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Abstract

Mammary-like vulvar adenocarcinoma represents an extremely rare disease. Breast tissue develops
from the embryonic ectoderm on the so called “milk-line”. During embryogenesis, this tissue undergoes
spontaneous regression except in the chest region, where it gives rise to breasts in adults. When
regression of “milk line” remnants fails to occur in the vulva, accessory breast structures may arise and
could be susceptible to the physiologic, dysplastic and malignant changes seen in normal breast
parenchyma.

We report a 52-years old woman who had pelvic bone metastases (left ischiopubic ramus and the
homolateral femur trochanter and acetabulum) as presenting sign of small primary vulvar apocrine
adenocarcinoma. She received surgery, chemotherapy and radiotherapy but died of disseminated
disease 18 months after diagnosis.
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Introduction

While over 90% of vulvar malignancies are squamous cell carcinomas, other histologic types
include melanomas, basal cell carcinomas, sarcomas, different types of adenocarcinoma such as sweat
gland carcinoma, extramammary Paget's disease and Bartholin gland adenocarcinomas. Although rare,

adenocarcinoma arising from mammary-like glands in the vulva can also have malignant potential [1,2].

Breast tissue is derived from the embryonic ectoderm. The so-called “milk line” extends from the
axilla to the medial aspect of the groin. During embryogenesis, this tissue undergoes spontaneous
regression except in the chest region, where it gives rise to breasts in adults. When regression of “milk
line” remnants fails to occur outside the pectoral region, accessory breast structures may arise. These are
observed most frequently in the axillary region and only rarely at a vulvar site [3]. Furthermore, based on
human embryologic studies, the mammary ridges could not involve the anogenital area, as at the height of
the formation of the mammary ridges in 9 mm and 10 mm embryos, the labia majora are still far from
their first appearance (van der Putte, 1994). However, ectopic breast tissue has been described in the
vulva, as well as in any other area of the body. Both ectopic breast tissue and mammary-like glands are

susceptible to the physiologic, dysplasticand malignant changes seen in normal breast parenchyma [1,4].
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The histogenesis of primary vulvar adenocarcinomas is still not fully understood and the question
of whether these neoplasms arise from the native apocrine sweat glands or from anogenital mammary-
like glands is still debatable [5,6].

In this report, we present a case of a 52 years old female with a diagnosis of metastatic lesion

involving the leftiliacbone as the first manifestation of a rare apocrine carcinoma of the vulva.
Case Presentation

A 52-years old Caucasian nulliparous female complained of persistent and deep pelvic pain that
arose 3 months before. She was asthenic, her appetite decreased and she referred to feel stabs of pain on
her left leg. Blood test results were absolutely normal and a general examination showed that she was
afebrile, not pale and that flexion movement of the left thigh provoked an immediate ache. For this reason
she had undergone different diagnostic procedures. Pelvic MRI showed multiple osteolytic lesions and a
bone scanrevealed the presence of an intense radiolabeling area involving leftischiopubic ramus and the
homolateral femur trochanter and acetabulum. Biopsy under CT guidance was made and pathologic

examination revealed the presence of undifferentiated metastaticadenocarcinoma.

The patient underwent intensive staging with pelvic examination, transvaginal ultrasound and
total body CT scan thatrevealed alarge heterogeneous solid encapsulated lesion, with a diameter of about
7.5 cm, involving the uterine fundus, and a small nodule on the left surface of the vulvar labia maiora.
Tumor markers (CA125,CA15.3,CA19.9 and aFP) were all within normal ranges.

The patient was referred to our Department with diagnosis of suspected uterine neoplasm with
bone metastases. Total Abdominal Hysterectomy and Bilateral Salpingo-Oophorectomy with resection of
the left vulvar lesion was performed. The uterus was distorted by the presence of a solid lesion involving
the fundus, ovaries and fallopian tubes were normal. The vulvar lesion measured 3x2x2 cm, it was whitish

and hard to touch. Pathologic diagnosis revealed an uterine myoma and a vulvar adenocarcinoma.

