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Sebaceous carcinoma associated with Bowen’s disease: 
a case report with emphasis on the pathogenesis  
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Extraocular sebaceous carcinoma is a relative-
ly rare skin appendage carcinoma [1]. Although 
ocular sebaceous carcinoma is thought to arise 
from the Meibomian glands and glands of Zeis, 
there is no evidence that extraocular seba-
ceous carcinoma arises from pre-existing seba-
ceous glands [2]. Most sebaceous carcinomas 
are invasive [1], however, only a few cases of 
sebaceous carcinoma associated with intraepi-
dermal squamous neoplasia (actinic keratosis 
or Bowen’s disease) have been reported [3-8]. 
These cases suggest that extraocular seba-
ceous carcinoma can originate from pre-exist-
ing intraepidermal squamous neoplasia [8]. 
Herein, we report an additional case of seba-
ceous carcinoma associated with Bowen’s dis-
ease and discuss the pathogenesis of seba-
ceous carcinoma. 

A 67-year-old Japanese female presented with 
a left buttock tumor, which had been first 
detected approximately 1 year earlier, and had 
recently gradually enlarged. Physical examina-
tion revealed a relatively well-circumscribed 
skin-colored tumor with hyperkeratosis, mea-
suring 43 x 38 mm in diameter, in her left but-
tock. The biopsy specimen revealed Bowen’s 
disease (squamous cell carcinoma in situ), and 
subsequently, total resection of the tumor was 
performed. 

Histopathological study of the resected speci-
men revealed proliferation of atypical squa-
mous cells in the entire layer of the acanthotic 
epidermis accompanied by hyperparakeratosis 
(Figure 1A). These atypical squamous cells had 

enlarged and hyperchromatic nuclei (Figure 
1B), and multinucleated atypical squamous 
cells were also present. Mitotic figures were 
scattered and present in the upper portion of 
the epidermis. Atypical mitotic figures were also 
observed (Figure 1B). No invasive neoplastic 
growth was noted (Figure 1A). Approximately 
95% of the lesion was composed of the above-
mentioned Bowen’s disease (squamous cell 
carcinoma in situ), and superficial sebaceous 
carcinoma was present in the central area of 
the lesion. This latter component was com-
posed of proliferation of nests of atypical cells 
with vacuolated clear cytoplasm and large 
nuclei containing conspicuous nucleoli (Figure 
1C, 1D). Sebaceous carcinoma had invaded 
into the superficial reticular dermis (Figure 1C). 
Moreover, atypical cells containing vacuolated 
cytoplasm were present within the lesion of 
Bowen’s disease adjacent to the sebaceous 
carcinoma (Figure 1E). 

Immunohistochemical studies were performed 
using an autostainer (Ventana) by the same 
method as previously reported [9-12]. Epithelial 
membrane antigen (EMA), cytokeratin 7, and 
adipophilin were expressed in the sebaceous 
carcinoma component, but not in Bowen’s dis-
ease (Figure 2A). Androgen receptor was also 
expressed in some of the tumor cells of the 
sebaceous carcinoma, but not in Bowen’s dis-
ease. Moreover, atypical vacuolated cells within 
the lesion of Bowen’s disease were also posi-
tive for adipophilin (Figure 2B). Overexpression 
of p53 protein was observed in both the seba-
ceous carcinoma and Bowen’s disease. 
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Accordingly, an ultimate diagnosis of seba-
ceous carcinoma associated with Bowen’s dis-
ease was made. 

In this report, we describe an extremely rare 
case of sebaceous carcinoma associated with 
Bowen’s disease. The peculiar findings of the 
present case were the presence of Bowen’s dis-
ease, which comprised approximately 95% of 
the tumor, around the sebaceous carcinoma 
and atypical cells with vacuolated cytoplasm 
showing positive immunoreactivity for adipo-

philin within the lesion of Bowen’s disease. Only 
a limited number of sebaceous carcinoma 
cases associated with intraepidermal squa-
mous neoplasia (actinic keratosis or Bowen’s 
disease) have been documented [3-8]. These 
cases included sebaceous carcinoma in situ in 
continuity with intraepidermal squamous neo-
plasia without association to pre-existing seba-
ceous glands [3, 5, 8] and invasive sebaceous 
carcinoma associated with intraepidermal 
squamous neoplasia, as seen in the present 
case [4-8]. Nakashima et al. reported an inter-

Figure 1. Histopathological features of the buttock tu-
mor. A: Bowen’s disease component. Proliferation of 
atypical squamous cells in the entire layer of acanthot-
ic epidermis accompanied by hyperparakeratosis. HE, 
x 40. B: These atypical squamous cells have large and 
hyperchromatic nuclei, and atypical mitotic figures are 
observed (arrows). HE, x 200. C: Sebaceous carcinoma 
component. Nests of atypical cells with clear cytoplasm 
have invaded into the superficial reticular dermis. HE, 
x 40. D: The neoplastic cells have vacuolated clear 
cytoplasm and large nuclei containing conspicuous 
nucleoli. HE, x 400. E: Some atypical cells containing 
vacuolated cytoplasm are present within Bowen’s dis-
ease. HE, x 200. 
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esting case of invasive sebaceous carcinoma in 
continuity with actinic keratosis [6]. In their 
case, there were intraepidermal atypical cells 
expressing EMA and adipophilin, which were 
also observed in the present case. These adi-
pophilin-positive intraepidermal atypical cells 
with vacuolated cytoplasm may represent the 
tumor cells with sebaceous differentiation. 
Therefore, they speculated that a close rela-
tionship between actinic keratosis and seba-
ceous carcinoma exists [6]. 

Moreover, only a limited number of sebaceous 
carcinoma in situ cases without any associa-
tion to intraepidermal squamous neoplasia 
have been reported [2, 13]. To the best of our 
knowledge, there has been no evidence that 
sebaceous carcinoma arises from pre-existing 
sebaceous glands [2]. Therefore, these results 
suggest that extraocular sebaceous carcinoma 
may originate de novo from intraepidermal plu-
ripotential cells or pre-existing intraepidermal 
squamous neoplasia. 
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