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Vulvar intraepithelial neoplasia
Epidemiological and clinical study of 45 cases
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Summary: We observed 45 cases of Vulvar Intraepithelial Neoplasia (VIN) histologically dia-
gnosed which came to our observation between 1986 and 1991,

The average age of the patients and the grade of the VIN lesions were evaluated.

We also examined the eventual association with Papillomavirus infection, with non-neoplastic
epithelial disorders in the adjacent areas and wth intraepithelial neoplasias of the cervix and/or

the va gina (CIN and/or VAIN).

These data were studied in relation to the vulvoscopic pictures and symptomatology presented

by the patients at the moment of diagnosis.

Intraepithelial neoplastic lesions of the
squamous epithelium of the vulva are
morphologically similar to those of the
uterine cervix and the vagina (CIN and
VAIN) (V).

Their biological behaviour is, however,
very different: they have a greater evolu-
tive tendency towards invasive forms at
the cervical level than at the vaginal (at
least in respect to the third lower) and
vulvar levels.

From the results reported in recent stu-
dies it would appear that there has been
an increase in the incidence of Vulvar
Intraepithelial Neoplasia in vulvar invasi-
ve and pre-invasive neoplastic pathology:
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18% in the year 1935-1950, 33% in
1951-1965 and 47% in 1935-1972 (%);
also, according to other Authors (3), the in-
cidence of Vulvar Intraepithelial Neopla-
sia has increased with respect to invasive
carcinoma, passing from 21% in the years
1926-1950, to 47% in 1966-1972 and
57% in 1973-1976.

The epidemiological characteristics of
the lesion also seem to have varied; whe-
reas it was once diagnosed in women in
higher age groups (about 60 years of age)
(** &7, today it is more commonly found
in younger women (about 40 years) (3) and
especially coinciding with the presence of
viral aetiological agents (particularly the
Papillomavirus) which could act as co-
factors in carcinogenesis (®).

The aim of our study has been to assess
our case records above all from the epi-
demiological, clinical and histopathologi-
cal points of view, also in relation to the
presence of intraepithelial neoplastic le-
sions at the level of the uterine cervix
and/or the vagina.
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MATERIALS AND METHODS

We examined 45 cases of Vulvar Intraepi-
thelial Neoplasia (VIN) which came to our
attention between 1986 and 1991, histopatholo-
.gically diagnosed among 214 cases of benign or
non-invasive neoplastic vulvar pathology.

These patients, who attended the Setvice of
Oncologic Gynaecology and Cytodiagnostics, In-
stitute of Gynaecology, University of Padua, we-
re submitted to vulvoscopic examination and vul-
var biopsy specimens were taken. Colposcopy,
cytological specimens and eventually cervico-
vaginal biopsy were also taken.

We divided the histopathological reports on
the 214 vulvar biopsies into Papillomavirus in-
fections (HPV), VIN lesion (I, II, III),
Paget’s disease, non-neoplastic epithelial disor-
ders (squamous cell hyperplasia, lichen sclero-
sus); in a group classed as “ other benign vul-
var pathologies” we included cases of cutaneous
naevus, angioma, lentigo simplex, papillate hy-
droadenoma and sebocystoma.

We assessed the incidence of VIN lesions in
the vulvar pathology considered and the ma-
croscopic aspect especially with relation to the
extent of the lesions. We assessed the mean
age of our patients and the symptomatology
presented at the time of diagnosis.

Finally we highlighted the association of
Vulvar Intraepithelial Neoplasia with HPV in-
fection. with non-neoplastic epithelial disorders
and with CIN and/or VAIN.

The VIN diagnosis was reached histologi-
cally following the criteria proposed by the
ISSVD in 1986 (9).

HPV infection was diagnosed on the basis
of the epithelial and stromal alterations found
during the histologic examination.

RESULTS

Out of the 214 vulvar biopsies petfor-
med for diagnostic purposes in the years
1986-1991, VIN was diagnosed in 45 ca-
ses (21.029% of the total) (Table 1).

The age of the patients suffering from
VIN was between 20 and 78 years (mean
age 48.97).

Of the 45 cases considered in our re-
search, 23 were diagnosed as VINI
(51.19%), 13 as VINII (28.8%), 6 as
VIN III (13.3%), while there were 3
cases of Paget’s disease (6.6%); the mean
age of the patients with VIN I was 44.64
years, with VIN IT 46.53 years, with VIN
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Table 1. — Distribution of the cases series ac-
cording to benign and pre-invasive vulvar
pathology.
No. cases %
HPV infection 82 38.3
Non-neoplastic epithelial
disorders 63 294
VINI 23 10.7
VIN II 13 6.0
VIN III 6 2.8
Paget’s disease 3 14
Other-benign vulvar pathology 24 11.2
Total 214 100.0

IIT 66.0 years and with Paget’s disease
52.6 yearse (Table 2).

