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1 | INTRODUCTION
Thyroid cancer represents the most common endocrine
malignancy.' Its prevalence varies between 5% and 15%.”
Papillary thyroid carcinoma is the most common form of thy-
roid cancer. Thyroid lymphoma is a rare histological form
with a prevalence of 1%—5% of all thyroid cancers and 2% of
extranodal lymphomas. It tends to affect elderly patients with
a long history of Hashimoto thyroiditis.” The diagnosis and
the treatment of thyroid lymphoma are challenging.

Herein, we report the case of a thyroid lymphoma revealed
by a rapidly compressive goiter in a young woman with no
evidence of Hashimoto's thyroiditis.

2 | PRESENTATION OF CASE

A 22-year-old woman presented with suddenly rapid enlarge-
ment of a cervical mass with compressive symptoms. Her
past medical history was unremarkable. There was no history
of radiation exposure or tobacco smoking and no family his-
tory of thyroid cancer. She was complaining of dysphagia
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Thyroid lymphoma should be suspected in case of rapid enlargement of the thyroid
gland even in a young patient with no history of Hashimoto thyroiditis. The confir-

mation is based on histopathology and immunohistochemistry.
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for solids, dyspnea, hoarseness, hot flashes, sweating, and
weight loss for the last 20 days.

On physical examination, she had a normal body tempera-
ture, a body weight of 44 kg, a body mass index of 17.8 kg/
m?, a blood pressure of 100/60 mmHg, a regular pulse of 85
beats/min, and a respiratory rate of 24 breaths/min. Cervical
examination revealed a voluminous, plunging, heteroge-
neous, firm, and painless goiter with a bilateral jugular tur-
gescence. Other systemic and regional examinations did not
show any abnormalities.

The results of biological investigations are shown in
Table 1. The thyroid function tests disclosed subclinical hy-
pothyroidism. Thyroid peroxidase antibodies were negative.

The chest x-ray showed an enlarged upper mediasti-
num with tracheal deviation, and a right pleural effusion
(Figure 1). The computed tomography (CT) scan of the
neck, chest, and abdomen revealed a heterogeneous cervi-
cal and mediastinal mass measuring 84 X 73 mm (Figure 2),
compressing the trachea and the superior vena cava with
a bilateral thrombosis of the jugular veins, pericardial and
right pleural effusions, and retroperitoneal lymph nodes. A
CT-guided biopsy of the goiter was performed via a right
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TABLE 1

Fasting blood glucose (g/L)
Cholesterol total (g/L)
Triglycerides (g/L)

Plasma creatinine (umol/L)
Natremia (mmol/L)
Kalemia (mmol/L)

Aspartate aminotransferase
(IU/L)

Alanine aminotransferase
Iu/L)

Creatine phosphokinase
(IU/L)

Alkaline phosphatase (IU/L)
White blood cells/mm?
Neutrophils/mrn2
Lymphocytes/mm3

Red blood cells/mm®
Hemoglobin (g/dL)

Erythrocyte-sedimentation
rate (mm/1st hour)

Thyroid-stimulating
hormone (TSH) (uIU/mL)

Free thyroxin (FT4) (ng/dL)
Calcitonin (ng/L)

FIGURE 1

Patient's biological parameters
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The chest x-ray showed an enlarged upper

mediastinum with tracheal deviation and a right pleural effusion

FIGURE 2 CT scan showed a heterogeneous and compressive
goiter with a right pleural effusion

parasternal approach with an 18G Tru-Cut needle. The his-
topathological examination showed a tumor proliferation of
pleomorphic, undifferentiated, large cells with abundant eo-
sinophilic cytoplasm and large irregular nuclei. There was no
evidence of lymphocytic thyroiditis. The immunohistochem-
istry on paraffin-embedded specimens revealed a diffuse
and intense cytoplasmic positivity of tumor cells to CD20
and their negativity to cytokeratin. Hence, the diagnosis of a
diffuse large B-cell thyroid lymphoma, CD20 + was estab-
lished. The patient was treated with corticosteroids and low
molecular weight heparin and referred to oncology for addi-
tional treatment. However, the patient was lost to follow-up.

