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Immunohistochemical Verification of a Unique Variant With
a Critical Differential Diagnosis
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Purpose: To describe a unique apocrine cystadenoma of the
superonasal eyelid and anterior orbit.

Methods: Clinical evaluation with axial and coronal CT;
histopathologic and immunohistochemical studies including
sections stained with hematoxylin-eosin, periodic acid Schiff,
alcian blue, mucicarmine, and Prussian blue for iron; and
monoclonal antibodies against cytokeratin-7, epithelial mem-
brane antigen, smooth muscle actin for myoepithelial cells,
gross cystic disease fluid protein-15 for apocrine differentia-
tion, and CD-68 and lysozyme for histiocytes.

Results: The cyst possessed a multilaminar lining com-
posed of polygonal to low cuboidal cells. A stalk of solid
tumor ingrowth from the wall was composed of adenoma-
tous units of eosinophilic cells with apical snouts (“decapi-
tation secretion”). No goblet cells were discovered. Both the
cyst’s lining cells and the adenoma expressed gross cystic
disease fluid protein-15 indicative of apocrine differentia-
tion. The adenoma displayed inner adlumenal cells that were
CK-7 and epithelial membrane antigen positive, and outer
myoepithelial cells that were smooth muscle actin positive.
Simple local excision was curative.

Conclusion: This unique lesion is the first example in the
ophthalmic and dermatopathologic literatures of a solid
adenoma encompassed by an apocrine cyst, which more
typically features short or blunt papillae. It must be distin-
guished from other eyelid and/or anterior orbital cystic
lesions including eccrine hydrocystomas; classical and ex-
tratarsal dermoid cysts; congenital and acquired conjunctival
cysts and dermoids; dacryocystocoeles/mucoceles; canalicu-
lops and lacrimal gland dacryops; and congenital cystic
odontogenic choristomas.
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pocrine cysts, usually yellow-to-white (sometimes with
layering) but less commonly blue to black (due to the
Tyndall effect from the turbid contents), typically arise at the
eyelid margins where the glands of Moll are located."* Multi-
ple eyelid cysts numbering as many as 14 bilaterally have
occurred as localized lesions,” but may also be part of the
ectodermal dysplasia syndrome of Schopf-Schultz-Passarge.”
We report the first example of a most atypical lesion
presenting in the eyelid that expanded in the superomedial orbit
as demonstrated by CT scanning. Neither a motility distur-
bance, proptosis, nor displacement of the globe was produced.
Histopathologically, the mass was unique in that it was mostly
cystic but contained a solid adenomatous component projecting
from the wall in the central cavity. The composite nature of this
lesion qualifies it as a true cystadenoma. Because of frequent
misdiagnoses of orbital cysts which we have discovered during
a critical review, we provide a histopathologic differential
diagnosis of the distinguishing features among those conditions
occurring in the eyelids and/or anterior orbit.

CLINICAL HISTORY

A 57-year-old African-American female nurse presented
with a 4-year history of a painless mass developing medially in
her left upper eyelid. She reported slow growth until 6 months
prior to her examination, when the lesion seemed to have
grown more rapidly and became increasingly firm. Having
worn soft contact lenses successfully for 15 vears, she had
recently experienced discomfort wearing her lens in the left
eye. She had no other ocular complaints, and she denied
epiphora or double vision. Her medical history was significant
for hypertension controlled with medications.

Visual acuity corrected to 20/20 OU. External examina-
tion revealed a 21-mm X 15-mm firm, non-discolored mass
palpable in the superior-medial orbit along the medial orbital
wall. Tt did not appear to be attached to the periorbital mem-
brane of the orbital wall and it transilluminated well. There was
I mm of ptosis of the left upper eyelid but no proptosis.
Extraocular motility was full. A CT study in axial and coronal
projections disclosed a cystic superonasal mass in the left upper
eyelid and the anterior orbit extending to about the equator of
the globe (Fig. 1A, B) without any contiguous osseous abnor-
mality (Fig. 1A, inset). [t was superior to and separate from the
lacrimal sac and unattached to the medial rectus and superior
obligue muscles.

