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CASE REPORT

A Unique Pleomorphic Adenoma in the Minor
Salivary Glands of the Upper Lip: A Case Report
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Abstract: Pleomorphic adenoma (PA) is a common benign tumor of the salivary glands, but its occurrence in the minor salivary
glands of the upper lip is rare. In the a case report of a 24-year-old female with PA of the minor salivary glands in the upper lip,
exhibiting unique histological characteristics such as features resembling schwannoma, keratinization, myxolipomatous, oncocytic,
and mucinous traits resembling mucoepidermoid carcinoma. The main symptom of this condition is a gradual painless enlargement of
the affected area. Histopathological analysis confirmed the diagnosis of PA. This case highlights the importance of public education in
recognizing and treating painless masses. Further research is needed to explore PA’s histological and molecular characteristics to
establish prognostic factors such as the risk of recurrence.
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Introduction

Pleomorphic adenoma (PA) is a common benign neoplasm of the salivary glands that arises from the proliferation of
parenchymatous glandular cells with myoepithelial components in response to the neoplastic process in the glands.1
Although PA exhibits distinctive histological features, it can sometimes be mistaken for malignancy due to its ability to
mimic invasion, display atypical or metaplastic cytomorphology, and present morphological features that resemble those
of established salivary gland carcinomas.” The detection of PA poses several challenges due to these factors. PA typically
presents as a slow-growing, painless, nodular mass commonly affecting the parotid or submandibular, sublingual, and
minor salivary glands.>* In many cases, PA goes unnoticed by patients because it is painless. Delay in medical treatment
can lead to enlargement of the tumor, making surgical removal more difficult and increasing the risk of recurrence.

PA accounts for 60-65% of all major and minor salivary gland tumors and has a higher incidence in women, with
a ratio ranging from 2:1 to 3.2:1, and prevalence in the fifth to seventh decades of life.® PA most frequently affects the
palate (60%) and the upper lip (10-20%) but can also occur at other sites, including the buccal mucosa, floor of the
mouth, retromolar area, tongue, upper gingival sulcus, nasal cavity, and paranasal sinuses.” Histologically, PA is
characterized by cells similar to pleomorphic epithelial and mesenchymal, including ductal and non-ductal epithelial cells
and chondroid, myxoid, and osseous mesenchyme-like tissues.'® The etiopathogenesis of PA remains unclear, but
molecular studies suggest chromosomal abnormalities at 8q12 and 12q15 in the epithelial tumor."’

Upon histological examination, PA is characterized by a diverse array of epithelial cells arranged in a cord-like
pattern and may exhibit features such as squamous differentiation, plasmacytoid appearance, and myoepithelial cells,
which contribute to the abundant extra-cellular matrix composed of cartilage, collagen, mucoid, and osseous stroma.'?
Histological diagnosis of PA (benign mixed tumors) can be challenging. These lesions may exhibit features suggestive of
malignancy, such as capsular infiltration, hypercellularity, cell atypia, necrosis, and vascular invasion."® In order to
prevent complications and ensure the best possible outcome for a patient suffering from PA, early detection and prompt
treatment are crucial. This report presents a case of PA on the upper lip, a common location for this salivary neoplasm.
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Case Report

A 24-year-old female patient presented to the Outpatient Department (OPD) with a painless lump and progressive
swelling of the right upper lip, which had been present for the last 18 months. The patient’s medical history was
unremarkable, no history of trauma, genetic disorders, or other abnormalities was found during clinical examination,
and no medication was taken. A firm and well-defined swelling were found on the right side of the upper lip, which
was freely moving, non-cystic, and rubbery in consistency but not tender, and no signs of inflammation were
observed. The lesion was surgically excised without compromising the surrounding tissues, and the sample was
sent to the pathology laboratory for histopathological analysis. The excised specimen was received in formalin,
labeled “Right upper lip swelling”, and comprised a piece of encapsulated tan-pinkish tissue measuring 0.5x0.4
x 0.3 cm. The specimen was submitted entirely in one cassette without compromising the surrounding tissues.
Subsequently, the patient was discharged and attended monthly follow-ups for 12 months to monitor for signs of
recurrence or other complications. The present case did not show evidence of local recurrence 12 months after
surgery.

