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Abstract

Primary thyroid lymphoma is rare. We describe the case of a 65-year-old woman with Hashimoto’s thyroiditis who presented a

12-month history of neck swelling. Our investigation revealed the presence of a Diffuse Large B-Cell Lymphoma of the thyroid

which accounts for 50 to 80% of thyroid primary lymphomas.

A case report of a diffuse large B-cell thyroid lymphoma

M.Majdoub1, I.Ben Nacef1, S.Makni1,M.Ksantini2,

N.Mchirgui1, I.Rojbi1, K.Khiari1

1: Charles Nicolle Hospital, Endocrinology departement,Tunis, Tunisia

2: Charles NicolleHospital, Anatomopathology departement, Tunis, Tunisia

Others:

Dr. Marwa Majdoub: majdoubmarwa14@gmail.com

Dr. Ibtissem Ben Nacef: bennacef.ibtissem@yahoo.com

Dr. Sabrine Makni: MakniSabrine@gmail.com

Dr. Mariem Ksantini : meriemksentini@yahoo.fr

Dr. Nadia Mchirgui : nadiamchirgui@yahoo.fr

Dr. Imen Rojbi: rojbiimen@yahoo.fr

Dr. karima khiari: karimakhiari@yahoo.fr

Data availability statement

The data that support the findings of this study are available from the corresponding author, upon reasonable
request

Financial sponsors, and support:

There are no or special funding for the writing or publication of this paper.

1



P
os

te
d

on
A

u
th

or
ea

19
F

eb
20

22
—

T
h
e

co
p
y
ri

gh
t

h
ol

d
er

is
th

e
au

th
or

/f
u
n
d
er

.
A

ll
ri

gh
ts

re
se

rv
ed

.
N

o
re

u
se

w
it

h
ou

t
p

er
m

is
si

on
.

—
h
tt

p
s:

//
d
oi

.o
rg

/1
0.

22
54

1/
au

.1
64

52
95

41
.1

19
52

59
1/

v
1

—
T

h
is

a
p
re

p
ri

n
t

an
d

h
a
s

n
o
t

b
ee

n
p

ee
r

re
v
ie

w
ed

.
D

a
ta

m
ay

b
e

p
re

li
m

in
a
ry

. Declaration of interest:

There are no conflicts of interest.

Patient consent:

Written informed consent was obtained from the patient to publish this report in accordance with the
journal’s patient consent policy. The patients understand that their names and initials will not be published.

Introduction:

Thyroid lymphoma can be divided in two categories; primary (PTL) and secondary thyroid lymphoma
(STL). STL is a part of a widespread neoplasia while PTL only involves ,at diagnosis, the thyroid gland or
the thyroid gland and local neck lymph nodes without contiguity or metastasis in other organs (1). PTL is
a malignant transformation of normal lymphocytes in a normally non-lymphoid tissue (the thyroid).

It’s a rare condition that only represents 5% of thyroid malignancies and 2.5% of lymphomas.

Here, we report the case of a 65-year-old female with rapidly developing thyroid mass who represent the first
thyroid lymphoma diagnosed in our department.

Case presentation:

We present the case of a 65-year-old woman with a known hypothyroidism due to Hashimoto’s thyroiditis
treated with levothyroxine (1.12 mcg/Kg/day).

She presented with a 12-month history of painless neck swelling. 3 months before consultation she reported
the onset of a mild neck pain, an increase of the swelling’s size and an occasional hoarseness.

The patient was vitally stable.

Physical examination showed a large nontender nodular neck mass moving with deglutition measuring ap-
proximatively 8 cm, anterior cervical nontender adenopathies and a positive Pemberton’s sign.

Cervical ultrasound revealed a left goiter; the left lobe measured 78*54*42mm, the right lobe 42*14*13mm,
a 12 mm right nodule (EU-TIRADS 3), a 60 mm left thyroid hypoechoic lobulated nodule with microcalci-
fications (EU-TIRADS 5) and multiple anterior cervical adenopathies.

