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To the Participants

1. Main Reception Desk
Registration/information desk will be located on the Foyer (in front of Main Hall), 1st floor of Osaka
International House
Dates and Times:  Jan 27 (Thu)  8:30 -
Jan 28 (Fri)  8:30 -

2. Registration Fees
JPY 12,000 cash (Student JPY 6,000; Non-member JPY17,000)
*Students must present their student ID cards.
*Extra copies of the book of abstracts are available at JPY2,000 (Student JPYZ2,000; Non-member
JPY5,000) per issue.

3. Name Tags
All participants and exhibitors are required to wear name tags displaying their name and affiliation
at all times.

4. Cloakroom
Place: Gallery, 1st floor of Osaka International House
Dates and Times:  Jan 27 (Thu)  8:30 - 18:00
Jan 28 (Fri) 8:30 - 17:40
*Please note that valuables will not be accepted.
*The participants attending the fellowship banquet can use the cloakroom at the banquet venue (Hotel
Awina Osaka).

5. Beverage Service (free of charge)
Place: Atrium, 1st floor of Osaka International House

6. Eating Facilities
A number of restaurants are located in the south side of Kintetsu Osaka Uehonmachi Station (Hi-Hi
TOWN, Uehonmachi YUFURA).

7. Within the Conference Area

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

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

*1t is prohibited to record or film any portion of scientific presentations and poster presentations,
without prior permission.

*Smoking is not allowed inside the venue. Please use the allocated smoking area.

*There will be no paging service available within the venue. Please use the message board located at
the Main Reception to contact fellow participants.
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8. General Meeting and Board of Councilors
Place: Main Hall, 1st floor of Osaka International House
Date and Time: Jan 28 (Fri) 16:15 -

9. Fellowship Banquet
Place: Hotel Awina Osaka
Date and Time: Jan 27 (Thu) 18:00 -
*The Fellowship Banquet requires pre-registration in principle, but a small number of participants
can register at JPY 8,000 cash (student JPY 6,000) at the main reception on Jan 27 (Thu).
*The name tags have been stamped as proof of pre-registration.

10.Luncheon Seminar
Registration
Place: Left side of the Main Reception (Foyer, 1st floor of Osaka International House)
Dates and Times: ~ Jan 27 (Thu)  8:30-
Jan 28 (Fri) 8:30-
*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 1

Place: Small Hall, 2nd floor of Osaka International House
Date and Time: Jan 27 (Thu) 12:10 - 13:10

Speaker: Hijiri lwata (Harlan Laboratories, Inc.)

Title: Strain Selection for Mouse Carcinogenicity Study

-Consideration of Pathological Historical Control Data-
Co-sponsor: ~ Harlan Laboratories, Inc.
Luncheon Seminar 2
Place: “ICHOU" (Conference room), 3rd floor of Osaka International House
Date and Time: Jan 27 (Thu) 12:00 - 13:00
Chairman: Michihito Takahashi (Pathology Peer Review Center)
Speaker: Dianne Creasy (Consultant Pathologist, Huntingdon Life Sciences Inc.)
Title: Sprague Dawley and Han Wistar Rats: Comparative
Pathology, Survival and Reproductive Parameters
Co-sponsor:  Huntingdon Life Sciences Inc.
Luncheon Seminar 3
Place: Small Hall, 2nd floor of Osaka International House
Date and Time: Jan 28 (Fri) 12:00 - 13:00
Chairman: Reiko Nishiguchi (Aperio Technologies, Inc.)
Speaker: G. David Young (President, Flagship Biosciences, LLC)
Title: Digital Pathology and Image Analysis in Preclinical Drug Development
Co-sponsor:  Aperio Technologies, Inc.
Luncheon Seminar 4
Place: “ICHOU" (Conference room), 3rd floor of Osaka International House
Date and Time: Jan 28 (Fri) 12:00 - 13:00
Chairman: Ryo Fukuda (Takeda Pharmaceutical Co. Ltd.)
Speaker: George Parker (Vice President, Pathology, WIL Research Laboratories, LLC)
Title: Ontogeny of Immune System Oragans in the Rat
Co-sponsor:  WIL Reaearch Company Inc., USA
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To the Presenters

® Request to Oral Presenters (General Session)

= W o=

Please save your presentation files onto a USB memory stick.
You CANNOT use your own computer.
The only equipment provided for presentations will be a PC projector.
Instructions for your presentation files:

In order to avoid troubles that may be caused by differences in the user environment, please check
the following computer specifications and then save your presentation file onto a USB memory

stick.

The PC provided is as follows:

PC: Windows PC (Macintosh computers will not be provided.)
OS: Windows 7(32bit)
Screen resolution : XGA (1024 X 768)
Software : Microsoft Office® PowerPoint® 2003 or 2007
Font : Should be standard ones.

5. Presentation data handling
*Please submit your USB memory stick to the PC center (Foyer, 1st floor of Osaka International House)
at least 30 minutes prior to your session for an operation check. Please be assured that after your
session, your presentation files will be deleted.
*Please do not save any data other than your presentation on your USB memory stick.
*The name of the presentation file should be “Title number_Speaker”.
*Please bring a back-up copy of your file on USB memory stick or CD-R.
6. When the prior presenter starts his/her presentation, please sit in the next-presenter seat.

7. The presentation and question/answer times are as follows:

* Presentation 8 minutes, Question/Answer 4 minutes.
*The yellow light will be on at 7 minutes and the red light will be on at 8 minutes after the start of the

presentation.

@ Request to Poster Presenters
1. The poster set-up and removal times are as follows:

Date Session name| Set-up time Presentation time | Removal time
8:30~9:00 16 : 00 ~ 17 : 30
Jan 28 (Fri) Poster Il Jan 27 (Thu) | 13:10~14:20| Jan 28 (Fri)

Place: “SAKURA” and “Conference room AB”, 2nd floor of Osaka International House
*All posters will be displayed on both days. Presenter’ s light blue ribbon and pushpins are
prepared on each poster panel. Please hang your poster by 9:00 on Jan 27 (Thu).
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2. Please be at your poster throughout the presentation time on the Jan 27 (Thu) for Poster |

(P-001-P-064) and Jan 28 (Fri) for Poster 1l (P-065-P-128).

3. The size of the panel is 120cm width by 180cm length. The poster number has already been

fixed. The poster should be set up as shown in the following illustration:

20 cm
e
Y
20 cm| | POStEr Title
Number Name and affiliation
180 em
a~ =
v

r
¥

120 cm

. The presentation and question/answer instructed by chairman is as follows:

*Presentation 6 minutes, Question/Answer 6 minutes. The presenter should follow the
instructions of chairman.
* After presentation, please engage freely in fulfilling discussions throughout your poster session.

. Poster removal should be completed during the removal time. Please return the presenter’ s

ribbon and pushpins to the box at the poster reception desk.

@® Request to presenters submitted abstract in Japanese.

24

We would appreciate if you could submit your abstract in English to the Journal of Toxicologic
Pathology.

Editor-in-Chief Dai Nakae

. Please use Microsoft Word on one page of A4 paper, single-spaced with top and bottom margins

at 40 mm and left and right margins at 66 mm. Use 9 point Times New Roman font throughout
the abstract, except for 9 point bold font for the title and 9 point Symbol font for the Greek
alphabet.

. Please capitalize the first letter of each word except for conjunctions of your Title.
. The presenter’s name should be marked with an asterisk (*)in front of his/ner name. The names

of the presenter and co-authors should include the last name (the first letter capitalized), middle
name (if any) and family name (all letters capitalized). If the authors’ affiliations are different,
please list them and number the various affiliations and reference the affiliation number beside
each author’s name.

. Please send the file by e-mail to Dr.Nakae <agalennde.dai@nifty.com>.
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Time table: The 27th Annual Meeting of the Japanese Society of Toxicologic Pathology

Wednesday .
’ Thursday, January 27 Friday, January 28
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REMAKS |REGISTRATION|POSTER SETUP REGISTRATION
9:00 | 9:00 9:00-10:40  19:00 9:00
9:15-10:55
' ORAL ‘
9:30 ORAL PRESENTATION 9:30
PRESENTATION I
10:00 10:00-12:00 I 0-09~0-16 10:00
0-01 ~ 0-08
AN
' POSTER
; F THE TEST
REVISION 0 | S 10:50-11:50 | EXHIBITION
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I-1 HARLAN  [HUNTINGTON LIFE- TECH. INC. | JPN. INC.
13:00 13:00-17:30 LAB. INC. SCIENCE INC. 13:00
13:10-14:20
13:20-14:40
13:30 WORKSHOP I POSTER 13:30
Wistar DISCUSSION I
- Hannover P-065-P-128 .
14:00 WSI-lm 14:00
WSI-6
14:25-14:55
14:30 SPECIAL LECTURES 14:30
THE 23TH Dr Konishi
15.00 15200*17100 CONFERENCE 15100*16:10 EXHIBITION 15.00
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BOARD Dr. Mori WSII-1 ~
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Crl:WI(Han) ] O35 BAHR =10 R %
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INHAND update on respiratory system
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INHAND update on liver and gallbladder
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The role of DMMTA" in DMA"-induced urinary bladder carcinogenesis in rats
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Possible involvement of genotoxic mechanisms in the modes of action underlying
ochratoxin A-induced renal carcinogenesis
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The suppression of cell growth, invasive and metastatic abilities of rat hepatoma cells by
glutathione peroxidase 2-siRNA transfection
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Distinct roles of canonical Wnt signaling in the stem cell expansion and the active
proliferation of colonic epithelium
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Lac color targets plasma hyaluronan-binding protein and inhibits induction of thyroid
capsular invasive carcinomas
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Modifying effects of serum adipokines on DMBA-induced mammary carcinogenesis in
ovariectomized rats
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Epigenetic alterations in the liver induced by phenobarbital sodium
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A practical threshold for 2-amino-3-methylimidazo[4,5-f]quinoline carcinogenesis in the liver
and colon of male F344 rats
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Induction of interstitial pneumonia by intra tracheal spray of nano size ZnO
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Pulmonary effect of SWCNT by intratracheal instillation to rats.
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Dose-dependent induction of mesothelioma by multi-wall carbon nanotube in male F344
rats with elevated serum N-ERC/mesothelin
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Lack of tumor promoting potential of 2-tetradecylcyclobutanone in azoxymethane-induced
carcinogenesis in F344 rats
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Effects of renin-angiotensin system blockade on podocyte injury in Osborne-Mendel rats
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Luteal effects of ethylene glycol monomethyl ether (EGME), sulpiride, and atrazine in
female rats
ORH BRI, HH &Y, HE Y, G Y, SOk R, b EE
W geY, W —EY, WP SLEY, W Ak
M VAE T Y A RN T RN NG S Tl N e
VR TR RSB BREE A PR
MPTP # % subventricular zone (SVZ) #ifEHMIL 7 A b — 2 Z1d MAOBIZ X  ---v--- 86
% Y MPP™ @I L ) ETE D
MPTP-induced neuroblastic apoptosis in the subventricular zone (SVZ) is executed by
MPP" converted from MPTP through MAO-B
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The impairment of metrial gland development in tamoxifen exposed rats
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The effects of development on olfactory system in the BrdU-induced developmental
disorder model.
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Satratoxin G - induced apoptosis in mouse olfactory senssory neurons
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Role of TLR4 in brain lesions of cuprizone-treated mice - 1. Neurobehavioral study -
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Role of TLR4 in brain lesions of cuprizone-treated mice - 2. Histopathological study -
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Acute toxicity of MPTP and MPP+ in the brain of embryo and newborn mice
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The ultrastructural observation of the cerebral cortex after valproic acid exposure in rat
fetuses
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Effect of developmental exposure to manganese on the neuron and glia of the hippocampal

dentate gyrus in rats
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Chronological changes of oligodendrocyte precursor cells in spongy change of central
nervous system induced by hexachlorophene (HCP) and cuprizone (CPZ) in rats
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Neurogenesis after delayed neuronal death (DND) by global brain ischemia in the
cynomolgus monkey's hippocampus
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Pathogenesis of failed closure of optic fissure in FLS mice with ocular coloboma:
zymographic analyses of collagenase activity in normal optic fissure margin
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Macrophagic cellular-transition associating with the retinal atrophy in RCS (Royal Collage
of Surgeons) rat
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Immunohistochemical analyses of ocular lesions in the hhy hydrocephalus mutant mouse
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Busulfan-induced ocular toxicity in neonatal rats.
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Nasal lesions of rats and mice by 13-weeks inhalation exposure to 1-bromo-3-chliropropane
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The toxicity of nicotine by intratracheal instillation to the F344 rats
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Gastric mucosal injury and its recovery after treatment with mycotoxin Fusarenon X in rat
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Safety assessment of Lactobacillus casei strain Shirota as probiotics strain in an animal
model of bacterial translocation.
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The usage of Wistar Hannover GALAS rats for chronic toxicity and carcinogenicity studies
(toxicity assessment of Aloe arborescens Miller var. natalensis Berger)
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Combined effects of caffeic acid and sodium nitrite in in vivo and in vitro
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Diphenylarsinic acid ® 5 v MIBIT 2 EEHEEB X O3B AEOBET
Carcinogenicity and chronic toxicity study of diphenylarsinic acid in rat
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Involvement of macrophages and myofibroblasts in chronic alpha-naphthyl isothiocyanate
(ANIT) -induced peribiliary fibrosis in rat model
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Inhibitory effect of hydrogen-rich water on a rat TAA-induced hepatic fibrosis
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Altered expression and distribution of ALT isozymes during D-galactosamine-induced liver

injury in rats
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PUKEAL e A8 2512 3B 1F B Heat shock protein 25 & Adipophilin 383 B)HE
Expression patterns of heat shock protein 25 and adipophilin in CCl,-induced rat hepatic
failure
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Qualitative and quantitative analyses of podocyte-associated molecules in canine renal
glomeruli sampled by microdissection or sieving methods.
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tBHQ attenuates glomerular ROS injury of diabetic mice via activating Nrf2-dependent
antioxidant genes
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Expression analysis of actin cytoskeleton-related proteins in glomeruli of diabetc rats.
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The effects of endogenous prostaglandin in cisplatin-induced rat renal failure
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Expressions of oxidative damage markers in cisplatin induced nephrotoxicity in rats
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Morphological changes in papillary ducts of rat kidney induced by trimethyltin chloride
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Histopathologic examination of renal papillary necrosis in oral gavage study of p-cresidine
in TSG-p53 knockout mice
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Thy-1 expressing cells in rat renal interstitial fibrosis, in correlation with myofibroblasts
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Study on toxicological aspects of crystal-mediated nephrotoxicity induced by FYX-051, a
xanthine oxidoreductase inhibitor, in rats
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Pathological changes of the islet induced by high-dose sulfonylurea in rats
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Relationship between adrenal functions and histopathological changes in monkeys treated
with ACAT inhibitor
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Histological changes observed in miniature pigs with vegetable oil administration
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Dysregulated maintenance of CpG methylation in rat prostate correlated with aging
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Piperonyl butoxide (PBO) exerts adverse effects on female reproductive organ of rats by
anti-estrogenic action
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A comparison among effects of PPARs on ovarian follicles in rats
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Epidermal and skin appendages hyperplasia through the activation of hedgehog signaling
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Age-related susceptibility to induction of osteochondral and vascular lesions by
semicarbazide hydrochloride in rats
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The histopathological difference between femur and sternum in young rats with
dexamethasone treatment

O U5, L X, IIE W59, Al B+, At &, il &, #9F 246,
et ¥
RIESEE (BR) 2otk - BiEuisein

YT YA AK3B66 DT v &z 28 H ARG AR R
28-day repeated dose toxicity study of gellan gum K3B646 in rats.
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Effects of repeated intravenous dose of water-soluble large molecules in animals
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Histopathology of porcine coronary artery implanted with overlapping of drug-eluting stent
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The safety evaluation of tissue adhesive to the optic nerve in rabbits
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Histopathological study concerning the effect of covering of fibrin glue combined with
polyglycolic acid felt on wound healing
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Histopathological changes of the skin (treated site) in repeated dose dermal toxicity
studies in rats
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Histopathological changes of the skin (treated site) in percutaneous toxicity studies in dogs
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Histopathological changes of the skin (treated site) in cumulative skin irritation studies in
rabbits
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Combination of histopathological examination and immunophenotyping is important in
immunotoxicological study
O—vH #¥, B e, B R, gk &, W 238 FiHk nEds

PN BTN 0 I N ER T E T

Cyclosporin A, Prednisolone 2 U¥ Ibuprofen &%y 2L OGRS
Immunotoxicity evaluation of cyclosporine A, prednisolone and ibuprofen

OILH 5, /M A3, ARH Bz, W 29, $ok B% fGH AET,
AECTE, WY ROGT, T A, BT sERN, ZERE WSS, B %
A FERLERTFET (FR)

FBC O HAERCRE (BR) R A TERF7ErT)
T ANZBT B IAEY ¥R EE O S LA R Rl

Immunohistochemical evaluation method for drug-induced phospholipidosis in mice
O Hwk, 4 2=+ F 1L =0 2l B8 % 5K BT
WL (B BRI A Eii7es

NASH-HCC 4 STAM < 7 A2 BT % 9k BLALHE S 09 AT
Histopathological analysis of STAM mice
ORT &, ¥ JERES, B 70, Ak B3, L W, B R
i BEbg
KRB L RERERE  REMTERE AR BRI Bl

SKG/Jcl =7 2 % 72 Bfii 25 € 75V DL — RIS BRI ZALICA H L T
A preliminary study on establishment of rheumatoid arthritis model using SKG/Jcl mice with
a special reference to histopathological alterations
OA 1, Kl %, L #, IE &1 Jk B & Z— Sl T
T3 1 W6 MR, RE ER, EH
(W) B0 BT 22T
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HALEE C Y P O & RAETE DT

Analysis for induction and localization of intestinal cytochrome P450

Offlsl #in), 2k f, M F—, sk B, AR i+ K e, Ak 855,
& e, Ik RHE NH 1SS
(07 IR/ 20 A B T o Y 0 R

s (k) REKBREE T WEEpsEt > ¥ —)

2HORL L EHRMEILT v VEFIVHIOR 707 7 — T L M oo
e

Comparisons of properties of macrophages and myofibroblasts between two different
cutaneous fibrosis rat models

O Juniantito Vetnizah, & &5, &8 &, 28 %, IIF LE
KBRS RKFRF P BRI =

T I 4L o B 2 SR & > 2w BR IR IR o R AE & 3B IS B S 2 W SR - IR
Progenitor Mg i3 IR IHE O KIS 5 —
Research for distribution and differentiation of preadipocytes using organotypic culture
system - Adipose progenitor cells on surface of mature adipocytes -
ORI AE™, wTH e, M By, e LE?

VIRHE TS (K BRI v 4 —, P RBRRF RS B B

Z v NTEARBES BT 2 H BSOS B~ — & — O kE (Pituitary specific
transcription factor 1 DY)
Investigation of a new pituitary tumor classification marker in rat - pituitary specific
transcription factor 1 -
O%Br olME, B H3ET, g #8, L K&, il A, #9335,
fiH R
ESE T W) e v 5 —

N-ethyl-N-nitrosourea (ENU) &5 7 v b B AKRRIE RS O e sAk b2 o dead
Immunohistochemical analysis of rat central nervous system tumors induced by N-ethyl-N-
nitrosourea

OKXK¥ ¥, Cho Young-Man, #EH i+, /NI AFEF, W) M
| 37 6 S S A i AR SRR W ERER

B (AL E B ZEWREmt7ei)
MRAARYE S G- 2 DRILA b L ADIER & Z 055 Tl o ffat

Oxidative stress induced a disturbance in cell polarity

OLf FRHS, Yiak i, 7 o
WK BRFE FEARSHS RS W

U i B 80 3 U % MR 2E 72 BUS P BRSO A D U
Implication of the results of tissue cross reactivity study in therapeutic antibody
development
Ohnik i, W B, BB Wk, =iF Bk & Bk, B i,
A HESE
LR (B) e
IEARAR B X WA B 2 BREE)Y) OMRRA AL & M) - MR LR
24t
Histopathology, hematology, and blood chemistry on pregnancy and lactation in rat
OZE ¥, Jd —®, %k mikd, HE 58, me ok B8 &
SEEA T4 A (BR) HEBRIE Y ¥ —  JwELATEH

ZbavibEWIZE BTy Mili - IFBSAFEHEIIBIT 5 LPA ZHHRERT-RE OB
5
Possible involvement of lysophosphatidic acid receptor-5 gene in the development of lung
and liver tumors of rats
ORI %7, MG ez, LW '
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P-065 * <7 A TOEYFEIMEFIEM BT 5 Constitutive Androstane Receptor D5 -« 121

Involvement of constitutive androstane receptor in the process of chemical-inducible
hepatocarcinogenesis in mice

O¥iA HFY, FHH &Y, L Y, &g 27, b s, Mg EEY

PEI BAEY
VR SR A ARG IR, YA TERRS: SR R E Sy
P-066 * o s IC BT % Constitutive androstane receptor (CAR) Z4r L72H3ESA A S - e et 121

S AL FRTASAIRZE - B 350 B A R 5 5 - o0 S
Hepatocarcinogenesis through constitutive androstane receptor in rodents: Expression of
proliferation-related factors in liver preneoplastic/neoplastic lesions.
Ok Y, H &Y, SOR PP, miG e, Ak mEY, RE BN,

AL %57, KR WY, g EEY, 1 s

U PRI A A AR SE AT B, VA TERIRE

P-067 * FRATTI=NDT v NFFESAMEEIRET ST 50 R e 122
Molecular pathological analysis on the mechanism of the liver tumor promotion by
omeprazole in rats

O 12361, fIFE 81, IR B, 44 B, I 1T,
R MY, SR REY s Y, =k EED
VSRR TR BRI, YRR G IREEEER,
¥ IV B R SR B

P-068 Indole-3-carbinol (I3C) ® 5 v MFHEMNA T E— ¥ 3 Y IZX$ % N-acetyl-L- -+ 122
cysteine (NAC)IZ & 2 I o 55 7488 fgT
Molecular analysis of the mechanism of N-acetyl-L-cysteine-induced suppression against
the liver tumor promotion by indole-3-carbinol in rats

OMA A, ks W12, M 236", B B, dugke o,
AR MEZY, gk AEY D, =k ERY
VRORI TR BRPEREATIEE, VIR SEAMREERIER,
¥ B VE S S SR

B EE 2B (LR EWBRBR A e

P-069 % X ABBEEEPAETVE W IQ O N AR e 123
Promotion effects of 2-amino-3-methylimidazo [4,5-f] quinoline in a two-stage
hepatocarcinogenesis model of B6C3F1 mice
O e, B K, w6 7>, IHH 8755, Kk &, K B, fGH L6k

KBTI RFRFBE  RAIITERE AT BB By

P-070 % HEFL% C57BL ~ 7 2 % i\~ 72 Diethylnitrosamine FFFSHFIME TV Oy, e e 123
Establishment of diethylnitrosamine-induced hepatocarcinogenesis model in postweaning
C57BL/6 mice
Ol BiEY, Stacy M Corthals”, Lisa M Kamendulis”, Tyler ] Peat”,

Thomas D Baird”, James E Klaunig"

YCenter for Environmental Health, Department of Pharmacology and Toxicology, Indiana
University School of Medicine, ? Ak ba: (M) LW BRERI A FEiT

P-071 % I AR ANBT BHHNA F~— =S o e 124

Identification of novel biomarker candidates in mice hepatocarcinogenesis

OMy 79, Ak B3, N KRR, B K, s Rz, R R
RBCH SRR BEATFTER AT BT B

P-072 % Estragole ¥ 7 AP ARE~O#EIETREEX =X 085 e 124
Possible involvement of genotoxic mechanisms in estragole-induced carcinogenesis in the
mouse liver.
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Pfh3e (REELSZBERIRY: 7 Fisls)

I % /) —)VixF v b diethylnitrosamine 5D AJEZ M e 3 5

Ethanol promotes diethylnitrosamine-induced hepatocarcinogenesis in rats

Ol %z, WA #, Boc SR, w2, sk 85, fF Bz
CA N N N A R T e S SR

Acetaminophen FHFENFEZ213 5 v b diethylnitrosamine FF3E23 A B2 VE % RS 5
Preexistence of acetaminophen hepatic damage promotes diethylnitrosamine-induced
hepatocarcinogenesis in rats
OWA #, W S, ik ez, Ak Esk &6 8 Bk 82

EA= TN Ul o 2 1 S S T B

T4 F T 43 sIRNAEAIZ L 2T v MFHITEMIatk O - R e o $ii]
The suppression of metastasis and invasion ability of rat hepatoma cells by connexin
43-siRNA transfection

O/MI ATV, Pitchakarn Pornsiri?, A JA#?, Cho Young-Man",
Pl Bk, gk me?
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Cx32 KIH~ 7 ZIT BT 5 HIRFEEIRE DMK

Investigation of spontaneous lesions in Cx32KO mice
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=2 (k) LA

BR (ENEAANIZEE v 7 —Wiei EERBE )

gpt delta rat W72 V< VIR D in vivo ZER)FEE B X DS AAEVERH O
Gl
Examination of /n vivo mutagenicity and carcinogenicity in the gpt delta rat with dammar
resin
OKXfE waY, B RY, WR EEY, & BeFY, B ", (% iz
g Yerg!
URBGH SRR B BRAAEERE T SR B,
2 [ 37 BE S A B A R R T 2 (R
O CYPLA2 iFERI OB EH 512 X 5 estragole D in vivo 2B FEPE~ D22,
Combined effects of food-derived CYP1A2 inducers on in vivo mutagenicity of estragole
Odei® Bez”, sk mRY, Ak &Y, Ol KA, & Em"Y, o #=,
AEE MY, MEkd BERRY, P BV
R AV SR Yo A R SR RVA Ve e iy s e ok 8 e

F344 gpt delta 7 v b & W 720G 0RBEIC X A 70—V @ in vivo BinwE
& LR DNA 815 o3k
In vivo genotoxicity and oxidative DNA damage of safrole in comprehensive toxicity studies
using gpt delta rats
O% FEMW", sk ®mKY, HiEt KA, Jhk mk’, 6k =Y, ek z?,
MEkd BB, v Rk
VIR RS AR TSR RS, Y N BRI ET RS

gpt delta transgenic rat I2817 5% ) <) > OfLEFERIA

Chemopreventive effects of silymarin in gpt delta transgenic rats

O ", 2 METY, HR B0, W ", &% maTr’,
T S L A -5 S o
VS EESE S AR E T R, TGRS BREE SR B,
VAN RRZE T, Y AR RAE TR B

B (W H RS A A EA Rl 2wike)
KRB OHE 7 10— HERRBEL © £ X T <7 22 72T

Development of colonic crypts from polyclonal to monoclonal: Analysis in chimeric mice
OBA MW", WA BFEY, wH W=y, BT PRy, v e
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LR T T O Baicalin @ AOM/DSS #%6~ 7 A KB HHE € T NV~ D %
Effects by baicalin on AOM/DSS-induced mouse colon carcinogenesis model.
Ol #t, & B, Skt B A B, S1 2, 52 iR,

T EC

TERORSE RARE N0 B e

Dextran sulfate sodium ¥ 7 A KM€ 7 WVIZBIF 5 Benzolalpyrene 12 & % KI5
DA
Colorectal tumors induced by benzo[a]pyrene and dextran sulfate sodium in mice.
Ok Hifd, BH 8, Ba B&, M B, i 355, % ¥, Kl BT,
hiF S HS 0 R FUIORVE, W A B B2 8 -5
I—HAL ) NAFT7—<va—F4HNV - TEAAY ML=y b RN

Benzo[a]pyrene/Dextran sulfate sodium < 7 A € 7 )V CTFHF S 5 KW OB ER
BTN T ORERFIIRES
Time-course changes in a murine colon carcinogenesis model induced by benzo[a]pyrene
and dextran sulfate sodium.

ORIHE B, #eiE mid, Ha B MU B H %5, % ¥, KH BT
R S HT, B R, FBIINOMZE, B WA, HA &2 £ -5
I—HAL (B "4 I T7—<3a—FTA4HNV--TLAAY ML=y b ZEWIIZEY

Hesh (B AL

ANTFaH A7)y 7T I VREFEIZL D microRNA OSEBLE) & KIGAS A B B
2B B ERE
MicroRNA changes induced by heterocyclic amine and its significance in the early stages
of colon carcinogenesis
O% 3t W2, %a W1, £ %KY, mHR e, At £, he #5%
VIRRAT KRS S MR e,
VENASARGE Y v & — eI RMIASARE T Y 2 2 b,
VEEA AR v 7 =BT b

Molecular mechanisms of the combination treatment of cetuximab and dasatinib

in Kras mutant colorectal tumors

OfH F#&H, Dunn Emily, Myers Rebecca, Campbell David, Li Chunrong,
Wheeler Deric

University of Wisconsin School of Medicine and Public Health Department of Human
Oncology
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HIES

Inhibitory effects of major component of spices on chronic gastritis in Helicobacter pylori-

infected mongolian gerbils

Omm RE:Y, HA Bek”, wHE M=, W 52V, g i, g s,
SIAR 1Y, Cho Young-Man, /NIl AZETFY, W)l Fp:?
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FHBHT 77/ 772 HICE BT HHETE KO
The effect of raphanobrassica for H. pylori-induced gastritis in mongolian gerbils
O B, # kY, fm K12 &N 9wY, e ma, 2 57
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¥irj ((BR) DIMS BERHEREZERT)

7 v Ru s IR LA AR PC3 IS T A =My ) X DAL 72
Kuguacin ] OR)5

Effects of kuguacin J, triterpeniod from momordica charantia leaf on androgen-independent
human prostate cancer cell line, PC-3

O Pitchakarn Pornsiri'?, #A JA#Y, A AXLTY, &iF &Y, @% A,
Limtrakul Pornngarm?, [k %2Y
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BrvrnadaHi, B4 BRI MIMBALETFIOREY e 133
Chemopreventive effect of purple corn color and purple sweet potato color on prostate
cancer cell line
ORE ¥, =M% %, Pitchakarn Pornsiri, 15 1H#k, #HAK B, B B2
EA = TN NG 0 o 2 1 S S O R

HDAC FHERAHIZIAE OB - bz h- 2 2ok e 134

Differential effects of HDAC inhibitors on prostate cancer proliferation and differentiation.

Offifk tHBk, mff &, Wc kA, sk BT, WA &% BE G BIF B
MRS R b BRAAER SR B

N-butyl-N- (4-hydroxybutyl) nitrosamine #5 7 v MERESA OGS FEMOME - -0 134
TR Bz M OB RE instability #1-iffi 0 3
Quantitation nuclear image analysis on hyperplastic progression in BBN induced rat
bladder carcinogenesis
O B, 49k Y, A4 BdY, Ak Y, | ®BY, 7 RE,
ik Y
R TP N Ve S e oM 02 D e/ L 12 vt A7 o et 2 | 5 4020

W GE—=0e k) RAVERZET)

FORBIRBLZ kS RS AME O 28 05 HCo 7 v NERME BT 2/l 135
JEV S B 53~ D FE BL2R H)

Expression analysis of cell cycle-related molecules in the renal tubules of rats treated for

28 days with karyomegaly-inducing renal carcinogens

O BT, +& s, B £V b %Y, &K fMEY,
= EmY, s
VBN TR Tl MERPRETE S, DR R A R SRR,
VSRRV F—F s —

< Y TAF RGO o -mangostin 13 7 AEBEIRISS LTY o HiE o - 135
& Jil5 %
alpha-Mangostin isolated from pericarp of mangosteen reduces lymph node metastasis in
a mouse metastatic mammary cancer model
O%Em M, Bl 12367, &R WFY, SR S, KB p?
VKRB IR RS IREERES, D RIRIER RS RS A b i e i o,
DRIRERIRY EBRBW L v 7 —, VKRR R R R

DAG e 70 ¥ F=VIEIBIZ AT VD5 v PFURREFA~NORE e 136
Effects of DAG edible oil and glycidol fatty acid ester on rat mammary carcinogenesis
Offi% 3w, Wi BEY, =10 %Y, S8 EWY, Hm s

VAR RER G R o TE, YRR TS

< ANl B ERE O RS EAR IS B A A8 e s ie o B S e 136
Involvement of bronchioalveolar stem cell for early stage of carcinogenic process in mice
lung SCC
O JERHER, B K, b 7>, S8 =, T 496 BB N 55
KRB RERF B BEAEEFeRt W SR Loy

AL (HARZ2E 2k (bR RaETERFSET)

AR DRIA T T VBT 5~ ¥ 7 Y OYEMREIC X 2B ABHORE 137

Study on modification of tumorigenesis in the central nervous system by early-life exposure

to manganese

O Cho Young-Man, &R BE, &E &KL, Kk &1, NI ASET, I Bd:
[ESRYAVSE TN e TR s T B

Z v b sulfadimethoxine 7% WARMR BN B S A T L CTEMT A 320 -00e e 137
7 7 — ¥ T? matrix metalloprotease i 4
Distribution of MMP activity in macrophages aggregated adjacent to the thyroid capsular
invasive carcinomas induced by promotion with sulfadimethoxine in rats
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Capsaicin propagate cancer cells and cancer stem like cells.
OWiT akA, WA #%, ik Eik BHIF Bz
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rasH2 = 7 X & 723853 AW S OSIEFE D A 0 JRE T3 Bz 1 — B B FE A% ARk
Two-step ultra-short-term carcinogenicity test of carcinogen and non-carcinogen using
rasH2 mice
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ZRah—RrF ) Fa—7 TR 725528 (CHL/IU Mile, BALB/c3T3 #fifie)
D FERTIEF BRI L 585

Scanning electron microscopic observations of cultured mammalian cells treated with multi-
wall carbon nanotubes
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FROL S R ER IR S HARNA 7 v A Wfgetk v ¥ —

F v MBS FITCHARY AW ) I — VT 2 KT ORMiT 5% O B
Sequential distribution of FITC conjugated PLGA nanoparticles after intratracheal
administration
O%eme FEY, 5 &EY, A 477, MR 50, Bk R, BN —AY,
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VM) R —F ey v — JEEE, YRV AT Iz u v (bR, YA ad Rk

RENKGENLLREH—K Y F ) F 12— T ORNBIT
Translocation of intratracheal administered multiwall carbon nanotubes to brain
OBE W], % o, MEH Wi, BRE 38, Kl 5, B a4,
ks B
LS E IR S HARNA T v A ek v 8 —

F R~ A7 A4 P OKERAREA T L =512 & % Fischer 344 %2 v b
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Effects of magnetite nanoparticles on lungs of Fischer 344 rats after repeated intratracheal
instillation
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Risk evaluation of carbon nanotube on rat lung carcinogenesis
Oy BEY, —o ££Y, ek BB, R a7, g g
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Lack of promoting effect of titanium dioxide particles on skin carcinogenesis in rats and
mice
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#ili BALB/c ¥ 7 A2 51172 Intracranial Lipomatous Hamartoma @ 1 1
A case of intracranial lipomatous hamartoma in a young BALB/c mouse
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Wistar Hannover 7 v b OFH FIRIER & &2 SNz 1 4]
A malignant mixed tumor suspected to be submandibular gland origin in a Wistar Hannover
rat
O WRkHE, JFE K, W &% S 20, AL »2 5%, 5,
POl Bk
] 37 R S5 i £ i AR AT B

SR ORPPaBE (BR)  BrsEmiZEin)
7 v b ORPFENIC A B 7 FNARIEAEE O 1 61

Cystic cholangioma in the thoracic cavity of a rat
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Intracytoplasmic eosinophilic inclusion bodies spontaneously occurred in a rat liver
Ofi Ak, 8IR 2»B5, BA K W EE GEH =51 kS &
ke A, B9
NEENGY 2 =30 Iy X

7 v MEIIZ BT BHBEAL - T—T 4 7 7 7 MR 290 BAMLER = MG
Histopathological features of postmortem changes and artifacts in rat pancreas
O Wy, wH B0, sl B, B £, 5 BRY
FHUN EY, R FhY, I Y
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Two cases of parathyroid carcinoma in C3H mice
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Wistar Hannover 7 v b ORIFHEE A 5 L7z HARFS AR A D 1 61
A case of spontaneous adrenal medullary proliferative lesion in Wistar Hannover rat
OB HA, HZE M, A KE el s, milg i, B REZ, 5l FHIL,
=5y ]
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i RecHan™WIST 7 v b o FREEBE T2 HARFAE L7238l o 1 61
A spontaneous basal cell carcinoma observed at lower abdomen subcutaneous in a female
RccHan™:WIST rat.
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A spontaneous histiocytic sarcoma of a male Spragu(e—Dawley rat
O Jang Hosong”,_ Kim Hak-Soo'?, Kang Jin Seok”, Kang Sang-Chul”,
Kang Min-Soo™”, Kang Boo-HyonD, Yoon Byung-IlZ)
})Preclinical Research Center, Chemon Inc., Korea,
? College of Veterinary Medicine, Kangwon National University, Korea,
?Department of Biomedical Laboratory Science, Namseoul University, Korea,
Y College of Veterinary Medicine, Jeju National University, Korea,
College of Veterinary Medicine, Seoul National University, Korea
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Histopathological, immunohistochemical and ultrastructural studies of congenital
mesoblastic nephroma in a young beagle dog
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Pathological features of congenital cyst in the pelvic cavity of a dog
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Histopathological changes associated with the long-term breeding using Clawn miniature
pigs
ORgHB V?Ef:, SEROFETY, M RV, EE iy, B ORY, M e,
A A
VSOV MR BFRBISEARIEL v & —, P () AR A v v — RIS

7 =7 A FWATH S N7 HIRFEAEVEEPERR 35 X O BLARE 22
Spontaneous changes of the macula lutea and optic nerve in cynomolgus monkeys
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Spontaneous cardiac changes seen in cynomolgus monkeys
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Lymphoma in a Japanese macaque
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Bilateral macular degeneration in a cynomolgus monkey

Oliiey 45, ik RHE, w8\ F—08, A1 P, AL B, TR b, ) HEp,
A B, AR A, BE R SN0, BAT R RTH B
B #r I AR ZAMErseT

T =7 4 FVIZBT L MRk 1 %)

Bilateral glaucoma in a cynomolgus monkey

Offcie BME, Wl 2405, ol F5—18, &) 7, 3 MEY, ok 86, R ),
WE sk, PUA W, Ak S, WIREL A R RTH
(B #r B AR 2T geiT

=7 A FNORIPEREY 25k (NALT)

Nasal-associated lymphoid tissue (NALT) of cynomolgus monkey

OfiAR #hwl", AN JPY, mil Fri”, WE MY, S0 WY, s EEY,
P B, R AT, RTH
V(KRBT HARRE RANEZERT, Y (M) B A AR TR $H3Eh 8= — TR HEX

WA Ry SR WEY)

71 =7 4 N ORIFF R AR DOWT
Cortical nodule in the adrenal in cynomolgus monkeys
ORI ER, HN W, A #EE, §il

(B HAR e Eirsein

IEF Y —%Ft v M (Callithrix jacchus) BT 2% BIRFEA MR BRI K OV hRAN A
P2
Spontaneous glomerular and tubulointerstitial lesions in common marmosets (Callithrix
Jjacchus)
ORgdt FHY, R RIBY, ¥ kY, Ohg ERY, =4F Bk, ik i,
Gk g
UrpOMBEE (Be)  RAMERRIERE, ) (Bk) rh MR R SET ST - JRRERFZE L v & —
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TEI—Fty MIBUTLHREENEWREL ~AREREL o~ 0 e 152
Spontaneous renal lesion in Callithrix jacchus; details of glomerular change.
O B, kg ¥, e @k, ek & b —8, 45 &
SZEMF AT IR (R WEBRIgEE v ¥ —  ERESEES
i~ —€t v MO S NRMAE ERGBER S X O EMEM 2D 7> Mg e 152
PEEREFG 22
Rat chronic nephropathy-like lesion with tubular hyperplasia and adenomatous proliferation
in the ageing common marmoset (Callithrix jacchus)
OMA 3, B 285, WMN EE B =51, 08 Ak 25 Fer ki %232
Hers wafie, Aot 77, B9 il
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O R
FURRSF R BAeRl MRS BRI RS E T AT

MO FE LR S THY, DNA—DRNA—=Y U7 EE VI LY FIVR IR TEREINL Y
NN, ARERIET I VEBESELR B M TH L. L LS E RN L EROBBIIHZ S
NAHLHZ, FUNRIEIEIENTNCEEOAFEEL TR L THD T, 7/ LAERICE > THE SN/ EE
Wl e TEL. [F o8V REZF07 3 7 BEVICH> THEMITYEENSE (bbbt LF— A
FREE) ] LT Y74 B YO R IIIBAETOERWITIEZITANSILTWDEY, & v X7 BEED RO
TE L, BB BRI AMLEETICHAMEATIE, 5F Y ryXay EBHEns—Hoy VS 7gh
AEEINTBY, ATPOZANF =2 E 5 V7 G OBRME R % BRI L Tw5

FUNRERERTA)RY =20, MERI Iy N TIHFRET A V80 B BT M) Ry —
L&, MM E N D & S R MBS 5 8 VX R AT AR ST RV — A1k
MEND. Gy VSV EREESY 37 B, mOIGEBT 24 V074 T (MENNRE) ThA/NUENTE
KHEZR L, ZO0/MNAENICIEGT 2 v RO v PEEEEICHEET 5. NMNAENTIE LW 7 4F % % 4
BLIs NI ORIV EE DO TR A, ZRNENOREEIH (Vv — 2, MR, st
NEFET LS, MIKIEFWRY YN EOREREBR L TV A I VT AT THLEMZ LI EDNTED,

INFAR A N L 2, NI B RS E DR e 7 VS R ERE L TV AR A BIET AJETH Y, Fo
FRHE L CORBEENNYZA ML AL DI BEAKBEEIRNEEDEL D, QEBEIEFTH-oTHLENLD
IBLEE N R M2 DD 5 VS EAVNIENZE Y AT N D, QOBIEFEMER L S Lo CRREFICHVEE
NV VRV EPEREND, GERBTHIENTEL, NNEEA ML ZIHMAREREICEE 2 B S L 5
ZAh. EWVIHDL, MIEKNOMEEBEBREIC LD, MEEE Y o7 BI/NMIRICBD LN R THfREns
7o, NERA NV ADHT D &, GRS YNV ENARRET LI b, T, WEERE Y LN HTIE,
KRG ONEBICEH L Z OO N TWA I TOBKMET I VBRAEHICERL, B2 Talttiosy vy g%
L& EZAATERET LWRENEDSDH Y, Wby 87 EHMIREE SN,

ZDX) BN A NV ADPT SR THELSHMBE T, MMk EEEx MR 2 -0 FE LIS
MO SIS/ NEEA N L ARG TH L. ThbENRMAEA ML AREICIE, SRHEEERICEHEY 2L Tw5
IEARIZENL LY YR B ED R E N ) ISR SR SN D, Fz, BB ES LT
Rk 12 % RO Y SIEE L XV TERHEE S, AN T2 v R0 U 83 % m (TG S UTER L 7o
WY YT EOBEIIHTHDTH S,

INFEARZ B L ZSEHITEEAL S N TH /A N L ADHERT 5 7% &, NEAA B L 2L B 2 &
NTEHVE, MIE7RN—2 2% UCREBT 5. PEOMPBITEAE A, WiEEE s v 8y BoEt
T L LN TEMERICE > TEHEFITH 225, ZHIRLEDICB T, 2B L OMBEBER L
ML L COMREE RS I eDTELRL D EMRICEELBELRITTIEIRD. MNIEA N LA LA
OFEBEDOHEPRAIWZHALNIZENTBY, HHEEDTWD. BERE, 779 — B8Rk, ~—F> v
VIR AR R LAE 22 & ORI, OARERUIE, B AHE R, EUEASETH L.

RFHETIE, PRAEA PV AEREAUIIDOWTIDFELIBREL L2V,
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I Establishment and proceeding of JSTP

O/ BB—", 184% B?, # #e°
ViR BBLSTIRRRRE, Y (b SLEEHERFSERT, ¥ () SZBRBYY b ST

H A F Mm% 4 (The Japanese Society of Toxicologic Pathology, JSTP) (&, 1985 4F (2 £ 38 i % & & Br
AL EWE OREVEOMRE B E L CAIGR SN2, ZOMEIRIEREZZEEE L CLEME OB 5H
50T, 1981 £IZAIFR SN2 HARFERSS (1997 F£ICHAR M v a0 Y —%4 (The Japanese Society
of Toxicology, JST) ~ZFRZAH ) & 2011 £ 12 AIF% 100 JB4E %20 2 5 H RJR B4 (The Japanese Society of
Pathology, JSP) O &L IZE L 2B BT TG L2 LWIBORY — N Th o7z B, R¥ERE,
ENAOREEZ LD 9504 (201049 A) OB %A LEWINCIERISIEET 2128 L Ck/z. KT,
REELBRM L D EOEE IS L 2BED2 S, SOEROENARGHE L NFR~DRZIZOWTHET 5.

REFEHE, AARRHEEOLEZ 20T, MHIE—HEEO THRAOHEZ FLICAIRI N, E1 oK
SFANESL, WMHLHEEEOTRT, KEB IO FA Y OIEEDR ) 215 T 2 MoK #E % TR,
ERLERLHEZ B LT, DAENIAWTLHERIOST 2 R I FTELBL505 2 b, WEHAREEE
DFMIZ L D5 2 MOBEFMESRTIE, FEICIBEELHLLET2ERE O PICERZISE S 1, DI,
FEFTIORRIIL2FRHENBI b TV,

COE1IMOFEEEKE L CHIUEHEELHOLIZ, 2R L TOMBIED LIESZMG L7z, ToBRoKE
R L, KAIOF%E, SRDTHE - FFEE &S B oM, SFHRESORE R SRR L IS 2023
5 eI, HOMEEIE LTHFIZ 1 EoRSOME, FRE0%H, WEMEA T A FA 77 L2 A LRRI#H
L7z E Yy 728l $2HE L I - — 0, HUHREFEEMREOREREOM L, International Federation of
Societies of Toxicologic Pathologists (IFSTP) ~®Zhn7: S ENEEI2 & EESINEEIN LR L TWnw b,

ZZT, SHOMBHMA T A A7 7L A (19894FE~) DL, BAFMERLETLTHEDLN
B R E T DIESRIREEA T4 FE I F— ORI OVWT—S Lzv. Z0+x I F—IZEEBENIEEF
SEMTRA C B 5 EB A fyBH21 4y International Life Sciences Institute (ILSI) OiEEIO O D& LT, EERE
DRI LT X ) @YW & o2 13202 2 L 2 HEIZ, BRCK TR S 7z, 1981 £ 5 1999 4F &
TAETIZ ACVP BfiEdh (5 T.C. Jones #3%), WKINTIX KA v DN —i3x— (U. Mohr #¥%2), AFTIXEERE ()
Vil —#d%) CTRIfiE S, BRSO EBEIE L EIEEO L VA EICKE CEBLL 72, EINTIE 1983 4E0
551 M ONGWEED 5 1999 SO 17 MOMERFE TH 3 HME, WINd BREROMGERS I TRz

HAE, EBEMIE, dek - Bk - BE - 3 -y Nl - HE - 4 Y FOFEEICBVW T K4 OEBE BT 2
72 R4y (regional STP) 2GR S AL, IFSTP 2% SN A I12F]| - 72, IFSTP 1X, 245 regional STP @
RFEDSELBHES TN L, HEHBZ I O B IHK— L H R AR MR OB L% Big L 728F & 51
PEHIEE DOREN. & HAG L 728237 S, bHEOEMAICES L Twa.

21 HACICA Y, AR ORBENESR IR, T LW FAYYO FEOEA LIS A2EEREEII BT 5K
ERMEIZRDOOHDHLEHIIHZL. LrL, INLOFFRIZLVEONLIEETIELLAMEHRT L7720
IR D EMRG % RS 2 720 OFF R O AR & RS EECH L H A TRl L 72\,

KiFHE T, LROBUHERICIEY - FEEFZHAMNT L. HVSEOSFRICIEHEERESEEME L LT
HELREFaE L BEEZEO CTHET L= E 2 NEFENTH 5.

58



HBEmmE |

JEES ¢ 3 2 (BIHEERERSE)

=

Adverse versus adaptive hepatic enzyme induction
(Hypertrophy)
O Robert R Maronpot

Maronpot Consulting LLC, (Laboratory of Experimental Pathology,
National Institute of Environmental Health Sciences, USA (Retired))

HBmmE I

DL R R R i 7E L >~ & —)

Mechanistical considerations on induced pathological
lesions

O Klaus Weber

Harlan Laboratories Ltd., Global Director Patnology







The 27th Annual Meeting of the Japanese Society of Toxicologic Pathology WEW#EI

Adverse versus adaptive hepatic enzyme induction (Hypertrophy)
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O Robert R. Maronpot

Maronpot Consulting LLC, (Laboratory of Experimental Pathology, National Institute of Environmental Health Sciences,
USA (Retired))

The liver is the major site of xenobiotic metabolism in mammals. The liver is also one of the primary organs
responsible for maintenance of normal homeostasis and physiological functions and, as a dynamic system, is
capable of relatively rapid responses to stimuli leading to enzyme induction.

There are two general categories of hepatic enzyme systems: (1) constitutively expression enzyme systems
and (2) altered expression (increased or decreased) systems in response to xenobiotic or endobiotic stimuli. We
are generally most concerned with increased enzyme induction since enzyme induction sufficient to disrupt
homeostasis may be associated with undesired effects, including hepatotoxicity, drug-drug interactions, altered
pharmacokinetics, and carcinogenesis.

Hepatic xenobiotic enzyme induction may be associated with changes in liver weight, histological evidence of
hepatocellular hypertrophy or hyperplasia, and/or changes of serum clinical chemistry analytes. Within certain
limits these responses represent normal physiological adaptive response to stimuli that serve to protect the
host from undesirable effects. In that regard, enzyme induction is good. This form of enzyme induction is also
common and desirable. However, depending upon the sex and species being exposed, the dose and frequency
of exposure, diet and age of the animals and other factors, enzyme induction in preclinical animal studies can
be associated with undesirable effects. When undesirable or adverse effects do occur, they are most often a
consequence of high levels of exposure and species specificity.

For purposes of this presentation, the focus will be on hepatocellular hypertrophy associated with microsomal
hepatic enzyme induction, primarily induction of CYP enzymes. The terms adaptive and adverse in the liver
may be defined as follows:

Adaptive - A biological, morphological or physiological change in hepatic regulatory pathways in response to a
stimulus that modulates (adapts) organ function to preserve homeostasis.

Adverse - A dose-related and reproducible biochemical, morphological or physiological change in the liver in
response to a stimulus that either by itself or in combination adversely affects the performance of the liver or
the whole organism or compromises the ability to respond to additional environmental challenge.

Morphological changes associated with hepatic microsomal enzyme induction include liver enlargement,
increased liver weight, hepatocellular hypertrophy, and transient hepatocellular hyperplasia. The hypertrophic
hepatocytes typically have a distinctive lobular distribution. The magnitude of these changes is primarily
influenced by the sensitivity of the test species and the level of xenobiotic exposure. A 10 to 50 % increase
in liver weight is a typical response to a xenobiotic. Histological evidence of hypertrophy can be seen when
absolute liver weight is increased 20 % or more. When the dose of the xenobiotic is high or the exposure
prolonged, the adaptive liver responses can be exceeded resulting in toxicity and carcinogenicity. Hallmarks of
an adverse response including hepatocellular necrosis, biliary stasis, and bile duct hyperplasia can be readily
recognized histologically.

When histological effects are limited to hepatocellular hypertrophy associated with hepatic enzyme induction,
serum clinical chemistry analytes such as alanine aminotransferase, alkaline phosphatase, and gamma glutamyl
transferase do not show consistent or substantial changes in activity. The same is true for dogs and monkeys.
However, elevations of these and other serum or plasma markers of hepatobiliary injury are well known in
studies where there is frank hepatotoxicity. Similarly, inconsistent elevations of alkaline phosphatase, and
gamma glutamyl transferase seen in dogs exposed to phenobarbital or corticosteroids have been attributed
to hepatobiliary insult and not microsomal enzyme induction. Glucocorticoid-induced increased alanine
aminotransferase that is not associated with hepatic microsomal enzyme induction has been documented in rats.
Translation of preclinical animal studies associated with hepatic enzyme induction to humans may be
unpredictable because of species differences in nuclear receptors leading to different induction responses
between animals and humans. Consequently, assessment of the relevance of observed hepatic enzyme inductive
effects in animals to humans must be made on a case-by-case weight-of-evidence basis.
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The development of a pharmaceutical product bases on a hypothetical function of a molecule for an intended
clinical indication. The screening of such a product includes the exposure of laboratory animals. Due to
absorption, distribution, metabolism, storing and/or excretion, toxic metabolites may affect molecular targets
causing cellular responses, and hence influence the organism.

