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ABSTRACT

Introduction: Breast cancer in men is a rare disease, accounting for only 0.2 - 1.5%
of all malignant tumors in men. Objective: To describe the sociodemographic data,
clinical and paraclinical manifestations, treatment, and recurrence in a sample
of patients diagnosed with male breast cancer at a private institution. Methods:
Descriptive, retrospective study of an institutional database, in the period 1 January
2017 to 31 December 2020. Demographic, clinical and paraclinical data were
collected from the medical records and analyzed using descriptive statistics. Results:
The prevalence of breast cancer in men in the sample was 0.44%, median age 73
years. The most frequent symptom was breast mass (n = 5; 100%), median tumor
size 2.5 cm (range 1.6 to 5 cm) and ductal histological type (n = 5; 100%). All 5 cases
had hormone receptor expression, without HER2 overexpression; stage was locally
advanced in 60% (n = 3) (stage IIB-IlIA / B) and metastatic in one case. Mastectomy
was performed in 80% of cases (n = 4). The median follow-up was 23 months and
relapse was found in 20% (n = 1), with an average time to relapse of 184 months.
Conclusions: In the sample studied, breast cancer in men presented in the seventh
decade of life as advanced stage mass, with high hormonal sensitivity. Mastectomy
was the main treatment, and most required chemotherapy.
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RESUMEN

Introduccién. El cdncer de mama en el hombre es una enfermedad rara, apenas
un 0,2 a 1,5% de todos los tumores malignos en los hombres. Objetivo. Describir
los datos sociodemograficos, manifestaciones clinicas y paraclinicas, tratamiento y
recurrencia, en una muestra de pacientes diagnosticados con cancer de mama en el
hombre en una institucién privada. Métodos. Estudio descriptivo, retrospectivo de
una base de datos institucional, en el periodo 1 enero 2017 a 31 diciembre 2020. De
los registros médicos se recopilaron los datos demograficos, clinicos, paraclinicos,
que fueron analizados utilizando estadistica descriptiva. Resultados. La prevalencia
de cancer de mama en hombres en la muestra fue 0,44%, mediana de edad 73 afios.
El sintoma mas frecuente fue la masa mamaria (n=5, 100%), mediana de tamafio del
tumor 2,5 cm (rango 1,6 a 5 cm) y tipo histolégico ductal (n= 5, 100%). Los 5 casos
tuvieron expresion de receptores hormonales, sin sobreexpresion HER2; el estadio
fue localmente avanzado en 60% (n=3) (estadio IIB-1IIA/B) y metastdsico en un caso.
Se realiz6 mastectomia en el 80% de los casos (n=4). La mediana de seguimiento
fue de 23 meses y se encontré recaida en el 20% (n=1), con tiempo promedio
hasta la recaida de 184 meses. Conclusiones. En la muestra estudiada, el cancer de
mama en hombres se presento en la séptima década de la vida como una masa en
estadio avanzado, con alta sensibilidad hormonal. La mastectomia fue el principal
tratamiento y la mayoria requirié quimioterapia.

Palabras clave. Neoplasias de la mama masculina, Carcinoma, Mamografia.

INTRODUCTION

Breast cancer in men is a rare disease, with a very low proportion, be-
tween 0.2 and 1.5% of all malignant tumors in men, and is responsi-
ble for 0.1% of deaths®™. In Colombia, the annual incidence is estimated
at 0.1 cases per 100,000©. The series reviewed show a prevalence of
breast cancer in men of 0.2%®

The risk factors most implicated in male breast cancer are elevated es-
tradiol levels due to testicular abnormalities and genetic alterations such
as mutation of the BRCA 1-2 gene or aneuploidies such as Klinefelter
syndrome®. Other factors described include alcoholism, liver disease,
obesity and estrogen exposure. However, the relationship is inconsis-
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tent, although it may be cumulative®. Among all
the proposed factors, the only ones with a prov-
en association are genetic. It is estimated that
15-20% of men with breast cancer have a family
history of breast or ovarian cancer, and 10% of
all tumors have a genetic predisposition®.

The BRCA2 mutation in men is more prevalent (4
to 40%) than the BRCAT mutation (0 to 4%). Men
who inherit the BRCA2 mutation have a cumula-
tive risk of 6.8% of presenting this type of cancer
at the age of 70 years, in contrast to those with
the BRCA1 mutation, in whom the risk is less
than 1.2%. This risk is 80-100 times higher than
in the general population®.

The clinical diagnosis is made when a mamma-
ry nodule is found, being subareolar in 70-90%
of cases (Figure 1). The average diameter of the
mass can range from 0.5-12 cm (mean: 3-3.5 cm).
Other clinical signs include nipple retraction (7-
38%), skin ulceration (14-22%) and telorrhage (4-
15%)® (Figure 2). In many cases there is a delay
in diagnosis, due to the lack of knowledge that
this disease can affect men; therefore, it is most
frequently found in locally advanced stages®1.

The objective of this study was to make a retro-
spective review of the clinical aspects, diagno-
sis and treatment of patients who attended the
mastology consultation in an oncology unit in
the city of Medellin (Colombia).

