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In the current classification, squamous vlvar intraep- mixed types) and VIN, differentiated type (VIN 3, dif-
ithelial neoplasia (VIN) is categorized as VIN 1, 2 and 3 Sferentiated type). (J Reprod Med 2005;50:807-810)
according to the degree of abnormality. There is neither

evidence that the VIN 1-3 Keywords: vulvar cancer,
MOTPhOIOgIC SPeCtTUtL o e —alvar neoplasms, vulvar

flects a biologic continuum Classification is performed on the intraepithelial neoplasia,
nor that VIN 1 is a cancer . . o e terminology.
precursor. The VIN 2and 3 Dasis of morphologic criteria only

category includes 2 types of and not HPV type or clinical

The Journal of Reproductive Medicine®

lesion, which differ in mor-

Historical Background

phology, biology and clinical appearance. The current terminology
features, VIN, usual type for squamous vulvar in-
(warty, basaloid and mixed), traepithelial neoplasia
is HPV related in most cases. Invasive squamous carci- (VIN) was introduced by the International Society
nomas of warty or basaloid type is associated with VIN, for the Study of Vulvar Disease (ISSVD) in 1986. In
usual type. VIN, differentiated type, is seen particularly this classification, squamous VIN is categorized as
in older women with lichen sclerosus and/or squamous VIN 1, VIN 2 and VIN 3 according to the degree of
cell hyperplasia in some cases. Neither VIN, differentiat- abnormality. In addition, the 1986 report described
ed type, nor associated keratinizing squamous cell carci- a separate lesion, differentiated VIN, and recom-
noma is HPV related. The term VIN should apply only mended that it also be classified as VIN 3.1

to histologically high grade squamous lesions (former In 2003 the World Health Organization (WHO)
terms, VIN 2 and VIN 3 and differentiated VIN 3). The recommended grading VIN lesions the same as cer-
term VIN 1 will no longer be used. Two categories vical intraepithelial lesions.? In this classification, a
should describe squamous VIN: VIN, usual type (en- VIN 1 lesion is defined as follows: “Maturation is
compassing forner VIN 2 and 3 of warty, basaloid and present in the upper two-thirds of the epithelium,
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and the superficial cells contain variable but usual-
ly mild atypia, which may include viral cytopathic
effect (koilocytosis). Nuclear abnormalities are
present throughout but are slight. Mitotic figures
are present in the basal third and are not numerous.
Abnormal forms are rare.”?

A VIN 2 lesion has cellular maturation “present
in the upper half of the epithelium, and nuclear
atypia is conspicuous in both the upper and lower
epithelial layers. Mitotic figures are generally con-
fined to the basal two-thirds of the epithelium. Ab-
normal forms may be seen.”?

A VIN 3 lesion is defined as follows: “Maturation
(including surface keratinization) may be absent or
confined to the superficial third of the epithelium.
Nuclear abnormalities are marked throughout most
or all of the thickness of the epithelium. Mitotic fig-
ures may be numerous and are found at all levels of
the epithelium. Abnormal mitoses are frequent.”2

The simplex type of VIN (carcinoma in situ, sim-
plex type) is described separately and defined as
follows: “a highly differentiated lesion resembling
well differentiated squamous cell carcinoma in
which the atypia is most prominent in or confined
to the basal and parabasal layers of the epithelium,
where the cells have abundant cytoplasm and form
pearls and the nuclei are relatively uniform in size
and contain coarse chromatin and prominent nucle-
oli.” 2

WHO prefers the VIN terminology but lists dys-
plasia/carcinoma in situ as synonyms.

Reasons for Modification

The 1986 ISSVD report made no reference to the
possible natural history of VIN. Inappropriate par-
allels have been drawn between cervical intraep-
ithelial neoplasia (CIN) and VIN because they have
similar 1-3 grading systems, reaffirmed in the 2003
WHO publication. However, there is no evidence
that the VIN 1-3 morphologic spectrum reflects a
biologic continuum or that VIN behaves similarly
to CIN.

VIN 1 is an uncommon histologic finding and
constitutes basally located cellular changes or min-
imal atypia. These findings are usually reactive or
are an HPV effect. There is no evidence that VIN 1
is a cancer precursor, suggesting that the term in-
traepithelial neoplasia for such benign lesions may be
misleading. In addition, studies have demonstrated
considerable interobserver and intraobserver varia-
tions in the VIN 1 diagnosis and concluded that this
diagnostic category is not reproducible.34 Finally,
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certain lesions, usually occurring in a background
of lichen sclerosus, have basally located atypia, rep-
resenting high grade differentiated VIN. It is essen-~
tial that these be properly identified and managed.

The majority of VIN lesions are categorized as
VIN 2 or 3. Good histologic agreement is obtained
when VIN 2 and 3 are combined as a single diag-
nostic category, high grade VIN.# However, the
high grade VIN category includes 2 types of lesion,
which differ in morphology, biology and clinical
features.

