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‘ To participants \

1. Main Reception Desk

Registration/information desk will be located on the Foyer (1F), Hitotsubashi Memorial Hall (Center
for National University Finance and Management).

Dates and Times: Feb. 2 (Thu) 8:45 -
Feb. 3 (Fri) 8:45 -

2. Registration Fees
JPY 12,000 (Student JPY 6,000; Non-member JPY 17,000)

* Students must present their student ID cards.

* Extra copies of the program and the book of abstracts are available at JPY 2,000 (Student JPY
2,000; Non-member JPY 5,000) per issue.

* Foreign participants applying early registration are requested to show the Registration confirmation
sheet sent by e-mail and pay the registration fee in cash at the Main Reception Desk. After the
payment, you will receive the program and badge.

3. Name Badge

All participants and exhibitors are required to wear the name badge displaying their name and
affiliation at all times.

4. Cloakroom

Place: Conference Room 101 (1F)
Dates and Times: Feb. 2 (Thu) 8:45 - 18:30
Feb. 3 (Fri) 8:45-17:00

* Please note that valuables will not be accepted.
* The participants attending the social gathering banquet can use the cloakroom at the banquet venue
(Josui Kaikan).

5. Drink Service (free of charge)
Place: Conference Room 1 - 4 (2F)

6. Within the Conference Area

* For questions and discussions, please follow the chairman’s advice, and state your name and
affiliation first using a microphone.

* Please switch off your mobile phones or set them to silent mode.

* It is prohibited to record or film any portion of scientific presentations and poster presentations.

* Smoking is not allowed inside the venues.

* There will be no paging service available within the venue. Please use the message board located at
the front of Hitotsubashi Memorial Hall (2F) to contact fellow participants.



7. General Meeting and Board of Councillors

Place: Hitotsubashi Memorial Hall (2F)
Date and Time: Feb. 3 (Fri) 15:15 -

8. Social Gathering Banquet

Place: Star Hall, Josui Kaikan (2F)
Date and Time: Feb. 2 (Thu) 18:30 -
* The social gathering banquet requires pre-registration in principle, but a small number of

participants can register at JPY 9,000 (student JPY 7,000) at the main reception on Feb. 2.
* The name badge have been stamped as proof of pre-registration.

9. Luncheon Seminar

Registration: Foyer (2F), Front side of the Hitotsubashi Memorial Hall
Dates and Times: Feb. 2 (Thu) 9:00 -
Feb. 3 (Fri)  9:00 -

* The desk will be closed as the last ticket has been given out.
* Luncheon tickets are on a first-come-first-served basis.

Luncheon Seminar |

Place: Star Hall, 2F of Josui Kaikan

Date and Time: Feb. 2 (Thu) 12:20 - 13:20

Speaker: Hijiri IWATA (Harlan Laboratories, Ltd., Switzerland)

Title: Some Proposals for Historical Control Data of Toxicological Pathology

Co-sponsor: Harlan Laboratories Japan, Co., Ltd.

Luncheon Seminar Il

Place: Orion Room, 2F of Josui Kaikan

Date and Time: Feb. 3 (Fri) 11:50-12:50

Speaker: Dianne CREASY (Huntingdon Life Sciences, USA)

Chairman: Michihito TAKAHASHI (Pathology Peer Review Center, Japan)
Title: Identifying and Justifying Stress in Preclinical Toxicity Studies

Co-sponsor: Huntingdon Life Sciences Inc.
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T Principles for the Risk Assessment of Chemicals in Food as Applied by
ﬁﬂ;ﬁ?ﬁ FAO/WHO Expert Meetings

Angelika TRITSCHER

Department of Food Safety and Zoonoses, World Health Organization

The Joint FAO/WHO Expert Committee on Food Additives (JECFA) and the Joint FAO/WHO Meeting on Pesticide
Residues (JMPR) have served as scientific advisory bodies to the Codex Alimentarius Commission since its inception in the
early 1960s, to member countries, and other interested parties. Previous general guidance for risk assessments applied by
these expert committees were published in the late 1980s in two Environmental Health Criteria (EHC) monographs, EHC 70
(Principles for the safety assessment of food additives and contaminants in food, WHO 1987) and EHC 104 (Principles for
the toxicological assessment of pesticide residues in food, WHO 1990).

Considerable changes have taken place in the procedures and complexity of assessments of chemicals in food since the
preparation of these monographs. There have been significant advances in chemical analysis, toxicological assessment, and
risk assessment procedures, and JECFA and JMPR have developed many new general principles. In light of this and the
recognition of the importance of internationally harmonized risk assessment practices, as well as the recognition that the
evaluations performed by JECFA and JMPR serve as the scientific foundation for international food standards that are of
increasing importance within the Codex Alimentarius Commission and the World Trade Organization, FAO and WHO have
undertaken a project to update and consolidate Principles and Methods for the Risk Assessment of Chemicals in Food, which
has now been published as a single extensive EHC 240 monograph.

EHC240 contains the following nine chapters: Chapter 1: Introduction, Chapter 2: Risk Assessment and its Role in Risk
Analysis, Chapter 3: Chemical Characterization, Analytical Methods and the Development of Specifications, Chapter 4:
Hazard Identification and Characterization: Toxicological and Human Studies, Chapter 5: Dose-Response Assessment and
Derivation of Health-Based Guidance Values, Chapter 6: Dietary Exposure Assessment of Chemicals in Food, Chapter 7:
Risk Characterization, Chapter 8: Maximum Residue Limits for Pesticides and Veterinary Drugs, Chapter 9: Principles
Related to Specific Groups of Substances. Included are also a number of annexes, most importantly an extensive glossary
of terms, based on existing and agreed definitions. The principles outlined are applicable to food additives, contaminants,
residues of pesticides and veterinary drugs. Special considerations are also given to substances consumed in small amounts,
such as flavours or packaging migrants, and substances consumed in large amounts, such as ingredients and nutrients.

Details will be presented on the content of each chapter, illustrated by specific and practical examples. Focus will also be on
special considerations, and an outlook given on further advances in chemical risk assessment.

EHC240: Principles and Methods for the Risk Assessment of Chemicals in Food, WHO 2009. http://www.who.int/
foodsafety/chem/principles/en/index1.html
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Evaluation of the Usefulness of MicroRNAs in Rat Hepatocarcinogenesis
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AR L2, 612, MEFRTLEA L T2 miRNADOHFIZIE, HAZEOIFHBBESCHEICB W TOERHEL T
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The Role of Gap Junctional Intercellular Communication in Rat
Hepatocarcinogenesis and Apoptosis
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——— WntYIHILIC kDB LR OEE I ORI
WS-03

Role of the Canonical Wnt Signaling Pathway in Proliferation of the Gastric
Epithelial Cells

FH BEX

B FoRE: MRSkt ¥ —  BERSE

[iZ 2] BREICB VT Wat/ B -catenin ¥ 7 F VIR DSTH AL L T b Z &85 SNTB ) . BIEEEDFEKO O
EDOTHBEEEZLNT WA, LYPLEDH, Wity 7 FVOGHALSBIEOTA - #HERIZED L) IZHGT 5 H.
ZOWBIZOWTIERERH LR L 2HHE v, 22T, F4ld, v~ 7 A0OH FEMIIZB VT, B -catenin DFFEIZ
L0 Wnt ¥ 7 F V& RIS L. BB X O RIS E 2 E L [HE] KR4 20 v ofkhbic
&£ V) (Tet-on system). ZZEH B -catenin DFEH % FE W fiE 7% B -catenin inducible ¥ A % v 7z 5505 7THiiD~ ™
AN RF A7) v ESHFEKES L. BEBRE £ O PIIR % MR 10 B & OSBRI L2 AT L 720 & 512,
BT HEBOZILIZ OV TERPCRIZ KL D RIT L 720 [#2R] B -catenin DFIEGAEIZL Y . KX 427 v &5
L7z~ AOHERB L CHWPIIRIZB T, B -catenin DEFEDFAD HL7z, B -catenin DER L, H IR OB/
R ETol ERMB TR SNz, 720 EEPCRICE ST, FEIVH A7) 251255 B -catenin D5EH
FEDER I Nz, 8512, Ki-67ORIEREIZE ) B LMo EET 2 Lz e 24, BEE. PRI
FTIUZBWTH, FXIH A7) v &G Lz~ 2I2BWT, Ki-67EMEMROA Z 225880 57z, Ki-67
PEMIARIE . W2 & B/ I8 L CBig s, BUES CERBO SN o7z, LA T, Wat ¥ 7 F VoG L
ASHIREETE BT BNE, M OMEIC L > TRA L Z EARBEEN [EE] Wt ¥ 7 F Vot iz, ik
WA TLET A2 LI2L ), BIEEEICHEG 352 LAURIEE N7z, BIfE. B -catenin ZFHE L 72 B I2B1T 2 Wnt &
7 F IV ORERE T OB E TR TH Y . TOMEEL DL THET S,

m AR E M B R EREE NADPH oxidase MEZEI(C & DRI IREEREHINE]

Inhibition of NADPH Oxidase, an Endogenous Superoxide Inducer, Suppressed
Progression of Prostate Cancer

$BARER

DEERTIILRSY: REEBEEANZER  ERmREmEL, 2R B LA v v v —  JWELESITR

(B A] GRS ZBRE OB R R ISR 53 2 52D 1) . IGHEERR O AR AR EIHNIC NS L& 2
%o T I T, FAGNRMEOEERERFA L% THh S NADPH oxidase IZE H L. ZDOIHEH]ITH % apocynin DAL
PR B & OMERISER R 2. 7 v a2 AR TRRE 7OV TRES L 72,

(] 7 > Fadr v RS v bRZBREMIERR PLS10 % . HEX — M~ A FEM L. apocynin % 10035 & OF
500mg/L DIREECTHAIL G- Lze BME2HE2H 1 HB X ICBAEEZEOFHIEZ 75 L L b2, 4AMORGH# T
2R IR L MR B & OVl AR DERREIR A & L SR BN I ET L 7o RIS 3 SRR MR L IR AT 47 o 72
3] e TRAEME S 2 L RFR & & B ICR L, dFHE#EIC I L Capocynin$%5- CHE A O INHE]M % 720 72 flokm= R F
EOWIMIHEH TR SN o 7z, i BRIEORBMER X, apocynin FlmAKAFEOHM /N R0 72, BAEIEE
WNIEEIEHE O EIA . CD31 Z4RIE L L 728 A IS B & Oki67 HiRIC X 2 MBS, apocynin$e5-12 & 2 ¥l 2
Bw72o TR D=V AOEEIIIREM TED 2 H o 720 WBRIILBAEN 272D 72 b DOFERE IR -7,
[#%%2] Apocynin!Z & 2 Jf# 8 & OBES M OWEERH 2 300, AIVIEDORREL 2V 1G2 LE X b, Sk B
ATINDRRERE T L TFETH S,
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ErFORECc-Ha-ras NSVRY T ZwvoSw MeRUCSBEMERD A
WS-09 =7 lomscrmEsEERFoRE

Establishment of a New Invasive Urinary Bladder Cancer Model Identification of
Invasion-Associated Protein Using Human c-Ha-ras Proto-Oncogene Transgenic
Rats

nE

KRBTSR b IR A B EmEL

FEVER DS A OFBIGHE - FHIEORBIIIERBWE TV OMLLLETH L, RIFFETIE, FLEIRIFZE
PEBEDEAS AN IR S 2 IR EERE AT A E TV 2R 5 72012, Mtk 70 bRlc-Haras NS v AV 2=y 7 5
v b (Hras128) & VT, 0.05% N-butyl-N-(4-hydroxybutyl)nitrosamine (BBN) % 8 i [l /k#%5-% 0.1% phenethyl
isothiocyanate (PEITC) % Ji£fH#%5- L 72 #£ (BBN—PEITC #£). PEITC—BBN#:. BBN Hijliix 5.5, PEITC H.
BGMHB L ELEROSTHICSTREEBESAOAEREBRET L. ZOME. EBREAKBKI6EIZE VT
BBN — PEITC # Ti R AHE (IR B LR IS LR S A D338 5 1172 (62%. 0.9 /L) & &5 5, Hrasl28 7 v b
B TREMEBEESAZFHE ST S ICIEBBN=PEITCIHOHG RS o L b FTH S Z EBHL NI R o720 KRIZ,
MRS AR T % A58 3 % 72812, BBN—PEITC T3t L 72 IEREIERIE S A & BB RS A D& 2 126 L T,
EFEREY 2 ba—L & LTHWZ T80T 4 — AT ATV WE % ERE L7z, ZofE. BEEREkSA T
DARFEFERT L5 37 % 2FHFE L72e £ 9 B, Carbonic anhydrase 2 (CA2) I RSEHRZMICZH . 2 DB
IIIFZEAA L B L CREEPATEME R L. 512, b MERSAICBI 5 CA2DFBIUHE X Ta, T1. T2
BLOUOT3ITZENZNI10, 17, 0B LU8I%TH V) . HEEIMEDICONTEEIHL Tz, DEX D). CA21ZEM
MADFIZEKN T T L WEEMARIZ S N7z, F 72, Hrasl28 T v b % 272 BBN = PEITC $%5- 7V 3z 1%
WA ADFHWEOBIET IV E L TCOERMEFFTE 5,
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— RMRCNIRRRT EREICS ! BT —h—RIRORRR
WS-06

Expression of Diagnostic Biomarkers in Central and Peripheral Squamous Cell
Carcinoma of the Lung. Are They Different?

12 Bt

B LR R ke

BACKGROUND: Presence of specific biological characteristics and specific targeted molecule is critical to judge use
of molecular target drugs. Also, examining high-throughput technique such as tissue microarray is important to predict
positive and possible adverse effects for disease of interests. Lung adenocarcinoma has huge progress for current semi-
personalized therapy. But squamous cell carcinoma (SCC) does not have effective molecular target drug. Referring to
recent reports, pSCC may be biologically different from cSCC, but the evidence is weak. If they are biologically different
pemetrexed and bevacizumab, currently prohibited drugs due to strong adverse effect, may be useful to pSCC. DESIGN:
50 cases with SCC resected by lobectomy were collected. cSCC was defined as a tumor from trachea to segmental
bronchi and pSCC as in more peripheral location.Tissue Microarray containing triplicated 0.6mm cores from each
case were composed. Immunohistochemical staining for CK7, TTF1, p63, CK14, Napsin A, CK34 § E12, CK5/6, and
p53 were performed. Levels of entrapped pneumocytes inside the core were also scored by observing CK7.RESULTS:
Immunohistochemical patterns were identical between ¢cSCC and pSCC, and none showed statistically significant
difference. Observed single difference was a presence of entrapped pneumocytes highlighted by CK7 predominantly in
pSCC (p=0.04). The-5-year survival showed no difference in the prognosis between ¢cSCC and pSCC.CONCLUSIONS:
Immunohistochemical patterns and survival are not different between cSCC and pSCC. The central and peripheral SCC
may not be biologically different except the ways of proliferation.

——— (L2YEEIS RN DNA K in vivoRBITEDIBEE Li—y —BIEFEA
WS-01 s=w~onm

Development of Analytical Method for In Vivo DNA Adducts and its Application to
Reporter Gene Transgenic Rodents

AH B

I3

SEEHE s TR ZERT  JRELER

LC-MS % LC-MS/MS TIEHERD 32P- K A kT NV X DNA M IHA DR SRS E S DL Z &R, EREERE
HHRBT DT RETH L 2 D5, TNSSHEmEE V72 in vivosbEH T O DNA A E B RATEDEH ST b,
—J VR=% — @ TEASY % A\ 72 in vivoZE RIEERBI LW E O KNS 2 ZE L 7z allii Y —
Ve LTHIf SN T2, RIFETIL. DNAMIMA & #n T AR L R —MAE, FA—EaaClEss2 812k, 1k
DS JBAE IR B 5 TR BRI OB EZ BIIZ L Twab, &k, 7H A0FEMC) OIS THh 5 IV
2D UIHEMR (LuP) E /RO A T T— )L (ES) I220WT, ZAIIMED SRR S A 2 LFMICER L, #iak s
D RIS % LC-MS T #2. NMRIZ X » THERE L72o 720 LC-MS/MS 2 & 2 ST 4O a2 17\ in
Vivoik B COE R TR O Z 1T 5 720 LuP 55 13dG DO N2 L OFdA D NGO HIEZ . ESHH i 2 E T
HIN TV L 2O AGHIMEIIMA . dADNMLDOFIMED LR A B 5212 L7z LC-MS/MS % FVTHESE L 7258
WA, 10 E ORI ICEEO L v TEWERNEE & QIR TH o720 S50, INS{LEWE gpt
deltag v hHDHWIF~ 7 212G LT, BV AEMIEZ B 5 R DNAMN AN 72 5 N2 L R— 7 — @571
TERMENT % K L 72 LuP % 4%5 L7z gpr delta 7 v M OFECTIE, LRE2HEOSF RN IAI R S, £ 7-MCH#%
BREICBWTCHRBOMIEI R S, MCEBEREVPABBENOLUP OG5 2R RTRERE R o7 LA L, gprZE
BARD AT N T AFNT TR ORI FE—MED D 5T ZOREPARFAOMOME R EDORS- b/RIE Sz,
F720 ES% &G Lo~ AN Cld ST O R AIMR S S 2R MIc eSS ot Sz, LarL., gpriifn
TEREFEIIIHAS 22 HEERAEEIRO 5N TB 59, IR E & #Efn T EREEORWHBEICOWTIES
HOWIFERE & L 72w,
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FIERRINEFREERDAICHT S04 - il - ERIEEYRAM
WS-08 HESIOERERICSITDIEY T RT ¢ v ILE(LDOES

Involvement of Epigenetic Alteration in the Enhancing Effects of Chromated
Copper Arsenate on Ultraviolet B-Induced Skin Carcinogenesis

Chromated copper arsenate (CCA) contains arsenic and chromium, and has generated public concerns over possible
risk of skin cancer. CCA enhanced ultraviolet B (UVB)-induced skin carcinogenesis in a dose-dependent manner in
SKH-1 hairless mice; particularly, CCA increased the incidences of moderately/poorly differentiated squamous cell
carcinoma (SCC) and 8-OHdG levels of epidermis. To clarify the mechanism of the enhancing effects of CCA, gene
expression profiling was performed in the tissues of epidermal hyperplasia and SCC in the UVB+CCA 0 and 90 ppm
groups. Microarray analysis and quantitative RT-PCR demonstrated that CCA overrode genes involved in apoptosis,
DNA repair, and antioxidant effect, all of which were enhanced by UVB. Next, to elucidate the involvement of epigenetic
alteration in the gene expression, we quantitatively analyzed DNA methylation and histone acetylation in the CpG island
nearby transcription starting site of p53 (apoptosis/DNA repair), Nrf2 and Msra (antioxidant), and Oggl (DNA repair/
antioxidant). As a result, CCA hypermethylated CpG islands in Nrf2 and Oggl, whereas CCA tended to increase histone
H3 or H4 acethylation levels in CpG islands of p53, Nrf2, Msra, and Oggl, suggesting that the regional DNA methylation,
but not histone acetylation, were related to transcriptional silencing of these genes. Additionally, analysis of global DNA
methylation status revealed that CCA enhanced global DNA hypomethylation even at the early stage of carcinogenesis.
These results suggest that both regional hypermethylation and global hypomethylation may play important roles in the
enhancing effects of CCA on the skin carcinogenesis.

——— XU5 M EYYARRBRDAMEORES
Ws-09

Possible Modes of Action Underlying Ochratoxin A-Induced Renal
Carcinogenesis

Bt X9r

H

5] 7% 58 ot B n AR SE T PR

HEHELTZTFEFT A (OTA) EFIICHEHT AT 0 AKR— ¥ — %/ LI BNEIRE & /T, S il B Rl
(S3) NDOERAVRIBENTBY . REMZEWE T LEDAWEE LTHLNTWAE, L2 L., SR REN%
IRER NI ED S OTA DFD AT IR ZHIEIZ 2 o> T v, 2 ld, OTADOAE T HEVAFRMEICER L, 2200
LAR—% —BI5T. gpt’e &N red/gam (Spi’) % 3B A L7z gpt delta T v MIFEPAHED OTA 245 LT, BEEN
O BEE IS BT B in vivoZR REVEFFI 2 FEhE L 720 2 O, BB CIREREMIIZEO SN hh o725 00,
IS ARENIERAL T 5 S3 % G LGV EIC B VT, FICREEREEZ 5N L SpiZBRIED LA D bz,
W, MR BT RBUFT R LD . OTAR G X ) BBEH T 2 #n T2 B R R OB S c i L,
OTA FEDS ABFERINAR 2 BIZFHEORE & R A7z FEIBTI796 M, BB YV C 1726 8 O B E B @ (n T %
WL 72 (P<0.05. fold change =1.5), DWW, A TIIZILIIFRD H N FHEIHEIZB W TORIEB L 500
LN7EE T L LT, DNA ZESHYWHEE B4 5 (Chekl. Radl8. Bripl. Bree3%:) . HFEMIEHEIZEI D % (Cyclin
El. A2, BI%). DNABHILE %L 72 G2/M arrest H5 2 (Chekl. Weel). Bel-2 family (Bakl. Bik). ¥
WHIE(E T p53 2B b B (Phida3%s:) BT HEDHII Sz 2N S EET D% < idreal time RT-PCRIEIZE VT D
mRNA L )V OF E 2 JEEBEN D 5 WL D DR E 720 OTA DFEHY ARERIELIZ BT DNA ZE #8515 R
R TFOEBD RO 5N/ L, OTADHEEMAZEETE T 5 KL EIIDNA ZEHUINZOBEBIRICE LT
WATREMEDSR SM7ze T 7o, DNAEGICEE L 72~ Q@R FICEBP RO N2 &0 5, OTAFRKBEIES AR
FEIR T 2 BEmEA 7 = A A OB 5%  RIE S,
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—— FRAERRIENS F GPC3 DR
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Functional Analysis of GPC3 as a Target Molecule for Novel Antibody
Therapeutic

hNEE EE

HAMREE (B) A VERTZEET

PURESRBHNL, RENL G TENERGO—DTHDL I b, FOENGTORKREZ BEYIIERT 5 2 & AT ESE
B OB TEE & & b For XBE MRS L @ heparan sulphate proteoglycan T % 1) €% » 3(GPC3) 7%,
FEMIRSE (HCC) D 70% UL EICFH T 2068 - BPUETH L 2 L2 b, TNEEWE LTRERSORIET TH 5,
— T OGPCIDAEWFIIEFEIZ OV TIE, HEDE ZARHLE LSS NI L s, FEHRFIESERE CIE, FIWE
PIEEA 7 Tk JHWC, HCCHGPC3 2 BT 5 Z L DEWENEROR 2 Htlr C& 72 4k, T GPC3ID
HCCHEBNZ BT 2 B 2 M3 L. FBUESIZ I MEE LoBBR A RT 0L, BEEHAPAEHZ L 005 %
CEERWEL, ZTOGPC3DFEFEBICER LT, N EMHMT 2T % LEBAM THEME L7z 25, GPC3
DIRFEBIEBNZ BT, BHENICY 707 7 =V PEHRBELTWL 2 L PSRN h o7z, £ 2T, #% GPC3
ZRILL TV WHCCHALMAZIZ, GPC3 %A L7-flatka/ER L, Mikk%E B AL~ AN L CTH7-IES;
BWIZBWT, GPC3OERBHOFEL, ~ 707 7 =TV ORBRNABIEL72E 2 A, BKRES & REEOBEMNIFED
720 EDKENSL, O T A% ETNE LT, GPCIEFEBUIM - TRMMPIEEL T A7 77 =20
W FREEE ARG L7 SSR R OEF 2 I AR i S Tw b, bW S tumor associated
macrophage (TAM) OFFEICE C—FT 52 L2 R\W/Z L7z D EORH, S, HCCHAGPC3 ZRHEH T4 2 & DA
WHFREROL R EL—ERIE, TAMOBIEICHLDDEEZ N5 M5, 5T IEHCC DEETIH 7 B SEEE )
BT THDHIEDREINT,

—  _ Thioacetamide 5FFES v FRMIEE(CH (T S EREHE FEFDFHIR
WS-11 oorquvs

Expression Profiling of Iron-Regulatory Factors in Thioacetamide-Induced Rat
Acute Hepatic Injury

HiE Kk

RBUFILREE: BRI

[B] e, BV MR T- & L T8 (hepatic iron overload) 257E H ST 4725, FFEEEIZBIT 5 S5
£ OFF LIS AN I AN AZ . RIFFETIE, thioacetamide B8 S PENTREE 2B 1) 2 SFEELRET N T 0 S8 BhE &
A, — PO SAHEE 2 BT 2 SRETR TR ORE 2 HET L7z [FiE] 78O #EF344 7 v+ 12 thicacetamide (300
mg/kg BW) % HRIEIEAPES L, 5% 1082251, 2, 3, 5, 7, 10 HIZHFIES & OFAY M (i) 2546 L7, I
A ZAMATE 320 SRR 2 (EEL L, HE B¢t e & ONIHERR Gt - SR8t 2 5206 L 72, IFYMIG 3220 & gk, 1
HHIMEROEREZITo 72, FFNIIGEL HV 7228 PCREB L U8 Western blot 12 & 1) S HEERNEN KT O F I E)
REA AT L7z, [RR] HESCld, #5851 H 25 Mo /NEROTEEIE, 2~3 H 2 5 /N EHLGERIZ R O 24E
MIFREEAFEO SN, SNOOFFEISAA LY L, 10 HIZEE L7, miEkIIHS%IACTER L, 2A251EH
LAWICIIE L7z, BFIRERIS3E 5o H Tl L, 7HA5EE L7z, hepeidin OFHIdHx 5% 20 % ¥ — 212 L&
L, Z#UZPE-> Ttransferrin receptor 1 & ferritin subunits @ -5 54172, 3 H H Tl ferroportin @ _LH- 25780 &4t
72 [(BREIFEEICES T, — @0 SRR 2520 57z, SGH D key regulator T % hepeidin D83 A% HuliZ,
BROMBTNIL Y AH - BFEATTHE L, TOROMIBIMENIZ LD, FHEsE L NOVIZIEFIZRE L 72 L2 6.
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——  FIERREEAESIC LR ORECRT DR
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Effects on the Liver Induced by the Phase Il Drug-Metabolizing Enzyme Inducers

HE RZ
H—=dt (W) metERETERT

FEi& T OFW 1L cytochrom P450%5 D 55 [HHI# S & glutathione S-transferase 55 &5 TTAHRESR O 2 B s o (G SO A
5% 0. LAY OHEEFMEIFFICEE LS RZLTWD, L2 L, SIHBEEFLICBT 5 FEOZELIZOn
TR INETIZZ ISR ENTE TV DAY, BIHEEE O AFE S N6 O RO ZAL % Fll 2~ 721 5E
3D, AREERTIX, BIHEEEFEA & L Cbutylated hydroxyanisole (BHA) 3 & U°1, 2-bis(2-pyridyl)ethylene
(2PY-e) D 25K % Fiv> . S TAH & 88 TTAHEE SR O W 5 % #5359 % phenobarbital (PB) 12 & 522 b L T 2 2 & T, BFlE~
DGR L 720 11EEOHEF344 7 v MZE T 14 H#S L72 & 25, BHA, 2PY-ef G & b (PR E S
DEANEFED B 725, BT HAMBANRAE S F o, BEEWEITED bk d oz, TEMRILAIRA T,
BHA. 2PY-e#GHEE b I T v P OIE TIEFEI L 2V GST Yp7A', Zhgit, /& s L OHLET
FHE SNz, BrdUE#IC & 2 ARG % -_7- & 2 A, BHA, 2PY-e#% 58 & & 12#%5-3 HIZ B\ TR
FEIEYE O — @O HIINAA S 4L, iBrdU Uik L HLGST Ypbifha Flv 7z “HEG I L 0. F/NENOEAICE D S
3. GST Yp B PERFHE CHFETETED TV & & AVR 8 172e GeneChip® & R ICHESIKE) (2D-DIGE) 12 & 2 M%)
WMiFEatrozb 25, BHARGBECITMBELE - 8. > 7 F Vg, SEREEE T2 & oM micEEs 5
BIZF - 7 YT HOREBEG 1~ 2 HERIC—8BMIC8B A L. GBI IR & 2 fEfa s fire s & %
formyltetrahydrofolate dehydrogenase ®¥¢5-4 ~ 14 H TOIEBIEINHFRD S 7z, Lk, SEUAHEEREF LI L 2 R
RIFFEIHIBEEIEIC & ) B S, GST Yp B2 il i Ic B L T b 2 EAUR S N7z,

= T-2toxinSEREOEMES MY

WS-13

Hematopoietic Toxicity of T-2 Toxin in Mice

BxIET
HH 3 = 22588 (1)

T-2 toxin (X Fusarium BEEIZXI D EASNLE M) a7 VAL TN F T 0 THDL. ZOXA T NF T /IZiHRS
N, FHOBERIZE 2 FBLUREOTHERAPAZH TERESINTE Y, AREA LS CICREEE L
BELMEL L >TwD, T2 MRy 2k amaEEike LT, ) o8 - BIRAREEEE MboaEE ik,
BB R EAME SN TWDED, FORRERIO A H = X LNAIARBE L HAL WZFDORRERIO A 5 = X LIIEAR
W2 AL, FacA DT-2 toxindk G-~ 7 ZADOFHMEWED S, FOFMERBUCT R N — Y APBEET 5 2 L5 01
o TWwWh, SHEIET-2 N2 roEMSHEHFEB L PZ0OH AN =X LIZOWTHET 5. MOICR:CD-154~
AWZT-2 b ¥ 2 v (10mg/kg b.w.) ZREFEG- L, #%5- 43I % T CRFIICE 2 5M L, RS - R4 bnik
7, BRRAES L ORI (e, M, B8, P 2Lz £72, HFRICBW TIEDNA~Y A 7
07 LA %W E8 TR 2 £ L 72, 2o, T2 M2 VRGETE, RMEREICZSHIRO SNk h o
7o, FILERE B X O VBRI G- 6 I LIRS L7z, F 72, MR OB, BEER/ST 2 =5 — (PT,
APTTOIMER, Fg Difi/d) OZEd), ik O LR (AST, ALT) o8N, M EEHAERIFLR/NT X — & — Db
7 & BRI A LR E O L& 2580 b L7z, RSO T, MR E ) v o8sk, RERMEEAN - B
BEPI O IE MM 7 & VISR Bz, B Tl ARFECRAIG, RPJERERE X OV v S85kavd L
TV, BVEREERICIZZ bR, SREEEOB B FRICEE L T0 b 2 EDHLMI R - 72 Y~
TNVEHWIZDNA~YA 707 LA & W72 #n TR R2 S, TRV AFEIINMZAT, T2hF U1K
B EMEA B HEEH & MR g E R E 2 TR 5 2SR &7z,
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——— IYREHREICHSNHFEEYEICET 315
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Studies on Eosinophilic Substance in the Mouse Nasal Septum

TE S8

SEEAT A I VA (B ABRBIgEE Yy —  REEIEE

(]~ 2 TIE, SFBICBCCHFREMEOLENTEEFICRDOONL. WETIE, ZoPHEIT7TIOS FE
I TWEA, ard—Ly FRERPEMIPEZEMATEOZ L 2B L 728G 32w —77, R ED
aryI—Ly FROIBETHLIEEZRL, 730/ FTHLILeBELLHEE DD LD, TRLHEICIBNT
LM ABENEIZ SN TESL T, ZOWHICHT 21HEHRIIP RV, 22T, MfkFis X CEBIZREY I Z OIFR
HWEIZE S A HE 21T 72

(RER] R BT 304 FTidAa L, EEHE L Bbn2WE (BEIERERAWIEEBELWE) BLaT—
TUMHEIC L o TSN T WD Z eI L7z, 7z, MRV EIEAE ZEMM LB R TH 5 Z LhVRk S /.
BEMER L RO WHEIL, #eRo LEMIBIC X o THEESINL Z L, BIUEE SN WE T # 5 0 EEfigo
AR L 72tk MBS L OCRIEBE RIS 5 2 &2k o> THEICBITT 2 2 LAVRR S,
TFERIE M E DAL D A SN D 2 & (FHEETHAUIME L ) SHETE), Il D LA ORIZILRR
DH3d D B~ 7 A TIEER L v (HECIX58 MG E T2, METIZ3MME T TICE—27I1EL, ZNDREOBREITA
SN\ ZEAHBIL7:. £/, BEROWMEL L HFEOKERD S, HFREWEOWLE T ZHFRAZBRT
b HREMENE 2 b7z

(% & D) HFMRMEWEITHAROMEANTIEZ CHEICEELTWL I END, 7o 0E Y ZHETH S PRI
LTEMT A2 3w lbnd. LA Lo, ez LaMos 2o Us LT, iR ERziigic

LRI E DA B L OB ERE SN A WRIENEZ 5N 5.

U VBAEROBIRIESIC£25 Y NOBERRFREOHE
WS-19

Pathological Studies on Glomerulonephropathy Induced by Bolus Injection with
Dibasic Sodium Phosphate Solution in Rats

TE ¥
SREP A (FR) RIS - BIZERTSERT

) UEREII IR EFN SO RS 5 WITREESHEA S LU HRAINTWL, ) VB2 7 v M4 XIZKRERD
W59 2 L IRMEANDOHIKIEEBESE LA LA H T2, V) VKA 2 EIRAE S L7284 OB 315
BRI M5, RBIFZEIE, Ty MIBITAETY) VAKEF MY AKEE (VLT V) YA OFIRAN
PG X 2B H O A EEY A HIYTT - 72,

MO, 1, 25, 2508 L U360 mM D) ¥ EEKET O 2 8B FABEIRAEG12 X D, 250 mM UL o @) v Bk
TIDSRIREEE L 7 NI R EFEREIT LRSI L. VT, 360 mM Y VERKIATE 7 Bl B & 085
I SAEHE G-I L, BB L2 MR L7z, %530 HUBER Y o8 7 BB Ase 0 U fRsl s £ CRise L 72,
mPG-HClE, BHEIICR Y~ CEEB X USRERMK LRI 22 A 500 Sz, MRS, AIKEEHDY 3 H H#
HSBIIER < v TEERBIOSREMEERICIRBHICE S, 73 L <138 &G I RERMA 22300 57z
7 0 BHEGBICIR RS B £ OIS BB R Z L3320 BN o 7208, BEED~— 7 —#ET (Kiml, SpplB
L OA2m) OFBA LA L2 512, SR YBKEERGICL Y FR SN BEEORBENE L BIHGI2X 5
WRAWRE L7, 4RMO) VERKBERREGICED, v otk 70— PREGEBEOFBRGERICEM L -GN 2Ry ~
X7 OQYEIN, A, EIRIMES L OHE - IRHERZE %0 ) REREREED RO Sz, F72, SiREOY Y ERRETN
BeGI2 X ) B ICEEE SRR R, RS D RRRERY, TRV IR T, R BRI E R R R L SR S
WRTHZEDRENT.

