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ABSTRACT

Male breast cancer (MBC) is an exceptionally rare disease, accounting for only 1% of all breast cancers.
It remains a subject of limited research. Despite its rarity, the incidence of MBC has been increasing in
recent years, prompting a surge of interest in understanding this condition. Risk factors for MBC
encompass age, race, genetics, family history, obesity, hormone exposure, certain syndromes, and
environmental factors. Unlike female breast cancer, MBC exhibits a unimodal age distribution, typically
diagnosed at the median age of 68, about a decade later than female breast cancer. Although there have
been improvements in the mortality rate of MBC over the past three decades, treatment protocols still
largely mirror those for female breast cancer due to limited data and understanding of the disease. This
study analyzes MBC data from the Medical Oncology Unit at the University of Messina, covering a five-
year period, with a focus on clinical characteristics, treatment modalities, and prognosis
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1. Introduction

Compared to female breast cancer (FBC),male breast cancer (MBC) is a rare disease.[1] [ 2]Breast
cancer in men is a very rare cancer, accounting for 1% of all breast cancers with a ratio of 1: 100 between
men and women and about 1% of all malignancies in men. [3] [4]. It also represents <0.2% of all cancer-
related deaths among men.[5]Invasive ductal carcinoma is the most common histological subtype while
invasive lobular carcinoma is responsible for only 1.5% of the total cases. Precisely because it is
considered a rare disease, it has been the focus of limited research. Because the incidence of male breast
cancer is increasing, [6] there has been a growing interest in this disease. The risk factors of MBC
include age, race, family history, genetics, obesity, hormone exposure, other diseases (Cowden
syndrome and Klinefelter syndrome) and environmental factors.[7] [8-11] In contrast to the bimodal
age distribution of FBC, MBC shows a unimodal age distribution,[ 9] [12] and the probable reason is
different hormonal exposures.[12] The median diagnosis age of MBC is 68 years and it is 5—10years
later than FBC.[6] [8]While the mortality rate of MBC improved in the last 30 years.[13]Due to
insufficient data and understanding of the disease, the treatment of MBC is usually based on the
guideline of FBC in clinical practice.[14] [15] Mastectomy, radiotherapy, adjuvant chemotherapy,
HER2-targeted therapy, and adjuvant endocrine with tamoxifen were the main treatments of breast
cancer in men.[16-19]Our study analyzed MBC data from Medical Oncology Unit-University of
Messina- for 5 years period, to evaluate the clinical characteristics, treatment, and prognosis of MBC.
2. Material and Method
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We conducted a study on 15 male patients in our Medical Oncology Unit, from January 2013 to
December 2017, with histologically confirmed breast cancer and aged over 18 years. The variables
studied were data concerning the general characteristics of the patients (age, family history, result of
the initial mammogram, tumor histopathology, tumor stage (TNM), treatment modalities (surgery,
chemotherapy, radiotherapy, hormone therapy, target therapy) and evolution.

Our goal was:

. Report the epidemiological, clinical, radiological and histological features of male breast cancer.
. Report the therapeutic management, survival rates and factors of this disease.

2.1 General characteristics of patients:

Of a total of 355 cases of breast cancer with histological confirmation (female and male) admitted in
the period January 2013-December 2017, 340(95%) cases were female and 15 (5%) male. The
frequency of MBC was 3 cases per year. The medianage at diagnosis was 65 years (range 37-75 years)
Table 1.

Table 1. Age

Case 1 37
Case 2 57
Case 3 72
Case 4 75
Case 5 58
Case 6 65
Case 7 71
Case 8 66
Case9 70
Case 10 68
Case 11 74
Case 12 65
Case 13 58
Case 14 38
Case 15 51

Only 2 patients (13%), the youngest (37 and 38 years), had a family history of neoplasia (mother with
colon cancer and father with liver cancer the first and mother with breast cancer and father with
prostate cancer the second) and, therefore, have been sent to genetic counseling. Of the 15 patients, 6
(38%) were smokers. None of our patients had previously taken hormone therapy. The main symptom
was the presence of a solid mass at the breast which, in 9 (63%) cases, was associated with mastodynia.
The skin lesions were found in 6 (38%) cases. The average time for consultation in our Unit was 3
months (range 1 - 12 months).Table 2

Table 2. Time for consultation

Case 1 2 months

Case 2 1 month
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Case 3 12 months
Case 4 2 months
Case 5 1 month
Case 6 3 months
Case 7 3 months
Case 8 2 months
Caseo9 3 months
Case 10 4 months
Case 11 2 months
Case 12 1 month
Case 13 4 months
Case 14 3 months
Case 15 3 months

2.2 Clinical features:

The clinical examination revealed, in the 15 cases, the presence of a breast mass; this mass was localized
to the left breast in 11 cases (75%) and in the right in 4 (25%) cases, there was no case of bilateralism.
The average size of the tumor at the time of diagnosis was about 3 cm (range 2-9 cm)Table 3.

