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Case Report
Nipple adenoma with ipsilateral Spitz  
nevus in a 26-year-old female: a case report
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Abstract: A 26-year-old female with a palpable mass and progressively darker itchy area in her left nipple was 
admitted to hospital. The left nipple surface showed furfuraceous desquamation and bloody discharge, with a 
1.0×0.7×0.4 cm area of grayish-brown pigmentation in the ipsilateral nipple and areola. Surgical resection of the 
primary skin tumor and biopsy of the partial mass in the middle of the nipple were undertaken since color Doppler 
ultrasonography and dermoscopy were unable to make a differential diagnosis. We thus report the first case of a 
nipple adenoma with concomitant ipsilateral nipple areola Spitz nevus.
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Introduction

Nipple adenoma (NA) was first described by 
Jones in 1955 as “florid papillomatosis of the 
nipple” and was defined by the World Health 
Organization (2012) as a benign epithelial 
hyperplasia confined to the collecting nipple 
ducts [1]. It predominates in women aged 
40-50 years old, but can also be found in men 
and children. It has a variety of clinical mani- 
festations, including nipple masses, blood and 
body fluid production, and ulcers. It can be eas-
ily misdiagnosed as malignant lesions, such as 
Paget’s disease or other invasive carcinoma, 
and thus overtreatment occurs. At the same 
time, the disease presents simply as a flaking 
and itchy skin, and can be easily confused with 
certain skin conditions such as nipple eczema, 
psoriasis, and dermatitis. While imaging tests 
such as dermoscopy and ultrasonography or 
mammography may be helpful, histology is 
essential to confirm the diagnosis [2, 3].

Spitz nevi consist of pyknotic and/or epithelial 
cells and most are mixed pigmented nevi. Spitz 
nevi was found to correlate with prepubertal 
age and can also be seen in adults. Older age is 
associated with a progressively higher risk of 
melanoma-like lesions. The clinical and patho-

logic features of Spitz nevus can be easily con-
fused with atypical Spitz tumor and Spitzoid 
melanoma [10-12]. The diagnosis and differen-
tial diagnosis mainly depend on clinical mani-
festations, dermoscopic examination, and biop-
sy findings.

Case presentation

A 26-year-old woman was admitted to the cen-
tral hospital of Wuhan for gradual enlargement 
of a mass in the left breast for 6 years. The 
patient had never been treated before. The 
signed informed consent was obtained. The 
specialized condition (Figure 1) was as follows. 
Her breasts were symmetrical, and skin pig-
mentation of 0.5×0.5 cm was at 9 o’clock on 
the left nipple, whose surface showed furfura-
ceous desquamation. There was no obvious 
mass in both of the breasts except the palpable 
mass in its left nipple. Doppler ultrasonogra- 
phy was performed on the bilateral mammary 
glands. A slightly strong echogenic area was 
found at the left mammary papilla, and its 
nature was uncertain. Preliminary clinical diag-
nosis revealed a mass on the left nipple. After 
admission, the patient underwent nipple lesion 
removal surgery under general anesthesia. On 
gross examination, there was one small gray-
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ish-brown tissue with a size of 1.0×0.7×0.4  
cm. Microscopic examination showed a nipple 
adenoma/papillary erosive adenomatosis in 
the left papillary mass with involved incision 
margin. In addition, Spitz nevus was associat- 
ed with active local cell proliferation. Immuno- 
histochemical staining of nevus revealed HMB-
45, S-100 (+), P16 (+), CK7 (-), and the Ki-67 
hotspot area was about 8%. As with papillary 
adenoma, ER, CK5/6 (partial glandular epithe-
lium +), P63, and SMA (myoepithelium +) were 
found (Figures 2, 3). Reexamination of breast 
ultrasound on April 21, 2020 showed a low 
echogenic area of the left breast, which was 
considered as hyperplastic nodules, category 
3BI-RADS. No obvious enlarged lymph nodes 
were found in bilateral axillae. No obvious pig-
ment deposition was found in the sutures of 
the nipple and areola area after surgery, and 
the nipple mass was accompanied by pro-
longed bleeding from the ulcers.

