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Abstract

Extra-nasopharyngeal lymphoepithelioma-like carcinomas (LELC) are uncommon epithelial tu-
mors. A few isolated case reports and series are available in literature involving the larynx, pha-
rynx, salivary gland, lung etc., but involvement in the parapharyngeal space has not yet been re-
ported. We aim to highlight one such case that has a clinical and radiological characteristic of a
benign lesion whilst the histopathology reveals an infiltrating neoplasm. The typical clinical ag-
gressiveness of a classical LELC of extra-nasopharyngeal lesion as described in literature is not
present in our case. Also seen is an uncommon finding of abnormal branching of left external ca-
rotid artery. There is no standard treatment protocol for such a tumor; however, wide excision of
this tumor in the parapharyngeal space via trans-cervical, trans-mandibular, trans-palatal ap-
proach has shown good and satisfactory tumor control of the primary site so far.
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1. Introduction

Parapharyngeal space tumors are rare and comprise only 0.5% of all head and neck tumors and a vast majority
of these are benign in nature [1]. Even more rare is a primary malignant tumor of parapharyngeal space. Our se-
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nior author [2] has published a series of 41 cases of parapharyngeal tumor where he found only 5 cases with ma-
lignant pathology. Herein reported is a rare case of lympho-epithelioma-like carcinoma (LELC) primarily aris-
ing from the parapharyngeal space having no clinical or radiological evidence of involvement of the nasopha-
rynx. This neoplasm seems to have behaved in a fashion remniscent of nasopharyngeal carcinoma. However,
predominant association of Ebstein Barr Virus in nasopharyngeal lymphoepithelioma is not seen commonly in
LELC of extranasopharyngeal origin. A review of available English literature using search engines Medscape
and Pubmed failed to show any previous report of LELC in parapharyngeal space. This case study of lymphoe-
pithelioma-like carcinoma in the parapharyngeal space is peculiar and unusual. The preoperative diagnosis of
this neoplasm was difficult and final definitive diagnosis was established only after immunohistochemistry and
electron microscope studies. In the present case, the diagnosis is supported by histopathological studies and im-
munohistochemistry. There was no associated tumor involvement of nasopharynx or lung on clinical and radio-
logical examination. The idea of presenting this case is to highlight its rare occurrence of this tumor in the para-
pharyngeal space, its diagnostic as well as management dilemmas along with the abnormal branching of external
carotid artery. This could very well be the first reported case of primary lymphoepithelioma-like carcinoma
found in the parapharyngeal space to the best of our knowledge.

2. Case Report

A 30 years old Indian male patient attended the ENT Clinic of NMC Specialty Hospital, Abu Dhabi, UAE on
7th October 2013 for his complaints of breathing difficulty, huskiness of voice and snoring during sleep of 6
months duration. There was no difficulty in swallowing but his initial symptoms of breathing difficulty aggra-
vated in the last one month. Clinical examination revealed a globular, smooth and congested mass pushing the
left side of soft palate and uvula downwards and medially causing narrowing of the oropharyngeal inlet. A rigid
videolaryngoscopy showed the lower margin of the mass going beyond the left pharyngoepiglottic fold. The su-
praglottic larynx was pushed to the right side due to mass effect (Figure 1). A CT scan Neck with contrast was
done on 10th October 2013 which revealed a well-defined elongated spindle shaped enhancing soft tissue mass
in the left parapharyngeal space measuring 7.5 cm cranio-caudally, 3 cm antero-posteriorly and 4.5 cm trans-
versely. The mass was extending from jugular foramen superiorly to the level of hyoid bone inferiorly. Medially,
this mass was causing medial displacement of the visceral space with indentation on the left lateral wall of na-
sopharynx, oropharynx and hypopharynx (Figure 2). His hematological and biochemical investigations were
within normal limits. We decided on an excision biopsy instead of FNAC and patient was posted for surgery on

(a) (b)

Figure 1. (a) Rigid videolaryngoscopy: the lower margin of the mass going beyond the left pharyngoepiglottic fold with
mass effect pushing the supraglottic larynx to right side; (b) Globular, smooth and congested mass pushing the left side of
soft palate and uvula downwards and medially with narrowing of the oropharyngeal inlet.



