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Abstract

Male breast carcinoma is a very rare malignancy. It mostly has invasive ductal histology while invasive lobular histology is
exceptionally uncommon constituting no more than 1-2% of male breast cancer cases. Here we present five cases of invasive
lobular breast carcinoma arising in male breasts which were diagnosed by histological examination. Immunohistochemistry was
performed to evaluate the hormonal receptor status. Early diagnosis of breast carcinoma in males have prognostic implication in
patients’ survival and show better response to hormonal therapy when it is reactive for estrogen and progesterone receptors.
Therefore it is mandatory for the pathologists to keep this rare condition in their minds while evaluating any case of male breast
lump and to perform a vigorous search for any small focus of this tumour in circumstances of male breast lump including
gynaecomastia. Majority of information regarding treatment of male breast cancer is retrospective in nature and is derived mainly
from small single-institution series; thus, the choice of treatment modalities is generally guided by extrapolation of data from
female breast cancer. Due to paucity of data and the extreme rarity, male breast carcinoma should be considered and managed as
a distinct entity. The invasive lobular carcinoma perhaps with an added advantage for being reactive of hormonal receptors,
which could be treated by adjuvant Tamoxifen. It is hoped that a long term multicentric studies will help us to know the
prognostic implication of uncommon invasive lobular histology, as well as trials could be strategically designed to optimize the

treatment.
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Introduction

Male breast carcinoma is a very rare entity®. This
rare condition represents approximately 1% of all
invasive breast cancer cases and less than 1% of all
malignancies in men.2 Most primary male breast
cancers diagnosed are found to be of invasive ductal
histology accounting for nearly 90-93.7% of total
cases.’® A small percentage of cases are ductal
carcinoma in situ, and lobular histology comprising of
merely of 2% of the total cases.» Reported differences
between male and female breast carcinoma have been
noted, and male breast carcinoma has a tendency to
present at higher clinical stages and with more lymph
node metastases thereby conferring an overall poor
prognosis.>®” A limited experience and scientific
literature is available regarding male breast carcinoma
and even more rarer is lobular histology. Even though
lobular structures are quite infrequent in the normal
male, sporadic cases of invasive lobular breast
cancer[ILC] have been described.! In cases of lobular
histology whether it has any advantage over invasive
ductal types are yet be known. Here we are reporting
cases diagnosed as invasive lobular carcinoma of male

breast in a period between years 2009 to 2015 in our
tertiary care centre from North East India.

A report of 5 Cases

Five cases of male breast cancer with histology
invasive lobular carcinoma {ILC} diagnosed in a
tertiary care hospital from January 2009 to December
2015.
CASE 1: Patient was 55 years old and presented with a
lump of size 4x3cm? in the left breast. No ipsilateral
axillary lymph nodes were palpable. He had history of
undescended testes for which he underwent
orchidectomy 7 years back.
CASE 2: Patient was 60 years old and had lump in the
left breast measuring around 4x4cm? (Image 1). There
were no palpable ipsilateral axillary lymph nodes. He
had a 5 years history of gynaecomastia in the left
breast.
CASE 3: Patient was 70 years old and had multiple
nodules of variable sizes around nipple and sub areolar
regions and towards axillary tail of the right
breast[Image 2]. The largest measured approximately
3x3cm?. There were 2 palpable ipsilateral axillary
lymph nodes. He was also diagnosed to be suffering
from fatty liver.
CASE 4: Patient was 65 years old and had lump in the
left breast measuring around 5x4cm? There were 3
palpable ipsilateral axillary lymph nodes. The patient
also had history of fatty liver.
CASE 5: Patient was 75 years old and presented with a
lump in the left breast measuring around 3x2cm?. No
palpable ipsilateral axillary lymph nodes were found.
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The age group of the patients ranged from 55 to 75
years. Most of the cases attended the hospital with the
chief complaint of a hard, ill-defined sub areolar breast
lump of variable duration ranging from 3 months to 10
months. Although none had family history of breast or
ovarian carcinoma, all of them completed their families.
All were occasional drinkers. All laboratory and
radiological investigations were within normal limits
except 2 cases which had fatty liver. All cases presented
with left sided breast lumps, except one which had
lump on the right breast. Ultrasound was performed in
all the cases and revealed a solid breast mass suspicious
for malignancy except one with multiple nodules in
presentation. Imaging studies were also carried out to
rule out any primary focus at other sites. Examination
of the lumps revealed, firm nodules of variable sizes
with a single case showing ulceration with scanty
discharge. All cases were examined for any associated
lymphadenopathy and 3 cases revealed ipsilateral
axillary lymph nodes enlargement. Nipple retraction
was found among all five patients. Modified radical
mastectomy with axillary lymph node dissection was
performed wherever necessary and samples were sent
for histopatholgical examination.[The case details are
summarised in Table 1]

