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Abbreviations & Acronyms
BCG = Bacillus Calmette-
Guerin

CIS = carcinoma in situ
CK20 = cytokeratin 20

CK7 = cytokeratin 7

EMPD = extramammary
Paget’s disease

GCDFP-15 = gross cystic
disease fluid protein-15-
negative

H&E = hematoxylin and eosin
HG = high-grade

LG = low-grade

ND = no data

NMIBC = non-muscle invasive
bladder cancer

PR = partial response

pTa = cancer grade pTa
pTis = cancer grade pTis
TCC = transitional cell
carcinoma

TURBT = transurethral
resection of bladder tumor
UC = urothelial carcinoma
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Introduction: Extramammary Paget's disease is an eczematous skin condition that
affects the vulva and perineum. Extramammary Paget’s disease secondary to urothelial
carcinoma is a rare condition that is typically treated with invasive surgical resection of
the lesion.

Case presentation: An 80-year-old woman with a 7-year history of urothelial
carcinoma presented with erythema of the labia majora. Immunostaining of skin biopsy
specimens suggested extramammary Paget’s disease secondary to urothelial carcinoma.
The patient did not consent to resection of the lesion. Nine cycles of first-line platinum-
based chemotherapy for metastatic urothelial carcinoma were administered. As tumor
cells remained after systemic chemotherapy, pembrolizumab will be administered to the
patient for treating residual extramammary Paget’s disease.

Conclusion: Platinum-based chemotherapy can control extramammary Paget’s disease
secondary to urothelial carcinoma.

Key words: chemotherapy, extramammary Paget’s disease, urinary bladder neoplasms,
vulva, vulvectomy.

Keynote message

Extramammary Paget’s disease (EMPD) of the vulva secondary to urothelial carcinoma is
rare. The standard of care for EMPD is vulvectomy. However, this procedure is highly inva-
sive. Our findings suggest that chemotherapy might be an alternative to invasive surgery in
secondary EMPD, resulting in higher patient satisfaction.

Introduction

Paget’s disease is a tumor of the sweat gland system that typically does not form a mass and
is histopathologically characterized by the presence of large, faint Paget’s cells. EMPD occurs
outside the breast and was first reported by Crocker in 1889." EMPD is classified as a pri-
mary disease or as secondary to other carcinomas. The incidence of EMPD has been reported
to be 0.12 per 100 000 individuals, and EMPD of the vulva accounts for 2% of all vulvar
malignancies.” Pagetoid spread is a rare phenomenon, in which UC adjacent to the skin
develops in the epithelium and reaches the epidermis, resembling intraepidermal cancer. Sur-
gical excision is the standard treatment for EMPD.

Few works have reported pagetoid spread of UC (Table 1). This case report describes a
patient with EMPD secondary to UC who declined surgical resection and was administered
systemic chemotherapy.

Case presentation

An 80-year-old woman with a history of UC presented with painful erythema of the labia
majora that began approximately 3 months earlier (Fig. 1). The lesion did not improve after
using topical steroids and dimethyl isopropylazulene.
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EMPD secondary to urothelial carcinoma

Fig. 1 Erythema of labia majora.

The patient had undergone transurethral resection of a HG
(G2 > G3) UC (pTa) 7 years prior to her current presenta-
tion. Postoperatively, intravesical BCG was administered
resulting in Reiter’s syndrome symptoms. Then, urine cytol-
ogy remained positive; however, no recurrence of UC was
identified on cystoscopy, computed tomography, or magnetic
resonance imaging. Transurethral biopsy and bilateral retro-
grade pyelogram were repeated three times over 2 years post-
operatively, with no malignant tumors detected. The patient
refused additional examinations thereafter.

The patient complained of painful erythema of the labia
majora 7 years later. A skin biopsy performed by a dermatol-
ogist revealed non-invasive secondary EMPD. The diagnosis

was confirmed via immunostaining (CK20-positive and
GCDFP-15) (Fig. 2).

Transurethral bladder biopsy and retrograde pyelography
were conducted to determine the primary carcinoma. Bladder
CIS was identified, and the cytologic sample from the left
ureter was positive. No distant or lymph node metastasis was
detected by precision imaging. No other suggestive lesions
were observed on gynecological or gastroenterological exami-
nations. The lesion was diagnosed as EMPD secondary to
UC. Although the standard treatment for vulvar EMPD is
vulvectomy, the patient did not consent to the operation.
Intravesical BCG was contraindicated as she had previously
developed Reiter’s syndrome following BCG administration.
Therefore, systemic chemotherapy was chosen, considering
the UC (bladder and left upper urinary tract).

The patient was administered nine courses of platinum-based
chemotherapy (two courses of gemcitabine and cisplatin and
seven courses of gemcitabine and carboplatin) for 18 months.
The cisplatin combination regimen was changed to a carboplatin-
based regimen owing to declining renal function. During
chemotherapy, the vulvar pain and erythema remained stable.

