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ABSTRACT

With this review, we aimed to contribute to the literature by reviewing the studies on nipple adenoma and presenting a novel study regarding its
occurrence in a male case, for which we have not found any publications worldwide. We have reviewed studies on nipple adenoma, which we rarely
encounter in the literature. We also present a 41-year-old male patient, whom we operated on with a diagnosis of nipple adenoma. His postoperative
histopathological examination revealed invasive breast carcinoma, a unique case in the literature, together with this review study. Nipple adenoma,
which is extremely rare in male patients, is rare in the literature and clinical practice. In light of the data, this case is the second instance of a male
patient with nipple adenoma presented in the literature after many years. The fact that it is the only male patient associated with invasive carcinoma
makes the case unique. Nipple adenomas require careful examination because they are rare and can be confused with malignancy. Moreover, although
its association with malignancy is exceptionally rare, it should still be included in the differential diagnosis for male breast lesions. Safe surgery and

postoperative follow-up are recommended.
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INTRODUCTION

Nipple adenoma is a benign epithelial breast tumor originating from the ducts and
isn't a precancerous lesion. It is almost always unilateral. This extremely rare tumor,
which constitutes less than 1% of breast specimens, is mostly seen in women in the
fourth and fifth decades and is exceptional in men and children. The time between
the onset of symptoms and diagnosis varies, but is usually several years. Unilateral
breast itching, pain, serous discharge, and crusting are the most common symptoms
and can be clinically confused with Paget’s disease (1,2). In addition, they suggest a
malignant mass because they are observed as irregularly bordered and hypoechoic
lesions on ultrasonography and as nodular density with unclear boundaries on
mammography. It may be confused with atypical ductal hyperplasia, ductal
carcinoma in situ, invasive ductal carcinoma, or adenosquamous carcinoma and
although rare, it may also be associated with these. Following a preliminary clinical
diagnosis based on the specific location and morphology of the tumor, the definitive
diagnosis is made by histopathological examination (2-5). Immunohistochemical
examinations for some markers such as p63, superior mesenteric artery, calponin,
and estrogen receptor may also be required to distinguish it from an invasive or
ductal carcinoma (6). Since it is known that the probability of recurrence is extremely
low and the prognosis is excellent, excision in the treatment is sufficient to provide
negative surgical margins. Unnecessary extensive surgeries are not recommended
(4,7). However, since there is insufficient data on whether it is associated with
carcinoma, postoperative follow-up is recommended (2).

We reviewed studies on nipple adenoma, a rare entity in the literature. We presented
the case of a 41-year-old male patient who was operated on with a diagnosis of
nipple adenoma, and whose postoperative histopathological examination revealed
invasive breast carcinoma. This case is unique in the literature and is included in our
review study.
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A 41-year-old male patient presented with hyperemia,
protruding roughness of the nipple, and serous discharge in
the left nipple for 9 months (Figure Ta). In ultrasonography,
the volume of the left nipple has increased and is 6x9 mm; the
nipple skin-subcutaneous tissues are eroded, and the nipple
has a hypoechoic appearance with a diameter of 2.2 mm in the
center. It suggests a dilated duct with dense content. There are
no findings in the areola or retroareolar plane on mammography
other than a distinct area in the left nipple (Figure 1b, ¢).
Histopathological examination of the punch biopsy revealed
nipple adenoma; immunohistochemical examination reported
keratin 5/6 and P63 positive, Ki-67 10% (Figure 2). The patient
underwent left nipple resection. Frozen section examination was
performed to ensure resection with negative surgical margins
to prevent recurrence. In the frozen examination, one side was
ulcerated, with suspicious findings observed on the incision
surface. Thereupon, considering the relatively low breast volume
in the male patient, a mastectomy was performed to achieve
extended excision, followed by a sentinel lymph node biopsy.
The sentinel lymph node was negative for malignancy and the
histopathological examination of the mastectomy specimen
revealed an invasive breast carcinoma, 0.6x0.5x0.4 cm in size,
with unifocal nipple localization, no special type (ductal) (pT1b,
pNO, pMx), and the distance to the nearest surgical margin was

reported as 4.5 cm. Histological grade 1, Mitotic score 1, ER
70% positive, PR 0% negative, human epidermal growth factor
receptor-2 (Cerb B-2) 0 negative, Ki-67 20% positive. There is no
indication for RT in the node-negative patient. Postoperative
treatment and follow-up with Tamoxifen continue in cases of
6 mm tumor and Grade 1, and no complications or recurrence
have been observed for more than 1 year.