Reasons for mechanistical considerations may be different. For example, for pesticides, marketing authorization
may be risk cup based on the mode of action. For pharmaceuticals, the authorities want to get the information of
the relevance of induced lesions for human. Important related issues are risk extrapolation and dose responses.
Furthermore, mechanistical studies need to be performed for the candidate selection during development, to
understand the mode of action of the test item, to optimize the product line, and mainly to understand the
mechanism of induced tissue injury. The latter should provide arguments for the discussion for the decision
of adverse vs non-adverse effects, species-specific lesions, and even possible ontogenetic potential. Under pre-
designed experimental conditions, mechanistical investigations may be even the key to detect toxic lesions.

Most often, a problem is recognized during the dose range finding studies in rodents and non-rodents as well
as in subacute toxicity studies. Under certain conditions, mechanistical studies may also be performed as alone-
standing studies on products that were developed before.

Mechanistical investigations are in most cases a multidisciplinary approach. There is a broad range of tools
necessary in most cases. The selection of methods bases on possible previous study, including the whole range
of regulatory studies (e.g. in-silico toxicology, genotoxicity, safety pharmacology, acute studies, toxicokinetics etc.)
and on available information on the test item under testing.

The selected methodology is mainly driven by the detection of functional or pathological lesions. Morphological
evaluation (including immunohistochemistry, image analysis, electron microscopy etc.) can provide a proof
of hypothesis only in a limited number of cases. Usually, it triggers further investigations that may include
cytobiological or biochemical methods, ie. testing on DNA-binding, DNA-adduct analysis or protein-binding.
Special in-vivo or in-vitro metabolism studies for the comparison of species and investigations on the
bioavailability of products may be necessary. Special markers may be applied to detect or explain target organ
pathology, e.g. markers for renal toxicity, proliferation markers, enzyme markers for oxidative stress etc.
Furthermore, biochemical investigations on proteins, DNA/RNA, hormones or enzyme measurements along
with specific immunohistochemical or histochemical investigations or alone standing may provide insides on
mechanisms of toxicity.

63






—9S 39w 1

PER il BOGUHSES TERR)  RAeNWgE)
S SEIL (=R (kR) BARMIZER v 5 —)

WSI-1 Wistar Hannover 25 v F DHIE
General aspect of Wistar Hannover rat
O<FM 5RIA
=gk (b)) wEMNIET

WSI-2 Wistar Hannover %7 v b DERT— 7 INE
In house background data of Wistar Hannover rats
O=4F fEF]
B4 FuH—F Rghfget v & —

WSI-3 Wistar Hannover 5 v b [RccHan™:WIST, BriHan:WIST@
Jcl(GALAS), Crl:WI(Han)] D7RIEFRRBZA4EE
Histopathological characteristics in Wistar Hannover rats
[ReccHan™:WIST, BrlHan:WIST@Jcl(GALAS), Crl:WI(Han)]
O & Ht—

T AT T AR (KR)  REMEWZEAT BRI e s

WSI-4 Wistar Hannover 5 v b (RccHan™:WIST) DB ARIRICE (T2 E
=T—%— 138/, 26:BEOREBEEBAIRZH0DIC—
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Wistar Hannover %27 v b D E

WSI-1
General aspect of Wistar Hannover rat

O%f R&", 88 RY, XA #7°
VSR () RN, Y REESTE M) BRIy s = U7 AT T ARE M) 2Rt

EEES, AL T v b 2 4R YA B Tld Sprague-Dawley(SD) %, Fischer344(F344) % & 4\ E Wistar
FSHWHI, IO 3RMIERMISEAT2EENT v NAMEEZONTEL. L2505 F344
E b (F344/N) % 30 4E1 & £ 1) BEAEFE) Y & L C X 72 K [ [E 2 3 14 3B 5T ] (National toxicology program:
NTP) &, 2007 4E 5 HICHAZERVEA MRS, AEMMEO SRR EDII» B D OKT, CTA» AN, FLE
W7z &2 BRI [RIDTABEMREBECTCOFMART Y FOBHIZASIHOLLL W] EFR—2R=TUTHEEL, ¥
HEFIIREREREL 5 272, ZLC, NTPIEF3M445%2T v MIEbLRME LT Wistar Hannover 27 v b
EHEREL /22 &5, Wistar Hannover 27 v bS—HEHINZ B2 o & o7z AFTIXITL AL
ENTIeh o7z Wistar Hannover 527 v M, FINTIEBHEHBERICEHLS 2OHH SN TEEELND D,
— el Rdy - ANRIT, BRSNS O BARIEA D Dk, — R B 25 A % FUER T O L2 R 70 R
EHETLHEEINTWS. LAHL, NTPIZZDtk, Wistar Hannover 525 v NSRBI DSz E L, £
FEEFERERIZOWTIIMMORLD T v + (Harlan Sprague-Dawley) Z##H T 5I2EY) (2009 4F), EMAE
BT CORMEMHAT LI LR —2 =T (20104 1 B ) B L UG (Toxicologic Pathology 38, 180-181,
2010) TZEFEL . BN TIERIROME Y, Wistar Hannover 525 v b AEGE S AR RER % & -3 1 B 4 ik
RSN TEBY, HARENTD, PAREMERZ & 0S5O % 37X T Wistar Hannover S/ C—H L
TEMTLIEDA) v V2 fFT 555D kv BE, EWNIZBIT S Wistar Hannover &7 v b O
FHB AL ZTOEAEDNHATONE L)Y, ENIZERERRE TH 5 - BT — & WESTHBICHG S 1, &
T — 7 I T AR CHEA D ST 5,
K =272 ay T TSRV /- —&EEO 72> 5 Wistar Hannover 2 J v MI$ 2 WA 2 37— %
OWZEZIY BV, H57-4EES v FRKE LTEIPET > TV ERLRET v MIET 288805 O
WHET L ERME L 22w,

AT
AT

Wistar Hannover 27 v b DE#RT — 2%
*
WSI-2
In house background data of Wistar Hannover rats

O=# 7", XA XCEBY, %5 B, 81U #X7, R# hil”, B #°, IR BT, B0 &2,
T BBV, fEBE %
VA0 BB 5 —, T (A T Y —F BB Y Y — JRE

T - HW] Wistar Hannover 527 v M, REHIMMEA 725 200C, BRIPFAE L7256 O BRESEEERE S
Wl e v £ A5, Sprague Dawley (SD) 25 v MIb AR E LTEHEN TS, 22 T4HNH, [HWH
Fv bR 26 B LERET L, ERF— Y 2NEL-OTHRET L. 77, HONTR B2 EERETTOR L 5 [F
2T v FRUSDZT w bR U [BE- 78] 63850 RecHan™ WIST ((#k) H ARE RS- YE s 52T )
MERES 55 L2 26 MM MELERTE L, —A0EIR, AE, BiE, REE IRE2RELZE/RLZ. £72, 268
SRS 15 DL fEdk L, M ssioieds, Mg bs i, e EE R WAL E/RL 72, REED -0,
HEFEST D72 B Sle:WistarHannover/Ree ( HARIZ A L)V 3 — (#%)) K O°SD % & LT Crl:CD (SD) ( HAF x —
WA ) N— () R L7, [FR - £ —BER, KE, BE, MRk, migE ok
HEROWEFRRFOZKIHE L, Wistar Hannover 525 v MMZBWTEESFTOZEIZH S 2> Tld % TIZFBEOE %
A7z SDART v MIREL, REMINIERL> T, BRI 2 AFTHMFIRIEZE0MEmxR Lz R
poiAE i, M, KRR EOSSEMEED S, RERETE , TR WM EZ R L7z, MEEARAEE T,
HIMERE, FPERAMRMEMER 278 L, R4 b0 Tk ALP, IP 2MEME T3 - 72. RecHan™:WIST Ok
P TIE, RKEEEICTERIZILIBE I N o2 b 00, MIZBIT 2 HEIFEZERED6/15 6] (40% ) 1222
Do, EFICHWIEEHEEZR L. DL KREAROF OB ETRFEL L LT, MICB 2B % H
A7, BESISIZENOSETEZHEL TBY, BRTRATRED GO H IR ZMOEFEI O W TR Z Iz
HTVETHA.
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Wistar Hannover 5 ;b [RccHan™:WIST, BriHan:WIST@Jcl(GALAS),
Crl:WI(Han)] DfRIEMHBFR4FE

Histopathological characteristics in Wistar Hannover rats [RccHan™:WIST,
BriIHan:WIST@Jcl(GALAS), Crl:WI(Han)]

*
WSI-3

Ot #—", MiE fRE”, W\ &, /& £F", Ak mE", FE @A"Y, &Z &',
TR Xy, Kk EEY, kA #BE"Y

Vy 2 75 2858 (k) ZeeUWWIgeRT  BUmEiZes, YHarlan Labs, Ltd, Y7 A7 92 ) F—F 727 70— (k)

[B 1] Wistar Hannover 5 v b O 3T — % 2155 HIW T, MEEORL LZFEART v b OISR 09 %
HEERL, TNFNOHEMEFHL EHIZSD Ty b ERE L7 [#F - 5] RecHan™ WIST [Rec),

BriHan:WIST@Jcl(GALAS) [Jcl] & O Crl:WIHan) [Crl] %, [F—BE T CMHALEHEE L, 10, 19 M 32 MR
MEMESS 20 Bl A A L7z, R - BE] RIS L 2 BBOBAH AL NZHRHEPTR L LT, BB OAIK
B LKA ZE L Jol MDA A STz, A O Ti5I3HEIZ A S 41, Ree, Jel T 32 8@ 8n L 7. g
PREEHEIE 32 HE TOAMA S, Jel, Crl iR Rec THEMESICHE SRR E - 72, IR O /L& 10 5
HET Crl > Jcl > Rec DNEIZHEEE - BREDRNE 22 o 7275, 19, 32 HE ClEZ= I o 72, 19 BEGLIEORETA S
ToANETY T ikE L, 32 8T Ree MBI HABEHEE TH - 72, LI O HAMILRE A 32 Al D Ree T
HHEES R <, B ORIEMILIREAMEAERE 72 25 5 10 il Crl O A A S 7z, R RS Fiz o 22t
19 B IR A 5 AL, 32 Wil Jel MBI L NEHEE TH o 72, FEROEN: - BRI K EEG 2 8 L TA SN,

19 BAH LRI Crl 2MESEE CTH - 72, BIEIIZSEET A & ST\ % Thyroid Dysplasia i Jel @ 1 5 TH 517z,
W SD I v MERT = LI LT, SHEOTRE LT, LilosE EARE B 022 L L OB R O - 1#
ATz, BB RSO NE Y T ks, FIRBONED 7 ik, ENRMED ) R7 AT Vb,
it B e OB LR S B o Z2faAl, RiE EARBE ONEY T vikd, MIEOSVERAS, ORI O
NEVTY) VIREPBRE SN, —F, SD THET 2 IO /N EE DR fE R0 BRI E R Aa PRk o FE B
1T o 72,

Wistar Hannover = v b (RccHan™:WIST) O EBARIZICH TS
fET — 42— 138[E, 26 BAENOREMEEGFTR %2 h.0IC—

Background data of Hannover Wistar rat (RccHan™:WIST) in Shin Nippon Biomedical
Laboratories

WSI-4

OFII 2EE, F A, 2+ FH, Rl ME, A »&Y), T8 &, KkiE &, &8 2
(¥R B A AR RBOREL > ¥ —

[B)] Wistar Hannover (WH) 5 v b %, Sprague Dawley (SD) F v MZH#E L TR BIEZ MY CE4
FHICT N TWDE I DS, HERRBRICB2AMEIHESN TS, L2, JUHENTWSRIN & 1358
), RIFTESD Iy PP EN, WHOEET—F134% L, HIZEZ o EBRELEE LR
T — 7 0BRIIIL AL, S0, FESERR 28, 48, 13:8) ROREFER (26 4)

wAE L7z Bk O — ik B R BRI U — R RE ISR, fRE, Hifw, REORE, BRRRES R N R
AR A FER L 72O CTHRET 4. (MR R OHEE] MRSt 0 ARERZB Y &M IFZEiT & 0 2t % 19 72
58 E O MEHESR 120 P WH (RecHan™ WIST) F v MZoW T, EEHEE CRLPF (1) > ¥ VEEARE (#R))

HREN S, BUEICTAT Y VA ARY Fr—JI2CHE L. WH 7 v M 1B oBEY- O #%,

238, 43, 13K 0 26 HOEBREIAMAE TR IR 2 /T WMt L 7. BIEAmP, —IREBIg % 5
H, REXCEHELHE LN, REHOMRTEZ B & S B MR TRICER L 72, F72, BIEmR T
WZHRIL L 72 IS D W C, MRS e MU AR b M 2 i L 72, [FER] AEIEME S $12SD & T v

M U Ol & DIRMEZ /R L7228, HETX YW BEETH -7z IREHMRAE TIEh M E SR R O AEICIRE S
S AB NIz, M ARG OV MR AR LA R AE L SD 25 v MCHER L T/NT Y 2V & WA S L7z,
FREAREMAE TIE, I FE T2 Wistar £ 7 v M THE SN T2 AROSE LS, MWL, otk
LERARLNTZDS, SDART v MIEHET L EWEE, BEOMMEILIZAST, FURESE, FIRBROZEER O
BEBIRZE D RSN ol. ZOM, SDRT v MIBWTHE SN LD SN 72A%, BN O HEEE
ELITRELREIRO SN o 7.
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Wistar Hannover %7 v MIREKABR(IZ F (T 5 mineralization FEIFIKR
%
WSI-5
Profile of corneal mineralization in Wistar Hannover rats

O FK, BE wiH =B —%, 2B 7 LF =21, EF [, £5 18
SEFEAT A T AR AEERIgE v 7 —  IREEEZE

[#=] Wistar Hannover 27 v s O HARTOMEHERBIIRZL W S, UHTEIEET—2E/RL W
%. A4k, RecHan ™WIST (BLF Ree) 8 & U8 CrliWI(Han) (BUF Crl) O#LEEF#AIBAS TS < 780
5 N7z AR mineralization \2{EH L, IRRETOABRREE D b1, K4 OFEFLFH MRENREIL
Rec ® 8, 10, 19, 3238, Crl ™ 19, 32 HD &G 120 IEORERIZDWTHER L 72, [MABRE] IEFARREEY
MR E S A 2 IS, AR I BEERIR S A WIS RBUIROEE & L CEZB SRz, J84%R:
Rec TOZSA T 6 HEHFE 5.0%, 32 MlikE 200%, Crl TIE%& 4 167%, 383% CTH D, MR E b NEIZEED
FAEROWINPRD Sz, 72720, MARMKE Ty NEIINT YRR H o772, FEERITHEEL TV HIHE
WhrEzZ oD, FRERIIETHE L, MEkoBA %% > 72, [mineralization] KRS~ MI4FE - WA E D
A FRE & AEEE S OB L ISR RO SRR, BIR, YIRS L ITHWIEEm E L TRRO 6N
oo InsRI v RIBICEETH o7 MR R - MEEAERICZERES AL NS b OR, MEEAEIZAE
M OTEEALZE) Db dH o7z, 54 Ree TOIAERIZ 19 MlisHE 39.2%, 32 Mk 375%, Crl Tld 4
350%, 592%TH VY, CrllZBWThIERIctE D RO RO SNz, MARkEday MEIINT Y F05%
D, FAERRETEPo7. [T 0] et BI) % Wistar Hannover 525 v s OFHVEZ RS 572012
b, TORNMAHONICT A LIIEETH L. RXRE T, IRERAFIC mineralization 24f53 52 &, 20
FERITO Yy NEIINT Y IBH L5 Lo,

Wistar Hannover (RccHan™:WIST) v hOEET — 4

WSI-6
Back ground data for general toxicology in RCCHan™:WIST rats

Offd 18, 2#& &, WO BF k& BEEF 5K #201F +F BE B FEE B #E, BE B2
Bt —Fl

BB )H—F v 5 —

[B1] Wistar Hannover (ReccHan™:WIST) 5 v biZ, H£3£® Wistar Hannover 527 v b OEiF & M3 L 2555,
ZFOEMEFHRERLZRKE LT, BE SURBerAEERBAOMHIHIT TERT— 7 ONENED S
NTw5, SEL, TADPPNEFTOERT— & 00 32 BEHMET CEP.GIcmET 2. [J7E] 8L 4 88
TAF, W - BIfbk, 6:MHT8, 10, 19 KU 32 ElnHIMAE (MEMESS 25 DT / #) (2400F, EE 23 = 3T, #H
XHREE 50 = 20%, A 10 ~ 15 (A /1 B, BEE 1 H 12 BERICHIE S M- fFETA 7T v L Ay —
WEBINES L, fiF (CRLPF, Rk, B, 40> & ViR ) RUKEKRE BHRHERSEHE L. B8
SRIAR R R O TR OMREE AL, —BEERBREFEEE L, ATRET— 5 Lo —BRECHE SN
CrllCD(SD) 7 v b B X IV F344/DuCriCrlj v b F—% ZHw/z. [FEER] AEIE, ML L SD & F344 o
flE2HER L, R HETIESD & IMEZAS, METIESD & IFIZRSOHR LR L. IR MAETIE, &K
AT — TV CHRBHOABEEDSD KU F344 & IERTEHEEICA LN, MEFMRETIE, SHMEAT—YTH
MEREAS SD IR Z R L7z, B EE T, BIE &R HERE 12, R EIIEIISD I2hZFNE
NWEMEZ RS EI D A S 7z, REMRE A Cix, ozt s (2 Bz L), HBELEERoMEIC
R E Ak B (10 B i L 19 Ak CHIE 17, IRERA IO SV LS 25 I Rl GRiZEZ L)
\ZA BNz, —J7, I X AN OB O FEHME X, SD ICHNEHETH 72, Zoftl, —#IREE, RA, 1M
WAL, BT RICEEIZA SN o7z B, BIE 110 BEEIRBEOERELETHTHLH, 94HF
TOEFFRIIHET 88%, METI9%TH 5.
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VES - /NEPSE T ((BR) BR8P AR S0 O )
JE 2200 (OW) 53 3R FERT)

WSI-1 FMHREAE - SEEEERHE—(LEHE INHAND) @
BI7—F 2T —THEHRR
INHAND updates on organ working groups
OJEH Z2H)
() R 50 ST 28T

WSI-2 [INHAND #E#R5 [FHERa %]
INHAND update on respiratory system
OE® i
LGB R ER IS HARNL 3T v A ifget v 5 —

WSI-3 INHAND R HFE - BEEE
INHAND update on liver and gallbladder
OJEH 211
() 5% R E e

WSI-4 INHAND #E#RR N0 - mER ]
INHAND update on cardiovascular system
Ol TRk
N—=F T RT MY —Z ()

WSI-5 INHAND #E#K5 T2LAR - 22 /NILER - TRAR - BERXAR]
INHAND update on mammary, zymbal's, preputial, and clitoral
glands
OFE iz
BIVEEERL RS R o5 Rl e







The 27th Annual Meeting of the Japanese Society of Toxicologic Pathology 7—73v 71

SMHRIEARE - SMEEEREH—LEE (INHAND) O
BT =X T TN —TEBRR
INHAND updates on organ working groups

WSI-1

OFEMm 8", AH ==?
U () B0 s s b ge i, Y i rge T

TR ELRGE - L o EIFSH — 1L ETH International Harmonization of Nomenclature and Diagnostic Criteria
(INHAND) &, KkE (STP), WkJH (ESTP), #E (BSTP), HA (JSTP) OFHMERIIFEEHN .0 & 7 - THE
HELTWEAEMFEFET, 2008 FEICIENICHEL, 5 # FFIH T 20I12FKFEFTIIRETITATETCHAH. RFFET
X, v b T AERNRIC IS BB D B EENE L ORISR IO W T HEE - SikEOERKE—LE X
B ERHAM, BEREHLYOT—F L V=TI L o TERBOVEEDP S EED SN TWE. T—F v 77—
TN & B ERE R OB IRITNS DWW TIIIESE - MRS L o TR 525, WA R b . BRI 2009 4EEK 12K
STP O ¥R EE Toxicologic Pathology (37475, 71 X v M) IEFI SN, RWTHIE - IRZEo B A
2010 SERICHFEICHTITFETH 5. TOMOfEL - Ak OV T H— LIS ERFERERSEO SNTE D,
L2 SR, WRERR, V) YN - BEIMEER, FLEBR - MBRHAE (P N0 - AR - BB 12D W TTEENER
TFRETHL., KT —F 0 77NV —Th ORI ENEEL, BB —LHEEZ B4 Global Editorial and Steering
Committee (GESC) DO#A % 21} 721412 goRENIIZ7 v 7H— F &N, FEHFEESEDO LY 2 — %2 251k
L%, FREDOHMEE (STP/ESTP/JSTP) IZHH S A, FFI & N5 W HEEH I L ARG EIE, X
THI—FBERIVERENTWES., RY—27 3y 7 Tld, INHAND FEEEOMHEPRIRIBEEIZOWTHRE T 5.

INHAND EH#IRT [1FIRESR ]

WSI-2
INHAND update on respiratory system

ORE /", SHE =C”, 8% ip”
U @ ICEN LTS AN AT v e AW Y s —, RIS R MR

I e A OB R L EE & 2L #E 12 oW Tld, INHAND Project TOVEEMNSET L, Renne R et al (2009)
Proliferative and Nonproliferative Lesions of the Rat and Mouse Respiratory Tract, Toxicologic Pathology, Vol.
37 Number 7 Supplement & L TEEIZHETI SN TWwW5b. 72, goRENI ® Web 1 + (http://www.goreni.org/)
PHOAFTES.

INHAND Tid, 7 v M &~ AOMLERRRRO AR ERE, MEERES L OFERRLIZOWT, BET
%%k (Pathogenesis/cell of origin), #L#ks09%# (Diagnostic features), #ipliZWr (Differential diagnoses),
it (Comment), MAEEE%L, FTiRloOBETIRRL TWA.

GLE R MR Z (Congenital Lesions), b ®Z54t (Epithelial Changes), %4 (Inflammation), L% %5
1t (Vascular Changes), 4 Ji# £ %5 28 (Non-neoplastic Proliferative Lesions), [ % (Neoplastic Proliferative
Lesions)

MEGH, S, AAE B L OMAE S - L& b, &KE, &AL, SR, E

WRMEES, Milas X Ol - e RKUwREE, FRoZl, MilB~0ER (Intra-Alveolar Accumulations), 45,
fiti i o BEYEaR & 3% (Abnormal Dilatation/Destruction of Alveoli), 42, HMI»R2, NEdE

AR TlX, INHAND (2817 A IR O B B RE & IR M IOV TEEL L, BUT O3 R HHL AR
2 (HARFBMERESSR, 2000 4F) LT 5.
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INHAND E#4R [FFEE - fBEE |

WSI-3
INHAND update on liver and gallbladder

ORME 8", I kX
V() PR BRI GERT, ¥ A e A g v 8 —

FEIRELRE - S22 o EIFSHE— 1L FTHE International Harmonization of Nomenclature and Diagnostic Criteria
(INHAND) 2B1F 2Tl - JREOIRZIZOWTIE, PEIZ goRENI 2/ L TIE SN KFESEBDI AV b e
FE L7z 1T 2010 4 8 AR EAER S, ERS— L2 5 4 Global Editorial and Steering Committee
(GESC) 03L& TILEX Y, 2010 4£KIKE STP OB EE Toxicologic Pathology (25T A F5%E T
H5. SROF—ALITED K& 25 0L, FEEEERTEMERL BT 5 RO SIERHZL T, EROHRE -

W1 e D o 72 IEF AN O IFHRLETE R EDSEM SN2 L TH D, ZOEFAEEBATEEREX, i
MR ORET LT LIXEIELBZ, S0 EAMBANOEIHEIBEZ S NS b 00, fHigs & OIS
WREBTEZALIEERD H L v, SREN O I IE e R IR A A%, dettll - BRES & ICIEFMIZ N
REBZEFFOL NV, 72720, SRR (spongiosis hepatis) % £ 9 & 1 IR ZR O ELT
ICEN B S D, FEAESE & L CIdZRMAE (focl of cellular alteration) & FAEMEIZEL (regenerative
hyperplasia) & ORISR & 72 528, 2SI H & IR BGIIE I RIBAL D21t (phenotypical alteration) 2%
LNV TIZB W, FRAEMMEEZ & ZE PR ICEZEGE B0 RALN R WHIIBWT, ZRENRXF S5,
R —2 v ay 7T, HABMFEHMZESOHEE (2000 4£0) ISR S TV 2 BFE - BHERZE Ok O HFE -

B 2 X — 212 L, SROEBHK— L VE L R E T IOV TG T 5.

INHAND E#HRR [0 - MEXR]

WSI-4
INHAND update on cardiovascular system

ORIE fREY, kI t&x?
DN=F U FRT M) — X (Bk), P IR T3 ()

LI - MEROT—F 2 77 Vv—7 (WG) TlX, EBREZ22ZWHEL, ZNENOHGEICH T 5 FEE, 154
EEOMNTHREOME X ZIZEO, TFAMIGTORFELERTHELHIZ, —HIEA N THAEL Y 2 —
WThb T—2ray 7T UTFOL) REEL OIS, EREOERDEY AAIERRIL L IET 5.
Rodent Progressive Cardiomyopathy : AEDLFHIEDEFITIT U TIETE S 2w, (Fo A OREMATH
HZEMD, BHIIMEEDRHWONE Z L2 lEl) 5 EXT, ZWHOTIZ Rodent OHLEEZ &/ HiEX IS T
HFETH A, FERPEGIZ L) BERFPORIEREEOMENALNDL 2 EAH D, ZOBMHAETLIREL %
KT HDOTHRL, WEEZERT 50~ oMM R (OmoZ, B8, MigRE, S ckEzshso
WEYEEZONLYGELH D, KT E LT A ISP AT 5 & L 012, #AFT L LT Rodent
progressive cardiomyopathy % 9% 2 & TL#EM 2 B L 72 d 7% kv, RigkiEE, FElio &R 5%
BRSSO LHZ EIITEY, FEH ORISR & O ERE L CRIRICHEL ) o5t & Ebiis.

PEBE 2 © ARAYIZ1E SNNDC Guides DRLHEINE % #5889 2 781 Tldd % A%, Shwannoma, Atriocaval tumor,
Angiolipoma, Hemangiopericytoma @2 W BRI D ZIEW NI HIHEIRZS, BV OVEVEIES; O RIS ik dE 22 &
WEBZOPETH 5.

WG MW 2 03 - MERDOIRNEIZEF DO TR TOMELRICEL LT LD, MEED WG & O THENII S
NTwh. flziE, Angiectasis D[EFEFE L LT Peliosis, Sinusoidal dilatation, Microaneurysm 7 & DHLY %
WEEITILPNRETH D,
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INHAND KR [FLBR - ¥ 2 /NVER - SEER - BERR]

WSI-5
INHAND update on mammary, zymbal's, preputial, and clitoral glands

OZ =
BAVUIR RIS BRI

FUBR - DNV - AR - BRI TN REDIELAATTE RN ERO—ETH Y, INHAND Tl
INODOIREROWE L — L T L T b, FUROTEREG I IBIE ks, AW, R - 2 E o4 MGk
RBIZEVELRDY, FokHTIEITUI 7 F v OEINELDORNVEYORELTITL. Tz, ¥V /N VIRIISNE
EIZHAFEL, F M7 H—24 P450 RV A F 2 ¥ — VIR OBERIEETH D, BIEWEORBIEHEST5.

502, MR, MICIEBEERAFAEL, FOMET A MATH YR VEARVE Y (BIFERERVE Y,
WESVEY, 0I5 ) OXREZITTnD. KLlE, CNSOREHBOREIIONT, BHMEL, #E
2l SR, FEERE, ZoMoZIt, &5 WIEEFEZLICTEL TWwa.

HAE, ZolEeE® INHAND i GESCIZE AL B 2 =T LZEETH Y, 2011 N publish # Hig L T
WEIFTHE, R VRY T ATIRZOME. LW [ - BB OHLIE (dilatation) % cystic degeneration, milk
cysts, ectasia, galactocele & 7317912, 7L — FCTRIHITREXTH AL, [T /NI - WER - BBEROEE
carcinoma * ZD5LIZ & o THl 2 OfiER; & LTI /S, & A\ id carcinoma & F & & TEWi L subtype % fif
ST 5] EDGESC 5D A Y FIZOWTRRAT 5.
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DMA' RS v MERREICE (T 5 DMMTAY O&E

O-0ﬂ1< ~RBERROBARY. Bt LRMARICEZ 2 ZEORE~

The role of DMMTAY in DMA"-induced urinary bladder carcinogenesis in rats

O£/l 4",  RY, R EE", @ &, HE B, B %Y
VRBGHSIASE RS AR ARG, VKBRS AR e

[FEROHEM] FxixnE TICEEL ZLEWTH % Dimethylarsinic acid (DMAY) OFFEMEZE IR L
TE7 7299 MERSAICBIZFELEWO TuE—3 3 U ERAZKET L-FEBIY, 59 MEREERK
EHBBRZ R TEH R T v FLA W TdH % Dimethylmonothioarsinic acidOMMTAY) % [@%E L72. DMMTA"
X DMAY G5B ORT L) L F|H TEL R EINTB Y ZOEAIGWME OS5 2R S 7208, FEERE
HIIAWTH D, X512 DMMTAY EHFAMOER I N TS DMAY L id 22 IlmuilifdEts AL, v
FRICBRBINZe PO IRHENDE 2 L0 e RBEMBLAICEEG T2 2 LARES N Lo TRERTIE
DMMTA" O REARI OB K O, BEM LRS- 2 52 oW THET Lz, (5] in vitro: fZEE0H
AR 472002, Ames 3Bk, Je R B2y 3R %2 1T 572, in vivo: (38R 1)6 Al F344 5 v MIPLEWE (&
<A 2mg/ml k) 3 HE#%5-#12 DMAY (100 ppmAs ik ) 1 H¥%5-9 A8 & DMAY (100 ppmAs kK )
1HOREGT LD 2T IRP e TR I U, (EB2) Pt (A4~ 1 ¥ ¥ 2 mg/ml k) +
DMA" (100 ppmAs &£l ), DMA"(100 ppmAs JREF ) B, PUEWE (24~ 1 ¥~ 2 mg/ml #ok ) Bk 2 8%
B3 280 3FI500T, IR e & T O, 5-bromo-2-deoxy-uridine (BrdU) # $81Z & L 7-Mia gl 2 MEsR L 72, [
B OEE] in vitro: Ames RERIIEMETH o 72039 (AR, WEERE) PRSI/ in vivo: E
Bl TIPS TR NMTEE 2 I L 2B B8V DMMTAY ORPIEEOHE BRI A SN, EE2 T
FHUEDE + DMAY 5B VT, R DMMTAY IO E LB A SN, FIU IR A Z12
TTFLTWw 2 k), DMMTAY IEBAMIEIIC X > T DMAY 254 21, DMAY OEREZSmE I IC 5+
DEPHELNE o EoOkRE LY, DMMTAY I DMAY %7 v MEKESAICBIT 2 ERWECH 1%
MWEZ BNz

77 8% ADBEPAZTREFICHT 5EGEEMA DA LOEE

0-02
Possible involvement of genotoxic mechanisms in the modes of action underlying
ochratoxin A-induced renal carcinogenesis

OB AN, KB #&&", 2 BE", $#HA 8K, & XMW", BH @, #H AXY, gex @2°
N RFY, Mt BV, I RkAED
| 7 S S LA AT GETT B, [ 3 S A AT AR GE T 4 R (RE,
Y SLR SR SRR ERT B, Y HAT ATV Y — (1)

HE - HW] #EHEF 2 I bF v A (OTA) I EBEBOEMIRMIE S3 &7 A v R IEW &5 58H M - BAAY
BCTd LD, ZEREMAEEIL equivocal TH Y, TORVPABRFNOBZEETEA T = XL DOBEGIAHTH
L. AW Tld, LR—F —BETEAMYWTH 5 gpt delta T v FMZEPAHED OTA 25 LT, BlElcs
VT % in vivo ZERE M7 & ONCERIEAY DNA BB oW L7z, [53:] 2881 6 G F344 gpt delta 7 v
M2 5 ppm OTA % 4 5\ i3 13 BRI S L, SRR 2 5 2 72, BIRORHEMEA0MmE, &
fii DNA % FH\~72 8-OHAG D E &= fRHT B X UF reporter gene assay Z17o72. EBi2: EE 1 LD ET4LE
MRS L, WIRMICEROKREB X OR-E b 2 3RILL, K70 DNA I2B1) 5 8-OHAG D& FIT 72 &
N2 reporter gene assay 1T 72, [F59] ZEBR 1 WHEMGR OB OR R, 48 H X ) B IVE O R
BRI 7 R =2 A, AV F AT =% 5 BN ESHEE IO bz, 13HHOBEICBIT S
reporter gene assay Db, gpt BT ZRAHREE 72 & O Spi Z2 RS2 OTA K512 X 2 2MLIZFRD SN h o
72. 8-OHAG =2 oW T b EBRIHM % U CELIZED SN h o7z, EER2 B E B X OB IZ BT 5
reporter gene assay Ot e, MRV HIZBIT S Spi BERBEEO AR L ILE L 3 LA L, FELEibE o
7o [#5] EE 1 ofER, OTA G2 X ) BaAk X Vit L7 DNA $h o reporter gene Z8FLAHRE |2 ZE LI EED
biZamrolz. LaL, OTA RREAIFZIZEN ABENTMOBENIMVEICREL TRO N2 s, FEk
2 TIEMSEEEBM A S L 72 DNA ICOWTHE L E 2 A, FICREERLFE 2 515 Spi BEBEENGZIC L
HL7 15T, OTA OBREPABEICHEEEE AV = X LDOBSHPHm L RE SN, 5%, BIEEREB L O
BAVFIC BT 5 8-0HAG DERMENT 21TV, ZORRD EOTHET 5.
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Z v bR E R C B (7 B Glutathione peroxidase 2 siRNA EA
* (Z & 2 IBTERE R VSR EBEDHPH]

The suppression of cell growth, invasive and metastatic abilities of rat hepatoma cells
by glutathione peroxidase 2-siRNA transfection

Ofsk BE', Pitchakamn Pornsiri”, /NIl ZEF", AA #%", &6 2", a# g2
VBT R R ESWIER  ERRERES, YR REER Y ¥ —  H il RIS R

[B] Fexid, 2— N~ ANOBA%G, B22EBiEZRT 6 HEEO T v MEMgEMEkLs Bl 2n
S5HERED 5 b EEBARICB W TRERRB X OV v b IEE A HE L, glutathione peroxidase 2 (Gpx2)
PEFHELTCnEZ a2 AP L7 AWIZETlE, Gpx2 B LB L OMBEE R T 5 7-0, EEBE L2 O
Gpx2 B 15 7383 % siRNA THIHI L, M2 BEiE0Z LIz oW ThE Lz [FE] Mgtk L2 12 Gpx2
SIRNA #EA L, RKEADH DK control siRNA ZEA L7280 DD 3FEIZDOWT, EAT% 48 FEH %D WST-1
assay, f v RX—=Tar7vtA, x4 7L —ar7yvtA B0 Zymography # ifT L, MR L2 T 72,
X — K< 22 LU U 22 i % BRI S- L, 3RS - #IM L, Bl REEsnFe B B I fE & ML
Bt L7z, [#3R] L2 128 T GPX2 siRNA #E A & ) BRFFIUL L5 DUT ICHHl S 7z, Gpx2 siRNA A
MfIc BT, MEIEEREADS 50% (P < 0.001) #fll S, BB L OBEREIZZNZNT76% (P < 0.05), 51% D#]
Hl a7z, $72, Matrix metalloproteinase 9 i1 40% (P < 0.05) & F #8072, Mififid 72 ) O L 72
B R O B A TS X, GPX2 sIRNASEAZ X ) ZIF177% (P < 0.01) B XN 74% (P < 0.05) #piil] % 58072,
[E2] RABRIZL Y, GPX2 MESHIOMBBEIEO A7 53, B - BEge & v o BRI D iMook &

(G- LTWAZ A in vitro B X Win vivo IZBWTH R E N7z,

Wnt > 7 FIVDREEOFRE IS & 2 Kha bR OB IEHEE

0-04
Distinct roles of canonical Wnt signaling in the stem cell expansion and the active
proliferation of colonic epithelium

OFm mX", &I =2, & 8§, 1A FK?

ViR G RHER AL v v —  BIWEERSY, YRR iPS MaRTsERT,
MU EYRE R s e E g

[1Zr®Z] Ferid, Want ¥ 7 F VI & ARG LRI OMERIE A 7 = XL %5012 5728, B-catenin
inducible =7 2 & W2 BT 2 el TWb, ZO< 7 AT, Teton Y AT AL ) #EETFHEALLERR
-catenin DFEITAHNH I THB Y, Doxyceyclin (Dox) D¥FG12 X Y B-catenin FFE SN L. T4 lx, Dox #5
% B -catenin inducible ~ 7 A DKW FRz AR & AT L, KiRE Dox 2.5- L 72356 (3 KM B B AlAE o 1 gl L 7
BIEESND D5, —J7, BIREE Dox ¥ 5- L 7235613, KiG F Mg OB AT FHE S, KIBIRE RS 054 (fission)
NEHEICHESNL L2 /ML, 22T, G0, ZOX DAL 2HLNCT 5720, KIBEEB X OER
% Dox %514 DKM E RO @ T 7B & ik L7z, [J5E:] 7 8% B -catenin inducible ¥ 7 A2, &gl
(02%) B L OMEEE (001%) @ Dox = HHN#ES- L, 3HEMBZRICKEEZIRIL, MEEN#ET 2SN~ A 70
TVUAN L DB THBENICHE Lz ER] W#ETRZ L LV o B-catenin SFEINTWD Z & R HERR
LH12®, EMMALFIIC B-catenin OFEBEF B L /28 2 A, EiEE Dox 5T L 0 HH & B0
LNz, E6IL, XA 70T VABIICLD, SiRERLMRERETELICEHIP LA - KTT28RT2H 5
—JT, FREHD L VIHREER CIHFRNICEBDS LA - KT T2 8T8 2 L2 ML [EE] MU
B-catenin ZFFE L 72GE T, ZORBMEEVICL D, BERE 2T L2EMLETOARY VT LABERLZ L
BHSNERY, ZOEND Wnt ¥ 702 X 2K LR OMEEIEICEZE CTh 5 2 L AURIE S L7z,
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FRIREERZEI AGNEE 7O > EEEHY (PHBP) #RHE L.
* ThZ7 v 7BROPAZRENFENELY 53

Lac color targets plasma hyaluronan-binding protein and inhibits induction of thyroid
capsular invasive carcinomas

Ofl#s B'?, I8 A2, Wang Liyun", # -%'?, &4 KEF'?, R #7°, =% @®’, %5 2"
VHOR BTN BRI, TR EAREERIER, VAR TRY MR SR

el v PRIRBECEBEELPATTVICBWT, ANVT7IAXANEFL Y SDM)OTRE—Y 3 I2EoTHE
T\ HIE SN DI PRZEIEL L AsA DTERC, PTEN/ Akt BB OEMALOB S 2 RIL L7z, ZOFADIERK
WD BRE % £ ) RIESUC DGR OENT WD, —F, IATITLVHROFBEETH LEERN T v
sk aF=— VR, MEEe 7T Vva > ViEASEHE (PHBP) O ML A HE L Clk7ar+1) 2 A%
HIHT DTy h A VBV LIV VDG TN TV A, RIFZE T, SDM SIS HUIRIRIZIE AT A KT 9 S i3
DEMEDFI L ZD5F N E RS Lz, $9, ZORDPAETFTIVCT, 1500 ppm SDM #okFx5-Bis & [FHE
5% 7 v 7 aFERVWL 3% I F = — Vb HE e SV L 13 BEMRMERS- L, #RAREA AT K R AT A
RIS B 2 BHIEH 2T Lz, 5y 2 mFEkEG i, 8- 13l & L ITHIENEMS AL, F0
AHZ AL E L CREPATEEMA comBENR A% &L REIHNIC X 2P AERMEI RSN, TF=—)
Bh-Clx, BNAERMIZBWT, METEREERZ A L2 EEREEH 2 RS TRES RIS N, wIiho
BEEBRTHLEWICHB R BRZLEDRR SN o7720, Ty 7 BmFETHRO L N PIHIRI R0 3 5 Hah ko
O LS T A PHBP HE(EH OA % a4 47260, 13 AR O 5-F2EH TR AT A To PHBP K OB
BT DFEBRNT 21T o 72, SIEMRLSA9121E, PHBP (BB 2T A TR W RFEE 2 /R 2 &AL, T v
7 B FEP 512 X ) PHBP BB S A MK T L7z, mRNA ST clx, 5 v 7 @FEk512 k) PHBP
B OZ DT d 5 Plau, Plat, MMP9 5% ORI ERE S S FORIULT RO o5z, DhXbh, v 765K
ZEDS AT NOIREFIIE, Ty h A YEEO T CTH S PHBP H O HAL K OGR! PHBP O FHE (2
LA T O T4 ) v AFFSVEH ORI L7z, B INHENE R 27RE S 7.

SRERERZ v MICH T 5 DMBA FRILEEFAICKHT D
Mp77 4 RKHhA 2 DEE

Modifying effects of serum adipokines on DMBA-induced mammary carcinogenesis in
ovariectomized rats

0-06

O5# k", 5B 2" BF Mk, 2/ #HE?, tE ="
VENZDSARITE Y v 4 — BT ERREAE S, YENI AR v ¥ — BT BSA TR 0 Y 2 s b

[HA] T2 X FLBREEDT AN BTG BRI O 3 B % EBRIICHE L T b, —IEFE O RF S T,
Zucker(fa/+) 7 v N E W2 T12- VAF VN X [a] 7~ b T2 (DMBA) FRIAMEVRAETTIVIZBWT,
HL 7T VMEDRERARARET ARSI O W THRE Lz, 40, JiEFERZ v b & HvC DMBA FUBR S A
WX BT 71 R A v OB L7z, [J7:] [5E5 1] 8 kG SD AMET v b 40 PLIZIREFER: (OVX)
F 7213 TH (Sham) 2L, 1 BB VERET - IZEEHE (QF) % 4AMY 272, [ 2] 7 AEGD 96
PEIZDMBA ##%45-L, 1B L) EE1 & FEBEOWEZ it L7z, FEIIMIE Sham ##Ti1x 138, OVX BTl
448 E L7z, FEBRMETE, T— 7 VEREE T CIEARBIR &L 0 Rk, Bmic X ekl FER] [%£81
OVX-QF DI L 7F U EASMEC I LEfEZ /R L7 (p <005). OVXBETIREILATT -, [ ¥ a
1) >, IGF-I 575 Sham B2 LEfE F 72 1@ EMEN 2 7R L7245, QF OFBIZA LN b o7z, [ EER 2] OVX #
TIIFLBRBES; D 56 4E 2 Sham BRI HE LBAE L 72, #IME:, OVX HomiEL 75 >, A4 ¥ o) V5% Sham #
WILLEME (p<001) 2R LD, QFOEZEIIALNLE o7 BB AOFAEMEEEIX, Sham # T 41/48 1
(85%), OVX BETIX 12/44 #1 (27%) TH VY, QF OZI 0> 72, Sham HOBS AT ETESLEITH -
7273, OVX #ED 5/44 B (11%) 1ZI3MK - A LBRDSA D A S L7z, B AHGRRIZ BT % estrogen receptor a @
BHBILOLTTF ¥ 7 FIEERIZES 35 STAT3 O MEALIZ Sham #: & OVX BEDFE WV E A S N o 72
B, ATy a) T FIUGERDBS 2 RT ERKL/2 129\ TiE OVX BEOIRAS A TR L Z R L7, [E%]
DMBA BRIV AEERIZOVX T v b2 HWA Z LT, Bt ADIIN, K - LA ADFEE L7z, M
Y R A v EEE LIRS AR O AT IC X D, OVX Ty MCBIFAIESEOEMEALIZE A > 2
) Y IMEASEE 53 A T REEAR S 7z,
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7z /\/\’)bl:“”'? —IiR5ICLB Ty MREICE TS
IEY 12717 ADE1E
Epigenetic alterations in the liver induced by phenobarbital sodium

ORHE Eitk, XK 5o—, WA G /M5 2AEE, EH BEF, XA ¥, = [, RF Eic, 58 84,
HhE P8, RE A

(W) B8 R SRR 72T

T /NS =) (PB) OREHZGICEDIHFFIENFRLENL I LIZLCHAONT VDD, TOREA T =
ALEANE R ERD L, TED AT A4 7 ADPBETORBLLWNICT ) 2OREWEICEG L TnL I ERs,
IYT AT 4 7 ADEALHFFRIEICHEE L TN EZ 5N b, 4lNE, F344 7 v M2 PB % 48112
D mEREORS L, FRICBITAZE Y 227 4 7 AMEET 2 L7z, MIEA L 2L Dnmt D3EH &
OEEZEZEIZAN, BBEA MLV AR —THLHEBLEELZMELEZ A, HEGHICBWTHEREM
RO LN, LA LS, FHEICK L TDnmtl BX O Dnmt3a DFEBITEEIWI LTz, Ty br )
20 Dnmtl $H85 121 E2f #% A A 2SFEE L, $72, Dnmt3a #5121 Creb A VI DSFEIES 5 2 &5 5, ChIP
assay & FEfE L 72458, Wi OB TIE E2(1 OfEED, T2, BEOMHEETIEY YERE Creb B X O Jun DFEH
PEGHIIBWTHBICEAD LTz, S50, BRI L 728 2 AHEGHTIL E2LL & Rb O &5
LWz, 72, RT-PCR #EMiL7- & ARG TIZHIL OBERBLHPED LN RIZ, T 24274
I ANDYBENET L0 A b U BiivELzE 2 A, FGHET Hdacl 3 X " Hdac3 3G = 12 LT
W7z, v M A®D Pcna 70 E— % —#HIE121 CpG island ST A Z &5 5, MeDIP 3 & OF ChIP assay %
Ei L7k 25, DNA X FWVALDOZEALIZERD SN o7zhy, TrF b 2 b H3 3G HETHEEICENL
Tz, D LEo##ERE72 S, Domtl EHIIHIZIE Rb & O#EE12 & 5 E2£1 DALY, F 72, Dnmt3a SEHHIHIIZ
13 Hifl OZEBIHIIC X % oxygen homeostasis DFF DG L TV AU REMATVRIE SNz, F72, HGHETIIL R
MU T L FIMLIREEICH 5 S EBEZ S, 7 ADAEERIRAEICH L0 HeME b P CRIB S L7z,

IQ DEREEICH T EEIAM  REDEE

*
0-08
A practical threshold for 2-amino-3-methylimidazo[4,5-flquinoline carcinogenesis in the
liver and colon of male F344 rats

Om R", # 727", A HEY, ItF KB, 188 BA”, B ="
VKBRS R S BRI MR, Y @ ICE ISR BANA 4T v AR Y 8 —

(1Y) BEFRERSAWEEIBIEY 7 W E OGSV TREYEAY A7 FMENTVDE, Fr it OmEmS
D4 PE% weight of evidence DEIE S T E TiBJE L T X /2. 2-amino-3-methylimidazo[4,5f]quinoline (IQ)
FARAORETEITICE TN TV L BEEEEEFTAYWE T, 300 ppm VI EHETT v MOFB L OAIGICE
BAMZ R, RFZECiE, 1IQ OHEICBII 2B BAMEB LI OZF0 A7 = A 02 HE Lz, [J7EE] 21 B
OHEME F344 5> F (1595 L) (2 1Q % 0, 0.001, 0.01, 0.1, 1, 10 B £ ¥ 100 ppm O H=T 16 ARIREHRS- L7z, 16
T BT 2RI ATRZDOIRIETH 5 GST-P Mgl B L KBS BT 2RI ATRE DI Th 5 2 5
HmE (ACF) oA %mat Lz 72, HFEICBIT 5 DNA B, MlE B X OB B4R 2 =50 58
wmAME L7z [#R] HiRICB1T 2 GST-P B8 L OKIIc 81 %5 ACF @F541E L 121 ppm £ Tl
FHRHE (0 ppm) & 2257 <, 10 BL U100 ppm TIEIEELBEMABRD LN/, L7zh->T, 1Q DIFB XL UK
SN AN EAE R OFTED R ORI S 7z, FTIKIC B 1) 2 MIRgE5E1Z 100 ppm HETOAFGEIZHEML 72, 27A
MR OB EZ R L 25, DPAMFIEEZETF TH B p21l™ A&, GST-P MM 0B nasi1o 5
%72 001 ppm B S, HEKAEZ D > THEIZHM L7, 72, WAEREBEEET APE-1 3 X U0°GL
Z1l%# 23 GADD45 OFEHHEDT 100 ppm HTH o & b EHEER L2 &5, KFAED IQ I S W #Elx
FHRGIIBETEZ2H N TH S 2 AR ans. [FEE] 1Q OB AMEIIZEIME, 7% &b EBEN M
DA S A & 7 o7z, p2l Y OFEA BN RILOGFAST 2 A=A LD—DEEZ L.
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T/ 9 A XABEERORAREIC L ZEEMMROEE

0-09
Induction of interstitial pneumonia by intra tracheal spray of nano size ZnO

O=m %", % #%5°, RO BB, B KE", 2@ F=°
VamEM AR EENEH S TEtE, Y ATETIAY HHEEIEE

FRT ) TIVIELERERLR EICBWTEFW L EME LTS sy, LS UEICELBRETOWRA
BESGESN, F0) 277G T 721800 THEH. FA41EF A AW F 5 =7 2 (aTi0,) OWA
BEIZL BHi%PATEE—Y a VEHERWEL, 20812 nTIO, # GELHIBA~ 07 7 — VA M5
HZERHBMI L7, RIFZETIE, nTiO, & BRI H SN T W5 F /3 1 B LEE S T (nZnO)
O AT L A28 2B MmN E:, 4 OB L 2 a0 A 7 5H0E 7V % v TR
L7 [ sER] 6 BEoM D cHaras TG T v MIMiZA AW E DHPN % 2 B EA#S L, nZnO % 250
ppm, 500 ppm DIEETE 455 168 F THE7 MAENMEE LERGIMR L 72, BEFEORICIE, Mil#Es &
ONEPRIEAS A 5 725, nZnO WEHEHTIE I NS OESEMERE Iz, ZRROBHEALZ ) BRI s
7. WilE R @I O IS S AR Ui AME AR S 72 S, BRIE & A b 22 RS R 2 O IS S A R B A
BEFROEN D572 KIZ Azan e m 47\, MHALOREE 2 ERBMICHNT LR ol en® H720) off
HEALBEOERE L, MBE® 17 mm? 128 L, 250 ppm T 56 mm? 500 ppm £ T 80 mm* & A EI FH L, Lk
KEMD o7z, F72, DHPN 051220 b b 59 nZn0 HAEZER CTH M LSRR s [ L 0]
DIEDiERENS, BALESOWABEIZL Y, P AREERIZIZE ASASNT, WA LI AT L2
ENHS N0tz FoaDF KT WABREEIE Y 2 7 R L, BB AMOA L ST, BHEEO ) 27
FHMECE 2 Z eV LNERoz BUE, BEANZALIIOVWTIREREZED TV 5.

KEREAICEBBEH—KR>F/F21—T (SWCNT) DZ v MEAD

B4 388
SE

Pulmonary effect of SWCNT by intratracheal instillation to rats.

