The Journal of Breast Health

o0

The Journal of Breast Health 2012 Vol: 8 « No: 3
Meme Sagligi Dergisi 2012 Cilt: 8 + Sayi: 3

ORIGINAL ARTICLES / ORIJINAL MAKALELER

GENERAL CHARACTERISTICS OF MALE BREAST CANCER

PATIENTS IN BURSA REGION

Niliifer Ava’, Mehmet Ali Balci?, irfan Esen?, Giilen Tandogan?, Mustafa Merter?, Erdem Cubukgu’, Fatih Olmez’,

Belkis Nihan Coskun?, Mustafa Hartavi?, $ahsine Tolunay?

"Uludag Universitesi Tip Fakiiltesi, Medikal Onkoloji Anabilim Dali, Bursa, Tirkiye
Uludag Universitesi Tip Fakiltesi, I¢ Hastaliklar Anabilim Dali, Bursa, Tirkiye
SUludag Universitesi Tip Fakiltesi, Patoloji Anabilim Dal, Bursa, Tiirkiye

BURSA BOLGESINDE ERKEK MEME KANSERLI HASTALARIN GENEL OZELLIKLERI
OZET

Girig: Erkek meme kanseri tiim meme kanseri olgularinin %1'den azini olus-
turmaktadir. Bu calismada merkezimizde takip ve tedavi edilen erkek meme
kanserli olgulanin klinik ve patolojik ozelliklerini inceledik.

Materyal ve Metod: Erkek meme kanserli hastalarin klinik ve patolojik verileri,
dosyalarin retrospektif olarak taranmasi ile elde edildi.

Sonuglar: Calismaya alinan toplam16 hastanin ortanca yasi 60 (41-75) ola-
rak bulundu. En sik gozlenen meme kanseri tipi (%81.3) infiltratif duktal
kanserdi. Tani sirasinda erkek meme kanserleri cogunlukla lokal ileri evre
(%50, evre 3) idi. Hormon reseptor durumuna bakildiginda olgularin ¢ogunun
(%81.3) ER ve/veya PR pozitif oldugu gozlendi. HER2 ekspresyonu hastalarin
9'da incelenmisti, ve 4 olguda (%25) pozitif idi. Genel sag kalim 3 (1-12) yil,
hastaliksiz sag kalim 2 (1-8) yil olarak saptandi.

Tartisma: Kadinlarda meme kanserine dair bilgiler artmasina ragmen, erkek
meme kanserlerinin tedavisine dair bilgiler sinirlidir. Bu nedenle erkek meme
kanserlerinde tedavi ile iligkili randomize calismalara ihtiyag vardir.

Anahtar sozciikler: meme kanseri, erkek

Introduction

While the incidence of female breast cancer has decreased for the
last years, the increased incidence of male breast cancer is spec-
tacular (1). In USA, 1910 cases of newly diagnosed male breast can-
cer were seen only in 2009 and, of these cases, 440 were fatal (2).
Male breast cancer accounts for 0.5% of all cases of breast cancer
and for less than 0.2% of all male cancers. The incidence of male
breast cancer may vary between the regions; its incidence is higher
in North America and Europe and lower in Asia (3). Mean age of on-
set is 65-67 years and it onsets at more advanced age compared to
women (3,4). Although epidemiological literature for female breast
cancers is wide spread, there are limited data for male breast can-
cers. In case-controlled meta-analyses, it was reported that male
breast cancer was more commonly seen in the people who have
never get married; in Jewish men; in those with a known benign
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Discussion: Despite the increasing knowledge about breast cancerin women, little
is known in case of male breast cancer management. Therefore, there is a strong
need to perform randomized studies for the treatment of male breast cancer.
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breast disease; in those who received radiotherapy to their chest; in
those with testicular abnormalities (undescended testicle, orchitis);
in those with chronic hepatic disease; and in the users of finasteride.
Genetic factors are important. Although rarely seen, Klinefelter syn-
drome is a high-risk factor for the development of breast cancer.
In the men with a familial history of breast cancer, the incidence
of male breast cancer is increased. In the previous studies, it was
demonstrated that this risk was more increased in the carriers of
BRCA2 mutation compared to the carriers of BRCA1 (1,3). Clinical
characteristics and the treatment of male breast cancer have some
similarities and differences compared to female breast cancer.

It is thought provoking that, despite the advances in the diagno-
sis and the treatment of breast cancer, the decrease in death rate
was lower in men compared to women (1). Today, the awareness
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Graphic 1. Distribution of the patients by age groups.

for breast cancer is increased with the help of the studies done
with women. However, in the community, the awareness for male
breast cancer is still low.

In this study, we examined the clinical and pathological charac-
teristics of the patients with male breast cancer, who have been
followed-up and treated in our center. In addition, we aimed to
remind the necessity to increase the awareness for the early diag-
nosis of male breast cancer as much as female breast cancer.