In VIN lesions, HPV infection was
found in 23 cases (51.1%), involving
especially the youngest patients; about
73% of the patients were younger than
45 years and it should be noted that the
mean age of the patients with VIN and
HPV was about 20 yeats lower than that
of patients with VIN lesions alone (39.77
as against 59.04 years) (Tables 3, 4, 5).

The simultaneous presence of Intrae-
pithelial Neoplasia of the Cervix or of the

Table 2. — Mean age of patients suffering from
vulvar intraepithelial neoplasia.

VINI VINII VIN III Pf‘i%set's

No. of cases 23 13 6 3

Mean age 4464 4653 66.0 526

Table 3. — VIN-HPV association and respective

mean ages.

No. Without Mean age With Mean
cases HPV age HPV age
VIN I 23 11 52.23 12 36.08
VIN II 13 5 60.04 8 38.04
VIN IIT 6 3 7233 3 59.66
Paget’sdis. 3 3 52.60
Total 45 22 23
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Table 4. — Comparison of mean ages of pa-
tients suffering from VIN with and without
HPV infection.

VIN, I II, III
With HPV Without HPV
Mean age 39.77 59.04

Table 5. — Distribution of HPV infection in pa-
tients suffering from VIN according to age

group.

No. cases %

Age group
20-30 9 39.1
31-40 5 21.7
41-50 3 13.0
51-60 2 8.6
61-70 3 13.0
71-80 1 4.3
Total 23 100.0

Vagina was found in 10 cases (22.22%);
no cases showed the presence of invasive
of the lower genital tract (Table 6).

At the time of diagnosis, 23 patients
were symptomless and 22 patients presen-
ted the following symptoms: 13 cases of
pruritus (28.8%), 6 of burning sensation
(13.3%), two of pain (4.49%) and one
case of dyspaurenia (2.29) (Table 7).

The vulvoscopic examination at the ti-
me of the biopsy showed white areas in
27 cases (609%), condylomatous-like areas
in 8 cases (17.79%), red areas in 4 cases
(8.89%), areas of erosion in 4 cases
(8.8%), an ulcerated area in one case
(2.2%) (Table 8).

VIN associated with non-neoplastic epi-
thelial disorders were observed in 14 pa-
tients (31.19): these were 12 cases of
squamous cell hyperplasia and 2 cases of
lichen sclerosus; in this group two patients
suffering from VIN II and one from VIN
11T resulted also infected with HPV (Ta-
ble 9). The mean age of these patients
was 55.92, which was higher than that of
patients with VIN associated with HPV

(39.77 years) and lower than the mean
age of patients with VIN alone (60 years)
(Table 10).

Squamous cell hyperplasia was found
more frequently in association with VIN
(12 cases) than lichen sclerosus (2 cases);
furthermore, the former is associated also
with cases of VIN III, whereas lichen
sclerosus is associated only with VIN I

(Table 9).

DISCUSSION

The analysis of the data available
shows that the most frequent histological
diagnosis in the 45 biopsies considered
was VIN I (51.1% of cases). It may
also be noted that the mean age of the
patients affected tends to increase with
the degree of VIN, being 44.64 years for
VIN I and 66.0 years for VIN III.

The long interval we found between
VIN I and VIN III might suggest the
hypothesis of a long natural hystory of
VIN, much longer than that found for

Table 6. — VIN: association with Cin or Vain.

No. ;N 1 1

cants III VANI II I

VINI 8 5 1 1 1 - -
VIN II 2 2 - - - - -
VINIII - - - - - - -
Paget’s

disease - - - = - - -
Total 10 7 1 1 1 - -

Table 7. — Symptomatology reported by patients
suffering from VIN.

No. cases %
Pruritus 13 28.8
Burning 6 133
Pain 2 4.4
Dyspaurenia 1 22
Asymptomatic 23 51.1
Total 45 100.0
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Table 8. — Findings of the vulvoscopic exami-
nation at the time of biopsy.

No. "yiN1 1@

Paget's
cases I dis.

White areas 28 16 8 3
Condylomatosis

like-lesions 8 4 3 1
Red areas 4 1
Areas of erosion 4 2 2
Areas of

hyperpigmen-

tation 1 1
Ulcerated areas 1 1

Total 45 23 13 6 3

CIN but suggests also the problem of the
real nature of lesions denominated VIN
at various grades; in the vulva, also,
particulatly in relation with VIN T it’s
very difficult an exact differential diagnosis
among VIN and other lesions as those by
HPV (*). Differences in the mean age ate
also found in the patients who also pre-
sented HPV infection (39.77 years) in
comparison with others, without HPV in-
fection (59.04 years): the patients with
vulvar HPV infection are struck by VIN
at a much younger age than those not
infected; this fact, supported by other
Authors (> 1%, seems to support the hy-
potesis that the Papillomavirus may play
some part in the genesis of Vulvar Intrae-
pithelial Neoplasia, as has already been
proposed for Intraepithelial Neoplasia of
the Uterine Cervix, or the Papilloma virus
infection may play the role of reveling,
by means of itself symptoms also other le-
sions as VIN.

