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Chlorothalonil 7 v MZ 28 BEIEAKERAKRE L & JIZHN D EBOBRER O
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13. 2 &

Chlorothalonil D& FER 2B E R NEEFREBRICRIETEEIZOVWTHRETS BT, 1k
FIETAITA RTA KWROECD 7 A MTA KT A v 407 25%2 28 BRIKERORE
BB A EH Lz,

5 BEOHED Crl:CD(SD)Z v M= —#HICfRE S &7z Chlorothalonil % 1, 7, 14 XX 28
FEEBARN&EE L, #E5HEIX0 (=2—#) . 100 R U500 mg/kg/day & L. 1, 7
BN 14 AREERICHEST VT T4 PEATIZ 1 BEh7o v 418, 28 BB ERITIT 1 #d
720 SILEER Lz, #EHMTIEEficonT—RRESE, AERNEROEBEENES
1TV, BIREHFKE THRIC CO/OIRE N A RREYT TR Z £ B LT %85 L <, MIERE,
REFZIRER BB FRARMITO D OB E =R Lz, MZ T, 28 BRE#ERIC
DT, BEHIRF IR —ARREBE L BEERE LT, BRBEEOBHICRE
B L CRBREZRTo 7z,

— AR REBLEE T, 100 X TF 500 mg/kg B CHE, BER O'H FEEE T, 500 mgkg BT
THRAZLNIIEA, 100 mgkg HETTEHOFREEE AR OO BEOIENRS bR
7=

KBTI 500 mg/kg B TEES 3 B BICEER A LT,

EEEE T 100 X T 500 mg/kg B THRE-3 B BIZEEN S b,

PRIRECIE, 100 X 0% 500 mg/kg BETRER, 500 mg/kg BETEMA L b,

MIRFHIRE TIL, 500 mg/kg BT 28 B R EKIC PT DIER N A LN,

MR AL FEIRE T, 100 R TF 500 mg/kg B C 1 BS540 b ALT ORME I EEE .
500 mg/kg BT 28 AR ERIZ ChE, 77 I, RE UL E VR TBA OEENRL bR
17

FHEEETIL 100 mg/kg BT 14 BHBRERICBBOMBIEEDOEME,. 500 mgkg BET 7
A &5 %5 b BIBOMMEEDORENA LI,

T T 100 mg/kg BT 7 RO 14 BRI SHICHTE OBERE, 14 AR E5% IS o8
DKFERZEC R OREEERE L, 28 B 541281 OB ML, 500 mg/kg BT 1 Hi5
BRICEBOMEABAROIBEEYD v o Ak, 7 R0 14 B R#RE%ICHTE OB
b, 7 BB EEPORIE OBIBE, 7 BEBERICIHBEEYD v @OEKR, 14 ARREE
VCHITE OREIEREEE, 28 B B E%ICHTE ORI & v,

REHBFERIRAE TIE, 100 mg/kg BT 7 B MRS H 0 LRTE OREE A B R U T /&
DKER CHIREREL O E AR LB, 7 K028 B BERE%ICRE OKETE
DKRERCHREME, 14 BRRERICHE OBER OFIROREEFMLEST, 14 BE#
E®RNDETEOUS A, 500 mg/kg BT 1 B EHZICEBOBE EEOZER(L, 7 B ERES%
BN E DAL RARE ZE b, 1 ERO 7 BRGSO/ IMERBR L2 £ 5 /NE
FLOMEERFIAIER, 7 B R 5% blE OREE A B K OFEIE T B O/KIE R UHIIRIRHE,
O E VMR ERBFERIENC O A, 14 AR S%ICFRO/NERDMERFBIRIER, 7k
U 14 A FRE5RICIFIROREIETHIRESE, 7 X028 ARZRERZICHTE OEE, 28 B H#
ERICHRE OET B OKER OMIREEN A b,

FEH RS, BEERE TR ERSIC L 2EEREIRD oo T,
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UEDEBY, ARBRSEMETIZB VT Chlorothalonil D#FREIZ L 0 | HELE ., Blgk O

~DEMERENBD LN,




14. BHEBRHE
141 #HEBWE
a) AWHE
& R Tetrachloroisophthalonitrile
B 4 Chlorothalonil
CAS &= 1897-45-6
b) HETEUry MES
20 bR T
7y hES WRQ6E
o) HEXE
HEEX
Cl
Cl Cl
Cl
HFE CsCLN,
ATE 265.9
d) MEE
#oEE 98.8% (GC)

PR IIMEE 100% & L TRV o7z,

e) WELERIMER
ARE <13 Pa (40°C)
SKERRE (BN R (0.6 mg/L, 25°C)
1295 )-MAK ST ECAREL 4.38

AR 251°C
B R 350°C
BRIZBIT AR HE~LTHIC) TWVWERAORKE~HREE
TEME B REETICBWTIIRE
BT P EMEE (BRI
B VIREE (R
NP GIb
Ly A
TEbY (A
vIa~ktyv (8
LA "R
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H HRESME
K L - KRERRIIAN, B EREEOREEICCTRET GFA#HE 1~10°C) T
RE LTz,

g) HBRMEOR MR UMMRERETICRIT A2 EEEOHER

LURBRFER THEME L7z [Chlorothalonil MZEME, #EMEIR DY —t, ZEMEE N
BERERR] FRREFE X02-0284, JEGLP RER) ICRBWTHER L,

MSATBIE NEX BT SRR OFTREEM DA~ " T—H X—R  (Spectral
Database for Organic Compounds: SDBS) 5 AF LIz fRARINA Y kv & YRR
WWBWTRIE LAY MV ERBT 22 LIk ##BRHBEOR—M2HR L, £
DFER R EFIERNCRIE L7e A7 MUX SDBS B AF LIz A7 MVERIEETH
LT LRI

Ele. BREFBIIRORELHHMK T RORNMRINARY MEBHBETEZ LITED,
RERMETICBIT 2HEBRME DL EME LR Ui, B 5-BAART & ik U CIREHIRET
BDARY NVICELERBD LN P o7c 2 b R EIMRE NP REE TH-
7o L ¥ LT,

h)y BV EOER
KREROE~OEMNCRAE ST B0, R, ~ R 7, BF, REOBRREN
BREFEM L,
142 # &
a) & W
o— 1
b) EIRFEMH

TR EIIKICRE L OFBRRH B Z Lo b R EROBRIEIZa— 2B
THRET LT, TORR BRI E L2 — I 10 W% DB E TH—ITBREB Lz, 72,
R ERITAEE 7 BHOKIRE CEROBILEDEEN AL oTe 2 &2
b, I—VHZHEAEL LTER L,

o) B, JV—F, vy FEERORE

& W P JL—F | ny MEE| RESH | RERE
ae | o472 s [ezmep | RO | supes | =a
V3T2547
143 HEHEW

EREBWE L TRLSNCEMTH Y, —REERBRICLA Siv. YRBERICRBWT
bERT —H ERAE LTS Cr.CD(SD)7 v b (SPF) % BAF v —/LA + ) \—HEH
By Z—M0mbAFELE,

4 BEOHET v N SSIEAFL, 1 y—Vdih SIEOBRAETAR 6 AT THRE -
Bl x1T o7z, SHIC, &EHMA 1 ARNCHEYTAIAR 7 BB ETENLL, T T
WCRERHDNRDolld, BABELEEL AW TR ERREEAMMME CHL T
L. 51 IEZRERICEER Uiz, 307 %IIREEEE CEEAE Tk Lz, BoTicky
ANTZBITRBR OB Lz, Fho, ZAR»LRERAE TIX, —RRER OBy
@B 1 ELLEBE L,
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Eid, BEOTENIRIMAMMEA V7 28 L, BOTRITEEL NI TR L, &
— VIR TANVEMT, Ty 2 I3RBRERERRLTCER TR L,

REBIARFOBIM OMEENT S B, FEHEIT 131.1~153.1g TH V., L 0KENS
EOEHEEL20%DHBENTH D = L 2HER LT,

FERE |

B3, RE - BUEHIMF 2 20 2FEHIMEZE L T, RE 21~25°C, EHEE 40~
70%, #EKEER 10~15 /R, BAREA 7V 12 BRRARIRE (7 AT, 10 BRVT) IO
LIeN) T =V A7 LAOFFE (BRHMMTIREE 1 REKTRIIFAETE 3) ICiE
L7z,

=P, BRI W260xD380xH180 mm, EE4 1T W165xD300xH150 mm A
TV ARIGHR S — DR ER U, BREET W150X D200 X H263 mm DR — D%
L7z, 28, &K, —VERARZII N VA 26 LT,

M UA T R T R R OB T RRIC AR U BESY T 413 2 [ OB O LT,
S bz, BT ENOMHEICHHT A2BICL B LI, 2B, BREIITRER S S
NWEBHIZOWTIE, EOBEPHED L5 IC, BEEEOMRRICHRH L, GEE,
T=UROT v 73, BOTRCH L, iz, 3774 b (1, 7ROV 14 BRERE
BE) IZOWTIIEH STl T 288ICb T v 7 255 LTz,

FEHIEREE MF (7 y MEE 140411, 4V = 2 VEERTE) %, SoBbkIL B B
EAKEKITHARIE COERBEDN 3~5 ppm L R 2 X 5 ICKEEER T MY v A (Pa
=T v R) WM LIcAKE, TR EhBEBRBRSE, FR RS RSt — by
V—7E (121°C, 30 0/ Licb oz EnEhsmE Lk,

FEHT, BUETL D IR A DG T —F 2 AFE L KERERETEEWEREEDO M
B OEAE DB EIRE] (1979) #2381, YHBER CED - ERENTHSZ &
TR Lcny MEERLE,

BROBLKIZOWTIE, BEZBE O DKEEEICETIES) (BEXBHESE 101 8)
(LUK ERELZE 2 EOHEE TERL TR Y . BMATRINICAFE L ZREKER D
RREBEEERE TICAF LRERRES, AEAFORERHIZLTWAHZ L 2HRLE,
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15, BB IR
151 #HBRYWEOREHAE .

AEHRERBR L LT, YRR T Chlorothalonil DT v MIIIT5 7 BRIKERO#
SRR RBRES P12-0120, JEGLP RE) #EH Lz, AERERBR I —1H
TR LR ER Y. &8 3 L0 5 BEO Crl:CD(SD)EEZ » M 0, 500, 750 B
1000 mg/kg/day DFAET 7 BEIEBHE Lz, #EHBFII—RREBEERVOGEANEY
TV, &S 1 BFRICHBRROBEERAEL T o7z, TORKR. 500 mgkg UL EDO#
THEIROEEREI CNCHTE OREHEE R CBED BENR S bz, 1000 mgkg B CAE
WRICREBRBDONRN-T2 b DD, 750 mgkg M EDREDLF| TRIBICEERBFEN
H ol Z Linb, 750 mg/kg/day UL EDOFH&ET 28 ARIRERET 3 L BHESICE 2
R CEOERRFEEEENRETIWREERD S B X,

L7edi=> T, AR TIL 500 mg/kg/day ZH AR L L, (RAE L LT 100 mg/kg/day 25
E LT,

152 FEHERR

WERYEREGHE LT 2 BEMZRIT M, E0L 2T 5T 2 BARELRE L,
o, BEMBHEOCEAERIZ, 1. TR 14 BEEERICHESTIVT 54 MEEERR
T7oe BT, MM R RAE L e T 5,

