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Abstract 
 
Introduction. Secretory breast carcinoma is rare subtype of 
breast carcinoma which occurs primarily in children and 
young adults, so in the past it was called juvenile carcinoma. 
Case report. A 67-year-old female patient presented with 
mass of the right breast since one month. After physical, 
routine laboratory examination and mammography, core 
needle biopsy was performed and histopathological exami-
nation confirmed invasive carcinoma. Immunohistochemi-
cally, estrogen-receptors (ER) and progesteron-receptors 
(PR) showed weak positive reaction in 10% of tumor cells, 
while human epidermal growth factor receptor-2 (HER-2) 
was without expression. After an adequate preoperative 
preparation, operation was done – quadrantectomy with 
sentinel lymph node biopsy. Postoperatively, the patient was 
treated with 6 cycles of cyclophosphamide, methotrexate 
and fluorouracil (CMF) combination, radiotherapy (60 Gy) 
and tamoxifen. After 5-year follow-up the patient had no 
signs of the disease. Conclusion. Secretory breast cancer is 
a rare subtype of invasive breast carcinoma with wide age 
range of occurrence and good prognosis despite its triple-
negative immunophenotype. Although the therapeutic man-
agement is non-consensual for this breast cancer special 
type, surgery is considered the mainstay of the treatment as 
well as the adjuvant chemotherapy and radiation. 
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Apstrakt 
 
Uvod. Sekretorni karcinom dojke je redak tip karcinoma 
dojke koji se prvenstveno javlja kod dece i mlađih odraslih 
osoba, zbog čega se u prošlosti nazivao juvenilnim karcino-
mom. Prikaz bolesnika. Žena, starosti 67 godina, javila se 
zbog palpabilne, bezbolne mase u desnoj dojci, koja se javila 
mesec dana pre prijema. Nakon fizikalnog pregleda, ru-
tinskih laboratorijskih analiza i mamografije, načinjena je 
iglena biopsija i patohistološkom analizom dijagnostikovan 
je invazivni karcinom dojke. Imunohistohemijski, 10% tu-
morskih ćelija je pokazalo slabu pozitivnost na estrogenske i 
progesteronske receptore, dok je receptor humanog epider-
malnog faktora rasta-2 (HER-2) bio negativan. Posle adek-
vatne preoperativne pripreme, izvršen je opertivni zahvat – 
kvadrantektomija sa biopsijom limfnog čvora stražara. Post-
operativno, bolesnik je tertiran kombinacijom ciklofosfa-
mid/metrotreksat/fluorouracil (6 ciklusa), radioterapijom 
(60 Gy) i tamoksifenom. Petogodišnjim praćenjem boles-
nice nisu ustanovljeni znaci bolesti. Zaključak. Sekretorni 
karcinom dojke je redak tip karcinoma dojke, koji zahvata 
sve starosne grupe i ima dobru prognozu bez obzira na 
karakteristični tripl-negativni fenotip. Iako ne postoji stan-
dardizovan protokol lečenja, hirurška resekcija uz adjuvant-
nu hemoterapiju i zračnu terapiju su glavni terapijski po-
stupci za ovaj tip karcinoma dojke. 
 
Ključne reči: 
dojka, neoplazme; dojka, sekretorni karcinom; dojka, 
neoplazme, tripl negativne; dijagnoza; mastektomija, 
segmentalna; odrasle osobe. 

 

Introduction 

Secretory breast carcinoma (SBC) is rare subtype of 
breast carcinoma (˂ 0.1%). This subtype of breast carcinoma 

occurs primarily in children and young adults, though per-
sons of any age may be affected. Grossly, it is well-
circumscribed tumor, which is microscopically composed of 
glands and solid nests with microacini and cysts containing 
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eosinophilic, periodic acid Schiff (PAS) positive secretions. 
Tumor cells have pale granular or vacuolated cytoplasm, low 
nuclear grade and are estrogen receptor (ER) negative. SBC 
has a favorable prognosis in children and adolescents, al-
though it may recur locally or even metastasize, particularly 
in older women 1, 2. 

