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Extramammary Paget’s Disease in the Pubic Region: a Case Report
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Abstract

The authors present a case of a patient with extramammary Paget’s disease in the pubic region treated by a dermatologist
with a private practice for almost 4 years before incisional biopsy was performed. A thorough examination showed no
evidence of malignancies of internal organs, whereas definite diagnosis was made by excision of the entire skin lesion
and histopathological analysis.

With regard to multiple criteria, findings in our patient were consistent with current literature data, but interestingly, the

primary extramammary Paget’s disease has not spread into deeper tissues.

Key words

Disease, Extramammary; Skin Neoplasms; Genitalia, Female; Reconstructive Surgical Procedures; Histological Techniques

Extramammary Pagets disease (EMPD) is a
rare cutaneous malignancy characterized by
intraepithelial adenocarcinoma outside the mammary
gland. Mammary Paget’s disease (MPD) is almost
alwaysassociated withaductal carcinoma(1,2). EMPD
mostly occurs in older people with a predilection for
the apocrine-rich anogenital skin and less commonly
for the axilla (1). The disease usually manifests as a
sharply defined erythema with polygonal borders (1,
2), but centrifugal tumor growth is also possible (1,
2). The disease is rare, with an unclear pathogenesis, so
there is no standard treatment algorithm; it commonly
requires wide excision over the clinically visible borders
(2, 3, 4). Long-term monitoring is recommended due
to common recurrence (1). The diagnosis of EMPD
is usually made histopathologically and it has a few
stages (1, 5).

Case Report

An 80-year-old female patient presented with skin
lesions in the pubic region, over labia majora, with
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slightly elevated erythema, small erosions and slight
oozing. At the beginning, the condition was not
associated with pain or itching. The patient visited a
private dermatologist. The submitted documentation
showed that the patient had a sharply demarcated
erythematous plaque of 30 x 30 mm in diameter;
local therapy included betamethasone dipropionate
0.05% in combination with clotrimazole tablets
1%, and 0.1% gentamicin sulfate cream. Since then,
the patient visited the same dermatologist seven
times; she was treated under the clinical diagnosis of
candidomycetic dermatitis of the pubic region, but
without satisfactory results.

After more than half a year of unsuccessful
treatment and development of severe itching, the
patient visited another dermatologist, but after 3
months, there was no improvement. Over the next
year, she experienced moderate itching and burning
once a month. She used mometasone furoate 0.1%
cream in the evening, for 5-6 days at least once a
month. As the disease was progressing, the patient
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presented with a burning sensation even when using
water.

In October 2010, the patient visited the
Dermatovenereology Department of the Clinical
Center of Vojvodina in Novi Sad for the first time.
Physical examination revealed a skin lesion in the pubic
region at about 1 cm above the anterior commissure
of the labia majora of 60 x 50 mm in diameter. It
was a sharply demarcated, erythematous dry plaque,
without oozing, associated only with slight burning
sensation.

The patient visited her private dermatologist again
and underwent incisional biopsy (performed for diagnostic
purposes, in order to plan reconstructive surgery - which is
usually done in all major procedures). The sample (Figure
1) was sent for histopathological examination, under
suspicion of Bowen’s disease, and the result was superficial
melanoma (Clark 2, Breslow 0.5 mm).

The patient was referred to the Clinic of Plastic
and Reconstructive Surgery, Clinical Center of
Vojvodina, Novi Sad, considering the fact that theabove
histopathological analysis indicated complete excision
of the lesion. The internist examination showed that
there were no contraindications for surgery. All relevant
preoperative laboratory and other findings, including
gynecological and gastroenterological ultrasound and
X-rays, were within the reference values.