VT T4 MEOREHMFOBERVOHET — 13 28 BFREHICED TRV,

- BEARE | BRERE f&’ﬁﬁ%’?ﬁ?& EL7g
(mg/kg/day) | (mL/kg) | JEEE(W/vY%) (EER)
AR (1 ERE) 0 10 0 4(1- 4
w7 BE#%S) 0 10 0 4(5- 8
B (14 BRERS) 0 10 0 4(9 - 12)
ARt R (28 HREIRE) 0 10 0 5(13 - 17)
ERAE (1 E#&S) 100 10 1.00 4(18 - 21)
ERE (7 BFRE) 100 10 1.00 4(22 - 25)
| KR (14 BE#®RS) 100 10 1.00 4 (26 - 29)
B EAE 28 RHEES) 100 10 1.00 5(30 - 34)
Y| BRE (1E&RS) 500 10 5.00 4 (35 - 38)
2 | BAE 7 BE&S) 500 10 5.00 4(39 - 42)
EHE (14 BE®RS) 500 10 5.00 4 (43 - 46)
EAE (28 AREES) 500 10 5.00 5(47 - 51)
153 #EH&

a) WEBRMEIROREK ORE
BB HER, A THRLa—VHENLTHEY Sk, 0%, 23— H
EIACTERL 5.00 wh%DHBRWER (BBK) 2R LE, SHIT. 5.00 wv%DHK
BMBERE < IR F v AR =5 —TRBELRNL—HEHER L, a—VEEML TH
RLU. 1.00 wv%DHBRMEIRERAR LT,
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FRLEBRBREOHEBWERE OREICAVIEEIIBENE T I AF v I FRIZE
NEIING T U BRI E RS ORBEE 712 CHET GFEEEE 1~10°C) THRE Lz,
BRI EI IR 11 BUPICER Lz,

ING T RE U Te B R E ORI EIR R AT, &5 B IcR SR EREEE RE
BN LRYHL, AEEE CEIE CER LESICHVE,

b) WERYEROE—MER DR EME O
10.0 2T 0.100 wiv% DB BEIR DB —ME R OWFTRE TOREMN 2, YRR
FBUNT X02-0284 THEKEY v~ N7 74— (HPLC) 1L WRER LTz,
B— IO, BBERO L, FROTEORE LBy E R E DL ENRE
(CV) 23 10.0 TR 0.100 wv% DB EIR T L HIT3.3% L SULARTH 722 &b,
BW—ThdI PRI,
8 DR ERE OIRYE Rz
A8 DORIEIRE DI E
BEMEICOVWTIL, WFRE TR 13 BRICHIE LR EREN, AlNERD
RIEREIZR L 10.0 ZT0.100 wv% DHERYEIK TENE 98.1 BTN 100% & 100+10%
PRTholZ &b, RELHET TR BMRETHD I LBIERENT,
¢) BREICHWDHEBRMER DR ERES
FENZFREL L7z 5.00 T 1.00 whv% DHEREIR DFRAME SR ORE % LURBRER
BT X02-0284 THPLC IZ X W R L7z,
BITE LI R B SRR EMEICRT L 5.00 TR 1.00 wA%DIEBRMEIR TFNEN
105% K% TN 103% & 100£10%LANTh - To iz, BWENCHRTE 1 L HE L THREIZH
Wiz,
154 & &
7. 1431328 HHE R 1 E., BERD&EE Lz, 851X 9:07~10:40 12T > 7=,
Hi-} WERT NI T—T N (TAE) ZBY T ERE (FAe) 2B, JBlEL
TR O EZEIC, 10mLkg TRE Lic, HBRYERKII~ /X F v 7 A H—5 —Tf#
L7 bESREICERER L,
15.5 —iikresie
BEHHTIIER 3 B (B5A1, REEH~1 BRE%, B 2~6 BER) | £EE2S
—RREEEE L,
15.6 FEAE7e—fiR BB
28 HEIFBERITOWT, REBRBANC 1 B, BRERARITE 1| OHEE TREDEE
EBE U, REBBRBROBEZIIEMICEE (REBWEE) 2EMT. BHOROE X
T ol th, REBRESHBITERWIREE (BRI TiToT

CV(%) = x100

-13-
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T=VRORY | TV FEEANTH, BE S — MBI T E TORG (K
H3BEORE LB SROER) &, 2a7 U 7 ETHE
HRBEEMRRETORE, HEORE (IE, TOHENRUOHES
HED | REROHECR (BR, BREVOTFT/—E) | BOA
B R, IRERSGEHEUHEALRE) | MERUVSRIORELBE
% 90 cmx60 cm DEE R EIC 1 5BLLE S HURN) BE, B8,
TU—FTATO | {EEME. R, STORRE, RIS, R - 8 - =8, ERT
1TBh DL BRUOEETEIORELBE

1 pHOHERE (E0) RUHEREHR RO7—1E) 2RIE

FlZ L oTODEE
7B

15.7. HERERRE

28 AR EBICOWT, R#E5 4 BE (RE524 BH) IT1EH, KEOHEBZKRELE,
BB R OB AIEEEM 2 — AR IR FE IR & AR ISR EE N MR T E R VWREETRE LT,

BERT 3 cm IR — N OB S A PBRELIZEEDK

B R kpxary L rmcmE
B K |FEECTHEEBLLEEEOREERAaT ) VB TEME
R | B Y I TRO 18 BEBMERAR L X 0RS v EE

ARG |IBE2FCE %, BILICEEY T & XORIGDH EL B
ZEd 1 K30em DFE S D, BOEHE LICUREETHE L LIz &0

ERRS |RERIGOFELBE

" BIA—F FGC2 (AAT 4 R) RV, BIEERUBEOE% 2

ERE L, PHE CFHE

J v NEEBENEEE ACTIMO-10 (30577 /) BV, 81

B EHE DEBHEZ 1 (10 HFRET 6 ED RIE L, RIME (42.6 cmx26.5

cm DO ZHEE 5 cm FIRR THAE) 2H81o B T

158 FEAIE
2HNZONT, BF EILRFE (P hY U R) 2FHV, TREOBKEBEEZRE LK,
- BT H
- BB 1, 3,7, 14, 21 K28 B H
- FRBEOMI A (FAEFZEH» DO, HEARIRE)
159 REEENE .
7. 14 RO 28 HREEEEHICOWT, EFLEIRE (P Y UX) 2FH0, FROHB
WEHEERRHIE L,
- BSTBOREERE
- 51,3, 7. 14, 21 RU'28 H B DREEE
|57, 14 K021 B BICIAREENERICEEZHRL, BRBROKREEZAE L,
FELEBEELBREENSARERRTO 1 HESEEELRDZ, 2B, FREHR
ICHERZIT DBMIC OWTIIREROALZRIE L., O TR EEEDORIEITITHL R

27,
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15.10 RIBE
a) B R

B10-0120

28 HRERGEICOWT, &5 28 BE OFRICRE I — VB2 INAE L, HHBEZK
BROMERRECEBEETON 16 BEOEERLEHEI LT,

b) BREEEBERUFIE

B LUZEEREAVREDCDEBR2RE Lz, 28, RILEIINBER VS HERY
RELEER BAER CHBRDEORSICEELZEBNRD bR ho oz, &
AERIZOWTIKREZIThRho Tz,

H B RS B
JRE (Urine volume) ARV Y U E—IC L BEE —
&5 (Color)
%0 (Turbidity) | R B
RiEZEE (Uosm) KRETE A
pH
EH (Protein) REEIE
7 k& (Ketones) FBEIZIXT TAT 4 v TR (V—R | —
# (Glucose) VAR) BER)
1 (Occult blood)
SRULYE (Urinary sediment) Sternheimer 285 B

fEAMER A BENRZBER OM-6040 (77— L o)
B: VAT MAEMEEMEE BX41 (£ U VXR)

15.11 MEHRE
a) LR O ERE

FREBRFICOVWTHERFZEROFENOER L, BH (ERFE 16~20 BR%) |
CO/OLIBE N R (CO20 IBA=4:1) BRELT THEHRBARNPOREDOLIBVERIM L, &
BERBEZER LTz, 2B, 3754 MOV TIMEEDOREHERI I Th o e, &
7z, 28 BREEEBEICOVWTI, N7 AV— RNABNE (BARZ by - FroFr
V) EBRAWVTIRZHI LERERRRI L, B|IE T2 ML EEE®R. -20°C T 24 BREE
Bl D%, -80°C THRE L. FIA 74 ZX&RE L TR ERTICS

L7z,
RAERB YERLG 1k
s EDTA-2K #IMERIMOA SB-41 (2 v &R G2030, Y AR w7 R) T

U7~ ik

KRAVB=T Y LK (2y FES CTR6101, FltHizET )
3| O 3.2 wh%KERKZ 100 pL ¥ L7 W T A BERBRE CHfL U 3B DB
(3000 r.p.m.x10 mins) L CH7zMEE

m F | AT AYRBRE CHML LELSBE (3000 r.pm.x10 mins) U THRMIE

-15-




b) IMIERFERIRE

B10-0120

ik Oz AREROEE ZRE Lic, 7 74 MEIZOWTIXT m ey
B R OVEME LER S b e v R T AF VEM ORI I ThRhol, £, T TODOHE
BIZOWTHRRAIETE 72720, 22 BW-BHERIIER Lo 7,

H H 5Ok i
FRInEk$ (RBC) FEREF RS
~NESa b EE (Hb) VT VARNES B U
RBC x MCV
~< 7V v ME (H) BT
SEHFRMERARE (MCV) R AR BT AR I
. Hb 3
EHFRMEA~E S 2 & (MCH) CNO
Hb 10° C
FHRMBAE Y v ELPE (MCHC) RBCXMCV
/%% (Platelet) RE R EPARYE
FAR AR MER B LR (Reticulo) RNA $ufaik
HmEkE (WBC) 7a—%A FA MY —IE
HMmEE% = (Differentiation of leukocyte)
FFEk (Neutro) . U 738k (Lymph) .
fFEREK (Bosino) . IFHFEER (Baso) Zu=FA rA Y
EEK (Mono) . KEVGEGu@EER (LUC)
7 ey U (PT) FEE LA T
EMALES FaL RS T AT UM (APTD) | | f e bt D

BERE Cilii4m, DIZikmigsEA

FEHgE C BAMKFEREIEE ADVIA120 (—AVR)
D: £ BENMKEERAEREEE STA Compact (22 « XA T 7 ) AT 4

v 7 R)
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) IM¥EAEMFEHIRE .
MEZANVTREDOERBEZRE LIz, V774 MECOWTIET ANTIFUBRT X
NFGVRT2F—8, TI=VTI) NGV RT7 2T — 8, TVHIET AT 75—
Y, REER, JVT7F2VROREUALEVRZEIEL, FOMOER IZEIE LRI
7o

\ H H \ 5 ik B
7’(;8%7 XUBTI) IR =T —E e —
TS5=VT )RR T7 25— (ALT) | UV ¥ ISCC Bt iniE
TNHIVET 5+ A7 7% —E (ALP) p-Nitrophenyl phosphate ¥
2 = RX7 5 —E (ChE) Butyrylthiocholine iodide ¥

> = o N L-y-glutamyl-3-carboxy-4-
$INE VR TYRRTFH—E (5GTP) | 15 RO

@=L A5 u— (T-Cho) COD-ESPAS E
MU 2V K (TG) iPéoESPAS 7V u—)Lij
REZEFE (BUN) Urease * GIDH {4
2 L7 F =2 (Creatinine) Creatininase * F-DAOS %
“EH (T-Protein) Biuret ¥
T NT7 X (Albumin) Bromocresol green ¥

Albumin
AJG H (A/G ratio) T - Protein — Albumin _
¥ (Glucose) Hexokinase * G-6-PDH %
Beyrey (T-Bil) BERIA
WAEYTER (TBA) BRVA 7V Tk E
mY) v (IP) Fiske-Subbarow ¥
JI A (Ca) OCPC
F rU A (Na) Crown-Ether JEEMRIA
AV L (K) Crown-Ether IREARIE F
H5e (CD MO &k

FEFMEE E: £ EESIERE 7170 % (B L8YERT)
F. EfESITEEE PVA-EX T (A&T)
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15.12 JREFRE
a) Bl &
BERBEICOVWTEKES B OB OWT N bERLEIC, B % EHKENRD> & Bk
L CREIESE, R, B, KT, EEkE, MlE, BEROERIELE ZONRIZD

WCHIR B S (T o7z,
b) MR BT ERAE
(@ ¥7 54 M
1, 7RO 14 BRERERHCOVNT, BIRMBICAEORE - ML LI,
% & BE - M

LR B, B (+immh bER. A T VREST) * R
D EFR | Dl
WRER Bl
BT FEBLH, W B, MOEERNSIIRS. A UZERTSIARH
L Wt oM, AR OMER S T)
K2R B OCBRE) . IBRIBEY LS, M. MR
AR TR FRE (ERMERST) | BB

