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CLINICAL NOTE

Lymphoepithelial Carcinoma
of the Minor Salivary Gland

N. Knight Worley, MD; Philip J. Daroca, Jr, MD

ndifferentiated carcinoma of the minor salivary glands has been rarely reported in
the world literature. Lymphoepithelial carcinoma, which is a variant of undifferen-
tiated carcinoma, is distinguished from small cell and large cell undifferentiated car-
cinoma by its association with benign lymphoepithelial lesions. We report a case of

a lymphoepithelial carcinoma developing in a minor salivary gland of the oral cavity in a 69-year-
old woman. To our knowledge, this is the first reported case of a lymphoepithelial carcinoma aris-

ing from a minor salivary gland.

REPORT OF A CASE |

A 69-year-old white woman presented to
our clinic with a firm, nontender mass in
the left submandibular region that she had
had for 3 months. She denied the pres-
ence of associated fever, sialadenitis, or a
recent head and neck infection. Also, she
complained of poorly fitting dentures and
irritation to the left buccal mucosa. The
patient has never smoked and denied al-
cohol use. She had recently completed a
2-week course of antibiotics without any
change in her symptoms.

On physical examination, a firm sub-
epithelial mass (0.5 cm) was palpated in the
left inferior buccal region adjacent to the
lateral border of the patient’s lower den-

‘ture. No evidence of mucosal ulceration or

inflammation was present. A firm, non-
tender, non—fluid-filled mass, which was ap-
proximately 2X2 cm, was palpated in the
left submandibular region. The results of
flexible endoscopy of the nose, nasophar-
ynx, oropharynx, and larynx indicated no
mucosal abnormalities. The results of the
remainder of the physical examination were
normal. A fine needle aspirate of the left
submandibular mass was not diagnostic. An
incisional biopsy specimen of the left buc-
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cal space mass was consistent with a be-
nign lymphoepithelial process.

The patient underwent panendos-
copy with directed biopsy, the results of
which indicated no evidence of a mucosal
primary lesion, and an excisional biopsy of
the left submandibular mass. The results of
histopathologic analysis indicated a nor-
mal submandibular gland with metastatic
undifferentiated carcinoma of 1 lymph
node. A modified radical neck dissection
of the left side was performed, and the sub-
mucosal buccal mass was completely re-
moved using wide excision, including the
overlying mucosa. Postoperative radio-
therapy was administered. At approxi-
mately 1 year after treatment, the patient
had no evidence of recurrent disease.

The submucosal mass in the inferior
left buccal region was classified as an un-
differentiated carcinoma developing from
a benign lymphoepithelial lesion of a mi-
nor salivary gland. None of the 22 lymph
nodes in the specimen obtained from the
modified radical neck dissection of the left
side contained metastatic undifferenti-
ated carcinoma. The cytologic features of
the metastatic undifferentiated carci-
noma found in the previously excised sub-
mandibular lymph node were identical to
the malignant portion of the minor sali-
vary gland lesion.

The lesion of the mucous accessory
salivary gland contained 2 components: a
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Figure 1. Region of benign lymphoepithelial
lesion showing epimyoepithelial island (right
center) and cystic change in duct (top)
(hematoxylin-eosin, X 100).

benign lymphoepithelial lesion
(BLL) (Figure 1) and a lympho-
epithelial carcinoma (Figure 2). In
the BLL, lymphocytes infiltrated the
mucous salivary gland acini. Lym-
phoid follicles were randomly scat-
tered in the BLL. Salivary gland ducts
showed microcystic change and re-
gionally formed epimyoepithelial is-
lands. These islands contained lym-
phocytes and focal, amorphous,
hyaline, acidophilic deposits. The
stroma of the BLL contained lym-
phocytes, plasma cells, and scat-
tered immunoblasts.

Arising out of the milieu of the
BLL were nests and cohesive sheets
of undifferentiated carcinoma, the
second component of this minor sali-
vary gland lesion. The interface of
the undifferentiated carcinoma and
lymphoid stroma was sharp. At this
interface, there were occasional clus-
ters of epithelioid histiocytes. The
cells that made up the carcinoma-
tous component were undifferenti-
ated large cells forming syncytial

sheets, with inconspicuous cytoplas-

mic borders. The nuclei were large
and vesicular and contained 1 or 2
prominent acidophilic nucleoli. In-
dividual tumor cell necrosis and mi-

totic figures were identified. The cells’

that made up the undifferentiated
carcinoma were intensely stained
with the immurnohistochemical stain
for cytokeratin (AEI/AE3). On an
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Figure 2. Undifferentiated lymphoepithelial
carcinoma component of the minor salivary
gland lesion (hematoxylin-eosin, X 100).

immunohistochemical stain for Ep-
stein-Barr virus antigen (LMP-1), the
carcinomatous component was not
stained even on repeated analysis.

The cytologic features of the
metastatic carcinoma in the subman-
dibular lymph node were identical to
the carcinomatous component of the
minor salivary gland lesion.

