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INTRODUCTION

Primary thyroid lymphoma (PTL) is a rare entity comprising 1-5% of thyroid malignancies and 1-2% of
extra nodal lymphomas.™ Its annual incidence account for about 2 cases per million per year.!?

It has a female preponderance in the 5"-8" decade of
life.) Normal thyroid gland does not have native
lymphoid tissue and PTL wusually arises from a
background of chronic lymphocytic thyroiditis.*®!

Most of the patients have a pre-existing history of
Autoimmune/ Hashimoto’s Thyroiditis.™ Most common
type of lymphoma occurring as PTL in 50-80% of
patients is B- Cell Non-Hodgkin’s lymphoma, Diffuse
Large B-cell Lymphoma being the most common type.!

Its diagnosis poses a challenge due to its rarity and
non-specific clinical presentation. Therefore FNAC is an
important modality as it is relatively inexpensive and a
non-invasive procedure that helps in providing an early
diagnosis. Further it is confirmed on histopathology
along with immunohistochemical analysis. We hereby
present two cases of PTL in a 56 year old male and a 76
year old female.

The aim of this report was to emphasize the role of
FNAC in the initial diagnosis of PTL.

CASE PRESENTATION

CASE 1

A 76 year old female presented with a midline neck
swelling more towards the right side since 6 months. The
swelling rapidly increased in size. Patient had ATT 7
years back for Pulmonary Koch’s. There was no history
of hypothyroidism or hyperthyroidism. No history of
dysphagia or hoarseness of voice was noted. Family
history was insignificant. General and systemic
examinations were within normal limits. No cervical
lymphadenopathy was noted. There was no history of
radiation exposure. Thyroid function tests were within
normal limits. TSH was high (31.18 mu IU/ML).

On ultrasonography, mass occupying the right lobe of the
thyroid gland was having heterogeneous echogenicity
with hypoechoic nodules and irregular borders. CT neck
revealed a grossly enlarged thyroid gland with diffuse
heterogeneous attenuation causing tracheal compression,
a diagnosis of Multinodular Goitre was given.
Anti-thyroglobulin  Antibody (Anti Tg) was 338.30
IU/ml and Antithyroid Peroxidase Antibody (Anti TPO)
was >1300 U/ml.

First FNAC was done outside, which revealed equivocal
cytological features (? population of intermediate sized
lymphoid cells). After three months again FNAC was
repeated outside and there a diagnosis of Lymphocytic
thyroiditis was given. After 1 year FNAC was performed
at our lab. FNA smears showed a dispersed population of
large cells ? lymphoid with large nuclei, prominent
nucleoli and scant cytoplasm. Background showed few
small mature lymphocytes, cyst macrophages, occasional
binucleate and multinucleate cells were seen. No
follicular cells, hurthle cells or amyloid was seen. A
possibility of Non- Hodgkin’s lymphoma was suggested.
Patient was advised thyroid antibody profile and biopsy
along with immunohistochemistry. Patient underwent
Trucut biopsy. Histopathological examination revealed
diffuse population of monotonous cells with high nuclear:
cytoplasmic ratio, hyperchromatic nuclei and scant
cytoplasm. Possibilities suggested were NHL and High
grade Carcinoma. On immunohistochemistry (IHC),
CD45, CD20 (Score 4+) was positive. CD3 showed
immunoreactivity in few interspersed T cells. CK was
negative. A diagnosis of B-cell NHL was given.

CASE 2

Second patient was a 56 year old female who presented
with a rapidly enlarging neck mass with complaints of
dysphagia since 3 months. There was no history of
associated pain, hoarseness of voice or dysphagia. No
past history of any thyroid disorder was noted. Family
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history was insignificant. General and systemic
examinations were normal. No palpable lymph nodes
were noted. FNAC was performed from the midline neck
mass. Smears showed dispersed population of lymphoid
cells, 2-3 times the size of small mature lymphocytes.
Cells showed fine clumped chromatin, inconspicuous
nucleoli and scant to moderate amount of cytoplasm.

Background showed lymphoid cell population,
transformed  lymphocytes,  plasma  cells and
CASE 1

lymphoglandular bodies. Focal areas showed few
clusters of follicular epithelial cells. No nuclear grooves
or intracytoplasmic inclusions were identified. No
papillae or microfollicular arrangement of cells seen. No
epithelioid granulomas identified. A  diagnosis
Suspicious of Malignancy, Suspicious of
Lymphoproliferative disorder, Bethesda category V was
rendered. Patient was advised biopsy and IHC.
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Fig. 2: Pap stain (10X).
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CASE 2

Fig 3: Microphotograph showing population of atypical lymphoid cells, 2-3 times the size of small mature
lymphocytes. Cells showed fine clumped chromatin, inconspicuous nucleoli and scant to moderate amount of

cytoplasm. (Giemsa stain, 40X).