Under general anesthesia, the patient underwent
total excision of the lesion, with vacuum drainage,
local skin transposition flap, and a protective
lining of 2.5 cm. The removed tissue included the
skin with subcutaneous fat tissue, 8,3 x 6,6 cm in
diameter, with the brown lesion and the clinically
unaffected surrounding area, which was sent for
histopathological analysis. The obtained findings
showed that the lesion comprised grouped cubic
and polygonal cells within the epidermis, individual
cells at all levels of the epidermis, and adenoid
formations on the dermoepidermal border; tumor
cells were HMB45 negative and CK7 positive; the
base of the tumor consisted of connective tissue —
pointing to the previous incisional intervention; the
tumor tissue was entirely removed. Based on this
description, the diagnosis of extramammary Paget’s
disease (EMPD) was made (Figures 2 and 3). Analysis
of histopathological findings was done at the Institute
of Pathology and Histology, Clinical Center of
Vojvodina, Novi Sad, Serbia, including revision of the
first biopsy, performed at the private clinic, and both
confirmed the diagnosis of EMPD.

There were no complications during the
postoperative period, and the postoperative wound
healing was uneventful. At check-ups, all results were
within normal values without regional lymph node

Figure 1. Paget’s disease of the pubic region with a visible locus of the first incisional biopsy
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Figure 2. Electron micrograph of multiple Paget cells
in the epidermis (HEx400)

involvement or other complications. Gynecological
and gastroenterological examination and ultrasound
findings, as well as extensive double contrast
irigography, showed that EMPD was not associated
with any other genital or anorectal disease.

The patient’s medical history showed that she had
three gynecological surgical interventions for benign
tumors of the vulva, endometritis, and uterine cervical
polyps at the age of 41, 44 and 48, respectively; at the
age of 71, the patient underwent surgery for urethral
polyps; bougienage of urethral stenosis was performed
at the age of 77; two surgeries were also performed for
removal of facial basal cell carcinoma at the age of 79
and 84, respectively.

Discussion

In 1874, Sir James Paget reported a case series of 15
patients with chronic, eczematoid ulcerations of the
nipple in association with breast cancer (6). Sir Paget
suggested that these lesions were initial or associated
with breast cancer (6). In contrast, in 1889, Henry
Radcliffe Crocker was first to describe a case of EMPD
of the scrotum and glans penis (7). The first detailed
histopathological description of Paget’s disease was
given by Ferdinand-Jean Darier in 1889 (8).

In the early 20th century, there was a conceptual
hypothesis about two forms of Paget’s disease (PD):
first - as a precancerous condition without a direct
connection to the tumor, and second - intraepithelial
metastasis of already existing breast cancer. Although
this conceptual hypothesis has not been proven as
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Figure 3. Electron micrograph of Paget cells forming
an adenoid pattern (CK7x 400)

true for PD, it provides a basis for understanding
the pathology of primary EMPD form resulting
in skin adnexal glandular structures (apocrine
gland carcinoma), as well as its potential secondary
manifestations, that is intraepithelial epidermotropic
metastatic malignancies from the adjacent or internal
organs (2).

The incidence of EMPD is very low, and it can
be indirectly evaluated based on the number of new
cases of breast cancer in women, because PD accounts
for 0.7 - 4.3% (9), whereas EMPD accounts for 6.5%
of all forms of PD (2). EMPD is more common in
women than in men, the sex ratio ranges from 3 - 4.5
: 1, and it most often affects the elderly (10, 11). The
average age at the time of diagnosis is 64 - 72 years,
and 90% of patients are over 50 years of age (11). As
for the age distribution, one should keep in mind that
the disease is often present for years or even decades
before it is manifested (11).

Clinical EMPD affects parts of the skin with
apocrine glands. Predilection sites include the
anogenital region, rarely axillae, and least rarely both
anogenital region and axillae (12). The most commonly
affected site is the vulva (11) and labia majora. Taking
into account the centrifugal tumor growth, the entire
anogenital region may be infiltrated, so in advanced
stages of the disease it is often impossible to identify
the origin of the primary neoplasm. This may be
significant, because EMPD may also occur as an
expression of the primary tumor, which affected some
internal organs of the body. The risk of associated
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malignancy and EMPD in the perianal area is 25 -
35%, which is significantly higher than in relation
to a possible malignancy in the genital area, which is
approximately 4 - 7% (13, 14), being the case in in
our patient. Other possible sites of EMPD include
eyelids, outer ear canal, the umbilical region, trunk
and limbs (15, 16).