3 | DISCUSSION
Primary thyroid lymphoma is a rare tumor. It generally af-
fects middle- to older-aged women in the 6-7th decade of
life.** Primary thyroid lymphoma in patients younger than
50 years old is extremely rare. Young cases were reported in
thyroid Hodgkin's lymphoma at a median age of 42 years.5
Most primary thyroid lymphomas are non-Hodgkin lym-
phomas of B-cell origin of either marginal zone lymphoma of
mucosa-associated lymphoid tissue (MALT) or diffuse large
B-cell lymphoma (DLBCL). The latter represents the most
common subtype accounting for approximately two-thirds of
cases of primary thyroid lymphomas.s’6 Primary thyroid lym-
phoma typically arises in the setting of chronic lymphocytic
thyroiditis. Hashimoto's thyroiditis is a well-established risk
factor for primary thyroid lymphoma, especially the MALT
subtype.”® The risk of thyroid lymphoma in patients with
Hashimoto's thyroiditis is at least 60 times higher than in pa-
tients without Hashimoto's thyroiditis.9 This association may
be explained by a chronic antigenic stimulation leading to a
malignant transformation. 19 No other factors were associated
with thyroid lymphoma.
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Given the rarity and the nontypical clinical presentation
of this disease, setting up an early diagnosis can be challeng-
ing. DLBCL and MALT lymphomas are two separate clinico-
pathological entities. Up to 10%—20% of patients with thyroid
lymphomas present with typical ‘B’ symptoms such as fever,
nocturnal sweating, and weight loss.*® However, these symp-
toms are not specific and may also be observed in other
conditions such as tuberculosis. The first aspect that should
raise the suspicion of thyroid lymphoma should be the pres-
ence of a rapidly growing goiter or nodule (usually within
1-3 months), painless thyroid enlargement causing compres-
sive symptoms (dysphagia, hoarseness, or dyspnea).g’11 Our
patient presented with typical ‘B’ symptoms and a rapidly
growing and painless goiter accompanied by compressive
Symptoms.

Primary thyroid lymphoma is associated with normal or
reduced thyroid function. Hypothyroidism is reported in 10%
of cases.'? It can result from a coexisting Hashimoto's thy-
roiditis or a diffuse thyroid gland infiltration by the tumor
cells. Rarely, patients may present with hyperthyroidism.13
This condition may be due to the destruction of the thyroid
follicles and the release of the thyroid hormones into the cir-
culation. In our case, subclinical hypothyroidism was noticed.
Thyroid peroxidase antibodies were negative. This could
not rule out the diagnosis of a coexisting Hashimoto's thy-
roiditis since cases of serum-negative-chronic-autoimmune-
thyroiditis were reported and are considered a milder variant
of classic Hashimoto's thyroiditis.l4 However, in our patient,
histopathological features of Hashimoto's thyroiditis were not
observed either.

Primary thyroid lymphomas are associated with a wide-
spread expression of B-cell antigens. 15 Cytokines, particularly
interleukin 7 (IL-7), play a key role in the pathophysiology
of lymphoma.15 The high expression of IL-7 may be used in
differentiating thyroid lymphoma from lymphocytic thyroid-
itis.'® Cytokines were not tested in our patient.

Primary thyroid lymphomas have no specific imaging
features. Thus, it is difficult to differentiate them from other
thyroid diseases. Ultrasound examination is the initial diag-
nostic tool for morphological thyroid abnormalities. Three
different patterns can be observed: well-defined nodular
lesions with hypoechoic and homogeneous internal echoes,
bilateral diffuse hypoechoic lesions with indistinct borders,
or multiple irregular hypoechoic lesions.!” Lesion size,
echotexture, margin, shape, cystic change, and local invasion
were not specific features for the differential diagnosis.18 In
contrast, the presence of enhanced posterior echoes and/or
a central blood flow pattern highly suggest the diagnosis of
primary thyroid lymphoma.'”"” Our patient ultrasound data
were unavailable.

