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INTRODUCTION

Eyelid lesions are quite common and most of the surgically 
excised ophthalmic specimens submitted for histopathologic 
evaluation are obtained from this site. Numerous and 
diverse pathologic lesions in the eyelids are due to their 
unique anatomical features as the whole skin structures 
with its appendages, skeletal muscle, modified glands, 
and conjunctival mucous membrane are represented in 
the eyelid.1,2 Eyelid lesions can be divided into congenital, 
inflammatory, nonneoplastic masses, and neoplasms (benign 
or malignant). Neoplastic lesions can be further classified 
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Background: Eyelid pathologies are the most common surgical specimens encountered among all of the 
ophthalmic lesions and constitute a wide range of diseases by their unique histologic features.  This study 
aims to find out the histopathological spectrum of eyelid lesions, their demographic distribution, and 
preferential location prevalent in our community.

Materials and Methods: This is an observational study in which we retrospectively evaluated the data of 
692 patients retrieved from the histopathology department of National Reference Laboratory, Kathmandu, 
from May 2016 to April 2019. 

Results: A total of 701 histologic diagnoses comprised of benign, precursor, and malignant lesions and 
accounted for 86.6%, 2.6%, and 10.8% respectively with preponderance in females. The common benign 
lesions included melanocytic nevus (17.7%), epidermal cyst (11%), hemangioma (8.9%), dermoid cyst 
(8.2%), chalazion (6.7%), and squamous papilloma (6.4%). Tumour of epidermal origin was the most 
common neoplastic lesion accounting for 31.2%.  Basal cell carcinoma (50%) followed by sebaceous 
carcinoma (27.6%) and squamous cell carcinoma (14.5%) constituted the majority of malignant lesions 
prevalent above the age of 60 years with the preferential site of the upper eyelid for basal cell carcinoma 
and squamous cell carcinoma; and lower eyelid for sebaceous carcinoma. 

Conclusions: Benign eyelid lesions are more prevalent than malignant ones with overall female 
preponderance. Epidermal tumours are common among neoplasms. A malignant tumour, a disease of 
an elderly individual, is predominated by basal cell carcinoma followed by sebaceous carcinoma, an 
aggressive tumour with a high recurrence rate in our population.
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ABSTRACT
Nasopharyngeal carcinoma is an Epstein-Barr virus associated malignancy of the nasopharynx. Although 
metastasis to the cervical region is known, initial presentation with cervical metastasis without an 
apparent mass in the nasopharynx is rare. Herein, we present a case of a 14-year-old male who presented 
with bilateral multiple cervical lymphadenopathies, clinically mimicking lymphoma, with no mass in the 
nasopharynx, even on CT scan. A biopsy of the lymph node revealed a syncytial arrangement of atypical 
cells with partially compressed lymphoid tissue. On immunohistochemistry, these cells were positive for 
Pan-cytokeratin and EBV-LMP1, with absent CD45 expression; and a possibility of metastatic deposit 
arising from nasopharyngeal carcinoma was suggested. MRI revealed a thickening of the posterior 
nasopharyngeal wall, thereby confirming the origin of the tumor.

This case highlights a possible clinical mimicker and the importance of biopsy and immunohistochemistry 
in reaching a conclusive diagnosis. Clinicians and pathologists must be vigilant, and the possibility of 
NPC must be ruled out even without any obvious mass in the nasopharynx, to avoid delay in further 
management.
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INTRODUCTION

Nasopharyngeal carcinoma (NPC) is a malignant tumor 
arising from the epithelium of the nasopharynx.1 It is an 
Epstein-Barr virus (EBV) associated malignancy of young 
adults with a high prevalence in South asian countries as 
compared to Western countries.2 Clinically, patients may 
present with symptoms of nasal obstruction or cranial 
palsy.3 Although early metastasis to lymph nodes is known, 
patients generally present first with nasal symptoms. Herein, 
we present an unusual case of metastatic nasopharyngeal 
carcinoma that presented with multiple bilateral cervical 
lymphadenopathies clinically mimicking lymphoma.
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CASE REPORT

A 14-year male presented with complaints of multiple 
bilateral cervical swellings for 6 months. At the time of 
presentation, there were no other complaints, particularly 
no nasal complaints, and a general physical examination 
revealed multiple enlarged lymph nodes present bilaterally in 
the neck, which were firm to hard in consistency. A biopsy of 
the cervical lymph node was done and sent for histopathology. 
Grossly, a single lymph node measuring 2cmx1cmx0.5cm 
was received. Microscopy revealed a partially encapsulated 
lymph node with effaced architecture. There was diffuse 
infiltration by sheets of syncytially arranged atypical cells. 
(fig.1A) These cells had large vesicular nuclei, prominent 
eosinophilic nucleoli, and  moderate to ample cytoplasm. 
Frequent mitotic figures and focal nuclear pleomorphism 
were also noted. Peripherally compressed normal lymphoid 
tissue was also noted. Based on these morphological 

findings, the possibility of a secondary metastatic lesion of 
the lymph node was suggested, and immunohistochemistry 
(IHC) was advised. Meanwhile, the patient had one episode 
of epistaxis, which was managed conservatively. A CT scan 
of the head and neck was done, which did not reveal any 
mass in the nasopharynx. A panel of immunohistochemistry 
(IHC) markers was applied, which showed the atypical cells 
to be positive for Pan Cytokeratin, and negative for CD45, 
CD3, CD20, CD30, PAX-5, ALK, S-100, CD56, CD68, and 
Desmin. Diffuse weak positivity for EBV-LMP1 was also 
noted. (fig.1B & 1C) Based on these findings, a diagnosis 
of metastatic deposit, possibly nasopharyngeal carcinoma 
(non-keratinizing, undifferentiated type) was given. As 
there was no mass in the nasopharynx on the CT scan, an 
MRI was done, which revealed thickening of the posterior 
nasopharyngeal wall; thereby confirming the origin of the 
metastatic lesion. (fig. 1D)

