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ABSTRACT

The intracystic papillary carcinoma (IPC) is one of the rarest types of breast cancer, mainly in men, representing less than 1% of 

the malignant diseases in the male sex. It is frequently associated with the ductal carcinoma in situ (DCIS), but there are also other 

forms such as the pure and the invasive ones. The male population breast cancer diagnosis is late and, therefore, it has a worse 

prognosis. The diagnosis is given by imaging tests and anatomopathological studies. The treatment consists of excisional tumor 

therapy, which can be carried out conservatively or through mastectomy, with or without adjuvant therapy. 
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INTRODUCTION
Breast cancer in men is rare, accounting for about 1% of all breast 
cancers and associated with less than 0.1% mortality. Its incidence, 
as well as in women, is also related to age, as it mainly affects 
men aged over 60 years. The five-year overall and event-free sur-
vival is low, mainly due to the late diagnosis. When this diagno-
sis is made, a neoplasm in a more advanced stage is identified1,2.

Intracystic papillary carcinoma (IPC) is among the rar-
est forms of breast cancer, with an incidence of less than 1% of 
breast neoplasms. It is usually verified in older women, but it also 
affects men, though more uncommonly. It has a good prognosis. 
Its 10-year survival rate is 100% and the recurrence-free rate is 
95%, which shows that, despite being a rare cancer, it has a high 
survival rate and a low recurrence rate1-8. Thus, to document the 
occurrence of breast cancer in men is deemed very relevant to 
identify possible risk factors, to develop more specific therapeu-
tic strategies and even future prevention measures. 

Therefore, this study aimed to report the case of a male patient 
diagnosed with breast cancer, as well as his clinical history and 
the histological subtype of the tumor, in addition to analyzing the 
therapeutic approach and its follow-up.

CASE REPORT
FRS, man, 41 years old, identified the presence of a painless nodule in 
the left breast in the retroareolar region and sought medical care in 

December 2018. On that occasion, ultrasound and bilateral screen-
ing mammogram were performed, which showed, respectively, a 1.3 
cm nodulation in the left breast, well-delimited, in the retroareolar, 
hypoechoic and Bi-rads III region, and a well-delimited nodulation 
in the central region of the left breast of 1.2 cm and Bi-rads 0.

Five months after undergoing these tests, the patient sought 
new medical care in May 2019. During this consultation, bulging in 
the left areolar region was identified on the physical examination, 
on static inspection, and its accentuation, on dynamic inspection. 
On palpation of the breast, a hardened nodulation of approximately 
2 cm in diameter was observed in the retroareolar region, irregular 
and adhered to adjacent planes. In the armpits, bilateral fibroelastic 
lymph nodes were detected, and breast expression was negative.

After clinical evaluation, a new ultrasound was requested and 
a nodular growth of 0.26 cm was observed, with a new diameter 
of 1.56 cm. Furthermore, irregular contours and Bi-rads IVa were 
found, which demonstrated significant tumor growth in the last 
five months. An excisional biopsy was chosen for anatomopatho-
logical study due to the location and superficiality of the nodulation.

Postoperatively, the patient developed seroma and a small 
area of necrosis in the areolar region (Figure 1).

The anatomopathological report of the excision of the breast nodule 
showed an epithelial proliferative lesion with an extensive area of tumor 
necrosis. The residual neoplasm sample showed cells with mild atypia 
arranged in solid and cribriform arrangements. Mitotic figures were 
not observed and the surgical margins were compromised (Figure 2A).
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To confirm the diagnosis, the specimen was referred to immu-
nohistochemical study, which showed encapsulated papillary 
carcinoma,9 with an intermediate-grade ductal carcinoma in situ 
component in the adjacent parenchyma (Figure 2B). Histological 
sections demonstrated an extensively necrotic papillary lesion, 
well-delimited, consisting of fibrovascular axes covered by monot-
onous epithelial cells with atypia.

In the periphery of the lesion, areas of intermediate-grade 
solid and cribriform ductal carcinoma in situ were identified. 
No frankly-invasive carcinoma foci were identified in the sam-
ple. The presence of associated ductal carcinoma in situ poses 
greater risk of local recurrence.

