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Abstract
Extramammary Paget Disease (EMPD)

is an often-misdiagnosed rare disorder,
whose cause remains unknown. Diagnosis
is confirmed by skin biopsy. Primary treat-
ment for EMPD is surgery. Recurrence is
common in the first two years and progno-
sis is good if the disease is localized and
there is no underlying associated cancer.
Patients with invasive and metastatic
EMPD are uncommon and exhibit a poor
prognosis, even when there is good
response to a first chemotherapy line.
Multiple chemotherapeutic regimens, with
varying levels of success, have been
attempted, but standard of care is not estab-
lished. The central nervous system seems to
be a common metastatic site with better sur-
vival than visceral metastasis.We report a
case of metastatic EMPD that addresses the
difficulties associated with the treatment of
this rare disease, that has no current guide-
lines.

Introduction
Extramammary Paget Disease (EMPD)

is an often-misdiagnosed rare disorder, that
affects apocrine gland-rich sites, such as the
anogenital area and axillae, and is charac-
terized by a slow-growing, cutaneous ade-
nocarcinoma that manifests as a chronic
eczema-like rash.1-3 In western countries,
women in the sixth decade of life seem to be
the most commonly affected by EMPD, and
vulvar Paget disease accounts for around
65% of EMPD.4,5

EMPD closely mimics other common
cutaneous disorders and is often subjected
to different empirical treatments before per-
formance of skin biopsy, that ultimately

gives the diagnosis.3 Presence of Paget
cells, as well as typical Immuno -
histochemistry (IHC) staining, confirms
EMPD.1 The histological differential diag-
nosis is with Bowen disease, melanocityc
lesions, or rarely metastatic epidermotropic
carcinomas.4

The neoplastic cells are positive for
mucin, EMA, CEA, and low molecular
weight cytokeratins (CK7, CAM5.2). In
vulvar origin cases GCDFP-15 and andro-
gen receptors are positive, and if perianal
origin, CK20 is positive. The negativity for
melan A or high molecular weight cytoker-
atins should help to distinguish EMPD from
Melanoma or Bowen disease respectively.3,4

EMPD mostly presents as an intraep-
ithelial carcinoma but invasive disease can
be present in up to 25% cases with the
potential to evolve to metastatic disease.7-11
Early recurrence is common, in the first two
years.3

There are no current guidelines for the
primary treatment, or recurrence, of EMPD
and Wide Local Excision (WLE) is accept-
ed as the standard approach.12,13
Microscopic spread of disease with irregu-
lar borders or multi-focal lesions are com-
mon, making negative margins both diffi-
cult to obtain surgically and to ascertain
pathologically. Although there are some
conflicting findings in literature about the
importance of negative margins, it seems
that microsurgical techniques such as Mohs
micrographic surgery show lower rates of
recurrence and hence diminish the potential
for invasive disease and distant metasta-
sis.12,14

There are some therapeutic approaches,
other than surgery, reported in literature,
particularly in cases where WLE is not fea-
sible as in some recurrences or advanced
disease. These approaches – chemotherapy,
radiotherapy as well as other more experi-
mental techniques (laser ablation, photody-
namic therapy) –, have varying levels of
success and no stablished efficacy.12,14-16

Overall prognosis is good if the disease
only affects the epidermal layer of skin, sur-
gical margins remain free of disease and
there is no underlying associated cancer.
Several authors have shown that dermal
invasion increases the risk of death by
EMPD,4 and the metastatic potential of this
disease has only recently been recognized.
Ohara et al. proposed the first TNM staging
system for EMPD in 2016, although this
was based on a retrospective study and in a
Japanese population only and thus is con-
sidered provisory and is not widely used.4,17
Some studies suggest the use of sentinel LN
biopsy to evaluate the prognosis of invasive
EMPD, but most of them are small, and
included patients with intraepithelial and

Lymph Node (LN) disease 17-20. 
Patients with metastatic EMPD exhibit

a poor prognosis, with a 20-fold increased
risk of disease-specific death and a median
Overall Survival (OS) of 1.5 years.21-23 Due
to its rarity, advanced disease is only report-
ed in small series and thus evidence based-
data on treatment approaches is lacking. 