Many Authors (**) report the presence
of simultaneous or previous CIN and/or
VAIN in 20-25% of cases. In the cases
we studied, the simultaneous presence of
CIN or VAIN was found in about 23%
of cases; moreover, these patients had
HPV infection at both vulvar and cervico-
vaginal level. It might be supposed that
the whole genital tract is subject to the sa-
me pathogenic noxae; the greater frequen-
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cy of CIN with respect to VIN, found in
the literature, would be due to the diffe-
rent type of cells present in the Transfor-
mation Zone (}).

The symptomatology reported by the
patients, present in 49.99% of cases, is
non-specific, absolutely similar to that pre-
sented by patients suffering from non-neo-
plastic epithelial disorders, therefore non
pathognomonic.

The vulvoscopic examination revealed
white areas in about 609% of cases while
other pictures were less frequent. In 8
cases the vulvoscopic examination revea-
led condylomatous lesions; in fact, the
histopathological =~ examination showed
that these patients were suffering from
VIN and Papillomavirus infections.

Tt may also be noted that the patients
suffering from lichen sclerosus presented
VIN 1 histologic pictures, while those
with squamous cell hyperplasia also pre-
sented VIN II and VIN III pictures,
confirming the findings in literature (** 1)

Table 9. — Contemporary presence of non-neo-
plastic epithelial disorders in areas adjacent to
vulvar intraepithelial neoplasia.

VIN I VIN II VIN III
w /i
Wby HPV IO mPV WO HPV
Squamous cell
hyperplasia 5 - 4 2 - 1
Lichen
sclerosus 2 - - - - -
Total 7 - 4 2 - 1

HPV: Papillomavirus infection.
w/o HPV: Without Papillomavirus infection.

Table 10. — Comparison of mean ages of pa-
tients suffering from VIN and patients suffering
from VIN and non-neoplastic epithelial disorders.

Vin and non-

neoplastic
epithelial VIN+HPV  VIN alone
disorders

Mean age 55.92 39.77 60.0
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which consider squamous cell hyperpla-
sia a lesion with a greater risk as regards
the development of pre-invasive and inva-
sive lesions of the vulva; the mean age of
the patients with VIN and non-neoplastic
epithelial disorders is much higher than
that of patients with VIN and VIN with
HPV; this observation agrees with the
fact that these lesions are much more fre-
quent in higher age groups, as pointed out
by other Authors ().

Despite the increased incidence of VIN
found by many Authors (3, 2), there has
been no reduction in the incidence of in-
vasive carcinoma of the vulva (}); besides,
there is no screening of the population for
VIN and, at least in our cases, there ap-
pears to be a long natural history in VIN
lesions (the interval we found between
VIN I and VIN III is about 20 years).

However, some doubts still remain: are
VIN and invasive carcinoma of the vulva
different phases of one disease or two dif-
ferent pathologies with different biological
hehaviour, indicating that the Vulvar In-
traepithelial Neoplasia is not necessarily a
lesion at high risk for evolving towards
invasive forms? (%). In a number of recent
case records it has been observed that the
age of major incidence of VIN is around
40 years (*), much lower than the age of
major incidence of invasive carcinoma of
the vulva, which is around 65-70 years
(%): the interval of latency between intra-
epithelial neoplasia and the invasive form
would therefore be 25-30 years. In the
opinion of some Authors (*3,** 1) this in-
terval should be shorter, consideting that
at the level of the uterine cervix it is
around 5-15 years (*®); basing their hypo-
thesis on this epidemiological finding, the-
se Authors maintain that VIN is a pre-
invasive lesion only in older women, whi-
le in younger women it would in many
cases represent a condition related to the
Papillomavirus infection (this infection is,
indeed, much more frequent among young
coomen) and its Dbiological behaviour

could be different, with a very low inci-
dence of evolution towards more serious
lesions (*3).

Besides, in the opinion of other Au-
thors, since the biological characteristics
of the epithelia covering the vulva and
the cervix are different, the interval of la-
tency between carcinoma in situ and in-
vasive lesions would not necessarily be si-
milar in the two epithelia (*%).

An answer to all this hypothesis, which
are based only on epidemiological findings,
might be found in perspective studies
which are generally not carried out, since
today are no scientific assumption to ju-
stify the non-treatment of the most se-
rious forms of Vulvar Intraepithelial Neo-
plasia.

However, in our cases the mean age
of the patients suffering from VIN, and
especially from VIN III, was much higher
than that reported by other Authors (**
6.8.10). this may be due to a real epide-
miological diversity in our sample or to
more restrictive criteria applied in dia-
gnosing VIN; however, in agreement
with the most recent literature (> % 1 16),
also in our cases, HPV infection was most
frequently diagnosed in younger women.
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