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LUTORED SiO: 7/ ki FidfiaEN %
IRE e o T, 25 pg/ml LA EDRBE D
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D5 EBB LN T,

6. 7/ ~T U T NOEEEEDIKEL L
FDA T =X LT B

MBI L FEHOEEICB WV TIE, KaolinK
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L., MlsofEEICL ) Z0REIIENT 5.
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7= F =T U T NAOEGBEEDKE LD
in vivo FHliCix. BT R~ F
A NEHMES v FOKENICHRERS L.
KNEREEZRBE LT, v~/ R¥A MxEe
LT oyAi Ly BfZ 380 2 R0 -6
PIH 7T RTHY, PRIIEL LTEEZND
LCiThiiz, BEHEEREEZBELE
T =T U T NOEMICEET DHTFETIE,
WetER T J B+ % BV 72 in vitro & CHFZE
ATV, MlaEER EREEDO A =X
A, ThbbBEEMIERT LB EHEED
AT = XN R OBERT BT
NFkappaB #BIZ K& < BE5T 5 FE %
BT LTz,

E. REEfEBRER

L

F. WFERE

1. FRCHER

1) Isama K, Kawakami T, Tsuchiya T,
Matsuoka Al Osteoblast
compatibility of calcium-
incorporated Ti-Zr-Nb alloys.
Proceedings of 24th European
Conference on Biomaterials,

Medimond S.r.l., pp.57-60 (2012)

10

2) Matsuoka A, Kodama Y, Yoshida M,
Isama K, Inoue K, Kawakami T,
Nishikawa A: Toxicological studies of

nano-suspensions of silica, silver and

zinc oxide. Proceedings of 24th
European Conference on
Biomaterials, Medimond S.rl,

pp.87-90 (2012)

3) Hanagata N, Zhuang F, Connolly S,
Li J, Ogawa N, Xu M: Molecular
Responses of human lung epithelial
cells to the toxicity of copper oxide
nanoparticles inferred from whole
genome expression analysis. ACS
Nano, 5(12), 9326-9338 (2011)

4) Wei M, Wanibuchi H, Nakae D,
Tsuda H, Takahashi S, Hirose M,
Totsuka Y, Tatematsu M, Fukushima
S: Low-dose carcinogenicity of 2-
amino-3-methylimidazol4,5-
flquinoline in rats: Evidence for the
existence of no-effect levels and a
mechanism involving p21Cip/WAF1.
Cancer Sci., 102, 88-94 (2011)

5) Totsuka Y, Kato T, Masuda S, Ishino
K, Matsumoto Y, Goto S, Kawanishi
M, Yagi T, Wakabayashi K: In vitro
and in vivo genotoxicity induced by
fullerene (C60) and kaolin. Genes
Environ., 33, 14-20 (2011)

6) Kato T, Totsuka Y, Hasei T,
Watanabe T, Wakabayashi K, Kinae
N, Masuda S: In vivo examination of

the genotoxicity of the urban air and

surface soil pollutant, 3,6~
dinitrobenzolelpyrene, with
intraperitoneal and intratracheal

administration. Environ., Mutagen.,

in press.



7)

8)

9)

10)

11)

12)

Matsubara S, Takasu S, Tsukamoto
T, Mutoh M, Masuda S, Sugimura T,
Wakabayashi K, Totsuka Y
Induction of Glandular Stomach
Cancers in Helicobacter pylori-
infected Mongolian Gerbils by 1-
Nitrosoindole-3-acetonitrile. Int J
Cancer, 130, 259-266 (2012)
IRVERRZ., mAEM, mAER, BH
PR, RARSEE. DNERIER, T K
tREER, BE M. T/ =T U7
DB BT D E M, MRS,
131, 195-201 (2011)

Fujitani T, Ohyama K, Hirose A,
Nishimura T, Nakae D, Ogata A:
Teratogenicity of multi-wall carbon
nanotube (MWCNT) in ICR mice, J
Toxicol Sci, 37, 81-89 (2012)
Yamaguchi A, Fujitani T, Ohyama K,
Nakae D, Hirose A, Nishimura T,
A:  Effects of

stimulation with multi-wall carbon

Ogata sustained

nanotube on immune and
inflammatory responses in mice, J
Toxicol Sci, 37, 177-189 (2012)

Kami D, Takeda S, Itakura Y, Gojo S,
Watanabe M, Toyoda M: Application
of the Magnetic Nanoparticles to
Gene Delivery. Int. J. Mole. Sci.,
12(6), 3705-3722 (2011)

Kurioka D, Takagi A, Yoneda M,
Hirokawa Y, Shiraishi T, Watanabe
M: Multicellular spheroid culture
models: Applications in prostate
cancer research and therapeutic. dJ.
Cancer Sci and Ther, 3(3), 60-65

(2011)

11

13)

14)

15)

2.
1)

2)

3)

Kami D, Takeda S, Hatsune M,
Toyoda M, Itakura Y, Gojo S, Kyo S,
Umezawa A, Watanabe M: Efficient

transfection method using
deacylated polyethylenimine-coated
magnetic nanoparticles. J. Artif.