OX# B, HFK Tk
BESER AL RS:  RESEAETERARTZERT MR REY:

(B8] &7 LEMEE LTS BROIBHPIERENTWE I =Ry F ) F 2 —TOEMEFEIIONT, HFEDORE
KNTERBH =RV F/F 2 =T MWCNT) DT v MNI~OFELZHRE L7, SREAIGHEEI KR F ) Fa—
7 (SWCNT) ®F v MBI AKEWNFEARDOEE LR L0 THET 5

[iE] gh—FRrF 7 Fa—7 (EEREHES%ES 072 tm) 02 mg (RHE) 7212 04 mg (GHE) %
ZZEIK (Triton % 01% &) 128 L C, Wistar BEVET v MCHEBRKENFEAL, HA%Z3IHHE, 1AM, 17 H,
3 o H O T 2475 72,

[#%] 7 v bofiliEREI, SWCNTIRHER, SHEME L 1AM L 2. IR, Malo
Wit E~ 07 7 — VB EMRES - Wil Lo A R0 S, MEIZB 5 SEMHB A ELR &
N7z, EHE 02 mg/rat) BEICBWTIE, SWCNT 2 EE L2~ 707 7=V OEEIHDO NN, ~707 7 —
VIZIEHTH Y, FMMBEOZLL D SN G o7z, —F, EHE (04 mg/rat) BEIZBWTIE, HEARL»
HETIZSWCNT 2 E& L2~ 707 7 — VORI L ZOREHIMIMAICES Sz $72, 37 ARRSIZBW
T, MifEiaERk~ro 7y =Yoo~ 707 7 — D OMES, MEORIER ERR 52 En5,
FOEMOBRENVEELEZ N, RA Y MY T4 Y 7K DRERFHMTY, HEAKZLIMA 14 HTK
HEH SHEFEE L ICHBEEICENAEELRIED) 7Oz 07z, SHEHETIEI3 » HOREIZBWTY
HEEDPRONI, TIAFH Ty EF—V VREBICE KA 2 MYy b TIERBHESEZL S U ChilEss, Mk
e DITHIERRIC AR R 2T N ho 72,

Z OWFZEIEH T AV F — - R A NEDO) filh &2 L 0, KB RFRFR TR, e
MAWIZEIr & OILFIFEIC TTh L7z,
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Iy MIBITBEERBH—FKRF/F21—T (MWCNT) IZELD
hREOFEHROHEEEM & ;5 N-ERC/mesothelin L /NJL DN

Dose-dependent induction of mesothelioma by multi-wall carbon nanotube in male
F344 rats with elevated serum N-ERC/mesothelin

O-11

OlA #EHx", & BX", £ »4TF", B #487, L#E BEY, Al #=", $I x"

VRSB SRS v & —  BREOMERS, YIRS S GRS AR AL,
VN B SE S A AR IR A RIS, O R

MWCNT (IR G L > Ty MIHEEZFEREL, Jwilx v 579 > Th 5 IfiiE N-ERC/mesothelin L
NUDHENT A DO EHE L. AWFZEIE MWCNT 12X 5 5y M EIESIIC BT 5 HEMEE & &S50
SO OV B A R IR R M B S 22 2 & R A O HE S 12 P 9 lE N-ERC/mesothelin L X)LV D ZEE|ZD T
WEt L72, EERIXF344 7 v b (HE, 12 885 ) 12 MWCNT (0.1, 0.3, 1.0 mg/kg /A, 4 12 : MWCNT #), 7
oY FJ4 b (1mg/kg K8 10PL : Cro ) 2% CMC (5 PU : xFIBHE:) = FBTENE F /- 3 JEIE NI B n % 5
L, 52 HM A2 BALZEE L7z, H55GHR AL EE F T2, MEEAKDEE K OEIRERN OB OFSH 2 49
FETE AT HSEEI A MWCNTO.l mg JEREREC 16, 03 mg#ET4 6], 1.0 mg BT HZ R0/, 514428
MTEBREZHT L7z, MWCNT- BRERUNOBTIE, T XTOBWIHETIREE TEF L. SHOELHIZD
WTCIEIMTE N-ERC/mesothelin % ELISA ¥ v b (IBL, No.27765) % MW CHll%E L7z, FWEGHLARSS 012 Bz 5l
Rad Bk, BIEH K O R IEO B MWCNT O A TS 57z iz MWCNT- B2 € 0.3mg F
5, MWCNT-JEREREC 0lmg FE S8 b, HEIEo T L7z, hREEOMEORE X, IEPER )RR
HEIZ R THliA o 72, N-ERC/mesothelin L'~V iE, MWCNT —FEZERE OIERERE & 12 01 me #EH» S HEICIL
BILCHINL, JERERE IR IS 2R L7z, Cro HETIIMEIL A > 72, MWCNT Mo i ERC/
mesothelin L X)VIZH BT O - TN L, RO SE &M RIZIEN S 52 L 7.

BSBBHICE->-TERT D 2- T 72Ny T42/ o ORE2M

0-12
Lack of tumor promoting potential of 2-tetradecylcyclobutanone in azoxymethane-
induced carcinogenesis in F344 rats

OR B, LR x#t
TEEREFEREEBE ANV ANA 44 T2 ARFEsS BREEm B 1

LD E TR AT 2 BEBS RO BSHIREN TDH 2 72%, Wk 7 ¥ 7 iEE T 1980 40 5 KW - &k
HIGTa/Nu b 60 Rt A 13712857 B FTrb T b, BEERESHEIREIC X ) IRIEE O 55 7 i
W LCT2-7NFNirury ) VEPELLZEFMOENTVWA. WTFNOAERY b2 RFEEAEIIESTH
LEREEINTVD, 7y MEHWTRAT T YBRICH#ET % 2-tetradecyleyclobutanone (2-TCB) @ 90 H [#E
FMEABR B X 1Y azoxymethane (AOM) 538 B BN AR EFE L, 2-TCB 0eeta e L. [#E &k
3] EE1:MEF344 7 v+ (n=12) 126 #EEA 5 0, 0.001, 0.005, 0.01% 2-TCB (#i)E 1 99.3-99.6% ) % 13 FEREM
5L, BFLCEmA, FEMGZOMRAREEZIT->72 EB2: HEF344 7 v b (n=30) 26 Hifiin b
15 mg/kg AOM % 3 M TES L, 9#it2 5 0, 0.001, 0.005, 0.025% 2-TCB % x5 L, 28 WTREHKL TH
1L %2 OISR IO 2 4T o 7. [RER] 928 1 - EBRIM 28 L CEME, AEOBMEIR 2, mERY
Ve, JRFEZEFE 7L T7Fr, AST ROFALTHIZL ZRZASN o7z 1, &, BEROEDL o
72, B, HHHBRAILHE 2 AESATCHE L 72725, R U2 22 TCBIRERTL AL &b 2L ETH > 72,
F2BR 2 ¢ BRI A L CEME, REORMAEIE 205720 0,0001, 0.005, 0.025% 2-TCB #ED /Mg I 5 0 4 1%
FNEN14, 7,0, 17%, KEIEREOHEILZZN 2N 3], 34, 37, 37% T, HEEdhh o7 KD 0 OfEEZIC
bHEERZ IR o7z [E8] PEO Wistar 7 v 2 W TIbN7z Raul, F 5O (2002 4F) L I1xHE 4D,

LR OFEERSENT Tld 22 TCB I H R O FEHILERPAMEIEN 2R S oz, BB, B, HEik5EE
(0025%) @ 2-TCB &It ~— HIEBIGEE = O 800 5L L THh - 72,
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Osborne-Mendel 7 v F DB REKACHEEEZICE (TS
* L=y - TooFF 0 0 RBEEOHE

0-13
Effects of renin-angiotensin system blockade on podocyte injury in Osborne-Mendel
rats
ORH HF", |WT &Y, Ak 60", Kk #64", AR &F", I =0, B5 88",

R BEAE?, ER B, K@ K="
VR RS R ERIERT, TRATRSE  fhdr - BRETRIAED WEAARIGLE, VWA MREERE MEARILE

[T 5] Osborne-Mendel (OM) J v M, H#i»S@EIMTFEE ¥ VN7 KAL) BREELZ LD, FOJREITEME
BEARENEBITT 5. BREEOREEAIIREAEMBOGENEELTH L LEZ6NED, FFMIZHL T
B, REEBTIEIOM 7 v FoRMEEEI L=V - 7V F Ty 2% (RAS) DG LTwB EEEL, L
TOERIT-72. [MEEHE] F200M 7y MZ3BEE»ST7 v V47 vy YERBERIESR (ACE) @
lisinopril (75 mg/L) ®2WIET7 ¥ V47 vy U=k 70y 71— (ARB) O losartan (400 mg/L) % fkoKIZ
RS L7z (RASHHER). F72, RASIZEYS L % WEEHA hydralazine (HYD) (0.02 mmol/L) % fkKiZ
BETHG L, dHEEICIIKEKRESKSE. D EDO4BEDOT Y & 13, 20 HE TSI L, A3kME & Efilao
EEIZO WIS, R LENBRREZ T o7, [ER] RASHEREB LU HYD BT, xHBiEE KL
THPHFRIBIMEDSE ZIET L7225, & 287 JROIHIL RAS [HEBED A TH SNz W HBEE TN TE I R E) A
WAL DHMEITH RS S 7205, RASFHE S X O"HYD B Tl ASMEOTEALIRZE O A S 7z, B0 e
oAy ME (SD) #%4 > /32 B Td % nephrin 13, xFHREETIXINEEICHKA L, RAS %S X OFHYD
FECTIIRBOBA I & 7225 HYD BETORI 1L RAS FERE & it L TR o 72, 7, Bk E~ — 7 —
TdH 5 desmin DIEH L, RASFHER LKL CHYD HETAHEICEWHEHEZ /R L7z, EHEEIZTIE, RASHE
FOPKGZ L) SD O EAHI S 7-A%, HYD BETIESD O gen@ligg s/, [F L] HYD #Tid ACEi #,
ARB #E & el U T4 % R EHHII RO SN o722 EH 5, OM J v b ORI E 0T K
FHTHY), EMBEEEIZRASHHELG L TwAE I EAVRE SN, F72, ARB BT O EMIFLRE EHNHI%h A5
LN e, TrIF T Yy U RANEEEOWREEAICHES L Twb 2 LRI N,

Ethylene Glycol Monomethyl Ether (EGME), Sulpiride & & U Atrazine M
ok Zy FEFICRIFTHE

Luteal effects of ethylene glycol monomethyl ether (EGME), sulpiride, and atrazine in
female rats

ORME B, TH R, #L B', S =M, kA FF', # BFF), BEQ ¥ B —&8°,
WF £E, Al #eE

VST RS AR SRR AE TR GEAT R, YRR LRSS b BB, VR R b MR AR

o

[H] SUHEFMDE T 5 Ethylene glycol monomethyl ether (EGME), Sulpiride 3 X OF Atrazine (X, 5 b

WZBWTHEAMBOE K% < £312, M Progesterone (P4) D EH-% 472 597A, ZOFM a3 MEIH A

HZXLIAHTH D, REFFETIE, FHERICREOENEEET 5 IS 3 OD/LFEWEICOWT, FEEIE
Je R RIT L, xR4T o 7z

[773:] 4 HEIOMEM 2R3 R#SD 7 v Mo, FIEui» 5 8 HEARIE £ co 3 HE, EGME (300 mg/kg),

Sulpiride (100 mg/kg) F 7213 Atrazine (300 mg/kg) % ilFEI1¥%G- L, MHRIVE VBELZIET L & & 512,
Laser Microdissection (LMD) %% v CHIEARE A S#HE A Z 2N ml L, A7u4 FEEHET (SR-BI,
StAR, P450scc, 3B-HSD) 7 & ONZEMAERFTINT (20@-HSD) @ mRNA ZBZEs %Mt L7-. 72, Zhboo
2784 FEBRKRFAZ W T REMEB LR 2 £ L, HIHEETOROMEDZIL%, Image] % M\ TiF
L7z

(&% - #%2] EGME, Sulpiride, Atrazine WM OF5 2BV T, M PAEAGEIC LA L, EGME B &

Sulpiride # TlIH Prolactin 25 57 L7, & TOHGEHIZBWT, 3 HEOF G512 L 2 B0 2 B4
OB RKIBE SN 2272000, LMD % V728 R T REBUFENT 2 O CICREMBILE B0 R, &To

BGBHOMEMRIZBNC, A7 4 FERRNT OB A% 5 CICHKRTRTORBE T AR bz F72,

EGME #&5-#0H#EAKTI1X, 3B-HSD OB EANR SN/, D EOKRE LD, EGME 7 5 N2 Sulpiride 12 &

% EEARD D O P4 3R L, Prolactin 737D LA % L 728 A OEMHEILIZEK L, EGME TIXIHFEAD 2 7

04 FARDIEE SN D REMEATR S N7z, —TF, Atrazine 13, HEAORAT O 4 FEROBEBEN AR L Y,

P4 3 ERAET 2 2 EATRIZ SN, WANOEBIIZINENEL > TV ENHLNE L 572
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MPTP 5% subventricular zone (SVZ) ##EFMHIER7FRs—2 X3
* MAO-B (Z &k B2 RBHEY MPP* OFMICK VY EITEh D

MPTP-induced neuroblastic apoptosis in the subventricular zone (SVZ) is executed by
MPP" converted from MPTP through MAO-B

OfffE 5, 3K fZ, WA =, Il Bz
RRRE R GREDIZER MR H =

[H149] l-methyl-4-phenyl-1236-tetrahydropyridine (MPTP) # fEENF.S- 172~ A Tl%, subventricular zone
(SVZ) 12813 % doublecortin (Dcx) Bt fi#E3FMild (migrating neuroblast, A cell) @7 K b — T AXFHFE S
L. ZOTHRPM—=AZHE, MPTP 7° monoamine oxidase B (MAO-B) 12 & ) A3 S A p & 5 1-methyl4-
phenylpyridium (MPP") 2S5 35 & &2 6N TwAh. KIFFETIEMPP 12X 5 A cel D7 KR = AiFES
R % HIT MPTP & % W id MPP™ 2 BNAICE: S L, WE 2 #i~7z. [Hik] 8o C57BL/6] i~ 7 A2
MPTP (36 £ 7213 162 1 g/head) & 5\ i MPP' (18 ig/head) xRS L7z, FRILL 72 LR IC D W
T TUNEL ¥, Dex & 4\ ik EGFR SeEtaz 17> 72, F72, MAO-B FLEH] (R(-)-deprenyl : 18 1 g/head)
B INE NS %, MPTP (36 7212 162 1 g/head) & A\ i MPP™ (18 1g/head) ZMNZEWNIKS-L, BHiIZowW
C TUNEL §:fa 217572, & 512, i MAOB B L OFL GFAP fifk & W 7c 8ot ZE Rt 2 170 72, [#
#] MPTP, MPP' #G-# w311 d SVZ < TUNEL FEMlgoins £ O Dex BtEfifa ol = 8o 72 F72,
deprenyl DR 512 L ) MPTPIZ L 27 R b= A3 S 7225, MPP I X 5 7K b — 2 R &2 e h o
72 BT EGRERE T, $RTOYY ZAD ERB L USVZIZGFAP &£ MAO-B O EB M % 2o 7. [£5]
MPTP #WEWIH5-9 5 &, FORBMEY MPP ICX ) SVZD A cel 7R =T ADFEINDL Z EDHS
M o7z, 512, MPTP 2»5 MPP ~NOZEH 21X, FARBIOSVZ O GFAP il c 7143 5 MAO-B
HEE5F 252 AR N,

AEXT T 2ICKD Ty MRE - EREROERK

0O-16
The impairment of metrial gland development in tamoxifen exposed rats

O&lll &, ™M FE, BB E=, W ExE NI WOk
HEELE T3 (bR ARttt 2 atkii7eil

[H] 72y 72 v i3dEr704 RO A MO X VR THDL. AEETRIEF I 720D T v i
SIS A B e RIS R L7z, MR R O] 3Bk 1 Wistar Hannover #E4E S » » 40 PL% 5K L 7-.

FEXRT T VIIANERI AF VO —ZZEEHL, 0 K02 mg/kg OFmIZTEYUR S, 9 KOV 10 HIZHEE
WS- L, @48 11, 13, 15, 17 R O° 21 HICHRBM OIRT / IR 2l L 72, EsilleE, S~ Y EER, Mk
REMAEZFER L7z, [HER] BRI EXFY 72 v HGHICBW TR 13 H Tl 27%, @ik 15 H LU,

56% L BRI L 72785, EFLZBRETFOERERIIIFELIIRD SN o7z NIy 3
7 yFEGHEOMBARICB VT, IR 11 OV 13 HTIEF 5 NK Mg B4R 05803@A L, (iR 13 B L%, 1%
NK M IE A LTz I % Y BIIRO FEA S N O T B ORI RS AL 0R 11 B DR, BRI 28 L TR 5

nrz. —7J, kR, EHEBROBEEETIEEZIIZZD N o7z [FE] BT = P f sk o B
MR OV NKARR L DR S b, S 5102, RRAPIIDEE, R & 0 SREEMENZE L, o5
Ml & E NKAEAS, BB 7€ VBIROF A L OFREE L BRICERL WD, ¥EX Y 7 2 VG HETIE,
Pz 2 b o7 AR & o CHBIRIZ B 2 B oMEE s IH S -2 2128 ), T8 NK Ao 5k
WIEASHE SN, TR VEIROFEZEIA 2L 20, FEROBREESFEIN-Db0 LR L. 2512, KA
FECNZ DWW T, 5 NK AR X 2 BRI 3 2 R B A ORT M ORI OIS & 5 JR g~ o i
WD ERAEG L TWwbh b o EHEE L 7.
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v NIBEH BrdU BERBERETTIVICE T AREBROFELEICDOWVT

P-001
The effects of development on olfactory system in the BrdU-induced developmental
disorder model.

Oy FRET'?, NIl HEY, BMA E=?, K@ #7"

V(W) frih g ge sk vy —  BUPREET SRR WERERTgRE, YIBAKFESRE SR,
VPN FESL 7 v F T4 D v JEFRHA R

570 2 -7TAXI Y)Yy BrdU) I3 F IV T Fu s ThHY, Mg~ —A—& L TIUHS N TS5,

TS v & (FEEE 9-15 H) 12 BrdU Z NS (50 mg/kg) § 5 & WEIZL B, FEEEREE EKALED
FEMBREM AR FRT A ENMONT WS, F41E, BrdUS% (IR 16 H) oG VRN CHE ) 2 il
WOFIFEEME L72hY, RO ELIEET A TH 120 20 b 5 FTIRERAOFEEIIWFEICTE Loz, 4,

EHIZMOISEEA IR 20 H (GD20) B L U4# 11 H (PD11) Ofix% AT BrdU #%5-12 X 2 WER~D#
BRIREZIICBIZE L 7. GD20 TOMRIBINEILETI1E, BrdU BoOMIBMIBEOE S 3R BE L ) b, WA
KRG FEINZ 53459 % Tyrosine Hydroxylase (TH) FBatEMiAZ b A% 22 o 72, PD11 TOHAERNBIZE TIiX, BrdU #
ORENBHILRE O RERETE I CEL N D D o 72, BRI O TH Bl o 454 (IS THHE & O CHE 253k h o 72
7%, BrdU BECo TH B O MR sSEII S BETIRROON LWL ) R A Y FIVEIZR L. 512, 4H4E
IRIBZEH & 17z Parbalbumine (PV, Cafi& & T GABA TEEIEMRE I ZAFAE ) B eI Asof BR e & Hole L ¢4
%<, PV RO MRS B & LT 2 LR T 0IEd LCwnhroiz, TRHOERMS, BrdU
WFMEROFEECEM L, TH B OMBRISEDISER ALY RV ER LD 5 Y F T AR EE
KA T REEDSTRIE S N7z, F 720K E o PV MRS 0 5 Ai D3 7 S i ZEIROFED L T L b

IRER D GABA TEBIMEANR A IR D FEDTE N Z E DA S e o 72, AL, T TICRINEE S & Ol5% (GiEE,
kiRl L ORI E) 2B 5 PV GO EEIBA L T2 2 HELTB Y, SHOFERPS,
BrdU #5568 EI2 B8\ T, GABA MEBIMEMREREOEF OG0 KREVWEEZ b7z,

SATRATOXIN G FHEDO Y AR EEHBEOT7 R —2 X

P-002
Satratoxin G - induced apoptosis in mouse olfactory senssory neurons

OFEF =F", Kim J.?, Hegg C.C.2, Pestka J. J.?, BEE FIX", &k =ER"
VHI S SRS () e ERRgeT, P 3 v v Nk

Satratoxins produced by Stachybotrys chartarum are suspected to contribute etiologically to damp building-
related illnesses. Acute intranasal exposure of mice to satratoxin G (SG) specifically induces apoptosis in olfactory
sensory neurons (OSNs) of the nose. While the onset of OSN apoptosis and atrophy corresponds with increases
of proapoptotic gene expression in the nasal turbinates, the upstream mechanisms remain unclear. In this study,
to apoptotic mechanisms of SG, the development of apoptosis were investigated up to 24 h after treatment of
SG (3 to 25 ng/ml) in the OP6 cell line, derived from the E10 mouse olfactory placode and differentiated to OSN-
like cells. In addition, we also examined expression of apoptosis-related genes in SG-treated differentiated OP6
cells by real time PCR method.Cell viability significantly decreased in OP6 cells treated with 10 to 25 ng/ml of
SG. SG was found to induce cytotoxicity in OP6 cells as revealed by a cell death detection ELISA at 6 h and by
MTT assay at 24 h. In SG-treated OP6 cells, dead cells were observed and were characterizedby pyknosis or
karyorrhexis. The nuclei of OP6 cells, which showed pyknosis or karyorrhexis, were stained by the modified
TUNEL method. In addition, DNA ladder was detected from OP6 cell samples. These suggested that SG induced
apoptosis in OP6 cells as well as in vivo. SG induced robust apoptosis-related genes at 1 to 6 h in SG-treated
differentiated OP6 cells prior to the development of apoptosis after SG treatment. Taken together, these data
suggested SG induced robust apoptosis on OP6 cells as well as the OSN of the mouse olfactory epithelium.
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77TV 5T AOBREICE T 5 TLR4 DIE]

%k ~
p.oos 1. HRITHENRE~

Role of TLR4 in brain lesions of cuprizone-treated mice - 1. Neurobehavioral study -

1]

O=E FHE, 8 =X, B8 EE¥, BH 87 X8 ¥, a8 BY, 7&K KT U 188 RE 1
H

AR, MERTEX I LO L T4 FMEETRNEEOREN IE SN, F-20mEOETIZI 70y

7 OEGHIRIEBEN T 5. Tolllike receptor 4 (TLR4) & KB N LPS 12 X M8 Y 7 W mE = e
I 555, LPS UAOAEAR I IG5 2 LMo, FRMERTIIEICI 2 a7 ) TICEHT 4. 40,

B E CcH B2 7))V (CPZ) * C3H/HeN (#4:#1) & C3H/He] (TLR4 ® mutant) ¥ 7 AZ{RAEHKS-L,
FHEINTATHRE L TLRAZ AT 537087 TORIGE DBRIZOWTHRE L7z, MR~ A2 CPZ % 0
F 7213 2000 ppm DHEE T 6 ﬂf’ﬁ&%—ﬁé 6 HM O REHIM 2 30T, BRI ATEIMR R 2 S L7, A —7 71—
)V R4 CTld C3H/HeN @ CPZ $#35-# TR O B IC I L, {THmB L OV 5 2230 B OIS A S,
FOY— 2735 3HTH o7, TG 6 HTIHIREE L UOBREORENA S, B ikl L Ciig
SNz, —7 C3H/He] @ CPZ HG-HETIX, TEIEB X V6 LAY OBEIAAS ﬂf LDOD, FOVE— 73
o5 EE, FAEEB LORRBITEBSR IN G2 o7z, HEFMHABR TIZHKS 6 #I2 C3H/HeN @ CPZ #% 58T
PG AERE I O BIMMEM A3 S 4L, BRAZIREEZ R L7z, Y Tk T i%%f)’ HIEEMBATEI O R, 3
b bEREREEIAS N o7 LED X 912 C3H/He] @ CPZ #%5-#Tld C3H/HeN OFc5-#E & g L,

TEN S A %ﬁ‘b:ﬂﬂﬁ?ﬂéht CORREMIE LT, REKIIBIFAHES DK TRIND L9 12 C3H/He]
TId C3H/HeN (LR L, 27027y 7ofEmztE) HRH’E[&FJV?ZE% I S 7z UJ:O) e, TLRA #4172
3707 TORINMECPZIZE VFRENDITHRFORIUCEE L HE ) T LAVRE Iz

9TV ERET ) ZOMIREICH TS TLR4 D1%E]
* ~ 2. IRIEM BB E~

P-004
Role of TLR4 in brain lesions of cuprizone-treated mice - 2. Histopathological study -
OE =X, =F s, 50 EE¥F, IBA &F, KB ¥, #5 Sk TE BF A #T, F &3,
[RE 81, =8 #El

?r

(W) F%H8 R et 7T

Toll-like receptor 4 (TLR4) (& KB HNE = LPS IC & AN Y 7 F WU miZE & e T A28, LPS DAL AR K
¥ (Heat Shock Protein Mg/ EE 22 &) IO T A2 ENMONTWA, HIRMZERTIXIz7ar7) 7I12E
ELTHEAL, s ORBEREETVIZEIT S TLRA OFE DT STV 5%, BEEHEREICB T 55135
Mo Ty, Sl HEFESWE THL 2 7))y (CPZ) % C3H/HeN (#p4:%#1) & C3H/He] (TLR 4 ®
mutant) ¥ 7 ARG L, IWEOMEITH (demyelination) & [FI{EH] (remyelination) % #&FEATICEIZ L, TLR4
RENERBRT LI 707 TOREGIZOWTHE L7z, MR~ A2 CPZ % 0 £ 7213 2000 ppm DIEE T 3
F 7203 6 EPFRAR S L, 6 HEHSH%, 1 721326 ﬂf'ﬁ@[ﬁl@ﬁﬂf'ﬁ%: KT NTRLVATIVTFE FI2L ) %
EUILIEL, BRI 2 1T o 72, FRZEEHEE (MBP 3eft, 7)) 2—/ 83— - NLF4eft) & ZFNI2rE)

27077 (Ibal defs) BLOT7T A bat A b (GFAP 4ft) O¥MA SR> THBY, %5 3 BETIEMEIL, &%
56 HTIEBREE OISR, PMNEEZ SIS BIEINz. SRS ORZEIX C3H/HeN ICBWT L D EEZETH D,
C3H/He] Tl # DRSS pI2HHI STz, Pk Z &5 6, TLR4 13 CPZ 5o iR Z O ICE
B BE A H S TVWBE T ENHL N E o7,
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BFHLOCHMETFYI ZAORICH TS5 MPTP KU MPP+ D24
x
P-005
Acute toxicity of MPTP and MPP+ in the brain of embryo and newborn mice

OF &%'?, AA fME", Hl K"
VHOROKRS B ARRETIIER  MEERESERE, VL (W) R Rt

[EfY] 1-Methyl-4-phenyl-1, 2, 3, 6-tetrahydropyridine (MPTP) IZEE D F—/83 Y 2 —ua v O % 5] &k
29, B C57BL/6] ~ 7 A Tld MPTP O AR EIC BT AN ZHEBINTHLDIIHL, BFdHb
WIEHHETOFEEICOVWTIZIEE A B XN TV, ABFZETIE, MPTP B X U Z o #EW TH 5 MPP+
BY T ADNETB L OHATIE 2 5 80 E L WESIZEEE L 72, [Hik] iR~ A F2038ET~ 7 X
(C57BL/6]) 1= MPTP hydrochloride (250 mg/kg) & % > & MPP+ iodide (/FFE~ 7 A121% 170 mg/kg, #HAT~
7 A021% 100 mg/ke) = JEPEPNCHE ARG L, 5 12 BRI T e Hid T o ERIL 72, B8, #SEhB £
O JE B (SVZ) % &t 2 R L, 0 o VR LR (TH) I3 2 R b et B L OV 7 R b —
v A % Bt § 5 TUNEL Seta 2 9206 L 72, [#%£] MPTP & % WX MPP+ o512k b, BT TlE, B2EB
X OSARD TH B EIIEREA L, 78— Zfifgid bz imi 7z, —7, SVZ B LU TIET R b+ —
T AR I L 7. AT T, BEB X OSEART TH BEMBOBAEm L, 78— ZAf#fao
BIMERAFED i, SVZ T 7R b= ZHBORMAMEECH > 72, [£%] MPTP 3T B L OHALET O
BE, WERBLIOSVZICH LT~ T R EFBOSMHEZ BT L EE 26N/ 72, MPP+#5~
AT MPTP #%5-< W A L RO RSB S N2 &5, MPP+ 23RS X O 4+ o M W 1 % 559 125
BL, WEEICAMOFEEEZRTIEDPWSNIIR o7 B, MPTP &4\t MPP+ #5122 7R b= 2
MBS, B - AR SVZ TRELC B STV 2 bns, M CHEMEREOBENR L L EE 2 o,

NIVTOBBEEROZ v MaRAREEORMEE

P-006
The ultrastructural observation of the cerebral cortex after valproic acid exposure in rat
fetuses

Ofe® MBA, AR FE, Ak F#, FEE &, KB 7, 2 ¥
(W) EmdEm et v ¥ — RPN #HEE  WEHEE

ZNETIZ, 800 mg/kg DNV T TER (VPA) 2 ik 11 HZ v MRS L, @R 16 H OGN (£ 45 um 4]
Fr) OMBEEAREORR, VPA 512 X ) KB E BB (CP) OIE SHMIEE L Y # <, 7 7L — M b AW
BT o7z, AENLEBEE S (TEM) % H v C IR s o fl T o & & 7.

(5] 411 HZ v I VPA % O(XHR ) 38 X 08800 mg/kg #-5-, #EHR 16 H 23 EYIRT LA L 76 Ja i &
R L7z RIS R, TEM BI% % %ML 72,

[#5R] MEEBEOMET (VZ) TIEMRS RGNS CBE SN, MEREZHKT 2817 AEY — 212X )5
LI L CRE 2 Gtk Z R L7z, 72, REEO 7 u~ T Y 20§ MBS A Lzlilne, AER
Mah LIEFEEOSVHMED? SRS Tw/z, VPAKRGHEO RS OMigid N/C laim < /MITH - 7z
xf BB Hr R (IZ) T ST L C AT AN S L Il E MR L TREZ R L T allas L U2
DIGEABIE SN, MILZSEIZIXBUNME R MIMAEIRIE S 7580 57z, VPA 58 Tid 1Z oMigE T IZiL
BHE LNz MEEEOY 77 L — b TIIMEBESHRICA SN, 2O ZETT 2 MlZSErEE IO 5N
7275, VPAHBGHETIIMIBH RS V7% <, 12 L OBRADPAWE TH o 72, M IEEEO CP TIIMEm I L T
L7 7 TR0 2 7R S A MBS IR 7 KU 2 A7 A ML TRERL S LT\ 7z VPA 58 Tid CP DR AN i - 72
APHREE, VPAREL D ICKRBOMBA/NTEE, RV —24, Ibary ) 7BI0MagEErggEsh, Vb
KU IZ 2R CP TIRMBA/NMFEDPEE TH > /2.

[#55w] Lo Rrs, &Beiis 2 Mg 3B 2EEE2xR L, VPAKGIZL D lilgomE, EITI2ED
Aoz, MIBA/NGE OWE, DAIZIE R R o7
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YO CORERRBICELSZ Ty MBEERREIZE TS

POOﬂ; Za—OYRUOGTVT7OEE
Effect of developmental exposure to manganese on the neuron and glia of the
hippocampal dentate gyrus in rats

OA% B'?, Wang Liyun”, VIl X—83", H#E BT, 8 #°, A+E RAY, =% B, %5 3"
VHRBTIAR:  BEEREEE, Y () R U —F ey s —, YRR R B

[H] ~># > (Mn) 1385—F 0V = X ABoOMEHEE AT A2WEL LTSN, 4, Mn O5ENR
TRAITV, 22— VRFNTA—F —DEHROT ) TAOEELWE Lz D] M SD 5 v MR 10
025405 0% 21 0 (BEFLE: ) ¥ CHifb~ 4~ (MnClL, - 4H,0) % 0, 32, 160 & U 800 ppm D CIR M- L,
21 RO77T HOWEIZOWT, SEdef|l X ) B EIRENZ BT % Reelin, NeuN, Tbr2, PCNA, Ibal,

TUNEL B OE 2 To 7. F72, 4 21 HTIE GAD67 LU GFAP IZOW T b EZTo 72, [FEHE]

WEWOKE, BERIITRELFEETH), —RIREBICO BB 2o 72 /ANKANO Mn #BEEE, Atk 21 HIZ
BWT 160 K8 800 ppm D IREMWI THERIGMEICZ LWEELZEMEZ /R L7228, £H 77 HTIZER o7 &
B, BEIWORAN Mn BB ICIZHE L Lo 70, GERE Tk, A% 21 02, EREIMICBW A= 2—a >
THRIT 5 MFR5E ST CTd 5 Reelin OB PEMBB IO A 2 BNAY 800 ppm TRAH SN, I 707 THEH
fk Ibal DA EZBIMPHEEREE I WD OO EFRGH TR b, ZOMO 5T OFSEMIL S A 1228 7%
<, RIS TR I BT A MBI R OV L e TR N = ADA Ty 7 AL EE R ED o R TT
HIZIZW T NoZILb ooz, [E2] A% 21 Ho 800 ppm D VEEIMIZ A 5 117z Reelin MM OHE I,
Reelin D7 T-HEEED S HIWI$ 5 &, Mn 12 X 2 BRI O 58 BB COREY L O BPENDBENRIE S N7

—F, Mn®I 7 a7 ) 7ADOEEL LT, in vitro TMn 12 X AHEFENL I 707 7O #HE STy
L. REBRTIHOEIZZ LW MnigEo LA 23 707 7OBMEBRRO SN2 05, KN
Mn EEEIZIG U7z Mn OEFENREEEEZ Sh, 5%, RNGEREICE T 2REPLELEZ S,

AFxHosO07 > (HCP) $&KUHTUY Y (CPZ) HRERMDIBZHZFER
P-ooﬂé ERRIRZEAEIC B T 3 HFREB MM DEE

Chronological changes of oligodendrocyte precursor cells in spongy change of central

nervous system induced by hexachlorophene (HCP) and cuprizone (CPZ) in rats

O=tEs —¥, BF B, £4K B, &Kk @i, IUHE BB, £58 15
ZEFEAT A T AR HERITEE 0 Y —  THEEIEER

HCP & %\ & CPZ # 40T v M5 $ 5 &, wARMRR B ICHRIRE s ER SN L 05, o fbidixb
Mk 2 L EET 5. A, HEORETE O 7202 BRI % B L, HCP & 5 Wit CPZ #%5-
BoORMBOBRE 2 Lz, B & ] 528k 1: 25 H#o CrljWI(Wistar) 7 » b 18 Iz JH 72, FKG-HEIC
12 HCP 35 mg/kg % 5 H R SAERE LI 5- L, 7 H M o [RE#I I % 5% 1) 72, Day 2, 3, 5, 12124 3 L (Day5, 12 1345 2 L)
ORGEEMZHH L, 055 Day 2, 12 1213%& 3IEORRBEF T 72, FE 2 21 Hifho Crj(CD)SD 7 v bl
24 8% Hv 7z, % GHEIIZCPZ 1% & HF8 % S HIM G-z, 16 H M o [MIfEHIR % 5% 1772, Day3, 6, 8, 24 12454 It (DayS,
241345 2 8) OB G EMH L, 2N 2NE 2 IO IRTE% 7172, 4% paraformaldehyde T4 F i EE %,
Jibi & BRI L, BUEY R 2 E3 L C A2t B R BOHIIE L 2 A B A0 22 U NG2 PR 2 W 2 e et 2 175 72, [#55R]
FER 1 IR B L ORISSHE OVERIRZS L (RZE8E) Tk, NG2 B Efifass Day 3225 HHL, Day 5 T&L 0%
{EBW SHNTAS, Day 12 TIHEA L7z, RBIRE / B oL Tld, BEB X OHIZGE & i L T v dts
b, NG2 B As Day 3, 5, 12 TA S N7z, FBk 2 WHIFIIN A ORZEEE Tl Day 3 5 SRS A S,
|2 Day8 Tld NG2 B g% < & 57z, Ml g % Cld Day 6, 8 T NG2 B PEMille o M ATERR T & 72,
HALIZB VT, Day 24 Tl A L7z, [$ o] HCP#%5TIE, W #izcHs X O RIRE / #7%, CPZ
P 5-CLEPIBI RN R & AV BB 12 B\ C, A 2SR IR MR A BRI L A IR A LIt W B L, IR b o 15
BIZEHS L TW5D Z EATRIEBE LT,
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—EMELBEMEBL - =7 1 FIVBEERICE T 2 BHRMEHFMBIEED
oock | HERRIE

Neurogenesis after delayed neuronal death (DND) by global brain ischemia in the

cynomolgus monkey's hippocampus

ORE fadk, MIF F5, # FF FE FE SK 2F AN X8, £E T Bl FF BE #+,
A =), /B, £ BEF AiE 1%

(BR) B AARYE V7T

5] —@MEoRBEMIIC &Y, #EE CAL $HICIEMRSHIIZ O BN S EmFMZE (DND) 2582 h, £
DA, wHIREIZBW MBS FTET LI LTy MR Z 7 A FLTHE SR TS, LaL, lmHIC
B A WA OH A2 oW TUIEARA 28 A% .

[l 9DF (0~ 1%) ROBER (5~ 7%) /1 =27 A )L Wi HIHES BIIR K OFEEDIR %2 20 25 PRS2 1t PR T < 4,
— ORI AL 72, LG E L CKEREE LSS 2B 425t L 72 I 3 ~ 10 H 2 BrdU % H

RS- L, Btk 3, 6, 15 RON22 HIZKE 4% /355 RNV 4 7V KR CT@EFEE L7z, $T NeuN, BrdU,

Reelin, S100B, GFAP M O Musashi 1 $itfkx FHigEgeta 2 56 L, #E CAL, BRIRIEL SRtk In T M OVEI N 2=
T DR e AL F ERER L7,

[ 5] AR IE e O AT R 3 H & » CAL THH, E VIHICRIRERS S N7z, #ikE T T,

MR OB AT SFE, BB VIR 15 0 DIERED SN, WETF VOB ELS%h - 72, CAL Tid,

RN 15 K& OF 22 A 12 BrdU B o M ar BRI £ o B AT #s, BB VIIZ A S N 72A%, IV o 053
B d otz ESIZHET VT CAL EHEOMBNE T2 b BrdU B mikssila s o, Bt 22 0 Tk
CAL |2 BrdU B o s M 2 5 & 7z,

(2] %, BAGHIZEIRANC BV TR 15 H DML OB ED MR SN2 00, B )L T3
GEBALCTd A CAL IR AL FRO SN o 72 dFIRIGIZ, DET IV TIIHEEGTHA TH S CAL I
Jix 28 T e & BEGH - E5E L C & 72 & b N B R ETERAIAE 2 S BRI A~ O EA TR STz, D EofER LY,
W BT 2 NAETEERMNL 2 & O B MG EH TR, MR OERICE > TERH L I LARIBE N,

FLS ¥ ZDHR coloboma IZ& (7 2 RMFEFAHEAIEDRERKR : IEERRE
p 01”6 IRMEZFICH T2 5 F—EEMD in situ zymography (Z & 2145t
Pathogenesis of failed closure of optic fissure in FLS mice with ocular coloboma:
zymographic analyses of collagenase activity in normal optic fissure margin

Oxt %7, 138 HE, R BF, R I
PSS

[EH /] R coloboma i3 FIIEVEIA DML O BASEA &% N & L CoET 5. Foxid FLS JEE D 70% (ZHRFRZ4EH
FHAREDSE U, TR 207 7 & BISAAN 1 S M O BRI B8 1T 5 FLECHE i AR AE 0 S5 5B 5- 9~ A W Re Tk
ikt L7z, 4\l in situ zymography 2 & 2 BRLFHTFEEZ H, MG EEO 37 7> — EiEEo L)
IZDOWTIEFIREZ FwTRGET L 7.

[5:] FLS & CBA 2 S EH L 72 F1 5RO THLBIC D\ CIRERITE % & & B3UE Y - 2 VB8 L 7=, IRER % TR 2
L7281 10 e m ORI R 2 /E32 L, fluorescein-conjugated DQ ¥ F » % &7 L 7= in situ zymography S %
YR EIZHET L, SEiRT 24 R R 00 SE7/21%, Wl L 28b 2 BMEE T ORI L. st Ehetk, F—
YWHIZDOWCILERE 2 BAR 12§ 5 72012 PAS MG & #1E L 72,

[558] HEARZEEEIH o F1 IR RIS B W CHRIEEIEO M Ky MR a5 7> —BEEsEEs st Lz, 35
7 — B S A R SR DB AQ ARFR L5 | 2 T W BRI C R I A &2 7R L7278, PAS RUSEETE & 7 5 RGO B i
L ET LD —F L T haror, RIEMHIEIEE 120 H & 125 HICE—2Z12# L, 135 HTIXIZ & A EBHA
e o7,

[iam] 1 2 2RI SRR % 45 5 2 F1 G R O EH50T 5 O M E ZEPEFR UL, A o SR —3k
LCTHL»% a5 75— BN EO S, FOBEMEIZIEAT 5 2 &A% situ zymography (2 & D HEFE T & 7.
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RCS (Royal Collage of Surgeons) v b DBEZEREICEES
Y707 7= DEE

Macrophagic cellular-transition associating with the retinal atrophy in RCS (Royal
Collage of Surgeons) rat

P-011

OpsE ", =8 £, )l F5=x", =RE BH°
VBRI () WRERIE L s~ YHEBRY Y

RCS 7 v MIBEEMWICHEELG R R OBEAN 2% K2 L TB Y, Ik & SIS 28 & S Ui 2 % i
24, FAEIX, RCS T v MEIEOZELIZ O W THREREZ T T b, SIEHEENICREL T A~ 77 =Y (M
Q) RMLICEH L, 21 o2 Gl b2 IR Lo Tl 5.

[# & F73:] RCS T v P DHREK/ST 7 4 VA » SO T, RERGIHEL MDD 6 2 Bl 5 18 #
WECOIMEREME L. MO GRESMmIE, — kA s L TP ED-1 #Lk (Chemicon), Pt Ibal #Lk (Wako)
B X Ui GFAP $ifk (DAKO) % Fvy, Polymer 12 TERE L 72,

[ 58)] FHR$ERRE (RCL) D BIEDIEE 5 2 ~ 3BT, ED-1 MO HERHIE MO, TR A & JRAEHE1Z A
T TEEERO SN, MENTIRIZEA LM TE oz, —F, Ihal BHEO I 707 7ISHEEEREIZH
725 TEUAE L Tz, RCL 28HisE LA O - IRESE 2 5 6 MG Tld, ED-1 B st fasn &
b FIFREEICF80 S 7z, Tbal B I3l E 2> & RCL T L TH Y, HAEANTD HiZo Tw/z. fEEsE
MEADSBHE & 70 A 10 Wl CTlE, ED-1 B MRS FE R P RIS L RN b 338 L T w7z, Tbal FptEsifeid, 4
MifafE R RCL B £ MR TS SIS L Twe, MEIRZERA L ) — BT LB S AT % 18 Al T,
ED-1 Fplfifa, Ibal BpPEfile & & 10 Bl & v S L T2, GFAP IZERBMIBE 3 2 — 5 —filunzek T
BrETd ), 10 AfaEEA S RCL & MR TR S, 18 B CIZNMIKE TOHEF T L Tz, #]
RIS AR AR A IR L w7,

[FE®] RCS T v oSBT, 2SI 707 725 T2Z M6 TWE Y. 51240
DRI L > T, FAENIIIRAEIEEN R L Q- HEREE MO 25, faM & HBENICRE L T 5 2 L0
L7 bbb, MEZENOME CIREE & M O/ 7L L TWD 2 EATRIB S L.

1) Thanos S. (1992) Brain Res 588, 21-28.

JKEBSE I 2 — % > b hhy ¥ ZDREKRE O BB L Z R

P-012
Immunohistochemical analyses of ocular lesions in the hhy hydrocephalus mutant
mouse

O&H £, #W wF", #2 Re", LF XE", & BF®
VRBRRESLRSF R BRI, ORI RE b B ek

[BH) KEEAE I =2 —% > NEIWIZ, SEHAMRETH B KEREDORIE BT 2 E T, FHZETVEY TH
5. A M KBS (hemorrhagic hydrocephalushhy) ™7 21, HARBEKEEI 2—% > FTh Y, 4
F % CHBNEILRICE VEHEEPEE L, % OEFTIRPHIMA R 55, MEESA ISR E o BT I
HEDED 5N LA, FMlARHESEIANHTH 5. 2 F TIERMSEIET hhy 2% 12 gtk BICEZE ST
4. hhy ZEEI< 7 ZDIRERIZ B W THEEIEZN & hhy 72 AE B ORI RO S L7z, KifgelE, hhy v
ADIRERIRZE OIRBISE RS 22T A2 2 HiE L7z [H:] Ja# 15 H2 5 5% 3 8# £ To hhy KEH
TUABLORIEE LCIIIE~Y 7 X (AT OB L OHAR) 2HWz IREROEEYRH 50335 7 14 4]
FatE L, BNEETH2T— R$5 hhy 72 AIE I3 A5 8RuEAB L OHlgEsE~— 07—, Wii~—h—7
SR T B HAEGUE V7 R L 2 T o 72 [RER - BE] i~y AMEICB W T, hhy 72A1E <R
N-cadherin & #&BFEAR L, FEFOREMRE ORIVEIHIRICEH T 2 o N o7, 72, FE
B~ 7 212 8> T N-cadherin 257 ICRIBLTB Y, FEIZZ D L) 0 ICHEORFEEOENIE LT 5
CENHShE o7 F72, KBS 18 Ho hhy R ER~ 7 AR IZ BT, PCNA Bylk, Pax6 Byl k34l
MDA REDED SN, LEX D, hhy 72AEL 2R FERM~ Y 2 TlE, MBI O 5716 5% h35%
T, MR & 72 B REEAVRIE S 7z,
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HERT v MIHBT 5 Busulfan BFHRIEEM

P-013
Busulfan-induced ocular toxicity in neonatal rats.

OFix &, Wik =, KF ®7, AR FE BEE KRET W HEHS, 6K 5, 4lE E—88 BR —F|
(BR) Ry —F -ty — R

[#5] 41 X7V FILPATAHITH 5 Busulfan (BUS) % FvCTIEIE K O A B AR ER 2D W CifFgE L C &
7z AllE, RHOREHO—2 L LTHILENTWDHANBEIZDWT, FAERT v b2 v CREMBRSE09 128
RLOTHIETS.

[#r%: & H] &k, %6 HomEM: Cri:CDESD) #rR T v M & w7z, BUSIZA ) Z#ICEE L, 0 KU 20
mg/kg ORI THEIE TICHERS Lz, 8, 5% 1, 2, 4, 7T ROV12 HICREIE S, IRERZFG, e,
WEIHEC T 7 0 VYRR L, A~ M3 v - I YU UG R ORI LA et w i L ARER L7z
[ & Z52] BREECIl, MO NERE ARG LR EAME NI A S5 DAY, it 3 RS MRS i
AN o7z, BUSEETIE, ORI, 374+ Ciliary Marginal Zone (CMZ) K UK fi g Bz 1 A i HE =0
MR 2+ AN BE L 72, SRS oML, FORRENEREIZINZ T, Cleaved Caspase-3 5%
LR EICHEE R L2 e TR M=V ALEZ LN, CMZIZBITE TR M= A1%, FIC/EREICE
F2L5D0THY, 5 1 HTIRAKASI, 5 2HICE =220z, F5% 4 HUBRTIZIZE ACHE SN 0o
7o, e B—HoOBITIE, 5% 4 HUBRICH - $EIRIRE RL/VRRLE S 12 I3 A MO T KSR 25 CMZ 121
an =, KEETELEEMBO 7R =2 A0 5% 2, 4 HIZPHA SN, %5 7 HURETIEHmA L 7.
Lo L, #5147 HIOKEA LMo SRS —HOMKIZA SN, %5 12 HTIZeplcEigsns &k
VOB SR L7z, BEISKERDIRE LR & BRI 2T TR RAHE DI LR 22 fu LA B L 7=

[#%3E] 6 Higo#F £ S v FIZBUS 2HEHREG T2 12X 0, REkD CMZ K OKGAE FRAIBIZ 7 A b —3
ANEREIND ZEDPHALNE o7z F iz, %5 HEMMIC CMZ TOMREOTK I K OUKEARZER (HNE)
WERINLZ EDNHSNE RS T2

1-70OF-3-70070/8>0 13 ARRABEICES
Ty METYRADERERE

Nasal lesions of rats and mice by 13-weeks inhalation exposure to 1-bromo-3-
chliropropane

P-014

Ok #=#, =15 25, BE ©&, R =, 188 & KEF Z0, 88 BA
hRGEIEDILH S BANA AT v AW 5 —

- 70 3-70ono7u/¥y (BCP) &, K3 - BIE - TEHEOEHRERER, AREHOFAETH), AKRT
IZAERT 2000 b > (P 16 4EHESE) ERE ST 5. BCP IR 70 <, BRIC BRI 05 5 B30T
LAY, BCP O 1I3HEMOMAMREIZL > TRELLZT v M XTI ADRBIEREIZ DOV EIT- 72,
[J7#:] F344/DuCriCrlj 5 » k& B6D2F1/Crlj ¥~ 7 A (MEMERHE 10 PE) (2, 0, 25, 50, 100, 200, 400 ppm DiEEE D
BCP % 6 B¢ / H, 5 H /3, 13 HM S WAMERE L7z SPEBK-00 L E2T, BTSSR E L.
[ER] v b ik, SRR B o BIER, AAHIREIZR, ML oFHE & BLyIARRE, F 72, SBINEEE AR
MBI AR bz, < ATIE, BRI o+ Y VI L, W Lo F T s, #HEES
SO ER AR, F e, SINEEE IS D VLSRR Sz BIEICEALDSEED HNEEE, Ty b
T 50 ppm PhE, =7 A T2 400 ppm TH o7z T2, <7 ATIE, IS OELITHEICHR S 30 5N 5 @M
ﬁia;)ofi.

[ZEew] v by 2L HICREEE BINEBEIREDSALNT., TNOOREIFT v hEXTATETRRY,
2, v P TIEREE L BINEE IO BIERAA S, ~ 7 A TSR LR & Rz B X O &I
BOLERIZT T Y A OBEINS RSN $72, Ty MEIT T ALRELT, X IGEEOBRE T R
IR FHIE S N7z, BCP AN S 5 2 L s, BER BINEE ORZE1d BCP ORIIC L 28 £ 2 Shr.
RIF7EIE, JEESEIE OZREE X Y FEhiL 7.
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Z v FPREANEEIC K B nicotine DEM/ER DG
*
P-015
The toxicity of nicotine by intratracheal instillation to the F344 rats

OE BT, BT HE", B& &, Wl Guwa?, #FE @k, —5 E££2F7", £B *#'?,
SHMA ="

VEINKS R EERESE, A REIRR

FONTABERI IR AME R GO S F SERLFERENE TN T B, FOELERK S D — D12 nicotine
3% % . nicotine [ZBAEIZ X > THi 2> SIMFICIL D JA F v, AR L KR CHET 2 =aF %7 v F v
) YRFRIERT 5. L CERICBWTIFRERR7ZZIT TR <, i, REMESR, GIER, WA
LUTHEMRIERHEZ 7263, 2612, IFMESHIZ IS & 2 Mg EH b E SN TB Y, AilEE o EE
Aowaetd s, L Lads, HIKIZBIF 5 nicotine BMO MG ZHRETE 12 X 23 %2 & 72212 o W» Tk
S LEE I RV, 22 THRAIE, RAENEGZ X 5 nicotine DERNOFTMEIEM, 7 S OB~ M HE
fEHIZ DWW T DORE %17 - 72,

GEMIEF344 7 v N & v, EERBAMG 48 H A 5 38 2 & 12 nicotine % 519 HIAE NS L, 30 B ICE&EM L
Jili DFREREBIMRES % 4T - 72, nicotine i I AMK T ® nicotine D EHFE & (A : 50 ~ 60 mg) & HZ 5 L, 0.05, 0.1,
0.2 mg nicotine in 0.2 ml saline/rat & L7z, F5-EZFETHIHSEA: L7 0.1 )2 O 0.2 mg nicotine/rat D i EH#ET
3 FEIT4MH TR ZIT B - 7. mEFN %5 %0S, 0.05 mg nicotine/rat; 9 [l (5 PL) K TN 4 [A] (5 PE), 0.1
mg nicotine/rat; 3 [ (5 VL) & ¥4 [A] (3PE), 0.2 mg nicotine/rat; 3|l 3IL) & o7z, F7z, xFHEH#EE L T saline
0.2 ml/rat, 9 58 G L) Zf%lT 72,

0.1 U 0.2 mg nicotine/rat X G-HETIL, L EBICEEZ R L, LT D 3E L2, AWHER,» SEE L
TMRIE 2 D% S AAF L7z, IR T, Bt o2 LIEm 5 22 Tld % 225 7225, nicotine F5-12 & 1) fiii
ORI EWZADFREINTEY, SEBE L7-#H# Tid 005 mg nicotine/rat, 9 [HFZ5-HEIZBT 5 RIED TR D il
WIS TH - 72, nicotine DEEWGIZ L Y, AW IZRIER, B CIZMEHE T nicotine % EHIME
BT 2 LMV IIER D 2 55T 5 2 L 2B L 72

A EEF Fusarenon X ICK 3 BHMIEREE & ZORIEBIEICRET S

ook | mEMsmRE
Gastric mucosal injury and its recovery after treatment with mycotoxin Fusarenon X in
rat

O 2, TG =#EF, IUA 188 #E —3, Wik FE, Bl XF R BF 6t =% #8 27
x# B, EH R
S T3 (k) BIZEWisEL > ¥ —

[#S] A DOFEYDH L VIZA ML ALY BHEEENFESINL. TOREICE LT, JLEH L WITHEEEY A
7O B R E S D BEE I, EO S RGN E 2 21 72 & & o B Ok
MEIEHFE DL L v, S0l Fa MM ORI 2 RN ET 2 2 Mo N T b h EHEER
D—FETd 5 Fusarenon X (FX) ZH\y, FX @ 15 mg/kg % HAFEII#HS- L 72 6 Bl Cr.CDSD) v s @
R O MR 2 R I CBiZ2 L2 (%51, 2, 3, 10, 17 RUN29 HE%). ZOkEE, IR EGRD S o
BRICBWT, BRSO N0THRET 5. [[HR] FX 5 1~ 3 HERICFMBO/N L, Bk E
B (202 A N OSFE SRR R o BLAIIEIEIE K OV EIHIE @ Cleaved caspase-3 56 el T RASA 5 11
72, INHOZLIIEG 2R HDEWIE3HRICKVEETH 7. 20k, &5 3 ~ 17 HEIZEMEA R
L, BIKHIZEMB~ — 7 —Tdh % Mistl BEMEMIEAMEZ L 2 1), Intrinsic factor Ottt HIRT L7z, &5 10
~ 17 HIZR BRI IR DO — B L Bz M TR AL A A S, 2 S OMIEIE Trypsinogen B IZ % /R L 7.
Ki67 seiEdeta DR b LC, %5 1 HR T COBMMBEEL, %5 3 K010 H 2B CREM
BT OMINA RS bz, M EOREEZ 3RS 20 AR EE L 7. [E%] FX X2 FMB LY
FEERE AN 2 B & 3 2 SRR E O MBI BT, IRIEERRE G DM R ZE 0 T & 7 B IS ER L BT
MBS A B S B IC B 53 A RetE SR Sz, /2, TERMEE ER BB o —# o BB, [
FERICBW TR 2 5 LFENFOAREEIHFAEL TuDE I EEREBL TS,
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Bacterial translocation model mice % FJ\\7- Lactobacillus casei > O 42t
DREMEETM

Safety assessment of Lactobacillus casei strain Shirota as probiotics strain in an
animal model of bacterial translocation.

