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Abstract

Suspicion for Paget’s disease should always be raised by any persistent unilateral lesion of the nipple, and in such cases
cytological scraping or nipple biopsy is indicated for diagnosis. Breast imaging should evaluate any underlying neoplasm of
the breast-which is present in more than 80% of cases-and the presence of multifocal region, which has a high incidence rate.
Preoperative MRI of the breast is helpful when conservative surgery is considered because of the very high percentage of
cancers that remain occult at mammography and breast ultrasound. It should be noted, however, that erosive adenomatous
nipple disease, a benign condition, may mimic Paget disease of the nipple. Diagnosis by biopsy is thus required. Therapy
ranges from radical surgery to areolar-nipple complex excision (PAMectomy), possibly with subsequent radiotherapy. Such
conservative management is, of course, dependent upon the absence of coexisting breast cancer. The prognosis of Paget’s
disease of the nipple is related to whether there is an associated palpable mass, the stage and the invasiveness of the underlying
cancer.
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Introduction Case 1

Paget’s disease of the breast is a very rare cancer that A 46-year-old woman, with a family history of breast
was first described in 1874 by Sir James Paget and cancer (sister affected) presented to our outpatient
corresponds to an intraepidermal adenocarcinoma of department with a nipple erosion. The lesion began
the nipple-areolar complex. It is almost invariably as a scaly plaque involving the right nipple and the
associated with galactophoric ductal adenocarcinoma. areola, evolving rapidly over the past month,
Diagnosis is confirmed through histopathological prompting her consultation. Physical examination
examination with immunohistochemistry. Paget cells revealed an erythematous, ulcerated lesion with
express low molecular weight cytokeratins, notably destruction of the right nipple (Figure 1). The
cytokeratin 7 (CK7), with near-100% sensitivity, thus remainder of the right breast exam showed no
confirming their diagnosis. palpable nodules or nipple discharge. Axillary lymph
In this respect, we report three cases, together with a nodes  were clear. Breast ultrasound and
review of the existing literature, to describe the mammography identified suspicious
clinical features and therapeutic management of the microcalcifications in the retroareolar region and
disease. another site at the junction of the internal quadrants

on the right (Figure 2).
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Figure 1: Erythematous, ulcerated lesion leading to destruction of the right nipple in a patient with high-grade intraductal
carcinoma with Paget's disease of the nipple.

Figure 2: Breast ultrasound showing a suspicious area of microcalcifications in the right retroareolar region, with another
focus at the junction of the right internal quadrants. This image is from a patient who consulted for a lesion that began as a
scaly plaque involving the right nipple and areola, which had progressed rapidly in the month prior to consultation.

Guided excision and nipple biopsy were performed.
Histopathological findings indicated high-grade
ductal carcinoma in situ with Paget’s disease of the
nipple; surgical margins were narrow. Further
evaluation with abdominal ultrasound, chest
radiography, bone scintigraphy, and CA15-3 levels
was negative. A Patey mastectomy was performed with
an uncomplicated postoperative course. Final
histopathology revealed minimal residual high-grade
ductal carcinoma in situ in the retroareolar area,
associated with Paget’s disease of the nipple, and no
nodal metastases in 12 sampled lymph nodes.
Adjuvant treatment deemed unnecessary. The
patient’s fiveyear follow-up shown a favorable
outcome.

Case 2

© 2024 Hadhami Aidji, et al.

A 48-year-old woman, para 6, with no family history
of breast cancer and a history of breastfeeding, came
in with concern for a left breast lump detected by self-
examination, accompanied by an ulcerative-crusted
nipple lesion on the same side, persisting for four
months. She had previously received topical
corticosteroid treatment, but due to lack of
improvement, she returned for further evaluation.
Breast examination revealed a poorly defined, 4 cm
mass in the upper quadrant of the left breast, mobile
relative to both the skin and underlying tissue. An
oozing ulcerative lesion was noted on the nipple
(Figure 3) whole the Axillary lymph node was free of
palpable adenopathy. Imaging results showed a
stellate mass in the left breast, measuring 44 mm and

classified as ACR4 (Figure 4).
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Figure 3: Oozing ulcerative lesion on the Nipple of a patient with grade III Scarff-Bloom-Richardson invasive ductal
carcinoma, concurrent d with Paget’s disease.

