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Abstract Primary thyroid lymphoma is a rare malignancy,

accounting for 1–2% of extra-nodal lymphomas and 1–5%

of thyroid malignancies. Diffuse large B-cell lymphoma is

the most common type of primary thyroid lymphoma. It

usually presents with a rapidly enlarging neck mass with

cervical lymphadenopathy. Though rare, early diagnosis of

this condition is important because its management is quite

different from the treatment of other thyroid neoplasms. It

is usually treated by chemotherapy with or without radio-

therapy. We present the case of a 43 years old male who

presented with thyroid swelling which on histopathology

and subsequent immunohistochemistry was confirmed as

diffuse large B-cell lymphoma of the thyroid.
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Introduction

Primary thyroid lymphoma (PTL) is a rare tumor and

accounts for 1–5% of thyroid malignancies and 1–2% of

extra nodal lymphomas [1]. PTL is more common in

elderly women, with a female: male ratio of 4:1. Patients

usually present in the 6th to 7th decade of life with an

enlarging neck mass with cervical lymphadenopathy [2, 3].

Preexisting Hashimoto’s thyroiditis is a well-recognized

risk factor predisposing to the development of PTL [4].

Most primary thyroid lymphomas are B cell non-Hodgkin’s

lymphoma and usually treated by combination of

chemotherapy and radiotherapy.

Case Report

A 43 years old man presented to ENT outpatient depart-

ment with a history of anterior neck swelling for 2 weeks.

There was no history of exposure to neck radiation. Other

medical and family history was not significant. On exam-

ination, there was enlarged left lobe of the thyroid gland.

Thyroid function tests were within normal limits. Ultra-

sonography (USG) of neck showed hyperechoic lesion in

left lobe of thyroid (42 9 35 mm) with increased vascu-

larity, suggestive of malignant lesion (Fig. 1). Patient was

advised for USG guided fine needle aspiration cytology

(FNAC) from thyroid swelling. FNA smear showed atyp-

ical lymphoid cells with high N:C ratio, irregular nuclear

membrane, prominent nucleoli and scant amount of cyto-

plasm suggestive of Non-Hodgkin’s lymphoma in a back-

ground of Hashimoto’s thyroiditis (Fig. 2). Biopsy and

immunohistochemistry were advised for confirmation and

typing. Patient underwent left hemithyroidectomy and

specimen was sent for histopathological examination.

Microscopic pictures showed diffuse infiltration by

monotonous population of atypical lymphoid cells in focal

area (Fig. 3). Individual tumor cells were small to inter-

mediate size, round shaped with scant to moderate amount

of cytoplasm and round to oval hyperchromatic nuclei with

coarse chromatin pattern and prominent nucleoli. Focal

areas of necrosis and hemorrhage were noted. Surrounding

thyroid parenchyma showed features of Hashimoto’s thy-

roiditis. Histopathological diagnosis of Non-Hodgkin’s

lymphoma in the background of Hashimoto thyroiditis was
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given. On immunohistochemistry (IHC), the tumor cells

were positive for CD20, CD 45, BCL 2 and PAX 5. Final

diagnosis of diffuse large B-cell lymphoma (DLBCL) was

made based on these findings. Imaging of chest, abdomen

and pelvis and bone marrow aspiration was done to exclude

other neoplastic foci. According to the Ann Arbor guide-

lines for primary thyroid lymphoma, the patient had stage

IE disease at diagnosis (Confined to the thyroid gland

only). Patient underwent 6 cycles of chemotherapy with

R-CHOP (rituximab- cyclophosphamide-doxorubicin-

vincristine-prednisone). Patient is now on regular follow up

and disease free.

Discussion

Primary thyroid lymphoma (PTL) is defined as a lym-

phoma that arises from the thyroid gland without con-

tiguous spread or distant metastases from other areas of

involvement at diagnosis [1]. PTLs are classified based on

pathological subtypes. They are almost exclusively of the

non-Hodgkin’s, B-cell type. The two most common sub-

types are diffuse large B-cell lymphoma, which accounts

for more than 50- 70% of cases, followed by mucosa-as-

sociated lymphoid tissue (MALT) lymphoma, which rep-

resents about 10–50% of cases [5].