KWFZETIE, V) YIBAKBTHEOREICKELTT v MCBWTREENDRIKIEENREET L2 2R L, Sk o~
BRI ETE O AZERIRPIFZ G112 L ) e ot 70— BIERFEEMORET T IV E T v N CEIMISIER T & 2 gD
TR X7z,
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= Ethylene glycol monomethyl ether, Atrazine & & U Bromocriptine [C
WS-16 «&p&ERENZS v FMEROREDHEZHIFHICONT

Morphological Characteristics of Luteal Toxicity in Rats Treated with Ethylene
Glycol Monomethyl Ether, Atrazine, or Bromocriptine

KA B
T (bR Sk s AR

[E1%] Ethylene glycol monomethyl ether (EGME), Atrazine 3 & U8 Bromocriptine (BRC) i%, T v F O#RIZHELE
HZELx 725 TINEBUEDE L L THSNL, AL, BE27HARFEEZIZBWT, EGME B L U Atrazine 35 T%
PRI CH RIS % K23 2 &, EGMEDIHERIZOENT42 L8, %5 PICEGMER 715 75~ (PRL) 47
WA LT RIS AR R R L2 AWIZETIE, TS 3ODINEBHEWE LT v PRI RITTIRAE
B R s 5 L 2, EGMEIC & 2 A~ EIEN 428 %, PRLWMINHIEN % 49 % BRC & O ff Fif%5-
b: J: D ‘/C*%_?'ﬁ? Lf:o

(] 40O IEFERN % /R3E#ASDZ v FMZEGME (300 mg/kg), BRC (2 mg/kg), EGME+BRC ¥ 721
Atrazine (300 mg/kg) % 7 H H#%5- L, UMD HE et AR B8 X OVE T BB % % 0 L 72,

[ 5 - #Z22] HEgxEABIZI2 X ), EGME®, EGME+BRCHE:, Atrazine BEO 4T O MM THE AL IBAAS,
BRCE: THEAAHOBENAZED 5172 EGME#:, EGME+BRCH:DS X O Atrazine BE D IE AT AT, M2V
% SR 5 5 A 7 (Corpora Lutea Type I: CL 1) &, #FERIETHE L -AIE 2 #4244 7 (CL 1) @ 2FHFH AL
XN/ EGME#SHTIZCL I, Atrazine ¥ 58 CTIZCL IO & EmD o 72, B HEMBEEOREE, RIS
THRIESD) o Bk Clx iR, WHE/MIE, I hasy ) 7804 L Twizollxt L, EGME#, EGME+BRC
HB X O Atrazine HEO CL 1 TlX, JEBFMEHZ < B0 57z, EGME# & EGME+BRCH# o CL 11T, #HE/MIAEK
DL WEEEDFDO S NT25, Atrazine O CL 15 X O'BRCHEDE A Tl BHE L iz | TR 2 2 LA A 5 s
rotze P bEX Y, EGME B & U Atrazine IZF K721 T2 CIHBEHICH IR Z 725355, FNFNOILREFIIE
TR L L EDRENT, 72, BRCEDOHHTFTH EGME R EAMBE P AKE 722 &5 5, EGME XA
*xf L CPRLAFH 72T T BN SIEM T 2 W Hetk 2R Sz,

-  AYVERASI, RU486IES S v MIRRBICHI(T R[S FHEIR
WS-11 -ozr7quvs

Transitional Gene Expression Profiling of Ovarian Follicle in Rats Treated with
Indomethacin and RU486

$PH #RER
T AT T ARERASH e

[H] HE0 - HARILOMWAETIEE  D#EfET - Pathway 2 —#MEICEALT A2 2 & DHONTWE, f1 VY AT
(IM) & RU486 (RU) 17 v + OFEIHERIHNCHIAIE G52 L IR 2 HE L, RN RINL L FET 5%,
MRS HIRIE R R 20 T2 5 IMEG TIZER ML, JEA OB R PSAWRIZ 20, w4
LR WHIERECTH D DOIZR LT, RU4SKHEG- T2 N 6 OB FUTIAR ©, fafkov/ & 79— 700 I LRz ko
MGG EET 5, SR AIZIMBG KR ORUKS T v b ORI S L2 RNA % f#iT L, #fzT588 70
T ANVERE L, [J73:] 9:8#O Crl:CD (SD) AMEMET v MZIM (4 mg/kg) % W IZRU (100 mg/kg) % 5815 I
M 15:00, 10:00 2 ZF N2 NEEREOPG- L, SRR 220 (FEINHT), Z815 81 10 B (HEUN#2) 1245 3B D INIE % $REL L
Too BASYIR AVERLL, 79— 700, IR % Laser microdissection CYJH L, total RNA % filiif%, Affymetrix
# GeneChip (Rat230 2.0) 12 CHEIE T T — % # IS L7ze R & B2 1 RIH 22 Br o I CIE IM $ 53 © 244,
RUB:G-H - 768725, FIEM 10RO Il Tl IMPL 58 © 283, RUFLS-HE © 1224 D probe set AMEALE X BAHE 125 L C
BRELEE R LIz, 215 D Probe setff % Gene Ontology Database (http://www.geneontology.org) {2 & 1) HEJN & B
WOBH LTI — (KIEEE, & o870, MEHE, TRERH, A704 FHEM) (2580, il L. #
OfEF, RUHZGIZ LD Adamts9, Edn2, IM XU RUDHEGIZ L) VEGF & &, #RI & OB #ly ST 2 0
RFOFEBURT MR I N2 Ln s, ZOEBSRIIIPEFGFEOMFIEHTH L LE R Nz, 4k, SHAELN
BT PRREED X 7 = 2 5 OBEIZOWTRE 2 o T
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———  YRISFURRSv NERERLICST D NILR=VORIRE
P-00T smisuesmias oBE

Calponin Expression in Cisplatin-Induced Rat Renal Tubulointerstitial Fibrosis, in
Correlation with Myofibroblasts

OFix R, #HiERSL, 8 %, IWF LE

PN USRIV NE N o e B e S R o

[H ] BEHEILIC BT, AHESE IR IR 2 BB B¢ 2 2 SIS X D IREDOMAT ICHEE 2 58 2 5729, B
HHELIC B WIS, MR IS R B OFMESF M 2 . Ao LI R A MM~ 5 £ ZE 2 51T
Wb F7o, BEEZZRME RO R R (EMT) %/ L 72 @iddfESE ok b s shTtwnsd, L
L. FOFEMGIEETEIIARETH L, WVEZIE, ANVET 2 Y - F-T2F 2 - bARIFTI U ERETS
BN RICEB T 25 V0 TH D, Al BEERMELICB T 2 VR OB %, Wi
& OB CRIEMMILFARNBIE Lz [HEE] 6 EGHEF344 5 v M2, Y AT T F v % KIS (6 mgkgfAE) 35
L CEMEMMILET VEER L2 &% 1IH2560 HIZBWT, BRENIZE 23R L72e PLP-AMeX{#EIZ L S
M - A AL, /S5 74 DU ZERL, AIVKE=ZY, UAYF U, FAIV, o - VBT 2T~ (a -SMA)
2R3 AHURE ., SRR L IIBNT L7ce F70, MU 2ER L. AV R e EMlEgi~—n—L oD
THGEREERL 2. BRI VAT F UG HINICBWT, BEZZIT. IR LR R B OB 7 VR
= UEBAEAAR SN o, BEEZTFHELOOH L RME FRICO VR U EEPHE SN, FOHK,
M OBHALDOAEATIE A VR = FHME A L 720 M- THEML72h VA= Y EBME. x50, 7
A3V, a-SMAZLFEH L0, VK= VEHEE R LA LEMETIE, X0 FroihBET, 7TAI Vb
SSMA L ORI ko720 [F L] BRVEMAEL 2R S 2 FiE s, e OMBER% s v /X7 2 B35
HIEA. ANVEZCEREBTHIEEZWOTHLNII Lz 720 FARME LETOR VR V5BIE, 5
FAESFA DI EMT 2548 5 W HEME % /RIE§ 5 o

VRATSFUVERES Y FaEBEEETIVICHIIDINAFI—Hh—DFIR

P-002° =

Expression Patterns of Biomarkers of Renal Injury in Cisplatin Induced Rat Acute
Renal Failure Model

OM?@%Q%%%—Q%Eﬂ%QiEE?Qm%E—Q%E@%Q%#ﬁ%ﬂ#ﬁﬁf%%ﬁﬁ%
WF LE2

DIREP SR (Bk)  RIZE - BASEWIZERT, PRBUMFILRFARF R BN H R

Osteopontin (OPN) & Neutrophil gelatinase associated lipocalin (NGAL) (¥ fE~— 7 —HHD 1> TH Y, EhiE
%, R, JRPH D5V ICB W TR AT 2 E S T 5%, B RERE O BB E (LR
BENL . ZZTRIIZETIES A7 T 5~ (CDDP) %7 v M aWEEEEE 7 VIZEBIT 5 OPN & NGAL D5 H#)
RE# S MR b e R OB S T RBURIT IC X VAR L 2 HIWE L CHEBR% 47> 7. CDDP#HHET v FEFEE
ETNVIL6BEEROHEDF344 7 v 26 mg/kg D CDDP & NG9 5 Z LI2 X D E# L, CDDP#%5-1%1,3,5,7, 9,
12, 15, 20, 25 K 0°35 BB &2 BRI L 72. CDDP#¢5:-12 X 2 FEE 3 12 B2 BB AR o (R 12380 S 7z, &5
BIAPS TR =Y ARHIESAD SN, 5HHICIZZNS OB ETH - 72, RHEOHE TG HSHA2 S
RSN RIS OPN DR BIEBALIL EIZH G555 H 2 5 8o 5 N2 AR R L 72 RMlE Th -
72. mRNADFH/ NS — 2§ G LA RO R LTI L CB Y, #5850 ~35 B IC0 ) Cof e L i
LCHELREH LADRO 5Nz FRUCH L TCNGAL OB LM 2 88IE, #5151 H 5 5 R sl ek
HORME RO SNz T2, HEIIRE 5545 02 S I ZEERAL K O E AL E B o 1E % 2 R 12780 5
N7z, mRNA DB Sy — b BB LR B O R IEE R L BV EGRIAP S HELR BB LA 5
N7z, INSORELY, FERMEICEEIED 5N OPNIZRMEOFHAEICESG L TwhstEz NS, T2,
[ % 2 T 72 BRANAE 13 B R - B 2EE R (EMT) 22472, OPNIZEMTIZH S L TW AW EEEAVRIB S /e, FE
EERALE B O 1L 7 JRAE 12 FI AR 5 72 NGAL ZEEE D & O SRS O RECHAIZE S LT 5 T BEEARIE
Sz,
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RUZF2 Y BESICHIT 2 ESEDOREFZHIRE

Pathobiological Study of Nephrotoxicity Due to Polymyxin B

Ok BF, AL BF, BE BX, BE 218, £ #F 8 77

LA VL (bR weURHEit s ¥ —

[B 1) ZH0T R E (DUF MDRP 2 143) 12, HIUNRA LR, 73 EHER B 7vtox  or R3ED
PURBE TR CITE 2 7R SRR & B S, BEWIRG DS 4 B E 7% > CT\vwh o MDRPICHIED S 2 HiAME & L
TRVIFVVENBITONLD,BEEDD L EHEICBOT, FOEREADIRE SN THL R I 5T VHITE
CBAH SN TVDA, EEREIWIZ B 28EM 2 &0 LeiFfIcl T 2 o2l r e shtniwy., 22T
Frix, RUVIFIVHOBHEEIZEHL, RV IF T VHD1IODTHALR) IF T B HOEHEOHEIRN F 72
TR TFICRERGT2ER2To72. [HE]FR) IFY UBOBEHEUEZVILNIITL20, v ABLT Y MBI
% B[RRI G508k, 14 0 R RCEEIR N S- BB e 1o 72, S 512, 9 v b o 14 0B RER T 53 %
FEfti L7z, HEIRNTES1320, 5, 10 mg/kg, 14 HE#RNFES120, 0.1, 0.3, 0.6, 1.2, 2.5 mg/kg/day, 14 HH
R TH5-TI120, 25, 5, 10, 20 mg/kg/day #¥%5 L7z BIZREH I, —#RRE, AE, MM E X Mk b
POk, M, PR EERAE R O EAIE 2 5 L 7. [ E] HIREIRNIS-5 X OBUEEIR %S 31 35T
&, BT 2RI O o7z, —, M4 HBOKER TH5TlE, 20 mg/kg/day #%5-CTHEERIKT, F
7 =¥, MERSEE SN, MEELF A TIZCRL, BUNDEED R S L7z, FRERLRL A9 2 1367 b
BRI o, WA GEE), BE T, BXOHIRR/EEHE, RMEIEESAS Nz [FEo] B 3%
v v BOH KRG K OISR IRATR G- Tld A SNk o 2B ESKER THRS TRE L. Doz ers s
v MEROWRER THRSIER) I XY VHEOBRIZBIT A EHEENRICERLZET VN TH L EEZ LN,

——_— invitrolc®I3¥% Osborne-Mendel 5 v ~DEHEEDMIRE
P-00d° 72945V v IBMC&ad7oF /MasE~OHE

Characterization of the Cultured Podocytes Derived from Osborne-Mendel Rats
and the Response of Their Actin Cytoskeleton to Angiotensin Il

OREF H/FY, TR S, |T &Y, Ik =AY, kR EXAE?, ERF-, KB k="

DRRATRS: SRR A IITERT, VRS Aidy - SRR ORISR, VRATRE BREEERS WA E R

(] E4E. MEPCHBOTE 2B L T2 HMT2ERL = - 7y V47 v v VR (RAS) I HERRTIC
BT L TEHT 5B RAS ODIFEDH & & 72 o T & 72, Osborne-Mendel (OM) T v MIF#D S SIME &
TS REMED) BEER AL, ZORBIIEBUEBAENEBITT 5, KT v b OBEE OIS IGRER AL
FOBEESEETH ), T TIIRATEDIZGEBRORE LD 5 REKAEIZB I 2 HIERAS OEEALAHRAE 2B S
T AHREMEA R L7z AREBRTIIEMIZISH T 2 RASOIERICEREZHKD . OM T v b RMFLOMIRE in vitro T
MR L7z,

[BHELE 5] 7THEEOF ZAOOM T v+ BXOFLEEGOF344 5 v b2 6 RER A% Bl - K32 L, ikt
B &£ Ureal-time RT-PCREIZ L V) . WRMOREZEMITIZ BT 2 AR # 57 (nephrin, podocin, synaptopodin)
ET VT vy v type 1 ZER(ATIR) O3B AR L1ze 720 AT 4 7 AHIZT7 P47 2 V11 (Angll) %
1 X 10%~10° mol/L DL THHN L« nephrin mRNA FEBL&E & EMifa D 7 7 7 » Mlla g s~ DB 2 57 L 720 8522
MR D 7 7 F > ME #4024 L i phalloidin He e 12 X ) BIEE L 72,

[#R] OM 7 v M L F344 7 v + OF R C IR MM 5 F OB BIE A BEEIEAD N R h o720 —H . ATIR
mRNAOFEBIEIZF344 7 v FEHE LT, OMZ v F THEISEWEZ R L7z AnglliRINFERTIL, WARKOR; 2
JEAIAZ T nephrin mRNA RO FEIUL F2SFHESIL, OM T v b T OHFELRETAAL N, /20 AnglliZ L D &F
BMENREEMBOT 7 F Y HEKOFERFELOM T v hTLDHETH - 72,

(L] OM T v @ RMIFEIE Angll 1233 2 ZEAROFBmAE . SRIREFATICB T 5 RAS OIFEMALIC X 1 JEH
Ha DML EHE O FMEA A L, MRS & ARG ETFE S N TV LT REEIVRIE S i,
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S v MERIEKA Podocytes DUELEEICBI S 2 = RITRIREF AR

P-00%°
Morphometrical Study for Podocytes on Gender Difference in SD Rats Kidney
Glomeruli

O##fg Et), Bh &Y, FEx KREY, BHF B, BH 52, K@ B>, BRBZ?, PF 52, MIHEFY

DRRATRS: BREESETR HBGEMEAIEE, YRGB RERAY: WHAMEE, VMR etske v —

B R IR BB I L L i L CHETEZ A, 20K IEAH TdH % (Robbins and Cotran Atlas of
Pathology) o FlsdEREOFMFIZ BTy MEME (1R SFE OB 2> & Bl O AR 2 AIEMIFH T2 2 L IdE
ELRPHETH Do BloA 700 MR ZIRICIERER RS 2 S IZAAMDZ L TH HH, BIROFFEAFEAM I ko
EMEREIIT IO TH o Ferid, Bl REER Ao £ IERE T2 HIVE LTI v FElROM
HEEPENZE I D W T ERITCIREE M ERMBT 21T > C & 720 BREHICIE. BIROMM ERICAEEZ RS R\, 9
WEORE 2 MEHED SD (Sle) 7 v b & V72, S B O FFIIHE 600 KL - oo Skl fk b 2 7EH L 715, &S
R & ZNZIVER SR O Z IR TTH{§ % CCD YL A IS H (%2> & fili L T XY-pictorial data (225 L 72, K12, %
7 — % % Register 2001 (Vey Tek, Inc., USA) & F\ > TALE R & 98 L Z- Bk DT 217 - 720 IR T, Vox Blast
3.1 (Vey Tek, Inc., USA). 7 5 U2 OZ/ 3D Reconstruction System V.3.01 (Rise, Inc., USA) % fi\» T XYZ-pictorial
data % FE\C = IRTTTHIESE - BT 24T o 720 BHCRERK O ATRE 1L, 2 B RAEH (YVFER) & BB B0 (PTEh)
THEENED LNz, BIEA AR S 72 ) ORSMEEIL, oL CcAREICEMER Lz, Zhusx L, %
ERARARFE I MEIZILER L CIHECHBICEMEZ R L7z, S SICERERMAZ M5 4 R ERIK LRl (Podocyte) 5o B
. MR L CHECA I 2 R L 7o AR IS F AR 7 SR ERAACHLRRAR 22 O W7 2SR BRI S FSE O PE I 7
LRART AL ERIBETE2HDTH Y., Sk, FEERISRIEREINE O HEATEE O BRI AR O Akl 02z B
WC, HRZEOBIE D SN AT 2 L 2 O EFEFE RO ¢ M OIEFIZ E 55 5,

I i Wistar Hannover 5 v FOBEDEAIRMAEICH S NIERAB LU
P-006" mraEmsAwy

Intranuclear and Cytoplasmic Inclusions in Proximal Tubular Epithelium of the
Kidney in Aged Wistar Hannover Rats

Ofell =%, /&, U0 A7, FF A% TEFE 25 & BN —F

(k) RV —F 1y — FHHL

[#=] 1108 Wistar Hannover 7 v b 2% S 720 (0 RANE LRI OR% N B £ OSHIIE E A 12owv Tl
595,

[} - ] BN 25 A EPERER O 72 0 O 5 bR R (2B CR-LPF [ B & OV K fRHEE, 5008/ ¢4/,
ERHAR 0 1048 /M) (2 fik X 7172 Wistar Hannover 52 (RccHan™:WIST) SPF 5 v b (H ARERMFEIY S IIZEHT & 0 $24E)
DOFHEHFMR S N2 36 (FTEFEEEOME LB, B ARFRBEOHE26) THh L. EHOBE/HIEIZ OV TITHERE (2 X
B —MRIRREF kA, & SIZEIC W TR G B L B FHEMEMRE 217 7.

R A B L O ENE AW, RSB L OB O RS LR AP O F AL, Fodk
BT E TH Y, BREMIIIEAMED? S L S 4 ZolE/MEE LT, MIBPICESE S £/, Mg
PSS A IR L & JEE S S g S, AN COHBIEAIR D 3% h o 72, PASHaTI, B L Ol
R NE A I TH - 72, HITERENIIIENE AW &I ENE AT I N RAELF ST, KETH
EOWEMmMER L LT IN, BT, HAWERLANI RS LMo - SIS0l R & RE
B <, F72, 2o OB —RRRED S R A 65 | BBl 2 R IE 3 A A8t e o 72,

[(ZR] EARAME LR MIC A S N3 AL, ZOREBEMIFR I D7 A VAR TRESBICLL00TIER
TS DDOERNIEDOERIC LD LD EHESNZD, S OWTIESROMENLETH L. F72, Wistar
Hannover 7 v MIBIFBFEBOZEAEHADOAR L L FTEINTHHRE SN TBL T, RNEGNIMRIEF TH S L E 2
b7z,
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—  ZDFSw BCHIFB Cystatin C DFAMS KUBE TOREHELBLFN
P-001 sr=Eoms

Urinary Cystatin C as a Biomarker for Diabetic Nephropathy and Its
Immunohistochemical Localization in Kidney in Zucker Diabetic Fatty (ZDF) Rats

OBR 81, %[ BR BXBEF
RURRASH:  ESEOETT  ZatiiiEs

[BEW] 7o 77 —EHERO—FETdHh % Cystatin Cld, FHOBEE NS+~ —H—D—DThb, 4. Zucker
diabetic fatty (ZDF) 7 v MZBIFARP B L ML O cystatin CIRE X HE L, oA F~—7— (B
2-microgrobulin. calbindin, clusterin, EGF, GST- a . GST-u. KIM-1. NGAL. osteopontin, TIMP-1. VEGF) & It
L, HRREEEEO N, T ==L LTOFREIZOWTHE L7, & 512, BBl B 5 cystatin C D RE
HRR LA SR A DWW TR L 720

R R OEE] IR s & IEEf N A &~ — 7 — %258 L7458 AERRIEBHE O W I2 BT, R cystatin
Cldarybu— Ve L CEEE R L. BEOHEITICE > TSI L 7ze —F . IM4EH cystatin CIEIFE AL
TALL Bdrodze 2 MAEUNMEL 7 L7 F = VMEIZ B OMBBESET L THIRE AL L eh o7z 512,
B 2-microgrobulin. calbindin, clusterin, GST-pu. KIM-1. osteopontin. TIMP-1 (34 FRIFEEAE O W ~ZI O Vg
NOBERTLEEL R L7, KIZ, BIKIZBIT 5 cystatin C D RPEMIRG 0 & 1T o 7245 F . HIRBIEEIEO#EIT O
JEIZBID 59, cystatin CIZIEAIRAIE IZRAE L BEREEEHE ST 5 & BIRME OMIEC cystatin C DS
WHHNTze LLE XD IR cystatin Cl&. B 2-microgrobulin, calbindin. clusterin, GST-p. KIM-1. osteopontin.
TIMP-1 & [F#RIC, BHNHERREEE A I T 2 AR N4+~ = —Td DI LR SN F720 cystatin Cl
WA RANE |2 RAET % 25, HEIRIIEEAE O T IRV IRAIE NIEIC D BlgE S 7z,

——— Sy NEEDALBI BRI Y—H—OFE
P-008

Identification of Novel Biomarkers of Rat Renal Carcinogenesis

OREB #5F, WIS HAER, 38 K, BR EE, 3 Befl, 5 M, L8 KB, S5 =g

RECHTR - BE - & - MBS EL

[HW] o F ooy FEEDVPAICHTAENRNA <= —IZREELENT WAV, 22T, &H., Tv
MEEPACBITDHBNA I~ = —DFEERAMAT. [T SHOERTIE, BEFAYETH S N-ethyl-N-
hydroxyethylnitorosamine (LT EHEN) MR 512 X W F5E L7z 7 v MEIEEGY > 7V B X OIEE F MR E Hv 7z,
KB RESF 12 BT, Liquid Tissue MS Protein Prep kit TLEL L 72 )V~ 1) Y [#H5%E/8T 7 1 G (FFPE) B 5 ALk
YV THEHZAImMmEL O b D% 72, EHEN $ il S8 FFPE 2 5 -4 L N3O ENER; % . F 72 154 JE
FECIZENZENSIEL L == FVF A s v a VEERCTYH Y 7)) v 7 Lz, EHOHEENFEBMENTIZ1Z QSTAR
Elite LC-MS/MS % 272, [#§#] ProteinPilot Software % AW 7Zf#HTIZ X V) . 600 HDEEHDFE ENTze FDH
O HBICEHDER) L 72 & I EHEN B2 512 B8 1) 2 B ESS € 319764 (up: 135, down: 184) Th o 720 THOHIT,
B I B W THERICEIAY LA L2EHOHR T A 10O E IO WTHRET LR, AV I AN, 71 »
77a7 4y O—ETdH5HSI00ALL A E S AL, RGO MM E MG EZ R L7z, S50, HmEN
RO NB RS ARMIRE CTh 2 RARME BT L 2O R A RO 7z, BUfE, o~ — 7 — Bk & HE 5
BT, BRPARIHLZICBOTHREEZFOLEHEMETTH 5,
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Histone deacetylase FEEFIDFIILFREIC X T DIEFEHNHIX D ZX LD

P-009° e

Inhibitory Mechanisms of HDAC Inhibitor on Prostate Cancer Cell Proliferation

O B85, B8R BE™, AR, S 8", g gz"

DRI ORFBEEENIIER  EROREREL, DAl R IRER v — SR

[ H /9] Histone deacetylase (HDAC) FLEHNI G EAEZHER T A A + V&A% 7 F UL L Ttz 2 b s ¢,
Z DFE R FFB 2 W3 %0 HDACHEHNIZ < OFEEIES; MM 2 903 2 Z LAis s nTs ., Fa
b 2 E TICHDAC BEHI ASHIZIRHE OB A i % & & 278 L7zo ARWEZE Tld HDAC B FI AYHI 7 BHE O 1 i
UG 2 A = AL OMHE Hig L7,

[77:] 7 v Fa 7 ARG e bR EEMAEEE LNCaP (2 HDAC ML %] Trichostatin A (TSA) % 100nM, 1 uM, 10 pM
WL 24 R CAH Z MY L. Androgen receptor, Cyclin D1, Cyclin B, Cdc2. Cleaved caspase 3. Caspase 3 D5
B % Western blot THERR L7z & 72 Fi TR S 7z v M ARk 1061 % T, HDAC 7 7 3 —D 12O TH
ML OHEGEIZBE G- LT\ 5 &9 2 i 234 HDACL FEHL 0 S AL - R AT 2 17 - 726

[#% %] Western blot|Z3>T. Trichostatin A % #Li& L 72 LNCaP TId &8 & [L#; L T Androgen receptor, Cyclin D1,
cde2 DEFIFEBAMET L. Cleaved caspase 3D &SI LA L7z £7-HDACL O fEG 2B\ T, 1061+ 84
OHEILIFEHLI I HDACT B AR L A5HERE S 1 7zo FEMIE O HDACT S B I 3ERNIC &L ) #7576

(%% -#7h] HDAC HHEFNC X 2§ VARE OB AIHNIC 13, MR EEE L 7> Far v SEEEHOBBUT .,
BLUTH =V AMEEHD EADPEG L TS REEAVRIR SN 7ze E72HIZRE O HDACLFEHAVERNIZ L )
7B Z &S, HDAC FHEH] O BEREENHIE L B M TR 7% 2 WA TRIZ S 7z,

P HOEOIYERCEBMIRN AL ORE

Chemopreventive Effects of Purple Corn Color on Prostate Cancer

O, =B 8 af 82
LERBWILRT: REBEEFITER FmRsR

Development of clinically manifested prostate cancer (PCa) usually requires an extremely long time. Consequently,
PCa is an ideal target for chemoprevention. Purple corn and purple sweet potato have long histories as food products.
Nowadays the purple color extracted from these products is widely used as a food colorant. Previous studies reported that
purple corn color (PCC) has anti-cancer effects on colon and breast cancer. This study is an initial investigation on its
effect on PCa.

Two PCa cell lines, LNCaP (androgen-dependent) and VCaP (androgen-independent), were treated with PCC in vitro.
In both of the cell lines, PCC dose-dependently inhibited cell proliferation, and increased the proportion of cells in
the G1 stage of the cell cycle, but did not induce apoptosis or necrosis. It was also found that the expression of PSA
was dramatically decreased by PCC, while there was no change in AR expression. ChIP analysis showed that a high
concentration of PCC inhibited AR binding to AREs (Androgen Response Elements) on target genes.

The TRAP (Transgenic Rat for Adenocarcinoma of Prostate) model was employed to study the anti-PCa effects of PCC
in vivo. Six-week old TRAP rats were divided into 3 groups, and fed with control diet, 0.1% PCC in the diet and 1%
PCC in the diet for 8 weeks. Rats consuming the 1% PCC diet showed a significant decrease of incidence of prostate
adenocarcinoma. The mechanism of PCC-mediated inhibition of PCa in vivo is being analyzed and we will report
progress in our presentation.
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Assessment of Biomarkers in Gentamicin-Induced Renal Lesions of Cynomolgus
Monkeys

ORZE &, 1WA R, &I BE, 6K FF, S B Fi 5L =5—F EF

o= wat

=
H

il

[#5] Predictive Safety Testing Consortium $ & MR DE B EOH 72 %34 A~ —H— L LTRFDTODOR — 71—
PEHTHD I EEFERLIH, T sRBETOREI v, G, Fry~A v 2 HWTEHEELFEL, W
WMIZBF BN~ —h—%at Lize [HEl 7y ~A4 22010, 308 X050 mgkg % 1 =2 4 v (D 5\ i
WEA160) 1213 H I SRR M G- Ly @ O M A LA L ORI 2 T 5 & &L b2, RPN A~ -7 —%
PO LA ERE S 11T » S Human Kidney MAP v1.0 (Rules-Based Medicine Inc) % v CHET L72. F72. BT
t F NGAL#UA (R&D system) (2 & 27 LAY > 71y MEN R OEMMSEGE 1T 572, [FR K O] 30 mg/kg
DL B Gl R B R D2 T O3 Bk IR A 25588 5 AL, Il UN B & O'CRE 1& Day 14 CHHiE & L L T
2~ 3L 720 30 mg/kg &5 L 72 HE Tl AR AL B X ORIAE S 320 b 7ze JREAE T, RIS 5
& SN MEkTDay 812 ALP, LDH. NAG. GLU., PRO. IP. beta?2MG. clusterin, KIM-135 & Umicroalbumin
10f5 L. 3400 L. Day 14 Ccalbindin 3 & ' VEGF 28105 2L B3N L 720 30 mg/kg PL 1238\ T, beta2MG.
clusterin, KIM-1. microalbumin 3 & O"TIMP1 2Day 141216 ~965f5 % 7k L. % ORMAE & i L TEvwimL
FhRL7Zo 72, & P NGALPUA TIZIRME LS A& 5 N/ lATld Day 8 LI TIRA S 77 L AsHEoh L 72,
Pegett Tl RN L 72 AR LB\ B SOBAS380 b, BAERE LR CREAEORT AR SNz, L
b Fr iy~ AT VR OVEEEE T IVICE VT, Human Kidney MAP v1.0 D beta2MG. clusterin, KIM-138 £ O
microalbumin 2SJR DR N A+~ —H —FEMICR DT &, © ENGALPUATIEY =AY 7 ay MTRMY 7
FOVISEINZ N 5 2 & SRR E 7z,

—___ JEYIY—Ev b (Callithrix jacchus) ICB1F SEITHERERAEED
P-012° sromgsnrs~BREEhiiic~

Immunohistochemical Examination of Progressive Glomerulonephropathy in
Common Marmosets (Callithrix jacchus)

OWHE B/, £ %272, LR B, £ IBF"), B8 #7", Pk 252, {CH K=Y, £5 8"

DSBS A F A LA () RBREIEE Y 5 — WEBFEE, Y (M) KBREIEIBIERT < — T2 MR,
AR B B

TIEYY—FLy ML, BEATTICBWCHETHORREBTRELFET L2 EHON TS, SlF 4 120~10
Hoatr<v—Fty NLIBHETE, ME4B) OFNEIZOWT, HE, PAS, PAM, ~v V¥ b1 ¥ 10— Ageifiidy
L OEBIE TS 2 WV COREMBIRZ ORI 2 B2 L7z, $72, st A 2 w728 ek ic Ly IgM,
Ig A, IgGRIERDZFE LAREINT 20E707 ) L OGOFEMZE L7z [FER]EHEASIC L ) & 116)
w, FrRAEL Q611 25, BMAREIEGH 0,3, 85, BEOEEGH 52,4, 75), HEEOEEGH ;6,7,10
R I L7z, BIRENRO LN h o720 BT, RIEEIZE CIEBRREN 2 BHImE KR (GBM) WEHRE DTk
B, EMfEO RO, MBS RO b, NEWAROEMIEEI/ ST A5 0 Xy AFHEBICHEET %
GBMIZH 517225, KMHIO GBMIZ b B IZBIZE Sz, B TlX, IgMORENGBM R A4 £ 450
WAZHIAEERLR & 2 VISR IZRED S 7z, IgA DAF IZFERALIZHE 25RO S 7225, 1gG DIRAE RO b b o 7z,
B~ R BREOHITIX, RIREFIHTO AT ¥ Aflias L OCREOBAENRO Sz, BEETIEGBMOM
MR AL O R 2RO FIHALDIAPLICFRD B 7z, BEGE T, [gMRIgADREN L VEFICLD), 512
XY AOBEDIEF o 7REREME AN OMBRIRDILFE DFRO H Tz 1gG ORBERE RO H sz, PEEE
DBHEDBITIEZ, X4 ¥ 2 EEOBMA global IZF20 Sz, BHMIZIL, SETEEILSEWH GBMNIZBIE
SNz, HEGETIE, 1gM, [gADILED, SREREME, £ AT F 7 L8, GBMICHIFERIR, AIERIRE &
ORUIRICIE S GRS Tz, IgGORUIRILAE LR8O SN2 IgMRIgA L ) b BETH - 72, [BIE]SEoOMEIZ LY
KEREDMIRZENE, GBMR/XT A 0 7 AHBOREDPSIEE Y, TOWREDHHIZIZIgM A LS L Tw5b 2
LRI E N,
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. AEYI—Ftv b (Calithrix jacchus) & AL\ B3 BIEHLE S )LD
P-013° s
A Study of Partial Nephrectomized Model Using Common Marmoset (Callithrix
jacchus) Monkeys

O%4E B7r, o &, /A JIF 85K i BE BF, S8 T SR XK AKX Bk 55 =C
AnsERER ) o (BR)  REVERTSERT

(BB L OHE] T 2 B BESAET TV EERT L2 2 HE L, 42~65 oMo~ —
Et oy MR 5/6 5 B AT A i L 1SE T Lz, FMERCBEFOET VA SN Cn S T v - (P 9 )
OIS AT A 5 L. AR ISEM AT LT, WEOEM AL OHE N 2 M2 L 72 B0 B lEdE hifrid w3 o
BB WT D 2B BEE AW, Rl BHbi~—F1y FTIE, RICEEORTHARD SN, ZOHDLTHITH
LT LEMASTED B, IR Tl MIBRELIKE, 2L T7F =, NAG, ¥ ¥ /37 B U Cys-CHE&E O
BAERS S, MEHOBUN, 7 L7 F = f U Cys-C b EMEZ R L7z, W5 EURG 2 1CmEnERL, T
v NTERDBNTIRY 37 HElE O BEE 2 BINER0 b h o 7 FEEE ST X — & sz R LB Tl
IV B RONREAR/8F A —4% (T-Chol, PL O TG) MR NIEMEMEN AR L TB Y, JEERD/IT X =5 DFE
filE L X DEALZ R LT\ 7z, MEFEIMRATTlE, % 138 TRIMERR/ ST A — F MMEZ R L. FhEC B 50BN
RO B S, FEEICHME L - BIMO %I R SN/ v —FEty FOEFICBW T, RMEEOLN -
AP, i N O AR OV OMUZIRE M OB L2520 B 17z RERIRTIEAR Y~ v D9 OKREULIZFED S
TS, T v MRS L ARFEOBEEDOREIRTE > 72 /2. FR/MEO EMIBLOBIER & & Lo, REEIZBI
eI ORENRE SN2, Ty P TEREOZILIZHAS A TIE o7 [E8IMaEsy~—F 1y
N &AW ERRELE TR, Ty NVETNVERLDIERIHEY R L. ZOMOBEARSERDEHIZ S 200
BNTe o T, v—Fty b HOA56EHEEEARAEETVIE, Ty NETIVERL ZEREHERE AN =
AL T M A72OICEHZETIVE 3 D REEAVR SN2,

=* F344 gptdelta S v 2BV 70O0—-)VFENABIZEICKT S
P-018° ~yss007z/—ILEN-FEFIVVRATAVDEE

Effects of Pentachlorophenol and N-Acetylcysteine on Safrole-Induced
Hepatocarcinogenesis in F344 gpt delta Rats

O£ =M", KB #F/", S5 B, BEE XN, HFL MY, BHF 2", gex @22, NI AEF",
gl K, 155t R

DEISZEEEE dn L B AE IR R JWELER, PEISZPEEE G A B AR A RGR(EER, VB LR b A AR SE T
et E v v —

[E ) MEAEFE 4 13 A% 4T, safrole (SF) DJFFASABRRICHIZHENEA H = XL OS5 O M2 HiE L7, 22 T4
. ZDFEDAMEFE DR A S 2123 5 HIU T, gprdeltas v I SF & sulfotransferase [ % # @ pentachlorophenol
(PCP) & % W IZHLEE(LH] D N-acetylcysteine (NAC) & fEfH#% G- L T, 4 DIENAINT A —F —~D B IFF L7z,
(7] 6:8#sHED gpr deltaT v b 60VCE 67 (11 © xfHEME, 28 0 0.5% SFHE, 3 0 1% NAC HMEE, 4% 0 0.02%
PCP HLh#E, 53 1 0.5% SF + 1% NACHE, 67 : 0.5% SF + 0.02% PCP#) 12471F, SF7Z 5 NI PCPIZERHIHE L
T NACIEHIKITIR U T4 F 721X SHMIBEHTRS- L7zo [HR] SFHRGHOMMITER Z4:8, 8 & & b ICHEEEIC
WAREEICHEINL 72 FFDNAF®8-OHAG L ~vid, SFHGICBWTHBRIEIC R R AR S, PCPHEH
BHICIVESICHEBER EAPRONA, NACOFEGIZ L BB R ON o> 72, [, GST-PERNT O
K. SF#5:12 & 2 GST-P Rl 0%, HEOAE2BIE. PCP @ SHAMOFHHS-12 X DT A=
L7ze F720 4B O SFHRG I X BN gprifaF-28RERBE O FAIEPCPOPFHIZ L W g EmMEZ R L7z, [EE£]
FENAHEDSF L ILIZPCP F/2IEINACH 4 F /2138 T v MBS L/2& 2 A, PCPBEHHES-#E T SF HlH
IZHATE-OHAG L XV OFE R FANRD bz, PCPHGIC L ) REHEEEO—>Th 2mBEta a2 L. Bk
BA L ASEARE E LTS ND T IVE FF VHAEIMEA T REMEA% 2 bz —T5. SFIdTiIaA1tHHEE T
DNABIAMEME #HE LD 2 &0, PCPOIHZEGHET, LR—¥ —EET gpt OERHE R @M E R L, 72
GST-PREIEAIESE & A=A L 2B 91E, 7 90— VO D ARE I I3 R DNAN A EICES L Tw 5
THEMEZ R LTV B EEZ SN S, %5 8BED invivoZE R EMREH B2 MA TS T2 TFETH 5,
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—— IYRFRCBT D MelQxFERin vivo EREMICHT 2 TILXF VD
P-019" izams

Enhancing Effects of Flumequine on In Vivo Mutagenicity of MelQx in the Mouse
Liver

OFHE", AE #&"), T =¥, £ XM, @R M), BH #2", ITE X2, NI AEF", 181 BEE"

DEIZEE S an Fan AR WERER,  PELZEE S an E i AR e

[Hi] &SI IEE AR 2 DS AW EDER D 5 WIZEATATREMEYNH 1) . TR ENHEATOHEEED
FHEHLDOD, TNHLOBEAKEII OV TOHRFII Vv, AROMBILEIZL > TELLZATEY A 71) v 7
T3 DO—DTHDHMelQx (T BTN ELAMETHY . —H. BIHERLE L TERPTNOBRENBRESNT
WAHTNAF Y (FL) BHFEEEZFRETLRPATOE—F —WETH LI L, AIFETIE, MelQx 25T 5 in
VivoZE B F I T A FLOBEERE 2 Mt Lize /2. HEELFI SR SR VWIFEFATEE—Y —WED T =/

INIVE S — )V (PB) DB OV T S FARICHE L7z. [771:]6 8 0 1 BEC3F 1% gpr delta~ ™7 A £ HE 5 VLI SERE AT},

0.03%MelQx, 0.4%FL, 0.05%PB, 0.03%MeIQx + 0.4%FL, 0.03%MelQx+0.05%PB % 13 AWM &G L. &HG#HT
%, WFIOMERMRA MM AT, BrdU REg ., LR — 5 — {5 F O ML (MF) 34T (gpr % U° Spi- assay), c¢DNA
<A 7u7 LA K DR TR 2 0 L 72, [FE] MelQx+FL ff B CARERINIIH, £CTHOFLES
IZPBHESHECIFEER N, AN ORI, FLA S8 TR 22 R b K OSSR AE PRI T 23520 & 7z,

MelQx 512 & ) LA L7z gpr MFIZFLBEAHEG12 X D 10R5 DL 8 L. MelQx AL S HEIC L L CHEAREM E
otze —Ji. PBHFAR G- OHBIRO SN G o 720 AT N AR TR, MelQx #5512 & ) ElE TR S
1172 GC:TA tranversion Z ¥ 4HE 1X, FLAFABGIZ L V10 LA L7z cDNA~YA 707 L 4 Tid, MelQx HlH
& HeE U CFL ARG & 0 3RE DL EZEE) L 72 m T A3 433 st S 7z [ 4] = 7 AFIRIC BT 5 MelQx #5 in vivoZs
SIS L CFLIZEmAREZ R L7, —F, PBCEZEHEROON o722 L2 b, S ORI RIIIITRE
EIES T4 ONT DG WML E 2 bz, 41k, BrdUMRNT. Spi- assay, ZBhE(n T OFEBEMAT R % 0
ZCTHET 5.