Discussion

The unique clinical manifestations and patho-
logic characteristics of nipple adenoma (NA) 
were first described by Jones in 1955 [1]. In the 
following decades, with the increasing resolu-
tion of electron microscopy, the improvement 
and widespread use of dermatoscopy technol-
ogy have helped to diagnose breast tumors as 
well as skin lesions [2, 3]. As a proliferative  
process of lactiferous ducts of the nipple, NA 
accounts for 1% of the incidence of benign 
breast tumors. It is most common in females 

aged 40-50 years old, and can also be found in 
men and children. Clinical manifestations are 
varied, mostly single, common on the left side, 
and usually without obvious self-awareness 
symptoms. Some patients will have symptoms 
like local nipple mass, erythema, itchiness, 
pain, or serous or bloody discharge. Histolo- 
gically, NA can appear similar to mammary 
Paget’s disease and these are often difficult to 
distinguish. At the same time, it is easily con-
fused with other breast conditions, such as 
breast ductal cancer, breast duct dilatation, 
nipple warts, mastofibroma, impetigo, psoria-
sis, and extragenital syphilis [4, 5]. Mammo- 
graphy, breast ultrasound, magnetic reso-
nance, and biopsy (diagnostic scraping, pathol-
ogy section, immunohistochemical analysis) 
are helpful in the diagnosis. Dermotoscopy has 
received much research attention recently. The 
characteristic dermatoscopic appearance of 
NA includes red dots of vascular structures in  
a linear, radial or semicircular pattern, which 
helps to differentiate it from other inflamma- 
tory or malignant papillary lesions [6]. Based  
on the histologic changes, the 4 most common-
ly recognized histologic subtypes of NA are as 
follows. (1) The papillomatosis type has florid 
papillary hyperplasia in the epithelial lactifer-
ous duct with occasional mitotic figures. (2) In 
the sclerosing papillomatosis type, florid papil-
lary hyperplasia with stromal fibers form the 
structure of ductal lumens, and solid and glan-
dular bodies are found, which causes an illu-
sion of tumor infiltration. (3) The adenosis type 
shows proliferating glands around hyperplasia, 
accompanied by obvious hyperplasia of the 
myoepithelium. (4) The mixed proliferation type 
may demonstrate features of any of the other 
three aforementioned subtypes. Histopatho- 
logic examination is the gold standard for the 
diagnosis of papillary adenoma. Histopatholo- 
gically, NAs are relatively well-defined, non-
encapsulated proliferating glands in the dermal 
matrix of small to medium mammary ducts. 
The outer layer is covered with cuboidal or 
squamous myoepithelial cells, and the inner 
layer is composed of columnar or cylindrical 
epithelial cells, which together form a double-
layered cytoplasmic matrix, also showing api- 
cal pulp secretion. The myoepithelial cell layer 
of the infundibulum can be distinguished by 
immunohistochemistry using markers of myo-
epithelial markers such as P63, P40, h-caldes-
mon, calponin 1, α-smooth muscle protein, 

Figure 1. A pink nodule is visible on the left nipple, 
protruding from the surface of the skin. The surface 
is rough, and borders are clear, with shedding, rup-
ture, and bleeding. Skin pigmentation of 0.5×0.5 cm 
is at 9 o’clock.
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CK5/6, and CD10. Cellular anisotropy is rarely 
seen. Overlying epithelium displays hyperkera-
tosis or hypertrophy of the spinous layer. Scl- 
erosis or fibrosis may deform the gland and 
resemble infiltrative growth. The expression of 
P63 plays a useful role, since it is negative or 

ast cancer, but cancer can never be ruled out. 
Thus, regular follow-up makes sense for NA 
patients.

Spitz nevus is generally found on the head, 
neck, and lower extremities, but rarely seen on 

Figure 2. Histopathologic findings. A. Nipple adenoma (hematoxylin and eo-
sin stain, ×40, ×200). B. Spitz nevus (hematoxylin and eosin stain, ×40, 
×200). C. Nipple adenoma (Immunohistochemically, positive reactivity for 
P63) (×200). D. Spitz nevus (hotspot area of ki-67 was about 8%) (×200).

