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of thyroid‑stimulating hormone and free thyroid 
hormone (free triiodothyronine and free thyrox‑
ine) levels. The characteristics of the patients are 
presented in TABLE 1. The extent of the operation 
was described as: total thyroidectomy, subtotal 
thyroidectomy, isthmectomy or debulking for 
decompression of the trachea, an open surgical 
biopsy (or partial/wedge thyroid resection), and 
a biopsy of regional lymph nodes. Only total and 
subtotal thyroid resection was considered as cura‑
tive surgery; all other procedures were described 
as palliative or diagnostic ones.

This study was approved by the appropriate 
ethics review board. The patients provided writ‑
ten informed consent to participate in the study.

Results  Initial diagnosis of primary thyroid lym‑
phoma was made on the basis of clinical symp‑
toms and ultrasonography. Computed tomog‑
raphy (CT) was performed in 3 cases, showing 
an extensive tumor involving the thyroid gland. 
All patients presented with rapidly growing mass 
of the thyroid gland as a dominant symptom, 2 
patients had hoarseness due to recurrent laryn‑
geal nerve (RLN) palsy, and 8 patients had dys‑
pnea due to tracheal compression. One patient 
with DLBCL showed symptoms of imminent re‑
spiratory failure and another patient with DLBCL 
underwent endotracheal intubation in anoth‑
er hospital before admission to our center. Gen‑
eral symptoms including fever, night sweating, 
and weight loss were reported by 2 patients with 
DLBCL. Two cases of lymphoma were diagnosed 
in a histopathological examination after thyroid 
resection. One female patient was admitted to 
our department in emergency with severe respi‑
ratory distress due to tracheal compression, and 
in the remaining cases, admissions were planned. 

Considering the clinical pattern, tumor size, 
and infiltration of the surrounding structures in 
all patients, we planned to perform at least open 

Introduction  Primary thyroid lymphoma ac‑
counts for 2% to 5% of all thyroid neoplasms 
and occurs mostly in elderly women with prior 
long‑lasting autoimmune lymphocytic thyroid‑
itis.1-7 The lymphoma usually presents as rap‑
idly growing thyroid mass, with increasing dys‑
pnea due to tracheal compression, sometimes 
accompanied by enlargement of regional lymph 
nodes.8,9 Consequent respiratory disturbances 
and decreased venous reflow from the head and 
neck (superior vena cava syndrome) require early 
diagnosis and immediate treatment. A fine-nee‑
dle aspiration biopsy (FNAB) is recommended 
as the first‑line diagnostic procedure, but owing 
to its low sensitivity and specificity, a core nee‑
dle biopsy or open surgical biopsy is often nec‑
essary.10 Since the histopathological diagnostic 
workup is time‑consuming, some patients have 
to be treated before establishing a definite diag‑
nosis. Tracheal compression may be relieved sur‑
gically or conservatively, usually with corticoste‑
roids. The definite treatment is based on chemo‑
therapy with radiation therapy; only in select‑
ed cases of mucosa‑associated lymphoid tissue 
(MALT) lymphoma at an early stage, radical sur‑
gery may be sufficient.1,3,6,11,12 Surgery plays an im‑
portant role in sampling the specimen and when 
conservative treatment of tracheal stenosis fails.

Patients and methods  We identified 10 cases of 
primary thyroid lymphoma treated in our depart‑
ment between 2007 and 2015: 9 women and 1 
man, aged 51 to 90 years (mean age, 70 years), 7 
with diffuse large B‑cell lymphoma (DLBCL) and 3 
with marginal zone lymphoma (MZL), 5 in stage 
IE and 5 in stage IIE according to the Ann Arbor 
staging system for lymphomas.7 All patients un‑
derwent standard preoperative tests for thyroid‑
ectomy: blood type, electrocardiogram, chest and 
neck X‑ray, complete blood count, clotting screen‑
ing, basic metabolic panel, as well as measurement 
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of 2 to 5 years), 1 patient (90 years old) died in 
the early postoperative course (at day 10 after 
surgery, due to progressive heart failure), 2 pa‑
tients (aged 84 and 86 years) were discharged to 
the unit of internal medicine in their regional hos‑
pital with our recommendation for further treat‑
ment in a hematological/oncological center and 
were lost to follow‑up. Two patients with DLBCL 
stage IIE died 1 and 3 years after surgery for pro‑
gressive disease.