Material and Method: We retrospectively screened the files of
the patients diagnosed with male breast cancer, who have been
periodically followed-up in Uludag University, Faculty of Medicine,
Medical Oncology clinic between 1997 and 2010. Age and demo-
graphic characteristics of a total of 16 patients were evaluated.
Histological type of the tumor, tumor size, lymph node metasta-
sis, hormone receptor status, previously administered therapeutic
modalities and survivals were examined.

Results: Median age of a total of 16 patients was 60 (41-75)
(Graphic 1). Of our cases, 10 were smokers. When histological sub-
type was assessed, the most commonly observed subtypesin men
were invasive ductal breast cancer (13 patients, 81.3%), invasive
papillary cancer (2 patients, 12.5%) and invasive lobular cancer (1
patient, 6.3%) (Table 1). Tumor diameter was 2.1-5 cm in 81.3% of
the subjects (Graphic 2). While the majority of the subjects (n=10)
had grade 2 breast cancer, the remaining had grade 3 breast can-
cer (n=6). When the staging performed at the time of diagnosis
was reviewed, it was seen that, of the subjects, 37.5% had Stage
3A, 31.3% had Stage 2B, 12.5% had Stage 3B and 6.3% had Stage
4A disease. However, only 6.3% of the subjects had the diagnosis
at Stage 1. Additionally, due to missing data in the files, the stag-
ing at the time of diagnosis could not be done in 6.3% of the sub-
jects. Of the subjects, 13 underwent modified radical mastectomy
and 3 underwent total mastectomy. Surgical margin was negative
in 75%, positive in 18.8% and unknown in 6.3% of the subjects.
All subjects were given adjuvant chemotherapy. In the adjuvant
chemotherapy 11 subjects received FEC (5-fluorouracil+epirubici
n+cyclophosphamide), 3 subjects received FEC+docetaxel and 2
subjects received CMF (cyclophosphamide+methotrexate+fluoro
uracil). Adjuvant radiotherapy was given to 14 subjects. It was not
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Table 1. Distribution of histopathological types.

Histopathology N %
Invasive ductal cancer 13 81,3
Invasive papillary cancer 2 12,5
Invasive lobular cancer 1 6,3
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Graphic 2. Pathologic tumor size.
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Graphic 3. Additional therapies.

known whether other 2 subjects received radiotherapy (Graphic
3). The examination of hormone receptor status revealed that, of
the subjects, 81.3% were ER-positive, 12.5% were ER-negative and
6.3% had an unknown ER status. Human epidermal growth factor
receptor-2 (HER2) was positive in 25% and negative in 31.3% of
the subjects. Unfortunately, HER2 was not studied in 6 subjects
between 1996 and 2002 and HER2 was not specified in the pa-
thology report of one subject. In other words, HER2 status was
unknown in 43.8% of the subjects. While endocrine therapy was
given to 11 subjects, 5 subjects had no information about the
treatment given in the registries (Graphic 3). There was no data
for the use of Herceptin. Death occurred only in 1 subject due
to intracranial metastasis and due to pneumosepsis in 1 subject.
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Graphic 4. Disease-free and overall survival by years

Overall survival was 3 (1-12) years and disease-free survival was 2
(1-8) years (Graphic 4).

Discussion

The breast cancer had a lower incidence in men compared to
women and the incidence rate reported in the studies varied by
region, ranging from 1% in Europe to up to 5-15% in Western
Africa (3-4-5-6-7). Age of onset of breast cancer is greater in men
compared to women and mean age of onset was reported to be
67 years in the literature (5). Median age of initial diagnosis we
found in the patients with male breast cancer that we have fol-
lowed-up in the region of Bursa was consistent with the literature.

Male breast cancer manifests itself as a usually painless subae-
rolar mass, which may be accompanied by retraction, ulceration,
bleeding and discharge of the nipple. Bilateral involvement is
very rare, with an incidence of 2% reported in the literature (8).
In our cases, we did not observe bilateral involvement. For the
mammography used in the differential diagnosis between breast
cancer and gynecomastia, the sensitivity was 92% and specific-
ity was 90%. Ultrasound is important in the evaluation of nodal
involvement (9).

The distribution of histological subtypes of breast cancer is differ-
ent between men and women and male breast anatomy is impor-
tantin the occurrence of these differences. Invasive ductal cancers
were the most commonly observed subtypes (90%) and papillary
cancers followed them. In the anatomy of male breast, lobular his-
tology is very rare due to the absence of terminal lobules (1). In
our subjects, consistent with the literature, the distribution rates
of histological subtypes were as follows: invasive ductal cancer,
81.3%; invasive papillary cancer, 12.5%; and invasive lobular can-
cers, 6.3%.