Organs, 14(3), 215-222 (2011)
—RTE M, ZEMKHE, WH—B, &7
. WAARERTR, EBER AT KL
FOHPL~DOEE : fifakREEL 20
JER. B ETFESE, 48(3). 145-151
(2011)
—WTER, EREAT. EMAE., kM
B, RIER, AAR=, EEER
B STAR AL SR IR B ) B R AT
BT OOFRAZ RO EBIE (R .
Wk BB 24(8) . 1267-1269
(2011)

FRFEE
Matsuoka A, Kodama Y, Yoshida M,
Isama K, Inoue K, Kawakami T,
Nishikawa A: In vitro and in vivo
toxicity studies of nanomaterials
household

Conference

used in products.

International on
Materials for Advanced Technologies
(Singapore, 2011.6)
FHFFIRE, W L&, BEEFR, &
WSE TR, EHM. FLEE. WEIEKE,
MEET  FERMLICHNONDS T/
RLFDZEMERE, % 38 BIHA R
van Y—FaR e (B,
2011.7)

Isama K, Kawakami T, Tsuchiya T,

Matsuoka A Osteoblast
compatibility of calcium-
incorporated Ti-Zr-Nb alloys, 24th
European Conference on

Biomaterials (Dublin, 2011.9)



4)

5)

6)

7)

8)

9)

Matsuoka A, Kodama Y, Yoshida M,
Isama K, Inoue K, Kawakami T,
Nishikawa A: Toxicological studies of
nano-suspensions of silica, silver and
24th
Conference on Biomaterials (Dublin,
2011.9)

Isama K, Kawakami T, Matsuoka A:
Adsorption behavior of

zine oxide. European

ions on

calcium-incorporated titanium in
simulated body fluid, The 3rd Asian
Biomaterials  Congress  (Busan,
2011.9)

B BB, MEERF. EHEF. B
BEF . FEUReR. ERESTFED
=AM B EThEE L7 CHL Mo
famttl T OEEFEME. 5§ 33 BEAAS
=7 VT FEE RE, 2011.11)
BEHET., BBHF. MEHDF, ME
B, BFER, REETF - F e
OREVEFHICR T D Ab49 ML &
CHL flam MO, HARE
ERFF2E 40 ARk (HK.
2011.11)

Miyajima-Tabata A, Kato R, Sakai,
K, Okada E, Matsuoka A
Cytotoxicity studies in A549 cells
cultured on 2-Methacryloyloxyethyl
phosphorylcholine The
51st Annual Meeting of the Society
of Toxicology (San Francisco, 2012.3)
BB, WEHETF. WLEME, mEE
B, REEF, BRER., TR,
FEERIFNES « A549 Mk E AW/
<7 U T /D in vitro £ R EH R
DIRF. BAREZRE 132 Fx (FLIR
i, 2012.3)

polymers.

12

10)

11)

12)

13)

14)

15)

Totsuka Y, Kato T, Ishino K, Nakae
D, Tada Y, Oyama K, Ogata A,
Kawanishi M, Yagi T, Watanabe M,

Wakabayashi K, Nakagama H:
Genotoxicity induced by
nanomaterials, 41th European
Environmental Mutagen Society

Annual Meeting (Barcelona, 2011.7)
FROME . F /<=7 IV TNZEVEE
FINDBIEHEE LRy AR
UL (RAEES, 2012.3)

Totsuka Y, Kato T, Wakabayashi K,
Watanabe T,

Genotoxicity of aminobenzoazepino-

Nakagama H:

quinolinone derivative formed from
tryptophan and glucose by Maillard
reaction, H ABEHESE 70 B K&
&R, 2011.10)

Kato T, Totsuka Y, Ishino K,
Watanabe M, Wakabayashi K,
Nakagama H: Differences in DNA
damaging potency of differently-
originated kaolins, H AEFEE 70
Ex& G&EHEEW. 2011.10)

Ishino K, Totsuka Y, Kato T,
Nakagama H: A comprehensive
analysis of DNA adducts in mice
exposed to nanomaterials, H A
KFET0ERE @&HEM, 2011.10)
Morohashi A, Sato A, Kawai K,
Kasai H, Totsuka Y, Watanabe M:
of
magnetic nanoparticles in human
lung cancer cell line, A549, HAWEZF
SHT0ERE GEER, 2011.10)

