(®)
2015 2017

A fundamental study for construction of PDAC early diagnosis method by DNA
methylation analysis.

Yokoyama, Seiya
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Pancreatic _ductal adenocarcinoma (PDAC) has high frequency of recurrence
even if possible to surgery. In this program, we analyzed DNA methylation status of mucin genes
using pancreatic tissue with/without tumor to construct marker for predicting prognosis after
surgery. The methylation status of MUC1 and MUC4 are statistically associated with

clinicopathological information. Our result suggested that MUC1 and MUC4 methylation status has
potential for predicted prognosis.

PDAC pancreas MUCL MUC4 prognosis CA19-9 DNA methylation epigenetics



36

Nat Rev Cancer 2009 9:874

PET-CT

MSE

DNA

MUC1 MUC2 MUC4

DNA
MSE
PCR
DNA
ERCP
50
150
DNA
MUCIN
Epigenetics
MUC4
DNA
MUC4
MUC4mRNA
MUC4
DNA

DNA

MSE



TET1

O
DRI
=
O 9
=
-A\ =]
H\ S
ReN 2 Aok
= o . R?2=0.562
. ZTO Z“Z Z“Ll Z“6
TET1I2RIRE
.TET1/TET2 MUC4
MUCIN
Epigenetics
MUC1 MuC4
DNA
MSE
MUC1/MuC4
MRNA
DNA
Epigenetics
2
MUC1/MUC4
Epigenetics
2
MUC1 MUC2 MUC4
MUC1
MUC4
MUC4
MUC1  MUC4
MUC1 Muc4

)

BEAFIVEE (MUCT

o
=]

25
o BB
0 S A P
! o o [EEH
30 40 50 60 70 80
Epigenetics Al FHIRE
S oof R2=O.158***-t;=-;-----.--5-. ------- ol
-} ) . H
s ° 8 & :
oy ;
s :
= :
N 1
X a
& ;
50 f ;
o 1
2 f ' f
5 o HEHE | |
. ° ® &5 :
60 70 % 30
Epigenetics I FHRIZE
2 _Epigenethics MUC1/MUC2

MuC4

MuC4

MuC4

MUC

MUC1

DNA

DNA



5
Assessment of tumor characteristics based
on glycoform analysis of
membrane-tethered MUC1. Matsuda A,
Higashi M, Nakagawa T, Yokoyama S,
Kuno A, Yonezawa S, Narimatsu H.
Laboratory investigation; ajournal of
technical methods and pathology 97(9)
1103-11132017 9

Immunohistochemical expression of mucin
antigens in gallbladder adenocarcinoma:
MUC1-positive and MUC2-negative
expression is associated with vessel

invasion and shortened survival. Hiraki T,
Yamada S, Higashi M, Hatanaka K,
Yokoyama S, Kitazono |, Goto Y, Kirishima
M, Batra SK, Yonezawa S, Tanimoto A.
Histology and histopathology 32(6) 585-596
2017 6

TET1-mediated DNA hypomethylation
regulates the expression of MUC4 in lung
cancer. Yokoyama S, Higashi M,
Tsutsumida H, Wakimoto J, Hamada T,
Wiest E, Matsuo K, Kitazono I, Goto 'Y,
Guo X, Hamada T, Yamada S, Hiraki T,
Yonezawa S, Batra SK, Hollingsworth MA,
Tanimoto A. Genes & cancer 8(3-4)
517-5272017 3

Aberrant methylation of MUC1 and MUCA4
promoters are potential prognostic
biomarkers for pancreatic ductal
adenocarcinomas. Yokoyama S, Higashi M,
Kitamoto S, Oeldorf M, Knippschild U,
Kornmann M, Maemura K, KuraharaH,
Wiest E, HamadaT, Kitazono |, Goto Y,
Tasaki T, Hireki T, Hatanaka K, Mataki Y,
Taguchi H, Hashimoto S, Batra SK,
Tanimoto A, Yonezawa S, Hollingsworth
MA. Oncotarget 7(27) 42553-42565 2016
7

Mucin expression in endoscopic
ultrasound-guided fine-needle aspiration
specimensis auseful prognostic factor in
pancreatic ductal adenocarcinoma. Higashi
M, Yokoyama S, Yamamoto T, Goto Y,
Kitazono I, Hiraki T, Taguchi H, Hashimoto
S, FukukuraY, Koriyama C, Mataki Y,
Maemura K, Shinchi H, Jain M, Batra SK,
Yonezawa S. Pancreas 44(5) 728-734 2015
7

MUC1 MUC4 DNA

2018

Aberrant methylation of MUC1 and MUC4
promoters are potential risk marker for
prognosis after surgery of pancreatic ductal
adenocarcinomas. Seiya  Yokoyama,
Michiyo Higashi, Sohsuke Yamada, Taiji
Hamada,  Akihide  Tanimoto. 14"
International Workshop on
Carcinoma-association. Robinson College,
Cambridge, UK, 24™ -28tu July 2017.

) 76(5) 945-950
2018 5

DNA

67(7) 483- 488 2016 7

http://ww2_.kufm._kagoshima-u.ac. jp/fiel
d/advanced-therapeutics/f107/01.html

(YOKOYAMA SEIYA)

20569941