Table 3. Size

Case 1 2 cm
Case 2 2 cm
Case 3 9 cm
Case 4 6 cm
Case 5 3 cm
Case 6 5 cm
Case 7 4 cm

Case 8 3 cm
Case9 2 cm
Case 10 2 cm
Case 11 3 cm
Case 12 2 cm
Case 13 2 cm
Case 14 3cm
Case 15 2 cm

There were 9(62%) patients who experienced inflammatory signs in the breast. Palpable lymph nodes
in the axillary region were objected in 8 cases (53%): in 5 patients, the locally advanced disease was
classified as N1, while in 3 patients was classified as N3. Skin changes associated with a nipple retraction
were found in 8 (53%) cases. Of the 15 patients, 9 (62%) performed a mammogram, followed by
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ultrasound, which showed a left poster lateral plane in 2 cases, the upper right quadrant in 3 cases and
the upper left quadrant in 4 cases. While 6 (38%) patients performed only ultrasound of the breast
that showed a hypo-ecogenic mass with irregular limits: in 5 cases at the left breast and in 1 case at the
right breast. Micro calcifications were not found in any examination. In 12 (80%) patients the
diagnosis was confirmed by a transcutaneous mammary micro biopsy under ultrasound guidance.
Invasive ductal carcinoma is the histological type found in all patients. Hormone receptors were
positive in all patients. Her 2 neu was not over-emphasized under any circumstances. Ki 67 was
evaluated: in 8 (53%) patients it was about 8%, in 2 (13%) patients 15% and in 5 (34%) about 30%.

The first dose of CA 15-3 was performed in 13 (87%) patients. Table 4.

Table 4. Initial dosageCA15-3 (U/mL)

Case 1 29.2

Case 2 1100
Case 3 1297
Case 4 900

Case 5 255

Case 6 200

Case 7 55

Case 8 28.2
Case9 54

Case 10 1000
Case 11 210

Case 12 198

Case 13 100

2.3 Histopathologicalcharacteristics
According to the TNM classification, tumors were classified as T1: 2 cases (13%), T2: 6 (40%) cases,

T4: 7 (47%)cases. Table 5.

Table 5 .Histopathological characteristics

13 %

mT

T2

T4

To 8 (53%) patients were diagnosed with metastatic disease (pulmonary, cutaneous, lymph node, brain
and bone metastases). The 7 (47%) patients who were not diagnosed with metastatic disease had a
mastectomy with axillary lymph node dissection. The median number of lymph node dissection was 13
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(range 9 - 19 lymph nodes). 6 (38%) patients had a lymph node invasion without capsular rupture.
There was no vascular or lymphatic involvement

2.4 Therapy administered:

Adjuvant chemotherapy was administered in 6 (38%) patients who had lymph node involvement.
The protocol used was the one with Anhtracyclines(FEC: Fluorouracil, Epidoxorubicin, Endoxan)
followed by Taxanes.The number of cycles was 8 (4 FEC + 4 Taxotere). All patients undergoing adjuvant
chemotherapy experienced some side effects such as: alopecia, oral-mucositis, nausea and vomiting. Of
the 8 patients with metastatic disease, 6 were treated with palliative chemotherapy: 4 patients received
two lines of chemotherapy while 2 received only one line of palliative chemotherapy. The side effects of
palliative chemotherapy were mainly: nausea, vomiting, myalgia, arthralgia, alopecia, oral-mucositis.
Locoregional radiation therapy was performed in 6 (38%) patients: 3 patients received 52.2 Gy
while the other 3 patients received 66.6 Gy. The median radiotherapy time was 5 months (2 to 7
months).

Hormone therapy with tamoxifen was administered in 14 (93%) patients,1 refused to undergo

hormonal treatment. For bone metastases, 6 (38%) patients received ZoledronicAcid.

3. Results

3 (20%) patients are in complete remission (CR) of disease; 4 (27%) in partial remission (PR) of

disease; 2 (13%) patients died after the first treatment with first-line chemotherapy, due to an

important pulmonary embolism, with an overall survival of 2 months one, and for myocardial

infarction, with a 3-month overall survival, the other ; 4 (27%) patients died after the second line of

chemotherapy with a 10-month overall survival, 2 (13%) patients died not due to the tumor. Table 6
Table 6. Results

ECRrR

®pR

Q Exitus after | line

chemoterapy

H Exitus after Il line
Chemoterapy

4. Discussion

MBC has some epidemiological, genetic, and biological differences from FBC.[20] [21]In our
study,5%(15/355) of the total patients with breast cancer were diagnosed with MBC between January
2013 and December 2017 from Complex Operating Unit Medical Oncology-University of Messina. The
median age at diagnosis of MBC in our study was 65 years, which was in accordance with other
literature reports that stated the median age of MBC to be between 62 and69 years.[6] [ 22] [23]MBC
tumors express ER and PR more often,[7] and lower HER2 over expression than FBC.[23]Infiltrating
ductal carcinoma is reported to be the predominant histological type, which accounts for 90% of all
MBCs. [7]Our study confirmed this data.

5. Conclusion

Male breast assessment is essential during any physical examination for early detection and reduction
of mortality and morbidity related to male breast cancer. Often, and this work was an example, the
patient does not realize the importance of seeking prompt medical advice when the mammary nodule
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is at an early stage of development. When most of the patients came to our observation, the mammary
mass was already at the advanced stage of breast cancer. Thus, an in-depth evaluation and a good
education of the patient is made desirable and necessary, promoting the awareness that the male breast
cancer is constantly increasing and that the early identification of the disease can lead to a significant
reduction of the deaths related to it.

However, an improvement in the prognosis linked to a higher survival rate may be with an increase in
awareness that breast cancer is becoming more and more a disease that, although in a small percentage,
can affect the male sex correlating, in 90% of cases, to a poor prognosis due to an inadequate diagnosis.
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