P-017

Of ®— XxH B&F, @ TE TB R #HAK R BF B85, /W 1335, ek L (e s
(B ¥ 7 v b ARAE LA ERRFEE

[# 5] Probiotics 1& [ A\MKICE R B 2 5 2 5 &7-MAEY] £ EFE XN TW5S. Probiotics D — D
Lactobacillus casei > 0% ¥k (LcS) 1%, MEOEBIEH, 4 0REREEREZ AL, 70 FL RS O &R S
. AAETIE, Probiotics (ZFEGHIZ BT 5 HUE S HE O BIVE FHESR R SEME KRG %2 % 2 0 7oL G ff
HanTnwib, —7F, BIERERLHE L ORE L - 7283128\ T Probiotics ® bacterial translocation (BT) #%
WMESNTWE, 22 THRAE, PUERSEIC L D FR SN IGERIEGE B X OMEHIH] % £ 9 BT model mice
#HWT, BT #3512 & L7z LS 0RO FMZ 1T - 72, [J7:] 7:B#oHE BALB/c < 7 A % Saline %,

5-fluorouracil(5-FU) #, 5-FU+LcS #EIZHE T L7z (&8 23 PL). Saline #£121%, Saline (10 mL/kg) % 7 H %
5 L7z, 5-FU #£121%, 5-FU (400 mg/kg) % 1 [EEE1F%5-#4, Saline % 7 HEFEI#%5- L7z, 5-FU+LcS #EI21Z,
5FU #5-#, LeS Wi (20 x 10" CFU/kg) # 7 HRE#&EO#%S L7z, 5-FUHKS 3 HElL, BERBEGEB L O
B E OO 72 O B RIMAS, 7 BRSSO BT OO 20 ISHIEMA B L USRS 0s % £
L7z [##] 5-FU BB L 0 5-FU+LeS BIC B W THERIIEGE E B L OF #ilEEE 2 R0 3 2 M s s h /.
SHIZ, INSWMEOMmE, BHHEY Y /88EB L OFES S BRME & % 2 5N M2l Sz, MW ok
HAEEE B X O2E, MBI ZE=1E 0o 72 — ), 5FU+LS BEICBW T LSS O BT X 1B b 2o 5o 7z,
(48] AT ABNMEA BT §2RETICBWT, LeS (20 x 10V CFU/kg) ##% 45 LT, LeS @ BT
IERED 5T, MOME O BT 123 L THME/EHZ RS LW EDPHL IR - 7.

Wistar Hannover GALAS 7 v b Z VWV 1EBMEM L S CICRBEI AN
b 01”5 M (X4 F70OI)

The usage of Wistar Hannover GALAS rats for chronic toxicity and carcinogenicity

studies (toxicity assessment of Aloe arborescens Miller var. natalensis Berger)

O BE", Wi uwe”, —= FE£F", h% 87", #1L E2x", £B %4'?, 5#A =2
VENIKRS: B MRy, YEARE RS

Ty POPABEUREBED R E L CTLSHWSNT WS F344 5 v MiE, BRSNS & L CRs 5 R E &
LGL (Large granular lymphocyte) HILIHDZENMOENTBY, EVPAMFFMOEEL 25560 H5. 2O
728, JT4E, Wistar Hannover 7 v b OFHAEINEH ST 5. Fs i, MEHEO BriHanWIST@Jc(GALAS) 7 v
N (HEZ L7 () 2T, 1TEROEEFEREB X0 2 FHOEEFEEEIA MR E 1T - 72 5%t
SWHEIIL VRO THEXFFFT7TUITHY, AR T 2L OFEBEBERNPRE SN TVEY, £
BN FERI D RV SN Tw v,

24EM O RIAFED AMAER O W ¢, ZEREFTEL & L C MF By kKRl % B B S & 723 B2 2150 Eo T v
MIROONT-HRBEREL2 T O, ZOMKE, 104 B TOEGRITMHE67%, M59%, HAEREILHE 6005
+ 1119g, ME400.1 = 884g TH - 7z, WEAMMANMENT CIIESERZE & LT, TEMARES, FUIRBRES, LR
JEgs, TERER R EOEIE SN

1HEBBLO2FMOF ¥ F 70 L ERORS BT, MEELRICE Y77 a0 dBW o 4.0% 8 CHRME~ T
ff, BEOREF AR SN HEHESCE, 1VEMTEELRRY) >/ SEoOZE I 235 EE & Ribas o,
JRHE OB EREMNZ 207z, 2EMOEPAMERBEORELE, F¥/F 7051250 THzREZ IS8T
ORI BT 2 EEMIREREOFELRBENA RSN, ST TRIEIREEEZ SND, T L
T EBITHREPLEE RIS,

Wistar Hannover 7 v MIEMIEITAMREE T, F344 v b ENT 2EBROELAENE L, ARISEMELE L I
B B EOAERFMCAER 2T v hoREEZ 5N
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H7 A EBETBEEEFT MY I LD in vitro R in vivo IZH T 2 EEEE

P-019
Combined effects of caffeic acid and sodium nitrite in in vivo and in vitro

Oa# E’E::;, EIE HNT, %A BKAY, B AN, & £WY, 1E BERY, BK BE, HE B2,
gl FkiE

VLR SE S SRR L, Y R EAIR

[Bi)] a—ev—%Eil&INs 074 VB (CA) &, 5Btz a L, AHROZOFERIDALL
W ALFETFHRRLMESN TS, LaL, 432N E T, CA LHimEESF MY 74 (NaNO,) % Eeik4r:
TTRIR &S5 EIEHMERE (ROS) PMEKRTLIZE2HLNIZLTWS, SSICTHEZHAEG L2T v MF
il CHA FISLEBY T H 5 benzoxazine (BZX) iFEASMH &N Cwb. K5 T, CA & NaNO, D&
BAWHOMIT L7290, in vitro \ZBITHEARISAERY O ROS ERREEEMET L, 512, 7y b HWTITH
BEFAAR G-I X ABILA b L 2% Lo a B e g Lz, ] in vitro 12 B W TH: 71— 7 DCFH-DA %
vy, CA & NaNO, OFEVESIET O RS TES S % BZX KU oxaziazole (0XZ) FHERD ROS A piAE % Mgt L 7-.
*72, 6 EEOHEYEF344 5 b 350L%, 06% & 20% CA KU 01% & 0.3% NaNO, % Hla & b 72 ff i % 5- 5
D48, 20% CA KT8 03% NaNO, B2 5 I lB#E A2 &b 725 7RISR L, CA B RHHFNZ, NaNO,
EEOKICIR L, 4B BEEICERS S B TER, FRELOHEICOWT, REMHRENICRE L, IREERE
LDOFRIETEH A TBARS L N)L 7 &5 UNZ DNA H 8&OHAG L~V & HIE L7z, [RE] CA ICHRBZX KU 0XZ
FHER 1 DCFH-DA O®NigE 2 i &7z, 20% CA & 0.3% NaNO, O ff: H#%-5-# Tl O #H 5 5 & 30 B i
WZHAREREICEA L, il Clddmmibz ) i LR OMEREE IR Sz, —F, Bl SR E L OO
8-OHAG L ~N)b 7 & NIZHFIE O TBARS L NV LIZFRD b o7z, [£5] CA & NaNO, DA RS A K
PiE ROS Ak %2 B LT\ 722, “RIOBHEGET Y MFBLRORTEICBWTILA b L A ZRA L EA
EHIERI S ol S HIIHEF OBEE ISAE R OMZERE R A2 THE T 5.

Diphenylarsinic acid D5 v MZH (T B 1EMFES LORS AEDOEST

P-020
Carcinogenicity and chronic toxicity study of diphenylarsinic acid in rat

OHRR EE, 3 K, # 7>, WUF TAER g X, #5F =
KRB RSFARS B RAANEZERE M BRBEm s

[B/#)] v #ELEY TH % Diphenylarsinic acidDPAA) A3k MIxf L CHifEEEZ B TLZ eI b6 NT
WBDS, FOREVPAMEICHET MR T ZHEINR TV ARV, LI NTETIS, T MFPEHETAEREC
BWT, DPAADT v MNFRDPAREEHZET A2 EZBHONIC L TE72. A3 Cld DPAA OFEM% &F
iTrZxHWEL, Ty bEHWEHKEGIC X 21EEHE - BOAMEIERBREITT- 72 [HE] sl
Wi F344 7 v MIZDPAA % 0, 5, 10 B X120 ppm DI THOKEG L. #wud, 1 FMEEEERRT
EHERESS 10 B, 2 ERIESAMERERCIIMEMES 51 DL v 72, [EE] 1 EREEHETERBROSE, R REIT
MEHE & b HERE L DPAA HGHOMICHED 10 3 X 1720 ppm B, T 721 20 ppm B THEMPNHIE A ASA S 7z,
JEIR O f ok B & 8 & OSFHA EE & A BEBE L Jb e L CtE oD 20 ppm BECH IS L 7. Fl&IC B W Tid, DPAA
PG X SR MERE S b 20 ppm BETERO SN2 T2, 77— & —FLHEEIC BT 2RI FRIERE B &
O ZF U X 2B BRZE, & SIS OIREDMERE & D 20 ppm FEOEFIZEED Sz, 2 SEMFEH AMERER
T, BRI REEE L CED 20 ppm FHECTHEI T L2, ZOEKRE LCTIZ DPAA IZ X A EERIHE
REETH L EEZ LN WIREEL 20 ppm FEICB W CIFHIEL O BEICEL D LD o7z MOz
WTIRHEMS T TH L. B, WTFRORERIZB W T L DPAA #5154 2 MERIEA SN Lo 7z, [#
%] DPAAIEZT v MZBWTIBERICHEEZRTH, HPAZERE LW EPHLNE R o7,
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a-naphthyl isothiocyanate (ANIT) ST RIRERMES v b EFIL
o | RBWEYIOT 7T Lm0 S

Involvement of macrophages and myofibroblasts in chronic alpha-naphthyl

isothiocyanate (ANIT)-induced peribiliary fibrosis in rat model

O Hossain Md. Golbar”, #i% #s=", x5 &', 2& &2, & %", LF ="
DRBRAFSL KR BREERTRS R, P () AR T s PIREZEIT

To investigate the pathogenesis of post-bile duct (BD) injury fibrosis, BD epithelial injury was induced in 6-week-
old male F344 rats by intraperitoneal injections of ANIT (75 mg/kg BW/week) for 19 weeks (W). Macrophages
reacting to ED1 (CD68) and OX6 (MHC II) increased during almost entire experimental period (W3-19), whereas
ED2 (CD163) and SRA-E5 (CD204)-positive macrophages increased at late stages (W16-19). «-smooth muscle
actin-positive myofibroblasts began to be seen from W10, being associated with peribiliary fibrogenesis.
Myofibroblasts were also positive for vimentin and desmin. Real-time PCR analysis revealed that mRNAs
of MCP-1 and TGF-B1 were significantly increased at W10-19. This study shows that different macrophage
populations and myofibroblasts showing various cytoskeletons participate in post-BD injury fibrosis. More
detailed investigations are in progress.

KFRKICKD TAAFEFHZ v HIFRME(EOIHIRIR

P-022
Inhibitory effect of hydrogen-rich water on a rat TAA-induced hepatic fibrosis

Oz# %", M5 ME”,  RY, WA 85", AB LB, F8 BF", BH HHE

VKRBTSR R EIgeR ARTERBEmERY:, YRR R R b IR SRRSO,
VHARBERRF SR EEUIER RS RE Y Ml

(BB L OHR] CREMITRZIED & T 554 e MNIFREET, RN OSSR S4ETL 00T AV (-

OH) PSR T LCMEEZ>TW5h, BRILA ML AL 5 DNA BERIRE #ERLZ: &, FICZo - OH
DE XS EBREWE WA ZIFEEEFVICBWTLERMEA ML ADRREICHES T A 2 LRGSR
TBY, 747+t 7 3 F (thioacetamide : TAA) 12X 2 8MEB L OEMEITFREEIZEFIREAIC X > TR NS

CENHSMERSTWS, STk L1, BIRWOH IV NAANY D X —ThbKEDTF O TAA FHIRIFRE
EEFIAI BT BIMH R 2 HET L7z [5E] 8 Bl Wistar #EET v M2 TAA F 7234 AIR K & BB 1A
264 HERT6 MEENES L, &EOKRS O 1 ARGICEEW % B L7z KEKE 72IKEKIZFEERRLE
D2HHEDPSH 272, WEHALOFTMIZS AL 7 P Ly FERETTY, DNABLEE< - —THhb 8 kb N

¥ _FAFIFT Yy (B0HAG) %MlE L THALA ML AREMMI L 72, [8] TAA- KEAESETIX, IF
2 BT 7 v VB O bridging fibrosis % & LA b L OVINERI SRR S 17228, TAA- KFEAREZGHETIE
IS OIFEHIH S NI L 7. EFAK - KEARIE G IS EIbEA S ko 72, IFRICBI 5

8-OHdAG DIZH L )V id TAA- JKEKBL G CABAIEK - KEKREE L L CLAD RO B, TAA- KRFEKFEx
B#HczZo AR sz, W] TAARGICX > TRETHMILA L AR KEGTIHRETLZEIZLD,
L 2 B 2 2 EDH S & e o7z,
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D-galactosamine HClI D5 v hIH (T 2 BAEIEIERIREED

k 7= -
ok | FRALTY, 2 0ZBIET B3

Altered expression and distribution of ALT isozymes during D-galactosamine-induced
liver injury in rats

O=H &—, R N, ¥ ¥, K Ex SR @4 &H R
A T3 (Bk)  BZERIsEL > & —

ALK D 5 Vit D-galactosamine HCl (D-gal) @ 400 mg/kg % HRIEHEANFES- L 724 Crl:CDSD) 7 v + @
T % REEE I 2B L7z (6 HEM, 1 H, 3 HRO 1:EM%E, xJHEE: n=3/ T, D-gal n=5/ %),  E#ITIK
TII/NED BRI HAEAS ALTL Bt & 7R L, ALT2 B PERFHI 2 A Boh D B 2o /INSENRHAE 0 &2 R S e o 7.
fE4 ERzAE ALTL ROV ALT2 1B %2 R L7z, D-gal #5102 X Y, Mgk ALT 131 HE Y — 27126 B~ 3
FAZ2F TR L7-. HE et TIladse 6 Ref~ 1 0 RIS A iu st (1 HRICEM ) 29 g s, 3
H R D 2 G oS A vz, 1AM Z, FEEbix 3T XTufE L7z, ALTL RO 2 ofpEgmcix, &5
6 Ief] Je O 1 H 2/ N T 0 ALT1 Jetosii B o B M OV NEE i 2 & W s Iz o0 ALT2 B Al
N3 T OV Gt BRSO AT A & L7z, WAL ALT1 ROV 2 & 2Bl TH -7, 5 3 H RO 1 ARRKIC
FET REXBILIIA O N o7z, IEEIFEIE ALTL SEELMR TH 555, ALTLIEFIS/NZE O A
JaCTE38I L, D-gal #%5-#%, I ALT i EA-BIEET R & U CHAMEIEITIL T ALTL O 2 O &% 050
NSz T, BRAMIET ALTL RO 2 OS2 LS EMRZIIIR S, ALTHEA 0L %
G, TOFEFNERMEPSHROBETE L E 2 5.

MiE{biR T FZETRZEICH (T B Heat shock protein 25 &
5 02”2 Adipophilin D FIREHEE
Expression patterns of heat shock protein 25 and adipophilin in CCl,-induced rat
hepatic failure

OZ aIE", WA &%, #F »—", B £F", B B-", 58 mX", #F KL &+ %7,
B3 A, LuF £F?

VIREFRBIE (D) RIS - ORI, YU A BB

FFIE I EIC L VIR D EEZ IR TWIERED 1 D Th L. TOMBMEELRED X = X A% @5 1T,
L = —ORREFEHETHH. £ I TAIRETIE, MWIELRFE (CClL) FRFEERIZHIT 5 Heat
shock protein (Hsp) 25 £ Adipophilin (Adp) ®FIHBEIHEIZ DWW THEET L7z, Hsp25 12D\ T, WEEARFS TRE
L 7z Thioacetamide ¥ 5-FfEE 7 v b TOMET 25, TOMEEMERAPREIN TS, —FH, Adp 2oV TiE
BRI L BE S 2 & OMERH D00, HFEEL oM ZBE L -HmEE v, CCL % T v MMIHE R
H9%Z 212X, Thioacetamide ¥5-F 5k & FARIZ, HEMYIZIHB VT Hsp2omRNA OFI FAPBIZE S 7.
SR L e DR R, A E R N2 U fe < RIS AV, Hsp25 OFBIERICZA LSRR bz, 374
HH, CCL IS 1 Hx TIXEEE L2 FIEIs, 5 3 HRICIIGESIRE L/~ a7 v — VMO
faiz, ZEHPFED SN D LR oW LD, 55 1 HiL Tl Hsp2b OHifllaEEIEH LS, %5 3 Hik
WEHUIETEE R ARIE S 7z, Adp OFSBERAL ) O° mRNA OFBENREIL, Hsp2s & —3 L TWA I LAVREN
7z, o Adp gk RIE, CClL #F&GRER T A IRHAME 2 /R 3 HMEic—Mid—% Lz LaL, IEiEE
EHELGWTHEIC B 5Nnz, D EofER LY, Adp IZIEMHER S B U EH DA, s S
BT Hsp25 & ABEOIEH (PFriifufEsE / PLARAESEIER) A3 AW REMEDURIZ S 72,
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YA 7O8 148723 EBLTV-ECTEKICKD

P-02>§ 1 XERE G EHIBED FOEMR . TERVEN
Qualitative and quantitative analyses of podocyte-associated molecules in canine
renal glomeruli sampled by microdissection or sieving methods.

Ok =", =F #HF", £X B2, K@ K="?
VRATRSE AR AT, TR R R

[Fm & Hiy] ML E R O SR IS E e IS B e 8 % R 7R LM, FEENEZEAY
BN EPDZOEEITRREEEDRIE, HHWVIETHETICERZEELLEZ5EEZ 0N TS, EMEORE
B3 Cd B RIS T, BMRRGED X URREGEICHEVWEIMIT L, v P TIAREREEED~—
=t LTOMREEIVRENTBY, FEERETI TR A DLW E % S X 05l &k 2 S s o 2 Migss
EQFHICEREEZONA. 4 X2 FAWHEREICHT 2 EMIEGEIZERICL ) RESWICEMI N T X

7278, KREERUICEE LR E 2 BT 0T OZLIZHS I ENTE ST, SRZF0EBHHEE LTENSDOR
HLEHEBPAEEEBLOEENICRE L. [MEE FE] SHOEHFE— 7 VREIVEREBLOEEL) -1
7R G THBERERE Z M L2, SRBE L0, EEOREICERWICEST5 20 v MEE, B2
FOFREDOHEFFB X OEER & 0% IZM#$ 547 CTH 5 nephrin, podocin, «-actinin-4, «3-integrin T3 5.

EMMATE LT, WAy 70y MEEEBHREICTEBEH L BAE%, RT-PCR I CHEfa -3 % MR
L7z $URIEERARTF P2 W TIER L7279 FH0 A X nephrin KV 7 10— F ik s, WO b podocin,
a-actinin-4, «a3-ntegrin PLAEZ A L7z, S SICE=MWHNT & L C, Laser Microdissection (LMD) #1412 T3l
YIRS 25K Vi &, Realtime RT-PCR |2 X % nephrin mRNA Ot & atAa7z. [#ER] 4 X128V,
WMEL7ZAGTOEABB L EF RPN — v BXOBETERZMER L. LMD 3T, SRERE 100 5 5

nephrin mRNA EOMEF B %) ZENMEETH 72 [Iam] 1 X ORMIEICE T, BEERICEE S 45T
DFEBBLOREFMHER L. ¥ — B2 7R LMD 31 TR L 7253k M6 & 72 2 B - T ot zid, 2
LD L I ORRERE 2 RIBT 2D TH L EEZLNS.

Nrf2-ARE signaling pathway ®j&M4{t % & U 7= tBHQ O
FEFRR ~ ) X REK{F ROS EEANDE IR

tBHQ attenuates glomerular ROS injury of diabetic mice via activating Nrf2-dependent
antioxidant genes

P-026

Ok E=l", = ', &£ k", £ S48, 2 FE", B FE"
VAR R R, Y RERTILER R M

[Objective] Tert-butylhydroquinone (tBHQ) has been used as a synthetic food antioxidant. As an effective
inducer of antioxidant, it mediates the antioxidant gene expressions by promoting ROS-mediated dissociation of
Nuclear factor erythroid 2-related factor 2(Nrf2) and Keapl, and improving its conjugation with ARE. In order
to investigate the effects of tBHQ on NrfZ-antioxidant responsive element (ARE) signaling pathway, Nrf2 and its
target genes Heme oxygenase-1(HO-1) and 7 -glutamylcysteine synthetase (7 -GCS) were observed in the mice
diabetic nephropathy.

[Methods] The uninephrectomized streptozotocin(STZ)-induced diabetic CD1 mice were treated with 1% tBHQ
in food, the uninephrectomized diabetic mice induced by STZ were used as disease control. Urinary albumin,
malondialdehyde(MDA) contents of serum and the glomeruli, renal extracellular matrix(ECM) and expressions of
Nrf2, HO-1, 7-GCS were determined.

[Results] 1. Administration of tBHQ resulted in the increased accumulation of Nrf2 into the nucleus and up-
regulation the expressions of Nrf2, HO-1, 7-GCS at levels of protein and mRNA than those of diabetic mice. 2.
There were significant increased quantifications of urinary albumin /24h, increased contents of MDA of serum
and the glomeruli in diabetic mice compared with control mice at the corresponding time, and these parameters
were markedly improved treated with 1% tBHQ.3. Reduced glomerular ECM deposition in diabetic mice treated
with 1% tBHQ were observed.

[Conclusion] tBHQ may activate Nrf2-ARE pathway, up-regulate the expressions of protein HO-1 and 7-GCS,
attenuate the ROS injury to the glomeruli and reduce ECM deposition.
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PVERIRZ v b DREKAEICH T 5 il B REEEE B D&
X
P-027
Expression analysis of actin cytoskeleton-related proteins in glomeruli of diabetc rats.

Ofhs 181", WIS FARE", # 727", &/ B, €A E7", B A, B XY
VRBGHSIASE RS R SR AR, YRR R BRI SRE AP - BRI PR

[#S] WRBEENEAREDOE L THY, TORERIIFELEMO—F %7850, OFEEDMITHER -

TR R S04\, F72, b MEAREELZL L, ¢ Mok r HuoiigtiamEE LR BIRTH 5.

Z 2T, BERFEEHEOERICE D A EOE 2 MBI T 5 72012, BIRSE 2 TUEREE 7V o OLETF
(Otsuka Long-Evans Tokusima Fatty) T v b ORERMEZHEEL, 7074 — AT =41 72.

(5] 27 Bk (F-HIBED) , 38 s CGHMEEHERIY) @ OLETF 5 v b RO, x o LETO F v h4%& 10 IL% v,
Sieving {E12 & D AREKMAE L BEEL T a7 — AT 2T o720 WIS, REFHNEROICTRIBESN-EHED, &
ERIETOFH AR L2, $£72, PASHEEIZTAY Xy 2 EOMINE FER{L L, SRERKEEERE 2570 L /2.

[# %] QSTAR Elite LC — MS/MS 3£ U8IZ Protein Pilot ™ 2.0Software % A\ 724 T, 27 BT 192 M3,

38 Wi T 218 M D EFHESEE SNz, WA Tl L CREIEEICEIL L T EAEIE, ME g
EHEN2THEE RS THY, FNSIGEH L. T2 F Y OEAIZED 58508 E 8 O Al % 8 U725
HWOMF, Vimentin, Nestin 2 EOHHFRT 4 7 2 ¥ M R/NEBEEAEOK T2 ENAoN/. $/A ML
A7 7 A /3N=%1l{H3 % Rho GDP dissociation inhibitor @ (ARHGDIA) %327 MEECTIZFEHMET L T 528,

38 i T ZEB A L T 7z,

[#35] Az TS N7 E B IEEE Y, A FLAT 7 A NN—BEEEOZLIEEIEEIC BT 280
BA& O B, BREEENNIC BT 2 EEEOE A - THAEREEZ B L T Sl SN 5. F7-, HI7E 60 Hiks (B
PERHERERI) @, FEICH#EAT L AERFEERE COMZE MR L TB Y, e THEEMET 5.

DATSFUOFRT Y FEEECSUTIARMTORE TS T L (PG) D
* | g
P-028
The effects of endogenous prostaglandin in cisplatin-induced rat renal failure

O #FE", =5 p—", Iz R, 1B £F", nig B—", &8 mx", 8# 8", #2 K2,
Juniantito Vetnizah?, £+ %2, #28 =225, MR EFY, WF £F?

VSRS (Fe)  AISE - BIZEWRZEAT, Y ORBRAFLRSER S BREOR IS, YRR RS MIRRRE R,
VORISR 5 FISEE

W HW] PGE, X, Y7 uatF+ 7+ —+¥ (COX) & PGE &1E# (PGES) I & v eA &, 4 fifH o PGE,
Lt 7% — (EP) A4 L CfEM %3883 5. PGE, 3B OEFEOMERICEETH 2725, BEHRELKEIZBIT 5
BENIZ L Do TR, RFZETIET A 75 F >~ (CDDP) #3887 v NEHEETIVIZBIT S PGE, D% %
HOEMZTHZex HEgE L7z [#F - HE:] Invivo £88 ; F344 5 v + (6 8% - ) (2 CDDP (6 mg/kg &
E) R ERERICHEERS- L7 5% 1, 3,5, 7,9, 12, 156 HIZZHM L, B2b L7, BIXEER, HE o,
gty (BrdU, cyclin D1, a-SMA, COX-1, -2, microsomal-PGES-1(mPGES-1), EP2, EP4) J% U real-time
RT-PCR (p21, cyclin D1, COX-1, -2) %17\, R ZEA L E PGE, 1B 5 KT OB A2 MR L7z, In vitro
EER . T v MEMRE FRMIEE NRKS2E & vy, Aaisicxt 3 4 PGE, o2 s, 7R b — 2 AXHifg)E
x93 % 11-deoxy-PCE, DREEZ RN L7-. X 512, L7 - W (EMT) 1289 % 11-deoxy-PGE, D2 %,
TGF-B 1(EMT R [A 1) WL | 72 NRK-52E % v, P45 RT-PCR #: (E-cadherin, «-SMA) ZX V) fEHT L
720 USR] Invivo E8  15E X IR BB AL O AR 12780 S, RIS LR o - 7R b—32 X -
G, 7VAD - FERVCMEOBMEALITEZRTE /2. CDDP 51, COX-2 ®3HIZ A Lok L, COX-1
& mPGES-1 (3G EHAL TOIBAR 2 1IN L7z, 27O EP O © EP4 IMEEIMICTHE L Wi b7,
In vitro £8& : 11-deoxy-PGE, DRI &L ) 7R s — 2 208 & G, B2 dH 2 Mila o E & 0HEinA, EMT #H3sHl
Hl2 BT % a-SMA SEHOMEAFRD Sz, [FLo] CODP#F%RT v MVEBEET IV TIE, COX-112X b @A
ENTZPGE, W EPA /LT, #4 MBI EL G252 RSN £z, EEIN/PGE, I
FRANEE ERzZ M 7 R N — 3 ARSI K OF EMT 128 % 5.2, BEEZER L T A REMEARIB S 7z,
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DATIFUOBET Y FNBERBTEEEICSTIBRILEE Y —H—HHEIIC
% &
ok | BT B
Expressions of oxidative damage markers in cisplatin induced nephrotoxicity in rats

ORll &Z", Ak A%, BzB 8¥", #E 877, #8 AR°, 1R %
VRIURE B BESEL Y HEEA L) AR

[BW)] v A7 5F ZEEES N L CRIACHHINTCWIHERATH L. VATITF VIZZ0EERE L
TEIRMERELFEL, UEWELORMEEART ICHRILEERIRE S35 2 EDBRICHLAIZENT NS,

AWgElL, AT I7F VERBIRMEREDMEEIZB T HEE{LEE~ — 5 —, dityrosine, advanced oxidation
protein products (AOPP), N ¢ -hexanoyl lysine (HEL) 3 X OF acrolein DK BREX AT L L2 HWE L
7o [F:] Wistar REEVET v MY AT 55 2 BRPERENTES L, 5% 1 ~4 DRI, MEs LR |®
L7z, B85 710 Ay R #/F8 L, HE 4t B X 09T dityrosine, HEL, acrolein Hif& % FH 72 50 A 4%
1bgetn % 95 L7z, £ 72, mEH AOPP iR, J&h HEL 3 X OF acrolein i/ % ELISA 2 CllE L7z, [FEE]

VAT TFoG% 2 HE L) RSN OV IRME ERICB W TEMSEE L BSR4
RIS EEIL L 2. 72, BB oImEE BUN B X O creatinin 3 #5-% 2 H H X 0 B 22 8K %2R
L7-. dityrosine, HEL $ & WM acrolein & IZWFNE T AT FF #5552 B H & 0 SRS R HEBICSE L,
Z OSBRI TREREIICHE R T 2 M A /R L7z, M4t AOPP 2%, R+ HEL B X ¥ acrolein i ¥ b FIER 124
ERgICBE R A Em Z R L7z, [E£] BHiki2 BT 5 dityrosine, HEL, acrolein & H D ZSH I B IR ANEHZE D
HEEEEHITHWMARLALZEDD, BFEWEOMEBICRE CHET LI EAVRENT. 72, IMEET AOPP i2EE,
FRH HEL B X O acrolein #1133 A 77 F VB IR E R EOREBILRO /20O F~v—h—L LTHHAT
& DA REMEARIE S N7z,

PUXFILEHICEK DTy FEIEEOBEENEEICOVT

P-030
Morphological changes in papillary ducts of rat kidney induced by trimethyltin chloride

OF%R f2—88, L fIE, I E=XF oo # BE =X FH B ES E BN —F
B R)H—F vy — FREH

[HRY] U AF v, RUBEAY =V 28559 2 BOERE O IH R 0L 2R, &5 WIEREDH L L
THHENAERGO—DTH 5. M) AFIVEHOBEEREN L LCE, PR, BRI, R, WiEOE
g7 EHMOENTEY, FRITHREFEEICE L UL SIIZEE N T 5%, BIEICH T2 E8IZ o ToHmEIRT
WAL, Al LMY AFVEEE Ty MCHRPERG 552 LX) ER SN BIALEE Moz
DV THHITERE 2 ISR L= o T 974, [J7:] S KSR L7236k M ) A F)u$5 10 mg/kg % 938
WO HEYE Crl.CDSD) 7 v MIHEIPSG L7z, 8L, F&57% 1 K072 HICHR LEEE Mk, Rz ) ok
& 10%HK N~ Y CTREEL, BEICHsTAY MY Y v - 24Ty (HE) 4efax i LRt % 17 - 72
F7- O OB RIZAIEIT Z2 ) v BBE 25% 7V VT IVTE K - 2% /85 RV AT IVF b NIRAHICCHIE
EfR, 1% UMEILA A I 7 A CRIEE L, TRF BRSO, BEOEAZ /R L MiEEEIcmE L [F
BROF o] SEBETIX, BRIEOEmHRE dG s LT, FLIEE LRI oo MR PSR T % 58 A B~/
DRI DS BUE D B VI B L TR SN2, 20 L9 22 bid, #5581 HIZN2 HH TR S L7275,
RZEALZ BRUE, RS LR 0280 - BRI S Tl oz, 72, SLEEE L RCHINE 2 SOl T RS20 1 2
S 7oAER, JLBHTA S NI NEERL, MIANREICHET 2 L EZ LN L4 OB THE Y /R THE
WE TEESPYPFAAZDOLF— T 7T =L Thotz, LMY AFVBIZEY Ty b OBFILEE B
NGV BB 2 ORI VE R 1, — IR L ) & v TR R KT AR TR S R X T W A S, R
FEEEOER LY, F— b 77TV —LTHILIENWHLNER T B, RELOEAE A 71 = X KRN
BRIIODWTIES RO DLETH L.
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p-Cresidine EREOKELETSGpS3 /vy I 77 Y XIEBOENT-
P-OSﬂ; B FLEHIRSE (CRI ¥ 5 /RIEME MR

Histopathologic examination of renal papillary necrosis in oral gavage study of

p-cresidine in TSG-p53 knockout mice

olea —s, £F s, 8 FF, kKK B, B4R MK L5 &
SELFEAT A T AR RAEEFgE v ¥ —  FREETZE

[%F5] ps3 /7 v 7 7 b (p53KO) ~ w7 A LSRR L L CHEETRENEEWEOMBRICARE ST
%, pCresidine (p-Cre) 3MENREETEEEZEDED 1 2THY), BERICBIL2BEEEZHFL D

EDISNTWA. 4, pCre & 6 7 A HFEIIHS L7z pob3KO ~ 7 A B FLEBIL % 5RO 72D T, ZDOEBUR
P BEERA A O 22T A 72010, REMARENRER LT o720 [k E 7] pCre (200 mg/kg, 400 mg/
kg) & ZNZFI TSG-p53KO ¥ 7 A (heterozygote) OMEMES 16 IEIZ6 » A1 H 1 BSOS L7z AHEED
T OSBRI OBIED 10% h GG R )V~ ) Y EE, /ST 7 4 /A, HE EA% T, REMSS R
wATo 7z [REHR] BFLEELIE 200 mg/kg BEOHE 1B, 400 mg/kg BEOHE 10 B, M 3 BHIZFED Sz, FLEEH
DRMENIZE, BREEORKY R N0 OREW A, BILTEILAH 57226 % &E 200 mg/kg HEOHE 6
B, 400 mg/kg BEOMELB, HE 13 BIICERD SN2, ZOBEHUEWE IS ERENR N b0 H o7 &

72, FLEEEL O AN I, BRI AY 200 mg/kg FEDME 5 B, 400 mg/kg FEDIE 14 61, M 9 BIIZFED 57,
7B, 400mg/kg BHEOMEMESR 1 BT, Z OFEREMER IR SN, BEREY T & BFLIEEE DGO Sz, 2

S OFT RIS RO BRI IZ5RO S e o 7. [FE] FLEEER TR & N7z BB B 0 U W 1 B 345 51
DIRIZRD ENTBATHLZ e, INHOWEILpCre F2EFORFBEDNTH L Z EAIREIN. B
FLBEEIR I3t T E 2RO N 2BITH RO SN2 En b, I OEFEMEYE OFLEIO RSN To

LR LR, BEAORED, pCre EO#HS p53KO ¥ ATHD LN FILFIEWLOFE D 1 > Th 5 1 ek
WEZ LTz

Z v FERERELICS T S Thy-1 2EEMEEROBE.

poah | FCERMSFER L OBEICONT

Thy-1 expressing cells in rat renal interstitial fibrosis, in correlation with myofibroblasts

Omix BER, #HZF K, &8 %, WF LE
RBFAL RS RSB BREE R

[H] FAMesE il I L IR B % B 1S § 5 & & THRIHELICTE S R B BRI - RRAEA L C o AR HE S AT
&, ME oMM, MERPEORSIEHIERMI BT A M, HEHROFAERME Lo Fiz - B3Efmin
(EMT) 12k hiFEsnteEZON TS, LaL, TOFMARERTIEIAHTHL. By /32 B Th5H Thy-l
DRAES R OIS § 4 L &b, 22T, AN, I v MESMELRZIZB1T 5 Thy-1 BMEOH)E
ZREMMRAL AN, & OISR OMIL B~ — 7 —CTd % vimentin, desmin, «-FHEHT 7 F
¥ (SMA) D5 BIENRE & OBk 2 FI~_7z. [ik] e F344 7 v b2 v, ¥ A7 75 ~ (6 mg/kg BW) H
A5G- & R EREIRIC & A B B LR A 2 E R L7z, B 28 L, PLP-AMeX 2L W EE - TEZHE L,
WY R ZE$L L 72. Thy-1, vimentin, desmin, a-SMA 2x13 5 HifA % H WGBS LA L7z, 3]
VAT TFVHHETIVCIE, BEL LR L 7o B i SR A B Thy-1 BEMBESEHAL, 20%0
FRAEAL D HEFTIZHE W Thy-1 SEBMAZIE A L7, ZOBRIZ, Thy-1 3, desmin X vimentin ZEBMAL D
AT E = L7228, — 77, MHECICEE N L 72 o SMA ZEBUINE & 13— L e h o 72, BRI LA
B \ZHEAT T A RS 27V T, B Tl Thy-1 & desmin, vimentin ZBHIEO D AHIE— L7225, «
SMA ML & E—F L eh o7z, —J, BE Tl Thy-1 EHAMAIL o SMA, desmin, vimentin O ZSH 554
Y7 mB. WETLCOREAFME LY IZ1E Thyl ORBIEA SN 2o7. [ ©] Thy-l 5B,
MBI 2> & ORGRMES MO AR S & &1, FORBMEBICBIT Mgk~ —7 — & 053, &
B LR TR AN REEDIR E L7
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7y MIBTBXYFUOBEETERAES FYX-051(1C£%
EEITHIE B SH OSSR

Study on toxicological aspects of crystal-mediated nephrotoxicity induced by FYX-051,
a xanthine oxidoreductase inhibitor, in rats

P-033

OF KB, & X8 F=F 8fff, KE ¥MZ, XH A
(¥R) & L3smn BF%EnT

[Hi9] 9 > F VL@ TR ER FYX05] 05125 > T, (FolETIZBAF Y > F Vi dictE)

AR BT A Z 2 HE LT &7 (Ashizawa et al, Toxicol Appl Pharmacol, 217, 260-265, 2006; Shimo
et al, Toxicol Sci, 87, 267-276, 2005; Shimo et al, Toxicol Pathol, 37, 438445, 2009). % Z T4 Inl, & ST B4
VDBV 2 e 572012, SD KU F344 5 v b T 4 BRFHEREE T — & 2 T, BIEEE/ ST X —
5 EERMRAIL L OB B OV L7z, [HEE] @ irici, BAM»Ro 5Nz, SD Ty FTIEL RT3
mg/kg B (HESPC / #E), F344 5 v b TIid 3 KUV 10 mg/kg B (M 10 VT / #) o7 — & % Hv, (REBN
i, JRE, JRBEE, EBUN, 7L 7F=r, BN EREEHAMEL (MENEELESIL, RELPER
1) & OMEMREEZER LEMM L 72, [#3] SD 9 v MIBWT, BHME Lo A M OMERIIL 07826 TH 1,
SR R L7z (8P - = 07 ~= 09). BHMVZE LIS 2, REMNE, KE WREE, I BUN, 7

L7 F =, BHEsOMBE/REIEZNE 06648, 0.7896, -0.7751, 0.8195, 0.8479 K 1N 0.8969 TH V), 1KE
WhnE coRSEEMBMY R 0 £ 04 ~= 07) DAL, SREEMBME AR L2 F344 I2BWwWCid, BHEE oL
FHEOABERENL 08637 TH Y, BREMHMMED EREANDO S O TH - 72, BHRRAILE LRl EEEE ST 2 —%

L OMERENL, FNE 08175, 0.8616, -0.9045, 0.9010, 0.8991 KON 09524 TH V), RiZEMH, IMMiE BUN &
OVBFARKS & UMD CHE 2 AAHBAME DS A S 7z (HiFH 0 + 09 ~+ 10). [EF] DEo#ERLID, WIy b d

R ST A — & L BT R E OB RIFE E 2 SN 0o, FYX-051 HEMEHEEILFORE
CBWTEABHTLT LLELETIEZR L, SD v FTIEF344 99 P ERRTEFOERENPNKEWT EAIRIES

nr:.

Sulfonylurea IC& > TEU %7 v NEEHMBREOZTKILICEEY 25T

P-034
Pathological changes of the islet induced by high-dose sulfonylurea in rats

O#F Bh", KB LT, =8 &7, BE &, BN 887, 5% 2%, @BF 87, & =8,
=5—h E5"
ViE—Sdk (b))  RAeWEIERT, TH—-Sdk (k) SEWBIRERIgERT, Y% =2 RD 7V v T (BR)

ANT + =) L7 #HD (SUAD 1, BIMEE TR E L CEBR TP EL SN TW2EY TH L. EH
O SU R EBREWICEEL T2 2 LIk oC, BEBMIOBEN 2 &, 4 ¥ A) Y OicfE) 2t 5] &k
ST ENLLLIMENTWE, LaL, HIRFED SUHINT v MoEBICE bz &I §2 21, xR
R7ZZBOHESI N TRV, Fox i, SURIZHEEREG 52 212X - C, FEISHEMARZICHEMRED 2=
b LA Z L 2R L, FOMMEREZEET L L L1, WEAOREMWZHR. ZIUNRNY I SIR, 7Y
AEY K, M7 F3IF (AR 1000 mg/kg) OMEMEF344 5 hAOBERROKGIZLE > T, wInd&E50
24 WEIT21C, EROHMBB ORI AL E L. 7R 753 FEHS L7299y bOEROEMHEBIZE T, H
MR TE D ZERI LICHS 3 228 b & LC, REIOILE L 72 M AEA— 5 O BB CHICHRE L TElo S,
YN T3 FETy MMCHEEREOHRS (1000 mg/kg) L7z &0, 1 BHEOWREDRIEMEZH~. &5 1
HRIC3R0 b - B0 Efaibix, 4 HEICIZRO 5N T, ARZREHEEEZETLI EAVRIBEN. &,
Coax 13 6310 g/mL TH Y, BEEHE (Cpu 12008210 g/mL) L HARTEL EWIMHEE TORIEMEI MR I/
mHE O SU Al 2 EBREW (2 BPIMER L7 3 8T 255, Bililuto =itz sncwiwn, SU
Hlaw Ty MIHEREFES Lz &, BEEBMAIIA U B0 z=ifti:, —@tkoZibcd ), HFEmiE
TR TH L L EZ NS, BUIE, RERSGICLA2RREOFELXHERET TH 5.
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ACAT [BEEHREICL 3 FIVEIBHEE & RIEHERMSIR & DREIC OV T
x
P-035
Relationship between adrenal functions and histopathological changes in monkeys
treated with ACAT inhibitor

ORI HZE, @Ear k¥ Sis FE, Mk 58, F HE XF =4
AT (BR) B WEERT LA tEREs

IV AT U= Va2 T 27V ENIE W XS4 % FE (ACAT : acyl coenzyme A cholesterol
acyltransferase) OB1ESE (ACAT MHESE) I FMEEWICHIEHFEEr»ERSEL 2N L HMENTWE S,
IV OFEIEHERE S IR BRSO BEIC S A3 2 M IT L A LW, F2THRA L, RIEFHEY SN2 BRY
THH ACAT BEHEZ 7 =7 4 PIVIZ 13 BEMBEO ARG L, BIEREEAVE VflE (ACTH, 2V V=),
DHEA), ACTH&fm#RE (a)VF V=), TIVFATOY) KROREMBEENRETZER L 72, Z0#E &8
B OREMBAIREICB VT, RO b, FEEl, B0 OBHERBEIZD 5Lz, SH D%
LD 5, FIRTHIE O 22RAk, RO AH D SR T, IRV E ok K 08 ACTH Bt sthiic
EREIERRO LN o7z. —J, FIRGHEOBIIE, MHEFEREASEED b L7k hizid, ACTH REOSE R
OCACTHEMEZEINVF V= VIREOREZ L) bOFRD LN 2B, M SVEVREOINT = Vig
£, DHEA iR, ACTH &R0 7TV FA 70 VREICERFIIRO SN kroz. BLEX ), ACAT MHES
DH =7 A FWNIFEE L2 BRIZERD & 5 IR 0 22 At K OB ER AL D Z54L T BB R BB 12 83 7%
, B, WAEREEESEO L TIIEE LY MITT I EAURIB S k.

BRAMBEICLS I =T 2 OREEBFHZEL

P-036
Histological changes observed in miniature pigs with vegetable oil administration

O %8, AR FF', &8 BEX', 47t &E", Wi BT, k8 #7", =% A7,
LH BT, WA R, KE E#, 'L A%

V() B A v —  REFRZE, Y Wb R IRAEE BRS¢ ARZE ORC

(B8] A% A 5 S8R m LUE BARFSIE S » b (SHRSP) IR 5-9 5 & ik, Wb < GUEH % &8
U, DR ETE, B O AR, MABIM A EOBEPEE IS, IS EHMEGICI D ED
7BAEAS, ARBEMICT Y ML T, LY MIEWTZICBVTHRD LN EL O 22T 2 HIT,
=T EHCTCHE Lz [5EE] Mo 3 =7 % 248 (NIBS, HAM) % 6E$2m 4 #2400, 38 I
BEELTAREIZIZI% T Y /) — Tl +1% KB %, BEIZO %KERIMKG M+ 1% KEM%E, CHIZITAE
W 10% % 7 % HIEREGRL (w/w) I L7z kb2 BEL (4080) X 05z, D BISHBRILE I & L LR
B (NS, HAWDH oAxfkle LT I8EAFEE Lz, BiMIIE FIcH L, M, A b5, EERNEL,
Mz AV~ CEE BRIET7 VEE), HE JOEREER L7 BB L OO —IL 7V — IV EE
L, ETHEMEEIC L ABIEEEmL. [FR] AEERS 25 B, CHS A, BHEOTHERELY LEbo7/zh,
HIMIS AT IR CHEEZE I 2o 72, ISR, A bHEE IO M TAEERZOD LHEA I R0 o 7.

PUEEE TIIREAY, B> A > CHEOMEICE (p < 005), MM TlE, S 0% CBETIIhaEEnZ
L2346, BETIZBEOZALDT 1B, AMTIIR~FEFEOEAI 66, ZILOREIZIZS D XIS

M, RS O ZEHE & PRI Leydig PO MBI, Sertoli Ml O 22 b b IR X N7z, F72, B OZFEMILD
HoSHIZbRO 5N, ZLoRE, SAEHBEIXCHEFSETH 72 B TIlX, BHETIREMBOEIED, M
BEL ) EHEE, BEELBOROLNA. [FEo] BAM 2SI =75 1 c&lmik5+52 812k, SHRSP @
Wi & B LB SN, I =77 TR, BRSSO EL2 A L, BEBIEERORE 3%
B LMLV ERR L EPHS Ik o7, BIHEISER L EbEHET 5.

106



The 27th Annual Meeting of the Japanese Society of Toxicologic Pathology RXZ—

Z v METALERICEH T 5 DNA X FIL{EDOBEMZE1L

P-037
Dysregulated maintenance of CpG methylation in rat prostate correlated with aging

O%& {588, B BEick, K& =— M &R—, WO & =6 FHL, B £7, RE Bic, /R &7,
=H #HAl, FW &8, R"E F8

(W) 81 e S FE i

HE S8 25 MARFESIIBWT, SDI Y MIRT A A MFT 7 a)V o ENSHERZEICX Y EER O F 7R
JERDSFIEEINDL Z L2l Lz, TORERMBHICEDLLZ A=A 20HZ HigL, 10 B X 0852 B xf
TR Eh ) I TRl IR R KB K 138 £ O DNA X F VLB K - % [ L CRID 2 ki 2N 2 ik L 72 # a1
SEH O E AT ORGSR, TR KIZ S35 5 85Tl Clu, Plau, Srd5a2 OF8BiAHY 52 MG TH I L <
BY, F72, DNA X FWVALICES-§ 2 &5 Tl& Uhrfl OB A 52 Wil THZ A LTz, DNA X F Ak
FERTOFER, 70— V07 DNA O X F UL 52 A CTHEISHA L TB Y, Clu, Plau, Srdsa2 O¥zE-FIAH
D CpG 74Ty FIZB2MEGTEERBEAFNMLERLZ. Ty N7/ 40 Uhrfl ® 23— RHHEEEAICIET &~
Ny S BRIZRT 5 enhancer element 737 7 HIAEFES 4 728 ChIP assay % sl 72454, 52 MG Tl 3 o
35IICTT Y ROy VSRR OREDEZIHRA LTz, 7Y Far v S5O BEFREICIIE S 521358
O SN D572, Uhrfl 1& DNA A FVALHERRIC B4 5 Dnmtl % DNA BSERAICY) 7 v — b3 5D CEEL
HFTHDIEDE, ML 5 Ubrfl ZBURTICE O WTZ T — b7 DNA O X FLbpsd 726 8 n 2 &,
25N, BIVIRICBT D Uhrfl OB T » RO 7 v ZRIRICERL SN D 2 L 34 O FEERE £ S RIE S h
7o FENEIABTH % 72%, EEIC & 5 DNA X FVALHEREO AR EHS 2 b F 2 7 1 )b |2 X 2 B IER R 37 R R K 12 BY
G LTWD RN 2 b7,

Piperonyl butoxide (PBO) (T X FOFEAICEY 5 v M DOMEMAE
p 05’5 JERICEUREES5AD

Piperonyl butoxide (PBO) exerts adverse effects on female reproductive organ of rats

by anti-estrogenic action

O# FE', A K, KA BN, #L B', S =", RE P, 1 °, By —&°,
A RS, Bl BeE

VST R SEAR SRR AR GEAT S, VSR TIRS:  MEEAERAHE, YA ARBREAEGRERY: B AR

(B8] BEFOINHITH D PBO T TEDOEMEEHIEAR I T2 MG SN TWADH. PBO OMEMEA GRS I
HEEEMT A MOy U EHOFEIZOW TS 57201 L FOERZ Ea L 7.

