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Abstract

Primary Thyroid Lymphoma (PTL) is an uncommon disease, although its incidence
is of 5%. Ultrasound and Fine Needle Aspiration Cytology (FNAC) usually do not
provide the diagnosis. Surgery is one of the treatment options because it enables his-
tological diagnosis and can also relieve compression symptoms in patients with rapid
growth cervical mass. We present 7 cases of PTL diagnosed in the last 10 years in our
unit. Five were female (71.4%) and 2 were male (28.6%). The mean age was 64.2
(range: 40 - 81); 4 patients (57.1%) had associated Hashimoto’s Thyroiditis (HT).
One patient (14.2%) had concomitant Graves disease. 5 cases presented with com-
pressive symptoms and cervical mass. Ultrasound was not diagnostic in any case.
FNAC was diagnostic only in one patient (14.3%). Five patients underwent total
thyroidectomy (71.4%). All the cases were diagnosed with lymphoma postoperative-
ly. Two interventions consisted of left hemithyroidectomies (28.6%). No complica-
tions appeared. 5 patients (71.4%) were classified as Mucosa-Associated Lymphoid
Tissue (MALT) lymphoma. We also observed 1 Follicular grade I lymphoma and 1
Burkitt case. When the extension study was done, 1 patient was at stage IIIE (14%), 2
at IIE (28.5%) and 4 at IE (57.14%). Rituximab, cyclophosphamide, doxorubicin,
vincristine and prednisone (R-CHOP) and Iphosphamide, ethoposide and high dose
Cytarabine (IVAC) were the treatment scheme when chemotherapy was used (in
three cases). Two cases were treated only with total thyroidectomy, and 2 with total
thyroidectomy and rituximab, and the latter was MALT. Complete Remission (CR)
was achieved in all patients in the first year. All are still alive and in CR. In our expe-
rience, PTL diagnose can be challenging before surgery. Although surgery is not the
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gold standard for treatment, when it is done, it should be curative in MALT lym-
phomas confined to the thyroid.
Keywords

Thyroid, Lymphoma, Thyroidectomy, Endocrine Surgery, Extranodal Lymphoma,
Malt Lymphoma, Rituximab

1. Introduction

Primary Thyroid Lymphoma (PTL) is defined as a lymphoma arising in the thyroid
gland. It accounts for only 5% of all thyroid malignancies [1], and represents 3% of all
non-Hodgkin’s lymphoma. The typical presentation is in middle-aged women with
Hashimoto’s thyroiditis (HT). It is extremely rare in the paediatric population [2].

The most common clinical presentation is a rapidly enlarging painless thyroid mass.
Sometimes it may be associated with compressive symptoms such as dysphagia, dysp-
nea and hoarseness. B-symptoms are referred in 20% of cases [3].

Tumors are usually cerebroid and well vascularized. Ultrasonography is the imaging
modality of choice and typically shows one of the three patterns: nodular, diffuse or
mixed. When appearing as a solitary mass, the tumor may resemble an anaplastic thy-
roid carcinoma, but the lack of calcification, necrosis and cystic degeneration favors
diagnosis as lymphoma.

T-cell PTL is extremely rare, accounting for only 2% [4] of the whole series while
B-cell PTL represents up to 98%. The most frequent histological subtypes were Diffuse
Large B-Cell Lymphoma (DLBCL) and MALT lymphoma, accounting for up to 70%
and 30%, respectively. Other histological subtypes, such as follicular or Burkitt’s lym-
phoma comprise only 3% - 5% of PTL. DLBCL is the most aggressive subtype, with
50% - 60% of patients presenting disseminated disease at diagnosis and poor prognosis.
DLBCL can be also divided into two major cell-origin subtypes with different progno-
sis: a favourable germinal-centre B-cell-like lymphoma and a more aggressive activated
B-cell-like subtype with overexpression of immunophenotype markers IRF4 (MUM1)
and FOXP1. MALT lymphomas are characterized by the presence of lymphoepithelial
lesions, representing colonization of the thyroid follicles by the lymphoma cells.