On CT scan, primary thyroid lymphoma often pres-
ents as a homogeneous and symmetric enlargement of
the thyroid gland with a density lower than the adjacent

.. 3of5
Clinical Case Reports OenAccess LEYJ—

muscles.? In our patient, cervical CT scan revealed a large
compressive heterogeneous goiter with a bilateral throm-
bosis of the jugular veins. The invasion of the cervical vas-
cular structures is an extremely rare condition that may
result from a tumor invasion and thrombosis or extrinsic
compression.21

Pericardial and right pleural effusions were also noticed
in our case. Serous effusions are a common complication
of lymphomas. Although the frequency of pleural effusion
is 20%-30% in lymphomas, the involvement of peritoneal
and pericardial cavities is uncommon.** Pleural effusion due
to lymphomas may adversely influence the patient's overall
survival and it represents a predictor of disease relapse after
chemotherapy. They are usually exudates resulting from four
possible mechanisms: a tumor thoracic duct obstruction,
direct pleural involvement of the lymphoma, an obstructed
lymphatic return due to enlarged hilar or mediastinal lymph
nodes, and infections.?? The examination of the pleural fluid
can be used to determine the mechanism of the pleural ef-
fusion. Pleural fluid cytology examination can also help to
establish the diagnosis of DLBCL in case of a pleural in-
volvement by lymphoma. However, it cannot replace biopsy
because of possible negative findings.*

The diagnosis of primary thyroid lymphoma is often held
on histopathology after thyroidectomy. In 50%-90% of cases,
the diagnosis is made by fine-needle aspiration cytology.15 24
Similarities may be observed between thyroid lymphoma,
Hashimoto's thyroiditis, anaplastic carcinoma, and Riedel's
thyroiditis which represent the principal differential diagno-
sis on cytology. Therefore, lobectomy and core biopsy are the
preferred diagnostic approaches. In our case, a CT-guided bi-
opsy of the goiter allowed the histopathological examination
with immunohistochemistry that concluded to a diffuse large
B-cell thyroid lymphoma, CD20 +.

The primary thyroid lymphoma staging is necessary be-
fore treatment and is based according to the Ann Arbor clas-
sification. A total body CT scan is needed to complete this
staging. Besides, the standard staging of diffuse large B-cell
lymphoma includes measurement of the serum Beta-2 mi-
croglobulin level which helps to predict the prognosis. The
bone marrow studies are also important as part of the stag-
ing evaluation. Currently, 18F-2-fluoro-2-deoxy-D-glucose
(18F-FDG) positron emission tomography (PET/CT) is being
successfully used for both staging and follow-up of Hodgkin's
and non-Hodgkin's lymphoma.25

At the time of presentation, approximately 56% of pri-
mary thyroid lymphomas are confined to the gland (stage IE),
32% involve the gland and regional lymph nodes (stage I1E),
2% involve the thyroid, the lymph nodes on both sides of the
diaphragm, and/or the spleen (stage IIIE), and 11% of cases
are disseminated (stage IVE).% Body CT scan of our patient
revealed pericardial and right pleural effusions, and retroper-
itoneal lymph nodes (stage IIIE).
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The treatment of primary thyroid lymphoma depends on
the histological subtype and the stage of the disease. The
usual approach is surgical excision for the localized forms
of the disease, followed by radiotherapy and chemotherapy
for disseminated forms. The gold standard for the manage-
ment of DLBCL is based on a combination of the monoclonal
antibody rituximab, chemotherapy (a combination of cyclo-
phosphamide, doxorubicin, vincristine, and prednisone), and
radiotherapy.27 Due to the rarity of primary thyroid lym-
phoma and the lack of larger randomized controlled stud-
ies, definitive guidelines for the treatment and follow-up are
awaited. Our patient was put on corticosteroids and referred
to the department of oncology for additional treatment.

The overall prognosis of primary thyroid lymphoma de-
pends on the age, the stage of the disease, and the histologi-
cal grade. The main clinical prognostic factors include tumor
size, adherence, extra-capsular extension, and retrosternal
involvement.”® Diffuse large B-cell lymphoma has a poorer
prognosis compared to localized primary MALToma.® The
prognosis is very poor for stages IIIE and IVE with a 5-year
survival rate of 15%-35%.% Patients presenting with enlarg-
ing tumors or symptoms of compression or vascular throm-
bosis as in our case have poorer prognosis.zl’30

4 | CONCLUSION

Primary thyroid lymphoma is a rare disease with no specific
clinical manifestations. It should be suspected in case of rapid
enlargement of the thyroid gland even in a young patient with
no history of Hashimoto's thyroiditis. The confirmation relies
on histopathology and immunohistochemistry.
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