Figure 3. Histopathologic findings of Spitz nevus (×200). A. CK7 negative ex-
pression. B. Positive expression of HMB-45 in Spitz nevus cytoplasm. C. P16 
is positively expressed in the nucleus of nevus cells. D. S-100 has positive 
expression in the cytoplasm and nucleus in Spitz nevus.

expressed discontinuously in 
breast cancer and helps to 
distinguish benign papillary 
adenomas from the invasive 
carcinomas of the breast [7, 
8]. In this study, without early 
diagnosis and treatment, the 
nipple’s damaged tissue for- 
med a nodular mass, partly 
protruding from the body sur-
face, with obvious sloughing 
and ulcer bleeding. Since the 
patient was unmarried, only a 
few diseased tissue foci were 
biopsied, showing prominent 
tissue deformation, prolong- 
ed ulceration, and prolonged 
bleeding. Surgery is still the 
most effective way to treat  
NA. At present, it is common 
to remove the partial or com-
plete nipple. Nistotomy remo- 
val under Mohs-microscope 
can completely remove part  
of the function and preserve 
important parts, which is a 
psychological hardship for pa- 
tients [9]. The recurrence af- 
ter complete resection of the 
tumor is rare, but for adult 
women of childbearing age, 
whether surgery should be 
performed for NA is still con-
troversial. Selective interven-
tional therapy includes cryo-
therapy, radiofrequency elim- 
ination, and a tendency to re- 
tain partially intact tissue, pre-
serving part of the tissue func-
tion and aesthetics. Although 
concurrent cases of NA and 
ipsilateral or contralateral bre- 
ast cancer have been report-
ed in the literature, the specif-
ic relationship remains uncle- 
ar to this day. Most scholars 
believe that patients with NA 
are less likely to develop bre- 
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the areola. The lesions located in the epidermis 
and dermis of the skin are called borderline 
tumor. Lesions are single hard papules, rashes, 
or nodules, with occasional multiple rashes 
known as benign melanocytic lesions with or 
without hyperpigmentation. Lesions are oran- 
ge, purple-red, reddish brown, dark brown, or 
black. Spitz nevi are smooth, glabrous, typica- 
lly less than 8 mm in size, rarely up to 1-2 cm in 
size, and have their own characteristic driver 
genes for genomic fusion, rather than activated 
oncogenes that drive other moles and melano-
ma [10-12]. Despite a thorough genetic analy-
sis of Spitz nevus, a definitive driver gene for 
carcinogenesis has not yet been identified. It is 
difficult to clearly distinguish it from malignant 
melanoma, spitzoid melanoma, and atypical 
Spitz tumors in terms of clinical manifesta-
tions, dermoscopy, and immunohistochemistry 
of pathologic tissues. Overdiagnosis of Spitz 
nevi as melanoma is an ongoing problem. The 
typical Spitz nevus is usually associated with 
the presence of a punctate vascular pattern. 
Dermoscopically, it consists of spots and mo- 
nomorphic blood vessels that are regularly dis-
tributed on a pink background. As the stan- 
dard for the diagnosis of Spitz nevus, histopa-
thology manifests that the nevus cells are ma- 
inly nested in the epidermis and dermis, and 
their volume decreases with depth. Mitoses are 
rare. S-100 (+), Melan-A (+), and Mart-1 (+) sug-
gest a pigmented nevus. A low ki-67 index rep-
resents a weak proliferative capacity of this 
nevus cell cycle. P16 (+), and P5 (-) are sugges-
tive of a benign nevus. P5 (-) is particularly 
regarded as benign. Recently, broad-spectrum 
MAPK activation changes have been identified 
in Spitz nevus that differ from other types of 
melanocytic nevi [13-15].

Larger samples are needed for study. The dis-
ease is mostly surgically removed, and if the 
pathologic changes are suspected to be malig-
nant, complete resection should be perform- 
ed with long-term postoperative follow-up to 
observe for recurrence [16].

Conclusion 

To our knowledge, ours is the first reported 
case with concomitant nipple adenoma and 
Spitz nevus of the areola. With the emphasis on 
breast self-examination and the development 
of ultrasound technology, breast diseases are 

detected, diagnosed, and treated earlier. Spitz 
nevus is a benign tumor, but in this case, the 
lesion was located in a highly frictional area 
and the skin pigmentation was growing year by 
year, suggesting a risk of malignant transfor- 
mation. Because the patient had not yet given 
birth, the intact NA tissue was not removed dur-
ing surgery to preserve partial tissue, and the 
erosion surface continued to decompose and 
bleed, which was inconvenient to the patient. 
We recommend surgical treatment after child-
birth. This paper aims to raise awareness of 
these two conditions, which occur rarely in 
adults and require prompt diagnosis and tre- 
atment.
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