*No. 1 #&<,

B R OBIE 10%FHEBE R~ U VIR EEA L TRIRICERE Link, NEWEK
Yekk%E Lz,

FURIREAN D T+ 24 L7283 B 1, BB XIIRFRICRE T 2 RNCEFRE (F
NVEUDR) CEEEZHE L, B, BREROEELEIXERZR A ICHIEL,
EEOSHEEM L, BIBIRAEELE LD CHIE Lz, SRIZER T BILRE D —
HEEOTHE Lz, BRI EER/MEZED TRED DB I 10% HARE
B=) VRICREL, BR, EFOEZKENOSBELCEERRZRIELZ,. EE
BHIE LSREIC oW T, AR B ICHIE LB 2 AR R E R b B Lz,

-18-



(b) 28 H & 58

B10-0120

FIRRFICRRORE - M Z R L7,

5 H e . A
FRER .
ETH. §. B (5o EB. A = REAT) .
o
Wb s e
L mER | Dl
WRER —
FiBie RO Epkv. MEEERTSIRG. TS UEERTIIIRS.
A FEERFA
PR s (EEBRE 2T
R B o, MR OEE BT . T, LEmE
s BH CBEE) . MR oS, IBREEY oS, B,
Hafr
NI FEE. BRI (LR MEE ST | BB
e IR
- BER | BEEG GEE) . B R
NS - HEE | U

S8 R OBEDAT 10% T MR E RV~ U VIR B EABICER L, B R ORBIE 10%
FERER L~ ) VIREEA L TRIRICRIE Lok, NEDE K¥ERE LT,
FORARCASL O T*) 241 L2 88 B 1, B ERUIRERICEET 2N EFRE (F
MRV DR) TEERHELRE, B, BREOEE EEIIESFZ 4 ICHIEL,
EAEDAHEZEH L, BIBREELZE LD THE L, HRZENBIIRED—
WEESOTHEE L, BEIXEEREZSD CEENEZ R TERLTERL, EEY
HE Uiz, FRBRIT ER/MEEE D TRE D bR 31T 10%HF HEEE L~ U
BWICEEL, BB, EAEOELZRENOOBLTEERRZWE L, EEZHELEL
BEICOWTIE, MERICHE LEAERZRICENEERELVEH L,
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c)

B10-0120

RO EE R ORE

BERLEHRE - BikiE, UTo X3 ICEERUMRE LT,

frigix, EEZRER., SMUIEEDOFREH» D (FIRRR & 2 O A2/ St AR
BoT) 2~3 mm BB 4 BEHR L, BEFRAEMETRICHE L, 2&T2D
EEN1S5gUTTHAZ L 2HERE. THENEED 5 fFEM LD RNAlater® (Ambion,
Inc.) WCRIESET, 1.5g 2B 2BAITEMA OFR 2 IR LIRS Lz, AEIKE
#%. -80°C TRTF L7z, IMAULEZTEDEGFRELEMN A OERE DRV Mook U5
D DEE 10%FHEEE RV~ U VIR CEE LTz,

B, EARLICEEREZRER, HROTREHSUHEEZE L 5 ITHEETT 4~5
mm 1O LB LTz, MBA L OHIRER D BRVWeth, EFTIH LT, ¥0%
18 3 mm BAPIZHEED L RNAlater \[CIRIE L7, 72D DX HLHAE, BENE ., HESNHF
ROEEZZTTH Y 7L, ZEN RNAlater [ICEE LTz, 78D O IEOKE
%, -80°C THRFF L7, ZEMIE 10%FHEFEER L~ ) VIBRTEE L, 2B, EFNT
NNDBITIRERRD DNTEHEIEL, FEHE 10%FHEBRE L) VIBRTEEL. K
SHAE B TR BT & O-80°C BRERFICH LT,

FERIX, EABIXICEEZRER. FHl%Z 4 5EIL, MR D% % RNAlater 127
RLT, RO OEFITKMER, -80°C THREF L, ERIREETEy MY U THEEL
7o

B EET, EEZAER. EALVEETEy MY URTEE L.

FEZERTSRIT, ERBRIER, EF T L, —F % RNAater IZBE LTz, BV IX 10%
hMERE SV~ U VR CEE LT,

X, BEEZBER, KB LTEAZI—VK (AF /) —n7 vekiLAERES
=6:3:1) ICEE LK, KT TSREERE 5 Lictk, BAk=g ) —ARIRH Lz, &6
WK T TIRE D LM b, 1 BERBEIC2E, Bkoy ) —VeHl Lz, XKAHTT
—BEIRE 5 Lictk, k=¥ ) —VEBERML 4°C TRE LT, RELERBHIRG
Fl & FE U THRREBIRZITEMN L,

THEMEZ, EETZHIEH. RNAlater ILBE LT,

RNAlater |ZI{E L 7= &Rk 1T RNAlater ZHBRICIRE ST 5728, 4°C T 24 RFKRE
L7z#%. RNAlater CRE I EE-80°C TEE L., NI4T A4 A& E L TELER
EEHFRFFERTIC B Lz, -80°C HAERE LIBRICOWTIE R IA TA R ERE LT
RRMEFHEEHTHIFRETICE M Lz,

T OMODIFE - HRRIL, 10%FHERER LV~ Y ARTEE LT,

-20 -
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d) FEEMRFENRE
(@) V754 Mt
1, 7 RO 14 ARBESHOMNBHRIOEHAERHICOWT, B, B, FiE BE
FEEL BINZER. BBE (KERE) | IBRIED L8, IR, BERONT 7 4 o
FEIEEERL, ~2 ¥V Yy - =3Py (HE) REH, LEHEBENICREL
oo BBE CRBRE) 13800 HUANC 10%88 - &b~ U R K DBUIREAT 272,
E7. 1 AREETINEEOHIR,. 7 BERERTIIE, FRERUER. 14 AHE
REFTIIE ROIFIRIC, &AER CHBRMEOREICEE LB nbhi-c
D, EABEIC OV THYUMRE - EROREERFHIREZIT o7,
(b) 28 A& ERE
HBBHEOEHAERICOVT, MEOTEEZROVTER LT TOHRE XX
MR DT T 4 EEETY 2 ERL L, HE Yefath, RFEBEMERNICRE L, B
BROVEEE (REEE) 13800 H LATIZ 10%85E8 - A4~ U RIC KR DBIKZAT 2 7,
Fi, BARETHCHBRWEOREICEE L L EBgbhIc o), BRI
2DNTH B OREEBRENREZIT o7,
15.13 HEEHFERIGIE
RE, BEE, B, BREE. MFFHORE, LKL CFORE, RE, RESEE
BRUOREEEBOREIC OV T, Bartlett {5 L B2 ENBRELZITV., SHEBKETES
HRTD b IIH AT, Dunnett JEIC X BRERIT o7z, SHEBRD bNRVEAIT/
V%5 A MY v 7 O Dunnett 12 X BREETT o7, SEEEE (EOH) ROBERES (R
@7-»&)MJVN?%%Uy?@Dmmﬁ%Kiéﬁﬁ%ﬁoko

16. REEOBIEMICHE L RIE Lz L Bbh 5 REER K ORBREEED b O@RE

RBEBEOFEEICHEL RKIE L RN 2 REER K URBREEEN b OEBLIIFED
% 53/1/72 7:))"3 7‘\:0
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17. RBRERE

17.1

17.2

17.3

17.4

17.5

17.6

17.7

—JBIRFE (Table 1, Appendix 1)

500 mg/kg # THRIER CEREDN - 13 B, B FEEVME T 23 7 61, THI 4 Bl CHIE S iz,
BREBETIIRE S B BURBRICHBEMICA DL, EEEERS 6 B B H b BREE X ik
RERNZH B, REFEBOEME & b ICRBRREIER T2EAIRD bk, BERR
52 BEPOBRENMITRE LN, &5 20 B BUEORBUIRD bhiad -z, THIX
#E2 BEMG 6 B BIZHNT THEREBHXIIHENICED b/, 100 mgkg B CrIftiEss
11 B, THEMOKEEEL 2 4. BREHET, KELNCERCOEABEOBENNE 1
BITRO biLe, BREBKTIXRES 22 B BUKRICERENICA DN, WMIEIHRE 7 B
B 2> bR SOOI 2 B, REEHOHBEME & bICRERNAERE T A ERNE
D ohTe, BEITRE 6 BE DR, FTEMOEEEEIIHES S HEORDORETHY, &
RO AEBEDOIEIITERE 16 KT020 H BIZRRD vk, SREICEBIIRD b s o7,
B 72 —fRIRRE (Table 2, Appendix 2)

100 mg/kg B TRE 3 8 BICHEREIFOBEREER A DR, AEEEEDRVE
BThol, 2B, KBMERGEH THERKICEERELETIIRD b, MmoSEE
HEICBWTHOERDERSEE U REBICEREIRD bh ki o,

BERERRZE (Table 3, Appendix 3)

WROEREH TEARVBREBRICFRRZETIIEED b, RISEREICRBNT
HIEBRHEREHRORRBICEE IR bhiaho 7z,

& E (Fig 1., Table4, Appendix 4)

500 mgkg BETHRE 3 B BICHERIRME (RFRBEED 93.7%) BAH L, ThLIEEX
BHEREEIRD bIiahroTc, 100 mgkg BIZEERTENIRD b oTz,
f&EEE (Fig. 2. Table5, Appendix 5)

500 mgkg B CTHR S 3 H BICHERMRME IFREED 78.2%) 234 b, 100 mgkg BETH
#E53 BRICAEBRIEME CHREED 902%) BH LN, THUBIIEERETHIIRD
bNIR Mo T,

JR#RZE (Table 6, Appendix 6)

TR EREH TRERVCRBEEICEEREENIRD b ol OREEE T
i¥. 500 mg/kg BE TGRS 5 G191 3 Fil, il (2+) A2 FlicHbhiz, 100 mgkg B Tix
WERN 1FICA b, HRBICEFIIRD bhehol,
1KY 2

a) MIKRFHIRE (Table 7, Appendix 7)
1EL 7RO 14 BRREH ISR ERSBICEERESIIBD bvkd o7z,
28 AREREHERBWT, 500 mgkg BT n b BV PT) OFEREENAD

iz, 100 mgkg HICHEREENIRD bhvied o7,

b) MKE(FERIRE (Table 8, Appendix 8)
1 [EFREEEICBWT, 500mgkg BETT 72T ) TV A T7=25—F (ALT) OF

B EMERZ B, 100 mgkg B TH ALT OFRR{EMER A BT,

7 B &5V T, 500 mg/kg BT ALT OFEREEN A bR, 100 mgkg BT
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I3 ALT OIRMEMHA 3% b7z,

14 BREIREEERB VT, 500 mgkg BT ALT OFERBEMER A S, 100 mgkg HETH
ALT OFERIEER A BT,

28 H &SRBV T, 500 mgkg BT ALT, 2 V= X7 5—¥ (ChE) , 773
v RE I NVE Y RORIEHER (TBA) OF BRKEN A b, 100 mgkg # Tid ALT
DERBREERH B L,

17.8 JREZEHRE

a)

b)

PBREEE (Table 9 XV 10, Appendix 9 Tt 10)

1 EIRERIZEBVT, 500 mgkg #HTHRRBOMEHEEOHTEREMER 2L, 100

mwgﬁr%ﬁﬁﬁwﬁﬂﬁvmﬁﬁiwﬁ IMEERTRD bR, AREREEIEZ
. BT B REEREOREICB VT L RERRD bNAo T o b, HRY
Eﬁﬁ_%@bt%MT@&m&%xto

7 B RE#HERIZI\ T, 500 mg/kg B CRIBOMIEEOA R R BE GHERED 116.1%)
BH b, 100 mgke B TIIEEMIBROENERODFREREERL LN, AR
BKEMERRD DRV E N LERNEEI L E X T,

14 HEHERRVT, 500 mgkg B CBIBROBNEROAE L EME GHBREED 109.3%)
BB HITED, MBHIREEENMEEER CHREED 92.1%) 2R L, MEROTEEDHE
HEEBEOFEREETCCEROMENERDEEREHENRAR DN, 100 mgkg HTH
BIROFERNEEDOAEREME HBEED 109.9%) BA& SNTIED, fRSIR{EENMEEE
M (KEREED 89.4%) R L. TEEOHEXNEEDE B REERVEROMEINEEDHE
BRBERAR LN,

