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ABSTRACT

CASE REPORT

Introduction: Clear cell carcinoma is a rare form of salivary
gland tumor, most commonly affecting the palate and tongue.
We present a patient with cervical lymph node metastasis
28 years after treatment for clear cell salivary carcinoma of the
soft palate.

A 68-year-old man presented with a 1-month history of a
new left neck mass. He had a history of clear cell carcinoma
of the soft palate, which had been treated 28 years before
with surgical excision and external beam radiation therapy
(62.99 Gy in 30 fractions over 42 treatment days). Physical
examination revealed a 2 cm firm, well-defined, mobile mass
in the left jugulodigastric area. Fine-needle aspiration biopsy
(FNAB) suggested reactive lymphadenopathy. Over the
following month, the mass did not decrease in size. Given
his history of malignancy, the decision was made to perform
an excisional biopsy with possible neck dissection.
At the time of surgery, direct laryngoscopy revealed no
evidence of residual carcinoma at the site of the previous
excision or elsewhere in the upper aerodigestive tract. The
mass and lymph node components of level IIA were
mobilized and excised, with preservation of the accessory
nerve and jugular vein. Frozen section analysis of the mass
revealed a carcinoma of unlikely squamous cell origin.
Consequently, a selective neck dissection was performed.
The patient tolerated the procedure and did well
postoperatively.
The final pathologic findings from the excised mass were
indicative of metastatic clear cell carcinoma (Fig. 1). Tumor
cells stained positive for keratin and negative for thyroid
transcription factor (TTF-1), napsin and renal cell carcinoma
(RCC) (Fig. 2).
Intracytoplasmic glycogen was diastase sensitive on
periodic acid-schiff (PAS) stain. No evidence of malignancy
was detected in the other lymph nodes (0/28).

Case presentation: A new neck mass was found in a 69-yearold man with a remote history of clear cell salivary carcinoma of
the soft palate. Fine-needle aspiration biopsy demonstrated no
evidence of malignancy; however, excisional biopsy revealed
carcinoma. Neck dissection was performed and final pathologic
review demonstrated clear cell salivary carcinoma metastatic
to a cervical lymph node.
Discussion: Clear cell salivary carcinoma may be less indolent
than previously believed. Metastases to cervical lymph nodes
and distant sites have been reported in one-fourth of patients
and can occur many years after treatment. Immunohistochemical staining is a valuable adjunct for differentiating clear
cell carcinoma from other neoplasms that demonstrate clear
cell components.
Conclusion: This rare case of late neck metastasis after clear
cell salivary carcinoma of the soft palate highlights the need for
high clinical suspicion of recurrence many years after treatment
and indicates the role of neck dissection for diagnosis and
treatment in patients with possible nodal spread.
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INTRODUCTION

REVIEW OF LITERATURE WITH DISCUSSION

Clear cell carcinomas, a variant of adenocarcinomas, are
one of the rarest forms of salivary gland tumors, representing
less than 1%. Diagnosis is often difficult because the
histologic features of these lesions overlap with those of
several more common salivary malignancies. Recent
evidence suggests the rate of metastasis and recurrence for
clear cell carcinoma may be higher than previously thought.
We report a case of metastatic clear cell carcinoma to a
cervical lymph node 28 years after excision and radiation
therapy for clear cell carcinoma of the soft palate.
Appropriate Institutional Review Board (IRB) review was
undertaken.

With fewer than 100 cases reported in the literature, clear
cell carcinoma is a rare form of salivary gland neoplasm
that typically arises from minor salivary glands and most
commonly affects the soft palate (27.5%) or tongue
(25.5%).1 Most cases present as a painless, slow-growing
submucosal mass; however, ulceration of the mass as well
as pain and speech alteration have been reported. 1,2
Diagnosis can be challenging, as clear cells constitute a
minor component of the cellular content in these lesions
and are also observed in many other benign and malignant
salivary gland tumors, including mucoepidermoid
carcinoma; myoepithelioma and myoepithelial carcinoma,
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Fig. 1: Photomicrograph (×200) of the biopsy showing a tubular
and focally trabecular growth pattern with prominent hyalinization

oncocytoma and oncocytic carcinoma, acinic cell carcinoma
and adenoid cystic carcinoma.3,4
The histomorphologic features of clear cell carcinoma
may aid in establishing a diagnosis. Clear cells are typically
seen in cords, trabeculae or clusters surrounded by a
hyalinized stroma.5 Immunohistochemical (IHC) staining
is an important adjunct in diagnosis and should be strongly
considered in patients with a history of prior malignancy.
Clear cell tumors are diastase sensitive on PAS stain and
typically positive for cytokeratin A1/A3, CAM5.2 and
epithelial membrane antigen. They stain negative for
mucicarmine, calponin and smooth muscle actin as well as
CD10, a marker of RCC, and thyroglobulin and TTF-1,
markers of clear cell thyroid carcinoma.4-6
Salivary gland clear cell carcinomas may be less indolent
than previously believed.7-9 Metastases to cervical lymph
nodes or distant sites have been reported in 25% of patients
at the time of presentation.6 Moreover, salivary gland
carcinomas may recur after extended disease-free intervals.
Cumulative 10-year and 15-year recurrence rates of 13 and
18% respectively, have been reported for patients who were
free of disease at 5 years.10 Late recurrences have been
described up to 12 years after treatment. The incidence of
late recurrence may be higher than that reported in the
literature, as many cases lack long-term follow-up data.1
To detect a recurrence of salivary gland malignancy,
FNAB alone may not be sufficient. A negative FNAB
finding has been reported to carry a low predictive value,
with more than half of the negative FNAB specimens at a
tertiary care cancer center found to represent neoplasms on
final histological assessment.11 As these findings suggest
and as the present case illustrates, additional work-up may
be warranted even in the context of a negative FNAB if the
level of clinical suspicion is high.
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Fig. 2: Photomicrograph of an area of clear cells (×400). These
were negative for RCC markers on IHC staining

