
Int J Clin Exp Med 2015;8(6):9595-9598
www.ijcem.com /ISSN:1940-5901/IJCEM0007967

Original Article 
Pemetrexed induced a durable response in heavily  
pretreated metastatic extramammary Paget’s disease
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Abstract: Purpose: Extramammary Paget’s disease (EMPD) is a rare neoplasm with only a limited number of cases 
reported in the literature. Little was known about the availability of systemic chemotherapy for metastatic EMPD. 
Methods: We report one case of heavily pretreated EMPD with multiple organ metastases and successfully treated 
by pemetrexed. Result: The tumor was progression after multi-line therapy including erlotinib, radiotherapy, com-
bined chemotherapy and radioactive particles implantation. Pemetrexed monotherapy was applied and progression 
free survival of more than 5 months with partial remission (PR) response was achieved. Only 1 time of grade 3 
neutropenia was observed during the pemetrexed chemotherapy. Conclusion: Due to the significant response and 
tolerability in the present case, pemetrexed monotherapy was recommended as a potent candidate for patients with 
advanced EMPD.
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Introduction

Extramammary Paget’s disease (EMPD) is a 
rare cutaneous adenocarcinoma generally 
affecting the genital region [1]. The disease is 
usually diagnosed as carcinoma in situ, and 
only rarely invades into the dermis to be meta-
static via the lymphatic system. Although local 
disease can be cured by wide local excision, 
the prognosis of patients with metastases is 
extremely poor. Because of the limited morbid-
ity, little was known about the availability of sys-
temic chemotherapy for advanced EMPD [2, 3]. 
Here, we present an unusual case of heavily 
pretreated EMPD with multiple organ metasta-
ses and was successfully treated by peme- 
trexed.

Case presentation

A 76-years old man had a six-month history of 
slowing growing vulvar rash and pruritus. He 
received biopsy on February 2010. The pathol-
ogy showed a possible of Extramammary 
Paget’s disease (EMPD), so resection of vulvar 

mass was applied on March 2010. However, 
the resection was incomplete, three of the four 
resection margins were positive. The tumor 
nodule was 1.8 × 1.8 × 1.0 cm on a skin lesion 
of 6.0 × 8.0 cm and Paget cells was present in 
the dermis (Figure 1A). Immunohistochemical 
staining for carcinoembryonicantigen (CEA) and 
cytokeratin (CK) were strongly positive while 
S-100 protein, human melanoma black 45 
(HMB 45) and Melan-A was negative. The 
human epidermal growth factor receptor-2 
(HER2) was positive (3+ immunostaining inten-
sity, Figure 1B). The immunohistochemistry 
(IHC) supported the diagnoses of Paget’s dis-
ease. He received extended operation 2 weeks 
later, but didn’t receive adjuvant chemotherapy 
or radiotherapy. The tumor was recurred 5 
months after the surgery. Computed tomogra-
phy (CT) of the pelvic showed multiple enlarged 
lymph nodes beside iliac artery and right ingui-
nal, with hypermetabolism on Positron emis-
sion tomography (PET) scan. The serum CEA 
was up to 34 ng/ml (reference value: 0-5 ng/
ml). He received radiotherapy with a dose of 50 
Gy. Tumor mass was a little narrowed and CEA 
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was decreased (17 ng/ml) after the radiothera-
py. But on June 2012, pelvic CT show the lymph 
nodes was enlarged again with increasing 
serum CEA (42 ng/ml). Elotinib was given for 3 
months but with little effect, only a temporary 
decrease of CEA. 

The patient was sent to our hospital for further 
treatment on October 2012. The pelvic CT 
showed lymph nodes was enlarged compared 

with June and CEA increased to 68 ng/ml. From 
October 2012 to march 2013, a total of 6 
cycles combined chemotherapy of docetaxel 
and S-1 were given. The clinical response evalu-
ation was stable disease (SD) with a little nar-
rowed. Then he received sequential radiothera-
py of the visible Pelvic lymph node with a total 
dose of 60 Gy. After the chemoradiotherapy, 
the CEA decreased to 15.67 ng/ml on October 
2013, but increased to 239.8 ng/ml 3 months 

Figure 1. Histological and Immunohistochemical assessment of EMPD. A: H&E staining indicated Paget cells was 
present in the dermis (original magnification × 200); B: The carcinoma showed 3+ immunostaining intensity for 
Her-2 (original magnification × 400).

