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Sir,
The origin of vestibular papillomatosis (VP) is contro-
versial. VP describes the condition of multiple papillae 
that may cover the entire surface of the vestibule (1). Our 
literature search for vestibular papillomatosis revealed 
13 reports in gynaecological journals and only one in a 
dermatological journal. Furthermore, searching for vulvar 
squamous papillomatosis revealed 6 reports in gynae-
cological journals and again only one in a dermatological 
journal. We therefore conclude that it is worthwhile dra-
wing the attention of dermatologists to this entity.

CASE REPORT
A 46-year-old sexually active married woman was referred to our 
clinic for suspected vulvar condyloma acuminatum. The patient 
was unaware of the presence of the papillae. On dermatological 
examination, she showed multiple smooth-surfaced small papillo-
matous projections on the inner side of the labia minora. The colour 
of the lesions was the same as the adjacent mucosa. The affected 
areas were not painful to touch. Lavage with 5% acetic acid caused 
diffuse whitening of the mucosa, which did not specifically involve 
the papillae (Fig. 1). A biopsy was performed after the patient had 
given informed consent. 

Histologically, the papillary fronds consisted of squamous  
epithelium characterized by papillomatosis, acanthosis and focal 
parakeratosis. Within the fibrous stroma, the capillaries were 
congested. A small number of lymphocytes and plasma cells were 
present. Additionally, many cells with a clear perinuclear halo, 
probably glycogenated cells, mimicking koilocytes were observed 
(Fig. 2). However, the lack of clear-cut nuclear atypia did not 
permit the identification of these cells as koilocytes. There was no 
evidence of papillomavirus antigens in the nuclei of koilocytes by 
immunohistochemical technique (polyclonal human papillomavirus 
(HPV) stain, DAKO, USA). Polymerase chain reaction (PCR) 
technique for HPV could not be performed because of the cost of 
this technique to the patient. The patient’s husband did not show 
clinical features of genital HPV infection.

DISCUSSION
VP is allegedly presented by 1% of women (1). Altmeyer 
et al. (2) first ascribed these small projections as pseudo­
condylomata of the vulva. Since then they have been 
reported under a variety of names: hirsutoid papillomas 
of vulvae (2), vulvar squamous papillomatosis (3), 
micropapillomatosis labialis (4) and squamous vestibular 
micropapilloma (5). Vestibular papillae are probably 
the female equivalent of the smooth, flesh­coloured  
projections of the corona of the glans penis, known as 
pearly penile papules (6–7).

The clinical resemblance of VP to genital warts has 
lead to controversy about its aetiology. Some authors 
believe that the lesions are HPV-associated (3, 8). Various 
molecular biology techniques have been used recently 
to clarify the origin of VP, but the results have not been 
unanimous. Two main series of cases have been reported 
by Wang et al. (8) and Bergeron et al. (4). Wang et al. 
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Fig. 2. Histopathological view of the vestibular papillomatosis. (A) Note 
papillomatosis, acanthosis and focal parakeratosis. (B) Many cells have 
a perinuclear halo, probably glycogenated cells, mimicking koilocytes 
(haematoxylin-eosin stain: (A) ×50; (B) ×100).

Fig. 1. Diffuse whitening of vestibular papillae following lavage of the labia 
minora with 5% acetic acid.
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found a 55% prevalence of HPV, whereas Bergeron et 
al. found an incidence of 23%. Wang et al. (8) concluded 
that these lesions should be referred as “micropapillary 
condylomata” In other studies, Growdon et al. (3) found 
a 12% and Tribbia et al. (9) a 77.7% incidence of HPV-
positive VP lesions using the immunoperoxidase and 
the in situ hybridization techniques, respectively. On the 
other hand, some consider the lesions as asymptomatic 
normal anatomical variants of the pelvic architecture (10) 
and others explained VP as an exaggerated situation of 
the mucosal epithelium to chronic irritation (11). Most 
recent studies have shown the independence of this entity 
with respect to HPV infection (12–14). Moyal-Barracco 
et al. (12), analysed the biopsy specimen of 29 patients; 
HPV sequences were detected only in 6.9% of cases. 
Fallani et al. (10), did not reveal any HPV sequences 
in 44 women with VP lesions. In order to facilitate the 
differential diagnosis of VP from genital warts, Moyal-
Barracco et al. (12) proposed five clinical parameters  
of VP. Vestibular papillae are pink-coloured (the same 
as the adjacent mucosa), soft, linear and symmetrically 
distributed. The bases of individual vestibular papil-
lae projections remain separate and no circumscribed 
whitening is seen by the acetic acid test. Condyloma 
acuminatum, however, is firm and randomly localized. 
The colour of the condyloma acuminatum lesions can 
vary and individual projections can coalesce in a common 
base. In most cases of condyloma acuminata whitening 
can be observed by the acetic acid test (12).

Our case demonstrated histological koilocytosis. How-
ever, histological koilocytosis can overdiagnose HPV 
infection and demonstrate low specificity. The authors 
believe that the vestibular epithelium of women is strongly 
influenced by glycogen production that causes a paling of 
the cell cytoplasm, which is easily misinterpreted as koilo-
cytosis. Wilkinson et al. (15) reported a 16% histological 
positivity compared with 9% by DNA identification.

In our patient a diffuse acetowhitening of the vulvar 
mucosa was observed. A non­specific, diffuse acetowhite-
ning of the vulvar mucosa can be observed with VP. The 
application of 5% acetic acid to VP does not produce 
whitening confined to these projections, whereas vestibu-
lar condylomata generally show specific acetowhitening. 
When the surface of the vestibular papillae of the patient 
was compared with condylomata acuminata, the lesions 
were more regular. Condylomata are generally scattered 
haphazardly over the vulvar mucosa (12).

Although VP is considered by some as an asymptoma-
tic clinical entity, a syndrome complex of premonitory  
vulvar vestibular pruritus, pain or burning, dyspareunia 
was noted among some patients. Often their symptoms 
were interfering with their work and sexual activity. 
These local symptoms made the patients seek help (3). 
Co-existing vulvar vestibulitis syndrome with VP has 
also been reported (13). Vulvar vestibulitis syndrome 
is defined as severe pain on vestibular touch or vaginal 

entry, tenderness located within the vulvar vestibulae. 
Sometimes physical findings of various degrees of vesti-
bular erythema may accompany the syndrome. The pat-
hogenesis of this troublesome clinical entity is unclear.

Growdon et al. (3) has observed that patients with VP 
can be divided into two groups: asymptomatic patients 
and those with vulvar pruritus, burning and dyspareunia. 
On the basis of histological and in situ hybridization data, 
they proposed that symptomatic VP was HPV-induced 
and asymptomatic VP a variant of normal mucosa. These 
proposals, however, have not been confirmed by other 
authors (8). Indeed it seems unlikely that symptoms could 
be a good marker of HPV infection.
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