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FRELIUBBOREFRREICOWVTIE Fisher OEEBERRREED 2H Wi,



(4)

(6)

. R R g R

REKEHE

B RIZTEER

LB EU—BRE (Table 1-1 ~ 1-2 Appendix 1-1-1 ~ I-1-4)

FHTAIR. SRBTRE4BC1IAEE SN, ZOHOBREETIREHMLZBELET
ARERINEM- T,

—BRECOHRE TR, HiK (HE) »HRBETLHA. HEOHENS (FHEE) 200 ng/kg
BTTH. BoBHs (0 8K 200 ng/keH TR 1A, HEL 200 ng/kgBWTLHICH
Bgxhi,

7.3 H| (Figure 1. Table 2-1 « Appendix 2-1-1 ~ 2-1-4)
BEHBEECHBRE - EBRNERSBELOMITZRIBD oL 1,

& fH B (Figure 3y Table 3-1 . Appendix 3-1-1 ~ 3-1-4)

200 mg/kg WTHBBICEANES TH014H. 18305358, 3150 04BBLTIHN S5 A
OEY 1 HRERIFFEERL. BEULISUBHOMOREBRHABRLFEE R L, 1B
KU 40 ng/ky BTRINBRLOMICEZRIBDONED - 7,

M0 RE (Table & | Appendix 4)

§ mg/kg ULOBREHRTHEHCENKRORKOEELA LN, S5IHBLT 200 ng/
kB TATM 7Yy MEB L UNEZ O VEREME. AROREROFTENBED S,
200 ng/kg BTH/MREOEIBFESBBRD SNLH, WFRINBROZTHOHEARN
(EHELL 8. D) THo7o ZDf, § ng/bg BTHFRREROFME. {0 vg/gB TH
FREROBES LY VAAREROBEEINBDOSNLR, WFhHERCHEEL 221t
TiRED» 72,

M&ELFERIRE (Table 5 | Appendix 5)

HBET 200 ng/gBTHRBBICHE~NBEG. TV7I VB84 GTPE‘EE‘DE{E\ 7%
TF=/OBENED LN, 51T 200 ng/kgBWET A/CBLXUREYVLEVORENZD
bhice TOM. § ng/ky BTHEROSHEBIUERY VOEME. 0 /B TREER

OENIHE. 200 ng/ty BTHEROEEIBED oM, VTR BRcHERL EL
TiRED -1,

SEER (Table 6-1 | Appendix 6-1-1 ~ 6§-2-4 )
200 mg/kg BTHRBILENFR,. FROEHEBS XUCHEGERN L bIEEERL 2,
B BRT 40 ng/ky BTR, ABPLOMICERBDShAD T,



(N

HRET R (Table 7-1 ( 7-3 ~ 7-4y Appendix 7-1)
FTH -
TR EIGEBTLIABDONLY, HORBIEWBEIN/ZDATH - 72,

ERERILS &8

HBRYEARESBRCEBEINFRELLT. FBBLUBRBOEKAD 200 ng/ksB T4
BLU3AT, FRORBMAN § ng/B T2 CBHESI N, 20, BEIIWRE
DOHRENHXFE., MOSBEH XK, FBOHEHEDT GEREMITBER « BEAO
S (ERFNICRIBNAR) ( BROER, HELAOERS I UHEMHIINBELZEDE
BETHR#ED oM,

RERRILDIE

MBBEBRS 40 ng/kg BTELIABD oM, WRBIUBHELIEDERD {0 ng/kg
BOLAIKBHEINILDATH %,

REBMHGERE (Table 8-1 L §-3 L §-5 . Appendix §-1)
FTH :
RTUARIEBETIAZDoNL, MOBBBLUS ~MAEEI N,

HiR%ERIZ S8

HBRYEBREOREIRBINIFAREL T, BROPEEOBRLE (Photo. O ¥
200 mg/kg BTLLAIDPUBICBESI M, FRTIFERSEHE (Photo. ) BIBLV
200 mg/kg BTENEN1BXCSFlIc, BHREHEED 200 ag/keBTT RIS, TV HF
MRS 200 ng/kgBT2HICEES WL, BRTRIHEFHEES 200 ag/gBEFTEA
KHEESI N, TOMBOONLFRI. MEBLEBRYERSH LOMTRAROZR
Bt THbLE, FROEBHL (Phote, ) BIUCHEERMEIZHAIC. RFRID
MAlcBEsh, BBORMTLROFEEMHIARISKAIC. FRENMEI—|OAIC,
D yRREBRIOKAICBEEIN, £, BFOZRLRISHKFAICHESI N, £O1MH
OFRRDEFS 5 VIEREDRETH - 1,

RERBILOE

WMEBE LY (0 ng/kg HTE1ABD O, BRBOFEEOBRLE. FROMRE
B, BRBIUERLEOEMY ( ng/kg BT, ILBROHRBREMESNRE T, i,
BloZ=RANNRBES LT {0 ng/kg HTHREI N,



BB RIT T |

BB —#REE (Table 1-1  1-3 ~ 1-55 Appendix 1-2-1 ~ 1-2-12)

A, 200 ng/ky BCERIIBOMEH I 1 ABBSNE, 2OMOBRERTIIRS
HAAE R AIZHE S NS - 7o

—BREOEE TR, WEQEN (FHH) 5L UHRE (LEUEFN) & 200 ng/kg
BT5 (XESLUREHMTLA. ERHMTIA SX01A. BE FIE) SR
BTIAREES i, |

f& & (Figure 2. Table 2-2 | Appendix 2-2-1 ~ 2-2-12) .
200 ng/kg B THBRICHENERIIBCEEZRL, BROMSIEHOMOKEEME D
EEERLUT. §BE 40 ng/kg BTRUBHAELOMRERBD SN - 1,

BB (Pigure 4, Table 3-2 ( Appendix 3-2-1 ~ 3-2-12)

§ ng/kg BTHBBICH~NES00NSTH. 200 vg/kg BTRETHSIIBOFEE 1 HE
HBISEERL. HUBXT 200 ng/BTRE 0O UHHOMOREBHEENSHEE R
Lico BIRBIUHEFHME TR, BB LHRYERSHLIOMILZRIBRD NI - T,

HEER (Table 6-2 « Appendix §-3-1 ~ 6-4-4)

