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 Patient: Male, 56-year-old
 Final Diagnosis: Apocrine carcinoma
 Symptoms: Lesion on skin
 Medication: —
 Clinical Procedure: —
 Specialty: Dermatology

 Objective: Rare disease
 Background: Primary cutaneous cribriform apocrine carcinoma is a histopathological variant of apocrine adenocarcinoma 

(AA) of the skin, which is a rare, low-grade malignancy. While low-grade in nature, cutaneous cribriform apo-
crine carcinoma can mimic a metastatic manifestation of a visceral or breast malignancy, and is important to 
distinguish as primary through clinical history, histology, and immunohistochemical studies, if indicated.

 Case Report: A 56-year-old man with past medical history remarkable for basal cell carcinoma and hypertension present-
ed with a 12-month history of a slowly enlarging, asymptomatic nodule on his right anterior medial lower leg. 
Physical examination revealed a 12×9 mm indurated and erythematous nodule with no other masses or lymph-
adenopathy detected. Histology demonstrated a well-circumscribed proliferation of epithelial cells in fibrosing 
granulation tissue-like stroma having the delicate cross-bridging of a cribriform carcinoma. Immunohistochemical 
studies were significant for positive high-molecular-weight keratin and cytokeratin, focal positivity for carcino-
embryonic antigen (CEA) and S100, with negative results for prostate-specific antigen (PSA) and cytokeratin 20.

 Conclusions: Clinicians should maintain a high index of suspicion for metastasis when cutaneous cribriform apocrine car-
cinoma is diagnosed. The use of clinical history and appropriate laboratory workup with parameters such as 
age and sex can guide workup. After a wider excision with clear margins, follow-up for evidence of recurrence 
or metastasis is recommended, as the limited number of reported cases suggests that this assumption cannot 
be made with certainty.
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Background

Primary cutaneous cribriform apocrine carcinoma is a histo-
pathological variant of apocrine adenocarcinoma (AA) of the 
skin, which is a rare low-grade malignancy [1]. This usual-
ly well-circumscribed firm nodule has distinct histopatholog-
ical features, including a diffuse cribriform pattern similar to 
a sieve in appearance, interconnected aggregations of neo-
plastic epithelial cells, periodic acid-Schiff-positive basement 
membrane-like substance, and pleomorphic nuclei [2]. Focal 
decapitation luminal secretion can often be found, indicat-
ing apocrine differentiation. While low-grade in nature, cuta-
neous cribriform apocrine carcinoma can mimic a metastatic 
manifestation of a visceral or breast malignancy and is impor-
tant to distinguish as primary through clinical history, histol-
ogy, and immunohistochemical (IHC) studies, if indicated. We 
present a case of this rare neoplasm and provide a suggested 
systemic workup based upon the literature.

Case Report

A 56-year old male presented with a 12-month history of a 
slowly enlarging, asymptomatic nodule on his right anterior 
medial lower leg. His medical history was remarkable for basal 
cell carcinoma and hypertension. His only medication consisted 
of hydrochlorothiazide. Physical examination revealed a 12×9 
mm indurated and erythematous nodule involving the medial 
right lower leg (Figure 1). His physical examination was nor-
mal, with no other masses nor lymphadenopathy detected. A 
shave biopsy was performed, and the pathologic diagnosis was 
papillary eccrine adenoma. However, histologically, the lesion 
was not seen in its entirety, and an excision was performed, 
demonstrating a well-circumscribed proliferation of epitheli-
al cells in fibrosing granulation tissue-like stroma, having the 
delicate cross-bridging of a cribriform carcinoma (Figure 2). 
The strands traversing the lumens had nuclei, whose long axes 
were in the same directions as the strands rather than per-
pendicular, which would be present in other forms of adeno-
carcinoma. Immunohistochemical studies were significant for 
positive high-molecular-weight keratin and cytokeratin, focal 
positivity for carcinoembryonic antigen (CEA) and S100, with 
negative results for prostate-specific antigen (PSA) and cyto-
keratin 20, providing further support for the diagnosis of crib-
riform carcinoma (Figure 3). The patient underwent a more ex-
tensive excision with a 3-mm clinical margin, resulting in clear 
histopathology margins. A sentinel lymph node biopsy was de-
clined as well as any further invasive studies. Screening colo-
noscopy was up-to-date. His postoperative course was unre-
markable, and he showed no evidence of local recurrence or 
metastasis at 6-month follow-up.

