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Abstract 

 

Introduction 

In 1948, Ackerman described the 

first case of verrucous carcinoma (VC) 

as a variant of a squamous-cell 

carcinoma (SCC), in oral cavity [1]. 

There are descriptions of VC in other 

anatomical sites. Kraus and Pérez-Mesa 

(1966) did the first report of vulvar 

verrucous carcinoma (VVC) [2]. VC is 

Vulvar Verrucous Carcinoma (VVC) is a rare lesion, with few described cases. It has 

low metastatic potential with high morbidity due to the necessity of extensive 

resections, although. Previously, VVC was considered a synonym to the Buschke-

Lowenstein Tumor (BLT) or Giant Condyloma Acuminatum (GCA). Lichen 

Sclerosus (LS) is associated with Vulvar Intraepithelial Neoplasia (VIN) and Vulvar 

Squamous-cell carcinoma (SCC); association with VVC is also described. The case of 

a 60-year-old menopausal woman is reported; she had chronic itching and an 

extensive verrucous lesion in vulva, initially diagnosed and treated as condyloma 

acuminatum; there was recurrence as verrucous carcinoma associated to LS. Excision 

with margins was performed and clobetasol and imiquimod were used. Patient had 

complete remission with no further recurrences. Distinction between VVC and BLT 

can be difficult; current literature considers them different entities. Human 

papillomavirus (HPV) infection and the presence of LS play a controversial role in 

these injuries. 
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considered a rare disease; occurrence 

records consist of some series and case 

reports [3-5].  

Even though some authors define 

it as a vulvar SCC (VSCC) variant, VVC 

presents some particular clinical 

characteristics; it has locally aggressive 

behavior, with extensive injuries and 

high recurrence rates, although its 

growth is slow and it has low potential 

to generate nodal or distant metastases 

[4,5]. Because of their ample extension, 

VVC lesions occasionally demand 

extensive resections, sometimes 

requiring grafting, and leading to 

inevitable loss of functionality and 

esthetical damage [3]. 

These characteristics make VVC 

diagnosis to be sometimes mistaken for 

other entities, mainly the Buschke-

Lowenstein Tumor (BLT) – or Giant 

Condyloma Acuminatum (GCA) – and 

Vulvar SCC itself. BLT is a benign, 

uncommon lesion, occurring more 

frequently in immunosuppressed 

individuals, with strong association 

with HPV infection (a variant of 

condyloma acuminata) [6]. 

Lichen Sclerosus (LS) is a chronic, 

progressive, inflammatory dermatosis, 

that more commonly affects the 

anogenital region, occurring mostly in 

perimenopausal women [7,8]. Although 

benign, LS is associated with 

differentiated-type vulvar intraepithelial 

neoplasia (dVIN) and with vulvar 

cancer. VSCC is the main type of vulvar 

cancer associated with LS [9]. 

Due to its low frequency, VVC 

has since appeared in the literature only 

through small series and case reports, 

with less than 100 cases described [4]. 

Much is discussed about the role of 

HPV and HPV-associated lesions in the 

pathogenesis of VVC; however, this 

process is still poorly understood; still, 

records of VVC and LS association are 

equally scarce. Accumulation of 

evidence over such cases will allow 

filling the gaps regarding VVC 

pathogenesis and its clinical behavior. 

Case report  

We report the case of a 60-year-

old woman, menopause at the age of 47, 

with no previous reports of sexually 

transmitted infections (STIs); she had no 

sexual activity since the age of 43. For 12 

months she had presented with vulvar 

pruritus and progressive growth of a 

verrucous lesion in the right hemivulva, 

being diagnosed with condyloma 

acuminatum and LS, treated with 

clobetasol propionate at 0.05% and 

imiquimod cream at 5% for 04 weeks, by 

an assistant gynecologist in her 

hometown. 

In the next three months, 

however, the right vulvar verrucous 

lesion started to grow again, quite 

pruritic, when she came to our service. 