Staging is based on Modified Ann Arbor criteria [5]. Stage IE applies to disease con-
fined within the thyroid; stage IIE represents thyroid and regional lymph node in-
volvement; IIIE represents thyroid and lymph node involvement on both sides of the
diaphragm and stage IV comprises disseminated disease. Diagnosis is based on histo-
logical analysis of thyroid tissue.

Although in the last few years ultrasound guided FNAC and core-biopsy have in-
creased their sensitivity [6] [7], an open surgical biopsy is needed to allow accurate di-
agnosis of the different lymphoma subtypes in order to direct treatment.

Treatment strategy depends on histological subtype and stage. Due to the low inci-

dence, there is no evidence-based treatment. DLBCL requires multimodal therapy, in-
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cluding immunochemotherapy and radiotherapy for bulky disease. Early stage IE
MALT PTL has an indolent course and may call for single-modality treatment includ-
ing surgery, radiotherapy or a combination of both.

Prognosis is generally excellent although dependent on histological subtype.

2. Materials and Methods

The PTL cases detected in the unit of Endocrine Surgery of the University Clinic Hos-
pital of Valencia, Spain, in the last 10 years were reviewed and analyzed. It is a retros-
pective and descriptive study. Cases were obtained from Oncology, Pathology and Sur-

gery database.

3. Results

1267 patients underwent thyroid surgery in our unit during the period from 2005 to
2015. From that, 7 cases were diagnosed with PTL (0.55%). Five were female (71.4%)
and 2 were male (28.6%). The mean age was 64.2 (range: 40 - 81); 4 patients (57.1%)
had associated HT. One patient (14.2%) had concomitant Graves disease.

Five patients debuted as a cervical mass with compressive symptoms. Three of them
developed as a rapidly growing cervical mass, one of which grew from 2 to 8 cm di-
ameter (Figure 1 and Figure 2). In 2 of these patients PTL started with compressive
symptoms. Two cases out of the total (28.6%) showed no symptoms at all.

In all cases a cervical ultrasound was performed as an initial study. In no case did the
ultrasound show evidence of thyroid lymphoma.

FNAC was diagnostic only in one patient (14.3%).

Five patients underwent total thyroidectomy (71.4%). All were diagnosed with lym-
phoma postoperatively. Two interventions consisted of left hemithyroidectomies
(28.6%). One was indicated preoperatively in order to relieve compressive symptoms
and the other was called because the intraoperative biopsy informed of a lymphoma,

which made the complete thyroidectomy unnecessary.

Figure 1. CT scan axial vision with oral gastrografin. A thyroid mass is identified, mainly in the
right thyroid lobe causing severe tracheal deviation. The rapidly growing cervical mass is marked
with a red arrow.
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A 8

Figure 2. CT scan with oral gastrografin, coronal vision. The rapidly growing cervical mass is

marked with a red arrow.

No postoperative complications appeared in any case.

Histological report was of MALT lymphoma in 5 patients (71.4%). We also observed
a Follicular grade I lymphoma and a Burkitt case (Figures 3-5).

The extension was evaluated in all patients with cervical and thoracic CT scan, Bone
Marrow Biopsy (BMB), beta-2 microglobuline and serum lactate dehydrogenase (LDH)
levels. BMB showed normal cellularity. Beta-2 microglobuline did not rise in any pa-
tient and LDH levels only increased in 1 of the 7 cases. One case (the Burkitt case) was
staged as IIIE (14%), 2 as IIE (28.5%) and 4 as IE (57.14%).

Three patients completed treatment with R-CHOP (Rituximab, Cyclophosphamide,
Doxorubicin, Vincristine and Prednisone). The Burkitt lymphoma was treated with
Dexamethasone, methotrexate and IVAC (iphosphamide ethoposide and cytarabine).
Two cases were treated only with Total Thyroidectomy, and 2 with total thyroidectomy
and Rituximab, the latter were MALT.

Complete remission (CR) was achieved in all patients in the first year. All are still

alive and in CR (see results in Table 1).