Fine needle aspiration was suggestive of a high-grade lymphoma.

Cervical lymph node and thyroid biopsies, shown in figure 1, confirmed the diagnosis of diffuse large B-cell
thyroid lymphoma.

On immunohistochemical staining, the tumor cells were positive for CD20 as illustrated in figure 2, CD10,
Bc16 and Ki67 (70%).

These findings confirmed the diagnosis of diffuse large B-cell thyroid lymphoma arising in the setting of
Hashimoto thyroiditis.

A computed tomography of the neck (Figure 3), Thorax, Abdomen and Pelvis was done for staging purpose,
and it showed a large tissue mass of 5.2 cm ×4.6 cm ×8.9 cm size in the left lobe of the thyroid gland with
capsular rupture in continuity with a group of left lymphadenopathies (channel III and IV), there was no
evidence of any lesion elsewhere in the body.

No tumoral infiltration was found on the bone marrow biopsy.

The primary nature of this thyroid lymphoma was therefore established and it was classified IIE on the Ann
arbor classification.

The blood counts, kidney and liver functions tests were within normal limits. Viral markers for hepatitis and
human immunodeficiency virus were negative. Lactate dehydrogenase (LDH) was elevated (438 U/L).
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. On the international Prognostic Index for Diffuse Large B-cell Lymphoma (IPI), the patient score was 2
indicating a Low-intermediate risk.

During her hospitalization in October 2020, the patient came in contact with a covid-19 patient and the
polymerase chain reaction (PCR) test performed 5 days later was positive.

She remained asymptomatic during the 21 days of surveillance. Nevertheless, the decision was to delay the
chemotherapy during her infection.

She then was started on an 8-cycle chemotherapy regimen R-CHOP: including cyclophosphamide (750
mg/m2), Adriamycin (50 mg/m2), vincristine (2mg/day) and prednisone (60 mg) in association with ri-
tuximab (375 mg/m2).

Adjuvant radiotherapy is scheduled.

Discussion :

Similarly, to our case, PTL occurs usually in women after the sixth decade with a sex ratio of 2 to 8:1(2, 3).

Thyroid lymphomas are mainly non Hodking lymphomas of B cell origin; the most common subtypes are
diffuse large B-cell lymphoma (DLBCL) and mucosa-associated lymphoid tissue (MALT) lymphoma that
account respectively for more than half of PTLs and 10% - 30% of PTL. The coexistence of the two subtypes
is possible suggesting the possibility of MALT transformation to DLBCL. (2, 4, 5).

Autoimmune chronic lymphocytic thyroiditis is a well-established risk factor with a 40 to

80-fold increased risk of PTL. The prevalence of Hashimoto’s thyroiditis ( HT) is deferent from one study
to another based on the diagnosis criteria; overall the presence of antithyroperoxidase antibodies (ATPO)
or clinical features of hypothyroidism was more common than a known medical history of HT(6). Many
hypotheses aim to explain this association by the chronic antigenic stimulation, as well as the similarity
in clonal bands between the PTL and HT patients(7, 8). However, according to Antonio Travaglino and
al, the significant difference of HT’s prevalence which is higher in MALT than DLBCL suggests different
pathogeneses of these two lymphoma types(6).

In our clinical case, the diagnosis of HT was made on an elevated TSH and positive ATPO, shortly before
the onset of the neck swelling. But the patient was never subjected to any thyroid function investigation,
the thyroiditis might as well be asymptomatically evolving for years.

The most common presentations of PTL are a rapidly growing painless neck mass (few days to 36 months),
symptoms due to compression such as dyspnea, dysphagia, coughing, hoarseness and even pain, in about
30% of the cases. It could also be revealed in 10% of cases by B-cell symptoms (fever, night sweats, or weight
loss). DLBCL typically have a more rapid and aggressive presentation than MALT (2-4).

