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Abstract:

Primary thyroid lymphoma (PTL) is a rare, aggressive neoplasm of the thyroid gland that occurs most frequently in older women.
We describe a 60-year-old woman who presented to our hospital with a primarily painless, progressively enlarging neck swelling
over the previous four months. Imaging showed an enlarged thyroid gland and mass effect in the surrounding neck soft tissue. Fine
needle aspiration revealed a predominance of lymphoid cells to suggest that this hypothesized mass was a thyroid neoplasm. Biopsy
of the thyroid gland confirmed non-Hodgkin lymphoma of the thyroid. She was treated with standard CHOP chemotherapy. This
case highlights the conundrum of PTL in a rapidly enlarging mass of the thyroid gland and the need to address this early with better

diagnosis and therapeutic plan.
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Background:
Thyroid lymphoma is an uncommon tumor, representing only 1-
5% of all thyroid cancers and less than 2% of extranodal
lymphomas [1]. Aging females are most commonly affected and
the disease has a strong association with Hashimoto's thyroiditis,
in which chronic autoimmune inflammation is thought to create
a permissive microenvironment for lymphomagenesis [2].
Histological variants of thyroid lymphoma include diffuse large
B-cell lymphoma (DLBCL) and mucosa-associated lymphoid
tissue (MALT) lymphoma, which are the most commonly
described. Clinical presentation of primary thyroid lymphoma
(PTL) is often as rapidly enlarging neck mass, usually with
compressive symptoms such as dysphagia, dyspnea or
hoarseness [3]. These features can mimic anaplastic thyroid
carcinoma or subacute thyroiditis, complicating timely
diagnosis. Ultrasound and CT may show a hypoechoic (i.e. dark)
thyroid mass with homogeneous or heterogeneous echotexture
and pseudo-infiltrative pattern [4]. Unfortunately, FNA is often
non-diagnostic and final diagnosis requires histopathological
and immunohistochemical analysis of a core needle or surgical
biopsy [5]. The management of patients with thyroid lymphoma
is largely based on histological subtype and stage.
Chemotherapy and radiotherapy are the mainstay of treatment.
Prognosis for localized MALT lymphoma is generally favorable,
while prognosis is worse for advanced disease with DLBCL
histology [6]. Therefore, it is of interest to describe cases of
thyroid lymphoma to highlight its diagnostic challenges and
emphasize the importance of clinicopathological correlation in
distinguishing PTL from other thyroid malignancies.

Case presentation:

A 60-year-old female housewife presented to the outpatient
department with a complaint of swelling in the lower neck for 2
months. The swelling was insidious in onset, approximately the
size of a marble, which had not progressed in size. The patient
reported no associated symptoms such as pain, fever, difficulty
swallowing, or changes in voice. Her medical history included
hypertension managed with Atenolol (25 mg) for two years.
There was no history of radiation exposure or significant

. S
systemic illnesses such as tuberculosis or diabetes mellitus.
Family history was unremarkable. Upon examination, the
patient was conscious, coherent and well-oriented. She appeared
moderately built and nourished with no signs of pallor, icterus,
cyanosis, clubbing, or generalized lymphadenopathy. On further
examination of the neck a solitary firm swelling was noted in the
anterior triangle of the lower neck on the left side, measuring 2.5
x 1.5 cm. The swelling moved with deglutition and had well-
defined borders. There was no local rise in temperature or
tenderness and no palpable lymph nodes in the neck. Table 1
summarizes the hematological and biochemical parameters of
the patient in comparison with normal reference ranges. The
results show mild anemia (hemoglobin 11.2 g/dl, hematocrit
26.3%) with microcytic, hypochromic indices (low MCV, MCH
and MCHC), suggesting iron deficiency or anemia of chronic
disease. Leukocyte and platelet counts were within normal
limits, while the erythrocyte sedimentation rate (32 mm/hr) was
elevated, indicating underlying inflammation. Renal and liver
function tests were normal, though serum urea appeared
unusually low and may reflect either a lab reporting error or
dietary variation. Thyroid function tests were within the
reference range, indicating euthyroid status despite the thyroid
mass. Fine Needle Aspiration Cytology of the swelling showed a
colloid background with sheets of thyrocytes and predominant
lymphoid cells (Figure 1). Under general anesthesia in supine
position through a collar incision, left hemithyroidectomy was
performed with preservation and exploration of both recurrent
laryngeal nervesand all parathyroid glands (Figure 2). The
surgery was uneventful. Upon Biopsy of the sample sent after
the Left Hemi-Thyroidectomy Microscopic examination revealed
colloid-filled follicles lined by cuboidal epithelium with dense
lymphoid aggregates and monomorphic lymphoid cells (Figure
3). Following it Immunohistochemistry was done and it
demonstrated CD3 positivity (T-cells) and CD20 positivity (B-
cells) (Figure 4, 5, 6). All these investigations lead to the clinical
diagnosis as primary thyroid lymphoma, possibly non-Hodgkin
lymphoma.
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Figure 1: Fine needle aspiration showing Colloid background
with thyrocytes and predominant lymphoid cells

Discussion:

