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Background

Vulvar Paget’s disease is rare and manifests clinically as erythematous itchy skin lesion
with areas of hyperkeratosis. The current report describes the diagnosis, management
and outcomes data from a case series of women diagnosed with vulvar Paget’s disease in
a tertiary hospital in southern Brazil.

Methods

A retrospective review of medical records of women with vulvar Paget’s disease at a
single institution in the period 2000-2020 was carried out. Fisher’s exact test was used to
compare recurrence in relation to the status of surgical margins after primary treatment
and in relation to the surgical modality. Quantitative variables were described using
mean and categorical variables using absolute and relative frequencies.

Results

Ten patients were identified with the diagnosis of vulvar Paget’s disease and two of them
were excluded due to lack of information in medical records, therefore eight patients are
described. The majority of the patients self-identified as white (87,5%, 7/8) and the
median age at diagnosis was 65 years (range 45-81). The most common clinical
symptoms were vulvar pruritus (62.5%, 5/8) and burning (37.5%, 3/8). It was not possible
to identify the type of initial surgery in three patients, as they started follow-up at the
institution after undergoing primary treatment at other institutions. The remaining five
patients underwent surgery as their primary treatment — simple vulvectomy (60%, 3/5)
and radical vulvectomy (40%, 2/5). In total, 75% (6/8) of patients had disease recurrence.
Radiotherapy and imiquimod were used at the time of recurrence in three patients (50%,
3/6), but surgery remained the most common treatment for recurrence (83%, 5/6). The
margin status of surgical specimens from patients starting treatment at the institution
was negative in four (80%, 4/5) and positive in one woman (20%, 1/5). There was no
significant difference in recurrence rates in patients with negative or positive margins,
nor in relation to the surgical modality of the primary treatment. There were two deaths
(25%, 2/8), one of them due to complications from Paget’s disease and the other one due
to metastatic urothelial adenocarcinoma.

Conclusions

Vulvar Paget’s disease has a significant morbidity and limited data are available,
especially in Brazil. Due to the rarity of the disease, no randomized clinical trials are
available in the literature and therefore it is difficult to compare the results of surgical
treatment and other therapeutic modalities. There is an opportunity to explore best
options for adequate Paget’s disease treatment.

Vulvar Paget’s disease is a rare neoplasm, representing GLOBOCAN 2020, 45,240 new cases of vulvar cancer were

less than 1% of all vulvar tumors, most commonly identi- estimated for 2020 worldwide. Fu et al. have described the
fied in postmenopausal Caucasian women.1"10 Accordingto  average cost of treatment in the first year for new cases of
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vulvar cancer in the United States in 2015 was of US$37,657
per patient.11,12

Clinically, vulvar Paget’s disease manifests as an irregu-
lar, elevated, slow-growing, erythematous skin lesion with
islands of hyperkeratosis and/or erosion. The most common
symptom is vulvar pruritus, which may be associated with
pain/discomfort, irritation/burning, serous exudation,
bleeding, visible lesion and palpable mass, but up to 10%
of patients may be asymptomatic.246,8-10,13-17 According
to the Wilkinson and Brown classification, vulvar Paget’s
disease is divided into primary and secondary. Primary,
also called type 1, is the most common. It originates from
the epidermal basal cells, commonly with adnexal involve-
ment and eventually with dermal invasion or with under-
lying primary adenocarcinoma of a skin appendage or a
subcutaneous vulvar gland. Secondary, also called type 2,
arises from an underlying non-cutaneous adenocarcinoma,
most often of the anal, rectal, or urothelial region, and
is detected synchronously or metachronically.478,15,18-20
Type 1 can be subdivided into 1A — non-invasive primary
intraepithelial disease, 1B - invasive disease, and 1C —
intraepithelial disease with underlying adenocarcinoma.
Type 2 can be subdivided into 2 subtypes — the disease orig-
inates from a rectal or anal adenocarcinoma and 3 — associ-
ated with bladder cancer.? There are reports describing the
association between vulvar Paget’s disease and other types
of synchronous or metachronous tumors in about 20-25%
of cases, such as breast cancer, colorectal or cervical adeno-
carcinoma, and transitional cell carcinoma from the renal
pelvis to the urethra.5:6,8,9,13,16

Among the differential diagnoses, melanoma and vulvar
intraepithelial neoplasia should be considered. Definitive
diagnosis of Paget’s disease can be challenging and take up
to 20 months on average. This occurs because the appear-
ance of the disease can simulate eczematous dermatitis or
superficial fungal infections, and multiple topical therapies
are initially prescribed.8:14:15,21