Case report 

A 67-year-old female patient presented with mass of the 
right breast since one month. After physical and routine labo-
ratory examination, mammography was done. It showed 
presence of shadow in down right lateral area of the right 
breast measured 2 × 1.8 cm. Core needle biopsy was per-
formed and histopathological (HP) examination confirmed 
an invasive carcinoma, probably of no special type. After an 
adequate preoperative preparation, operation was done – qu-
adrantectomy with sentinel lymph node (SN) biopsy. Gross 
examination revealed presence of lobulated node diameter of 
1.9 × 1.5 cm which was 1.5 cm to the closest resection mar-
gin. On the routine hematoxylin and eosin (HE) staining, the 
tumor showed pushing margin. The invasive tumor compo-
nent was composed of solid areas of atypical tumor cells 
with granular cytoplasm as well as cells with signet-ring fea-
tures. Also, there was a plenty of microcystic formations full 
of abundant eosinophilic material which was present in tu-
mor cells as well (Figure 1).  

 

 
Fig. 1 – Microcystic and solid areas of atypical tumor 
cells with granular cytoplasm and signet-ring features  

[hematoxylin and eosin (HE), 200×]. 
 
The nuclei of the tumor cells were small, round and low 

grade cytologically. The secretory material was clearly PAS 
and PAS-diastase positive (Figure 2). Immunohistochemi-
cally, ER and progesteron receptors (PR) showed weak posi-
tive reaction in 10% of tumor cells (Figure 3, 4), while hu-
man epidermal growth factor receptor-2 (HER-2) was with-
out expression. SN and lymphovascular spaces were negative 
for the presence of the tumor. Postoperatively, the patient 
was treated with chemotherapy – 6 cycles of cyclophos-
phamide, methotrexate and fluorouracil (CMF), radiotherapy 
(60 Gray) and tamoxifen, also. After 5-year follow-up the 
patient had no signs of the disease. 

 
Fig. 2 – The secretory eosinophilic material [periodic ac-

id Schiff (PAS), 200×]. 
 

 
Fig. 3 – Weak estrogen receptor positivity in single tumor 

cells [immunohistochemistry (IHC), 200×]. 
 

 
Fig. 4 – Weak progesteron receptor positivity in single 

tumor cells [immunohistochemistry (IHC), 200×]. 

Discussion 

Secretory carcinoma is a very rare type of breast carci-
noma, accounting for less than 0.1% of all infiltrating breast 
malignancies. It was first described in 1966 by McDivitt and 
Stewart 3 as juvenile carcinoma because they had 7 cases of 
this type of breast carcinoma without regional lymph node or 
distant metastases; patients ages ranged from 3 to 15 years, 
average 9 years SBC is most common under the age of 30, 
and it is the most common type of breast carcinoma in chil-
dren. Although originally described in children, it is now 
known to occur in adults in both sexes, with male to female 
ratio 1:6. Reports suggest that the disease tends to be more 
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aggressive in males 4. By 2003 there had been nearly 100 re-
ported cases of SBC. Lamovec and Bracko 5 reported four 
cases of SBC among 7,038 breast carcinoma cases, and Botta 
et al. 6 found one case of SBC among 3,000 breast carcinoma 
cases. Li et al. 7 reported 15 SBC cases in their pathologic 
review of 10,000 breast carcinoma cases. 

Clinically, the tumor usually presents as a mobile and 
palpable mass that is frequently subareolar but may occur in 
any part of the breast 8–10. Tumor size ranges from 0.5 cm to 
16 cm but it is usually between 1.5 cm and 3.0 cm, as in our 
case, and it tends to be larger in adults. Some authors con-
sider that when larger than 2 cm it appeares to have in-
creased malignant potential 11. 

Radiographically, there are sparse descriptions of mam-
mographic findings in the literature. SBC may be present as 
a discrete, lobulated, solitary mass with smooth or irregular 
borders which may mimic fibroadenoma. Because SBC oc-
curs more frequently in young woman, mammography may 
have a diagnostic limitation because of the relatively high 
density of the breast tissue. A retroareolar dense mass is the 
usual finding in children as well as in male patients 12–14. 

Ultrastructurally, the tumor consists of large number of 
membrane-bound intracytoplasmic secretory vacuoles con-
taining abundant secretory material 4. 

