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(Abstract

Paget’s Disease of the Breast (PDB) is a rare malignancy that often presents as a unilateral eczematous lesion of the nipple-are-
olar complex, mimicking benign dermatoses and leading to diagnostic delays. Skin biopsy is crucial to distinguish PDB from
common conditions and ensure timely diagnosis. We report the case of a 52-year-old patient previously treated for HER2+ car-
cinoma who developed a persistent nipple ulcer initially misdiagnosed as radiodermatitis, later confirmed as PDB by biopsy.
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Introduction

Paget’s disease of the breast (PDB), described by Sir James
Paget in 1874, is a rare presentation of breast cancer, account-
ing for approximately 1-3% of cases and usually associated
with an underlying ductal carcinoma in situ or invasive carci-
noma [1,2].

PDB affects the nipple—areolar complex, clinically manifest-
ing as a chronic eczematous, scaly, or ulcerated lesion with
irregular borders, and sometimes with pigmentation. It may be
limited to the nipple, extend to the areola, or even involve the
adjacent skin. This nonspecific clinical pattern explains why
the diagnosis is often delayed, especially in patients with a his-
tory of breast-conserving surgery and radiotherapy, in whom
nipple changes are often initially attributed to benign postop-
erative alterations or secondary effects of radiation [3,4].

The differential diagnosis also includes other cutaneous neo-
plasms with intraepidermal pagetoid spread, reinforcing the
need to perform a skin biopsy in persistent lesions in this re-
gion [5].

The present report describes a case of PDB in a patient with
a history of HER2+ carcinoma treated with breast-conserving
surgery and radiotherapy, initially interpreted as radioderma-
titis.

Case Presentation
A 52-year-old female patient with a history of right breast

invasive carcinoma (HER2+, cT4, cNO), diagnosed in 2022,
was treated with neoadjuvant chemotherapy, segmentectomy
with sentinel lymph node biopsy (ypTis, ypNO), trastuzumab,
and adjuvant radiotherapy. After completing treatment, she re-
mained free of signs of recurrence.

In January 2025, she presented to the dermatology service with
persistent irritation of the right nipple, initially attributed to ra-
diodermatitis. On physical examination, erythema, induration,
and local friability were observed, in addition to superficial ul-
ceration. The diagnostic hypotheses included radiodermatitis
and Paget’s disease (Figure 1).

Figure 1: Nipple with erythema, hardened area, and ulcer-
ation.
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Figure 2: Anatomopathological examination (H&E, 100x):
Intraepithelial proliferation of a pagetoid pattern consisting
of large cells with clear cytoplasm, pleomorphic nucleus, and
prominent nucleolus, compatible with paget's cells.

An incisional biopsy of the nipple revealed intraepithelial neo-
plasia with a pagetoid pattern, composed of clear vacuolated
cells, consistent with Paget’s disease, associated with a focus
of adjacent spongiotic dermatitis (Figure 2).

Immunohistochemistry showed positivity for CK7 and HER2
(2+), negativity for hormonal receptors and melanocytic mark-
ers, a profile consistent with Paget’s disease of the breast (Fig-
ure 3).

Discussion

Paget’s Disease of the Breast (PDB) is a rare condition that
accounts for 0.7% to 4.3% of all breast cancers and is strongly
associated with underlying ductal carcinoma in situ or invasive
carcinoma [6].

Clinically, PDB is characterized by an erythematous, scaly, or
ulcerated plaque of the nipple—areolar complex, usually uni-
lateral, and may present with crusting, erosions, or irregular
pigmentation. However, this pattern mimics several benign
dermatoses such as contact eczema and psoriasis, as well as
cutaneous neoplasms such as squamous cell carcinoma or mel-
anoma in cases with pigmentation [6—8].

The presence of intraepidermal Paget cells with clear cyto-
plasm and pleomorphic nuclei is the characteristic histopatho-
logical finding. Immunohistochemistry is essential to differ-
entiate PDB from other pagetoid entities such as malignant
melanoma or squamous cell carcinoma in situ. Markers such as
CK7, EMA, CEA, GCDFP-15, and HER?2 are typically posi-
tive in Paget cells [7].

Skin biopsy of persistent dermatoses in the nipple region is
the main diagnostic method, as imaging studies such as mam-
mography or ultrasonography may be normal in up to half of
patients with PDB.

Conclusion

In summary, PDB remains a diagnostic challenge due to its
ability to mimic common benign conditions. This case high-
lights the importance of a multidisciplinary approach but es-
pecially underscores the crucial role of dermatology in raising
suspicion and confirming the diagnosis, thereby avoiding de-
lays that may compromise the prognosis.
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