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Abstract: Extra-mammary Paget disease is one of the rare neoplastic conditions of the skin. The most common site 
of involvement is the vulva and presents itself with erythematous plaques. Although surgery is the most common 
treatment, removing the disease completely is challenging. We reviewed the reports of other patients with vulvar 
Paget disease and reported one new case. A 64-year-old woman presented to department of gynaecology with com-
plaints of vulvar pruritus, painful vulvar lesion for 10 years. Physical examination revealed an erythematous plaque 
with a size of 15 cm*18 cm*20 cm extending over the pubic area to crissum. Pathological result was reported as 
Paget disease. The radical vulvectomy was performed with a safety margin of 2 cm. The patient was followed up for 
2 years. No evidences of recurrence were observed throughout this period. 
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Introduction

Paget’s disease was first described in 1874  
by Sir James Paget as a rare intraepithelial  
neoplasm of the areola skin [1]. In 1901, 
Dubreuil described the characteristic ‘cake-
icing appearance’ of vulvar Paget’s disease [2]. 
Vulvar Paget’s disease is an extremely rare 
clinical entity, accounting for only 1% of vu- 
lvar malignancies. Our understanding of this 
disease is limited [3]. Paget’s disease of the 
vulva (PDV) commonly develops in postmeno-
pausal Caucasian females. Symptoms include 
pruritus, tenderness or identification of a vulvar 
lesion [4]. The patients always suffer from 
these symptoms for several years before seek-
ing medical advice. The typical clinical manifes-
tations presents as a well-demarcated, thick-
ened, pruritic, erythematous, or white scaly 
plaque with irregular borders.

WiIkinson and Brown has proposed a classifica-
tion system for extramammary vulvar Paget’s 
disease based on the origin of neoplastic paget 
cells: -primary and secondary disease. Primary 
cutaneous Paget’s disease, an intraepithelial 
adenocarcinoma, arises within the epidermis 
or underlying skin appendages. Secondary or 
noncutaneous Paget’s disease originates from 

an underlying noncutaneous adenocarcinoma, 
most commonly anorectal adenocarcinoma, 
urothelial carcinoma of the bladder or urethra, 
carcinoma of the cervix, ovary or endometrium 
[5, 6]. A biopsy can be used to establish the 
diagnostic, and immunohistochemical studies 
may be of great use in distinguishing primary 
and secondary lesions [7].

Standard treatment of vulvar Paget’s disease is 
surgical excision [8]. Surgical evaluation of 
these lesions is important, because 20-30% of 
cases have an underlying malignancy [9]. 
Histological disease may exceed far beyond the 
visible lesion and lead to recurrence. Repeated 
operations may destroy the anatomy. So it is 
challenging to excise the disease adequately.

We reported a postmenopausal woman with 
noninvasive PDV. She was treated by only sur-
gery and followed up for two years. No evidenc-
es of recurrence were observed throughout this 
period. We will show and discuss the treatment 
of this disease.

Case report

Sixty-four years old female was in natural meno-
pause for 14 years. She visited the gynecologi-
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cal oncology clinic in November 2012 with an 
itchy lesion in her vulva for 10 years. The symp-
tom began about 10 years prior to admission 
with the appearance of a small pimple on the 
right labia majora. The marked pruritus was 
associated with the lesion. The patient received 
cortisone and ACTH, both locally and parenter-
ally, and got temporary improvement. The vul-
var pruritus and painful vulvar lesion was worse 
during three months.

Pelvic examination showed that the mons pubis 
and labium were markedly reddened and 
edematous. The involved area extended poste-
riorly over the perineum and almost to the anal 
margin and laterally to the right thigh for a dis-
tance of about 4-5 cm from the labium. It also 
extended up to the clitoris but did not approach 
the external urethral meatus (Figure 1).

Biopsy from the lesion was performed. The 
result of the biopsy was Paget’s disease (Figure 
2). Upon the result of Paget disease from the 
pathology, other systems were examined. 
Breast examination, mammography results, 
skin examination and lymph node palpation 
results were normal. Colonoscopy, cystoscopy 
and pelvic and abdominal ultrasonography 
were performed and no abnormality could be 
found. Physical examination revealed an elderly 
female in good general physical condition. 
Heart and lungs were clear. There was no 
adenopathy.