Microscopic examination showed the presence of basaloid epithelial cells into a basophilic stroma.
These cells were characterized by an adenoma-like morphology because of the presence of “parietal
splits” (figure A). Their peculiarity was the infiltration and the destruction of skeletal muscle (figure A)

and of perineural space (figure B).

The adenocarcinoma cells expressed cytokeratin-pool (CK-pool), S-100 protein and were negative

forestrogen (ER), carcinoembryonicantigen (CEA) and for complementregulatory protein Cd46.

The patient underwent chemotherapy with carboplatin, taxol and Zoledronic Acid for a total of 6

cycles followed by radiotherapy to the pelvis but died one year after for disseminated disease.
Discussion

Special types of sweat glands of the vulva reveal a specific histology that is different from eccrine,
apocrine and mammary glands but, at the same time, they share features with each of them. They are
named “anogenital mammary-like glands” because of their microscopic features that were similar to that

ofthe breasttissue and are located in a high concentration in the interlabial sulcus of the vulva.

Apocrine carcinoma of the vulva can arise from the native apocrine sweat glands but also from the

anogenital mammary-like glands. The presence of normal mammary-like glands in the vicinity of the
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tumor, of a transition zone with variable malignant changes between the tumor and the normal
mammary-like glands with positive immunostaining for ER and PR, and the demonstration of typical
breast-like morphology are helpful features to classify vulvar adenocarcinoma as a mammary-like one,
according to the recent literature. However, the absence of normal anogenital breast-like glands in the
vicinity of the tumor or their lack of expression of hormone receptors doesn't definitely exclude them as
the source of vulvar adenocarcinoma [3,5]. Histologically, carcinoma of anogenital mammary-like glands
includes mammary-type ductal carcinoma, mammary-type lobular carcinoma, mammary-type mixed
ductal and lobular carcinoma, tubulolobular carcinoma, mucinous carcinoma and vulvar adenoid cystic-
like carcinoma [7]. The histopathological diagnosis is based on the presence of morphological and
immunophenotypical features of the homologous mammary disease. Although rare, mammary-like
ductal carcinoma is the most representative subtype of mammary-like glandular tumors of the vulva
[8,9].

The prognosis of apocrine carcinoma of the vulvais poorly understood due to its rarity.

Primary vulvar apocrine adenocarcinomas can be in situ and confined to the vulvar sweat glands,
or invasive [5]. Invasive vulvar apocrine adenocarcinoma has a potential for regional lymph node
metastases but also metastases to distant organs have been described. Widespread metastases to the
heart, lungs, abdominal organs, and bone have been reported. The presence of extensive lymphovascular

invasion and metastases is associated with poor prognosis [5,10].

In the present case, the first manifestation of the neoplasm was a metastatic lesion involving the
leftiliac bone, without any lymph node involvement. However, bone metastases are frequently observed

in women with advanced mammary tumors, butrarely in vulvar ones.

There is no consensus regarding classification, surgical management, and postoperative adjuvant
therapy administration. In our case, the patient underwent chemotherapy with the association of Taxol,

Carboplatin and Zoledronic Acid. She died one year after the termination of the treatment.

Figures

Figure A: H&E staining, 100x magnification.
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Figure B: H&E staining, 200x magnification.

Conclusion

Mammary-like carcinoma of the vulva is an extremely rare histological subtype of vulvar cancer
that can appear in an absolute unconventional way. Before making the definite diagnosis of primary
apocrine carcinoma of vulva, clinical examination and imaging studies are mandatory in order to exclude
adenocarcinoma from other primary sites such as breast, alimentary and female reproductive tract. In the
reported case, the extraordinary first manifestation of a primary apocrine carcinoma of the vulva was a

bone metastatic disease.
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