28 AR EE BT, 500 mg/kg B CRIBOEMEERDEE R EME GHRED 111.1%)
BH b, 100 mgkg BICHBEREENIFD bhiRh ok,

#| # (Table 11, Appendix 11)

1 El#& 58T kwfsmmwgﬁrﬁ%wﬂﬁaémﬁoﬁﬁﬁ)/Aﬁwaémw
4 Bl 1 FHCAHDINTZIED, ARIBIROERILES X RAE RO 500 mgkg B TH 1 FliC
BBz, 100 mgkg BEWCREIIFRO bhvehroTz,

7 BRERERITBVT, 500 mykg F TRIE OREHE LR DEEILE m4m¢%zm
JERIEY B ORERN 1 FlicA bz, 100 mg/kg B TILRTE DBEREE R 2 filC
iz, SARBICEFITIRD bR 2T,

14 BREHERERBV T, 500 mg/kg BETHIE OEEIRED 4 F14 2 61, B1E OREEMEEE
T OSSR EL 234 1 BlCH Bz, 100 mgkg BETIRlE OEEDKERFEL, A
EEROBERENE 1 Flichbivie, STRBEICEEIIFED N1 o7,

28 B FE#REEERVT, 500 mg/kg BETRIE OBERRED 5 Fl2F], B1E ORMEEHMEH
2 Bl BV, 100 mg/kg BECIEAE OKEREMRMIES 3 Bllc A b icigh, FTREDE
fan 1 N A biviz, SREICERTIIERD bhidroT,

FRERFARRSERUMRE (Table 12, Appendix 11) '

1 EREBICIVT, 500 mg/kg BETHRERMICZEIB OB AR A b 1 FlicZE

OB EEOZRE BRE) BB bILIED, %ﬁmvmw%ﬁméwomﬁﬂL
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FFREBRRER (BRE) 234 Bl 3 lCRD bivlz, WIREICERIBIBRO B RIBRR 4 b
7o ST RRBE R VNS00 mg/kg BED & 1 I TITAEMR AT b B RILBRAFER S iz, T 0iEbs,
X REE CILBIBROWET 0B 1 flicAh bz, 100 mygkg B TIIREEIT - 72/ N
EURRICEEIIRD bR doT,

7 B RERERIZR T, 500 mg/kg B TRIE OREERE A B K UKL T B 0K IE & Ok
B BE~TEE) TOIKOEAMRFELEBER (TEE~EE) 24626, 7
BOEE (B&E) R24l, fif00bA (EE) M 14, FBoZ/MEEBRLEES /I
FEFDEITRRIER (BRE) 233 4, FRSMEAFHIESE (BE) 2N 14), BRORED
WALRAE 2t (Z<BE~EE) 282 gzl bivik, 100 mgkg BTk, BIF O
VEAERTE LRBTR BRE~EE) 23461, 58 OREEA B R OHE T8 O/KIE
ROVHRRIZE (BE~FEE) 2206, BRE OKETREOKER OMIREES 1 FlICR
D HTIE, BROBEET OER® 1 fllcHbiviz, STREICEREISERD bhbho
7o

14 BEREHBVT, 500 mgkg #THIBE OVEAMRE LERIEFR BE~EE)
B4 GIEF, IBOUVbA (BE~HEE) WONCHEEAFR KR OHETEOKER O
MR (FFE) ME 361, FFiRO/NERDMEMIRIER RE) 23 fl, RS
HERREEIE (BREE) %2 BICER® bizigdy, BIROWE T BN 1 flics bz, 100
mg/kg FETIL, AIBOVEAMRELRBER RE~FEE) 233 Fl, 88 OF:EE
BFREOHIETEOKER OHINEE (FEE~EE) K246, fiIBOVHA (BRE)
EOYEE (FEE) 1% 1 ], FRORBEFMEEE 8&E) 21 FicRdbhz,
SERBICEFT IO N2 o7,

28 HRHREEBV T, 500 mg/kg B TRIE OREEA B & UL T 8 OKER OHIE
BE (PEE) TOCOEAERFE EEBER (TEE~EE) 15 f2p, sigon
b (BE~TEE) R34, MEOEE EE) BN 14, BREOEETBOKERV)
R (BRE~FEE) 23 IO bitiz, 100 mgke BT, BIE OHEEEE
ROHIET R OKERUHIGRE (BE~FEE) YWCCOEAMRELEBFR (8
BE) BS5HILf, MiEBo0bhs (FEE~EE) 14460, RE ORKETEOKER O
FiRiE (RE) P 1PICRO b, MREETIX, oML R OEROBEESN S D&
BE 1 FlcHR BT,
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18. &8 £

HHYE X, BREAZER. fuRRE, BERCEEROBER E LTERShTERY,
WEBRYE OB OV TIIE OBENR R I TS (Wilinson and Killeen, 1996; IARC,
1999) . BERUMRICKH T 2HEEEF L, SMESHEROEAMEE COERENREILE
JBRORIE TH B, BRAMEIZOVTIE, B P TREARTORIERLIESITWVRVE, +
TRADHERDT v b OMETEROBERVORAEFEL, ~VARDT v MOMETHTE
DOILFEER OBADOFERNMEM LT Z &b, ERBY CII+oEaBFohTng e
L CEES AZHERE (International Agency for Research on Cancer, IARC) D F 43 AAMEFEARE T
X7 N—72B(E Mt U THEPAMENR D B FTREMEN & ) IZ0E STV 5 (IARC, 1999) .
ARBIZB VT, HLERE~ORIEYE, Bk CFR~OEENIRBD bz,

LB IR 2B L LT, 500 mgkg BEICR W THREHIH I, SEIITHIE,
B, HRTE 1 ERSERICEBEERCBREKE D v gioBaeadk, 7 BRRERICER
JEY VoS ORER, 7 BREREE»DRTE OREEE, SRS L, RSB S ks R
AR L DT, REEBRFIRE TIL, 1| BRERICEROME LRZEREBSHZ bR, 7
AMBREEILRIBOUG A, BE., HEEARB R OHIETRE OKER CHIREIIONE

AERE L EEARL. 28 B FESZICIRE OFE T B OKER OMEENRBO b, K
IE R OBRIE D BN EN LSRR ST, MIEKFEAREICS VT HRIE 2 TR8
TAHAEEIBDONRDo72b DD, T b DOFT R IR E ORERE SRR L 1L
BRIEDEE & TNICH T D REIIEEELR L& X 7z, £io, RIFEEIZBVT 500 mg/kg
BHTHARENBLES NN, EORBACEZbDLE X, D EORRIL, BIHEE
ORENERET 2 b DD 100 mgkg BIZBWTHRD biviz,

Bl 2B L LT, 500 mgkg BT 7 BHEEEH DAEANEROERERA LN,
EERERBREICR T 7 B MRS RICEEOEMRMEE 2RO bhic, MYERD
BEERX 100 mg/kg BIZR VTS 14 HEBRERICA DL, BIREEOHEMN & REE DZERE
PEIX, HED F344 T v b & Bz 75 mgkg/day T 90 B ERERSHRBRICBWOTHRD B
THEH (JARC, 1999) . FHEEBRICEBWVTH B~ DREIFER S L,

RIS 28 e LT, 500 mgkg BT 1 RN 7 BE®REH Jyﬂ%ﬁi%%lﬁ%{# 5 71
TR DR RIER, 14 B FRESRIC/NERDEFRIRIERSF® 6372135 500 mgkg .
BTT7 RO 14 ARREBICRBMEFEESE, 100 mg/keg BT 14 B H# 5% I RBHEFFAE
FREESER 4 bivi, MIKFRER MK AELFERIRE Tk, 100 X500 me/kg #T 1 [H
BE®HPD ALT OEMESIHMEAEBMA A v, 500 mgkg # T 28 HEIRE5RZIT PT DER,
ChE, TVT7 I v, BRE IV NVEV RO TBA DEEN RO, 2B, MRREDHER?OIX
FHEREET A RR SN 720, WEMBRENRE T, BN EX ON2BEARDIL
2 RTR/MEO R Z 4 5 FFIRIER BB bILTR Y | MEOFEMEFIRERICBT
3 BRIEIITHATH 5,

P EHR I 100 KUY 500 mg/kg B CHE S B B EBE T R EERO—EEOIKIE,
I NT 500 mg/kg BETH bz —BIEOEERMEIX, EIHE~OEERE LR LT
Re&EZI,

BT IS REHRIK TEICA DT OMOEIT, AERETFEORWERTH
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b, —EMEOEETHII L, MIZEET RSB bRV L, XIBRRELER
ELLTHRSNDIFRTHD ZLENDL, HBRUWERE LIIFEEDCRVWEL LB AT,

UEDLEY, RRBCIIEBRWERSIC L 0 REHFH ORI LHE, B URTH
~DEMERENBD bV, TOMOHELER, FEREER, L - IER, EFERR, HER,
RBEER, B - BHR. LBR~OREIIRH SR o T,

BE R
IARC (1999) IARC monographs on the evaluation of carcinogenic risks to humans. 73, 183-193.
Wilkinson CF and Killeen CJ (1996) A mechanistic interpretation of the oncogenicity of

chlorothalonil in rodents and assessment of human relevance. Regul. Toxicol. Pharmacol. 24,

69-84.
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B10-0120

Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of general clinical observations

Sex Signs Administration period
mg/kg/day 0] 100 500
Male SS s§ SS
No abnormalities detected 17
Moist hair (lower abdomen) 2
Soft stool 1 13
Stalning around nose and mouth 1
Decreased spontaneous locomotion 1 7
Diarrhea 4
Salivation (dissapeared within 15 minutes
; 11 13
after dosing)
Salivation (dissapeared within 30 minutes 5 _ 7

after dosing)

Salivation (dissapeared within 60 minutes
after dosing)

ss, scheduled sacrifice animal,
a) Number of animals examined.
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Tabie 2

Twenty-eight-day repeated-dose oral toxiclty study In rats

Summary of detalled élinical observations (scoring scale for detalled clinical observations)

B10-0120

Removal from cage

Ease of removal

-2
-1
0
+
+2

No reaction

Very easy

Easy (slight resistance)
Difficult

Very difflcult

Vocalization

0
+1
+2

None
Vocalization during handling
Contlnuous vocallzation

Handling obsevations

Muscle tone

-1

X o

Decreased
Normal
Increased

Subnormal temperature

Absent
Present

Plloerection

Absent
Present

Staining hair

Absent
Present

Unkempt hair

Absent
Present

Paleness

Absent
Present

Reddening

Absent
Present

Cyanosis

Absent
Present

Lacrimation

Absent
Present

Exophthalmos

+ s+ ) v o v o ]

Absent
Present

Puplliary size

fTos

Miosls
Normal
Mydrasls

Sallvation

Absent
Present

Secretion

Absent
Present

Observation in arena

Posture

Normal
Crouching position or hunchback position
Prone position or lateral position

Motor activity

Slgnificantly decreased
Decreased

Normal

Increased

Signlficantly increased

Respiration

Normal

Slightly Insufficlency
Moderately Insufficlency
Severely insufficlency

Lid closure

Absent
Present

Gait

Normal

Staggering galt

Tip toe gait

Shuffling (paralytic) gait
Gait disturbance

Tremor/twitch/convulsion

None

Tremor

Twitch or convulsion

Systematic tonic convulslon (opisthotonus or episthotonus etc.)