Depending on the site and duration of the
disease, the clinical appearance of EMPD varies
significantly. Large, extended lesions may be irregular
with poorly defined borders, but the centrifugal
growth pattern leads to the formation of polygonal
borderline, providing a diagnostic clue as in our case.
Some of the rare morphological characteristics of
EMPD include neoplastic alopecia, sclerodermiform
macular and lichenoid papules (17). Metastasis of
primary EMPD is characterized by per continuitatem,
lymphatic, or more rarely hematogenous spread. Out
of the 76 patients with primary EMPD, Hatta and
associates reported metastases in 17% of cases (18).
Secondary EMPD, excluded in our patient, is an
intraepithelial metastasis of internal organ tumors:
colonic cancer, uterine cervix cancer, urinary bladder,
urethral and prostatic cancer (11).

Like in our patient, the diagnosis of EMPD
is usually made after a few years, due to a variety of
clinical presentations and the rarity of the disease. On
average, the disease is diagnosed two years after the
appearance of initial symptoms (11). There are some
reports about EMPD existing up to 30 years before
they were diagnosed (12). The diagnosis of EMPD
is confirmed by the presence of Pagets cells (PCs).
They are usually about two times larger than the
surrounding keratinocytes, round-shaped, with clear
cytoplasm and large pleomorphic nuclei. With a few
exceptions, PCs contain a high percentage of mucin,
which can be proved by periodic acid-Schiff (PAS)
and Alcian blue staining, depending on the content of
mucopolysaccharides, used for differential diagnosis
(18). PCs are usually isolated cells or form irregular
groups: the so-called epidermal-Paget pattern. If other
malignancies develop within the epidermis, such as
malignant melanoma, adenocarcinoma or mycosis
fungoides, it is known as Paget’s phenomenon (19).
If PCs are only intraepidermal, like in our patient,
or found in the adnexal epithelium, the tumor
is considered to be carcinoma in situ. However,
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penetration of the basal membrane is associated with
adnexal carcinoma (20).

Histogenesis of EMPD is not fully understood.
Electron microscopy studies indicate to gland origin
of PCs (e.g., a large Golgi apparatus and numerous
mitochondria, as well as the presence of microvilli
and secretory vacuoles) (20). Immunohistochemical
studies are of utmost importance for histogenesis, but
also for the diagnosis and classification of PCs, and
in differential diagnosis. Cytokeratin 7 (CK-7) is a
very useful antibody for confirming the diagnosis of
MPD as well as EMPD. As in our patient, tumor cells
in the EMPD stained consistently for this antibody,
while the surrounding epidermis was negative (18).
Apart from low molecular weight cytokeratin, such as
CK 7, other antigens present in apocrine and eccrine
sweat glands, can be routinely identified in PCs, e.g.
CEA (carcinoembryonic antigen) (21, 22). Detection
of these antigens confirms the glandular origin of
PCs. Although there is a growing body of evidence
in favor of histogenetic origin of PCs from apocrine
sweat glands, pluripotent stem cells have also been
considered as possible origin (10).

Based on clinical, histopathological and
immunohistochemical analyses, it is now a common
belief that there are two different forms of EMPD in
regard to pathogenesis and prognosis. Primary EMPD
develops in the epidermis and it is considered to be
carcinoma in situ. Secondary EMPD is less frequent,
with intraepithelial spreading of the primary tumor
(17). Just as Paget’s breast cancer, EMPD may also
originate from a primary cancer of the apocrine sweat
glands, or the neighboring anorectal or urogenital
organs. Nevertheless, some authors suggest that the
lack of evidence, particularly in cutaneous adnexal
cancers (possibly as a result of inadequate histological
analysis) may indicate focal changes in the apocrine
sweat glands. Histologically, it is impossible to
distinguish the course of disease progression, especially
in advanced stages (2). Associated neoplasms include
cutaneous adnexal carcinomas, as well as rectal,
colonic, bladder, prostatic, urethral, and cervical
malignancies.

