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and bleeding can also occur 2. An accurate diagnosis 
is often delayed by years because of the nonspecific 
clinical appearance 3. Treatment options include wide 
local excision, radiotherapy, or topical therapy, includ-
ing with imiquimod 4.

At a multidisciplinary non-melanoma skin can-
cer (nmsc) clinic held weekly at the Odette Cancer 
Center, patients are jointly assessed by the dermatol-
ogy, plastic surgery, and radiation oncology service. 
Approximately 500 patients are seen annually. The 
purpose of the present study was to identify patients 
with empd seen in the nmsc clinic and to describe the 
treatments delivered and outcomes achieved.

2. PATIENTS AND METHODS

A retrospective chart review and a search of the nmsc 
database identified patients with a pathologic diagnosis 
of empd seen in the nmsc clinic between January 2000 
and January 2009. Data collected included patient age, 
sex, tumour site and size, treatment recommendations, 
and outcomes. Follow-up usually occurred every 3–6 
months for up to 5 years. All patients returning for at 
least 1 follow-up visit were included in the analysis. At 
each follow-up visit, the presence or absence of disease 
was recorded, together with any current treatment.

3. RESULTS

The review and search identified 14 patients (12 men, 
2 women) with 15 empd lesions. Mean age at clinic 
visit was 73 years (range: 58–91 years). Of these 14 pa-
tients, 11 were investigated for a possible underlying 
malignancy (using computed tomography scan of the 
chest, abdomen, pelvis, and cystoscopy, colonoscopy, 
and prostate-specific antigen). Prostate cancer was 
identified in 1 person. A history of prostate cancer was 
present in 2 patients before their empd diagnosis.

The delay from symptom onset to pathologic diag-
nosis of empd was 34.7 months (range: 0–74 months). 
The average time between diagnosis and consultation 
in the nmsc was 10.3 months (range: 4–74 months). In 
all but 1 patient with axillary disease, tumours were 
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1. INTRODUCTION

In 1889, Crocker reported the first case of extramamma-
ry Paget disease (empd) 1. The lesions Crocker observed 
had histologic features similar to those of mammary 
Paget disease, but were located on the perineum. In both 
diseases, there is intraepithelial infiltration by neoplastic 
cells, but the origin of empd is not certain 2. The primary 
or cutaneous form is thought to originate from intra-
epidermal cells or apocrine glands. The secondary form 
is associated with an underlying adenocarcinoma, and 
the skin lesions are thought to represent epidermotropic 
metastases. However, because only about 35% or fewer 
empd patients have coexisting malignancies, this later 
explanation is not consistently applicable 3.

Extramammary Paget disease is rare; a population-
based study in the Netherlands found an incidence of 
0.11 per 100,000 person–years 3. Extramammary Paget 
disease is commonly found in the anogenital region, 
but it can develop on any skin or mucosal surface, 
particularly in areas rich in apocrine glands, such as 
the axilla. It usually presents as a slowly expanding, 
sharply demarcated erythematous or leucoplakic 
plaque that can be eczematous, crusting, scaling, or 
(occasionally) ulcerated. Pruritus is the most common 
presenting symptom, but pain, burning, irritation, 
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located in the genital region. Mean tumour size was 
6.7 cm (range: 2–15 cm). Of the 15 lesions, 7 (47%) 
had previously been treated. Topical imiquimod 
had been used in 71% (5/7), and surgical excision in 
29% (2/7).

After consultation in the nmsc clinic, topical imi-
quimod was recommended as first-line treatment for 
8 lesions in 8 patients. Imiquimod was to be applied 3 
times weekly for 3 months, followed by reassessment 
in clinic. A further course (or courses) of imiquimod 
was used in the presence of clinical or pathologic evi-
dence of persistent disease. Total imiquimod treatment 
time averaged 5.5 months (range: 2–12 months). In 3 
of the 8 sites in which imiquimod was used as initial 
treatment (38%), resolution of disease was seen after 
4–6 months of use. Residual disease was observed in 
5 lesions in 5 patients, 2 of whom continued treatment. 
Of the other 3 patients, one had not been compliant 
with treatment and proceeded to have local radio-
therapy (54 Gy in 27 fractions). Another requested to 
stop imiquimod treatment because of painful inflam-
mation and instead underwent local excision with clear 
margins. The third was lost to follow-up.

Excision at the nmsc clinic was the first-line treat-
ment in 6 patients with 7 lesions. Of those 7 lesions, 2 
had previously been treated at another centre. The great-
est dimension of the surgical specimens ranged from 
1.7 cm to 7.1 cm in size. All excisions used wide margins 
in an attempt to achieve pathologically clear margins, 
a result that was achieved in only 1 excision. Among 
the other 6 lesions, gross residual disease in 1 patient 
was treated with subsequent postoperative radiotherapy 
(60 Gy in 30 fractions), and microscopic residual disease 
in 5 cases was treated with imiquimod in 3 cases. In 
2 of those cases, no clinical disease was evident after 
2 months; and after 3 months of postsurgical imiquimod 

use, 1 patient had residual disease, but was subsequently 
lost to follow-up. Of the 2 remaining patients, 1 patient 
underwent repeat excision with positive margins, and 
after another 2 months of imiquimod, was rendered 
disease-free; and 1 patient was lost to follow-up.

