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Apstrakt

Koza vulve se razlikuje od koze drugih regi-
ja po razlicitoj bakterijskoj flori I uslovima tre-
nja. Dermatoloske bolesti vulvarne koze i muko-
ze se dele u dve grupe. Prvu grupu ¢ine dermatoze
sli¢ne ekstravulvarnim dermatozama, a drugu ¢i-
ne dermatoze koje zahvataju predominantno vul-
varnu regiju. Specificne dermatoze vulve su kon-
taktni dermatitis, lichen planus, lichen sclerosus.
Infektivne bolesti vulve se mogu preneti direktnim
kontaktom. Prepoznavanje tipi¢nih mikroskopskih
karakteristika pomaze u dijagnostici scabiesa, her-
pes virusne infekcije i molluscum contagiosuma.
Humani papilloma virusi (HPV) su epiteliotropni
virusi i mogu uzrokovati premalgnu i malignu tran-
sformatciju epitelnih ¢elija. Slede¢i kriterijumi kao
Sto su virusne promene, klinicki parametri i mi-
kroskopski nalaz upucuju na postojanje dva puta
u karcinogenezi skvamoznog karcinoma vulve i
to HPV-zavisni put udruzen sa Vulvarnom intrae-
pitelialnom neoplazijom/VIN/ klasi¢nog tipa i ne
-HPV sa VIN diferentovanog (simlex) tipa ¢esto
udruZenim sa lichen sclerosusom 1/ili vulvarnom
hiperplazijom.Invazivni planocelularni karcinom
je najcesci karcinom vulve. Procena prognostic-
kih faktora je neophodna komponenta patohisto-
loskog izvestaja. Visoki gradus tumora, vaskular-
na invazija, ve¢e dimenzije tumora i dubina inva-
zije zasluzuju imunohistohemijsku analizu limfnih
¢vorova radi nalazenja metastaskih celija karcino-
ma. Extramamarna Pagetova bolest je retka. Moze
biti primarnog koznog porekla ili udruzena sa ne-
koZznim tumorima gastrointestinalnog ili porekla
mokraéne besike. Imunohistohemijskla analiza je
vazna za odredjivanje primarnog porekla tumora.

Kljuéne re¢i: vulve, dermatoza, herpers virus,
Suga, Molluscum contagiosum, humanim papiloma
virusima (HPV), Vulvar intraepitelna neoplazija /
VIN, planocelularni karcinom, ektramamarna Pagets
bolesti
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Abstract

Skin of the vulva differs from the other sites
from the different bacterial and friction features.
Dermatologic diseases of vulvar skin and mucosa
can be divided in two groups. The first includes der-
matoses similar extravulvar sites,and second inclu-
des dermatoses affected predominantly vulvar regi-
on.Specific dermatoses of vulva are contact dermati-
tis, seborrhoic dermatitis, lichen planus, lichen scle-
rosus. Infectios deseases of vulva can be transmited
by direct contact. Recognition of typical microsco-
pic findings can helped for dignosis of scabies,herpes
virus,molluscum contagiosum diseases of vul-
va. Human papilloma viruses (HPV) are epitheli-
trophic viruses and cause premalgnant and malignant
transformation of epithelial cells.According crite-
ria like viral associated changes,clinical paramet-
hars, microscopic features there are two pathways
in carcinogenesissquamous cell carcinoma HPV-
related pathway associated with Vulvar intraepithe-
lial neoplasia/VIN of the classic type, and the non-
HPYV related with VIN of the differentiated (si-
mlex) type frequently associated with lichen scle-
rosus and/or vulvar hyperplasia. Invasive squamo-
us carcinoma is the most common carcinoma of vul-
va. Prognostic factors like stage, extracapsular no-
dal spread,infiltrative margins, vascular invasion, de-
gree of differentiation, status of adjacent skin, stro-
mal response, p53 overexpression are necessary for
report. High tumor grade, capillary lymphatics in-
vasion, biger tumor size and depth invasion deserve
imunohistochemical analysis lymph nodes for meta-
static cells of carcinoma. Extramammary Pagets de-
sease is rare neoplasm. Paget desease can be primary
cutaneus vulvar disease,or associated with noncuta-
neous carcinoma gastrointenstinal origin or bladder
carcinoma. Immunohistochemical analysis is very
helpful to determine primary origin.