[5i:] <92Br1 > 6 38# Donryu M5 » 12 PBO % 5000, 10000 K OF 20000 ppm DT 4 ARG L 72,
F A SR TREB NG AFED S /-2 & s, PBO & G-# L RROMREMER Z /R T L ) IR JE L8
ZERVT, REBINEIGENC X A B O D FEH WG Lo <EB 2 >¥EGEG 2 BREENCITERE L 72 Donryu
M= > b (17 38#5) 12 PBO % 5000, 10000 A% 08 20000 ppm D RE T 2 AR5 L7z, [FEEZ 17 8 -estradiol (E2)

%1 ng/kg DAET2HEME TG L7z, BSHTRICHKRL, FEEs2lE L7z F=I3mEimiIcftL,
FEHE L OEmSRHELL. <FEHm3>vrzAbtar L7y —a (ERa) 7% T A MEHOAE
IZOWTLR=F —#8BIZTFT v eI L BME 21T o 72

[RE4 - £52] <#Er1 > 20000 ppm $x5-8 TH5-% 1 HEIZEERD A S N7205, FO%IED» 2N %

L7z o, ERTHEMOEL, HSIRoORn, HEAomd, WMEMao &, FEEME EEEO

R ZS DTS HAL72. 20000 ppm 2 5-4F & FERO R EHERE 2 /R84 L 5 IPHE L 72/ T, RERA ISR

DEIENFED HNT2H, ZORIZIEEREEIE L7, ZoMoBETid, REMINIHENILEEO S iz 5L
AR HBNIRRAD N o fz. <HEER2 > PBO B 58 TR G-RME H & Il L TRERA A0 & 4172, 10000
ppm P LG HTTEMGEESAREIMT LD, HFEE TIIEEESRD LN L o7 TEMELED

S0 20000 ppm G- HETHEIET L7z, <FEER 3 > PBO 125 MEA Y E T&H 5 4-hydroxytamoxifen & ik
LTHHWERaT7 ¥ T=A MEWARH LI LAvREN/z. XD, PBOEHWIZA ha X Y ElEHT 5

TR, IRREICEME R NT T W REEATRIZ S 7z,
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BEDZNNVFXD Y —LEERICE 2WREANDEEZEDLR

P-039
A comparison among effects of PPARs on ovarian follicles in rats

OEH fﬁ%”,ﬂﬁ%EE B, % BB, &6 =R, #L B, BE PHE?, BL T, B —&?,
7| FE

VLR SE S SRR E AT WL, YRR TR BB AT

)V F ¥ T — A (PPAR) BEERI TH 5 VT F VAT V7 ¥ VB (DEHP) 1X, 7 v bOIlasdE*HEL E2 L
NIRRT S, SR E MY 5. —7, PPARa/v D7 v F~OFKG5-TIE, 77— 7IMarIrmzE K1
32BN TR 2SS ST B (Sato et al, 2009). Fk4 1k, 3H¥ED PPAR A, DEHP, YT FAF )b
7YY Ul (DEHA) BL U707 4 77—+ (CF) OIA~ORE L K L7z, 78#® Donryu 7 v » |2 DEHP
3000 mg/kg bw/day, DEHA 2000 mg/kg bw/day % #fil#E[1#%5-, CF 2500 ppm |&HREFIZTH 2 3 X U 4 3R
#5- L, IHEOBREFAIZLS L IR ARV E > 2 RE L7, BB SERI 2 R SRS, BGREIES
THE B X CRIEH OEA X 71§72 /R d RIS L7z, 2 o#R, DEHP b X 0 DEHA #EOMEINIZ, %55
A 1B R &) REVPBE I ND, CFHETEBANE L WERBTH - 72, 72 2 BM#H5-% 0 DEHP ##T
JREEREOFE LTSI N KHIZLDEEAOFEIL, DEHP & DEHA HOATHEZE SN, Zhb
DIGHOINHETIL, FHREEMIRBFSHINE O, 7 — 7IRBOmMA, IR0 mgkiL, #ik
LD Mgy, BHETIES 2 0BE SN, FREICIZINS OZMLIZRRO SNk o7z, FEHMIZ X 588l
B3RO LN Loz, RVEVMETIE, FERTH O E2E2° DEHP 3 & O DEHA #CTIF L7z, DLEO#ER X
V. PPARANE, KEDIRLODIEE B L CHRIIRF O ZI 2B 5 2 LR S 7z, IUIEFEH 1213 E2 OKF
B, WEANOHEIETORAY 7T 0V VPG L TWwE EEZ N CFRTEEN RO LN ro/zZ &
5, MR L7ZALFWEOIIENDOREIL PPAR Y IC X B /EH EHEE L 72

Hedgehog ¥ 7 IV DEAE D RR E N - RE RV BB ERER K
*
P-040
Epidermal and skin appendages hyperplasia through the activation of hedgehog
signaling

OX#t 10", WA E#, g BY, xR 887, B Ea"

Vy 259 28U (K eI ST Eimns, 27 A7 9 A8 (K el SnBmss,
VP AT T AR (KR RAVERFSET

[BEW]LEm A BLOBDT v b REHRSFHEAB TR SN RE RO EMNERBERO A =X 0% M
AT I AT T U= FIZ Ko TN L2 TR Z G T 5. [7E] /L& A B X OB % it Cr.CD(SD)
7 v b (6 8#) 12 4 B AEEIRN S L, 2 O8O R AR 2> 3l L7 total RNA % GeneChip (Rat 230 2.0,
Affymetrix) (2t UM SEEFRSBMT 24772, 72, ~ v AR E RO NIH3T3 Mgk L Tfba %
BEFE L, TagMan 70— 7% 272 real time-PCR 12 & o THEHIETFHEBHOZEH 272, [ER] WRENEET
BT X D, #@IEESRD 57T v bEEIZB W T hedgehog ¥ 7 F IIVIEERIZEEE 3 5 i {m TR TS BICHE L
TWALZENHLNE -7z, NIH3T3HIICx LIS ofb&a 58 L, Hedgehog ¥ 7 F VR OFERL A
FDO—DOTHAHEERT Gl ® mRNA BHEZH/ A, B2 ER L 2LEWIEZ OBIEFOR%
TR, FERROERN AT AMMOLEM O RE TIXFEIIRED bk h o7z F72, Hedgehog ¥ 7 F VR
DY R HER] cyclopamine DILEFEICL ), Gl Efn T OBITEIH & 7z, [#£%] Hedgehog ¥ 7 ) VAR
Tl, Z#1K1Z Hedgehog 25HEE 3 4 EMIIBNIZ Y 7 F UM E NS, ZFOME, WBEIRT GIl =i L TEKN
EEF OEEIEEALE N LD, Glil BH b Hedgehog ¥ 7" F VOREEIEFD—D2TH Y, FOFBIFHE L
7 FIVERBEE AL DIRIE & 72 B . in vitro DRENIB W T Glil En T OMFEIXLEW A, B ORBETOAED
L1722 &2z, Hedgehog ¥ 7 ViR D YR B FHER] cyclopamine DHFEFEIZ L > TEOFEIIAE S 72
Hedgehog v 7" F VgL, BARRRR, FURZ 0BG L, 2O/ §# B 1 EFE A 22 &
DMIHMEIREDO—HE R DL EDRMOENTVWDL I ERE, INE2o0OFMLEW L hedgehog ¥ 7 F Vi % 1E
PASEALT 5 2 L0 X o THRE - REMNEROBIZREZER L2 F 2 bhi:.
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BB LUERAT Y MBI 2EBEIDIND FFERE - BEHLD
ool | MEREOLE

Age-related susceptibility to induction of osteochondral and vascular lesions by

semicarbazide hydrochloride in rats

ot

O:tg =M, &8 & HL J K BxE #EFE BE PRE NI »%3, Bl #E
ESRVACEE SR et e S A S o 2

[FE] EI A NVANY R (SEM) (&, 7T AFREO/Sy & VEGERICBLTER L LTHRESNAE T VYA VR
YT X ROBGHRYE T, NE—7— N EOfGEEMP 2B ENTws,. —J, SEMiZag—7r L7
AF U OEEBRIbEHET LI Furvo—fE LTSN, & - EOERERE RLERPIEREZ SR T
CEPHSENTWAS, KEYD O SEM EBIEIIRA LY BALDETEOI EPMEEINTVE I NS, ik
B2 BB SEM OFMERE 2 L2 [J7E] 3B X 0020 #HEsoMEr: SD 5 v b iciE: SEM 0, 500, 1000
ppm & 5\ % 0, 1000 ppm % FALFI 4 EERMEIS- L7z FBOBWILE 512 2 HE AR 25 2, [EEE
& L7z HIRRIC & D & giEiRas A BIEE, FRIL, B - MEWRE 2 P OISR 21T o 72, 3R] AkEi
TIE 500 B &£ 071000 ppm FEIZB T, WHRAGICIERE, WS, RoOBEIEE SN MERFE0ICIEFinikE
ORE, BHIAERLEERE OEE % EEEOF - BEWREDSTED H 17228, R TIRE ORI 5 22T
Hotz. T, 4B B IOREERE 12, EREIIRIC BV TRt o & b pi ki O IR L % 720
7o =75, REEY TR - SEIRZIZILEIRE T H o 7o MRS B IREE O BRI TH
FEEC BT O FABEORZED RS SNz, S T3 4 A S B X OCRIER & O IR RENR D213 38
DHNmDol. [EE] BEEWIC BT AEE N2 O SEM BIE I ZRATN O 25 Th o 7285, EHE
B TliE 500 ppm LA ET, @O 1000 ppm BEICIEREEOE - g B L OCIMEREDED SN2 &7 b,
VR SEM AT L X W B WRZ MR BT A EE 2 N T2, WEOREREEOA ML, LD T B
WCEDWRERRLZEDRENT.

BREZ v MZHT 5 Dexamethasone 5D KRS EHBED
ook | mEEsrHEE

The histopathological difference between femur and sternum in young rats with

dexamethasone treatment

OFO 505, I f#X, WT B* AR BF aH 87 Jl & &F 6 &k B
RIEBGE (Bk) &ttt - BiREnfsenT

[B] ARSI BV CF OREMREORE 2179 B, @5, FEMEAI e LT, KRG K OHE A%
WENTWDE, —F, BIZTOWMIZE VA 2R 2 - 2P ABEREL S, FNOOMESR LB LT
flizdT9) NEWETHL I ENHESIN TS (F 25 MHEMRESES BH5). RUETIE, HmEimicsiT
LEYFEEEEEORBEEORM EZ BN E L, REHEMOFICBWTURERE*R I TIPS T
» % Dexamethasone (DEX) % #finT v MG L, KRG K OIENOFZEOHEIZ O W ORI S Z(L
B LTz

[J7i:]6 i o #EME Crl.CDSD) T v b (F#6 L) % vy, 05% A F )Lt b0 — ZKEH I BE L 72 DEX @ 0 (k)
03, 1, 3 mg/kg % 14 H MR G-, BTV, KRG R O 2 10% R EEE AV~ 1) V|
\ZCHE%Ef%, Plank-Rychlo #12CTHIK, 739 7 4 Y YR 28 L, HE JefiEAR% % v OR BRI A ZL 2 K
B

[ SRR O£ %] 4 Co DEX 5O KBS I121E, WERORES, Bk, AR OAK b OFEHL, #hd
BVERT R OB IR ONLEAEE S ICBE s, oo i, REROEY~O DEX 5 I2HE ShTwn b
ZALEERETH 72, —H, WEH TIERERDOERKE NEIRILHIZ BT A2KEMO R REE S, KiEEE
IFE L AL S SN2, T ORBE K OKE 02 bix, RICRENEILOBIEL RIET 2 —HO%
fbtThsrlEz LN RABROKENLS, H~OEYORLEILTAN L 2R D 0, 5 OB MEwREES
PIREAT 2 47 9 BRI, FEMERALIC X 2 iR BT O E 2 B L CHEMTNE L E 2 5/,
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Y172 LAK3B646 DTy b &ALV 28 HERERSSHHR

P-043
28-day repeated dose toxicity study of gellan gum K3B646 in rats.

O/l =mie”, #E BaY, 14 BT, S X", F8 A", K&K BB, ZH GFX>,
RE MBH,  #Hk”

U (#%) DIMS ERF=/5eH, P ZRELT - =7 - 74 (k)

[1ZzU®iz] ¥ =5 #2414 Sphingomonas elodea 34§ A EEIROANTF QLM T, F)Va—A, 7o Vg,
TNVA—=RX, TL—AD4DOOREDOMLR LEAL LR S A, BRI o822 E# & L TR
HHINTVED, Gk (S elodea S60 #k) DSEEAET LY 2T v A AL, EMICOThRRAZISESE TV,
A, BREORHNTH 72T VNVANLVT 77 —BiGHEE -7V ru=y—Eiftts K% L7z GBAD-1 #RIZ XY
FEAEIN/ZY 25 A K3B646 % 7 v M2 28 HIIBAEHS L, ZoFEEswet Lz, [HE] 1 HtEES 6
Bl 5 8l Crl:CDSD) % T v MY T v # 4 K3B646 D 0, 05, 158 L U50% % RS L, —ikEOH
2 fRE, BfEs L OEKENE, Rkt IREHEAORAE, MEEMHRE, A bk, Sk, REE
HEDB L &G H#RE ORISR LI L7z, R e L] %5 8HP, WFnoBIc LTz i <
—fREE, fhE, Bffs ks R BRESERRA, s A b ngmmds, s L O E
AR BT EISERN T2 L EZ ONLZLITRD N d o7 WEREREOMETI, MHED
50% B L UMED 15%HEICENGEREDEAED A S LAY, MHE D7 E O R OESHEHITA S L L A
M7 ISR & Z 2 S, K] RREBREETICBIT 5T =9 > % 4 K3B646 D i E&E (NOAEL) 1% 5.0% (i
4074 mg/kg/ H, M 3687 mg/kg/ H) BThbEEZ LN

KBEtESSF & REFRARE L ZEOEBYNOZE
*
P-044
Effects of repeated intravenous dose of water-soluble large molecules in animals

OdLiE #8%E, F=R &%, &I #H, RE xic, 185:7%F BA @F fE )L #BX 8 E—
AL T3 (BR)  doBfgeEat et e =

(B8] AWFZeI3K G ST & JOEE RN G- L 2B OB~ O I R 2 2B O W TRET L, Az %
B HHEANOFEEFMIC LT L 2 2 RIBHREEL LT HE LTHEBL.

[J7i:] W ADF v ) 7 —CHIMER & L COE L 2 S EIRAES THWS RS 7% A2~ 5~ (DEX) %1t
FIMAER OFE (F7F A M 240, 478 40 000, K57 DEX ¥ 5-#) L &5 =0 DEX (41 200 000 —
300 000, & 4>F DEX #%5-85) 2 A M4EH) & [ ED 10%, 5 mL/kg O THMESD 5 v b (551G 7 J8#)
BHE6 B 28 H R SAEEHIR RS- U7z, BatExt B & L CAEB AT & AR IS L 7.

[ ] BT, w01 DEX #&G-Ho&p<, i, M IFRCSREEERN, ~s7u 77— DIk 2BWaEA
&, WIS O 25 O MFT RAEO bz, o Bz#EA~ M3 2) Y RETHFOICE T Y, W
WE O~ ER R SN ERITROREILE ST DEX O &S T DEX ICHN, BEXE-72. &
45T DEX % 5-BE4261T, BRERIRNIC PAS Bt icge 2 BRCIRVEE D, 70 & ONZ B2 P FR AN 8 B B A I 45
PEERATRESD S 7z, R L 72 B 13 5RBRIK N O TR W L L 72 PAS Btk o BERCIRY) % 25 T 7z,
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T ARBENROEZAE X T > FEEBEIBLORIEHERE
%
P-045
Histopathology of porcine coronary artery implanted with overlapping of drug-eluting
stent

Ofm £", $B 57", Bl BT, B8 B, FL Mic’, B2 mF”, WE %"
VFOVE (B BRERIRAEEEY > 5 — Y () aEa R e Y s~ RIS

(5] B BT AL L LT, mEIIRIRAEE 2 A7~ ML D IRRT 2 EEESIH S TS,

&I/ AT~ + (BMS) Tl 20% R OIEBI CHARZEDHE 2 V), FHEBRS LB L 7 4 720, Bt ld, Sz sEs) 2 o —

M L72EANAEI AT~ b (DES) OfFHERT, BWREH TR 2AOAT v M2 —HERTHET 52 FH
W SN 575, DES BEH CTIIEEF R T 5720, ZORE L RIHMBFNICMET L LENH L. S0, 2
fio> DES & 1f0 BMS % 7% OREINRIC 1 » B REEZE L, MLz s L.

[77#%] Sirolimus AH A7 >~ b, Biolimus AYBA9) A AT >~ b F 72X BMS %, 7% OAEEIRICZNLENE
S50%EHESETHEL, 28, 4:BHL 0T 12 8ZICHEL:. A7 v MREINE » R, HE JOERT

JHHEEE L7 (AT v MEE 4%, BAYBEIMAT » MVEE 12:8%). F72, A7 v MEBELENERZ & X

7 v MNEE 28D BT 4 BBIGETENE M CRIg L7z,

[ 53] i 4 8% BMS F BB B2 N TE 2R L, N L maaE sk cd 72, —7h,
DES 2 & M N E O M 71X BMS & HARREA T, FENBICIE 7 4 7)) Y oik#E, EMEoREZ
I RO ST H L7z, DES il 12 lk TIXHE B EROWEG A TH > 72, 20 DES # LK
L7z2 2%, BAYEHA T » MEBEILE CIISIEITERE T, WEHIIE O BIFCh - 7.

[Féo] HiE4H%E CORMTIZ DES HBME CIHBIELIFEO b, A7 v MEBEIECTIEZOMEM A
THho7z75, HiE 12 BEIEBERL TV, 2O DESIZE LI A AREH ZHEH L TWLICHELLT, %
FERS & WA B ICER RO SNz, 202 s, BRHOEBIERZITTlEdn, A7 v hORsHeR
DRSO BT A 2 L AR S L7,

. A FEBEER ORI ICX T 2R MFHE
P-046
The safety evaluation of tissue adhesive to the optic nerve in rabbits

ORE Bx", #A %W, 62 %", HE &7, B/l BE", 54 BFY, ## x', &E BE"
V() L2 BRI ZERT BB, * () (L2 BRI SE T BRI

[iF U] MasLRE Tl CA MMM BEE ] (LUF, H#&H) MM S NDBIC, WA S T L 723E R o3t
WNETHIEDN DD, DL G EOREMIZHET 21592 KO LWRBIG P OE L PR oo/l
Mo, A, T FORMEE S S EEF OLEMI OV THHE L 72

(5] MR T, o9 ¥ (HARDGME, M, 158k OEFGTL#ED S, AEkiEs LICEE lem D45
LefE L7, WIRZ WL, MEICY— 70— e AL, #E7S L Q3Emafnzis L, MELL.
e & AR S 5 C & 2 ERRY A 70, BGERICROBWEZ AR 2. B S8, LEE
R RREEIS K O IRBH IR 2 5206 L 7z, ALERR 7 H HISHIR L, LR, IRERICINA, B, BhARA0EE 3R
L7z BEICHEWY, A MFIY Ty -2 F TV M, KT T OBV =T 7 AN TR R L,
TR BRI A 2 S0 L 72

[#WiR] —MREBISE K CIRBHRA ClE, WINoBETY, BISHHPICRFE RO oo/ HTI,
AR 2 PG L2RETIE, SR & AR ORMERE S N7y, B EA LN ah oz, HEHIERA IZ B VT,
BAERN G LTI, BoEA G SRR 2 U X 72 MR O SHEVEZ LD R0 H N2 616 & - 729,
e, BYRRAREE & b IZHERHE B AR ISR ILIdRRD b e o 7z,

[ZLD] WTFNOMEIZBWTOEEFKG L L2 RFEIRA SN0z MEMERAEIC BT, BEAIHE
filt 3~ 2 BLAREEE N OREIE L B W SRV ZALATRED B 72 AS, € OB EIE X EM TH ), NE ORI %
FEME N EMEIEE OB L2 L THAEE 2 S 29 Rt ln e B8R s n /.
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747V MERY TY A-IVEBRNEAR OB EAIREREICRIETHRIC
ook | B3 BmEmMEEHRE

Histopathological study concerning the effect of covering of fibrin glue combined with

polyglycolic acid felt on wound healing

ORiE mA", RE Bx", B4x 20", &l REF', #E #7", BF x, &E K&, 12 %7
V(AL AR ETRGERT R, YRR > 5 — S

[#E] DEEOFM T 2B L350 %E 74 70 VR ERY 7)) a— VERARGAT (PGA ¥ — b)) THET S &
PIG OEEADE, AT OBHRIFE PRI A SN D & DFERBEH S, S0l 2074 7)) “#lE PGA ¥ —
N OWEEDBIEE AT TR R 2 BT 7OV & Vv CRBEIE S I RRET L 72,

[53:] €€y b (Hartley, M, 5H#6) OWIIC&REEEREA (15cm W) # 2 @WAMER L, 2 22K
ELT74 7)) Ui+ PGA ¥ — 1+, BAE, 357 UBHAANTREE %AW CR S RIBEN B ELE % it L 7.
WiE% 8 HH RO 2B HICEOGEHRZ % b NICHFE 2 £l L, MAEEROFN & WmGMHTry 7 b2 Hn
TR TERE OFHI 2 AT WAV ORAE L AW Lz, B0 L7 RS R e AR AR 2 (R L, R
FRAE 2 AT > CHERE 2 B L 7.

[FE5] ALtk 2 38 H O R B K RS HREORAFEICB W THEREZNRDO LN 74 7)) Vil + PGA
T MEETCIE, LER 2EMEE L COEWRAHER 2 R S OB CHRAKRSEI AL AN 2 BE L Tw»
7o, 2070, WiEHR2EE THMEEL HEL T, BWABEEL Ro Tz ilEcid, 7ED Lo T, &
KED 5 WIIREO—E 2 AR L CHEEL Tz, 71 7)) U+ PGA ¥ — MEORHEMMMA TIZ, PGA
T— N OMFERIC B O GIRAE, HraAamss) HA: U, MRRRIELE 2 B L T,

[F&o] MMRIETE 74 7) V1L PGA > — N CHET L2 L12L D, RIBEICH CHERIEE D A - 2728
RIEFENLE LB, T4 7)) UL PGA v — MR RS E L CGRAMEMICEHCHIES A D AATHE L, Bikz3
P LTwBEEZLN U EXD, BRTHEO 5N TV L EEHEML CRBIGEIRH o R, a5
BRI L o TEMMBEEINLZ LICE o THEL TV A REMEDRIB S L7z,

7y FORRBEEMERICE T DR EEAKREOEBFRIELR

P-048
Histopathological changes of the skin (treated site) in repeated dose dermal toxicity
studies in rats

O X, R FF, BH =E3, vl N\mER, B B, /) 4 &N Bk
SEEEAT A YA (RR) MERbZEE Y v —  IRERATZEED

[Br] EES GLHAD e bR om M U<, RS0 2FHMERBRE1T ) 2%, 5500058 O m B
BFHEHM 2 15 L < AT 72012, ZHHFIRL bSO WELR - {LFMERICER T 2 RS0 =2 > TB L 2
EIWEKREERETH L. 2T, BFITYWIGEHT TIHHE L 72 RAERER I 53 BR O % G- 5800 57§ % FHETFA L 72 0 Tk
o

[77%:] CrlCD (SD) 5 v b % H 72 IKARRE R % 5 X BR > M L i o R BE, #EpAoet BB (059% CMC-Na i, + 1) —
TSR, EHIGFEREE (AR (0— 2 a YA RER), BiAE] © HE WERRERICOWCTHE M 1T-72. &b,
FTRTORBFIIBNT, 5, BCEME RS L 512, BRESNEY )~ Mi%ETEY, 2o
APREPE AT TRV CREIE T 2 HERGIZ L DITbR T3,

[#E5] GV E O ERZILE LT, SEEMIGRE & R BE 2RO 57z, SHEIGREIC O W T,
TBALIERE & IbNC, MEESRIC A ) — 7, v = 3 UF] REHB X OB TR A I R R L7, R
JZIZoWTIE, BULEREE B L, HETIZIER B L OBAHIT, METizr ) — 7 v—3 a3 VF, KER
B L OUHI TR 3 2 Em 2 7R L7z,

[Z4] ) — TWMRBAR O BKEDOHNIZOWTIE, IV D, HAORXEY THR YR
WCRZIERGA L 720 ODBAL L7z, MBS LD M ENs 2 & L TRIBNORTRIZ 7% > 72T REENE 2 b7z,
F72, BfFNC DO W, KiEMEsH 2720, HHORE D B2 PWHENFRRE o720 O LR SNz BRE%
GaERBE Tl EYoWHEN - {LFERICE - T, GV EEOZISMBEHSND 2 EDEZLNDLT20,
ZO RN TEE L ORI 21T S EAVRYITH 5.
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E—JIWVKOBERESHRERICH T B IREEOLE R OHEBEFIEL

P-049
Histopathological changes of the skin (treated site) in percutaneous toxicity studies in
dogs
Oma =85, B E&E, #A X /A A EE B, RIS EER, RER Bk

SEFEAT A T AR AEERIgER v ¥ —  IRBINEZELS

[B) mde, SVHFNIEIWER DD 72 <, IS i B O MR R 3R DA 5 7 EOF A 5, BEEE SO/ HF
NOHKIFBLEEDIHA TS, L L, BEUREIZBI G EOERIFLEOHEITITE A LR, 4,
LFFFERTIC BB R EN G L 72 A X O RAERER #-5- 3 1 R HH 2R O 4% 5- 3807 K2 i 4 AR = 09\ ST EFfil L 72> ©
W3 5. [HE] RetfBoBEstEi GFiz2BEL, BMk0Y v 7 v bx2) RO R [
WOBMEINZ T, AR (0—a v#F, 7)) — 2%, WEH) FREH (7—7#) %23#%5] & LTH
w%nt%u#H%@Mﬁ%&ﬁ@&%%u&E@HE‘@ﬁﬁ%ﬁ L7z [R5R] AL e B ¢l 2
KENMERASNT2OARTH o7z, F/2, U= a YHEITREIIEAS N0 o7z, FOMOIERIRE (7)) —
LF], BEFINO T —TH) TiE, BERECNMZ T, BEEREB L OEEBHEHOGHRERE T4 L L7 SEMEM
JEEER AL, 7)) — 2HNLENKER NN T — THI TREE N OB R 38 O S MM IR o S8 A 50 K
OREEIZR <, IS, S®EACIEEERFHOKMEEMBZEORERES T 272 [FL0] E—= 7 VRO
B G-aaERIC bﬁé&%%ﬁ&ﬁ@ww@ﬁﬁi O—3 g VHISBILERE< 7 ) — 285 <75 — 7H <WEH
DNETH - 72, BFICHEKREH] CEBZEHPH O SEEMILZE AR < & S I/zhs, BERNILZ U — 2F5N T~ A
Wiz, HAOREHY) TOHYWNTIEEL, ZRHPBILL720, MEICI > TOMEIns 8L TRE
@ﬂﬁ&&okﬂ%ﬁﬁ%i%ﬂt.%—7ﬂubwf%E&%E@%E@ﬁ%&ﬁ#A%htﬁ,H%@@%
BT —THRIOME DR E o zb o LHER SN BEERGEERBR TR, BYoRE, %57
THG IR DZALDMBH SN D 2 EDE R ENL 20, FO IS &Ebfﬁ@ﬁﬁ%%@ﬁ%ﬁ‘l
WRYTH 5.

7YX RERBRBMEHEBRTH S h 5 RE OHEBFIEL

*
P-050
Histopathological changes of the skin (treated site) in cumulative skin irritation studies
in rabbits
OBRER HEF, /I\tk #2, #5 FXX, EEF B, 7] W, #&h =3, B Bk

=EALFEA T T ARR) BERBTZE L Y —  REERTZERD

[5] 79 F %2 7258 SRR E R E, RIS R LA S 7 & W B S EBE AT L2 R ISR L 2 AR
U2 @i e 2L 2 WA T 2720 Tbivs . BBEYWEOREZIE L (FHIiT 2 7-0121F, FIE @RS
FHFEZ L ABHOGELILIBT L2 I ENEETH L. 40, MUTIEHTIC TE I L 7 B2 S8 5 o
BEREZ VT, IO OEKNOFEL FHEMEFIHET Lo THET 5. [HE] 14 721328 HE OSSR
FERBE BRI TR S N7z, BALEIREE (BRI OBEDA), s i (B AEKE 721 3ES K
ORI S) BLOEFEE (0—2 3 YR F3RER OIS, 77— 7H 72135y THIOMERS)
OYG-ERAIEE o HE Jeta @R (FF87 VL) ZFERfi L 72, [FR] EHIZRSICL A8, a—Ta VHID 1/2
H, BRI 12H], 7—7HO4/S5HBLONy THO 12K TAHALNTz. EEibiE, REBE, BEEO%
JEMEAIIERE B L AL tETH o 72, RFIEDS L OCEF OSSEMEMIZIZE X, Bl X ) S T, /2,
%W&%f@u—vayﬁ;h%%%f,%%&%fir THIL DSy THITHEWERICH - 72 [FEEE] WU
KIETH > ThH, BT L IHBZILOBEICE LWERALNZZ Eh s, BHICE TN LT 0E NI L -
TH IO R E (R o/ E2 o $72, BHZEERGTIE, FEF S DML E 12 X 2 W B 7 i
A - T, %m&%;b%ﬁﬂwﬁﬁﬁﬁio%&%x%ﬂf PLE XY, #BEWE 0¥ 550052 T~ D JRy Ht
W7 EH 2 I3 2 B3, BRI R GEIC L 2 B OFELHE MO 5 LENH L L EZ LTz,
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mEEHHRICE T IREEABENREE AL/ 7/ 21ETD
%k ]
P-051 ERM
Combination of histopathological examination and immunophenotyping is important in
immunotoxicological study

O—VH #F, Btk St E =8, $%HA 8, AR F/E, B/ NES
RMEHE ah T3 (Bk) - ZeaxtEREZERT

(B8] 4E, GEHMTFMEITA A4 AbEN B % EEH SN TWA, HElEIEESERT B 5 m PRS- 09
70— A MX M) —EEAWIA L) T2 ) A T RMAEDELZ LT, X IEMICREREE 7T

T ANVHFCTE LI L FMHEREL, TOEENEZRTI L2 HWICHEREFT-72. [J7#E] Cyclosporin A(CsA)
% HEVE Cr.CD(SD) T v MIZ 4 SR AR 3% 5% 47 o 72, $x5-Bth 1t 2 AR M O 548 1 R\ BRI M OS5 B % 47
WV —IRIMESFIRAE, 70— A F A MY — (FACS) 12 X ARMEIME ) 0% - &Rk ) > 5o 7 =

) A THREN OREAAR A R 1T o 72, BERMOER] CsABEGICL D, R TIEEY v 38k Buza >
PO = VEEEAREREZZD R VWHOD, 75 A THETIE THIEOEAEPER L 72, MR Clx, Mk
BB O DR &F TROLN, 7/ 74 7H5EICL ) CDABETHITH L Z Lhmmesn, —
5, Wilg Tl CsA #5512 & ) PALS #HI 0 ) ¥ 3Bk % B8, F12 CD8 Bt d Cytoxic T Ml Td % W EE
EATRIEE Nz, TEHY YSETTIE, MEBRERICE, G TIRO A THE B ) ¥ S ERO A % 5RO 7298,

T ) AT, 5% 2 ABETH THIOESEISRAER; RO b2 e 0s, ENEIZELE,
CSA X BIZX AREESMITE L Z EAMER SN, D EOKRE LY, CsA IZRMIM T i, P PALS @
CD8 Bt T AL, W v XEifs R T Mg, Z L CRBRBEE SO CD4 itk T Ml 2 BEET 2 2 L SRR S 7.
FACSIZE DAL/ 72/ %4y ZIZMEFAIRETRZ SN L LMD~ — 7 —ORNICEET5 2 &, i
HMEFBETIR 7 2 2 7 4 TORESRRLNER 2 &, FUHLILOEENTMeREO N EEETLE, Th
SEHOBEZMAEDLEDLZETLVEEMARESRE 7O 7 7 A V2R T 5 2 LD R B, oA
THBDEREIT5720T, TORELIETHET S,

Cyclosporin A, Prednisolone R T Ibuprofen D% EHE4Z(LDI&ET

P-052
Immunotoxicity evaluation of cyclosporine A, prednisolone and ibuprofen

OiIH =, /W 5h%, ARE &z, B #© %, 5K BE, #BH A&7, W HEZ, 8% ExF, HO g,
FOT vE4E, 7Bk BASE, MHE &

A F YRR TERT (BR)

T NERWT, IR, WEREROCY) Y88k 72y MR % %EJi L, Cyclosporin A (LLF CyA)
Prednisolone (Pred) & UFIbuprofen (Ibu) D4EE#HEZEILICOWCTHEMREG L7-DTZORREMET 5. [#
B RO )73:] 6 il Cr,CDESD) 2T v b2 T, xFBE#, CyA 25 mg/kg, Pred 100 mg/kg & OF Ibu
100 mg/kg ¥ 5-HEE iR, 4 WM ER G Lz, 72, AE, MiEsmed, ST ER RIS R
Je ) vosEkY 7y MR FEM L7z, [FR] M7 Tl Pred B CHIMER, V) ¥/ SEREUL OIE gamma
globulin D FA5FED H L7z, CyA KU Ibu #ECTIEEED RO LN h o7z, WHEENHRATIE, CyA B THak
DOFEXS T CAHRT B DL, B AR ORI ORI O WA, PO PALS SIS KR OV & 8 EREOR ONEfa e
Hub oA, FEY 2oSES, BRI 3 K OVINE Peyer s patches OB H U254, £ 5z B T MB35
A, Pred BE TN N OB O AR I AR B O3, RBlis, FEE) >/ Ei, B > X8 OV Peyer’

s patches DIEMLZEEDFLD H L7z, Tbu HETIEEED RO SN Loz, V) Y REkY T v MENTTIX, CyA B
T ) > 738kE, CD3+T Mifukk, CD4 + iz, CD8 +#fL, Muls & OWigo> CD4 + Mg, CDS + Mo
BAl, Pred BT DY) »/38k%, T Mila%, CD4ASRA+B Mgk, Mafe & O WliEo CD3 + T #ifa%, CD4 +

KU CD8 + Mg DA DFRD Sz, —77 Tou BETIZEE RO SN o7z, [iaw] PLE, i K O9R B A,
) URERY Ty MR RS, CyA B & Pred #ETIEIEFHEIZBEE L 2L S 7273, Tbu #ECld[AfE
DEALIEA SN Do 72,
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%
P-053
Immunohistochemical evaluation method for drug-induced phospholipidosis in mice

Ok BXk, #Hi =¥ F 8%, =4 &, B8 87, =46 BF
WL (B BEHEWET  Raties

[H] SERFHTEME) VIR (PLP) T, fMBHNO Z 4 V' — 2120 FF v RS &) VIRE oA
PEEICER L, WIS Eo RSB SN D, L L, MEWNICIEEERE L2546 b MiaE
DZENRALPEE SN 5720, BFHEEHHE T TORBMGEFIBIE CIImE O HIINEETH S, 22T, PLP &

FERIDLTIPI TN m2HEG LT AOFEB L OEEE AT, 94— LADBEHTH 5 lysosomal
associated membrane protein-2 (LAMP-2) 38 X OHINIBA ORI OIFEE H T3 4 adipophilin # iz df 35 2 & T,

PLP &N ORI OEBRE 2 HH 5 2 & S REDLE IOV TRGES L 72

[75i:] M7 @5 CrliCDIICR) ~ 7 212 300 mg/kg/day D7 + 2+ — )V & 7 HE SRS Lz, st
MELT025% NI HH > b TAERE A, &G OBH IS X OB E il L%, HE R
7 6 N2 LAMP-2 8 & UF adipophilin @ S ge AR 2 /EH L, JGFMEMEE T CBIg L. /-, ETHMEICL

LI RE RIS b Sk L 72,

[ERBLUEED] 7 FaF /= WS HIZBW T, AERLEOIFHIEO 2L L OTRME LR Ao 22
bS5, BT BEMEEM A T PLP (245819 7 lamellar bodies 2SHERE S L7z, 26 O ZEfIIE LAMP-2 5295 4
fulmtE s £ U adipophilin S g talE k2R L7z, —7, BERSEFEBS IO o+ vy — VG TR o N z/hE
Wi OB L ORME LMo Z2luid, BT HAMSERECENIECH 2 LiER S, LAMP-2 fEgM
Fet B X O adipophilin SBEFEEEEZ R L7z, DEX D, 7 ZOFHEB X OEEIZBWT, 212 VgD
FRL94 v =2 LA ORRNEIZ, LAMP-2 8 X 0N adipophilin D fEGEICL > THHITELZ &0 b,
TIERALF B TR L 5 PLP OFHdEH E E 2 iz,

NASH-HCC i STAM V) R(ZH (T ZIRIEHEBFARVER

P-054
Histopathological analysis of STAM mice

ORT IEFE, WU HEAREB, # 74, AH BX BI uF R S5 2
PNUTTRVANG SN A e DR e ot

[T EOHB) E7 v a— VBRI JE (NASH) 12, BFBEICBIF 2 A R v 7oy Fo—2nFREAE LT
WL TV EEO—2TH ), IFifgs (HCC) OFERIFEEE LTHiEH SN TS, 40, FFROIIER,
ML 2R CTITIZE, & 5 121F HCC ~ & wREA B IR (24T 3 4 38l NASH-HCC £ 7V Spgs S z720, B
TR % O R BRI BT 2 AT o 72, [J5k] BB & LC, STAM Mice C57BL/6N-NASH % H\ 7=,
HR2 HE T, BRRARETHHLA ML T MV v v (STZ) & BRI EIENTRG L 7214, NASH #H7H i, 4
BABEB IV BRI EE 5 272 —HREEICE, FRICEEETH S AIN9IG #5272, £HEL bAEKR 108
KO 18 #IZ THIME AT, PO MBS T 217 o 72 [#R] T RMWEL TH S NASH 1, NASH FH5eht
IZBWTIE 108 X Y eflicB v ONERLEREMIZIER, ballooning, mallory body DT A% 772 (NAS
B). —HMBEEEICBWTIE, INOORETROLR»->72. NASH F5HETIE, 10 81281F 5 foci, adenoma
K ONHCC OFEAESENZFNZN 40, 40 1N 20%, FEEMEA 18 £ 30, 04 £ 05 K02+ 04f@TH DY, 10
XY BRCIEEMRE OS2 O 2. 18 HIZB W T, foci, adenoma & O° HCC O FSHEMEEE SN2 1 100,

100 X OV 71%, ZEAEMEAHY69 £ 20, 49 £ 43 V10 = 08I TH ), SHEIERGMERE 2 D7, —hxf
BECIE, 10 BI2BWT foci DI, 18 BIZB W Tl foci K U adenoma DFsAEEFED 72, [Haw] S0 5EE: X

), STAM <7 A28V T NASH 2 HRZ L L C foci L RS MR E DSBSz, ZOETIVIE,
NASH #H 5L LB A %Y — VIR D5 & E 2 b7,
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SKG/Jcl ¥ XA & AW /-BEE R T T IVDHEIL

rm% —FFICRIEEBIEMNZERICERLT
A preliminary study on establishment of rheumatoid arthritis model using SKG/Jcl mice
with a special reference to histopathological alterations

OfF =¥, NB ¥, #1 F¥, EE =7, 8 BX, % £— EH BEEF, T B+ =8 [%L,
£R Bic, FH /|

(W) B8 B SRR 72

[Br] feEdmtte A9 A2FEIEatonEmihams, BE2ERE L CHORERBIC D P82 RITT
CEPBEINTWED, [LEWEIC L 2 BOCREREOFHHZE I CE L SN TRV, & Mo

< F (RA) IZERAHOEMESENE B CEREAT, JIUEML 2EIREZRT S L OF FIVEDHTL S
TWDH, ZOLLIZEELANMEEAZFRT LIRS, T L THELEOIFIEMIICHEH SN TWS. L
L, ALFEWE OB IR B B D 20120, FBIEDFRRL,IHHE T A AT T NDSRLIE L 2 5.
FIT, REFFEIE RA EEULL 2R 2 HRFSIET 5 SKC Y 7 A2 W, e Bz #Z % T5s2 % H

e LCEMm L. [J7:] 5 Mo SKG/Jcl <7 212 PBS % 721& Curdlan (SRS #H)) % 1 RIEREAN 2 #%5-
L, Mg a7 L BEOE S % BIHE L7z, 10 EEsEICEBY 25 L, MRS B X ORI
Ju—HA MA M) —%HEH L Fo, ORI, fRREE, TR, LB X O
HilZ DWW COHEERE, KEMBREBLOECLAOREEL ZAaTILL, 0O 4AE % Histological score & L TR
MO % 177 - 72, [FES] AFHEECIE I B M BIRISAEMEET A A S 72, Curdlan $%5-5 C 13 BEi 2%
DGR A SN, FAEIRA 27 L 1ZEOE X 259230 L, Histological score d¥INIL 72, & 512, FKi§I
D) v8ERE, BAKEE L O CDATCD25 #llfHE T Ml fhsimd L7z, [Raw] A7)V ClIEBE KoM h3 b€
TV TH D Z s, [LEWEIZ X 215 - HOWTNOMEIIK L TIMRIRETHLEEZD

N7z, F72, Curdlan % G-HIC B HEVERIE OB RIIZRM MO CD4'CD25" Hil#d: T Milso ) & 255 L ¢
WA TTREMARIE S 7z,

HIEECY POFE L FEMOENR

P-056
Analysis for induction and localization of intestinal cytochrome P450

OfRE BmE), TE 18 A N—, #HXK B, /W RKF 8K & AWM 185, &7 A%, N i,
AE s

B Y 7w MARKE R BRgET LA sEER

[#Z] CytochromeP450 (CYP) (Tl - WML, BB L U4 &SI d 2 KERILEER 7 7 2 ) — ORI T,

R EOFUBIZIA L ST A, FFICHALE CYP IZoWTIE, &0 - SEWAE EAEH OB A 53044 { O
HENR R EN TV AL, JFlE CYP I2xt L CTid T E CE R EHli S & VL= CGEMER) FHEiA % ShTwnb

25, {HALE CYP OMBEFIEHNIC O W T T kA vy, 22 T4 1L, CYP #FE%EH] (Dexamethasone)

F 7213 AN (St John's wort) ##%5- L7z v FO/NGIZOWT, W& B ZAAASNDE L EWEEL, &

SI/BEIC BT A CYP o RfEM MR L7z, (7] 7 8EO#EM CrlCDESD) 7 v M2, ZE#K (10 mL/kg),

Dexamethasone (DEX : 30 mg/kg), St. John's wort (SJW : 1,000 mg/kg) # ZNZ 14 HE (DEX X4 H

M) BOS Lz S5 THORH DEX IR A H), MBI EZwmE L, HE 4t fEiiikibs
Yot (BT CYP3A1/3A2, PLCYP2B1/2B2), BLUETHEMBIC L 2BI8 2 1To72. 72, /WNEB X OIFED
CYP3A1/3A2 122\ T Western blotting # 7V, CYP O&EH & %M L 72, [#H] DEX #iZ>wTid CYP3A
B L O CYP2B O#FHED/NMg B L O CREE ISR Sivlz. —F, SJW HIZOWTIZ CYP3A IZDOWT DA
FENRD SN, FHEOREIIIE L ) /NGO BRREETH - 72 ZFHO/NEIZBIT A0 CYP Bt
22l EELCI D £ < A SN, CYP ORBIFEMEA RO Sz, [BiE] MtEIcks i, 2B s A5 2 LT,
CYP ~NDO BB % {MFWIFHMEc& b E 2 67, Tz, YL LR THFEREIGIOENIZL S CYP D
BAFHT 256, WIKE Y /NGO DS USEDS B I REME2RIE S L7z,
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2EODRLZHBHEMHIAEZ v FETIVEIO~Y I O7 7—2 LR

ool | PEEOLE
Comparisons of properties of macrophages and myofibroblasts between two different
cutaneous fibrosis rat models

O Juniantito Vetnizah, #:2 ®%, X% &, 28 &, WF XE
KRBT RFERERE BRERH R E

Interaction of macrophages with myofibroblasts play central roles in fibrogenesis. Characteristics of
macrophages and myofibroblasts were investigated in punch-made wound healing (WH) and bleomycin-induced
scleroderma (BS) models in rats. In both models, ED1+ and ED2+ macrophages were predominant at early
and mid stages, whereas OX6+ macrophage appeared later. Galectin-3 (fibrogenic factor) in WH was expressed
exclusively in ED1+ macrophages; conversely, the expression in BS was highly correlated with ED1+, ED2+
and OX6+ macrophages. In BS, macrophage appearance was correlated closely to myofibroblast formation,
of which appearance patterns were similar to those in granulation tissue phase of WH. In both models, the
immunohistochemical marker expression analyses showed that pericytes and hair follicle dermal sheath cells
might be possible precursors of myofibroblasts. In BS, particularly, hair follicle loss due to apoptosis appeared
to be associated intimately with macrophage recruitment and subsequent fibrosis in perifollicular areas; the
perifollicular fibrosis was characteristic of BS, resulting in greater cutaneous fibrosis in BS than WH. This study
showed similarities and differences in properties of macrophages and myofibroblasts between WH and BS
models. More detailed comparisons are under way.

IERF RS EEERZ AV iR EMEOE7E EHMEICEET 2%
—B&HA Progenitor i (3 B ZABERFMIRE D XEICFET 5 —

Research for distribution and differentiation of preadipocytes using organotypic culture
system - Adipose progenitor cells on surface of mature adipocytes -

P-058

Ol &', gl BEF", 88 R, WF LE?
VERHHESLE () MR Y 5 —, PRBURFTRF R AR

[F5] AFEEROY A2 77275 —CdHI00NE, TR OBE OE « O g olRIZE Y EL .

W I e 18 35 el oD L AE TR & 72 2 IR progenitor ML DWW T, HRRIIEICOWTREZFHHON R ELR->TH
N, ZOSLIZOWTORH LR EAL . RIFZETIE, FRIHEOFH in vitro FEER % FvC, & progenitor
M @ JFTE J2 OF progenitor Ml 18 7> & BRI B B~ D 5L IZ DO W TBIE % 1T - 72, [J5E] 6 # o #EE
Crl.CD(SD) T v b % 22885, BUREEHZ T BRI ALRR 2 $RAL L, Mcllwain % tissue chopper % JH\»C, HBEH#L
MEA T A AREREANFH L 72, AT A4 AR MillicellCM _EIZHHE L, lER# D 5\ it insulin, dexamethasone
U 3-isobutyl-1-methylxanthine % & € RI3-LE 12T CO, £ ¥ F 2 RXR—=F TR L 72, Days 0, 2 U5 12,
NR IR & OIS A 2R 2 BODIPY M OF Griffonia simplicifolia isolectin THEqk |, Hoechst 33342 12 X A4t f%,
L — WS CIRIASRE S OB BIE 2 FhE L 72, [F52R] Day 0 OEARBE D 5 1%, BRI,
Mo L 22 25 5 iR & B e X D\ EAT 3 2 M 122 C, MO K OFEFIZEZ LWL E 245 2 M
%Rl sz, Bl b Day 2 AR T, MFLE IZHGR 28R 2 S8 h T 28558 EH 5 W IdL A
EORIERAG A AS, 13 8 B K O SR RIE 2 B W CEEERO Sz, Day 5 Tld, BRI 12
INBUIRI I % A 5 55% < ORI AEED S, FD1F L A L)% lectin BPEMIE & M EE 2T L C
Wiz [ER] AT 4 AERE AR ER R, A2 in vivo OREZFI L /-4 H % EWR T
BHEEZLN. TA5ROBRE, TERACHIZE S WS M RPN 2 T, B IRBHM R 12
1E1E5 % I8l progenitor MO FEHRZFHT 20D EEZ LN
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7y P TEFEEICE T IHREEIEY — I —O%RE

P-Osﬂ;) (Pituitary specific transcription factor 1 D#&57)

Investigation of a new pituitary tumor classification marker in rat - pituitary specific
transcription factor 1 -

OZRE Mg, =4 mE¥, Wi FH, Bl K& Al A& #H#H X #F 86 #E R
A T3 (Bk)  BSERIZEL > & —

(5] FRES T Cl, ArSERIVE VAN Z, AIEEMiL 034/ 5L SRV E ¥ ORELE /55 IZ B b
LB RT O3 S AEA L 72 FERAATES oM 13D v, Fer 1L, 526 MIARSS12B8\W T, Steroidogenic factor
1 (SF-1: LH/FSH #EAMBRRERNT) 27 v N TEEEEOSHICBWT, LHEEMBEREZRET 2 H
AR~ — =Bl ThHib I erR Lz, KTk, &5125 v b FVRMAENES T©o PRL/GH/TSH #E A4 #i iz
ARG Cd A Pituitary specific transcription factor 1 (Pit-1) D38 %X, LH, PRL &DORiHER IV E VE
AR SF- SBLE o B A fE L7z [J5k] IE® TR 7 8 CrlCD (SD) v M @ PRL/Pit-1, LH/
Pit-1 . O LH/SF-1 o " @ fEgefa 2 i L7z (361). TIEARMEMERZE 40 ~ 115 Akl Cri.CDESD) 7 v b
@ LH KO PRL R4l X 0 ARV E & 2R L 7282 5 B K ORIE 44 B (FF49 f5)) 122w T SF-1 %
O Pit-l OB 24T 72, [#EHR] IE% TEMA T, Pit-l 25 PRL Bt Tl 2 78 L, LH BatEMiiE < a:
ThhHT L, F7z, SF1BEMEZRT PRLBGHMILOHAE L 02 L DSERR S L7z, FIRABIEEHRZ Tk, PRL
Hiph g PR T Bl R 22 00 OS2 LH ) OF PRL ) by PR3 SRR IR 28 0 4217205 Pit-1 P2 7= U, LH HUM G PR 38 5l 1495 22
X, &TCPitlEtTchdo7. F72, LH, PRL KO ZDOMTEAER IV E VIZEETH > 728 MHZ (null cell
adenoma) 1, &CSF-1 12T Pitl BHETH o7z, [FL] Pitl 137 v MEF FIEMAK R OTF EARRT SR 5
ZIZBWT, PRLOFEAEBCHEMELTWEZ VRSN, F72, SF-1 54O null cell adenoma (& Pit-1 12
EtETh Y, FoXhmiias LH & O FSH EAMNRRHCHET 2 LI L 9 5 & 5 % 55055 2. Sk
HoEWT v M FEAERIIEHAVE Y ORL S TEMOESG AT (Pit-1 XU SF-1) A G b7 58
EMTAZEICLD, UM EERRBEEIEONLbDEEZ NS,

N-ethyl-N-nitrosourea (ENU) FE¥Z v b iR iR i85 O i lisi LAY
% | ta5t
P-060
Immunohistochemical analysis of rat central nervous system tumors induced by
N-ethyl-N-nitrosourea

OXE FF, Cho Young-Man, ZH ®=L, /NI XEF, I #E
[ 37 PR 38 o A R AE P ZR T R B

L MZBWT, AR X I S W b o0, BEMEOMEE Tl e REL, EMR S
L — FOEPBEL ENTWwaA, 1980 FA0 50, MiER; ORLRRS-1 0 B RIEALER L= 0 F A EA S,
1990 A8 5 1%, 412, Ki67 Prlicxd 3% MIB-1 Pk = 72 ERE O I 12, S EEE 2 HEET 47200
HELTFEREEZONAL IR > TETWAS, EBFEEIWIZB W TIE, N-ethyl-N-nitrosourea (ENU) % 4IRS v
NOREIRICEZS T AR RMAEICLY, b bOEFNICEU L 72 PR REIES S FHE SN, AHRETVEE X
LNTW5., —FT, MfEER 7L — FIZOWTREMBILFZNTFELT AWzl 2t ) ashTn
R\, SEF AL, HIR17HHO F344 7 v MR L, ENU %= 20 mg/kg bow. #:8 L, A=1% 35 8 H (&1 5]
AT, Ty MICEAE LB O PAEIER oW, HE AT TOMMERE, MS5H5 M5 AN H g s
BIUOHREOEM L, G2 X 5 GFAP (glial fibrillary acidic protein), S-100, NFP(neurofilament protain)
BLXUKI67 2 EIZOWTEHI L 72, ZOFE%, v MIBWTh, MEHREMIEERLEIEZ RS 7L — FIVIZ
¥ &N A glioblastoma Tl, Ki-67 k#1369 = 14% TH Y, BAVEOFIWI L —RFIHAWIEITIZHHES
5 astrocytoma TlE, Ki-67 HEi##1£35 = 1.3% TH Y, glioblastoma & astrocytoma Tid, Ki-67 HEik#124
H(<000) REDSDHLZEDHLNE RS/ PLEX D, Ki67 ZHWZHHREORKENIE, T v b A EE S
WZBWTh, FRZMZFRLREEZ N 612, BHIE, MofEdallsnwad, 7 v bR HgEER oMk
BAMET L7200 BFEELRD D 50, MR EIT-oTn5,
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B ICE 2 5E{EX ML ZDOER & DR FIRB OB

%
P-061
Oxidative stress induced a disturbance in cell polarity

OxXE FIAEB, HEM F8, 118 &
Wi R B RARIW B

[B] BR{LA b L 2, RIEMRERE R EORERED L VITEEICESTLEEZ20NT0E. TNHHR
LA TR D BESBE SN TV DS, 41X oMlamito fE 2 gL L OREsRsd - By FL
FTHLHRTE LCEEA ML AIZER L7z, RBFFE L, [BEEA b L ARSI &0 L9 2l =52 %
PREET S LS, FoSTHEEERH O ET A IR BIE Lz, [FEglEsss iz © & 2 MDCK (%
figm A R ) & IV CERILA N L AR % N 2 ek b 3 A2 ER 2 LT oEBICER LG L7z (1)
LR A N vy v a v (T]) OFEH @ @M% Fio 72 & EI Db 5 T DRAOVEH Q) Ml
TN 7 CTd 5 aPKC, Par3 ~OfEH. 215 1)Q)E) 22 TRIEMBALZEZ W THE L7z, 2512, 1
VEALRFEIZ L DMILA P L ABEETFTLVT v b (V4 2% —F) OIFBIZEIC T 2EH 2 MEt L7 [FE5)
kAl L 72 MDCK Mg iz H202 % WLB L 724558, aPKC, Par3 @ T] ~O RS HE SN/, /2, TIVIE
~—H—"TH 5 GMI30 DENBEDSHE S N2, —F, TIREICED S Z0-1 @ T ~DJHFEAL R Hlf
¥& 0 F E-cadhrin ® BT LIZ— R, [EHTh o7z, S 512, SEMEEL V2@ H 5 Par3 L ik s
% aPKC O ERLA M L AR X DA T2 HPHL N ofe. TRHHRIE, BALA ML ABEEET IV
F v MFETH RO REEE SNz [EE] Par3-aPKC A RO Z BRI O mIERIEICLETH HH
PHE SN TS, SO SEEILA ML 22X 2MiagER, WEFIHEK T TH 5 aPKC, Par3 IZfEH L
FNLEEEOEE Y HE (FERE) LoE MluBEoREliFmasni-tExons.

