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ABSTRACT

Primary cutaneous adenoid cystic carcinoma (PCACC) is a rare malignant epithelial
tumor most commonly observed in the scalp and skin of the chest and originating
from the palpebral portion of the lacrimal gland in the orbit. Here we describe
the diagnosis and treatment of a rare case of PCACC in an eye of a 52-year-old
male. The patient presented with a mass lesion of the right lower eyelid. During
incisional biopsy, lack of encapsulation and a secretion pattern different to that of
chalazionwas observed, which differentiated the lesion from chalazion. Pathological
analysis revealed the diagnosis of PCACC. This case highlights the importance of
careful inspection for macroscopic differentiation of PCACC from chalazion after
initial surgery and pathological evaluation of all surgically removed mass lesions
for accurate diagnosis and treatment.
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RESUMO

O carcinoma adendide cistico cutaneo primdrio (PCACC) é um tumor maligno epitelial
raro, mais comumente observado no couro cabeludo e na pele do peito sendo origindrio
da por¢do palpebral da gldandula lacrimal na érbita. Apresentamos o diagndstico
e tratamento de um caso raro de carcinoma adendide cistico cutdneo primdrio do
olho em um paciente do sexo masculino de 52 anos de idade, com uma lesGo macica
da pdlpebra inferior direita. A observacdo da falta de encapsulamento e um padrdo
de secrecdo diferente do caldzio durante bidpsia incisional permitiu a diferenciacdo
da leséo de um caldzio. A avaliagdo dos resultados do exame patoldgico resultou
no diagndstico de carcinoma adendide cistico cutdneo primdrio. A andlise do caso
indica aimportancia de uma inspegdo cuidadosa para a diferenciagdo macroscopica
da carcinoma adendide cistico cutaneo primdrio do caldzio apds a cirurgia inicial e
avaliagdo patoldgica de todas as lesées de massa removidas cirurgicamente para o
diagnéstico e tratamento corretos.

Descritores: Caldzio; Carcinoma cistico de adendide,; Neoplasias palpebrais; Diagnds-
tico macroscépicos

INTRODUCTION

Adenoid cystic carcinoma (ACC) is an epithelial tumor seen mainly
in the major salivary glands and rarely in the minor salivary glands,
esophagus, bronchial glands, skin, breast, lungs, vulva, cervix, and
prostate!. First described by Boggio et al. in 1975, primary cutaneous
ACC (PCACQ) is arare type of ACC, with only approximately 60 PCACC
cases reported in the literature®, Although PCACC has traditionally
been considered to originate from the eccrine glands, novel data
collected through pathological evaluation indicates that PCACC is
of apocrine origin: PCACC may originate from the primary accessory
glands of the conjunctiva, ectopic lacrimal gland, and adnexal gland;
and it is located in the middle and deep dermis, not continuing into
the epidermis®9.

PCACCis most commonly observed in the scalp, which may delay
diagnosis, as well as the skin of the chest, and it is usually accompa-
nied by alopecia. PCACC usually grows slowly as a flesh-colored,
0.5-0.9-cm, nodular mass without redness or ulceration, although
it may be accompanied by hair shedding and irregularity in shape.
The mean duration between the onset of disease and diagnosis is
10 years, and patient mean age at the time of detection is 59 years®.
Although local recurrence is frequently observed, distant metastasis
of PCACC, mainly to the lungs, has rarely been reported!©.

Although PCACC most commonly originates from the palpebral
part of the lacrimal gland, eyelid involvement has also been obser-
ved. PCACC of the eyelid is very rare, and almost all cases described in
the literature were treated surgically for chalazion and the diagnosis

of PCACC was established either pathologically or due to postope-
rative recurrence™. To further explore the nature of and findings
associated with PCACC, we present data on treatment of a case of
PCACC admitted to our eye clinic presenting with mass lesions in the
lower eyelid and review the scientific literature relevant to PCACC.

CASE REPORT

A 52-year-old male was admitted to the Oculoplasty Unit at the
Antalya Research and Training Hospital complaining of a mass lesion
in the right lower eyelid. The flesh-colored mass lesion measured
3 X 4 mm, was not causing significant irregularity in the eyelashes,
and had grown slowly over approximately 4 years (Figure 1). Incisio-
nal biopsy was performed with a provisional diagnosis of suspected
chalazion or tumor. Microscopic examination revealed a poorly
circumscribed dermal tumor composed of basaloid cells with a
glandular, cystic, and cribriform arrangement embedded in a loose
fibrous stroma, in which the cystic spaces contained abundant alcian
blue-positive (pH 2.5) mucin (Figure 2).

The cells covering the cystic spaces were arranged in two cell
layers and had round, uniform nuclei; some with small, conspicuous,
solitary nucleoli. Individual tumor cells had a scant amphophilic
cytoplasm and high nuclear-to-cytoplasmic ratio (Figure 3). Mitotic
activity was sparse and no perineural or lymphovascular invasion was
observed. On immunohistochemical examination, the tumor cells
stained positively for Cam 5.2 (low-molecular-weight keratin). The
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Figure 2. A poorly circumscribed dermal tumor showing aglandularand cribriform
pattern in the dermis (H&E staining, magnification x40).

Figure 3. Cells covering cystic spaces showing arrangement in two cell layers (H&E
staining, magnification x40).

inner cell layer stained positively for CD117 (c-KIT), whereas the outer
cell layer stained positively for smooth muscle actin (SMA; Figure 4).
SMA expression in the outer cells was consistent with myoepithelial
cell differentiation. Analysis of these pathological findings resulted in
the diagnosis of PCACC.
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Figure 4. Inner cell layer showing CD117 (cKIT) positivity (magnification x400).