200 g/kg BMTHRBBICHERFBOENER N SEERL. ZERLSHEEARZRL o
T, AR THRBCEANTROEEE S JUHANERNEHEEAR ZR L 28, HHEN
ERZRZDONUE Do 8 BKY 40 ng/ky BTR, BRFLOMICERIRDSNLI
Moo,

HIBER (Table 7-2 & 7-5 ~T7-6 < Appendix 7-2)

HTH

AR 200 ng/IgBT1HARD SN, BRBOBRL. WROEHE., HWoRA{LBXU
BOOBR /KREFEEI NI

HWHE4BDH

HENERSBCS(BEINFRELT. WROEFEN I B XU 40 ng/kg BT2H
L1, FBOBARD 200 ng/kgBTAH, EIFOREAY () BX 200 ng/kgBE T2
BIU1flBERI W, TOMBEINKRBOEEE /K (BB) BLUKREH,”
K. B, MNERBLUKBOREIL (WEY) . BREAV=7, BBO%HE/L. HHED
ERLLVRIBOFEN K (BR) INERZSHERTHRE LA SN,

REARRIL DK :
MNBEBLC {0 ng/kg BTLHARBD O, REFRIBEI WD - 1,



HERDOAEZHRBLABSLIVERETOBD S ol :
FEROAZERHLBEIUCHE 4TI TIKERETLHABD SN 10 ag/kgBT
5HITH»Tco MBOEARR2H. WIROER. MOKRBHM X, BORBLLUHE
BRE NEORE. KBEOBEH X, FROKEL, BFROER/LS L UME,
REOEMR., AFOEAXNEREICHRI N,

REMEBERE (Table 8-2 4 §-4  §-6 ~ §-7, Appendix §-2)

RTH :

FZLTAZ 200 ng/BTLIARDSh A, HIRDOER,. BORE. FROBEREXS &
CIBMOBERBE I NI, ‘

HWE 4O :

HRYMEARSORBNRARINIFRE LT, FROBMAIEEAE (Photo. 1) BLTHFH
FAERAY 10ing/ly BTENThABLUSHICHESIN ., BRTREFEEE/LN 200
ng/kg BETSHIC, ZREY § 0/ ELOBREF T2 5 440, MELSEARI U B
ST 200 ng/kg@ETENTNLIANC, T BBRED W0 BLT 00 ng/g@ETEehThL
BRU2HACHESIN, ZOMBEHDSAFRIZ. SBEHLIEBRMERSHLOMTR
BROZER LB -7, TROE, FEOEHLIZ—DHic, BALEMAEZDEFAICE
gihl, BRBROBRLASE, ENNESIUCHBROERHIZHAIC, BIFOZERLIDOK

C Bl REOHARSRACEREI W ., ZOMOARBIDEAS 5 VIIRALORET

&')f:o

RRABRILOME :
SHEBEB IO (0 ng/k BTR1IARD SN, FROMEERE., BFROFEERLS X
CFEOHBEML {0 ng/ty BT, BROPEFHEOBREESINRBL LT {0 ng/kg
BTEEINI,

REROAZEZHRH L BB ULRETCORD S /-1 :

200 ng/ky BTHHBEDOL, BROTEFOBRULE. MBEOERBIVAROKE
ReflicBBEsni, 2o, B, +ZHBBLUTRBORBUERE T L IDOHAII.
FRRTIFERBEERE 4, £, SRS I UVBEARBAI N BEREICAR SN, TR
T3 (Photo. 1) . BEORAE, FHEEH/L. BFHEE. ARLRE. RETED
TR, ZRIABIUVRELIBERET L RIDBAIKBREIN, £, BIBOBEENDE
icElgI N,



) EMRLEEM
1. BRI TEE

(1)

REBLZREE (Table 9 o Appendix 9-1-1 ~ §-2-4)

RERIMBEB IO (0 ng/kg BTE1IMAXRKRILTHD., §BLT 200 ng/kgBH iz 241
BRI L7 CHODKERKRYLOHIZERMEECRER (B L 2REKRLEHE 2
ZHONMRRBRIUZTTELNL D -, BHOREBRIILI~100 $¥THD. ﬁﬁ%m%m
GHEN T, ZHRRITNTORTRAMRILL .

HERSHEETR, WFhoB b I2R4~5808AHERL. THEAMICHMZRED
ShEd oo 200 ng/ky BTREMMMICRER (Bt L L RBH LS 2161
Hohtkd, XEHMPREEZHERABEERL .

DB X HEE (Table 104 Appendix 10-1 ~ 11-4)

ERPEISBTEYLL i~ THORMETHI, 2REBEMOEELBE D ONE -1,
200 ng/kg BTOROFERZBKBBLABRPEREC L8R 15 (BHHEBES2310) HWE
Th, FRBOFEARBICBVWTFERSLIVERCEEBRREN SRR I N, F .
AHCHREROAEHH L /23R 26H (HYPESLL, 2305) . BEHMPIcERET
DBRDBoNEN I F (BMFESL302. 2311, 2310) BESh, BB ICE~NHEER
B OORHEERY. HOHEERY) OB, HERB L UBO LR 4 BEERDEME.
SRR, BOHELARBIIUCERABEFEROEERRT S FICHERKOEMER N
Bohte, BB, S BKT 40 ng/kg BTR,. SRRBORFRIBEI LT, BEX.
EREH. k. HER, FKRFE, BB, HERBICHEROE% 4 BEFFRICHER
EZRBEHSNED - T2,

FERCRZTESR
AZmE (Table 11, Appendix 10-1 ~ 10-4)

A (BEEE) 2% 8 ng/kgBT1 Al RTFHIM (RE. BF) BN8BXT 200 ng/BWETH
1AREREINIDATH - 70

& E (Table 12, Appendix 12-1-1 ~ 12-2-¢4)
HEL4AHETORKRERMES: DICEMERIBDONEI 1,

E B (Table 13-1 ~ 13-

BWEAHETORTCROHRTIE, WROEHREFLNBHE, SBXT 200 ng/keBTH
BRE3h7:DAdATH-7, HELHOEFEROIHBR TR, REOEKES. FEOHEBH
REBIUERLERPGRBE. § 55X 40 ng/kg BTHEIN -,