Primary malignant lymphoma of the thyroid is uncommon,
comprising less than 2% of thyroid malignancies. It typically
presents as a rapidly growing mass and predominantly affects
elderly females in their sixth decade of life, with a female-to-
male ratio of approximately 4:1 [1]. Patients may present with
symptoms such as hoarseness, dyspnea, dysphagia and pain.
Primary thyroid lymphomas constitute about 2.5-7% of all extra
nodal lymphomas [1]. There are two distinct clinical and
prognostic groups within thyroid lymphoma, with diffuse large
B-cell lymphoma (DLBCL) being the most common subtype,
accounting for up to 70% of cases. The majority of primary
thyroid lymphomas are B-cell lymphomas associated with
Epstein-Barr  virus and Hashimoto’s thyroiditis  [2].
Epidemiological evidence and indirect molecular findings from
studies on immunoglobulin heavy chain variable region (IGHV)
genes suggest that chronic persistent antigen stimulation may
lead to malignant transformation, constituting a significant
pathogenic mechanism for thyroid lymphoma. It is important to
note that even experienced pathologists may find it challenging
to distinguish primary thyroid lymphoma from thyroiditis [7].
Histologically, a key diagnostic feature is the packing of the
follicular lumen by lymphoid cells, which is not present in
thyroiditis. Immunohistochemistry has significantly improved
the accuracy of cytological diagnoses of lymphoma by enabling
the specification of lineage and developmental stages [8]. The
presence of antibodies against B-cell antigens such as CD19 and
CD20 identifies B-cell lineage among lymphoid cells.
Additionally, staining for Kappa (K) and Lambda (X) light
chains can help identify abnormal clonal populations. While
CD10 is typically present in most follicular lymphomas, it is
generally negative in both DLBCL and MALT lymphoma. Most
DLBCL cases are Bcl-6-positive and approximately half are Bcl-2
positive [9]. In MALT Iymphoma, the presence of
immunoglobulin light chains and Bcl-2 IgM heavy chain staining
in plasma cell components serves as additional diagnostic clues
[10]. The prognosis for thyroid lymphoma largely depends on
the histopathological type and stage at diagnosis. Treatment
options typically include chemotherapy and radiation therapy,
while surgical intervention may be necessary for some patients
to relieve local pressure symptoms. Early diagnosis and
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appropriate treatment are crucial for achieving favorable
outcomes in patients with primary thyroid lymphoma [11].
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Figure 3: Histopathology of the sample showing colloid-filled
follicles lined by cuboidal epithelium with dense lymphoid

aggregates and monomorphic lymphoid cells.

Figure 4: CD3 positive Tcell
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Figure 5: CD20 positive Beells

Table 1: Shows the laboratory investigations

Laboratory investigations Value of the Patient  Normal Values

Haemoglobin 11.2 13.2-15.5 g/dl

Leucocyte number 8600 4200-10300/ cumm

Platelets 3.37 1.5 -4.5 Lakhs/cumm

RBC number 3.32 4.1-5.3 millions/cumm

Mean corpuscular hemoglobin concentration (MCHC) 28.9 30-36gm/dl

Mean corpuscular volume (MCV) 76.3 75-105 fL

Mean corpuscular Hemoglobin (MCH) 28 28-34pg

Hematocrit (Het) 26.3 34-54%

Polymorphonuclear leukocytes 64 42-74%

Lymphocytes 22 18-48%

Eosinophils 5.4 1-4%

Monocytes 8.4 2-12%

Basophil 0.1 <1%

Urea 0.5 12-18 mg/dl

Creatinine 1 0.4-1.1 mg/dl

Sodium 134 132-146 mmol/1

Potassium 4.3 3.4-5 mmol/1

Calcium 9.2 8.1-10.2 mg/dl

Alkaline Phosphatase 78 40-120 unit/1

Total Protein 6.9 6-8 gm/dl

Albumin 34 3.3-5.1 gm/dl

Total Bilirubin 0.40 0.2-1.0 mg/dl

Globulin 815 2.2-3.3 gm/dl

Erythrocyte Sedimentation Rate 32 <14 mm/hr

International Normalized Ratio (INR) 1.1 0.8-1.2

Activated Partial Thromboplastin Clotting Time 29.2 29.3 Control

Prothrombin Time 11.7 11.9 Control

Thyroid stimulating hormone 4.38 0.5-8.9

Free T3 3.4 2.5-3.9 pg/mL

Free T4 0.76 0.61-1.06 ng/dL
Conclusion: [2] Walsh S et al. Oncologist. 2013 18:994 [PMID: 23881987]

Primary thyroid lymphoma is a rare but treatable malignancy [8] SakhriSetal. | Med Case Rep. 2024 18:108 [PMID: 38395921]
that requires early recognition for optimal outcomes. Accurate [4] LiJetal. Am ] Case Rep. 2024 25:€942659 [PMID: 38287660]

histological diagnosis and timely systemic therapy are crucial, [51 Gongalves Met al. Eur | Case Rep Intern Med. 2018 5:000999
especially for aggressive subtypes. A multidisciplinary approach [PMID: 30756001]

ensures effective management and improved patient prognosis. (6]  LiuL et al. Eur Thyroid ]. 2022 11:e210144 [PMID: 35521776]
[71 Ansell SM et al. Semin Oncol. 1999 26:316 [PMID: 10375088]

[8] Lee]S et al. Front Endocrinol (Lausanne). 2023 14:1064050
[PMID: 36843586]

[91 Travaglino A et al. Am J Clin Pathol. 2020 153:156 [PMID:
31584614]

[10] SuMW etal. Am J Surg. 2024 237:115927 [PMID: 39213784]
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