Stereotyplc behavior

None

Circling
Grooming
Sniffing

Head bobbing

Abnormal behavior

4% <Saomo T

None

Self-biting

Backing

Circling

Rolling

Writhing
Vocallzation

Straub tall

Tall lashing behavior
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B10-0120

Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Predosing Dosing 1 week
Dose (mg/kg/day) 0 100 500 0 100 500
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Ease ofremoval 0 3 5 5 5 5 5
Removal from +1 2 0 0 0 0 o]
cage +2 0 0 0 0 0 0
0 4 5 5 4 5 5
Vocalization +1 1 0 0 1 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle tone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature + 0 0 0 0 0 0
) - 5 5 5 5 5 5
Pilloerection + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Staining halr N 0 0 0 0 0 0
- 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
- 5 5 5 5 5 5
Cyanosis . 0 0 0 0 0 0
- 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Puplllary size 0 6 5 5 5 5 5
+1 0 0 0 0 0 0
- 5 5 5 5 5 5
Sallvation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 5 5 5 "5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Motor activity 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
+1 0 0 0 0 0 o]
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Lid closure . 0 0 0 0 0 0
- 5 5 5 5 5 5
s 0 0 0 0 o] 0
Galt T ¢} 0 0 0 0 0
P 0 0 0 0 0 0
GD 0 0 0 0 0 0
?bsewation 0 3 E E E E 5
narena  Tremor/ twitch/  +1 0 0 0 0 ) 0
convulsion +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g g g 8 g
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal C 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
w 0 0 0 0 0 0
\'% 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.010.0 0.0 £0.0 0.0 +0.0 0.0 £0.0 0.0 £0.0 0,6 £0.9
Urinatlon ® 48148 0.6 £0.9 1.2+27 0.0 £0.0 0.4 0.5 0,2 +0.4
a): (count/min) * glgnificantly different from vehicle control at p<0.05, **: significantly different from vehlcle control at p<0.01
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Table 2-2 Twenty-eight-day repeated-dose oral toxiclty study in rats
Summary of detailed clinical observations

Male
" Dosing 2 week Dosing 3 week
Dose (ma/kg/day) 0 100 500 0 100 - 500
Number of animals [ 5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Ease of removal 0 5 5 5 5 5 5
Removal from +1 0 0 0 0 0 0
cage +2 0 0 4] 0 0 0
0 2 5 3 3 3 5
Vocalization +1 3 0 2 2 2 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle tone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
tempetature + 0. 0 0 0 0 0
- 5 5 5 5 5 5
Plloerection + 0 0 0 0 0 0
- 5 5 5 5 [ 5
Stalning halr . 0 0 0 0 0 0
- 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 [
Paleness + 0 0 0 0 0 0
Handling - 5 5 5 5 5 5
observation _Reddening + 0 0 0 0 0 0
- 5 5 5 5 5 5
Cyanosls + 0 0 0 0 0 0
- 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Puplllary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- 5 5 5 5 5 5
Salivation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Secretion + 0 0 0 p 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 1 1 0 0 0
Motor activity 0 5 4 4 4 5 5
+1 0 0 0 1 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
. +1 o] 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
8 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
GD 0 0 0 0 0 0
?bservation‘ 0 5 G 3 3 E 3
narena Tremor/ twitch/  +1 0 0 0 0 0 0
convulsion +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotyplc g g g g g 8 3
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal g g g g ' g g g
behavior W 0 0 0 0 0 0
\Y 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation” 14 £1.3 1,2+1.8 1.0+1.2 0.0 £0.0 0609 0204
Urination ¥ 20+25 2.0+4.5 1.8+25 16£15 0.0+00* 0409
a): (count/min) * significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing 4 week
Dose (mg/kg/day) 0 100 500
Number of animals 5 5 5
-2 0 0
-1 0 0 0
Ease of removal 0 "5 5 5
Removal from +1 0 0 0
cage +2 0 0 0
0 2 5 4
Vocalization +1 3 0 1
+2 0 0 0
-1 0 0 0
Muscle tone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 5
temperature + 0 0 0
. . - 5 5 5
Piloerection + 0 0 0
- 5 5 5
Staining hair + 0 0 0
N 5 5 4
Unkempt hair + 0 0 0
- 5 5 5
Paleness + 0 0 0
Handling - 5 5 5
observation Reddening + 0 0 0
- 5 5 5
Cyanosis + 0 0 0
. - 5 5 5
Lacrimation + 0 0 0
: - 5 5 5
Exophthalmos + 0 0 0
-1 0 0 0
Puplliary size 0 5 5 5
+1 0 0 0
- 5 5 5
Salivation + 0 0 0
) - 5 5 5
Secretion + 0 0 0
0 5 5 5
Posture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 0 0
Motor activity 0 4 5 3
+1 1 0 2
+2 0 0 0
0 5 5 -5
+1 0 0 0
Respiration 2 0 0 0
+3 0 0 0
- 5 5 5
Lid closure + 0 0 0
- 5 5 5
S 0 0 0
Gait T 0 0 0
P . 0 0 0
Observation GOD g g g
Inarena  premor twitch!  +1 0 0 0
convulsion +2 0 0 0
+3 0 0 0
- 5 5 5
Stereotyplc c 0 0 0
behavior 6 0 0 0
S 0 0 0
H 0 0 0
- 5 5 5
S 0- 0 0 -
B 0 0 0
Abnormal g g g 8
behavlior W 0 0 0
\% 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.4+0.8 0.4 0.9 0.0 £0.0
Urination ¥ 0.0£0.0 1.8+25 0.0 0.0
a); (count/min) * significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of fuhctional observations

Male

‘ Dosing 4 week
Dose (mg/kg/day) 0 100 500
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 "B 5
, +1 0 0 0
Sensorimotor 1 0 0 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupillary reflex 5 5 5
- 0 0 0
+
Alr righting reflex 5 5 5
- 0 0 0
Forelimb
Grip strength e. (9 330 £62 278 £65 319 £ 58
Hindlimb (g) 373 £17 364 + 33 432 +66
0-10 (min) 202 +29 180 82 . 163 £ 114
10-20 (min) 85 +79 121 £ 83 103 £72
. 20-30 (min) 83 +36 107 £ 42 58 + 34
Motor activity .
[Intervall 30-40 (min) 60 £ 56 100 £ 34 38+24
40-50 (min) 53+40 6235 36 +23
50-60 (min) 27 £23 79 + 51 17 + 26
Total 510 + 221 648 +293 415 £ 221

*. significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01

Scoring scale for sensorimotor function

Approach contact/touch response -1 No reaction
0 Normal
, +1 Hyper reaction
Pinna response -1 No reaction
0 Normal
Sensorimotor —=— T * Hyper regction
function Pain response (tail pinch) -1 No reaction
0 Normal
+1 Hyper reaction
Pupillary reflex + Normal
- Abnormal reaction
Air righting reflex + Normal

Abnormal reaction
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Table 4 Twenty-elght-day repeated-dose oral toxiclty study in rats
Summiary of body welghts (g) : Male
Dose Main group Maln group Main group
(mg/kg/day) 0 100 500
Administration 1 143,19 143.43 143,22
period (day) 18,38 (17) 15,79 (17) +5.88 (17)
3 161,14 167.18 150,95 **
110,16 (13) +6.58 (13) £7.42 (13)
7 184.41 187.96 183.33
+14.68 (13) +11.18 (13) 112,66 (13)
14 253.73 243,82 243,83
122,55 (9) 418,02 (8) +16.78 (8)
24 305,60 308,68 295,80
131,13 (5) +23.07 (5) 127.12 (6)
28 352,14 352,72 340.20
140.37 (5) 128,74 (5) £21.25 (5)

Values are shown as Mean & 8.D..

Figure(s) In parentheses indicate number of animals used for the statistical analysls.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 5 Twenty-eight-day repeated-dose oral toxicity study In rats B10-0120
Summary of food consumption (_g/rat/day) : male
Sex Dose
(mg/kg/day) 0 100 500
Administration 1 18.29 18.41 18.64
period (day) ’ ) '
+ 1,76 (13) + 1.83 (13) + 1.42 (13)
3 19.32 17.42 * 15,10 **
+ 2,73 (13) + 1.39 (13) + 1.70 (13)
7 20.91 20.23 20.62
+ 247 (13) * 174 (13) + 239 (13)
14 21.93 21.24 23.22
+ 2,63 (9) + 199 (9) + 1.91 (9)
21 21.22 22.10 21.20
+ 3,16 (5) + 192 (5) + 3.42 (5)
28 21.16 21.64 22,14
+ 3.36 (5) + 221 (B) * 161 (5)

Values are shown as Mean + S.D.,

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose -~ Twenty-eight-day treatment
ltems
(mg/kg/day) 0 100 500
5.2 76 48
Urine volume (mL) 3.8 (5) +4.8 (5) 13,0 (5)
1386.0° 1482.0 1645,8
Uosm - (mOsmiL) £794.4 (5) +855.6 (5) £660.7 (5)

Values are shown as Mean £ S.D.,

Figure(s) in parentheses Indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0,05.

** Signlificantly different from vehicle control at P<0.01.
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Table 62  Twenty-elght-day repeated-dose oral toxiclty study in rats B10-0120
Summary of urinalyses: Male

Group Twenty-elght-day treatment

Dose (mg/kg/day) 0 100 500
tems No, of animals 5 5 5
Color '

Y 2 3 0

YB 3 1 2

B 0 1 3
Turbidity

Clear 5 5 5
pH

6.0 4 4 4

6.5 1 1
Protein

=+ 1 1

1+ 2 3

2+ 2 3
Glucose

- 5 5 5
Ketones

- 2 3 4

+ 3 2 1
Ocoult blood

- 5 5 3

2+ 0 0 2

Color:Y:Yellow,YB: Yellow-brown B:Brown,
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Table 6-3 Twenty-elght-day repeated-dose oral toxicity study in rats

Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 100 500
Items No. of animals 5 0 5

_ Urinaly sediment

Red blood cells

0 5 - 5
White blood cells

0 5 —- 5
Epithellal cells ®

0 5 - 5
Casts ®

0 5 - 5
Crystals

+ 5 "

= Number of cells/10views(x400),
5 Number of casts/18x18 mm?,

9 Incidence of crystals/18%18 mm?,
--:Not examined.
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Table 7-1 Twenty-eight-day repeated-dose oral toxiclty study in rats
Summary of hematological examinations:Male
. Dose One-day treatment
(mglkg/day) 0 100 500

RBC (x10%uL) ng @ I;?g @) :ggj @
Hb (g/dL) i05r @ 260 4 oz @
Ht (%) :?:;g () :?gg 4 22‘15'5/ (4)
MCyV (L) i?;‘g ) Z?: @) :gigg @
MCH (pg) iégf @) i;g? @) i;;? @
MCHC (g/dL) ae @ 2015 @ Soa @
Platelet (x10*pL) l?;gg @ l?;gg 4 -ljlg;g (4)
Reticulo (%) lg:g (4) lggg ) lé;g @)
WBC (x10%/uL) ﬁgjgﬁ ) t;ﬁﬁ? 4 ;t;z:gg (4
Differentiation of leukocyte

Neutro (%) e AT @ 228

Lymph (%) :;Z: 4) :;Zg (4) :;?: @

Eosino (%) ig?g ) ig:?g 4) tg‘:g (4)

Baso (%) ig::g ) ig:;g (4) ig:;l'?' (4

Mono (%) 4_.5:22 @) :té:gg (4 iizgg (©)

LuC (%) ig:gg () i:):gg (4)' igﬁg (4)

Values are shown as Mean £ S.D..

Figure(s) In parentheses Indicate number of animals used for the statistical analysis,
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematologlcal examinations:Male
. Dose Seven-day treatment
(mg/kg/day) 0 100 500

RBC (x10%4L) Jhogs @ Iggg @ Zggg @)
Hb (g/dL) oo @ 1108 (& i @
Ht (%) :g:gg @) :g:g: (;1) :113:!152 4
MoV () Saot (& P 252
MCH (pg) 2(1”15? @) :;:gi 4 ig:g? @
MCHC (g/dL) 2328 “@ - Zggg ) 2322 @
Platelet (x10%4L) l?gl: @ l}?ﬁﬁ @ l}jgs @
Reticulo (%) ig:;g ) t:;i (4 | t?:2§ “@
WBC (x10%/uL) jgjgg @ 1:3:2: @) igg:;: @
Differentiation of leukocyte

Neutro (%) lggg @) lgg: “ li?i @

Lymph (%) :;::: @) zgﬁgg e} :18:213:22 4

Eosino (%) ig:gg @) 122‘112 4 tg:gg 4

Baso _ (%) igzg (4) 1(1312 (4 igig )

Mono (%) a2t @ w001 @ w087 @

LUC (%) igﬁ? @ 18133 @) :I:g:?g @

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate humber of animals used for the statistical analysls,
* Significantly different from vehicle control at P<0.05,

** Significantly different from vehicle control at P<0.01.
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. B10-0120
Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Sunimary of hematological examinations;Male
s Dose Fourteen-day treatment
(mg/kg/day) 0 100 500

RBC (x10%/L) ﬁig @ Zigg 4) 132:2 @)
Hb (grdL) lﬁéﬁ @ lﬁ? @ l§§§ @
Ht (%) Hew e @ 1205 (0
MV ™ 17 B4 @ w037 @
MCH (pg) iﬁjgg (4) igig (4) iggg “
MCHC (g/dL) 28:;3 ) ig:gg ) Zgg? (4)
Platelet (x10%uL) lgg:i (4) l?:?i (4) ::;ggg 4)
Reticulo (%) tg:gg @) 1‘15:;; “@ :tg:g:; (4)
wWBC . (x10%uL) 1;‘232 @ li::g ) liiig @
Differentiation of leukocyte

Neutro (%) i;;g (4) 147132 ) lg;? (4)

Lymph (%) I:gg ) Ig;: @ lggg @

Eoslno. | (%) ig:ig ) t(o)?g 4 . ig?g (4)

Baso (%) 5;(1);2 @) tgig (4 tg;? @

Mono (%) 17 1058 @) w082 @

Luc %) w081 (4 05 (& 2030 (4

Values are shown as Mean = S.D..