12. BEBLUER:

) REBESHHE
HEAREOHBELSLCHD 200 ng/IiBTE1IABEEIN, OS5 bREE548
KRTL., SR THoOREL. REABERECHOBELS LTS -MABD LN &
o, RBLLIFRRALPRETCORELEZAON., HBRYERSCLIIHENYETE
BOEHM L, BEOLWTRERVBEBOSBPICHT L, REEABFERECHFBOBE
REBEALLCBORBNBEINTVE I LS. HRYERSCERTAIARTLEL S
Nico Floy ERKRBLAUBMRERSICXA3FHERICEVT, D 00 ng/kgBT
BAIFARDORCIEEINTVE I ED 5. ZHERICHBITZ 200 ng/kg/dyRETEE
ET2HBEZEA o, —BRBOBMETRDONLEEFRIVThOERE T 2
DERADRETHY, BELDBL I LOOHBYEREIRIZ D EREZEIONLI -1,
Mo 200 ng/NgRTHRRAMPICATBEMAFAZD ol B0 TRBESHM%E
BUHBROERSORBIZBD NI M 5 1,

BEHECHOT, #O 00 /BB LCHBOTXNTORRYERSHTEML 208, &
BT, 2B —HBLIVELTHD, BRELEXRTEZITVWI LS, BRYER
BRIV EYHmEI NI,
HEOMBFHRETR., § ng/kg DMEOBREF THRORBNEMEEZ WX 200 ng/kg Bt
TAT I 7y MEBKUANEZo EVENEEER. ARMRERIEEEZRL, BRI
NoBEMBEEPBD SN,

MBILFHIRETIE, B XV 200 ng/keB Ty -(MMAFEEZ, 7 VT FUREBE.
EoI 00 0/ BTREYVIEVAFEEZRL. FRICET2HBYERESOFENR
BE N, T, UBXY 10 0g/k B TREBBRXTETIVT I U, 351k 200 ng/kg
BT AGOREERL

REERI. B0 100 0/ B THE., FROXEEBL IUCHNERN L bicEML., i
KOV THRAHTHE.,. BEBROXEES X UENER N EME IEMERERL . FF
BEBOHMIIAETIHRARLEL T, HED 200 ng/LiBTHRBROEKRS., D 200
ng/kg BTHEBOEKRIHEIN, TOMBERYERECEBETIEELSNEIFTRLE
LT, HROERE L REAIBORAFMOEBRNEARSH THESI L, FRORELAY
D § ng/ B T2RARBEIN AV HBRYERS EOHBRIBESH»TEN - 12,
MBENcR. FROFARERS XUCBEMRBEEIBRES L. BARBRIED 200
ng/ky BICBLBEREIN, ChoOFHRRBHUMARTHEBENFROFEREZEMATIE
fbkeZiON, BRTIR, BLRETLROMNFHEE., BKFEEEL VTN D
200 ng/kg BIPPE(HEEIN:, FRBRBIVFRICHEINZINSOKERVWTR
LEBMERECERT I OLEEL SN, SORBTRIDEATRSZN, REEEL
BROHEN 0 BT 10 g/ Btz hTh 1 BIU20BEIN,. RABZES b
DTH-toe Ty BRI § g/l EOBSRICTBEEINTEY., HBMBERS O
BZ03ENRBRIN, HTRERRBIBITIIERTLBEELTWEIENER



2)

SN B, 200 ng/kg BBV TRERDAZBHB LM X T2ERRETCOEDONIHBT
3. MBOTEEOBREE. RROER. FHEKREEN4~58ic, B, +ZEBsX
CKBOBRE. FBOEY - XL L UCHAKREE. FROKMAE LROHR., FiEElt
b« EEHMAE. BFHELE, gRSRE. RETEOIR. ZRILBLIURMLLES
ERRENDEACHEESNL, VT HERYERSOXEEBIIMA. EROMESNTR
XNt

BB, BUWETH IRV UV baR VB RRBVWT, BATLEORLV b
JHISICEBEEEERETOENREINTVWA e, HBEBEOIFAB LT 100 ng/keE
DRACSOVTHERDIEB LU MSREBERAZMERL, XF—VWOKATOR LEM
BMERE L (Reference data 1) , ZOFFR, FHMAK. 7LV L7 7 U HKEHE.
NREFUBEBEE. A7y PSR TFHERS XTI MV RAKEEBBELABLTER
L BEBSHEIZD SO 1,

PEDIZ ENS, Li-Y7no=baRUEFUVOoREBSICED, O 20 og/ B THE
HEMAMES, 0BKT W00 ng/iBTEmMBE. REEH. 7UV7 I V8L 7 -(TP0F
B X7 LVT7FVv0BE, 518 200 ng/IgBFTREYVEVBSXT VOFHE. F
B LXUCEBEROKM,. FRI/A-ITVBOERIGED SN, REMBERETE. F
BBELIUCERBEDPLELALREFRAZYON, TR FTI3ENBEIFBRS L UCER
LEZAONT, -T. BEEBRIMIEE bic 8 ng/kg/dayRGEHEEINS,

HERE SR Bt
BREESLUSHECHRYERSORBIBD ST, AR VLT, TRTOH
ERTERA~5HOAPERL. HBRYERSOEBRIED LMD - o KERRL
OEYINBEBS LT (0 ag/ky BTHERS 1ABRIN., SIROER. (0 /B0
1P BB LURR L ROERSBY oM, FRERKERARIORE CHMAT S &
ZAOh3), HBRYERSLOMBRIHESHTHE I - 7,

DERERE TR, 200 0/l BT—HMOFERERBLABRICRT LaBun 1 AIEES
Nico T, 200 g/t BCREROIZRHL ABHHN 2B I OCHENHDLER
COBDONLHANIABRBEIh, HEERBOBKD. HER, FEROERIBLER
RELUABRBOBEE B ERERL > CHEERKOMMBERMBED Shicl Ehbd,
DB OCIHERBEORELEET s UHBENRBRE N, 15, EREMB I UL
BETRERYERE L LBRBBONIH - 12,
FEROABZBRETEDONARERIVTNORERMETHD ., BRREHOFELELS
Nico k. FLEROKELHEL4BE CIEF ML, BER, BERBLUBE4LHE
DERTHRBYBREC L ILBIAD SN Hh - 7,



