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Abstract: Adenosquamous carcinoma of the skin (ASCS) or primary cutaneous adenosquamous
carcinoma is a rare malignant neoplasm. It is characterized by the presence of both glandular and
squamous cell components and a propensity for aggressive clinical behavior. Due to its rarity, it
continues to pose diagnostic challenges. To date, only a few cases of this tumor have been reported,
and even fewer have been thoroughly investigated via immunohistochemistry.
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Adenosquamous carcinoma of the skin a(ASCS), or primary cutaneous adenosqua-
mous carcinoma, is a rare malignant neoplasm. It is best considered as a locally aggressive
high-risk subtype of cutaneous squamous cell carcinoma. Compared to conventional SCCs,
it is generally more aggressive.

This type of non-melanoma skin cancer is influenced by environmental stimuli, phe-
notypic characteristics (such as a less protective, lighter skin tone), and genetic factors.
Exposure to ultraviolet radiation (UVR) through sunlight remains the most significant risk
factor for its occurrence.

Histopathologically, adenosquamous carcinoma of the skin is characterized by the
presence of both glandular and squamous cell components and a propensity for aggressive
clinical behavior. Due to its rarity, it continues to pose diagnostic challenges. To date,
only a few cases of this tumor have been reported, and even fewer have been thoroughly
investigated through immunohistochemistry [1–9].

A 51-year-old man presented to the clinic with a scalp tumor that had progressed over
the past 3 months. Moreover, our patient had a history of non-melanoma skin cancer on
his shoulders 10 years ago, the nature of which was unfortunately unknown. The patient
was not immunosuppressed and HIV-seronegative. He was not taking any medications.
Neither heavy sunlight exposure nor family history of skin tumors were mentioned.

On physical examination, the patient had a 2.4 cm × 2 cm hyperkeratotic tumor with
a dome-shaped growth (Figure 1). Initially, our differential diagnosis included a cutaneous
squamous cell carcinoma (cSCC) and a malignant adnexal carcinoma.

The biopsy taken from the cutaneous mass revealed a dense proliferation of atypical
epithelial cells with connection to the epidermis and surface ulceration. In the superficial
aspect, tumor cells showed squamous differentiation; in deeper areas of the tumor, glan-
dular/ductal differentiation was seen (Figure 2). On immunohistochemistry, the tumor
was diffusely positive for CK7, p40, and GATA3 (Figure 2). Ductal differentiation was
confirmed with CEA (Figure 3). However, it was negative for CK20, TTF1, and Melan A.

Lymph node ultrasound, magnetic resonance imaging of the brain, and computed
tomography of the thorax and abdomen did not reveal metastatic disease. Because of
GATA3 positivity, a urothelial origin could be excluded via radiology workup [7]. The
initial treatment consisted of complete surgical excision with adequate safety margins
(>5 mm). The tumor thickness was 8 mm with perineural invasion and involvement of the
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galea. Nevertheless, there was no evidence of lymphovascular invasion. The patient was
referred for local adjuvant radiation therapy.
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Figure 1. Showing a crusty tumorous lesion in the left parietal region of the scalp. 
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Figure 2. Showing the hematoxylin–eosin histopathology (magnification: 200×) of an adenosqua-

mous carcinoma of the skin with adenoid as well as squamous differentiation. Immunohistochemi-

cal staining demonstrates diffuse tumor positivity for CK7 
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Figure 2. Showing the hematoxylin–eosin histopathology (magnification: 200×) of an adenosqua-
mous carcinoma of the skin with adenoid as well as squamous differentiation. Immunohistochemical
staining demonstrates diffuse tumor positivity for CK7.
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Figure 3. Positive immunohistochemical staining for CEA confirming the presence of ductal differ-

entiation. 
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tiation.
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ASCS consists of a rare malignant neoplasm of the skin, and it was first described
in 1985 [1]. It is characterized by mixed squamous and glandular differentiation and a
propensity for aggressive clinical behavior, such as extensive local invasion, recurrence,
and rare metastasis [1–3]. The majority of risk factors are directly linked to individuals’
sunlight exposure behaviors or their sensitivity to solar radiation. DNA is damaged by
UVR, especially UVB (290–320 nm), through the formation of cyclobutane pyrimidine
dimers (CPDs) and 6–4 photoproducts (6-4PPs).

If these products are not repaired through nucleotide excision, they interfere with
proper base-pairing and obstruct essential cellular processes such as transcription and
replication causing progressive gene alterations (including tumor suppressor genes and
proto-oncogenes) and eventual tumor formation [9].

Only a few cases of ASCS have been reported so far in the literature [6]. Elderly
patients, with a history of UV-related actinic damage through, typically present with an
indurated, erythematous keratotic papule or plaque, located on the head or neck. In the
present case, the tumor had a very similar appearance to incipient squamous cell carcinoma.
It tends to affect elderly or immunocompromised individuals [4]. Lesion thickness, micro-
scopic perineural invasion, and immunosuppression are important predictors of extensive
local disease and recurrence [4]. Taking into account the previously investigated cases in
the literature, our case is similar with respect to male sex, white race, and history of actinic
damage [1,2]. However, the patient was neither old nor immunosuppressed. This case
demonstrates that this entity might have diverse clinical presentations.

Patients need to be closely monitored since locoregional recurrence is frequent. How-
ever, distant metastasis remains rare [5]. Mohs surgery or other micrographic controlled
approaches are considered the best initial treatments of ASCS. For the treatment of locally
advanced carcinoma and particularly those cases with perineural involvement, adjuvant ra-
diotherapy may also be useful [4]. Identifying and reporting high-risk features is important
in order to reduce the morbidity and mortality associated with this disease.

Given the rarity of ASCS, data are sparse regarding its epidemiology and rates of
recurrence and metastasis. This case highlights the fact that this entity often presents as
non-specific lesion indistinguishable from cutaneous squamous cell carcinoma [8]. Prompt
diagnosis and a complete work-up are important in order to manage this aggressive
tumor adequately.
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