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Case Report
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We report the first case of 68-year-old Japanese woman with metastatic HER2-positive extramammary Paget’s disease that showed
the validity of trastuzumab monotherapy. We administered trastuzumab at a loading dose of 8 mg/kg i.v., followed by a 6 mg/kg
maintenance dose every three weeks according to a protocol for HER2-positive metastatic breast cancers and a near-complete
response was achieved after the tenth infusion. The patient experienced a moderate headache and flushing during the first infusion,
but had no advanced effects during subsequent infusions with ibuprofen and d-chlorpheniramine maleate. Given the dramatic
response, the patient has had 17 infusions of trastuzumab with no disease progression. Thus, trastuzumab has few side effects and
is well tolerated for elderly patients. It may become a new choice of the adjubant therapy of this disease.

1. Introduction

Extramammary Paget’s disease (EMPD) is considered to be
a malignant cutaneous tumor of apocrine gland origin. Ad-
vanced EMPD frequently metastasizes to the lymph nodes
and abdominal viscera. EMPD often recurs years after radical
surgery, with a poor prognosis. Though adjuvant therapy is
employed, there is little published data regarding chemother-
apy for advanced EMPD.

2. Case Presentation

A 68-year-old Japanese woman with EMPD of the right labia
major extending to the urethra, vaginal wall, and the uterine
cervix was initially treated with a wide local excision and rad-
ical hysterectomy in January 2002. Histological examination
confirmed EMPD with negative margins and lymph nodes.
She did not receive adjuvant therapy but remained disease-
free for five years until computer tomography (CT) revealed
a 24 × 17 mm tumor in the right pelvic floor. The recurrent
tumor was resected, and the patient remained disease free for
the next three years.

In March 2010, a CT scan demonstrated multiple en-
larged pelvic, para-aortic, and mesenteric lymph nodes,
which were suspicious for metastasis, as well as nodules in
the lingulare superius of the left lung and segment VIII in the
liver. Immunohistochemical analysis of a tumor specimen
taken from the second surgery demonstrated diffuse positive
staining for gross cystic disease fluid protein 15 (GCDFP-15)
as an antibody specific with EMPD and also strongly positive
(3+) staining for human epidermal growth factor receptor
protein 2 (HER2) (Figure 1). We administered trastuzumab
as monotherapy because she was of advanced age, at a load-
ing dose of 8 mg/kg i.v., followed by a 6 mg/kg maintenance
dose every three weeks according to a protocol for HER2-
positive metastatic breast cancers [1]. The patient experi-
enced a moderate headache and flushing during the first in-
fusion, but had no adverse effects during subsequent infu-
sions as she was pretreated with ibuprofen and d-chlorpheni-
ramine maleate.

In August 2010, the third trastuzumab infusion achieved
a partial response as evidenced by decreases in the mea-
surements of the pelvic, para-aortic, and mesenteric lymph
nodes by CT scan. The metastases at the lingulare superius of
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(a) Histologic section of the recurrent tumor
showing characteristic large, round cells with
large nuclei and light cytoplasm. (hematox-
ylin-eosin, original magnification ×400)

(b) Immunohistochemical staining for
HER2 (human epidermal growth factor
receptor protein 2, original magnification
×400) demonstrating uniform, strongly
positive (3+) staining

Figure 1: Histologic and immunohistochemical findings of the recurrent tumor.

the left lung and liver also decreased in size significantly. No
new metastasis was detected. Following the tenth infusion, a
near-complete response was achieved with the only residual
disease being a 3 mm, scar-like shadow in the left lung
(Figure 2). Given the dramatic response, maintenance tra-
stuzumab infusions have been continued, and the patient has
had 17 infusions thus far with no disease progression.

3. Discussion

Herceptin demonstrates antitumor effects after combination
specifically to HER2 receptor by antibody-dependent cell-
mediated cytotoxicity of NK cell and the monocyte. In
randomized trial, trastuzumab plus docetaxel therapy is
significantly superior to trastuzumab monotherapy fol-
lowed by trastuzumab plus docetaxel therapy in patients
with HER2-positive metastatic breast cancer, especially in
terms of overall survival [2]. Therefore, many case reports
document efficacy of trastuzumab against EMPD, when
used in combination with docetaxel [3, 4]. In this case,
trastuzumab monotherapy achieved a dramatic response
with eventual disease stabilization. We chose trastuzumab as
the tumor cells uniformly stained positive for HER2 protein.
Additionally, trastuzumab has few side effects and is well
tolerated for elderly patients.

The efficacy of the present trastuzumab regimen has
already been established for HER2-positive breast cancers;
however, it is not widely used for EMPD despite 20–60%
being positive for HER2 [5, 6]. There are no reports of
trastuzumab monotherapy for EMPD. We report the first
case that showed the validity of trastuzumab monotherapy
for advanced age patient of metastatic EMPD. Moreover, this
therapy may become a new choice of the adjuvant therapy of
this disease.
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(a) Pretreatment CT showing
a 13.4 × 11.8 mm metastasis
in the lingulare superius of
the left lung (black circle) and
a 12.0 × 11.1 mm metastasis
in segment VIII in the liver
(white circle), pelvic, para-
aortic lymphadenopathy, and
mesenteric nodes collectively
measuring 43.1 × 61.6 mm
(arrow)

(b) CT following the tenth
trastuzumab infusion show-
ing decrease in the left lung
lesion to 3 mm with complete
resolution of all other mea-
surable disease

Figure 2: CT image of the metastatic lesion.
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