Key words: vulva, dermatoses, herpers virus, sca-
bies, molluscum contagiosum, Human papilloma vi-
ruses (HPV), Vulvar intraepithelial neoplasia/VIN,
squamous carcinoma, extramammary Pagets desease
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Introduction

Skin of the vulva differs from the other sites from the different bacterial and friction features. Dermatologic
diseases of vulvar skin and mucosa can be divided in two groups. The first includes dermatoses similar extra-
vulvar sites,and second includes dermatoses affected predominantly vulvar region!.

Specific dermatoses of vulva
Contact dermatitis

Agents like hygienic, synthetic materials may cause inflammatory response of the squamous epithelium.
Histologic features are not specific and include intracellular and intercellular edema of squamous epithelim,
with edema of dermis and dillatation of blood vessels. Inflammatory infiltrtation consist lymphocytes and hi-
stiocytes, and eosinophiles may be or not prominent.
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Figure 1. Dermal inflammatory infiltration Figure 2. Fungal organisms on surface vulvar skin
(HEx40) (PASx40)

Seborrhoic dermatitis

Vulvar erruptions of in obese woman with, frictin cause, exematous apperance can have nonspecific histo-
logic changes. Microscopic features may be akantosis, spongiosis and parakeratosis, with elongation of rete
pegs of epidermis.Mild chronic dermal inflammation persist, and finding fungal and other infectious agents
are according for the diagnosis sebborhoic dermatitis?.

Psoriasis

Vulvar psoriasis may be part of generalize disease or affect vulvar region.Erruptions have sharp dermacated
areas with red surface covered with white plaques. The clinical course can be persistent with progress in chro-
nic and generalized disease, or have remission. Histologic findings are hypekeratosis, parakeratosis,uniform
elongation of rete pegs, lack of granular layer, thinning of stratum malpighii. Munro microabscesses are
accumulation neutrofils in the epidermis.Dermal capillares are dilated, and dermis is with edema,with mini-
mal inflammatory cells!.
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Lichen planus

Lichen planus may present like vulvar white plaques or lines with pruritus in the womans after 30 years
. It can be localized or generalized and can spontanous regress with exacerbations. Histologic features this
interface dermatitis are akantosis, parakeratosis, hypekeratosis and hypergranulosis with elongation of rete
pegs. Band-like lymphocytic infiltration next the epidermis is typically present and infiltrate extend in epi-
dermis bassal cells.. Liquefaction degeneration of basal epithelial cells is present. Cytoid bodies present de-
generated keratinocytes and dysceratotic cells, and they are localized in the epidermis or superficial dermis.

Lichen sclerosus (et atrophicus)

Lichen sclerosus affected predominantly postmenopausal women, but and young womens may be affec-
ted.Desease can affect any or all areas of vulva, and may extend perianal skin, or extragenital sites (neck, ex-
tremimites). Microscopic features can vary related to stage of desease. In the advanced the epithelium is atro-
phic, hyperkeratotic in some cases, with flattened rete pegs.In basal layers of epidermis are present edema
and hydropic degeneration what sometimes separate basal cells from the basment membrane in some cases.
Infiltration of lymphocytes in the basal and parabasal layers are visibly. Homogenisation, edema, collageni-
sation of the dermis are in association with mild chronic inflammation®*.

Infectious disease of vulva- selected topics

Scabies

Infestation of scabies is related with sexual contact.Pruritic disease cause excoriation, secondary infection.
Microscopic features are epidermal irregular acantosis, focal spongiosis, psoriasiform epidermal hyperplasia

with exoskeleton on the lower stratum corneum, dermal inflammation with perivascular infiltrate of lympho-
cites and variable numbers of eosinophils>.