Flgure(s) in parentheses indlcate number of animals used for the statistical analysis,
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 7-4 Twenty-eight-day repeated-dose oral foxicity study In rats
Summary of hematological examinations:Male
oms Dose Twenty-eight-day treatment
(mg/kg/day) 0 10 0
RBC (x10%uL) Zg? (5) 1233 (5) Zi: (5)
Hb (ofdL) o7 A @ 1058 ®
Ht (%) ;‘2}33 (5) :(1):; (5) 12133 ©)
MCV (fL) ifﬁﬁ (5) i?éﬁ ®) ggg ()
MCH (pg) 13132 (5) lggg ®) lﬁ:gi ®)
- MCHC (g/dL) 23,22 ) 232-2, (5) :;:ﬁ (5)
Platelet (x10%uL) 112:’152 ®) lﬁ;i ®) l;i:‘;g ®)
Reticulo (%) ig:g: (5) tg:i: (5) ig:gg ()
WBC (x10%uL) lg:gg (5 lgggg (5) lgggg (5)
Differentiation of leukocyte
Neutro (%) l§j§§ (&) l::g? ®) 1322‘1‘ ®)
Lymph %) ZZQZ 5) Z:: ®) :;:gg ®)
Eosino (%) ig;g (5) . tg:i? (5) iggg ®)
Baso (%) co24 ) 02 ® 054 )
Mono (%) iﬁj?,';’ ®) :t:é:gg (5) dj':?: (5)
LUG R iéj?ﬁ ) 1.3123 ) i:):gg ®)
PT (sec) ng) ﬁﬁw) iﬁxk)
APTT (sec) lggg (5) l::g (5) ig:gg (®)

Values are shown as Mean £ S.D..

Figure(s) In parentheses Indicate number of animals used for the statistical analysls,
* Significantly different from vehicle control at P<0.05.

* Slgnificantly different from vehicle control at P<0.01,
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Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
Items
{mg/kg/day) 0 100 500
90.5 84.8 89.8
AST (ui) +4.8 (4) 7.4 (4) 16.2 (4)
36.8 16.5 ** 65"
ALT (ur) 5.4 (4) 3.1 (4) +1.3 (4)
1108.0 922,0 950,5
ALP o) +183.9 (4) $222,3 (4) 4226,2 (4)
11.65 11.23 10.23
BUN (mg/dL) £1.44 (4) £0.55 (4) +1.62 (4)
. 0.153 0.158 0.145
Creatinine (mg/dL) +0,024 (4) £0,022 (4) 0,029 (4)
0.055 0.068 0.0863
T-Bi (mg/dL) 10,019 (4) 10,005 (4) £0.010 (4)

Values are shown as Mean £ S.D.,

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Signlficantly different from vehicle control at P<0,085,
** Significantly different from vehicie control at P<0.01.,
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Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 100 500
' 101.3 98.8 1043
AST (u) 165 (4) £13.3 (4) 8.8 (4)
44.0 24,0 103 *
ALT (uiL) £5.7 (4) £2.9 @) +1.0 (4)
987.3 775.8 838.5
ALP (o) £294.6 (4) 86,6 (4) £97.2 (4)
8.28 8.95 8.88
BUN (mgfdL) 126 (4) +3.30 (4) £0.66 (4)
. 0.173 0.158 0.163
Creatinine (mgfdL) £0,022 (4) 0,026 (4) 0,019 (4)
0,068 0.070 0.075
T-8l (mg/dL) £0,015 (4) £0.008 (4) 0,013 (4)

Values are shown as Mean £ S.D..
Figure(s) In parentheses Indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0,05.
** Slgnificantly different from vehicle control at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of biood chemical examihations:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 100 500
76.5 75.8 73.3
AST (u/L) £3.7 (4) 7.0 (4) 8.8 (4)
26.8 16.3 * 6.8 ™
ALT (i) 2.1 (4) £1.0 (4) 2.2 (4)
910.0 893.5 778.3
ALP (ilun) +156,0 (4) +162.4 (4) +182.4 (4)
6.40 6.78 7.95
BUN (mgfdL) +1.63 (4) +0.97 (4) +2.19 (4)
0.205 0.185 0.188
Creatinine (mg/dL) 0,013 (4) +0.030 (4) +0.036 (4)
0.050 0.050 0.055
T-BlI (mg/dL) $0.008 (4) +0,014 (4) +0,019 (4)

Values are shown as Mean £ S.D.,

Figure(s) In parentheses Indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.085.

** Significantly different from vehlcle control at P<0.01.
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Table 8-4 Twenty-elght-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
tems Dose Twenty-eight-day treatment
(mg/kglday) 0 100 500

AST ULy e ©) 72 @ 24 ©
ALT (urLy e ©) 122 ©) a9 ®
ALP (lun) iggg:g (5) 1(15;?:2 (5) :t?ggg 5)
ChE (U e ) 720 200 *(5>
V-GTP (un)y s058 ®) ig:?g ®) tg:z (6)
T-Cho (mg/dL) jig (5) igg (5) :?/:g (5)
TG (mgdL) o ®) w442 (5) A 5)
BUN | (mg/dL) jﬁ? ) ;19;2 6) é:;: )
Creatinine (mg/dL) igggi (5) igf)?g (5) tg:i? (5)
T-Proteln (grdL) ,jﬁfg (5) d:g:g?/ (8 :l:g:gg (5)
Albumin | (g/dL) iﬁ:ﬁ?, ®) i::;i ) iﬁ:?g *(5)
AJG ratio o iggg? (5) 1gg:25$ 6) igggg (5)
Glucose (mg/dL) l:gg (5) 1333 (5) lg'z/g (5)
T-BIl (mg/dL) 181333 ®) :I:g:ggg ®) :tg:ggg *(5)
TBA (umoliL) gl ) 2574 5) 28t *(5)
IP (mg/dL) 1(2)25 (5) lggg (5) l§,§: (8)
Ca . (mg/dL) lﬁi‘é 6) 1333 ®) l:igg ®)
Na (mEq/L) 1:?:8 ®) 1:?:8 ®) 11?:3 )
K (mEq/L) 4039 ©) w048 & 2025 (%
cl ’ (mEq/L) 121:22 (5) 1:2::2 (5) 13:?:23 ®)

Values are shown as Mean & S.D.,

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0,01.
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Table 9-1 Twenty-elght-day repeated-doss oral toxiclty study in rats

Summary of absolute organ welghts:Male
ems Dose One—day treatment

(mghkglday) 0 100 iy

Liver (@) 20378 @ tg:ggi (4) ig:ggg (4)
Heart © i&ﬁfﬁ @ iggfg(4) : i&ggg @)
Kidney(R) () iﬁjggﬁ ) :ggg? @ tgzzg (4)
Kidney(L) ) ig;géﬁ @ igggz ) tggg? %)
Kidneys (@) J):g;'g ) i;:?:g 4 i;::;g (4)
Testls(R) @ e @ 20,081 2 0063 (4)
Testis(L) @ 181332 (4) iggig C) N tg:g;: “
Testes (9) i;?gg (4) igfgi (4) t;ﬁgi )
Epididymis(R) (9) igjgfi ) 188-172 (4 igg?g ()
Epldidymis(L) (@ ig:gzg 4 ig:g:g (4) tg:ggg )
Epldidymides (9) ig:;gg @) igﬁggg 4 ig:g:g (4
Ventral prostate (9) ig:g;g (4) ig:ggz 4) :bg:gzg (4)
Dorsolateral @ 0.075 0.060 0.068
prostate 10,040 (4) +0.022 (4) £0.015 (4)
Brain (9) i;ggg (4) i:):g'i 4 t;:gg: 4
Spleen (9 ig:g:i (4) 18:322 4 ig:ggg (4)
Thymus {mg) 322122 ) 133133 4 ﬁfijﬁ? )
Pituitary gland (mg) ig:g? @ tg:ig 4 :tg::: @
Thyrold (mg) l;:ﬁi @) | lfig ;4) li?: @
Adrenals (mg) ig:g ) :?:? 4 :g:g: )
Final body weight  (g) 12222 ) 122:2 (4) 1222)(1) (4)

Values are shown as Mean  S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysls.
* Significantly different from vehicle control at P<0,05,

** Significantly different from vehicle controf at P<0.01,
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Table 9-2 Twenty-eight-day repeated-dose orai toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven—day treatment
|ltems
(mg/kg/day) 0 100 500
Lvr @ 5.993 5.963 5.630
9 +0.684 (4) 0,498 (4) 0,519 (4)
0.873 0.783 0.798
Heart (@ +0,084 (4) +0,100 (4) £0,099 (4)
. 0.783 0.825 0.850
Kidney(R) @ +0.056 (4) 0,084 (4) 10,075 (4)
0.798 0.823 0.888
Kidney(L) @ £0.094 (4) £0,083 (4) £0.067 (4)
1.580 1,648 1.738
Kidneys (@ 0,149 (4) 10,164 (4) 0,141 (4)
0.960 0.830 0.930
Testis(R) @ £0.051 (4) £0.059 (4) 0,002 (4)
0.950 0.915 0.938
Testis(L) @ £0.033 (4) £0.026 (4) £0.003 (4)
1.910 1.845 1.868
Testes @ £0.078 (4) £0.083 (4) 0,184 (4)
0.105 0.110 0.110
Epididymis(R) @ £0.010 (4) 0,012 (4) £0.014 (4)
0.105 0.118 0.115
Epididymis(L) © £0.006 (4) £0.010 (4) £0.024 (4)
. 0.210 0.228 0.225
d .
Epldidymides © £0.014 (4) £0.021 (4) £0.037 (4)
0.083 0.125 * 0.085
Ventral prostate  (9) £0.013 (4) £0.024 (4) 0,026 (4)
Dorsolateral @ 0.083 0.113 0.080
prostate £0,033 (4) £0,039 (4) +0,022 (4)
. 1.845 1.778 1.845
Brain (@ +0.054 (4) £0,034 (4) +0.079 (4)
0.500 0.473 0.428
S .
pleen @ £0.110 (4) £0.067 (4) £0.099 (4)
575.80 493.15 485,10
Thymus (mg) £76.85 (4) £73.37 (4) 93,99 (4)
. 6.60 6.15 6.28
P'f“’ta'y gland (ma) 0,63 (4) 0,53 (4) £0.46 (4)
14.93 12.38 13.83
Thyrold (ma) £3.62 (4) £1.93 (4) £0.67 (4)
36.70 ) 33,15 31,65
Adrenals (mg) 6,52 (4) £3.36 (4) £2.88 (4)
170.98 170.43 162.50
Final body welght  (q) 12,53 (4) £7.45 (4) 18.15 (4)

Values are shown as Mean = S.D,,

Figure(s) in parentheses indicate number of animals used for the statistical analysls,
* Significantly different from vehicle control at P<0.05,