PEDI ENS, L4-V7oobarRv P UREBEOEMICKRIZTEEIR. 200
ng/kg/day MEICX->THBEDSIT, EEERIT 200 ng/kg/dey L HEEIN B, EO
EMIIRETEEBSLIUCREHNORYE - REICRIITREER. 200 ng/ky BTHRERO
HEBRBLAESIUOHEBEHAGTOLRAETHBD NI L0906, BEERER (0
ng/kg/day LHEEEIN B,
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Table 1-1 Mortality of rats Exp. No. 2282(115-025)
Sex Male Female

Dose level (mg/kg) 0 8 40 200 0 8 40 200

No. of animals examined 12 12 12 12 12 12 12 12

No. of dead animals i 1] 0 0 0 0 0 1
Mortality (%) 8. 0 0 0 0 0 0 8.3




Table 1-2 Clinical observations on male rats Exp. No. 2282(115-02%5)

Days of experiment

Signs Dose level --————-————————— -~ oo Total
(mg/kg) 0- 6 7-13 14-20 21-27 28-34 35-41 42-45 (0-45)
number per group 0 12 12 12 12 1 IR 11
8 12 12 i2 12 12 12 12
40 12 12 12 12 12 12 12
200 12 12 12 12 12 12 12
sacrificed 0 [ [4] 0 0 0 0 11 1M
8 0 0 0 0 0 0 12 12
40 0 0 0 0 0 0 12 12
200 0 0 0 0 0 0 12 12
dead 0 0 0 0 1 0 0 0 1
8 o} 0 0 0 0 0 1] 0
40 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 (4]
normal 0 12 12 12 10 10 R 1 10
8 12 12 12 12 12 12 12 12
40 12 11 12 12 12 12 12 1
200 12 12 6 5 1 12 12
crust [+] 0 0 0 1 1 0 0 a) 1 b)
8 0 0 0 0 0 0 0 0
40 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 1]
dirty hair 0 0 (v} 0 0 0 0 0 D]
8 0 0 0 0 0 0 0 1]
40 0 0 0 0 0 0 [ 0
200 0 0 6 6 1] 0 0 7
discharge of eye 0 0 1] 0 0 0 0 0 0
8 0 4] 0 1} 0 0 4] 0
40 0 1 0 0 0 0 1] 1
200 0 0 0 i 0 1] 0 1
salivation 0 0 4] 0 0 0 0 0 0
8 4} 0 0 0 0 0 0 0
40 0 0 0 0 0 0 0 0
200 [ 0 0 0 1 0 0 1

a) : No. of appearance
b) : Total of animal observed symptom



Table 1-3 Clinical observations on female rats Exp. No. 2282(115-025)
(Before and during mating period)

Days of experiment

Signs ‘ Dose level -—————-——m—mm e e Totel
{mg/kg) 0- 6 7-13 14-20 21-27 28-34 35-41 42-45 (0-45)
number per group 0 12 12 12 i i 1 1
8 12 12 12 0 0 0 0
40 12 12 12 1 1 i 1
200 12 12 12 0 0 0 0
sacrificed 1] 0 0 0 0 0 0 1 1
8 1] 0 0 0 1] 0 0 0
40 0 1] 0 0 1] 0 i 1
200 0 [¢] 0 0 0 0 0 0
copulation o 0 0 11 0 0 0 0 n
8 0 4] 12 0 0 0 0 12
40 0 0 11 0 0 [+] 0 b
200 0 0 12 0 0 0 0 12
normal 0 12 12 12 i 1 ] 1 12
8 12 12 12 1] 0 [ ] 12
40 12 12 12 1 1 1 1 12
200 12 12 8 0 0 [4] o 8
dirty hair 0 1] 0 0 0 0 [ 0 a) 0 b
8 [ 4] 0 0 0 0 0 0
40 0 [ 0 ] 1] 0 0 [
200 0 o 4 0 0 0 0 4
a) : No. of appearance

b) : Total of animal observed symptom



Table 1-4 Clinical observations on female rats Exp. No. 2282(115-025)
(Gestation period)

Days of gestation

Signs D0SE |8Vl = m oo o e e e e
(mg/kg) 0 1 2 3 4 5 6 7 8 9 10 11 12 13
number per group 0 11 11 I 11 11 H 11 H 11 11 11 11 1 11
8 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 11 11 1 11 11 11 11 i 11 11 11 1 1 11
200 12 12 12 12 12 12 12 12 12 12 12 12 12 12
dead [} 0 0 0 0 0 1] 0 0 0 0 0 0 0 0
8 0 0 0 0 0 0 0 0 0 0 0 0 0 (1]
40 0 0 [4] 0 [4] 0 0 0 0 0 0 .0 0 0
200 4] 0 0 0 0 0 0 0 0 0 1} 0 0 0
delivery [} 0 0 0 1] 0 0 0 0 0 0 [} 0 0 4]
8 [+] 0 0 0 0 1] 0 0 0 0 0 1]} 0 0
40 0 0 1] 1] 0 0 0 0 0 [ 0 0 0 0
200 0 0 0 0 0 0 0 o] 0 0 0 0 0 0
normal 0 11 11 11 11 B " 11 11 11 11 11 1 11 1
8 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 11 11 11 11 1" ] 11 11 11 11 1t 11 11 11
200 9 9 9 8 8 8 10 10 11 12 12 12 12 12
dirty hair 0 (4] 0 4] 0 0 0 0 0 0 0 0 o 0 a) 0 b)
8 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
40 0 0 4] 0 [4] 0 1] 0 0 0 0 0 0 0
200 3 3 3 4 4 4 2 2 1 0 0 4] 0 [4]
teeth abnormality 0 0 0 1] 1] 0 0 0 0 0 1] 0 0 0 0
8 1] 0 0 0 0 0 0 0 0 0 0 0 0 [b]
40 0 0 0 0 0 o] 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 [ 1] 0 0 0 0
a) : No. of appearance

b) : Total of animal observed symptom



Table 1-4 -Continued Clinical observations on female rats Exp. No. 2282(1156-025)
(Gestation period)