After a median follow-up of 2 years, no evidence 
of disease was seen in 67% of sites (10/15), and re-
sidual disease was present or the patient was lost to 
follow-up in 33% of sites (5/15). Table i summarizes 
the treatment regimen for each patient.

4. DISCUSSION

This report summarizes our experience of 14 patients 
with 15 empd lesions seen in the nmsc clinic at the 
Odette Cancer Centre. Treatment recommendations 
included topical imiquimod, surgical excision, and lo-
cal radiotherapy. Half the patients required more than 
one treatment modality, highlighting the difficulty in 
achieving complete eradication of this disease.

In 65% of all cases, empd is found on the vulva in 
postmenopausal woman 5. However, the female popu-
lation is typically referred directly to gynecology at 
our centre, and so in the nmsc clinic, four times more 
men than woman with empd were seen.

In this series, 21% of empd lesions were associ-
ated with other malignancies. In the literature, rates 
of 31%–42% have been reported. Taking age into ac-
count, the increased risk of a second cancer developing 
in patients with empd is 1.7 3. Secondary empd (associ-
ated with an underlying adenocarcinoma) is less com-
mon than primary empd, but in patients with associated 
malignancies, the mortality rate is 46% higher. In our 
series, 3 of 14 patients (21%) had an associated under-
lying malignancy (prostate cancer): 2 patients had a 
prior history of cancer, and 1 patient was diagnosed 

table i Overview of patient treatments and outcomes 

Patient Treatment 1 Treatment 2 Treatment 3
Method Outcome Method Outcome Method Outcome

1 Imiquimod Residual Radiation Clear
2 Imiquimod Residual Excision Clear
3 Excision Residual Radiation Clear
4 Imiquimod Residual
5 Excision Residual Imiquimod Clear
6a Excision Residual Excision Residual Imiquimod Clear

Excision Clear
7 Excision Residual
8 Excision Residual Imiquimod Residual
9 Imiquimod Residual
10 Excision Residual Imiquimod Clear
11 Imiquimod Residual
12 Imiquimod Clear
13 Imiquimod Clear
14 Imiquimod Clear

a Patient 6 developed 2 sites of extramammary Paget disease that were separately treated.
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during the post–empd diagnosis workup, showing how 
some malignancies are revealed only after empd is 
identified. Thus, slow diagnosis in patients with empd 
may delay proper treatment of both the lesion and the 
underlying malignancy, possibly contributing to the 
higher fatality rate for secondary empd.

Extramammary Paget disease is typically an ex-
tensive lesion because its subtle onset and nonspecific 
features often delay the diagnosis by 5–10 years 2. At 
our centre, the average delay from symptom onset 
to pathologic diagnosis was more than 3 years. In 1 
patient, accurate diagnosis was delayed because of a 
misdiagnosis of Bowen disease—a common error, 
because Paget and Bowen disease can appear similar 
clinically 2. The correct diagnosis can be reached with 
a careful evaluation of morphology and help from a 
panel of immunohistochemical markers.

In comparing imiquimod and excision as first-line 
treatment at the nmsc, imiquimod was more likely than 
excision to resolve the disease (38% vs. 14% respec-
tively). However, in the literature, conventional man-
agement is generally surgical excision, although Mohs 
micrographic surgery is gaining in popularity 6. Hendi 
and colleagues 7 note that when Mohs micrographic 
surgery is not available, surgical management is also 
effective when done with wide excision; they specify 
5-cm margins. Lee et al. 8 found that local control after 
wide excision is fairly good, with an overall relative 
5-year local control rate of 64.6%. Unfortunately, 
excision with wide margins can be disfiguring, dis-
torting normal anatomy and leading to difficulties in 
wound healing. Even though the lesion can be grossly 
removed, the infiltrating nature of the disease leads to 
a high incidence of positive margins; frequent follow 
up is therefore recommended 6.

Small case studies showed imiquimod to be an ef-
fective treatment for empd, although complete response 
may be isolated to more superficial lesions 5. In agree-
ment with the literature, we found that imiquimod was 
more successful in treating microscopic disease than 
gross disease. Imiquimod offers the potential benefit 
of minimal, if any, long-term morbidity, although 
acute morbidity includes mild to severe local skin 
reactions and, in rare cases, systemic flu-like symp-
toms. Although the skin inflammation will calm in 
1–2 weeks, compliance can be problematic for some 
patients, reducing treatment efficacy.

As an alternative to excision in ineligible patients, 
radiation is the recommended treatment modality 2. 
Radiotherapy spares surgical morbidity and the risk of 
positive margins leading to treatment with multiple mo-
dalities. Moderate doses of radiotherapy (50–60 Gy) over 
5–6 weeks are typically required, which in the perineum 
result in acute moist desquamation and discomfort for the 
patient. Long-term morbidity can include pigmentation 
changes, skin atrophy, edema, and ulceration.

Our results suggest that the lower the burden of 
disease, the more successful imiquimod treatment is 
(such as in the postoperative setting with microscopic 

disease). However, because lesion size was not always 
documented in patient charts, accurately correlating 
treatment outcome with lesion size is difficult.

5. CONCLUSIONS

After reviewing 14 patients at our institute, it would 
appear that multiple treatment modalities are often 
required in the management of empd. The modality 
(or sequence of modalities) that most effectively erad-
icates disease while minimizing treatment toxicity 
has yet to be determined. Conducting the necessary 
randomized controlled trials is difficult because of 
the rarity of the disease; a multi-institutional setting 
would be required.
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