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Case Report

Secretory carcinoma of breast with EGFR and weak ER positivity: A case report
with discussion of distinguishing features
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ARTICLE INFO ABSTRACT

Article history: Secretory breast carcinoma (SBC) is a rare histologic type of indolent carcinoma breast, accounting for
Received 10-09-2021 <0.5% of all breast cancers. It is characterized by intracellular or extracellular secretion and granular
Accepted 11-12-2021 eosinophilic cytoplasm of the neoplastic cells. A 46-year-old woman presenting with palpable breast lump,
Available online 14-02-2022 was diagnosed as Secretory carcinoma following imaging and preoperative core-needle biopsy. Patient

underwent neoadjuvant chemotherapy, followed by breast conserving surgery. The diagnosis was further
confirmed on histopathology and Immunohistochemistry (IHC) with weak ER positive and EGFR positive
tumour showing no expression of PR, Her2neu and CK5/6. Secretory carcinoma is a rare and special type
of invasive breast carcinoma, with a wide age range and good prognosis. Inclusion of both basal markers
(CK5/6,EGFR) on IHC and cytogenetic analysis are crucial for confirmation of SBC.
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1. Introduction Local examination showed a mass measuring 5x6cms.

M hy showed th fal ill defined

Secretory breast carcinoma (SBC) was first described by Mc 1 ammographly showed the presence ol a farge, I delined,

.. 11, obulated heteroechoic lesion in the retroareolar region of
Divitt and Stewart. " It is a very rare subtype of breast cancer

. . . > left breast, with significant internal vascularity, suggestive
and constitutes for 0.5% of all invasive breast cancers. . .
.. . . . ; of BIRADS VI. Also noted were multiple small satellite
Originally described as a juvenile breast carcinoma as due . . . . ,
e . . . ) lesions with no internal vascularity, largest at 9 o’clock
to it’s predominance in younger age, it has an indolent

. .. . ST e . ing 2.2 x 1.6cm.
behaviour. It is identified by its distinct histomorphology, meaéunng X (':m. _
triple negative immunophenotype and favourable prognosis. Fine needle. aspiration (FNA) Pefformed with a 22-
We report a case of this invasive carcinoma with secretory ~ gauge needle, yielded thick material. Highly cellular smears

morphology exhibiting weak ER positivity and only one ~ showed numerous papillaroid fragments and dyscohesive
basal marker expression. clusters of epithelial cells, absence of bipolar bare

nuclei in a scant mucinous background, prompting a
diagnosis suggestive of malignancy. Core needle biopsy

was performed and was sent for histopathological (HP)
A 46-year-old female patient presented with mass in the evaluation.

left breast since one month. General, systemic examination
and routine laboratory investigations were carried out.

2. Case Report

Sections studied showed a neoplasm with tumour cells
arranged in microcystic, tubular, focal micropapillary
" % Corresponding author. and solid pattern. The tumour cells were large with

E-mail address: pparamital 982 @gmail.com (P. P. Mishra). eosinophilic granular to vacuolated cytoplasm, round
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to oval hyperchromatic nucleus, with focal conspicous
nucleoli. Intracytoplasmic and extracellular eosinophilic to
amphophilic secretions were seen (Figures 1 and 2).
Occasional mitotic figures (4-5/per 10 hpf) seen
with moderate tumour infiltrating lymphocytes. No
lymphovascular or perineural invasion identified. With
these histopathological features, a diagnosis of invasive
breast carcinoma with Secretory morphology was made
with grade II morphology. Immunohistochemistry (IHC),
IHC4 was performed which showed Allred Score for ER
of 2+1=3 (Figure 4), Her 2 neu (Figure 5) and PR was
negative and Ki67 was 10% in tumour hotspots (Figure 6).
Later, EGFR was found to be positive (Figure 7) & CK5/6
was negative (Figure 8).

Chest X-ray, abdominal ultrasound did not show any
evidence of metastatic disease. Following an 8 cycle
neoadjuvent therapy, the patient underwent modified radical
mastectomy with axillary lymphnode dissection and the
specimen was sent for Oncopathology evaluation.

Gross examination showed multifocal tumour, larger
measuring 7x4x5cm in upper and inner quadrant of breast;
smaller tumour measured 1.2x1xlcm and was located in
lower outer quadrant. On microscopic evaluation with
routine hematoxylin and eosin (HE) staining, the tumour
showed pushing margin with morphology similar to core
needle biopsy. Other histological features included signet-
ring morphology, numerous microcysts, abundant intra
and extracellular (within microcysts) eosinophilic material,
which was Periodic acid- Schiff (PAS) and diastase resistant
(Figure 3). The nucleus of these tumour cells were of low
cytological grade. Mitotic activity was sparse and focal
areas of necrosis was noted. No in-situ ductal / lobular
carcinoma component was identified. All the resected
margins were free of invasive tumour. 17 reactive axillary
lymphnodes isolated showed no metastasis. Patient was
stable in post operative period.

Fig. 1: Photomicrograph: H & E; 10x: Microcysts, abundant intra
and extracellular eosinophilic material

Fig. 2: Photomicrograph: H & E; 40x: Microcysts, abundant intra
and extracellular eosinophilic material

Fig. 3: Photomicrograph: H & E; 40x: Periodic acid- Schiff (PAS)
positive eosinophilic material

Fig. 4: Photomicrograph: IHC; 40x: Weak ER positivity
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Fig. 8: Photomicrograph: IHC; 40x: Neagtive CK5/6

Fig. 5: Photomicrograph: IHC; 40x: Her 2 neu negativity

3. Discussion

Secretory breast carcinoma is a rare type of breast
carcinomas, reported in both sexes. With a median age of
presentation as 25 years (range, 3—87 years). The patients
commonly present with a slow growing, unifocal painless,
well-circumscribed subareolar mass within the breast.
Few authors suggest a size larger than 2 cm as linked
to an increased malignant potential.> SBC has a low-
grade clinical course and is associated with a favourable
prognosis. Our patient is a 46-year-old women with
multifocal tumours and of large size.