4. Discussion

PTL has a very low incidence, with 1 - 2 cases per million. Due to this low frequency it
is especially interesting to report case-series. Most published studies are retrospective
with a limited number of patients. Series with a larger number of patients were pre-
sented by Matsuzuka (n = 119) and Onal (n = 87) [8] [9]. Incidence varied between 2%
- 8%, with female/male predominance of 4:1. PTL is extremely rare in paediatric popu-
lation and is most commonly observed at middle-to-advanced age, between 60 and to
75 years old, with a female/male ratio of 4:1 [10]. Similarly, our patients presented a
mean age of 64.2 and a similar female/male ratio (5:2).

The main clinical presentation included a mass in the thyroid or a diffuse enlarge-
ment that caused symptoms related to compression such as hoarseness, dysphagia and
dyspnea. Rarely, stridor or superior vena cava obstruction may occur. There was a re-
port of one case presenting a thyroid abscess which was in fact affected by Hodgkin’s
lymphoma [11]. Five patients in our series had a mass or a diffuse enlargement pro-

ducing compressive symptoms. Two patients were asymptomatic. One of them did not
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Figure 3. Burkitt lymphoma: Diffuse infiltration in a starry sky pattern, with medium size lym-
phocytes, homogeneous, with lax chromatine and some prominent nucleoli among which we can
identify abundant tangible body macrophages.

Figure 4. MALT lymphoma: Diffuse infiltration of small and medium size lymphocytes that
completely erases normal architecture of the organ.

Figure 5. Follicular lymphoma: numerous lymphoid follicles with asymmetrical germinal cen-
tres, without tangible body macrophages.

show thyroid enlargement and surgical treatment indication was based on unmanagea-
ble hyperthyroidism with medical treatment. Classic B-symptoms such have been re-
ported in up to 20% of patients. None of our patients referred B-symptoms.

The pathogenesis of PTL lymphoma is closely related to chronic antigen stimulation,
and the major risk factor for MALT lymphomas is the presence of Hashimoto’s thyroi-
ditis (HT). The risk of PTL in an HT patient is increased 40 - 80 times compared to the
general population [12] [13] and PTL typically develops 20 - 30 years after initial diag-
nosis. Although the incidence of HT in PTL patients is up to 80%, only 0.6% with HT
will develop a PTL [14]. Williams et al reported a causal relationship between HT
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Table 1. Clinical aspects of the patients who underwent surgery during the last 10 years in our hospital.

CASE 1 2 3 4 5 6 7
(Year) 2005 2006 2007 2008 2010 2013 2014
AGE 61 40 76 81 72 69 51
SEX F F M F F F M
THYROIDITIS - Graves  Hashimoto Hashimoto Hashimoto - Hashimoto
ASSOCIATED Fast grow Compressive Compressive  Fast grow nodule  Fast grow mass (8 cm) and
SYMPTOMS nodule (3 cm) symptoms symptoms (2 cm) compressive symptoms
FNAC DIAGNOSTIC - - - - - + -
HISTOLOGY MALT MALT MALT =MALT Folilcular grade I Burkitt MALT
T STAGE
CTSTAG IIE IE IE IIE IE IIIE IE
(RYE)
BMB - - - - - - -
52 LDH 498 (range
MICROGLOBULINE/LDH 240 - 480)
Lobectomy + RITUXIMAB + TT +
TT + CT TT + RITU  Lobectomy + CT CORTICOID +
TREATMENT TT TT RITU
(R-CHOP) XIMAB (R-CHOP) METOTREXATE +
XIMAB
IVAC
SURVIVAL
11 10 9 8 6 3 2
(YEARS)

M = Male, BMB = bone marrow biopsy, TT = total thyroidectomy. R = Rituximab, CT = chemotherapy, CHOP = cyclophosphamide, doxorubicin, vincristine and
prednisone, IVAC (iphosphamide ethoposide and high dose cytarabine).

and PTL [15]. Another series reported a 67-fold increased risk of developing PTL
among HT patients [16]. In our series, 4 patients out of 5 with indolent lymphoma had
an HT diagnosis. Some patients present increased T4 levels and no detectable anti-pe-
roxidase antibodies [17] [18]. This could be explained by tumoral infiltration of the
gland, which destroys normal thyroid follicles leading to the release of thyroxine.