DISCUSSION

Primary thyroid lymphoma is a disease of rarity. Annual
incidence is 2 per million and it constitutes of less than
5 % of all thyroid tumors.[”!

An early diagnosis of PTL remains challenging and
should be suspected in patients with a rapidly enlarging
neck mass.

PTL has a female preponderance (female: male ratio is
3-4:1) and most commonly occurs in the seventh decade
of life. (Mean age is 67 years).!®! One of our cases was a
male patient.

Patients most commonly presents with dysphagia,
hoarseness and dyspnea. In one of the case, patient
presented with dysphagia.

In about 80% of the patients, there is increased TSH
levels."' Approximately 0.6% of all patients with
Hashimotos thyroiditis develop thyroid lymphoma. In
one of our cases TSH levels were high.

Due to chronic antigenic stimulation, abnormal B- cell
clones with genetic abnormalities can thereby replace the
normal B-cell population giving rise to lymphoma.l*!
However, in  autoimmune  diseases, impaired

immunosurveillance may also contribute to development
of lymphomas.[*#**!

Fine needle aspiration cytology is the gold standard in
pinpointing to the diagnosis, however in combination
with flow cytometric analysis of aspirated material.'*
Confirmatory  diagnosis is by  biopsy  with
immunohistochemical analysis. FNAC plays an
important role in clinching to the primary diagnosis.™*®

Most common type of thyroid lymphoma is B-cell
derived Non-Hodgkin’s lymphoma, mainly Diffuse large
B cell lymphoma which constitutes for more than
50-70% cases. Mucosa associated lymphoid tissue
(MALT) accounts for about 10-15% of all cases.!*®

Treatment of PTL is still controversial. PTL is sensitive
to both chemotherapy and radiotherapy and the regimen
depends upon the subtype of lymphoma. Because of its
aggressive  clinical course, a combination of
chemotherapy and monoclonal antibodies is preferred.™

Prognosis of PTL depends on the age of the patient,
subtype of lymphoma as well as on the stage of the
disease. DLBCL subtype has a lower survival rate than
that of MALT subtype. Five year survival rate for stage |
is 86%, 81% for stage 11, 64% for stage 111/1V.!
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Treatment depends upon the histological confirmation
and staging of the tumor at the time of diagnosis.
Primary thyroid lymphomas respond well to
chemotherapy and radiotherapy.

According to a study conducted by Mayo clinic,*” a
combination of total thyroidectomy with adjuvant
radiotherapy did not demonstrate better survival rate.

With recent advances in immunophenotypic analysis, the
accuracy of FNAC in diagnosing PTL is about
80-100%, 1819201

Differential diagnosis of PTL includes Hashimotos
thyroiditis and Poorly differentiated Carcinoma,
Undifferentiated or Anaplastic thyroid carcinomas.

It is clinically important to distinguish primary and
secondary thyroid lymphomas as the treatment and
prognosis differ significantly. Secondary lymphoma is a
widespread disease with a higher mortality rate.!*!

Five year survival rate is 90%, in patients with primary
thyroid lymphoma with intrathyroidal disease and it
decreases to 35% in patients with secondary
lymphoma.??

In both the cases, PTL was diagnosed on FNAC and was
then confirmed by trucut biopsy. One of the patients did
not survive after two years of chemotherapy. Other
patient is currently receiving chemotherapy. Both the
patients did not undergo surgery.

This highlights the role of FNAC as an important tool in
the early diagnosis followed by trucut biopsy along with
immunohistochemistry and typing of lymphoma. This
can significantly reduce the surgery associated
morbidity.

REFERENCES

1. Stephanie S, Leonard W Primary thyroid lymphoma:
a clinical review. J Clin Endocrinol Metabol, 2013;
98(8): 3131-3138.

2. Portmann-Baracco A, Rodriguez-Hurtado D.
Primary Thyroid Lymphoma in a Patient with
Hashimoto Disease. Int J Case Rep Short Rev., 2019;
5(6): 037-040.

3. Graff Baker A, Roman SA, Thomas DC, Udelsman
R, Sosa JA. Prognosis of primary thyroid lymphoma:
Demographic, clinical, and pathologic predictors of
survival in 1,408 cases. Surgery, 2009; 146:
1105-1115.