The gold standard treatment for the disease remains un-
certain, but the most commonly used initial approach is
surgery, which may involve local or radical excision or vul-
vectomy with or without lymphadenectomy. Other inter-
ventions include local application of imiquimod, 5% cream
applied by the patient to the affected region, chemother-
apy, photodynamic therapy or carbon dioxide laser.l,3-6;
8-10,13-16,21 paget’s disease tends to be multifocal and the
lesion margins often extend beyond the clinically normal
area, so its complete eradication is not guaranteed.l:%13
15,21 Recurrence is common, occurring in about 30-60% of
cases, and some studies claim that it is independent of
surgical modality or margin status.24-6,10,13-1521 gyrgi-
cal treatment can cause significant vulvar mutilation, as in
many cases it involves radical excisions or re-approaches,
contributing to the high morbidity inherent to the pathol-
ogy.1,3-6,8-10,13-16,21 Women who have undergone surgical
treatment for vulvar cancer are more likely to experience
psychological distress, sexual dysfunction and dissatisfac-
tion with relationships with partners.22 There are limited
data available to guide the treatment of Paget’s disease,
particularly in Brazil. The aim of this report is to describe a

series of cases of vulvar Paget’s disease evaluated at a Ter-
tiary Hospital in southern Brazil.

METHODS

A retrospective chart review of patients evaluated for vulvar
Paget’s disease between 2000 and 2020 at Irmandade Santa
Casa de Misericordia Hospital of Porto Alegre (ISCMPA) was
performed after Institutional Review Board (IRB) approval.
Eligible women were identified through the lists of vul-
var surgeries of the surgical unit of the hospital, registered
in the pathology service, and/or evaluated in the Gynecol-
ogy and Obstetrics department during this time period. All
women who have Paget’s disease of the vulva confirmed
by anatomopathological examination at ISCMPA were in-
cluded. Cases without enough detailed clinical information
were excluded. The study was approved by ISCMPA’s IRB,
with a waiver of informed consent.

Study data were collected and managed using the elec-
tronic data capture tool Research Eletronic Data Capture
(REDCap) which is a secure application developed to sup-
port data capture for research studies, hosted at ISCMPA.23
Fisher’s exact test was used to compare recurrence in rela-
tion to the status of surgical margins after primary treat-
ment and in relation to the surgical modality. The quan-
titative variables were described using mean and the
categorical variables (such as race, symptoms, pathological
findings) were described using absolute and relative fre-
quencies.

RESULTS

Ten patients eligible for the study were identified. Two of
them were excluded due to lack of enough detailed infor-
mation in their medical records, therefore eight patients
are included in this case series. Seven patients self-iden-
tified as white (87.5%, 7/8) and one brown (12.5%, 1/8).
The median age at diagnosis was 65 years (range 45 to 81).
The most commonly reported clinical symptoms were: vul-
var pruritus (62.5%, 5/8) and burning sensation (37.5%, 3/
8). Vulvar lesions were described as regions of hyperemia,
associated or not with a whitish lesion. The average time
elapsed from symptoms to definitive diagnosis was 13
months.

Four (50%, 4/8) patients had an immunohistochemical
panel perfomed on their pathologic specimen. The markers
used were: C-erb-B2, GCDFP15, CK7, Hmb45, S100, CK 20,
pl6, p63, GATA-3, AR441, EMA, CEA, Melan-A and MUC 1.
The presence of cytokeratin 7 (75%, 3/4) and the absence
of cytokeratin 20 (50%, 2/4) were the most common results.
Immunohistochemical analysis associated with histopatho-
logical findings confirmed Paget’s disease in all these pa-
tients. The only patient who had a positive C-erb-B2
marker died from complications associated with Paget’s
disease.

Of the eight patients, seven (87.5%) were classified as
having primary Paget’s Disease or type 1. Five (71.4%) were
classified in subgroup IA, one (14.2%) in subgroup IB, and
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one (14.2%) in subgroup IC. One (12.5%) patient was clas-
sified as secondary or type 2, subgroup 3.

Three patients (37.5%, 3/8) had a history of associated
metachronic neoplasms: urothelial neoplasm, periampular
adenocarcinoma and non-small cell undifferentiated liver
carcinoma. The remaining patients had no clinical history
of associated neoplasms.

All patients underwent surgery as the primary treatment
— simple vulvectomy (60%, 3/5) and radical vulvectomy
(40%, 2/5). It was not possible to identify the type of initial
surgery in three patients, as they underwent primary treat-
ment at other institutions, and there was no information
regarding the details of the previous surgeries in their med-
ical records. In total, 75% (6/8) of patients had disease re-
currence. Surgery was performed in 5 of the 6 patients
(83%). Two patients underwent margin expansion (40%, 2/
5), two had amplified vulvectomy (40%, 2/5) and one did
amplify vulvectomy plus lymphadenectomy (20%, 1/5). Ra-
diotherapy was used in the recurrence of two patients (33%,
2/6) and both of them also had surgery. Topical treatment
with imiquimod was used in two patients (33%, 2/6), and
both of them also had surgery. The surgical margin status
was described in the five patients who underwent surgery
for recurrence disease at ISCMPA, and was negative in four
(80%, 4/5) and positive in one (20%, 1/5). The surgical mar-
gin status at the time of primary treatment with surgery
was unknown in three women (37,5%, 3/8), negative in four
women (50%, 4/8) and positive in one woman (12,5%, 1/8).
No patients underwent chemotherapy, photodynamic ther-
apy or carbon dioxide laser treatment.