Figure 4: Left breast Mammogram of a patient who presented with a self-detected left breast nodule and an ulcerative-
crusted nipple lesion persisting for four months. The image shows a 44 mm stellate lesion in the upper-outer quadrant of

the left breast, classified as ACR4.

The Core biopsy result confirmed a grade III invasive
ductal carcinoma, as per the Scarff, Bloom, and
Richardson (SBR) histologic grading system. Nipple
scraping Cytology identified pagetoid cells. Staging
work up-including abdominal ultrasound, chest X-ray,
bone scintigraphy, and CA 15-3 levelsfound no
metastatic disease. A left mastectomy with ipsilateral
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axillary lymph node dissection was performed.
Histopathology result confirmed a grade III SBR
invasive ductal carcinoma with Paget’s disease of the
nipple and involvement of 2 out of 11 lymph nodes
and capsular rupture (Figure 5). The tumor was
Hormone receptors positive and Her2 Neu-Negative.
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Figure 5: Histological analysis of the left mastectomy specimen from a patient with grade III Scarff-Bloom-Richardson
invasive ductal carcinoma and concurrent Paget’s disease, showing pagetoid cells embedded within the squamous
epithelium of the nipple. Hematoxylin-eosin stain, x200.

The patient received a regimen of chemotherapy
(eight cycles of 5-luorouracil, epirubicin, and
cyclophosphamide [FEC] 100), along with hormone
therapy and locoregional radiotherapy. A favorable
outcome with no recurrence or metastasis was seen
during the two years follow up.

Case 3

Patient N.M., a 64-year-old female, nulligravid, with
no family history of cancer, presented in our
department due to left nipple retraction evolving over
the past five years (Figure 6).

Figure 6: Retracted breast with crusted nipple in a patient with grade II invasive carcinoma of no special type and Paget’s
disease of the nipple.

On senological examination, the left breast appeared
retracted with a firm, ill defined, retroareolar nodule
measuring 3 cm, fixed to deeper tissues. The nipple
was barely visible and showed crusted lesions without
discharge. The ipsilateral axilla was free of
lymphadenopathy and the right breast examination
was unremarkable. On mammography, the left breast,
reduced in volume, revealed a large, spiculated
retroareolar opacity of 35 mm and showing significant

© 2024 Hadhami Aidi, et al.

ultrasound beams attenuation on breast ultrasound
with an associated broad area of architectural
distortion (Figures 7 and 8). These findings were
classified as ACR4B. Micro biopsy results of the lesion
and the nipple was indicated an invasive breast
carcinoma of no special type (NST), Scarff-Bloom-
Richardson grade II, with a minimal mucinous
component (10%) and pagetoid cells embedded the
nipple.
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Figure 7: Mammographic view of both breasts on an oblique 45° projection, demonstrating left breast retraction and a
stellate retroareolar opacity.
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Figure 8: Ultrasound appearance of the left retro nipple lesion, showing strong ultrasound attenuation.

The tumor was classified as luminal B molecular
subtype with a Ki67 proliferation index estimated at
30% based on Immunohistochemical analysis. The
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extension workup including Thoracoabdominopelvic
CT showed a bilateral pulmonary nodule suggestive
of metastatic disease (Figure 9).
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Figure 9: CT scan of the lung parenchyrﬁa showing nodular patterns suggestive of secondary lesions.

Discussion

In 1874, Sir James Paget first described Paget’s disease
as an eczematoid nipple lesion linked to underlying
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breast cancer [1]. This rare condition represents only
1-4% of breast cancers, with less than 5% of male
breast cancers, where it is often associated with
Klinefelter syndrome. It predominantly affects
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postmenopausal women, with a mean age of 62.6
years [2]. To date, no specific clinical or
epidemiological factors have been identified as
predisposing factors to this disease [2]. While isolated
in 1.4-13.3% of cases, Paget disease is associated with
underlying breast carcinoma in 82-100% of cases [3].
In 13.3-52% of cases, it involves ductal carcinoma in
situ (DCIS) [4]; while 30-60% present with invasive
ductal carcinoma [3]. Two main theories on
histogenesis have been proposed with the more
accepted epidemiologic theory suggesting a migration
of Paget cells from an underlying carcinoma [5]. An
alternative ~ theory  posits  the  malignant
transformation of nipple keratinocytes independently
of any associated breast pathology [6].