NMFERRFERICH T 2 ERZERICHRBREEOMED

P-062
Implication of the results of tissue cross reactivity study in therapeutic antibody
development

OmngE =2, B K7, BE PRBE =tF 88X M BR B @RE HK KX
AN (BR) A tERETEAR

PURESEMEFE DO/ T RSN A T4 > Tdh 5 ICH S6 addendum TERIZH 725 T, & Ml#EZ 5 OIZIERR
MBI AR LR, S A OV & W -k sc 2= RO (tissue cross reactivity TCR) SUBROMEDITIZOWT, {EXE%
HWa DB LTV AE, ThFETICHERAE, e Mute FIL6 LTy —F/ 7u—F Pk (727 747®)
DFIFEDOMIET, 2O TCR#MRE, UHVARAOREZBEL VL ERL, €D) LWL OPDORHKIZD
WTRAELTELY?Y, 4k, Choofifz o, PARERLBEEICB TS TCR RBEGEOE L, 20
FMEE IS BB TN E m %, DT o) E - et Lz, (1) BEIELS, it detld S 2 wiGe, 4
HPURIALS B IS X AR i LA 32 2 L IXTTRETH 5 25, MaiEENOLFEfMiow L ZE T 540
Wb, (2) FEPUEDILO, X0 SEREE 2% e g TR BB 2 056, JA# 2 PR A 12 B9 2 H R
LI ENTEDL, (3) LibOPURGHEOBGEOAZBILE L72) A7 72 A XY M, @K - @AW
TNE DB LS D 505, MOIEHIK - BRABOMME EMAEDLEL LT, FARIBEME LRI LNH 5.
DL X ) %BUTI\CEET A2 LT, MIARRERMFEOBEET TCR REBEEL AGEHTE 200D EZ D,
1) AKato et al, Regul Toxicol Pharmacol. 2009 53:46-51. IL-6R distribution in normal human and cynomolgus
monkey tissues.

2) H.Takai et al, Acta histochemica. In press. The importance of characterization of FITC-labeled antibodies used
in tissue cross-reactivity studies.
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FIRAH S LUHBEHICE T 5 BHYOEBFVELE

% SERARE | iz R4 A T
S Mm&EZFY - MERE{LFRIZEE

Histopathology, hematology, and blood chemistry on pregnancy and lactation in rat

OB #7¥, /8 —%, Kk B, LE =, AL &, 5 &
SEFEAT AR WERITEE vy —  JWEERRSEER

AP G- - Al ss A R AR B Efi T 5 BT, B L LR - ok - LB S 2 2 Loz E
BChD, LoLads, MERNE L OHENNICBIT 2 88FHEICOnWTORE I LW, 22T, i
IRAM (IR 17, 20 H) BXOWEOH (HE1H, 4 8) OB OV CRIMEBREMRE Z 1T, IR -
i - $ZELE OB R R F 2, RIS - M LR R ER L, FRS EOBEEICOWT
bRRES L7z, U CHEMG L 7z AR G- - B EHE AR (28 B oxIEH HE4H) 122w Th
B ARR SR & K0t L 72, RREFEIZZIC BT, IR OB L O T H N CId iR, g, WE I A
ZALDSFEO bz, T oiEp, BB RCEERIRTT B O ReG#EREI GEIR 20 H~EH) 2o o, 8 &EH -7
VT3 Y ORAER BIRE OMAE L OB DIz, 72, PR ORIMEKABEA SIS X KRS B B o 7R 1Bk
SpaE AN OB HN & M AR IC B 5 B @A RS S (SHAEIH), HIERTRICERCHR o S,
FB AR BT, BB I o 7% LER R B AR Mg hn, i B o A R AN Rz 8 & OV o B
(2B - HIESRRO S WE 4 HH Tl RFEEHR (BUN), 7 L7 F =0 OBMARENIFEOSNTEY
B BEENFEH L CWL I b, Z0i3h, AIMRESRICBWTY Y SERROKT L IiFhERED
BN, s oy Y R (PT), GHALES e v K75 A F U (APTT) OREE, MU/MUEOBENS X
I AV 7 L OfE (EHRAEHE) BXOALP OB (WR17HBLOWT4HH) B0 5072705 B
HAGEDON B HBEILIIEO SN h o7z, U EDZ DS, R WEIHEWICRE mE e 52, e
OWMAIE H MRS ZE2 B 5 b, BEW~OFEELEEIEL CHET 272012132 s 02 L% iLiET %
CEDVWEANRTH S,

ZhAVAEEMICELE Ty Ml - FDPAREICHITS

ool | LPARBBEETREOBS
Possible involvement of lysophosphatidic acid receptor-5 gene in the development of
lung and liver tumors of rats

OIS #F, 88 2, HK /Y
Tk B A aRR

[rgeo HBY] V74 A7 759 Y (LPA) 1, fBomhE - 54t - JBREI 2 &hk & e AW e % 7R
EFEMIRE CTH A, LPAEEME Y 2 B THAH G ¥ 87 BB ZHE (LPA 284 10ka LIE
MERT. BIEFETIC, LPAL ~6® LPA ZHEMRPFETE I N TWD. IEE, HWAMIIZEBEWT LPA B D5E
BREEPRESINTVE 0D, DASE - HHEICB1T 5 LPA ZBEEOEENZOWTIIRIZAWH 2 0%\, 4
M4 1L, = b ALEWTHEISL72T v MRS K ORI 264 - #9012 B 5 LPAS #5240 512
DWTHIE L7z, $72, LPAS #{EF 3B Z FHVT LPA 2% 5 BUSHEZ BT L7z, Wk & )] &t 6
WESHE Wistar L UNF344 7 v M2 v, = b a VA LEWIC & o TS L 7-AilE 6 5 & i/ EE 6 #lic o v
fEF AT 247 - 72, LPAS iz F5BILY) 7V % 1 4 RT-PCR i, DNA X F VLT 1213 Methylation Specific
PCREEICCHE LA HEEEL LCTT v ME®ENN - &L Hv720 7, RUT777 (FFHIRRIEHR) RO
RLCNR (ifissfa iske) MAR I LPA U %47 llfasdsiant, 8 - R EBEOMAT 017 72, [R5 & £%] LPAS
BLTFEBIE, IEEM - FFHERC L CHRIE 6 Bde 5 61, FHHASHE 6 Bl 4 Bcigmas i &7z, LPAS # (s
T 5 LUHHIIC BT S5 DNA 2 FULIREEL, IEHM - R CIEEm A F UL Th oIk L, B mMo RS
N7 IGBRSE - FFAIOIE Ll 2 F vk Th - 72—, RH7777 J U RLCNR Mg Tl LPA ALELZ X 1 Mg HEdE B,
EE - RO LA A LN UEOKENS, = s vAba X Al - A 0 S8k - BAiEIZ LPAS
EETREDPEELREZE L L2 HEIRE SN
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Y A TOEYFHEMETRREICH (T D Constitutive Androstane Receptor

* | omEs
P-065
Involvement of constitutive androstane receptor in the process of chemical-inducible
hepatocarcinogenesis in mice

O #F", &8 &', #L B, 56 20", # EF", g BB, &I g
VB SES R ARATRGERT RIS, VATFERY R BB

[#¥ 5] Constitutive Androstane Receptor (CAR) &1 - #i%H T ® phenobarbital (PB) 2 X % FFAE K K O35
WCBWTEELREE 2H-o T 2 b TS, L L, o CYP2B 25555 2 I I 5SEW R I
£ B/ 5B BT 5 CAR OIS IIEAH Z HA% . A IZREEEORYERITB W T, CYP2B iFE
#ITd % piperonyl butoxide (PBO), decabromodiphenyl ether (DBDE), PB % Wild & Uf CAR knock-out (KO) +
™ 2\ S5- L, DBDE Tld CAR &G, PBO Tl CAR JEKGFRI e IR KF SR AET H I & &
Wi L7z, AENEFE LW E T, BTF5hE & CAR OBGZ oW TiE L 72,

[J53:] 5 AifEo i Wild J 08 CARKO <7 2|2 diethylnitrosamine (DEN, 90 mg/kg) Z EEN&ESG- L, Zo 1 AR
#7>5 PBO (5000 ppm), DBDE (50000 ppm) Z 7zi% PB (500 ppm) % 27 JAFRM 59 5 2 BRI 385 920k % 52
i L7z, XPHEHEICIE DEN WL f%, EBEf % 27 AMG 272, Stk BTPDE HE BEARZ/ER L, IR0 28
FriroTz.

[FEH K 8% %] PBO & PB iE Wild ~ 7 AIZE & L COFEEPEZ BT S O BEVENT IR IE % 3538 L 7278,
IS 05AMENL PBO, PB %445 L 72 CARKO ¥ 7 A TIFEEFIZHA L, PB TS b o7 —h,
DBDE #45-12 Wild, CARKO ~ 7 A & & |ZhfHE 5% 0 28 AT Rg 3/ AR i o S8 AR R B B & 2 hn & 72,
02 BRI EROMER L), PBO & PB X CAR KM IFERE O IR A 75 L, DBDE (X CAR
IR IR E DO PR A A BN S 2 T RO 0 E e o7z, REBRORETHE LT, CAR FKRFEN %
FFAE R % 773 PBO 25 CAR IKfF I 2 AT 588 2 5558345 — T, DBDEWZZDWiThHh o722 &b, CYP2BiFE
ZPED FFIEKEEEIL, 3L CAR 2/ L7238 BE & 3B L 0\ 2 EAVRIE S 7z,

(F > &EICH T B Constitutive androstane receptor (CAR) &4}y U 7=FF5H

b osﬂé AADZAL : FRIPARE - BEICH T 2 iEEEERF DR
Hepatocarcinogenesis through constitutive androstane receptor in rodents: Expression
of proliferation-related factors in liver preneoplastic/neoplastic lesions.

Ot &', =@ K", |A FF", B =M, % BFE", RE BN, NI »£3", RE DEE",
NEEEY, @l BeE

VEST RS AR IEAT  REL, VA TR A

CAR /v 777k (KO)~7 A% AW X U, phenobarbital (PB) & % \»iZ piperonyl butoxide (PBO) #¢45-
12& ) C3HA Wild ¥ 7 A2 BWTHRE SN/ LRI R IED L IZIFEEMET, I STBRERE DT
H121E CAR OB 5%, % 72 decabromodiphenyl ether (DBDE) #%5-12 & U £ < 384§ 2 i35 L E 2 B FHl i 36
JRIEE CAR VAL O TRAT AW REMEDTURIE SN TWA, A2 Tld, CAR D53 517 - dEO I3
AT O A BA9IZ, IR RE R 2 12 81 A M i b R K 7 Cyclin D1 & TGFB 77 3V — (TGF B
receptorl, 2, Smad 3) DFEHIZOVTHRZE L 7. 6 BlEsOMEM CARKO ¥ 7 AdH 5 Wid Wid ¥ A (C3H F)
|2 diethylnitrosamine (DEN) % 90 mg/kg H.[FEMENTS- L, 1 ##%75 5 5000 ppm PBO, 50,000 ppm DBDE, 500
ppm PB % 13 M & 5 i3 27 BB SAZ R RS L7z, A FREEICIE DEN $e 5 # 5t fkt 2 5.2 72, 13 HBICE
\7 % PCNA B PERFHIRR S0 L, Wild =7 A0 258 & b AE LI 53, CARKO ¥~ 7 ADEHEGHEL
b EIT Ao 72, real-time PCR 12 & ) #ER L 72#FE @ Cyclin D1, TGF B receptors & U Smad3 mRNA I
LAVIZIE, CARFFERNEZEZ SNALHIIFED LN ah o7z 2T HEIZE S N2 ARIFHIE JRIEIC DWW
Cyclin D1, TGF B receptor 1, 2 2 U8 » &1l Smad3 (p-Smad3) O FFE % oML A0 ME L 72 %, Cyclin
D1 (2SI B, BiE & & IR TN, IR R T 2R 7. p-Smad3 (31 &
4 TOREL S TH - 7225, WHIEEREREDO P mbEETdH 7. TGF B receptors i&, ZEFMIIZHE, MK
JE& B2 R L72As, W& A4 TORREICBIT 24t rhicE i nh o7, DX, CAR 2FAEICHG3 27 1%
2 TR &7z Cyclin D1 ONBATIZARZE OMIEEICE S 5 525, TGFBR 7 7 3 — 3T > O ITHIE
BT 5000, IFEEERZ IR TIIZ W LATRIB S 7.
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FXTZT=IDZTy MRS AREFRERFICET %9 FREFER

P-067
Molecular pathological analysis on the mechanism of the liver tumor promotion by
omeprazole in rats

Otk 12", #lix B8'?, IBX B2, 86 HBEF'?, BA BT, BHF #=, %K g, %5 2",
=% E#"

DGR TR BRESREEEE, YRR R E AR, Y EL RS S A A AT R

[H#] 275V =V (0PZ) &, T v MHWAEEPAERBICB T, FICEBEEE 2558422 2 3m5
NTWBED, TOEDPAFEIZOVTIIMEIZS TV AV, —F, CYPIAZFEST 58+ 775K %Y
NRUZ VT M4 R &E, WEPAMZRTZEDMONTEY), ZORPAMFIITEERESE (ROS) @
FEEIZ X BRILA ML ADMGARIBENTWAS, OPZ H CYPIA #FE+ 5 Z Lo N, ZOFEEHR
IEE ROS EADHG PR EINEZ 06, Ty MFZERENPAETTIVE H\WT OPZ 12 L 53D AREERT
SRR OB 4T o 72, [J7iE] 6 B HEY: F344 5 v b2 diethylnitrosamine TA =3 T — 3 3 Y ALE % fi
L, 258 %25 OPZ % 276 mg/kg DEET 6B H 720 EH 1 \IFEFRE %S L7z, OPZ %5-hts 1 A
B 2/3 B P & 4T - 72 [RER] OPZ & 5-#ECld, REMMIHSERFG 3 E2LLBIE SN, HFEED
BEREMATRRS N7z MEFICIE, OPZ #5- TR FED L, T v MFSEDARIH AIRETR
1 glutathione S-transferase placental form(GST-P) By AMIgSE o K O AL 2E =280 L 72, Real-time RT-
PCR f##7CTlZ, AhR gene battery T 5 Cyplal 1a2, Ugtla6, Aldlal J% OF NF-E2-related factor 2 (2 ffillfif] & ?KLZQ
Gstml, Gpx2, Yc2 OEMATERD 57z, Hbml_ﬁaﬂﬁ@?afﬂﬁ“(% % TBARS M5B 12 B\ THE R INAFE
sz [E%] OPZ Ik 57%%@%5_@#& 2 CYPLIA @OFE % A L 72 ROS AL ﬁ:o LA b LA @E@%fr
RSNz BUE, BILA ML ADIRETH S 8OHdG @%ﬁﬁ%ﬁofwé

Indole-3-carbinol (I3C) DZ v NFRIPATOAET— 3 T B
N-acetyl-L-cysteine (NAC) (2 & 2 HIHI{ER D9 F AT

Molecular analysis of the mechanism of N-acetyl-L-cysteine-induced suppression
against the liver tumor promotion by indole-3-carbinol in rats

P-068

OW%ZK WA, &l BRYY, MO(CE'?Y, B4 REF'?, ke kB, AH ¥, $HK MEY, &s Y,
=7 BE#"

VRO TORY:  BREOREEICE, YIRS MBI R, Y EN SR ARSI R

(#65] 4 26 10 0 AREMRIEA T, K413 13C PHFESREMRRE A L, 2O 12 CYPLA #3812 X 2ih
&S (ROS) VST L %qﬂ&ﬂ: L7z, Z® ROS L% Bl 31, 13C @H?Hifﬁﬁ‘ﬁfﬁﬁﬂiﬁiﬁié ns
EVHEDTIZ, PiEELHIO NAC # HiWC, UToERZEKLZ. [J5ik] 6 HEOMMEF344 5 v M
dlethylmtrosamme OEN) Ik AA4 =T —2 3 #%28H XY, DEN ¥ 05% I3C RM#H 55 (I13C #)
TN 05% I3CIREH 512Nz 0.3% NAC Ofkk$Fx5-# (I3C+NAC ) %2FEL, TNENOUEE 8 HHkbE
L7z, A== a v 3EHEIC2/3 8o ka i L 7. [K5R] 13C B K U I3C+NAC #Eix, DEN Hjf#
kB LT, s, AREEINEGIE O EEE N AR U724, 13C # & I3CHNAC #EM Tl E 22 i
o7z I3C #EM N I3CH+NAC #ETlx, DEN HM#EIZH X, glutathione S-transferase placental form (GST-P)
P B O % & HAE AT L 727°, I3CHNAC HETIX ISCHICk L, 2B OHBIZAZICEAL L. HO
real-time RT-PCR f##7 Cld, I3C+NAC #:1d I13C #:I2 T Cyplal ® mRNA FEHUIZEE) L 72 22> 7245, AhR X°
BT RBE SRR CTH A Nrf2, Ngol KU Gpx2 OFBPAEZIWA Lz, T2, #HIFI 720y — 44512
BB RBENOK ROS OFEEUETIE, 2 mM BLE® NAC OIS X ) AR A Lz [#5] 13C #5
2 & DA U7 GST-P Bl o 35 2800 IE NAC #2512 L W #ifil S, ROS % BRZ T %5 2 MR En T3 5%
HIMH s T2 &h s, ZOEEMBEOPIHIZIL NAC 12 X 5 ROS OEHEHRFIOWEEMEDHER I /2. BUE,
FRILA b L ADEIETH H SOHAG DFNT 2 1T-> T 5.

122



The 27th Annual Meeting of the Japanese Society of Toxicologic Pathology RRXZ—

V) AZBRBRAEIPAETTIVERWE 1Q DFFEDS AMOKRET
%
P-069
Promotion effects of 2-amino-3-methylimidazo [4,5-f] quinoline in a two-stage
hepatocarcinogenesis model of B6C3F1 mice

Ot BFl, B R, #% 727, WA 8E, KXk ©&, # BK Bx =
RIHTSRERF RS REDRZERE AT BRSNS

2-amino-3-methylimidazo [4,5-f] quinoline (IQ) is one of the genotoxic and carcinogenic heterocyclic amines
(HCAs) produced during the cooking of meat and fish. This study was designed to study effect of IQ in a two-
stage hepatocarcinogenesis model of B6C3F1 mice. 6-week-old male mice were subjected to two-thirds partial
hepatectomy, followed by N-diethylitrosamine (DEN) intraperitoneal injection and given a diet containing
of 0, 30, 100 or 300 ppm IQ for 8 or 40 weeks. At 8 weeks, no obvious pathologic lesion was observed in all
groups, although immunohistochemistry study of ki-67 revealed that proliferation of liver cells was significantly
increased in DEN+300 ppm IQ group compared with DEN alone group. No cytokeratin (CK) 8/18-positive foci,
which is a biomarker of mouse liver preneoplastic lesions, was detected in livers of all groups at 8 weeks. At 40
weeks, incidence of hepatocellular carcinoma (HCC) and CK8/18-positive HCC were significantly increased in
DEN+100 ppm IQ and DEN+300 ppm IQ groups compared with DEN alone group. These results demonstrated
that IQ exerts promotion effects at week 40 in this two-stage hepatocarcinogenesis model.

BEZ#% C57BL ¥ 7 X % F\L /= Diethylnitrosamine FRETRE T T IVOFEIL
*x
P-070
Establishment of diethylnitrosamine-induced hepatocarcinogenesis model in
postweaning C57BL/6 mice

OMA EE'?, Stacy M Corthals”, Lisa M Kamendulis”, Tyler J Peat”, Thomas D Baird",
James E Klaunig"

UCenter for Environmental Health, Department of Pharmacology and Toxicology, Indiana University School of Medicine,

ERALE () AR BREER TS

[H19] C57BL &~ A BT AT T ADRME L TEELRZRTH LA, FHFEHEEICH L CZikbtto 2%
Th b7z, WEILERZHTH S EEFLE O IZ Diethylnitrosamine (DEN) # #5945 2 & 12X ) IF560E %
FHT L. Lo LAads 2O DEN #5- 7V ClE, FHHENL0FHEEMTTHRZOATH ) (Lee GH.
Toxicol Pathol. 2000), —BRE3SHEE TN 7 E~OFFILRENTH A, % 2 TH 413 DEN O 5504 %Kit
52 LT, COTBLAY T AZBWITLLFATE 5B ET VoM % BIg L7z, [J7#:] 4 Ao C57BL/6
~ 7 A2 DEN % 02550,75mg/kg D HETZNZENHELE, 45 L <13 8 HMBEHENIES L, #%5%33EHE I
THIEDOFHERZIZ DWW THRET L7z, [ER] A RIS o e &9, GFERE K OB 25 22 B4
JaHAZOoOWT L HeEMBEANE b - THFEIN. FZNO0RHREDON, —ifid Cytokerating/18, B L O
Cytokeratinl9 IZBEMEEZ R L, SO OBEMEEOFEHIC S HEMRAEAFED S/, ﬂli%%)@fté D=0 ]
B 51313 50meg/kg # 8 G TH b L& 2 bz, [#E&] C57BL &~ 7 A ® DEN #F3EHF38%E € 7 )V DAL
WTE. METNMEESHECIBLARAY Y ADALR LT, ARHEERET2BEETREY Y A Z V72 IF5EET
RICEHTHLEEZONS. T72, BIEIRZEDOMAT & L T Cytokeratin®/18, 19 2%GH TH A Z LAVREI N/,
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L | TORREFALSY BHIRA Y S —RIAD T ORES
P-071
Identification of novel biomarker candidates in mice hepatocarcinogenesis

O 727, A Bx, WU HA 3} R #F e, BH T
KRB REFER R RANTZERE  Hd SRS B

[#S] RFZETIE, ~ 7 AP AILBT S 70 57F 37 208506, MBI Y0 L ESTme
K ORIAS ARZE (IFERAEVEMIIEE) (S X B IFRDACRIZTENZ M L. [JiE] &z, C57BL/6] ¥ 7 A
(38 L) KU B6C3FL~~ A (B0UL) &\, 14 HEIZHF R AFH LA TH % diethylnitrosamine (DEN; 10 mg/
kg bw.) OEBENEG 247V, 27 R ON38AHE (C57BL/6)) F7213 18 UM 38 H (B6C3FL) (ZEW#x B4 L,
T T F — MR R O G w47 o 72, [KREER] ProteinPilot 2.0 Software % FV>72f##rTik, 109 1 (C57BL/6])
Je U861 Ml B6C3FL) @ & HE SR E S L7z, BEH

BIELL T EHEOBNIT 21T- 728 25, Mled

#%% (cytokeratin (CK)18, apolipoprotein A-1 (APOAI),

calreticulin (CALR), cingulin 72 &) & SV Ko & H

BORBH LA NOCRBBEOREIKT 2 L2580 b1

720 F7, RERBERZEORIBD VAL, v TR

FrHiRass, FPRRIE K OIFRTAS A& 12 B\ T, CK8/18

complex, prohibitin 1 (PHBI), prohibitin 2 (PHB2), septin

9 (SEPT9) Jt U8 CALR #& H B @ 38 B b 5 A% 9 9% 4 1k

FHICHERR S N/ [REE] SRofiR XY, CK8/18,

APOA1, CALR, PHB, PHB2 K UFSEPT9 &~ w7 AT
BBANCBOT, FlN\ AT —H—D—DIZ% 5T

REEASR S L7z,

Estragole ¥ AR ARFADECFEEMA H=XLOFEE
*
P-072
Possible involvement of genotoxic mechanisms in estragole-induced carcinogenesis
in the mouse liver.

Ok A", BH ®=", KB &&", Bt AN", & =MW", BE X7, fx #2°, 613 BE",
Il R
|7 S A LA AT GETT B, [ 37 S A F AT AT GE T BB,
REAE R AN S

[HW] N—T7 & EN2HBILEW TH % Estragole (ES) 1~ 7 AIZBWTHENAMEDIHE SN TV 2.
Ames ERIZEVETH 5 2%, ES FERMY DNA 111k (ES-DNA) A SNTEY, ZDOIRIFAET TR
THb. 2T, ESO®in vivo BEFMEIZOWT gpt delta ¥ 7 A% W CHET 94 & & H12, ES-DNA OERE
M EfTo72. [J7] 6 Bl B6C3F, gpt delta ™7 A2, ES (375, 75, 150 B X 18300 meg/kg bw.) %3
5H, 13:EMMERLOES L. MoORSHEBEIIBWTIRESAON-Z 25, H58HB LV OREH
% 250 mg/kg bw. [CZHE L7 %5 13HEBICEWEHER L, KEEE X OHEZ R 720 KBRS 25135
WML, IEREZITo 72, IRIZBWTIX LR =% —8EI=T D gpt B L U red/gam (Spi) D% FSH FE AT 72
5 N2 ESDNA O EEMNT % LC-MS/MS % W THE L7-. [#EFR] HEEIL, Hoaeki#s L otorEl
W CHELEMEZ TR L2, AEEBIUEEE IR L LIRS OMICAEERIIZD N oz HEOREH
wHEB L UMD 75 mg/kg bw. DL L O 58T gpr B FARMEOBFE RS EAFAO bz, Mo ke
B BBEDOLE AN b T NN OKEE, HETIlX GCTA transversion, M Tid GC:TA, GC.CG transversion 3
L OV GC:AT transition ZEOFEHAAE GBI L LR L THELREME R L. £72, WoOREHER T Spi &
BIEOF B R EMESRD S5z, ESDNA & LT, ES3-N%dG, 3-8-dG B & U 3-N°dA 25l & 3 1okt s h
7o [EE] BH/IVERBORBEIIENETH - 72705, B AL CTH LIS BT 5 in vivo ZERIEEATHH &5
& 7 o7z, ES-DNA AR & MR & O I8 G- 2 IKECHEI L 722 £ 55, ES O~ 7 AFEDAME~D BT
TBEENE A S X L OBGA5R RS
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I 4/ —JVizZ v b diethylnitrosamine FFE P A RS %2 {2ET S
X
P-073
Ethanol promotes diethylnitrosamine-induced hepatocarcinogenesis in rats

OmniE Bz, WA #%, #ix A, &8 & %K AR, aH# 82
HEB W RERERE  RENIER RN

[ZE] 7Vva—olsThdsr Ty ) = VIIFEORRNE 25 L2, FEFADV R 7725 —-L LT
FETHL. INFTEFICBOTEEAF Y v THEE Y » /37 Th b Connexin 32 (Cx32) D K IF ¥ M A AT 4
TERMEA N T VAT 2=y 7 (Tg) v M HWAiges 5, Cx32 HAEMHRIIC X 2 FHHIRe R EE R T X, BF
FEESEI A G L 72 0 PP AWE T 522 T0ET L5 2 E 2 LML, Cx32 2MEIE L X)LV THED A
WIRIPIAER T A2 FE2WME L CTE 72, SRFk 4L, Cx32 IEEHEREE DB X ORERER IC BT A % /) — VO JiFki
EDOFBEMFTT 5 & 3612, Diethylnitrosamine(DEN) 5581585 A &S R G- 2 B3 Bc oW CiBgE L7z, [
S W HE Tg B L OFBEOBAER (Wild) 7 v M2, =% 7 —) (EtOH 375g/kg/day, i. g) % 2 #H$E5-L7-. %t
BE L CENFIRLERE LRI 72, FO%, 2 TOEIZ DEN 50ppm & #ok#&x5- L, 12 BB EREEH 217 -
72, FhFEN, TgEtOH B, Tg xfHEEE, Wild-EtOH &, Wild- WfHEEEE L, EtOH 12X 2HFEEL, MiEFLEB
FEFfE, HE Y, IBIIGEB L0y ) — VREEEE CTH S CYP2EL O3 L 0 lhEmE L. 72, DEN
IFFEAAZ % GST-P BB R OB =T IS CRHME L 72, &R &% EtOH #5113 Tg, Wild Wi
BWTH R EEEEICHE LEHIZ CYP2EL & A S&72728, ARG = TIEIF RIS O _E AL R Z0IEERo
¥, Tg & Wild OBIZEIZZO o7z, L L, DEN 5% 0 GST-P Fptefiaix, Tg & Wild #:(2 EtOH
BECR AL i L% < 372, EtOH 12 & % GST-P MMMl s A2 12, Tg & Wild BTl S e % 72
Whholz,  VUEXD, T¥ 7 — VKRN FEENEE 2 TH, F0%O DEN FEFAEZNZ L5 &
HLMEAD 2 HAREE NS, SROEEETIE, T4 —VOIFEEL X ORI AMERETIC BT 2 Cx32
DFBEIZHAL 22Tl %o 7208, T8 ) — VOGRS HEEZEZ SO R LMEAPLELEZOND,

Acetaminophen FEHIFEZ(L S v b diethylnitrosamine FFE D A BES4 %
* Y
S B9 3
Preexistence of acetaminophen hepatic damage promotes diethylnitrosamine-induced
hepatocarcinogenesis in rats

OWK #%, #Ax #A, Mk Ez, £ B =6 8 aH 82
HERWRFRFE EAMIER SRR

FloBWT, BUFEEIFESPADY A 77757 —D—2k LTHWOTEETHSH. Acetaminophen (APAP)
X, JEAT O FE@EEREE LT PCECHHASNTBY, LIFLIEFEEL &R 3. Fridans

T2, FFZBWCTEELRF Y v THEE S /37 Tdh 5 Connexin 32 (Cx32) D NI F ¥ b AF T 4 TEBRMEKEA -

FUAYV =y 7 (Tg) T v bafEB L, Cx32 tEAEIIHIC X 2 FFHIAD R Sk BEAR T 12, O FFEEYEIZ X 55T
B n LIRPTMEICEB &, FREPAWE IS 2% FERAZ2 3852 L2521, Cx32 ST AHIH]
MIWHERT 52 &2 L C&7. SmFcix, APAP IFEEZES, Diethylnitrosamine (DEN) 55 HF3EMY A A
PEIZ5- 2 5 58 % Cx32 IEEARHERE B L O IR RERE IS O W T S 22T 2 720, 7EEbHE Te B X OFIE 0 ¥ 4= 7
(Wild) 7 v M2, APAP (500 mg/kg, i g) % 53, 10\ (21 /#) #%5 L7z oiRE L e 2L g
FiklF7z. D, DENSOppm Zfiokiks-L, 6, B IO 12 M BICEREEH 247 72, kSR Vv~ ) CEE
TARIZBWTC, APAP I X A IFREESEBL O & GST-P St gt il B 5 BRSO T 247> 72, 2 DR,
APAP ¥ 58I, ANER OO BEZ SR, Wid 7 v M &L T Tg 9 v b TIRAFEERZHTHV
%3072, TeBLOWId 7 v PWFIUZBWTDH, DEN K52 XA GSTP Bl sHis L, MALERE & It
L APAP#HGHCHMRZREY, TgllX ) ZOEMPHETH-72. /2, WINOFTY Adenoma DL %

DA, APAP 12 X 5 H 7 Adenoma BAEFOZILIZR SN o7z, L L, Tg Bl b APAP &5 TIE,
Ki67 Btk SR s o hn % 38072, Lk X b, APAP IZ X 2 FEEOFEEIL, DEN RS ABKZM S+,
ZOME I Cx32 FEREFERFIC X ) B & L AVRIB S 7z,
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Jx %> 2 43 siRNABAIILL % T v Tl EiatkDEER - ZiEE
g1k

The suppression of metastasis and invasion ability of rat hepatoma cells by connexin
43-siRNA transfection

P-075

O/NII ZZEFY, Pitchakamn Pornsiri?, $A& E#&?, Cho Young-Man', &Il ", BaH# g2?
V7 S S A R Se T RIS, YA BRI RS RS SR EBRmRE

[FLDIZ] BPALEZREEFBD S D720, BROKF ORI L Z0MHH L0 IR EELHED 1
DTHDH. Falk, TNFETICT v M ERITEBIFEE T VS, X— v AREIRNE G- HZOI~Oix
TLREDSIE 70 2 M R st B bk & BB 37 L 7. BBk SRR AR T cDNA 7 L A T L 0, Sk T
BRI T v PIEF IR S LT, 25 F 2 43 (Cx43) DN E W AR E N, KEBRTIE,

siRNA & F\WC, SRR TO Cx43 OFBEZMH L, BEHEHB L OCBE~OELHET L. [iE] 7 v MFM
RodE s RIC ) R 7 = 7 ¥ a3 Y iEIZ X - T Cx43 siRNA & %\ i control siIRNA #3E A L7z, ¥4 in vitro 125
W, WST-1 7 v A IS CHBItRE 2 5F L 72, 7« 70t o7 F v 2 bFEFRWE L LCHY, K470 F v

YN=TOBE), BEiEErHETT 5 LI, R EHEPOMMP 2 BXOMMP 9 294 €75 7 1+ — CHaEf L7z,
F7o, HA24EMBEOMILE 1x106 X — K~ AR 535 L, 3EZOMIEE R % mEHREA LT
ERMIZENT L7z, [#FFR] siRNA 12X - T Cx43 DF8HIE 50% LU 2] 27z, Cx43 siRNA 2 Al control
SIRNA G & el L, 1) MIHIEICIIZbiR S eh o7z 2) MloBEREL L OREEEIX, Zh2h
36% (P<0.05) B & 17 68% (P<<0.001) #fil &7z, 3) {EHHEEI MMP 9 o4k, 40% (P<0.05) #ifl &z, 4)

X— P ZOME R, BALHESH 720 OB L OCHEIZBWT, Z121166% (P<0.01) B £ U 68% (P<0.05)
WA L7z, 5) EBETOKIET BIEEE X O cleaved caspase 3 BtERIZMAENICH 5 b DD, HEZE% D
otz @] Db Xy, A oMeiEE s L O m g RIEEMEoi~0 4512 BT 5, Cx43 DG
BEryE L CoOREMEIRIE S 7.

Cx32 RIEV I XILH T2 EHAREREDRE

P-076
Investigation of spontaneous lesions in Cx32KO mice

O%E K2, A-+E Ih, fils F#, BE BFE FiE KL =9—F Ea
H—=d (R KEVERTTERT

[Hm] Cx3213, gz U SMerE - MRkICHFAET % Gap Junction (G]) DS > /327 TH 1, B4 5l
JREDII2=r—2 a2 AL TCHIBOKRALTAY L ZAOMFHCEEG T4 2 5N TWD . Cx32 1A
DALRHEGE, LSS LT EEXONTHY, BHEBT TEOREHAPET L TWL I LMo TS,
AR T, Cx2@IZT%2 /v 777 L7z A (Cx32KO) LHAER< 2% 24 B MH#EE L, Cx32K
IS & 2 KM E - MO EERZE B L OIEEG R O E T RE L.

[BHEF & ] Cx32KO v A (Hff : Cx32Y /-, M : Cx32-/-) B LA~ A (C57BL/6, M 1 Cx32Y/+, M :
Cx32+/+), MEMES 50 Fla# 24 B A MMAE L7z, MEMEE 7%, 28Wsr = — 7 VIR T IS TRERL, &8
Olifdgr 2 BRILL, FHEALRR A = it L 72,

[ R B L O] MO CHE 7% hepatocellular carcinoma O3B (wild type: 0/50, Cx32KO0: 9/50, p<
001) 2380 5, MEFEARIIZEE TIE R WS, D hepatocellular adenoma (wild type: 0/50, Cx32KO: 4/50),
@ hepatocellular adenoma (wild type: 1/50, Cx32KO: 5/50) 3 & UF hepatocellular carcinoma (wild type: 0/50,
Cx32KO0: 2/50) ¥ mhitd Sz, 72, FFRUSOMBRICIH S e E0IZRo b hhro7z. TNFET
OFETIE Cx32KO ¥ 7 A% 18 i A filH L TH HRISEMEITIES OFEIEIMIFED ST WA nwAS, 24 & H [
B T BRISEEFES OFAEDPMRE SN L 2 L AVRIB S L7,
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got delta rat Z AW /=4 > < IVEIBED in vivo TRBEM S LV

ook | RO AREMERORE
Examination of /in vivo mutagenicity and carcinogenicity in the gpt delta rat with
dammar resin

Oxfr w&", I B", BR EE", # BAl", 3 87, g% @827 N X"
VRBGHSIASE R BRI SRE AR, E S R AT R EH

[lzUwic] o ~nirid, L ERE L CERICHA SN WS, RIFFETIE, gpt delta 7 v b2 HWT
in vivo ZERFEVEDE M & I8N AASEER OWET = FECAT - 720 [J58E] 6 Al HEVE gpt delta 7 v + % 5 I
S, 1~ 3BEICERBMAH DS 4 BRI diethylnitrosamine (DEN: 100 mg/kg, FEERBHAE H H 0, JERENIES-),
N-methyl-N-nitrosourea (MNU; 20 mg/kg, # 2 [A], JEEP$:S-) | 1, 2-dimethylhydrazine (DMH; 40 mg/kg, 78 2 [A],
FTF#45-), N-butyl-N-(4-hydroxypropyl)nitrosamine (BBN; 0.05% fk/k#5-, 1 #~ 238 ) B L 0" dihydroxybutyl-
di-N-propylnitrosamine (DHPN: 0.1 % fkok#z5:, 3~ 4 08 ) oF¢ 5 %47V (DMBDD ALE ), 1 B ORI D%,
121 1381 003% % >~ ~ VBRI BE 4 5., 2 BEICIZ 1381 2% & » ~ VBRI B4 5, 3 BEICIL e 2 %
B U7z 4, 5BETERBB6AD XY 138M, ZNEN2%5 >~ v VBRI G B X OHEBEaEHKS & Lz %
ERBAG T2 18 ISR L, AR O WA E MR E B L OEREERABT To 72, R L EZ] KO
GST-P B PEMI S o F8 A B & OGO #5458, DMBDD + 2% %~ ~ VistHig#E 12 B8 \vC, DMBDD HAH#E 12 b
L C GST-P Bl om0 A=A oz, 72, 4, S EHOFIZB 2 BEW 2 MG L 724
gpt BIETF B &L U red/gam BIZTF OIERAEBMHIEINE B 2T RO N 0o 7o MifER12 B W CEBITERGES
HThb ULEY, ¥ UBBEIEREYEZRELWIEDPHENE o7z T2, WEPAREER 24
I AR REMEARIE S 7z,

BERHD CYP1A2 FERDEEREIZ K 5 estragole D in vivo TEFEMA
x | o
P-078
Combined effects of food-derived CYP1A2 inducers on /in vivo mutagenicity of
estragole

OAL= @7’?1;, SR BAY, KB &Y, Bl ANV, & =W, BH D, BEX @EY, a6 BE
I FRAE

VST RS AR AR AL TR GRS, Y B LIRS A AT A BB

[HH9] estragole (ES) 1%, NI MR T 2y AN EDN—TIZEHINDERROGRILEW T, TR & LTAEN
R EnTwa, F72, ESIEEWHEEE CYPLA2 B X O sulfotransferase 12 X WS N A Z L2k o T,
DNA ffIME = 5 Z &2 5L Tw %, B-naphthoflavone (B-NF) B X U thiabendazole (TBZ) (X &+
WZEENLLEWETHY, CYPIA2 #FFET LT L6 NTWAE, INETICBNF BLUOTBZ # #NZEh
HARTIZ CYPIA2 %355 L 2 Wik 5-& (200 ppm B £ 08100 ppm) THEAETRS L 728, IEIZ CYPIA2 23FE
ENLZERHLPIZL TS, RIFFETIE, EET 2 S EFHERT 2 WO H 5 2 Sk E 0B &8
MRS A HINT, T MIBITS ES & CYP FEAOEER G2 L % in vivo BRFEEANDEE % @m0 H)
YW F344 gpt delta 7 v b & v ClaT L7z, [J7:)F344 gpt delta 7 v + % FIv»C ES (200 mg/kg/b.w.) % f& ¥,
B-NF (200 ppm) 3 & O° TBZ (100 ppm) % HEHES- L 72, L ES Mk 58, ES+B-NF #%5.%, ES+TBZ
158, ES+B-NF+TBZ # 58 BB A M2 72 5 fEfE & L, 4B OG- 21T\, 5 THRFEH L,
BRI 72, R3] ES Mgk 5 CIIAEANOBE I A SN LD 27275, ES & CYP #FEH & 0K ST
X, HHEEEE 7213 BES B GEE L N B IMED A S s, BRI AL e o 2 BRI
ES BB X OV ES+ B-NF+TBZ, ES+B-NF A% G HECRIREE L "M EREOFE 2SI A SN0, ES
ARG HEOMIZEZA SN Lo 72, [EE] ES B X U CYP FHEF OE ARG CTHEORAM & MY EED
Bl A SN2, in vivo BRIFHEANDOHEE opt 7 v A #FHHWTHET L, 202 THMET L FETH 5.
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F344 gpt delta 7 v P& AW EMEREICES T 70-)LD
in vivo BicE1 EEE{ERY DNA BIEDIRFE

In vivo genotoxicity and oxidative DNA damage of safrole in comprehensive toxicity
studies using gpt delta rats

*
P-079

O% =MW", $#AR BK", Bt AN, #FL Bic", BF B, g% B2, B &L, &) KE"
B SE S hETRERT A, LS S AR Rl EH

[BW)] %y 752540, ANALART Ly v VF A IVOERGTHAHY 70— )UIiT - B PRI 5
WA EET AT EPMENTWAS, FFRN DNA RO & =% 512 X 2 BB br) DNA 5oL 13 H
BN, FOIRPABRRICEEHEEA D ZALDPELE L Tw A 2GR EZAHTH L. $72, —HEHICELT
DT RBERV BN s, 40, 13 BEMERSHERRY gpt delta 7 v b & W TEIET 2 W10
P LY, Hru—vo—#EHEEL S K in vivo BRERFEWEAWRE L2 [E] F344 gpt delta 7 v MIFEDA
HED 05 7213 01% DY 70—V % 13 HRMAFS L7z, o BRI R 2 RIS L7z, ERR T %
— RN A2, I DV TIE PCNA 7 & N2 GST-P BRI o E = ENT, F DNA th o> 80HdG L
NVOREE gpt & Spi BEBEEMRT 21T -7, HR] #5 2 88,09 70— VIRGHCHERKERIN
fASR S, HED 05% %58 & MO G HEOMIIFER, Mo 05%H5-FE O T E &S REIC G EIC
AL, WA S M O 5B TR R IE R 2SR b7z, —h, BEaRER, MR
EIEAEALFEIREIZB W THEEANERDS D 2 ZLIEBO SNk o7z, GST-P REtEMuolk, EHEZ 5 O
PCNA BFHEMIIEEE & 8-OHdG L NV IZMEEDF 5B CH = 2 BMA R sz, F72, HED 05%3% 55T gpt i
(2T 2R R 5 BRI IS I S L 7. [B8] B0 AHEOY 70— )V 13 7 v MRS
L7 EELZFEEEIRD NG o7, —T, BOPAENEGEOFEIZB VT, LA —#@{aT gpt DX EHH
EAER L, F7280HAG LX)V EEPEO SN s, 70— VORI AT IZIEERLI DNA 8
%% GO 7 BIZHERT OGO REEITR E N2, 1%, MORIKIZBIT 5 in vivo ZEFHERHER R %Iz T
WMETHLTETHD.

gpt delta transgenic rat (CH (T3 U~ U > DIEZEFEBHZIER
*
P-080
Chemopreventive effects of silymarin in gpt delta transgenic rats

O2m HE", ©H BEF?, W £, #H f2—", 3= F&5F", IUA KB, Atk ==,
Rex gz
VESTEE S ARG SRS, YRRy BRESRA B Y s iR s,
VERERRY B

[EW] A7 & ETNLV <) Yid 37587 7F >~ (silybin, silychrystin, silydianin) % &6
T AWM T, FOFETFHHEPPHEINRTYE. 59 POKRBREFAETTIVIZBWTY, TOHELR
BEDPHESNTODLH, EPAIHEO X 7 = X 2ERZHHS TR, BT TV E - #mi s,
TR BT BN AN L ORI 25l A 720ICHEHTH A, Fxldn vivo TRIZHEZBRETE
% gpt delta rat & FIv> T REVERE: & 3805 AR % FEZAT, Ty FOKBEPATTIVICHT L)<
) AT R 2 BETT 5 L2, NZF ) T EHWT in vitro 128135 3 ) <) v DZEIRIE B ISR B
wRRFE L. [92BR] (RBR1) 7 B0 MY F344 gpt delta rat |2 40 mg/kg bw 1, 2-dimethylhydrazine (DMH)
T EERBAMGERICHEBI R THRS L, £0o—EE LY 18, 15% dextran sodium sulfate (DSS) % #lk#%5- L 7-.
DMH ®o¥%5- 1 B HT & v 4 #E, 100 3 £ 08500 ppm OHBETY ) <) ¥ ZiRMIES L7z, £ 4 HE CHi
MAFREIENT L gpt 7 v 2 A 247, 32 HHTHADREIZODWTHRE L. (FE&2) 7IVF LA E VK
HARTIIVESRT YG7108 % VT DMH SRR ER T2 2 ) <) v oItz R e mat Lz, [ER] (£
B2 1) DMH/DSS G5 HEIC B W TBIB SNHPARE L BHEOREL, YU <) v o512 X ) AEEICH
fl s 7z, In vivo TO gpt BIETZHRERBEIZ L) <) YOG C3ENT LM s Nz (FB&2) )~ v
(& DMH 2 & 2 2R 5% 8EILL EIHI L7z, K] ShookifiE, 2~ v 5" DMH/DSS B &4 512
Lo THERENDLKERAK LTCTPHRRELYRT &, 2L CFOMHEIEDL 2 < &b —#iL DMH O &5
FBHEEIHITAZEIZE o TWLZERZRBLTWE EEZ LT,
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KGEEOE 7 O—MESRERE XA YV XZzHVWEHER

P-081
Development of colonic crypts from polyclonal to monoclonal: Analysis in chimeric
mice

OFA &', WA EE®, &8 w2, BT 7Y, Ik Eg°

VEEASASEEE  ESERIIZCR IS5 S5

DR AR B WEY, Y HAMEAGREAY  BEYE MEAE SR IS,

VESIA AT Y 5 — I DA TR T U Y 2y b VRN BRI ARReiite sy s —
SHANA T v A Tdet v & —

VAR, FREIR A ORI B R B 2 R L T LRHLBH S 2k o TE D, MBNToENIL
LI EN TV, —F, IEWABRREETIE, BRI LEZ W LERE OB T 5 L EbNTWA7DS,
e O MGERIZAHO T ETH L. 4, C3H < C57BL/6 Green mouse BtEF X T <7 A2 /EH L, KiGkE
O clonality Z B L7z, £ 4, 7, 14, 28, 56 H (D) OF A5 A% FNZEN2 3, 3, 3, 2L
B L, KIGHRIE 2 fhl i & AT L, RO MR %E CSA (CIH 4FFRPUR) 1R L CHRIEHRR =1 (AT
L7z, B R MHEOEE RS H & 2 A% patch boundary &IOS, ZOHEMMREZ o724, 7, 28, 56D O F
nen2 1, 3, 2% L, 220K 1 LED 1 HEEOZEHEOMBA SR S Twbp, 2 ED
MDD > T2 5 BT L7z, ZO%, 2 EOMIEY IR ET % mixed crypt DEIAIE, 4, 7, 28, 56D
TENZI, 191, 104, 038, 0% T, IBEBIROIIHA L. Bt o 7 BTl IZIZERN 2R /7S,
Hit & A (P<0.05) ZMAHBA R Sz HEk1E, mixed crypt IZEAEEIEA L, A 14 B TIXIEIENET
HEEOLNT W28, FREBEEMICEIICEICED T 50, EHR28 HICBWTH —FIIERGAT 5 2 EHLH
Lol KBEHEMNIZBWTIE, MBS S Ic2 T TG L CB Y, R 2> & B 3 15
ICEEIT 505, ZOWID 5 WVIIBEIEVIREDN D L HEIRB I N Sk, 0 LX) RIRE ORI
OWTOMFPLETH L LEZ LN

EHEA O D% Baicalin ® AOM/DSS 555~V AKBRETTILA
% | o
P-082
Effects by baicalin on AOM/DSS-induced mouse colon carcinogenesis model.

OO0 #BtL, & RIE, St KiE # B =0 BEF, ZE I8 =R BEC
FERRS: RABE BB B R

[B] F T ida s wNF (Scutellaria baicalensis) DEZIEL 72 SRS NLENHETH L. FOERST
& 5 baicalin IZPLEFEVEH %2 FHRICEESE 2 5N TWwW5b. Sal, 4 13 bicalin 12 X 5~ 7 2 KAEERIGITE
BTV T BB LM L. [FiE] 4 8o~ 2 (ICR) 150 PEi2, 3 A# 1 38 H 2 Azoxymethane (AOM)
(10 mg/kg) # MERENF5- L, #%5 1812 1% Dextran Sulphate Sodium (DSS) % 1 B #k#xS- L7z, EE
# & LT 100 ppm & 500 ppm D baicalin $¢ 5-#E 2 EB L, 45 % baicalin & ##5:, AOM/DSS % 5-Ff,
F 7213 DSS #%5-1% 2 W 2 H3%5- L7280 6 BEVERL L7z, xtFE#E L L C baicalin 4% 5-# % O baicalin (500 ppm)
DIIEEREE B2 &REE 158 B S e, B S AR EE & IR 912 PCNA KUY survivin (2%F
L CHREMBA Lt 2 T ORES L7, [RER] AOM/DSS #3812 & 5 KB O 585312 baicalin % 5-5 & 4 5-
L TIIEBLRENRD LN LD o7z, FIEMBRLFMIMEEIT T PCNA B X U survivin B4 13 baicalin #£4%5-
B (1145% , 24.29% ) 12xF L, IS8 54% , 292% ) THA LI =380 72, 72, Baicalin #%5-# 13 4%
BHECIERTHIERDHS il L, [ER] ke S RBEMEETO in vitro 5285 T baicalin A% & K
TERCHETEEIH 2 78 L, survivin OFEFHOBET# RE L TW5, SEOEEIIEESERANOBBIIR SN 2o

725 D0, invivo TOFRBOEEEZRL TWALDEEZ NS, LVFFEMLMEEZTEL TV Ab.
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Dextran sulfate sodium ¥ 7 AKBRETIVIZE TS

* : =] \
p.osy | Benzolalpyrene i & 5 KEFH A

Colorectal tumors induced by benzo[a]pyrene and dextran sulfate sodium in mice.