** Significantly different from vehicle control at P<0.01.
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Table. 9-3 Twenty-sight-day repeated-dose oral toxicity study In rats
Summary of absolute organ welghts:Male
Dose Fourteen—day treatment
ltems
(mg/kg/day) 0 100 500
8.835 7.735 8.683
Liver @ £1.378 (4) £0.848 (4) £1.353 (4)
Hear © 0.993 0.958 0.980
g 0,085 (4) 0,059 (4) 0,075 (4)
1,040 1.013 1,060
Kidney(R) (6) £0.107 (4) £0.051 (4) 10,144 (4)
1028 1,025 1,030
Kidney(L) (@ 10110 4) ~  £0.089 (4) £0.128 (4)
Kidnevs © 2,068 2,038 2,090
Y g £0.212 (4) £0.097 (4) £0.270 (4)
; 1,193 1.170 1,270
Testis(R) (©) £0.104 (4) | 20,118 (4) £0.147 (4)
1.183 1,150 © 1,250
Testis(L) © 0,078 (4) £0.110 (4) $0.115 (4)
2,376 2,320 2,520
Testes (9) £0,180 (4) £0.224 (4) £0,256 (4)
0.163 0.178 0.160
Epldidymis(R) (@) £0.013 (4) 0,024 (4) £0.022 (4)
0.158 0.170 0.168
Epididymis(L) (@) 0,005 (4) +0.014 (4) £0.030 (4)
0.320 0.348 0.328
Epldid
pididymides (@) £0.014 (4) 0,035 (4) +0,050 (4)
0.178 0.190 0.183
Vi N .
entral prostate  (9) £0.039 (4) 0,057 (4) £0.060 (4
Dorsolateral @ 0.183 0.193 0.160
prostate g : £0.057 (4) 0.057 (4) £0.050 (4)
1.923 1.845 1.780 **
Brain (@ £0,049 (4) 10,033 (4) £0,062 (4)
0.655 0.583 0.560
Spleen @ £0.119 (4) £0.101 (4) $0.094 (4)
596,70 609.43 576.75
Thymus (mg) 183,92 (4) £132.98 (4) £62.12 (4)
8.73 7.80 * 7,68 **
Pitultary gland (mg) £0.26 (4) 047 (4) 045 (4)
15,53 13,75 16,48
Thyrold (mg) +2.48 (4) +1.59 (4) 217 (4)
42.70 42.80 45,95
Adrenals (mg) £4.30 (4) 15,60 (4) 6,83 (4)
240,90 215.45 221.80
Final body weight  (g) £24.44 (4) £16.53 (4) £22.47 (4)

Values are shown as Mean £ S.D..
Figure(s) in parentheses Indicate number of animals used for the statistical analysis,

* Slignificantly different from vehicle control at P<0.05.
** Significantly different from vehicle controf at P<0.01.

-50-



B10-0120

Table 9-4 Twenty-eight-day repeated-dose oral toxiclty study In rats
Summary of absolute organ welghts:Male
Dose Twenty—eight—day treatment
ltems
(ma/kg/day) 0 100 500
Liver @ 11.034 11,488 10.552
g 1,654 (5) 1,649 (5) £1.130 (5)
1,256 1.210 1.180
Heart @ 0,134 (5) +0.170 (5) 0.087 (5)
1,320 1.346 1.386
Kidney(R) @ 0,132 (5) £0.096 (5) 0,139 (5)
1.272 1.334 1,342
Kidney(L) @ 0,164 (5) 0,096 (5) 0,122 (5)
2592 2,680 2.728
Kldneys (@) 40,292 (5) 40,183 (5) 0,264 (5)
1,396 1,526 1.544
Testis(R) C 0219 (5) £0.147 (5) £0.084 (5)
1,366 1.498 1.514
Testis(L) &) 0,183 (5) 40,099 (5) £0.095 (5)
2.762 3.024 3.058
Testes © 0,402 (5) 0,242 (5) £0.158 (5)
0.354 0.360 0.376
Epididymis(R) @ 0.030 (5) 0,035 (5) 0,026 (5)
0.354 0.362 0,362
Epididymis(L) @ 0,024 (5) £0.032 (5) £0.026 (5)
0.708 0.722 0.738
Epldidymides (@ +0,054 (5) $0.081 (5) £0,047 (5)
0.378 0.388 0.362
Ventral prostate  (g) £0.065 (5) 0,072 (5) 10,043 (5)
Dorsolateral @ 0.336 0.322 0.340
prostate 0,039 (5) 0,041 (5) +0.052 (5)
0.992 0.968 0.906
Seminal vesicle () 0,101 (5) 0.073 (5) £0.076 (5)
Brain @ 1,978 . 1.972 1.946
0,076 (5) 0,080 (5) £0.047 (5)
0.660 0.688 0.626
Spleen @ 0,139 (5) 0,133 (5) £0.135 (5)
548.08 601.38 550,48
Thymus (mg) 82,91 (5) +120.98 (5) £162.11 (5)
1026 10,76 9.68
Pitultary gland (mg) £0.88 (5) £1.32 (5) 0,48 (5)
17.58 17.88 18.64
Thyrold (mg) 2,36 (5) £2.21 (5) 6.69 (5)
Adtenal 9 56.30 50.64 49.82
renals 9 9,12 (5) 3,18 (5) £3.71 (5)
334,08 335,02 316.66
Final body welght  (g) £36,15 (5) £27.00 (5) £22.31 (5)

Values are shown as Mean + S.D..

Flgure(s) in parentheses indicate number of animals used for the statistical analysls.
* Significantly different from vehicle control at P<0.05.

** Signlificantly different from vehlcle control at P<0,01,
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
Hems Dose One-day treatment

(mglkg/day) 0 100 500

Liver {0/100g) iﬁ;gﬂ’f (4) :egfgg (4) igg?g (4)
Hear oo S e A
Kidney(R) (9/100g) iﬁjﬁiﬁ () igigig (4) ,,_8;322 (4)
Kidney(L) (g/100g) i?,g‘,ig ) iggif (4) ig:ggi (4)
Kidneys (g/100g) i;jggg () :t:):g;g 4 ig:ggg (4)
Testis(R) (9/100g) 18(5)33, ) igglg (4) :gg:? (4)
Testis(L) (g/100g) tg:gig @ igg;g @) ig:ggi @
Testes (g/100g) i?,jgé‘g (4)> i;g'zlg @ z;:?gg @)
Epididymis(R) (a/100g) igg:g @) - igggg @) 188?3 (4)
Epldidymis(L) (9/100g) igg?g (4 igggg (4) igg"lsg (4)
Epldidymides (g/100g) igg:g @ 182,?2 @ ,3]3,32 (4)
Ventral prostate (9/100g) ig:gf?/ ) | tgiggg (4) ig:gfg (4
Dorsolateral (g/100g) 0.080 4 0.050 0.055
prostate #0,032 (4) 10,014 (4) +0.013 (4)
Brain (9/100g) iggl: (4) i:;?:: (4 tgggg 4
Spleen (g/100g) ig:gg? (4) :tg:g:g (4) :hgﬁ:? (4)
Thymus (mg/100g) ;gg:g? 4 Zgzgg '(4) :;gzg )
Pitultary gland (mg/100g) ig:jg 4) ig:gg () ig:gg (4)
Thyrold (mg/100g) lggg @) ;:?? :4) 1(1)::2 *(4)
Adrenals (mg/100g) i:gg ) ‘ i::? (4) . i:g? (4)
I;I-rl\:l-body welght  (g) 1 @ | 1322 (4 g @

Values are shown as Mean * 8.D.,
Figure(s) In parentheses indicate number of animals used for the statistical analysls.

* Significantly different from vehicle control at P<0.05.
** Signlficantly different from vehicle control at P<0.01,
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. B10-0120
Twenty-elght-day repeated-dose oral toxicity study In rats

Table 10-2
Summary of relative organ weights:Male
fome Dose ) ‘SeVen—day treatment
(ma/kg/day) - 0 100 500

Liver (g/100g) ig:gg ) ig:ﬁ: (4 tgggg 4
Heart (9/1009? igg;g (4) 1833(5) (4) igggg (4)
Kidney(R) (9/100g) 1,32333 (4) s:g:ggg (4) ig:ggi *(4)
Kidney(L) (g/100g) 181322 ) ig:g:g 4) tg:ggi *(1)
Kidneys (g/100g) ig:gﬁg @ igiigg @) i;ggg *(*4)
Testis(R) (g/100g) iggfg 4) tgg:g 4 tgg;g 4
Testis(L) (9/100g) ingSZ @) tggig @ tg:ggg )
Testes (9/100g) i;;gg (4) :t:)ggg (4) 1(1):?(1) 4
Epldidymis(R) {g/1009) igggg () igjgg: (4 tg:gg: (4)
Epididymis(L) (g/100g) ig:ggg (4) igzgg: 4 18:8-1/2 4)
Epididymides (9/100g) ig;?g (4) igz)?g (4) ig:;?g ()
Ventral prostate (g/100g) ig:ggg ) ig:gf/ (4) ig:g??/ ()
pDrzrsstZItaeteral (9/100g) tg:gfg ) :g:gfg (4) ig:g‘:g (4
Brain {/100g) i:,jgﬁ (4) 1(1):833 4 i;:ggg )
Spleen (g/100g) igfig (4 igﬁgi 4 tgzggg 4
Thymus (mg/100g) Zggﬁ (4) igg?? (4) ij;:g (4)
Pituitary gland (mg/100g) ig:?g (4) | ig:gg 4 tg:gg 4)
Thyrold (mg/100g) i?j: (4) ;t:gg 03] iggg 4
Adrenals (mg/100g) 323 () ligi 4 l?:g 4
';l:w;l-;ody weight  (9) lzggg @) 113::: (4) 1:2:’15: ()

Values are shown as Mean £ S.D..
Figure(s) In parentheses Indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 10-3 Twenty-eight-day repeated-dose oral toxicity study In rats

Summary of relative organ weights:Male
. Dose Fourteen-day treatment
: (mg/kg/day) 0 4 100 500
Liver (g/100g) ig:g:? (4) 1(3):?22 (4) ig:ggg (4)
Heart (g/100g) ig:g:? () iggg? (4) ig:ggg (4)
S0 ama  sma
Kidney(L) (g/100g) ig:gg: 4 ig:g;: ;;) tg:g??i *(4)
Kidneys (g/100g) igigig (4 ig:gg? :1) ig:ggg Zi)
Testis(R) (g/100g) ig:ggg (4 18:232 *(4) tg:gﬁ *(:1)
Testls(L) (g/100g) igjéi’? 4 tgggi @ tg:ggg *(;)
Testes (g/100g) igg:? @) i;ggs ;4) igggg *(;)
Eplididymis(R) (g/100g) ig:ggg @ ig:g?g (4 ig:ggg (4)
Epldidymis(L) (9/100g) iggg: ) igg?; o) tgg:g )
Epididymides (g/100g) ig;?g (4) :tg::)?? (4 ig::jg 4
Ventral prostate (g/100g) igg;il, @ 18822 @ igggg @
rosete @100 oo eemm s
Braln (g/100g) tg;ﬁ?f, @) igggg @) ig%? @)
Spleen (g/100g) ig:iz,g (4) ;tgizg (4) igggg (4)
Thymus (mg/100g) iggjgg (4) igggg (4) :gj/:gg (4)
Pituitary gland (mg/100g) ig:gi (4) 13:2? %) :tg:gg (4)
Thyroid (mg/100g) 1;51148 o) ig:i (4) t:gg 4
Adrenals (mg/100g) lg;g (4) l?:gg (4) iggg (4)
Final body welght (9) iggig (4) ﬂg;g (4) | iigig (4)

Values are shown as Mean = S.D.,

Figure(s) In parentheses indicate number of animals used for the statistical analysis,
* Significantly different from vehicle control at P<0.06.

