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HrERFERETTVOBRELZBA L LT, rasH2 =¥ X|T N-ethyl-N-nitrosourea

(ENU) BTt ethinylestradiol (EE) 28 &5 L., FERERZIMUR VT ORAKFITET
AT, TOHKE, FEFATRINNBREZIVFELEREESSRIBRS
NER, EERECIVZFORERZERZIFENDILWVWIBERBBONTLLD, TOER
BFEZOWTHEBTIEOORNEZITo k.
rasi2 =7 R L T OBFARMRKE FITX L, ENU % 120 mg/kg bw HEIEEMNR S L., 22 8/
FAE LR, FENBERECLRVBEAZEOTELRREEMRESBERICERSH
e UEDZ D5, rasl2 v VAR FERBICHBCEAZIENLE ENNTHERLETFE
LEREBORAERETNTHDEZ ENTRBENTE,

T TR Mo it 32FEEE uEe—Ya VIERAZRET 370 ENUZ 120 mg/ke
bw BEIEENEE LT rasH2 =7 2 R RENU 50 mg/kg bv ZREMNICEEFERERNREL
72 ICR = % Rz, 2.5 ppm @ EE % 24 AR HRE L, ICR v U ATIX, FERNERER
ENGEE BT 37.5% BRI, SR ERBERLAREICEM L, —F . rash2 = VX T
X, ENU BEBBICBWTFERE(55.6%) . RELBK (33.3%) BB R S i 43, ENU4EE
BETRIIhODRERLEL BRI ok, ENHEE 5 ICR = U X IZHI1T 5 estrogen
receptor (ER) o OFHMiT. EE REC IV RBFHOFERERIIBIH2REEANER L,
T FBCBITAFERBEMYRED PCNA BHESIT ENU BB L. FRICEBMLE,
—F. rasi2 = U RDOFENE - BREKIZEBITS ERa OB, ENU BAhEE & ENU+EE BER)
CERLON Ao b, rasi2 = VA TRFERBMEBREREOMSIC ER BXBE
LTW2RWZ EBHEREINT, '

e  Ee



ZOTERBEERERENHBEFLMATILH, ENU TS = x— &, 2.5 ppm D
EE% 6 BRIBMBRE SErasH2 v 7 RO FEDORETRI/$¥ — % High density gene
chip array ¥ AW THRE L., BB L LTEN T/ = =— b, FHKRIZT 2.5 ppm D
EE % 6 BRIV E S IRV AHEREL, FEORGFREANS - 2 WAMM
TH B L7, ENU+EE #5 rasH2 =~ AT, = XA bu ¥ EHREBERBEBRFTH S
hydroxysteroid 17- 8 dehydrogenase II (17 B-HSDII) DI 3858 L, ERa . CDK4,
ubiquitin, PCNA, EGF Z & 4R IGF OFIMITE T L. —F . ENMHEE 85 ICR = 7 XTI,
17 B-HSDII m W L. ERa, CDK4, CyclinE, ubiquitin, PCNA, EGF Z &S IGF1
DR|AWBAM LTI, LLEX D ENHEE 2R E L rashi2 v U A CRO LN FEREOH
HICIE., ThOOBRETABRCEEL, F—BETFL2-TVATERERTE S hi,

® & # R 0 E =

ABFFEiL, rasH2 = 7 RIZ Methyl-Mnitrosourea (ENU) KR ethinylestradiol (EE) ##
EL, FERERZSHRVOCFORBBFICETIMRLER L2 A, ENUEMBEIZLDF
BERZEENERICER SN2, ENUHEE 52X D ZoRENER2IIHMFSINID, £
DRBIBFMRAERLZITV. TOBFL2HBIILIZARTTH S,

%1 ETIL, rasH2 v 7 R & FOFARIRIRE 712 ENU 2 BEIIEEAR S L, 22 BRAE L=
B FENERERCRBHRR COFELEREREEREVNERIIZRIN, AU ARTFE
FRRBEEORRRETATHD I LERLT, '

BoETIH, TR M A LB FERE S oE— 3 VMERERIT 572, ENU ZEEIIE
Rk G UT- rasiH2 = 7 AR ENU # RN EEBIFEEARE L7 ICR v 7 X2, 2.5ppmn D
EE % 24 BRRERSE L=, ICR v ATk, FENBAREIX ENU+EE BT 31.5%FR . &
HIZREBERLAEZTICRMUE, —F. rasH2 =7 X TiL, ENUEBEBICEWTFERELR
BB ER SN ENHEE BT I N O DREIIEL FR S hizh o7, ENUHEE # & ICR
< 7 RZBIT B estrogen TAEE (ER) o DREBUL, EEREICL VW RIFHMOFERLEICRITD
REMBEI LT, 7=, BRI FEMMIERED PONA BBMERIT, ENU BOBEICHL L, &
EiomL, — 5. rasH2 <= ADFENIE- IR EERIZIT 5 ER o DFEIR I ENUBEIhEE & ENU+EE
HEITESA LN -T2 &b, rash2 = U A TRFERMBERERBROMSNZ ER (X85
LTWiWnWZ &ML,

