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ORIGINAL ARTICLE

The incidence of primary thyroid lymphoma
in thyroid malignancies

Tiroit neoplazileri i¢inde primer tiroit lenfoma siklig

Halil COSKUN, M.D.,' Alp BOZBORA, M.D.,' Yersu KAPRAN, M.D.;
Yesim ERBIL, M.D.,' Selcuk OZARMAGAN, M.D.'

Objectives: We investigated the incidence of primary
thyroid lymphoma in thyroid malignancies.

Patients and Methods: A total of 304 patients whose
diagnoses were made as thyroid malignancies between
January 1990 and December 2000 were retrospectively
evaluated. Of these, primary thyroid lymphoma was
documented in four female patients (1.3%; mean age
56.2 years; range 40 to 65 years). Findings from history,
physical examination, blood biochemistry, thyroid hor-
mone levels (T3, T4, TSH, thyroglobulin), thyroid scintig-
raphy, fine-needle aspiration biopsy, and cervical com-
puted tomography (CT) were evaluated. Histopathologic
results were evaluated according to the Revised
European-American Lymphoma (REAL) classification.
Results: The most common complaints on admission
were a rapidly growing cervical mass, hoarseness, and
dyspnea. In all the cases, thyroid hormone levels were
normal, but thyroglobulin levels were 5 to 10 times as
high as normal. Preoperative fine-needle aspiration was
not helpful in two cases, whereas cervical CT was diag-
nostic. Pathologic diagnosis was diffuse large B cell lym-
phoma in all the cases. Postoperatively, three cases
underwent chemotherapy and one case chemotherapy
combined with radiotherapy. All the patients were oper-
ated on before 1997; one patient died, the remaining
three patients have been under follow-up with no recur-
rences.

Conclusion: In our cases, treatment of localized
thyroid lymphoma by surgery combined with
chemotherapy or/and radiotherapy was effective.

Key Words: Lymphoma/pathology/surgery; thyroid neoplasms/
pathology/surgery; thyroidectomy.

Amagc: Tirot malignitesi tanisi konan olgular iginde
primer tiroit lenfoma sikhgi arastirildi.

Hastalar ve Yéntemler: Ocak 1990 ile Aralik 2000 tarih-
leri arasinda tirot malignitesi saptanan 304 olgunun geri-
ye donuk incelemesinde dort olguda (%1.3) primer tiroit
lenfomasi saptandi. Tumi kadin olan dért hastanin yas
ortalamasi 56.2 (dagihm 40-65) idi. Tim hastalar fizik
muayene, tam biyokimya incelemesi, tiroit hormon du-
zeyleri (Tg, Ty, TSH, tiroglobulin), tiroit sintigrafisi, tiroit
ince igne aspirasyon biyopsisi ve boyun bilgisayarl to-
mografisi (BT) ile degerlendirildi. Histopatolojik sonuglar
REAL (Revised European-American Lymphoma) sinif-
landirmasina gére degerlendirildi.

Bulgular: Hastalarda en yaygin sikayet boyunda bu-
ylyen kitle, nefes darligi ve horlamaydi. Tim hasta-
larin tiroit hormon seviyeleri normal, tiroglobulin du-
zeyleri ise normalden 5-10 kat yuksek bulundu. Ame-
liyat 6ncesi degerlendirmede iki hastada ince igne as-
pirasyon biyopsisi sonu¢ vermezken boyun BT’si ta-
nida yardimci oldu. Tim hastalarda histopatolojik ta-
ni B hicreli lenfoma idi. Ameliyat sonrasinda tg¢ has-
taya kemoterapi, bir hastaya radyoterapi ve kemote-
rapi uygulandi. Hastalarin timd 1997 yilindan énce
ameliyat edildi; bir hasta kaybedildi, ti¢ hasta niks ol-
maksizin izlenmektedir.

Sonug: Lokalize tiroit lenfomali olgularimiz dikkate alin-
diginda, cerrahi tedavi ile birlikte kemoterapi ve/veya
radyoterapinin etkili oldugunu sdyleyebiliriz.

