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I am aware that this
meeting is about
dermatopathology and not 
zoology. Nonetheless, let us
pretend for a moment



that you were director of a 
zoo. You had many animals
under your care, big and
small ones, carnivores and
herbivores, 



TigerPumaLynx

Squirrel Moose Rabbit

with species such as lynx, 
pumas, and tigers, but also 
squirrels, moose, and
rabbits. These are only six
examples, but there are
many more species,



Tiger
Panthera tigris

Puma
Cougar

Lynx
Lynx lynx

Squirrel
Sciurus vulgaris

Moose
Aces aces

Rabbit
Oryctolagus cuniculus

and each is known by 
different names, e.g. 
Cougar, Alces alces, and 
Oryctolagus cuniculus. 

In brief, as director of a zoo
you are confronted with
hundreds of species and
thousands of names. 
Clearly, life would be much
easier with a simplified
classification. How about
the following suggestion? 



Squirrel
Sciurus vulgaris

Moose
Aces aces

Rabbit
Oryctolagus cuniculus

Puma
Cougar

Lynx
Lynx lynx

Tiger
Panthera tigris

We expunge terms such as
lynx, puma, and tiger from
the vocabulary of zoology. 
Instead, we make a 
distinction, for practical
purposes, 



dangerous dangerous dangerous

harmless harmless harmless

between dangerous and
harmless animals, 
predators and prey. 



dangerous
small teeth

dangerous
medium teeth

dangerous
big teeth

harmless harmless harmless

In the group of predators
we subclassify animals
according to the size of
their teeth, small, medium, 
and big. 



dangerous
small teeth

dangerous
medium teeth

dangerous
big teeth

harmless
Squirrel

harmless
big animals

harmless
other creatures

In the group of prey, we
distinguish between
squirrels, big animals, and
other creatures. The 
specific category of
squirrels is maintained
because they are so 
common in our zoo. 



Of course, in regard to
squirrels, we have to
acknowledge that their size
varies and that they are not 
only prey but also 
predators with sharp teeth.



Hence, a combination 
should be possible, e.g., 
medium-sized squirrels 
with big teeth. And this 
would round up our 
classification.



But would it attract
visitors? Probably not. In 
zoology, such simplification
would not be accepted
because visitors
presumably wanted to
know the names of all the
other animals. 



Candidiasis

Vulvitis plasmacellularis

Hailey-Hailey’s

disease

Psoriasis

Allergic contact dermatitis

Fixed drug eruption

Lichen simplex chronicus

Lichen sclerosus

Lichen planus

In vulvar pathology, 
acceptance is no problem. 
Who cares if there are
diseases such as psoriasis, 
lichen planus, or fixed drug
eruption? That is much too
complicated.



Obstet Gynecol

1976; 147: 122

In 1976, the International 
Society for the Study of
Vulvar Diseases presented
a new nomenclature for
vulvar disease and declared
that “the following terms
have been deleted from the
vocabulary of vulvar
diseases,” among them
common diagnoses such 
“neurodermatitis” and
“Bowen’s disease.”



Condyloma acumin.
Genital wart

SCC in situ
Bowen’s disease

SCC in situ
Bowen’s disease

Lichen sclerosus
Kraurosis vulvae

Atopic dermatitis
LSC, Neurodermatitis

Psoriasis, Fixed drug eruption,

Vulvitis Zoon, Lichen planus

In addition to terms being
struck from the vocabulary, 
many other diagnoses were
not considered, 



Neoplastic Neoplastic Neoplastic

Non-neoplasticNon-neoplastic Non-neoplastic

and, eventually, a 
classification was advanced
that consisted of only six
categories, three neoplastic
and three non-neoplastic
ones.



Neoplastic
VIN I

Neoplastic
VIN II

Neoplastic
VIN III

Non-neoplastic Non-neoplasticNon-neoplastic

Neoplastic conditions were
referred to as “vulvar
intraepithelial neoplasia” 
and were subclassified
according to the size of
their teeth into VIN I, II, 
and III, corresponding to
the level of involvement of
the epidermis by atypical
cells. 



