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ABSTRACT
Introduction
Majority of lymphomas involving the head and neck are Non-Hodgkin lymphoma (NHL). Most of them present as cervical 
lymphadenopathy. The objectives of this study are to present the problems encountered in the diagnosis of extra-nodal NHL in 
head and neck region and show the importance of thorough clinical examination and proper investigation.
Materials And Methods
A prospective study was done in the department of ENT in a tertiary care hospital of West Bengal from July 2015 to June 2018. 
Patients diagnosed as NHL on the basis of histopathology and immunohistochemistry were included in this study. Patients who 
were lost in follow up were excluded from the study. Patients were treated with chemotherapy and radiotherapy by Oncologist. 
All patients were followed up routinely both by Otorhinolaryngologist and Oncologist.
Result
There were 26 male and 11 female patients in this study. Patients were between 22 years to 76 years of age with highest incidence 
in 6th decade of life. Patients presented with only cervical lymphadenopathy; asymmetrical tonsillar enlargement with cervical 
lymphadenopathy; unilateral tonsillar enlargement only; huge inta-oral mass with stridor; parotid gland swelling; thyroid 
swelling with multiple cervical lymphadenopathy; epistaxis, palatal ulcer and cheek swelling; severe trismus with inconspicuous 
retro-mandibular mass. Majority of patients did well with chemoradiotherapy. Two patients succumbed to death, one with huge 
intra-oral NHL and another with nasal T/NK-cell lymphoma.
Conclusion
Good knowledge of the clinical characteristics of extra-nodal NHL and the methods to establish the diagnosis are essential for 
a correct and timely therapy of the disease.
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Lymphoma is the second most common neoplasm 
in head and neck region after squamous cell 
carcinoma.1 The majority of lymphomas involving 

the head and neck are Non-Hodgkin’s lymphomas 
(NHL).2 The incidence of NHL has increased up to 35% 
in the last 20 years with variation in between different 
countries.3 Most of the NHLs in head and neck region 
present as cervical lymphadenopathy. But many of them 
start inside throat especially in the Waldeyer’s ring.4 NHL 
in nose, salivary glands, thyroid and larynx are very rare.5 

The objectives of this study are to present the problems 
encountered in the diagnosis of extra-nodal NHL in head 
and neck region and show the importance of thorough 
clinical examination and proper investigation. 

Materials and Methods 

A prospective study was done in the department of 
ENT in a tertiary care hospital of West Bengal from 
July 2015 to June 2018. Patients diagnosed as NHL on 
the basis of histopathology and immunohistochemistry 
were included in this study. Patients who were lost in 
follow up were excluded from the study. After taking 
proper history, a thorough clinical examination of ear, 
nose, throat and lympho-reticular system was done. 
Diagnostic nasal endoscopy and fibre-optic laryngoscopy 
were done in all patients. Routine haematological tests, 
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digital chest X-ray, USG whole abdomen were done in 
all patients. CECT of nose and paranasal sinuses, oral 
cavity, neck, thorax and abdomen were done whichever 
was indicated in a particular case. Biopsy was taken in 
adequate amount meticulously from the involved site 
and was sent for histopathological examination and 
immunohistochemistry. Thorough clinical information 
was given to the pathologist. Repetitive biopsy was 
needed in some patients to establish a diagnosis. 
Once the diagnosis of NHL was established, patients 
were treated with chemotherapy and radiotherapy by 
Oncologist. All patients were followed up routinely 
both by ENT surgeon and Oncologist.     

Results

Total 37 patients were diagnosed as NHL in head and 
neck region over 3 years in the present study. Among 
them 26 were male and 11 were female. Patients were 
between 22 years to 76 years of age with highest 
incidence in 6th decade of life (Table I). 21 out of 37 
patients presented with only cervical lymphadenopathy 
(Table II). 12 patients presented with asymmetrical 
tonsillar enlargement with cervical lymphadenopathy 
(Fig. 1). Four patients presented with unilateral tonsillar 

enlargement only (Fig. 2). Most of them were diagnosed 
with punch biopsy from tonsil. Only two patients needed 
tonsillectomy to prove the diagnosis. One patient 
presented with huge mass inside oral cavity, dysphagia, 
respiratory distress and stridor (Fig. 3). 

Emergency tracheostomy was done followed by 
wedge biopsy from intra-oral mass. One patient 
presented with swelling of right parotid gland (Fig. 4). 
One patient presented with solitary nodule in right lobe 
of thyroid with multiple cervical lymphadenopathy, 
huge swelling over sternum, multiple soft tissue nodules 
in both kidneys and multiple parietal swelling (Fig. 5). 
One patient presented with recurrent epistaxis, palatal 
ulcer and swelling over right cheek (Fig. 6). 

