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Abstract:

Background.: Extranodal marginal zone lymphoma of mucosa-associated lymphoid tissue (MALT
lymphoma) is a mature B-cell neoplasm that accounts for 7-8 % of all B-cell lymphomas. This type of
lymphoma tends to appear in patients with a history of autoimmune disease or chronic inflammatory
disorders.

Methods. Here, we report the clinical presentation and the follow up of our primary MALT thyroid
lymphoma.

Results. A 52-year-old female patient presents with cervical lymphadenopathy that has been progressing
for four months. Upon the discovery of a thyroid goiter, a cervical ultrasound revealed two thyroid
nodules classified as EUTIRADS 5, with normal thyroid function tests. Following a total thyroidectomy,
histological and immunohistochemical examination of the operative specimen confirmed the diagnosis of
thyroid MALT lymphoma. The staging assessment indicated a localized lymphoma in the thyroid. The
decision was not to give immunochemotherapy and to monitor the patient closely with no evidence of
disease recurrence after follow-up for 8 months.

Conclusion. This case is notable for the unexpected presentation of MALT lymphoma within a nodular
thyroid. Given its rarity, there is no consensus for the diagnostic and therapeutic approach of affected
patients.
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. Introduction:

Mucosa-associated lymphoid tissue (MALT) lymphomas were recognized as extranodal
marginal zone B-cell lymphomas since the Revised European- American Lymphoma (REAL)
classification of 1994 and the World Health Organization (WHO) classification of 1999[1,2]. MALT
lymphomas are Non Hodgkin B cell lymphomas that primarily occur in the stomach and also in non-
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gastrointestinal sites, such as the salivary glands, thyroid gland, skin, ocular adnexa, prostate and
conjunctiva[3]. MALT lymphomas are indolent lymphomas, although dissemination to other mucosal
sites, bone marrow, or lymph nodes may occur in approximately 30% of cases at diagnosis [3].In this
article, we report the clinical presentation, the treatment, and the outcome of a primary MALT thyroid
lymphoma discovered after thyroidectomy.

Case report: A 52-year-old female was referred to the hematology department in October 2022 for
additional management of a thyroid MALT lymphoma diagnosed after pathologic exam of total
thyroidectomy specimen. She had a history of Breast cancer in 2011, treated with lumpectomy and
radio chemotherapy and Adenocarcinoma of the colon in 2020, treated with surgery and chemotherapy.
The patient reported four-months ‘symptoms of increasing cervical lymphadenopathy. Physical
examination showed a thyroid goiter with bilateral centimetricjugulo-carotid lymphadenopathies
leading to perform a cervical ultrasound demonstratingtwo thyroid nodules classified as EUTIRADS
5.Her thyroid function tests were normal. Subsequently, the patient underwent a total thyroidectomy.
Histological examination showed an extensive and diffuse lymphomatous infiltrate made of numerous
and non-atypicalplasma cellsadmixed with large sheets of monotonous small lymphocytesinfiltrating
thyroid follicle inducing lymphoepithelial lesions (figure 1). Residual thyroid parenchyma
showedbhistologic signs of thyroiditis with increased fibrosis, lymphocytic infiltrate and germinal center
formation.Immunchistochemical study confirmed malignancy highlighting extensivemonotypic
plasmatic cells expressingCD138 and only kappa light chains. Lymphocytes surrounding
theplasmacyticcells, expressed CD20, BCL2 and were negative for CD5, CD10, CD23, Cycline D1.
Complete blood cells showed white blood cell count 6900/mm?® 70% granulocytes, 74.9%
lymphocytes, 18.6% monocytes, hemoglobin 8g/dl with MCV at 57p® and platelets 378 000/mm3. The
ferritin level was 10ng/ml confirming her iron-deficiency.The level of lactate dehydrogenase was
normal at 262UI/1 (reference range < 270 U/L).The examination of the ENT was normal. Tomography
Emission scans or TEP-scan revealed only intense and diffuse hypermetabolism in the ascending colon.
In consequence of this finding, colonoscopy with biopsy was performed showing no malignancies. The
decision was not to give immunochemotherapy and to monitor the patient closely with no evidence of
disease recurrence after follow-up for 8 months.

Il.  Discussion:

MALT lymphomas is a rare entity, however it makes up 23-30% of primary thyroid
lymphomas (PTL)[4] , which is accounting for only 5% of thyroid malignancies and 2% of extranodal
lymphomas[1]. They are considered as indolent lymphomas, although in nearly 30% of cases, at the
diagnosis, dissemination to other mucosal sites, bone marrow, or lymph nodes can be found[3]. It
usually occurs in middle-aged to older individuals, whereas its incidence is low in individuals younger
than 40 years of age and it affects mainly women [5]. This is similar to our case. Thyroid MALT
lymphoma commonly presents with a rapid enlargement of a thyroid nodule in 80% of cases, typically
occurring within the past one to three months. This growth may be accompanied by compressive
symptoms, such as dyspnea, dysphagia, stridor, cough, hoarseness, and rarely, superior vena cava
syndrome. Additionally, around one-third of cases may exhibit cervical lymphadenopathy[5][6]. Fever,
weight loss and night sweats also known as B symptoms are less common[4]. Our case had neither
compressive symptoms nor B symptoms.