Neoplastic
VIN I

Neoplastic
VIN II

Neoplastic
VIN III

Non-neoplastic
Lichen sclerosus

Non-neoplastic
Other dermatoses

Non-neoplastic
Squamous cell hyperplasia

Among non-neoplastic
conditions, only one
specific disease was 
maintained, namely, lichen
sclerosus, the other
categories being
“squamous cell
hyperplasia” which may be
seen in a wide variety of
diseases, and “other
dermatoses” which is even
less meaningful. 



Hum Pathol

1989; 20: 495

This was the entire “new
nomenclature for vulvar
disease,” but, in order to
make up for the truncated
classification,



Lichen sclerosus with

squamous cell

hyperplasia 

and mild dysplasia

Hum Pathol

1989; 20: 495

combinations were
accepted, e.g., lichen
sclerosus with squamous
cell hyperplasia and mild 
dysplasia, and those
combinations were said to
bear special biologic
significance. 



J Reprod Med 1988 Jun;33(6):545-50.

Malignant potential of mixed vulvar dystrophy (lichen sclerosus

associated with squamous cell hyperplasia).

Rodke G, Friedrich EG Jr, Wilkinson EJ.

Department of Obstetrics and Gynecology, University of Florida, Gainesville.

Abstract

Fifty women whose clinical vulvar appearance was compatible with that of

hyperplastic or mixed vulvar dystrophy were evaluated in the Vulvovaginal

Referral Unit, University of Florida, from 1980 through 1986. Histologic

material from biopsies performed on these patients was reviewed. The

histologic picture was consistent with the clinical diagnosis in 33 cases.

Fifteen patients had lichen sclerosus with various degrees of hyperkeratosis,

while one had human papillomavirus-associated vulvar intraepithelial

neoplasia and another had only mild chronic inflammation. Three patients in

the mixed dystrophy group developed squamous carcinoma of the vulva.

Women with squamous cell hyperplasia occurring in a background of lichen

sclerosus (mixed dystrophy) constitute a distinct group at higher risk of

developing invasive cancer and require histologic assessment.

In 1988, Rodke and co-
workers reported on the
“malignant potential of
mixed vulvar dystrophy
(lichen sclerosus associated
with squamous cell
hyperplasia)” and
suggested that “women
with squamous cell
hyperplasia occurring in a 
background of lichen
sclerosus (mixed dystrophy) 
constitute a distinct group
at higher risk of developing
invasive cancer and require
histologic assessment.”



This concept has prevailed 
to this date. In current 
“guidelines for the follow-
up of women with vulvar 
lichen sclerosus,” the 
“association between LS 
and squamous cell cancer 
of the vulva” is 
emphasized, particularly in 
the case of “localized skin 
thickening.” But how risky 
is hypertrophic lichen 
sclerosus?



There is no question that
lichen sclerosus may be
associated with squamous
cell carcinoma. Such cases
have been documented
abundantly in the
literature, beginning in the
early 20th century when
vulvar lichen sclerosus was 
known as “kraurosis
vulvae.” However, because
“kraurosis vulvae” was 
associated with whitish
lesions,



it was confused commonly
with early stages of
squamous cell carcinoma
known as “leukoplakia.” In 
many articles about
“kraurosis” and cancer, 
there was evidence of
cancer, but not of lichen
sclerosus. 



Băluş L ,

Hautarzt 1971;

22: 199

Vice versa, pictures of
lichen sclerosus with
alleged “epitheliomatous
transformation” showed no
clear signs of a malignant
process. 



Nonetheless, those cases
served to reconfirm the
concept of lichen sclerosus
of the vulva as a 
“precancerous state.”



Arch Dermatol

1962; 85: 362

And then there were
pictures showing an 
undubitable association of
lichen sclerosus and cancer, 
as in this article by Barker 
and Gross in 1962.