The lesion was approached via a Lynch incision. A
cystic mass was found that extended posteriorly along the
levator aponeurosis. It was not attached to the lacrimal sac. A
small tail of the lesion extended anteriorly toward the medial
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FIG. 1. Palpebro-orbital apocrine cystadenoma. A, Axial CT reveals a rounded cystic mass (arrow) in the eyelid and anteromedial
orbit. The inset shows a bone window failing to demonstrate any adjacent bone erosion. B, Coronal view demonstrates internal het-
erogeneities. The inset highlights what appears to be a septum (arrow) separating 2 cavities. C, First histopathologic cross-section of
the lesion that was obtained includes a solid “floating” island of tissue in a homogeneous eosionophilic secretion containing many
clefts. The inset highlights the cyst’s multilaminar cellular lining with numerous adjacent engorged, pale-staining histiocytes with
granular content. D, Deeper sections through the cyst uncover a stalk (arrow) connecting what first appeared to be an independent
mass to the cyst wall. E, A secondary locule separated by a fibrous septum (arrow) from the dominant cyst also displays a focal cellu-
lar mass attached to the wall composed of glandular units (inset). F, Proliferation of the lining (crossed arrow) of an ectatic preexis-
tent duct surrounded by smaller ductular profiles (arrows), suggesting the origin of the lesion (C: hematoxylin-eosin, 10 and inset:

®200; D: x10; E: X15 and inset: x200; F: x100).

upper eyelid margin, although it did not involve the upper
canaliculus. It was easily removed intact with mostly blunt
dissection. Postoperatively the patient’s vision remained 20/20
in the left eye (with correction) with no tearing or double vision
and her ptosis had disappeared. During 6 months of follow-up
there has been no recurrence.

Histologic and Immunopathologic Findings. The excised
specimen retrieved from buffered formalin after fixation con-
sisted of a partially collapsed but intact ovoid cyst measuring
15 X 15 X 10 mm. It was bisected to disclose a translucent,
rubbery opalescent center, and the 2 halves were submitted in
toto for microscopic evaluation. Initial sections stained with
hematoxylin-eosin revealed that the cyst contained an amor-
phous eosinophilic material with cholesterol clefts; swollen
histiocytes with a mostly clear cytoplasm and a faintly granular
content, located in greatest numbers in the cortex of the
lumenal secretory material near the lining; and a central cellular
nodule (Fig. 1C). Deeper sections disclosed that this small mass
was connected to the cyst’s wall through a stalk (Fig. 1D). The
cells lining the cyst were polygonal, opaque, or eosinophilic
with a haphazard multilaminar arrangement displaying cribri-
form or microcystic features (Fig. 1C). Focal epithelial prolif-
erations of the lining cells were observed in a secondary locule
(Fig. 1E, inset) and neighboring preexistent glandular structure
(Fig. 1F). Next to these elements was a focus of circumscribed

adenomatous cells that had breached the capsule but were
completely excised.

Both in the stalk, but more prominently and densely at
the apex of the introjecting mass, were lumen-forming cells
with opaque, densely eosinophilic cytoplasm exhibiting apical
snouts (decapitation secretion) (Fig. 2A, inset). More cellular
zones were found adjacent to areas with more fibrosis, simu-
lating the appearance of a pleomorphic adenoma. The lumens
ranged in diameter from small to moderately dilated and were
lined by a double layer of cells without mitotic activity or
nuclear pleomorphism.

Histochemical staining with mucicarmine, Alcian blue,
and periodic acid Schiff (PAS) failed to demonstrate any
mucus-containing goblet cells, and the cystic material was also
negatively staining. Epithelial membrane antigen and cytoker-
atin-7 (Fig. 2B, upper left inset) were immunohistochemically
expressed in the glandular tumor cells and those constituting
the cyst’s wall. Smooth muscle actin immunostaining revealed
an interrupted outer myoepithelial layer embracing the lumen-
forming cells (Fig. 2B, lower right inset). Gross cystic disease
fluid protein-15 (GCDFP-15) was positive in the lumens and in
the cytoplasm of the adenomatous solid component (Fig. 2C);
it was also detected in the microcystic or cribriform lining
epithelium of the large cyst (Fig. 2D). CD-34 demonstrated
compressed capillaries in the solid zone and especially in the
stalk. Immunolabeling with CD-68 was positive in the lumenal
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