The proposed treatment was surgery with radi-
cal vulvectomy and reconstruction via skin flap 
transplantation. The gross lesion was outlined 
with a 2 cm border, and strips of tissue beyond 
this border were excised. This was done in a 
systematic fashion with proper labeling by 
quadrants. These strips of tissue were sent 
directly to the pathology laboratory and pro-
cessed by frozen section analysis to determine 
whether invasive disease is present. The rou-
tine fashion for vulvar malignancies and no 
special stains, molecular or receptor analyses 
were routinely performed.

The patient was followed up for 2 years. No evi-
dences of recurrence were observed through-
out this period. The pain disappeared and the 
quality of life was improved greatly.

Discussion

Paget’s disease was originally described as a 
breast lesion associated with underlying in- 
vasive ductal adenocarcinoma. It was divid- 
ed into mammary or extramammary disease. 
According to the location on the body. The most 
common site of involvement is the vulva, which 
accounts for up to 60% of primary extramam-
mary. Paget’s disease of the vulva cases ac- 
count for less than 2% of vulvar malignancies 
[10]. Erythematous and/or eczematoid area  
are always accompanied by pruritus in 70%  
of patients [11]. The lesions in PDV are non-
specific. There is a significant delay between 
the onset of symptoms and diagnosis [12].  
The median interval from the onset of symp-
toms to a histological diagnosis was approxi-
mately 20 months [13]. This delay did not  
correlate with the size or extent of disease, 
which suggests that this disease is slowly 
progressive.

Figure 1. Macroscopic appearance of Paget’s dis-
ease of the vulva. Pink plaque extended through the 
pubic area and left great labia.

Figure 2. Primary Paget’s disease of vulvar. Paget’s 
cells with large nuclei, prominent nucleoli and large 
amount pale cytoplasm, extended in the basal and 
parabasal areas of the epithelium.
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Concerning the pathogenesis, it is still a sub-
ject of great debate. Paget’s cells are malignant 
keratinocytes and are transformed in situ. Ellis 
et al. demonstrated that it was possible that in 
PDV, cells can migrate and progress to invasive 
disease by utilizing the existing vasculature, but 
not n formation of new blood vessels [14]. 
Paget’s cells are larger than keratinocytes, 
have clear chromatin, and have a nucleolus. 
The cell cytoplasm is gray-blue, and it appears 
vacuolated with hematocylin and eosin stain-
ing. On the basis of pathologic diagnosis, the 
patients were then divided into four groups: 
Intraepithelial Paget’s disease, invasive Paget’s 
disease, intraepithelial Paget’s disease with 
underlying adenocarcinoma and intraepithelial 
Paget’s disease with a coexisting cancer [15]. 
The intraepithelial type accounts for the major-
ity of primary cases and has a better clinical 
course and outcomes.

Underlying adenocarcinoma is found in 10% to 
20% of cases [16]. Helwig and Graham report-
ed a higher rate of underlying adenocarcinoma 
in patients with perianal involvement [17]. 
Stephen Tebes et al. reported 26% of the 
women had underlying adenocarcinoma, and 
twenty-two percent of cases had additional 
malignancies at other sites, which is consistent 
with other reports [18]. Commonly associated 
malignancies mentioned in previous studies 
are breast, basal cell, rectal, genitourinary, and 
cervical carcinoma. Women with Paget’s dis-
ease should undergo a search for other malig-
nancies, including at least colonoscopy, mam-
mography, and Papanicolaou smear. Any suspi-
cious symptoms of other malignancies should 
be evaluated additionally.

Paget’s disease of the vulva is a rare locally 
recurrent chronic disease. The recurrence rate 
is high, up to 21% to 61% [19]. It may correlate 
with a patchy tape of distribution with multiple 
islands of abnormal epithelium, which are not 
connected and have microscopic extension 
beyond the gross lesion. The risk factors asso-
ciated with local recurrence remain controver-
sial, such as a positive surgical margin, dermal 
invasion, and adnexal involvement.