Discussion  Thyroid lymphomas usually occur as 
rapidly growing neck tumors, mimicking thyroid 
anaplastic cancer.8 Some patients present with 
so called B‑cell symptoms: fever, sweating, espe‑
cially nocturnal, weight loss, and enlarged cer‑
vical lymph nodes.3,7 Compression from rapid‑
ly growing mass results in narrowing of the tra‑
cheal lumen, stridor, and in some cases, unilat‑
eral or bilateral RLN palsy. Both dysphagia and 
superior vena cava syndrome are rare.3 Clinical‑
ly, it is impossible to distinguish thyroid lym‑
phoma from cancer or sarcoma. There is usually 
a history of Hashimoto disease or other autoim‑
mune thyroiditis.

The diagnosis of primary thyroid lymphoma 
is difficult. Rapid progression of clinical symp‑
toms requires that the diagnosis is established in 
the shortest possible time. Imaging does not al‑
low a definite diagnosis but rather only a suspi‑
cion of cancer or lymphoma.9 Most authors em‑
phasize the need for limiting the extent of sur‑
gery, especially to avoid tracheostomy, in favor 
of medical treatment and endoscopic stenting of 
tracheal stenosis.3,7 Debulking and cytoreductive 

surgical biopsy and possible tracheal decompres‑
sion. In 2 cases, the symptoms of severe tracheal 
compression, resting dyspnea, and dysphagia re‑
quired introduction of corticosteroid therapy on 
admission. In one of those cases, mild local im‑
provement was achieved, while in the other pa‑
tient, we observed rapid local response with al‑
most complete tumor regression and symptom 
relief after 48 hours of treatment. Both patients 
avoided tracheostomy.

Extensive thyroid resection was performed 
only in patients in stage IE of lymphoma. There 
was no correlation between the Ki‑67 index and 
the extent of the tumor and possible resection.
The postoperative course was uncomplicated in 
7 patients, with no cases of respiratory distress 
after nonradical or partial thyroid resection. In 
the patient who underwent tracheostomy, prob‑
lems with correct tube positioning occurred as 
a result of extensive infiltration in the anteri‑
or mediastinum and backward displacement 
of the tube. This led to the leaning of the tip of 
the tube onto the posterior tracheal wall and re‑
sulted in obturation of the tube. Typical local 
complications of tracheostomy also occurred in 
this case. In one patient after the lymph node bi‑
opsy, the compressive symptoms increased with 
severe resting dyspnea and imminent respirato‑
ry failure. High doses of methylprednisolone re‑
sulted in rapid tumor regression and symptom 
relief within 24 hours.

After confirmation of the diagnosis, patients 
were referred to the Department of Hematology 
for further treatment. To our best knowledge, 5 
patients are still alive with remission (follow‑up 

TABLE 1  Characteristics of patients with primary thyroid lymphoma operated in our center between 2007 and 2015

No. Sex Age HD FNAB H‑P Surgery Ki‑67 Bcl‑2a Stage Dyspneab

1 F 73 Yes Nondiagnostic MZL Subtotal thyroidectomy >70% + IE ++ / steroid 
therapy

2 F 86 No Lymphoid cells DLBCL Thyroid biopsy 30% NA IIE +

3 F 51 NA Lymphoid cells MZL Thyroid biopsy / tracheal 
decompression

>55% + IE –

4 M 83 No Nondiagnostic DLBCL Thyroid biopsy NA + IE +

5 F 90 No Not performed DLBCL Debulking resection 90% +++ IIE +++

6 F 69 Yes Suspected 
anaplastic cancer

DLBCL Nodular biopsy 70% +++ IIE –

7 F 84 No Not performed DLBCL Tracheal decompression; 
tracheostomy

>90% +++ IE +++ / 
intubation / 
emergency 
admission

8 F 74 No Not performed DLBCL Nodular biopsy 70% NA IIE +++ / steroid 
therapy

9 F 75 Yes Suspected 
lymphoma

DLBCL Thyroid biopsy 80% + IIE +

10 F 79 Yes Suspected 
anaplastic cancer

MZL Thyroidectomy 5% + IE +

a  +, weak staining; +++, strong staining

b  +, mild dyspnea; ++, moderate dyspnea; +++, severe dyspnea

Abbreviations: DLBCL, diffuse large B‑cell lymphoma; F, female; FNAB, fine‑needle aspiration biopsy; HD, Hashimoto disease; H‑P, histopathology; M, 
male; MZL, marginal zone lymphoma; NA, not available; +, weak staining; +++, strong staining
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surgery is diagnostic or palliative.3 In patients 
with a suspicion of lymphoma, corticosteroids 
may lead to a rapid decrease of the tumor mass 
and improve the patient’s quality of life. Trache‑
ostomy should be considered a last resort treat‑
ment, especially in the era of endoscopic stenting 
both in the alimentary tract and in the airways. 
In our study, tracheostomy was performed only 
once because the patient’s state did not allow us 
to apply other treatment methods. In other cas‑
es, surgical reduction of the tumor mass or corti‑
costeroids allowed us to avoid tracheostomy.1,2,6,10