POt e ERREBSUEDABIERORE

Examination of In Vivo Mutagenicity and Carcinogenicity in the Rat with Kojic Acid

OHR EE, & K, H& &7, LI EARER, 8K BiE, M IBR, R =

RECHTR - BE - & - MBS EL

[(Br] 22 DB, B, L x ) lSFEoREICHCON 2R 2 RE L CTEONAHRIEH Ao 7-WETH 5, 2
TV, TRV S EERHETAEHICL), D=L U CREBFEO LA IR, MEEREO T, HEgE,
A, OB, MTHERERSE ISR E LTHEDN W ERmP D L, 27 VTRIET v MFEIZB W TED
AMEEZETHZEDMEEINTEY ., TLBEEEOFEIZOWTIdin vivos in vitroITRER D FE L T b, 22
T, AWFEIE 27 VROBEHMEDS L 0P AMZEHMET 5 2 &£ 2 HWE L C. DMBDD £ ifi# 508 A il s &
Wgpt delta 7 v k& W 7zin vivo B RIFERER 21T o720 722 OB, BEMOZRFEWE L L THISNTWwWAANT T
A7) T7IVOIQERTY T 473y bu— )& LTHW . [HE] 816 HiE0[EMEF344 5 v b (Groupl-
3). BLU6EEDOMEN: gpr delta F344 7 v b (Groupd-6) & FiV>T. Groupl-3 13 SEERBIAA D & 4B SHEFHDOFEA AW
% (DEN : diethylnitrosamine, MNU : N-methyl-N-nitrosourea, DMH : 1,2-dimethylhydrazine. BBN : N-butyl-N-(4-
hydroxypropyl)nitrosamine 3 & ' DHPN : dihydroxybutyl-di-N-propylnitrosamine) % #-5-3° % DMBDD AL{& % 471>,
Group4-6 | IR 2 5 2 72, FEERBAMG5EE £ 0 138 .0%.2.0% 2 7 P HEE L T70.01% 1Q & Z RS- L .
18 B H CREM L 720 [ L BRI MO AMRE~ — 7 —TH 5 GST-PHIEMIB R OB L OE A2, DMBDD
BORIZBW Ty VMR - IQWHG-HE & O ISR L W L THERICEIM L 720 In vivo B R IFVE % 57§ % gpr assay
B LU Spi- assay Tld, IQBEGHICIFELERMED LANALNIY, a7 VBEGH CIFELREfLIEALN
Bholze DEOKKRELY, oy VBRI L TCTuoE—-Y a YMEHZET A0S, BnEmtdaE S v EHUR
e S 7z,
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—___ 5-(Hydroxymethyl)-2-furfural DX U AR ABFICTT 2iBIESN
P-01I" xh=xroms

Possible Involvement of Genotoxic Mechanisms in 5-(Hydroxymethyl)-2-furfural-
Induced Hepatocarcinogenesis in Mice

OB =¥, aH =", ABE &®", 2 XW", SR M, BER B, BE X2, NIl AEF", 181 BEE

DEINZEE S an B AR SR WERES, YRS s A A e SRR

[E#Y] 5-(Hydroxymethyl)-2-furfural (HMF) IZEMHO A 1 T — FRIGOBWBETER I, NFIVRLT V=YV
— A% EHA R ERPCHETICE TN TS, RINEIWERIC L i~ AORRICESAEEET 5 L2505
NTV 5, HMFIZHERD in vitroZZ BIFERERIC B\ TR % R34, sulfotransferase 12 & A EHEEILIZ L DAL
% 5-sulfoxymethylfurfural (SMF) 32 7R$ Z &A% S TH ) . HMFIFZED AR 12 SMF O F § % #{n#1E
DEGHEEDNDL . 2 THE. HMF ORFEF AT ~OBIREE A 1 = X A0SO e #% HI T gpr delta
XY ANCENAMEOHME % #%5- LC. AT O in vivoZE RIEVEE B L7z. [J5E] 780 1EYE B6C3F
gpt delta ¥ 7 A IZHMF (188 3 & 18375 mg/kg b.w.) % 5 il 4 B R &GRS L7z ®HFRBEICIIZRFAKRE S Lz,
P G#E T RICEW & B U CHFIR &2 BRI L . SRR 10 3R . PCNA IR O 2 BT 2 1T > 720 7o gptB
L O Spi L B E T 2 WHO DI A BT A ZHEHL L TR L. Bt FREUEHC 1 Tamoxifen # L& L 727 v b
g% 720 [ER] S G B b O—BIRFES XL OMEE ISR G L 2 BBEA SN o720 72, FERII R
CHRGHEE ORMICZLIE R <L WIRIIC D FLIIBD SN o 720 gprd & O Spi 28 AL MRAT DA% S, Bk Ba st
B TIEVIT N EREED LA %D 7205, HMFI G L ML OMICEELRETALN L D572, [EE] FEBH
AHEOHMF %MD gpr delta~ 7 A 4BBHG Lz & 2 A, HFRD gprd & O Spi ZERHE D 1 H7IZZ0 SN d
5720 REBFERICMA . HMF 3~ 7 2 OFHIIRIEREF 2 EBIC LA ST 300, M~ 275 5 ISl
DIy MIEDPAMZRE R W L5, HMFIZHF 70— % =W CTh 5 e E 2 SNz, S5k, O
AR ZE MO IRAT 72 © DN PCNA B ML O 2 B AT 2 17\ ZOREEZ I THRET 2 FETH 5o

m NOAFDBAICEITS | QIBEERADAH=ZX LDREET

IQ Promotes Mouse Hepatocarcinogenesis by Activating Transforming Growth
Factor- 8 and Wnt/ B8 -Catenin Signaling Pathways

OXiao-Li XIE, 22 KB, # 7>, HR EE, M &KF, S8 ==, 5K X8

RBCHT LR BRI e MR B B

The purposes of the present study were to investigate modifying effects of 2-amino-3-methylimidazo[4,5-f]quinoline (1Q),
a genotoxic carcinogen produced during cooking of protein-rich foods, and elucidate underlying mechanisms in a two-
stage hepatocarcinogenesis mice model. Six-week-old B6C3F1 mice were subjected to two-thirds partial hepatectomy at
the beginning of the study, followed by an intraperitoneal injection of diethylnitrosamine (DEN) on day 1. Starting one
week later, they were fed diets containing IQ at doses of 30, 100 or 300 parts per million (ppm), for 39 weeks. A dose-
dependent trend for increase in eosinophilic altered foci as well as eosinophilic hepatocellular adenomas was observed,
along with significant elevation in the incidence of hepatocellular carcinomas in the 100 and 300 ppm IQ groups as
compared with initiation control group. Furthermore, 1Q elevated protein expression levels of Wntl, transforming growth
factor-p (TGF-p), TGF-p receptor 1 and 2 (TBR1 and TRRZ), and phosphorylated c-Jun (p-c-Jun), while suppressing
those of E-cadherin and p21WAFVC®l Moreover, translocation of B-catenin to the nuclei as well as up-regulated nuclear
expression of c-Myc and cyclin D1, which are downstream targets of B-catenin and p-c-Jun, were detected at 100 and 300
ppm. These findings suggest that IQ exerts dose-dependent promoting effects on mice hepatocarcinogenesis by activating
TGF-f and Wnt/B-catenin signaling pathways and inhibiting cell adhesion.
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Analysis of Gene Expression in Rat Liver Treated Nongenotoxic Carcinogens for
28 Days

OE frz'?, B K2, # 7272, IUF HARR?, 5K &g

DT AT T AREE (k) RAEVERRIERT, PRI R MRS

WBEDT v b E AT ERGBRBRO%E, £ OIRIZEIETF D AW E ISR HIAT AL £ 72135 AIRED
HEHPTHETIC, 672 IFELEE V) RIIMOKRGIM 2 LEE 525, mEIZEPAET VAR EX0) SR
FETE BHRBEED 0%, MR 8ER ETEBTE 2BBIZRS NS, WO RAERGHERT X ) BN IRER
BTV ADORT 2 v VBN TE 272 M T EIUE, R & B 2 RIRICHH T 2 F 05 ReE 2D, XD
L OALFWEREE DI OVTEPART Y v VOFRERET 2HFTRRE 25, WEHE, —RABH I
Open TG-GATES (Toxicogenomics Project-Genomics Assisted Toxicity Evaluation system, http://toxico.nibio.go.jp) {2
&, BLLEWIZOWT, J v MI28HM#KS L72HOIFI#IZ ST 5 GeneChip 77— ¥ A& S TH Y, FIHFH
FMHOTXTT =5 2MEL, FIHTL2HENTE 2, BULAEMOHIZIEF AT LI T I FRAFEY LU 2 &I
BB AMED EEFN T L, SHFK4 1, Open TG-GATESIZ & F LT A IFRIZHEN AN ED ) b,
F4 7Y b7 I FEEOCEROIEBREHEEBEESAWEICOWT, 28 HIREHS-D T v MFHIZ BT % GeneChip
T = YT 2 AT o 7o MIATFREBURNT TIE, BEICIERIZFIEIFED A X 7 = X 5 L ORG-S SN TWHIRIEA b
VARG E 2 SIZEH L, INB A=A ACETN, HGEL O GHMKEN 2 BB Ly RT#E 25
Lo BIZFRBBIOMKERE, SILEWIIBNT, BREDOEPAAT=ALIZEETN, BKHEF I HED
OG- o G KA IS B BEAL 2 R TR O MR T PR SN ABRTEHLEWIIB W TER S L
BIETIBED S, BPART VI ¥ VOFEZHENTE L2200V THET %,

——— LI RFV2-AXFILTONVDS Y NFERUOSERED A
P-020 -ox—v3viEROBIE

Threshold Levels for Tumor Promoting Effects of Ethyl tertiary-butyl Ether (ETBE)
on Hepatic and Renal Carcinogenesis in Rats

OS#H AKX, #IR BB, +H 87, E5F &Y, RF En2, 88 RAE?

D (Bk) DIMS ERHAWIZERT, 2Bl - HARNA 7 v A5 v 5 —

(B HERERE e L T2 FFY 22 A F 0 TNy (ZF VY — 3 v ) — 7 F VT —F )V, ETBE) DAKEG 2
HVN) YNOEIMCH 720 . ETBEDZ &Moo —3k & L CHEMi L 72 h L iadse s AaBRIC BT B O
BTN AT T =T a YEHDERD bz, Alal, H R L OIS A AERER E R L. AT HE—
3 YERIZOWTOBIEZ BET L7z [J7i:] 638 Wistar RHES » M IZ EHEN % 500 ppm O T 2 38 B floklk 3%
5 L7z 1AM% L Y. ETBEZ0 (FFE#EE) . 100, 300, 500 F 7213 1000 mg/kg/day O Fi T 19 38 R BRI 5 L 72,
FEBR 22 AR IR\ SRR BY & AR L FFRROR OV & i B AR 0 Ve U 7 R IFRR T, FFHE AR
JiE Nz OSHFAI BRI & 72 1308 O S8 A 415 1 1000 mg/kg/day #F CHE R EME 2R L. FHfileE & OFa g £ 7213980
FIGFEAAE AT, 1000 mg/kg/day FECHE 2B E R Lze B TIE. RS O 5848 K OSP9 5 M 8Tl
BREAZRO LD o 7205, BIEGVERZ Cd 2 RS RALE IR O P15 E 5T 1000 mg/kg/day #ECH & 7% miH
B 7z. 72, ETBERG-EEIZ B\ T T (a2u-globulin) OBIHNA R 57z [Z 8] FE K DT A 70 E
— ¥ a3 YPERIZ 1000 mg/kg/day DHETOAHGED b7z, 1> T, ETBEVFREHEMHEH TH LI L2 EET L L.
IR OB O FEAA 70 E - 3 YEFADONOAELE500 mg/kg/day & Il L7z, 2B, BROFENATOE—
g YMERIEHET v MR O a2u-globulin D5 3E 2 655 2 & L0 v MIAMTERZ VW I L 720 ABFZEIE.
— AN AT RV F—Hidl e v 5 = AR HE S 5 RS N [ETBE DR AR D | FEDO—BR &
LTEBENIZHDTH S,

T
A
2
|
=
=
=]



The 28th Annual Meeting of the Japanese Society of Toxicologic Pathology R 2—

— B -naphthoflavone & piperonyl butoxide ffF#%5IC &2 5 v MFRD A
P-021° JoE—v a3 EROEICET 3R

Modification of Liver Tumor Promotion Effects with Co-Administration of Beta-
Naphthoflavone and Piperonyl Butoxide in Rats

DR RS BREONEIERIIEE, PR RFRER EEMEEER, Y () KU —F vy — BB

[H#] CYPIAR 2B % 8T 2L TIZ, 7 v MIFEPATOE—Y 3 Y EAERT I EBME STV
%o RWFETIX. FFEVPATEE—T 3 AMEAPHS A% 5 T % CYPLA inducer ® f -naphthoflavone (BNF) &
UYCYP1A/2B inducer ® piperonyl butoxide (PBO) # vy, TN HDOPEHFELIZE STy MFEPATOE— g »
2B BB 2 BET L7ze [5iE] 6 BiGHEYEF344 5 » b 12 diethylnitrosamine T4 =3 T—3 3 VILEZ L. 2
W25 0.125% 7% > L 0.25% O BNF & % 213 0.125% 72\ L 0.25% O PBO % % 5-. & L < 1£0.125% BNF &
0.125% PBO DB R EIHR G- 21T o 720 T 0E— & —FGFMA 1M 212 235 B 2 17> FEBRBAAA 8 B [ 212
FIM L 720 [#R] BNF. PBO 7%\ LRI G-HE CIFE & OF B2 BINA%EO 541, glutathione S-transferase placental
form (GST-P) OB MR OB RS E BB L 7255, PEHHESEEICB VLT, Th2ho Bl HERH &
WL C. GST-P B OB R IE20 & e 5> 5 72, Real-time RT-PCRFHT Tid, ZNENOHKFL 51T Cyplal
B ONRF2ICHIE E D Gpx2y Ye2. Akr7a3D5EHIEIMNASFRD b, PBOKGHETIE Cyp2b 1205 FA-bRBOH B
2o L LUFHGEETIE, BEMRHSERGEICH T Cplal & Cyp2b12725060 L7zo [#£%8] CYPIA inducer & O
CYPIA/2B inducer # #5422 £12L ), 2070 E— 3 YMEHOBERIIED 5N, CYPIa® 200 &
N5 EDHSENIH T

——  BEZTIBIZTILOSY MO0 BRI FEEERSIC & DR
P-022° rmuigHEmER~OLYI~

Toxicopathological Impact of Co-Exposure to Different Phthalate Esters on the
Liver and Male Genital System by 90 Days Repeated Administration in Rats

O#FAR FEY, &8 KRBT, NF HY, N\t R, KA IHY, IR, =% B, %5 2"

DRSBTS BBEHEL, MRS RA R DA R

[(BER]1 £ DT VEEZ AT VIEZPPAR a 7T = A L LTHILGN S A, TILFLVEDRENICL > TIHEILT S
PPARTEE! & ZDHAERH ML R 2B L Vb TWh, T2, Frx DXOWMIE T, 75 VERY ~7F ) (DHP)
25 v hA®90 HMEAKSICE ), SHEH TOAPPAR a IHMKIEMIZ GST-PRE TR S ATRE 245 2 &
30% FEFE D iR R EALE % 7R 9= (20,000 ppm) TOAFHEBMELFR L 22 LS 0% o720 REFFERTIIER
AN ZALRNERRE DR 2 7 4 VBT AT VOB X 2 Pl & MEEATERRIC G- 2 5804 37 M ek
B0 6 BEEDF344 5 v M2 7 ZIVEEE A (2- TF )L F 2 )L) (DEHP; 12,000 ppm) . 7 % )VlEY 75 )V (DBP;
12,000 ppm). DHP (10,000 ppm) % .4k %\ iZ DEHP & DBP, DEHP & DHP Ol &b T 90 H MiRAT% 5 % 17
o 7ze [RER] HFIEC B0 A HERAZ L s LC. BARBECIEDEHP O AR TV F F 3 — A4 % O U 7207 ERE:
AR % 320, DBP & OfERHIZ L YR S 7z, —7. DHP HMEECTOARD b N2 iFla o ik - ElZk
IXDEHP &£ OBFHIZ X DiHJ L7720 PPAR a 7 T = A MFEHEINAREOEE L L THEOH L a2~v a1 r707
) > O% Rt TlX, DEHP & DBP R UV EN S OFEHTETIZ O E AMEICTIRETEMIIL % 320, DHP I B W T o
A GST-PEREICIH TR 2R L 7225, 2o ORIV b DEHP & OBFH T L7z, BRI, K HUMEE
TIIHEBELREALZ O 2D o 7205 MEHHEGHETHEOMSEEOERT., BEOBMBONE 2 T L L0 AN
DFEMEFH G % 072, [#%) I TlZ. DEHPIZ X % PPAR o &t I2%7 4 % DBP O {EH & . DHP @ PPAR a JF
RN AVERICRS 2 DEHP I X B F5H0 A 1 = A LA OFFEDPHELE S 7z EZEICE L TAEDLEIZL - T
I, &5 IE—HOER 283 5 2 & 23 HEE Sz
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bU7 YV —=ILRMEEAIC X DIFIEXICRET CAR DEE!

P-023°
The Role of Constitutive Androstane Receptor in Liver Hypertrophy by Triazole
Fungicides

OBt £, # £ &), &5 =M, RE DREY, NiL » 25, /vE EE?, /NI AEF, Bl #FEY, FH &Y
DELNZEWE RERES, Ve PERR SRR, VEVEN RatEw R v —

[#55] Constitutive Androstane Receptor (CAR) £, ¥ 7 A28 \» T Cytochrome P450 (CYP) 2BFE. FFALAK OY
FFIEBEFSENDOBGANEH SN TV EENZHRTH 5o RIFZETIE. FIAB X OHERISEDOFEENS s
ENTWD M) 77— VRPEREANC L IR E CARDEGIZOWTHIN, [J7s] 780 1Y C3H 2k Car
-/-(KO) ~ 7 A1 Cyproconazole (Cyp). Tebconazole (Teb). Fluconazole (Flu) % 4 JARIRFRS- L. FFERE. Tl
TR AL B £ 0TI O CYP 33 (2610, 3all mRNA, CYP2BIRIEY) (2D W TR L7z Car+/+(Wild) <
7 AL LCC3H~Y 7 A (C3H/HeNCrICrlj) & Fiv TRk O G, MFa1ro 720 [R] Cyp B IFE &3 Wild THH
WZEEIN L 7245, KO TGN L 72 20 o 720 BRI SEIS/NEE RO/ ONE E O IFHITIE R 25 Wild TIZEEZE 2 A H
7255, KO TIEA S NG A 572, Real-time PCR DFE5H. Cyp2b1058313 Wild THEE IZHIIN L 7245, KO TIXEREE |28
ML720 Cyp3all3EHiE Wild J VKO THEZ N L 720 CYP2B SR et ki #. CYP2B J8H A Wild T/hEE LIk
[ OB IEE T - 7205, KO TI/NEFLE O ABRE DG TH - 720 Tebhf @ JFEEIL Wild & VKO TEHFHIZ
BN 720 OO IR KA Wild B VKO TR A S N7ze Cyp2bl 0K U Cyp3all1FEEIE Wild K VKO THEZ
2SI L 720 CYP2B 583 ASWild Je VKO TONEPEIZSRIEMETH o 720 Flulf @ FFERIE Wild THEEEEIZ, KO TEREE
WL 720 /NZEAL O IR AR K AS Wild TEEZ 2. KO TEEICA B N7z. Cyp2bl058F T Wild THEE (23N L
725, KO TN L 22> 720 Cyp3all5EH113 Wild J VKO THEF 2B L 720 CYP2B 588i7° Wild T/h gL L2
ST d o 72 h5. KO TIRBEMOMHETH 572, [iw] Cypil X2 HFEKICIZFE & L CTCARDEE-T %25, Tebil
L BRI RICIZIEE A ECARIZEIG LT A WnE & Flull X 2HFIEKIZIZ CAR DSBG9 % 25, PXREDMD 2 7
ZALDEGH BB EDIREE NI,

—__ CYP2BHEERICKIDYUARHRICHER LI EETHHlaR - BRIEICS1 Sl
P-024 IETERSEEHDFIR & constitutive androstane receptor (CAR) MRESICDULT

Expression of Cell Proliferation-Related Proteins and Involvement of CAR in
Altered Liver Foci/Adenomas Induced by CYP2B Inducers

O# L &Y, A AT, B £, &6 =M, RE DBEY, /NI XAEF, @)l iE?, /JvE EEY, EH "
DESZEE WEES, PELNZEN et v s —, YETERK AR

CAR %4 L 72 CYP2B iF & HI A FEMZE 05 AV B 59 2 M i B A F o %k 2 H1Y1Z . diethylnitrosamine (DEN)
WIS L 72 6 Bl MM C3H 2 Wild ¥ 7 A 721 CAR / » 7 77 k (KO) < 7 A2, 500 ppm phenobarbital (PB) .
50,000 ppm piperonyl butoxide (PBO). 500 ppm decabromodiphenyl ether (DBDE) % 133 & % \ > 13 27 38 [ S AR A
B Uy B84 L 7-0F R & 72 3P m 252 ST MR 2 (foct) BRIE B & UMW ERI2 B1F % Cyclin Bl, Forkhead box
protein M1 (FoxM1) , Growth Arrest and DNA Damage (Gadd) 45 y & H DI % RIEMBILZIIME L. wIh
3 CARKO ~ 7 A TId Wild 12 It L foci/ BRIED 58 4: 530 7% 5 720 Cyclin B1iE, 1338 X 0 F84:§ 2 /Nl foci %° 27 H
1254 2 KB foci /BREECREZ R L. WO G- THA L7z foci/ BIEIZ DWW T o IFEEME & 0 iR TS
PTG Z R L7ze £720 CARKO~ Y7 AD foci/BETOZAAMEIEWIild & D55 < . & BIZIERE T O geta 1k
13 wild, CARKO ¥ 7 AJLIZEEMTH > 720 FoxM1ld, 13MFET Tl foci D% A 7% genotype (2B & 7 IFHAH &
A5 T TR T dh o 7225, 27 BICE S N7z foci /BIETIEBMEEZ R L. € ORI i EmZs L 0 iria sk
HRETH . 720 CARKOY 7 AT, wild~ 7 A X D557 GADD45 y 1&, 138 H O foci TILIFEEME. 1T
YRIEVERRZE & L 99 ¢, 2738 H o foci /HRHE Clx Wild &2 I CARKO ~ 7 A DOUFERYE, (T8 ZEMRZE & b 12k
THO ., FHGWEIZL DD o 720 Wi genotype D CYP2B 5B A JePk 550 IR HE T 27 38 H 2584k L 720 2w 28
TlE, WINOEE O IEREL & R 24t ZBRM 2 - 720 DL EO#EFRE2 5. Cyclin Bl & FoxM1 13 CYP2B i
BRITHIE L2~ AJFHETEMEARZE . FRICIFE MR O S R RIS L. F ORI —#12 CAR D3RR 12
Mz L. GADD4S y IR EDGENES 4 7 CARBIEZTF OFMIZEH 53, CYP2B FHAIRE FE i 4 O
JBIZHFEG T L EHRBEI NI,
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- TJx /NIVEY—=IUE5ICKDS Y MFEICBITDALTB KU ASTD
P-025 =czsssims

Transcriptional Down-Regulation of ALT Gene and AST Gene in the Liver
Induced by Phenobarbital Sodium

OXE =—", ik 52, RHE E‘E?&” IJ.IIZI B, /g AFEY, B BETY, KB, B Ee",
RR Bic", &H HEIP & SRR, RE FAI

DO(BF) BREDRSETTSERT RS, YENTESES SR EAETIIEAT R

7 x/7NVE Y — )V (PB) X DDT % O AT 5 QB R FFEH] 0 JEF: 512 & 2 iP5 EERIC B W, I o TR
B TEDSRA T 5 2 EM SN TV D BRI BT 2 A P R i B R E I EO~— 7 — & LTHY S

NTWDBY, FORAICET 2HEFENERIIATCTH L. RIFEICBWT, TFPBE4MEMICHAVF3445 v +
BRI G- L 72 & 2 A, wHIRBEICH LTI h O ALT B L CASTIHMIZAEICRA L2 00, KoM
PR EEICHIL 720 RT-PCRO#EE, ALT B L OCAST O#ET-HEAPBIRGH CHEICHH S Cniz2 &
5, fERT#ER & L7z ChIP AT % 6 L 720 FFEIC BT 5 ALT B L ONAST AMEM R B X OB A 12 S- L Cw»
HI S, fHMPOT Ny =S & L CTHREB X O'CRE % #iN L7z, ZOFEE, MJbiwAmw%n%n
DA bwf Hiflaf&gH B £ ' Creb HHDOFHE A DB ZAIZHMA L T\ 72, Hifla DWEREL HERE T 2720 ALEE
FHITHIEIZ BV TSiRNA 12 & 1) HiflaDEEF3EBZ2HHI L2 25, sziomn®@ﬁ%“ﬁ#ﬁi N1 |

N7z, CreblZHiflao§lil 2175 2 £ 205, ALTB X WWAST OEIx TR OER & LT, Hifla®#Ex T3
WiHl2R SNz SHOEBTHIflaasALT B & NASTEOMME R Z G TR 2 HIH L Twb 2 LRSS N/228,
Hifla O n TSI A 77 = X203 T2 S 2Tl e e B4 % HI#13 % Foxol A b — 2AH3Carl2 X 0 #ifl &
5 ENHMEINTEBY, R % H 3 5HiflaldMtorZ 4 LFoxoLIC K DI SN A Z LMo TWAH Z &b
BAENFIEIZ BT % Foxol DIEHEF IO W TRERFTH %,

———  EHEIEE (70kcal%) $EEENASH EFILS v FORERRICHT 2 R
P-026 ‘=

Interstrain Comparison of Pathophysiological Condition in High-Fat (70kcal%)
Diet Fed Rats

OfeE BA, M1 X753, W &%, NL #—, BAR=HE, KA 485, AKX EfE

T AT 7 ARIE (W) GRS Bm BT

T v 2 — WERRIGIF ¢ (NASH) DSEHEREITE I OV TIIA 22 5% <, S8R 3B X OEHBREE OB D 720
€TV & 7 BT ZEANEFIED ST W 5,

NASHEIMET NV E LTI, INFEFTHETULIWEZ EO72LL DETUDRRE SN TVREA, FTH A/
NASHEFIWVIIFEOE X E HBHEO R E L SIHAEO B VWETFT LV EEZ SN TWAE, T T T4 I3 HENE:
Wistar;25 v 2 HWT, EIENIAEHFE) &5V 25E) 2 &7V & e A HelE 2 Hds L€ & 72 (4526 [0] H R
£)o L2L, HFEF WV TIZNASHIRREDHEREDOIRIE L SN2 IO RIER B X ORISR T, A oIXs o
ELR&Eh o7

A EEYE Wistar 27 v M2z, Crl:CD (SD) %7 v 8 X U'Brown Norway (BN) %7 v b IZHF £ (70kcal%) % 16
AR L, AE - BE - MLy S5 A — 2 % 500 Hmﬂﬁﬁﬁ%i%%%%mﬁtto

ZOREE, Wistar;87 v b TR B TERE NSRS SN7-DIZ5 L, SDAT v FClartiaiE & =037
BN& T v b TIRRAKERNEIHIDGFES Sz EHERIWTFNLORKIIOWT ORI R TRV EZ R L2, 1
WALZEIS5 A — % —Tlit, WFNORBETHO MBI ERI L AT 0 — UERSMEEZ R LD, M) 7Y 254 Bl
BEMETH 5720 ALT, ASTIZWVTNOEED W BEICH R TEWVETH > 72705, LY DITBNERT v MIBW TS
THo7z0 SHITHFIEROFEAMMEARAEIZB W, SDART v hTldWistar 2T v b EFRBREDORKIER, HHELD
HoNbiIck & F 57295 BN%?/FTiiDmF@ SIEH, A LR STz,

DR LY, BNAT v MIMBO 2RI THFEEFMIC L VBYLETNVERD ) D EEZ LN, L
Ladss, EEEOEMEAD %) AEMINIE 2O SN b ATHEERLZ ), COHEPREFLVOWEFEA ~ b
W7 b b7z,
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~  FATENFIRERSy MERELCBEZMI EM2YI0T7 7 —J0
P-02T° simik

M1/M2 Macrophage Polarization in Thioacetamide (TAA)-Induced Acute Rat
Liver Lesions

OKavindra WIJESUNDERA, Hossain Md. GOLBAR, /Il 8%, B %%, #:F K%, £ 7, UF LE

RBRFAZREE BRI EL

Macrophages activated after tissue injury control either inflammation or remodelling. IFN- y induces “classically
activated macrophages (M1)" for inflammation, whereas IL-4 induces “alternatively activated macrophages (M2)"
for remodelling. M1 and M2 cells also participate into Thl and ThZ2 responses, respectively. To clarify the M1/M2
polarization, M1- and M2-related factors were analyzed in hepatic lesions induced in F344 rats by a single injection
of TAA (300 mg/kg BW), and liver samples were collected on 10 hours and 1 to 10 days after injection. In contrast to
controls, on 10 hours, mRNA expressions of IFN- y , TNF- a , and IL-1 for M1, and IL-4 for M2 were significantly
increased, followed by significantly increased expressions of IL-10 and TGF- f 1, both for M2, on days 1 and 2.
Remodelling (including reparative fibrosis by myofibroblasts) by M2 cells was delayed as a matter of course. Thl
and Th2 responses are regulated by antigen-presenting cells under respective IFN- y and IL-4. In injured perivenular
areas of hepatic lobules, macrophages reacting to MHC class II (OX6) appeared on days 1 to 3 with a peak on day 2,
and CD3-positive T cells increased transiently on day 2. Double immunolabelling revealed that on days 1 to 3, there
were macrophages reacting both to OX6 and CD68 (ED1; phagocytosis), or to OX6 and CD163 (EDZ; inflammatory
factor production). In connection with M1- or M2-related factors, collectively, antigen-presenting cells may show
various functional properties in hepatic lesions, accompanied with T cells. M1/M2 cell paradigm would be useful for
hepatotoxicity analysis.

IO AFFBEDOBEARERZICHITF D Connexin32 B KU Connexin26 M
P-028 ==

Localization of Connexin32 and Connexin26 in Spontaneous Liver Lesions in
Mice

OF A Rk, A+&E I, 85K #FF, BEF K2, BE BB =9 ER

H—=dt (kR Rtk FERT

[E 9] Connexin32 (Cx32) 3 & U Connexin26 (Cx26) (. AFlisi% 13 U & flE T - MlikiZf-7E 3 % Gap Junction (GJ)
DR SY v 37 ThH Y, BETAMEAtOIIa=Fr—2 a2 ML THIRO S 2 F 25 2 AR, et

RWTE, LIS L TCwAEEZONTEY, BHEETFCIEIZOREEAPETLTWDLZ PN TS, Rl

Tk, 7 AR O BIRSEAIRA TH L IHIRARE S X OIER 12w T, SREMEIL ARt 217w, EFE
BT % Cx32B L VCx26 DFEHOFE NI OWTHER L7z [MEHE HiE] 248 A BBEOHRG Ly 2%
728 AR RABR (C57BL6) ~ 7 AL MEHE) DT CEI%E S 1172952 (clear cell foci, basophilic cell foci, eosinophilic cell
foci, adenoma 3 & (Ncarcinoma) |22\ THIConnexin32 3 & UL Connexin26 Piik = v 72 5t %E%H LA gth 2 ATV
TR B AT 55 8 (IPAP-WIN) % W CHHEIRAT 21T o 720 [HRB L OB R] ZN2 o4 Ic BT % Cx32. Cx26
OYAPEZITIZFRE T, WL L o THBMIMW 2 %8/ 3% — > 2R L7z, Clear foci < eosinophilic foci D—# Tl
BT HRD b7z, £72, eosinophilic foci M E A3 W14 % 7R 9 adenoma X carcinoma TILATHIAER O Cx D
FEIUIT T 205, 74 v PR OMIaE T < I L Tz, —7i, basophilic foci RMIBE A IRENEZ RS
adenoma X° carcinoma TIZIFHEA R v b OBOBIMB L AR v NHEO KA RO Hitdz. Lk, <7 AfFED
HRFEARAE TH A IHMZRES L OEL B 5 Cx328 LU Cx26 05BLIE. FRLo3FEEHD /8y — L I255 8
TAHIENMRSL EEZ LN,
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m A4 YIVIFEEICBIF DY o077 7 —IREREDERRE S

Antibodies Useful for Macrophage Detection and Distribution in the Liver in
Cynomolgus Monkeys

OB #i7", BE ME, #H:Z K£2, G FEY, F AREY, ZFU FEieF", S EY, EA 8BFEY, 1ILF LE?
DB EAEI H AR RatERTZET, DRBRFIIRS: A B Raa il B R

flikicBirb~707 7 — 2 O%E - BREEIZOWTIE, MlgkEd - 51 - EREFON TERELVELY HHTW»
5EEINTVEY, BIEAEBREL VO BOALOERZTHRBHICETEE>TW W, 22T, 20—k
LC, #2224 Voff~vsu7 7 =V OMBL NV TORBICERZIEERET L b1, BREN =24
PIIZBIF A~ 27 07 7 =V OGOV THNZOTHET L. [ME & 7] 3~5m0n =27 4 9L (hEE,
purpose-bred) #E7 %1 - M5B, 18 ~ 19 DOMEH = 7 A B )V (HERE, purpose-bred) 128D % AVTHtk F~27 1
77— TP TH % 30 DHK[EBM11 (CD68, lysosomal-associated membrane protein, class D macrophage scavenger
receptor), AM-3K (CD163, hemoglobin/haptoglobin complex receptor), SRA-E5 (CD204, macrophage scavenger
receptor type I protein) | DG % it , BEMIaosH 217 o 72, FHiI21E Wilcoxon DNAAFIMRE % Fhi
L, /NEERLLHEIR & MIRIBIC O oA ki &, ElE B L OERIC O OW TR T L Ic e et 17 - 72, [
RIHWZ 3RO ETH N =7 A TN TOREFIBEE TR L72AS, — 7% RV <) & 58 TRER 2 AT RE 7
EBMI11 B X USRA-ESPHH & B2 b7z, (FoHClIiF~r 07 7 — DIEPIRIEIC S < oA § 5 2 &b
WDHH, =7 AFNTIESMAEII L 2 HEEATBO b N e h o7z, HHIILETIZ, EBMILB X USRA-E5 (2D
TMPRIRT 18~ 19 = 7 A WL & B L C3~55lhr = 7 A FIOVEMEMER A A S, 3~5hEn =27 4 i
BAEZEHEPZROONI. ORI =7 AP VOEE LT~/ 7 7 —VOBFRT—V ELTHREERS.