DISCUSSION

Nipple adenoma is a rare benign condition that can be
confused with Paget’s disease of the breast (8). However, it can
be confused with malignant lesions and although rare, some
publications mention its association with carcinoma (9). In
addition, as with other breast lesions, almost all adenomas are
seen in women. This makes clinical suspicion difficult in male
patients. In the nipple adenoma, which was first described in
1973, in the study published in 1986, consisting of 51 cases,
which is still the largest case series known on this subject, in the
study published in 2010, 19 cases encountered over 14 years
were described, in the study published in 2014, 13 cases were
presented, and in studies where 11 cases in 2021 and 12 cases in
2022 were presented, the patients are almost exclusively female
(4,6,7,10-12). Finally, in 2023, Weigelt et al's (13) 50-case study,
which revealed their 20-year experience and is the largest nipple
adenoma series published to date, also included female patients
only. Although it is stated in this and many similar publications

Figure 1. Clinical and radiological images of nipple adenoma. a) Hyperemia and serous discharge in the left nipple. b) On ultrasonography, the volume
of the left nipple has increased and is 6x9 mm, the skin-subcutaneous tissues are eroded, with the central nipple showing a hypoechoic appearance
with a diameter of 2.2 mm, suggesting a dilated duct with dense content in the foreground. €) In mammography, there are no findings other than

prominence in the left areola.




Nipple adenoma

Figure 2. Histopathological examination of punch biopsy of nipple adenoma. a) Lesion consisting of proliferation of benign glands and ducts
scattered within the stroma under the squamous epithelium on the surface, x4 magnification. b) Duct epithelia and squamous epithelium stained
positively with keratins 5 and 6. ¢) Myoepithelial cells covering the ducts externally were stained positively with p63. The preservation of the outer

myoepithelium shows that the lesion is benign and not invasive.

that the incidence rate in men is less than 5%, no study has been
found that examines male nipple adenomas in detail. However,
the only known case of male nipple adenoma was reported by
Boutayeb et al. (14) in 2012 and was subsequently introduced
into the literature by these authors (6). On the other hand,
although nipple adenoma is similar to invasive carcinoma, its
association is so rare that it can be called coincidental. A study of
5 cases was published in 1995, and upon detailed examination,
all of them were female patients (9). Considering the data, the
case we experienced involves the second male patient with
nipple adenoma presented after many years. Additionally, it is
the first male patient in the literature associated with invasive
carcinoma, which makes the case unique.

However, in the study that mentioned the adenoma-carcinoma
association, it was stated that three of the cases presented with a
subareolar mass and two with a palpable mass in the lower inner
quadrant, accompanied by nipple findings (9). On the other
hand, in the study that emphasized that adenoma is a benign
lesion that can be expressed as “florid papillomatosis of the
nipple duct”and in the male case in whom a nipple adenoma
was detected, with no progression in the postoperative follow-
up, it is noteworthy that the clinical features of the case include
findings limited to the nipple and that there is no palpable mass
or other radiological findings (14). The findings in our case did
not include a mass, as is often seen in cases with carcinoma,

both clinically and radiologically. However, unlike the male case
report in the literature without accompanying carcinoma, our
case also presented with serous nipple discharge, in addition to
other nipple findings. As a result, it was determined that our case
had associated carcinoma.

CONCLUSION

Nipple adenomas require careful examination because they are
rare and can be confused with malignancy. Moreover, since it
may be associated with malignancy, especially in cases with
palpable findings and duct-related symptoms, although it can be
considered exceptional, it should be included in the differential
diagnosis of male patients, as in all other breast lesions. A safe
surgery and postoperative follow-up are recommended.
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