** Slgnificantly different from vehicle control at P<0.01.
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Table 10-4 Twenty-elght-day repeated-dose oral toxicity study In rats
Summary of relative organ welghts:Male
s Dose Twenty-eight-day treatment
(mg/kg/day) 0 100 500

Liver (g/100g) i?,jiz: 5) ;tg:;;g ) 18:?'318 6)
Heart (9/100g) ig:ggi {5 ig:ggg (5) 18:2-2’: (5)
Kidney(R) (0/100g) i&ﬁg? (5) '182335 (5) igjgj? )
Kidney(L) (9/100g) ig:ggg (5) d:g:g(‘l)g (5 ig:gzg *(5)
Kidneys * {g/100g) ig:gz: .(5) ig:ggg (5) ig:gsg *(5)
Testis(R) (g/100g) tgj‘,‘ﬁg (5) ig:g:g (5) :tg:gig (5)
Testls(L) (g/100g) ig:g;g ®) 131323 ) igigg? )
Testes (¢/100g) igj%? ®) ig:ggg ©) igggg )
Epldidymis(R) (g/100g) ig:)?g ) 18(1)‘1)2 5 i(o)gjlg ()
Epldidymis(L) (g/100g) iﬁjﬂ,ﬁ’g ) ig:gmgg (5 tg:m ©)
Epididymides (9/100g) ig:ﬁ;g ®) igﬂg (5) tg:ggg (5)
Ventral prostate (g/100g) ig;:g ®) :1:8(1):2 (5) ig:):; )
E'%rsstzlgeral (9/100g) 18:332 ®) ig:g?g (5) :bg;gg (5)
Seminal vesicle (9/1009? iggg? (5) iggg(o) ©) igggg ®)
Brain (9/100g) ig:ggg (5) :tg:ggg (5) tg:g;g (5)
Spleen (g/100g) ;g:ggg (5) :egf)gg (5) :tg:;g: 5
Thymus (mg/100g) l?;:gg (5) :jg:gg (5 12:22 (5)
Pltultary gland (mg/100g) ig:g? ®) 13:2(1) (5) tg:gg (6)
Thyrold (mg/100g) By ) I ®) oros ®)
Adrenals i(m9/1009) 7 l?g? ) lg;f, (5) l?? (5)
Final body welght ~ (g) iggfg (5) :2?183 (5 zggf (5)

Values are shown as Mean + S.D..
Flgure(s) in parentheses indicate number of animals used for the statistical analysis.

§

* Significantly different from vehicle control at P<0,05.
* Significantly different from vehicle control at P<0.01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations; One-day treatment

Male
Findings : 0 100 500 (mg/kg/day)
ss ss SS
49
No abnormalities detected 3
Jejunum
Whitish change of mucosa 0 0 1
Kidney '
Pelvic dilatation, unilateral 1 0 1
Mesenteric lymph node
Whitish change 0 0 1

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Seven-day treatment

Male
Findings 0 100 500  (mg/kg/day)
SS ss ss
43 4
No abnormalities detected 4 2
Forestomach ‘
Roughening of mucosa 0

---------------------------------------------------------------------------------------------

Thickening of wall
Mesenteric lymph node
Enlargement 0 0 1

ss: scheduled sacrifice animal,
a) Number of animals examined.
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Table 11-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen-day treatment

Male
Findings 0 100 500  (mg/kg/day)
SS SS Ss
42 4
No abnormalities detected 4
Forestomach
Edematous change of wall 0 1 0
Elevated region of mucosa 0 0 1
Roughening of mucosa 0 1 1
Thickening of wall 0 1 2

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations. Twenty-eight-day treatment

Male
Findings 0 100 200  (mg/kg/day)
SS SS ss
5% 5 5
No abnormalities detected 5 1
Forestomach
Recessed region of mucosa 0 3 2
Thickening of wall o o TTTTeTTTTTTTT
Pituitary gland
Cyst 0 1 0

ss: scheduled sacrifice animal.
a) Number of animals examined,
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Table 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: One-day treatment

Male
Findings Grade 0 100 500  (mg/kg/day)
sS Ss SS
49 4 4
Forestomach
No abnormalities detected 4/4" — 4/4
Glandular stomach
No abnormalities detected 4/4 - 4/4
Duodenum '
No abnormalities detected 3/3 4/4 4/4
Jejunum
No gbnormaltes detected T O S,
Vacuolation/Vilious epithelium + 0/3 0/4 1/4
lleum
No abnormalities detected 3/3 4/4 4/4
Cecum
No abnormalities detected 3/3 - 4/4
Colon
No abnormalities detected 313 — 4/4
Rectum
No abnormalities detected 3/3 - 4/4
Liver
Nogbnommalties deteted YAV
Hypertrophy with prominent nucleoli/
Hif)atoc;e)//Peripgrtal * 0/4 0/ 4
Kidney
No abnormalities detected ... 204 ... Teeees 34 e
Cyst/Suboapsle .. L S L A
Dilatation/Pelvis A L revneennes Ol e,
o+ 0/4 - 1/4
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 - 4/4
Dorsolateral prostate
No abnormalities detected 4/4 4/4
Bone marrow
No abnormalities detected 4/4 - 4/4
Mesenteric lymph node
No abnormalities detected 3/3 - 4/4
Spleen ‘
No abnormalities detected 4/4 -— 4/4
Thymus
No abnormalities detected 4/4 -— 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
---: Not examined.

+: slight, ++: moderate, +++. severe,
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Table 12-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings Grade 0 100 500  (mg/kg/day)
S SS ss
49 4 4
Forestomach
No abnormalies detested 447 14 /4 e
'Edema and cellular infitration/ 4 oa T T
Lamina propria and submucosal  reer-semrernerree s e s e
layer ++ 0/4 1/4 2/4
Erosion T e oA
— e, N S S S
gi);lfofsrzlaSIa/Squamous epithelium/ TETT o oia pg T
R .c OO SO U S
Ulcer + 0/4 0/4 2/4
Glandular storach '
No abnormalities detected . . . T SO
Edema and cellular infiltration/
Submucosal layer * 0/4 4. 0/4
Duodenum
No abnormalities detected 4/4 - 4/4
Jejunum
No abnormalities detected 4/4 -— 4/4
lleum
" No abnormalities detected 4/4 - 4/4
Cecum ‘
No abnormalities detected 4/4 = 4/4
Colon
No abnormalities detected 4/4 - 4/4
Rectum
No abnormalities detected 4/4 - 4/4
Liver
No abnomaliies detected . .- SO S
Hypertrophy with prominent nucleoli/
. H)cg;atoc;f)tesllPeripgrtarln * 0/ 0/4 34
‘Necrosis/Hepatocyte/Focal ¥ ol 7 T
Kidney
No abnomaliies detected ... Y4 B2
CystSubcapsule T 04 A O e,
. 0/4 0/4 1/4
Vacuolation/Proximal tubule/Cortex e o AT 1/4 -------------------

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.

- Not examined.

+: very slight, +: slight, ++: moderate, +++: severe,
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Table 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings Grade 0 100 500  (mg/kg/day)
SS SS sS
42 4 4
Testis
No abnormalities detected 4/4P —— 4/4
Ventral prostate
No abnormalities detected 4/4 - 4/4
Dorsolateral prostate
No abnormalities detected 4/4 — 414
Bone marrow
No abnormalities detected 4/4 - 414
Mesenteric lymph node
No abnormalities detected 4/4 -— 4/4
Spleen
No abnormalities detected 4/4 —- 4/4
Thymus
No abnormalities detected 4/4 - 4/4

ss: scheduled sactifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.

---: Not examined,
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Table 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 100 500  (mg/kg/day)
ss ss SS
4®) 4 4
Forestomach
Noabnormalites detected . 44l M4 04 e,
‘Edema and cellular infiltration/ 4+ 0/4 1/4 ) 3/4
Lamina propria and submucosal  reereremmrrimr v e
layer +++ 0/4 1/4 0/4 '
Erosion A A vl
U SR .o SN 0 ... L S
| T AN s S 14 o e,
g?;?fsrglasm/squamous epinellm! RO S - AN A e,
BSOSO AN SRR SO S
Ulcer ++ 0/4 1/4 0/4
Glandular stomach
No abnormalities detected 4/4 4/4 4/4
Duodenum
No abnormalities detected 4/4 e 4/4
Jejunum
No abnormalities detected 4/4 — 4/4
lleum
No abnormalities detected 4/4 - 4/4
Cecum
No abnormalities detected 4/4 -— 4/4
Colon
No abnormalities detected 4/4 4/4
Rectum
No abnormalities detected 4/4 - 4/4
Liver
Noabnommaliesdeteoted .. ST SN . R
Hypertrophy/Hepatooye/Perlportal __ + T SO - S,
'Necrosis?Hepatocyte/Focal o T s T Y/
Kidney
Noabnormalties detected . ... e .
Cyst/Subcapsule + 0/4 - 1/4
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 -— 4/4
Dorsolateral prostate
No abnormalities detected 4/4 - 4/4

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.

---: Not examined.
+: slight, ++: moderate, +++: severe,
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Table 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 100 500 (mg/kg/day)
ss sS ss
43 4 4
Bone marrow
No abnormalities detected 4/4" — 4/4
Mesenteric lymph node
No abnormalities detected 4/4 - 4/4
Spleen
No abnormalities detected 4/4 e 4/4
Thymus
No abnormalities detected 4/4 —— 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined,
---; Not examined.
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Table 12-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 100 500  (mg/kg/day)
SS SS ss
5% 5 5
Trachea
No abnormalities detected 5/59 - 5/5
Lung .
Noabnormalies detected A5 e B,
'Hé-morrhage + 1/5 —— 0/5
Submandibular gland
No abnormalities detected 5/5 - 5/5
Forestomach )
No abnormaltes detected 605 o OO
'Edema and cellular infiltration/ + o5 3/5 /5
Lamina propria and submucosal = texrseremvmreii i s e e
layer ++ 0/5 2/5 5/56
T e o e
Erosion O -
OO SN N RO
- - O,
gﬁiesrzlama/Squamous epithelium/ T o5 o5 ajg T
. SN .- RO A L
Ulcer + 0/5 0/5 1/5
Glandular stomach
No abnormalities defectod . vmerreecreeeeee BB BB,
Edema and cellular infiltration/ ot o5 1w 25
Submucosal layer e 0/5 0/5 1/5
Duodenum
No abnormalities detected 5/5 — 5/5
Jejunum
No abnormalities detected 5/5 — 5/5
lleum
No abnormalities detected 5/5 - 5/5
Cecum
No abnormalities detected 5/5 - 515
Colon
No abnormalities detected 5/5 - 5/5
Rectum
No abnormalities detected 5/5 - 5/5
Pancreas ,
No abnormalities detected 5/5 _— 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
---; Not examined.

+; slight, ++; moderate, +++: severe,
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Table 12-7 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 100 500 (mg/kg/day)
S$ ss Ss
5% 5 5

Liver .

No abnormalities detected 5/5 5/5
Heart

No abnormalities detected 5/5 -— 5/5
Kidney

[No abnormalities detected . A5 o P 505 e,

C:y's't/Outer medulla + 115 e 0/6
Urinary bladder

No abnormalities detected 5/5 - 5/5
Testis

No abnormalities detecte 5/5 -— 5/5
Epididymis :

No abnormalities detected 5/5 — 5/5
Ventral prostate

No abnormalities detected 5/5 5/5
Dorsolaterat prostate

No abnormalities detected 5/5 -— 5/5
Coagulating gland

No abnormalities detected 5/5 -— 5/5
Seminal vesicle

No abnormalities detected 5/5 — 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
---: Not examined.

+: slight.
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Table 12-8 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of histopathological examinations; Twenty-eight-day treatment

Male
Findings Grade 0 100 500 (mg/kg/day)
SS SS SS
52 5 5

Spinal cord

No abnormalities detected 5/5% - 5/5
Sciatic nerve

No abnormalities detected 5/5 - 5/5
Bone marrow

No abnormalities detected 5/5 - 5/5
Axillar lymph node

No abnormalities detected 5/5 - 5/5
Mesenteric lymph node

No abnormalities detected 5/5 -—- 5/5
Spleen

No abnormalities detected 5/56 - 5/5
Thymus

No abnormalities detected 5/5 -—- 5/5
Thyroid

No abnormalities detected 5/5 -—- 5/5
Parathyroid

No abnormalities detected 5/5 - 5/5
Adrenal

No abnormalities detected 5/5 e 5/5
Eye ball

No abnormalities detected 5/5 e 5/5
Skeletal muscle

No abnormalities detected 5/5 -— 5/5
Bone

No abnormalities detected 5/5 — 5/5
Mammary gland

No abnormalities detected 5/5 -— 5/5

ss; scheduled sacrifice animal,
a) Number of animais autopsied.

b) Number of animals affected / Number of animals examined.

- Not examined.
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