The neoplasm was negative for calponin (SMMHC) and p63 
protein, confirming the absence of these cells in the papillary 
stems and in the periphery of the lesion, negative for high molec-
ular weight cytokeratin (CK-14), and showed strong and diffuse 
positivity for estrogen receptor (ER) (Figure 2B, Table 1). 

The anatomopathological report also demonstrated an epithe-
lial proliferative lesion with extensive tumor necrosis. The resid-
ual neoplasm sample showed cells with mild atypia arranged in 
solid and cribriform arrangements.

After diagnostic confirmation, the patient underwent simple 
mastectomy, with isotopic labeling of sentinel lymph node, and 
had good postoperative evolution. According to the anatomo-
pathological study, a sentinel lymph node free of neoplastic infil-
trate and the left breast without residual neoplasia were verified.

Clinical oncology evaluation was requested and Tamoxifen 
20 mg/day was prescribed. The patient remained in clinical fol-
low-up after surgery. He showed no signs of local recurrence and 
has been under outpatient follow-up since the time of diagno-
sis, in December 2018, with a total follow-up time of three years.

DISCUSSION
Intracystic papillary carcinoma (IPC) is a rare cancer, representing 
1% of all types of cancer. It accounts for up to 2% of cases in women, 
whereas in men the incidence is less than 1%. The average age of its 
onset ranges from 68 to 84 years, and it mainly affects women, being 
unusual for men4. It is characterized as intracystic papillary growth 
carcinoma of the breast, mostly unilateral growth. The diagnosis is 
usually localized, without dissemination to lymph nodes or with dis-
tant metastases3,4,10. In the reported patient, the tumor presentation 
was at 41 years of age, lower than the epidemiological data, and it 
was well-localized and without dissemination and/or metastases.

Anatomically, this tumor usually appears macroscopi-
cally as a well-defined lesion surrounded by a fibrous capsule. 
Microscopically, the capsule can be filled by a fibrovascular layer, 
and its stroma is characterized by cells distributed in clearly pap-
illary structures. However, they can present a malignant cellular 
aspect, with the presence of atypia4,5,10. Figure 1. Patient’s left breast showing postoperative changes.

H&E: hematoxylin and eosin staining; ER: estrogen receptors.

Figure 2. (A) Results of the histopathological study that showed, in the periphery of the lesion, areas of intermediate-grade ductal car-
cinoma in situ, solid and cribriform types; (B) Immunohistochemical study showing strong and diffuse positivity for estrogen receptors.
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Histologically, IPC is divided into three subtypes: pure, IPC 
associated with ductal carcinoma in situ (DCIS), and that asso-
ciated with invasive cancer4,5,10. IPC in its pure form is extremely 
rare. The most frequent form of presentation is associated with 
DCIS or invasive cancer. In order to differentiate the histological 
type, studies claim that core biopsy has proved to be effective in 
differentiating papillary neoplasms from other diseases and from 
their benign forms6. Addressing the nature of the carcinoma is 
extremely important for the prognosis, as IPC associated with 
DCIS becomes an important causal factor for the development 
of invasive carcinoma, requiring additional treatment6.

Thus, IPC associated with DCIS refers to a more diffuse form 
of the disease, which involves several ducts, thus making the lesion 
more extensive and less localized, favoring the development of inva-
sive carcinoma in addition to posing greater risk of local recurrence3.

The progression of carcinoma to the invasive form can be iden-
tified by immunohistochemical study, as the high degree of cell dif-
ferentiation favors the metastatic process of the tumor. The lack of 
a basal layer in myoepithelial cells (SMMHC) can be identified by 
calponin and p63, proteins present in myoepithelial cells that, when 
expressed, indicate that the carcinoma is not yet invasive, i.e., that 
it is in situ3,11-13. Hence, it is observed that the loss of the basal layer 
in the myoepithelial cells, i.e., the loss of expression of calponin and 
p63, assists in the tumor metastatic dissemination, making the car-
cinoma invasive. Nevertheless, the lack of expression of these recep-
tors increases the chances of this tumor to be malignant. The identi-
fication, by immunohistochemistry, of calponin and p63 proteins is 
highly sensitive in detecting tumor invasion in malignant papillary 
breast lesions, being widely used in clinical practice3,11-13. 