Standard treatment of vulvar Paget’s disease  
is surgical excision, depending on the lesion 
size, lesion location, the presence of invasion, 
and underlying adenocarcinomas or adjacent 
skin abnormalities. Surgical procedures include 

wide local excision, radical hemivulvectomy, 
and simple or radical vulvectomy. The treat-
ment of noninvasive extramammary Paget’s 
disease is wide surgical excision with a gross 
margin of 2-3 cm and resection to the fascia, 
because the disease usually extends well 
beyond the gross lesion. Radical vulvectomy 
may be considered for invasive lesions and 
adnexal adenocarcinomas. To reduce the width 
of the margin, mapping biopsies were per-
formed at several selected points where the 
margin remained clinically ill-defined after 
infection control. The lesion can then be 
excised for frozen section analysis to determine 
whether invasive disease is present and wheth-
er radical resection will be necessary. Limiting 
resection in favor of the preservation of the cli-
toris, urethra, and anus is recommended. 

Recurrences happened in 20% to 60% cases 
after surgical treatment [20], and microscopic 
positive margins have been frequently found in 
40%-70% cases [21]. So margin status gained 
interest with intraoperative frozen section anal-
ysis. However, the controversy of influence of 
surgical margins status on the recurrence rate 
also exists. Some studies found that positive 
margins correlate with increased recurrence 
rate, and negative margins tend to have longer 
disease-free periods and lower recurrence 
rates. However, other studies have found no 
correlation between margin status and local 
recurrence [22]. Gunn et al. showed that micro-
scopic disease extended beyond the visible 
lesion with multifocal islands of microscopic 
disease [23]. Adamsons et al. also reported 
that Paget’s cells existed along the basement 
membrane beyond the apparent border of the 
lesion [24]. So the high frequency of recurrence 
and the high rate of positive surgical margins 
are thought to be a result of the multicentric 
nature of vulvar Paget’s disease. Because it  
is unfeasible to freeze all margins and intra- 
operatively identify sporadic cells. And there 
was no significant difference in recurrence rate 
between positive and negative surgical mar-
gins. We would recommend selective use of 
intraoperative frozen section analysis of the 
vulvectomy specimen, not for margin status, 
but to determine whether invasive disease is 
present. 

Mohs micrographic surgery (MMS) is performed 
under microscopic control to remove tumor 
lesions and conserve tissue loss and function. 
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Mohs micrographic technique is used by the 
dermatologists as a standard surgical tech-
nique for the cutaneous lesions of extra-mam-
mary Paget disease. A lower recurrence rate in 
those patients with Mohs surgery than that in 
the patients who were treated with convention-
al resection has been documented [25]. Hendi 
et al. reported a recurrence rate of 16% for the 
primary disease and 50% in recurrent cases 
[26]. However, additional clinical trials are war-
ranted to determine whether MMS could be 
used as a standard surgical technique for 
EMPDV.

Alternative nonsurgical or combined treat-
ments have been proposed, including radio-
therapy, topical chemotherapy, laser, photody-
namic treatment with aminolevulinic acid, topi-
cal fluorouracil (5-Fu), and imiquimod 5% cream 
[27]. Systemic chemotherapy may be consid-
ered in advanced cases of disease and in cases 
of metastatic disease although the standard 
regimens have not been validated. Radiotherapy 
is an alternative treatment for patients with a 
medical contradiction for surgery and for 
patients with recurrent disease. In addition, it 
could be considered as an adjuvant therapy for 
patients with a positive margin after surgical. 
Over the years, many therapeutic modalities 
have been attempted on patients with PDV in 
an effort to reduce the significant morbidity 
associated with the after-radical surgical treat-
ments performed.

The high frequency of recurrence remains the 
most challenging feature in the management of 
vulvar intraepithelial Paget’s disease. Long-
term monitoring of patients is recommended, 
and repeat surgical excision is often necessary. 
The optimum treatment regimen needs to be 
defined in prospective studies and long-term 
follow-up data are needed.
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