There was no significant difference regarding recurrence
rates in patients with negative or positive margins (P=1)
and no significant difference regarding surgical modality
(simple vs. radical vulvectomy) as the primary treatment
(P=0.1).

Of the eight women in this series, there were two deaths
(25%, 2/8), one of them due to complications from invasive
Paget’s disease and the other one due to complications as-
sociated with metastatic urothelial adenocarcinoma. Three
patients (37.5%, 3/8) in this series were kept under follow-
up, with a follow-up ranging from three to nine years.
There were three (37.5%, 3/8) that were lost to follow-up af-
ter one to two years after diagnosis.

DISCUSSION

In this case series, the majority of the cases (87.5%) were
primary Paget’s Disease or type 1. All patients underwent
surgery as primary treatment, with simple vulvectomy be-
ing the most preferred type of surgery (60%). When the
patients presented recurrence, surgical treatment was the
most common treatment (83%).

Black et. al.* demonstrated that there was no correlation
between microscopically positive margins and disease re-
currence. Onaiwu et. al.13 described the main finding in
their study was that the majority of patients with vulvar
Paget’s disease develop multiple recurrences regardless of
therapeutic modality or margin status. The gold standard
treatment of Paget’s disease remains uncertain, although

the initial approach usually involves surgery.!,3-6,8-10,13-16,
21 Hendi et. al.2l reviewed twenty-five cases of vulvar
Paget’s disease treated surgically with Mohs micrographic
surgery technique. A recurrence rate of 16% was observed
in patients who underwent Mohs micrographic surgery in
the primary treatment versus 50% recurrence in those who
underwent non-surgical modalities or without this tech-
nique. Edey et. al.3 published a Cochrane review of inter-
ventions for the treatment of vulvar Paget’s disease. Few
studies were included due to the low quality and high risk of
bias in the majority of the studies analyzed. However, they
conducted a review of twenty-four studies on the effects
of interventions and 581 women were included. The most
common surgical modalities were wide local excision (202/
581, 35%) and radical vulvectomy (157/581 — 27%). Never-
theless, there was no evidence to support the use of surgery
over any other treatment modality. Most studies in this re-
view described that the margins status did not imply differ-
ences in the chance of recurrence. These results are similar
to the current study, in which there was no significant dif-
ference regarding recurrence rates in patients with negative
or positive margins and no significant difference regarding
surgical modality of the primary treatment.

Sendagorta et. al.3 published a therapeutic schedule pro-
posal for the use of imiquimod in patients with vulvar
Paget’s disease. Remission was seen in all patients after
completion of treatment with Imiquimod and there was no
recurrence during a 20-month follow-up period. Cowan et.
al.! evaluated the use of imiquimod in vulvar Paget’s dis-
ease recurrence. Complete remission was observed in 75%
(6/8) of patients after topical application of the medica-
tion, but with a new recurrence in 67% (4/6) of them dur-
ing the median follow-up period of 35 months. In our study,
there were two patients (25%, 2/8) who underwent treat-
ment with imiquimod, both of them after multiple surg-
eries. They are currently under outpatient follow-up at IS-
CMPA.

In 2000, Parker et. al.” determined prognostic and risk
factors for relapse of vulvar Paget’s disease. They analyzed
76 mostly white woman with a mean age of 67,5 years.
Patients who received chemotherapy had a worse progno-
sis, but this was a group with a worse histological prog-
nosis. Son et. al.l0 reviewed three cases of patients who
underwent radiotherapy (primary, adjuvant or in relapse
treatment after recurrence). In their study, the patient who
underwent primary treatment with radiotherapy had no re-
currence. The patient who received radiation as adjuvant
therapy had previously undergone wide local excision with
bilateral lymphadenectomy and had no recurrence during
an eight-year follow-up. And one patient was treated with
radiotherapy for recurrence. Niikura H. et. al.20 evaluated
treatments of patients diagnosed with vulvar Paget’s dis-
ease. Of the 22 recruited patients in their study, two re-
ceived postoperative adjuvant chemotherapy with etopo-
side due to positive surgical margins (no relapse after
treatment), one received cisplastin and 5-fluoracil (with
partial response) and another one, also with positive mar-
gins, received associated mitomycin, etoposide and cis-
platin (the patient died from complications of Paget’s dis-
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Table 1. Summary of treatments administered to patients
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Patient 1 2 3 4 5 6 7 8
Primary * Simple vulvectomy + > Radical * Simple Radical Simple
treatment sentinel lymphnode vulvectomy vulvectomy vulvectomy vulvectomy
Margins Unknow Negative Unknow Negative Unknow Positive Negative Negative
Recurrence time Yes Yes, after 1 year and 7 Yes No Yes Yes Unknow Yes, after
months 11 months
First Margin expansion Amplified vulvectomy Amplified vulectomy + Not Amplified Margin Unknow Unknow
reintervention lymphadenectomy applicable vulvectomy expansion
Margins Positive Negative Positive Not Positive Positive Unknow Unknow
applicable
Number of 2 1 2 Not Unknow 6 Unknow Unknow
reinterventions applicable
Non-surgical Radiotherapy None Radiotherapy and Not Unknow Imiquimod Unknow Unknow
treatment imiquimod applicable
Ending Death unrelated to Death from the disease Follow-up Follow-up Lost to Follow-up Lost to Lost to
the disease follow-up follow-up follow-up