Only 2% to 3% of all lymphomas are found 
in the thyroid gland, mostly non‑Hodgkin B‑cell 
lymphomas, with the most common DLBCL, fol‑
lowed by MZL or MALT lymphoma. The latter is 
associated with long‑lasting autoimmune thyroid‑
itis.6 Hashimoto disease cannot be confirmed in 
all cases, as some patients do not present symp‑
toms of hypothyroidism, and, in some cases, 
there are no signs of lymphocytic thyroiditis in 
histological specimen. Development of MALT 
lymphoma in the organs that physiologically do 
not contain lymphoid tissue has to be preced‑
ed by lymphocytic proliferation of the inflam‑
matory origin.5 The presence of mixed lympho‑
mas (MALT/DLBCL) suggests that more indo‑
lent MALT lymphoma transforms into more ag‑
gressive DLBCL. This mechanism explains the oc‑
currence of these neoplasms in elderly patients 
because the development of these neoplasms 
lasts many years before they become clinically ev‑
ident.4,7 Other types of lymphoma, such as follic‑
ular lymphoma or small B‑cell lymphoma, occur 
less frequently, and T‑cell lymphomas, Burkitt 
lymphoma, and Hodgkin‑lymphoma are extreme‑
ly rare.5 Thyroid lymphomas are usually diagnosed 
in stage IE (according to the Ann Arbor staging 
system), when the disease is limited to the thy‑
roid gland, or stage IIE characterized by the in‑
volvement of the lymph nodes on the ipsilater‑
al side of the diaphragm. Stages IIIE and IVE are 
reported much less frequently.4 In these cases, it 
is impossible to distinguish between a primary 
thyroid lymphoma with secondary involvement 
of other organs and a primary disseminated lym‑
phoma with thyroid involvement.7

Despite their rarity, primary thyroid lympho‑
mas constitute a difficult diagnostic and thera‑
peutic challenge. Patients are usually referred to 
a surgeon with the diagnosis of a rapidly grow‑
ing neck tumor with increasing local symptoms, 
as well as for rapid histopathological diagnosis. 
Since a FNAB usually does not allow a definite 
diagnosis, especially of the type of the lympho‑
ma, an open surgical biopsy still remains the first
‑line option to collect material for histopatholog‑
ical diagnosis. Extensive surgery is not necessary 
but feasible in MALT lymphomas. In severe cas‑
es of tumor compression, surgical decompres‑
sion of the trachea may be performed; however, 
an attempt to introduce corticosteroid therapy 
instead is worth considering. Prognosis is rather 
good in MALT lymphomas, although advanced age 

operations are not recommended since the prin‑
cipal methods of the treatment of primary thy‑
roid lymphoma are chemotherapy and radiation 
therapy, and the risk of additional postoperative 
complications is high. Thyroid resection, with 
possible adjuvant radiation therapy, is acceptable 
as a curative procedure only in selected cases of 
MALT lymphomas (stage IE) limited to the thy‑
roid gland without extending through its cap‑
sule. It was also reported that thyroidectomy in 
cases of lymphatic tumors unreasonably exposes 
the patient to the risk of thyroid resection, espe‑
cially to RLN palsy.7 DLBCL usually extends wide‑
ly to the adjacent structures, making the radical 
resection impossible, while debulking surgery 
does not improve the results of treatment but in‑
creases the risk of local complications.6 The first
‑line diagnostic technique is neck ultrasound to 
visualize the thyroid gland and cervical lymph 
nodes. Scintigraphy is useless because lympho‑
mas are not capable of iodine uptake. The tech‑
nique of choice in imaging examination in all cas‑
es of rapidly growing neck masses is CT with visu‑
alization of the tumor size as well as its relation 
to vital structures of the neck and their possible 
infiltration. Magnetic resonance imaging has no 
advantage over CT and is used mostly in radia‑
tion therapy planning.9