——— kM MFREOTOF A — LB EBNTRINA T —H—EEDFD
P-030 =

Proteome Analysis and Identification of Novel Biomarkers for Human Liver
Cancer

O 7 >7, WIS HEARER, 38 K, & Befl, KT EE, £E &2, X &

KRBTSR REEBEEE 7R AT BRI m

[## =1 A01%2 T4 (non-alcoholic steatohepatitis (NASH) J% UM hepatitis C virus (HCV) Bk o i lise % F 58 oo 7260
DINA =N — Okt B8 L72. [J7:] QSTAR-Elite LC-MS/MS. Ingenuity Pathway f##T & OS50 st 2 F v
Tt F ONASHHIK K OHCV B PERFIG 1= 81 2 70 74 — A @t & 47 FH GBS~ — 7 — OfEt & 2
O R O LB IENT % AT o 720 (R BBDAEIIZL L T BADENIT 2 1To 72 & 2 A, W OIFIREICE
WT3 har R 7 O%EH (prohibitin 1/2 (PHB1/2) , YMEI-like 1 (YMEIL1)). canopy 2 homolog (CNPY2). cache
domain containing 1 (CACHD1). immediate early response 5-like (IER5L) K ¥ WD and tetratricopeptide repeats 1
(WDTC1) D &7 BRI FEBLATRO 5 720 £ 72 NASHHEEIFIEHE (251 %\ P4S0T A V¥ A L OFEHS N7z, [
FE] A OFER L ). CNPY2, CACHDL, IERSL X U"WDTCLiz b MFREDSAICB T, #FilzenNAF =7 —I12%
B REMEAVR S 7z,
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———  gEA—KYF/Fa1—7 (CNT) OFELE. MELES LEETFRE
P-031 ~oz=min

Effects of Carbon Nanotubes on Lung Tissues, Cell Proliferation, and Gene
Expression

OB« BE", 52, REBEY, ZO R, B #, [LHEBAZY, 2H FE2

DEERETAIRY: KEREERIITER 0T, YhdETIRY: B EEE,
VR E S A EanBTAEREIERT VRS, VRIS B ERIERT AR REMIT R

FxlzZEH —KF 7 F2—7(CNT) 12 L BN OBE L2 L, v MO RFE I X 2/ s X o
T Miile~ 2707 7 — Y OBIaTRENO BT %475 720 CNT (NAEE) 2 v 408 % Fe 2w 8 72 M8 %
HOBET 21T 5720 SHICCONT i (55 V) 12 CHEB L. JEEER) . M FT) . EiE (W) O35 IG5, Zh
ENO4ME T, B L OB G OBIEE, KOS, s £ OB E T 3HAOREMRNT 2 1T 720 5B
DOBEITFABERIL, K~ —SEERAERKTHY ., FTIXEHZENMEE L T 0Bl SNz, REWIZ
OWTIHBEEREI X YIRS Y . FRREEEIZPEW CNT &R o2 il L7z B T-SEMEE CO/EIZ CFTICI
HOCNT L AL 720 RBEUWIZIZRi A 2 E S EBROCNTAHFAEL Tz, FTERENEEZE L2 A,
B IC 2 T o SEMRE Z R, ~ 27077 —VDBCNTEZEHET 51523072, RB I OW TIZLIEGE A 2,
CNTZEAELZ~7 07 7 — T % FLIZBRYREBEOTEEA GO Sz AR ZIZS . Mg TR L D
WCCNTZEEL/2x 2707 7 —UWBEENZ, FTI. RBIUWER w7077 —VIZBHZL, WL 2HBo v M
WA OBEFEIE T PO — VR L T TS EEZER TOAERMMA RSN P =001, —J7., &
N IEA R & O bR O BT R I S LIE RO S N o 7o CNTHRBZEIZXI Y T Miilla~zr a7
7=V OBMETEHEBRELIER, WITNOGWEICOEEREY A M A P ROBETIIHA L 72 AT~ T A
RHENn7, Fwibé, ESHEORLLFT, RBLUOWOSH T, YWHALAFRICEVWDSTH Y, Z0@EVITT
v Mo G~ 27 a7 7 — VOB R 12,

AINASIVT LA IC KB A DT EIRET— Kie7 [CDWT

P-032

Application of Spiral Array to Survival Analysis of Lung Cancer - Tissue
Heterogeneity of Ki67 Matters

O 4", 18 gt ", JE &2

VEILIRE: EAEEE, P (Bk) 23 m Y —EgERT

The use of tissue microarray for biomarker validation is powerful. However, heterogeneity within certain tumors may
complicate the interpretation of small core stainings. We recently developed new technique, Spiral Array, which observes
the side of thick reeled sections that enable to find whole morphology included in the one axis of paraffin sections.
Using Spiral Array, we investigated prognostic significance of Ki-67 staining from the view of staining heterogeneity.
DESIGN: 100 cases of lung cancer were collected. Spiral Array blocks were generated form sections cut at 100 um thick.
4 um thick sections of the Array block were stained for Ki-67. Staining results in the each reel were scored for areas
with lowest (LS), highest (HS), and dominant (DS) expression frequencies in the cancer cells. The scores were divided
into four grades (0, <1%; 1, 1-10%; 2, 11-30%; 3, > 30%). Prognostic significance of Ki-67 was analyzed using Log
rank test. RESULTS: 78 cases had clinical data. The proportion of Ki-67 staining was 18 score 3, 28 score 2, 29 score 1,
and 21 score 0. Cases with score 2 and 3 of HS showed significant poorer prognosis (P<.001), whereas LS or DS did not
show any prognostic values. COX multivariate analysis showed HS is an independent prognostic factor. CONCLUSION:
Ki-67 is a strong prognostic marker for lung cancer when highest staining frequency is considered. Considering tissue
heterogeneity is important for the establishment of tissue-based biomarkers.
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—P 033" Dibromoacetic acid¥25IC KD 5w FIIEADRE

Ovarian Toxicity Potential of Dibromoacetic Acid in Rats

DENZEE S an B an AR ZERT  WERER, VHRUR RS BAEAREHE, YHAMEAGR RS BEAEBEHE

[H ) KEARDEHRER Y & LTEL 5 0l 12 Ta 5 Dibromoacetic acid (DBA) # T v M IZH5§
BERFEIZBI AT ATV — )V (E2) OB ZHET A2 & CTMAE2MEEDS LA L, R R SICEEE2 525
L SN TV, DBAK G X 2 INEEO AR E OB R ZIZ O ToHE T2 v, AR TIX
DBA %7 v MIFG L. JIHOREFAWZAL, PRI OVl RV £ VIR EE IO CHERRI IR L7z [D5iE] 8
~ 108 BriHan:WIST@Jcl (GALAS) 5 » M IZDBA % 0} 08 250mg/kg bw/day D& T4, 8, 16, 28 1 (1%
FAL, 20 AR UTH A 70 & L) mERO#ES L, A XTI L 2R OMRE 5 HERE L 72 G- THRICH
L. JIHEOBREENE R CMAp R )VE VBEEZRE L7z, (BEROEZ] RO RIS 4HBETIERD S
N o 72h, 58~ 28 HCIIAMBAIZMEAM AR Lz L L, MEMMEIET 2 MEIZIZE A LED SRR
5720 FHIZE BINEDEEADEEIHGAHBTIEIROON Lo 7205, 58K I6 HETIEEA X 7112 L
VR & OR3R T 5 ORI 3R L 2 WRR DSR2 S i, $:5-16 H BRI R LEI MBS E 2 2SS BlgE s 7
528 HETIZE HIZE L OETEA X 7R L IIE - FE OGS —BE . KEMSHINEORMINs R0 5z,
FIVEYT vt T, 528 HEIZBWTRIETO FSH O L5 K% U Progesterone. E2 DK FAFESH H L7z, DL
FoO#ERLY) . DBAIZINROFREEIEE LY 5 2 5 WREMEARIE S Tz,

m Wistar Hannover2 5 v NIRERDIRMEFEFE (SDRS v FEDLEE)

Histological Characteristics of Ovaries in Wistar Hannover Rats:
The Comparisons with SD Rats

OfA 7K, 1488 IBF, £/F =4, A% W&k, Kk Bic, IUHE BER, £5 18

=FEFEAT A (B BERBEZEL 27— EREZEH

[#=] Wistar Hannover>2 7 v b (LLUF WH) @ HARTOMHERFKIIR DR Wz20, A TIEET -7 24EHEL T
W2 E3BAHAR MY Y a0 Y —FEFEMAESZIIBWTAN, HHOHIE, IR0 H BoRT v ~ (15:8f#) O 1Y)
BRI AARAYICBIE SN ¥R S, BERBN CEGFR 7RIV e d@E Lz, 72, 3280 WHIZSDAR T
v N (LLF SD) & Ib~PIE FEE DSl % 7R L 72 (WH97.3g, SD82.3g). 4-[Alid WH IR ORI F A MEE LzoT
WET 4. MR E HE] 32860 WH (RecHan™:WIST) 44 L UM H#uf B & L C SD30 EDYIH % v 72, il g
HOmKAMIMHEICB T 208 ORE S, W PSR K OCFAROLBITHEEY, BT ow TR,
R I OKR E SIESDIZHAWHO HDSKE o7z, IR BT 2 B A Gt s X CIHIMCE A0 &5
BOFIHE) I WH D F 5% 22> 72 (WH29.4, SD19.7) . Wi 548 O #r A ¥ 4% (WH3.1, SD3.0), Fr i ALH 4% (WH4.2,
SD4.6) 3 X U FI#HINIa 5 (WH4.8, SD5.2) 12K & HZEITFRD SN oz, S 512, FROET GEAEMsoZEt: /18
T8) BAGAIE, TR E HISFIERIEM oAk TH - 7285, MEIME LT, SD TIEEMAHMIEDZEME BT A Bk
2O S N720IZn L, WH TIEEARALOENISBIRICER b, BT ) B0/ (BRI o2, g o
WAEIL) BlG X, SD CIXSIHFM O IR EARTH > 720123 L, WHTIEZSD & 1) & 29 EIS AR IE o [H AL
HIRTH -7, [T L] WHOIRRTIE, SD & HA_EEROHM/NBAMGIE AR W 72 O MR F 09I BIEE S LD R
Ve EzZ N7, ZOZLIRINEPRKRECEENPEV EDOERO—DTH 5L EEZ LN WAKMEOHA:
¥, AR ORI 137 <, FEEIBEICAIRMICBIE SN A EERBD D w2 & L OB #IZFR
DN oz BERERCEFBTES DR GERIZOWTIE, B LIRFPLETH L.
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= NKRAYAS—EIFAER (TP300) #5IC &3S v MEESED
P-030 immmseisy—BTREEC ST 2ROMES L —

Histopathological Characteristics of Testicular Toxicities Induced by Topoisomerase
Inhibitor | (TP300) in Rats: Morphological Changes of Nucleus in Spermatid

ORI 2R, =4F Bk, ¥al FE, BH 5T, Nk 22, SR KX

HAMREE (B) A VERTZEET

[#5] KAV 2T —E (Topo) IIDNADOEHEF O L UNEY BREHRETH D, ZNOITHERTEBOBE 2
B LEE, 5, RGO YR B CHERET o Topo TR UNTHZZE N2 1 AR K OS2 A8 DN A ST 121
5L, WM K ORI THILT %0 Topo HHHEHIC L 2 7 v MEEBME T, KK OO 7 R
b= AL B - IR B - AN AF LIS B DRI B O TR AL (R O 7 1~ T VB E) DSR4
bNb. L. ZOFEM 2N ER A BRI B3 2 i 1d Topo TR OTITRHEHI & IZRH S v, RBEERTIE,
Topo IFHERI (TP300) 12 & % 7 v M EEFBEE ORI FAWELIZ OV OEZILIZEH L COiEs L7z, [FHF-
JiE] TP300D 0 (A8 . 1. 6 %1730 mg/kg & HEMESD 5 v b (6:#5) 12 4:MRFIE GA 181, 5[0 ERNTES- L. &
HF G153 H RO 28 HIZ 2 L 72 (B HEn=10 % 0°5) o K3 L OV E B AR i BEAR AR 194 3R ) OBt Cleaved
Caspase-3 Pk (cCasp-3) |2 & 2 REEMMILZdete 2 TR L 720 R - BR8] BROBEWE(LA6 mgkgl L THS
N7zo FMCTIIAEROEMH R ER OB T A A SN0 MBI I BT 2 B0 K ORME BT 5
SIREMIBA R S I K LR 2B 2 T O R OBERBMIRA A SNz TS I4 BB ORI L) [ (6
mg/kg) & A \ L AEMETE (30 mg/kg) A3 6 4172, Topo I FEH]TOHIE & RO DOIEEZ L (BB D 7 1~ F
YEEE) SRR BT 2RI, SREMIEC. RE RS IS 2 BEBMEICA S, 25 RIS
HIZ cCasp-3RHEA R L7zo LLE LD, Topo BHEHCFHS S5 K L ORI 2 OTREZ O BB L. K
TERx GO T BB SN 2 BENHES LB, 7RN -V ALIZRL LW REEAIRIE SN D,

— ___ HERccHan:WIST 5w bO4ESERE, BFRUBFERICET S
P-036° mmicszim

Comparison of Age-Related Male Reproductive Performance, Spermatozoa and
Spermatogenesis in RccHan:WIST Rats

OmE #EA, #HF TF, F8 v, NFE MK, HI EE, FH kE BHR F BN, W —5,
2HEZ

F b A Ean T3 (B watEfsem

Recently, using of Wistar rats has been growing for the evaluation of preclinical toxicity in Japan. In developmental
and reproductive toxicity (DART) studies, mating should be conducted with sexually matured animals. This study was,
therefore, confirming the age of sexual maturity in Wistar male rats. Naive male RccHan:WIST rats at ages of 8, 10
and 12 weeks (8-, 10-, or 12-week-old group, respectively) were mated with 12-week-old female rats. Reproductive
performance, sperm counts, computer-assisted sperm motion analysis (CASA), sperm morphology and testicular
histopathology were compared with each group. No changes were noted in the sexual behavior. The 8-week-old
group showed a low fertility index. CASA indicated that the percentage of motile sperm in the 8-week-old group was
significantly lower than that of the other groups. Morphologically abnormal sperm showed high incidence except for
the 12-week-old group. Significantly low epididymal sperm counts were observed in the 8-week-old group. Daily sperm
production in the 8- and 10-week-old groups was significantly lower than that of the 12-week-old group. The evaluation
of spermatogenesis in the seminiferous tubules using testicular staging indicated no differences between each age group.
In conclusion, male rats of this strain at age of 8 weeks have not yet reached sexual maturity. Reproductive performance
attained maturity until age of 10 weeks although sperm production has not yet been fully established. RccHan: WIST male
rats at ages of 12 weeks or older should be used to acquire a sufficient number of pregnant animals in DART studies.
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—— FHEAEMOU VN EHENFET CH DA VEGF SER 280
P-031 ~vzamicis sy EEniginsfem

Suppression of Lymph Node Metastasis by New Endogenous Soluble VEGF
Receptor-2 Isoform in a Mouse Mammary Cancer Model

O%H #BAY, J. AMBATI?, R.J.C. ALBUQUERQUE?, #&= ##75]%

DRIRPAEE SR PR B - WEARSATRE Vv — 7, 20 vy v =R IR - SRR - AR
B, VRBRERRY: EREYL S 5 —

(Y] i 4E) >V EBREHT S8 MFE 12 B\ C Splicing variant & L CH M VEGF %74 2% (esVEGFR-2) 734
Uy ) o SEHEA T 5 2 L ISRRT 5 2 L& LFEEE O Ambati 5O 7 )V — 705G L7z, 720 2O
esVEGFR-272°VEGF-C 2 & T2 Z L2 L %0 FEDY ¥ 7 ATHIRRIZITY) Y XNEFEPRKELEHZHELETBY,
Z®H HTHVEGF-Cld V) ¥/ 3Eissf 126 L TREMISIER T2 2 e i SN Twb, 22T, RFEBRTIZY 8
i oMl % HAY & LT, esVEGFR-2HEIET-% M\ C. ik~ v AR5 4 2 PSR F o F 45 Met L
720 [HEIWVY 7 29 —El#rT T —F 07 Loy ABMIRE ISR LT, 1B OE G CHESEMNIC esVEGFR-2 %
BZ7 % — (pesVEGFR-2) &, Bttt & L Tendostatin 73X 7 ¥ — (pEndo) & A WM HEEE L L TZEONY & —
(pVee) ZVEA L. 512 gene electrotransfer & 17\, 6 KM %I AEAFEY & BRI L 720 [ R] KRR 2 JE 5
{KF& 1L pesVEGFR-2H 5 & U’ pEndo i CH B L IIHIATEEE S oo EFRHE TIOFNMIC L 250 4 2= ¥ 7igHT
TIE. EEOWED VIS OB THEICHIH S, WEMMEEIIC L) BB OMEIL. Zh s ORERET
BEZIHIPRENTz. BENOMEZR SN YO EER LR, pesVEGFR2HETIE ) ¥ /3E DDA
PEZIEY LTV LT, pEndo BTN, V) V8% & QICHERBAER Lz, BERDY v/ RE
DT, pesVEGFR-238 & U'pEndo O CHEZRIHIZSBIZE SN /ze 720 EEMIEO 7 R b — 3 A3 pEndo
DHTHEZBY IR EN, BrdUKE#RR TldpesVEGFR-2#: 35 & N pEndo B TH E L IIHIAVR S h7z. [Riw)] iz
B~ AFFEE T IVIZBW T, splicing variant Td % esVEGFR-22SIRBEHIHIEH 2 55 L 720 F 720 Ko TI3BG
FRIZT Tl ) VS ERE I L CH BRI SN b e E 2 bk,

m MNU SEFE Lewis 5 v MELIRFREREICHI(T $8E & B2 DEE

Age Related Susceptibility of MNU-Induced Mammary Carcinogenesis in Female
Lewis Rats

OfE4AR R, FMERE", A T, BMER", AT E—-, =W Ir#E", A &7, LR B, R TR

DRITE R R A B TR, P~ OV AR IRSEET

(BRI ABRIERE OWFFEIZIE, N- A F IV -N-= b VJREMNUIC L D FHEENE Ty PABRET AR L CHWONS.
7 v PAROMNUIK T 2 B IER R TH Y, B TIRR DR, HRCIE8HEERIZ I L T 3812 %
ZUNEDIE VDN TWEY, L DIEHTOREIITE AL L. £ TEHE, YW= TEME L 72 MNU % H
Wiz3ooRERE L, Bl & FUREZEOHBII O WTHRE L7z THRET 5.

[ O3] 0 Ois, 3l & T 4:EEOME Lewis 7 v M (HAF ¥ — )V A Y N—) |2, 50mg/kg D MNU % JEZIENIZ
H¥ 5L, 8 (CMF 30Gy) J UK G AKEK) & HHEN S 872, — BRI OB AR IS Z T, &
BUEROIMZ 2 ELROMEECERL, 0Hmk O 3ABRESOEWIIMNULS#16EH 12, 485 08)WiE
MNU # 5-# 26 38 B (275 2 47 - 72, &5 O FUIRHREE O IE R O R BRI 2 1TV, %R 2B 2 5UE 0
FEHEAHRE, S, MR RE S 2 b L7z, oIS L€, 0 Ol A AR 2 955 L 72 B2 3% 2 L, AR L7z
[FR] VI NOBEEIZB VTS MNUKG-%8~ 90 E L VIR OFEN A S, FHEMMFYICARBECh o7z, =
DS O PEY 72 1) OREREUT0 0S5 T 21.4% K 0N0.4318, 3BT 60.0% M U5 1.2018, 48T 88.2% &% 1°1.82
H<Hy, 0HE<3BEEE<4BEEONCE L 2oz, /2, ZBIOFUEART, TWEFNICHIETRO SNk ho 7.
(%] 48l x ¥ — 2 & L THHEBY TIEARBEORZEL T2 2 LWL oz BFAT G RO
WE BRI OECDIURISEIE L Tw A2 E 2 5N b, B, REMBFIOMRE % & o T4
EAT 2 AT > T\ b,

1) Ariazi JL et al, 2005, Mol Carcinog 43: 155-164

2) Thompson HJ et al, 1995, Carcinogenesis 16: 2407-2411
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—m Sv FELERSRHEBRIEDORE MBI TWIST-1 Z2HIRT S

Expression of TWIST-1 in Stromal Cells of Rat Mammary Fibroadenoma

OftE sk, M =8, A &, B M, X B8R, S8 %

HATERFRERE EYORIFSER AR BUSRE

[Bmy] ode, BEFEORKILR S 4 7 A5 A VOZALIZ L Y, FURIES OFERITE LWL TWb, EAFUREME
JEE 21, ARHERLIE (FA) & ZRIEE (PT) 258 5, Wi & b ICFU LR iL & BB OS5 6 % b IEETh 5
ZEMS, IRHMSEA BN NEETH D, PTIZFA EHIL TTFHBRARTH L7290, #EHSBWO 0 OH 72755
TF—= N —DFEEPFPHFENT WD, RIFFETIE, FAIZBWTHAE L CWw 2 BPEMAS, S OB/ RIS | CE
P E 2 Rl LT D EEE LT, FANOREMIEE PTORMEESMIBOERE 2 55T <=7 — 12200V TH
HEiTo77,

[J7:] Fischer344 (F344; * ) & Brown-Norway (BN/CIJ; & A) % 5B 472 F1 hybrid 7 v s % v, A5 148
OIEIRT v b (n=3), HIRS v F (n=2), FIH T v b (n=4), 102~ 107HEOME S » b (n=4) DFF1SILOME S
v b EREBNGE Lz, fEH. JUREOZoMolEEE M L. 10% PRV~ Y CHEE L. 757714 YHIR
wVERCH: . HEJet OV et 2 17\, HLRREA RIS F- M 2 1T - 726

[ R] A Rfset & L725 v b TFAIZSB]. PTIX 1 BIFERE S 70 FA ORVEMBL OB TIE, 7 B HERHE S I
TERTAHZEPHMSNTWE TWIST-1 DFHA A S N7205, PTTIEEHTH o720 T720 i FRz & e
D~ —71—TdH%desmin., a -SMA. S-100. p63. calponin, CDI0IZDWTHFI Z#1T-72& 2 A, FADOEEMINL KL
UPT O EEEMHILTIZETRETH - 72,

(L] RKWFEOKEH2 5. TWIST-113FA & PT L oI ~— 71— & LT, FFAOBEE~—H—L LTHAT
H LA FEMEATRIE S 720 5%, FASRPT OREM Z 3 & iz, FURMEMIZIZBIT A TWIST-1 0% A H =X
LZOWT, TR BEHAPLETH b,

—____ Capillaria hepaticaRICRY D AEFIVICSI32I7UA 50TV 0D
P-040° ismEICHT 2RISR

Analysis of Cryoglobulin Reactivity Against Worm Antigens in Experimentally
Cryoglobulinemia Model of ICR Mice Induced with Capillaria hepatica Infection

OMR #z ", IWA 8", B4 5", LR B—", LA K="2

DRSS BRI AEED NBLSARRTER, PRI RSE  AEMRAR S I SERT

[H19] Capillaria hepatica (C. hepatica) FEBIEGZ L ) ICRY 7 AFE/ 70 —F V7R IgM) 7 < 1 FHT & IgA
PO E N 2BREM 7 ) 4 7107 v (CG) MEX FIET 5o B IE COMHARIREEIED A SN B . ARWFZET
X, CG MU CGMARERMRBRE 2 2 L 72 R/ BRMRICTEE T2 0E 70 7)) D C. hepatica BRI 2 BUS A B 6 2212
THIEZHME Lz [HEE] C hepatica®i 90 % FEIHAE L 72 ICR ~ 7 A % /10, 20, 30 H (212l T CZe8s s
L. M OV &2 3746 L 720 MBS AN CGRBR. C. hepaticaURMIHIE 2 1T 7 o 720 #EH 30 H 2~ 7 2 OE )
OARERIRZ B L ERIESRME T Oy YR L7ze C hepatica B ARV FEEM 43 % 30k & L LG~ 7 A MG
CG W #E LM I O BRI v 0 TgM % — ik Pifk & L Civ>C Western blotting 1T 720 F 72, I K N CG @ HfR
O UG E BIEPUAR S X 0 Bt L 7ze [REFR] 38 30 H 2 O &1k C C. hepaticayyURNEIEZE 12 EH L. i
CGE % 8872, Western blotting Tid. /130 H 0 MK X KD LB OPUE IR LSS %2 7R L7z, B4 30
HD2TOMEED CG R USRER M Y1, 55kDa @ BKBUE I ZRFERANICSUL L7zo RS IR, 10 H. 20 H H#F D
M iE. BAPUEICR L, BRGNS FEBRIEA LN R0 272 CG & HV 72z et Tld, BARO MBI IR
WY T FIVHRBR SN, [FEE]EMI0HKRIC, R 72 0—F V7% C. hepaticalltI O EABH SN, L2 L. CG
IS 5 IgM B OSRERIRIZTEHE T 4 IgMiE. H{A D 55kDa OFUFI RN 2 2 7 F Ve R L7z 2 L b, FRRIUR
R 2E 780 —F N IgMOEEDPRIEDFIEICEE TH L Z LATRBE ST,
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—_—— BRIEDREBIGEMD Capillaria hepatica R D LB DHARRIALIC
P-041" sxzzzEomiA

Influence of Variable Host Immunity on the Incidence of Cryoglobulinemia in Mice
Experimentally Infected with Capillaria hepatica

OWME 85", HE Ez"), B &, S mEE"), Jinfd), LR B, 8 K=?
DRRATORS: BREESEER ONELERTIEE, VRRATRE:  EWRER AT

[H89]F& 4 IZICR < 7 A2 Capillaria hepatica (C. hepatica) % B4 &5 2 & ¢, IR 7 ) & 707 ¥ (CG) MIAENE
HET DI ERWME Lz LA L. BPRIC L B ERIEIREOZDIRERRICS 2 2 EE IS 228 Tuin,
K72 Tl ThIGEMEAT R 2 32K D~ 7 ZAF AW, C hepatical&Ge\ & 0 4 U B 5HE% e L 72 [J7#:] ICR,
ThlIGEEZ D C57BL It U Th2 IGEE %D BALB/c D 32#t~ 7 A2 C. hepatica IR 8000 8 & #5 IIHAE L . $ff 1% 30
HCHERIML, B Z ATV, B ables 2w BRI I L 7zo B BEO M, FhEicowTRiEr a7y v sl « 84,
LR B TR Lo F 72, Bl A BMIEREFAIHRE Lo [RER] IR IC B0 2 SEMIZIZEIZ. wind
FREERERCTH 55, COTBLTIIMA T~ 7 U7 7 — Y OBEREEI B SNz B, 58 CoFmEEksEmt.
ICR X U'BALB/c T CTHETH - 720 ICR XU BALB/c DFFAIRMKIZ pH. k BESEEIZILE L Tz T 72,
BALB/c TIZEMINE % 2883 2 %% 5, BMIZEEF M CG ILE TR 72 AR S o b8 W Bl ER S vz,
CS57BLIZ BT BILEIIIEFICHM TH > 720 T 720 BALB/c TIIMLAKE & L LT pdi. « SHM 4% %2 /xSl 5o
HER LA ZROT. (B8] C hepatical&Ge\Z X D FIMRZE L3 2K TR - 720 BALB/c. ICR Tl 2 IFHEER
BEA0 % BFBR. MBS, EREICEN D 72 2 &S Th2IG BB R SIEN TR SN2 £ £ 2 51 b, BALB/c Tl
HIVZ R 7 A ) % SR ERIRICRRD 72 2 & B ICR & AERDSRERIEAND CGILAEDER SN T\ Z EAVRE N7,
VI EO#ERED S, Th2BI R L 7208 ERIEIRED CGM 2R L T A 2 & A% R ORI S 7z,

—— ARERREEXNFYIOLOIYYRERAVERESERRCHI D
P-042° smeEsmziticonT

Immunopathological Changes in Immunotoxicological Study of Mice Treated with
Methoxychlor

OXB ¥, =f8 mE, &l BE, o F—, LH RX, I5E &7, 88 =%, £F Eic, R85 B, ZH 54,
TEBF, B 28, FIU 1883, RE FR), /¥R BF]

(W) B B 2T

[#5=]304E, WHO 2> SALSEE O RIEFIEN 1 572 ADHRE S, AL WE O REHEEHMIIZIERMIFEE S5
BRI Y ZAD—D Lo T0h, &, A FF3 27T (MXC) 120V THEN L 7 faEdkatigicon e,
FHRBCIEFEI TRV T O =1 b X MY — (FACS) T B L ORELER R 2 B CHEM L 20T, %
OFERETCHRET 2. [HiE] X PF 2700 (MXC) % 1EMEBalb/e~ ™7 212235 X V4B SER IS L, S
D4AHFNZ Y DHRIMEK(SRBC) THIE L 720 #5447 212, ELISAEIC & 2 Hiffftifll 72, Plaque forming cell assay,
JPLi O FACS TENT B £ UV ¥/ SREE OIRELHEF A 2 56 L 720 (R B L O E] 28O MXCHS12 XD,
PG TR R PURRE £ O HIHI2SFED 5 11720 FACSHR#FT Tl, THIRE(CD3+, CD4+ 8 X U°CD8+), Biffifg (CD19+
B L U CD19+PNA+) L1 B M E DI A A3 A S 720 BRSO T I o PALS Ol Eus b 5 X U
HULDORIEE, 7 5 RO B E I OMB IR DA BlgE Sz BRIEEY > oREiE, TBEEERINZ & ) IRd O
EOWAEA DA SN2 U EORERLY, MXCZ2~ v AZRAKS T &, BWRoRKZ2 THBSEDL, o
% WL CRBRE o> PALS SIS DM RN A L7z & £ 2 Stz 72, 2O THIFAO A DB MEALIZ 552

5.2, FO%E, EhOoRSEE LCBg SN LI sz, —T, BURY Y SENICB W CIE THIlBOZ L% 3
AAHZEFTERP o720, RO THIEMAD ORIV Lo TH b EEZ LN, TOME, W& FARIE AL
DRIEENRZ - 72 LR SNz BE, 4BMREBOREFENLZLIZOWTHRET TH 5,
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VI FYOVEREZABBEREROIRS LS v MMCHIT D LERITFRE
P-043 ommEseusill : 125ROEHOTAENEICEIT B85
Pathological Examination of Upper Respiratory Tract in Rats Administered
Amiodarone Hydrochloride for 4-Days

O B, 0 B, SE S, 918 #2, & F4, =H—7 £3

s~ AR S AR ET

(B LA ORIRG 2L ) . LEIPREREDNE LD 2 DD b TOWIEDO—D L LT, ElED S BEADH
B oM Uy SR AE U 2 W Rt Gt 2RI SN CTwd, Lo L, BEEDSHR SN bEWIconT
DWEEHE Y e\ MIBEEELZA L, WBEE CEERSTRRZILEW E LT, 7 3450 CHEERIEDS 1
WA ARG SR T2ME Lz, £/, HGHEB L OBERMPREITRELH~N,  [HEIFER1IELT 7
I 50 YRR & MEVEF344 5 v MI20. 150, 500 mg/kg O (Ba B4t $£5-758 10 mL/kg) T4 H FSER %
5L, LERIIE 25 o R B O 2 M L 7o EBR2E LT, HE% 150 mg/kg 2% E L. ARG THRGRE
10 mL/kg DR, fBEEM TG4 ® 3 mL/kg O, BRI 5%5-75 2 10 mL/kg DREZ R FERIC REBIEIE 2
OIFEMIR AR 21T o 720 [RER] F2BRL CId, SRR - SIEOHTZAHT150 mg/kg T3/5H112. 500 mg/kg Tl
24BNZFED S, TS OBIMICHE LT, SINEEB L OB Level 3O FF OZE M - LA Sz, B
Pz ko Tk, MEREH BV Idfio Level OIFIE FRZIZ S WAL TR H 7z, EER2Tld, RSO 10 mL/kg D
& HIBRAREE 4 F 0 10 mL/kg O #E T FEER 1 0 150 mg/kg B & A OZEALA 00 Bz AL O 3 mL/kg DRETIE,
REIBO SN arolze  [EFE] 7 3440 VHEFEE (150 mg/kg, 10 mL/kg) 12X 0 EEIFREFRENTEL S 2
EHIB L7z IREDIFFERMIZ RINEE B X VR Level 3TH Y. BORMTH o720 T2, LXK GHEOME
BEA PP CTHRGmE T 5 2 L1280 AT X 72, A OISR & P G- m A~ ORIl IS B3 L Tz,
BB, MEEMOREIRWE CH 72, 73450 VIEMIEIXT v MBI 5 EEFRIREOREE £ 2 5 LT
FHRZETMVLEME 25 %2 5,

——— SERWKEES v NORERHREOETIEMERES
P-044

Ultrastructure of the Bronchial Cilia in Congenital Hydrocephalic Rats

OFK X, B FE, &E U Ak, B EKRE, A £ #81CF N AE REF KA E BHR
M T () RIEWIFEAR  HH L TEnT

[15 & BiY] UBFZE O IEH Crl:CD(SD) T v N EJEEEIZ BT, & 5 [AIEFP OB CRIERED A L7z 20
BOSRRGE D S . KEESE I LEENERISER L Twb e E2 5, BE, PN TREEE T TH 5, KEEIE
DOFEIRR & 7% HMERFE DA LNLHEITIE, MEHRHEETOIREDALNSL I EFRESNTVE, T4
d. KEEIET v b OSKETHMEOZME THEMSFMELEB L. MEHERTORELHER L2, MR EHE] 10
H#GOIER SD T v b 66 (MRS 361) R OKIEAET v N 5B (ESBI L OME2H]) ORELZFRIL . 181H 720 [EX
LR 10/, & 300 ADMEDREMIE 12DWC MBI H A& OB T HEESEZ 85 L7z, [FR] K&K LR
FEOMERIE, IEHSDT v M TIE—EHMER LA, KEIET v b TR AARETH o720 /2. MEOMME
BREIZOWTIE, IEHWSD T v M TE6HIH 1B TIARDAIZEFEHEEBEEMT) A SN UAL, & ToOREIZH2
(L33 BUBGHIAS + P OB ) D IEEBGME S 2 H LT\ ize —J7, KUEEFET v b T 9+0. 8+2. 8+0. WAL
B O R N OEEBRESEOR 4~ L EFEEENEFTAL N, INORFHREORIILRIIME L -&
MEF14.0~171% % 5, BREEASN LD o7z, [BR]AKERET v bOKEL FEMICIE, ST K O
MBS I CRE 2 RSB ENEAET D 2 DR SNz 1B E. BHAEE, MRS E B 35
v b OMERBRER:HE (primary ciliary dyskinesia: PCD) JB# T b FEROMTERE & T 254 541, PCD & KEEIE O B
PSRRI N TN D 2 s, KEESIEDO— K& LT, WMEBANORERFEHFHG L T LI REMEATRIE S L7z,
ERFEZRTT Y PETVIEZBFE L TR W0 AKEET v MIPCDETLVENE LTEHTHLEEZ NS,
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Histopathological Study of the Mechanism of Cardiac Toxicity by
Microtubule-Disassembling Drugs

O Fok, LB 8, 8K B, 5K fh, KB EAT, 18 T A NKT, WE X MBS, 85—,
£F BE

Bl &tty 7 ov MARKE thOgeifgeT AT

[H] 25 (COL) R ¥ 271 AF ¥ (VCR) 21X L & ¥ 2 M/NERBIESR L, LHEEEZFET S I LA
HINTWD, L Lads, LEEICB T 2WBARS I T s Ts 53, ZORIEEIC OV TIHK
RELTHLRNIZ R > TV, 22T, COLBLUVCRZ#HG- L7727 v b OLLIEIZ D W CREHLES S L OV
BHBEE A 10 22 AT 2 ATV, BUNE TR E 3 0 LS BRI D W TGS L 7z
[J71:] 6 EEOMENECH : CD (SD) 5 v M2, COL 1.00 mg/kg, 1.25 mg/kg B & U82.00 mg/kg, @ 5 \»iZVCR 0.50
mg/kg, 0.75 mgkgB XU 1.00 mgkg#, ZNZN1M/H, HEH L VIZ2HE, RBEIRMNICERS L7z dtREECIE
5% -Glucose & 1A/ H, 2HME#G L7z, #G#THAC, ORI, HREABEORES L O T M
M IT- 7.
[ S 97 B AR - AR AS DA S, COL 1.25 mg/kg BED & 1U°2.00 mg/kg B 7% & UN12 VCR 0.75 mg/kg BE D L FifiIE - 3
W, b E o 222 AR Sz, E 72, COLH S WIEVCR G LT XTDT v FOLIEIZBWT,
R BT 2 M2 & M AN O PSR B & OBRMEEAREO S, 2 s OMId TUNEL J+ @bt R L
7z, ETHAMEBEFIIMAEOME, COL 1.25 mg/kg# B X VCR 0.75 mgkg B LAMLIcBWT, I bary )7
DIERAFRO bz, F7z, BEIZBW TS X ORISR0 S NI S sk, BEBREk O
HEAFRO BN,
[(EZ]WEICBNTT RN =Y AP0 5N/l BFEMEENREICL ) MENEMLEZEz 6k 2o
ZEnS, BUNERBRERTHL AN TF U BLIOE Y 7 ) ZAF 2 OG5 L ) R U B OO ZNE - #8121,
ZOFEEREO—NE L TUENEMILO 7 R b= A5 LT 5 REEAVRIE S L7z,

———— F3445v NCBI 2 RETUSENEMHIEIRED 1 6]
P-046

Signet Ring Cell Type Adenocarcinoma of Unknown Origin in a Rat

OZ 8 8B%7F, T& L, RA/ Mk, M+ BN, gl X, KB FE, SR KR ZRE D

() frihRERN LML > & — SR WE R

Z v b O EIRFEANEE O 70 20 CHIBRHITA RERE & 2 VI ZREOE ZIEE ISR 2 @5 CH D . /MNP (Maekawa et al. 1990,
Chandra & Frith, 1994) (2B CTAEBIORED S 5 128 X 720\ REESG 2 RS 2 TR E AR & RNE 2 BT
WA E T A0, LOREIR IR E PR 2 4B L T 50 FAIEF344 T v b & 7258 A JEE SRR o k) BE B
BV TTHALE R IC S D 2 R AR T & § ., RSN 2 0 3 2 M2 SRS v 2 AR u ZY s Okl
HAIRE) O 1B 2R L 72O T, TOMEZHET 2o BIWIXAH A FPERERIZ BEER & 172 109 B O HEEE D F344/
DuCrllfZ v N Th 5o RENNEIA S D72 BEARIER L —HCRRE O B E 13720 6 1L d ., BRI T I F CHAAF LEHHE
BENTze FBEEIZD AL 22 WIRIYRZE & KT 7205, BEARVERIER I+ 248 O S EMAIZ 10 X 8 X 3mm K D1§
B OMEREFE R S N 7ze BRI —30d 2 I T E NI 2 DA A, RIEMEO M 2 H 3 5 BRI A
T AR OFENE 2 HC IS IEGE U, R P o RS RS IR L v e BEESHIIE BRI ) B E Tl L7
KA O IFEHET RIS L T b 2 e b do7e, BRI ATERREREE 2 28 bdho72h T
PEIZIRE L CTB Y AR & @it d 2 WCIZRIERZ IR T & B dr o 7o FREL 2 M TR RE 12 2 B o M B N D IF
BRI DR T, JHAL A PR T 2 MIfZId Paneth MIRE & 2 W IZBERR BRI LG L Tz, RO IESS AR LG I ) >
IRETEI P O NI & IR OSEIRM, Hifg s X ORIREA I S BIE S hze AT b o ik
KLU Ta 1 . zymogen granule B D AT O et 17> & FFENEEF D E 2 ATV 5,
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A Poorly Differentiated Salivary Gland Adenocarcinoma with Prominent
Squamous Metaplasia in a Pregnant Wistar Hannover Rat

OISH &F, =18 Hse, B I8, KB %, 188 =X, (£ 1B, KR BEic, 15 1588, [RE A, =H 54|

(W) PR RIER ST

Spontaneous salivary gland tumors are less common in rats. The cases reported were diagnosed as undifferentiated
tumor positive for epithelial and/or mesenchymal cell markers. In this report, we describe the histological characteristics
of a poorly differentiated tumor in a pregnant 16-week-old Wistar GALAS rat(BrlHan: WIST@Jcl). Clinically, a
subcutaneous mass of 30 mm in diameter was found in the ventral neck on day 18 of gestation. At necropsy, a pale
brown-colored mass was found. The sections were stained with H&E and immunohistochemically with the following
antibodies: keratin, vimentin, p63, glial fibrillary acidic protein (GFAP), prominin-1 and synaptophysin. The tissue was
also stained with Alcian blue, PAS and Masson-trichrome stain. Microscopically, the mass was well demarcated from the
adjacent tissues. Partial invasion into connective tissues was noted; however, no evidence of metastasis was observed.
The mass consisted of a diffuse sheet of epithelial-like cells, but acinar or ductal structure was extremely limited. Some
of the peripheral cells were arranged in a nest-like structure. Foci of squamous metaplasia, necrosis and hemorrhage were
present throughout the mass. Immunohistochemically, the neoplastic cells were positive for keratin, vimentin, GFAP, p63,
prominin-1 (a marker for ducts and acinar cells), slightly positive for synaptophysin. A part of neoplastic cells showed
similar stainability of prominin-1 to the submandibular and parotid glands. Collectively, we diagnosed the tumor as a
poorly differentiated adenocarcinoma derived from epithelial and/or myoepithelial lineages in the submandibular and/or
parotid glands.