Figure 3. Exosceleton of scabies on the surfaceof Figure 4.Vulvar herpes simplex (PASx40)
vulvar skin(HEx10)

Herpesvirus infection

Herpes simplex virus hominis type 2 can be transmited by direct contact.Fever, inguinal lymphadenopathy,
dysuria, urinary retention and vesicles, pustules and painful ulcers are typical clinical findings. Microscopic
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features of herpes simpex virus infected epithelial cell is nuclear ,,ground glass* appearence and typical eo-
sinophilic intranuclear inclusion body predominantly in the margins of lesion, and finally lysis of cells.
Imunohistohemistry for HSV is helpful for diagnosis of viral presence®.

Molluscum contagiosum

Poxyviral disease transmited with direct contact.Vulvar an perianal pruritic papules with central umbili-
cation or punctum are present, and can be single or multiple. Microscopic findings are acantosis, spongiosis,
ballonooning degeneration of epithelial cells which contain intracytoplasmatic eosinophilic inclusion bodies
(Henderson-Paterson ) which push the nucleus on the periphery of cells.Edema and perivascular inflammati-
on with endothelial vascular proliferation are present in the derm. Recognition of typical microscopic findin-
gs can be helped with electron mycroscopy of the virus, but wery rare analisis’.
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Figure 5. Molluscum contagiosum of vulvar skin
(HEx40)

Human papilloma viruses HPV

Human papilloma viruses (HPV) are epithelitrophic viruses and cause premalgnant and malignant transfor-
mation of epithelial cells®. One-half of womens have other deaseases of genital tract cause HPV. Like other
sexually trasmited deseases, direct contact is way for infection.

Low-Risk HPV types for genital premalignant and malignant deseases are 6, 11, 42, 43, 44, Intermediate-
Risk HPV types are 33, 35, 39, 51, 52 and High-Risk HPV are types 16, 18, 31, 45, 56. HPV type 6,11,16,18,33
are most commonly in vulva3?.

In the geometric style HPV started with disorders in the lowest third of epithelium where HPV include in
cell nuclei, and transform and deregulate cell cycle and inhibition of apopthosis.

Condyloma are verrucous, papilary lesions of skin or mucous membrane.This benign neoplasms may be
solitary, but may involve cervix, vagina, urethra, peranal skin and anal canal, predominantly in immunosu-
ppresed patients.Central fibrovascular cores covered with squamous epithelium with acantosis, hyperkerato-
sis, parakeratosis with or without koilocytic atypia in epithelium are microscopic features . Hyperplasia an en-
larging of the parabasal cells,with accentation of itracellular bridges and granular layer may be also present.
Perinucler ,,halos®, with picnotic or enlarged nuclei are present in the superfitial cells, and multinucleated cells
too, but they may be focal or absent. Abnormal mitosis are absent. Viral cytopathic changes are associated wi-
th HPV 6 and 11, but lack of koilocytic atypia does not exclude diagnosis of condyloma,an HPV infection®.

Vulvar intraepithelial neoplasia ( VIN) are precancerous changes of the squamous type. International Society
for Study of Vulvovaginal Disease and the International Society of Gineclogical Pathologist recommanded
the use of term VIN.
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According criteria like viral associated changes,clinical paramethars, microscopic features there are two
pathways in carcinogenesis sqimous cell carcinoma HPV-related pathway associated with VIN of the classic
type, and the non-HPV related with VIN of the differentiated (simlex) type frequently associated with lichen
sclerosus and/or vulvar hyperplasia®1°.