The case we report had a relatively long evolution of her thyroid mass, over 12 months. She reported the
onset of pain and compression signs but not large B-cell symptoms. the Pemberton sign, witnessing the
compression of major venous structures within a narrowed thoracic inlet against the enlarged thyroid, was
positive.

Although it may be nonspecific, ultrasonography is a useful non-invasive way to explore thyroid nodes,
and narrow down differential diagnosis. Hypoechogenicity, hypovascularity, lobulated shape and enhanced
posterior echoes can suggest the diagnosis of lymphoma(2, 9).

Once malignancy is suspected upon clinical features or ultrasound findings, fine needle aspiration (FNA)
seems as a less invasive tool for further characterization of the thyroid mass/nodule. Although the FNA’s
high sensitivity and specificity in investigating other types of thyroid cancer, it has a much lower accuracy
when it comes to PTL; its sensitivity is below 56%.

PTL frequently presents as an enlarged mass rather than a localized nodule. Distinguishing the PTL’s
histological aspect (MALT in particular) and that of chronic lymphatic thyroiditis, frequently associated,
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. can be difficult; The riches of lymphoid tissue and a high proportion of intermediate centrocyte-like cells in
low-grade PTL as compared to HT can only point to the PTL diagnosis(2, 9, 10).

Appropriately, despite the improvement of FNA, biopsy is still necessary to confirm the diagnosis of PTL
and define the histological subtype.

The advance in Immunohistochemistry has improved the diagnostic accuracy of cytology.

In our case’s staining, the presence of CD20 indicates a B cell lineage to the lymphoid cells, however the
positivity of CD10 in unusual in DLBCL(2).

PTL is staged according to the Ann Arbor classification; a locoregional disease corresponds to stages IE
(extranodal involving only the thyroid gland) and IIE, while an advanced disease corresponds to stages
IIIE (lymph nodes on both sides of the diaphragm) and IV (systemic dissemination). The disease is usually
discovered at an early locoregional stage(3, 11), such as our patient who was staged IIE corresponding to
the affection of the thyroid gland and regional lymph nodes above the diaphragm only.

Cancer patients seem to be more susceptible to SARS-CoV-2 infection along with a higher risk of compli-
cations. This can be explained by these patients’ advanced age, comorbidities, high prevalence of smoking,
their weakened immune system by the malignancy itself and/or its treatment(12, 13).

In this case report, our patient had no medical history of immunodepression or comorbidities, her tests for
hepatitis and human immunodeficiency virus were negative.

Necessary measures to reduce of nosocomial SARS-CoV-2 acquisition were adopted during her hospitaliza-
tion. Nevertheless, she was diagnosed with covid-19; she did not present any symptoms nor complications.

Record of patients who underwent chemotherapy or surgery in the month preceding their covid-19 infec-
tion having a numerically higher risk of clinically severe events compared to those who did not receive
chemotherapy or surgery(14), contributed to our decision to delay the patient’s chemotherapy.

The rareness of PTL makes establishing a well-defined therapy approach quite challenging. Most others
report better outcome and disease control with combined chemoradiation therapy even in early-stage DL-
BCL. Commonly, PTL responds to a multi-agent chemotherapy including cyclophosphamide, doxorubicin,
vincristine, and prednisone (CHOP)(9, 15-19). The association of Rituximab, a monoclonal B-cell antibody
that binds to the CD20 antigen, in elderly patient has been shown to be of benefit in improving event-free
and over-all survival(19, 20).

Nevertheless, the outcome of this disease does not only depend on treatment modality; poor prognosis is
related to histological subtype, as DLBCL is more aggressive, advanced stage, age above 60 years, rapid
tumor growth, presence of local obstructive symptoms or B symptoms, mediastinal involvement, elevated
LDH(5, 17, 21).

Conclusion :

Primary thyroid lymphoma is both a rare thyroid malignancy and a rare lymphoma type.

It’s not yet easily diagnosed despite the improvement of imaging techniques and FNA.

Due to the rarity of this affection, no unanimous treatment guideline is currently available. Every case
should therefore be treated individually by a multidisciplinary team.
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