However, the authors
acknowledged that, in their
clinic, keratotic lesions of
lichen sclerosus were
routinely treated with
radiotherapy. Although that
treatment may have
contributed to
carcinogenesis, 



and although they
observed cancer in but a 
single case, the authors
concluded that “the
relationship between
carcinoma of the vulva and
LSA can no longer be
discounted.”



I would caution against the

concept of leukoplakia

superimposed on lichen

sclerosus et atrophicus. In

cases of lichen sclerosus et

atrophicus with a whitish,

thickened skin one sees,

on histologic examination,

hyperkeratosis and irregular acanthosis, but 

no atypicality of the epidermal cells …  

Walter Lever, Arch Dermatol 1962; 85: 371

In a discussion of this 
paper, Walter Lever of 
Boston noted: “I would 
caution against the concept 
of leukoplakia
superimposed on lichen 
sclerosus et atrophicus. In 
cases of lichen sclerosus et 
atrophicus with a whitish, 
thickened skin one sees, on 
histologic examination, 
hyperkeratosis and 
irregular acanthosis, but no 
atypicality of the epidermal 
cells ...”



This is what Lever 
described: Lichen sclerosus
with hyperkeratosis and
acanthosis. In vulvar lichen
sclerosus, hyperplasia of
the epidermis is the rule
rather than the exception, 
and this is the reason why
the extension “et 
atrophicus” has been
discarded.



As an interface dermatitis, 
florid cases of lichen 
sclerosus are associated 
with vacuolar alterations at 
the junction and 
lymphocytes within the 
epidermis. As in all 
dermatitides with 
epidermal involvement, 
size and chromatism of 
keratocytes varies slightly, 
but there is no frank 
nuclear atypia, no crowding 
of nuclei, no evidence of a 
neoplastic process.



Not one of the many cases of 

lichen sclerosus et atrophicus seen 

at the Free Hospital for Women 

ever developed carcinoma. Walter Lever, 1962

Lever stated in 1962 that
“not one of the many cases
of lichen sclerosus et 
atrophicus seen at the Free 
Hospital for Women ever
developed carcinoma.” This 
is also my experience. 
Because it is unlikely that
things in Boston and
Freiburg are different from
the rest of the world, 



Not one of the many cases of 

lichen sclerosus et atrophicus seen 

at the Free Hospital for Women 

ever developed carcinoma.

we conducted a survey
among leading
dermatopathologists from
Europe and the United 
States concerning the
association of lichen
sclerosus with cancer, the
results of which were
published in our journal
“pink & blue.” 



Some had seen a few cases, 
e.g., Helmut Kerl who
estimated to have seen 5 
cases in a professional 
career of more than 40 
years. Most had not seen a 
single case in many years, 
including, for example, 
Zsolt Argenyi in Seattle, 
Heinz Kutzner in 
Friedrichshafen, Omar 
Sangüeza in Winston 
Salem, and Noreen Walsh 
in Halifax. Altogether there
were maybe a dozen
carcinomas among several
ten thousand cases of
lichen sclerosus. 



Compare this to data from
the literature. In series of
squamous cell carcinoma of
the vulva, lichen sclerosus
has been claimed to be
present in about half of the
cases, e.g., in 61% in this
study of 1990. 



Vice versa, patients with
lichen sclerosus are said
currently to have “a 4% to
6% risk of developing a 
vulvar squamous cell
carcinoma.” Let’s assume
for a moment that these
data are correct:



Prevalence of lichen sclerosus in cases of vulvar carcinoma 50%

Prevalence of SCC in patients with vulvar lichen sclerosus 5%

a prevalence of lichen
sclerosus in cases of vulvar
carcinoma of about 50% 
and a prevalence of SCC in 
patients with vulvar lichen
sclerosus of about 5%.