Physical examination revealed the absence of palpable lymph
nodes in the head and neck region. A detailed oncologic assessment
carried out toidentify any close and distant foci and positron emission
tomography-computed tomography revealed no metastasis. Based
on these findings, large excision was recommended. Accordingly, the
mass lesion was removed together with a 4-mm tumor-free margin.
Reconstruction of the eyelid was performed with lateral canthotomy
and a Tenzel semicircular flap. On pathological examination, the surgi-
cal margins appeared clean, and no perineural invasion was observed.

DISCUSSION

Although most commonly observed in the major salivary glands,
ACC may also be seen in the minor salivary glands, esophagus, bron-
chial glands, skin, breast, lungs, vulva, cervix, and prostate®?. ACC is
rarely seen in the palpebral part of the lacrimal gland, and even more
rarely in the eyelids. PCACC is most commonly observed in the scalp
and skin of the chest together with alopecia®. Cacchi et al.® reported
that the diagnosis of PCACC is typically made approximately 10 years
after onset and at a patient mean age of 59 years. While Cavazza et
al." reported that ACC of the eyelid characteristically emerges with
painful nodules together with eyelash loss or irregularity, the mass
lesion observed in our case was small and not accompanied by any
significant eyelash changes or nodules. We hypothesize that this
difference in appearance resulted from the establishment of diagno-
sis four rather than 10 years after onset and when the patient was 52
rather than 59 years of age.

In general, the prognosis of ACC of the salivary and lacrimal glan-
ds depends on various factors, including clinical stage, the location
of the primary lesion, and the histologic growth pattern. ACCs may
be classified into three different histologic variants-tubular, solid, and
cribriform-according to their growth pattern. Among these variants,
ACC with a solid growth pattern has a worse prognosis than ACC with
a cribriform or tubular growth pattern. Patients with ACC origina-
ting from the lacrimal gland have a particularly poor prognosis, even
after extended radical excision and radiation. In a study of 362 cases
of orbital tumors, 11 of which were ACC, Goto et al.”, reported that
seven patients developed metastasis with or without treatment and
six of whom died. Based on these findings, the authors concluded
that the incidence of metastasis of cutaneous ACC originating from
the eccrine gland is lower than that of extracutaneous ACC.

PCACC cases have also been reported to originate from skin and
skin appendices. Among the nine cases reported by Cavazza et al.
and Bui et al,, two each originated from the primary skin, accessory
lacrimal glands, and adnexal glands of the skin, respectively, while



the origin of the remaining three was not reported”. Cavazza et al.”
concluded that both eyelids were equally involved, as four cases de-
veloped from the upper eyelid and four from the lower eyelid. In our
case, examination of the adnexal tissues of the skin indicated that the
PCACC originated from the adnexal glands of the skin.

Sentinel lymph node examination has been reported useful for
assessment of invasion, as PCACC is known to be locally aggressive
and prone to metastasis. In two PCACC cases originating from the
scalp and nose, Kato et al. detected invasion by sentinel lymph node
examination®. Nevertheless, Cavazza et al. were unable to detect
invasion using sentinel lymph node examination in their study".
In our study, sentinel lymph node examination was not performed.
Although local recurrence of PCACC is frequent, distant metastasis,
mainly to the lungs, is rarely reported. In PCACC, perineural invasion
has been reported to exceed 50%, and recurrence after excision due
to such invasion has been observed in 59% of cases”19,

In one study, Bui et al. detected perineural invasion in 3/9 cases
originating from the eyelid”. Based on similar findings, some authors
recommend following up cases with perineural invasion closely and
for a longer duration and performing radiotherapy after therapy!?.
Despite new recommendations, chemotherapy and radiotherapy
remain the recommended therapeutic options in cases where to-
tal removal is not possible?. In our case, neither perineural nor
lymphovascular invasion was detected, and no other foci could be
detected despite detailed examination. Therefore, no other therapies
except surgical excision and the appropriate follow-up were recom-
mended. The histogenesis of PCACC remains unclear, although it is
considered apocrine when evaluated pathologically. In accordance
with previous reports claiming that PCACC is located in the middle
and profound dermis not continuing into the epidermis®, the tumor
in our case was located in the dermis, did not continue into epider-
mis, and assumed a cribriform pattern composed of concentric cell
groups and cell lines around the pseudocyst.

Observation of lymph node involvement and perineural inva-
sion should be considered during differential diagnosis from tumors
showing aggressive behavior. As cases of chalazion are frequently
observed, lesions mimicking chalazion may easily be overlooked.
Almost all reported cases of eyelid PCACC were excised with a pre-
diagnosis of chalazion followed by a diagnosis of PCACC after inci-
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sion biopsy, leading to recurrence or lack of recovery’?. In our case,
incisional biopsy was performed with a prediagnosis of suspected
chalazion or tumor due to the absence of inflammation, macroscopic
hyperemia, and proximity to the eyelid margin. In the intraoperative
macroscopic evaluation, the lesion was differentiated from chala-
zion upon observation of a different secretion pattern and lack of
encapsulation. The most important difference in our case was early
diagnosis following initial surgery because of careful inspection and
early macroscopic recognition.

In conclusion,animportant considerationis the risk of misdiagno-
sing eyelid lesions mimicking chalazion as cases of chalazion rather
than PCACC. The results of this study indicate that PCACC may be
macroscopically discriminated from chalazion by careful inspection
and early detection. More importantly, they indicate that all surgically
removed mass lesions should be evaluated pathologically.
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