O#kZE mBic, BB 8, PE 8% Ml B, FH X5, KK ¥, AH 227 $H SHF, BX %,
Rl R, R EM FK 822, £E —5

I—HFA k) NAFTr—~Ta—FT4A) - TEAAY MEEL= Y b U

Wi - HAY] 4 ix, MutaMouse % Fivr7z Benzolalpyrene (BP) D ZEA5 AMERERIZ BT, BP DD AFER I
SLIEIE - W i Th o708, EEMERTHAABIIBV TR EHEOERFRENIAD L NHL L, HH
ATEE ZRIEE ORI IILT LOMHBE L 2w & 2BEICHE L7z, 4, Azoxymethane (AOM) D KIGFEM A
AL CTIREFEHZRT 2 EPH SN TWwWAE < X Dextran sulfate sodium (DSS) E7 )V % W, BP&5I2 L5
KIGHEB IS DO M2 ek L 72,

[B4Kl - J7:] 7 B CD2F, i~ A (%8 6-12%1) 12 BP 125 mg/kg % 5 H &S L7, 4% DSS @
7 HREEOK%S % 2 BB C2EmBL 2. 512 AOM 10 mg/kg % B JEIEP %52 FEHEIZ 4% DSS LR
BT 4% DSS OAMILL 72 HEEHRE L2, WTFNOEEICOWT L, BESHE 14 BB 17 BEICHBL, &5
KOG % i LR B AR 2 R R 2 4T - 72,

[#E - 28] WBAEKRF1I7THACTNOESIZBWTYH, BP/DSS MLELIZ X Y 260 KI5 124 5o i T4
(adenoma, carcinoma) A%i2® 5172, AOM/DSS MLEEIZ BT 3 6112 BP/DSS WL & [AI 2 D £ 3 VE D JEH;
TGRS STz —J7, DSS BEAMLEERE 2 B\ Cid, 3/14 B2 adenoma, carcinoma ASEISHIZFR0O & L7278,
D EAE TIIIEEERZ LR DN h o7 DO, S, DSSALHIL BP @55 A JEEMER T H % K
WCIEE A F3 S ELENWPS L o7z, F72, BP I L 2 RIBEEOFRABIEIZBEVTIE, DNABHEOARL S
FTRIEREDIEY 22T 4 7 ABBERPEG L TR RENH L EE 2 Shie.

Benzo[a]pyrene/Dextran sulfate sodium ¥V X ETFILCER I NI KEBED
EEMRZE IC DUV T OREEET

Time-course changes in a murine colon carcinogenesis model induced by benzo[a]
pyrene and dextran sulfate sodium.

P-084

OEHE —B8, ®iZE Bic, Pe &7, Ml B, AH X5, % ¥, KB TE¥F, $F SHF EX %
Bl R, ER €M, FK B2, £ —5

I—HFAHR) "M FTr7—<a—F4Hl - TEAX Y MEE= v b Ve

[B#] #k 4 1%, Dextran sulfate sodium (DSS) % H\» 5 < 7 2 K5 % 7V |2 Benzolalpyrene(BP) % #% 5§ 5

BP/DSS KGHENAETIVERSE L2, KETIWVIZLD, BP OIFENIELG TH o 72 KIHI2, EEE3EEsSE5 2

ETE. REFFETIE, BP/DSS < 7 A KIBHD AE T NI BWTHIR S LB K OIS ERZ IOV T,

ZNS OFEA B X OREEET 22 R EEAAR  2E b % SRR L 72,

[J7#:] 78850 CD2F, lE~ 7 2 (%% 6-8 %) 12 BP 125 mg/kg % 5 H MRS L7728, 4% DSS @ 7 HIH
Bk & 1A BB HHWIE 2 8AMRT2RE (78, AR 11 EHM) FEitL 7z, &5 1IELElE 4%
DSS HARMLEREE T O BP B 52 g L7z, WINRoBFS, B5HEH4E, 78, 9BKO 11 BRICEH B L,
FE M ONTE G 2 i DR BRSO 24T L & DI, — RN ) OESERZE O & S L /2.

[#5 5 v %2] BP/DSSALELEECIE, BP #5625 4 B Tl O K IZHEE %4 (adenoma : 5.9/head,
carcinoma : 15/head) 252 51, THEHTIZE HIZEHBOMES; (adenoma : 3.2/head, carcinoma : 16.0/head) #°
RO BTz, —F, DSS HMALEEEEIZ B W T 7 EEEEIC DR 7 235 B (adenoma : 0.1/head, carcinoma :

04/head) HSFR Sz, HEALERE N Y BP AR GHETIE, WIILOERTIZ B\ C b BN PR K OE 5 R 22
FERD LN o7, U EoERE,»S, BP/DSS ¥ AEF )L CIE, BP #5854 8, ElH9E 0 DSS WL,

HEH 1AM CHESGMREDNEET 5 2 L AR SNz, BP/DSS v AKGIHAAE T IV, o CEBIMT,

POEMEIELG A FRSELETLVTHY, KIEOFEPABEOBHIIIEFIZERH TS 5.
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ANFOYL Uy 97 I REIZEL D microRNA DRBELEE) &

ook | ABPARBBRICHTBE
MicroRNA changes induced by heterocyclic amine and its significance in the early
stages of colon carcinogenesis

O%# B2, & BT, £% 88, A+E K&, aH B, sz F°

VRRAT KSR EREE SRR e R, Y ENIASAISE v 8 —WRgET RIS AMIE T Y 2 s b,
VENLASAIIEE v & —IReRT AL

mEfA AN ERSPICE TN AL RE - 28A JEAEY Y Heterocyclic amine (HCA) #, b Z=mICEHEN T 5
2-amino-1-methyl-6-phenylimidazo [4,5-b] pyridine (PhIP) (2 & % T v M KIGENAFIEEME L LT, F4lx, #iz
FEEOFIFEUNOIEBRIVER OFEZMEICER L Cifge 2 #D T 4. microRNA (miRNA) & 18 ~25 X 7 L
FF FO/NE7 RNA BHTH D, A mRNA @ 3 EEICES L, #RHEE L mRNA OB & W) 200D %)
ZANTHERNE 2 ABEHOBIET2HET 5 EE2 5N TS, JT44E, miRNA X, fx OEGBERICES L Tw
HEEZEZOLNTBEY, PADEERERIZHEELEEHZRLLTWLEEZLN TS, KIFZETIE miRNA
DFSBEED, HCAIZ X B%ED A, FICHRHBEBICBNTED L) IZHEST 222 ME Lz KBRS AL R
725 HCA [ 3EH A HCA4 Fi%E (PhIP), (Glu - P - 1), (IQ), MelQx), FEZEDTAM: HCA2 FiidH (MeA « C), (Trp -
P-2)]%MF344 7 v b (884 )12 3 HMHBENES# (25 mg/kg), K ERICHE SIS mIRNA OFH 707 7
ANVEENT - L7z, BIREWC &1, 7 7 A8 — AT L ) HCA GRS A OB I L ) /255
SN, ZHBTRBICEDOD 572 mRNA 2LE 8RO 1HETH L2 HAICEH L2, bbbl
O miRNA V72237 ) Y 7V AT A XD BB AMOFEOH IR ETH S I EMRENT. ZNHD
WHRID, BEAAVEHCA THESIND NS 5D miRNA OFEHEHRREBAICEGT L2 L, T2, EIA
1 HCA ORI & 22 ZTREVEASRIZ S L7z, BUE, TS 50 miRNA OREREN 72 fEfT 2 Mg L X)L ¢
HEDTBY, REGEPAORIERICBITLERIZOVTHIETHE L2,

Molecular mechanisms of the combination treatment of cetuximab and

P.086 dasatinib in Kras mutant colorectal tumors

OfRHE FEZE, Dunn Emily, Myers Rebecca, Campbell David, Li Chunrong, Wheeler Deric

University of Wisconsin School of Medicine and Public Health Department of Human Oncology

KRAS mutation is a predictive biomarker for resistance to cetuximab (Erbitux, CTX) in metastatic colorectal
cancer (mCRC). This study sought to determine if KRAS mutant (MT) CRC lines could be sensitized to CTX
using dasatinib (Sprycel, DSB). In vitro, KRAS MT cell lines were resistant to CTX, whereas KRAS wild-
type lines showed sensitivity to CTX. Treatment with CTX and DSB showed a greater antiproliferative effect
on KRAS MT lines when compared with either agent alone in vitro and in vivo. To investigate potential
mechanisms for this antiproliferative response in the combinatorial therapy, we performed Human Phospho-
Kinase Antibody Array analysis in untreated, CTX, DSB or the combinatorial treatment in the KRAS MT lines.
The results of this experiment showed a decrease B-catenin, MAPK, AKT/mTOR pathways and STATs family
when compared with the untreated or monotherapy treatments. Next, we analyzed tumor growth with CTX,
DSB or their combination in vivo. KRAS MT xenografts showed resistance to CTX therapy, whereas KRAS WT
demonstrated an antitumor response when treated with CTX. KRAS MT tumors exhibited minimal response to
DSB monotherapy. However, as in vitro, KRAS MT lines exhibited a response to the combination of CTX and
DSB. Combinatorial treatment of KRAS MT xenografts resulted in decreased cell proliferation, and higher rates
of apoptosis. The data presented in this study indicate that DSB can sensitize KRAS MT CRC tumors to CTX
and may do so by altering the activity of several key signaling pathways. These data strengthen the rationale
for clinical trials combining CTX and DSB in the KRAS MT CRC genetic setting.
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BERERPICLDIAVIN 22— - EOVBREIF XX IBHERICH
ok | TAMEMR

Inhibitory effects of major component of spices on chronic gastritis in Helicobacter

pylori-infected mongolian gerbils

OzHE Rt", & #%”, 58 =", B =Y TE /7" HFE E3”, I EH®, Cho Young-Man",
NI 2 EFY, @l e

U SRS AT B, Y EEA EERNIER AR

VENLAS ARG v 7 — ST BATFRIERIIE IOV 2 s b, VS () BaRet s s —
VBN AL Yy —TREHT SRR, O HANA T v e AT S 4 —

[(FRBLOCHW] N anNsy—-Eo) (KoyR) BECIA2EEERIBEOEELR)AVERNTHL., 7Y
THEENZB A 0 ) FEGSRIIM L TR S, BAR - E - BE IR EHENEE B, A Y-8 A
NN A% ETIRERBEEME, BAEHEEEOLEEENOERENZORERNO—2LEZ LN TWDS, KIFETIE,
CO)BERERAT A AIETIVERACC, 7YV THIETCRUASNLIEER (vay, VA5 y, avay) oFER
N & BB S SISO W TG L 72

[52] 68l SPF A F A XIICE0 YA HWEEL, BEB2BI) 207 32 (06%), H 7942 (100
ppm) BLEXRY ¥ (100 ppm) Z RS L7z EERFGEZ 128 CHEH L, BEICBT 21205 IR % i
L7z F72. in vitro TO YT WIEFEEIRIR SO W T H ET L 72,

5] 77 A v HBWIZERY VRGO TR T, WP - FERIC BT AR ERE L, BHIER O
MR IR 5o WA & Lhile L CAHBICHIHI SNz, ISR T, 7 79 A ¥ oG53 CIE IR T o B i s v g
BOWDH, ExY EGHTIZMPRCOBEHMBEE OB RO SNz, 7V y I CHRGEETIE, &R
HFIEMIEA SN2 b D0, HELRMEIZED SN ah o7z R, WP B1T 2 SEBER T 118, TNF-a
iNOS, IL-6) @ mRNA ZEHIZOWTHANAEZ S, ERY VIESHETRINS 4THEIRT, 7794 v %5 HET
& TNF-a OF 52T 2580 57z, in vitro ORGETTIE, WO D 100 M O T ¥ ) F B
BRAIRLIAD, 707 3 3k baRTE L, 10 uM THHEERIHIAA ST,

[£%2] DEOER2S, HT7HA L v BIOER) VIZAFAXI0OVD ) HHERE BRI LI EE 7T L
HEME oz, 0 ) I 2 EHMRBEEIH L Y b, PIEERS LV EETH LW REMIRIR S /.

FHRBES 77/ 77hIC&BEOVEFRE XOMF]
*
P-088
The effect of raphanobrassica for H. pylori-induced gastritis in mongolian gerbils

Owm &5", ## R", 28 RL”, 2/l 3R, e Eth", B 29, i 2"

VKRB R R BRRgeR ARTEREEREY:, * B BRSNS A TR AT R,
VKRB EERER IR

[(FEkoEHM] oy, BHEEEOTELERTH Y, I X 28BS % & SR AEIIHEELZERT D
LI ENMEIN TG, B, PAEWERMTEE ) AR SN TB Y, FbuEME OBRE N OTHESEH
THLEEZEZLNTWA., T77 /777 01% KREXFIYRYZEESERFHERTHY, Fr/Vvas7r7=
> (GR) ROGR EHM L b2 > 7135722 (GRe) #BEIZHEATWVS. GRIZANLVT #
FT 7 NGRS NG Z XY, JURER, PUERER, PUERLER, S5 ICHIEBER 2R3 2 &A%k
HENTWS., KFEIE, D EOEHAPAHEHETELS 77/ 7930 ¥a ) BEEsE £I2 BT 2 BHiEH %%
L7 ] EBRBHICBYT, 6 BEHEEAF A X I ) We i se/z. 2HEARSRRL 7)) —
ARG AFECE W B3 EENDT 77 /75375 (RB1;GR+GRe®&A, RB2:GRE&A, RB3:FkA
EENEN2%OEECRAES L, 1288 TR, 2L CHE2ME L. BEEBIE, ¥ F=—43z3E(1C
L 728 K OIRIEAMEA I, )7 V8 4 ART - PCREZHW - LEMEREEFREEEOWE, HPLC%/H
WeBRMLIOD N AR (8 —OHdG) @illE, #LTKi—67#EEL L-Maissz 5L 72, [ %]
B R ORI AR & 2 BEEEEO 2 27, EREEE T CH DL 1L - 6 05HE, £ L TR,
RBIBIUCL D AZISHAD L7z, F7o, LD NAREIL, RB2LURB 3OEIUI L ) AEISEIH S .
[(£22] 9777770, BUKELOCKERESETHHEOMHZ /ML CEu ) WHsERZ IR L. &
SIZEEMHNICBWT, GRZIFTIE%RGRe bFEETHLIEWREEINS, T/, 77/ T hI1E%
ARG T-CH LB MEIE, MLBDNABSE, Z L CHlgMEziH s 2720, Yoy FEGC L 5 B0
AETEITELURER R RIZ L 7.
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72 NOF IR FERTILERE MK PC3 IS 5247 UDFEL Uikl

%k -~ ; 2
ot U 7= Kuguacin J DzhR

Effects of kuguacin J, triterpeniod from momordica charantia leaf on androgen-
independent human prostate cancer cell line, PC-3

O Pitchakarn Pornsiri'?, $A4 BER", /Ml 2EF'?, & &, 8871 #HA", Limtrakul Pornngarm?,
A gz’
VBT YRR ESIR ERRERES, YF oA RY BSR4
RS VA R oY 20 AT i e

We previously have shown that bitter melon (Momordica charantia) leaf extract (BMLE) inhibited invasion and
migration of rat androgen-independent prostate cancer cell line (PLS10) in vitro and decreased lung metastasis
in vivo. In this study, we examined the effects of kuguacin J (KuJ), one of the triterpenoids in BMLE, against
the androgen-independent human prostate cancer, PC-3, in vitro. KuJ treatment resulted in growth inhibition
together with G-1 arrest in the cells. KuJ markedly decreased the levels of cyclins (D1 and E), cyclin-dependent
kinases (Cdk2 and Cdk4) and proliferating cell nuclear antigen (PCNA). Moreover, treatment of KuJ with non-
toxic dose significantly reduced PC-3 migration and invasion. Gelatin and plasminogen-casein zymography
demonstrated that matrix metalloproteinase (MMP)-2, MMP-9 and urokinase-type plasminogen activator (uPA)
secretions were significantly decreased by KuJ. These results suggest that KuJ exerts anti-invasion effects on
PC-3 cells through the inhibitions of cancer cell motility and extracellular-matrix degradation enzyme secretion.
Together, KuJ could be a candidate promising agent, which has potential against androgen-independent prostate
cancer. Acknowledgement: This work was supported by grants from the Royal Golden Jubilee Ph.D. Program of
Thailand and the Society for Promotion of Pathology of Nagoya, Japan.Key word; Prostate cancer, Bitter melon,
Kuguacin J, Cell growth, Invasion

RhvEOaYER, £1ETERICKDIFILRS ALZETFHOIRE

P-090
Chemopreventive effect of purple corn color and purple sweet potato color on prostate
cancer cell line

O 3k, =15 &, Pitchakarn Pornsiri, 1£8% 183k, $#K AR, AH 8z
PR R RS BEENTER SRR RE R A

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 colors extracted from these products are widely used as food
colorants. Previous studies reported that purple corn color (PCC) and purple sweet potato color (PSPC) have
anti-cancer effects on colon and breast cancer. This study is an initial investigation on their effects on PCa. The
PCa cell line LNCaP was treated with PCC and PSPC in vitro. After treatment, Guava Flow Cytometry was
employed to count cell number, analyse cell cycle status and detect apoptosis; and Western blotting analysis
was conducted to determine the expression of key proteins. Both PCC and PSPC dose-dependently inhibited the
growth of LNCaP cells. PCC-treated cells were arrested in the G1 stage of the cell cycle, and PSPC arrested
cells in G2/M. Neither apoptosis nor necrosis was induced by PCC or PSPC. In PCC-treated cells, expression of
PSA and cyclin D1 decreased, suggesting that PCC treatment inhibited the growth of LNCap cells by decreasing
expression of cyclin D1. In PSPC-treated cells, AR expression increased slightly while CDC25¢ expression
decreased, suggesting that PSPC treatment inhibited the growth of LNCap cell by decreasing expression of
CDC25c¢. In our next study, the TRAP (Transgenic Rat for Adenocarcinoma of Prostate) model will be employed
to study the anti-PCa effects of PCC and PSPC.
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HDAC BEHEZIDRIALREDIEIE - MEICE Z B HEDKET
%
P-091
Differential effects of HDAC inhibitors on prostate cancer proliferation and
differentiation.

Oftcig 8k, =% &, #ix A, 84K BR, AR & % & af 82
HEB W RERFRE  RENZER RN

LA RN TEFNMLEE, CAMSVEATO) Y VT EFVENIMNEGEEINDE I ETET L EAMN YT EFV
{bo%E L LT, DNAEBHMVOL AN Y57 FMEENDE T LICE YV BHREIN, 7o~ T UEENEHL
DNA BEMMEEINLZ EPHOLN TS, F/2b ) —20FEE LT, Z7u~F UHEEOLIRIZ L ) IERE)
e LAt x 55384 2 & £ 9% h o T b, Histone deacetylase (HDAC) FHEHNZHL 7 & F VLB % HDAC
FHET LI EICEVMBO 7 v F b EMRAEL, ML DNA B2, 5MbiFE%# 2 3. HDAC FHEH L EE:
U NREEZHRD LT LWL OPOEMIESG ICPUEREE L H T 5 2 LM s N Tw5b. Fxid HDAC FHEH
ARV QWG - 5 bIC 5 2 28, IV EEMERE W TRE L. e M7 Y Fa s ARTE R R E
FJRE LNCaP, & b7 > o7 o IR wn 2 B sl sk PC3 12xf L € HDAC FHE#) Trichostatin A (TSA),
Suberolyanilide hydroxamic acid (SAHA), MS275 % #%5- L 7-. Z @O #E%, TSA 13 LNCaP, PC3 & 2% L T
100nM DL b o3 ¢ 3 2 MU BE o Ji % 52 72, —7J5 SAHA, MS275 13 LNCaP, PC3ZxfL 1uM Ll ED
ERE CHI I O WHI SIS S /. F 72 Western blot (2 & ) LNCaP, PC3 312 TSASuM Bl ETT T 1k
LAY H3OFEH EAPRL Nz WRIZ, & OMBEMEIIHIRIR DS - 72 TSA % VT, HDAC FEEHR] 0¥zl
FaD A5 2 % 5B & Bl%2 L7z, LNCaP 1& TSA BE8E 12 L ) MO ZAIZ A S e 205 7278, PC3 ML
TSA BE#EIZ X MBI RAEL L7z, £72 TSA#HGI2E ) H3K9 O 7 v F IALATLHE L7z, S HIZ L TE
M9 % Keratin 8 O _FHBSA SNz LX), HDAC HEFNIHI M OMIgm, B L OG5 LIREIC—ZD
WL 2 5 2 EMREENT. 1% HDAC BIERIORIVIRIEICS 2 5528 2 5HlICHET L Tnw <

N-butyl-N-(4-hydroxybutyl)nitrosamine 5= v FEREDL A DD FHEBED
5T @R L MR DZFZEE instability D &4

Quantitation nuclear image analysis on hyperplastic progression in BBN induced rat
bladder carcinogenesis

P-092

OMaF 5", 5% B, &E 80", I BF", B+ B, #Ex #E", X BT
VRARS:  BREESE LBtk Y ()AL EEP RIS 2 e AT ST

VAR, R TS Z O ANOE 2 OB EWEIFMPHO AL SN TELZZ s, HERIEEEN
Mase LTI ONTE MR, SWNOMIBEY - 5 TAEMENEILoRI 2 ZH L TwE 2 EPHE
I NTE, L, INSGTEYWHEZACPICHIIBZTREIZ I L TW b 212 OoWToMEHE+4
ElTwvz v, A4 133, N-butyl-N-(4-hydroxybutylnitrosamine ( PLF BBN) #5217 E Rz gl fa <
vascular endothelial cell growth factor ( LL'F VEGF) 255& 38835 % 2 & ML - 5T EWEIHmE L7z, &
512, VEGF ZBMIIZaisEmEe & SN L BIER THRD 515 2 & 905 Phenotype LRI TR SN D 2 &
HAE S N7z, ARG Tk, BBN#ERET v MEREHOMMER & L TEZ SN LBERBER LR 2% e LT
VEGF S8 2 M4 - 551 EWF1 parameter & L CHIGHT > A 7 4% W CILBMRET 2 1T o 72 T2 1E
CAS200 Quantitative Cell Analysis System (Bacus Lab., Inc.IL) T AL D E = IT 2 1T - 7214, &KI1E#R
% CAS200 QDA v3.0 Image List Mode file & L T Cell Sheet v2.0 software program (Bacus Lab., IncIL) T##T L
7o ARWEI S, BBN iFFSIEMNGEIZE E M CI1X, VEGF JE383 ERz Ml & Ik L €, VEGF Z8 iz o
TERELIBEILE AN R C & ANERIICEHE S 7z,
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BEARZEBEZHIBRISAYED 28 HEKRERHTOZ v NERHEE

ook | Bl B HEIAMELES FORBEY
Expression analysis of cell cycle-related molecules in the renal tubules of rats treated
for 28 days with karyomegaly-inducing renal carcinogens

OBa KRBT, 1B =B, 5 57, # %7, ik MY, =% @@, %5 2
VHURBTTORS B MEREETEE, VR EAIEETIER, Y ()R - F e s —

[B0] BEREPAMEORKEFHRGIZLY, H#E5EED S BRME FRMICE RS IR LIS T 578, &%
3T, BB EI B E S T OB RE SR S, SRR EERNNC X D8 ANOE G- HHE
ENTwE, FZTEAE, BEAEHEZE ) BEFNAWEZ T v MIERRES L, UTo@irtir-7. [
3] 6O F344 5 v M2, BEAEZ#HRET A0 AWE O ferric nitrilotriacetate, ochratoxin A (OTA),
monuron, H K% 538 5 239E5EHT AMED pnitrobenzoic acid, LA Z#H L & WIEEBAEOFHEEY S
acetaminophen X ZNZNUZOWT, BEAEFEEHELZW LEHEHEY 28 HEHS L7z, foEge i, Bl
RO Ki-67 &, MO SE AT — YV THRET 20T 28R, ERENHEL, BEBOTEIMNTH H L5
BV A A RS BRI C o B =R 2 g AT L7z, [ER] Ki67 I35 AWERE T IC L
TEWkEEEREL R L7, MBS Tl 1M NSRS 25T D9 5, Aurora B, p-Histone H3 5%
WLERIRERICIL L CRPAMEZ MO TEREFEWE ICEVEEELZ R L, HPla b ABRICEWEE %R L7255,
Separase % MKLP-1 I3 E K F5EWE IR TR o 72, —7F, SEHEHED»S G2/M BIcH#fE+ 2 Topo Ta
EFEDSAMERECTHERIE L OD, OTA OATELEBEIC L CEREICHML 7. [Z5] Mgk
OBFT T, SRR LB EPAWE L OB % 58T & 7278, HiEtE & Z RS T O RSB ZEH I 5 20
HBEIL ol EAEEEWE TEPAMZ ML FIC MBEES TS EZ R L2 &b, BEAEHESR
PEE B L7 G2/ M F = v 7R A ¥ b OfkE L7zMlgomavRg s vz, —7, L0 R 585E3 % Topo
T l3FEBAWE THIEREIE N L s, EREFEEERE ST 20 5 58 A SIS D 25 F 2 dit 3 51212 G2/
MF v 7 RA ¥ MURIOAT = V5T ORFPLELEZ S,

YOOdZXF U REHMEYD o -mangostin (2~ ) AEFSMELEICXT L T
DAY i I e 2% 11 e

alpha-Mangostin isolated from pericarp of mangosteen reduces lymph node
metastasis in a mouse metastatic mammary cancer model

P-094

O%m ', B C%%, A M3°, &8 =AY, K# i

DRIRBEAA: RV, PRIBERAS: B Py, KBRS SHaE > 5 —
QLTS PE O

[BW)] ~> T25 v BEHMHEY O a-mangostin (X, FE4 OFEMIBIRICH LTT7 R b= A% FES L. 40, iz

~ 7 AFLEEAIY BJMC3879Luc2 % BALB/c ~ 7 AMEVZHEAE L, BEB1E2% 04-0.6cm DI TI =R EFER >V 72T,
@-mangostin & 0, 10 3 X 1820 mg/kg/day DHETERK T O 6 B F TS5 L, HEMAKRSWICHEEOREY
L7z [ER] 20 mg/kg G-I B VT, EREAFEOMH & EFEROFBELRERZ RO, ) V3B T
12, 20 mg/kg HECTHEZIHPELZ SN, M cixifiiEnosrvRrsnsz. $72, BEMBO7 R =2 A
13 20mg/kg BECHEEMA R L, GRS 28— ¥ 3B L0 OBREIZEH L BE SN EENOBM/NIEE S
R E 272 Y XE ORI, 20 mg/kg FHETHBEICHIHI SN Tz, PUEESIROERETE O—um% [
BH7-012, EHOMBERCEFZIZE D> Tnb Akt DY) VY FRILIZOWTHINT L 72, ZOHE%, «-mangostin % WL
L 723U Tt in vitro B & WVin vivo & b 12, Akt (Thr308) @V » BAL oI EREE Sz, [#EE] Sisf
P~ AFHEETIVIZB VT, a-mangostin IFIEAFEIE R ) ¥ /SEIIRBIIH 2 55 L, BRNEROBWITR L
Ez ol T2, FOERETE LT Akt Y U BALOIFEIDER < IS L Twb 2 EATRIBE N7,
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DAGERMBMETY Y N—IVEEBIFBIZATIVDT v MELIREP ANDRE

P-095
Effects of DAG edible oil and glycidol fatty acid ester on rat mammary carcinogenesis

OFi«3 BE", RE BE", =0 %", &M EBH”, 2@ ¥
Vel EWRERERE BEENEH ST, YRR EEHERE

DTNy ka—)v (DAG) ERMOIESAMEHMETIX, DAG MG 1, 2DAG 3B A THE—F —ThH
L R ) v R—= VERHIE T A7)V (GLE) DZEDTAVENHEIZ R > CT\w5b. GLE I3AWNT, IARC 28 [k
NEBAME TH HUREMED = WEE QA) ] WAL TWAZ )Y F—)b (GL) ICHRBIEREN D RetEd D 5.
DAG DFM AMEFHEICIE DAG, GLE, GL OIRHNEIRE & 5 T~ OE SO W T ORI AL ETH L. i
I AE R Hrasl28 P I v AT 2 =v 7 F v M2 DAG R Z LENFE THRS 52 L1250 AREE
EFHHEL, AKX A protein kinase C (PKC) OG- %S 223 5 7200 PKC 388 2 T L 72, &
512, GLE, GL ® PKC & v /87 ~NOFMMEE A ) a v ¥ a% /) 27 ZAOFEICTHEN L7z, Hrasl28 5 v
& 4 BT DAG ERSBEL L TR 7V Z ) a—)b (TAG) % IIMENTE TG L7, 418 05 mL
TAG % B 2 [E 5. % 27 1 05 mL DAG %38 2 Wi F#%5-. 25 3% 05 mL DAG & 05 mL TAG %3 1
Ao TH5. #4505 mL DAG % 2382 1M, 05 mL TAG % 212 3 E T 5. FZERBMGHE 15 WA
WZEIR L, 384 U2 JEEE R HHEET R B X O PKCmRNA 8T 247 - 72, L&MW & PKC L OB E 25 72
12 CDOCKER T 2 47> 72, S5SNI EEITETIIETH D, FE 1T (22%) IZW_TE2H (77%) B &
U5 3 #E(77%) ONE incidence 1ZB F 128N L 72, 1EEE o multiplicity JEEE / 5 v M IZEHETENZFN04, 1.3,
09,07 CH, B2HEIZBWTHBZIIWIL 72, JESHEE CIXIEESHAR & b LT, 6 isoform @ PKCmRNA
FEWAEEIN LT\ /2. DAG 285 S N7 IR BT A 5 isoform @ PKCmRNA 8313 TAG 25 81
PR R TEEICHI L T/ Hrasl28 9 v MIBWT DAG OIENE FREIL, AREIFTAZRET 2.
A 2 0) AT TIX, GLE & GL @ PKC % /37 ~NOBIEDTH Sz, RNEEERE Y Yy N AT AT
DORGEDEETDH 5.

v AfiiRTELREORPREEREICETIRNEX MaikMloE s
*
P-096
Involvement of bronchioalveolar stem cell for early stage of carcinogenic process in
mice lung SCC

OWEF THAES, 2 R, # 7274, 80 &FF, T X &R BEH 5K EE
RIH SRR B BEAZER #R SRR

[ O H] 4, MigSREE s B W O RREERIC B 2l CH 2 /B Lhineiife (BASC) OG-
FEH SN TWa, BASC I FRMSE L - MiluBi 448128 fE9 % Scalpos CD45neg PecamnegCD34pos #lfi i #:
ICHEL, HOBEHEEE 77 M0 2 BBl L ilg~ o0 big 2 fFoMiech b, ~ 7 ARREIZBIT S
FEEE S L COMREMATRIZEEN T A, —Jf, Mo % 23 2 MBI BT % BASC OB 513472
HEEINTVWRV, ZZTHROERTIE, BIFFEE TS L2~ AT LR 7V % v ORI ssiE
I2B1F % BASC OG- & #at L7z, [Hi] £ e L, Mtk A/~ A 68l 12 8% 2 B TR
Group 1 Tlx, HWIRZEHFERE L L T Nonitroso-tris-chloroethylurea, NTCU %38 2 [a], 4 M2 720 #5 L 7-.
Group 2 TlE, VAEMERIEEEE LT Acetone & [MARICHG- L, B5BMGH S M B IC&EOHMREITV, MiE ik,
SRR AT ICE 72, [HR] Group 1 O#FKMAE L TIX, ZILICBWTH )+ 25 —, SR ELOBEN
T BRI MAE & i & 3 2 BT EE AR 2 R0 72, — T LR ROWE L B R ro7z. RIZ, 77 Fflld~ — 7 —
T& 5 CCSP J 08 2 Bfitifa R flifa~ — % — Td B SPC O EH#OLG 0 & 17\, BASC OJEREEHI 21T o728 2 A,
MRS 720 0 BASC Bosk BHE L I LA RIS L T8 Y, MREL Y470 ITHFAET 5 BASC BoE A D
HWHIL Tz, ZOfEIC B ML OV T R b — 2 2 &2 MET % 720, Ki-67 . U TUNEL 4eft % 47 - 725,
2EICERZROLP- . [EE] SO0 ELY, NTCU FH5shiR T FR O R EEIZ BT, BASC
NS AZENHSE 2 E o7,
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FIREERPATTIVICETE YA DMERRRICK S HEISABEHD
* | 1&ER
P-097
Study on modification of tumorigenesis in the central nervous system by early-life
exposure to manganese

OCho Young-Man, &R BB, Z2H KL, XK FF, /NIl XEF, Al #iE
EIRYAEEE S T S A M o 2

(B8] HPAWE DD IIRERE SR AIIEE I CHRBEPABZERE N EARBENTVS, LirL, Fh
B L THREF SNAWE ORI %, FFICHBRHRENAICE T 2 E T Z L. STk 4 39035 1w
BRI A MR e e MR RS A BT VR L, <~ v v & TR DS ABEIER 23 L7z, <
YA VEEPABIRE RSO0, MEEHEEN B EEE R T I & S AEIIREIC X BRI ABHEIER O
RSB E S NS, RS ] 10k 17 HEH O F344 5 v 12 N-ethyl-N-nitrosourea (ENU) % 20 mg/kg 1&
EORECTREERMNICIEKS L, BIEBBEEYT-7-. WMABES L EZILE P 3EEw c, ML qFsmic
MnCL4H,0 % 0, 0.002%, 0.01% 0" 0.05% T 34 MR G-% 17> 72, #5871k, T8 % B E L
HESB IR 2 DS % BRI SR L 72, [RER] ~ v 7 o512 X 2 BB K -8 o — i IRRE, A&
MO\ A5 BHERRO 6N o7z, 7234 BEEF TCOEFEL Y VT UHRGICEAFELREEIADL
NZho7z, BB VT, ENU ORREREGI1C L) 348 F TK 4 62% (M) KU 74% (M) OB 2RE
MURRE, Zoie B E, VR IRIEA AR K S T B S o hA R E S AR Sz L L, v vl
N K B RARRIE R D S8 E | SRR OMERRIC N T BB b ko . /2, &R TEA MR TOM
B IE S5 O R TR IE IS [ Ol AY A S5 O IR IESE 320 H 2, WEhd < v 7 2 X B FAEROELILFE
DENLhoT (K] ENU ORISR X 2 hARIFEEE DS A 7OV Y B O )35 3% 5- 250 §EC, 34
HH OB TP AL OBRBENPEELERZETVTHE EEZ BN, KEFVIZBWTI VT D)
TR T X AR IS DS A BV 2 7R & e r o 72,

Z v b sulfadimethoxine FRFKERHEAREN AIEEL TERET S
FW% <~ - 87 7— T matrix metalloprotease ;&4
Distribution of MMP activity in macrophages aggregated adjacent to the thyroid
capsular invasive carcinomas induced by promotion with sulfadimethoxine in rats

ORE #iZ", 15 87, 8 $Bx", =% BE®, %8 3
V) oA (), PHRERIORY: EPOREE

[H] 3r4E, matrix metalloprotease (MMP) 1&, FEMf720 T <, ZORMEMI,» S LA SRS Z L H
HEN, BOERNOEMAINEH SN TW5, RIFFE T, JEZEICBIT S MMP & MEMEORMEZ RS 7
WIZ, T v b THHIREEH % 77 ¢ sulfadimethoxine (SDM) @ 70 E— 3 3 V|2 X 1) #5865 FIRIERL PR
HATANZB VT, MMP OZ8 K OGRS & BB o oA 2 E Lz, [hE] 50 PHIRIECBREERSA T
TN X BHEE I, HFIRIEEDAWE TH 5 N-bis(2-hydroxypropyl) nitrosamine (DHPN) % f =3 T —% — & |
THW, SDM % 7HE—% —& LTHWA Z L THE S BARWIZIE, 6 AR MM F344 5 v M2 N-bis(2-
hydroxypropyl) nitrosamine (DHPN) % 2800 mg/kg AEOE & CHEE T#K S L, €0 1 %D S 1500 ppm
® SDM % #ok#x G- L7z, WEEREIEDIEK & L5 35 5-546 11-23 A2, MMP ORGS0 5 2 &L THEG
5T DG I OGRS MMPSense680 % Fivy, BRI H ICHIRI G- L C, HMEA A= 2 7FEI2 L ) MMP
PR BIEE L, IRBLHRR A0 TR B AR, 2 MREE L 72, IR\ Cin situ ¥4 £ 275 7 14 — R O LR 12
£ MMP-2, 905 %R~ ~707y—3 (CD68), MMM (SMA) o4 & iz, MMP & [HE
foD Btz Mat L7z, [FER] RN ES ATV B W TT 55 F—EiEEAE <, MMP-2 3 3H o Rn
T b oo, MMP-9 OFHATCHE L Tv7z. 20 MMP-9 038HIE, B OEMEZ T <, FEiRE7
0y MIERL TS CDEE Bk~ s a7 7y — I THEIL N, TD L)% MMPI B~ s a7 7 — 2 DERKIL,
SDM #5-Bilatk 11-23 I b 72 o TR B L7z, SMA Byl 1 (3B & 22 2 34 & B0 e r o 72, [B5R]
T v MRRBZEBEEPAET VTR S N AEENREFNAOEREIZBWT, BEH 70 bOFAMIIZIFT
B, EHLTERET LY IO 7 7 —=U Db EAESNS MMPO 1H#H L TER L TW A TR VRIZ S 7.
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HTHA T ISk B P AMBETEIRE & 5 ARRIREHARIEEERIR

P-099
Capsaicin propagate cancer cells and cancer stem like cells.

O=T #MA, WA #%, (kB8 af 8z
T EWLRFERT b EENER SRR

HTHA Y VIREETFOERSTH L. FTIEDTHA L VBB ADO TR OEIBRICAR TIE 2 W b v 3
DL LENTWE, LI, FOEREAIZRLGT AL EIBELRONS. SHFEL D T4
¥ OD AP IETEIIRIE R 2R 5 & & D12, R TIRA ST BRI T O AT A M BT AR HE5h 52
GETLPEMRELZ. 72, A7 AL VOEBERSGICED, PAMBOIRE A EICHIIEE R 75, b
TR ARG E U CEFET AR 2T L7z, SRIOEERICZIE, v NHEME HepG2 = Wik
BEBET ATHA T R L AMES L, MBEOREZ L, MM, BEE, &E5HEE BT L7
ZOFER, HepG2 MIZ # 79 4 ¥ ¥ AR R E Tl REE Rl S EET 2FENWAS Ik o7, F
72, BRETIRIZE A EONAMILIIICIRT 528, £ X5 72 I AR OS2 FFo BN R W2 s,
B, ZOMBEA T A LGSR L, BEOMI L VKT TH A EMHR SN DEoRELD,
B THA T AANLEEIC L) 2 ARSI EE I AEAE S A FHMERR S 7z, F 72, SABMBBRMIL OGS,
BATHWEOVEMICIIuE L %5 1 BERNTH 2R Z W72 L7

rasH2 ¥ ) X2 FAWERDPAPERVOIERDPAYED

ok | BEMER—BRERS AHR
Two-step ultra-short-term carcinogenicity test of carcinogen and non-carcinogen using
rasH2 mice

OBa @7, AR B, BY B8, & 9x", &) XX, &% &5, & F6#°
U (#) DIMS BERHERISERT, * () S8Ry vh SR 22T

[BEm] Fer ZMEEDORZEEZIIBWT, rasH2 v 7 2ADOEELZEIZ DMBA T =Y T —3 3 v %, TPA # &K%
W5 3AZ0108) SHMTHRBENPATOE=Y 3 VMEFAOFHMESWRETH S Z & 2 W Lz, AHIZE 51
B30 A E R O IERER AME & 7285, F72MEEOHME TOMFFHIETH % Oleic acid diethanolamine
condensate (OADC) IZ DWW T 21T 72, [F7:] MED rasH2 ~ 7 A (7 H G, S8 10 0C) O EBE RF 12
DMBA (50 1g/100 nL) & 1 B3RS L, €0 1% X ) BERIO K257 AW Td % 4-vinyl-cyclohexane
diepoxide (4VCD, 25 F7213 05 mg/200 L), FEFEDAWE TH % Diisopropylcarbodiimide (DC, 40 mg/kg b.w.)
& U Benzethonium chloride (BC, 1.5 mg/kg b.w.) & ZDEH-OHKT Y 7 — V%2 Zi 24l 5 [, 72 OADC (30
mg/kg bw) K INZFDEEETH 5 995% L5 J — )V %8 7 BIOMEE TSRS L7z, 512 DMBA #EALE T&48;
BB OEHEZBEHG T AMERIT . EBI12BETERL, BEZ ORI E 2 5 L7, [FE]
FEER 4 AEZ 995% T8 ) — VISR B $XTO DMBA WLERECTIERE OFSEDHD N2 DD, ZDOi%5E
EREINEA ST, HMRR O R AN AT ST 20 ~ 30% K% V02 ~ 04 I CTH o572, 995% T
5 ) — VIR N DMBA JEMLERE CIIIER O EIIRO SN o 72, RIS SR G4 L
FE B V3 LR BT RR, e ~F LB FLUEIE & 7213 F LR Ch o 7. [F & d]rasH2 ~ 7 AD 7)1 DMBA & ffi 4
OWERIE %5 L7k R, HBREPAME TH 5 A4VCD %512 X D EEEOFEIVETH ), Hwiks
BEWMEDP o722 EVEZONT. —T7, IEFEDAWEREE T FRINEE 04D FED S, OADC THHEiE
ERIBEDOFE DR S NIz, Sk, ROV AJEMESERZHE U 7- HE TOHME 0, Wik IEFS AW O W 7%
LRI EEEZ D,
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SBEH—K>F/F1—TTRIEBL -15EME (CHL/IU #ifa. BALB/
c3T3 #ifE) DEZLESFIHEMREICLIEHE

Scanning electron microscopic observations of cultured mammalian cells treated with
multi-wall carbon nanotubes

P-101

OFftE =, #%E %#, =15 @5, BH wa, 188 ki, RF =0, &8 A
R ED LS HANA T v AWk v 8 —

[B) EdE, e oF /<7 ) 7TUFHESN, ARPERIIERLS2H 5. By y—TldF/~FU T
D—HETHLEEH—KRYF /) F2—7 (MWCNT) OFEWE A7) —= 2 7§ 572008EMILE v b3
BRDBEEAT > C& 72, ZO8EE, $HIRE! (Straight) MWCNT 728 CHL AIAZICx L TRERUER, 2858 X U'%
a3 L, BALBAIEIZ L CREREEZ R 32 &0 -7, 22T, WHllg~o MWCNT O A&k %
AR D72, EERETHEMET ANCTEE L0 THET 4. [E] CHL/IU M, BALB/c3T3Millsd 2 f#
HoOREMEZ AW, SEEMEIZEHRA MWCNT (MWNT-7, =3P () £ 034t B 88 =5 nm,
FX:50*45 um, 50 um BLEAT398%) #EIEMHICHEE L, 2 HBME L. CoREMEY 1% 7Ly —
WVEHPBS CTHEEL, T¥ / —)VTHAKE, 7% /7 —VIiEEHz, BEEEEE HErRE5% EENE
THfsEE (FE-SEM Hitachi:SU-8000) TEiZEL 72, [F5F - F%] 1) Wiz, $HRA MWCNT 25HiAd A LI
DIAFNLZ EPMERR S @ Wz, MBAICILD A F N 7z¢RKkE MWCNT 28 2 fligf 2 70 v Pk
W AESMEPBE SN, IO OEERBETFHMEOBIZEN S, $HIRE MWCNT ISMAEPICELY sAE i, Ml
FLERR B R 52 4 2 L I2& Y, CHL/IU MBI 55Uk, 2B X U0S2:#5 L, $£7-, BALB/c3T3 MifEIC
BB 2 T Z 2 5Nz, (RREBIZEAEFEE ORFEWIEEIC IV ERLI2DDOTHS.)

7 MIHBTBFITCHARUIET ) 23— IVERF / WFORMIESED
By

Sequential distribution of FITC conjugated PLGA nanoparticles after intratracheal
administration

P-102

OXEE FIEY, B F&?, d& L72, @@ 87, RA &Y, s —FY, 2 #i®
V) R —F vy — wEEm, Yhvr I zuy (), VigEahREk

[B] g o, RYFLEE 2 ) o — )Vl (PLGA) F / KT 2 itiflik 2 v LI 5 &SRR ES L3+ v
JT7IIZDOWTHIZEL TWwWah. Lo L, &G Sz 7 kT OB & RN BIRE I oW TEAR 2 5 H%
V. ARIFZECIE PLGA F /7 $ 7 OB K AN BIEE OB % HAY & LT, FALT- 12 FITC %3 A LM G- L
FOHRER B L 2O THST 5.

[77i:] PLGA F / ki F#: (PLGA #f) L IEALEEEICS v & 2PC% JHv272. PLGA #1213 PLGA F / Wi ¥ % 19—
IS E %52 [AE WS- L, 530 KU 60 43 # 12l I 0Nt fid 2 REL L 72, il e OSF L2 13 BT FITC £/ &
O — F VPR % F v TR 2 470, Bk o —50%, ZBRE T-BAMESEIC € PLGA J- / T 0%
\ZHEL 72,

[ 5 & 2 82] BFIAMSIC L AEIETIE, PLGA BEIZ B\ T “PIiNE b Bz i B OF A8 PN R AT 2 B A A A/ N,
ARSI S OMTMMLERIZ S A 5N, &4 60nm TEFEEI O THRWEME b, BREMICIZHEE
WZFEEFRD SNk 2 o 725, HEALERE & [T, PLGA T TRR L { A b L7z, BRI X A AABI PRI ZARE Cld 2 22 o
72. F72, PLGAHEONila~27 077 =0T 4 V)= LNIZF R Bbb/NaRRD SN, Zo/hE
X ERO/NEERIBDIERETH - 7285, KESIIREAT, KREVWLDOTI50nm ML ED L D L ER Sz, s
FRALAEgete 12 X 0 iofifeE K OHile~ 7 07 7 — ¥, OB AN LR B BOS DS SN TH Y,
BZ5 <, PLGA BEOKAAARNELDO—ERIZ PLGA F /LT 23E&FN T 5 & Bbh s, Bl 5 ke
RN B T RS A B, FOIRS IG5 00 EE— 2 L L THRGH0 S TOASN., U EOHKELY,
FERGHE G- S 72T 2 R I3 2 AR & D it 2 /- L CRIBIET 2 2 LR ah, F72, BiCilEsiikicg
ELF /R TR~r70 77y —=DICEDEE - EINE Z LD 72,
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RERNBRESNESBH—KRF/ F1—-TORAET
%k
P-103
Translocation of intratracheal administered multiwall carbon nanotubes to brain

Om=fg 2=, B ey, BE ©&, KE X8, R = EHF &0, 88 A
hRGFEIERIEH S HANA AT v A%t > 5 —

[Bw] 7 <707, &R, i, BETHRELFEIOER SN T2, Zoraeticidtazmi
BEBEN TRV, TFE, 79— L URBILF ¥ v F RT3, TomEOMICBITT 22 L s s h,
FOEBEENBIRENTWS, S0, B —KrF/F2—7 (MWCNT) #HEKENKG LTy bo
IMPIZ 3R S 172 MWCNT D& I OWTHET 5.

(5] ¥ E o MWCNT (21 MWNT-7 (ZHWEE (F), WHER T 88 nm, iR T 50 um) %
L, Tween80 % 0.1% &ML 7> PBS IC8&% 72, 13 G0 HE F344 F v M2 160 ug/ VL, HEISENES L, 1, 7,
28 B X0 HBICEM L7, HME, % 10%BE RV~ » CHEEFRES L, MY 258, kernechtrot Jeftf4,
FFWEE TRNIC BT 5 MWCNT @ (1) 40/, (2) bR ORI IER, () LB oM ZEL
AR L7, F72, GEHTA O NARHER Y B 4 Z W B 7B Tk L7z, VRN, BB I L
7= kernechtrot Zea ) & vy, 1) LB CEBEMEOMEMN & 72 5 MWCNT #iff % %5, 2) cogay x5
A RHFALETHAI Y LAFEER, TREFVEEZHETLUE, 3) 714 VAR >R F D BHIRUHEF H
SIZREAL 2 OIS L, R 2 ER L 72,

[ 5 O 42] JeBEMR TU T o R 2872, MWCNT X (1) MaticZoons. (2) #5451 HEH» 5N
IZRRO S, IRAEMMERIIREREICM L 72, (3) RROBMHETH Y, TEEROLDEIRBO N o7 F72,
MWCNT J& PH o IRk 2 13 98 SUGSSE D2 (b % 386 7 A2 - 72, Oberdorster 513, REFAAK ®C graphite ? F
JRFR, Ty MCABRTE LR, MALE 2RO, B SBAEE A L CMICBITS ARE2IREL T
Wh, RENEGREEENSRORIETH L Eh D, SHEOFERIZE T MWCNT ORPRAT I Xk %
N E L ORBOFEEDSI S I o 72, (BESEERAEmIEIC X 5)

FT/BEMERFI T4 NOKREAREXATL—BEIZLD
Fischer 344 %5 v FiNDEE

Effects of magnetite nanoparticles on lungs of Fischer 344 rats after repeated
intratracheal instillation

P-104

OZH %,EE\U’ x5 %ﬁ%ﬂ’ =y T§1)’ i ﬂ#}gﬂ’ ZRE EILU’ 242 —E.i—”’ £z EHLU’ Sl Eﬁ_wy
NEA Hﬁi’i”’ T %12

VIR SIS v 5~ BREEORMETS, R RUR A

[T5] F 7~ 70 7OV EIEAR 28 FEb & L OB 2RI ANED ST B8, T4, F /<70 7 ILo
EEREITH ESNTHWD, lEF 2R~ 7 2% 4 ME, AR ETHRIEEH T 52 05, WAGLEREEE,
WME N F =T E A BRI SN, ERERLNAFTT7 /70 =5 H~OIeHERMNEE ENLTwS, L2l
B, FOREMIZETAERIIESNTEY), REGLZEUFFHEI RO N TS, Fxld45H, ~ 7%
A SV e S 4 BT, Fischer344 25 v M X 5508 G- 3k % Eh L 7-.

