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In this study, | clarified the following.

(DExtracellular nucleic acid acts directly on cancer cells and has cell growth suppression. (2)
dATP acts on macrophage-like cell line (PMA induced U937 cell line) and induces the expression of
various factors such as IL-8 and THBS-1 (Thrombospondin 1). Furthermore, for the purpose of
elucidating the cytotoxic mechanism by dATP, we tried to analyze the possibility of promoting
oxidative stress. As a result, (3) induction of superoxide generation was confirmed only in the
addition of dATP in the macrophage-like cell line.

I propose the possibility that nucleic acids released from necrotic cells and neutrophils act on
nearby macrophages and release oxidative stress, thus causing damage to inflammatory cells.



Chemoprevention
1980

1984

In vivo

U937 PMA induced U937
MCF-7 A549 Caco?2

DNA
RT-PCR mRNA
Chloroquine, IKK-2inhibitor,
SB203580 (MAPK ), MyD88
IL-8

DiogenesTM

(Fig.1)

oligo DNA

140

120

100 . ‘!‘i “\;{:’A—»/ M

\\,/\
e o "‘\\,\ _——
< ——
0 \\\
I MCF-7
40
! MCF-10A
20
0
0 0.5 1 15
oligo DNA mg/ml
——Hela —=—MCF7 HepG2
—4—A549 —+—=HSC3 LNCap
HUH7 Caco2 HLE
HCC1937 MCF10A (n=2)
Figure.l oligo DNA
dATP (PVA
U937 ) IL-8

THBS-1(Thrombospondin 1)

GAPDH

IL-8

THBS1

1mM dNTP Mixture, ImM dNTP  PMA
uo37 24 RT-PCR
IL-8 THBS1

Figure 2

dATP

dATP




1
1. KiriyamaK, Ohtaki H, Kobayashi N, Murai
N, Matsumoto M, Sasaki S, SawaC, Satoh K,
Matsunaga M, Shioda S.
A nucleoprotein-enriched diet suppresses
dopaminergic neuronal cell loss and motor deficit
in mice with MPTP-induced Parkinson's disease.
J Mol Neurosci. 2015;55(3):803-11

21
122
2017 3
39
2016 12
- dATP
1
2016 9
_ Synaptotagminl
39
2016 7
- dATP
121 2016
3
- dATP
38 2015
12
___ dATP
10
2015 9

Global Gene Expression
Analysis of immune cells in response to
Nucleoprotein derived from food 120

2015 3
37 2014 12
9 2014 9
9
2014 9

12
2014 6

3
3
12
21
2013
o
@
®

119
2014 3
119 2014
101
2013 10
118
2013 3
SAMP8
118 2013
118
2013 3
36 2013
8
2013 9
8
9
0
0
0
Sawa Chika
80422541



Shioda Seiji
80102375

C))
Yofu Sachiko
Kiriyama Keisuke



