
Introduction

Secretory carcinoma is the commonest type of brea-
st cancer in children and it was first reported as “juve-
nile breast carcinoma” by McDivitt in 1966; subsequent
studies have shown that also adults can be affected by this
disease and the original term has been replaced by the
more appropriate “secretory breast cancer” (SBC) in 1980s
(2/3 of approximately of 100 published cases of SBC have
been in adult population). It accounts for less of 0.15%
of all infiltrating breast cancers and this disease affects
both males and females (1). 

The typical clinical presentation of SBC is a slow-
growing,painless, well-circumscribed, mobile, palpable
mass occurring anywhere in the breast but it may be non-
palpable and be detected as a radiologic lesion. SBC ul-
trasound appearance shows a solitary,microlobulated, hy-
poecoic mass resembling a benign lesion such as a fi-
bradenoma or other well-circumscribed carcinomas. Tu-
mor size ranges from 0.5 cm to 16 cm but is usually
between 1.5 and 3 cm and microscopically arranged in
microcystic,ductal and solid pattern, associated with low
grade ductal carcinoma in situ (DCIS)and foci of inva-

sion in the surrounding tissue (2); tumor cells are cha-
racterized by a granular eosinophilic cytoplasm and show
abundant intra- and extracellular secretion of material
containing sulfated mucopolysaccharides and mucin,
PAS-positive. SBC are generally negative for estrogen and
progesterone receptors, have a low proliferation index and
usually do not present HER-2/neu gene amplification (tri-
ple negative breast carcinoma); these features, added to
the expression of cell markers like cytokeratins 5/6, 14
and 17, contribute to delineate a basal-like immunohi-
stochemical profile (3). Some recent studies have de-
monstrated that SBC has a specific molecular and genetic
marker, characterized by the presence of a chromosomal
translocation t(12;15) that results in the expression of
a chimeric tyrosine kinase, encoded by the ETV6-NTRK3
fusion gene (4,5).

Anyway the clinical course of SBC is characterized
by a tendency for late local recurrence and prolonged sur-
vival, even with lymph node metastases and death from
metastatic secretory carcinoma is extremely rare (6). Ac-
cording to the literature about this rare subtype, only 5
cases of secretory carcinoma with distant metastases were
reported, in association with large tumor size and mul-
tiple lymph node involvement.

Case report

A 50 years old woman was admitted to our Breast Surgery Unit
with an ultrasound diagnosis (Figure 1) of a 15 mm hypoecoic, cir-
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cumscribed, microlobulated lump, well-vascularized at Doppler exa-
mination, located in the upper-outer quadrant of the right breast and
discovered during a screening-check two months before. At the same
time of the ultrasonography examination, a FNAB (fine needle aspi-
ration biopsy) of the lesion was performed and revealed the presen-
ce of a mixed, infiltrating carcinoma consisting of a well differentiated,
invasive ductal form, associated with a tubular carcinoma; tumor cel-
ls were negative for estrogen and progesterone receptors whereas po-
sitive for cytokeratin 5. 

At physical examination the palpable right breast mass was pain-
less,with well-defined margins and increased in density, extended for
more than 1 cm and shifting on the underlying layers and under the
overlying too. There was no nipple discharge or inversion, nor cli-
nical evidence of axillary lymph node involvement. Her familial anam-
nesis was positive for a case of breast cancer and she underwent mo-
nolateral hystero-oophorectomy at the age of 46. 

Therefore, on the basis of these findings, a surgical procedure of
right breast quadrantectomy with omolateral axillary sentinel lymph
node (SLN) biopsy was performed. Intraoperative pathological eva-
luation of SLN indicated that it was negative and no complete axil-
lary dissection was then carried out. SLN was further postoperati-
vely examined with hematoxylin and eosin (H&E) as well as im-
munohistochemical techniques and it was not involved by metastases
, in accordance with preoperatively frozen section (FS) analysis. The
macroscopic examination of breast operative specimens revealed the
presence of a nodule measuring 1 cm in its largest diameter. Mi-
croscopic findings detected a well-differentiated secretory breast car-
cinoma, characterized by central desmoplasia and peripheral mo-
nonuclear cells infiltrate; there were also seen cystic spaces, apocri-
ne metaplasia and microcalcification in the context of the removed
breast tissue. Immunohistochemistry was also performed: tumor cel-
ls were negative for estrogen receptors, p53, C-erbB-2/neu althou-
gh weakly positive for progesterone receptors (4% positive cells); 10%
was the value of MIB1-labeling index and the SBC was diagnosed
as stage IA disease,G1 (pT1pN0 M0).

There was no indication for chemotherapy because of the non-
responsiveness of this cancer in addition to the absence of node-
positive disease; an adjuvant radiotherapy schedule was then
planned.

Follow-up
A postoperative abdomen ultrasonography and a bone scinti-

graphy were performed to exclude any metastatic diffusion. After
five weeks of radiation therapy, patient’s follow-up time has been
started, with annual clinical and diagnostic imaging controls.

Discussion and conclusions

There is still no consensus of opinion as to how SBC
should be treated, because there aren’t enough reports in
literature (7). However there are specific features that can
guide us in the management of this pathology. Secretory
breast carcinoma is better detected by ultrasonography
as a mass with a round or oval or tubular shape, with re-
latively well-circumscribed or partially microlobulated
margins, and with an hypoecoic or an isoechoic inter-
nal echo texture (8). It’s typically slow-growing and it can
mimic benign lesions, such as a fibroadenoma and the
differential diagnosis include a wide range of benign pro-
cesses or malignant lesions (i.e. cystic hypersecretory hy-
perplasia, juvenile papillomatosis with apocrine metaplasia
or mucinous carcinoma, apocrine carcinoma and cystic
hypersecretory carcinoma). Invasive secretory carcino-
ma can be differentiated from most of the entities listed
above, by demonstrating the absence of myoepitelial cell
layer; so the diagnosis is straightforward either with a fine
needle biopsy or core biopsy that can demonstrate its spe-
cific histological pattern. 

Although SBC is well circumscribed macroscopically,
there may be foci of invasion in the surrounding brea-
st tissue and associated ductal carcinoma in situ, which
can be responsible for local recurrence after incomple-

Figure 1 - Power-Doppler breast ultraso-
nography shows the hypoecoic, micro-
lobulated and well-vascularized lesion.
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te excision. Secretory breast carcinoma behavior seems
to be less aggressive in children than in adults and a good
prognosis is associated with a tumor size of less than 2
cm and a mass with circumscribed margins (9). Surgery
is still considered the most proper strategy to treat this
disease. In children local excision with sentinel lymph
node biopsy or complete axillary dissection is preferred;
in adults conservative surgery either simple or modified
radical mastectomy can be performed, depending on the
tumor size and on the lymphonodal status (2). Howe-
ver, involvement of more than 3 nodes may indicate the
risk of systemic spread to distant sites (i.e.lung, liver, bone
and scalp) and a poor outcome (9). 

Since systemic metastases are extremely rare, the-

re is no evidence to suggest that adjuvant therapy would
be beneficial for such patients and SBC appears to be
non-responsive to various chemotherapy protocols. This
chemoresistance is probably due to the acquiring of mu-
tations during the slow growth of this carcinoma and
it’s important to underline the necessity for a long-term
follow–up of the patients (10). Latest findings show
that secretory breast cancer has an immunohistoche-
mical and genetic feature that can differentiate it from
the more common ductal carcinoma of the breast. The
detection of a frequent expression of ETV6-NTRK3 fu-
sion gene could implement current diagnostic and the-
rapeutic strategies such as with future targeted thera-
pies.
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