CONCLUSION
This rare case of recurrent metastatic clear cell carcinoma
28 years after initial diagnosis and treatment carries several
implications for the management of clear cell salivary gland
carcinoma. First, the prevalence of cervical lymph node
metastasis underscores the importance of thorough
examination of the neck and suggests a role for neck
dissection in addition to wide local excision for patients
with suspected locoregional spread.12 Second, given the
potential for late recurrence, continued vigilant surveillance
is warranted even after an extended disease-free interval.
Finally, if the clinical presentation is concerning for possible
recurrence, a negative finding on FNAB is not sufficient to
rule out malignancy and should not deter additional
work-up.
REFERENCES
1. Kauzman A, Tabet JC, Stiharu TI. Hyalinizing clear cell
carcinoma: a case report and review of the literature. Oral Surg
Oral Med Oral Pathol Oral Radiol Endod 2011;112:e26-e34.
2. O’Regan E, Shandilya M, Gnepp DR, Timon C, Toner M.
Hyalinizing clear cell carcinoma of salivary gland: an aggressive
variant. Oral Oncol 2004;40:348-352.
3. Ellis GL. Clear cell neoplasm in salivary glands: clearly a
diagnostic challenge. Ann Diagn Pathol 1998;2:61-78.
4. Said-Al-Naief N, Klein MJ. Clear cell entities of the head and
neck: a selective review of clear cell tumors of the salivary
glands. Head Neck Pathol 2008;2:111-115.
5. O’Sullivan-Mejia ED, Massey HD, Faquin WC, Powers CN.
Hyalinizing clear cell carcinoma: report of eight cases and a
review of literature. Head Neck Pathol 2009;3:179-185.
6. Solar AA, Schmidt BL, Jordan RC. Hyalinizing clear cell
carcinoma: case series and comprehensive review of the
literature. Cancer 2009;115:75-83.

AIJOC

Late Neck Metastasis of Clear Cell Salivary Carcinoma of the Soft Palate
7. Batsakis JG, el-Naggar AK, Luna MA. Hyalinizing clear cell
carcinoma of salivary origin. Ann Otol Rhinol Laryngol
1994;103(9):746-748.
8. Milchgrub S, Gnepp DR, Vuitch F, Delgado R, AlboresSaavedra J. Hyalinizing clear cell carcinoma of salivary gland.
Am J Surg Pathol 1994;18(1):74-82.
9. Milchgrub S, Vuitch F, Saboorian MH, Hameed A, Wu H,
Albores-Saavedra J. Hyalinizing clear-cell carcinoma of salivary
glands in fine-needle aspiration. Diagn Cytopathol
2000;23(5):333-337.
10. Chen AM, Garcia J, Granchi PJ, Johnson J, Eisele DW. Late
recurrence from salivary gland cancer: when does cure mean
cure? Cancer 2008;112(2):340-344.
11. Cohen EG, Patel SG, Lin O, Boyle JO, Kraus DH, Singh B,
Wong RJ, Shah JP, Shaha AR. Fine-needle aspiration biopsy of
salivary gland lesions in a selected patient population. Arch
Otolaryngol Head Neck Surg 2004;130:773-778.
12. Bell RB, Dierks EJ, Homer L, Potter BE. Management and
outcome of patients with malignant salivary gland tumors. J
Oral Maxillofac Surg 2005;63(7):917-928.

ABOUT THE AUTHORS
Rena Xu
Medical Student, Department of Otolaryngology, Harvard Medical
School, Massachusetts, USA

Marc William Herr (Corresponding Author)
Clinical Fellow, Department of Otolaryngology, Massachusetts Eye
and Ear Infirmary/Harvard Medical School, Massachusetts, USA
e-mail: marc_herr@meei.harvard.edu

Peter Sadow
Staff Pathologist, Department of Pathology, Massachusetts General
Hospital/Harvard Medical School, Massachusetts, USA

Daniel Deschler
Director, Division of Head and Neck Surgery, Department of
Otolaryngology, Massachusetts Eye and Ear Infirmary/Harvard
Medical School, Massachusetts, USA

Otorhinolaryngology Clinics: An International Journal, September-December 2013;5(3):145-147

147