Thyroid MALT lymphoma has an intricate pathogenesis that involves various factors,
including chronic stimulation of the immune system. There are significant associations between
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autoimmune diseases, chronic antigenic stimulation, and the occurrence of thyroid MALT lymphoma
although the underlying mechanisms of its development remain unclear. The main risk factor for its
occurrence is the presence of Hashimoto's thyroiditis (HT), an autoimmune condition affecting the
thyroid gland. Patients with HT have a significantly higher risk of developing T MALT lymphoma,
with a 40 to 80 times greater risk compared to individuals without HT[6]. Notably, it often manifests 20
to 30 years after the initial diagnosis of HT, further highlighting the association between chronic
immune stimulation and the development of this lymphoma subtype.Diagnosis can be difficult and,
although preparations from fine needle aspiration are improving in specificity and sensitivity, they are
not yet reliable enough to replace core needle or surgical biopsy. This is due to the histopathological
similarities between primary thyroid lymphoma and Hashimoto’s thyroiditis. False-negative results
mayoccur in 20% of cases [7]. Thanks to advancements in core biopsy methods, open surgical biopsy is
now necessary only when less invasive approaches have proven ineffective in precisely identifying the
subtype of the lymphoma, particularly when the treatment strategies differ depending on the
histological type [8]. Our patient underwent an open thyroidectomy. Current imaging techniques
(ultrasound, computed tomography, scintigraphy, MRI, FDG-TEP) can prove the existence of a thyroid
mass and help to stage the disease [5]. The use of ultrasound scans may suggest a diagnosis, but only
the biopsy contributes to the definitive diagnosis. Also the ultrasound's sensitivity and specificity are
highly limited, leading to a significant lack of accuracy in differentiating between diffuse large B cell
lymphoma (DLBCL) and MALT lymphoma[7]. Computed tomography is required for staging and
treatment planning once the diagnosis has been made. FDG-TEP can be used for the initial diagnosis
and monitoring the therapeutic response [5]. The disease is staged according to the Ann Arbor
classification modified by Mussoff.

Histologically, MALT lymphoma is characterized by lymphoepithelial lesions (LEL) follicular
colonization generated from proliferating neoplastic marginal zone-related cells [3]. Plasmatic
differentiation is a constant and striking feature in thyroid MALT lymphoma that may evoque an extra-
medullary plasmocytoma. In our case, the BCL-2 expression, lymphoepithelial lesions and the diffuse
nature of the infiltrate favored the diagnosis of an extensive plasmatic differentiation of MALT
lymphoma rather than plasmocytoma [9]. These histopathological findings distinguish MALT
lymphoma from benign lesions, but these lesions are not always clearly distinguishable. In such cases,
analysis using molecular pathology is useful. In immunohistochemical staining, CD5, CD10, and CD23
are negative in MALT cases [5]. Several distinctive genetic abnormalities have been associated with
MALT lymphoma. Among them, a specific genetic aberration t(3;14)(p14.1;932)/FOXP1-IGH has been
reported in thyroid MALT lymphoma cases[10]. However, the available studies on this specific
aberration are limited in number.

Local treatments, using either surgery or radiotherapy alone, seem to be attractive treatment
strategies because MALT lymphomas tend to remain localized for a long time[11], and achieving
excellent overall survival rates[6,12]. Radiotherapy is currently primarily administrated as a standalone
treatment. The effective radiation dose in radiation therapy is moderate (25 to 30 Gy) , highly
effective and it can achieve local control without severe side effects with acceptable morbidity with
MALT lymphoma [11]. Total thyroidectomy alone is an adequate treatment only for stage IE MALT
lymphoma confined to the thyroid gland without lymph node involvement, otherwise, it is considered
inadequate management associated with the likelihood of relapse. The five-year disease-free survival
rate after radiotherapy alone ranges from 88% to 100%. Retrospective studies indicate that the addition
of chemotherapy does not improve the outcome for patients with localized low-grade thyroid
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lymphomas. It may be necessary to combine chemotherapy in cases where the disease extends beyond
the thyroid or becomes widely disseminated. The most common chemotherapy regimen used is CHOP
(cyclophosphamide, doxorubicin, vincristine, and prednisone). Several recent retrospective series (level
IV) have been suggesting a benefit of combinedchemo-radiation over loco-regional therapy
(surgery/radiation) or chemotherapy alone[8]. Early diagnosis improves the prognosis for lymphoma of
the thyroid. When the disease is confined only to the thyroid gland, the 5-year survival rate may reach
75% to 85%][13]. Recurrences can occur either within the same organ or in other extranodal sites.
Finally, randomized studies are needed to explore the most effective treatment of this rare entity.

I11.  Conclusion:

Thyroid MALT lymphomas are uncommon thyroid malignancies that typically arise in the
presence of longstanding lymphocytic thyroiditis. They generally have an indolent course.Given the
limited clinical evidence available, it is challenging to determine the most effective treatment and
follow-up approach for patients with MALT lymphoma in the thyroid gland. However, a prudent
strategy would involve a combination of minimally invasive surgical techniques and adjuvant therapy,
especially for individuals with stage IE and IIE disease.Additionally, extended monitoring should be
taken into account. Conducting randomized trials for this rare disease is difficult due to its low
occurrence. Nevertheless, it would be beneficial to establish an international databank where various
medical centers can contribute insights and accumulate knowledge to enhance our understanding of this
condition.
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