Histopathogical report of the tissue from nasal cavity 
was inconclusive. Immunohistochemistry established 
the diagnosis as T/NK-cell lymphoma. One patient 
presented with severe trismus without any obvious cause 
(Fig. 7). On CECT oral cavity, a small heterogenous mass 
was noticed in right retro-mandibular region. Incision 
biopsy from the mass established the diagnosis of NHL. 
Majority of patients did well with chemoradiotherapy. 
Two patients succumbed to death, one with huge intra-
oral NHL and another with nasal T/NK-cell lymphoma.  

Table I: Distribution of patients according to age and sex 
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Table II: Distribution of patients according to presentation 

Fig. 1. (a) Clinical photograph showing left tonsillar 
swelling. (b) CECT neck axial section and (c) CECT neck 
coronal section showing enlarged cervical lymph node 

along with left tonsillar swelling. 

Fig. 2. (a) Clinical photograph showing left tonsillar 
swelling. (b) CECT neck coronal section and (c) CECT 
neck axial section showing left tonsillar swelling. (d) 
Post-treatment clinical photograph showing complete 
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Discussion

Lymphomas are malignant neoplasms of lymphocytes 
and their precursors.6 Until 1990, different 
classifications were used. In 1994 a new classification 
was implemented called REAL (Revised European 
American Lymphoma Classification). Based on this, 
the current WHO classification was developed and is 
generally used.7 Approximately 10% of lymphomas are 
Hodgkin lymphoma (HL) and 90% are Non-Hodgkin 
lymphoma (NHL).3 NHLs usually develop in lymph 
nodes. But about one third of the NHLs are extra-nodal.8 
Head and neck is the second most common region for 
the extra-nodal lymphomas after gastrointestinal tract.9 
About 10% of extra- nodal lymphomas are seen in the 
head and neck region.10 The localization of this tumour 
reveals tonsil to be the most common, followed by 
nasopharynx, oral cavity, salivary glands, paranasal 
sinuses and base of tongue.9 

Fig. 3. (a) Clinical photograph showing huge intra-oral 
mass. (b) CECT nose, PNS and oral cavity coronal section, 
(c) CECT neck axial section and (d) CECT neck sagittal 
section showing huge mass occupying nasopharynx, 
oropharynx and oral cavity extwnding to parapharyngeal 

spaces with tracheostomy tube in situ.   

Fig. 4: Clinical photograph showing swelling of right 
parotid gland.

Fig. 5. (a) Clinical photograph showing thyroid swelling, 
cervical lymphadenopathy and swelling over sternum. (b) 
CECT neck axial section showing enlarged right lobe of 
thyroid with ill-defined non-enhancing hypodense SOL (c) 
CECT thorax axial section showing swelling over sternum. 
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The distribution of the age in this study is in accordance 
with the literature.3 with most patients being older 
than 50 years (22 out of 37 patients). Usually NHLs 
of the head and neck region occur more often in men, 
with approximately 55-77% of cases which is similar 
in the present study (70.27%).11 Diagnosis includes 
a combination of physical examination, blood tests, 
diagnostic imaging and selective biopsies. Unfortunately 
the symptoms of NHLs are not specific. Swelling of the 
area involved and absence of pain are the two signs 
and symptoms most often described. Systemic signs 
and symptoms (fever of unknown origin, inexplicable 
weight loss and night sweating) are usually more often 
described in patients with Hodgkin’s lymphoma than 
with Non-Hodgkin lymphoma.12 

Majority of the head and neck extra-nodal NHLs 
occur in the Waldeyers ring (ie, the tonsils, nasopharynx 
and the base of the tongue).9 40% to 50% of them arise 
in the palatine tonsil. Tonsillar lymphomas occur mostly 

in elderly males and present with sore throat, unilateral 
tonsillar enlargement, cervical lymphadenopathy or 
dysphagia.6 It can easily be mistaken for tonsillitis. 
Thus, by the time a biopsy is taken, the lymphoma 
may already be in an advanced, incurable stage.13 67% 
to 96% of primary tonsillar NHLs are of diffuse large 
B-cell type (DLBCL).9 All patients with tonsillar NHL 
in this study were of DLBCL type.

The vast majority of lymphomas of salivary glands 
are located in the parotid.14 The patient in this series 
had low grade B-cell lymphoma of MALT type in 
right parotid gland. However, the true incidence of 
primary lymphomas of the salivary glands is difficult to 
estimate because of the presence of intra-parotid lymph 
nodes from which nodal lymphomas may arise, despite 
classification as extranodal.14 

Lymphoma of the thyroid may either originate in 
situ or affect the thyroid secondarily as a manifestation 
of systemic disease. Primary lymphoma of the thyroid 

Fig. 6. (a) Clinical photograph showing swelling over 
right cheek (b) clinical photograph showing palatal ulcer 
in midline eroding underlying bone. (c) CECT nose and 
PNS showing destruction of hard palate and right inferior 
turbinate with mild soft tissue opacity in right nasal cavity 

and right maxillary sinus.  

