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Epigenetic Analysis for Biphasic Morphology of Malignant Mesothelioma
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Gene regulation by DNA methylation, known as the epigenetic pathway play critical
roles in carcinogenesis and tumor progression. Malignant mesothelioma, now increasing incidence among
people with ashestos exposure, is often morpholo?ically biphasic (epithelioid and sarcomatoid pattern).
To focus the mechanism of transition from epithelioid to sarcomatoid components, we established the
method to analyze DNA methylation from microdissected tissue samples; the E-cadherin expression and CpG
methylation of its promoter was analyzed. As a model of "monophasic vs. biphasic phenotypes", we then
analyzed gene expression profile of synovial sarcoma cell lines. In tumor cells with biphasic phenotype,
some genes of cancer testis antigens were highly expressed and regulation through Runt domains may be
involved. We will continue the morphology-based analysis using the tissue samples of malignant
mesothelioma and synovial sarcoma.

DNA



DNA

DNA

DNA

P16

1)

@)
DNA

®3)

o

MSP

@

®

o

MSP PCR

PCR

DNA

@
DNA

P16

®

antigens(CTA)
Runt domain

cancer testis

9

Nakagawa M, Kitazawa R, Kondo T,
Ninomiya K, Okita M, Haraguchi R,
Kitazawa S. Duodenal gastric heterotopia,
sporadic or fundic gland polyp-associated,
frequently carries B-catenin mutation.
Virchows Archiv, 2014, 465 (3),
253-256.

Watanabea T, Kitazawa R, Mizuno Y,
Kuwahara N, Ito C, Sugita A, Haraguchi R,
Kitazawa S. BOB.1-positive Classical
Hodgkin’s Lymphoma carries
Hypermethylation of Gene Promoter as
Molecular Marker of Gene-silencing
Memory Acta Histochem Cytochem,

(2014), 47 (3), 125-131.

Fujiishii K, Kitazawa R, Nagai Y,
Watanabe T, Bando K, Kobayashi S,
Yakushijin Y, Haraguchi R, Kitazawa S.
Acquisition of MYD88 L265P mutation
during treatment of diffuse large B-cell
lymphoma of parotid gland. Virchows
Archiv, 464(1), 121-124, 2014.

Kuwahara N. Kitazawa R, Fujiishi K,
Nagai Y, Haraguchi R, Kitazawa S. Gastric
adenocarcinoma arising in gastritis cystica
profunda presenting with selective loss of
KCNE2 expression. World dJournal of
Gastroenterology, 19(8):1314-1317,
2013.

Makita K, Kitazawa R, Fujishi K,
Nakagawa M, Haraguchi R, Kitazawa S.
Cdx2 expression and its promoter
methylation during metaplasia -dysplasia-
carcinoma sequence in Barrett's esophagus.
World Journal of Gastroenterology,



19(4):536-41, 2013.

Nakagawa M, Kitazawa R, Kuwahara N,
Yoshida K, Haraguchi R, Kitazawa S.
Efficient genetic analysis of microdissected
samples by  agarose-bead  method:
Alterations of B-catenin gene in fundic
gland polyp and heterotopic gastric mucosa
of duodenum. Acta Histochem Cytochem,

46(1), 19-24, 2013.

Kitazawa S, Kondo T, Mori K, Yokoyama
N, Matsuo M, Kitazawa R. A p.D116G
mutation in CREB1 leads to novel multiple
malformation syndrome resembling CrebA

knockout mouse. Human Mutation,
2012, 33(4):651-654.

24-29. 2012.

Khin SS, Kitazawa R, Kondo T, Idei Y,
Fujimoto M, Haraguchi R, Mori K,
Kitazawa S. Epigenetic Alteration by
DNA Promoter Hypermethylation of
Genes Related to Transforming Growth
Factor-8 (TGF-B) Signaling in Cancer.

Cancers, 3(1), 982-993, 2011.
10
103
2014.4.24-26
ANA
Padlock
probe
103 2014.4.24-26
ANA
DNA
54
2013.9.27-28
RANK . 102
2013.6.6-8

Kitazawa R, Mukai S, Nagai N,
Haraguchi R, Kitazawa S. Identification
and Analysis of Function of a Novel
Splicing Variant of Receptor Activator of
NF-kB. 2nd Joint Meeting of the
International Bone and Mineral Society
and the Japanese Society for Bone and
Mineral Research, 2013.5.28-6.1 (Kobe,
Japan)

Kitazawa S, Haraguchi R, Watanabe T,
Kondo T, Kitazawa R. Detection of DNA
methylation in pathology section.The 14th
International Congress of Histochemistry
and Cytochemistry, Symposium.2012.
8.26-29 (Kyoto Japan)

Kitazawa R, Kondo T, Haraguchi R,
Kitazawa S. Detection of RANKL mRNA in
Osteolytic = Bone  Lesions.The 14th
International Congress of Histochemistry
and Cytochemistry, 2012. 8.26-29, (Kyoto
Japan)

Haraguchi R, Kitazawa R, Yamada G,
Kitazawa S.
Spatiotemporal expression of Thx18 during
endochondral bone formation
The 14th International Congress of
Histochemistry and Cytochemistry, 2012.
8.26-29, (Kyoto Japan)

RANKL RANK

) 30

2012.7.19-21

o 101
2012.4.26-28

2

Kitazawa S, Mori K, Idei Y, Fujimoto
M, Kito K, Haraguch R, Abe Y, Kondo T
and Kitazawa R, (Ed. A. Me'ndez-Vilas
A, Di‘az J). In situ detection of specific
gene expression during and immediately
after transcription at electron
microscopic level. Microscopy: Science,
Technology, Applications and Education,
pl100-p110, Published by Formatex
Research Center, Spain. Volume 1 ISBN
(13): 978-84-614-6189-92010.

29



o

2

®

-4 DNA
, 16-20, 2011.

Ide1, Yuka

90464271

(Kitazawa,Sohei)
90186239
Kitazawa,Riko

00273780