E3ETIE, FOFEMMIERERBENGHEF 2T 57O, ENU TS = z—a VL@
#%. 2.5 ppm @ EE % 6 ARBAER G €7 rasH2 v~ U ADFEDREGETFREBR /¥ — % High
density gene chip array Z AWV THHT LT-, BHERBR L LT, ENU 28 5%. RIED EE % 6
ERRARE XY IR YABEREL, FEORGFRE Y — UV 2AREB CHE L,
ENU+EE 5 rasH2 =7 A Tix, =& hu /U EGEEEREERE 7 T3 5 hydroxysteroid 17- 8
dehydrogenase I1 (17 B-HSDII) DRMAHEM L, ERe, CDK4, ubiquitin, PCNA, EGF ZHRE
2 IGF DRMIIE T L=, —F. ENUHEE#E ICR < U AT, 17 8-HSDII OFEFIIMA L. ER
a. CDK4, Cyclin E. ubiquitin, PCNA, EGF ZZ{&=°> IGF1 MDRIRASHE5E L 7=,

PLEDERERMS, ENHEE B85 rasi2 vV A TR ONEFEREOMHIZIIZNHDE
GEFLHBBEEL, ZOXIRBEFRROEBVCLY rasl2 VXTI EREIZL Y FER
EE SN TWAEREM BB I, AR, BEVEICEVREZEL RT LINTVS
rasi2 = UV RIZBVTHHEABHEZEE2MEBH>HLOTHY, 5%, BETHE TV AIZHONWT
BROIMENLBENDIFIEELRIEERMRATH S LBHEINT,

PEROWT EEZB L8R TARIBERRFRFEESREFHEROFARE LT
SMERH D L RO,
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Rapid induction of uterine endometrial proliferative lesions in
transgenic mice carrying a human prototype c-Ha-ras gene (rasH2
mice) given a single intraperitoneal injection of
N-ethyl-N-nitrosourea

Watanabe, T., Kashida, Y., Yasuhara, K., Koujitani, T., Hirose, M.
and Mitsumori, K.

Cancer Letters

188(1-2):39—46, 2002

Inhibition by ethinylestradiol of N-ethyl-N-nitrosourea-initiated
uterine carcinogenesis in transgenic mice carrying a human
prototype c-Ha-ras gene (rasH2 mice)

Watanabe, T., Kashida, Y., Ueda, M., Onodera, H., Takizawa, T.,
Hirose, M. and Mitsumori, K. _

Toxicologic Pathology
31(5):496—505, 2003
Analysis of gene expression profile on uterine tumorigenesis

initiated with  N-ethyl-N-nitrosourea and inhibited by
ethinylestradiol in rasH2 mice

Watanabe, T., Sumida, K., Muto, T., Kashida, Y., Watanabe, T.and
Mitsumori, K.

Journal of Toxicologic Pathology

17(3):155—164, 2004

Streptozotocin FERBERF 7 v b D BRI BT 2 FHRESERIBISE

EBMER RBER, BPHIL, KEHDR, HERZ
Experimental Animals

43(5):693— 696, 1995

Six-month repeated oral toxicity study of NK-104 in rats

Akiba, T., Shibuta, T., Amano, Y., Asanuma, A., Okubo, M.,
Nishigaki, K., Moriwaki, T., Yamada, H., Okamura, N., Watanabe,

T., Koga, T., Tanaka, M. and Takimoto, M.

The Journal of Toxicological Sciences

23(suppl.V):713—720, 1998

Estrogen receptor mRNA in uteri of normal estrous cycling and
ovariectomized rats by in situ hybridization

Katsuda, SI., Yoshida, M., Watanabe, T., Kuroda, H., Ando-Lu,
J., Takahashi, M., Hayashi, H. and Maekawa, A.

Proceedings of the Society for Experimental Biology and
Medicine .

221(3):207—214, 1999

Collaborative work to evaluate toxicity on male reproductive
organs by repeated dose studies in rats 12) Effects of
cyclophosphamide on spermatogenesis

Watanabe, T., Yamaguchi, .N., Akiba, T., Tanaka, M. and
Takimoto, M. :

The Journal of Toxicological Sciences

25(spec):129—137, 2000
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Dose- and treatment duration-related effects of p-tert-octylphenol
on female rats

Katsuda, S., Yoshida, M., Isagawa, S., Asagawa, Y., Kuroda, H.,
Watanabe, T., Ando, J., Takahashi, M. and Maekawa, A.
Reproductive Toxicology

14(2):119—126, 2000

Possible mechanisms underlying mammary carcinogenesis in
female Wistar rats by nitrofurazone

Takahashi, M., lizuka, S., Watanabe, T., Yoshida, M., Ando, J.,
Wakabayashi, K. and Maekawa, A.

Cancer Letters

156(2):177— 184, 2000

Spontaneous tumors in the uterus, testis and other organs of Fl
hybrids between Donryu and F344 rats

Watanabe, T., Ando-Lu, J., Imai, S., Takano, S., Takahashi, M.
and Maekawa, A.