Multiple chemotherapeutic regimens
for treatment of metastatic disease have
been attempted, most commonly fluoropy-
rimidines based regimens (5-fluorouracil
(5-FU) + cisplatin; 5-FU + epirubicin + car-
boplatin + vincristine + mitomycin C –
FECOM; S1 monotherapy) or taxanes
based regimens (docetaxel monotherapy;
docetaxel + S-1; and cisplatin + epirubicin
+ paclitaxel – PET), each with varying lev-
els of success. Taxanes therapy either com-
bined or alone seems to be the best first-line
agent, in particular, due to the easier use
(regimens with 5-FU require continuous
infusion for one-week and S1 therapy is not
available in Europe).21 However, although
in about half of the patients there is an ini-
tial response to treatment, they tend to
evolve to disease progression.21,22

Recent investigations into the pathogen-
esis of metastatic EMPD have identified
potential therapeutic targets. It seems that
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around 60% of EMPD have HER2 overex-
pression and thus some reports on the use of
trastuzumab have yielded favorable
responses.22 Proliferation and survival in
EMPD seems to be related to activation and
interaction of Paget cells with several sig-
naling pathways as the
RAS/RAF/MEK/ERK, the PI3K/AKT/
mTOR, the RANKL/RANK and others.
Furthermore, it seems also that a consider-
able percentage of EMPD patients are mis-
match repair deficient which suggests that
immunotherapy can also be a therapeutic
option.24

In the last years some authors have also
suggested that the central nervous system  is
a common metastatic site and that it con-
ceals better prognosis than visceral metasta-
sis.11 To address this issue, we report a clin-
ical case which puts in evidence the clinical
practice challenges faced by clinicians due
to the rarity of this disease and the lack of
diagnosis and management guidelines.

Case Report
A 64-year-old Caucasian woman was

diagnosed with a vulvar EMPD in 2008. At
another institution, she underwent a partial
vulvectomy, distal urethrectomy and two
more re-excisions due to recurrence in the
following years. The patient did not attend
appointments after 2018.

In June/2019, she was admitted to the
emergency department after a seizure. The
head Computed Tomography (CT) showed
a left frontal lesion and a Magnetic
Resonance Image (MRI) confirmed multi-
ple brain lesions. A thoracic-abdominal-
pelvic CT did not identify other lesions and
she underwent excision of the largest symp-
tomatic left frontal brain lesion in the same
month. The histopathology report revealed
metastasis of a poor differentiated carcino-
ma, with a solid pattern and marked cyto-
logical atypia and the IHC was positive for
CK7, CK8/18, CKAE1/AE3, GATA3,
TTF1 (focal) e GDCFP15 (focal), and neg-
ative for CK20, napsin A, RE, melan A, p40
e S100.

The patient was discussed at multidisci-
plinary meeting and referred to Oncology
and Radioncology Departments. In
July/2019, she had no neurological symp-
toms or other complaints and a Positron
Emission Tomography (PET) scan suggest-
ed malignancy in periaortic and pelvic
lymph nodes and a lesion at the anterior
wall of the vagina. At this point it was
assumed a recurrent vulvar stage IV EMPD
with cerebral, LN and loco-regional metas-
tasis and she was proposed for hippocam-

pal-sparing Whole-Brain Radiotherapy
(WBRT) followed by systemic treatment
with palliative intent.