Anahtar Sézcukler: Lenfoma/patoloji/cerrahi; tiroit neop-
lazisi/patoloji/cerrahi; tiroidektomi.
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Although primary thyroid lymphomas are rarely
encountered, there has been a gradual increase in its
incidence in recent years. Of all extranodular non-
Hodgkin’s lymphomas, 2-3% arise in the thyroid
gland. Early diagnosis is important because primary
thyroid carcinomas account for 5% or less of all thy-
roid cancers."*” The most characteristic presentation
is a rapidly enlarging neck mass often associated
with dysphagia.” The choice of treatment is still
controversial. Despite the fact that non-Hodgkin's
thyroid lymphomas respond to both chemotherapy
and radiotherapy, there are still proponents of radi-
cal surgical resection. However, the role of surgery
seems to be limited to obtaining tissue for diagnosis
and to limited resection when the airway is compro-
mised.”*”" As reported in different series, the five-
year survival of primary thyroid lymphomas ranges
from 42% to 74%."

PATIENTS AND METHODS

Between January 1990 and December 2000, 304 thy-
roid malignancies were detected and treated in the
Department of General Surgery of Istanbul Medical
Faculty. Four of these (1.3%) were primary thyroid
lymphomas. All the patients were females with a
mean age of 56.2 years (range 40 to 65 years).

Findings from history, physical examination,
blood biochemistry, thyroid hormone levels (T;,
T,, TSH, thyroglobulin), thyroid scintigraphy, fine-
needle aspiration, and cervical computed tomog-
raphy (CT) scans were evaluated. In three cases
signs of laryngeal obstruction were evident, for
which indirect laryngeal examinations were also
performed. Histopathologic evaluations were
made according to the Revised European-
American Lymphoma (REAL) classification. In
order to define the primary focus, postoperative
abdominal and thoracic CT scans were routinely
obtained.

RESULTS

The most common complaints were a rapidly
growing cervical mass, hoarseness, and dyspnea. The
duration of complaints ranged from five months to
two years. Preoperatively, all the patients had normal
thyroid hormone levels (euthyroid), whereas thy-
roglobulin levels were 5 to 10-fold high. Thyroid
scintigraphy revealed a hypoactive solitary nodule in
three cases, and multinodular goitre in one case. Fine-
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needle aspiration yielded insufficient material in two
cases, while in the remaining two cases malignant
lymphoid cells were obtained.

In all the cases, cervical CT scans were obtained
preoperatively. In one case a cervical mass was
observed, extending from the level of thyroid to the
T, vertebral body, and deviating the larynx to the
left with invasion to the right vocal cord.

Indirect laryngoscopic examination showed a
fixed paralytic vocal cord at the paramedian line. In
all the cases, postoperative abdominal and thoracic
CT scans were obtained. There were no systemic
findings except for one case in which cranial CT scan
disclosed cranial metastasis.

All the cases underwent bilateral total thyroidec-
tomy. Histopathologic findings were as follows: the
lymphomas ranged in size from 2.5 cm to 9 cm on
cross section. The tumors were firm to soft solid
masses. The cut surface was tan or white-gray in
color, homogeneous to mottled appearance.
Microscopically, all cases had a background of
Hashimoto’s thyroiditis with reactive follicles and
Hurthle cell transformation of the thyrocytes.
Neoplastic cells demonstrated centroblastic,
immunoblastic, monocytoid B cell and plasmacytoid
differentiation (Fig. 1, 2). A lymphoepithelial lesion
could be identified in one case and immunohisto-
chemically neoplastic lymphoid cells showed posi-
tive immunoreactivity to CD20 antibody.

In one case tracheotomy was indicated. All the
patients were discharged on the third postoperative
day and referred to the oncology department.

The patient with cranial metastasis received com-
bination chemotherapy CHOP (doxorubicin 50
mg/m’, cyclophosphamide 750 mg/m’, vincristine
1.4 mg/m’, prednisone mg/m?’) and radiotherapy (a
total of 40 Gy given as a fractionated course over 4
weeks). She died from respiratory depression in the
third postoperative month.

The remaining three patients received
chemotherapy alone. They have been under follow-
up without any recurrences.

