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Congenital asymptomatic papule on the 
lower eyelid
A 10‑year‑old boy presented with a congenital asymptomatic 
gradually enlarging, skin‑colored, circumscribed papule 
measuring about 3  mm  ×  3  mm with central umbilication 
and superficial scaling, on the lateral aspect of the left lower 
eyelid  [Figure  1]. Dermoscopy showed a circumscribed 
lesion with perilesional erythema, surface scaling and 

a hyperpigmented core embedded in the center of the 
lesion  [Figure  2]. Histopathological analysis of the lesion 
revealed papillary structures invaginating into the dermis, 
composed of a fibrovascular core of mononuclear cells, lined 
by cuboidal to low columnar cells. At the surface, this lining 
epithelium was continuous with the epidermis [Figures 3‑5].

Question
What is your diagnosis?
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Figure 1: A 3 mm × 3 mm circumscribed papule with central umbilication 
on the left lower eyelid

Figure 2: Noncontact dermoscopy under polarized light using DermLite‑DL3™ 
revealed a circumscribed papule with surface scaling surrounded by erythema 
and a hyperpigmented core embedded in the center of the lesion (×10)
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Figure  3: Scanner view photomicrograph of the lesion shows papillary 
invaginations into the dermis, continuous with the epidermis (H and E, ×50)

Figure 4: Papillary invaginations into the dermis showing a fibrovascular 
core lined by cuboidal or low columnar cells which continue as epidermis at 
the surface (H and E, ×100)

Figure 5: Fibrovascular cores of the invaginations composed of connective 
tissue and interspersed blood vessels (H and E, ×400)
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Answer
Syringocystadenoma papilliferum.

Discussion
Syringocystadenoma papilliferum is considered a hamartoma 
of the eccrine/apocrine glands, usually appearing as a solitary, 
well‑circumscribed, dome‑shaped pinkish nodule. It can be present 
at birth in 50% of the cases, predominantly involving the head and 
neck region. Origin from a preexisting nevus sebaceous is also not 
uncommon. Multiple lesions configured linearly or in groups may be 
seen as well. Many of the lesions may show a central umbilication 
or vesicle‑like inclusion containing clear fluid. Histopathologically, 
the lesions demonstrate papillary invaginations into the dermis, 
composed of a fibrovascular core lined by cuboidal or low columnar 
epithelium showing apical decapitation snouts at places. At the 
surface, this epithelium continues as epidermis with a zone of 
transition. Syringocystadenoma papilliferum is a benign condition 
and is managed successfully by simple excision. Malignant 
transformation is rare, which is evidenced by rapid enlargement, 
bleeding or ulceration.1‑3

Differential diagnoses for such a presentation include molluscum 
contagiosum, trichofolliculoma and apocrine hidrocystoma. 
Although molluscum contagiosum possesses a central umbilication 
and can be fleshy, it is an acquired condition. Trichofolliculoma may 
appear quite similar, but the central umbilication is composed of 
a tuft of vellus hair.4 Apocrine hidrocystoma is mostly periocular 
in location but frequently occurs near the outer canthus and has 
a cystic appearance without central umbilication.5 Some of the 
histopathological differentials include tubular apocrine adenoma, 
hidradenoma papilliferum and metastatic adenocarcinoma. Tubular 
apocrine adenoma shows lobules of well‑differentiated tubular 
structures of apocrine differentiation situated in the dermis. The 
fibrous tissue stroma has only sparse inflammatory cells as opposed 
to syringocystadenoma papilliferum which shows a prominent 
inflammatory infiltrate, especially of plasma cells. Hidradenoma 
papilliferum although almost always occurs in the vulval and perianal 
regions, the involvement of eyelid has also been documented. 
Histopathologically, the tumor is located in the dermis and shows 
both papillary and glandular structures, usually lined by tall 
columnar cells with pale eosinophilic cytoplasm and umbilication at 
their apices. The papillae have an arborizing trabecular morphology.6 
A metastatic adenocarcinoma usually demonstrates irregular glands 
infiltrating a fibrous stroma predominantly in reticular dermis, 
showing architectural irregularity and cellular atypia.7

As all these entities are of glandular origin and share a common 
histopathological feature of papillary structures in the dermis, 
immunohistochemistry will be helpful in differentiating them from 
one another when the site of involvement is the same. The columnar 
cells in syringocystadenoma papilliferum express gross cystic 
disease fluid protein 15, carcinoembryonic antigen and cytokeratins 
7 and 19, whereas the basal cuboidal cells express cytokeratins 
5, 7, 8 and 14.8 Tubular apocrine adenoma shows positivity for 
carcinoembryonic antigen and S‑100.9 Gross cystic disease fluid 
protein 15 is a sensitive marker for apocrine differentiation which 

is usually positive in hidradenoma papilliferum.6 Caudal‑related 
homeobo ×2, cytokeratins 7 and 20, thyroid transcription factor 1, 
carcinoembryonic antigen, MUC2, MUC5AC, SMAD4, estrogen 
receptor and gross cystic disease fluid protein 15 are employed 
for metastatic adenocarcinoma as immunohistochemical markers 
according to the site of the primary tumor.10
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