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L e t t e r  t o  t h e  e d i t o r The elusive differential diagnosis of cutaneous apocrine adenocarcinoma vs. metastasis: the current role of clinical correlation

Dear sir, 

Cutaneous apocrine carcinoma (CAC) is a less frequent variant of skin tumor (1) and is quite elusive in 
differential diagnosis with metastasis to the skin, mainly from the breast. This is so much the case that, in the last 
World Health Organization classification of skin tumors, it was claimed that “apocrine carcinoma is otherwise 
indistinguishable from apocrine mammary carcinoma metastatic to the skin or apocrine carcinomas arising in 
ectopic breast tissue in the axilla” (1). The same point is defended by Perna et al., who claim that “this tumor is 
histologically and immunohistochemically identical to metastatic breast apocrine carcinoma of the breast and can 
be distinguished only by close clinical correlation” (2).

Even the immunohistochemical assistance that immunohistochemistry could provide seems to have failed in 
this area.

For instance, it has recently been claimed that p63 is a useful tool in differential diagnosis between primary 
adnexal tumors versus metastatic adenocarcinomas to the skin (3–5): a positive result favors an adnexal cutaneous 
origin. Nevertheless, such a marker does not work in cases of CAC: neither the primary tumor nor its metastases 
express any p63 (3).

Many other markers have previously failed in literature in the same field. Carcinoembryonic antigen (CEA) 
and GCDFP-15 are good examples (6–10).

Other markers more recently introduced in the literature that have proved to be useful in supporting a diagnosis 
of a primary adnexal neoplasm over a metastasis, such as cytokeratin 5/6, have not been studied in CAC (5, 11). 
Nevertheless, whenever investigated in cutaneous metastasis of breast carcinoma, CK5/6 has been expressed by 
nearly half of the cases in some studies (11), whereas it has been negative in others (5), up to the point that some 
have drawn attention to the limitations of the use of CK5/6 in the differential diagnosis between cutaneous 
metastasis from the breast and CAC (11). CK7 is another relatively new marker used in differential diagnosis 
between cutaneous adnexal tumors and metastasis; however, CK7 has been demonstrated to be expressed by 
metastasis of breast ductal carcinoma (5), as well as by apocrine variants of cutaneous carcinoma (12, 13).

 More recently, the use of podoplanin has been proposed in distinguishing primary skin adnexal 
carcinomas from metastasis to the skin (14). Nevertheless, although the authors studied several types of adnexal 
tumors (among which sebaceous, trichilemmal, and porocarcinomas were included, as well as some not otherwise 
specified variants), they did not include any apocrine carcinomas. The reason given by the authors regarding this 
exclusion is that some malignant sweat gland tumors of apocrine or eccrine origin bear close resemblance to 
metastatic adenocarcinoma, and so unequivocal diagnosis is not possible in some instances. This is nonetheless 
the context in which immunohistochemistry plays its most useful role.

In conclusion, it seems that the differential diagnosis between CAC and a cutaneous metastasis from the 
breast a) will have to wait for more effective and useful immunohistochemical markers and b) should always count 
and rely more on clinical information, which offers mandatory assistance in searching for an internal apocrine 
neoplasia.
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