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Abstract

Introduction: Cutaneous apocrine carcinomas (CAC) are rare adnexal malignant tumors preferentially localized
in the axillary and anogenital regions. They are characterized by mammillated plaques or asymptomatic nodules and
present a differential diagnosis problem with cutaneous metastases of breast adenocarcinoma. Metastatic CACs are
a therapeutic challenge.

Case presentation: A 63-years-old man, chronic smoker, presented with painless left axillary mammillated
plaques that had been slowly evolving for 18 months. Clinical examination found a tumor mass associated with
magma of left axillary lymph nodes. Histological study and immunohistochemical staining of the skin evoked the
diagnosis of cutaneous metastasis of breast adenocarcinoma. However, the diagnosis of axillary CAC was retained
owing to the negativity of explorations in search of a primitive adenocarcinoma and the slow clinical course.
Morphological assessment showed lymph node, hepatic and pulmonary metastases. Surgical excision with lymph
node dissection was performed followed by chemotherapy.

Discussion: Metastatic CACs are rare. Sometimes, the existence of misleading tumor architecture and non-
specific nature of the immunolabeling explain the difficulty of the differential histological diagnosis between axillary
CAC and cutaneous metastasis of lobular breast adenocarcinoma. Because of the rarity of this neoplasia no
effective treatment is currently established.

Conclusion: We report a new case of metastatic axillary CAC. This case illustrates the importance of
anatomoclinical correlation in cutaneous oncology and highlighted the need of treatment outcome evaluations of
other cases of metastatic CAC to offer optimal treatment.
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Chemotherapy

Introduction

CAC:s are rare adnexal malignant tumors preferentially localized in
the axillary and anogenital areas. Clinically, CACs are characterized by
mammillated plaques or asymptomatic nodules. This neoplasia is
slowly progressive, but may be locally aggressive or even metastatic,
particularly at lungs, liver, brain and bones [1-3]. Prognosis is better in
the absence of lymph node involvement and for non-metastatic forms
[4]. CACs pose the problem of differential diagnosis with cutaneous
metastasis of mammary adenocarcinoma. Because of its rarity, no
chemotherapy protocol has been established for metastatic CACs. We
report a new case of metastatic CAC, treated with chemotherapy, and
we will highlight the diagnostic and therapeutic difficulties.

Case Presentation

A 63 year old chronic smoker patient was admitted
for painless axillary mammillary plaques that have been progressively
evolving for 18 months (Figure 1). Interrogation did not reveal any
performance status change. Clinical examination found magma of left
axillary lymphadenopathy. No right axillary mass or supernumerary
nipples. Histopathological study of the left axillary cutaneous biopsy
revealed intradermal tumor proliferation of small clusters and nests

hyperchromatic round nucleus, and eosinophilic cytoplasm (Figure 2).

Exhaustive radiological assessment in search of a primitive
adenocarcinoma was carried out. Thoraco-abdominopelvic CT showed
left supraclavicular and left axillary centimetric adenomegaly, with
multiple hepatic nodules (Figure 3).

Breast ultrasound was normal as well as bone scintigraphy and
cerebral CT. Endoscopic digestive exploration and thyroid ultrasound
were unremarkable.

Surgical excision of the axillary lesion with lymph node dissection
was performed. Histological study results of the operative specimen
were similar to the cutaneous biopsy: cutaneous metastasis of breast
adenocarcinoma. All lymphadenopathies in the operative specimen
were invaded by tumor proliferation with capsular intrusion. The
internal margin of the resection was affected. No ectopic breast tissue
has been detected. The immunohistochemical staining showed
expression of cytokeratin 7 (CK7), GCDFP-15, estrogen and
progesterone receptors by tumor cells (Figure 4). Tumor cells did not
express the receptor for human epidermal growth factors (HER2) and
p63 protein.
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Figure 1: Carcinome apocrine cutanée axillaire. Axillary apocrine
carcinoma of the skin.

Figure 2: (A) Dermal coating in which the dermis is occupied by an
invasive carcinomatous tumor process (HE, G x 50); (B) This
process is made of clusters and nests of varying size (HE, G x 100).

Figure 3: (A) Expression of progesterone receptors by tumor cells;
(B) Expression of the GCDFP15 antibody by the tumor cells.

The diagnosis of metastatic axillary CAC (lymph node, hepatic and
pulmonary metastases) was retained because of the following
arguments: the clinical presentation, the slow clinical course of the
tumor, and the negativity of complementary tests looking for primitive
adenocarcinoma.

