A benign salivary gland tumor of minor salivary gland mimicking an

epithelial malignancy

VANDANA REDDY, VIJAY WADHWAN, POOJA AGGARWAL, PREETI SHARMA, MUNISH REDDY!

Abstract

Pleomorphic adenoma (PA) is the most common benign tumor of major or minor salivary glands. Microscopically, PA exhibits
a great diversity of morphological aspects. Here, we present an unusual case of PA with extensive squamous metaplasia and
keratin-filled cysts in the left retromolar region of a 50-year-old edentulous person whose microscopic finding may represent a

diagnostic dilemma for pathologists.
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Introduction

Pleomorphic adenoma (PA), the most common salivary gland
tumor, accounts for 54-65% of all salivary gland neoplasias
and 80% of the benign salivary gland tumors.!"! The incidence
of it in intraoral minor salivary glands is 40-50%.1' PA usually
appears as a solitary slowly growing, painless rubbery
mass.F! Histological diversities are the hallmark of PA as
its name implies. It is characterized by a wide spectrum of
morphological patterns, including squamous cells, mucous
cells, oncocytes, sebaceous cells, bone, adipose tissue, and
crystalline materials.! Focal squamous metaplasia is found in
about 25% of PA.P! Rarely extensive squamous metaplasia with
cystic changes are reported. Here, we present an unusual case
of PA with extensive squamous metaplasia and keratin-filled
cysts formation in a minor salivary gland, with special
attention given to the potential sources of diagnostic pitfalls.

Case Report

A 50-year-old man presented with a mass in the right
retromolar region that had been slowly enlarging over the
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previous 2 years with no pain. History was unremarkable.
Physical examination revealed a firm mass measuring
1 cm X 1 cm [Figure 1]. A provisional diagnosis of benign
tumor of salivary gland or mucocele was made. Complete
mass excision was done. Grossly tumor was well-encapsulated,
grayish-white, and measured 2 cm X 1 cm X 1.5 cm.
The cut surface showed no cystic area, hemorrhage or
necrosis [Figure 2]. The specimen was submitted for routine
microscopic examination. Histological features showed an
encapsulated tumor mass with approximately 70% of the
tumor volume composed of superficial and deep-seated
keratin-filled multicystic spaces of variable size and shape,
lined by metaplastic squamous epithelium. The epithelial
component of the tumor showed solid sheets, nests of
ductal structures. No dysplastic features or mitotic figures
were evident within the squamous cells. Occasional foci of
residual chondromyxoid matrix were seen [Figures 3-5]. These
microscopic features were suggestive of PA with extensive
squamous metaplasia.

Discussion

Tumors originating in the minor salivary glands are infrequent
and represent <20% of all salivary neoplasms. The most
common benign histological type is PA, in coincidence
with different studies that report a variable incidence of
between 40% and 72% of all salivary gland tumors.®! PA is
characterized by great histologic diversity; however, PA
presenting extensive squamous metaplasia is uncommon
and can signify a potential pitfall in the histopathological
diagnosis. Focal squamous metaplasia in PA can be related
to ischemia, repair following infarction and necrosis of the
salivary gland and may be found in about 25% of the PA.PI
Rarely extensive squamous metaplasia with cystic changes
are reported.

In the present case, many glandular cells were transformed
into squamous cells through a process of squamous
metaplasia, resulting in multiple squamous epithelium-lined
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Figure 1: Intraoral photograph showing well-circumscribed
nodular mass in the left retromolar trigone measuring 2 cm x
2 cm in diameter

Figure 3: Benign mixed tumor composed of both epithelial and
myoepithelial cells in a myxoid mesenchymal background (x4)

Figure 5: Keratin-filled multicystic spaces are lined by
metaplastic squamous cells (x40)

Figure 2: Cut surface of well-encapsulated grayish-white tumor
mass with no evidence of cystic areas, hemorrhage or necrosis

Figure 4: Multiple keratin cysts of variable size lined by stratified
squamous epithelium (x10)

cysts containing keratotic lamellae and some solid squamous
cell islands presenting keratin pearls. Extensive squamous
metaplasia with cystic changes in PA, especially in the
absence of chondromyxoid stroma, can mistakenly lead to a
diagnosis of benignity, such as choristoma or keratocystoma,
and malignancy including mucoepidermoid carcinoma and
squamous cell carcinoma on microscopy due to limited and
selective samplings.

Keratocystoma, previously known as choristoma, is a benign
salivary gland tumor resembling a trichoadenoma. It also
exhibits solid squamous cell islands surrounded by the
basement membrane within the collagenous stroma.” Goulart
et al. believe that the PA and keratocystoma may constitute
related lesions, representing different stages in the evolution
of a specific type of salivary gland tumor.”$ However,
keratocystoma lacks myxochondromatous, myoepithelial or
glandular components that are demonstrated in our case.
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Regarding the differential diagnosis with squamous cell
carcinoma, the absence of cytological atypia, metastasis,
necrosis, invasion as well as minimal cellular proliferative
activity and the presence of a fibrous capsule in the case
presented here weigh against the diagnosis of malignancy.”®'%
Compagno and Wong reported that microscopically PA of
the nasal cavity resembles mixed tumor of the major salivary
glands but due to high epithelial cellularity and little stromal
component, this benign tumor can be mistaken for malignant
epithelial neoplasm.!'"