Fig. 7. (a) Clinical photograph showing severe trismus. (b) 
Clinical photograph showing scar mark of biopsy from 

inconspicuous retro-mandibular swelling.  
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gland represents 2-5% of extra-nodal NHLs. Secondary 
involvement seen in 20% dying of generalized 
lymphoma. Regional lymph node enlargement can be 
seen in some cases.15,16 The patient in this study had 
NHL involving multiple organs that are thyroid, lymph 
nodes, kidneys.  

Primary lymphoma of the nose and paranasal 
sinuses is very difficult to recognize both clinically 
and pathologically. These lymphomas appear to be 
exceedingly rare in Western countries, where they 
usually show a B-cell phenotype, but relatively common 
among Asians and Native Americans of Central and 
South America. Indeed, in Asian countries they represent 
the second largest group of extra-nodal lymphomas 
after GI localizations, and most of them have T/NK-
cell phenotype. Affected patients generally present with 
nasal obstruction, rhinorrhea or epistaxis. Later on it 
causes disfigurement, as the nasal bones are eroded. 
Patients present with destructive nasal or midline facial 
lesion, erythema, oedema and swelling. This category 
of lymphoma has been referred to in the past as lethal 
midline granuloma and, more recently, as angiocentric 
T/NK-cell nasal lymphoma. Differential diagnosis 
includes nonspecific sinusitis, rhinitis and Wegener’s 
granulomatosis.17 In the present study histopathological 
examination could not make a definitive diagnosis. Only 
immunohistochemistry could establish it to be nasal T/
NK-cell lymphoma.    

It may be clinically impossible to distinguish the 
origin of the tumour based on the localization of first 
symptoms. CT and MRI have greatly facilitated the 
definition of disease extent, even though documentation 
of precise margins remains difficult for some 
localizations (e.g., paranasal sinus, oral cavity).18 
Computed thomography (CT) of the head and neck, 
chest, abdomen and pelvis is the mainstay of staging for 
lymphoma. Bone marrow biopsy is equally mandatory 
for staging. Concurrent positron emission tomography 
(PET) with 18F-fluorodeoxyglucose (FDG) and 
computed tomography (PET/CT) is a useful method for 
staging and assessment of therapeutic response.19 

Ambiguous results of histopathological examination 
should alert the physician of a potential presence 
of lymphoma. A study by Yen et al. emphasized the 
importance of repetitive biopsies containing sufficient 

amounts of tissue for histopathological examination. 
The tissue should be preserved in buffered formalin 
and sent to the pathologist immediately after the 
biopsy.13 In case of lymph node biopsy, excision of a 
intact lymph node should be tried.12 Repeated biopsy, 
even tonsillectomy biopsy is sometimes needed for 
correct diagnosis of the disease.9 Two patients in 
the present study needed tonsillectomy to come to 
the diagnosis. Histopathologically, nasal T/NK-cell 
lymphoma characteristically shows a broad spectrum 
of cell size, associated with features of angiocentric 
and angiodestructive growth and extensive necrosis. 
In early stages, there can be a prominent inflammatory 
background, often causing difficulty in differentiating it 
from an inflammatory or infectious process. A simple 
punch biopsy from the nasal cavity may not yield a 
satisfactory amount of tissue in majority of the patients.17

Careful immunohistochemical assessment is 
vital in order to differentiate lymphomas from other 
malignancies as well as to recognize the type of 
lymphoma. The presence of positive staining for 
leukocyte common antigen (LCA) in histopathological 
specimen distinguishes malignant lymphomas from 
non-lymphoid neoplasms.11 Most of lymphomas of the 
head and neck are aggressive B-cell lymphomas like 
DLBCL, followed by indolent lymphomas (MALT type 
and follicular lymphomas).20 

Mutilating surgery should be avoided. The role of 
surgery is limited to biopsy. Definitive therapy has 
to be tailored to the stage and histological subtype.21 
Prognosis of nasal T/NK-cell lymphoma is usually poor. 

Conclusion

Lymphomas represent approximately 5% of all 
malignant neoplasms of the head and neck area. The 
most common manifestation of NHL in head and neck 
region is cervical lymphadenopathy, thus making the 
otolaryngologists the first physicians to deal with it. 
Most frequent extra-nodal site is the Waldeyer’s ring. 
Good knowledge of the clinical characteristics of these 
lymphomas and the methods to establish the diagnosis 
are essential for a correct and timely therapy of the 
disease. 
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