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2 . Association between p53-binding protein 1 expression
and genomic instability in oncocytic follicular adenoma

of the thyroid
Zhanna Mussazhanova'’, Yuko Akazawa')?
Katsuya Mats)udal), KazukOIShichijol),
Shiro” Miura'’,Ryqta Otsubo'’ °’
Masahiro Oikawa’’?), Koh-ichiro Yoshiura®
Norisato Mitsutake”’, Tatiana Rogounovit)chs)
Vladimir Saenko’’, Zhanna Kozykenova®
Bekbolat Zhetgpisbaevﬁ), Hisayoshi Kondo”
Masahiro Ito ° and Masahiro Nakashima'
1)Department of Tumor and DiagnostiPathology,Atomic Bomb
Disease Institute, Nagasaki University,2)Department of
Gastroenterology and Hepatology, Nagasaki University
Hospital, 3) Division of Surgical Oncology, Department of
Translational Medical Sciences, Nagasaki University
4) Department of Human Genetics, Atomic Bomb, Disease
Institute,Nagasaki University,5) Department of Radiation
Medical Sciences, Atomic Bomb Disease Institute,Nagasaki
University,6) Department of Physiological Disciplines, Semey
State Medical University,7) Biostatics Section, Division of
Scientific Data Registry, Atomic Bomb Disease Institute,
Nagasaki University,8) Department of Pathology, National
Hospital Organization Nagasaki Medical Center

Oncocytic follicular adenomas (FAs) of the thyroid are neoplasms of
follicular cell origin that are predominantly composed of large
polygonal cells with eosinophilic and granular cytoplasm. However, the
pathological characteristics of these tumors are largely unexplored. Both
the initiation and progression of cancer can be caused by an
accumulation of genetic mutations that can induce genomic instability.
Thus, the aim of this study was to evaluate the extent of genomic
instability in oncocytic FA. As the presence of p53-binding protein 1
(53BP1) in nuclear foci has been found to reflect DNA double-strand
breaks that are triggered by various stresses, the immunofluorescence
expression pattern of 53BP-1 was assessed in oncocytic and
conventional FA. The association with the degree of DNA copy number
aberration (CNA)was also evaluated using array-based comparative
genomic hybridization. Data from this study demonstrated increased
53BP1 expression (i.e., “unstable” expression) in nuclear foci of
oncocytic FA and a higher incidence of CNAs compared with
conventional FA. There was also a particular focus on the amplification
of chromosome 1p36 in oncocytic FA, which includes the locus for
Tumor protein 73, a member of the p53 family implicated as a factor in
the development of malignancies. Further evaluations revealed that
unstable 5S3BP1 expression had a significant positive correlation with
the levels of expression of Tumor protein 73. These data suggest a
higher level of genomic instability in oncocytic FA compared with
conventional FA, and a possible relationship between oncocytic FA and

abnormal amplification of Tumor protein 73.
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4 . Primary Burkitt’s lymphoma of the thyroid:
clinicopathological features, outcomes, recent update and
systemic review of the literature

Toshitetsu Hayash'*, Reiji Haba?, Tetsuro Ogino"
Miyoko Higuchi”, Ayana Suzuki®), Nami Takada®,
Akira Miyauchi®, Mitsuyoshi Hirokawa®
1)Department of Pathology, Takamatsu Red Cross Hospital,
2)Department of Diagnostic Pathology, Faculty of Medicine, Kagawa
University, 3)Department of Pathology, Kuma Hospital ,4)Department
of Surgery, Kuma Hospital

[Introduction]: Primary Burkitt’s lymphoma (BL) of the thyroid is an extremely rare entity and highly
aggressive form of non-Hodgkin’s lymphoma composed of sheets of round, intermediate-sized lymphoid
cells with characteristic “starry sky” appearance. Only less than 10 cases of primary BL of the thyroid have
been reported in the English literature. In the present study, we evaluated the clinicopathological
characteristics, immunophenotype and treatment outcomes including systemic literature review of BL of the
thyroid with comparison with extrathyroidal BL.

[Material and methods]: Patients treated for primary thyroid lymphomas between 2007 and 2015 at Kuma
Hospital, Kagawa University and affiliated hospitals were retrospectively analyzed (n=251). The
clinicopathological data of BL of the thyroid (n=3) were reviewed and confirmed, including age, gender,
immunoprofile, presence of Hashimoto’s thyroiditis, treatment protocol and clinical outcome. Additional
EBER and FISH analyses were done to identify a translocation of MYC in available tissue samples. Systemic
overview of the literature is also performed to compare the clinicopathological results with extrathyroidal BL.
[Result]: All our cases of BL of the thyroid showed classical immunophenotype (CD10+, Bcl-2-, Bel-6+,
p53-, pl6+, MDM2+ and Ki-67 proliferation index near 100%) and proved IGH-MYC gene fusion by FISH
study but negative for EBER-ISH test. In contrast to extrathyroidal BL, all three cases of our series were
initially confined to the thyroid gland (stage I, Ann-Arbor classification). All our cases responded well to
aggressive chemotherapy regimen and radiotherapy with long survival period although one case showed
recurrent disease with adrenal gland involvement (stage I1I progression).

[Discussion]: We investigated a cohort of three cases of primary BL of the thyroid comparing with its
extrathyroidal counterpart. To the best of our knowledge, the present study is the largest study of such disease.
Despite that the morphology, immunophenotype and genetic features of BL of the thyroid are not thyroid
specific, there is significantly better overall survival for this entity than extrathyroidal counterparts. Therefore,
adequate pathological diagnosis and stage are important prognosticators and essential for treatment selection
of BL of the thyroid. Systemic review of the literature, recent update and potential new diagnostic algorithm

including novel markers are also discussed for a better understanding of this entity.
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