Figure 1: A) Biopsy from the lymph node showing effacement of architecture with syncytial arrangement of tumor cells (HE stain; 100X). 
B) Tumor cells expressing Pan CK (IHC; 100X). C) Tumor cells negative for CD45 immunostain (the residual background lymphoid 
population expresses CD45). The tumor cells also showed faint positivity for LMP1 (IHC; 100x). D) MRI of the head and neck revealed 
thickening of the posterior nasopharyngeal wall (orange arrow).

Metastatic nasopharyngeal carcinoma
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DISCUSSION

Nasopharyngeal carcinoma predominantly occurs in young 
adults, although it can be seen in children. Its early detection 
may be a challenge due to the hidden location of the 
nasopharynx. On radiological examination, the nasopharynx 
may have a normal appearance or show fullness, surface 
granularity, or an overt mass.4 However, the present case did 
not show an overt mass radiologically, due to which it was 
initially missed clinically. If an obvious mass is present, the 
diagnosis is usually based on its biopsy. However, NPC is 
known to have an early metastasis, and very rarely, patients 
may present directly with metastatic deposits in lymph nodes 
or distant metastases to bone (64–67%), liver (32–34%), and 
less commonly to lung (15–22%).5 The present case had a 
similar presentation and was diagnosed based on the biopsy 
of the cervical lymph node.

The association between EBV infection and NPC is well 
known. Almost all NPCs in endemic regions are associated 
with infection by EBV. The expression of the EBV genome 
in NPC cells comes from the coding and non-coding genes. 
The coding genes include EBV latent membrane proteins 
(LMPs) and EBV nuclear antigens (EBNA). The non-protein 
genes include EBV-encoded small non-polyadenylated 
RNAs (EBERs) and microRNAs. Two small EBV-encoded 
RNAs, namely EBER1 and EBER2, are the most abundant 
viral transcripts in latent EBV-infected NPC cells, which can 
be detected by FISH. EBV infection, thus, has been proven 
to be an important factor in promoting NPC cellular motility 
and metastasis from different angles, involving multiple 
signaling pathways.6

According to the World Health Organization (WHO) 
classification, NPCs are classified morphologically into 
three types: keratinizing squamous cell carcinoma, non-
keratinizing differentiated carcinoma, and non-keratinizing 
undifferentiated carcinoma.7 However, this classification 
does not provide adequate information to predict the outcome 
of the patient, especially the occurrence of metastasis. 
Morphological characteristics of the undifferentiated type 
consist of uniform cells arranged in a syncytial pattern with 
cells having ovoid vesicular nuclei, prominent nucleoli, and 
indistinct cell borders.4 This was similar to our case, wherein 
the lymph node showed a  syncytial arrangement of these 
atypical cells. At times, distinguishing the undifferentiated 
type of NPC from lymphoma might be difficult, especially in 
cases of the syncytial variant of nodular sclerosis Hodgkin 
lymphoma. In such cases, a panel of IHC markers can help 
to differentiate Hodgkin lymphoma from NPC. Although 
CD45 is absent in both, NPC lacks CD30 and PAX5 
expression as well.4,8 There has been a single case report 
in the literature where NPC showed expression of CD30; 
however, the authors concluded that a panel of markers, 
including Pan CK, is useful in such cases, in which Hodgkin 
lymphoma will not show the expression of Pan CK.4 IHC 

can easily help to differentiate undifferentiated carcinoma 
from Non-Hodgkin lymphoma. Pan CK and CD45 are the 
primary markers to differentiate undifferentiated carcinoma 
from NHL. However, a more robust panel of markers is 
essential to differentiate NPC from HL. In the present 
case, in addition to Pan CK and CD45, other markers for 
Hodgkin lymphoma (PAX5, CD30) were also applied to 
rule out the syncytial variant of nodular sclerosis Hodgkin 
lymphoma. Other markers like Desmin, CD68, and CD56 
were also applied to rule out Rhabdomyosarcoma, and any 
histiocytic or NK cell tumors. However, positivity for Pan 
CK and EBV-LMP1 suggested the possibility of metastatic 
nasopharyngeal carcinoma.

CONCLUSIONS

Nasopharyngeal carcinoma presenting with multiple 
cervical lymphadenopathies without any obvious mass 
may be misdiagnosed as lymphoma clinically. Biopsy of 
the lymph node with a panel of IHC markers is essential 
in such cases to arrive at a conclusive diagnosis. It is also 
important to differentiate the  syncytial variant of Hodgkin 
lymphoma from undifferentiated carcinoma. For this, 
immunohistochemistry is imperative. Clinico-radiologically, 
the possibility of NPC must be considered in a patient with 
multiple lymphadenopathies even without an obvious mass 
lesion in the nasopharynx.
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