4. Holm LE, Blomgren H & Lowhagen T. Cancer risks
in patients with chronic lymphocytic thyroiditis.
New England Journal of Medicine, 1985; 312:
601-604.

5. lIsaacson PG. Lymphoma of the thyroid gland.
Current Topics in Pathology, 1997; 91: 1-14.

6. Gupta N, Nijhawan R, Srinivasan R, Rajwanshi A,
Dutta P, Bhansaliy A, et al. Fine needle aspiration

10.

11.

12.

14.

15.

16.

18.

. Nanba T, Watanabe M,

cytology of primary thyroid lymphoma: a report of
ten cases. Cytojournal, 2005; 2(1): 21.

Pedersen RK, Pedersen NT. Primary non-Hodgkin’s
lymphoma of the thyroid gland: a population based
study. Histopathology, 1996; 28: 25-32.

R. Katna, T. Shet, M. Sengar, et al.Clinicopathologic
study and outcome analysis of thyroid lymphomas:
experience from a tertiary cancer center. Head
Neck, 2013; 35: 165-171.

Sharma A, Jasim S, Reading CC, Ristow KM,
Villasboas Bisneto JC, Habermann TM, et al.
Clinical presentation and diagnostic challenges of
thyroid lymphoma: a cohort study. Thyroid, 2016;
26: 1061-1067.

Watanabe N, Noh JY, Narimatsu H, Takeuchi K,
Yamaguchi T, Kameyama K, et al
Clinicopathological features of 171 cases of primary
thyroid lymphoma: a long-term study involving
24553 patients with Hashimoto’s disease. Br J
Haematol, 2011; 153: 236-243.

Lu Zhang, Marco Castellana, Camilla Virili,
Anna Crescenzi et al. Fine-needle aspiration to
diagnose primary thyroid lymphomas: a systematic
review and meta-analysis European Journal of
Endocrinology, 2019; 180: 177-187.

Drugarin D, Negru S, Koreck A, Zosin | & Cristea C.
The pattern of a T(H)1 cytokine in autoimmune
thyroiditis. Immunology Letters, 2000; 71: 73-77.
Inoue N & Iwatani.
Increases of the Thl/ Th2 cell ratio in severe
Hashimoto’s disease and in the proportion of Th17
cells in intractable Graves’ disease. Thyroid, 2009;
19: 495-501.

CibasES & AliSZ. The Bethesda system for
reporting thyroid cytopathology, Thyroid, 2017; 27:
1341-1346.

Walsh, Lowery, Evoy, McDermott EW, Prichard RS.
Thyroid lymphoma: recent advances in diagnosis
and optimal management strategies. Oncologist,
2013; 18: 994-1003.

Efstathios T. Pavlidis, Theodoros E. Pavlidis. A
review of primary thyroid lymphoma: molecular
factors, diagnosis and management. Journal of
Investigative Surgery, 2017; 32: 137-142.

. C.M. Pyke, C.S. Grant, T.M. Habermann, et

al.NonHodgkin's lymphoma of the thyroid: is more
than biopsy necessary? World J. Surg, 1992;
609-610.

Young NA, Al-Saleem TI, Ehya H, Smith MR.
Utilization of fineneedle aspiration cytology and
flow  cytometry in the diagnosis and
subclassification of primary and  recurrent
lymphoma. Cancer, 1998; 84: 252-261.

. Jeffers MD, Milton J, Herriot R, McKean M. Fine

needle aspiration cytology in the investigation on
non-hodgkin’s lymphoma. J Clin Pathol, 1998; 51:
189-196.

. Sneige N, Dekmezian R, EI-Naggar A, Manning J.

Cytomorphologic, immunocytochemical, and
nucleic acid flow cytometric study of 50 lymph

www.wjahr.com | Volume 4, Issue 6. 2020

ISO 9001:2015 Certified Journal

| 207



Anand et al. World Journal of Advance Healthcare Research

nodes by fine-needle aspiration. comparison with
results obtained by subsequent excisional biopsy.
Cancer, 1991; 67: 1003-1007.

21. S. Takashima, et al.Secondary malignant lymphoma
which simulated primary thyroid cancer. J. Clin.
Imaging. 2000; 24: 162-165.

22. G.H. Sakorafas, P. Kokkoris, D.R. FarleyPrimary
thyroid lymphoma - diagnostic and therapeutic
dilemmas. Surg. Oncol, 2010; 19: 124-129.

www.wjahr.com | Volume 4, Issue 6. 2020 ISO 9001:2015 Certified Journal 208



