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An 86-year-old woman presented with a 3-year his-
tory of an erythematous axillary lesion, which was
histologically confirmed to be extramammary
Paget’s disease (EMPD) confined to the epidermis
and adnexa. Surprisingly, spontaneous clinical re-
gression occurred in the lesion, but Paget’s cells
persisted within the epidermis and adnexa on his-
tologic examination. One year of intermittent topi-
cal chemotherapy with 5-fluorouracil resulted in ul-
cers that were interpreted as EMPD and completely
excised. Histologic examination showed a com-
plete absence of Paget’s cells. To our knowledge,
only one previous report investigated apparent
spontaneous clinical resolution with histologic per-
sistence of EMPD. We emphasize that topical 5-flu-
orouracil cannot be considered a safe treatment
modality for EMPD, but it may be useful in certain
cases in which the extent of the lesions, or the gen-
eral condition of the patient, advise against sur-
gery or radiotherapy. 

Extramammary Paget’s disease (EMPD) is a rela-
tively rare disorder usually found in cutaneous
apocrine gland-bearing regions. The majority of

cases reflect a primary intraepithelial adenocarci-
noma. Some cases reflect epidermotropic spread
from a sweat gland neoplasm or carcinoma of an ad-
jacent organ.1

Case Report
An 86-year-old woman had an erythematous and pru-
riginous plaque on her right axilla for 3 years. She had
applied multiple creams containing corticosteroids,
but no improvement was observed. The plaque was
erythematous, slightly scaly, and delineated by lobu-
lated margins (Figure 1). Complete anamnesis and
physical examination did not reveal remarkable find-
ings. Fungal cultures gave negative results. 

Histologic examination of a cutaneous biopsy spec-
imen permitted the diagnosis of EMPD; abundant
large cells with pale cytoplasm, distributed singly and
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FIGURE 1. Initial clinical aspect of the lesion.



in groups throughout the epidermis and epithelia of
the adnexa, were noted. The upper dermis showed a
dense inflammatory infiltration consisting of small
round cells and plasma cells (Figure 2). The cytoplasm
of the large cells was positive on periodic acid–Schiff
stain and, on immunohistochemical investigation,
stained positive for carcinoembryonic antigen and
negative for S-100. 

The patient was then referred for complete excision
of the lesion. Excision was not performed, however, be-
cause the lesion was clinically undetectable when the
surgeon saw the patient 1 month after the diagnosis. 

The patient returned 4 months later. Only mild hy-
popigmentation was remarkable in the aspect of the ax-
illa (Figure 3). Four additional biopsies of the margins
of the lesion were obtained at that time. In two speci-
mens, hematoxylin-eosin staining showed the persist-
ence of Paget’s cells within the epidermis and adnexa.

Treatment with topical 5-fluorouracil (5-FU) was
begun to highlight the EMPD area. The patient then
irregularly applied this treatment, with irregular fre-
quency and without occlusion, during 1 year. At this
time, evident ulcers could be seen at the treated area
(Figure 4). Such ulcers were suspected to represent
clinical highlights of EMPD and the patient was sent
for complete excision of the ulcerated area, without
previous confirmatory biopsy. 

Histologic examination of the excised area re-
vealed only ulceration (granulation tissue and
chronic inflammation), without evidence of Paget’s
cells in either the epidermis or the adnexa. The pa-
tient has refused follow-up.
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FIGURE 2. EMPD (H&E; original magnification, � 400).

FIGURE 3. Spontaneous clinical
regression (5 months later).



Comments
The unusual feature of this case of EMPD was the spon-
taneous clinical change in the aspect of the lesion, sim-
ulating normal skin, but with histologic persistence of
Paget’s cells. As far as we know, such behavior has been
described for EMPD in only one previous report.2

Imakado et al2 reported two cases of genital Paget’s dis-
ease with bilateral axillary involvement in two men. In
both cases, the axillary lesions changed day by day, be-
coming less pronounced and simulating normal skin. It
was, according to the authors, a confusing phenome-
non not previously reported and of unknown cause,
probably related to the instability of the inflammatory
cell infiltration. Both patients were surgically treated

and were found free of disease, with no evidence of re-
currence or metastasis 4 years after surgery.

Topical 5-FU has been shown to have a selective
toxicity in premalignant and malignant epithelial le-
sions. The inflammatory response produced by 5-FU
can help to delineate the extent of cutaneous involve-
ment with EMPD as described by Eliezri et al.3 How-
ever, topical 5-FU is not generally recommended as a
unique therapy for EMPD. Theoretically, it should not
eliminate Paget’s cells of the adnexa, and persistence or
recurrence would be the rule.4 Arensmeier et al5 reported
a case of genital and perigenital EMPD in an 84-year-
old man, in which topical chemotherapy with 5-FU,
twice daily for 1 month, maintained the patient free of
lesions, clinically and histologically, for 1 year. At that
moment, a local recurrence was again treated with top-
ical 5-FU. The patient died later of a myocardial in-
farction, and postmortem examination detected neither
malignancy in internal organs nor Paget’s cells at the
area treated with 5-FU.

In our case, topical 5-FU was utilized to highlight
EMPD, and the patient intermittently applied it during
1 year. The resulting ulcers were interpreted as a clinical
highlight of EMPD, and the area was surgically removed
without previous confirmatory biopsy. There were no
signs of EMPD on postsurgical histologic examination.

We emphasize that, although topical 5-FU is a haz-
ardous treatment modality since it can give the false
impression that the lesion has resolved completely, it
can be useful in cases of EMPD in which the extent
of the lesions, or the general condition of the patient,
advise against surgery or radiotherapy.
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FIGURE 4. Ulcers after topical chemotherapy with 5-FU.