P. Hazarika et al.

Figure 2. CT scan neck with contrast coronal cut: Well-defined elon-
gated spindle shaped enhancing soft tissue mass in the left parapha-
ryngeal space.

11th November 2013. Trans-cervical, trans-mandibular approach with lateral paramedian mandibulotomy was
adopted for resection of the tumor. Intraoperatively, we encountered abnormal branching of left superior thyroid
and left lingual artery from the left carotid bulb (Figure 3(a) and Figure 3(b)). The tumor was firmly adherent
superiorly to the base of the skull and had to be removed in piecemeal at the superior pole in the area of attach-
ment only and rest of the tumor was removed as a single well encapsulated tumor (Figure 4). A few level | and
11 cervical lymph glands were found on the left side which was removed and sent for histopathology along with
the excised main mass. Histopathology showed a well encapsulated tissue with an infiltrating neoplasm of cells
arranged in cords, nests and sheets in a dense lymphoplasmacytoid background. The cells had moderate to ab-
undant eosinophilic cytoplasm with pleomorphic hyperchromatic nuclei having nucleoli. Dyskeratotic cells were
also noted. The mitoses were frequent with apoptotic debris. The excised 5 cervical lymph glands were reactive
in nature only. The histological diagnosis turned out to be lymphoepithelioma-like carcinoma of undifferentiated
type. Due to the rarity of the lesion, the histopathological slide was further evaluated in the pathology depart-
ment of Manipal University, India where the diagnosis was reconfirmed. Immunohistochemical analysis showed
that the cells were positive for CK 5/6, PanCK and p63 and negative for CD3, CD20, S100 and CEA (Figure
5(a) and Figure 5(b)).

3. Discussion

Parapharyngeal tumours are mostly benign. Some published reports have commonly reported neurogenic tu-
mours as being frequently seen. While various other authors in their series have reported salivary gland tumors
as the most commonly encountered tumors in the parapharyngeal space. Malignant tumors are very rarely re-
ported [2]-[4].

Lymphoepithelioma-like carcinoma (LELC) is a different histopathological entity having microscopic resem-
blance to nasopharyngeal lymphoepithelioma. This entity is a histological variant of malignant tumor arising
from uncontrolled mitosis of the transformed cells originating in the epithelial tissue. However, LELC is be-
lieved to arise outside the nasopharynx yet resembling histologically with nasopharyngeal lymphoepithelioma
[5].

LELC was first described in 1921 as a variant of squamous cell carcinoma. LELC grows either in nests or as a
single infiltrating cell with cells round or oval vesicular nuclei, prominent nucleoli, indistinct cytoplasmic bor-
ders and numerous mitoses [6]. The cells are undifferentiated and non-keratinizing. It stains positive for epi-
thelial marker such as cytokeratin and epithelial membrane antigen. Usually an inflammatory infiltrate rich in
mature lymphocytes (predominantly CD8" and T cells) and occasionally eosinophils are seen, particularly ob-
scuring the neoplastic epithelial component [7]. Conventionally, LELC is regarded as high grade based on poor

histological differentiation.
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Figure 3. (@) An abnormal branching of left superior thyroid and left lingual artery from the left carotid bulb;
(b) Intraoperative view of tumour exposed via transcervical transmandibular approach; the extent of the mass
seen in the base of skull.

Figure 4. Post operative specimen showing single well encapsulated tumour removed from left parapharyn-
geal space.

(@) (b)
Figure 5. H & E 200x%; LEC; islands and nests of tumor cells in a lymphoid background p63 positive in tu-

mor cells.
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LELC has a strong etiopathological association with EBV, mostly in South Eastern Asian population [8].
However, the connection between LELC and EBV is variable and may not always have any ethnic relevance.
There have been reports of LELC arising from the pharynx or foregut derivatives in Asian population who are
more prone for EBV than Caucasians [3]. The associations of EBV are more site specific and seen more in tu-
mors arising from lung, stomach, thymus and salivary gland [9]. Circulating serum EBV DNA could be used as
a tumor marker in the clinical management of LELCs. It is reported that patients with a pre-therapy serum EBV
DNA more than 10,000 copies/ml had significantly worse survival rate [10]. Elevated levels 6 to 8 weeks after
therapy were strongly associated with both progression free and overall survival [10] [11]. In our present case,
circulating serum of EBV DNA was not done as our preoperative diagnosis was in favor of benign neurogenic
tumor and hence was never thought of. In-situ hybridization (RNA-ISH) and polymerase chain reaction (PCR)
for detection of Epstein Barr Virus genome in both epithelial and lymphoid population would have been more
informative. Immunohistochemical studies done in our case shows cells were positive for tumor markers CK5/6,
Pan CK and P63 and negative for CD3, CD20, S100 and CEA. These parameters are in favor of LELC.