— T —

In their discussion of undifferenti-
ated carcinoma of the salivary
glands, Eversole et al' discuss 3 dis-
tinct variants of undifferentiated car-
cinoma: small cell carcinoma, large
cell carcinoma, and lymphoepithe-
lial carcinoma. Each variant has a
distinct, identifiable, histologic pat-
tern and can be classified accord-
ingly. Lymphoepithelial carcinoma
differs in that it exhibits features of
and arises in the milieu of a BLL.
In 1952, Godwin? described in
detail the histologic features of BLLs.

‘A diffuse lymphocytic or lympho-
- plasmacytic infiltrate occurs in the
parenchyma of the salivary gland and

degeneration and atrophy of the aci-
nar parenchyma are seen. Ductal
remmants persist and epimyoepithe-
lial islands are infiltrated by the lym-
phocytic component. The epithe-
lial component of the lesion is the
origin of the malignant cells in lym-
phoepithelial carcinoma.> Morgan

and Castleman? have also linked the
characteristic histologic pattern seen
in BLL to Sjogren syndrome and
Mikulicz disease.

The incidence of undifferenti-
ated carcinoma occurring in sali-
vary glands varies from study to
study. In the Armed Forces Insti-
tute of Pathology study of more than
15 000 salivary gland tumors, only
0.4% were classified as undifferen-
tiated carcinoma. Blanck et al® noted
that 4.5% of parotid malignant neo-
plasms were undifferentiated. In are-
view of 54 cases of lymphoepithe-
lial carcinoma, Yazdi and Hogg®
noted that 51 occurred in the pa-
rotid glands and 3 in the subman-
dibular glands. No cases of minor
salivary gland involvement by lym-
phoepithelial carcinoma were noted.
The ratio of parotid to submandibu-
lar involvement was 16:1 in the re-
view of the literature.> Undifferen-
tiated carcinoma originating in the
minor salivary gland has been de-
scribed in isolated case reports. In
these case reports,®® the undiffer-
entiated carcinomas of minor sali-
vary glands were classified as small
cell carcinomas or large cell carci-
nomas or unclassified. There were
no reports of lymphoepithelial car-
cinoma originating in the minor sali-
vary gland to our knowledge.

Several studies have exam-
ined the incidence and clinical fea-
tures of lymphoepithelial carci-
noma of the salivary glands. Eskimos
and Asian individuals have the great-
est incidence of lymphoepithelial
carcinoma at arate 15 times greater
than whites of North America. The
female-male ratio is approximately
2:1. The peak incidence is between
the fourth and fifth decades of life
at the time of diagnosis. The most
common symptom is pain in the sali-
vary gland involved, and a mass is
usually palpated during the initial
examination. Paralysis of the facial
nerve has been reported infre-
quently. The parotid gland is usu-
ally involved, with rare cases of sub-
mandibular gland involvement.?

The differential diagnosis of
lymphoepithelial carcinoma of the
minor salivary glands includes mu-
coepidermoid carcinoma, squa-
mous cell carcinoma, large cell car-
cinoma, and small cell carcinoma.
The patient described herein had the
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classic histologic pattern of lympho-
epithelial carcinoma as described by
Eversole et al,! which developed in
aminor salivary gland. There was no
mucinous or squamous differentia-
tion in the carcinoma. An associ-
ated BLL was present, and the fea-
tures of small cell carcinoma were
absent. Therefore, the case re-
ported herein fulfills the criteria for
a lymphoepithelial carcinoma de-
veloping in a minor salivary gland.
Povah et al'® further classified
lymphoepithelial carcinoma into
low-grade and high-grade tumors.
The classification is based on cellu-
lar pleomorphism, mitotic activity,
and the degree of lymphocytic infil-
tration. Patients with high-grade
lymphoepithelial carcinoma have a
greater incidence of local recur-
rence, distant metastasis, and poorer
survival. The regional nodal metas-
tases consist of undifferentiated car-
cinoma. The stromal lymphocytic
component seen at the primary site
is not easily discerned in nodal
parenchyma. The 2-year survival rate
is approximately less than 10% for
patients with high-grade lesions.”* In
a review of the literature, Bosch et
al"! found an incidence of regional
nodal metastases in 41.3% of the
patients with lymphoepithelial car-
cinoma of a major salivary gland.

Distant metastases to the
lung and lumbar spine have been
reported.’ Eskimos have a 30% to
50% incidence of regional metas-
tases, while Asian patients have a
10% incidence of regional metas-
tases. The 5-year survival rate
for all stages and grades of lym-
phoepithelial carcinoma was 66%
in the results of the study by
Bosch et al.

Postoperative radiotherapy
was administered to the patient
described herein, since undiffer-
entiated carcinoma of the salivary
glands can have a propensity for
further metastasis and local recur-
rence. Previous reports* indicate
that the lesions are radiosensitive.

In conclusion, lymphoepithe-
lial carcinoma is a variant of
undifferentiated carcinoma that
has rarely been reported in studies
of major salivary glands. To our
knowledge, we describe the first
reported case of a lymphoepithe-
lial carcinoma developing in
a minor salivary gland of the
oral cavity. '

Accepted for publication December 9,
1996.
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