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Introduction
The malignant eccrine glands neoplasms are rare tumors and 

therefore their low incidence makes difficult to collect in only one 
centre the sufficient number of cases to know their biological behavior 
and to have enough experience for assessing the best treatment and 
prognosis. 

Malignant, potentially malignant and benign skin appendageal 
tumors, which are commonly defined as rare, are quite numerous 
instead [1]. The recognition is very important because eccrine 
carcinomas have potential local destruction and metastasis.

Case Report
An 82-year-old man was admitted to A&E complaining 

of abdominal pain with nausea and vomiting. During physical 
examination, a 3cm, irregular, roundish, bluish lesion was found 
on his left areola in proximity of the nipple. This lesion had arisen 3 
months before our visit. A biopsy was performed. In consideration of 
the clinical aggressive behavior of the found tumor (MNH) a radical 
mastectomy was performed. In this latter surgical specimen residual 
foci of neoplastic cells were found, but margins were free of tumor. 
A clinical follow up every 6 months has been considered to be the 
appropriate approach, without an adjuvant therapy, because of the 
surgical radicalization and the age of the patient.

Histopathology showed that the tumor was composed of variable 
dimension nodules, papillary structures and hemorrhagic areas. 
Margins were irregular but pushing and no connection with the 
epidermis was seen (Figure 1). Cells composing the nodules and 
the papillary structures were round with round nucleus and a small 
centrally placed nucleolus and scanty cytoplasm. Cells with clear cell 
changes and focal glandular formations were evident. Comedonecrosis 
was also focally present (Figure 2). Mitoses were more than occasional, 
some of them atypical. Stroma had a pale homogeneous character, 
highly vascularized. Blood vessels infiltration by neoplastic cells was 
also present. A diagnosis of malignant nodular hidradenocarcinoma 
(MNH) was made. 
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Abstract
Here in we describe a rare case of an “orphan” neoplasm arising on an unusual site. During the clinical 

examination, a mass of 3cm was found on the left areola of a male patient. It was a solid, sliding on the deep 
layer, with a bluish color mass; therefore an excisional biopsy was performed. The histopathological diagnosis was 
nodular malignant hidradenoma. An oncological consulting recommended a surgical radicalization through a radical 
mastectomy. No adjuvant therapy has been given. The patient is alive with no evidence of disease after one-year 
follow up.

Figure 1: The neoplastic nodule was partially cystic with irregular margins.
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Immunohistochemistry revealed strong positivity for epithelial 
membrane antigen (EMA), estrogen and progesterone receptors (EPR) 
and CEA. P63, CFDP-15 and C-erbB2 were negative. Ki67 decorated 
40% of neoplastic cells. 

Discussion
Eccrine neoplasms (poromas) were first described in 1956 [2]. Body 

involvement is: 65% on the soles, 10% on the palms and 25% in other 
regions (extremities, face, neck and trunk) [3]. Usually they are solitary 
lesions but a multiple lesions form has been reported and classified as 
“poromatosis”. These lesions occur in clusters and tend to be normally 
pigmented [3], but may also appear hyperpigmented for the excessive 
presence of melanin, or purplish for proliferation of blood vessels [4]. 
The diameter usually varies from 0.2 to 1.5 cm but in our case it was 
3cm. The peak of incidence is in the sixth decade of life [3].

Histologic considerations

Although sweat-glands neoplasms generally arise from the eccrine 
cellular lineage, they exhibit cellular growth patterns that may further 
influence the neoplasm’s architecture. Hidradenoma may exhibits 
both cystic and solid features and that is why it enters on differential 
diagnosis with apocrine tumors; in fact there are divergent opinions 
on the primitive cellular lineage [5,6]. The issue is complicated by the 
coexistence of eccrine and apocrine cells inside cutaneous hamartomas 
or inside adnexal tumors with mixed differentiation (follicular and 
sebaceous). Coexistence of both eccrine and apocrine components has 
been already proved within the same lesions as syringocystadenoma 

papilliferum (SCAP) and Fox–Fordyce disease [7]. Some authors 
believe that these glands are synonymous with cutaneous mammary-
like glands (MLG), which are now recognized to be a normal component 
of the skin in the anogenital region, including the perianal skin [8]. 
MLG have features of apocrine, eccrine and mammary glands. The 
past assumption that these glands represent ectopic/accessory breast 
tissue lying along the milk line (mammary ridge) is now believed to be 
incorrect. These lesions often have a papillary pattern that reminisces 
the fibrous stroma of fibroepithelial lesions of the breast. A helpful 
feature in attributing MLG origin to an adnexal tumor is the presence 
of normal MLG in the deep dermis and in subcutaneous fatty tissue, 
the vicinity of the lesions of interest, with a transitional zone between 
normal and lesional areas. However, it is important to mention at 
the outset of this review that many of the sweat gland tumors that 
were traditionally assumed to have an eccrine origin have been now 
recognized to have apocrine counterparts as well, and vice versa.