Clinical, radiological and immunohistochemical findings are 
essential for diagnosis. Ultrasonography shows a hypoechoic area 
with soft tissue echoes projecting from the cyst wall and evidenc-
ing an intracystic tumor7. Mammography in IPC is less specific for 
small tumors and usually becomes inconclusive. Conversely, larger 
lesions can be described as dense and well-circumscribed masses. 
Excisional biopsy can be performed on cystic breast lesions, and 
the anatomopathological study associated with immunohisto-
chemistry helps to make a definitive IPC diagnosis3,13.

The differential diagnosis of intracystic papillary lesions is 
given by histopathological samples and immunohistological stud-
ies. Therefore, some authors have reported that differentiation of 

intracystic papillary carcinoma is also related to loss of heterozy-
gosity (LOH) on chromosome 16q. This characteristic has become 
a useful marker to differentiate an intracystic papillary carcinoma 
from an intraductal papillary carcinoma, as it does not have LOH7,8. 
Thus, by polymerase chain reaction, it is possible to determine the 
malignant potential of IPC more clearly. The etiology of the lesions 
is paramount to verify the disease prognosis and, therefore, to ana-
lyze an additional treatment plan when feasible6-8.

According to the literature, the detection of ER and proges-
terone increases the probability that the tumor will develop in 
a favorable way. This is because about 90% of IPC that are posi-
tive for these markers are classified as neoplasms with good 
prognosis4. Furthermore, the presence of LOH on chromosome 
16q in IPC demonstrates that this tumor has a low probability of 
malignancy, which is an important prognostic factor. However, 
the negativity expressed by calponin and p63 proteins in myo-
epithelial cells indicates that this tumor has a greater chance of 
progressing to an invasive carcinoma, favoring distant metasta-
ses. Therefore, despite presenting a worse prognostic factor due 
to the negativity of the expression of proteins in myoepithelial 
cells, other factors, such as the expression of ER and the pres-
ence of LOH on chromosome 16q, cooperate for the carcinoma of 
the patient in question to present a good prognosis over time11-13.

Treatment, according to some studies, should be based on the 
associated pathology, and there are still no definitive guidelines 
for treatment. Surgical excision with a safety margin for resection 
has become the mainstay of treatment and can be conservative 
or not; in the later case, a mastectomy is required4-16.

Regarding the use of hormone replacement therapy, it is not 
recommended as a routine procedure, considering that there are 
no changes related to future prognosis. Nevertheless, concerning 
IPC associated with DCIS or microinvasive disease, patients may 
receive Tamoxifen therapy due to increased rates of tumor recur-
rence and the development of invasive carcinoma. Thus, addi-
tional treatment is needed to reduce tumor recurrence rates3,16,17.

CONCLUSION
Intracystic papillary carcinoma is an extremely rare cancer, espe-
cially in men. Some immunohistochemical characteristics make this 
tumor associated with carcinoma in situ to have a better prognosis 

Table 1. Result of the immunohistochemical study of the collected sample with positivity only for estrogen and androgen receptors. 
The remaining was negative.

Antibodies Clone Result Note / Block (%)

Estrogen receptor ER1 Positive 100; +++/+++ (A2884/19)

Cytokeratin 14 LL002 Negative (A2884/19)

Myoepithelial cells (SMMHC) SMMS-1 Negative, Myoep. cells (A2884/19)

p63 protein (squamous/transitional epithelia; myoepithelial cells) DAK-p63 Negative, Myoep. cells (A2884/19)

Androgen receptor F39.4.1 Positive (A2884/19)
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such as the presence of ER. Diagnostic investigation is carried out 
through clinical examination associated with imaging tests, which 
may be requested during the evaluation. In addition, anatomo-
pathological and immunohistochemical studies can contribute to 
a better characterization of the carcinoma. The mainstay of initial 
treatment is surgical excision of the tumor, followed by systemic adju-
vant therapy, using Tamoxifen, a selective ER modulator. Therefore, 
this drug is the most suitable for tumors that express positivity for 
ER and progesterone. As for radiotherapy, it has been shown to be 
more effective for IPC associated with DCIS, but it is more suitable 
for more aggressive cases associated with lymphovascular invasion. 
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