The grossings of mastectomy specimen followed
the standard laboratory protocols and slides were
prepared. Routine Hematoxylin & Eosin staining was
done and examined under light microscope Morphology
revealed narrow trabeculae and cords of cells
infiltrating the stroma. The cells were arranged one
behind the other in a straight line giving the appearance
of Indian file pattern [Image 3]. The tumour cells were
small, almost uniform in size with scant clear to
eosinophilic cytoplasm, round nucleus with vesicular
chromatin and inconspicuous nucleoli. Mitosis was
infrequent and breast acini or lobules were not
identified. In two high histologic grades cases showed
frequent mitosis and nuclear pleomorphism with solid
alveolar patterns in some foci[lmage 4]. Occasional
areas showed concentric arrangement of the tumour
cells around residual normal mammary
structures[Image 5]. The characteristic histologic
picture favoured the diagnosis of invasive lobular
carcinoma. The lesions were reported in grade on a
scale of 1 to Il according to Elston and Ellis modified
Bloom Richardson grading system. Surgical margins
were negative and dissected axillary lymph nodes
demonstrated evidence of disease in 3 cases [image
6].Evaluation of Estrogen Receptor[ER], Progesterone
Receptor [PR] and Human Epidermal Growth Factor
Receptor 2[Her2neu] were done according to American
Society of Clinical Oncology and Confederation of
American Pathologist guidelines'’. On
immunohistochemistry, the tumour cells demonstrated
strong positivity for ER PR[Image 7] and Her-
2/neunegativity for 4 cases and equivocal in one case .
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Fig. 7:
Table 1:
S.no. | Patient’s | Any systemic Breast Size Histo | Surgical | Axillary ER PR Her-
Age pathology involved of grade stage Lymph | status | status 2/neu
lump node status
(cm?)
1 55 Left sided Left 4x3 1 1l 0 + + -
undescended
testis
2 60 Gynaecomastia | Right 4x4 11 11 5 + + ++
3 70 Fatty liver Left 3x3 11 11 5 + + -
4 65 Fatty liver Left 5x4 11 11 4 + + -
5 75 Nil Left 3x2 ] 1 0 + + -
ER- Estrogen receptor
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PR-Progesterone receptor
Her2/neu- Human Epidermal Growth Factor Receptor
Her2neu++ is equivocal

Discussion

Even though breast carcinoma shows a more
common association with female gender with female:
male ratio of 100:18, rare cases have been reported to
occur in males as an important cause of cancer related
death. The typical presentation is that of a firm and
painless subareolar mass. Majority of the cases show a
preponderance for left breast with less than one percent
of cases being bilateral.* One case in our study had
multiple nodules instead of single mass which is also a
clinical presentation found to be associated with ILC
histology in breast cancer of females in our clinical
experience.