DISCUSSION

The rate of lymphomas in all thyroid malignan-
cies is 5 percent, though there has been an increase
in the number of new cases in recent years. This neo-
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plasm occurs most frequently in the sixth decade. In
contrast to lymphomas of other organs, thyroid lym-
phomas are 2 to 6 times more common in women.””
The chance of a lymphoma to arise from the thyroid
tissue is very low. In different series, the incidence of
thyroid lymphomas was reported to be approxi-
mately 2.5%.” Hashimoto’s disease, chronic lym-
phocytic thyroiditis, frequently accompanies thy-
roid lymphomas. Rasbach et al."” showed on
histopathological examinations that 78% of lym-
phomas were associated with chronic lymphocytic
thyroiditis. Sirota and Segal" reported that the rate

1% tv.% ity 3 e
oy,

of thyroid lymphomas was 1.4 percent in patients
with Hashimoto’s disease. Holm et al."” evaluated
829 patients with chronic lymphocytic thyroiditis
and reported that the risk of lymphoma develop-

ment was as high as 67 times.

It was suggested that lymphomas could arise
from active lymphocytes on the background of
chronic lymphocytic thyroiditis. Therefore, a thy-
roid mass and positive antithyroid antibodies may
not only suggest Hashimoto’s disease, but also a
primary thyroid lymphoma."”

Fig. 1 - Neoplastic cells with a diffuse
growth pattern surrounding
thyroid follicles (H-E x 300).

Fig. 2 - Neoplastic lymphoid cells show-
ing centroblastic, immunoblastic
differentiation (H-E x 500).
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Apart from Hashimoto’s disease, this neoplasm
may also be associated with autoimmune disorders,
such as Sjogren’s syndrome, and immunosuppres-
sive conditions. It has been suggested that Epstein-
Barr virus can play an important role in the devel-
opment of chronic lymphocytic thyroiditis and thy-
roid lymphoma.""

In general, thyroid lymphomas are seen as small
or large solitary nodules, but they may sometimes
present as a diffuse or multinodular goitre. In our
patients, three hypoactive solitary nodules and one
multinodular goitre were observed. Thyroid lym-
phomas are different from other thyroid malignan-
cies, in that an important number of cases are clin-
ically hypothyroid or thyroid hormone levels are
low." Clinical and pathological indicators of prog-
nosis are controversial. Several authors found no
correlation between histologic type and progno-
sis,” whereas, some stated that nodular lym-
phomas had a better prognosis than that of diffuse
tumors'm/le,m

Fine-needle aspiration is the keystone in diagno-
sis. However, false negative results may be seen.
Discrimination between a lymphoma and lympho-
cytic thyroiditis may be difficult. In our patients,
fine-needle aspiration was ineffective in two cases.
Ogawa et al."” underlined the value of ultrasound-
guided fine-needle aspiration cytology for thyroid
nodules.

The most common type of thyroid lymphoma is
large cell non-Hodgkin’s lymphoma.” In our
patients, all cases were large cell immunoblastic
tumors.

The preferred treatment for thyroid tissue lym-
phomas is bilateral total thyroidectomy. Many
patients present with tracheal obstruction at diag-
nosis. Hence, if radiation therapy is the choice of
treatment, the patients need a tracheotomy before
all else. After surgery, irradiation of cervical
lymph nodes and systemic chemotherapy is effec-
tive'[15,19,20]

Early diagnosis influences the survival. The
prognosis of tumors localized in the thyroid is good.
The five-year survival rate is approximately 80 per-
cent for tumors localized in the neck; however, tis-
sue invasion may result in a decrease of 35 to 40 per-
cent. The mean five-year survival rate of thyroid
lymphomas has been reported as 42 to 74 percent."”
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In conclusion, thyroid lymphomas are relatively
rare. However, in case of an enlarging mass in the
neck they should be kept in mind. Ultrasound-guid-
ed fine-needle aspiration cytology is an appropriate
initial step when there is a high index of suspicion
for a non-Hodgkin’s lymphoma. Finally, in primary
thyroid lymphomas localized in the thyroid, surgery
associated with chemotherapy and/or radiotherapy
may give favorable results.
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