Figure 4: Hepatic nodules on CT scan.

The patient was treated with 6 chemotherapy courses of paclitaxel
175 mg/m? combined with carboplatin AUC 5. The treatment was well
tolerated with minimal adverse effects. At the end of treatment, the CT
control showed a partial response of 39% according to the RECIST
(Response Evaluation Criteria in Solid Tumors) criteria. Maintenance
therapy with anti-estrogens (tamoxifen) was justified because of
hormone receptors positivity. After 6 months, the CT scan control
showed a stationary state. Currently, the patient is continuing
treatment.

Discussion

Primary cutaneous apocrine carcinomas are rare malignant adnexal
tumors that can be a diagnostic and therapeutic challenge. Skin areas
rich in apocrine glands such as axillae and anogenital regions are the
most common origin sites [5]. Other localizations are possible
especially on the scalp, the eyelids, the upper lip, the face, and the
nipple [6]. They are in the form of plaques or nodules with
mammillated surfaces. Usually, they are asymptomatic and can reach
large diameters and ulcerate.

CACs must always evoke the possibility of cutaneous metastases of
lobular breast adenocarcinoma or digestive adenocarcinoma requiring
a complete radiological and endoscopic assessment [7].

Histologically, these carcinomas are organized into tubular and
papillary structures. The cells are typically eosinophilic and the
diagnosis of apocrine tumors occurs in the presence of images of
decapitation secretion within a cystic or tubular structure or papillary
projections [8,9]. Immunohistochemical markers have not been shown
to be completely reliable and sensitive in differentiating a breast tumor
from a skin tumor. Indeed, there is a degree of variation in the
expression of immunohistochemical markers that can aid diagnosis.

Although p63 is preferentially expressed in primary carcinomas of
the sweat glands [10,11], CACs are typically negative for this marker
[10]. GCDEFP-15 is a marker of apocrine glandular differentiation but
may still be positive in breast adenocarcinoma and in salivary gland
carcinomas [12]. Positive immunostaining for GCDFP-15 is an
insufficient argument. Anti-HER-2 immunolabeling is negative in
apocrine primary skin carcinomas [13,14]. This marker is used because
it is sometimes positive in metastases of breast adenocarcinoma
[13,14]. Hormonal receptors are more frequently expressed in CAC
than in lobular breast adenocarcinoma metastases [14]. In our case, the
diagnosis of CAC was retained because of the clinical presentation, the
slowly progressive clinical course and the negativity of paraclinical
explorations in search of another primary adenocarcinoma.
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Most cases of localized CAC are managed by wide surgical excision,
with margins of 1 to 2 cm (CK5-C3). The lymph node involvement and
the presence of distant metastases have a poor impact on survival [4].
Patients with a metastatic CAC have a median survival of 14.5 months
and a 5 years survival of 10% [4].

No effective treatment is currently established for metastatic CACs.
Clinical trials remain difficult because of the rarity of this neoplasia.

The mammary glands are considered as modified apocrine glands.
Almost half of mammary carcinomas present focal apocrine
differentiation [15] with an immunohistochemical profile similar to
CACs. This similarity justifies the use of NCCN recommendations for
the management of breast carcinoma. According to these
recommendations, anti-HER2 treatment can be used for tumors with
HER2-over expressing. Hidaka et al. obtained a complete response for
a case of metastatic HER2- positive CAC by treating the patient with
anti-HER2 therapy [16]. For HER2-negative tumors, several
chemotherapy protocols have been recommended. This is the case of
our patient, who was treated with 6 courses of chemotherapy
according to a protocol associating paclitaxel (175 mg/m?) with
carboplatin AUC 5. At the end of the treatment, a partial response was
objectified according to RECIST criteria. In our case, the positivity of
hormonal receptors justified the use of hormonal treatment by
Tamoxifen (anti-estrogen). A complete response with Tamoxifen has
been reported in a patient with metastatic ER-positive apocrine
carcinoma (CK18-C3). The follow-up will determine the medium and
long-term evolution of our patient. Evaluation of treatment outcomes
from other cases of metastatic CAC is needed to provide optimal
treatment for this rare neoplasia.

Conclusion

Metastatic CACs are rare. They present a diagnostic and therapeutic
challenge. This case report illustrates the importance of the
anatomoclinical correlation in cutaneous oncology. It highlighted on
the one hand, the interest of multidisciplinary care and long-term
follow-up and, on the other hand, the need to evaluate treatment
results of other metastatic CACs cases in order to provide optimal
treatment.
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