MALT lymphoma of the thyroid usually has an indolent course and a better progno-
sis but transformation into higher grade subtypes has been previously documented.
Although the most frequent site of involvement is the gastrointestinal tract, it may also
arise in other extranodal locations such as skin, breast, lung or thyroid. MALT PTL ac-
counts for 5% of all extranodal lymphomas [19] [20]. Cases associating MALT lym-
phoma with Papillar carcinoma have been reported, but this combination is extremely
rare [21] [22]. Treating the papillar carcinoma was critical in those cases, with good re-
sults.

In our experience MALT lymphoma was more frequent than the other subtypes, with
5 out of 7 patients, and only one DLBCL was present. We registered a Burkitt lympho-
ma, very rare. Gac et al published another case in their series in 2009 [23].

Dawson proposed a specific classification for cases with only extranodal disease:
Stage I for those affecting only the thyroid gland and Stage II when there is regional
node involvement [24] [25]. According Ann-Arbor criteria, nearly 56% of PTL at di-
agnosis are stage IE, 32% at stage IIE, 2% at stage IIIE and 11% at stage IVE [26].

K
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Half of our patients can be considered in stage IE and half had regional lymph nodes
affected.

Ultrasound can show a diffuse gland enlargement. It looks like a heterogeneous hy-
poechoic parenchyma with the presence of structures resembling septae [27]. In our
experience, ultrasonography was not useful to distinguish between lymphoma and sub-
acute thyroiditis in any case.

Despite advances in ultrasonography, as well as in guided core biopsy, accurate di-
agnosis with an open surgical biopsy is usually needed, especially in MALT subtypes,
where no diagnosis can be achieved with FNAC [28]. Some authors [29] recommend
FNAC initial analysis with flow cytometry, which achieves a sensitivity of 97% and a
specificity of 87% for the detection of B-cell lymphoma. However, 13% of the patients
cannot be diagnosed due to inadequate sampling. Moreover, MALT lymphomas re-
quire an accurate evaluation of thyroid architecture to distinguish them from benign
conditions. In recent years, an increased sensitivity for FNAC has been reported [30]
[31]. The addition of other techniques such as flow cytometry or molecular biology
may improve the diagnostic rate of FNAC, especially in the differential diagnosis of
lymphomas versus carcinomas [32]. BRAF and NRAS determination has been pro-
posed as a marker of PT L [33].

In our series, although all the patients had a previous FNAC, only one patient could
be diagnosed by FNAC; the other patients required an open surgical approach. A
core-needle biopsy (CNB) yields more tissue than FNAC and it may be guided by ul-
trasonography to avoid the risk of trauma to adjacent structures. It can facilitate the
differential diagnosis with anaplastic carcinoma, which is not always possible with
FNAC. Recent studies have shown that a core-biopsy can provide enough tissue for di-
agnosis in up to 95% of lymphomas [34]. Ha EJ ef al. show that CNB results in diagnos-
tic sensitivity and positive predictive values of 87.5% and 100%, respectively [35]. A
three cohort study published by Hahn Sy ef al. showed that CNB has benefit for the di-
agnosis of thyroid nodules with inconclusive ultrasonography-guided FNA [36].

No CNB was performed in our series due to the lack of experience.

Staging procedures for PTL are essentially the same as other subtypes and includes
blood cell analysis, biochemistry including LDH and beta2-microglobulin both impor-
tant prognostic factors for lymphoma, a bone marrow biopsy and a whole-body CT. An
updated diagnosis and response criteria favours the PET/CT use for staging and re-
sponse evaluation, especially in the aggressive variety, although MALT cases may result
in false negative [37]. Galium 67 scintigraphy could have a role in detecting local re-
currence [38].