Prevalence of lichen sclerosus in cases of vulvar carcinoma 50%

Prevalence of SCC in patients with vulvar lichen sclerosus 5%

Prevalence of vulvar lichen sclerosus among elderly women 3%

If we also take into account
the high prevalence of
vulvar lichen sclerosus
among elderly women that
has been estimated to be
about 3%, 



3/100 x 5/100  = 15/10,000

= 150/100,000
Prevalence of LS-associated vulvar carcinoma 

Prevalence of lichen sclerosus in cases of vulvar carcinoma 50%

Prevalence of SCC in patients with vulvar lichen sclerosus 5%

Prevalence of vulvar lichen sclerosus among elderly women      3%

a simple computation can
be done: 3% times 5% 
equals 15 in 10,000 or 150 
in 100,000 patients. This 
would be the prevalence of
vulvar squamous cell
carcinoma associated with
lichen sclerosus.



3/100 x 5/100  = 15/10,000

= 150/100,000
Prevalence of LS-associated vulvar carcinoma 

x 2 = 300/100,000

Prevalence of vulvar carcinoma

Prevalence of lichen sclerosus in cases of vulvar carcinoma 50%

Prevalence of SCC in patients with vulvar lichen sclerosus 5%

Prevalence of vulvar lichen sclerosus among elderly women      3%

Because only one half of
vulvar squamous cell
carcinomas are said to be
associated with vulvar
lichen sclerosus, this
number must be doubled
in order to calculate the
prevalence of vulvar
squamous cell carcinoma
on the basis of those data.



3/100 x 5/100  = 15/10,000

= 150/100,000
Prevalence of LS-associated vulvar carcinoma 

x 2 = 300/100,000

Prevalence of vulvar carcinoma

Carcinoma in situ

1.3/100,000

Invasive SCC

1.8/100,000

American Cancer Society, 2008

Prevalence of lichen sclerosus in cases of vulvar carcinoma 50%

Prevalence of SCC in patients with vulvar lichen sclerosus 5%

Prevalence of vulvar lichen sclerosus among elderly women      3%

In actuality, according to a 
study by the American 
Cancer Society in 2008, the 
incidence of vulvar 
squamous cell carcinoma is 
1.3 per 100.000 for 
carcinoma in situ and 1.8 
for invasive SCC. These 
numbers differ by a factor 
of 100.
In brief, the incidence of
lichen sclerosus-associated
squamous cell carcinoma is
exaggerated vastly. How
can this be explained? 



Hum Pathol

1989; 20: 495

There are many reasons, 
and one is the classification
of the International Society 
for the Study of Vulvar
Disease. With lichen
sclerosus being the specific
disease mentioned, this
diagnosis came to be
rendered excessively.



Wang SH et al., JEADV 2010; 24: 815
In the literature, there are
reports, well into recent
years, of “vulvar cell
carcinoma associated with
lichen sclerosus” in which
there is no evidence of
lichen sclerosus in 
photomicrographs. 



Three years ago, in a 
retrospective study of cases 
diagnosed as lichen 
sclerosus with progression 
to vulvar squamous cell 
carcinoma, revision of 
biopsies could confirm the 
diagnosis of lichen 
sclerosus in only 30% of 
cases.



This should not be
surprising. Although
diagnosis of lichen
sclerosus is usually
straightforward in lesions
with prominent 
subepidermal sclerosis, it
may be difficult. In lesions
with little or no sclerosis, 
lichen sclerosus often
resembles lichen planus
because of irregular
epithelial hyperplasia with
hypergranulosis and
hyperkeratosis, 



vacuolar changes at the
junction, and necrotic
keratocytes. Unlike lichen
planus, lymphocytes are
present not only in the
lower epidermis, but 
pepper the epidermis in 
concert with scant
spongiosis. The same is
true for necrotic
keratocytes that may be
seen in all reaches of the
epidermis. 



Moreover, epithelial
hyperplasia in non-sclerotic
lichen sclerosus is mostly
psoriasiform with plump 
elongated rete ridges and
papillomatosis. 



Also in this case, there are
numerous lymphocytes in 
the epidermis in concert
with scant spongiosis, 
necrotic keratocytes in the
upper reaches of the
epidermis, and
parakeratosis with distinct
dyskeratotic parakeratotic
cells. 