Discussion

Primary cutaneous cribriform apocrine carcinoma is a rare ma-
lignancy of the apocrine sweat gland. This neoplasm appears 
to be more common in females, with 1 study of 26 patients 
demonstrating a 2.7: 1 ratio, and often presents on the up-
per and lower extremities of adults [3]. There are no report-
ed cases of local recurrence, metastasis, or disease-related 
mortality following complete excision [4]. Excision with vari-
able margins of 1 to 2 cm has been the mainstay of treatment 
[2]. Of note, apocrine carcinomas that are not differentiated 
by histopathology have no clear sex predilection and have a 
presentation that most commonly reflects the normal distri-
bution of apocrine glands, with the axillae being the most 
common. In addition, in up to 50% of cases of AA not differ-
entiated by histopathology, lymph node metastases are pres-
ent [5]. There are limited reports in the literature of primary 
cutaneous cribriform apocrine carcinoma, but this histopath-
ological variant behaves distinctly from other apocrine carci-
nomas, as it is indolent.

Diagnosis primarily relies on histopathology and IHC. IHC stain-
ing of cytokeratins AE1/3 [1,3,6–8], MNF116 [1,3,6], Cam5.2 

Figure 1.  Asymptomatic lesion on the lower leg.
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[1,3,6–8], cytokeratin 7 [1–3,6–8] are the most commonly re-
ported in the literature. Epithelial membrane antigen (EMA) 
and CEA show luminal differentiation [1,3,6,7]. IHC staining 
should be negative for smooth-muscle antigen (SMA) [1,3,6–8] 

and calponin [1,3,7] demonstrating absence of a surrounding 
myoepithelial cell layer [1]. Cytokeratin (CK) 20, found in tu-
mors with cribriform pattern of prostate and salivary glands 
[2,3], and gross cystic disease fluid protein 15 (GCDFP-15), 
found in breast carcinomas [3,6,8], are negative in primary cu-
taneous cribriform apocrine carcinomas. Negativity for CK 20 
staining is also important, as it excludes Merkel cell carcino-
ma. Of note, 2 sources reported S100 should be negative in 

Figure 2.  Histopathologic features of primary cutaneous cribriform carcinoma. (A) Low-power H&E staining revealing a well-cir-
cumscribed, non-encapsulated dermal neoplasm. (B) Higher magnification reveals cellular aggregations of neoplastic 
cells with round or oval enlarged pleomorphic hyperchromatic basophilic nuclei. Interconnected ducts with secretions 
resulting in a cribriform pattern are noted.
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B Figure 3.  Immunohistochemical staining features of prima-
ry cutaneous cribriform apocrine carcinoma. Tumor 
cells are immunoreactive for (A) cytokeratin 7 and 
(B) high-molecular-weight keratin, and (C) focally re-
active for CEA.
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primary cutaneous cribriform apocrine carcinoma [6,7]; how-
ever, the articles by Flux, Fernandez, and Arps [1,8,9] reported 
S100 staining is positive, and our case coincides with this IHC 
presentation of patchy positivity in tumor cells.

There is currently no consensus on additional workup of cuta-
neous cribriform apocrine carcinoma for determining primary 
versus secondary localization to the skin. Given the wide bi-
ologic spectrum of cribriform carcinomas that directs clinical 
prognosis and treatment, differentiating local versus metastatic 
disease is important. IHC has limited value aside from provid-
ing orientation details, but there is not currently an IHC panel 
to completely differentiate a primary carcinoma and metastatic 
disease. Immunohistochemical stains such as BRST-2, ER, PR, 
CK20, CDX-2, PSA, and PAX-8 can be useful in supporting the 
diagnosis of metastasis and determining the site of origin [9]. 
Clinical history provides the best information in determining 
metastasis [8]. Other primary carcinomas with a cribriform pat-
tern can originate from the prostate, lung, breast, stomach, co-
lon, thyroid, salivary glands, vulva, uterus, ovaries, and skin [8–
10]. Historically, a myriad of clinical studies, including breast 
palpation, mammography, rectal examination, salivary gland 
palpation, chest x-ray, abdominal ultrasonography, and senti-
nel lymph node biopsy, have been performed when cribriform 
carcinoma was diagnosed histologically [2,7–9]. Laboratory val-
ues for serum PSA, prostate acid phosphatase, CEA, antigen 

CA 15.3, and alpha-fetoprotein can useful in appropriate pa-
tients [2,8]. Arps remarked that close inspection of microscopy 
would likely divulge features divergent from primary cutane-
ous cribriform apocrine carcinoma, such as a cribriform appear-
ance without thread-like intraluminal bridges, the presence of 
high-grade cytomorphology, or dirty necrosis [9].

Conclusions

Clinicians should maintain a high index of suspicion for me-
tastasis when cutaneous cribriform apocrine carcinoma is di-
agnosed. The use of clinical history and appropriate laboratory 
workup with parameters such as age and sex can guide work-
up. After a wider excision with clear margins, follow-up for ev-
idence of recurrence or metastasis is recommended. Although 
primary cutaneous cribriform apocrine carcinoma has an over-
all favorable prognosis, the limited number of reported cas-
es since the first reported by Requena and colleagues [11] in 
1998 suggests that this assumption cannot be made with cer-
tainty, and long-term follow-up for evidence of recurrence or 
metastasis is recommended.
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