Days of gestation

Signs Dose level ==—-——--—-—mm e e Total
(mg/kg) 14 15 16 17 18 19 20 21 22 23 (0-23)
number per group 0 11 1 11 11 11 | ] 11 11 1" 8
8 12 12 12 12 12 12 12 12 12 7
40 11 11 11 11 It 1n 11 1M 11 6
200 12 12 12 12 12 12 12 12 12 ]
dead (1] 0 ] 0 0 0 0 0 0 0 0 0
8 0 0 0 0 0 0 0 0 0 0 0
40 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 1 1
delivery 0 0 0 1] 0 0 0 0 0 3 8 i
8 0 0 1] 0 0 0 0 0 [ 7 12
40 0 1] 0 0 0 0 0 0 5 6 11
200 0 0 0 0 o} 0 0 0 3 8 n
normal 0 11 11 1 11 11 1 11 11 11 8 11
8 12 i2 12 12 12 12 12 12 12 7 12
40 il 1 11 11 11 1t 11 1 1 6 11
200 11 11 12 12 12 12 12 12 12 8 7
dirty hair 0 ] 0 o] 0 0 0 0 0 0 0 a) 0 b
8 0 0 0 0 0 0 0 0 0 o 0
40 0 0 0 1] 0 0 0 0 0 0 0
200 o 0 0 0 0 0 0 4] [ 0 4
teeth sbnormality 0 0 0 0 0 0 0 0 0 0 0 0
8 0 0 0 0 0 0 0 0 0 4] 0
40 0 0 0 0 0 0 0 0 0 4] 0
200 1 1 0 0 1] 0 0 0 0 0 1
a) : No. of appearance

b} : Total of animal observed symptom



Table 1-5 Clinical observations on femsle rats Exp. No. 2282(115-025)
(Lactation period)

Days of lactation

Signs Dose level ~=—-—cccemcmm e Total
(mg/kg) 0 1 2 3 4 (0-4)
number per group 0 11 11 11 11 1
8 12 12 12 12 12
40 11 11 11 11 11
200 11 7 6 6 6
sacrificed 0 4] 0 0 0 1 11
8 1] 0 0 0 12 12
40 0 0 0 0 1 11
200 0 0 0 0 6 6
sacrificed 0 0 0 0 0 0 0
(all pups died) 8 0 0 0 0 0 0
40 0 0 0 0 0 0
200 4 1 0 0 0 5
normal 0 11 1 11 10 10 10
8 12 12 12 12 12 12
40 11 11 11 11 1 11
200 11 7 6 6 6 1
loss of hair 0 0 [] 0 1 1 a) 1 b)
8 0 0 0 0 0 0
40 0 ] 0 0 0 0
200 o 0 0 0 0 0
a) : No. of appearance

b) : Total of animal observed symptom



Table 2-1 Body weight change of male rats No. 2282(115-025)

Unit : g

Dose level 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg
No. of animals 12 12 12 12

Days of experiment O 377 + 12.8 375 + 16.3 375 + 15,7 377 + 14.9

7 404 + 21.0 405 + 16.4 403 + 23.1 397 + 16.6

14 426 + 24.2 429 + 18.3 425 + 30.5 422 + 21.8

21 447 + 30.4 450 + 17.3 445 + 31.5 431 + 21.4

28 473 * 35.3 (11} 476 + 16.5 471 + 32.7 453 *+ 27.1

35. 488 % 37.0 (1) 493 + 17.3 488 + 37.0 468 + 29.8

42 509 + 37.3 (11 511 + 24.5 508 + 40.5 486 + 34.2

Gain 0-42 130 + 28.0 (D 136 + 24.0 133 + 30.7 110 + 29.7

Values are expressed as MeantS.D.
Values in parentheses are expressed number of animals measured



Table 2-2 Body weight change of female rats Exp. No. 2282(115-025)

Unit : g
Dose tevel 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg
Before mating period
No. of animals 12 12 12 12
Days of experiment 4] 241 + 7.2 2417 + 7.7 241 + B 242 + T2
1 249 + 9.2 2556 + B.8 254 + 11.6 2562 + 9.5
14 255 + 9.3 261 + 9.6 265 + 14 .4 262 + 11.1
Gain 0-14 4 + 9.5 20+ 7.6 24 + 8.6 20 + 9.3
Gestation pericd T
No. of dams 11 12 11 12
Days of gestation 0 272 + 9.9 275 + 11 .4 274 + 146 270 + 12.8
7 303 + 11.7 305 + 12.4 307 + 16.5 301 + 14.8
14 341 + 15.8 337 + 17.2 341 + 17.0 329 + 14.8
21 438 + 25.3 425 + 20.3 434 + 24.9 400 + 33.7 %
Gain 0-21 166 + 23.3 150 + 16.4 161 + 20.8 130 + 29.8 %xx
Lactation period T
No. of dams 11 12 A B
Days of lactation 0 312 + 28.5 302 + 26.4 306 + 22.1 292 + 23.8
4 327 + 29.3 315 + 26.7 303 + 39.5 305 + 41.8 (6)
Gain 0-4 15 + 20.9 14 + 18.6 -2 t 27.6 2 + 24.1 (8)

Values are expressed as Mean+S.D.
Values in parentheses are expressed number of animals measured
Significantly different from control group; *: P<0.05 X*xx: P<0.01



Table 3-1 Food cansumption of male rats Exp. No. 2282(115-025)

Unit . g/day

Dose level 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg

No. of animals 12 12 12 12

Days of experiment 0- 7 24 + 1.8 24 + 2.2 25 + 2.9 25 + 3.0
7-14 24 + 1.6N 256+ 1.8 24 + 3.1 27 + 3.3 %
21-28 24 + 2.9NC1Q) 25 + 2.0 25+ 1.7 AN 27 + 3.9
28-35 23 + 2.6 (11) 24 + 1.9 25 + 3.0 27 + 3.1 xx
35-42 23+ 1.9 an 23 + 2.5 24 + 2.6 27 + 3.1 X%
42-44 22+ 2.5 (N 24 + 2.5 25+ 1.6 27 + 3.5 %x

Cumuiative

consumption 0-14 333 + 23.5 344 + 24.2 343 + 39.7 366 + 42 .4
21-44 541 + 50.2 (1) 656 + 46.0 571 + 46.9 (11 626 + 71.5 Xxx

Values are expressed as MeantS.D.