Those changes are 
accentuated above dermal 
papillae, the result being 
narrow, vertical columns of 
parakeratosis that are even 
more distinctive at the 
edge of the biopsy 
specimen.



In brief, there are many
criteria for histopathologic
diagnosis of lichen
sclerosus in the absence of
sclerosis. However, 
diagnosis depends on a 
constellation of criteria
because no single criterion
is diagnostic, not even
subepidermal sclerosis. 



For example, foci of
sclerosis may be seen in 
the stroma of squamous
cell carcinoma, as in this
carcinoma in situ from the
scalp.



In the papillary dermis, the
collagen appears
homogenized; individual 
fibres cannot be
distinguished. On the scalp, 
those findings are usually
neglected, but on the
vulva, they are likely to be
interpreted as evidence of
associated lichen sclerosus.



Hum Pathol

1989; 20: 495

Another effect of the
classification of the
International Society for
the Study of Vulvar Disease
was the tendency to
interpret slight nuclear
atypia as evidence of a 
neoplastic process. Once
the category VIN I had
been introduced, that
diagnosis was given in a 
wide variety of diseases, 
ranging from inflammatory
dermatoses to
condylomata. 



Eventually, this was 
recognized as a problem, 
and in 2004, the 
International Society for 
the Study of Vulvovaginal 
Disease proclaimed that 
“the term VIN should apply 
only to histologically high 
grade suqamous lesions. … 
The term VIN 1 will no 
longer be used.” At the 
same time, a new 
classification was 
introduced that 
distinguished between 
“VIN, usual type” and “VIN, 
differentiated type.”



Ueda Y et al.

J Skin Cancer, 2011

Those types were thought
to reflect two distinct
pathways of carcinoma
formation. “VIN, usual
type” was thought to be
caused by human 
papilloma virus and to
progress to warty or
basaloid squamous cell
carcinoma, whereas “VIN, 
differentiated type” was 
said to be associated with
lichen sclerosus and to
progress to keratinizing
squamous cell carcinoma. 



Ueda Y et al.

J Skin Cancer, 2011

20-35% 65-80 %

progression

rare

progression

common

The warty or basaloid type 
was said to be much rarer 
than the keratinizing one, 
and progression of “usual 
VIN” was said to be rare in 
comparison to progression 
of “differentiated VIN.”
With this new 
classification, lichen 
sclerosus suddenly became 
associated conceptually 
with the most dangerous 
type of vulvar 
intraepithelial neoplasia 
and the most common type 
of squamous cell 
carcinoma.



Ueda Y et al.

J Skin Cancer, 2011

20-35% 65-80 %

progression

rare

progression

common

This two-tier classification
of vulvar squamous cell
carcinoma has the
advantage of being elegant 
and the disadvantage of
being incorrect on several
grounds. First, so-called
“warty,” “basaloid,” and
“keratinizing squamous-cell
carcinomas” are not 
distinct lesions, all kinds of
transitions are possible. 
Second, the concept that
one type of carcinoma is
associated with HPV 
infection and “usual, 
undifferentiated VIN” and
another type with lichen
sclerosus and
“differentiated VIN” has
been refuted in numerous
studies. 



For example, van Seters
and co-workers found in 
2007 that “vulvar
intraepithelial neoplasia
associated with lichen
sclerosus is mainly of the
undifferentiated type,”
rather than the
differentiated one. They
also noted that “HPV DNA 
was demonstrated in 31% 
of the lesions.”



Third, with its new
classification, the Society 
violated its own rule that
“the term VIN should apply
only to histologically high 
grade squamous lesions.”



The term “differentiated” refers to … 

basal atypia in the context of a fully 

differentiated vulvar epithelium. …Its 

high degree of cellular differentiation 

and absence of widespread 

architectural disarray make it difficult 

to recognize this type of VIN.