The excised specimen was subjected to histopathological examination, which revealed a well-encapsulated epithelial
salivary gland tumor. The tumor comprised an island and sheets of plasmacytoid cells arranged in duct-like structures,
with irregular tubules and patterned strands of benign neoplastic cells surrounded by chondromyxoid stroma. Some cystic
areas are identified, with variable stroma exhibiting fibrous, chondroid, and myxoid appearance (Figure 1A-C). Based on
these histological features, a diagnosis of PA was established.

Discussion

Despite advancements in the field, the progression rate of PA still needs to be better understood. PA is typically a slow-
growing, painless tumor; however, a few cases have been reported in which rapid growth has occurred, especially in the
palate. Due to its rarity, caution is necessary when diagnosing a PA on the lip.'"* Similar clinical manifestations were
observed in the current case, which presented with an upper lip lesion. Recent studies have shown a remarkably high
prevalence of PA in the upper lip compared to the lower lip, with a ratio of 6:1."° In a study of 75 patients with small
intraoral salivary gland tumors, 15 of the 29 benign tumors were in the palatal region, with only four on the upper lip and
one on the lower lip."' Benign tumors occur on the upper lip, while malignant lesions usually occur on the lower lip."!
Differences in the development of lesions in the upper and lower lips may be attributed to differences in embryonic
development stages. The most effective treatment for minor salivary gland tumors is surgical removal, with a margin of
normal tissue surrounding cancer excised by at least 1 to 2 cm if malignant.'® In the current study, our female patient
from Saudi possessed a tumor on the upper lip with a rare neoplasm. A similar condition was reported in a male patient
(33 yrs) from Nigeria, with painless swelling on the right side of the upper lip."”

However, long-term patient follow-up is crucial to reduce the risk of late recurrence since salivary gland tumors can
recur after a considerable period. It is recommended that patients are monitored for at least five years after the initial
surgery. A retrospective study by McGregor et al revealed that of 31 patients under 30 years of age treated for PA, 42%
(n = 16) experienced tumor recurrence after initial treatment, all of which occurred in the parotid gland.'® In another
retrospective study of 392 patients, a ratio of 2.19: 1 of malignancies was observed, where 68.2% were benign.” Other
studies suggest a higher risk of recurrence in patients diagnosed with PA before age 30.'° Wittekindt et al analyzed 108
consecutive patients and found that the risk of clinically evident recurrence of pleomorphic adenoma after 1, 5, and 15
years of follow-up was 16%, 42%, and 75% of the participants, respectively.”” The most common explanation for PA

recurrence is thought to be related to pathologies, such as capsule thickness or absence of a capsule.”'"*

If the capsule
ruptures or an incomplete removal is performed during surgery, residual tumor cells will remain, leading to recurrence.
This case report adds to the literature and contributes to developing clinical guidelines for diagnosing and treating PA.
The study’s main limitation is the incongruity observed in the imaging examinations of the patients. Magnetic resonance
imaging (MRI), ultrasound (US), and computed tomography (CT) are commonly recommended diagnostic tools to

accurately determine the size and location of a tumor in patients with PA.
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Figure | Microscopic analysis of intact myoepithelium displaying chondromyxoid stroma of ducts and acini (A); the notable presence of plasmacytoid cells in outer cell layer
(B); and diverse stromal composition with fibrous, chondroid, and myxoid components (C) (Magnification on H&E staining X100).

Conclusion

As PA is usually asymptomatic, patients may not be aware of its presence, making diagnosis challenging, especially when
distinguishing it from inflammatory jaw lesions and oral tumors that exhibit overlapping clinical signs and radiographic
characteristics. However, a definitive diagnosis can only be achieved through histopathological examination. Total surgical
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excision is recommended as the definitive treatment for PA, with an excellent prognosis. However, patients should be closely
monitored over an extended period due to the risk of recurrence and the possibility of malignant transformation.
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