Wedge resection of the erythema and a transurethral blad-
der biopsy, including retrograde pyelography, were conducted
after chemotherapy to determine the patient’s pathological
outcome. No remarkable tumor or suggestive lesions were
identified throughout the urinary tract. Immunostaining of the
vulvar specimen was positive for CK20, CK-7, and GATA-
binding protein 3, suggesting EMPD secondary to UC
(Fig. 3). The specimen was unremarkable concerning possible
histopathological effects of platinum-based chemotherapy,
such as protein denaturation or necrosis. As the lesion was
not fully responsive to cisplatin-based systemic chemother-
apy, pembrolizumab was planned for the treatment of residual
EMPD. On the last follow-up examination 2 years after diag-
nosis, the patient showed no evidence of disease.

Discussion

Initially, EMPD was diagnosed based on the presence of
Paget’s cells on the histopathological examination with H&E
staining of lesion biopsy. For differential diagnosis, immuno-
histological analysis was useful. The usefulness of CK-7,
CK-20, and GCDFP-15 in EMPD diagnosis has been

Fig. 2 Biopsy specimen of erythematous skin. (a) The epidermis shows intense thickening owing to the proliferation of atypical cells in Paget’s disease (H&E stain-
ing, magnification: 40x). (b) Pagetoid migration of atypical epithelial cells is observed near the granular layer. Some cells have clear cytoplasm (H&E staining, mag-
nification: 400x). (c) Immunohistochemistry using anti-CK20 antibodies reveals CK20-positive cells, indicating EMPD.
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reported.>"'> As CK-7 is positive in primary and secondary
EMPD, it could not be conclusive. Conversely, CK-20 and
GCDFP-15 were useful in diagnosing secondary EMPD.
Additional minute examination of the patient revealed no
other malignant tumors except UC. Therefore, we diagnosed
the lesion as EMPD secondary to UC.

Vulvar erythema was controlled by systemic chemotherapy
without the need for surgical resection. Few studies on sec-
ondary EMPD are available, as most lesions are surgically
resected."® One reported case of EMPD secondary to UC
with lymph node metastasis was treated without resection'?;
the patient underwent platinum-based chemotherapy, with
PR. Another report described the success of systemic
chemotherapy in a patient with perianal EMPD secondary to
anal canal carcinoma with liver and lymph node metastases.'”
Although our patient had no metastasis other than vulvar
Paget’s disease, platinum-based chemotherapy was adminis-
tered addressing the primary cancer, and it appeared to have
stabilized the EMPD erythema.

Few studies have been reported addressing the effective-
ness of systemic chemotherapy targeting the primary cancer
on a secondary EMPD.*'*!> Systemic chemotherapy con-
tributed to the treatment of EMPD in two previous
reports,' > possibly owing to the primary site and secondary
EMPD sharing biological features. This was the rationale at
the basis of our choice of first-line treatment with a platinum-
based systemic chemotherapy regimen. It also motivated our
choice for administrating pembrolizumab as the second-line
treatment. Additional research evidence is needed to confirm
the effectiveness of systemic chemotherapy addressing the
primary tumor in concomitant secondary EMPD.

Platinum-based chemotherapy is the standard of care for
advanced UC. Although chemotherapy is effective, most
patients experience disease progression within 9 months: the
median overall survival is 14-15 and 9-10 months after treat-
ment with cisplatin-based and carboplatin-based regimens,

Fig. 3 Biopsy specimen of erythematous skin. (a)
H&E staining reveals Paget’s cells. (b) Cells are
positive for CK7, indicating secondary EMPD. (c)
Cells are also positive for CK20, confirming
secondary EMPD. (d) Cells are positive for GATA-
binding protein-3, indicating urothelial cellular
features.

respectively.'®?® Here, erythema did not exacerbate or
progress, and the pain did not recur; thus, we concluded that
it may effectively prevent the progression of secondary
EMPD.

Previous case reports on EMPD secondary to UC pub-
lished were reviewed (Table 1). The histological features of
the primary UC may have contributed to patients’ survival.
CIS, a predictor of poor prognosis, is the most common pri-
mary pathological diagnosis. Here, the initial primary cancer
diagnosis was HG (pTa) non-invasive UC (no invasion of the
muscle layer, which may have contributed to the favorable
outcome). Few studies have described the long-term out-
comes of EMPD secondary to bladder cancer.

Conclusion

In this patient, EMPD secondary to UC was controlled via nine
cycles of platinum-based chemotherapy. Thus, systemic
chemotherapy might be an effective treatment for secondary
EMPD and should be considered in lieu of invasive surgical
resection. However, larger studies should verify this conclusion.
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