There are sparse descriptions of mammographic findings
in the literature. Due to the frequent occurrence in young
woman, mammography may have a diagnostic limitation.

Grossly, it is circumscribed, firm grey white tumour
Fig. 6: Photomicrograph: THC; 20x: Low ki67 mass with pushing margins.. Secretory carcinoma,
histologically is a special type of breast carcinoma with
two main features — abundant PAS positive intracellular
and extracellular secretions and a granular eosinophilic
cell cytoplasm.* Tumour cells are typically arranged
into papillary, microcystic and glandular structures. On
Immunohistochemistry, Secretory carcinoma is usually
“triple negative” phenotype or may be weakly ER positive.>
Proliferation index by MIB-1 ranges from 1% to 34%.°
CK5/6 and or EGFR positive has been noted in later
literature, thus confirming the basal immunophenotype.’
Our case bears weak ER positivity with positive expression
of EGFR confirming the basal immunophenotype.
Cytogenetically, SBC has been associated with balanced
translocation t (12, 15) with associated ETV6-NTRK3 gene
fusion.”

Glycogen-rich clear cell carcinoma (GRCC) was the
closest differential in our case. It is characterized by the
presence of neoplastic cells with a glycogen-abundant clear
cytoplasm (the Periodic Acid Schiff—positive, diastase-
sensitive).® But in our case there was presence of
abundant PAS positive, diastase resistant intracellular and
extracellular secretions and a granular eosinophilic cell

Fig. 7: Photomicrograph: IHC; 40x: EGFR positivity
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cytoplasm, thus favouring a preferred diagnosis of secretory
carcinoma.

Surgical excision is the primary mode of the treatment
for SBC with sentinel node examination. Distant metastases
are extremely rare.’

4. Conclusion

Secretory carcinoma is a rare variant of breast carcinoma.
SBC bears good prognosis despite its basal type
Immunophenotype. The histopathological diagnosis
of this tumour is quite challenging, inspite of the
specific morphologic pattern. Careful interpretation of
cytological features, histomorphology in combination with
immunohistochemistry ensures the correct diagnosis.

5. Source of Funding

None.

6. Conflict of Interest

The authors declare no conflict of interest.

References

1. Mcdivitt RW, Stewart FW. Breast carcinoma in children. J Am Med
Assoc. 1966;195(5):388-90.

2. Eusebi V, Sneige SN, Sapino A. Secretory carcinoma. In: Sunil R,
Lakhani IOE, Schnitt SJ, Tan PH, van de Vijver M, editors. WHO
Classification of Tumours of the Breast. Lyon: International Agency for
Research on Cancer (IARC); 2012. p. 71-2.

3. Richard G, Hawk JC, Baker AS, Austin RM. Multicentric adult
secretory breast carcinoma: DNA flow cytometric findings, prognostic
features, and review of the world literature. J Surg Oncol.

1990;44(4):238-44.

4. Tavassoli FA, Norris HJ. Secretory carcinoma of the breast. Cancer.
1980;45(9):2404-13.

5. Li D, Xiao X, Yang W, Shui R, Tu X, Lu H, et al. Secretory breast
carcinoma: a clinicopathological and immunophenotypic study of 15
cases with a review of the literatiire. Mod Pathol. 2012;25(4):567-75.

6. Diallo R, Schaefer KL, Bankfalvi A, Decker T, Ruhnke M, Wiilfing
P. Secretory Carcinoma of the breast: a distinct variant of invasive
ductal carcinoma assessed by comparative genomic hybridization and
immunohistochemistry. Hum Pathol. 2003;34(12):1299-305.

7. Gupta RK, Kenwright D, Naran S, Lallu S, Fauck R. Fine
needle aspiration cytodiagnosis of secretory carcinoma of the breast.
Cytopathol. 2000;11(6):496-502.

8. Vranic S, Skenderi F, Beslagic V, Gatalica Z. Glycogen-rich Clear
Cell Carcinoma of the Breast: A Comprehensive Review. Appl
Immunohistochem Mol Morphol. 2020;28(9):655-60.

9. Krausz T, Jenkins D, Grontoft O, Pollock DJ, Azzopardi JG. Secretory
carcinoma of the breast in adults: emphasis on late recurrence and
metastasis. Histopathol. 1989;14(1):25-36.

Author biography

Anuradha Calicut Kini Rao, Professor

Pragnya P Mishra, Fellow in Oncopathology
0002-8133-7443

https://orcid.org/0000-

Madan K, Assistant Professor

Siddhartha Biswas, HOD

Cite this article: Rao ACK, Mishra PP, MK, Biswas S. Secretory
carcinoma of breast with EGFR and weak ER positivity: A case report
with discussion of distinguishing features. Indian J Pathol Oncol
2022;9(1):77-80.



https://orcid.org/0000-0002-8133-7443
https://orcid.org/0000-0002-8133-7443
https://orcid.org/0000-0002-8133-7443

	Introduction
	Case Report
	Discussion
	Conclusion
	Source of Funding
	Conflict of Interest

