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abstract
Oral mucocele (OM) with clear cell change is a rare histological variant that can 
generate diagnostic difficulties and must be differentiated from benign, malignant 
and metastatic neoplasms that have this histological pattern. We present the case of 
a 27-year-old woman with OM with clear cell change in which the complete medical 
history, histopathological evaluation and immunohistochemical studies led to a correct 
diagnosis. 
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introduction
Oral mucocele (OM) is a reactive lesion caused by mucus extravasation 
secondary to trauma to the minor salivary gland ducts. This generates the 
formation of granulation tissue with abundant foamy macrophages1-3. OM 
has been reported in patients of all ages, but is more common in children 
and young adults. It does not have a predilection for gender and the most 
common location is on the mucosa of the lower lip. Other presentation sites 
include the floor of the mouth, the ventral aspect of the tongue, the soft 
palate, and the retromolar pad1. OM has infrequent histological variants, such 
as superficial, with myxoglobulosis-like change and with papillary synovial 
metaplasia-like change1,2. The objective of the following manuscript is to 
present the case of a 32-year-old woman with OM with clear cell change, 
this histological variant must be differentiated from benign and malignant 
neoplasms with clear cells, such as salivary, squamous, melanocytic and 
metastatic tumors.

case report
A 27-year-old woman who consulted for a painless and sessile nodule on the 
mucosa of the lower lip with 1 month duration. The patient did not report 
any antecedents in the medical history and the physical examination did not 
reveal other alterations. The lesion was resected. In the histopathological 
evaluation, oral mucosa was observed without alterations in the squamous 
epithelium (Figure 1A). In the stroma, a diffuse population of clear cells 
was identified that at higher magnification had hyperchromatic nuclei and 
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vacuolated cytoplasms; other cells had signet ring cell morphology (Figure 1B). 
Immunohistochemical stains were performed that showed strong and diffuse 
positivity for CD163 and CD68 (Figure 2A and B). Stains with AE1/AE3, SOX10. 
S100 and p63 were negative, with which the diagnosis of OM with clear cell 
change was determined.

figure 1. A - Photomicrograph showing oral mucosa lined by squamous epithelium 
without dysplasia. A diffuse population of cells with clear cytoplasms is identified in 
the stroma. H / E, 10x. B - Photomicrograph showing cells with vacuolated cytoplasms 
and hyperchromatic nuclei. Others have signet ring cell morphology. H / E, 40x.

figure 2. A - Photomicrograph showing strong and diffuse positive staining with CD163. 
Immunohistochemistry, 4x. B - Photomicrograph showing strong and diffuse positive 
staining with CD68. Immunohistochemistry, 10x

discussion
OM does not usually present diagnostic difficulties because histopathological 
findings are relatively common and are characterized by extravasation of 
mucus associated with granulation tissue and macrophages. However, some 
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may exhibit a wide morphological diversity, which generates diagnostic 
difficulties. The less common histopathological variants are superficial, with 
myxoglobulosis-like change, with papillary synovial metaplasia-like change 
and with clear cell change1,2. OM with clear cell change is a rare variant, B.V. 
de Brito Monteiro et al evaluated 667 cases of OM and found that only 11 
cases (1.64%) had a clear cell change3.

OM with clear cell change must be distinguished from neoplastic pathologies 
that may have this morphology and that carry a poor prognosis for the patient. 
The differential diagnosis includes salivary gland, melanocytic, squamous, and 
metastatic tumors. Most of these have specific histopathological characteristics, 
however, on some occasions, immunohistochemical staining and a complete 
medical history must be performed to achieve a correct diagnosis.

Salivary gland neoplasms that may have clear cell change are myoepithelioma, 
oncocytoma, mucoepidermoid carcinoma, myoepithelial carcinoma, acinar cell 
carcinoma, and clear cell carcinoma. By immunohistochemistry, all previous 
neoplasms are positive for cytokeratins, compared to OM, which is negative2,4.

Melanocytic neoplasms that have clear cells such as balloon cell nevus 
and ballon cell malignant melanoma can occur on the skin of the head 
and neck, however, they are uncommon in the oral cavity. Histologically, 
melanocytes, in addition to having clear and foamy cytoplasms, may present 
occasional pigmentation and areas with typical melanocytes associated with 
cytological atypia and mitosis figures, which helps to guide the diagnosis. In 
immunohistochemistry, melanocytic cells can be positive for S100, SOX10, 
HMB45 and Melan A. In this case, melanocytic markers were negative2.

Squamous cell carcinoma with clear cells is another of the differential 
diagnoses to consider, this neoplasm is positive for cytokeratins and squamous 
cell markers such as p63 and p40. Metastatic neoplasms such as clear cell 
carcinoma of the kidney, prostate, thyroid, small intestine, and lung can also 
metastasize to the oral cavity5. In general, these neoplasms are positive for 
cytokeratins and other immunohistochemical markers depending on the 
organ of origin, such as PAX8, RCC, CAIX, PSA, NKX3.1, racemase, TTF-1, CK7. 
CK20 and Napsin A.

Clear cells can generate difficulties in histopathological diagnosis because there 
is a wide variety of reactive pathologies, benign and malignant neoplasms 
that can have this morphology. A correct clinical history, histopathological 
evaluation and an immunohistochemical panel can avoid errors in diagnosis.
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