—__——_ Wistar Hannover 5w ROEDBECH SNIEAEIIRIFD SEELEE
P-048° =:zsnzeEmEsED 16

A Paraganglioma at Posterior Wall of Left Atrium Originated from Aortic Body in a
Wistar Hannover Rat

OYinghua LI", B%& fi2?, Kyeongnam KO", Jemin MOON", Sunhee PARK", Miju LEE", Sunhee SHIN",
Myoungjun KIM", Hosong JANG", Yonghoon LEE", Duyeol KIM", Jin Seok KANG®), Jongkoo KANG?*

Y Biotoxtech Co., Ltd., ? CMIC BIORESEARCH CENTER Co., Ltd, ¥ Department of Biomedical Laboratory Science,
Namseoul University, % College of Veterinary Medicine, Chungbuk National University

The small cardiac tumor was detected at posterior wall of the left atrium of a 110-week-old female Wistar Hannover
rat (Slc: Wistar Hannover/Rcc) in carcinogenicity background study. Tumor cells were polygonal to oval in shape
which had slightly basophilic and granular cytoplasm. Also, these cells were arranged in distinctive cell nests, called
Zellballen, which were separated by reticulin fibers. The nuclei were round to slightly oval. A few mitotic figures were
found. Cytoplasmic granules of tumor cells were negative by Fontana-Masson and Periodic acid Schiff (PAS) staining.
By immunohistochemical stainings, tumor cells were positive for neuroendocrine markers such as synaptophysin and
chromogranin A, but were negative for S-100, vimentin, cytokeratin, and a smooth muscle actin. On the other hand,
the surrounding sustentacular cells were positive for S-100. The immunohistochemical features of tumor cells were
quite similar to those of aortic bodies. Tumor cells were infiltrated into the myocardium of the left atrium, and were
also noted within vessels. Based on these findings, it is reasonable to consider that the present tumor is diagnosed as a
paraganglioma originated from aortic body.
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P-019° E#/SD S v M5 Nz Intratubular Seminoma M 141

A Case of Intratubular Seminoma in a SD Rat

OfL B, TA #5, Bt X9, #E @, BB & tH B
NI TSE (BR) RRIFWEZET & axtERToERR

[##5t] Seminomaldk F° A X TELEHEEINTVEY, FToHWBETOWEIMO THTH Y, M A FMEER
ZBWTHEREINTWS, 40, F41310:8E O SD 7 v 2B\ T Intratubular Spermatocytic Seminoma @ 1 {11278
BL2DOT, ZTORHEFZIFRERIZOWTRARL . EG] ABNE 4 08 M AR O3 G-3RI v 5, 10 8RS
FHEfER SN2 HERFORO Crl:CD (SD) 7 v M Th A, HigE, BHEICHIRMET RO S orz. [HR]
AR B A O R, GANEHE O DEME NI 2B S .. B E g~ A1, b~hiEE
DU R E 24 L, MEESERHERE T — MRICHEH L Cwie, BRIEKE, ME~Z/A1T, 1 ~¥EOHR 2%
IMEERF L, BREVSERO LN, suxF IIIEOEE AT A/EMEMEOMIC, KoL 2EOE
MR 2SRRI EE S L7z, RS RE IR T b 520 S 7z, MG IE PAS Jetafatt, flEdeta Cld PCNA Wk
T, c-kit§5Fm1E, PLAPREMEZ /R L7z, AROILGHIABR IS ZLIIBE SN e o7z, S 61T EHMLEMIC
BT Ames B EMEE R L, 1B SRR R G#HMERRIC B W CO ML BIE SN e h o722 Lp b,
RZEACIE BIRFEEMEZAL L HI U7z, [BR]MA IR 7 0~ F V3B S N e o 7228, 30 OMIfasl (),
W ORI 2R L7z, S 512k b 0 spermatocytic seminoma |3 PAS Hefifath:, So kAL 22 A0 12 c-kit B 33 ek,
PLAPBEI & it 2 Cwa. LLEo#iR & ), KfEH]% Intratubular Spermatocytic Seminoma & 7 L 72,

w NZT A FIVOARICH SN I FEIERERI ORIEER P ARG

Eosinophilic Granules Observed in the Mammary Gland of a Cynomolgus
Monkey

OWm &, & B3%, LG HE, Bl KE, 53 F—, TF M8 #E R
M T () RIEWIFEAR  HH L TEnT

(FR] s =27 A 9V OFUR AR B IS N BRI R S A 5B T L3 B0 Al 1HIOFRTINET
(ZREBRD e WA EL - REIOUFIRIERIRI S0 b 7z7z0, 8 A S D /NUIF YRR & O HEU: SiRBla iy =R 2
M5 2ME 270 720 THE T 50 VEBI 7 =27 A0, M 4511 » R, PEREE, Kk, Sk g0
IR SR CRRL T N EFT A Lo FUROHEREB TIX, £ O/NETRIEA 2 PRI DI N2 %
B3 25580 5z [ME - FEIFHEBETH 277 PTVT I Y RUHEA VI 5 50 % KhE
BIFLIGR /NI BRIE R, BoA FLIR (4 B1) . BRI GRAT FLIR (2 61) e O FLIIFLIR (L B0) 12D W THEME L 720 T720 AE
B R OERLIEGRA B (LB1) 12D CREFBAMSGBIS 2 i L7 [RPR] gt T, ARERI o kL R Ot Bl oo /Al
TFERIERERE T 7 b TV T I Y RO EA Y E I TH o 720 WA O TIZ LEMBIZOEM%IZZ 7 T
TIVRUHEA M ER LAY, HE e TIIAFBRIERALIZEED SNk h o 72 B HMEBEBSE TIE, AEL
Je O FERLIRGRA BI D FLIR L BTN FE T DO BRINAEE M 25520 b 720 AREBI TIRERIREE O R e K& & 4°
FERIEORA B & e LT L T 7228, 3 OBRIRE S B S Lo RII RIS g h o 7o (B8] AR
DURVEER I A Y ROT 7 M TIVT I &G Ehrozd, BB A S 5k o —1 T d % W ek
WEZH N7z BB ORI BRIEFEAL O G AR A LA A PEIR I L 88 A S N2 /NERUFRRIERERL L [ E T 0 . RO
REUE R OB ORI BRI C L FUR B O EBERRAB O# & b e L) 221 TH 2 L bz, Rtk
DEFEZ LVFENCHS 22T 572012, HITROBHERRE R EOBERT -5 2 SHICNEITNS LER LN,
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Spontaneous Squamous Metaplasia in the Prostate of Rabbits

Ov/Ivek 1%, P18 /BB, BRER SFF, WA =235, #1757 X, EF B, BN Bk

SEMF AT T ARt WEBRsEE v ¥ —  RERIT SRR

[FR=] v FoOREs L BRI ARTERORF LR LA/ ERMBOBIZRSAE U5 2 &3y ShTw
bo L. HFE, v T~ BHERBRIE D% CAREZICEBT WA I Th L. T2, FKADHAIRD
RIFEDOTRELNIFE % SRS 2 v Sl AR E OTLREANIFS © 5 ICR< 70 THE T %,
[7iE] 5 r Ao F (a2 —T—F 2 FRT A M) ORISR ZHILL . 10% Y > FRiEEk L~ » TRE%E L 72,
B BRAAEITE T D L. W VHE R BER 2 E R L /2 F 72,0 $Eget, WY A b7 F05BLD
Ki-67 D5 dett b Ehiti L. i L 72,

[ ] IR 25 I P EIER IS 258 Ly FLEEIRICZEH L 22 Ak O 2208812 X < B bz R, 2200/%% — v e
BER L, —2iF, BMERPRFLREICEEH D) FIA ORI A E N A ER IS TR L 72 CHEIEK
ZHEZ LT 7o, AHETIR QWAL LRI OMINE 2 FoMIE TR S L Twiz, 3 ) —oid, IFEEREOMI
HafFofBoATHEINTEBY) . FENOATEER I LT, fiETid., b a7y Y HEAICE L
T AR VR RER 2 FE oML b A S, R R AR FE & U 723072 2 M SR L2 DL L 7 S e SR o0 R LI
O SNTze Ty WEBBICEM AR ) U EKIRE DO 5N WTNOIREIZB W T H M OB 1 b
5F 58 L OKi-67 128 LI Z R L7278, JREEE 28 2 2 MBI 7 20 o 720

[#E22] A28 1%, IR OB OEETIRIEIE B L OBE R ICEU L 2R R A L &2 5z, IWEDSLE
BRI TH 25, ) VBB 2> T D DL RENEILEMEL (L THh L EEZ LN, T2, [
HOEALIZ T FUNOEHIIFRD 5NN s, Y FRHFFORETH L EEZ Sz,

——— E—YIRCHSNIHHRHEED 26
P-052

Interstitial Lung Disease in Two Beagle Dogs

O =%, IBE 57, B1F M%, B Be, X8 % &5 Hig, 8 59, RE 28, =6 #8
(W) B B 2T

Interstitial lung diseases (ILDs) describe a heterogeneous group of parenchymal lung disorders and human ILDs are
classified into diseases such as usual interstitial pneumonia (UIP), nonspecific interstitial pneumonia (NSIP) and
idiopathic interstitial pneumonias (IIPs). In dogs, ILDs are reported in some breeds, especially in west highland white
terriers. However, ILDs of dogs are poorly characterized. We report here two beagle dogs with severe interstitial
fibrosis in their lungs. The dogs were 8-months-old, and showed no specific clinical signs. At necropsy, spontaneous
focal emphysema-like lesions were found in the lungs. The lesions were fixed in 10% buffered formalin and embedded
in paraffin. The sections were stained with HE, PAS and Masson-trichrome stains. The lesions consisted of expanded
alveolar ducts and spaces, and thickening of alveolar walls were prominent. Thickened alveolar walls were comprised
of dense connective tissues, proliferation of fibroblastic cells and focal accumulation of lymphocytes and macrophages,
without any typical epithelial lining cells. These histopathological changes resemble the human NSIP. Human NSIP
takes two forms, cellular pattern and fibrosis pattern. The cellular pattern is characterized by mild to moderate interstitial
chronic inflammation with hyperplastic pneumocytes, whereas the fibrosis pattern is characterized by diffuse thickening
of alveolar walls by dense or loose connective tissues and interstitial chronic inflammation. We diagnosed the lesions of
the two dogs as ILD, which resemble fibrosis pattern of NSIP. To our knowledge, the cases were the first report of severe
form of ILD in dogs.
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Histopathological Studies on the Siderotic Nodule of the Spleen in Beagle Dogs

Ol #E, =4F fE5), 81U F#3X, NRAF, Bl &F), TH B
k) A F ) —F HERBIsEL > 5 —

siderotic nodule {3 FELfiE D BEIE T 12 A & AL 2 BFRE RN B I OBt 3R O IL A &l G MLEHE R 5l A © 1 5 IR
W LHEEEORE T, BUEO A X2 LIFLIEAL N, BB E o TWwhd Z &A%\, siderotic plaque,
siderofibrosis & & X4, & b OEBEEMMERIE (N > FIEE) & 2 CIZEERRIMEREMICB W TALNLEANEY
T EHNY T LD E S 2 Gamna-Gandy body ML 72 LEEZOSNTWS. LaL, £ XIZBW
Tsiderotic nodule M & 5 LA G TIXMFIZEIMEDOZALIE % {, MMERAEIZBWTHEE LW, e MBS
Gamna-Gandy body & OFUEOKET b —D>DOHM L L, WEDHE TH 2 LR ILEWE O E % Fiikgef (~ov ) »
TN—Geft Perls IUGH & OV v B UG 12 & Wiz, HHEREREDEIL, <) & (+), Perls RS (+), T v
UG (=) THY, NEVFY VORBIMRINLD DN T 7 ZFFED SN h o7z, BEREFOHEE X, &
DA XTEINEY T P EANTTAEBIIHETH L ERBSNTVLD, AREFATEI VT T A3BETH D,
t h ® Gamna-Gandy nodule & (3587 > T 7z,

. Y—Etv bOTIHEIRICER) SNzinflammatory fibroid polyp (RAEME
P-054° smwmwru—)

Inflammatory Fibroid Polyp in the Duodenum of Common Marmoset (Callithrix
jacchus)

Oam &kth, M EF, WU #@F, =5—FF EF
H—=d (k) REMBTERT

FE B HSE D > I IRENTH 5720, BREEO ARBEMEREITEBT 2EEL < v, Fio~
— &ty bOEFIFERIE DR L FESCTHEMAHEL P ENTURWFEELHECHLEEZ N5, SHFL T~
—Fty FMIREBICBWTHREWIRZICER L 72720, DTo#E)#ET 5,

FHEE L i~y —Fty b (. 32 7 Big) O+ =i/ RO A EIER TR0 5 vz, BRI iR E
PSS Ly TN ) — CREAS A 7R LT\ 7o RIRRSE IO VR VRS B [ 8 R ~ 0 & 2 0 ) T AR 5 5 A ST
HIRC X DR S T Z OFIN IR A B A IR R 2 S e i R ~ ¥ T 2 5 LT B Y . K
TR B 2 WV ISRAERR R E R SO ME 2 o THRREDOMIE/ N Y — 2 & L 5 FITHE L T2y, —EBI2IZEss 2 1
BORMEFGHRICE D TOTHEAET LSO N T2, SEEME. FIOTBEROR M EEICHD 5
N7z EMBRAAMETCIZ. 2 OFERIHIIIE vimentin, a SMA, fascin (2B % 7~ L 7243, factor VIII, S-100, c-kit
IIREETH D RN OISR S X O Bl & 3B 2 0B RBEZ A LT\, DEXD, KERZ v

I 2B 13 % inflammatory fibroid polyp (IFP) (24243 2 JERESVERRZE & 2T L 726

E MIBWTIFPITKSIRRE A RE & 5 IS Tk 2 T8 9 2 $hERGHIIE O 34512 X - TRERK S AL 2 BRI MR RN 2
ThH Y., kT b & LB ESSE R R 2 R L 5 Ao INIEEERL D 5 5. BRSO SEMER ) — 7
&L CRERMRA I ENT WS, IFPOEIWIZBT 2 HRFEEREONLEII R, REFITEELR D LE
ZONTze TOM, BERTHEME L2k b—kPUkD 9 b fascin i3 HEE R TOMAHREGIH 42 <. SROBENT
O TIFP I 2 BUBED 7R EN7zo
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—* NNOS B KU INOS DFIRE(F C57BL/I6 B KLU BALB/c Y I XD MPTP
P-09)° mE=roR@=IcEsLEN

NNOS or iINOS Expression Level is Not Involved in the Different Susceptibility to
Dopaminergic Neurotoxicity Induced by MPTP between C57BL/6 and BALB/c Mice

OfftgE 52, WA i, $Il B2
WRURE: R mREIER BN R

[HHY] ~ 7 A28\, 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine (MPTP) |Zx+3 2 &2 HEIZHH & 72 7% RARZEATRE
HHEND, RIFETIE. ZORMEICHG T LNT %<5 BT, C57BL/6 (i) B £ O'BALB/c (&)
XY ALBITLH, NOS# &b Dy vy BoSsHEx i Lz, [HE] (1) 8:8#d C57BL/6 5 X ("BALB/c i
<7 AIZMPTP (20 mg/kg) % 2RI A IEREN (ip) % 5- L. 1 B X7 HRAIMZ 500, MEfB L OREL &
AR S DWW T TH SRR 2 41T > 720 (2) MEALE O C57BL/6 3 L O'BALB/c ¥ 7 A D 1Rl fkIZ DT Western
blotiZ#EiZ £ . TH. nNOS. iNOS. (MAO-B). (DAT) O3sH % L L 7. (3) C57BL/6 3B L U'BALB/c~ ™7 A |Z
MPTP (20 mg/kg) % 2WBE 4324 [mlip G- L. 6. 128E[, 1B X U2 HEIZ(2) & ABROMENT 217> 720 [K5R] (1)
C57BL/6 <7 A D&, MPTP# 518 L N7 HRICATIREE L LU L. #4eth THRG M fES B & OV TH R MR 5 o
HERWDEREDR, (2) HILEBALB/c~ 7 ADMAARDAT B £ O THI B R IX, MALE C57BL/6~ ™ A & 1t
B LABEIZRE? 272 (3) MPTP#45-BALB/c ¥ 7 ADiSEIZ BT, 5 12212 MPTP#%45-C57BL/6~ 7 A
LIEE L MAO-BOF E R EM a8 72. 720 MPTP#5-BALB/c~ ™7 ADnNOS B & INiNOS S = 1L, #p
BLUHRIZB W T 128, 2 H %I MPTP#5-C57BL/6 < 7 A L Wi LA ZIZE Do 720 [ER] U Lo, S
MAO-B. DAT. nNOS 3 & 0V'iNOS #8813 BALB/c & C57BL/6 1251} 52 MPTPIEZ DRI G- L vz &
AR S 72,

- 6-Hydroxydopamine (6-OHDA) Z#RSRANICEEESUIcd—ILT VI\LAT—DE
P-056"° =EssstcaraFovyeRrOFyS—BeR—INZYNSYRR—y—ORESIL

Changes of Nigrostriatal Tyrosine Hydroxylase (TH) and Dopamine Transporter
(DAT) in the Hamster after a Single Intrastriatal Injection of 6-Hydroxydopamine

(O Sebastian RODRIGUEZ, AHE iz, Il A2

FRURSY: KRB REFEGRHANIZER BB

One of the most important models for analyzing the pathomorphological aspects of Parkinson’s disease (PD) is the
6-hydroxydopamnie (6-OHDA) model where lesions of the nigrostriatal axis are observed when 6-OHDA is intrastriatally
injected. In the present study, we evaluated for the first time the effects of a single intrastriatal injection of 6-OHDA
(20 pg in 2 pl of vehicle) in young-adult golden hamsters. A significant decrease in tyrosine hydroxylase (TH)-positive
area and dopamine transporter (DAT)-positive area was found in the ipsilateral striatum 3 days after the injection. The
decrease continued for 7 days and a recovery trend was found at 15 and 21 days post injection. On the other hand, no
effect of the injection was found on the contralateral side. In the substantia nigra pars compacta (SNpc), a significant
decrease in the number of TH-positive cells appeared one week after the injection with the peak-value in the loss of
TH-positive cells being recorded two weeks post-injection.On the basis of the present results, we believe that the
golden hamster is a suitable model for studying axonal regeneration as well as the response of nigrostrialtal cells to
neuroprotective agents involved in possible therapeutics for PD.
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Light and Scanning Electron Microscopic Changes of Rat Brain Treated with
Multiwalled Carbon Nanotubes by Intratracheal Instillation

O=fE 25, 1BH O &, KRE R4, 185 R, 1|88 A

FROLSE SEERF IS HARNA T T v A iR v v —

[1x L ®12] Oberdorster 51, F /FiT-% T v MIHEELABE L, BRAEZ A L CMICRITT 2RO % $28
LCwbe BEE, A2 3&EH—FR>rF /5 2—7(MWCNT) % 160 ug/lT_E@ilE&:n WG L72F v MZDwT,
DT o#is % Lzo MWCNT DA IIZFED S, 513 () A~ Ai L7zo (b)) ih a8 B ok SUS 13 5860
SN0 Tze (o) MNRAT % B 2 B EL & N O TE A& MEHERUTARRERY IS L 720 (d) BT -SSR (SEM) 12 X
D BRI PIIC MWONT & % 2 5 5 MHEIRY & % fERE L 72, 4, MWCNTO)7 v MIBITHMEATICE L T40 png
P57 (40 pg/ L, ﬁ@ﬁﬁﬁ%ﬁn) DONILHET— 5 ZBINT 5 L &b, BEEE OB REERAT,

(5] BNIEE 7 — & OBIN 1, FEED 160 ng G- oM %#ﬁ**tt;i%ﬁ@ﬁufﬂfé&@fcﬂﬁﬂ)#O)O B, 40 pgfx
HEEOYRIZoWTHE L7, 13:_ GOME F344 5 v M0 pg (PBS + 0.1% Tween80). 40 pg/Ptk & UN160 pg/ VLo
MWCNT (MWNT-7) % B & E %S (0.3ml/PE) L, 1. 7. 28 K UMl HERIZHIM L 720 A EREZE L. JEE5 um
@%;.@J}#%ﬁf%\ Kernechtrot fefat. G CTHIZ A 5 72 MWCNT @ (1) iL A5 B ok 125 L. (2) NREAT %
R D E D EAL, (3)21:%%1&1@3&@@%9@7”[: (4) JEBE TR A 5 N7 MRHEIRY) ' 0 SEM CTOME % 417 - 72,
KF%&Uﬁﬁ]tﬁﬁ LT ORERZ 15720 40, 160 pgBEIZ 2T, MWCNT & (1) 775 18 FH o ik 2 JE SIS
HEOMBEALR R S hh o7z QWINOHEG 1 HEL OB OMNICEED S, 28 H TIEEBWIED S,
@) LA I G- B RGE IO W ER A L. 91 H T340 pg#13 160 pg 0 1/10 DA 2RO H 17z, (4)
SEM#FER TIEMWCNT & % 2 & 15 MR B ONAFRATOIRIE S L5 05815 S 7zo MWCNT O IERE 7 [R5 12
FRZH > TBLT. SEMWCNTORHNBITIZOWT, 642505t x D, ZOEEBZWSNICT LLENDH
b EEbis, (BEG@HERFIERMEICL5)

———  sISUBRSICEIRRE  HBES Y MBI B
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Brain Lesions by Ketamine Treatment in the Juvenile Rats

ORI FR"Y, F E£IK?, £ AR, A F8R?, T &1E2, = $8K2, BEE Z8A°, M)l 8%, AE 8", K 2279,
g —59

DB Fr T T Ay b BEWEL= b, Y B N A N ATy, YA (BR) Sk etk

[E1] NMDA ZAEENEHRTH L7 7 I v omMHeEs, 95T v M2 %E@%x%ua“é 2: L0, BWic

b= Ad D WIIHREVEDSBIT 5 2 LAY H N T W 5 (Pediatric Anesthesra 2002;12:770) o JHZEIL, P DI ﬁﬁﬂ(/
ﬂ’?Xﬂf/EJZEH) W3 D s PEDSE V> (Anesthesia & Analgesia 2008;106;1599) & & 425, 4, T v l\ DAFLFEE MR
B K EAEAHERTAAMT, ETY MITr ¥ I v 5L, WMOT7ER N —33 AOME #1818 I M L7, H
a:i@a)ifgﬂi—bfc:; HEIZOWTOME L7ze [BHRF - 7] 4242 (PND) 7H® %\ & 14 Higo Crl:CD (SD) 7 v
~ DMERE (S 4~561) 127 5 3 > 25 mg/kg % 9045 M bR © 7 M RARNERENFE G- L, %5 24 B 212> hoNv e
5 — VIR T T4% /37 RV ATV Tk K (PFA) BERIC TR R EIT o7, ML LT, AMAEK25mL/kg
% [R5 Lf_ (PND? 24h&UPND14 24h R EIMRTE) o AR 7 SIS S- L 2B o — ki, REMEE A5 BT
¥ 574 28 B IZEIM L 72 (PND7_2W 518 o iX % 4%PFA CTHEER, STPHEROMR 7 7 1 /tJJJﬂLevel 35
Tz U°7: Toxicol Pathol 2006; 34;296) %ﬁz%z L, HE#¢fs % O TUNEL 2 % fii L AR B2 1281584 5 & 3612, TUNEL Bk
MR E R L7220 IS, ERTHEE Y, 7430 m0, 25, 50 mg/kg % 1 H 1[0 38 H K H#%5- L, B 28 & Mo
L7z (PND7 3W #5558 o 5 - #£%22] TUNEL B O, PND7 24h $EEE 2B\ CEIE
SN, FELUTHIR, BURTHE, Rk, ek ONEEGRERHICRO N, LarL, TOMmofETiiE
AONTrolze YEXY), 73 12k 2MiEIciE, BEEOEWIEEEEL, RS oG LT
LIREDFH L W DR S L/ze F/z, —EREB LA (78— A3IN) 3 ZOHOMKRIEIT X 0k
9528, HHIHMRERGIZL o TORRERER L 2w LWL E L 572,
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Effect of Developmental Exposure to Nicotine on the Neurogenesis of the
Hippocampal Dentate Gyrus in Rats

OXH 15", Liyun WANG", 7R BABL"Y, BARFF", BE®BF', N\ R/, SHRMEZY, =7 B8,

NN
HHEY

DRERTR BERE, 2 (k) RV - UV —F 1oy — IERK E EEHRE

[Ea9] 3~ 12, FEMZFEED in vivoiE - BElA O 2 HWE LT, Iy bR~ A% AW iEEsIRE O = o
— O VEAIZEH LRSS T A MG R 4T o C & 72 ARl EIRIIBMES R ) A 2 ENTH DL a) AME
B REEEEO = aF 0T v MEEREEZITV., 2 —0 VEENOBEL R L. [E] ESD T v
MZIEHR6 0 A 5 51tk 21 H (BEFLER) FC(—)-=aF VilARRKREEE 2. 10 2050 ppm DEETL% Ty B~
AN S TR G U720 RPIEERIIZ L+ )-TEABEZ 50 ppm DL T 1% v 711 VIKICERE S TRBICHRS:
L7zo 21 RU7T7T HOREMICOWT, gt |l X 0 B Eeikali2 1) 2 PCNA. TUNEL, Doublecortin (DCX)
KO Reelin BB B OME 21T - 720 ER] BB OEH 4 H B A EAFIT50 ppm THL 222 RE %2 7R L7z,
WREIY ORI 50 ppm OMERETHER 7 H L&, 10 ppm OHETA 428 H L&, 2 ppm O#ETHA A 70 K V77 HIZKAE %
RL7ze FBERIIHETIIT N TORGE L D 10 K U550 ppm T4 28 H UIREEZ /R L. MD2 ppm TH 470 K&
77T HIRE % 7R L72e MNE R 1Z50 ppm DM CTEZ 21 H R P77 HICABERBMEEZ R L7z AHI9HORF a5
SV RBRERECHEIS U EAFRS S, RiEG T, WS BRI LRE T C o DCX Byl i o
HERBEIMPAE21 HHO 10 % U850 ppm TRED 7225, EH 77 HIIZZILIERD B h o 72 MIITHEIRD T
Vo [BR] =5 v ORBEH TR 10 K OV50 ppm O BB TR MR T il BT = a—u o5 Lo
HiAE (type-2b. type-3 progenitor cell 2 U immature neuron) (23 %55 Th 5 DCX OB &z, LA L.
PCNA K ' TUNEL AR MBI R N7 R b — 2 RACEBIA SN TR W &b, Za—u YLz R
FTLOTE R, =2 —0 Y ORAHEORINZRIET % b0 LIS N7z,

———  JOLEY T3 ARERRBICLD VY A EEERAOMEREICRIEFT
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Effect of Developmental Exposure to Chlorpyrifos on the Neurogenesis in the
Hippocampal Dentate Gyrus in Mice

OLiyun WANG", KB 157, #IR M2, #2512, &35 BR'2, B8 KRBT, A MEY, =% EH",

MEZS S
EHEY

DRGUR TR BRI PLAEIE s, PRI a BRI S e R

Chlorpyrifos (CPF) has been extensively used as a pesticide, since it kills insects by irreversibly inhibiting cholinesterase
(ChE) and disrupting cholinergic function in the nervous system. In the present study, we examined the effect and
reversibility of developmental exposure to CPF on neurogenesis of the hippocampal dentate gyrus in mice. Oral doses
of CPF (0, 4, 20, or 100 ppm in diet) were given to maternal mice from gestational day 10 until weaning on postnatal day
(PND) 21, and the hippocampal dentate gyrus of male offspring were immunohistochemically examined at the end of
exposure and also at the adult stage of PND 77. Dose-related decreased concentrations of total blood and plasma ChE
were observed from 4 ppm in both dams and pups on PND 21. At this time point, brain ChE concentrations decreased
in offspring at 20 ppm or more and in dams at 100 ppm. At PND 77, the blood and brain ChE concentrations were
recovered in offspring of all exposure groups, while the decreases of plasma ChE concentrations were sustained in these
animals. Immunohistochemically, decreases of doublecortin-expressing subgranular zone cells at 20 ppm or more and
NeuN-positive postmitotic granular cells at 100 ppm were observed in offspring on weaning, and they were recovered
at PND 77. The number of subgranular cell populations immunoreactive for PCNA, Tbr2 or Pax6 and hilar interneurons
expressing Reelin were unchanged the number at both PND 21 and PND 77. These results suggest that CPF at 20 ppm
or more directly targets the immature granular cells to suppress maturation in the subgranular zone during the exposure.
However, the effect itself was reversible.
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Early Changes in Medulloblastoma and Cerebellar Development in Ptch1
Heterozygous Knockout Mice

OME PBE, sB =M #LE NI »%3, BN £ NI XAEF, EH#E

7T ARELR

[# 5] Patchedl it N OFiZFIEMB) ICHDL L BT THY . TOANTHE/ v 777 b<7 A(Ptchl ¥ ) 2BV
T b EFHP L MBAIFEET 5. MBIZ/MK S ZEINIZ ARG IGL) IR B354 L 7244 & (EGL) Mgl
Hk$T D EEZONTWED, A7 ZAO/NMESEESLMBREABREOFEMIIAHTH L, £ THRAITMBERAD
WZEAL R ML Z B S 22T 2 72012, R~ ADFEL /NN % SIS L7z [E] A%o0d~21H
5O Wild & N Ptchl ~ 7 A O/ & SR ERALRR = ICHIZ L 72 720 EGLAIROB B2 #Z 3 2 HWTIH K114
H O~ 7 A 12 5-Bromo-2’-deoxyuridine (BrdU) 100 mg/kg & HIRIFERENTE G- L72e S5 DB O/IFIZDWT
HE 4¢t6 D4t BrdU Ki-67. ##% 53t~ — 7 — & L T NeuN, Nestin. p27 XM Hifk (2 & 5 ek Lt 2175 720 [#E
B ZE] Wild L U Ptchl ~ 7 AFIC 7 Hilgx ¥ — 7 ([JJE S 21 L 72 EGL 1. 54 (Z3E# b L 21 HfERIX13I30H 2%
L7260 $5E%IZBrdU Bt % 7~ L 72 EGL M 1L, #EEEFIIZIGL~E BB L 720 Ptchl ¥ 7 R 2BV THO A 10 Hifi A
M2 EGL & i L 72 SR E IR ZE Y, 12 Hl IS IZMB 2380 H AL, 3 L\WISER I 12 B 5 4 £ 2 i DL CRE
BRI AR E T H 2 PO e o7z, S B2, BMILIE BrdU S8 E 2 /R L7 2 & 25 EGLAIZIZH 3k
T2 EAREE NIz, 7. BEGLANEA IGL L B &% 16 HigLABEIZ B> T Ptchl ¥ 7 A D4 FEEE IZ EGL
S D EFEREN L IR SNz, HHEFROMIB L BrdUGMEZ /R L7722 &5 EGLAMR E £ 2 5z, T2,
EFEEATKI-67 B L BRI S Nz Ki-67 PR 13X NeuN %0 p27 el (ZIZBaME~§5F5 . Nestinbttz R L
S 2% ALEIANERED g, ARA LI RMBICH#RET 2RSS 5 £ E 2 57z, Ki-67BE1HE X NeuN %
p27 KL |2, Nestin IZBEME % /R L LEIN SRS S 7z,

PtchiNFO/ v I7 D MO R ZRAWCRSFEFHIFAFET T )V OEIL

P-062
Development of an Early Induction Model of Medulloblastoma in Ptch1
Heterozygous Knockout Mice Initiated with N-Ethyl-N-Nitrosourea

OEta =M, RE PBE, HLE B E AL »%3, NI AEF, EH &
ESZAFE RELED

[Background] The heterozygous ptchl mouse (Ptchl +/-) is known as an animal model of medulloblastoma (MB),
a common brain tumor in children. Similar to human cases, MBs in Ptchl +/- mice are thought to arise from granule
cell precursors (GCPs) of the developing cerebellum in a multi-step process. Although Ptchl +/- mouse is valuable
for studying MBs, the relatively low tumor frequency and wait time for tumor development are disadvantages for
evaluating the modulatory effects of chemicals on MBs. Therefore, we attempted to develop an early MB induction
model in Ptchl +/- mice initiated with N-ethyl-N-nitrosourea (ENU). [Materials and methods] Ptchl +/- mice and
their wild-type littermates received a single i.p. injection of ENU (10, 50 or 100 mg/kg) on postnatal day 1 (d1) or 4
(d4). Histopathological assessment of brains was conducted at 12 weeks of age. [Results] A reduced cerebellar size was
apparent in dl-treated groups at 50 and 100 mg and the d4-treated group at 100 mg. Histopathologically, early lesion of
MBs occurred with a high incidence only in Ptchl +/- mice receiving 10 mg on d1 or d4, or 50 mg on d1. Regardless of
genotype, reduced granular layer thickness, Purkinje cell disarrangement and reduced cerebellar size were observed at 50
and 100 mg dose-dependently. [Discussion] These results demonstrate that ENU is available for the induction of MBs in
Ptchl +/- mice, and 10 mg is a sufficient dose. Early induction of MBs at a high rate may provide a useful model for the
study of modifier effects on MBs. At 100 mg, it is considered that MBs were not induced since the damage was too severe
to allow for GCPs to generate MBs.
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Histopathological Study of Lesion of the Spinal Cord in SJL/J Mouse’s EAE
Model

