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Case Report / Olgu Sunumu

Primer Tiroid Diffiiz Bliytik B Hiicreli Lenfoma: Olgu Sunumu
Primary Thyroid Diffuse Large B Cell Lymphoma: Case Report
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Abstract: Primary thyroid lymphoma is a rare malignancy, accounting for approximately 5% of all thyroid malignancies and less
than 2% of extranodal lymphomas. Diffuse B-cell lymphoma is the most common pathological subtype of primary thyroid
lymphoma. It typically presents as a rapidly growing, painless thyroid mass and may cause compressive symptoms. Its treatment is
similar to non-thyroid lymphoma.
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Ozet: Primer tiroid lenfomasi, tiim tiroid malignitelerinin yaklasik %5'ini ve ekstranodal lenfomalarin %2'sinden azim olusturan
nadir bir malignitedir. Diffiiz B hiicreli lenfoma, Primer tiroid lenfomalarimin en sik goriilen patolojik alt tipidir. Tipik olarak hizla
biiyliyen, agrisiz bir tiroid kitlesi olarak ortaya ¢ikar ve basi semptomlarina neden olabilir. Tedavisi tiroid disi lenfomalara bezer
sekilde yapilmaktadir.
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Primary Thyroid Lymphoma

1. Introduction

Diffuse large B-cell lymphoma (DLBCL) is
the most common histological subtype of non-
Hodgkin lymphoma (NHL), accounting for
approximately 25% of NHL cases. DLBCL is
a clinically, pathologically and molecularly
heterogeneous disease. As a reflection of
heterogeneity, 5-year survival times vary
widely, between 30% and 80% (1). The most
commonly used prognostic tool in DLBCL
patients is the International Prognostic Index
(IPI) score. One of the factors included in the
IP1 score is the number of extranodal sites;
Having more than one site of extranodal
involvement is considered a poor prognostic
indicator (2). In up to 40% of DLBCL cases,
the disease occurs in extranodal tissues (3).
The most common site of primary extranodal
disease is the stomach/gastrointestinal tract.
However, the disease can occur in almost any
tissue, including testicles, bone, thyroid,
salivary glands, tonsils, skin, liver, breast,
adrenals, kidneys, nasal cavity, ocular adnexa,
paranasal sinuses, cervix, vagina, and central
nervous system (4—12). We presented our case
of DLBCL arising in the thyroid, which we
successfully treated with standard
chemotherapy treatment.

2. Case

A sixty-four-year-old woman, who had been
using L-thyroxine for Hashimoto's thyroiditis
for five years, applied with complaints of
swelling in the neck area, fatigue, weakness,
cold intolerance, chills and constipation. The
L-thyroxine dose was increased from 25 mcg
to 75 mcg for the patient whose thyroid

stimulating hormone (TSH) value was
observed to be 26 mIU/L. It was determined
that the patient had a previous history of
thyroid nodule and in the ultrasonography
(USG) examination, the size of the nodule in
the right lobe increased and reached 3 cm.
Total thyroidectomy was performed on the
patient who was thought to have thyroid
malignancy. Thyroid pathology bcl-6 (+) (>
30%), CD 20 and CD79a (+), Bcl-2, CD10,
MUM-1, CD23, cyclin D1, CD3 and CD23 (-
), Ki-67 index >%80 were detected and
histopathological findings were found to be
compatible  with diffuse large B-cell
lymphoma, germinal center subtype. (Figure-
1). In pre-treatment PET-CT, opacities
showing malignant FDG increases were
observed in a larger area in the right lobe of
the thyroid gland (SUVmax: 29.16) and in the
left lobe (SUVmax: 6.16). A lymph node
measuring 11 mm (SUVmax: 26.35) and

showing malignant FDG increase was
observed in the supraclavicular region,
posterior to the left thyroid lobe. No

lymphoma involvement was detected in the
bone marrow biopsy. Stage 2E according to
An Arbor classification, and IPI score was
calculated low. The patient was started on a
chemotherapy protocol of rituximab +
cyclophosphamide + adriamycin + vincristine
+ prednisolone (R-CHOP) every 21 days. A
complete metabolic response was achieved in
the interim evaluation after three cycles of
chemotherapy. The treatment was completed
by giving three more cycles of R-CHOP
chemotherapy. Informed consent form was
obtained from the patient.
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Figure 1. A: Hematoxylin-Eosin x4 B: x4, CD20: positive C: x4, CD 5: negative D: x4, CYCLIN D1: negative