Immunohistochemical and pathological considerations

In the first studies [9], specimens were stained by hematoxylin 
and eosin, and by immunoperoxidase techniques for the presence of 
S-100 protein, CEA, keratin, actin, vimentin, EMA, and with the fluid 
protein-15 (GCDFP-15) of cystic disease. Two different histopathological 
patterns of mixed tumors became apparent, namely, the apocrine and 
eccrine pattern. Nowadays we know that the cell in the excretory coil 
expresses positivity for low molecular weight keratin (LMWK), EMA 
and CEA, as well as S100 in the basal layer. The acrosyringeal cells 
(intra-epidermal portion) are stained with the high molecular weight 
keratin (HMWK) and cytokeratin (CK) 14. The skin tumors with 
eccrine differentiation often also express positivity for EPR [10]. The 
positivity of some eccrine carcinomas to EPR has important clinical 
implications, as affected patients may be treated with hormonal therapy. 
Unfortunately, positivity for EPR does not distinguish cutaneous 
eccrine tumors from cutaneous metastases of breast carcinoma, in 
which case the clinical and radiological approach becomes fundamental. 
The carcinoma is distinguished from benign hidradenoma for the 
presence of brisk mitotic activity and cellular pleomorphism.

Clear cell hidradenoma and hidradenocarcinoma may occasionally 
mimic metastatic clear cell carcinomas including the thyroid, the 
lung or renal cell carcinomas. However, the first two are usually 
distinguished by their positivity to thyroid transcription factor-1 
(TTF-1) and the latter by its prominent vascularity, and the presence 
of hemorrhage and focal granular necrosis within the lesion. The Renal 
cell carcinoma also expresses both EMA and CD10.

Literature background

MNH was first reported in 1954 [11]; until 2004, only 70 cases have 
been documented in the English literature, 17 of which were included 
in the series of Berg and McDivitt [12]. Our literature review has been 
performed by using PubMed as research instrument and selecting 
“malignant nodular hidradenoma” as key word. 135 items were found. 
Papers are not homogenous with each other. There are 21 case reports 
[1,13-32], 7 case reports with literature review [33-39], 4 case reports 
with histological considerations [40-43], 1 descriptive article [44] and 1 
case report with histological and immunohistochemical considerations 
and indications of treatment [45]. The sum of the cases reviewed in 
these articles is 138. The overall incidence of all eccrine carcinomas is 
6% which represent <1% (0.1-1) of all skin neoplasms The common 
provided information concerns the localization; only six cases had a 
chest localization (21,23,24,25,39,42) but none concerning the areola.

Figure 2: Comedonal necrosis in the centre of neoplastic nodule.



Citation: Giorgini E, Tugnoli G, Aprile S, Collina G, Villani S, et al. (2012) Malignant Nodular Hidradenocarcinoma Arising on the Areola of a Male 
Patient: Case Report of an “Orphan Disease” and Review of the Literature. J Nucl Med Radiat Ther S2:003. doi:10.4172/2155-9619.S2-003

Page 3 of 4

J Nucl Med Radiat Ther 					    Surgical oncology: Clinical Importance 	          ISSN:2155-9619 JNMRT an open access journal 

The most recent cases [39,42] have been treated with a wide local 
excision (no free margins declared) and subjected to adjuvant therapy. 
Both of them have developed local recurrence (14 months and 8 years 
respectively) and metastasis (regional lymph nodes and lung). Survival 
was 19 months in the first case and in the second it is not specified. 

Treatment and follow up 
MNH’s pick of incidence occurs in sixth decade of life; with an 

equal male/female distribution; the tumor has a high local recurrence 
rate (50%), metastases to lymph nodes, bones or visceral organs (60% 
of cases) recurs within the first two years from diagnosis. Although this 
aggressive behavior is well-known, there is not a unanimous consensus 
about therapy and follow up. The general suggestion is to perform a 
wide abscission, but free margins are not established, as well as the 
utility and the rationale of adjuvant therapy.