Upon examination, there was an 

elongated tumoral lesion measuring 

approximately 5 cm in its largest 

diameter, with a hypochromic, scaly, 

slightly moist surface and with a foul 

odor (Figure 1a). Furthermore, it was 

possible to notice a mild effacement of 

vulvar labia. It was made a clinical 

suspicion of GCA or BLT. A seven-day 

oral treatment was started with oral 

metronidazole and local hygiene of the 

lesion with boric water, after which the 
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tumor was excised. Histopathological 

evaluation revealed an exophytic lesion 

measuring 5.0 x 3.5 x 2.0 cm, with 

papillomatosis, hyperkeratosis, 

acanthosis and koilocytosis organized 

around deep fibrovascular axes under 

microscopy, with the diagnosis of 

condyloma acuminatum (Figure 1b). 

Imiquimod was reintroduced and 

topical hydrocortisone at 1% was added 

due to pruritus. HPV molecular test was 

not available. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Figure 1. Macro and microscopic aspects of the vulvar lesion. At presentation, (a) 
verrucous elongated lesion in right hemivulva, desquamative, umid, smelling, with (b) 
its microscopic aspect. Then, (c) recurrence as a verrucous lesion, with (d) its 
microscopic aspect. Finally, (e) appearance of the vulva 30 months after the onset of the 
first signs and symptoms. 

 

After two months, the patient 

returns with recurrence of right 

verrucous lesion and worsening of 

pruritus. The aspect was of verruciform 

tumor, with papillae, located on the 

right hemivulva, and an area of 

thickening over a hypochromic patch in 

the same side, slightly more cranial 

(Figure 1c). Exeresis of the verrucous 

lesion was performed, with margins, 

and also patch-biopsy of the thickening 

area, whose histopathology revealed, 

respectively: Vulvar Verrucous 

Carcinoma (reported, by pathologist, as 

a synonym to BLT), well-differentiated 

from 3.5 x 2.5 x 1.5 cm, with free 

margins, containing acanthosis and rare 

koilocytes – although the tumor-dermis 

interface showed an expansive pattern, 

there were no signs of microinvasion or 

perineural or angiolymphatic invasion 

(Figure 1d); and lichen sclerosus with 

areas of papillomatous acanthosis. 

Imiquimod was maintained, topical 

corticosteroid was modified to 

clobetasol, and a computed tomography 
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scan of the pelvis was done, which did 

not observe tumor lesions or 

lymphadenomegaly, with normal 

results. 

The patient was kept under 

bimonthly follow-up for six months 

after the second biopsy, using 

imiquimod and clobetasol, starting 

weaning later, keeping only 

corticosteroids on demand. Thirty 

months from the onset of the first 

symptoms, the pruritus evolved with 

complete improvement; clinical 

examination of the vulva showed 

introital narrowing, complete 

effacement of labia, some hypochromia, 

but no new tumor lesions or thickening 

(Figure 1e). Clinical follow-up was 

carried out quarterly and, subsequently, 

every six months. Finally, throughout 

the follow-up, four cervical cytology 

exams were performed, every six 

months, all negative for malignancy. 

Colposcopy was normal in all 

assessments. 

Discussion and Conclusion 

The clinical and histopathological 

distinction between Buschke-

Lowenstein Tumor (BLT) or Giant 

Condyloma Acuminata (GCA) and 

Verrucous Carcinoma (VC) can be 

difficult, especially in the context of 

Lichen Sclerosus (LS), in which the 

epithelial changes that occur are 

common to BLT and VC [6,9-10].   

 BLT is a benign lesion associated 

with HPV infection (mainly subtypes 6 

and 11) that occurs primarily in younger 

women; macroscopically it behaves as 

an exuberant and locally aggressive 

tumor; the microscopic appearance, 

however, is of a benign lesion, with 

acanthosis, hyperkeratosis and 

koilocytosis; there are long fibrovascular 

cores upon which the endophytic 

component of the lesion is organized 

[9,12]. VC, on the other hand, has 

shorter fibrovascular cores, the aspect of 

a well-differentiated squamous cell 

carcinoma with little or no koilocytosis 

and the tumor-dermis interface 

demonstrating a pushing, non-

infiltrative aspect. Most patients are in 

post-menopause [6].  