Cytotoxicity and genotoxicity



16)

17)

18)

19)

20)

Ootsuka K, Totsuka Y, Wakabayashi
K, Nunoshiba T, Watanabe T,
Nakagama H: In vivo mutagenicity
of
derivative (ABAQ) formed from L-
tryptophan and glucose by the
Maillard reaction, HARIRIEZERFZE
2% 40 BIRE CGRAUER. 2011.11)

Ishino K, Kato T, Matsuda T,
Totsuka H' A
comprehensive of DNA

adducts in lungs of mice exposed to

aminobenzoazepinoquinolinone

Y, Nakagama

analysis

nanomaterials using nanoLC-QTof
MS, BARREEZRFFEE 40 BIRE
(GROE#R, 2011.11)

Kato T, Ishino K, Toyooka T, Ibuki Y,
Watanabe M, Wakabayashi K,
Masuda S, Totsuka Y, Nakagama H:
DNA damaging
potency and incorporation rate into
of
differently-originated kaolins, H A&
REERRFFRE 40 BIRE CGRAUE,
2011.11)

Yamada M, Shimamura Y, Totsuka Y,
Inaba N, Coulibaly S, Tamura Y,
Hasei T, Watanabe T, Masuda S:
Formation of a mnovel mutagen,
ABAQ under diabetic condition in
vivo, HARBEZRRFSE 40 EXR
= (CRE#. 2011.11)

Differences in

cultured mammalian cells

Ikemoto M, Kawanishi M, Totsuka Y,
Wakabayashi K, Yagi T:
Contribution of homologous
recombination to nanomaterial-

induced micronucleus induction, H
RREERFFRE 40 BRE AR
#B. 2011.11)

13

21)

22)

23)

24)

25)

26)

WAFG, NRHER, BIEE R, ER
e, RMEHEZ., RU##E—. FiT
K EERNEREIZLDT Y NHEED
FREIFLTCEZBI—AR T Fa
— 7 (MWCNT) DHEIR A R IE T 82,
2 38 EHA hF v anU—Fa2
& (BiEf, 2011.7)

o gEE, BAmMF. KilUgk—. JR#E
HE. BTG, MEEEK, FIT
K:SEHI—RF ) Fa—T0%E
WX DepERER~OEZE (0), F
38 EHA MY an P—2L2iE
= (BsEf, 2011.7)

mE A, SORE|IE. RIUSE—. /N
R, L K. BEHEZ. ArE
B BBI—R T ) Fa—TEERE
B< U 2B 5 RMERERER F LA
%5 38 BEIHA ML am U—FaR
F& (Bukm. 2011.7)
IWAAITE., RE X, BAZL, RIU
B—. L R DNEERER 2 —
RNeF ) Fa—TRES v FOMIEIC
BIFAa 74—, & 84 [EH
KEMRFRRE (REH. 2011.9)
Sakamoto Y, Ogata A, Nishimura T,
Hirose A, Nakae D: Influence of the
product

1)

level physic-chemical
property on the carcinogenicity of
multi-wall carbon nanotube in rats,
B 70 HEAEFEFIRE GTRE
i, 2011.10)

gt IMZER, EERRBET. K
W=ME, P R, /NERIESR ¢ KRB
HOH—R T ) F a—T DT,
% 48 HEE/mACERINBERFS
(&, 2011.11)

N



27) B LB, $oREm, IMER, R
=k, NERBESR, T R KEUE
MDT T — L DoHTE, F 48 B4
Ef A bFENHEsTs (REH,
2011.11)

28) ZH=ERE, BWHEEIL, RTFHE. 5iF
. BIESE. L A ARE—.
RIEAE., RIUFE—. NEREER, FiT
K:RENEANZ L BT/ HiF~
T X EA b OENERE KR OHRIHIZ OV
T, % 28 [FIHAFMREFSERSE
it R TREK, 2012.2)

29) ARG, NERIER, BIEFETN, WA
T, RKEREZ. RIUF#E—. BT
KTy MBI DEEN—R T/
Fa—TOEBAMEICK L TRB LY
= L DB BRI R IE TS
% 28 [BHAFEMEREFSFERFENIE
& REESTREX, 2012.2)

30) Watanabe M, Takagi A, Hirokawa Y,
Shiraishi T: A prostate
spheroid related

cancer
gene and
102nd

Meeting of American Association for

chemotherapy, Annual
Cancer Research, Orange Country
Convention Center (Orland, 2011.4)

31) Watanabe M, Kurioka D, Hamanaka
Y, Ishiguro H, Uemura H, Kubota Y,
Shiraishi T:

microenvironment

Tumor
and prostate
cancer: Effects of adipocytes on
prostate cancer development and
progression, An AACR International
Conference on New Horizons in
Research:  Biology to