Clinical Presentation

Typically, Paget’s disease manifests unilaterally. In its
Early stages, Paget disease is marked by itching,
followed by erythema and a shiny appearance of the
nipple. In intermediate stages, the nipple becomes
thickened, rough, and scaly. In late stages, it shows
oozing ulceration and crusting with sharp borders.
Nipple retraction and loss of nipple structure
gradually develop, with centrifugal spread from nipple
to areola. Bloody or serous discharge occurs in 33-
60% of cases, while a palpable mass accompanies
nipple changes in 33-50% of cases, with 20-67% of
these masses being distant from the nipple [3].
Transient improvements and pigmented forms
resembling melanoma have also been documented.
Diagnosis of Paget’s disease is established through
cytological scraping of the nipple or an areola-nipple
biopsy (punch biopsy). Paget cells, typically 1.5 to 2
times larger than neighboring keratinocytes, have
clear cytoplasm, irregular hyperchromatic nuclei, and
mitoses visible in both CM and standard histology. In
confocal microscopy (CM), these cells appear as dark
intraepidermal zones or as a “target” structure, with a
central hyperreflective core surrounded by a dark halo
[7,8]. Typically expressing CK7, Paget cells reach close
to 100% diagnostic sensitivity, although rare cases
lack CK7 expression [9].

The primary differential diagnosis includes erosive
Adenoma of the Nipple (EAN), a benign tumor a
benign tumor of the lactiferous ducts, and nipple
eczema, generally linked to atopy. Clinically, it
presents itself as a unilateral nipple thickening,
ulceration, and in 60% of the cases as a bloody
discharge, with a possible palpable nodule beneath
the nipple. On histopathology samples reveal a benign
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mixed adenomatous and papillary proliferation in the
nipple’s lactiferous duct [10]. Nipple Eczema,
primarily associated with atopic conditions, affects the
areola- nipple region bilaterally and is accompanied
with an intense pruritus but no nipple deformation.
Treatment  relies on  intermittent  topical
corticosteroids application [11]. Mammography
detects abnormalities in 35-78% of cases [4-12], with
the most frequent finding being microcalcifications
(44%) [4], which are often punctate or linear within
the nipple-areolar complex and may cluster patches.
Other findings, each present in approximately 20% of
cases, [4] include masses, thicked peri-nipple skin,
macrocalcifications, and focal density asymmetry.
Clinical examination and mammography/ultrasound
have limited sensitivity for detecting carcinoma
associated with Paget’s disease. Studies have shown
that in cases of Paget’s disease without a palpable mass
or mammographic abnormalities, histology still
detects approximately 43% of occult cancers, 33-75%
of non-invasive cancers, and 5-9% of invasive cancers
[12].

Paget’s disease frequently displays multifocality and
multicentricity, with multifocality rates reported
between 20-41% [4]. Breast MRI is therefore
recommended for patients with Paget’s disease and a
Bi-RADS 1 or 2 mammogram, or uncertain tumor
extent. MRI can reveal abnormal enhancement or
nipple-areolar thickening and is particularly valuable
for identifying associated in situ or invasive cancers
[13]. Historically, mastectomy has long been the
standard of care, mainly due to potential
multifocality. However, some teams now propose a
conservative approach called pamectomy, combined
with radiotherapy to the entire breast in selected
patients without a palpable mass or mammographic
abnormalities. Studies have demonstrated that long-
term survival in these patients is comparable to that
of those who underwent mastectomy [2]. With the
high rate of occult cancers in Paget’s disease, sentinel
lymph node biopsy is advised for all patients [14].

Conclusion

Adjuvant therapies, such as chemotherapy and
hormone therapy, are offered based on the same
criteria used for associated breast carcinomas. The
prognosis for Paget’s disease depends mainly on the
invasiveness of any associated carcinoma, with
invasive forms linked to a more aggressive disease
course. Paget’s disease generally portends a more
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aggressive course when associated with underlying
malignancy.
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