ORER A N—, stk fR WA ZTKX KB EESTF, @ TE B8R B8, IWMIRE, AR MX, &7 8%

(k) Y7 ov bR eRfgET  RAEprseEs

=

FEEENY H DS N R 21 2 S A LIE MS) O FEEBRE TNV DO—D2THh b, EAERELTTFTIVDH HSILII< Y A%
FIV 72 EAEJRREE 7V (S-EAE) Tld. WEOMBERISER. FREEEMAB Y EL 2 EEICEBL TwZ
EDDH, B FOMSOIRREZ L RIEL TWAET IV E L THSNTWS, LA2LADS, TNFEFTIZS-EAEICBLT
B AHHEIR & FREOMMEE & OBEIZ O W T ORI 2 #E 1 v 4l 4 IXS-EAEIZB T 2 BTG &%
IR I L. AR IR & B RO MG = O BE I O W T 21T o 720 TS5 %6

Fik

S-EAE . 6 EDOSIL/I~™ A2 704 FOSEET Y 230 FIZER L 72 PLP s PUE B X O HEHE % BAED
WCHAIETHG L%, 20lEKEHEG2HBICHBERHER L ERENICES L TER L2, 7 AOMEREIRA =2
7 = AEPER G- 02550 H B £ CE%E L7z, BHE. P57, 12, 278 X650 H B2, BT Tz
L7z AD B E2B I OEA~E6 TR EARHE L2 2NSOFBIE. 10% T EEE RV~ ) i CRER.
IS TG 74 VI AE L, A M) V- A D RO B L) 2= NNV TR KT 4 T
Yot OE Yt % fifi LSS L 72,

i ey S

TR COBY OETEFISSEEIEORE % £ ) BESBR SNz, 20 b, BIED 5 WIZROIRGI 2 A
BB N7-BIZB W TIE, WIS PEHERED 2 WX N OMIE %2 LS 2 B O T HESEN B L O REHs
RS AEIN SN O3 &2 £ D) BLBEASER D SNz, SO 2 A5 S-EAE E 7L TR AB SIS B L OHiE
B SEINC BT 5 M E M EREIR R 5.2 5 2 EhURIB E N/,

——— Sy rOYUTREBBICS BRREMtEOEmt
P-064

Utility of Immunohistochemical Application for Glial Brain Tumors in Rats

Ot BE—", BR REY, && B, M EX?, K& BEFY, NER Bz

VP2 F T 7=~ (M) Rt T AV Ta, = Tu Ty —< (B, Y (R KV U —Fkry—

[H&y] Wistar Hannover (RecHanTM:WIST) 5 v + D 1§ O°Crl:CD (SD) 7 v b D361 7)) 7 RlER; 12DV T,
PG| & 2 HE) T Malignant Reticulosis DT REMEATRIZ S N2 DTI NS DIEBI 2 #ET 5. [MER O]
Wistar 7 v M&, HR7— 5 HINO 72D I CMLE THE S 7z 84 Bl o i Catmiflg sz, 3HloSD T v M,
HRT— VWD 720120.5% A F )b a— 2 2G-S HET, 2hendd, 90 i3 99 B CHIFE LRI X
EFET L, s e, &fl e b EIMRFFORMICHIRNEEIZZO Se oz [FiE] Wistar 7 v MO HESf
TR TIL, KB B OFURZELG A 5 B 201 TTEFEEIZHEIE L T A A 6 7z, e O MRy LD
ST, B OIEF AR L OB FUIARHEIEC, EHEMIIRBMNIE I ERO/NIO A L, M CEE 2k
#HLTW/z, SDT v F3BIOHE G AR TIE, KRR B OUIBR T H 2 OIS FE IR IS8 3 2 MBS s A 5 1,
BRI e 2o 72, BB ISR IO/ NI O 24 L, TR 2 L7, SRR R OV gu(t % St
L7z&Zh, WIFNo4fle b §ERYE TIEME OB R IERO S5 d, wEHE TIZGFAP XY, 3707
TIR7AT 7 =YD= —"TdAbIba-1 LT ED-1IZbEx R L7z, [ L ®] Wistar LUSD 7 v + O 450 i fEH;
IZ2W T, HE#fTid Malignant Reticulosis 31 Astrocytoma 25/RIE S 7225, RELRGOKEIIETCHR L TH Y,
44 & & Malignant Reticulosis £ W L7z, T v D7) 7 RIHEE 2OV Tld HE B4 C U3 BIHE 2 F WA R 20 5
WHY, Irar)7/vrsa7 7y =D =" —TH5Iba-1 L OED-1500EREIGHEEZ 5N,
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GFAP-Positive Neoplastic Cells in Spontaneous Oligodendroglioma and Mixed
Glioma of Rats

Ox#®a BEF), mHREY, TE =), KF R, fix #", SR E—-8), B —F", "l fnE?
DORR) AV —F Ry — RHEER, YRR REAGREIZER B E

&5 Glial fibrillary acidic protein (GFAP) 1, AR IRBAMBEO FE L2 FHEZ7 4 T AL P THY, b2 EDfHA
BB O EIRBHFIEDFRZICHA SN TS, L2 L. T v MIBWTIIEHR K O RUGHE2 IRIBH A oAk L
FHIC GFAP Btk 2 Rn 3775, BIRBAINBIE O ES AR L. FREE Co—RoMmG 2k, BELHE STV,
S AL, T PO BERFEEER SR BAME & O & BUIBAIILIE I 5 1F 2 GFAP B RSN DWW TR L7z
DT, ZOMEERET Do MEROFHE - ARG HERBE K ORI A RSB IC B\ CHRIEE L2 F344 KO
SD J v O 2 e B AE (25 61) K& O A BUBHIFLNE (561) (2D THRIZBRIRILSA 09I MER L z. K52 - Fizete i
Falix. F& LThAROB S R 727 0~ F VIS8 AZNINEROESEMIL S . BES§FmEcru~F o
RRZ LIS 2 ) 2 s D% Eidolig2IZfrlE 2R L & HICHEO—HMIZGFAPIZH I Z R L7z —
RABIBAIIE Clx, Bl L 725 M2 BIE 0 13 5, MBI H § 2 5880, BN RBIMER % A3
BFMEMBANRIE L T\ /zo SIS OFSEIE K CHHMIEMILIZ. Wb olig2 BMETH o 7245, —H ORI 2
W L ERSEISAIRL L GFAP B 2 7R L7zo 7B, TESSINICIE GFAP B3t T olig2 FatE O MR S S BURAE L T /z2s, &
WIS EIFEEVEORIR D B VIR D WIEE R B L 5 2 &0 S BUSHERIRIBMIAG & HIWF L 720 L SEL Tk
D B E THERR 2 172 olig2 3 & U GFAP BB I DV Tld, GFAP 2SR L MZSEBMIZICEH T %
LENTWDLIERL, ROUMERBM TS L EEZ O T2, RATIBMLIEIC BT 5 olig2 &4 T GFAP
Wtk OREFAA IOV, EBEO2RBMLE 2 5Nz, TNHOHA LY T v MIBWTH B & ik,
HEAE 1 A IR > — 3812 1 GFAP B M AS A AT 3 5 & & AVRIE S 7z,

— ___ Wistar Hannover (ReccHan™:WIST) S v M (3 DHBIREEREDS KU
P-066 mmymiee

Background Data of Retinal Function and Morphology in Wistar Hannover
(RccHan™:WIST) Rats

Ok £, BsH &

SRR A RAIERSEE Y > ¥ — ZeUEEs V-7

4[A1%, Wistar Hannover (WH) T v + % 26 R MEALEFE L. #FEEX (ERG) B L OSET#HEET(OCT) 12 & R
BHYERE T — 5 2 IUE L 72O THRET 5, [FHiE] 4GEBOMEES 3060 WH (RecHan™:WIST) J v b % LA OM
¥ - BIMbTE. SERRATEE OMERES 1061 20 AR/ 3F) B & OVIRBMSAHE (MERES 20 B0 40 AR/ ) 12500, A7 v L ARy —
WCCTHEBL, —BIERERE, RENELBLRCTERL 72 RAMERED T v MR, KyEK T (Baseline) . 43,
13383 & 1726812 Scotopic ERG % fl#k L7z F72. OCTD ¥ ¥ 7 )VE— B CHAAKERLEE B4 1 FLEEELBA O #EfE
MBI G 2 f L. MR Z 5 L7z 26 MO BIZHIR T RICHI LRt 2 £ L 72 2B, ]
B iR & LCSD (Crl:CD (SD)) 7 v b MERES 1060 (2001) 3B L7z [#£] WH. SDZ v b
E L 4B SHETERG alfiRIEOAE LRI T Sz, WARMKT v b & B METIZERG ali OIRIFIE T X 134
DIBEEREICR D, Mk b 26871213 BaselinefH & 0 45 EZ /R L72c —7J. ERG biRIEIEMAFOMERE & & 4
WS EA L. 268721213 Baseline £ CTlHIFE L 720 OCTH[{%72> & O FIHEEIE 1L 26 18 T Baseline I LR THE
WA L WHOREKE, SD DM TZFI-2192%. 93%. 89%. 90% T - 720 IHBAM MM E Tld, WREILE
DAWHOHESHISIR L SDOMELBITIRIC, #EETHMAWHORELF LIRIZED S /ze 209 B WHOHKELHI Tl
Baseline D#IZ2E; 7> 5 OCT W& CHHEIRIEIZ B2 - 7R EERIL & LTI Z 51T iz, o 3613 26
DO THBES 2L Tz, BB, WA WH T A EE T OB 280802, 260408 & 1511
ARICFED Bz IREHGAHE TIEWHLSD & & ARG ENL BHIFED H172s  ERGIEIEOZALRHEIREE O T L,
I ED BB & 2T 2 Bt b b, $720 WHT v FOHICIZERID S HEREE 2R TEWA NS Z &8
I L7208, ZORBEELS v M ERT— 5 O#FHNEBEbh b,
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N-Ethyl-N-Nitrosourea Induces Retinal Photoreceptor Damage in Adult

P-067 Rats

OmZFERE", E2K R, LR SER, B HE?, AN 279, KT B9, = 758", 1A §5)", 2R TR

DBATHIER AR B AE R, VBTHEEALRS:  IRBREREE, OBWERIRY: IR REERELET, Y~ov AR
KL WHSEER

Seven-week-old male Lewis rats received a single intraperitoneal injection of N-ethyl-N-nitrosourea (ENU) (100, 200,
400, or 600 mg/kg), and retinal damage was evaluated 7 days after the treatment. Sequential morphological features of
the retina and retinal DNA damage, as determined by the TUNEL assay and phospho-histone H2A.X (y-H2AX), were
analyzed 3, 6, 12, 24, and 72 hr, 7 days, and/or 30 days after 400 mg/kg ENU treatment. Activation of the nuclear enzyme
poly (ADP-ribose) polymerase (PARP) was analyzed immunohistochemically by poly (ADP-ribose) (PAR) expression
in response to DNA damage of the retina. All rats that received = 400 mg/kg of ENU developed retinal degeneration
characterized by the loss of photoreceptor cells in both the central and peripheral retina within 7 days. In the 400 mg/
kg ENU-treated rats, TUNEL-positive signals were only located in the photoreceptor cells and peaked 24 hr after ENU
treatment. The y-H2AX signals in inner retinal cells appeared at 24 hr and peaked at 72 hr after ENU treatment, and
the PAR signals selectively located in the photoreceptor cell nuclei appeared at 12 hr and peaked at 24 hr after ENU
treatment. However, degeneration was restricted to photoreceptor calls, and no degenerative changes in inner retinal
cells were seen at any time points. Retinal thickness and the photoreceptor cell ratio in the central and peripheral retina
were significantly decreased, and the retinal damage ratio was significantly increased 7 days after ENU treatment. In
conclusion, ENU induced retinal degeneration in adult rats that was characterized by photoreceptor cell apoptosis through
PARP activity.

. < AHR coloboma DFELERKF : IRMSEORERKIRAHIEKIEE
P-068° <~ o77—vsmomERcONT

Pathogenesis of Mice Ocular Coloboma: Relation between Basement Membrane
Disintegration and Macrophage Recruitment at Optic Fissure Margin

Oxt %58, Elx B, KRE Ih, 128 ZER

H Y : Typical coloboma (ZJfGAEM] D HRFRZL BASA IR S | 2R L 7258 R 5% %“Ca%%ﬁ‘ T HR AR5 D 25 L A SR oD 52

WREDRERD—DLEZ LN TW5DH, Al izymography(i%’?:}ﬂ\/\ W RRRERESE AT A~ ARED

AR5 TlaE a2 O PSR —3B L TE 7 7 — BIEEIRIE SN2 D120 L. coloboma%H 3 5 FLSY W A

I TIEREAL D 2 DA L MR & 2 L7z, 4l BRBEREIICERT 2~ 707 7 — DB L,

M ZIFIZ BT 51X 7 7+ — B5BL L R & O BE M % 5oL BT L 72,

Jiig IR B & U coloboma % A9 % FLS G 12D v THREREEIRIT 0 3G U1 1 2 /F3L L 72, In situ zymography |2

& B s % 8% %, $LF4/80. Bl Type IV collagen. JLMMP 28 L UHIMMP 94k % F W 7= g et 247 - f:o

FiR  IEE IR R OIS Tld. zymography THi\ ¥ T F ) — Bl Z2 /R T F4/80 b1~ 7 1 7 7 — U h3@is

Type IV collagen [ D B IEE AR 4 12 L 72, Lﬁ%@%%’%Lf”\?? 07 7 — Y TIEEI Type IV collagen %?Q
BEFTHMMP2 (T FF—A) XBHERIEE R L7225, £ Typel - 11 - 1l collagen % 3£ & 45 MMP 9 (¥ 5 F

F—EB) IEEMTH 7. —H. FLSIRE TIEFEAT Ltﬁﬁﬁ’”n"%@ﬁfﬁ% Type 1V collagen MR ATRD Hi1 5

DHT, F4/80 MMP 2 5 & O"MMP 9123 2 BUS IR IEH 1M TH - 720

M EE R IR O RIESIERREIC X~ 2 0 7 7 — Y OERELE TONEHO MMP 258255 LT\ 5 g

%)‘T%wk%z bk,
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Oto-Neurotoxicity Induced by 6-Aminonicotinamide(6-AN), a Potent
Antimetabolite of Nicotinamide, in Mice

Of 2K &, &4 FMK, |18 —5£, \UHE BBH, Kk Bic, AL ©#4, 5 13

SEEAT A I VA (B ABRBIgEE Yy —  REEIEE

[H#] 6-ANIZNADP Q¥ 6-ANADP & (2 & ) NADPARTEED 6- K Ak 7V a v e FarF—¥ % HE
L. RO —ETH LY b =) VIR EZIIH L CATPEA TR T 2 ¢ 5, 40, 6-ANFS TAH S N/HEE,
RS & T )V F 2RO RERARR 2L O W THE T %0 5] 78806 CD-1~ 7 A126-AN (20mg/kg) % Hi R EFE
NG, %524, 48, 7T2EFRI12 12 10% BRERFR E R OV <) Vi CREFEEE ., BEES % EDTA4Na THUKE /S5 7 14 > &
B, HEZOEARL/ER LT, K. /B, IR, TR L O a Vv F o B2 2 MEl L7z xFHRERICIZ AR A
W% RSP G- L7oe [RR] 6-ANTe G~ 20, $5-24 85 F TUEAIV b 2R A v 20V & v 72351 (4,000 ~
5,000\ )b B X 1U813,000 ~ 15,000 V2 ) IZBUS L 7225, 5 5- 48 B AR (X EE S Td - 720 TRELERRE AR Tt
6-ANF25- 24 FEI £ 2> & IEHE (2P pEAs . B4 ) — 78%) . #5548 IR (B IAR) A& /v ik (AMITEAT . T ).
R (BIREIRAR, TR TH) IF >y FaZ )7 e 7 A a7 ) 7 ORERR Zefa 28V, Wi o 22l /b AT {124 12
IO ITzo 25 T2WF ] TUE AT AL O HER IR LI N 2 THRUMEBRRE E (20 ) BI5EH . KA B (R EF) Py =
TT AT 7 )T OERDEA SN TSN 28 U TP cH) I72 Fu 7)) ToOEREAL N
7205, WEHALNEOEKMER G 7 & VAR Eb 2 R e hr o 720 TNV F 23 TIEIG- 24 B CHLK [z O /4 SRR
N (&4 7 v AMNE) D2, 35 48 WM CNA ML O, #5720 M CHE B OZEMEN RO bz, [#HE]
6-ANFZ -~ 7 2 THA S PR, PR 2 v T TENZNG 4 1T 2 2 EAMER S 7,

——— Sy ORSTSRNCRRNRITETEE T3 X5 H—Y LRERED
P-070° i

Feasibility Analysis of Whole Brain Fixation with Methacarn for Global Molecular
Analysis in Specific Brain Areas of Rats

OFRIR 55887, ZEE X2, U FE?, AR FFY, KA IHY, Liyun WANGY, #R 2% "9, K FZ ",

=== 4 MER E
=F% BH ), %5 EY

DHCRUR TRSE BREWELAEIE e, LA ERE MR e - R IREAT IR ZEAT, YRR R - A B A
FeRk

[ B 89) \F - s % BV 72 3 1 BB C U 7 O MRS | R 00 75 A T T OB PV O MR I IRHNT 247 5 7201213,
HEARE ST O E ORFE & R OIL S D & 3D R WERMALETH ) . F UG —EOEE O IR b K O b
HRDHND o RIFFE T, LMEEHRIRE 2B 2 W HE & 3 2 Ji#ER (brain matrix) % FH 72 FEE xR AL O 1 HEBR
MEOMZBIR L. A ¥ —VEEE T b YEELY AW TEEAD S L7 total RNA KUK Y X7 F KO
BEEBT— 5 DIEHDE R L7, [ E%21 A&k 0863 H#EO Crl:CD(SD) T v+ OMEALEE)Y % Fv 72
LA K EEWIRIE L, AC COREMETE Lz, BERLT Y / — Vi T4C, —BBIK L 720 B#EEL %2 v -CaikE
WaER L, WEREIRE ., B, R R OB B & BT REBAL & L CEIR L. AR b LSy T DT
A& M L 720 total RNA KL OVR Y R7F K2l L. total RNA 12D TliE 2100 Bioanalyzer 12 & % i (4R EE) fi#
Wx. R RTF FIZDOWTIL2D-DIGE #: % i\ 72 RSN 217 B R OEB RIS D 2 2GS Lz,
[#%F] Total RNA O\ EMRAEOME R, W HEE D REE. 27 H—VEE. T b ¥ EEDNIGEEA TV,
Wb~ A 7 a7 LA EORBIFNIICLE R RE 2 REEL Tnize R AT F FO2D-DIGE BT OfEF. H i
RO IMEE & b REE L I L Ctotal K1) X7F RIIT L ARy VEBRICEDOD 2855 TES TR ST
12hS, A F A — VREETEIVNE L, BEHOIES & DA SNz [Kiw] X 77— v EERMIZ.
L7Z2RNA R ORY) R7F PP REEMICET 2 BB R L. #EN R~ A 707 LA RT 07 4 — AfFFT~
OFFAED S 5 LW L 720 T2, BAERITL 71 b VEEE I L T ) HEERM OIS D & O/ S IR
HEThH o720 BUIE. RNAFEBOMEBOIZS D ZIZOWTRHELEMOENE YA 707 LAFEIZL DE L TWwa,
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——— U —y—F—IVERVIIREREESEETES
P-0M

Novel Rapid Tissue Fixation by Using a Water Oven (Superheated Steam Oven)

OBH =T/", ¥k M"Y, 8HE 1852, #ik ¥, @ Bicd, K@ B, KB ZE¥F°, 5% SHF,
EIEH ZBA%, EX R, #lll B

V()Y 7T Ry b BIEFHESMESE2 2=y b REIV—F, 2SIy b IBEE ety »
RHEL NV — T YT =S (Bk) NAFTr7—<va—T4h) - TEAAY MEfEZ =Y b Sk EMIIELS

REFAY +— 7 —F — T VIR ROBETFL vV (470 2—7) LIZERAED, BROKEKIZLVAM TR 2HE
Dbbe COEEERENL, W —F—F—T L EISH LH 2R ERORE AR Lz REHRY +—% —7
— TV OKERICEDAME— FIOE TE LW TEW Y+ = —F =TV D3ODE— F2b b, 2T, i
DOEEICHRERE— FOBREBE L7z 7 v POSMEEEL/MILG, EEYY B L, &T— FCTHSSRMLE Lz
BCHEVK - /85 7 1 AL, HEQEEAEH L7, 2O [ELYE— FORETH Y. R~ VHE
SE & AAREE ICHIHE S MRS STV s, AR ORBIA RO bz, CORREZHELPIIT L7720, Hiks
TRIK CRLEE L 72 BB RS % S0 L 720 400 B & 0N60°C CILER L 72354, MRS SE DO IRFRHETE D o 72 b O O Ak
OREILA SN hr o720 —J5. 80T B & 17100 MLFL ClL ML 172 T2 b O, [ LI — RS
MR ORREDEED HILTe CORED S, SAHMOBAIIMBC L 2b0EE 20N, 22T, MBI L 24
SRR OB % 13 5 B OBET 21T 7% 5 720 ISR R 10% H IR E AL~ ) 255 MR L 2k [ LY
F— N THAMMLE L7245 5, MBS X 2 BN TR S, kL= Y EE E FREOMREIE S Nz, S 512,
GREREIZBNTS, ALv) VEEEAREORKESELN,  SHEOBEIZED, vr—F—F—TrEHAV
T TR IR 2 EE T & 2 HEMHTL TE /2, 512, A< Y OFEEREAEC - OHER~Y 27 S
ZOEMZ DI ENTE, MBI L D HEMORELMHETE L2 &h 0, o 5 EEEE LTHH
HT&2LE20N7,

—— ZC-JYOBMHEIHERVHREEE TR
P-072

Muscle Injury Tests Using Erector Spinae in Minipigs

OffEE 1%, BB FZ, 80 BuF, Nk —%, AR 8, SHIE K+ 15

(#) BRNA A ) F—F L 5 —

FESH O SR =SB 2 3Bk (R) I Tk, v FOMAIEF R UMAICHEL - KRESTHDL I &, HiARH
BTH ) BEESMOBIENARMICIES THLZ b, HABREEERBRIIZY T FE2HVLE 2 L2 H#EREL 05,
—Ji. HAMEOFEYTIE, v FIH VBRI 720, T FEHCL I EPRREL LG ERHH L
DRSS N TV, 6T, TEEEFEIFFE S U TERMEHICBITA2RALBSO2501 L ENTWED, THFD
AMANE AR I DWW T, BUBRECUERIZB W T mL O LRASHE Sz, 22T 552 BREH Mo 5
CEERHMICHAOKREEDSTENEEZ S RET DL EDVMEL I =77 ZHIABEEWRERIHVS 2 L 2ilAal,
LEERTIE, MEGottingen I =7 % GEHO TR FFIZ, HABEMERBOMIEWE TH 541 mLD0.425H %\ ik
1.7 wivooliEEs., ARFAERZHS L, 5% 20 K014 I & 3HEOB G507 % i H L CAIRABAS [ O Rk SE 10
BTEIT-770

5% 2 HOWIRAHRAE Tld, 7T - IR OHBIED A S, MRS BT, MifitioZer: - 858, Mgz
FOHIMABIER SN T72, FEBOEREE KT L CEEOREI R > 720 #5514 HORWIRMKRETIZ. 1.7 wiv
9% WERBBE G AIZ BV TOREMALDIA S L, FEEFARAIC B W T, BT AE, BHEL. SLE LS K UM
HAEIEE SN 7z0 — T, 0425 w/vOBERR S B I A B AR i 50 A Tld, MRS I B W Tl il o B4 At
sz,

BEBROKER LS, I =275 OFHERIMGIE. BEERMCOBESESARMIZHTRETH ) FHREEENERER T it fE
ThHbHIEPMEREINT. T2 TOREEDPOLERELSLHETHIEDETH Y. 5120 FINSEERAD
BeHLERITIETH 5720 L5 T I =77 OBz - HAEEERBRIE, FHTHLEEZ NS,
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m U39 VRIZTYORMERICH > THIRLICABFNFIROZ(L

Histological Changes Associated with Long-Term Feeding in Clawn Miniature
Pigs

OEEE B35, HE &, B 7", FE FF", hE B", 25 #MT", BRRF?, HR1CEY

DFOVEMRASH WRERSEARE BRlit > —, PRI R

[B] e, AR - BHEN e e NMEDED S, EEERSRMAEREOERBME LTr I v R3I =75 OFHIH
L Twa, &&i FRI =75 OFEBEHYE L COFHEEIREL -0, IEGIZEE ) Mt RoZbz mEhc.
H2TMIAREZIZBNWTI » B ROMBIT RO LA L EEEALE G Lzo 4L 15 + A fE G OMBSMZEL
IR L. m@ﬁihwﬁﬁ%%&mf#ﬁtto
[J7] EERICA T > MRS 7 AT L7227 5 VRl I = 75 £ 312DV T, DR E B 722 5 o & FElE
B XU ZERALL . MR RO B L7z, SO A#niE30~42 » H. A#EIZ45~53kg TH o 72,
%HQ%W%\%‘%ﬁ\ﬁEbiU%ﬁﬁU/nﬁfiiﬁﬁ%%L<iﬁ&ﬁ%z%tbtﬁ%@ﬁ# B
R B, B TR RN ER o #E AR AE . RE TR o 2 & MR OB, INE T3 aZEE
DR & BRI BRI O BATE AR U S e LA L NS OHFRZE Lo SEEE  FREEE 12139 » HRE I & it LT,
S DR &I D o720 —J. 15 7 HEIF TH IO SN2t E LT, M 1B THIRBEROILE, #1160
FRTATE CII B 2 2 ) FEEITER & & S I2h iz 2 B8 & 3 2 RIEPBIZRZ SNz, JEBITEO Sk h o
720
[(E4] 4D 15 » HFABRICEHEE IR b N2 HILE @@%%&E@ﬁ%f@%ﬁﬁ%%@ﬁu\37ﬂ\97H
B HOMMIT R THER SN, FARI =7V ABGRIZEET HHMMAILE Z 2 5z, BEOZEN L MO8
%&\%%%E@%kk%ﬁﬁ%%@%@u\m%u&b@%%mééwi%mﬁwmﬁﬁm@T A E 2 b7z,
For OMFTIE, ERESROMRERBICH L 28 EHWTEY, TR T— 7RI ELEEY TOMBEIRD 5
NL2L00, SRO—EHOMF THOLNIMBFNEREEET LI LIZLD, 797 R I =77 T ENEE R
WCER B E 2 DU REEDIRE W AR E N,

__ rasH2Y O RZERVWVCERR B ERERD A MR EADIRE
P-074 —rasH2 ¥ I AR U Non-Tg¥ D RAZHW70O0E—Y 3 V{ERADEH

Development of Two-Stage Ultra-Short-Term Carcinogenicity Model Using rasH2
Mice — Evaluation of Skin Tumor Promoting Effects in rasH2 and Non-Tg Mice

OBa mT", A& BE5", B K8, Gl XX, #%H E52, 7 FH?

' (#k) DIMS [ERAWZET, PRt A FEEREN Y L 7EmT

[BW)E4E, ~ 7 ARMFEAAMRBOREE L L CrasH2~ 7 2% O 728 AR #H SN TE Twb,
KA RN D 1D Td % B2 W & H 72 [EE B2 8 B RS 525 A MR ] 2 B33 2 HIY T, T E THA O
AR L C &7z Al rasH2~ 7 R & [AEE A7 (Non-Tg) ¥~ 7 A2 DWW T . DMBA(f =¥ = —% —) R UTPA (7
OE—%—) %O MehE R8s 5,0 [ EorasH2~ 7 2 K O'Non-Tg~ 7 A (7:8i#) O35 E i |2 DMBA (50
ug/100 pl) % 1[5 L. 20 1#8% L D TPA% 8 ng/200 pLOMHETHEH2F 22131, 4 pg/200 nL 0= CTH2 F
7L IR OBEECEAT Lo F72, B0 7 £ b 2200 uL % B2 M OBERE ClATT 8 2 3% 720 EBRSETHML .
2 % F SR BSOS & 950 L 720 [#5 -] Non-Tg~ ™7 A T8 ug (210]) #ETHER8 MM 8 ug (11a]) BT 6 HKE,
4pg (20D BETHHERE, 4 png (1) BT 7HEREICZ N EIHER O FSEDTRD &, HIRIREO B 5 A 2 O3 560
Buzznens3o%n (0.41H). 30% (9.71#). 60% (26.818). 10% (1.61f) TdH >7zc —7F. rasH2~¥ 7 A TILFEE4
HEIZETORTHEBOIAEN RO S, 8ug Q) HTIXEERSBEIRZ, ZOMOEETIZ6EBRIZIERNIENEN
100%23% L 7z orasH2 < 7 ZABE O I O SRR UL 2 N8 ug(2lﬁ])ﬁ¥“(62.41l 8 ug(llﬁl)ﬁi“(ﬂ.lﬂ 4 ng(2[m)
#6331, 4pg QM) TI28MTH 5720 7 b Y BETIENon-Tg K DV rasH2 <7 A & b IO FAE TR H I
Riro 2o TRBRALAR I KB G HECIEE L 7257 (3P L EG@ I, P bR FLEEE RV LR £ 72 M AL
MIFECH 5720 [F L ®] rasH2 <7 ZA K U Non-Tg~ 7 ADZEIZDMBA TA =2 T— 3 a3 Y #, #HEROHHE
TTPA %5 L7245 F. rasH2~ 7 A TlI 48 TR IER O FEHE DT H AL, R 5~6 I HEIE O FEAFA3100% 12 3%
L72o —7. Non-Tg~ 7 AT b FER5~S M | ERASFEA L 72,

— 104 —



The 28th Annual Meeting of the Japanese Society of Toxicologic Pathology R a—

m S v FEEEEEEBREICHD 2AZFERE — Wistar-Hannover rat iEFIER
- He

Granulation Tissue in the Process of Regeneration of Rat Skin Injury Case
Report in a Wistar Hannover Rat

O@AK #D(&, TER IE%, B84 fF, O Bic, FA =HH, @K \TR, K15 h, XAFH 155

(BR) RV H—Ft v —

[ Cooiz] Bl st e bR EsBR Cld. EIVEy MEE CHEMEZ T 23 B H 2 b oo, —iam ki
BWT, 59 bORBOLZLTHEEFTRE LTURENTW AT — 234w —F, T v MEEOHRISAERZ L%
FED L ISR EOFT R E LTRSS N TS5, FBRZOZIOBIZOVTHERLEN TV L IEIXIFE A LT
Vo FITEHAIL, BEWRILEWEICL DT v bR A X L2 v b — stk cEn R R EF MO E 2 5o 5
72O HARBEREHREDOE 57— % OFEO—B L L T4 Wistar — Hanover;2 7 v MIBIF 2SI 25T %,
[F1EL & DS REMWNE H AT v — VA Y x— (FiZ)I]) & 1) B A L7z Wistar — Hanover 52 SPF 5 v b O 1 510 J2 R
OB IR T AL, ROIRETIL10% ) » FEEE RV~ ) VRICEEEE L7 BUK L. /85 7 1 Va2,
B4 umEOMBIERZEH L, AN~ X2 v - =4 Y v gefs, Masson Trichrome, Elastica van Gieson §{f 7 & O
12 a SMA RIEMBALZREER L, FRLZ. R T 0] 6B OTET—sHEIRBCHELMA L. 13
W E TRICEILIZRD 5Nk 720 14RO & RREBIEERE DTSR S, 24 8l CRERT L1
FOBIESNTBY ., BERFIZOWETOER TR L 72, MERETICB YT, BOWEIL, BEE T TERED
FIBIZRBLTBY., BHICIEELIBRE I NG o7, WAITIRE 2 L. COEBERZIIIAFHAD. %E
MBI . ARAESERIAL ., AR OB A . MBI ED S 7 2 WIEMMEATER S T 7z SHESEHII O A7 130 %0
¥—tx R CTn7228, IGRIEDTRIE TH %5 a SMA O REMAR LA I EEAR T, —EBOMAMEIFMIIZ a -SMA BE
OB SN Lo L, £ ORMEESFMILIE o SMARYETSH ). I 10ARIZH 7z - TEIE STz MRkE
SRR Tl BEBAE ORI T 2 2 B TH - 72,

m E—J VA DERIZSHRIEIC KX D HEEBREDREFHZE(L

Histopathological Changes of the Dorsal Skin by Preparative Procedures in
Dermal Administration to Beagle Dogs

OBRES S5, #af =535, /IWh#, 875 FX, 748 /\TER, B B, &A Bk
SR AT Ty AR S REBRTTE L 25— EISEH

[B5] €= 7 VRO 5HMEREBRIC B 2G5 OB RHREICOWTHA L. 527 1 HAREEREEAS
MRS THRE Lzo HEDOREER., BEMERLEA 25 L T WBLEERFIZD T CBEORBIEN D 5
. BTGB L BRI, €2 THE. BEEGSHERBTEEIT 2bNLT v 7y MEERIRELR ED
P 53R & 2 A~ B % AR I SRS L - O CHET 2, [ #EHicid ©— 7 v RMERES 3 P8 (9 ~ 12
o AR G, HGEEE LTI Y7y NEBERUBMER TR o 70 MBS 20CIIIME MR (7 H-) P v v b
HHEIE, BREFIHBICEZNY A Y TITY, 125 7HHEETOMICER A I VY TIRGTHAOA), 3E (1,
4R OTHHE) L 7E(ER) 475 720 BB O 8cm U5 0 6 BT AL, w0V o) &
L. £ETCHREOME AL Z CTH—EARCHRENZOFZEL LI TEDL L) 1T L7z, WESHIRE L THTELR LOMHE
a7z BB IES HBIZEREL L., 10% ) Y EEfEE AL~ 1) VI CTEER. BiEICMEWHE @R 2 ER L 72,
F 72, Ki-67 DML F gt 2 950 L 720 [BR] Vv 7y FEE LR T, BELR, 3EL. 7THOWTh
Th, FRIE, ik s L CSIEMREAED Sz, ZLOREIZ7E> 1> 3EDIETH > 720 $/2. 75 F
A OKI-67 GO EIE S FEROMEIMZ R L7ze VX7 v FEB L TWARWEEATOBRTEICL D EE~NDE
BRSNS, BELR LOFEEE GO T, Vv ry MEELMEL ) ZELoREZE» -7z [Fm] Vv v b
HEDLIAOBEICE > THFMEIE~DOEBENED SN2 LD, RSB OG- 50K 8 Ok EHLH
FHRHMIC BT GEIEIC L AHMELOBHIi 2 ZETRETH Y . BEOBBRWE DR % A5 L TIEBILE
MR BT O B S E BT A 2N EF L e E 2 b7,
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N 7OXFY VERFERKR S v MCBIT D EERE{EERYER Candida albicans
P-0IT mupstmmmmrzos NSY1oUVBSICEBIEEL

Antimicrobial Agent, Tetracycline, Enhanced Upper Alimentary Tract C. albicans
Infection and Its-Related Mucosal Proliferation in Alloxan-Induced Diabetic Rats

OfE% g5, BE R=s22, @ B, =RRE Y, Bl iFMm°

DIERRSE R OWHENIEE, YRBERRY: S o Tl =

WBN/Kob 7 v MIBERBAFRTHHUT7 X 2 S L2 A, H5H%0EMU%, &, &8, i
BOWTRTEEZOBEIEEZ LA AL, Bl CIERTFEEIEICERT 52 L2 MEORFRTHRE L7z, 2O
WAL, YT EEDORIE & Candida albicans (C. albicans) &Gt x> TBY | WEREO T/ ERNTHL I L EZHS
PIZ L7z FIAMETH LT M T A7) ik, BEMOMRHICZL ) REHEILEICC. albicansDIEG %42 29 2 & A3
LENTWhe A, 7OXFHVFERERKET v MCTF b4 20 v 2 %5 L, BN C albicans & BHEMIRE D FH
T A

[77:] 10 A O1E WBN/Kob 7 v M2 7 0 ¥4 > % BRIk S (40 mg/kg) L CTHERIG % 5% L7z, slBRIZIZ, 7
O o HE5E0REITo 72 (AL) £ 7O XY 054, 01% 07 I 4 7)) vz LEB#SkES L, L% 0.01%
DT NTHA 7Y 2% 24 BEEAKSEG L7283 (AT) 2 & 158 OV, WO D 3581 Tl A E/ L.
AL (. Bl B) I oW ORISR % 1T - 720

[ 5] ALBETIZ, 4B THITE ORP R ICEIE OB H S NI72ORTH o720 —F ATEETIZ, 121461 (14/15)
THIE R LR D C. albicansDIEGs & RKIEZPE D W AR L. 10 TR R ICHER L7z, SR A ORI IL,
ATHTIVEETHY ., AIFOM, F. EEIZOWT LB CRBEOBIZEL) A ST,

[FLD] T hIHA 20 P OFRKEGIZEY, TOF VHRBERKET v M2BWT, BIIZC albicansD &G & T
LRI E AR A 2 R I T I e T E

. Candida albicansSRERRERIC & 7 OF Y U FRMERRS v D LE
P-018" uit=cso2EMNES S UHBISBEREDFRR
Experimental Candida albicans Infection Induces Chronic Inflammation and
Mucosal Proliferation of Upper Alimentary Tract in Alloxan-Induced Diabetic Rats