3. Discussion

Primary thyroid lymphoma (PTL) is a rare
neoplasm that accounts for 1-5% of thyroid
malignancies and less than 2% of extranodal
lymphomas. (13). PTL typically presents with
a mass in the neck that grows rapidly and
causes compressive symptoms. This clinical
picture can be confused with anaplastic
thyroid carcinoma. PTL is usually seen in
people between the ages of 50 and 80 and is
more common in women than in men (F:M,
~3-4:1) (14). Lymphoma of the thyroid gland
is mainly non-Hodgkin lymphoma of B-cell
origin. Diffuse large B-cell Ilymphoma
(DLBCL) is the predominant histological
subtype (70%), followed by mucosa-
associated  lymphoid  tissue  (MALT)
lymphoma, follicular lymphoma (FL), Mantle
cell lymphoma (MCL), Burkitt lymphoma
(BL), and angioblastic lymphoma (15).

So far, the pathogenesis of PTL has not been
fully elucidated. Normal thyroid tissue does
not contain lymphoid tissue, and the
appearance of lymphocytes promotes PTL
formation. Sharma et al showed that 54.7% of
PTL patients had a history of Hashimoto's
thyroiditis (HT) (16). Antonio et al. reported
that HT is the most important risk factor for
PTL and increases the risk of PTL by 40-80
times (17). A larger study showed that 154 of
171 adult patients (90%) were diagnosed with
Hashimoto's thyroiditis within 1-362 months
before PTL diagnosis (18). Our case also had
a history of Hashimoto's thyroiditis.

Clinical signs of PTL include rapid growth of
neck masses or thyroid masses over a short
period of time. Patients with large masses may
have compression symptoms such as
dysphagia, shortness of breath, and
hoarseness. Typical symptoms of Horner
syndrome, superior vena cava syndrome, and
B-cell lymphoma, such as fever, night sweats,
and weight loss, are relatively rare (19).

Ultrasonography has become a routine
examination in the distinction between benign
and malignant thyroid nodules. PTL tumor
cells have uniform and dense growth, few
interstitial components, and good acoustic
permeability; This makes the capsule edge of
the thyroid tumor clearer and the echo behind
the gland stronger (20). Another study has
shown that cases of PTL appear radiologically
as a mass that is usually large, unilateral, in
the center of the thyroid, hypoechoic by
ultrasound, and spreads to adjacent soft
tissues (16). Computed tomography (CT) has
excellent sensitivity and specificity in clinical
staging of DLBCL and extranodal metastasis.
CT scan of PTL is usually isodensity or
slightly lower density, with homogeneous
parenchymal density and rare calcifications
and cysts or necrotic foci (21). Fine needle
aspiration (FNA) cytology is not a reliable
method in the diagnosis of PTL, and the
primary diagnostic method is ultrasound-
guided needle biopsy or surgical excisional
biopsy. Incisional biopsy or fine needle
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aspiration biopsies are inadequate in the
diagnosis of lymphoma, and choosing these
procedures before excisional biopsy delays
the diagnosis. In our case, total thyroidectomy
was performed because thyroid cancer was
considered as the preliminary diagnosis. If
lymphoma had been considered in the
preliminary diagnosis, the diagnosis could
have been made only by excisional lymph
node biopsy.

The prognosis of PTL patients largely
depends on the histological subtype. MALT
lymphoma is considered low grade with an
indolent natural history. Previous studies have
reported that disease-specific 5-year survival
rates vary between 96% and 100%. DLBCL is
considered a high-grade lymphoma with a
more aggressive clinical course than MALT
lymphoma, and the 5-year disease-specific
survival rate for DLBCL is 71-75% (22-24).
Graff-Baker et.al showed that older age,
advanced stage, histological subtype, and lack
of radiation/surgical treatment were associated
with worse survival in PTL (23). The
prognosis for early-stage PTL (stages IE and
IIE) is excellent after current treatments. The
5-year survival rate has been reported as
100% in MALT type and mixed (MALT,
DLBCL) type cases, and the 5-year survival
rate in DLBCL type cases has been reported
as 87.5% (25). In another study, the 5-year
overall survival (OS) and event-free survival
(EFS) rates of PTL patients were found to be
85% and 79%, respectively. Higher age and
higher erythrocyte sedimentation rate (ESR)
were significant risk factors for OS.
Aggressive lymphomas had significantly
shorter EFS than indolent lymphoma. This
study showed that PTL responded well to
radiotherapy and chemotherapy (18).

Since PTL is a rare disease, it is very difficult
to conduct large-scale prospective studies for
treatment. Current evidence shows that
combined chemoradiotherapy treatment is
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