Figure 2. Response evaluation. A, E: Lung metastases and no adrenal gland metastases identified by CT on January 
2014; B, F: Lung metastases progressed and left adrenal gland metastases newly identified on March 2014, before 
the pemetrexed treatment; C, G: After 2 cycles chemotherapy, both lesions were remission on April 2014; D, H: The 
tumor was still partial remission after 6 cycles chemotherapy.
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later. CT showed retroperitoneal enlarged 
lymph nodes was developed and merged with 
each other, forming several large lesions. The 
patients received radioactive particles implan-
tation of the retroperitoneal tumor on November 
2013. Two months later, the serum CEA 
increased to 417.6 ng/ml and three new metas-
tases lesions was identified by the lung CT (max 
2.52 × 2.07 cm, Figure 2A). However, the 
patient refused to further treatment because of 
the poor physical condition. He rested for 2 
months, the tumor got progression again. The 
lung metastasis was enlarged (max 3.11 × 
2.33 cm, Figure 2B) and new metastasis of left 
adrenal gland was identified (4.75 × 2.66 cm, 
Figure 2E, 2F), the serum CEA was 539.7 ng/
ml. Since no standard treatment regimen was 
available, pemetrexed was given under the 
patient’s informed consent. Pemetrexed (500 
mg/m2) was given through intravenous drip on 
day 1 of a 21-day cycle on 10th March and 3rd 
April 2014. Grade 3 neutropenia was observed 
in the first cycle and was managed by G-CSF 
successfully. The CEA decreased to 226.1 ng/
ml after the first cycle chemotherapy. Two 
cycles later, the lung CT showed the metastasis 
tumor was decreased obviously (max: 1.7 × 1.1 
cm Figure 2C), the abdominal CT show the 
same result, the metastasis of the left lung 
adrenal was decreased (max: 3.1 × 1.7 cm 
Figure 2G) and the retroperitoneal lymph nodes 
was decreased too. The response was partial 
remission (PR). So another 4 cycles chemother-
apy was applied, the evaluation after 4 and 6 
cycle chemotherapy was still PR (Figure 2D, 
2H). No grade 3/4 toxicity was observed again. 
Up to the last follow-up on August 20th, the 
patient has got a progression free survival of 5 
months with PR response.

Discussion

EMPD is a rare neoplasm that accounts for 
6.5% of all cases of Paget’s disease. It affects 
predominantly patients aged between 65 and 
70 years, 90% of them being older than 50 
years [4]. The primary treatment of EMPD is 
surgical excision, others including chemothera-
py, radiotherapy, laser treatment and imiqui-
mod cream are also used but only in a few 
cases [5, 6]. However, the invasion of the epi-
dermis by EMPD often exceeds largely the visi-
ble limits of the lesions, accounting for the 

difficulty in obtaining complete excision and the 
high frequency of recurrences [7, 8] reported 
that visceral metastasis occurred in 13 of 76 
patients (17%), and that 10 of these 13 patients 
(77%) died of the disease [5, 8]. reported that 8 
of 30 patients with radical surgery (26.7%) got 
recurrence within 3 years, and 4 of them exhib-
ited distant metastasis. The prognosis of pa- 
tients with metastases is extremely poor [5]. 
No recommended treatment was conducted to 
those patients with metastasis disease till now. 
The limited reports on successful chemothera-
pies for advanced EMPD have included doce- 
taxel, low-dose 5-FU/cisplatin, and combina-
tion chemotherapy with mitomycin C, epirubi-
cin, vincristine, cisplatin and 5-FU [2, 3, 9]. 
Little was known about the treatment after the 
tumor progression of the first-line chemo- 
therapy.

In this case, the patients had received multi-
line therapy including target therapy of erlo-
tinib, 2 times of radiotherapy, 1 time of radioac-
tive particles implantation and 6 cycles 
chemotherapy of combined docetaxel and S-1. 
Both docetaxel and S-1 was reported to be 
effective as monotherapy in EMPD [9, 10]. 
However, the tumor was continually progress-
ing. Pemetrexed is a kind of folate antimetabo-
lites and widely used in Pleural mesothelioma 
and non-small cell lung cancer. Pemetrexed 
was well tolerated even in long course of main-
tenance chemotherapy [11]. Considering the 
poor physical condition of the patient, we 
choose pemetrexed monotherapy as treatment 
regimen. The result was unexpected good, and 
only 1 time of grade 3 neutropenia was 
observed during the chemotherapy. Due to the 
significant response and tolerability in the pres-
ent case, we recommend pemetrexed mono-
therapy as a potent candidate for patients with 
advanced EMPD.

HER-2 protein overexpression in EMPD is com-
mon. HER2 protein overexpression (3+ immu-
nostaining intensity) was found in 52% (12/23) 
while HER2 gene amplification was found in 
43% (10/23) of the lesions [12]. Research 
shows that HER2 signaling pathway is contrib-
uted to the pathogenesis and progression of 
some cases of EMPD [13]. The anti-HER2 
monoclonal antibody trastuzumab was used in 
one patient combined with paclitaxel and 
showed good response [14]. In our case, HER2 
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protein overexpression was confirmed by IHC, 
trastuzumab may be a back-up option in the 
future.

Conclusion

EMPD is a rare neoplasm; optimal chemothera-
py regimen is still unknown. Due to the signifi-
cant response and tolerability in the present 
case, we recommend pemetrexed monothera-
py as a potent candidate for patients with 
advanced EMPD. HER-2 gene amplification may 
be a potential therapeutic target.
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