OFO KR, £%F 8", RE L2, & %/, Wil B, KRR Ih", Blg &+

VEBA SOE WEL VRBERK R 5Tk

TUXH CEEREERAE T v b T, BERRESE 0 LE, B E ICIEMEISE & A O BRI & v, R R E
ICHERT 5 2 & i Lce SOIRERIZIE. BERIF & & B 12 Candida albicans (C. albicans) H¥FE S G- L Tw5b 2
LI L7z, AL Tud s TR A S L2EED S C. albicans % EBMICIG- L. B %ESL L O
W MEIRE O ATz J7E 108 OME WBN/Kob 7 v M2 7 0 %4 v % ARk 5 L THEIRIN % FH5EHE.
C. albicans % EHIFE PG L72#E (ACHE) . 7O XY 2549 C albicans DIEHIFEIIH G- O BT 728 (CHE) % H
Wzo WINORED C albicanst 5-1% 25812 THIB & it L . _EIEHLE 12D W ORISR 217 - 720 iR
ACHETIZ, 1461 (14/15) THIE P LR AL S SE OB & 22 ) | HIREREEIZIZ C. albicansD &S & AL
e ASIEE A R 2 SR THRIZIZ) > BRI EAIREE A S 22 2B KIEDSA DNz, 9B, 1BITIT MO
R IEICER L Tz, CEETIE ISR LEOBIE. C. albicans DG B L O RIEITRO L h o720 L0
C. albicansiEG757 1 ¥ VEEFMIRIR 7 v ORI H 2B W TR £ O BEMmE 2 BN E T 2 2 LA
Lk oz,
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P-079" Helicobacter pyloriZ< 9 AT L% AU\ c B E B L T
Gene Expression Analysis of a Helicobacter pylori-Infected and High-Salt Diet-
Treated Mouse Gastric Tumor Model

OZ2H R, &A BEY, SR MY, B Y, HE E5Y HEE ABF2, A4 ER® Young-Man CHOY,
I FED, NI AEFY

D] B A AT AR B, DEMEA AL Y & — W BB, VTEFHMMER A Y R RE, Y=JF
b BR%eE & — YZEAY EEH BETARE, OHANA T v LAY vy —, D7 AR
AT geatimaREEse -t v g —

[#55%] Helicobacter pylori (H. pylori) 3B L OV EIROBRIEIUI B OEZE L) A7 BN THHH. TNHDORT-)S
BRI E T RIS - 2 2 B OV TIRITE A LD o T v, KIFSETIL, H. pylorif&de & S ai i L
7o ABEIEE TN AE VT, MR IC X 2 BREEEG R T OFER L HA 7,

[777] 5-6BikE SPF < 7 A (C57BL/6J) 12120 ppm N-methyl-N-nitrosourea (MNU) % 5158 fkok3%5- L. H. pylori
JEG B L ON10% I S AT 2 FE 0 L 72 FERBAMG R A0 M TR L, B OFSER AT MK Lz, 2. I
BAE L S L72RNAZ W CTAH ) I X7 LA F YA 707 L A2 & 2B R TR 217\ H pyloril&
Y, WmAEEA, BLOWEOEEGH MBS G T EBEIREICS 2 2 2B OWTRIT L7z, Al S Ef#EET O
—DTdh5HCDITTHIUIOWT,  MEHEOMBRYIT 2 H W RBEROZITN, AT T - A ¥ =745 TN Cox
DIBINF = FETF VI L B FHEOHBEB L O EOBE %175 72,

[#R] ~ 7 2B H IS B 2 EH S AL, MNU M 55 & B L C. H. pyloriB&ds - BEIEAHICBWTH
BN L 720 MRENITIC K D . H. pyloriE e EEEM T B AL T, MEOEAICL > THO THEILS
SIS HEIETHE(CAI77 - Reg3g - Mucl37: &) DSRM S N7z, & b BRI V7B gemoiE R, CD177 %86
PO HREAEBNE ., BEPER] & I L TR AE G AE ISR L Cwiee /2. CDI77 583N L2 F R T- 00—
DTHDH I EIRBENT,

(Z482] H pylorifide b SR BRBINEZEA SESHOT T ZETFT VI, b FOBY A7 BB 5 ®IZTHEL K
Mg 2 Z LIRS NS, AIFFIZ L o T, CDIT75HED e b B OF 72 2 M7 P EF & LR LS A 5k )s
TR STz,

— __ Benzo[a]pyrene & Dextran sulfate sodium Z WY I AKBFED A
P-080 =7 0%  MHESEHREReE B ORI B N

Mouse Colon Cancer Model Using Benzo[a]pyrene and Dextran Sulfate Sodium:
Histopathological Analysis in the Process of an Early Stage of Neoplastic Lesion

OFEHE Z8Y, B A", NE EF", Fx /K2, M)l B, R 2", BX R, v SHTF), KA BZTF",
HKHE B, Bl R, BB EHM), FRKEZY, £iE —F
DT — A HRRAH SO ATERRZERS, MRS Y T Ay b SRR BRSE, MR ERY IRy b
NEFFER Zatiiftr=y b, ‘T AEAESHE Fuo— 0L FaTF ) —  JEEKRE

[H1Y] benzo[alpyrene (BP) i~ ZAD#EOFHGIZL Y, KBICEVHEE CERZFRT L2000, EHOFKILRE
WoHNEV, fA72HiE, BPOROFKRS-%, KE&#%5]%# 2§ dextran sulfate sodium (DSS) O fkkFE 512 & - T,
KIGHER 254 CTEEL /22 LR L, MEEORFESTHE L7z, 4E, RETIV(BP/DSSET V) (28T 5 PIHIE
BERZE S BRI D W R LR = AT 2 1T 5 72O THRE T %6

[EE%] 9D CD2F i~ 7 A (%78 6-8%1) 12 BP 125mg/kg % 5 H B#EO# 5- L 724, 4%DSS/KEE D 7 H B #kok#
5. %920 L7z (BP/DSS#) o DSSIAMLELE %, 10, 3HM%, SHBICHM L, #EomIMksimE 217 72,
APHEHE L L C, R, BP PS8 0N 4%DSS #E % BE L 72,

[#5 50K 0% %2] BP/DSSH:TIE, DSSLEIC X 5Tl & A L DN EE MO F BEASDSS LB 4 1 Blg S 7z,
DSSALHEL3 A OB IZ, BPIC L AERZ AT 2 ARBMIRS G5 - B L7228 E 2 515 cryptill, 58
Wi a2 A3 58 crypt BSHBL L 720 5 HRICIEN R TIZIZE DN R T 12 adenoma 25589 172, DSS
BEDTLHEE 1L BP/DSS A & [ e e e 2 7R L7278, adenoma 3B SN h o 72, BPEEIZHLARE & FIAE, 1EH 7
MRIEEE R L7z BUE, KBcrypt 04 - BEFERRIEBE 564 [ ORI V28 < B 5- LT\ % B -catenin %>, AL/ D
1RIETH 2 Ki-67 1k 2 ik T 2 £l L TB ), oD F— 7 2 &0 TAREFIVICBIT 5 WlEET
WEDFEBBICIOWTEHRT 2,
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——— LETOSv hRUOLETF S5 hOTYFY X VUBREDAILHIT D
P-081° 20%hoOvu—sBRRUSEREDSE

Effect of Caloric Restriction and High Fat Diet on Azoxymethane-Induced
Carcinogenesis in LETO and OLETF Rats

O=R T, R &N

@EKE Kl HBSFIGH B

[H] #ERR R SR IMAEE H$ 5 OLETF 7 v MILETO T v F XD 7V F ¥ 2%V (AOM) iR EDV A G
ThHbHI a5 L7z, SROZETIE. 20% 7 1Y) —i#lJR(CR) KX OENEN & (HFD) ® AOM 552 A KT 5
WL FOBEE R Lz [HEH] 51 0 6O MELETO X 0°OLETF 7 v b+ (n=21) 1215 mg/kg AOM % 3[RIFZ T
EE L. OB, S IHEIIZ Ty ba— Vi, 28123 20% g ) —HIBRE, 3B 10% 7 9T —F 4 ViRinE%
5.2 36 A CREM L7z AREIXMS v & G HFD#E> a0 b a— V> 20%CREDIETH - 7295, OLETFF v k
HFD#E Tl 24885 < 520 5 Zymbal BRSO K & & b ITRERIHIA R 572 LETOZ v b3 ¥ ka—)VEE,
20%CR #. HFD BED KBZIESS (I5IE + IR FE) OMREIZZF N2 145%, 33%, 55% CHEZEII Lh o 7275, B0 FI5HE
2 20%CR L L CHFD# T4 %> 72 (P<0.05) o OLETF T v b TIZ & O KIS OB F N ZE 1 76%, 48%,
62% CTd ), HFDHETIZ I v b o — VL ) KA o 720 20%CR #Cld Zymbal BRIES (Mo L ) B SE L 72, FE
B%2 : LETO . 0'OLETF 7 v b (n=5)12 2~ b o — L&, 20%CR &, HFD % 5 8% 5 L. 24 Al CER L7z LETO
J v N TIE20%CRETHLFE M) 7)) FoEILATa—, £ VA ¥, LTFVIZET L, HFD# TN L 72,
OLETF 5 v F TIZHFD#DO L 7F > # W TLETO 5 v k & [FEHEOMENTH - 720 HIED IGF-1 ) °Sirt-1 mRNA
DFBUIM T v b & D 20%CREETHENN L 720 ik ZOLETF S v s HFDE: Tl OIS CTd - 72, [#
7wl 1. LETO 7 v b ® AOMFFERGFA AL A 1) —HIR-CEpf], Sighi & CRME[ER %R L7z 2. OLETF 7 v b
DORBFEN AT T ) —HIBR THIFIME]Y % 7% L7225, HFD 3 Cld Zymbal IREEE AW F84: L 72720 1 KB 5D A
RAERN SRR SN D o720 3.8 A ¥ A1) VIE. BIRIENT v b O KRBGFHIA ZRAET L0 HEED D 5o

———  PhPERABRDAICBSI DEBOENHER
P-082

Modifying Effect of Castration in PhIP-Induced Colon Carcinogenesis

Ozl k=", B K, Bh =9

DEAHKR - AF ERR el - WEL, PEIRERIRAE - LWL, A e AT

E MRIEET  Far o822 Tnb L EZ LN, EFENICRET 28E05 2 3N TCnb, —F, BIER
IZBWTIE, F344 7 v k& Fi:7z azoxymethane (AOM) FHFEARBFERE Tld, AOM & L-HI O Castration 12 & V) . Kl
BRI S N7z OB B —TF . CBA~Y 7 A% Vv /21,2-dimethylhydrazine (DMH) 558%8%% Cld. castration
Lo ThALEEI R ME SN TRE, 512, SDT v & 72 AOM$% 51l Castration % 1T - 72
AOM FFEZE RIHFEHE Tld, Castration (2 & 0. KBS IL, BT O H o720 DOFEHIL7% . Castration +
Androgen#%5- Tid. CastrationBEIZIL L. B EICHIH S, LIRS HITGH CTITEEOMINE 20 2 50 7%
ENTVD, FEEHO L% KBEBEICBIT 2 Z20RRIZOVT, —E LI TE L WIRETH 2, 4
F344 5 v ™ & H\WC. castrationf%, 400 ppm PHIP % 2 B EA G, 48D A ¥ & — )V ORLE % 37 — VAT,
BEYEIE, W L 72 RIBE. B TF34%I L. ACF% 77 > b+ LC. PhIPERE KRB D castration D55E % Ha
L 720 PhIPIZFHER EN/ZACF 134 7% <. FIYACFE. ACF 4720 D erypt#id 224, PhIPHG-HMEET, 4ff:

9+3, 2+15, F:123+12, 21+17, $:2+08, 2+1.1, F:147+12, 1.8+ 1.6, Castration + PhIP# T,
ek 11+£56, 2417, £ 3747, ¥ :2%16, 2714, T :53+29, 2.6 24, Castration|Z X > T,
ACF @ FAMEA % RO 7205, AL Lo 70 BHAFKITLGH Castration (213, B S 222 FATAMBEITERNE R\ 72
ol THUL, SDT v POREICEUT 2D D LEZ HND,
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m 7O IFT Y I ZEFENEOIEREEXERFED A HIHIER DR

Effects of an Angiotensin Il Receptor Blocker on Obesity Associated Colon
Carcinogenesis

O=E =", R fRaL?, ——= FE?, BN, hE F?

DE RS s B BTSRRI RIS, PEINIASARIZE v & TSR HESA Y AT A, VRS BRI

B 2R e L, mIRIILE - SIUESE260052 25K v 7 vy Fua—aid, KBEPASD) 27 % R ESEL S
EDHOENTBY . SNOREBIIFAKRAL L2285 7 74 R A NI A v ORBRFE P EE L E %
BT e NI o TEe TTARYTA ALV DIDOTHET Y IF Ty /=47 i, MEREBEET
HHLZV-TrIF Ty U FR(RAS) DRSS TDLIDOTHY) . WEWICT >V F 70 v INCBBR S, ABEN
DILE - KRSFAEHVEHZRT. S5, 7oV F 73 v INGMBMIEICES A2 L8 HE SN TBY., RASD
AL E DA L DBFEADTIRIBEEI N T WD, REFETIRT ¥ PV F 7 > ¥ v IR (ARB) 298~ 7 AT 5
KK-AXTADTVF T 25 7 (AOM) FRKGENAG- 2 282 a Lz, 68K KK-4"~ 7 212, AOM
Z1PEH 720 200 pg DA FT, A1, FF3EMBEMENES L7z, AOMBE#ES D2HE L ) ARB % 10, 20, 50
ppm D THOKSES- L. 13 Mii5Hs (2K aberrant crypt foci (ACF) #%& HI%E L 720 &%, KBS ACF A i fud ol B i
IZHE LT, 50 ppm ARB 58 THI 20% A3 A HA AR H v, 2MELL O SERRE D S % 5 ACF OAEILE
B L7z, 2612, BIACFARE S ARBFHREIZ & DA Lize KIEERE OIS HG 1% % PCNA e 12
LVFHEL72E A, 50 ppm ARBFG-HEIZB VT, PCNABGEMIBOE S ITAZITKT Lze 72, Mg pmpg i
BEHEOER2METL72E 25, 50 ppm ARBHG-HE 128\ T e-myc D FEBIIHIAFTED H 17z, & 512, 50 ppm ARB
P 5T CREEBIR AL O B XAL O35 25588 5 41, plasminogen activator inhibitor-1 (Pai-1) ? mRNA F3 o il 5372
B HNTze IMiE Pai-1EE 50 ppm ARBHGHTAHE LK T AR L7z, U EOMEELD . ARBlEc-mycHHB L
Pai-1 ZEBLNH] % A LA B E K 380 A % B3 2 TR EAVR S 7z,

C57BL/KsJ-db/db-ApcMin/+ ¥ D RICHBIT D IZEEERE

P-084

Congenic db/db-ApcMin/+ Mice Increase Intestinal Tumors

1)

OHFp £2129, X8 ", R BA", B =

[l

DRSS RABE BEERITERE  BESRE, D@iRERCEIE R, YRR gE AT

Background: Obesity and diabetes are high-risk conditions for chronic diseases, including certain types of cancer, such
as colorectal cancer (CRC).

Aim The aim of this study was to develop a novel animal model in order to clarify the pathobiology of CRC development
in obese and diabetic patients.

Methods: We developed an animal model of obesity and colorectal cancer by breeding the C57BL/KsJ-db/db (db/db)
mouse, an animal model of obesity and type Il diabetes, and the C57BL/6J-Apc™™* (Min/+) mouse, a model of familial
adenomatous polyposis.

Results: At 15 weeks of age, the N9 backcross generation of C57BL/KsJ-db/db-ApcM™* (db/db-Min/+) mice developed
an increased multiplicity of intestinal adenomas (males, 61 + 15, p<0.001; females, 58 * 13, p<0.001) when compared
to the db/m-Min/+ (males, 32 * 8; females, 33 = 6) and m/m-Min/+ mice (males, 31 * 8; females, 31 * 6). Blood
biochemical profile showed a significant increase (8.3-fold to 11.7-fold) in insulin and 1.4-fold to 2.6-fold increases in
RNA levels of insulin-like growth factor (IGF)-1, IRF-1R, and IGF-2 in the db/db-Min/+ mice, when compared to those
of the db/m-Min/+ and m/m-Min/+ mice.

Conclusion: Our findings suggested that the IGFs promoted adenoma formation in the db/db-Min/+ mice and the db/
db-Min/+ mice should be invaluable for studies on the pathogenesis of CRC in obese and diabetes patients and the
therapy and prevention of CRC in obese people and diabetic patients. (Supported in part by a Grant-in-Aid from the
Ministry of Health, Labour, and Welfare of Japan)
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m ICR(CD1) ¥ U A DBREHERIC B (T 2 BREEIFIERZ Y D e IR E R I 4HE

Histopathological Characteristics of Adenomatous Hyperplasia of Glandular
Gastric Mucosa in Untreated and Vehicle Treated ICR(CD1) Mice

O:=R iE, &8 Je, RE) ek, #HF ER, =28 BxF, EH FX, AHHL ZRE
(W) frim s e athif it > & — BB BRI A=

[B 8] BEE L72ICR (CD1) w7 AR B IZB W TIRERGBE RS BRI T 505, ZOFEMICET 28051313 &
AL, A 24EMEH SLZICR (CD1) 7 ZADPRBIZ BT A IRERGEE I OW T, WA S L O
JEAMMLAMIIRER L, AIRE ORI E oIl % a7z, [J5E] 6 8O ICR (CD1) ~ w7 AMMER 50 L%, MEALE
HEL 5% 7 7 BT TLKEWEHSHE(GARE, 1H LEGREFEORS) o028 ICi L, 2FEMICE) FF - Big L. Bi%
AR T EM L, BRE OB I BIEE & PUKI-67 PUIRIC X A SRR L2 R 2 5 L 72, [F5 ] Moo HEAL
B, GAR, MoOMLERS X OGABOEFERIZ42, 44, 365 L 1U828% T, I H R O IR RSB K X B Y h
D48, 26, 268 L U24% 1254 L7 BIERGBIZEOZ KRR OB CHE s 6 BIEH 2 02 5L, fhiE Lo
AHAN RS 2 e L Cn/z, WA T B IR OMENIEE T, BRETORIMIE R £ BRIz X ) E
INEFEIS S L, BB O E AR W E TSRO A TR S, BB 0N - SRS X 0K o FLEEIR
Gl % £k o T 7z, F9R B O B R IR RS S A B 2 CRAE L, R RS B IR D 5 W IZEE R 2 T L T v
7o F7-, B LU ORIE TIEE L LMW EIRAETE L, FEO MM, 2 B IC LT\ /e, R oS &
OISl AEIE 2 03, BB IS S A/ ERD S N7z, RO BAGEER T Ki-67 By iia £ o 18 % ££ 5 #
N HEFHEHT DL KA & 22 C, BRGSO A O T T IER 12 I ER TR SRR 12 b 520 b vz, [
MEMEDEHGICR (CD1) ¥ 7 AZBWTC, BIEMEBEEROEWEAERZMHER L 72 AWML, ME OB LITL
VR T AR K 5 A5, IR I T b E RO IE R AL AN L, BRI D D Ok
L ZFEZONLrol, BYBRLEATLUOANEEB X ORI X 2 885G MEO B s 2SS R 1B
G35 i sns.

m X#REREHC K 27 U AKX IEEFF i rRIgF =S p21 DFEE

Induction of p21 at Intestinal Crypt Bottom in X-Irradiated Mice

OFRA ik
PRI RIS RS REERS IR

TSR I X A ) A7 FSREICRE L Tld, $ER. Ba 2B WigE & L D12, B F L\ bWt X v ctond
BOMAPHE SN TETWD. LAL, BENTIZ. E0 &9 M BEHRICISET 200 e v MEnZiE s A
ERENTW RV, 22T, IEF~YY AIHEHERS L. KBRS 2RSS L T, S 51282 REE 2 5 RO
ERECHEE L2 ) L CEETER A Lze TR, p21 mRNA ., REIOERCILEFAICIEE L
TBY . BRI CIlE X RIS & 401 ISR ISR LA L7z, p53 & cyclin D&, BRECHR il CHERH O30 ¢
fETdH>725 P -catenin L NIIZITIT—FETH o720 U EX D, KEGER T, BREITO MRS © X AR ST
T HINEND B Z EHIREE NIz,
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—— NMENERERTFSSHEERIC&DERSINSY FOTILF—§
P-08]1 s=zown:

Brunner’'s Gland Lesions in Rats Induced by a Vascular Endothelial Growth
Factor Receptor Inhibitor

O¥X RV, b8 SHF, Bl BEY, R ZBY, Bl f1E2, XBH =E7F), 8 B, B B,
%8E %27, Yvonne Van GESSEL?, Sandeep AKARE?®, David HUTTO?, #@JI| BE", £E4 —5 "

DT —W A (kR FukZeaertuigeir, 2 ) v 7 IRy b BetifsE= v b, YDrug Safety Andover, Eisai Co., Ltd.

AR, MENERERT (VEGF) AR HERTR 512 L0 7 v b O+ I8 IS8R S A D & A
ENTws, 72, 5 VEGFZHERMER DT v MEWEFMERERICB W TAR SN+ IR E % BRI % 1
) RS b R IR & B & 5 5 B MR ZE & L Cadenosis & B L, BRREERZ thlli L 72 & 023 7% S 7z (ESTP,
Hannover, CD-ROM, 2009). ##4 Z, VEGFZ&RHERTH S E7080D T v b4, 13 K U826 MEHERERIZ BT
FROT IR WA Z L, ZOB0EEZ FHMICHET L7z, 4TI, PR AL L LT —REMIC
BU L0k e TR E 34 KEMILRE L L CBig s, BEEOB T ZIBEBMEED 2 WILF B I RIED K LT
Wizo 13BMEERTIE, 7V F — RO FRIEII T B kW % SUSTE D IR AT 4885 K OB P38 0 RhfsE Rz 12 &
Nize 7N =R ERIERELE, T, Mo IR 2 ) 7 EEBOBELE FRICE > TER ST
LONFRD HNTze 26 AREERTIE, X HICHEST, BYALLZBIEICL > TUREFTRTO TV F—IRIE 2 ) 7 b B
IZL o CEEIDY, WP NRE OB ICI2 > TO ) RIRIZIIR L, H72000 2B T 728 L T 5
PO LA Z Tz G, FA DT 572 VEGF AR HERNC L 2 T i EHREL ORI 28212 L > T, KT
B2 39 CICHi SN TV B EMALZ RIS 2 T A % 085 B2 b L 138 %), 7V — RO RKIEICHSET
B OGHEBIZR T B Z LS L % 5720 VEGF AR ER OIEMRL MR B W, +ZiEENA % @
YNZFE$ 2 720121E, 7V F — RO FEM 2R BRSO CTHEE T b RN, HYHELE RESEN 2 Bl
T n L, EWFENRIG, WEOREN 2R L, 2 &0 EEZT 2 2 LAEOFELTMMIZ BV
TUHTICEETH L0 R L TWh,

m K[ENEAICK DT /FI IR A FOFABRERUEERICDNT

Particokinetics and Extrapulmonary Translocation of Intratracheally Instilled
Magnetite Nanoparticles

OzH 8", FEBL), XHF #HB", B 1F"), ZF BE", &L, AR E-"), RERE", KU #F-",
N BERD, L K12

DR R s T e v v —, PHURURSERSE

WIS R~ 7 A8 4 Mg, WRREMER, BN =4 Ea RIS S, EERPNN1F 727 /0
V= HAOICHERAEE SN TS L2 Lad s, ZoREWICETAHIIIIEON TR Y, Rakhielsy
ik o5 s, FaxlE, TNRETIIITAT A M ET Y MCRENKRG L, SVERER ORIERE LR LRSS
THE L7z, 4, Fischer 344 %5 v MI~ 7 4% 4 N R EVWG LIRS K OHEEZ DWW CTRES L7z,
[77:] 10385 F344/DuCrICrlj 5 v F 30PEIZ, 08 AW IE15.0 mgkg REDOY T 25 1 %, AT L —F5eE%
AW TRAENICHEEES L, #%5%1, 3, 7, 210 LU0 HICEBESILT D% 7 — Y T24RHREAE L, IRELVHE
TRELL7:. ZOBMKE N CIERBIRE DERIM L, i, B, BR O A L o AEARIS s L,
R BT ATALBE 2 ATV, AHERINE 7%, TCP-MSIZ & 0 ki 2l L 72,

[ e EZR] <~ 73274 P2 RENIKG LTy MBI SlEET OEREIE, #5151 0 O Tl g % Mt
L., ZO%7H T CHIWESL 2 L, B5%2 RS0 HICE—ZEDIZIZNOEETT T b —I2H#B L 7.
iCo~ 745 A4 s OEWFEREEIN, MoskEEoRRZLr S, ZIZTHHE TH S LHExE SNz, Mg, Kk,
B OB BNTH, 5% 1H2 550 H F CHROBRE FAHE G L CRRD S, M~ oFEIE, RE L
HTEHROON, BHHL0HICBWTH 24 ) OPRIAED Sz, 23U LIRNOFEIHZ T b3 Th - 72,
HEEOWIRBIER CIE~ 7 27 4 MEGEED T v FCY VI SEIAKEMA 2 52 L, MBS I YY) v 3 EIc ke n
DR ZER L~ 07 7=V ORBEKROEBOCIR OLEN RO SN IhsOERIZ VY v FYt (B
) THBRERL, Y7354 M3 SEICBIT L0 RIS
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75—V DRENEREICKDIMFEDAIBEER

Promotion Effects of Fullerene (C60) on Rat Lung Carcinogenesis

OFE BEY, —O X", &5, L B2 SR BXY, 2H F=2, B4H EEY
R 21 TN S o e R Y N 3 221 R (2 T

Fald, F /MBI ABRETZIZ XI5 A ) A 7 FINRHEE 2R L, =R+ Fa—T R EDMFENADY A
7 FMiA T o TV Do BWE L LT7I—1 v (C60) # HVZHHE, CO0xEAELI~Y7 0T 7 —I05 s 54
A N A VDB LML OB RAE L 722 &, LA ML AD FAPBIE SN, FROMBEE ST 2 TR
TiE, BB SARBE T W TC0DRENBHREIC L LHi%ENATOE—Y a VMEHOFELRE LT, 61
HOMEMHEF344 7 v M2 Z N1 0.2%DHPN % 2B HOKIZ G- L 728, IKEPHEEIRIZ /73 S 272 C60 % 245 4:H 20 5 55 24
W ETLHAMIZ I OEE TEEMNIIES L7, 1RO, 250 pg/ml £ 7212500 pg/mlOH=E T, Z1Z2110.5ml
XA UAT LAY —FHWTITo 72 HABTRERAML . i 2 WEARE IR L2 2 A, iEn3hd,
Co0lhlife~7 07 7 —=VICEAESNTE Y. MNTORIESEZILIZEF - 720 BZiZ, MifREER, BRES L O
FEDBE SNz BT v MZBUT DI EIE R O FEE UL, E B IR T O 6.8 8120 L, CO0MRiRERE, &
RIEHCT, ZNENT8M. 9.6 E AWML TBY . RBERFHOMREFEHIBIE SN, MET v MBS0
NI O S EL, A IR C OIS AMIIKT L. COORIRAERE, Wi C 2N 2110118, 12,311 & ik
JERECHRICHINL . RERGEEORMEER DB Sz Ml X ARES X OBIEOSsAEMEuE L% . ARk
R ONE D o720 DEOKEPS, C6ONDREMNBEZEIZL D B, ML D ICAIZEDS AMRMENEH 7RI S 7z,

m A=KV TS v IDTEABREIC KD FRSNICHIZBHIRRE

Alveolar Hyperplasia Like Lesions Induced by Intra Tracheal Spray of Carbon
Black Particles

OZO =", %R #EH", #L F2Y SR EXY, 2H F%2, B4H EE"

DETTREEE o TE s, YRR EEHRENTIEE, VML BRI

ZAXDOITLHRANRL, TV =D F = LTHFENTWE =R 7Ty 71k, EMOWA F 7213 SERA
BBELIWE, ¢ POMIICEEZRITHEDDH D . TARC Tld Group2B I/ H S 11, & MIxFd 2 565 A A TRIE
ENTWD, FAlz, -/ MRBABRBITFEDS A ) A7 GG EZ L. A=Ky >/ F a2 -7 % EORENE
FNZL DB AD) A7 Gl AT > TV Do ZAUIEME L TRIIZETIZ. 71— K7 F v 7 (Printex90) OWABE#E
12X B Rigs RN % e DS A iR 2 TV TR L7z 6:BIGOMEMED F344 5 v M IZZ12110.2%DHPN % 238
FRORFEG- U 72, KESHRATIC DSR2 — Ry 79y 7 28480 58248 F THAMIC L HOEE TRAENIC
5% L72o 1% 1L500ug/mlOHE T, 212N 05mle~ A 7 0A T LAY —%HWTITo 72, 5248 TR
TR LA 2 AR ISR L2 8 2 A MBI BTN TIZ ) v 8Bk, IFh Bk S EMIIGR B E Th -
2o N—=FRr 7y 71 2TEAEDMiI~ZOT7 7 —JICHEEESNTBY, £HELLY 077 -V DRSHBIE I
oo v 07 7 —VRERBOMNE L EMIEER L, v 7 a7 7 — Y OREBEEIY) T X HiE ISR O A
BENTze TORFZEIL. DHPN THIS S Nz MifgadTzn., MiliE s & OWilE & 3 oA Big S 17z DHPN T
FHHESNIOREOFYFEAMBIE, h—FRr 7Ty 7 ORENERBICLVABIC LA L eh ol v27 07 7=V
PR DMl B T BRI 2 O T4 58 A AR 503 DHPN SE B MIRZA DS A L D S o 7o F 72 iR ZE 0 5844
%03, DHPN DMLEIZED S TIFIZRBTH 720 TNHDOFERNS, v 2707 7 — VORI IEA L 22
BRI E DB EIRE TH LD E) H, =R T T v 7 OLENEZEIC X DM AEOFMICEETHLZ &
DR STz,

— 112 —



The 28th Annual Meeting of the Japanese Society of Toxicologic Pathology R a—

—P 091" MRS (C KD EHAWALF TISMO DFE
The Reactions to Potassium Octatitanate Fibers (TISMO) Administrated to Left
Thoracic Cavity in A/J Female Mice

OBT WE", 4 &), hEH BT, W G020, B RE), —8 ££70, HbiEs), £8 k2
S =D

DEINRS: BRAERR ESMELE, 2Bk

EWIC BV CIEBRIC B L R IESA T TIVIES S ERET A WRIC B A P IESSE WGz 7% <, BT
THWAMETL SN TR, BHETIE, TN FE CHBEMAEETEIZ X 2% A promotionEFf # IFF L. ~ 7 &
B WTEMICERMEZELZFHRT e 2175720 T OFEBRTIZMEMED A/T~ ™7 ZAIZNNK # BN 5%, ZEHEE
RN L. EMENICE SR ~— (BnH) 2EHETIEA L. B0 R) =29k 2 WINL UIRRE 2 B4 o
TR A H5T 5 LS L. RIEERD S IZR BRI X 2 RHIIGIES O F & 2 REERIR SN ko7 b
OO, ETRY) % =Rk A R A o sE W BOS TR LS /R S, R EEE TV E L Cos AP
fFaEnrz,

WIS, BEHREIEOERTH L7 AN MK, KE SOHL L 24H KK+ T 5 TISMO ($HRTIOBk +) 1274
HLEERZIT-> 720 TENIZTISMO GHKTIOMK F) B O~ A 7 0% 4 X+ — % — TiOkF, + /%A X4 —%
— TiOK T % ZNETUWMEE A/~ 7 A DL HEEPN G- U, £ 218 B2 B0 O KIS % et L 7z,
ZOREF, FHIRKLT- TISMO (2 0 & B fis o> 25 87 70 R4 BOS % 37558 L 720

512, TISMOIZ & % Jf i rp RO SSEIC DO W TIRET 3 2720, MEEAT~ 7 A TORN (52:8) 12817 2 Mo
AL Z G L7z RIS TR W ASE R A ot B 2 ) h ISR S D b oo, 17 S 27 fBEE v
HRIEDSSAEIIER CE e hr o720 L L,y TISMOZIED RG-S 72120 Bb 53, I B Ttk T
DRBELALRE A I AERR S, & SIS TSR 7~ JB B T SUSTEO BN » /BRI O TR 5580 5 7z,
AHFZE» S, SRR X VBN R IEOSE R HERET A LI TELR D272 000, IR T D & AR~
BALEGAEAG END Z L OB RIES N,

=  gEH—RYF/F1—T (MWCNT) Qb SHIFER~IETE
P-092 rmraoise

Multi-Walled Carbon Nanotubes Translocate into the Pleural Cavity and Cause
Mesothelial Proliferation

O®% &5, Z0O %2, &K FX, David ALEXANDERY, FH] B2, Hllf AFY, B4 H EE?, BE M,
[ BAZ Y, #H FE"

DR ERT AR ARSI IR R, Yl BRI AR T AR, Yl B KRR R TR 3 [
JEE, VEMT RIS R,, VR LESE i AT

MWOCNT I ZJEREICH G- 5 & % 384 S/ 5%, Milcfe 5 L 23 A I E~RAT L CHh iR % 384 2 %
PIZOWVWTH S TR RV, O MWCNT & 7 AN b (crocidolite) % 9 H 25 RIAUE L D IHAIICHEZE L.
JENANORAT & H R BIIRZE D FEEANDO B GAZ DOV TN L 720 #5530 D SR ENIcBIT L, ~27 a7 7 —
VPSRRI &7z 5 2) B b R A O BT RZE A3 T S A AR ZE R SR T e Ao 72 0 3) BRI IZSER L
FHEPHY . ~707 7 —TVOWBITEBIC LA L2 H)MREY) 2 SEHICb IS Lo T2 R o 5 5) Mg+ e
BB BT 2BERON S h o720 UERS, WTIE) o8 a B COMEIZE L, NSRS 2 BN 285E 12 & -
THRBIF R Ol 2 FHFE L L E 2 bz,
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——— Sy RCBIBZEH-RYF/F1-TORDAMCHL TR
P-093 LUz ouEsmsuhimi3sae

Influence of the Product Level Physicochemical Property on the Carcinogenicity
of Multi-Wall Carbon Nanotube in Rats

OfrA g, /R BBRY, B8 B, B Za°%, L BAZY, RKIU #—", $L X2

VRCRMEME ST Y 5 —  BRSEIRENS, VHIMEMER R Y v — B, EART  AERAA
VAT AR

Llgh—RyF /) F2—7(MWCNT) OBEERN K OEERNESIZE) Ty MIHREEFFEIND 2 L 2R L
7es, FOHPSIKIBEY T AIBIT L L DORIFENT, FFEOHREL V. ZOMEHO DL DI, MY 1 AL
MWCNT DUIRDFEENZ 2 5N T W5, Alld, IR 55O MWCNT @ 5 v b i EF5 1% ikE L
7o B, F344RMEMET v b 100 FVv 7z, MWONTIEFERMEA LT 5 MWNT-7 (M-CNT, £&1-9 um
74.3%, > 10 pm 25%, ££50-80 nm  97.2%) {2z C, NAL(N-CNT, £&1-9 um 79.1%, > 10 pm 21%, £%50-80 nm

94.8%), W#E(2fE, W L -CNT £ & 0.5-10 pm, ££85-200 nm % " WS-CNT £ & 0.5-2 pm, ££40-70nm) , & 52 T#E
(N-CNT, £ &10-100 um, ££20-100 nm) D& 5D MWCNT % 2%CMC |23 L, 1 mg/kgREDHRET, K12
VCICHEREN BB S L7z, B, #5455 % HALIZHE L 72, WL-CNT Tld#5-7% 26-43 812426, M-CNT
TlE, 32-50H DB TR (4/12) & BRI (7/12), N-CNT T, 39-53:EDIET-HI(5/10) & HAEHI(2/10) % fFH L 7-.
WS-CNT B L O'T-CNT T3 &6iA355 8 F THEAF L7z, #5-%55:8H12, SHEOEMFH (M-CNT 1/12, N-CNT  3/10,
WS-CNT K ' T-CNT £51) % B#%, f## L7z, M-CNT, N-CNT & °WL-CNT Tl&, BTk OB % & E4ap<h
B B2 B 7 PR AS BT B & R K 2 3R 72, WS-CNT L O T-CNT T, FEEASET < H M MEpE K % 726 7
572 UEo#EL Y, MWCONT#AEY 1 320 EEFREICB I 2EELRRTOVEDEEZ LN, S&IEH
FEEHFEVEICE L CHG ST a0 RE L EOFHEMIC OV T E L IR T AT ETDH 5.