 The relationship between VC and 

HPV is controversial. Crowther (1988) 

demonstrated, in a VC case, the 

presence of subtype 11; in this pioneer 

report there is some fragility, however, 

in the diagnostic criteria for VC and the 

methodology for HPV detection [13]. A 

relationship between VVC and chronic 

inflammatory conditions such as LS, 

with or without dVIN, has been 

described [3,4,11].  

 Wang et al. (2010) reported 13 

cases of VC, five of which were of 

vulvar origin; Molecular testing for HPV 

was only possible for two patients with 

VVC, one of them being positive for 

HPV subtype 11 – all had lichen 

sclerosus, with clinical appearance of 

verrucous lesions emerging from the 

skin with a lichenified aspect, with 

hypochromia and pruritus. Derrick et al. 

(2000) report two cases of VVC: both 

had histological evidence of LS 

associated with VVC [14]. Nascimento et 

al. (2004) attribute to epithelial 

acanthosis a possible role as a common 
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precursor for the emergence of dVIN or 

VVC in the context of LS [15]. 

Liu et al. (2015) report six cases of 

VVC – in three of them there was an 

initial misdiagnosis of BLT; no HPV test 

was performed. There were no 

recurrences. VSCC was found 

concomitantly in one of the cases; dVIN, 

in two. They also reviewed reports and 

case series published between 1994 and 

2014 in Chinese and English 

publications [11]. In Chinese studies, 20 

cases had been reported; the mean age 

of the patients was 62 years and 80% of 

them were postmenopausal. Three 

patients had a diagnosis of lichen; two 

patients had simultaneous condyloma 

acuminatum. Four patients underwent 

hybrid capture for HPV, with positive 

results for three of them (subtypes 6 and 

11). In three cases, an initial 

misdiagnosis of BLT was reported. In 

Western literature, on the other hand, 

there were 41 cases reported in the 

period, in patients aged 32 to 96 years; 

HPV molecular test was available for 16 

(39%) cases – 6 (38%) were positive [11]. 

Zhang et al. (2019), using data 

from the PubMed database on VVC 

cases, reviewed a total of 50 cases in 12 

publications between 1988 and 2018. 

HPV genotyping was performed in four 

publications (18 patients): one patient 

tested positive (for the high-risk 

oncogenic subgroup). In most of the 

reviewed studies, the presence of some 

form of lichen was reported among the 

cases [4]. 

The pathophysiological 

mechanism behind VVC is still unclear. 

Gualco et al. (2003) reported ten cases of 

VVC; the presence of HPV was not 

demonstrated in any of the cases using 

in situ hybridization. The authors also 

evaluated the immunohistochemical 

pattern of these lesions using keratin 

AE1, which was positive in surface and 

intermediate layers, and AE3, positive 

in basal layer. The cases were negative 

for wild and mutant types of p53 

protein [5]. On the other hand, Derrick 

et al. (2000) and Wang et al. (2010) 

propose that LS predisposes the vulvar 

epithelium to the onset of VVC through 

the mechanisms of chronic 

inflammation, altered p53 expression 

and oxidative stress [14]; the second 

paper also implies a possible role of 

HPV infection in the emergence of VVC 

in the LS context [3]. 

There is no consensus on the best 

treatment for VVC. There seems to be a 

tendency to perform surgical resection 

with margins (including partial and 

radical vulvectomy), with or without 

lymph node management, followed by 

strict clinical follow-up due to the 

potential for recurrence (12). Studies on 

VVC or VSCC do not mention the use of 

imiquimod as adjuvant therapy, as it 

was done with this patient. 

There are no described cases of 

VVC arising as a recurrence of 

condyloma in association with LS so far. 

As in current literature, this case points 

to: the diagnostic difficulties (clinical 

and histopathological); the limited 

information available on molecular 

diagnosis of HPV; the concomitance 

with the diagnosis of LS; the option of 

treatment with surgical excision, leading 

to an almost inevitable functional and 

aesthetic loss. The use of imiquimod as 
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an adjuvant to the surgical treatment 

could be a promising field of research. 
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