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Time for detailed clinical management of Paget’s

disease of the breast

Chaofan Li, MD?, Yusheng Wang, MD®, Mengjie Liu, MD?, Jingkun Qu, PhD*", Shugun Zhang, MD*"

Dear Editor,

Paget’s disease (PD) of the breast is a rare form of mammary
carcinoma, with an estimated incidence of 1-3% among all
breast cancer patients''!. It is clinically distinguished by an ecze-
matoid lesion on the nipple, which could extend to the areola,
accompanied by other skin signs, such as pruritus, erythema,
nipple erosion or ulceration, bloody nipple discharge, and nipple
retraction!’), The infiltration of large epidermal adenocarcinoma
cells, called Paget’s cells, within the nipple epidermis is the main
histopathological characteristic of mammary PD!*!, Since mam-
mary PD was first described and connected with an underlying
cancer by Sir James Paget in 1874, the prognosis and manage-
ment of the disease have been the subject of debate™!.

PD of the breast can be divided into three categories according
to the underlying malignancy, which is associated with its prog-
nosis. Approximately 50-60% of mammary PD patients have
concurrent invasive ductal carcinoma (PD-IDC), 30-40% of
patients also have ductal carcinoma in situ (PD-DCIS), and only
10% of patients involve skin changes alone (PD)!*!. PD with IDC
or DCIS are both related to worse survival outcomes and more
aggressive tumor characteristics than the corresponding disease
without PD. Even so, the 15-year overall survival (OS) and breast
cancer-specific survival (BCSS) rate of PD-DCIS who were treated
with breast-conserving surgery (BCS) and radiotherapy can reach
90% and 97%, respectively®!. However, the prognosis of PD-
IDC is much worse; over 50% of PD-IDC patients were positive
for lymph node metastasis compared with about 30% of IDC-
alone patients™), and the 5-year OS of PD-IDC patients with
positive lymph nodes was only 20-25%!°!,

Some studies showed that BCS followed by radiotherapy might
be a feasible treatment alternative!””®! for PD-IDC patients,
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compared with mastectomy. Another recent meta-analysis indi-
cated that except for mammary PD alone, BCS alone is not
recommended for treating PD-IDC and PD-DCISP! which
emphasized the necessity of radiotherapy after BCS. However,
BCS alone presents a nonsignificant difference in local recurrence
rate when compared with mastectomy and BCS with radiotherapy
in the MPD-alone subgroup. Further, we have to consider whe-
ther the choice of radiotherapy needs to be precisely grouped, for
example, T3, T4, or N1. Apart from this, there are no studies
discussing the role of chemotherapy and the choice of che-
motherapeutic agents. The role of endocrine therapy in patients
with PD-IDC needs to be further elucidated. As stated in this
article, we need to study PD in subgroups and manage it with
precision.

Moreover, this study revealed that tumor characteristics with
palpable mass, positive lymph node status, or the histology type of
underlying invasive breast cancer are more associated with poorer
prognosis. One possible explanation is that patients with PD with
IDC are more likely to exhibit masses and axillary lymph node
metastases, which in turn leads us to think about the important role
of axillary lymph node biopsy as an indication for the treatment of
patients with PD. It is necessary to carefully investigate the presence
of IDC in patients with positive axillary lymph node biopsy in order
to intensify treatment and prevent recurrence.

In addition, PD is a rare disease, and it is hard to conduct
randomized controlled trials to compare the effect of different
treatments; thus, conducting multicenter clinical studies will
therefore be the direction of future work.
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