MEeTHODS

This is a retrospective descriptive study of users
attended in the mastology consultation at the
Medellin clinic (Colombia) by a surgeon, in the
period January 1, 2017 and December 31, 2020.

From a total of 1 124 users attended, medical
records were searched with ICD code 10 (C509)
Malignant tumor of the breast, unspecified part
and male sex. Five records were identified, cre-
ating an independent database for this cohort of
patients. No cases were excluded, as all met the
diagnostic criteria, and analysis of the subgroup
of 5 cases with a diagnosis of breast carcinoma
in men was performed, obtaining demographic
data and clinical and pathological characteris-
tics. Data on age, reason for consultation, phys-
ical examination, affected side, ultrasound and
mammography findings, types of treatment,
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FiGURE 1. ULTRASOUND OF MALE BREAST, SHOWING RETROAREOLAR CIR-
CUMSCRIBED HYPOECHOIC NODULE.

Author source.

FIGURE 2. ULCERATION OF THE NIPPLE-AREOLA COMPLEX.

Author source.

follow-up and recurrence were included. The ex-
clusive diagnostic criterion was the histopatho-
logical study by sharp needle biopsy or study of
the surgical specimen.

Descriptive analysis of sociodemographic and
clinical variables was performed. Absolute fre-
quencies and percentages, median and ranges
were calculated, according to the nature and
nonparametric distribution of the variables.
The normal distribution was validated using the
Shapiro Wilk goodness-of-fit test. SPSS statistics
software version 23 was used.

Regarding ethical aspects, the present study is
considered a risk-free study, according to the
classification established in Article 11 of Resolu-
tion No. 008430 of 1993 (issued by the Colombi-
an Ministry of Health) and complies with inter-
national standards, the Helsinki declaration, and
the ethical guidelines for biomedical research
prepared by the Council for International Orga-
nizations of Medical Sciences -CIOMS-. This work
was approved by the Research Ethics Committee
of Clinica Medellin.



Male breast cancer in a Hispanic population sample. Descriptive study i

REsuLTs

Medical records on the experience of a surgeon
with male breast cancer at Clinica Medellin from
01/09/2016 to 31/12/2020 were reviewed. A total
of 1 124 patients had diagnosis of breast cancer
ICD10 code (c509). Filter of ICD10 and male sex
was performed, finding 5 patients who met the
inclusion criteria, with a prevalence of 0.44%,
one of them with bilateral breast cancer.

The median age was 73 years (RIC 17.2). Regard-
ing family history of cancer, one patient had a
history in third degree of consanguinity, and in
no case was there a report of genetic studies,
having been requested in 3 cases. Regarding
laterality, 3 cases (60%) were in the right breast,
1 in the left breast (20%), and 1 bilateral (20%).
In 60% of the cases (n= 3), the location was ret-
roareolar and in 40% (n=2) in the upper external
quadrant, in all cases as a single lesion (unifocal).

The clinical and histopathological features are
presented in Table 1. There were delays in seek-
ing medical attention (patient time), and the time
to diagnosis was up to 165 days, while the time
to treatment varied ranged from 23 to 60 days.

The main symptom manifested by the 5 patients
was the presence of mass. The histologic type in
all cases was infiltrating ductal; histologic grade
1 occurred in one case (20%), grade 2 in 3 cases
(60 %) and grade 3 in one case (20%). Tumor size
averaged 2.5 cm ( 3.4 cm). The most common
clinical lymph node stage in the axilla was N1-0
followed by N2; most cases (n: 4; 80%) were in a
locally advanced clinical stage: 2 cases at stage
[11B, one bilateral case IlIC- [IB and one patient
stage IV due to pulmonary involvement.

The most frequent ultrasound finding was a spicu-
lated nodule in 2 cases (40%), a lobulated nodule in
2 cases and a rounded nodule in 1 case (20%). Mam-
mography was performed in only one case (20%);
there were no associated microcalcifications.

Histopathological diagnosis was made by ultra-
sound-guided cutting biopsy (80%), in one case
by excisional biopsy (20%). All patients had an
infiltrative component. Regarding hormone re-
ceptors, all 5 cases (100%) were positive. HER2
evaluation by immunohistochemistry, in 3 cas-
es was negative and in one case indeterminate,
where FISH was negative.

Table 2 summarizes the treatment and fol-
low-up. In the neoadjuvant setting, chemothera-
py was used in one patient, and another patient
in metastatic stage had palliative treatment, in
all cases with doxorubicin, cyclophosphamide,
paclitaxel (AC-T). Three patients received adju-
vant radiotherapy (60%). The percentage of pa-
tients who underwent surgery was 80% (n= 4),
the surgical technique used in all cases was total
mastectomy. Axillary emptying was performed
in 3 cases, and sentinel lymph node biopsy was
performed in one patient. Positive margins in 2
cases (50%) required margin enlargement, being
finally negative.

TABLE 1. CLINICAL AND HISTOPATHOLOGICAL CHARACTERISTICS.