Grossly, it is often solitary, circumscribed, firm mass 
with grey, white or tan cut surface 15. 

Secretory carcinoma is histologically special type of breast 
carcinoma which has two main features – abundant PAS posi-
tive intracellular and extracellular secretions and a granular eo-
sinophilic cell cytoplasm 9. The tumor has predominantly push-
ing margins, occasionally with focal areas of infiltration. 

Microscopically, this tumor is composed of polygonal 
cells with vacuolated pale-pink cytoplasm, granular eosino-
philic or amphophilic cytoplasm and there is characteristic 
presence of large amounts of intracellular and extracellular 
secretory material which is variably reactive for mucin and 
PAS. Nuclei are small, round, bland with minimal atypia. 
Mitotic activity is low. Tumor cells are typically arranged in-
to papillary, microcystic and glandular structures 4, 15. Hya-
linized fibrous tissue is frequently identified centrally. Some-
times, tumor cells may show prominent granular eosinophilic 
cytoplasm focally and higher nuclear grade, resembling apo-
crine carcinoma morphology 16. Immunohistochemically, 
strong positive staining has been reported for S-100 protein, 
as well as α-lactalbumin and polyclonal carcinoembryonic 
antigen (CEA). No reactivity was observed for gross cystic 
disease fluid protein-15 (GCDFP-15). It has been reported 
that secretory carcinoma is negative for ER, PR and HER2, 
so called “triple negative” 2, 17. Recent studies suggest that 
SBC espress basal-cell markers, including cytokeratins 5/6, 

14 and 17, c-Kit (CD117), epidermal growth factor receptor 
and vimentin17–19. Also, there is consistently immunopositiv-
ity for S100 and α-lactalbumin 5 and for E-cadherin as ex-
pected in any subtype of ductal carcinoma. Proliferation in-
dex by MIB-1 ranges from 1% to 34% 20. 

Cytogenetically, human SBC has been associated with 
balanced translocation t 12, 15 – associated ETV6-NTRK3 
gene fusion as a dominantly acting oncogene in 12 of 13 cas-
es 21 and it is the first demonstration of a balanced transloca-
tion in breast cancer. Also, some authors demonstrated that 
SBC with the ETV6-NTRK3 gene fusion belongs to the phe-
notypic spectrum of basal-like breast carcinomas 17. 

Locoregional recurrence is rare, but some authors have 
reported that there is an increased rate of recurrence in those 
cases treated by local resection 11. Rosen and Cranor 22 have 
suggested that local recurrence is related to incomplete resec-
tion of the tumor. Tavassoli and Norris 9 have reported that 
metastasis to axillary nodes is not shown in tumors smaller 
than 2 cm in diameter. Distant metastases are extremely rare, 
and only four cases have been reported 10. 

Because of scarcity of reported cases, there is no pub-
lished guidelines on the disease management. Surgical exci-
sion is the primary mode of the treatment for SBC with SN 
examination. In children, local excision with SN mapping is 
the preferred initial treatment with preservation of prepuber-
tal breast tissue. In adults, because of the increased rate of 
recurrence, a simple mastectomy is recommended. Modified 
radical mastectomy has been favoured by some authors in 
cases with tumor size greater than 2 cm and poor gross cir-
cumscription 11. Although there is no evidence to support, 
adjuvant chemotherapy and radiation have been tried for 
adults 10. Recurrences may develop 6 and 8 years following 
both local excision and modified mastectomy, respectively. 
Distant metastases are extremely rare and were usually re-
ported even after 20 years of a surgical treatment, so it is de-
sirable to follow patients at least 20 years 23. 

Conclusion 

Secretory breast cancer is a rare subtype of invasive 
breast carcinoma with wide age range of occurrence and 
good prognosis despite its triple-negative immunophenotype. 
The histopathological diagnosis of this tumor is quite chal-
lenging although there is the specific morphologic pattern. 
SBC belongs to the phenotypic spectrum of basal-like breast 
carcinomas. Although the therapeutic management is non-
consensual for this breast cancer special type, surgery is con-
sidered the mainstay of treatment as well as the adjuvant 
chemotherapy and radiation. Future molecular analyses may 
help for making targeted therapy for this disease. 
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