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Diagnostic Pitfalls and the Critical Role 
of Excisional Biopsy in Non-Hodgkin’s 

Lymphoma: A Case Report

CASE REPORT
A 30-year-old female presented to the Ear, Nose and Throat (ENT) 
outpatient department with a swelling on the left side of her neck, 
which had been present for three years. Over the past two months, 
she noticed a sudden increase in the size of the swelling [Table/
Fig-1], accompanied by pain, an evening rise in fever, and weight 
loss. She reported having undergone fine needle aspiration of 
the swelling three times over the previous three years, each time 
resulting in a temporary reduction in size, but the cytology from 
these procedures was inconclusive.

abnormalities. The provisional diagnosis was lymphoma, and the 
differential diagnoses included tubercular lymphadenitis, lymphoma, 
and granulomatous lymphadenitis.

Ultrasonography demonstrated a well-defined hypoechoic lesion at 
left level II with peripheral vascularity on colour Doppler imaging, 
without evidence of calcification. Magnetic resonance imaging 
revealed a fairly well-defined lesion in the left parapharyngeal 
space adjacent to the deep lobe of the parotid gland, measuring 
4.5×3.2 cm. The lesion appeared hyperintense on both T1 and T2 
sequences [Table/Fig-2]. Post-contrast imaging showed perivascular 
enhancement with internal non enhancing areas, suggestive of an 
abscess or nodal abscess [Table/Fig-3].
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ABSTRACT
Lymphomas often pose significant diagnostic challenges, particularly when they present with atypical clinical features that can 
mimic other conditions. This complexity can lead to delays in accurate diagnosis and appropriate treatment. A 30-year-old female 
patient presented with a recurrent swelling in the cervical region. Despite multiple Fine Needle Aspiration Cytologies (FNACs) 
performed on the swelling, the diagnosis remained unclear and initial results were misleading. These cytological evaluations failed 
to definitively identify lymphoma, contributing to a delay in establishing the correct diagnosis. The present highlights common 
diagnostic pitfalls encountered in lymphoma detection, especially when relying solely on minimally invasive procedures like FNAC. 
While FNAC is a useful initial tool for evaluating lymphadenopathy, it has limitations in distinguishing lymphoma from reactive or 
other malignant processes due to sampling error and cytological overlap. Consequently, an excisional biopsy, which provides a 
larger tissue sample for detailed histopathological and immunohistochemical analysis, is essential for accurate diagnosis. This 
approach allows for a comprehensive examination of tissue and cellular characteristics, which are critical for classifying lymphoma 
subtypes and guiding treatment decisions. Despite advances in less invasive diagnostic techniques, histopathological examination 
of excised tissue remains the gold standard for definitive diagnosis in suspected lymphoma cases. Clinicians should maintain a high 
index of suspicion and proceed to excisional biopsy promptly when lymphoma is suspected but FNAC results are inconclusive, to 
avoid delays in diagnosis and improve patient outcomes.

[Table/Fig-1]:	 Preoperative image- arrow showing the swelling.

On clinical examination, a swelling measuring 4×3 cm was palpated 
on the left side of the neck, extending from 1 cm below the angle of 
the mandible superiorly to 8 cm above the clavicle inferiorly, 3 cm 
from the midline medially, and 1 cm from the mastoid tip laterally. 
The mass was firm to hard in consistency, non tender, mobile, and 
showed no local rise in temperature. There were no other palpable 
neck swellings or lymph nodes. Pan-endoscopy revealed no 

[Table/Fig-2]:	 MRI- arrow showing a fairly well-defined lesion in the left parapha-
ryngeal space adjacent to the deep lobe of the parotid gland, measuring 4.5×3.2 
cm, which appeared hyperintense on both T1 and T2 sequences.

Despite imaging features suggestive of an abscess, the absence 
of clinical signs of infection prompted an ultrasound-guided FNAC, 
which did not yield a definitive diagnosis. The FNAC revealed medium 
to large lymphocytes with a high nuclear-to-cytoplasmic ratio and 
prominent nucleoli, along with moderate cytoplasm. The background 
showed tingible body macrophages, necrosis, and haemorrhage. 
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The final diagnosis, based on excisional biopsy with histopathological 
examination and immunohistochemistry, was high-grade B-cell 
non-Hodgkin’s lymphoma. The patient is currently undergoing 
chemotherapy and remains on regular follow-up.

DISCUSSION
Lymphomas are a diverse group of haematologic malignancies that 
often pose diagnostic challenges, particularly when presenting in 
the head and neck region. They can clinically mimic infectious or 
reactive conditions, making early and accurate diagnosis crucial for 
appropriate management and prognosis [1]. In the present case, 
the patient presented with a long-standing cervical swelling that 
showed a sudden increase in size, accompanied by constitutional 
symptoms. Despite undergoing multiple FNACs, including a recent 
ultrasound-guided one, the diagnosis remained inconclusive. This 
diagnostic delay reflects the limitations of FNAC in evaluating 
lymphoproliferative disorders, where cellular morphology alone may 
not be sufficient for definitive classification [2,3].