TNM Tumor Frequency (%)
Tl 0

T2 3(60)
T3 0
T4 2(40)
NO 2(40)
NI 2(40)
N2 1(20)
N3 0
 Mewstoss | |
MO 4(80)
MI Lung 1(20)
Median 100
RanRk 10

Minimum-maximum 90-100

Progesterone receptors _

Median 90
Rank 40

Minimum-maximum 60 al00

HER2 receptor (N=4)

0,1+ 3(75)
2+ 1(25)
3+ 0
| prolferationindex ki) ||
Median 20
RanRk 20

Minimum-maximum 10a30
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TABLE 2. TREATMENT CHARACTERISTICS AND FOLLOW-UP.

Lymph nodes affected Frequency (%)

Median 135
Rank 3
Minimum-maximum 12al5
Neo-adjuvant 1(20)
Adjuvant 3(60)
Palliative 1(20)
Yes 3(60)
No 2(40)
| Follow-uptime(months) | |
Median 23
RanRk 117

Minimum-maximum 3al80

No 3(75)
Yes (Bone) 1(25)

The median follow-up of the patients was 23
months. At the end of the follow-up period, 3
(60%) patients were alive, 2 (40%) died of can-
cer. One patient presented locoregional relapse,
receiving management with chemotherapy and
hormone therapy.

DiscussioN

Breast cancer is the most common cancer in
women in the world, while in men it is consid-
ered a rare disease, and few studies address this
disease. Traditionally it has been approached
analogously to women, however it presents clin-
ical and immuno-phenotypic differences!™.

This study found a prevalence of 0.4% of men
with breast cancer among the cohort of wom-
en with the same diagnosis, and an annual inci-
dence of 1.25 men with the diagnosis per year.
Similar findings have been found in the world
literature, which reports a prevalence between
0.2-1.5%", In the Latin American literature there
are some case reports, and among the descrip-
tive studies, prevalences have been found to be
between 0.2-0.8%""2', with an incidence of 1.8
men per year®. Additionally, a case of bilateral
cancer was found.
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Some studies have shown that there are signifi-
cant differences between both sexes. A study of
459,846 women and 2,665 men diagnosed with
breast cancer showed that the average age at di-
agnosis in women was 61.7, while in men it was
69.6%), similar to what was found in the present
study where the median age was 73 years.

The risk factor for male breast cancer with prov-
en association are genetic, the diagnosis merits
the request of BRCA 1-2 gene study, and between
15% to 20% of those affected have a family histo-
ry of breast and ovarian cancer"”; in this study
20% (n = 1) had a family history of breast cancer.

The study found that 80% (n=4) of the cases were
diagnosed at a locally advanced and metastatic
stage, which is higher than reported in the North
American literature™, but similar to what was
found in Latin America, up to 89%>. A possible
hypothesis is that the diagnosis is made late®. In
the present study, delays were found in patient
time, the period between the onset of the symp-
tom and the first consultation, and the time to di-
agnosis when the histologic diagnosis is obtained.

In this study, the histologic type in the series was
ductal, all were hormone receptor positive and
none had HER2 overexpression. Other studies
have also found that luminal intrinsic luminal
intrinsic subtypes A and B are more frequent,
and in smaller proportion HER2-positive and
basal-like tumors, suggesting a better progno-
sis209 In all cases (100%) they received adjuvant
hormonal treatment, similar to that reported by
Giordano et al.?", who describe that 80% of cas-
es with estrogen receptor expression received
adjuvant tamoxifen. The current recommenda-
tion for adjuvant hormonal therapy is tamoxifen
in all hormone receptor-positive patients‘”.

Regarding surgical treatment, in this study all pa-
tients with non-metastatic tumors were treated
with mastectomy, and in one case sentinel node
biopsy was performed. In other Latin American
studies, such as that of Ibafiez et al."® and Angel
et al.®, mastectomy was performed in 100% of
patients, with no cases of conservative surgery.

Regarding the management of the axilla, there are
only retrospective series on the use of sentinel
nodes in men. These have shown adequate diag-
nostic performance, and additionally the same
benefits by avoiding the morbidity of mandatory
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lymph node dissection®?, radiotherapy and che-
motherapy, using the same criteria than in women.

With respect to breast cancer prognosis by sex,
Anderson et al.’® found that men had lower
5-year survival than women (0.72 vs. 1.27). How-
ever, after adjusting for age, year of diagnosis,
stage and treatment, men had longer survival
than women (0.78 vs. 0.62).

We consider as limitations that the study is of
the respective nature of one surgeon's data-
base, with a small number of cases and short fol-
low-up, and therefore does not allow inferences
to be made in other scenarios.

In conclusion, breast cancer in men is an infre-
qguent disease, with age of presentation in the
seventh decade of life, clinical symptoms of
breast mass in all cases and breast ultrasound
as the most used diagnostic method and com-
plement in the guide for cutting biopsy. Diagno-
sis tends to be delayed due to late consultation,
and most cases present in advanced stage, with
immunophenotyping of A - B luminal predomi-
nance. The most commonly used surgical treat-
ment is mastectomy, and adjuvant treatment
tends to be homologous to that used in women.
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