Atypical differential diagnosis of EMPD includes:
contact or seborrheic dermatitis, inverse psoriasis,
perianal streptogenic dermatitis, mycotic infections

(positive mycological finding does not exclude EMPD
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in case of a secondary fungal infection), lichen simplex
(severe lichenification), lichen planus, lichen sclerosus
et atrophicus, circumscribed morphea, benign
pemphigus (Hailey-Hailey disease), histiocytosis,
necrolytic migratory erythema and genital warts (17,
23, 24). In regard to skin neoplasms, differential
diagnosis of EMPD includes: Bowen’s disease (of the
anal/perianal/vulvar area), and vulvar intraepithelial
neoplasia (17, 24). Melanoma, squamous cell
carcinoma, intraepidermal sebaceous carcinoma,
secondary Paget’s disease and adenocarcinoma should
be ruled out histopathologically (25).

Surgical excision remains the treatment of choice
in primary EMP. Considering the age of patients,
complicated surgical procedures are often not
recommended due to the location or size of the tumor.
Required surgical interventions in the anogenital area
are often associated with a decreased quality of life.
Apart from this, there is a high rate of postoperative
recurrence. Literature data indicate to 8% recurrence
after surgical excision of EMPD, performed with 2 cm
margins (10). Other studies, of conventional excision
procedures and safety margins of 1-2 cm, reported
recurrence of 15 - 50% in the vulvar region (11). The
average recurrence rate for all sites is 35 - 44% (26).
Lower recurrence rates have been reported after Mohs
microscopic surgery (8 - 26%) (27). Other forms
of therapy of EMPD include: radiotherapy, carbo-
hydrate laser therapy, photodynamic therapy, topical
use of 5-fluorouracil, and so on. Treatment options
for secondary EMPD are basically the same as for the
primary form of the disease (2, 28). It is of utmost
importance to treat the associated visceral malignancy.

The prognosis for the primary EMPD is generally
favorable, although it may depend on the duration of
the disease. The mortality rate is 13 - 18% (12), and
5-year survival is 72% (29). However, the prognosis is
much worse if invasive growth is present at the time
of diagnosis. The prognosis of secondary EMPD,
associated with cancer of adjacent organs, depends
on the prognosis of the primary visceral tumor. The
median survival among patients with secondary
EMPD is only 3 years (30).

Conclusion

This is a case report of a patient with extramammary
Paget’s disease without visceral malignancy and
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successful surgical management.

Abbreviations

EMPD - extramammary Paget’s disease
MPD - mammary Paget’s disease
HMB45 — human melanoma, black-45
CK7 - cytokeratin7

PD - Paget’s disease

PCs - Paget cells

PAS - periodic acid-Schiff

CEA - carcinoembryonic antigen
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Ekstramamarna PadzZetova bolest u pubi¢noj regiji - prikaz

slucaja

Sazetak

Autori prikazuju slucaj bolesnice sa ekstramamarnom
PadZetovom bolesti u pubic¢noj regiji koja je lecena
kod dermatologa u privatnoj praksi skoro dve godine
pre incizione biopsije promene. Detaljnom pretragom
nije utvrdeno istovremeno prisustvo maligniteta
unutra$njih organa, a definitivna dijagnoza je

Kljuéne reci

postavljena ekscizijom kozne promene u celosti i
odgovaraju¢om patohistoloskom analizom.

Po mnogim kriterijumima nasa bolesnica odgovara
navodima u savremenoj literaturi, ali je u ovom slu¢aju bilo
zanimljivo to da nije doslo do $irenja neoplazme sa mesta
primarnog ekstramamarnog M. Padzet u dubinu tkiva.

Ekstramamarna PadZetova bolest; Kozne neoplazme; Zenske genitalije; Rekonstruktivne hirurske procedure;

Histoloske tehnike
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