Magnetic resonance imaging suggested an abscess or nodal 
collection; however, the lack of corresponding clinical signs of 
infection prompted further evaluation. Ultimately, an excisional 
biopsy was performed, revealing a diagnosis of high-grade B-cell 
non-Hodgkin’s lymphoma, specifically DLBCL. This supports 
the crucial role of tissue biopsy, which offers architectural and 
immunophenotypic details necessary for accurate subtyping 
and treatment planning [4,5]. Though image-guided core needle 
biopsies can improve diagnostic accuracy, they still carry a risk of 
false negatives or inadequate sampling in lymphomas. Excisional 
biopsy remains the gold standard, particularly when FNAC is non 
diagnostic, providing complete lymph node architecture essential 
for histological and immunohistochemical analysis [5,6].

Head and neck lymphomas comprise about 12% of all malignancies 
in the region, ranking behind squamous cell carcinoma and thyroid 
carcinoma. Because they often present as asymptomatic masses 
or mimic benign conditions, misdiagnosis or delayed diagnosis is 
common. Features such as persistent unilateral lymphadenopathy, 
especially without clear signs of infection, should raise suspicion for 
lymphoma [7].

The FNAC has demonstrated high specificity for detecting metastatic 
disease but has limited diagnostic utility in suspected lymphomas due 
to a lack of architectural context and challenges in subclassification 
[6]. Kim YH and Cho JH highlighted that, in patients with cervical 
lymphadenopathy, excisional biopsy was essential for achieving 
a definitive diagnosis when FNAC and imaging findings were 
ambiguous [8]. Early excisional biopsy is essential in cases where 
lymphoma is suspected and FNAC is inconclusive. This approach 
enables timely and accurate diagnosis, guiding appropriate therapy 
and ultimately improving clinical outcomes [7,8].

CONCLUSION(S)
Lesions in the head and neck region, due to their accessibility, should 
always prompt early biopsy when clinical suspicion arises. This is 

[Table/Fig-3]:	 Post-contrast showing perivascular enhancement with internal non-
enhancing areas, suggestive of an abscess or nodal abscess.

[Table/Fig-4]:	 Gross pathological image of the specimen.

[Table/Fig-5]:	 a) Arrow showing capsule; b) Arrow showing complete efface-
ment of the lymphoid architecture by a diffuse infiltrate of large to medium-sized 
cells (H&E, 10X) The atypical lymphoid cells have pleomorphic nuclei with vesicular 
chromatin and at places prominent nucleoli. (images from left to right)

In view of the previous inconclusive non-ultrasound-guided FNACs 
and the current ultrasound-guided FNAC suggestive of possible 
non-Hodgkin lymphoma, an excisional biopsy was performed under 
general anaesthesia after appropriate preanaesthetic evaluation and 
informed consent from the patient and her relatives.

The excisional biopsy [Table/Fig-4], along with histopathological 
examination Haematoxylin and Eosin (H&E) demonstrated complete 
effacement of the lymphoid architecture by a diffuse infiltrate of 
medium to large atypical lymphoid cells [Table/Fig-5a,b]. These cells 
exhibited pleomorphic nuclei with vesicular chromatin and, in some 
areas, prominent nucleoli. There were also foci of variable mitotic 
activity and apoptosis, as well as large areas of necrosis.

Immunohistochemistry [Table/Fig-6] showed strong positivity for 
Leukocyte Common Antigen (LCA), Cluster of Differentiation 20 
(CD20) and B-cell Lymphoma 6 (BCL6), with scattered positivity 
for Cyclin D1. B-cell Lymphoma 2 (BCL2) was negative in tumour 
cells but positive in background T cells. The Ki-67 proliferation index 
was 50-60%. Tumour cells were negative for CD3, TdT, and CD5. 
This immunoprofile supported a diagnosis of Diffuse Large B-Cell 
Lymphoma (DLBCL).

[Table/Fig-6]:	 Tumour cell positive for CD20 and Ki-67, respectively.
a) CD20 in high power magnification; b) Ki-67. (images from left to right)
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especially true for extranodal NHL, which involves the head and 
neck in 20-30% of cases. A comprehensive diagnostic approach, 
including biopsy, should be adopted when evaluating lesions in areas 
such as the oral cavity, salivary glands, oropharynx, nasopharynx, 
paranasal sinuses, and larynx. Clinical features such as unilateral 
lymphadenopathy without a clear tumour mass or systemic signs 
should raise suspicion for lymphoma—even in the absence of 
B-symptoms or blood abnormalities. Excisional biopsy remains a 
cornerstone in establishing a definitive diagnosis, especially when 
FNAC results are inconclusive or misleading.
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