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A brownish erythematous patch
in the nipple-areola complex

A n 85-year-old woman presented with 
a 9-month history of pruritus in the left 

breast and unremarkable medical history. On 
examination, a brownish erythematous patch 
was observed in the nipple-areola complex 
(Figure 1). 
 Skin-punch biopsy revealed single cells 
and small clusters of neoplastic cells through-
out the epidermis and granular layer, with 
abundant pale cytoplasm, intraglandular ex-
tension, and chronic infl ammation in the 
papillary dermis (Figure 2), resulting in the 
diagnosis of Paget disease of the breast.
 Mammography to rule out underlying tu-
mor did not reveal pathologic features. Breast-
conserving surgery was recommended, and 
the patient underwent a nipple-areola com-
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plex lumpectomy without axillary dissection, 
followed by adjuvant radiotherapy. Surgical 
specimen histologic fi ndings were consistent 
with ductal carcinoma in situ of the breast, re-
vealing sheets of neoplastic and cohesive cells 
in the ductal lumen. Results of immunohisto-
chemistry showed strong staining with cyto-
keratin 7 (Figure 3) and human epidermal 
growth factor receptor 2 (HER-2).
 Paget disease of the breast usually presents 
as a brownish erythematous scaly plaque af-
fecting the nipple-areola complex.1,2 This con-
dition can be mistaken for other skin diseases 
including atopic dermatitis, allergic contact 
dermatitis, and Bowen disease.3 Extramam-
mary Paget disease, commonly located in the 
anogenital area or perineal area and axilla, has 
also been described.1 However, while mam-
mary Paget disease is often associated with 
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Figure 1. Brownish erythematous patch in the 
nipple-areola complex.
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Figure 2. Skin biopsy showing single cells and small 
clusters of neoplastic cells (arrows) through the epi-
dermis, with abundant pale cytoplasm (hematoxylin 
and eosin, × 400).
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NIPPLE-AREOLA COMPLEX

underlying breast carcinoma,1–3 extramam-
mary Paget disease with underlying malignan-
cies occurs less frequently because Paget cells 
originate from ductal cancer cells that migrate 

from breast parenchyma along the basal mem-
brane of the nipple.2 These tumor cells have 
glandular features that are large and pale with 
abundant clear cytoplasms and atypical nuclei 
with prominent nucleoli. Expression of cyto-
keratin 7, GATA binding protein 3 (a regula-
tor of mammary luminal cell differentiation), 
and HER-2 are useful to confi rm diagnosis.1,3

 Mammography may fail to detect neo-
plasms in up to 50% of patients, and disease 
extent can be underestimated in up to 43%.1,4 
Magnetic resonance imaging can help iden-
tify occult malignancy, axillary node involve-
ment, and candidacy for breast conservation 
surgery.1,4,5 
 A high level of suspicion for nipple-areola 
abnormalities is required for prompt diagnosis 
of Paget disease. Radiologic evaluation, histo-
pathologic study, and immunohistochemistry 
are essential tools in the assessment of this con-
dition. ■

 ■ DISCLOSURES
The authors report no relevant fi nancial relationships which, in the context 
of their contributions, could be perceived as a potential confl ict of interest.

 ■ REFERENCES
 1. Kanitakis J. Mammary and extramammary Paget’s dis-

ease. J Eur Acad Dermatol Venereol 2007; 21(5):581–590. 
doi:10.1111/j.1468-3083.2007.02154.x

 2. Sandoval-Leon AC, Drews-Elger K, Gomez-Fernandez CR, 
Yepes MM, Lippman ME. Paget’s disease of the nipple. 
Breast Cancer Res Treat 2013; 141(1):1–12. 
doi:10.1007/s10549-013-2661-4

 3. Arain SA, Arafah M, Said Raddaoui EM, Tulba A, Alkha-
waja FH, Al Shedoukhy A. Immunohistochemistry of 
mammary Paget’s disease. Cytokeratin 7, GATA3, and 
HER2 are sensitive markers. Saudi Med J 2020; 41(3):

232–237. doi:10.15537/smj.2020.3.24949
 4. Lim HS, Jeong SJ, Lee JS, et al. Paget disease of the 

breast: mammographic, US, and MR imaging fi nd-
ings with pathologic correlation. RadioGraphics 2011; 
31(7):1973–1987. doi:10.1148/rg.317115070

 5. Kawase K, DiMaio DJ, Tucker SL, et al. Paget’s disease of 
the breast: there is a role for breast-conserving therapy. 
Ann Surg Oncol 2005; 12(5):391–397. 
doi:10.1245/ASO.2005.05.026

Address: Irene López Riquelme, MD, Department of Derma-
tology, Hospital Regional Universitario de Málaga, Plaza del 
Hospital Civil, 29009 Málaga, Spain; 
lopezriquelmeirene@gmail.com

Figure 3. Strong staining of the surgical specimen with 
cytokeratin 7 in the surgical specimen confi rmed the
presence of cohesive neoplastic cells in the ductal lumen.
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