She underwent WBRT in August/2019
(total dose of 27Gy/#9). Due to an urosepsis
episode, she skipped the last session and the
beginning of first line palliative chemother-
apy had to be delayed. She started weekly
Paclitaxel (TX) in September/2019, with
good tolerance to treatment, reporting grade
(G) 1b fatigue and oral mucositis. After 12
cycles, there was evidence of LN disease
response, but dubious response at brain
level, as the MRI showed contrast uptake in
a right cortical parietal area and disappear-
ance of the other brain lesions previously
described (Figure 1). After 20 cycles, she
had a complete response which is still main-
tained after 10 months of WBRT plus start-
ing TX, with only associated G1 fatigue and
diarrhea. A chemotherapy holiday was pro-
posed, but due to good tolerance and her
willingness, she is scheduled for maintain-
ing this regimen. 

Discussion
Metastatic EMPD is an aggressive dis-

ease, with poor outcomes, without prospec-
tive studies available and with no standard
effective systemic treatment. Additionally,
many of the patients with this disease are
elderly, which adds complexity to therapeu-
tic choices.14 

Caucasian women seem to be the most
affected by EMPD and vulva is the com-

monest anatomical site.4
Standard treatment for EMPD is sur-

gery, with a broad local resection, although
differing approaches exist, depending on
which specialty performs the surgical pro-
cedure. Wide resection of the local disease
before lymphatic spreading seems to be the
best strategy to prevent tumor-related
death.14 When WLE is not possible, adju-
vant radiotherapy (RT) can be proposed,
although there is no consensus about how to
manage these cases. Tolia et al. contemplate
adjuvant RT in similar cases,25 but Yao et al.
suggested that radiation could be deleteri-
ous in EMPD,26 and it is not clear if this ten-
dency could be related with radiation use in
more advanced disease. 

Surgical excision is the first approach in
recurrent EMPD but is frequently mutilat-
ing. Recently there are new treatment
approaches with good results in disease
control, like imiquimod 5% cream and pho-
toablation therapies, but our patient was not
subjected to these experimental
approaches.13

Although several factors have been
associated with recurrence in in situ disease,
information on markers for disease progres-
sion in the metastatic setting remain scarce.
Over one-third of patients with LN disease
subsequently develop distant metastasis.17
Tumor thickness, lymphovascular invasion,
number of LN metastases, vaginal EMPD,
distant metastases, in particular visceral
metastasis and older age seem all to be fac-
tors associated with poorer survival.4,26

Due to the rarity of this disease and in
particular of stage IV patients, there is no
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Figure 1. Evolution of MRI brain lesions from Case 2 the EMPD stage IV patient. Images
from the line above are from brain MRI at diagnosis, and from the line below the latest,
both sequences are T1 SE axial with gadolinium
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standard approach.11 Several mono or multi
chemotherapeutic regimens have been used
to treat metastatic EMPD; and despite ini-
tial response, few patients overcome tumor
recurrence.22 Taxanes have been one of the
most frequent drugs used in chemotherapy
regimens for metastatic EMPD, in particu-
larly docetaxel, with good results in terms
of stabilization of the disease and favorable
toxicity profile.21,27

In this case WBRT and first line
chemotherapy with paclitaxel succeed in
achieving a complete response, which is
rarely described in the literature, and the
question now is whether this regimen
should be maintained until progression or
could be stopped and reintroduced after
recurrence. In literature, first line
chemotherapy seems to have good respons-
es and brain metastasis have better progno-
sis than visceral disease, but OS at 5-years
for stage IV EMPD is only 7%.17,22

For now, at our department, it was
decided to maintain the current treatment as
long as patient response, tolerance and
acceptance are sustained.

Conclusions
With this case, we pretend to highlight

the challenges faced by clinicians in treat-
ing metastatic EMPD and add some insights
to current knowledge on this rare entity.

Chemotherapeutic regimens are only
moderately effective, but there is growing
evidence that taxanes are currently the best
first line option in metastatic EMPD,
although no prospective trial exists.

Current knowledge about metastatic
EMPD suggests that in the future there will
be options to therapeutic targets, that we
hope can improve clinical outcomes. We
also expect that further knowledge will
allow EMPD management to be made with
more certainty, given the actual lack of evi-
dence and still incomplete understanding of
this disease, in particular in the metastatic
setting.
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