Many predisposing factors that have been
implicated in the development of male breast cancer
include hyper-estrogenic state, undescended testes,
Klienfelter's syndrome, gynaecomastia, trauma and
radiation injury.® Some studies also elucidated
etiologies such as genetic mutations, especially
BRCAZ2, and conditions associated with an imbalance
between estrogen and testosterone. Certain medications,
such as cimetidinel®, are hypothesized to increase the
risk for male breast cancer via an estrogenic
mechanism. Testicular infection, injury, or maldescent
resulting in a relative deficiency of testosterone have
been proposed as possible predisposing factors™l.
Some environmental factors, such as exposure to heavy
industry toxins, have been implicated in the
development of male breast cancer, In our study all
the cases of male breast cancer that were encountered
had their family completed and none had any family
history of breast or ovarian cancer. One case in this
study group had undescended testis and second case
had long history of gynaecomastia. The age groups
ranges from 55-75 years. It has been observed that male
breast cancer typically presents with an advanced stage
of disease than do women as these tumours are usually
superficial and centrally located with a ready access to
dermal lymphatics, pectoral fascia and subareolar
lymphatic channels thus explaining the advanced
disease at presentation.’® Our study cases presented in
stage 2 in two cases and stage 3 in three cases. The risk
of axillary lymph node metastasis co-related to the
clinical tumour size, histologic grades as reported.'!
Invasive lobular cancer is a very rare histopathological
type of male breast cancer, as lobular and acinar
structures are infrequent in the normal?t. Male breast
Lobular cancer makes up a smaller percentage of breast
cancer cases in men (1-2%) than in women (10-15%).
The significance of this histology is male breast
carcinoma is yet be known. Studies done by Gayatri
Gogoi et al. 2015 found higher percentage of lobular
carcinoma[16%] in women than usual from the same
institute.'8

In contrast to females with breast cancer, a high
proportion of men with carcinoma of the breast have
tissue positive for ER and PR.*? In all cases in our
study, ER and PR was positive and Her2neu was
negative. Thus, endocrine therapy plays an important
role in the management of male breast cancer.
Tamoxifen has been seen to be effective in patients
without orchiectomy, and following both orchiectomy
and adrenalectectomy.'® Though experience of adjuvant
therapy for males with breast cancer is very limited,
two studies have reported the benefits of adjuvant
chemotherapy in men.**%> However, as the median age
of patients presenting with male breast cancer is high
and with frequently associated chronic diseases,
tamoxifen as an adjuvant treatment may be a favorable
option for those unfit for surgery. All our cases were
treated by surgery, adjuvant tamoxifen, adjuvent
chemotherapy followed by axillary irradiation in three
positive nodes. Out of two cases one has completed 5
years of survival after diagnosis who was actually
negative for axillary node[3 others yet to complete 5
years of first diagnosis]. The one with axillary node
positive stage 3 cancer collapsed within 3 and half
years. Many prognostic factors considered in literature
include tumor size, histological grade and axillary
lymph node status with the latter being the most
important prognostic factor seemed to be in our cases
too. It would be important to observe what is the
advantage in response to therapy in our two node
negativecases would be receiving and would be leading
survival in contrast to node positive two cases.

Hence, male breast carcinoma although rare
warrants the need of always suspected breast lump to be
biopsied and sent for histoplathological examination.
Equally important is the role of pathologist to
accurately diagnose this condition by better sampling
and vigorously search for any tumour foci and presence
of tumour in nodes to properly stage the cancer. Role of
IHC is extremely indispensible to find out the presence
of hormonal receptor ER, PR and Her2neu and predict
the response to hormonal therapy. All cases in our study
got the advantage of receiving tamoxifen treatment and
observed a better response excect one with stage 3
collapsed with 3 and half years of diagnosis. So there is
a need of prospective randomized clinical trials
addressing the optimal surgical management, adjuvant
radiation therapy, hormonal therapy, or chemotherapy
for male breast carcinoma. Studies suggest an adjuvant
treatment, anti- estrogen therapy seems to be the first
line approach in a majority of patients with receptor
positive tumours and chemotherapy is reserved for
patients with poor prognostic factors.

Conclusion

Whether of lobular histology in male breast
carcinoma has any advantage? Difficult to comment at
this moment but definitely have advantage of adjuvant
tamoxifen in its managment as it is most likehood of
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being positive in ER, PR study. Much of the knowledge
remains to be gained about male breast carcinoma.
Majority of information regarding treatment of male
breast cancer is retrospective in nature and is derived
mainly from small single-institution series; thus, the
choice of treatment modalities is generally guided by
extrapolation of data from female breast cancer. In
regard to the paucity of data and the extreme rarity of
the disease carcinoma of male breast should be
considered and managed as a distinct entitylt is hoped
that a long term multicentric studies for risk factors
association and trials will be strategically designed to
optimize the treatment of this uncommon disease.
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