Microscopically, mucoepidermoid carcinoma (MEC) presents
mucous, intermediate and squamoid (epidermoid cells) and
is usually multicystic. Unlike our case, the cystic spaces
of MEC are usually lined by mucous cells and prominent
keratinization is rare, with scarce epidermoid cells associated
with keratin production including keratin pearl formation./2!
There are reported cases regarding limitations of cytological
procedure in the diagnosis of such salivary gland neoplasms.
This is because of lack of the architectural features and the
tumor-stroma interface, which are both of critical importance
in the diagnosis of this salivary gland neoplasm.®”! There
has been recent interest in the application of antibodies to
cytokeratin 7 and cytokeratin 20 for determining the site of
origin of epithelial tumors. Draeger et al. have reported the
expression of cytokeratin 7 in the tubules and acini of the
epithelial component of PAs. Strong expression of cytokeratin
7 and focal cytokeratin 20 expression in the squamous islands
of the tumor.*™

Wide local excision is the treatment of choice in these lesions.
Higher proliferative index was noticed in the epithelial lining
of such keratin-filled cysts compared to the conventional PA.
It may signify that the squamous metaplasia resulting in the
large keratin-filled cyst in PA may be clinically significant,
probably relate to an important growth potential.l®!

Conclusion

To prevent the misdiagnosis of PA with exuberant squamous
metaplasia as a malignancy, cautious and systematic approach
in the histopathologic interpretation of the epithelial and
connective tissue component is needed. It is important to
be aware of this possibility to distinguish it from malignant
lesions and to avoid unnecessarily aggressive therapy.

References

1. Friedrich RE, Li L, Knop J, Giese M, Schmelzle R. Pleomorphic
adenoma of the salivary glands: Analysis of 94 patients. Anticancer
Res 2005;25:1703-5.

2. Isacsson G, Shear M. Intraoral salivary gland tumors: A
retrospective study of 201 cases. J Oral Pathol 1983;12:57-62.

3. Pons Vicente O, Almendros Marqués N, Berini Aytés L, Gay
Escoda C. Minor salivary gland tumors: A clinicopathological study
of 18 cases. Med Oral Patol Oral Cir Bucal 2008;13:E582-8.

4. Lam KY, Ng 10, Chan GS. Palatal pleomorphic adenoma with
florid squamous metaplasia: A potential diagnostic pitfall. J Oral
Pathol Med 1998;27:407-10.

5. Seifert G, Donath K, Jautzke G. Unusual choristoma of the
parotid gland in a girl. A possible trichoadenoma. Virchows Arch
1999;434:355-9.

6. Nasit JG, Dhruva G. Extensive squamous metaplasia with cystic
change in pleomorphic adenoma: A potential diagnostic pitfall in
fine needle aspiration cytology. Clin Cancer Invest J 2013;2:166-9.

7. Goulart MC, Freitas-Faria P, Goulart GR, Oliveira AM,
Carlos-Bregni R, Soares CT, et al. Pleomorphic adenoma with
extensive squamous metaplasia and keratin cyst formations in
minor salivary gland: A case report. J Appl Oral Sci 2011;19:182-8.

8. Nagao T, Serizawa H, Iwaya K, Shimizu T, Sugano |, Ishida Y,
et al. Keratocystoma of the parotid gland: A report of two cases
of an unusual pathologic entity. Mod Pathol 2002;15:1005-10.

9. Jayaram G, Pathmanathan R, Khanijow V. Cystic lesion of the
parotid gland with squamous metaplasia mistaken for squamous
cell carcinoma. A case report. Acta Cytol 1998;42:1468-72.

10. Coletta RD, Cotrim P, Almeida OP, Alves VA, Wakamatsu A,
Vargas PA. Basaloid squamous carcinoma of oral cavity: A histologic
and immunohistochemical study. Oral Oncol 2002;38:723-9.

11. Compagno J, Wong RT. Intranasal mixed tumors (pleomorphic
adenomas): A clinicopathologic study of 40 cases. Am J Clin Pathol
1977,68:213-8.

12. Thakur JS, Mohindroo NK, Mohindroo S, Sharma DR, Thakur A.
Pleomorphic adenoma of minor salivary gland with therapeutic
misadventure: A rare case report. BMC Ear Nose Throat Disord
2010;10:2.

13. Everson JW, Auclair P, Gnepp DR, Ei-Naggar AK. Tumors of the
salivary glands. In: Barnes L, Eveson JW, Reichart P, Sidransky D,
editors. World Health Organization Classification of Tumours.
Pathology and Genetics of Head and Neck Tumors. Lyon: IARC
Press; 2005. p. 209-81.

14. Draeger A, Nathrath WB, Lane EB, Sundstrém BE, Stigbrand TI.
Cytokeratins, smooth muscle actin and vimentin in human normal
salivary gland and pleomorphic adenomas. Immunohistochemical
studies with particular reference to myoepithelial and basal cells.
APMIS 1991;99:405-15.

How to cite this article: Reddy V, Wadhwan V, Aggarwal P, Sharma P,
Reddy M. A benign salivary gland tumor of minor salivary gland mimicking
an epithelial malignancy. Contemp Clin Dent 2015;6:247-9.

Source of Support: Nil. Conflict of Interest: None declared.

249

Contemporary Clinical Dentistry | Apr-Jun 2015 | Vol 6 | Issue 2