The optimal treatment of PTL is controversial and usually based on histologic sub-
type. In general, they are sensitive to both chemotherapy and radiotherapy. Due to its
more aggressive clinical course, the gold standard for DLBCL is multimodal therapy
based on the combination of the monoclonal antibody Rituximab, targeting CD20 an-
tigen with the classical chemotherapy schedule CHOP (cyclophosphamide, doxorubi-

cin, vincristine and prednisone), as well as radiotherapy. In the very aggressive sub-
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types, like Burkitt’s lymphoma, a chemotherapy schedule based on Methotrexate, Cyc-
lophosphamide and Cytarabine is the treatment of choice. A systematic review per-
formed by Doria et al, showed relapse rates of 7.7% following chemo-radiotherapy
modality, 37.1% following radiotherapy alone and 43% following chemotherapy alone
[39].

However, the introduction of Rituximab, a chimeric monoclonal antibody against
CD20 represents the most significant advance in the treatment of lymphoma since the
introduction of chemotherapy. Adding Rituximab to the therapy has shown to improve
overall and disease-free survival in virtually all subtype of B-cell lymphomas and can
also reduce CHOP volume in elderly patients that do not tolerate chemotherapy [40].

Treatment may range from surgery alone, radiotherapy alone, single-agent rituximab
or a combination of them. MALT lymphomas may be treated with single-modality
treatment because of the indolent course of the disease. Laing et al. reported a series of
31 patients with MALT lymphoma stage I-IIE, who received only surgery followed by
single agent rituximab, with a 5-year survival rate of 90% [41]. Bevacizumab (VEGF in-
hibitor) has been tested without satisfactory results to date [42].

3 out of our 7 patients in our series were treated with chemoinmunotherapy (2 R-
CHOP and 1 Methotrexate-based schedules) two with surgery and rituximab and the
other two with only surgery. None of them received radiotherapy probably due to the
favourable outcome following chemoinmunotherapy.

The role of surgery in the treatment of PTL remains controversial. It allows an accu-
rate histologic diagnosis and avoids the compressive symptoms due to enlarged masses.
However, the potential morbidity of the procedure should be kept in mind as well as
the fact that surgery does not appear to improve overall survival when compared to
other treatment strategies [43] [44]. Despite this, surgery may still be helpful as pallia-
tive treatment for critical airway obstruction [45], although the intervention carries
high morbidity and could be replaced by corticosteroids as well as chemotherapy [46].
Furthermore, some intrathyroid MALT lymphomas are diagnosed in the setting of total
thyroidectomy for another indication. In our centre we performed five open interven-
tions because of compressive symptoms and fast tumor growth in four of them. Some
authors suggest surgery as a unique treatment modality for MALT stage IE lymphomas,
with a 7-year survival of 100% [47]. We could support this evidence based on our expe-
rience though it is short and we should see the evolution in a longer period of time.

Radiotherapy should be considered only for localized stage IE MALT lymphomas. In
most cases RT is not necessary due to the good results achieved with chemotherapy. It
has been used in patients that cannot undergo surgery or chemotherapy, improving lo-
cal control [48].

Prognosis of PTL is mainly related to histological subtype. The surveillance Epidemi-
ology and End Results database estimates a 5-year disease-free survival of 96% for
MALT lymphoma, 75% for DLBCL, 87% for follicular PTL and 86% for small lympho-
cytic lymphoma. The 5-year overall survival was 66%. The outcome is also based on

other prognostic factors included in the International Index [49], such as stage, age,
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performance status, more than one extranodal site and elevated LDH.

100% of our patients are still alive at a mean follow-up of seven years.

5. Conclusion

PTL is very infrequent, so it is difficult to protocolize its diagnosis and treatment. Mul-
timodal treatment gives good results, when histology and stage are taken into account
to decide the best combination. Due to the low number of cases, there is no evidence of
which is the best treatment option, but experience suggests restricting surgery to cases
where previous diagnosis fails. In aggressive histological variants or larger tumors, sur-
gery can be risky and will not improve survival, but for MALT lymphoma confined to
the thyroid gland, given their benign presentation and course, if surgery is done, this

could work as a single and resolutive treatment.
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