[53:] F344/DuCriCrlj 7 v MMEMES 80 PC% 8 @l CHEA L, 2 BERZEEEE (HAZ L7 CE2) 12X 1) BIMLE
B L7210 Bl calBaicft Lz, AENECE/EAIMBEIC L ) 224 812550F,0 (3> ba—)v)-02-10-
50 mg/kg KO~ 7 % 4 b %, 1 mL/kg REOFGHERET, A7 L —FKGaEr AW TRAENIC 4 H8MIC 1 E
TAERNZ D720 R L3S L7z, S5-I TR L, I3 - A b2 0983 M ORI 247 - 72,

[RER] B OARER EBEEOHERIE, SRGHIIBW TR L DI THEREIGID SN, T2
—HEIR, REAIZBWTH, 727 4 MG L BB O NG 0o 7z WHESFMHRE T, MiEos
TmERE (50 me/keg AE) CTHiOEREICAZE RN Sz, MEEORIREE T, MHED hEE R O i
FEHT v OMICY 7427 A4 NOILIGEEDR AL, SREEFICBVWTIIMoERSRD sl T2, M
OFGHT v b)) UNEIPIKE~REBEBETREL, 7254 bD) YISHIANOBITHI/RE SNz, FATESTIE,
MR OMBIERBEER L SbY, Y7417 A4 NOEMEELRET S,
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BEBIUVSEH—KRF/ Fa—TORFEIP AR X 54
*
P-105
Risk evaluation of carbon nanotube on rat lung carcinogenesis

OZEr BBY, =0 %", Be¥ ®E", # #5°, 208 F=°
Vil EWRFERERE BEEUEH 5 TENE, YRR EERHERE

H—FRryF /) Fa—7 (CNT) ZZDHIROILEED, 7ANRZA P EEMLTEY, CNT 2 KEICRATLET
AN b EERCHIA A, BRHEAE, TREZBET 20 TIEewr LRI TwE, krld, F/ kF R
ftF% =2 4 (TiO,) OWABRBEOIZ, TiO, ZEEL/z~70 77— 050w 3ts MIPL a 235H#ilid o B
ERETLIEEZWMELTCWD. Lz > T, WMABREIZL ZMBEPAMRERBE I, F/ TV T7VE2ELL
7e=rou7y—=IhbORTD, MR EEOMEREAEET S EEZ LN RIFEICBWTIE, TARA R,
HREgH—KrF/Fa—7 (SWCNT), £EH—KrF+/F2—7 (MWCNT) 5% 27077 — %447 5l
R BA TR E I 2 AT A E L7z, Bl BE L TTANRA P TH ALY FIA4 M2 Ty MI8HMIZS
A OTENERE 2TV e T, RICRA SN Z7 03 K4 Mid~vrza 77— JICEESRTWwW, F77,
70y RI4 VEEELY 707 7 — DO EFED, MEEARTH 5 AS49 Mg o w58 2 2 L 72, [k
[ZSWCNT, MWCNT ZAiNICEZT 2L, WINLMIOKIErA LN, 707 7 —JICHEEI N Tz, B
LA ML ADIRIETH 5 80HIG L ~Nvix, SWCNT, MWCNT (2 & W H&I2 EH L7z, SWCNT, WMCNT 12
BREIN~r707 7 — VO EIX, AMIMILOE E Ml cEfEH 2~ L7, L7225, SWCNT,
MWCNT X TiO, %7 By K4 b MBI~ 077 —VICX D EE SN, SWCNT, MWCNT #& A& L
7ex a7y =Y OEET LRSI EIE AR L2 2 £ A5, SWCNT, MWCNT 285625 A % fié e
T AL E 2 S,

>/ ZBbEF ) LRTFORBRERS AMEEERORII—S v k &
v ) X &A1

Lack of promoting effect of titanium dioxide particles on skin carcinogenesis in rats
and mice

P-106

O #5", Il 872, —0O %°, ZET BB®, &-+E BEY, @R HARY, &)l Xk, KE EY,
Be BEY, 7%E BBIE?, 2@ ¥E), LIV 44— 4E« R

VRIS ML, YR E RIS BRI - B R
VRIS B o FE, VENLE G RIS RS,

O KM ER R FE T

[HE] /LM SEORBICERASINLI DL WT /R TZM LT TD) X, ZOREELSEEE2ER
L, HEEFANZERT LRSI N TW DS, FEMRRETIER7Z 2 SN Twiv, KIFZETIE nTD
@ in vivo FE R RO 2 B e L CEBREPAMEICED L, BERPABESE NI VAV 2=y
77y bBIPYT A% 72 nTD OREEPAREER ZHE L7z 2512, ALEE% M7 nTD @ in
vitro R EBYEICOWTIBIE L7z [HikekR] %8 110 Ao B B L IR EF ARz ofe » 7o
FilcHras 9 YAV 2=%7F v b Hrasl28 v b)) ZHWT, #IBL-EHER%E, A2 TI0OMEKUV
B (20 mJ, 7 min) B L7z, Ma—F 1 > 7 LFLE nTDER0 nm) % 50 mg/0.5 ml Pentalan \Z%& L, HIZ 2
AG L, %552 A CREAEIR L /2. 6k 2 6 8EME Hras128 5 v b OFITE L 7255528 12 DMBA(25 mg/05 ml
aceton) = ¥AF L, 1M, 50 mg £7213 100 mg T —5 1 > 7 )VF L nTD(20 nm)/0.5 ml Pentalan %, %5
20D B 2 [ TEAR L, 528 TR L 7. FEER 3:6 st H2 ~ 7 A2 W, #IE L2 EI202
mg DMBA ##%/i L7, 1#MZ, 10mgF/2d20mgr)arya—54 7 L7zVF VA nTDE5 nm)/0.2 ml
silicon %, MIC5RITHE2EH,S 208 F TIZEMR L7z, UL 3HEOKLERY v FEEETIX, Wwiitd nTD %
B LTRSS O AL, 2> ba— VBRI, FELZBEINSED SN ol FEEL v
MATLEREETNVOLEIZ, nTD 238, 48 Refiifs, E# L 72 nTD 2B L, EEMIZF & =7 L% 58T L7
BBELIF Y =T a0, ¥ bO—VEIZHN, FERENASR S 2 o7: (K] 7y PBLU~7 R
O R ECEIIZCEHMECE 22238 L, nTD = %A L 72 E 30 A OMREE 22k L7275, nTD 12
L BFEDVBAGENERIIBISRE CE ol ZORMIIEFIZEN L7z nTD ARBEIEBETE 2w EEZ bk,
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s BALB/c Y RXICH LN =

- 0"; Intracranial Lipomatous Hamartoma @ 1

A case of intracranial lipomatous hamartoma in a young BALB/c mouse

Oft«k B'?, &2 =E”, |k %77, £A B8, #1 BRY, 8 BE”, =9 %, )\ &3°,
LR #17, B8 T

Vv (KR BRgeER RetERisE s v — 7, YHITHERNRY: RS R

[*%45] Lipomatous hamartoma (&, WIEFEEH 2 VI E ICIEHE 2 BABIHAL OB RO SN LHIHETH
D, MBHEO—HEEZZONTWE, ZNET, b b, FollH, (1 XETHWESNTELD, TOREHE
3D TR <, BALB/c ¥ A TIZ003%ICBE LW EHMEINTWS Y. 4, F435# BALB/c 7 AD
Lipomatous hamartoma (28 L 72D T, ZOJRHEMABFIFEICOWTIET 5.

(FPEF R O] AIEBNE, & 2 L5W 8 % HnlERE N G- 1%, R S 7z 7 kR BALB/cAnNCrlCrlj i~
TADLIBITH D, —HRBICIEIAREICHET 2 L EbN I BE IO LN o7z 4V 7 IVT VI AR
Wi L, @S 24T, Wi Gozagfag e v ~) YEE L2 K2 288 L OVMEIZo W T,
WL N85 7 10 VYR 2 ER%, HE 44t i LR A 2 17 - 72,

3] E=MEe, K& 2R % & Ol Lo miiiMiia o s lg S iz, BRI, Sl
PEIZFRD BN o 72 KRINATEERE 20 S BRI 20 CMEE PR IESE S, IREFEIE T IR L Twie.
1B R B 5 BMILE2ME AL, WEMIEMME TR SNz MO TREZRBO o720, KRE
35 L OBERIE R, BAREAMRELEZ Sz,

[£%2] Eito#sR XD, AJEH%E Lipomatous hamartoma & Wi L7:. FOREL Y HETH»SFELZD D
L#EzZ 57 BALB/c v 23 HHHRBRCTHHT L2 2130 7% L, ZOERRENZLVOPHIRTH L. K
JEBNE BALB/c ¥ U ADERIFEAL LTHELZEFNTH S EE 2 BT

(2% CHik]

1) Morgan KT. et al, 1984, ] Natl Cancer Inst 72: 151-160

Wistar Hannover v FDFEFIREEEEZ 5N 1 6l
*
P-108
A malignant mixed tumor suspected to be submandibular gland origin in a Wistar
Hannover rat

OnRE PHRE, #L & FH & =8 =M, NI »%25%, &M EFE, @&l #iE
| 7 PR i EL A AE R R B

[izrwic] v bOMEFREROEAEZENTHY, WHESNTWDLT v b OMEGERER D% 13 BRI 5
THhH. HGhFRAI1ET Y b OMERIRICHENE L B &M LR R AEEIER L2720, ZoREENERIcD
WCHRET 5. [E] EBNEA T F 0 & 03% DHRE T 2 FRIBMIXS L7c#, 110 Alak 23 E#K L 72 Wistar
Hannover 5 v s OETH 5. FIHEHZFED S N7z EEE 12 oW T, HE 4ua %P1 Pan-keratin, $T Cytokeratin7, ¥t
Vimentin, #T a-smooth muscle actin (@ SMA) Fifk % W7z s b et 2 e L 72 [FEFR] HmeErc, 2
THAERICTERE 2 cm O EEIERE 2SO S, FH R E OBEFIIAHETH - 72, WIRMIZFHERED 1 ~ 5 mm DE#E
AR ICEIE L T 27210 T, ESIZHIVRSIEIENIZ QIR > Tw iz, WENOIEZRIZ BT b IEE O
A RIZIEE L CB Y, PRIOBIBE A IY &< L9 ICRAEOER I AT L T/, R, BT
B & OBR RN O—H TIEH S 2B oREREEL 2 L20S, K5 IEZAaE» 5L E 2 LAHBS 2
WIZHUIR - JRRICES) LBAGE T e, BRI C B W, ISR 2 R A S, B X ORI 2 R
T —EONEE ML Pan-keratin (2B, —#B13 Cytokeratin? 12 b Btz R L7z, F 72, IEH OEERIRAESEER
B Cytokeratin? (2B & 7R L7z, £ AIED S OIESMILIE Vimentin, « SMA 12 MEZ R L7z, [F£]
ARESE 1L, FA T OGS, Cytokeratin? @ FefuikFoh S FH TIRHRAVRIE S 7z, F/2, REBIZ LERO
MiBg & Vimentin K OF @ SMA (2B & 7= 35 1 B2 FHRMBE O T 2 O ISR EATRRD H L5 2 & b IR A
BENEELNT. B, BENANOFHERR IOV TIIARHATSH - 7.
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Z v POBEERICH S h7-ZRIKEERED 16l
*
P-109
Cystic cholangioma in the thoracic cavity of a rat

O&rl %f”, AR —K”, R »rs3", Bk REY, AR BEY, B G, #
B =t

VR BRI (B etrgERT, YR AR () DR

o
o
&
=
T
&

AW, Ty N ORERIZ A S - EIIRIBE RO —F 88 L 720 T 5 5.
[E%1] B2, Nihon 5 v + (Bhd &z ® germline mutation (2 & V) % L V) B 2 ZHE S L =R T T7V)
% Brown Norway 7 v MR LA L TIE L/z2 Y 2=y 7 Nihon 7 v MT, 24 » Hila CEHEHIM 2 92056 L
72, —REREBICHRL T N E 2 LIERRD b e o 7o,
[FR] B lem KO A EIEREMIRERNIZEED SNz, RO —EBIEEE kORI A L, BaAw L )i
BICHEE O EBEILRDFZD L7z, ZOMONENZE ICWIRGEEIZRO Sk h o7z P CIEIMIAG 3K
O RIRZSEE O —E S REbaE & g L, 2 ORI RIE 5580 5 7z,
U B R AR AT B BPE P R (oS AR L2 Ji ORI %B‘Z@J]Sé n, FORESD—IBOTT LM L A5
fadRkd B \ T E RO BB AEIETH A 5 B - T 7z, BRI IZETIE O 2 WIS AT L CRRO sz, T
i Clx, B PIEATZED & 7= 3 Tl & I—JT%@-foﬁH%ﬁ‘ R bz, AMIAEZE R OTNEIEEEIZ D W CLEE
RO RO SN o 7. REMBLSEIZIE, SR IZHT cytokeratin PUARIZ5RFE 1, $L vimentin
PURIZ— &R E, ¥t Factor VIITHUA K OB mesothelin FUfRIZ a2 7R L 72, PLKI67 PURDIGIERIZ 24% TH - 72.
Dot s, RESGFTEIIRISEEZH L7, b P TIRERED 2 WIZEIEIC L Y ALV T2 S e
WA IR 3SR ASERD S NG 5. —T7, T v MIBWwTid, F4OMAMRY M TSRS ISH S h
Teiid 7 <, RIEBNIM % — Bl TH B & b

Zv MNFICERAREMICES S h -l ENIFERMEF AZD 1 4l
*
P-110
Intracytoplasmic eosinophilic inclusion bodies spontaneously occurred in a rat liver

Oths B, 2R »&3%, K RxE, AN EX, & EF, M5 =8 W8 F H =@
RAARELBEE (k) = miseRT

7 v b O E NI RIS ABIZOWT, Sl ZMRE 2T o 228 1T L A L v, SRk L 1, FIEHERIC
HW727 v bO—FIZB VT, HEICB T 2 BRFEAMED B 2 Ml B NI RS AR 2 #20, € ol %
RET 2 T o 72D THET 5.
[REBT] A B iZﬂFEJEL@ﬁD?x’%LEyI{jEEK%E HwH R, 81_”‘ i ﬁ”%éﬂtﬂtﬁ@ CrlCD (SD) 7 v b T,
—HCRRE IR IO 5N, RE, B, Mgeermk \ﬂf%ﬂ‘rﬂﬁ RO LN o 7o ML)
Tﬁ T iAST 0)%3?7”&7‘ B (161 U/L) 25388 57278, J‘“Fﬁﬁ—f Wﬁﬁﬂﬁﬂﬁﬁli&%ﬂff frEESICOELX
RO LN oz
Uﬁﬁ%ﬂ‘]ﬁ%ﬂ RN BT, IS OIS B S AR S AR IR R0 S, W2 LI R IZBEFI R T O
ANEFLIIZB W THEE ICA LN AR PAS el ZmbM (U7 A5 —EHi) 2/"L, Oil red O %
BIZIIBEMTH - 72, BRIPEAWICH AKIIRABIC L VL SN TB ), W3 H i E T — IRk
DN % & ATz, O SRERGICRFE IO O N o7
(£ &0] WMEZEEDS, FIECOHABERILT AV — ANNOMBER G OERIZ L 5 2 EpsgEbhl:.
INZINT H720, BUERT VT I YRR 4 V' — A~ = —HiR 2 W72 R 12O W TRET R T
bHb.
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5y MERICH T BRBE( - F—F 1 777 KT
o X | FERAERFIORE
Histopathological features of postmortem changes and artifacts in rat pancreas

Ot #F", BE »sv", &E EB", BK 0", BH X", M/ B°, RF Ra", /14 8"
DREAALSE (B ARMIIREERERIGET, Y (kD) B AL T &

[HrY] BElEE, WHILBERZ £ ETz0, REOMBER T -7 14 7727 M EORBETHEMBORZ ) R
TWHHETH Y, FRICRE L OXFIDHEEIC R 5. HRER, T—74 777 bORELZFE#HRLTBLZ LIEH
PRI LEZETH L. S0, FLHRELIZDO VTGS L 724G ER, BRI & N/ RS2 4 e o
WTHET S, [R5 B 1 B2 S 1 HEB LT v b (F12SD) OFEIZ DWW, HE EARZ/ER L,
N BEMBEBIE 21T o7, T—T74 777 bOEELRRD 120, LEBRBIHE L, EEMEE 1R E L
ToHEREIC D W, EIARICERZS L, SRALE 1 BRRIRSEZ OB & i L 72, 72, —ioElIZ oW Tix, PCNA
et B L O TUNEL i, B MBI 217 72, K9 B8] 28R 1 Reilit L 72 LB g B v ¢,
HOEDLREIR SN 057z, —T, HEHEEE L ZERICB W T, R OZIRMERGE UL S, /NEER
P R O M O BIRBE S R o N7z, LoT, By 2 —J128 0, MileNFE—47r yHiop2 L0
DL LA, HBEINLEELLOEEOREICL ) BOCRENAE L2 E2 N F/o, BILHRERFRRE L
7281, BREAIEO =7 YRR L, BUEEA, L OB O ENTHE TH > 72, 7T
BRI O I I3 % S VI 2 B9 5 “EREMRN S ALz, F2, 2WFEEIEZ 5 ) fllcbwTd
BE L IR o I RO AR A S K RSN/, BT HEMBEREOME, ZoMEiE, —o oMl
RIZZO0O % b 0B "M TH Y, BEORE L 2MBoRBICHEL THFEELL. 72, PCNA ®EgM
BLOTUNEL HEIZBWT, FRIZZEAR SN o722 8 X0, BEHMEZAL F 72138 B & OHIIE 12 D 2
LTl Ezonl. ZEREAMRIE, EETHAREHAETLIZEMONTBY, BEL) HORHS
GEIHT A AL E 2D, SLREL TR EEZ 5N

C3H ¥ RICER& 5 W 7-BIRIRERED 2 Bl

P-112
Two cases of parathyroid carcinoma in C3H mice

OKHT ", H@ %, #E %R
U () BURRER S BTSRRI, 7 L S S TR GE AT D

[lFLDIZ] v A TORITIRIEROFEIHTHY, ZOHRTHROMEIIIAL BV, SRIFA1E, EIFRER
FED 2 Bl fEBR L 2o TS . BB 77 EEE B 7 B S A ) 7 508k (2660 PT ) o it~ 1Gy B & 0.1Gy
TSt S 7o HEYE C3H/HeNrs ¥ 7 A CTh 5. 1Gy #E> 1 6 GEBI 1) 13 H84F 637 H A IZHIE, B1fic X b SsEHiz L,
PINRAYLZZE HUIRAR, i, R, BRI, M o> R/ b E, IO RS AR s, B o/ B E AR S, 0.1Gy
o 16 GEG] 2) 1[ZHS 798 H #2 M inss: o — IR AL X ) SFEHA L, IRAYIZE HURIR O E R 5,
RO REARBAEET, /N — 5 — RO PG AR bz, Ef stz 10% PR R v~ ) il TREER,
8774 AL, HE ¢t % i LR R 21T o 72, [RIRKOE L] HIRROMETA T, #EMkT
P SNESE AR S, HURBRIEEE STz, RN E O TIIILE I3 Z L WIEEMIL 2 5 7%

)AL FUIAIBE T, BB IEE L 72/ G e tF ) TEMOREREZ 2L, MOoRERHREERIHA S,

SOIHEB AT R E LT, WMERREMIESGMBES =2 SE R0 bz $72, BEHEE D LTI
L, MRLOBiE R My # R b o Sz, ESRERAHROMRFEIZ LY, AEBI 1 TIXB MR E, FFhE, R, i,
OBCO AL, RBRE-E 88, BRSSP SRS, AER] 2 CIREREZE IS, EGOmEI RO bz, HLE I
FRHCRFE AL O ON 2oz DLl BIEBNI O THRAETA 2 b ONIHEE O MR I S Bl R
ERWT L7z, BRI Th O SRS R AT RER O 6D THE T 5.
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Wistar Hannover 2 v FDEIBHEICAS N /-
BHAREMIEEMYERZED 1 61

A case of spontaneous adrenal medullary proliferative lesion in Wistar Hannover rat

P-113

Om% HA, BE A A% £ A E B TR AT 42, B XL =47 B9
B I () BT

Wistar Hannover 5 v » @ # 1% (RecHan™: WIST, #1K#% 5 %, 20 B #5) (2 B v T B & 8 12
Ganglioneuroma & BN L FEMERE DA LNz O THRET 5. FER] ARSI EICEIR 2 &0 238l
BENLo7z. HE JCld, FIBBEE IR ARG 2 B I EHET 2 B OB RS A 5 L7z, WS
i, FICHMEOR, KECHE B8 X KRBT g~ A5 2 MR e > 27 Y MlusRE L
THIE L T/, AEER S L OERNIIRETH ), BIERRLEANOREBRIIFED b N ko 7z, Wbl
I T RAE B S E AL OB b 5RO Sz, BB ICIFERESERAR OIFH L T 3 En b A b7z, B, i
DEBIIZFEFOMBGE T BT 2WEITEO b N h o7z, PCNA feEgets T, RMEOMIEE X OB RF &5
BRI ORZ I FF B M~ B PRGBS 7z, S100 e deta Cld, M oM e 2 IC G » % R S .
Chromogranin A gt T, EREIEHEMEOMIEE IZBIEE RO bz, WO fiEgefn T b fifEHE
MBI TGRS M ahro 7. [F 0] WHO 7812 X % & RIS i Z8E% X, Phaeochromocytoma
type, Complex phaeochromocytoma type, Ganglioneuroma type 3 & U8 NOS (2451F S5, AGEFNLEIE HEH
JREEMESCTH Y, T SIS TR GBI A R AN A ST, FFANORE D 2w &2 5 B &
W L7z, MEEE L o 2w CHEASRIE T AR EAZ R L, RARSEHEMEOMEIIbT P THo722
& 75 Ganglioneuroma & Wi L 72. Ganglioneuroma 1% 2 £ DAY A JE IR IS B W T H FAERIIER 1K L,
AIEBNL 20 BEGT A S NI T EBI TH L L E 25N 5.

Z# RecHan™:WIST 5w FOTIESHE TICERREL /-
HEEMBRED 1 4

A spontaneous PMasaI cell carcinoma observed at lower abdomen subcutaneous in a
female RccHan ":WIST rat.

P-114

OxE m—B8i, kit £F, BH fER, IBE %55 % AF
A7 TR S (B

[BH1Y] 18 i RecHan™:WIST 7 v MIBWT, HARBEUOK TESZ &R -0 CTlE3 5. [MEs
KO E] AEONE, WEMET— 5 B0 720 ([CELE CTHE S 72D RecHan™WIST 7 v M Th 5. 18
R, BREBIZICCA, KOG RBREER T IERE = 580, THRAR &HEr LYhER L7z FIES O FIE
FIIERE 15 cm, EHAE, SHITHGRTENET, —HINMEIRO SN KHEOFEIIESTHY, MR
EOMBIIED SN ol FOMOEFMATRE L Cld, 95N, WEOBEHERZ 07z, [k
W] AR R E RIS EMICIE L CB Y, B KRB oM S /5T CHBE 2/ MR % &
L, AAGEGEFEL S, ISR, SiFREoMEBEZE L T, vy vy M) 7u— s
V2 CIBIEARAE ORAR T 72 BEAE L RESO H g, I NHEENE TISAMRERRAE 1 & 2 Ja IR DALY B A AHSFED H L7z,
PAS UG Tl EABRIIFED SNk h o7z, RERGEZINE L 722 25, HESMZIE Pan-Cytokeratin (28 L
ks % 7R L7z, £ 72 Cytokeratinl4, p63, PCNA IZFptE% 7R L7-. —7, vimentin, estrogen receptor (ZXf L
THEEMBLIEECTH o7z, [E5] D LRI Y, RIEE % JEECHARE & FIW L 72,
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A spontaneous histiocytic sarcoma of a male Sprague-Dawley rat
P-115

O Jang Hosong"”, Kim Hak-Soo'?, Kang Jin Seok®, Kang Sang-Chul®”, Kang Min-Soo"®,
Kang Boo-Hyon", Yoon Byung-II”

YPreclinical Research Center, Chemon Inc., Korea, ;

Y College of Veterinary Medicine, Kangwon National University, Korea, * Department of Biomedical Laboratory
Science, Namseoul University, Korea, 4)College of Veterinary Medicine, Jeju National University, Korea,

% College of Veterinary Medicine, Seoul National University, Korea

In the present study, we report a case of spontaneous histiocytic sarcoma developed in the liver and metastasize
other organs including regional lymph nodes, lung, heart, spleen, and skeletal muscle. A male Sprague-Dawley rat
was found dead with rough hair coat and emaciation. Grossly, the animal had multiple gray nodules which were
randomly scattered through the swollen liver. Also, nodular gray spots were randomly found in the pulmonary
parenchyma and the pleural surface which was adhered to the heart and thymus. Histopathologically, the
hepatic nodules were characterized by neoplastic foci composed of oval to spindle cells resembling macrophages
with central area of necrosis. The neoplastic cells had foamy cytoplasm, indistinct cell boundaries, and often
contained phagocytized cellular debris and erythrocytes. The multiple nodules around blood vessels were noted
in the lung and the neoplastic cells infiltrated into the overlying serosal surface. Multinucleated giant cells were
often found in the neoplastic foci. The morphology and growing patterns of neoplastic cells were similar to
those in other organs such as heart, lymph node, spleen, and skeletal muscle. Immunohistochemically, the tumor
cells were positive for vimentin and lysozyme but negative CD3 and CD79 «. Based on the histopathological
and immunohistochemical features, this case was diagnosed as histiocytic sarcoma in the rat; it presumably
developed in the liver and metastasized to other organs, although we absolutely could not rule out multicentric
orgin.

E—TJIROERICEED S /-hIEEMEED 14l
*
P-116
Histopathological, immunohistochemical and ultrastructural studies of congenital
mesoblastic nephroma in a young beagle dog

OnRZ M, &% B, S8 £, BE TR, L " A& B@8RY, WO R, ZE BF",
Bk &7, 48 #2®, 55 =a"
VAR ) v (B RAMERTIERT, TIRAIsEREE ) v (B B R

[IZTLoic] BhIcFRET 2 MIERERIIHTH Y, EBRATOREENIFD 2. S0, FTA I 22BW T
WEZEVERE & & 2 SN A HZEREBIEE L 720 T, ZoREHEBANEFE s ST 5.

(R R 0] gt 14 H B REROE S HERBOBEENBIFICAI N 14 7 ABOHEOE -7 VK
(Marshall BioResources, *KE) T 1, SNEREIM A 0O —BIREE & OFREMAE CTREIZFEO SN h o 72 FIMIC
L0, HEORBEAEIC, BRAF A EERE (B0 10 mm) 25520 57z, 10% ) Y EERERER LV~ )

VHWTCREERNT T 4 2 a I LS, SRR L0 B OIS 1 R RS L 7z,

[F50] IR0, FES AR IS RAHE ©, HIE SEMHEE % A3 4 i8I O A SR, 3R
B OVIBRICEIE L CB Y, BEICIZEE 2 BERHE & My R L2 e A STz, B oR R, IE
EHIRIEA AV Ly FOGMEETH Y, BEIE~y Yy - M) 7 a— g mghoBEAHEE, 7ve 7 v
B O AMBE IR B CRERR S T w7z, SRERRRILS09IS, 13 & A OEEMIBIEE X v F Btk —H oMl
74 7arrFrEtEERL, 72, SLABOMBEA S 100 BEMEERLE:. YA N roF 2y, TAI Y, a

SMA, MBP (Myelin basic protein) 5 Of COX-2 (&M TH - 72, B ES20912, MM/ N FEICZ L <,
MEIIZEE a7 =7 VRGO 57z,

(%] AEFNIZ, MBP B X ) MEEHRSGE SN, EXCF VBRI A v rSFy, FAI VKD
aSMA BEIC X Y HZERERE L Z 2 5. Ty 7 EBERE RIS X0 BEEE R AR o W BE M A R
ENZZH, FANVL Y FORMEELP COX2BMICLEVRENEE 27 DLEOBEERTT7 4+ 7atr 5
T & RS E & B L7z, AREBNE, KRICBW TR EEN A Lo aS Th 5.
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ROBBIEAICH S h AR ERROREZVRH

x
P-117
Pathological features of congenital cyst in the pelvic cavity of a dog

O#iZ ®", Juniantito Vetnizah”, 183 1-%%, #F FR®, £ BXH, WF X&', &4 %
VRBURSIRSE R BRI, T RBURSIRY BRI > 5 —

b N TREREBIEIC BT, Mea 2IaAMRRIC RS 2 8RR AEAET 5. 40, ROBBENIZEE L7
FTRUFERORE A HET 2. DEF] K voviaa—F— K30 8k [HRRAE] NLMEB O EE
FEFIEEZ KEE. KBEAVZT EFWEIF L8 25, WNEESHIKIL L 72 FIaFE0 AL, iR #E & T
LHRIL7z. 2ok ERNORITIE EBRE#E DR L, JrAH & SRR RO | 21T ) H%, i SN kro
720 T ARICAKRZEZ KRB, X#B LU CT MAETIE, FERISNIMT 2 5 F8BIEC» T THFEL, BERhZAEH
WCERLL Tz, SBHE 21T o728 25, BROBEZ/RTEILY, BERB L OIRE LA L TWzhs, B
it LT oz, JLME, Wzs L OIS IER RO oz, DEEETR - B8] ERAER T, TR
P RIERAROMBBE 2 65 5, LTIRZ W LA LRI O EiTEE a2 R0 H 7z, BhEMigide
RREZ2IEROES 2R L, Bb L OHIIBEM MR, LIXUIXAEAD RGBS Sz, BEiig 38T
FBe~— 7 — @ uroplakin T IZF k&R L7z, £72, BERARESREMEO 2 WEE 2w LIBEE T BRI T
WD SN2 GAFO b7z, FEfalEld, B8R 2IME %2 AT MM A, BHEb XL URSERE BX0
) YNER - REMBEO/NERE TR S A, RIS Z R B RO Sz, AEBNE, BT LRk EE
Z BN B EGMIHIEDS L B e B e L, B IRE & IR RO 5N nwZ L s, Ak (1R
HRMEEED 2 WIZPRATHE) DEIRIZHIRT HERMERL EZE 2 5Nz

77 >%RIZTEOEABTRAEICH S ERFNEDOIER

P-118
Histopathological changes associated with the long-term breeding using Clawn
miniature pigs

Omesp B, B 57", BIF BT, #L e, kM 8", B2 g, wER £
VEOVE (bR BRI ARG > 4 —, Y () REER R e Y 5 — BRI

[Hm) 799 %3 =77 1340 - @HZE0 R e MEMMED S, T4E, EEERSRHE R EOENE & L TR
ENTWE., —F, INFEFTIr IR =T ORIEMBFN T — 7 OME V7%, BEHHE RO KB
FFRIZOWTOMFIZIZEA R, S0, 759 0 R3I =77 0EMEATIC L LIRS NZEL % EIE
THHMT, 37 A%OW0IC9 »r HEIBFHRD Y I V5% 3 27 % ZmBMSEIcHmE Lz ] ExEso
PERERER I W B 2 ARG L7z, MY 97 VR I =7 OFBIRICA 7 >~ N 2%, 37 H 250N
9 AT L7z, SENHETEOEERESHRAET T 72, B E B L7z GlEE v i-2 5 o Sl
B L UMM Z BRI, B> TN T 7 0 YR 2ES L, HE deth 2z i L CRIBRAT IC > & Big2 L 7=,
MEOREIE3 r AMTI6~24 71, 97 AB T2 ~42ATho7. [#R] 3 r AR TEHEEICZDO SN
oA, WALE, A4 M MRS X OMBRIE ) COSENC BT A Y LBk L IRERERE AR L 2o iEE,
%6 NI B B IRIHRE R & CTho72. 9y AR CTEEEICED SN RIE 3 » AR L IIZRAETH - 72
S, FORENEELT HMEMDH 72, 97 ABTORED SN2 I, BRI T O BRI, FEOM
HILETZ B & RS O 2, IMEOFBOORORE L ED BN EHEICHZE SN, 3 AL IR
DEFALHFRD Sz, JIHEOIIIZENE B L ORI O B 2SI BE & & &FI TR Sz, Wl E b IZHES
PRI SN o7, [FE®] 37 HBEICILL T » AT ROZHL: 5 NZEELOMEN A0 5
N2 emb, E6745 2 RUHEEICL ) HEARAENE RPZLT 2 EI RIS 7z D EoEErs, 7
T yRIZTIEHWEEEBETIE, IS ORISR EAIE LA EE L 5L,
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%
P-119
Spontaneous changes of the macula lutea and optic nerve in cynomolgus monkeys

O&ll #xX", I #", =57 52, #HH# B5LY, IR ABFY, B EHY, TH B2, EE E
VMR A F =T B, Y (M) 4 U —F BERFgE R S v —

[F5] EBEOFTH =7 4 PIVITEREOMEDHE C, HK % &0 mAiE, v b~ OIREE:Z 743
TLECTEELEZONL., AR, A ITBFICE SN HBERBEOT T =7 4 FIVICHEREERIZAS R
T2 HBE N OHIARRZ IC DWW ORI 2w 7T — Y 2 E5H L 720 T, 2R T IET 5.

(B8 - ] 2007 ~ 2010 45 0 R RBR AL L 72 80K 3 50 BRED Y 720 © DSBS B S5 8B x &80 =2
AV 2~6m%, TA4VEY, NbMFLAROHERE, #8756, M803H) (oW THEREBI o7z BED
AR, AN hFI) Y- F Y VREYIRICOWTRBEMBFENRENER SN TBY, ZOh CEREEN
OHAREEBICE R LITR T — 5 OfREZ T 72,

[R5R] MM oo B BRI B R O RE D 254 A, MERESS 17 B0 (B84 © 1E 1.94%, M 2.11%) ZHgfll L2
DO HRERICED bz, & 612, FZC—F L ¢ HMEOIEPHNCERE 7 7)) 4 — 2 A (HFEBAIREE)
TR~ 077y =Y ORERZEI L AN, CNS OB OBAMRHRZEIL, XN FLAEAZ A HF
WIZH LN, TA4)EVERPRERES =7 APV TIRRBE SN o7 F72, IREFENMRE I LWL
TRET 5 X9 LR SN h o 7.

[£%2] SEEig s N2, FBRELHEHED S 75 7PV T ST 5 idiopathic bilateral optic atrophy
HDHWIEe b THIEEILTW DS Leber hereditary optic neuropathy (LHON) % UF dominant optic atrophy (DOA)
ICHEPLTWwWa EEZ 6N, TORERERNISERNT m 5 EbIS.

DZT7AFIVDLREICHASh B ERFEEMLEIE

P-120
Spontaneous cardiac changes seen in cynomolgus monkeys

OFED %", =t7 72, &l ¥, ®HF @AY, IR AT, ED EHY, TH B2, 4 Y
VM)A ) —F JEEER, YR A ) —F BB Ly —

[ HY] ERECTH LI =27 APV EHOHEEF ML MBT 2HMELE FHT 20128 TV LR
B & —micEz o Twb. EBRICHCA2EWER DRl =7 A IV TIE, HEWRE & BRI E SRR L
72 E XS 5 OPWEE LA L. 22 TEHE, h =27 4 FIVOLMIZ BT 5 HRIEAEIRZ % FET L
THVEFHGICEE - DN L2 o TS T 5.

[WHEE - ] 2006 4E20 5 2008 4RI A F U —F TERENIZHZ 2 AFL (74 ) EY, N hFLa, hEEE
Fl) # v 7-dmalBa L 0, ML IR N ONAR BREI 0 25 20 & 4 oMk 117 S, M 112 IEDLiE I A 5
7o AR 224 L & T RRAT L 7.

[#54 - Z22] THWEE LTALNAZ LE LT, BIREML F 7213 59EMBRE, OB o2t / 35,
MRMEAL, SLEEAE, BRI R ONHIMASH V), FUIREAZMIIZE A LB S B TR Sz R OIS X
AEFREOREREIFOSN o7z, T 7 A FNDLEIZA SN DL AREESZILD ) b T, RHEE
BFESLMbE L CE, OO / BN H T 5N 5. FEEEERIC B > TR ¥ G- B LR o2 /
BB SN A, BRWALOXFINIEFFICERETHL ERbND. B, SRIOFEETIE, 2009 412X
EEINTERLEDETHET L.
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P-121
Lymphoma in a Japanese macaque

O #EEE", )|l HRE", BH 8", FE X", FF B, #HA 48
VIR ISR B, A SRR

=R IV OFEERE X OB BT A ERINEORE T Z/MERIRD 1 123380 5 72O TREFIHRE T 5.
FEBNIMED IR T, ZAMBRMOMER, 5562 SHATRR L2700 L5, o fwlE ok JE PH o o A ALIR I A
HONI2720, MIMIEDGHR & 2 b EMAEST. 2 HIRICEWILEZAT ) bSEEI O 5N, 5 HIRIZERIL I L.
FIBTIE, WS LU0 CREI DMK b vz, ML, B T BB Z 02 ) > SERERIE M
MaASH B I 2 7R L, MBI Tld LIE LIS L2550 Sz, TSI ) >/ sskikCHE o e Z L
WHIIBEZA L, LIZUIEDRED RO b7z, ) YNEITIE, BRE S oI ) >/ SERERHIIE 1= R g L,
DY) o8jERIEEE S, L GER TR HER 2 AR Sz IFITIE, 7)) v o IR L A 12
AL O RARRE A RO 5z, ol BEOME, MiEs X 08 ORIREAE 2 B\ CESEMIE O R E
DR b7z, MRS, B T Mle~— 7 —T& % CD3 12k, Biifa~—7—T®H % CD20 B
LU CD79a IZBtz /R L7222 &6, THIKBHREE R Sz AUFZEEFHEOREILFEF I X D 1To 72,

HZ7AHIVCH T ZHREMEMIED 1 5]
*
P-122
Bilateral macular degeneration in a cynomolgus monkey

ORI {5, £ Riff, 2E F—H, Bl FF B BN, A @ R BED FTA 8B EFA S5,
RE fmdk, =/ B, £& %% #iE 13

(BR) BT HARE a7t

3] etz taRk LMo aREE 2 EORERLMEEOR LR TOLEM IR L T2 5RET, KADK
HOFERIERO—D2THAE. W=7 AFNVIIBVWTDH, b MIALNL L) RIREF RO & FHU L -85
BHDAONDL EHEENT WS, G0, H=7 A FNOETEEOREG %5 L 720 THET 5.

[7i:] EFNIELED 4o A =7 AV (M, HERE) Ths. REREOMEE, WHRICEIEME 5 T
WA SN0, 17 ARICIRERTE, WEEM (ERG), SeTHIEE (OCT) BIExX{T- 21k, #Eit- 72
Wl 2e 5838 #%, el % 3% 7V — )V 7 V7 RB XN 25% RV~ ViIREH CHEER, JtHEMEEnE (HE)
BXOEAREFEMEMREYFERL, GIE% 4% /37 KV AT VT N CREER, Biggtn (PAM, v~ vV -
My rzwa—a), hEdkt (XFS5Fy, B-73ITA N, CD34) ERL.

[ 5] RO T, ERGIZIEWMEZ/R L7725 00, OCT W{EF W OG5, AR |2 8 B 205 50 o M s
F RIS RSN A S N7z, RIS TIE, MRS O EWRAEE 5004 m O#EPHIZ BT, Mk
FEEMRIZE DI FENLE S 40w m OERBMIEORIFMMEERE (FV—€ ) 29ER STz, Fv—
Yoz, BERmM (BERME) &OHEEES 23582 0MBn<, 2 ~ 3MHEZR 5V FIROMBAA SN, Th
LOMIBIE, 7FF B CDMBEUTHII AT = v aFeE&F L Tl e bR LML EZz on
72, 7304 FOWEB I CMEOHT LA SN2,

[ER] SREEWY =27 A FVICALNT FV—Y o iF, HaB R bR R L i o 3R R & BB TERAE A &
5N, b MIIETEEBEAMERTEORZE TA SN EME RV —+¥ >~ (basal laminar deposit, basal linear deposit) @
LR L TR - 7RG E 2 L T,
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P-123
Bilateral glaucoma in a cynomolgus monkey

Ot Ritt, MG 15, 28 F—88, &l #F ® BEED, TA BB A e, BE &k, WK &,
A &, F OB, Ef BEF AIE 1§

(BR) B HARRE e axtEbfsEi

[#S] 7 =27 4 FMIZBWTHRIEEMEORENE % 5 ) IRER % WREHLRR SR Lo 3 e v, Fxid, 7
=7 AWV OTWHRIC BT 2 HARRILIE O B 2 KAl 3 & O O % R IEBl 4 BB L 72O CTHET 5.
[J7iE] JEGNL 4 OEME T =7 )0 (M, HERE) THDH. H 1 » Bl & ) EaiFLE)E L o OB
EEETOMKOBFZEL Tz, HllrariciREKkE, IRIE, MEEM (ERG), StTHHEsT (OCT) #l
ERIT, MIMZEE 7z, AR 3% 7 VE — VT IVTFE RBIXU26% KL< ViIRETH TR%E L HE 4ufa
% EMi, KIR%E 4%/3F KV ATV T B CREE LEdt (GFAP) %= %EjtiL 72

[# %] BRAMAEIC BT, IBEB X ERG IIMIEE IEHME %2R L7, OCT BgEZMofkRE WmiRIcB 5
AR FLIE O B 72 B B X OB O @i & OELN DO 57z, REHR ARSI B W T, SR LA
BRI L, M GBI IR OIEER & £ - Tz, BRI oM Clk, miiiiarE, W R e
DR RO & 5 CIEREIC L o TREEESENL W, F2, S cimEBfEo v Atto
WA &7z, R, AR A, WRICEREITRIEERD SN eh o7z g Tid, MR X R
T GFAP FEtERUn A58 L, SIS E OfL I /257 CHE CTh - 7-.

[£%] 47 =27 A FVIZHAS NHMRFLEOMEE 2B X OHEEOZE % 3 & 2 ARERNIE, b hBIU
FEBRIIIZFESE L 72 > RO E SRR ARk (ERIRERNEE % &) (ML 7 R L7z,

HZ7AHIVDREREE >/ ##E (NALT)
*
P-124
Nasal-associated lymphoid tissue (NALT) of cynomolgus monkey

O#R ?E?J”, FNEEY, mE FHY, BRE ®R, TN A, ®E 5, #% RKAY, BE #F°
ATE 13

VOB H R AR e bEREgERT, Y (M) #TH AR TR D » 3= — TR FEH

] mde, S - HEO Y » iy 7 F VR ER S ORI E L CEB SN Tw A, FIVE BRIEEIC
e b ERBRICY YOSHMEAGTAET A 2 E MO N T WA, FOFEMITbI> Tnuhw, TA I =7 1)L
WCBUT D B ) Sk (nasal-associated lymphoid tissue, NALT) O4Ai iR L, NALT KO RAHkOTE
RE N DM iRk Lo O o e 2 4T o 7.

[E:)] mEOHERE S =27 4 )V (Ml 3 ~55) oK, WERE FERM Ok SRkt
10%H PEREE AV~ ) VBB CREE L, SO NALT R O34 & N AN~ M F 20 32 L) WAR
MICEE L. T2, BHEROCREICOWTIENS 70 YO 2158 L, HE def ) O° T #lllle (CD3, CD4,
CD8), Bififz (CD20), v7u 77— (CD6Y), BIKMAL (CD83) ([Z oW ThERE Az, JeFHME T <
B L7,

(i ] WHREY K O F I BIEIC BT, BRI ES, 45 IE S KT OMHEEMNIZ 2 < o ) v 7336k (NALT)
WA HNTZDS, TORUNIEE AR ES R SNz, MERFIC NALT A ORE D) YoNER LY o T
By, V) UoNEREED LREICIZ) 8EkE BARE T L BEMRRESA LN REMBILETIZ NALT, ®
Be& DI AL B MDY, IR T 2SS 5A sz ) v iiNIC i~ a7 7 — DS
BOE L, BRIRAIRE & DA Sz, NALT O EREIZA S - BB KEZ 5 THlTHh Y, PHEo< s
77—V RO AR TS, BRI TH -7 —F, RROBEE EERBICH Lo B
HERRLNTD, TDIEEAENBANE TS - 7.

(B8] SROELY, 7 =27 4%V NALT OG54 K OTBRESH G872, F72, NALT EEEO T M-
Blfgo =Rz, WE®H LEEOLDERELSELRDL I EITRENT.
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D=4 HIVORIBEREREEICOWVWT
%
P-125
Cortical nodule in the adrenal in cynomolgus monkeys

OmIIl ZR, F B, A %%, #iH &
(BR) T H AR A VERFFERT

[#2] =27 A FNVORIFRE I, FEMHEBEDRL LMBER (BB R R © Cortical nodule (CN) 2SH#
FEHEMIZA LGNS Z L1 H =7 4 VL ORI ELITo TV A TIT L {men 2L ThHsr 20
AREEIZOWTIZIBIIA TS (2002 EARSLS) D L72AY, 4R, BIHREGEZES L, EfiT & DFERDE,
B BN TOEETN 2 EME 2 A 72O THE T 5.

[HiEl =2 AN (= 27 )E)7248 DL (1 3912 VE, It 3,336 IL) D EIEF 2 AT, HE Jefs K OV 3E 445 {Cytochrome
P450 @ 6 47 FHE (CYP1Al, 2B1, 2Cl11, 2E1, 3A2 XU 4A1l), Proliferating cell nuclear antigen (PCNA), Ki-
67, c-erbB-2, Insulin-like growth factor II (IGF-II) M Ufp53t 12 L AEiE %217 /2.

[#5H] CN OFsA e 28N L Tz, FEESAAYIC CN I ERMETY, MRS, RET o 3z s/,

IR RN AR O AT A S AL, AFERAEENI MRS B ORER AR IS A bz, F72, RATITCIEFEE MM
fal, SEEBNIFERMERIAMIE LT e, SR A © CN & PR IE E LA & © CYPs D geta it o7& 503
A B N7z, CN, FEPFHIEFMERE & PCNA, Ki-67, c-erbB-2, pb3 KON IGF-2 iXf&HThHh - 7-.

[F22] Mot REED S BMBRENL SR ORI BB RIECTH ), IR O RIE R
MIADSHEIR & % 2 57z, CYPs ORmMED =R 5 CN ISR LR L FOMBER CTH L L E 2 L.

F 7RI I ME MR <, ¢ P ORIB R EEL I T 5 LS ST T R OIS T
FWINOBRUETH o728, BRI =7 A FIVTIIEIT R EES ORAEMEIBO TRWEEZ 5L Z & h
L, =7 ANV CNITHIHEHE TH L TREESRNC L E2RL TS,

aAF>~—Ft vy b (Callithrix jacchus) \“& 13 BAREMRBRERY
ok | REEMEMRE

Spontaneous glomerular and tubulointerstitial lesions in common marmosets (Callithrix

Jjacchus)

Omezp T2, B RIEY, # &K, FE 18X, =4 88X, E 2B, #HA KX
VOV () R tEIERS, Y (M) obE R ERISERT  SEER - RAEEIE L v 4 —

JEYY—Fty FOFETIE, BTRHEL L TRIMIBE T R § 2 EFTEBE (progressive nephropathy;
Brack M 1988, 1995) 23ty STV 525, RIRMAIHZ & AN M MR & OB & & & 5 70 e FAL R 7 1 B
MICHAT 2SR V. A0, aErv—Tty NEEOTERIRZ L LT, FORMMEBRFENERIZOWTHE
T5. [ME - HEE] asr~—%ty 1260 (BE3H, MBI 3~85) xHML, Bz S~ yEERE,
FEIZHEV NS 7 0 Al L, HE 4ef, PAS KIS K UL PCNA JUR % W 72 el b gt 2 056 L, MLk
FRHE L7z, RERMEOREOREIZ 7L — N1 % L), I (A% ¥ 4l - 228 D segmental/focal 7
B KOVIT (A4 2 7 A - #£E O global/diffuse 2 ) (244 L7z, SRERKHAIRREYS ) 0 x4 > ¥
T AIE ORI, WSS SV ClE Lz RS REERZE (O KE R ORHEL, TR O E T
OB EREN) &, ZOHEMEICED 2370 (0%), 1 (1~20%), 2 (21 ~40%), 3 (41%PLE) (23 L 72 [4#E
B ZBE] REMARORIL, 245 237 Lo E D A 2 F Yy AEBOIK (PAS BEHERE oMM, H
B O RIEMILIRE B ORI, RS LR O FAE T OB BB ASTE 2 OFEFECTHR SNz, RERMARE L A4 v
Ty ARE O TEELL, FivE EOMAZRT LRI, IRMEMETREOME L & —3 3 2 #EMA
ANz F72, RAE LR ORREINIRIE~Z @, RSN~ R~ R, -
FEREBAEIE ) ~ 7 L, PCNA BME~FEMEZ2R L, SO0 MICE ) 4B ES 7z, DbkXy, oxr~—
Ety POBFREIZBITAERREL, MEEICETT 5 A 2 By AMIAMSREREE KL, FIUTHRTET AR
BRI A ) TR E R RS & LTI S e,
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JEY—FEY MIBTHERREMERE ~RERFTEOFH~
X
P-127
Spontaneous renal lesion in Callithrix jacchus; details of glomerular change.

OIUMA &R, 1%k BF, AL 0&, E4K B I8 —%, 58 &
SEEAT A T AR RABEIFgE vy —  FREERIES

aFr~—Fty b (Callithrix jacchus) (FBERFEEMIZERLEZIELT 5 Z EDM SN T WD, JRREDHEFT
LI E OREEIZOWTOFEMIZHEFIXZ L., 22 CHRA41E, 2~ 11Eoasr~—%ty b 216 (59 %,
ME 12 1) OEBEIZOWTHE, PAS, PAM, ~v V¥ M) Zu—24 (MT) $OERE X OERRTE T HMSE*
WCREINCAET L7z BERDRE OREE TNl 125k 7 2EM AT S 7z FIARE L IR~ O JEMINL 20,
IR RS & R F IR T, REREOZILIZA S ATl o 72, SBBEAYIC ZRIRTT RE 2 40 O O R Bk 2513 M
EAH 2 AHER - E OB TH o 72, ETFTIE tult 12> TAYF > Fy A/ L JEE ML, [FEBHL
(213 MT et TRESN LD ILEDDHR SN, AT 0 X AHEEREREE RICEML Cne, —F, hbk
BRIRRERBE D ERE MO —EBIC MR Sz, S SICH#EIT L 2BIClE, BMMEDSIGR L, REED EEH~®
ZHBHL 22 L), MT Jefa 2R S A LAY 22 MERICFED bz, kIO — it Wash out L, H&
WIRDILERE & L CEIg S 7z, IR ZENY 2 5 M ZER o 5% 00 b, EHF AR Sz,

HEATHITIE, WL 72 2 2 ¥ A ENICEE TEEHEES RO bz, $70, BMmELKEIEE L NE
L EREIOMMAEEZE T, Hump OERD oz, SHIHETLAZBITIX, SN SEEWDY Wash out L 7258
Wh% o Nz, [#5] Rifze /RS 7221k 712 Callitrichid IgM-nephropathy & L C~v—%+t > b

THRESN TS, SHORFIZLD, ZOFEIZEMBOEAESLEMMELIKEORENLLIWHEE D, Ik
VR A 3A L SRR DRI I EAT T A RERAE R TH L 2 EATRIE S T

e~ —Ety MIRO SN RBE LRBFER S S UBREIREIEZ 5
7 v MEMBEHLRE

Rat chronic nephropathy-like lesion with tubular hyperplasia and adenomatous
proliferation in the ageing common marmoset (Callithrix jacchus)

P-128

OnA RxE, B8R »&5%, AR EX, &l EF HE 8% EF #F 6BF KX, #E =8 B F,

B =

REAREREIE () waEisen

aEyy—Fty b (UFv—FLy b) & ARTRY FCDIBENES TH D), ENCEIERREFHFOZ L b,
PAE, FEERE L L CoFAEER S, EHYED L WIEEEFIRICHC O TWS, LA LS, v —
EXy POIFHENERT -2 I3t Tdewv. SEEL L, RRFTFIhZY—FLy MIBWT, KB
WIS & OBERSEEZ ) T v N OBRMEEREICHU L 7R L 2 0720 THE T 5.
PYMIERFIEHNTHE SN Tw Y —Fty NOME3FIT, FAFHHBIC—FREOELZRL, HTH L
WVISHIEIZ K ) LHEIE S otk FRL 7. SRR A el 74-105 7~ HilmCdh o 72, ST AIRAICBIE L
7ok, B E GO IO - MR E 10% P EEE ALY ) SRICEE L, FEICL) HE JaEAR 2 R L
TWEHIR A IR 2 4T > 72,

PIRAY (B BB 2> & BRI B B L, 2 B CIERIEALIR T & 1 HITIERIRE Y 2 bSR30 bz, SRk
FENZRANE OYRaR, AN FEHE BADB L ORKMEN ORI, SRERMERE(L, BE oMM, MIgRE e
PHCRED SN, THHOZALIET v b OMltERZ & LT 5 N A EBIEEHEICEHU L Twz, 72, DA
SOMMEALA 2 B, KREIREEDAIKIEHAE B & O LE/MEOBIEA S 1 IR bz, & 612, RME LR
O (GFERYE, MFEFEMED 2 VI ZERIEMIE) 2% 3 FIAfIZRl0 S, 161 TIRAFERIEMIL O B AR b 32
BTz,

Y—Fty FTIIAREBEDL 25D SBUNREMFEFLRICHN, 10 58E < 12% 5 & RME DL - Bk
RO SEEMNLEE, B2 ) REREE RANE R T L 2 EPME SN TV DA, KEFITRD SN/
£ %7y MEWEERMIRZE 2 5 WICEERMEZLIZ OV TIHRE IR, M~ —Fty POBFRKELL LT
FHZMRBEEZZ BN
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IATP 5 DEH 5 £

The International Academy of Toxicologic Pathology

O Robert R. Maronpot
President, IATP

The International Academy of Toxicologic Pathology (IATP) is a global, diverse organization of highly trained,
experienced, and accomplished toxicologic pathologists. The objectives of the IATP are to establish standards of
excellence in education, training and experience essential for competency in toxicologic pathology, to support the
education of scientists and other members of society with evolving, relevant knowledge important to the health
of society, to advise governmental policy leaders on issues of toxicology and pathology, and to develop expert
opinions on issues relevant to product safety. The mission of the TATP is to recognize and accredit exemplary
professionals throughout the world who, in their practice of toxicologic pathology have demonstrated that their
level of training, professional experience and scientific contributions can assist in achieving the objectives of the
IATP. A brief summary of proposed future activities of the IATP will be presented.
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