Journal of Toxicologic Pathology

14(2):99—104, 2001

Modifying effects of genistein, 4-nonylphenol and methoxychlor
on N-ethyl-N-nitrosourea-induced uterine carcinogenesis in rasH2
transgenic mice harboring a human prototype c-Ha-ras gene

Watanabe, T., Ueda, M., Yasuhara, K., Onodera, H., Hirose, M.
and Mitsumori, K.

Journal of Toxicologic Pathology
15(3):145—151, 2002

Tumor promoting effect of phenolphthalein on development of
lung tumors induced by N-ethyl-N-nitrosourea in transgenic mice

carrying human prototype c-Ha-ras gene
Imaoka, M., Kashida, Y., Watanabe, T., Ueda,
Hirose, M. and Mitsumori, K.

The Journal of Veterinary Medical Science
64(6):489—493, 2002
Susceptibility of liver proliferative lesions in heterozygous p53

M., Onodera, H.,

deficient CBA mice to various carcinogens

Uehara, T., Kashida, Y., Watanabe, T., Yasuhara, K., Onodera, H.,
Hirose, M. and Mitsumori, K. ‘

The Journal of Veterinary Medical Science

64(7):551—556, 2002

Mechanistic study on flumequine hepatocarcinogenicity focusing
on DNA damage in mice

Kashida, Y., Sasaki, YF., Ohsawa, K., Yokohama, N., Takahashi,
A., Watanabe, T. and Mitsumori, K.

Toxicological Sciences

69(2)317—321, 2002
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_Lack of modifying effects

Lack of modifying effect of glycerol in pulmonary carcinogenesis
in rasH2 mice induced by urethane or
4-(methylnitrosamino)-1-(3-pyridyl)-1-butanone (NNK)

Itoh, J., Kashida, Y., Watanabe, T., Yasuhara, K., Takizawa, T.,
Ueda, M., Yoshimura, H., Hirose, M. and Mitsumori, K.

Journal of Toxicologic Pathology

15(4):215—220, 2002

Promotion, but not progression, effects of tamoxifen on uterine
carcinogenesis in mice initiated with N-ethyl-N'-nitro-N
-nitrosoguanidine '

Takahashi, M., Shimomoto, T., Miyajima, K., Iizuka, S.,
Watanabe, T., Yoshida, M., Kurokawa, Y. and Maekawa, A.
Carcinogenesis

23(9):1549—1555, 2002

Promoting effects of ethinylestradiol but not atrazine on
N-ethyl-N-nitrosourea-induced uterine carcinogenesis in ICR
mice ’
Watanabe, T., Kashida, Y., Ueda, M., Onodera, H., Hirose, M. and
Mitsumori, K.

Journal of Toxicologic Pathology

16(3):139—145, 2003

of 2,6-dimethylaniline on lung
carcinogenesis in transgenic mice carrying human prototype
c-Ha-ras gene initiated with
4-(methylnitrosamino)-1-(3-pyridyl)-1-butanone

Takahashi, A., Kashida, Y., Watanabe, T., Yasuhara, K., Takizawa,
T., Hirose, M., Yoshimura, H. and Mitsumori, K.

Journal of Toxicologic Pathology

16(1):25—31, 2003

Modifying effects of 2,6-dimethylaniline on nasa] carcinogenesis
in rasH2 initiated with
4-(methylnitrosamino)-1-(3-pyridyl)-1-butanone

Minemura, Y., Kashida, Y., Watanabe, T., Yasuhara, K., Takizawa,
T., Hirose, M. and Mitsumori, K.

Journal of Toxicologic Pathology

161(1): 41—47, 2003

Lack of susceptibility of heterozygous p53-knockout CBA and
CIEA mice to phenolphthalein in a 6-month carcinogenicity study
Okamura, M., Kashida, Y., Watanabe, T., Yasuhara, K., Onodera,
H., Hirose, M., Usui, T., Tamaoki, N. and Mitsumori, K.
Toxicology

185(1-2):17—22, 2003

mice
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Time course of expression of 7,12-dimethylbenz[a]anthracene
-induced CYP1A1l and CYP1B1 mRNA and protein in rat liver
Muto, T., Watanabe, T., Moto, M., Okamura, M., Kashida, Y.,
Kanai, Y., Mitsumori, K. and Endou, H.
Journal of Toxicologic Pathology
16(4):287—290, 2003

Thirteen-week repeated dose toxicity
(Artemisia absinthium) extract in rats
Muto, T., Watanabe, T., Okamura, M., Moto, M., Kashida, Y. and
Mitsumori, K. '

The Journal of Toxicological Sciences

28(5)471—478, 2003

study of wormwood

Thirteen-week repeated dose toxicity of rice bran
glycosphingolipid in Wistar Hannover (GALAS) rats
Moto, M., Okamura, M., Watanabe, T., Kashida, Y. and

Mitsumori, K.

The Journal of Toxicological Sciences
29(1):73—80, 2004
Possible mechanisms
oxfendazole in rats

Okamura, M., Watanabe, T., Kashida, Y., Machida, N.
Mitsumori, K.

Toxicologic Pathology
32(1):1—8, 2004

underlying the testicular toxicity of

and