Preti et al., Clin Obstet Gynecol 2005; 48:845

It was emphasized that
“the term 'differentiated' 
refers to … basal atypia in 
the context of a fully
differentiated vulvar
epithelium. …Its high 
degree of cellular
differentiation and absence
of widespread architectural
disarray make it difficult to
recognize this type of VIN.”
This is not the description
of a “histologically high 
grade squamous lesion,”
the only criterion for
diagnosis being “basal 
atypia.”



Haefner et al.,

Hum Pathol 1995; 26:147

And what is “basal atypia”? 
Let’s look at some pictures. 
This is said to be
“differentiated VIN 
associated with LS,” but is it
really diagnostic of a 
neoplastic transformation
of an inflammatory
disease?



Another example from an 
article about “vulvar
intraepithelial neoplasia of
the simplex (differentiated) 
type.”



By this term, the authors
refer to lesions of
indubitable squamous cell
carcinoma in situ, but also 
to lesions with only
minimal nuclear atypia. 
According to the authors, 
these are “abnormal 
keratinocytes” with
“enlarged nuclei with
prominent nucleoli.”



However, if those features
suffice for diagnosis of a 
malignant neoplasm, how
about these cells? They are
much more atypical, 



Lupus erythematosus

Arzneimittelexanthem

but the biopsy specimens
came from lesions of lupus
erythematosus and a drug
eruption. 



Another case from the 
same article: it is said to 
show “simplex vulvar 
intraepithelial neoplasia”
characterized by a 
“proliferation of abnormal 
enlarged keratinocytes,”
but where are those cells? 
These nuclei are small and 
monomorphous. To me, 
this is hypertrophic lichen 
sclerosus. There is a 
bandlike infiltrate of 
lymphocytes impinging on 
the epidermis and 
associated with foci of 
sclerosis in dermal papillae. 
The epidermis shows 
irregular psoriasiform
hyperplasia and 
parakeratosis that seems to 
be arranged in vertical 
columns.



I have already shown a 
similar case: Lichen 
sclerosus with only small
foci of sclerosis, 
psoriasiform epidermal 
hyperplasia,



scant spongiosis above
dermal papillae, necrotic
keratocytes, and columns
of parakeratosis. This 
presentation of lichen
sclerosus is found, in more
or less pronounced fashion, 
in about 5 to 10% of our
cases of lichen sclerosus. 
There are no atypical
nuclei,



and this is the clinical
picture: an exceedingly
chronic lesion of lichen
sclerosus with accentuation
of skin furrows as a 
consequence to
superimposed lichen
simplex chronicus.



Another example: Note the
psoriasiform epithelial
hyperplasia. It is irregular
but, in general, rete ridges
have approximately the
same length. There is a 
dense lichenoid infiltrate, 
marked hyperkeratosis, 



and, again, foci of
spongiosis above dermal 
papillae with individual 
necrotic keratocytes and
vertical columns of
parakeratosis.



Although those findings are
relatively distinctive, they
may be simulated by
squamous cell carcinomas. 
In this squamous cell
carcinoma, the epithelial
hyperplasia is much more
pronounced, more irregular
and deeper reaching. 
However, there is also a 
lichenoid infiltrate of
lymphocytes,



individual necrotic
keratocytes are present in 
haphazard array, and there
is no significant nuclear
atypia. Note that
keratocytes are crowded in 
the basal and suprabasal 
layers and that there are
hints of acantholysis. 
Together, this leads to a 
relatively sharp 
demarcation of the lower
layers from the mid spinous
zone. 



In an earlier biopsy from
the same lesion, distinction
from hypertrophic lichen
sclerosus is even more
difficult. Again, however, 
the epithelial hyperplasia is
more irregular than usually
seen in hypertrophic lichen
sclerosus, 



nuclei are crowded focally, 
and there are hints of
acantholysis in the lower
spinous zone.



For comparison, another
case of hypertrophic lichen
sclerosus: The epidermis is
thickened markedly, and
the rete ridges are of
uneven thickness but of
approximately equal
length.