—_—— DHPN FAEMEENDEBMREDOREICHIFTDIRAEE—F3445 v b
P-094 P XU Wistar-Hannover S5 v MD#&ET—

The Strain Difference for the Effect of Chronic Inflammation to Lung
Carcinogenesis in F344 and Wistar-Hannover Rats

Oﬂiﬂﬁ ?@;”, BFE BED, A&/, W uwey), #FEEeY), FREY, =5 X7, FE KH'?,
SHE =S

DEIRES: RAAEE ESWES:, PRI

Quartz fiF 2 AENFG- (1) T2 2 LICE D Ty MIFHRMZBESE LM &L 2272 L IE3TTIAISNTEY .,
A MBS ABIE TORMIIED LB LGS L T& /2. 4 MFK 41X, F344 7 v b & Wistar-Hannover 7 v M IZBW
T quartzi.t. 12 X 2@ HERIESTESTERIC E D X IR EEZ RITT OOV TR %2175 72,

6D HED F344 5 » » 2 UF Wistar-Hannover 7 v b % vy, SEERBHGH 5 28, DHPN % #lokik - L, 20k, 4
78 H 12 2 mg quartz/0.2ml saline D i.t. %175 72, 2538 HIZHRIMB & VR E LMiaPEEi (BALF) ORFEUE 1T 5 721212 E
R L 720 AR IRES Tld, MOKIEOMBRYI T 2 B Ly IS OB 58 & & D IS o7
7 v N ETHBEOWEEZAT - 720

MESH 7 — % Tl quartziZ X 2220300 5 2 Tld % 2> o 72725, BALF OMIfE5 W Tlt. quartz i.t. B IZB W T,
F344 7 v b CIEHIMEREDA Z BN L. Wistar-Hannover 7 v MZBW T OB Z /R L7z. F720 ik, 1
YONER, HERZ SN2V T S EIMEI DA S 7z, REALR Y 7 SSAEAT R T Ud quartz 1.t B OISR I E - SEAEA
JaiZ AR S, & 5HI2F344F v M Wistar-Hannover 7 v MW, X0 SHEDTRWEITTH - 720 BEEFHERZEIC
DV C OFHEHAR IR Tk, ML LR TR, E O FE A AR S AL, WRFEE b quartz it BEIZB W T, EEK.
HiEE QICHAELEIRON G o720 00, HEIZ BV CHIIMER 278 LT\,

U bFo#ER LY, F344 7 v b7 6 N2 Wistar-Hannover 7 v MZBW T, quartz i.t. 12 & 5 IEMRISIEF344 7 v b
MWL YL, SHICHARHEE SMEE~O 70T -2 a YIEHOWREMARIZE S L7z,
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TSOD ¥ A®D 4-nitroquinoline 1-oxide SEFATRERZ D&Y

4-Nitroquinoline 1-Oxide Induced Pulmonary Tumorigenesis in TSOD Mice

OXA% Et"), Hp =212, E# =E", R Y
DI RORE REEREEATTTER  ESREL, Dt ST

[H Y] ARG, BARMUE. FERBIREE TV < D Ol THEME IR L TREMICE < 2 & S hTw 225, Mg
FECOMEFIZZ Lo ddy ¥ 7 Al 4-nitroquinoline 1-oxide (4-NQO) IZx%f L TEBARZ DD ) . HTFHGIZX
DIGIES %58 50 F72. ZOMER L. glyceroliZ X D promote 415 Z & A3 £ T\v» % (Jpn J Cancer Res,
1986)0 ddy ~ 7 A% /Nv 7 75 7 » FIZ L7z Tsumura Suzuki Obese Diabetes (TSOD) ~ 7 A XL, SR MUE. B
RIREFETHZ Db, AFETIZZ O~ Y 2% HWT4ANQO I BHER KA e +o 2L & Lize [
&) 6EHEYE TSOD ~ 7 A L= 5 Id [ U Tl 7 & % 584E L 72V TSNO < 7 212t L 10 mg/kg bw @ 4-NQO
%3 L A7 =), olive oil & conjugate L TR T#5 L7z (ZNENEE L, 28F), MIEEEL LTTSOD~ 7 2 &£ TSNO
X ADENEIUEIR AR E G L2 EL T 72 (ENENES, 45 o 4-NQO #2530 IR 12 IO fRH 2 17\
fili % f . TR ELAR SRR 2 1T > 720 [ R] BRI O E, i, B, MREREEER. mE~) 7)Y
M, #3270 —)UlE, EEERERMEIE TSOD 2STSNO 123 L THEICHIN L TWzAs, 4-NQO#H5-I12 L 5%
(LA s B BENR AR ME D AU S A1, TSOD ¥ 7 A T4-NQO#: 512 £ % i BENE IR EAK T % FED 720 MilER D5 E
BHEE L 1DL3 72 ) ORESEREULE 18 15% (3/20) B L U°0.15 £ 0.37, #28E:69% (11/16) B L 170.88 +0.72TH 1) .
WL B2 HEDE B (p<0.003) I o 720 553, AREDOMIEEFEAER, 108H 72 ) OIESEEIZ371Ld 8% (1/13),
0.08 028 TH o720 [£%] TSOD & iz L TTSNO IZ4-NQO FHFEMiZsHa 12 BeszMhA™E < o MBI, W ARIsE ., HEER
P IRRE AT HE S O fa b K F- & FIWT 3 2 3R 133 e h o 72,

———  SySERCSFNIMEETIVOF VEAEEE (PHBP) OEEAIT
P-096° 251« mhRREHERSEL AT 2

Laccaic Acid in Lac Color Targets Plasma Hyaluronan-Binding Protein (PHBP)
and Inhibits Induction of Thyroid Capsular Invasive Carcinomas in Rats

ORIIFs BR™2, \fit R, FRIR BABLY, BEM 15F 12, ER EE°, ik M, =% Ei", %5 2"

VRGBT MEH BEER MBI BERAYAERE SAMEETEN, VRESTAY: MR GHL
e

[Bi9] 2 ZHESEDO AL T, PHBPIHEMEH DS 24 4 75 2 VHERaEFED T v 783 (LC) 25, T v - HURER
TERBEESAETIVT, SIPRBEHOSH B AN T 7V A N F T 2 (SDM) DI AMHEIZ X 1) 538 S B HEE PR E
WA % FISREIIERI TS5 2 L 205 Lze 213, LCOERGTTH LT v h A VER(LA) O E3EHE
T& % PHBPIKAE AL 70 7+ ) o 2N H 1 &6 . SIERISR MBI EOIHISREKN T2 2 L A L7z, K
WFFECld. LA & 28R A A BRI EH OERBNFERE 155 720, 4 VO LA-A (LCH LA D 90%FEE) 72w L
LA-B (LCH' LA 9 10% Aiifs) OASHI1ER % 15T L7zo [J71E] 5605 ASRERH T 0 1500 ppm SDM O k5 & 312,
M LA-A 7%\ LLA-B (3 mgkg AE) % BIZ3MOHE CREIRNIZS T 58 &, PHBPBHEMEMH % /v & 3 HIRR
AR5 % 78§ 3,3'-diindolylmethane (DIM) @ 200 ppm (A4 55 % 32T BEIEPIRE S A QTR 3 2 Wi O F
fiE % SDM HUMEE & D Il CHEs L7z, [REH] DIMBETIRAEE AN L CTHIRB MRS - HHREEAYMET L2A5 1l
LABETIZINSIZET L 2d o7z flast~ 1) v 7 ZBEEAE O Tenascin-C  (TN-C) W2 EEOMZEIZ LD |
DIM#ETIZSEERL. R, ZEAEH O TN-C M EHEIBOE &M T L7z, LA-A & LA-B OTi#ETIZ TN-C Bk
HOFERRPHEPIEETIEZWHOOKT L, LA-BE T TN-C M EHEOEEIMET L7z LA-BFEO A
TR A A TOPhbp KM% O T it @ Plg, Plat, Mmp9 O mRNA FEH MK T L 720 [MiE A TSH (& DIM B CI3 i 12K
TL72A5. LA-A & LA-BOWECTIIZBI L 2220 720 [E5] LC OWEPNEE A A 2 #IHEIZEIZLA-BO
PHBP FHESEHIC & 2 TREVEDRIZ S 1720 DIMAZS12 X 0 A U7z iiE s TSH OHIHNIZEE CTH D 2 L6, PN
2D AN 1X PHBP IR 1) 2 AR A RO HE L FR TH 5 2 L AVRIE S L7z,

—115—

T
A
2
|
=
=
=]



The 28th Annual Meeting of the Japanese Society of Toxicologic Pathology R 2—

- Sy &ALz glycidol & 3-MCPDRUTNSDIZFILEED 28 AR
P-09T" rmmimssHs

A 28-Day Repeated Dose Study of Glycidol, 3-MCPD and Associated Esters in
Rats

OXiK ZF", Young-Man CHO", £ Kt ", fEix R R, ARE IEF?, fEsk @2 2, &)l ;E?, M RE=F"

D VR B AR SERT RELES, YRR G A AT IR AR R, VENESEm &R AR e
AMaBRE e v 5 —

glycidolld & MIZREMEDH % & A7 STHB Y . 3-monochloropropane-1,2-diol(3-MCPD) &1 - B 12 7 MEA D
LHEEZLENTVWE, INHOIZ AT MEEWITEZOEEBETREIEDE LTHEL, 2L OEWRLZDFEFRC
FENTWL, LAL, ZOHEMICHETLIHEZIZLALHE Y, TCTERAEIINSOWHED T v b D% #
fRa AR B OB A 2R L 720 638D F344 gpr delta T v M2, glycidol (MEHE., 800 ppm. fkkf%5) &
3-MCPD (iff, 40 mg/kg. #5REEHIRELIEL) KO 2SO 27 VLEY (F% 0 € IViEE O glycidol oleate ester,
glycidol linoleate ester, SMCPD palmitate diester, SMCPD palmitate monoester, SMCPD oleate diester ) % 28 H i 54
5 U720 in vivolB{mm A IIMGET & LT, Pig-ABIR T 222 BB BRI B 5-A0 . 35 28 K OV 4 B 2 I
P TIWERIL . CD59BEMRMERD T A3 % Fl v TR L 720 /M BRI e A5 R | i A I 2 BRI L . /M
DISEF R TTz o Bl FFhE. N RS 8 (3-MCPD O &) 12D\, FREHME SRS 21T - 720 Pig-AE[nT
RIS BRI OV IMZABR O AE R L, B OZIIFRD Lo 7245, BIROM e E L. IR & [ glycidol &
3-MCPD } U'3-MCPD D 4: = 2 7 WALE WG HETH B2 B INAFED b 7zo ARSI 12 B v Tid, Bt
BEOWBWE OB 512 L 25 0 B2 LIERRO o7z UEL D RFEBRIZB VT, glycidol & 3-MCPD K N T A
T WALEW SR 2 D 2 WEEREEMN 2R 325, SIS 28 EHEEIRE Lo,

___ EDARIEDERLDRDNAMEDS v NI S 28 HEIE S5O
P-098° sEnEsTOS Y NERDAMERISEEDEE
Application of Renal Carcinogen-Responding Markers to Other Carcinogenic Target
Organs in Rats Treated with Carcinogens Targeting Other Organs for 28 Days

OF& KREF, N\t B2, BRE BT, MR, X", KRN, =K BH", %5 2"

DGR TR REpEt BMEWE e, PR RE R bE i HE R A 7e R

[FH R HMW]ERESAME ORGSR L0 | A bR M B & SO L€ LI LIS BT 2 BRI,
BIMAFINA N Z A LNOEGPEERIBENT VL, TNFTIFHKAIE. T v FAOBREDAMWE 28 H % 5-61C
DRFRIZ LY BEIREFREE LMD T B AWE I L T, TUNELFIET R b — 2 2A0Hhn<, Ml
DMCM3X°Ki-67, A EHDNALIWT 1268 L CHIlaEE5# 12 B9 5-3° % Topoisomerase Il o, 71 7 7 — A 53fFIC & 1) il 4
DOREREIZE S35 Ubiquitin D OFFEMRE oM % Wik L7z. 4Rl Shs 25805 AR & LT, %05 AN
DI B FEDS A BE OS5 RE O SUSTE 2 #RET L7z [ EDIFIE FIRBL BB 2 45 & L 72585 A DFEDS A -
FEHT AAEIE P B 0 28 H IR 1135 G- 28 % 47 o 720 FEATAMWE & L CHFE Cld thioacetamide (TAA) . fenbendazole (FB) |
piperonyl butoxide (PBO). methyleugenol (MEG). FURHRE Tidsulfadimethoxine (SDM). M Tld phenylethyl
isothiocyanate (PEITC) & V>, FEASABEMEIR & LT, ¥ Tid acetaminophen & a-naphthyl isothiocyanate D& 14%
M. FURBR R OB ClE. #BmH IR DS AME T 5 caprolactam DIEN AMEDH H T e Wi K& % %58
L7z [#R] MCM3 & Ki-6713, fFlifTIZTAA, FB. MEG THEALE 72\ LEAT A BRI BRI L TR tEfia o3 8
L. SDM & PEITC & TN HARNR, BEIE THixt A2 L TR 2 m L 7z S 6 ORGEEEO SV 5
WAWE L, SDMTT7 R b — 2 AHIEMAA B CThh - 72D, 2RO B 7% { Topoisomerase II o & Ubiquitin D @
PptEfia s, 78 b — 2 AEASH AR IS LTl L 720 SMIHIBIEALE) L 22 5> 72 PBO &, MO IEEMGAR b4
B L aholz, [BR]H5%28HH THIEEA B WESAME TR, TR -2 22825 Ml AM oI
) ERESNS T U T T Y — A0S M T Uy A IR 0 — A L 72 0% S WEHTTAE 3 5 AT REME AR
SNz
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——— S5y 28 EERERSBOFRIAYEICRNY MIEMEEES FO
P-099° s

Expression Characteristics of Cell Cycle-Related Molecules in the Liver of Rats
Treated with Hepatocarcinogens for 28 Days

ONfr R#2, BE REF', #2512, BHE BF'2, /IE B2, Liyun WANG", $5K FIZ ", =7 B8,

P

e =1
HHEY

DHERURR RS BREWELARRZEE, DR R A EE AR SR

(] DS AW E O EBRB Y~ O G G2 X0, MM R 2 K L 2B RO MBLT 235608
HY, EE EREHHEO X = X LR OEORZEARTIZEPAILELBEHPEEIN T L, RIFET
X, FFEPAWEICKET 2 R REHERELZ BN E LT, EABEAHEI HEFPAWESY 7 v MIRERS L7
DN JE B T O FEBUEE 2 B S 2012 L7ee [T5EE] 6HEHEF344 7 v M, FFEDPAME DR ARV
LIRSS A E O BEH & % 28 H M RUEFEI#H G- L 720 E R FEMEIFFES AW E & L C thicacetamide (TAA),
fenbendazole, piperonyl butoxide, methyleugenol % Ji\:7z, MEALEG RO, BB EHRE L 2V IERISAWE &
L Cacetaminophen, a -naphthyl isothiocyanate % HI\3720 TAA %35 L7257 v ORI OWT~ A 707 LA K
U'real-time RT-PCR AT & 17>, SEBBEIIE IR T 70 7 7 4 )V % JCIZ I C O M & 1 B 431 O S fie et % S0 L,
P PSR % S AT L 720 [ SR M IR E 0 Ki-67 K O G2/M M F = v 7 R A ¥ M 3T-D p-Weel (315805 AW
BRI TR h o 7208, [F L < G2/MBINCHERE L MBI EITICR D 5 Cde2 13 BEALE KT IR LIRSS A EIZ I L C
% { ORFFEDS AW E TR P M AT L 720 M#I%FTd % Aurora B, p-Histone H3, Incenp, HP1 a i
% { ORFFEH AL CHAEMBZEAEIN L 720 GUSEIF = v 7 B A > MZHkBEd 5 CDKERN 1T % pl6, p2l,
P27 D9 B, p2lIXFEHT AYNEHEI R B AR SR A L 7z (B 5] MBEHAETER G2/MBF = » 7 R A > by
FDH B, Cde2 &V TIFESAME R FHECE b o7ze —7, MEIBEST-X° G CHFRIIIE L ICHfE S %
PAAFISEE R L2 &0, FEPAWEKGICE ) MBI £ 28328 L, MBlOBEED S SREI%T = v
7 RA Y M XY MBEB OEIET 2 REEDSRIB S . DB, Cde2, MBI T- K O p2l BSHF 5 AME O/
HTRIR AN & 72 B T REMEDSRIZ S Tz,

———  EEMEDOSy AL 0 BRRERSEHRR
P-100

Rat 90-Day Repeated Oral Toxicity Study of Peach Gum

Ox# &7, AR ER", SH AKX, Ba @+, FH &2, NI XxF2, &l #KE?

D (#k) DIMS ERFERFFERT, 21 57 1 3 ot £t iy A WF ZE i

[Br] EEBIEIEEEOBIER T % 58 L TR O NS E TR L35 50T, WRZEHR L L CEEFRIMYIC
TRESNTWD, Sl EEBIEORZEM MR T AHMNTT v M2 HMRMES L, ToHEEEE G L 72,
[71:] 5EEOF344 %5 v MERESTEI0PEIS, EEBIE % fEHRIEEZ0. 0.5, 1.5 K% 185.0% C90 H MRS L 72
PGB 3R 1 M o—RIREOBEE 2 T\, H 1 A, B N OERE Z % L7z $e9 il IR i
ORBHEIGA 2 47\, Fe SR T #, JERSREIIR £ 0 BRIM L. MRS & O AR L2 2 47 o 720 &
B OWCEIML ., SREEEOWMETIT- 720 T2 MR REHEHOMREICOWTIE, £F55HE - Mo
FEMN 22 SR AL AR A R 2 S L 72 [RER] 35, MRS oBEIc B WL CHIETEIIEEED S e — Rk
RE, MREE, AR N OEKEICEEEIERG- OBEIIA SN h o 7z MEELENRATIZ, HED5.0%EIZEW
TREEZOEZRBMPFED SN2, DEPLREHTH D . FEMBREORE B TOREIIAL N 1o 72
ZEMS, BEFNEROZLWELEEZ SN, WEEETIX, HEDOS0%HICBWTHREOHNEEOFE LR
EEASERD B2 HS, BRI E CIIBEBEN 2 BE 3RO o N ol o, IR, RIFE.,
MR SRR, WIRMYR IS I OB B MR R IS B W CEBBIE O 5 IRE T 5 L % 2 5N AHHFMIC
ERODDLEANIALN R o720 K] LEX D SRR 0%, 0.5%. 1.5% & U85.0% O € i % F344 M
ez v MI290 H MRS G L7k 3. RRBRSE T2 B8 1) 2 3= (NOAEL) (ZMEHEE & 5.0% B (HET1 2920 mg/
kg/day. METid 3465 mg/kg/day) & W L 720
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——— UVB—KRYIRYILICET DSy MM 00 BERERSE
P-101T" ==

A 90 day Feeding Toxicity Study of Magnesium Hydrogen Phosphate
(MgHPO4-3H:0) in Sprague-Dawley Rats

BE EEY, MR BB, 8 5AEY, B &Y, HlII XK, S8 thR?, B f?

Dbkt DIMS ERFANEZERT, PR SE B an A 7T 1S

) YEE—AKFEY T ATy A KETIEGRASW RIS/ S L, AR L L CERERIHERI RO b,
mHHPRIN TR, FAZEUTIE, FURAREZEALZ R CTEREHRIBRS T2, LALas6, ) Y E—K
T AT L0 E AR EERBROME TR STV,

L, ) YB—IKEY T AT AORERG L A B EY BT A BT, #ET 0%, 0.5%, 1.5%, 5.0% D
TCrl:CD (SD)% 7 v ~ OMEMES 10PLI1290 H S L 720

PGB AR TE I A S LT, BBl o —BORE, AE. BEE, BAKE0I2. REENBRE, RRE,
M AR A, MR AL A RS, IR AR A, #REEE B L OB MR 12 B TR B IR R 5
% L2 ONDHEFIEALIZRD SN o Tz,

DB XY MR (NOAEL) 3 EHE & $125.0% (Tl 3045 mg/kg/day. MfiTid 3702 mg/kg/day) LL ECTd 2 & I
L7

(EAT7 A B - RSB B 2 X %)

——— Sy MAREERERRE FCHAREOIEIFEEEN—ERR O
P-102° s=icairanaEURBRmEOsIEn SOMmsT—

Can a Carcinogenicity of a Pharmaceutical be Predicted without a Rat 2-Year
Carcinogenicity Study?

OFFh miE Y, =& micE ", B RF, &R’ NFF XY, NIl AEF2, @l #FKE?, F.I X9
D) SRR A, DI SIS B an R AR ZERT, VRO R &R e v Y —

Wi, KREIL ), RKFEOESREGN LSO IQ2OEHEMIHTHL MO ART T4 TRIETIZES X, 7 v MEIIIE
B G- RBR CRATABMERZ (IEX, Bk, ZEMIEE) 25580 51T, DonmE R R IVE MERPEMET
HoEHGHDI B Ty N 2E MBS AREEABRBGEATEETH o 72 BIHGIE62/76 (82%) T -7 L asshis S
Tro TNERWE LTT v M ERERGHERIRIC BT 23805 ARBERZ ., EnmtE B L ORIV E S ERIC
BT oHERICEDE . PABUD RN EAMRTFMTEETH Y. S5I2Tgv Yy A% 726 » AR O AR :RER
REMTAHIEIZED. Ty P2EMDAFEREEZ AL TL, BAREEOFHIATHETH 5 & DIGHAEE S 1L
7= (Toxicol. Pathol. 39, 716-744, 2011), F4 k. oG 2B F 2 T, A TEE SN TV B EEGFHORMN LD
T =7 N= 2% FHWT, BMISEEICT v PATARERBRGTEATRLER S N TV B EHE IOV T, PAA SRR &
T v N ARG H R K O B E & OB R A L 2. /20 Ty M 612 » A M RIE G- R
ERCIIRBO 6T 2FEMD A IR TR O N7 IFEE R Z IO W TR CEoRES s BICHE L 72, A&
OFER. 7 v M ERRER G HEABR CEP AL RO ST, BEEELOSVE AEHPBEETH -7 D
DD, Ty N 2EMPAFHERERIC BTl AR S EEGS R SN, 2,0 RERSEERETIX
RO BN o 7208, 24EM DS AFEERERTRED S - IEMESERA & LT, MRAM - 4, OIRIEX - IR
EHgER PR H SN DEOEREL Y. T v M 2B AFEMERBSR T, 630312 » A M RAER -3 E5R
B S FHMTELRVWIHIRLEIN T2 EoTy T b 2EMAABEMREGEZERDOAFEED ) 2 7 5F-i1C
B CHEBETE AL EDOEMEIZONWTIE, BRIMHDPLETHLEEZ BN,
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24-RNV5VIF VD13 BERU 104 BRAREICKD S v FOSIFRE

P-103

Nasal Lesion in Rats Exposed to 2,4-Pentanedione for 13-Weeks and
104-Weeks

OtgH W& Y, S5 @5]", KRE R4, Kl =9, 188 i, R¥ 212, &8 ma"

DR SER IS HANA AT v e A WgE Y vy —, PRI RGEICER LS HANA T v AW >
9,__

24-RVF L UF A, M (EEF L — N BHEIABCTEEE, AR A v F BENRIIFISICHEH IR TB Y,
24-RV 5 T F a2 Ty MIEMBAREE T 2 & SR ECEIEERE Y T SR T 2 i s hTn
5o G A1L24-_2 5 2T F YO 13HE B L 104 8K ABREIZ L 2T v OBRPEANOREIZOWTHET 5,
[hF)- )7 13 BT U8R 1 & EHE 4% 10T 2 (6315) D F344 5 v b % W T 3 G- BES B & i IREE LB OB I T b L7z,
24- 8 v VF ¥, MEMEE B 25, 50, 100, 200 & UN400 ppm DEEET1 H 6, 5 0T, 13K &y
B 1T o 720 104 M SR IX. MERERSODC " #EDF344 7 v b (6:8) 2 HWC, & G-HE3HE & MR 1O T
b, BB B OF 513 EME X 100, 200 K U400 ppm O EE T 1 H 6 BFRT. 385 0 C. 104 B & B BE % 17 - 72,
B 10% B AN~ ) I CREE L, BUKEIEHT T ) M L. WEICHE o COBREEAR % (ER L m Bk 1
L7

[ 5] 13 2T, 400 ppm BED HED BLE |2 15z DR R ALAEDSE D S 7z BRI Fzohcdh, #
Ex o M LEREIIBIT LEEELE R L Tz, 104 TR, SIEEGOBEINEIA LN R0 >72. JE
JE S ZE Tl BAT LR @I ASHE D 400ppm FE TN L . 1T b DB 200 & 0400 ppm B CTRED B L7z, F 72,
M B O LR AbAE & L SAE. OV 1 B2 D 25 O S A BN ASMEIE 0 200 J2 18400 ppm FETRED 5 1172,

(L] 24- RV % 2D F D I3BAMWABETEIZ L ) BIEOM_FR IR T ERALESOZALA A ST, 104EH O
W BRI X ) BAT BB 2R L7z 13 MR 2 X 1) &S NP0 b B o bR b A IR E I 2 iR LT
DIEBEANDHEREIIA SN D o720 (REBIIIEAEFEE DL L) FEfi L 72)

POUWTIROIVYUTZ VINLAY—CBI(F 2 78 BEERORSSEHER

P-104

A Chronic Toxicity Study of Acrylamide in Hamsters

OS#H &KX", Bl $ath?, BH F1k3, BH S, &I FE?

DENLAS AR 2y — BRSEIT B SERRSOR MR, PENIATAMTE R Y ¥ —  BEZERT YA TRIRFTE T,
IR SR AT ARELES, VI RS RS et R e o v —

[BHm] 727007 3 FAA) (3FE 4 Ot e ERBE itz Rm L. 7 v b CIHIRER. FLBR R ORI A i % & T atilli
PAIKRIC, v ATIIMNICIESE 2555 5. © MCBE L Tid. ARH»5EBINEN D AA DT ANEIZ OV TH 4 D
T I PIREINTV LR —EDORMmIIEL N TR v, 72, BMERT IOV TIRENA & OBEMEATETE
eI L5 DH 5. 4l N-nitrosobis(2-oxopropyl)amine (Zxf LIEE SN ABZEZ RTNL A Y — 2 VT,
AA O 7SHEMBE G HEREEE 1T o 720 [TEI MO 6 HE > ) 7 v NA A Y — K 900L% 3ERIZ4T. 0 GtliE) . 10 %
020 mg/kg RE O H & TAA FHOKIZIR U 78BS L7zs HGH T, 4V 70T VBT CRUILIZ X ) 2888 L
TeRIZEI L. BRI CEgREReR0/XT 7 1 VY AR, HEQ@ A 17\, BRI IR L7z PsEt/
YLERBHBNZ D W T D IR L7z BER] EBRE THEIC BT 24, Mo 0. 10 £ 1820 mg/kg #T90. 83 %
67%. METILT77. 63 TV30% TH o720 BIZB VT, TIREBIRIE/ DS AIXEREICEHE TAH L N205, FEHE
DIESZ OV TIE10 mg/kg HEOME L FIZIRAS AN D bN2DRTH o720 —F Wi BT 2 JLIENE /R LA
ADFEEFRIIMEEO R IRERIZ BT 5 7R O4% 28 Ly 20 mg/kg TIE30 L UN58% & Hifin L 72 (p<0.05. 0.001). xiHR#E
OE BB R DT LN h o 7225, MED 10 K2 1820 mg/kg BED K 1 BN IZIRS AR A Bz MilcBW»Th
AA B GRECTHE /IR DS A OBEIME AT S 1720 [ERIAADERSGIZE D NA RS —ORTH DAL A S L,
B T O TR BRI 28 D 384 ASBE NN S B EI A5 & N 22 DR sH A 2 e D o 720 o To AADID AL
WKL, NARZ—I1ZBWTIE, 7y PR~ R EENHER—EBERR D 2 LR SN SHBOBEE LT, miH
2B DI AN EEHRE DS L TV 0Eh, FICRP AR A S N2 ENIZ DWW TS 202§
LW B B o
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pqgy  ERRESAII KOBEIRSI S BECHF 7O ORI AEORN

A Carcinogenicity Study of Semicarbazide Hydrochloride Administered in the Diet
to B6C3F; Mice

OYoung-Man CHO", 2B Rt", XK F¥F", &R K", SH &KX, Bl #kE?, NI XKEF"

DE RS B B AT IR LA ERERIT S 4 —  RERER, PENZESE G AT e SR ZE
Ly —, VENLD AL Yy —WIGEET FEEREN) SO ik

[H] €3I 20N F(SEM) IZHEED /Sy F Y EGEBRICBWCREHIE LTHERSNE T VYA NVKRY T I RO
SEPE T, NE— 7 — PR EOMEANTIOMEEN TS, SEMIZT S =5 RIS AT ¥ ORI b
LMFERMET LI Fur vo—fE LML, F - EOEREESLHIRFFEREZII SR T LMo NT
Vo, X7 ADIME R HNZ BV THHWEDPAEDIRE SN T2 HODFHRSIZ LW L6, B6CIFIv w7 A2
BT B SEM DA AJEMEZ WG L7ze MR & 5] 6 8E ok B6C3F~ 7 A 12HiHE SEM % 0, 10, 50 5% 108250 ppm
IEFEC TSR G AT o 7o G TR, BRME L. BEEVERZ O34 7 B A ISR L 7o R
SEM D502 & 5~ 7 ZDKRE J BT w1253 2 2 BIERRO SN o 72208, HE250 ppm BEICB W TIREHIOFE
ZREEINAFRD S, 12600 8B THIEN O I M ASFED 5 720 MR O # xR K O 0 B 5 A3 0 BERE L He i L Tl 250
ppm B TH IS L 720 BEERETRICB T, HEZ50. 250 ppm & O 250 ppm B CE I O FHE AT 57z,
TR =M B2 L3 HE o 250 ppm B CF BIFIE N OIEE S ONE, IWEEKBIIRO M BEO LR, BEER O, b
AN O R BB TR S 7z AFHREE I 18250 ppm B CFRE 4 BT IR LA D S5 72H%, SEMIZ X 55

KOIBAIZERD SN o720 [HEia] SEMIZB6C3E~ ™7 AZBWTEDALIZEED SN h o205 F. ER
OIE CHA OREZFHR L 72

Wistar Hannover (RccHan™:WIST) 5w k@D 104 BRAEBIOERT—%

P-106

Background Data for Carcinogenicity Studies in RccHan™:WIST Rats

OtsfE &, EF Z, IO AF, £ B, A Rt EiEE= B —F

(BR) RV —Ft 5 —

[#E] Wistar Hannover (RccHan™:WIST) 5 » b &, fit3# Wistar Hannover;2 5 v b OE & H#FF L, FDET %
HEL 722 TH B, STk~ 13, KRHEOBW 2 72 AEEREA~OFE & B L LT, 104 78 R AL & 7 75 i
DF—=F #WE L 72O THET B, [J7] 8348 CAT L. 28R OMIE - BILHE MRS 100 DT % B 34
KAk (CR-LPF. WOHE . 4V T2 VERE) O 28 ICE L. #E23 = 3T, MRHEES0 £ 20%. H5 10
~ 15[a] /B, BRI 1 H 12ERRICHI S BT ETAT v L A8 — DI PINE L, SRR 09K EK 2 B s
S 104 B AT L7z FERIPE A —SeREBIE (B0 )  RE K OB 0% (1A/1 ~ 2:8) 3 VIR (4.
13, 263E K% 12, 18, 248 H) % Eh L 720 104 H 1 O SEERHE T WRF (2 M A IS ERIN L 72 2, Ao it L 72,
Bo5N72F—%1ESD (Crl:CD (SD) ) v b K U'F344 (F344/DuCrlCrlj) 7 v b & B L 720 [ H) A1,
TER O KGR & B 12 SD & F344 o i, M CRETZ KL Ok REIRE L D 12SD & 1) BifECF344 & A&, AE L
FEAT R, MEMEE B 1CSD X D RME, F344 L 0 EECHERE. IREFMAClE, MERES ISR AR E2SSD £
AL . MRS I, MERE & DI EIMERELDSSD & V) M CF344 & AR CTH - 720 BB TIE. MEREC T ERR
iy HECHERO FMBRCIR, KA R OGRS, MECHRBROREET, B TR RO TERY — THEEEICA S L,
AT T, MEMEE S ISR E A3 SD J OSF344 K 0 ARSEEE, T MR T ZEMNE K OVMEFLIR 0 Bie B DR AE R I
SD & DARHEETF344 & 0 &3, JEASSD M USF344 & V) SHHEETh o 720 By RFETIE. HEEERZE D
M R b N2 THE T 5o
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— Wistar-Hannover %25 v FORIGEEER T —FINE
P-101

Long Term Husbandry in House Background Data of Wistar-Hannover Rats

O=47 7], B FX, BH Bk, Eil #, KA XCEZ, %5 &R, IR AT, KL EF, TH B

() AV H—F

i - HiW] Sprague-Dawley (SD) %7 v MIfib 2 A& LT H ST % Wistar-Hannover 527 v M & 24F
FELEFT L, EET— 2 ELOTHET L. 72, HoNLHEREESDRT v bkl [k - )
%] 635D RecHan™: WIST ((#k) H ARERHF B &M BTZET) MERES 40 C % 24E IEILEFTE L, —iER, FE
WEAE L7z, T72, 24ELIMRERICMEER EFEI 2 B L, e EE R OWEREY It L 72, B R 729,
Crl:CD (SD) (HAF v+ — X - Y x—feaft) S FEEICHREL 72, [EE - Z2] EFEIZ RecHan™: WIST DT
67.5%, MET65.0%, Crl:CD (SD)DMET32.7%, MET45.5% &9 D Wistar-Hannover 527 v b CEWEZ R L 72,
SDAT v ML, FAFEHEPOKEE NIRRT, 24F M OfE W b o fE)R 54 1 Wistar-Hannover 7 v
b CHEIE DME < F8ABER D B o 72, WIRAT R CIIESEORZ & UCVEAR, B2 T, /NI, JIE 7 SICERE D A 5 I,
ZOMSEETHEEE R ESDART v P TBIEE SN A2 A LN REERII VT NLOLEE L Wistar-Hannover
HT v NTRIETH o 72, BUEWRHEGAS AL P CThH D, R TITHIARE D &0 TRRMOFFRIZOWT
R A INZ 5 FETHD.

—___ #HlieSprague-Dawley R3S v MBS 2 EAREMEBENURIRERED
P-108° sm=im

Natural Occurrence of Neoplastic and Preneoplastic Lesions in Young
Sprague-Dawley Rats

OB &, tiE F—88, &K A0, T ERF, BB =X, W #HS, AR —F)

(k) RV H—F 1y — FwRHL

[ix U] Fex 1ELHT. #E# O Sprague-Dawley % 7 v b @ HIRZSAEMEDIER O FEEIRIIZOWTHE L2V &
ml, KRFOT v +OREOHESOFBURI AN Z . AIHERZEOFBURIUI DWW THA L7z. [ME & 7] ik Sshi
WFHARF v — I ZAYN— (W&, #8) 7 S8 A L7z Sprague-Dawley 25 v b & L7zo s S aER 13 2000 ~ 2011
NI TH A DOJtiRE THEIMEO 485058 (10 Bki, e 0 113208, M : 112000), 13878 (198, HE © 13178, #f -
134918) J% U826 3855k (32 Bikn, HE © 1015PC, M © 1018VC) & L, RFHAREIZ & O N ES; K OHIERZIZ OV TZ D
FEHRP 2R L 720 [RRE F L20] 108 TIE MERESHIEREMREOJEIIRD bz h o7 1987 » b
TIXEME) P8, REME, BIEOEFE, FUROBE, TEREOFEMRIE, BEORKHMIDE, FRE, FUIRER
DA o e O CHlla i, 328t 7 v b TR OM SR BAIE, S RE o B iR . R ELARERE . FL o
FAMERRAE . 2 oA, TR ORE, FOoMERE. FEONBEMER) —TBHabit, TS OEEO
TIIMED THEARBE, LR R = ONERE R ) — TOFEER LI R R o 720 BIHEHZIE, 10 Bin Tlam
OTRWIEBUIR V. 19 KO 328 TR O Z FMIEE (0.3 K 1U84.4%) K O T HEAEFIZE O R F R IR (0.2 K Y
3.8%) OFEIUI WA E o 720 AFEAGRIZ, 328 F TOLEMAET O HIRISHE MO NES; K% ORI RZ O FEBLRIL
BT E LB, BRRBEOEET v P TEHET 5 —H O ARICBCOIERE UIRIFREZL LTALNEL D
LERRL7,

U Natural occurrence of neoplastic lesions in young Sprague-Dawley rats. J Toxicol Pathol 2011;24:37-40.
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Review of Rodent Pulmonary Lesions: Morphology and Risk Assessment

R. R. Maronpot, DVM, MS, MPH

Representative examples of non-neoplastic and neoplastic changes in the lower respiratory system
(trachea and lungs) will focus primarily on rat and mouse species with occasional examples from dog
and monkey studies. Toxicity induced lesions from systemic as well as inhalation studies encompass a
finite number of pathological changes in the trachea and lungs. A firm understanding of microanatomy
facilitates an understanding of the pathogenesis of non-neoplastic changes, including non-neoplastic
proliferative responses. Likewise, comparative microanatomy helps to understand the differences in
responses between species used in preclinical studies and human lung responses. For non-neoplastic
changes the recent INHAND nomenclature will be emphasized. Neoplastic disease will emphasize
benign and malignant primary pulmonary cancers of rodents, including presentation of background tumor
incidences in commonly used rats and mice. Classification of rodent pulmonary neoplasms compared
with human lung tumor classification will be presented. A brief discussion of adaptive and adverse

pulmonary responses in preclinical studies and relevance to human health risk will be presented.
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M., Rittinghausen, S., Rosenbruch, M., Tellier, P., and Wohrmann, T. (2009). Proliferative and

nonproliferative lesions of the rat and mouse respiratory tract. Toxicol Pathol 37, 5S-73S.
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