A first primary treatment with a surgical excision with at least 
2 cm free margins is suggested [39]. Some authors recommend a 
primary resection of 3-5 cm of safe margins. An inadequate excision 
of the primary lesion appears to be a poor prognostic factor because 
even lesions classified as benign have a propensity to recur locally if 
not fully excised. There is not an established consensus on lymph node 
dissection. The 5-year postsurgical survival rate for MNH is reported 
to be less than 30%. As a consequence, therapeutic strategies should 
be appropriately planned for each case and however aggressive [46]. 
Mohs micrographic surgery may prove superior to the conventional 
excision and manifest a lower recurrence rate. At the time of excision 
of eccrine tumors, some researchers have utilized the sentinel lymph 
node biopsy (SLNB) to detect the possible regional microscopic lymph 
node metastasis. These authors suggest that spotting a sentinel lymph 
node could be the right diagnostic approach for staging the disease 
as it happens for breast cancer. Positivity of sentinel lymph node also 
permits to assess the indication for radical lymphadenectomy. Whether 
early detection and treatment of lymph node metastases could improve 
overall survival or not, however, is not clear at this time [47,48].

The choice of adjuvant therapy is controversial. Histopathology 
and immunohistochemistry of MNH may appear very similar to those 
of the ductal adenocarcinoma of the breast and of the salivary glands 
tumors. The EPR positivity has been reported in 21% of malignant 
eccrine tumors and in 33% of cutaneous metastases of ductal breast 
cancer. Busam and coworkers (10) compare the immunohistochemical 
staining of 42 primary sweat gland carcinomas with 30 breast 
metastasis of the skin and find no significant differences between the 
frequencies of EPR positivity. Antihormonal agents (AhA) have been 
documented in the management of eccrine carcinomas but their use is 
not currently considered the standard of care although a recent report 
described a case of metastatic sweat glands carcinoma treated with 
AhA resulting in a long time disease-free status [46,49]. We suggest 
to always checking EPR because patients with positive tests may also 
undergo an AhA therapy, remembering that the gain on survival is 
only evidence–based. Also the impact of chemo-radio therapy is still 
object of discussion, because an advantage in the overall survival has 
not been demonstrated yet. The rationale for adjuvant therapy can only 
be inferred by the literature: dimensions of the neoplasm (a tumor ≥ 
4 is considered a big lesion), severity of histological picture, lymph 
nodes invasion or metastasis at the moment of diagnosis. Of course 
the age of the patient and his general condition influences the decision 
of adjuvant therapy. In the series of Souvatzidis [39], only two patients 
(2/7) were not admitted to adjuvant therapy, all patients are dead for 
hemorrhage and/or local vascular invasion after a mean survival of 25.6 
month and only the patient number 7 that was not treated with chemo/
radio therapy and was alive after 52 month from the operation.

We suggest a close follow up for the first 5 years, which is the period 
with the most elevate incidence of death and recurrence. There is no 
data about the practical utility of radiological staging; remembering 
that extensive metastasis to periesophageal, peribronchial, perioaortic 
and retroperitoneal lymph nodes, and via bloodstream to bones, 
vertebrae, ribs, pelvis, lung space, viscera and pleura have been reported 
[11,23,34,50], a rational principle of cancer staging can be helpful.

Conclusion
This case allowed us to differentiate two rare tumors: male breast 

carcinoma, which accounts for less than 1% of all breast carcinomas 
and MNH. The peculiar histopathological features (neoplastic cells with 
eosinophilic, clear cytoplasm, focal glandular and papillary structures 
and hemorrhagic cystic spaces), along with negativity for GCFDP-15 
led us to the diagnosis of MNH.

Positivity for hormonal receptors is not helpful in the differential 
diagnosis because it is known that eccrine tumors can be positive to 
EPR. 

In absence of a standardized diagnostic approach and a registered 
treatment, we suggest to always perform a wide abscission, and to 
perform a radical surgery on the basis of a histological diagnosis. The 
lymph node dissection is certainly indicated when there are signs of 
lymph node local invasion; prophylactic dissection otherwise has not 
yet proved to increase the free disease interval. The technique of SLNB 
can be a guideline to take decisions based on objective clinical elements. 
The aggressive behavior is the correct way to treat this disease which is 
as rare as aggressive and in our opinion it should be deeply investigated 
and treated with all resources until a consensus based on larger case 
series will be established.
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