Values in parentheses are expressed number of animals measured
Significantly different from control group: %: P<0.05 xx%: P<0.0I
N : Non parametric analysis



Table 3-2 Food consumption of female rats Exp. No. 2282(115-025)

Unit : g/day

Dose level 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg

Before mating period

No. of animals 12 12 12 12

|+
[
-9
I+
-
n
¥*
~
1+
[
-
I+
~

Days of experiment 0- 7 16

Cumuiative
consumption 0-14 229 &+ 9.8N 242 + 10.8 247 + 22.6 % 246 + 18.8 x

Gestation period

No. of dams 11 12 11 12

Days of gestation 0- 7 22 + 2.8 22 + 2.3 23+ 2.9 23+ 2.2
7-14 24 + 2.8 23+ 2.5 23 + 2.3 24 + 2.8
14-21 24 + 2.9 22+ 2.0 23 + 2.6 22 + 4.0

Cumujative
consumption 0-21 489 + 52.7 476 + 34.2 482 + 50.1 478 + 52.9

Lactation period

No. of dams 1 12 1 6

Days of lactation 0- 4 29 1' 7.9 21 + 10.7 20 + 11.9 18 + 9.7

Values are expressed as Mean+S.D.
Significantly different from control group; *: P<0.05 Xx: P<0.01
N : Non parametric analysis



Table 4 Hematology of male rats Exp. No. 2282(115-025)

Day: 45

Dose level 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg
No. of animals 11 12 12 12
HCT (%) 44.6 + 1.3 43.8 + 1.3 42.2 + 1.1 %X - 40.2 + 0.9 %%
HGB (g/d () 14.4 + 0.4 14,2 + 0.4 13.8 + 0.3 %xx 13.0 + 0.3 %x
RBC (x10%/n2?) 7.98 + 0.24 7.79 + 0.29 x 7.44 + 0.18 *x 7.19 + 0.20 *x
MCV (u2?) 55.9 + 1.8 56.4 + 1.9 §6.8 + 1.9 55.9 + 2.1
MCH (pg) 18.1 + 0.5 18.3 + 0.5 18.5 + 0.5 18.1 + 0.6
MCHC (%) 32.4 + 0.3 32.4 + 0.4 32.6 + 0.4 32.3 + 0.4
PLT (x103/aa3) 973 + 104 979 + 64 887 + 85 1070 + 87 x
WBC (x103/an?) 10.5 + 1.6 9.3 +2.0 . 9.6 + 2.3 12.0 + 2.7
Differential leukocyte
counts (%)

NEUT 18 + 4 20 + 4 21 + 4 % 16 + 2

LYMPH 80 + 4 77 + 4 77 + 4 x 82 + 3

MONO P+ 1 +0 120 1 +0

EOSN | I + ON 2+ 1 x 1 iAI 1+ 0

BASO 0+o0 0+0 0+0 0+0

Luc 0+0 0+0 0+0 0+0
Reticulocyte(9/q0) 28 + 12 30 + 20 45 + 17 % 62 + 19 xx

NEUT : Neutrophil LYMPH . Lymphocyte MONO : Monocyte EOSN : Eosinophil BASO : Basophil

LUC : Large unstained cells

Values are expressed as Mean+S.D.

Significantly different from control group; %: P<0.0S *X%:; P<0.01
N : Non parametric analysis



Table § Blood chemistry of male rats Exp. No. 2282(115-025)

Day: 45
Dose level 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg
No. of animals i1 12 12 12
T.protein(g/dl) 5.69 + 0.20 5.72 # 19 5.88 + 0.15 xx 6.09 + 0.09 *x%
Albumin(g/di) 3.26 + 0.14 3.29 # 09 3.41 £ 0.11 xx 3.57 + 0.08 *x
A/G 1.35 + 0.07 1.36 + 07 1.38 + 0.06 1.42 + 0.07 %
Glucose (mg/d1) 157 + 18 145 + 156 + 15 144 + 18
BUN(mg/d |} 11.8 + 1.6 13.0 7 13.3 + 1.5 x% 10.9 + 1.2
Creatinine(mg/dl) 0.69 + 0.03 0.65 + D.06 0.61 + 0.05 xx 0.61 + 0.06 xx
T.biflirubintmg/d1) 0.14 + 0.04N 0.13 + 0.02 0.16 + 0.03 0.27 + 0.05 %xx
GOT U/ 1) 40 + S 42 + 47 + 8 44 + 8
GPT(U/1) 16 + 3 16 + 17 # 2 18 + 3
Gamma-GTP (U/ 1) 0.0 + O.1IN 0.2 + 2 0.3 + 0.3 % 0.6 £+ 0.5 *x
Potassium(mmeol/1) 4.44 + 0.29 4.50 + 0.28 4.44 + 0.25 4,42 + b.31
Chloride(mmol/ 1) 107.2 + 0.8 108.3 + 4 X% 106.2 + 1.1 104.1 + 1.2 *x
Calcium(mg/dl) 10.31 + 0.24N 10.52 + 0.64 10.16 + 0.30 10.50 + 0.51
| .phosphate (mg/dl)} 6.18 + 0.35 5.67 + 0.30 xx 5.92 + 0.50 6.09 + 0.48

Values are expressed as Mean+S.D.
Significantly different from control group; %: P<0.05 xx%: P<0.01

N : Non parametric analysis



Table 6-1 Absolute and relative organ weight of male rats Exp. No. 2282(115-025)

Dose level 0 mg/kg 8 mg/kg 40 mg/kgyg 200 mg/kg
No. of animals examined . 11 12 12 12
Body weight (@) 489 + 38 494 + 23 490 + 36 460 + 32

Absolute organ weight

Thymus (mg) 278 + 76 . 308 + 91 299 + 52 269 + 55
Liver (g) 14.38 + 1.96 14.54 + 1.386 15.14 + 1.70 18.40 + 1.87 *x
Kidneys (g) 3.04 + 0.25 3.24 + 0.31 3.32 + 0.25 3.47 + 0.27 xx
Testes (g) 3.58 + 0.59N 3.48 + 0.32 3.21 + 0.79 3.47 + 0.23
Epididymides (g) 1.35 + 0.18 1.34 + 0.13 1.24 + 0.26 1.35 + 0.15