VIN, usual type, is HPV related in most cases and
seen adjacent to approximately 30% of squamous
cell carcinomas of the vulva. Invasive squamous
carcinomas of warty (condylomatous) and basaloid
types have been identified associated with VIN of
the usual type, and these tumors are also HPV as-
sociated.? In women >30 years old, these lesions
have a demonstrated invasive potential. While it is
relatively common to see invasion developed in a
field of VIN 56 a number of factors should be con-
sidered in addressing the natural history of VIN,
usual type, lesions: unifocality,” previous radio-
therapy,® raised lesions® and immune suppres-
sion.®? The role of the immune system seems to be
central to the processes associated with both pro-
gression to invasion and spontaneous regression of
VIN. Indirect evidence to support this hypothesis
may be found in the high incidence of VIN in im-
munocompromised women.!0 Adequate follow-up
is crucial when we consider the invasive potential
of VIN. The progression of untreated VIN, usual
type, to invasive carcinoma is clearly demonstrated.

A particular clinical variant of VIN, usual type,
with a pigmented appearance and multiple, seen in
women <30 years who often are non-European,
often associated with genital warts and sometimes
with pregnancy, can regress spontaneously.!!

The less common VIN, differentiated type, is seen
primarily in older women, often in association with
keratinizing squamous cell carcinomas and, in
some cases, is associated with lichen sclerosus
and/or squamous cell hyperplasia in some
cases.?1215 VIN, differentiated type, was previous-
ly referred to as VIN, simplex type.15

VIN, differentiated type, is underreported with
respect to keratinizing vulvar invasive carcinoma.
Some hypothesis could explain the underdiagnosis
of differentiated VIN: the likelihood that it has a rel-
atively brief intraepithelial phase before progres-
sion to invasive carcinoma, has the clinical aspect of
squamous hyperplasia and is a difficult histologic
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diagnosis. Thus, differentiated VIN is discovered
mainly during follow-up because of a prior inva-
sive vulvar carcinoma or lichen sclerosus.!3

HPV DNA and histopathologic studies of vulvar
carcinoma and adjacent epithelium confirmed 2
separate etiologies of vulvar cancer. HPV-positive
warty or basaloid VIN may be found adjacent to
corresponding warty (condylomatous) or basaloid
carcinoma, although a given tumor may have both
warty and basaloid VIN.16 Conversely, neither
VIN, differentiated type, nor associated keratiniz-
ing squamous cell carcinoma is associated with
HPV.13 Good interobserver histopathologic repro-
ducibility is noted between these 2 vulvar carcino-
ma types.t”

These data suggest dividing VIN (VIN 2 and VIN
3) into 2 histologic diagnostic categories: VIN, usual
type (VIN 2 and 3, encompassing warty, basaloid
and mixed types) and VIN, differentiated type (VIN 3,
differentiated type). Furthermore, the clinical fea-
tures of these lesions are also different. VIN, usual
type, is typically seen as a unifocal or multifocal le-
sion with a variety of clinical presentations: patch-
es, erosions, plaques, papules and nodules with hy-
perkeratotic, verrucous, pigmented, red or white
changes. Conversely, VIN, differentiated type, is
most commonly encountered in a background of
lichen sclerosus, and the lesion is either an ulcer,
warty papule or hyperkeratotic plaque.

There are rare reports of VIN 2 and 3 that are
pagetoid in type'® or that cannot be classified into
any of the above categories. In these rare instances
VIN can be termed VIN, unclassified.

VIN Terminology (Figure 1)

1. The term VIN 1 will no longer be used. Histo-
logic changes previously encompassed within
the term VIN 1 will be described either as flat
condyloma acuminatum or HPV effect. In this
context, the use of the term atypia is discour-
aged.

2. The term VIN should apply only to histologi-
cally high grade squamous lesions (former
terms, VIN 2, VIN 3 and differentiated VIN 3).

3. Two categories of VIN should be used to de-
scribe squamous VIN:

a. The more common type of VIN will be
termed VIN, usual type. This encompasses
the previous VIN 2, VIN 3 (clinically older
terms: Bowen’s disease, bowenoid papulo-
sis; histologically older terms: dysplasia,
carcinoma in situ and other VIN terms).

VIN, usual type

a. VIN, warty type

b. VIN, basaloid type

. VIN, mixed {warty/basaloid) type
VIN, differentiated type

Figure 1 Squamous VIN terminology (ISSVD, 2004). The
occasional example of VIN that cannot be classified into either of
the above VIN categories (usual or differentiated type) may be
classified as VIN, unclassified type. The rare VIN of pagetoid type
may be classified as such or placed in this category.

These lesions are generally associated with
high-risk HPV types, especially HPV 16.
VIN, usual type, can be subcategorized his-
tologically as warty (condylomatous), basa-
loid or mixed (presence within the same le-
sion of warty and basaloid VIN).

b. The less common type of VIN lesion will be
termed VIN, differentiated type. These le-
sions generally are not associated with
HPV.

4. The occasional example of VIN that cannot be
classified into either of the above VIN cate-
gories (usual and differentiated types) may be
classified as VIN, unclassified type (or VIN,
NOS). The rare VIN of pagetoid type may be
classified as such or placed in this category.

5. Classification is performed on the basis of
morphologic criteria only and not HPV type or
clinical appearance.
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