Vulvar intaepithelial neoplasia, classic type are present like focal or multifocal lesions in womens with
HPV infection,and they have concomitant cervical lesion in 50%(). Risk factors are cigarete smokong, immu-
nodeficiency. Microscoping features of VIN are high nucleo-cytoplasmatic ratio, lack of cytoplasmatic ma-
turation of basal and parabasal layers with crowding and cellular disarray,hyperchromasia and nuclear pleo-
morphism, mitotic figures, parakeratosis, hyperkeratosis,individual-cell keratinisation. Koilocytosis and bi-
nucleated and multinucleated cells are present too.Skin appendages are involved often. Imunohistohemichal
analisis p16, p63, survivin are very helpful for diagnostic HPV infection in VIN!1-12,

a1

Figure 6. pl6 immunoreactivity in cells of VIN Figure 7. p63 immunoreactivity in cells of VIN
(x40) (x40)

VIN differentiated (simplex) type affected predominantly older patients, andoften associated with vulvar
inflammatory desease or lichen sclerosus. Lesion is predimninatly solitary without assotiation with cervical
desease, and HPV infection.The keratinocytes of differetiated VIN are large and pleomorphic, with eosinophi-
lic cytoplasm in the basal and parabasal keratinocytes in the base of rete ridges.Prominent nucleoli in the en-
larged nuclei are present predominantly in basal and parabasal keratinocytes.Elongation and anastomosis of
rete pegs, and keratin pearl within rete may be present. Parakeratosis is often present!?.

Some patients have “mixed” VIN lesion, and the report of microscoping findings must have predominant
type of VIN.

Vulvar malignant epithelial tumors - selected topics

Vulvar squamous cell carcinoma

Invasive squamous carcinoma is the most common carcinoma of vulva. Carcinomas associated with HPV
infection affected younger patients in risk groups of smokers, immunosupresion®'3.

Morphologic subtypes of invasive squamous cell carcinoma include keratinizing, nonkeratinizing, basa-
loid, warty, spindled, verrucous.Prognostic factors like stage, extracapsular nodal spread,infiltrative margins,
vascular invasion, degree of differentiation, status of adjacent skin, stromal response, pS3 overexpression are
necessary for report!413:16,
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Some authors sugest to detect dendritic cells by the Cdla immunohistochemical analysis liike prognostic
factor!”.

Figure 8.Immunoreactivity CDla in squamous Figure 9. Metastatic cells of squamous cell carcinoma
cell carcinoma of vulva (x5) in lymph node(HEx10)

High tumor grade, capillary lymphatics invasion, biger tumor size and depth invasion deserve imunohi-
stochemical analysis lymph nodes for metastatic cells of carcinoma.

Figure 10. Pancitokeratin immunoreaktivity of Figure 10. CK7 immunoreactivity in cells ov
metastatic cells of carcinoma in lymph node (x10) vulvar Paget desease (x5)

MALIGNANT GLANDULAR TUMOR OF VULVA- selected topic

Vulvar Pagets disease

Extramammary Pagets desease is rare neoplasm, predominantly in the seventh decade. Desease can be focal
or extensive. Microscopic features are typical with intraepidermal proliferation of large, atypical gladular-ty-
pe cells, with granular or vacuolated cytoplasm and round nuclei with prominent nucleoli. Localisation of this
cells is predominantly in the parabasal area, singly or in clusters, but may be in diferent layers of epithelium
with “Pagetoid spread”. Mitotic figures are present, but not very frequent.
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Paget desease can be primary cutaneus vulvar disease,or associated with noncutaneous carcinoma gastroin-
tenstinal origin or bladder carcinoma. Immunohistochemical analysis is very helpful to determine primary origin.

Immunohistochemical finding in primary vulvar cutaneus Paget desease are CK7+, EMA+, CEA+, S100,
MelanA-, HMB45-. Immunohistochemical finding in pagetoid rectal adenocarcinoma are CK7-, CK20+,
CEA+. Immunohistochemical finding in pagetoid transitional cell carcinoma are CK7+/-,CK20+/-, CEA+,
Uroplakin+.18

Some author suggest that survivin is useful prognostic marker for vulvar Paget desease!®.
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Figure 11. Survivin immunoreactivity in cells of vulvar Paget desease (x5)
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