Ma, Lin, Wang, et al. (2014) [12] reported sixty nine cases of lymphoepithelioma-like carcinoma from sali-
vary gland but none of these are from the parapharyngeal space. CT scan neck and extensive sampling in histo-
pathological studies in our case, failed to show any evidence of salivary gland tissue excluding the possibility of
its origin from salivary gland. Extensive sampling was done from the post operative specimen after inking the
surface. The lesion was well encapsulated and completely excised as shown in Figure 4.

Clinically, the most common symptom of a parapharyngeal tumour is a neck mass. Other symptoms include
swallowing problems, feeling of obstruction and pain in the throat, unilateral tinnitus, trismus, dysarthia, glos-
sopharyngeal neuralgia and cranial nerve palsies. Pain, trismus and cranial nerve palsies are often suggestive of
malignancy. Our patient had initial symptoms of lump in the throat, huskiness of voice, mild breathing difficulty
on exertion. No visible neck mass or gland was found. This could be because the tumor was arising high in the
parapharyngeal space towards the skull base. However, the lump was seen on rigid laryngoscopy as a swelling
in the left lateral pharyngeal wall pushing the supraglottic larynx towards the right side. The initial clinical im-
pression in this case was favoring more towards benign tumors like schwanomma. LELC was the post operative
histopathological diagnosis.

FNAC, MRI CT Scan Neck with or without contrast and Angiography are the common investigative tools
used for parapharyngeal masses. In the present case, the classic CT angiographic findings pointed towards a be-
nign tumor. Since the tumor was deep seated in the parapharyngeal space with a radiological evidence of benign
character of tumor we decided excision biopsy as our ideal option rather than FNAC because of its high level of
specificity.

Management of such tumors is difficult as there is no validated therapeutic management that exists for LELC.
Surgical excision [6] has been reported as the best option in localized disease occasionally followed by radio-
therapy [9]. Chemotherapy is not a conventional option. Taxanes, platinum derivatives and 5-fluorouracil com-
bined with folinic acid are active drugs [13]. Surgical approaches for the excision of parapharyngeal tumors are
numerous but trans-cervical approach is more popular because of its versatility. However, the surgical dilemma
involved is in the selection of the appropriate approach while avoiding injury to the great vessels with preserva-
tion of functions of lower cranial nerves, with or without mandibulotomy and reduction of traction trauma to the
soft tissues intraoperatively. In our present case, we found an unusual branching of left external carotid artery
where the superior thyroid and lingual artery were branching from the left carotid bulb instead of the left exter-
nal carotid artery. This kind of abnormal branching is rare but has been reported earlier [14]. So, meticulous
dissection is also imperative to look out for any structural abnormality of vessels and nerves thus avoiding inad-
vertent injury.

LELC has generally been considered as highly radiosensitive and hence radiotherapy is to be considered es-
pecially for residual tumors, high grade tumors or tumors with only loco-regional metastasis. Prognosis depends
on the stage and grading of the tumor. Our present case was treated with primary surgery. Radiotherapy will be a
considered optiion if recurrence of the tumor is found in the follow up period. A repeat CT scan Neck done on
25th February 2014 showed no recurrence of the primary tumor in the parapharyngeal space and during his last
visit on 3rd January 2015 to our outpatient department patient was asymptomatic and doing well. He is currently
under our close watch and follow up.

4. Conclusion
Lymphoepithelioma like carcinoma has a close histopathological similarity with nasopharyngeal lymphoepithe-
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lioma and can arise primarily from extra nasopharyngeal sites like salivary gland, oropharynx, larynx, gastric
mucosa, lung etc. However, LELC arising primarily from parapharyngeal space has not been reported in English
literature. One such case is reported here because of its rarity and dilemma in management. Such diagnosis often
requires immunohistopathology and electron microscopy for confirmation.
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