Relative organ weight

Thymus (mg%) 656.6555 + 13.095 62.620 + 19.331 60.993 + 9.5811 58.638 + 12.090
Liver (g%) 2.929 + 0.210 2.942 + 0.193 3.088 + 0.183 3.994 + 0,223 xx
Kidneys (g%) 0.622 + 0.041 0.657 + 0.048 0.681 + 0.061 0.755 + 0.043 xx
Testes (gX) 0.736 + 0.156N 0.707 + 0.080 0.656 + 0.158 0.757 + 0.073
Epididymdes (gX) 0.276 + 0.043 0.272 + 0.033 0.253 + 0.055 0.295 + 0.032

Values are expressed as MeantS.D.
Significantly different from control group; X%: P<0.01l
N : Non parametric analysis



Table 6-2 Absolute and relstive organ weight of female rats Exp. No. 2282(115-025)
Dose level 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg
No. of animals examined 1 12 11 6
Body weight (g) 327 + 29 316 + 27 303 + 39 305 + 42
Absolute organ weight
Thymus (mg) 190 + 101 127 + 68 145 + 88 172 + 91
Liver (g9) 13.45 + 1.53N 13.03 + 1,10 12.48 + 2.66 15.90 + 1.00
Kidneys (@) 2.11 + 0.14 2.08 + 0,14 2.14 + 0.20 2.28 + 0.20
Ovaries (mg) 103 + 10 110 + 13 104+ 17 101 + 11
Relative organ weight
Thymus (mg%) 56.831 + 28.062 39.262 + 18.054 45.552 + 23.831) 54.439 + 24.865
Liver (g%x) 4.126 + 0.447 4.144 + 0,320 4.080 + 0.537 5.276 + 0.518 x*x%x
Kidneys (g%x) 0.647 + 0.046N 0.663 + 0.048 0.717 + 0.116 0.764 + 0.156
Ovaries (mg%) 31.572 + 2.783N 35.146 + 5,151 35.266 + 8.783 34.124 + 9.095

Values are expressed as MeanitS.D.

Significantly different from control group; *X:
N : Non parametric analysis '

P<0.01



Table 7-1. Summary of gross findings ( successful pregnancy )
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Exp. No. 2282 (115-025)

Sex: Male
Dose level ( mg/kg ) 0 8 40 200
No. of animals necropsied 10 12 11 12
Organ___. Findings
HEMATOPOIETIC SYSTEM
thymus red patch/zone 0 0 1 0
RESPIRATORY SYSTEM
lung white patch/zone 0 1 0 0
DIGESTIVE SYSTEM
liver enlarged 0 0 0 4
malformative nodule 0 0 0 1
yellowish 0 2 0 0
abdominal cavity
Bass 1 0 0 0
URINARY SYSTEM
kidney enlarged 0 0 0 3
REPRODUCTIVE SYSTEM
iilimis  atrohic i 0 0 0
epididynmis atrophic
noduﬂ; 0 0 0 1

Values are expressed number of animals with gross lesion.



Table 7-2. Summary of gross findings ( day 4 of lactation )

Exp. No. 2282 (115-025)

Sex: Female
Dose level ( mg/kg ) 0 8 40 200
No. of animals necropsied 1 12 11 6
Organ Findings
HEMATOPOIETIC SYSTEM
thymus atrophic 0 2 1 0
colored patch/zone 1 0 0 0
red pa Zone 0 0 1 0
DIGESTIVE SYSTEM
stomach black 0 0 0 1
small intestine
. _ bl 0 0 0 1
large intestine
bl 0 0 0 1
liver diaphr tic hernia 0 0 1 0
enlar ' 0 0 0 4=
URINARY SYSTEM
kidney pale 0 0 1 0
REPRODUCTIVE SYSTEM
ovary cyst 0 o1 0 0
ENDOCRINE SYSTEM
adrenal gland colored patch/zone 0 1 0 0
enlarged 0 0 2 1

Values are expressed number of animals with gross lesion.
Significantly different from control group; 01



Table 7-3. Summary of gross findings ( not copulation )
Sex: Male
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Exp. No. 2282 (115-025)

Dose level  ( mg/kg ) 10 200
No. of animals necropsied 1 0
Organ Findings
REPRODUCTIVE SYSTEM
testis atrophic 1 -
epididynis atrophic 1 -

Values are expressed number of animals with gross lesion.



Table 7-4. Summary of gross findings ( dead )
Sex: Male

Exp. No. 2282 (115-025)

Dose level ( mg/kg )
No. of animals necropsied
Organ Findings

—_

200
0

RESPIRATORY SYSTEM
lung reddish

DIGESTIVE SYSTEM
small intestine
autolysis

Values are expressed number of animals with gross lesion.
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Table 7-5. Summary of gross findings ( all pups died ) Exp. No. 2282 (115-025)
Sex: Female
Dose level  ( mg/kg ) 0 8 40 zog

No. of animals necropsied 0 0 0
Organ___ Findings

BEMATOPOIETIC SYSTEM
thyaus atrophic - - - 1

RESPIRATORY SYSTEM
lung red patch/zone - - - 1

DIGESTIVE SYSTEM
stomach ulcer - - -
. . white patch/zone - - -
small intestine

. . uleer - - -

large intestine
. white patch/zone - - -
liver enlarged - - -
pale - - -

A DOt b ek ek

URINARY SYSTEM
kidney black - - -
scarred - - -

REPRODUCTIVE SYSTEM
ovary cyst - - - 1

ENDOCRINE SYSTEM
adrenal gland enlarged - - - 1

[Sry=y

Values are expressed number of animals with gross lesion.