There are foci of sclerosis in 
the tips of dermal papillae, 
and chiefly above those
tips, one sees slight
spongiosis, individual 
necrotic keratocytes, and
columns of parakeratosis
with parakeratotic
dyskeratotic cells, 
somewhat resembling the
grains of Darier’s disease.



There is no crowding of
nuclei and no acantholysis.



Of course, there is some
variation in the size and
staining quality of nuclei of
keratocytes



and some have prominent 
nucleoli, but this is within
the range of normal.



There are some mitotic
figures in the lower spinous
zone, but this is an 
expected finding in any
inflammatory disease
associated with epidermal 
hyperplasia. Somehow, the
hyperplasia must come into
being. 



This is a biopsy of vulvar
psoriasis.



PHH3

MIB1
Many cells are stained by
the proliferation marker
Mib-1, and there are
numerous mitotic figures
highlighted by the pHH3 
antibody. These are
expected findings.



Nonetheless, in 
gynecopathology, 
enhanced proliferation is 
interpreted commonly as a 
sign of incipient malignant 
transformation. The 
authors of this study found 
that “the MIB1 proliferation 
index in normal vulvar 
epithelium was significantly 
lower than in vulvar 
premalignancies” and they 
recommended this as “a 
diagnostic tool to identify 
premalignancies of the 
vulva.” Proliferation was 
enhanced in lichen 
sclerosus, but the authors 
did not examine other 
inflammatory dermatoses 
with epithelial hyperplasia 
for comparison.



This is a cardinal failure in 
nearly all articles
addressing the malignant
potential of lichen
sclerosus. For example, 
Tapp and co-workers
assessed single base
instability in vulvar lichen
sclerosus and found that
“mutations occurred
significantly more
frequently in LS … than
adjacent normal … and
non-adjacent normal 
genital skin.” They did not 
assess other inflammatory
dermatosis.



Nonetheless, on the basis
of this study, lichen
sclerosus has been referred
to not only as a 
“precancerosis,” but an
“obligatory precancerosis.”



Several groups examined
p53 expression and found
that p53 is overexpressed
in lichen sclerosus adjacent
to vulvar cancer.



Carcinoma in situHypertrophic LS

p53 p53

Indeed, p53 expression in 
lichen sclerosus may be just 
as strong as in squamous
cell carcinoma in situ. 
However, it may also be
over-expressed in other
inflammatory diseases, 
such as genital herpes. In 
herpes, there may also be
enhanced proliferation
adjacent to the ulcer, with
strong expression of Mib-1 
and numerous mitotic
figures. 



Herpes genitalis

p53 PHH3

MIB1

However, it may also be
over-expressed in other
inflammatory diseases, 
such as genital herpes. In 
herpes, there may also be
enhanced proliferation
adjacent to the ulcer, with
strong expression of Mib-1 
and numerous mitotic
figures. 



Moreover, squamous cell
carcinoma has been
reported in association
with herpes genitalis. 
Nonetheless, nobody
considers herpes to be a 
“precancerosis.”



Of all inflammatory
diseases of the vulva, only
lichen sclerosus is said to
have big teeth, and this is
chiefly a consequence of
those caricatures of
classification that have
anchored firmly the
concept of a malignant
potential of lichen
sclerosus. 



Eventually, that concept
has resulted in studies
concerning mechanisms of
carcinogenesis, and if one
looks for findings destined
to support a preconceived
concept, one is likely to
find something, be it
enhanced proliferation, 
p53 expression, or single
base instability. These are
self-fulfilling prophecies. 



Another consequence of
the firm belief in the
malignant potential of
lichen sclerosus is an 
amazingly uncritical
attitude concerning
statistical data. Take this
“longitudinal cohort study”
about “squamous cell
carcinoma arising in vulvar
lichen sclerosus.” The 
“cumulative risk” in the
lichen sclerosus cohort was 
calculated to be 14.8% 
versus 0.06% in the general
population, “with the
relative risk being 246.6.”



