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A healthy 48-year-old woman presented with a
growth on the right'nipple that had been slowly
enlarging over the last few months. She initially
noticed:mild swelling in the area that persisted
and formedra soft lump. She described mild pain
withintermittent drainage but no bleeding. Her
medical history was unremarkable, including a
negative personal and family history of breast and
skin cancer. She was taking no medications prior
to development of the mass. She had no recent
history of pregnancy or breastfeeding. A mammo-
gram and breast ultrasound were not concerning
for carcinoma. Physical examination showed a
soft, exophytic, mildly tender, pink nodule on the
right nipple that measured 12X7 mm; no drainage, bleeding, or ulceration was present. The surround-
ing skin of the areola and breast demonstrated no clinical changes. The contralateral breast, areola, and
nipple were unaffected . The patient had no appreciable axillary or cervical lymphadenopathy. A deep
shave biopsy of the nodule was performed and sent for histopathologic examination.

WHAT’S THE DIAGNOSIS?

a. adenomyoepithelioma

b. nipple adenoma (florid papillomatosis of the nipple)
c. Paget disease of the breast

d. subareolar sclerosing duct hyperplasia

€. syringomatous adenoma

PLEASE TURN TO PAGE 155 FOR THE DIAGNOSIS
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THE DIAGNOSIS:

PHOTO CHALLENGE DISCUSSION

Nipple Adenoma (Florid Papillomatosis of the Nipple)

plasia of the ductal epithelium within the dermis
that was sharply demarcated from the background
stroma (Figure, A and B). Neither cytological nor archi-
tectural atypia were evident. There was no notable necro-
sis (Figure C). There was a background of fibrosis
whereby the glandular ductal structures assumed a
somewhat irregular growth pattern within the der-
mis with attendant hemorrhage. The patient underwent
complete excision of the lesion. No evidence of carcinoma
was seen on the final pathology, and the final margins
were negative.

First described in 1923 and fully characterized in
1955, nipple adenoma (also known as florid papilloma-
tosis of the nipple) is a benign proliferative neoplasm
that originates in the lactiferous ducts of the nipple.'?
It most commonly affects women aged 40 to 50 years
(range, 0-89 years); less than 5% of cases are reported in
men.** It predominantly is unilateral, with only rare cases
of bilateral papillomatosis reported. Patients often present
with serous or serosanguineous discharge and an itching
or burning sensation. Symptoms may worsen with the
menstrual cycle.t On physical examination, it presents
as an ill-defined red nodule on the nipple with crust-
ing, erosion, or erythema of the nipple surface. Although
imaging generally is not used to confirm the diagnosis,
mammography should be performed prior to biopsy to
rule out underlying breast pathology..Derméscopy may
show linear cherry red structures ored serpiginous and
annular structures.”® The differential diagnosis of nipple
adenoma includes Paget disease of the breast, adenomyo-
epithelioma, subareolar subsclerosing duct hyperplasia,
syringomatous adenoma, adéenosis tumor, low-grade
adenosquamous carcinoma, low-grade ductal carcinoma
in situ, tubular carcinoma, and sweat gland tumors.?

Microscopic features of nipple adenoma have been
categorized into 4 subtypes: sclerosing papillomatosis,
papillomatosis, adenosis, and a mixed pattern.>” The
tumors may have keratin cysts and focal necrosis but no
atypia, and the myoepithelial cell layer is retained. Nipple
adenomas show a glandular proliferation in the dermis
that is relatively well circumscribed with glands that vary
in appearance between a simple adenosislike pattern
of growth to a papillary hyperplasia and/or usual ductal
hyperplasia growth pattern. A pseudoinfiltrative pattern
can occur when the glandular epithelium is entrapped
within stromal fibrosis; however, the myoepithelial layer
is retained. Occasionally, the glandular epithelium can
grow in continuity with the surface squamous epithelium
of the nipple, clinically simulating Paget disease of the
breast.® Immunohistochemical stains, specifically p63, p40,
calponin 1, h-caldesmon, cytokeratin 5/6, CD10, and

Biopsy of the nodule showed florid papillary hyper-
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Nipple adenoma. A, Proliferation of ducts within the dermis (H&E, origi-
nal magnification X 10). B, Ducts are lined by papillary epithelium

(H&E, original magnification X20). C, Bland cytology and lack of con-
cerning features such as necrosis (H&E, original magnification x40).
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o smooth muscle actin, highlight the myoepithelial cells,
while cytokeratin 7 identifies the ductal epithelium, sup-
porting the diagnosis.® In addition to biopsy and micro-
scopic tissue examination, touch preparation cytology,
curettage cytology, and fine needle aspiration techniques
have been used to perform cytologic examination of the
lesions, aiding in identification of the benign or malignant
nature of the neoplasm.® Nipple adenoma also is referred
to as florid papillomatosis of the nipple, papillary adenoma,
erosive adenomatosis, and subareolar duct papillomatosis.”

Although nipple adenoma is a benign tumor, up to
16.5% of affected patients had an ipsilateral or contra-
lateral mammary carcinoma.’ The majority arose coinci-
dentally but separately in the same breast, and carcinoma
arose directly from the nipple adenoma in 8 cases; 3 cases
were carcinomas that arose in men."” A definitive asso-
ciation or causal relationship between nipple adenoma
and subsequent development of breast cancer has not
been identified, and the incidence of nipple adenoma in
patients with a positive family history of breast cancer has
not been examined. Therefore, although various treat-
ments including cryosurgery, nipple splitting enucleation,
and Mohs micrographic surgery have been proposed,
complete excision remains the gold standard of therapy.
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Regular breast examinations and digital mammography
are necessary to screen for local recurrences.
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