PTLs usually present with an enlarging neck mass with

cervical lymphadenopathy. A rapidly enlarging neck mass

is the most common clinical presentation. Compressive

symptoms such as dyspnea, dysphagia, stridor, and

hoarseness are present in up to one-third of patients [1].

B-symptoms such as weight loss, fever, and night sweats

are less common, occurring in up to 10% of patients [1].

Physical examination reveals unilateral or bilateral neck

mass, which is hard in consistency with a smooth surface

[6]. Patients with known Hashimoto’s thyroiditis being

treated with levothyroxine are usually euthyroid, whereas

untreated patients are likely to be hypothyroid [7]. Circu-

lating antibodies to thyroid peroxidase are positive in up to

60% of patients [8]. Preexisting Hashimoto’s thyroiditis is

a well-recognized risk factor predisposing to the develop-

ment of PTL, with a relative risk of 67 compared to those

without thyroiditis [4].

Fig. 1 Ultrasound scan of left thyroid showing hyperechoic lesion

with increased vascularity

Fig. 2 FNA Smear showing atypical lymphoid cells (Giemsa

stain, 9400)

Fig. 3 Diffuse infiltration by large atypical lymphoid cells in focal

area (H & E stain, 9400)
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Ultrasonography is the initial diagnostic modality used

in the evaluation of thyroid swellings. Based upon ultra-

sonographic findings of internal echoes, borders, and pos-

terior echoes, PTLs can be classified as nodular, diffuse, or

mixed [9]. Fine-needle aspiration (FNA) has become an

essential tool in the management of thyroid diseases

despite having inconsistent results in the diagnosis of PTL.

With recent advances in immunophenotypic analysis, the

accuracy of FNA has improved to 80–100% [10–12]. Core-

needle or surgical biopsies are not done routinely these

days; however, they still have a role to make a definitive

diagnosis. Open biopsy helps in assessment of tumor and

surrounding tissues for histology and immunohistochem-

istry. Computerized tomographic (CT) scans of the head,

neck, chest, abdomen, and pelvis should be done for

staging of the tumor. Staging is based on the Ann Arbor

system [13]. Differential diagnosis of PTL includes

Hashimoto’s thyroiditis and poorly differentiated, undif-

ferentiated or anaplastic thyroid carcinomas. Immunohis-

tochemistry and flow cytometry can differentiate PTL from

anaplastic thyroid carcinoma.

Treatment of PTL depends upon the histology and stage

of the tumor at diagnosis. Primary thyroid lymphomas

respond well to chemotherapy and radiation. Surgery has a

limited role in the management of PTL. Chemotherapy,

with or without radiotherapy is the current treatment of

choice. The chemotherapeutic regimen consists of

cyclophosphamide, doxorubicin, vincristine and pred-

nisone (CHOP). Radiation therapy is usually given after

3–6 cycles of chemotherapy [14, 15]. Combined chemo-

radiation therapy has shown superior results to

chemotherapy alone. Addition of rituximab for CD20

positive DLBCL in combination with CHOP chemotherapy

increases disease-free survival and life expectancy [16].

The prognosis of patients depends on the stage of disease at

presentation and histological grade of the tumor. With

current treatment options, the overall prognosis of PTL is

good, with median all-cause survival of 11.6 years, and a

five- and ten-year survival of 75% and 59% [17].

Conclusion

Primary thyroid lymphoma is a rare cause of thyroid

malignancy. It commonly presents with a rapidly enlarging

neck mass especially in peoples with Hashimoto’s thy-

roiditis. Advances in diagnosis and treatment in recent

years have altered the management of this disease. Che-

motherapy, with or without radiotherapy is the current

treatment of choice.
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