In the cases of breast cancer, the rates of estrogen (ER) and pro-
gesterone (PR) receptor positivity were higher in men compared
to women. In the literature, there are various insights about HER2.
While HER2 positivity was 15% in two previous studies (10-11-
12), the literature contains some studies that reported higher
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positivity rates for men compared to women (30-56%) (1). While
HER2 positivity was 25% in our followed-up subjects; it was un-
known in 43.8% of the subjects. Therefore, in our study, it was
challenging to compare HER2 positivity obtained in men with
HER2 positivity observed in women.

In male breast cancers, important prognostic factors include tu-
mor’s diameter and lymph node involvement. Mean tumor diam-
eter is 2.4 cm. Death rate is greater by 40% in the patients with a
tumor diameter of 2-5 cm compared to those with a tumor diam-
eter of <2 cm. Similarly, death rate is greater by 50% in the men
with lymph node involvement compared to those without lymph
node involvement (13).

Breast cancer is detected at more advanced stages in men com-
pared to women. While more than 40% of the patients have stage
3 or 4 disease at the time of diagnosis in Western countries, this
percentage reaches to 54%-100% in Africa (7). In our subjects, the
majority of the patients had stage 3 disease at the time of diagno-
sis, whereas only 6.3% had stage 1 disease. The low level of breast
cancer awareness among men may explain this very low rate of
early diagnosis in the region of Bursa.

Local therapies administered for the treatment of early stage male
breast cancer are similar to those administered in women. Most
commonly used surgical method is modified radical mastectomy.
Generally, lumpectomy cannot be done due to small amount
of breast tissue and to central localization of the tumor. Axillary
lymph nodes are often evaluated during the surgical interven-
tion. For T3/T4 tumors at the time of diagnosis and inflammatory
breast cancers, pre-surgical chemotherapy should be considered.
Similar to female breast cancers, adjuvant radiotherapy is recom-
mended for the patients with a high risk for relapse (4 or more axil-
lary lymph node involvements, T3, T4). Many studies showed that
adjuvant radiotherapy improved the local recurrence, but did not
have an effect on the survival (13-14). In men, data for adjuvant
chemotherapy are not as abundant as in women. In male breast
cancers, adjuvant chemotherapy is recommended if there is no
response to endocrine therapy, if the tumor diameter is >1 cm
and if there is axillary lymph node involvement (regardless of the
tumor size). In the literature, anthracycline-containing combina-
tions were recommended for the patients without axillary lymph
node involvement and taxane-containing combinations for the
patients with axillary lymph node involvement (8).

During the chemotherapy, we gave FEC to 11 patients,
FEC+docetaxel to 3 patients and CMF to 2 patients. For hormone
receptor-positive early stage breast cancers, it is recommended to
administer adjuvant tamoxifen for 5 years following the surgery.
Tamoxifen is less tolerated in men and its side effects include de-
creased libido, weight gain, hot flush and depression (16). Among
the cases of male breast cancer followed-up in our hospital, 10
received tamoxifen and none of them discontinued the therapy
due to side effects.
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For the treatment of metastatic hormone receptor-positive male
breast cancer, endocrine therapy (tamoxifen) is the commonly
preferred therapeutic modality. More than 80% of these patients
have a response to tamoxifen. Systemic chemotherapy should
be considered in the patients who are refractory to endocrine
therapy, in those with fast visceral metastases and in those with
hormone-negative metastatic breast cancer. Although there are
limited data about the use of aromatase inhibitors in the ad-
juvant therapy, they are efficient in the treatment of metastatic
male breast cancer (1). In 15 patients with metastatic male breast
cancer treated with aromatase inhibitors (exemestan, letrozol or
anastrozol), clinical benefit was reported in 53% (16). Addition of
gonadotropin releasing hormone (GnRH) analogues to the thera-
py may increase the efficacy of the aromatase inhibitors. The role
of fulvestrant is not clear. In the treatment of HER2-positive male
breast cancer, trastuzumab should be added to the therapy (1).
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While the prognosis of breast cancer was reported to be poorer in
men compared to women, a thorough examination performed in
the following years by age, grade and stage at the time of diagno-
sis revealed that the prognosis was similar compared to women (6).
However, the survival is shorter in male breast cancers (8). In Bursa
region, overall survival was 3 years and disease-free survival was 2
years in the cases of male breast cancer that were followed-up.

Conclusion

It is important that death rate was higher in male breast cancers
compared to female breast cancers. Although Bursa is a Western
city, the rate of diagnosis of breast cancer at an advanced stage
was remarkable. However, it would be useful to evaluate these
data along with larger series that also include other regions of our
country and to initiate several campaigns in order to increase the
awareness for male breast cancer.
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