*Surgery as the primary treatment, but it is not known which technique was used.

**Surgery and Radiotherapy were the primary treatment, but it is not known which technique was used.
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ease). Hata M. et. al.l® reviewed treatment with
radiotherapy alone, adjuvant and after surgery. The authors
reported that all macroscopic tumors disappeared after 2-9
months, with an initial complete response rate of 100%,
but there was a 59% recurrence rate between three and 43
months after radiotherapy. In our study, one patient under-
went radiotherapy for recurrence and another one with ra-
diotherapy and imiquimod. The first patient died from com-
plications unrelated to the disease. The second patient has
been followed up for 12 months with no evidence of recur-
rence.

Tebes et. al.® identified that 26% of women had un-
derlying adenocarcinoma. Onaiwu et. al.13 described that
46.1% (41/89) of patients in their study were diagnosed
with synchronous or metachronic neoplasms. The high rate
of associated malignancies identified in our study (37,5%) is
aligned with data reported by Onaiwu and colleagues.

Cai Y. et. al.!5 described the pathophysiological features
of vulvar Paget’s disease and identified a mean interval of
36 months from symptom onset to histological diagnosis.
In their report, 61.9% had a retardment in starting treat-
ment. This delay was due to the initial treatment with cor-
ticosteroids and topical antifungal agents, confirming that
the appearance of the disease may simulate eczematous
dermatitis or superficial fungal infections. In our study, the
mean interval from symptom onset to histological diagno-
sis was 13 months.

Kumar et. al?4 conducted a review study of case records
from a prospectively maintained database of 20 patients
with vulvar cancer treated at a hospital in India and found
that social stigma, low to middle socioeconomic status,
low literature rate, logistic issues, poor screening program,
and insufficient awareness about the disease are the rea-
sons why the majority of the patients present in the ad-
vanced stage in developing countries. There is no current
evidence for a specific screening of vulvar cancer, however
self-examination in women with lichen sclerosis and public
awareness of warning symptons of vulvar malignancy may
help in early detection and cure. Also, any patients with
suspicious signs (e.g., pigmented lesions, irregular ulcers)
or symptoms (e.g., chronic vulvar pruritus) should be early
evaluated with skin biopsy.

The high incidence of recurrence highlights the impor-
tance of continuous postoperative surveillance.2-46,7,13,19
Tebes et. al.6 concluded the same in their evaluation of
twenty-three women with vulvar Paget’s disease. In our
study, three patients (37,5%, 3/8) were kept under follow-
up, ranging from three to nine years. The other three pa-
tients (37,5%, 3/8) were lost follow up and two patients died
(25%, 2/8).

CONCLUSIONS

Our study is limited by a high rate of lost to follow-up or
a very short period of follow-up, retrospective data collec-

tion, group of patients from a single institution, small sam-
ple size and lack of detailed information on primary treat-
ment of some patients. The reasons for loss to follow-up
may be due to the need for adherence for a long period
of follow-up, treatment costs and/or poor patient adher-
ence, as most patients were of low or modest socioeco-
nomic status and had no education. The strengths of our
study include that the retrospective review was carried out
at a referral center in a developing country and over a long
period of time. Also, all cases were confirmed by experi-
enced pathologists. The disease is rare and data are lim-
ited, especially in Brazil. There are no randomized clinical
trials found in the literature and therefore it is difficult to
compare surgical treatment results and other therapeutic
modalities. Per our knowledge, only one Brazilian review
article on the subject was identified. Therefore, there is an
opportunity to study and explore non-surgical options for
the treatment of Paget’s disease, with the intention of pro-
moting better care for these women with a diagnosis of vul-
var Paget’s disease in low-middle income countries.
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