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Abstract

Hybrid cysts are lesions that arise from different portions of the
hair follicle. We describe a follicular hybrid cyst of the eyelid
that contained features of epidermoid cyst and apocrine
hidrocystoma in an elderly male. The unusual location,
histopathologic and immunohistochemical features are
discussed.
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Description
Hybrid cysts of the eyelid are a rare type of cystic lesion that

displays features of two or more constituents of the pilosebaceous
unit. They were first described in the literature by McGavran and
Binnington in 1966 as a cutaneous cystic tumor with a dual,
infundibular and trichilemmal lining, and since then, there have been
several reported cases in the literature [1]. However, these cysts are
rare in the eyelid and are often underdiagnosed due to the
predominance of one of the lining epithelium or their resemblance to
other types of cysts found in the eyelid. Here, we present a rare case of
hybrid cyst of the eyelid which demonstrated both epidermoid and
apocrine differentiation in an elderly. We discuss the clinical,
histopathological and immunohistochemical features of this lesion.

Case Presentation
A 60-year-old male developed a cystic lesion in the right upper

eyelid in a 5-year interval, which was increasing in size for 5 months.
On examination, the lesion was circumscribed, non-tender, immobile,
cystic lesion of 5 mm size and was filled with clear fluid which
transilluminated (Figure 1).

Figure 1: Cystic lesion in the medial canthus of the right eye
with whitish debris.

This lesion was not fixed to skin or underlying structures. There
was no discharge or inflammation in the surrounding area. The rest of
the ocular examination was unremarkable. The excision biopsy
revealed a cyst in the dermis with an undulating lining epithelium and
a lumen filled with keratinous material (Figure 2A). At higher
magnification, the cystic wall was lined partly by stratified squamous
epithelium which had a keratohyaline layer. This was admixed with a
double-layered epithelium comprising of cuboidal and myoepithelial
layer resembling the ductal epithelium (Figure 2B).

Figure 2: Histopathological examination: (A) on lower
magnification (Hematoxylin and eosin X4), the whole cyst with its
luminal content of keratinous debris is identified (bold arrow). The
overlying skin is also included (thin arrow). (B) On higher
magnification (Hematoxylin and eosin X10), Note: A pilosebaceous
hybrid cyst lined by 2 distinctive cell types: A bilayer epithelium of
ductal origin (bold arrow) and keratinized stratified epithelium of
infundibular origin (thin arrow).

The transition between the two epitheliums was abrupt. The wall of
the cyst showed few eccrine glands and pilosebaceous units. The
overlying epidermis was unremarkable. Pancytokeratin immunostains
these epidermis, hair structures, and the thin walls of apocrine
hidrocystomas as well as the layers of the pilar portion of the cyst
(Figure 3A). A deeper portion of an apocrine hidrocystoma manifests
a continuous layer of p63 positive basal myoepithelial cells (Figure
3B). A diagnosis of hybrid cyst was rendered where the components
of epidermoid cyst and apocrine hidrocystoma was identified in the
same cyst.
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Figure 3: Immunohistochemical (IHC) analysis. (A) The whole
cyst (Hematoxylin and eosin X20) with pancytokeratin (IHC X20,
inset) showing strong diffuse immunoreactivity of the entire cyst
lining and adjacent lamellated keratin. (B) p63 (IHC X20). Note: The
layers of the epidermoid cyst (thin arrow) and the myoepithelial layer
of the apocrine cyst show strong immunopositivity (bold arrow).

Results and Discussion
A unique case of hybrid cyst exhibiting dual differentiation in the

form of epidermoid cyst and apocrine hidrocystoma has been
described in this case study. There are only three cases of hybrid
epidermoid and apocrine cyst reported in the eyelid. Most of the
studies have described cutaneous hybrid cyst as those occurring in
overlapping anatomical segments of hair follicle [2-8].

Hybrid cysts of the eyelid clinically present as a painless, mobile,
subcutaneous mass on the upper or lower eyelid. They can range in
size from a few millimeters to several centimeters in diameter. On
clinical examination, they can appear similar to other types of cystic
lesions, such as chalazia or epidermoid cysts. However, some clinical
features may suggest a diagnosis of a hybrid cyst, such as a translucent
appearance, a bluish or yellowish hue, or a pedunculated appearance.

Hybrid cyst is simply the combination of epithelia in the
pilosebaceous unit and sweat gland. The pathogenesis of these hybrid
cysts has not been completely deciphered. These cysts are thought to
form at the junction of keratinizing squamous epithelium and
glandular portion. Other theories include, squamous metaplasia of
apocrine hydrocystoma or collision tumour [9]. Apocrine glands are
found predominantly in the anogenital and axillary regions, but also
located in the eyelid (Moll’s gland), the areola. Hence, the distribution
of apocrine cyst follows its anatomical distribution of its gland.

The epidermoid cyst is a common entity which is found in the head
and neck regions, trunk and perineal areas. The cyst is line by
stratified squamous epithelium with a well-defined and an intact
kerato-hyaline layer. This cyst can be normal, atrophic or hyperplastic
in nature. The apocrine hidrocystoma is an uncommon entity, usually
arising in the head and neck region. Histologically, this cystic lesion is
lined by a double layer of epithelial cells, the outer layer of flattened
myoepithelial cells and the inner layer of cuboidal cells, with round or
oval nuclei and eosinophilic cytoplasm, usually exhibiting snoutings at
their apical ends with decapitation secretion [2,3].

The difficulty arises when the apocrine hidrocystoma is distended
leading to flattening and atrophy of the epithelium. Hence, it becomes
difficult to distinguish it from an eccrine hidrocystoma. Some authors
have proposed the alternative term of “ductal hidrocystoma”, to reflect
the possible dual occurrence. The closest hint to find out the possible
ductal type in an eyelid cyst is the location. Apocrine glands are
located only at the eyelid margins where there are no eccrine glands,

and eccrine glands are located in the pretarsal and preseptal skin [10].
Eccrine duct cyst as a part of hybrid cyst could occur as an
invagination into the cyst, as it is embryologically developed
separately from the pilosebaceous unit. Hence, eccrine component in
hybrid cyst is yet to be encountered [8].

Immunohistochemical analysis of apocrine hidrocystomas have
been found to show immunoreactivity towards low molecular weight
cytokeratin and carcinoembryonic antigen and are negative for high
molecular weight cytokeratin [5]. In addition, p63 marker has shown
to highlight the nucleus of basal myoepithelial cells. The stratified
squamous epithelium shows immunoreactivity towards high molecular
weight cytokeratin whereas these are negative for low molecular
weight cytokeratins.

Conclusion
Hybrid cysts of the eyelid are a rare type of cystic lesion that can be

difficult to diagnose clinically and warrants a histopathological
examination. Surgical excision is the treatment of choice, with careful
attention paid to the location of the lesion. Awareness of the clinical
features and histopathological characteristics of hybrid cysts of the
eyelid is essential for accurate diagnosis as these interesting lesions
can easily be missed.
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