(Delhi,

Cancer
prevention to therapy

2011.12)

14

32) Watanabe M,  Watanabe N:

Nanomedicine for targeted prostate

cancer therapy (Invited Lecture),

INSA, Recent updates on mutation

and cancer research (Chandigarh,

2011 12)

ERES, R)IHER, AARZ 3 K

TCEFRIZET D & bR M AL D5t

FARTME O BEEEIZ >N T, &F

100 EIH A EF o (Bikd,

2011.4)

34) IERER - BiWMEROI A 2FIH Lca

SRR DB OfEMT, 55 100 [E1 H

AIRHEFEERRE (kM. 2011.4)

TR, REBPE. KAR, BaR

=. EUER BT ) R F DRI

BRI BT D FEZ M L DIRE

~OBFE, F 70 B B AEFEFINR

2= (AHEm 2011.10)

36) EFHEIL, PHREH, EEER : §iiZ
R & Mt R E DM AEAEH
%70 FIHAREERFRE (BEE
i, 2011.10)

37) LERE A, EMKE, HHLF. El
B, FE  BAIEIEF miR-22
IZ KD, pb3 FERAFROMIAD A B 1L 55
WHKE B 70 B B ABEESFINRS

(& & B, 2011.10)

38) EEE®R, BARZ : RIS RIK
P BR] - 0D BT SZ B8 A A~ D B2 288 D LRt
BIFEAT, 2 58 [EIH KRR MEESS
FEs (M, 2011.11)

39) IERER « IEE L EEMNREER. bF
TERE 43 BKFERE VRV T A

(& d 2, 2011.9)

33)

35)



3. Fofth 2% 3R
1) EERER  EIREAERY-PUER O 1) F /=T VTN OEENEICET LK
BIVER OB & 3 L WEFRERE Z B e [/ ~T VT VOREXEIC
LT, BREN KT - HERT - B+ o2mitasamsE].
EMNRE FrHsiAs, BN http://www.nihs.go.jp/mhlw/chemical
B AE JST H I B E &R — v /nano/nanopdf/houkoku.pdf (2009)
(2012.1.17) 2) Karlsson HL, Gustafsson J,
2) EEEE: IBAAE, BT, Cronholm P, Msller L: Size-
HREZEFH (2012.2.15) dependent toxicity of metal oxide
particles—a comparison between
G. B PEMED L - BRI nano- and micrometer size. Toxicol.
1. FFFEss Lett., 188, 112-118 (2009)
2L 3) Xu M, Fujita D, Kajiwara S, Minowa
2. EHIFFEB T, Li X, Takemura T, Iwai H,
L Hanagata N: Contribution of
3. F Dt physicochemical characteristics of
oL nano-oxides to cytotoxicity.

Biomaterials, 31, 8022-8031 (2010)

4) Cho WS, Duffin R, Poland CA,
Duschl A, Oostingh GdJ, Macnee W,
Bradley M, Megson IL, Donaldson K:
Differential pro-inflammatory effects
of metal oxide nanoparticles and
their soluble ions in vitro and in
vivo; zinc and copper nanoparticles,
but not their ions, recruit eosinophils
to the lungs. Nanotoxicology, 6, 22-
35 (2012)

15



Sy R AR T

II.



BEAGBRFEORERME (LFEWE ) X7 RS
SHEMRFEERTHREE

T/ =7 U T VO in vitro R RIELEIZ (AL 7 B RERTAE
RSB RINET T/~ T U T VO M)At
WroesiE AL & ExEERLELEENZET AEHEEE EEMRE
WEEH A% GHER FER  ESLEELELEAENIERT  AEEALERS ER

WMEHNE BE BF  ESLEERMELEEVITEET EEESRT =R
M oE B EF EXEELELEENER  ERER

—RLFENDNTIE 50 nm LT O&EER T/ <=7V 7 10 FEHE (ALO;,
Ce0,, ITO, SiO,, TiO,, CuO. SnO,. Y,0s;. NiO, ZnO). 11 ¥t (ZnO T AF%
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J& R MyE&H Minimum Essential Medium (10%FBS-MEM) FiZi1) 5 b Ot
BrAZ B E LT, EWR & (RENFER) . Z0BEREK. MESAB LIV
Zeta BALZBE LTz, HEHBAKP TIIEZE&BRAYT /) ~T U 7T EEICZRELT
ELTHFEL, FEHRFRIT CeO,. ITO, TiO, B LT ZnO (Sigma-Aldrich) 3 100
nm LT, £ OMIE NIO @ 256.8 nm K TH o7z, SnO, i ES F/KF TELHNT
BEE L7208, 10%FBS-MEM H CIEEHJRL 7228 1000 nm 2B =080 E MR- T
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