A  preoperative biopsy may help establish 
the diagnosis of lymphoma in some cases, es‑
pecially DLBCL, while diagnosis of MALT lym‑
phoma is less certain with biopsy. This makes 
an open surgical biopsy or core needle biopsy 
the most important method in the diagnostics 
of thyroid lymphoma. The role of FNAB, which 
is still the basis for preoperative diagnosis of thy‑
roid tumors, has not been established in thyroid 
lymphomas. The diagnostic efficacy of FNAB can 
be improved with flow cytometry and immunocy‑
tochemistry; however, they require enough cellu‑
lar material, strict cooperation between a pathol‑
ogist and a clinician during the procedure, and 
adequate diagnostic facilities of the center. Since 
flow cytometry is performed in unfixed material, 
the next biopsy may be needed to confirm the di‑
agnosis of lymphoma established on the basis of 
routine FNAB.3,4,10 In our experience, FNAB was 
not useful, and even confusing in some cases. In 
patients scheduled for open surgical biopsy, re‑
peated FNAB was not performed. We did not use 
flow cytometry either, as it is not routinely avail‑
able in our center.

All the  above reasons suggest surgery as 
the technique of choice to establish a definite di‑
agnosis. Unreasonable cytoreductive procedures 
as well as tracheostomy should be avoided since 
they affect the radiation therapy and response 
evaluation in imaging examinations. Radical re‑
section is rarely possible for technical reasons 
and additionally exposes the patient to compli‑
cations.3,5,6 Surgery may be curative only in rare 
cases of thyroid‑limited MALT lymphoma (stage 
IE); in more advanced cases of MALT lymphoma 
and in all other histological types of lymphoma, 
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of the patient is a poor prognostic factor. There 
is some strong evidence for lymphoma develop‑
ment from chronic lymphocytic thyroiditis, al‑
though this has not been clearly confirmed in our 
experience. Thus, monitoring of patients with 
Hashimoto disease with imaging and a compre‑
hensive diagnostic workup in each case of a rap‑
id enlargement of the thyroid gland or regional 
lymph nodes seem to be justified.

References

1  Meyer‑Rochow GY, Sywak MS, Reeve TS, et al. Surgical trends 
in the management of thyroid lymphoma. Europ J Canc Surg. 2008; 34: 
576-580.

2  Li YX, Miller RC, Poortmans P, et al. Treatment results and prognostic 
factors in primary thyroid lymphoma patients: a Rare Cancer Network study. 
Ann Oncol. 2011; 22: 156-164.

3  Mack LA, Pasieka JL. An evidence‑based approach to the treatment of 
thyroid lymphoma. World J Surg. 2007; 31: 978-986.

4  Niitsu N, Okamoto M, Nakamura N, et al. Clinicopathological corre‑
lations of stage IE/IIE primary thyroid diffuse large B‑cell lymphoma. Ann 
Oncol. 2007; 18: 1203-1208.

5  Thieblemont C, Mayer A, Dumontet C, et al. Primary thyroid lymphoma 
is a heterogeneous disease. J Clin Endocrinol Metab. 2002; 87: 105-111.

6  Ruggiero FP, Frauenhoffer E, Stack BC. Thyroid lymphoma: a single insti‑
tution’s experience. Otolaryngol Head Neck Surg. 2005; 133: 888-896.

7  Derringer GA, Thompson LDR, Allen Fromelt R, et al. Malignant lympho‑
ma of the thyroid gland: a clinicopathologic study of 108 cases. Am J Surg 
Pathol. 2000; 24: 623-639.

8  Cha C, Chen H, Westra WH, et al. Primary thyroid lymphoma: can the di‑
agnosis be made solely by fine‑needle aspiration? Ann Surg Oncol. 2002; 
9: 298-301.

9  Kim HC, Han MH, Kim KH, et al. Primary thyroid lymphoma: CT findings. 
Eur J Radiol. 2002; 46: 233-239.

10  Sangalli G, Serio G, Zampatti C, et al. Fine‑needle aspiration cytolo‑
gy of primary lymphoma of the thyroid: a report of 17 cases. Cytopathol. 
2001; 12: 257-263.

11  Jurczak W, Ochrem B, Giza A, et al. Role of rituximab in the first‑line 
therapy of high‑risk diffuse large B‑cell lymphoma: a retrospective analy‑
sis by the Polish Lymphoma Research Group. Pol Arch Med Wewn. 2015; 
125: 741-748.

12  Jędrzejczak W. Diffuse large B‑cell lymphoma: R‑CHOP forever? Pol 
Arch Med Wewn. 2015; 125: 713-714.