Those are impressive
numbers, but they were
based on detection of only
three carcinomas, two
invasive and one in-situ. 
Because no pictures were
shown, the legitimacy of
diagnoses cannot be
assessed, but the authors 
remarked that one of the 
patients, more than a 
decade before, 



She had been affected … by cervical carcinoma, which had 

been treated with hysterectomy and radiotherapy.

“had been affected … by 
cervical carcinoma, which 
had been treated with 
hysterectomy and 
radiotherapy.” Obviously, 
that clinical history 
prohibits inclusion of the 
patient in a study 
concerning risk of 
malignancy in lichen 
sclerosus, and without this 
patient, those data, 
calculated up to the first 
number behind the 
decimal point, would 
already have been much 
different. Nonetheless, 
despite its weaknesses, this 
paper is one of the most 
frequently cited studies 
concerning the malignant 
potential of lichen 
sclerosus. 



Yet another factor
contributing to the
perception of lichen
sclerosus as a premalignant
disease, and one not to be
underestimated, is self-
promotion by physicians
and medical societies.



If you tell the public that
you are engaged in the
defense against squirrels, 
you will not earn much
attention. 



If you insist that those
squirrels are not harmless
rodents but dangerous
predators, 



maybe even with
connections to the mafia, 
you may raise concern and
get support. 



Lichen sclerosus

This is also true for the
defense against lichen
sclerosus. Accordingly, the
risk is emphasized. 



“Vulvar cancer can arise with surprising rapidity in women 

with LS … Where cancer risk exists, women should be 

followed at least every 3-6 months.” 

In the current ISSDV 
“guidelines for the follow-
up of women with vulvar
lichen sclerosus in specialist
clinics,” the warning is
uttered that “vulvar cancer
can arise with surprising
rapidity in women with LS 
… Where cancer risk exists, 
women should be followed
at least every 3-6 months.”



Cancer risk is said to exist 
especially in hypertrophic 
lesions: “Patients with 
lichen sclerosus with 
dyskeratosis and 
parakeratosis, hyperplasia 
and/or basal cellular atypia 
should be kept under close 
surveillance as these 
lesions also tend to 
progress to squamous cell 
carcinoma.”



Admittedly, it is wise to be
careful, and squamous cell
carcinomas may develop in 
lesions of lichen sclerosus. 
Maybe this is co-incidence, 
maybe it is caused by
independent carcinogenic
factors, such as previous
radiation therapy or
carcinogenic human 
papilloma viruses. 



Maybe chronic
inflammation and sclerosis
has really some
carcinogenic potential. If
this is the case, it is
minimal because the
association is so rare. 
Maybe the existing risk can
be reduced slightly by close
surveillance, but excessive
care bears risks of its own. 



For example, the white
danger in the mountains
are avalanches, and if one
gets into one,



presence of an avalanche
rescue dog can be life
saving.



However, when queing at a 
ski lift, the risk of being
struck by an avalanche is
minimal,



and if, for purposes of
safety, every skier was 
accompanied by a rescue
dog, crowding on the
slopes with the increased
risk of accidents would
outweigh by far any
potential benefits.



The same is true for lichen
sclerosus. When women
with lichen sclerosus are
controlled regularly and
subjected to biopsies every
three to six months, it is
only a question of time



until some pathologist will 
give the diagnosis of
“simplex or differentiated
vulvar intraepithelial
neoplasia” because of
minimal cytologic variation
and some mitotic figures.



Differentiated VIN requires excision. 

According to current
guidelines of the
International Society for
the Study of Vulvovaginal
Disease, “differentiated VIN 
requires excision.” Hence, 
there is a great chance that
an inflammatory skin
disease will end up to be
treated surgically, surely
not to the advantage of the
patient.



It is time, therefore, to 
remind of the fact that 
squirrels with big fangs are 
a fiction.



Even big

squirrels

have

small teeth

Even big squirrels have 
small teeth. 