Table 7-6. Summary of gross findings ( dead )
Sex: Female

Exp. No. 2282 (115-025)

Dose level  ( mg/kg )
No. of animals necropsied
Organ Findings

200
1

HEMATOPOIETIC SYSTEM
leen brown
iﬁwls atrophic

RESPIRATORY SYSTEM
lung reddish
DIGESTIVE SYSTEM
stosach . vwhite patch/zone
saall intestine .
. _autolysis
large intestine .
autolysis
URINARY SYSTEM .
kidney autolysis

NERVOUS SYSTEM
brain autolysis

Values are expressed mumber of animals with gross lesion.
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Table 8-1. Summary of histological findings ( successful pregnancy ) Exp. No. 2282 (115-025)
Sex: Male

Dose level ( ) 0 40 200
No. of animals sacrificed 10 12 11 12
No. of animals necropsied 10 12 11 12
No. of animals examined histologically 10 12 11 12
Organ_ Findings T 12 3 T12 3 T12 3 T12 3
CARDIOVASCULAR SYSTEM
heart . (10) (12) (11) (12)
granulation -100 - 000 - 100 -0 00
HEMATOPOIETIC SYSTEM
spleen deposit of pi ¢ (10) 1000 (12) 10 2 0 (11) 9 1 0 (12) 210 0
it of pigmen - - - -
thymus (10) (12) (11) (12)
hemorrhage - 000 - 000 - 100 - 100
RESPIRATORY SYSTEM
lung (0) (1) (0 (0
interstitial cell hyperplasia - - - - -100 - - - - - - - -
DIGESTIVE SYSTEM
liver (10) (12) (11 (12)
fatty change 700 - 810 - 500 - 910
mitosis . - 000 -100 - 000 - 50 0«
single cell necrosis - 000 - 000 - 000 = T 0 0=
swelling of liver cells -0 00 - 000 -0 00 - 200
granulation - 000 - 200 -100 -100
1nf11trat10n/cellular -4 00 - 700 -500 - T 00
ymwphocytic infiltration -100 - 000 - 000 -000
b11educthyperplasm - 000 -0 00 - 000 - 100
. todiaphragmatic nodule - 000 - 000 - 000 =100
abdominal cavity (1) (0) (0) (0)
fat necrosis - 100 - - - - - - - - - - - -
URINARY SYSTEM
kidney (10) (12) (11) (12)
basoph111cchange -900 -9 00 - 700 -10 1 0
-100 - 000 - 000 -100
depos1tofcalc1u| -100 -0 00 - 100 - 000
eosinophilic body -100 -6 00 -000 -4 0 0
hyaline droplet -100 - 000 - 200 -6.0 0
protein cast -000 -0 00 -000 -2 00
tubular dilatation -000 - 100 -000 -100
lymphocytic infiltration -100 -100 - 200 - 000

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
Values are expressed number of animals with micro lesion.
No. of animals examined microscopically at this site. -: Not applicable.
Slgmflcantly different from control group; =*: P<0.05 ==*: P<(. 01



Table 8-1. -—continued Summary of histological findings ( successful pregnancy ) Exp. No. 2282 (115-025)
Sex: Male

Dose level  ( ) 0 8 40 200
No. of animals sacrificed 10 12 1 12
No. of animals necropsied . 10 12 - 11 12
No. of animals examined histologically 10 12 11 12
Organ Findings T 123 T 123 T123 T123
REPRODUCTIVE SYSTEM
testis (10) (12) (11) (12)

atrophy - 100 -000 - 100 -00

giant cell = 00 - 000 =000 =100

epididymis (1 (0) (0 (1)

atrophy - 00 - - = - - - - - - 000
ENDOCRINE SYSTEM
adrenal gland . (10 (12) (11) (12)

vacuolic change -700 -12 0 0 -1 0 0 -10 0 0

T: tumor 1: slight 2: moderate 3: marked

=: benign #: malignant . . . .

Values are expressed mmber of animals with micro lesion.

(): No. of animals examined microscopically at this site. -: Not applicable.



MNITTYU lILel \posuy oull rage 1

Table 8-2. Summary of histological findings ( day 4 of lactation ) Exp. No. 2282 (115-025)
Sex: Female
Dose level ( 0 8 40 200
No. of animals sacrificed 11 12 11 6
No. of animals necropsied 11 12 11 6
No. of animals examined histologically 11 12 11 6
Organ___ Findings T 12 3 T12 3 T12 3 T 12 3
HEMATOPOIETIC SYSTEM
spleen . . (11) (12) (11) ( 6)
deposit of pigment -11 00 -11 1 0 -1 0 0 -510
hematopoiesis, increased - 720 - 710 - 610 - 4 00
thymus (11) (12) (11) (6)
hemorrhage - 100 0 00 1 00 0 00
atrophy - 500 -6 0 2 -610 - 200
DIGESTIVE SYSTEM
stomach (o {0) {0) (1)
edena . - - - - - - - = - - - - 100
1nf11trat10r11{0ﬁllulaxl' . - - - - - - - - - - - - - % g 8
squamous cell hyperplasia - - - - - - - - - - - - -
liver eatt (11) 2 0 0 (12) 2 0 0 {11) 5 2 0 ( 6) 10 0
atty change
mitosis -0 00 - 1080 - 000 - 000
necr0515 -1 00 - 000 -1 00 -0 00
le cell necrosis -0 00 - 000 - 000 - 4 0 O
of liver cells - 000 - 000 -0 00 - 5 0 0=
granualon - 100 - 000 - 100 - 000
extramedullary hematopoiesis - 300 -1 00 -2 00 -2 00
hepatodiaphragmatic nodule -0 00 - 000 -100 -0 00
URINARY SYSTEM
kidney . (11) (12) (11) ( 6)
basophilic change - 100 - 200 100 - 5 0 0=
cyst . - 000 - 000 - 100 - 000
deposit of calcium -100 -0 00 - 100 - 000
fatty change - 000 - 100 - 000 -0 00
mitosis - 000 - 000 - 100 - 100
necrosis . - 000 -000 - 100 - 200
tubular dilatation - 000 - 100 - 000 - 000
vacuolic change -0 00 -~ 4 00 - 200 - 200
REPRODUCTIVE SYSTEM
ovary (11) (12) (11) ( 6)
cyst . - 000 - 100 -0 00 - 000
deposit of pigment - 000 - 000 -100 - 000

T: tumor 1: slight 2: moderate 3: marked

=: benign #: walignant

Values are expressed number of animals with micro_lesion. )

(): No. of animals examined microscopically at this site. -: Not applicable.
Significantly different from control group; *+: P<0.01



Table 8-2. -continued Summary of histological findings ( day 4 of lactation ) Exp. No. 2282 (115-025)
Sex: Female

Dose level ( llg/k¥ ) 0 8 40 200
No. of animals sacrificed 11 12 11 6
No. of animals necropsied 11 12 11 6
No. of animals examined histologically 11 12 11 6
Organ Findings T 12 3 T12 3 T12 3 T12 3
ENDOCRINE SYSTEM
adrenal gland (11) (12) (11) ( 6)
infarct -0 -1 0 0 0 0
vacuolic change - 000 - 300 - 000 -0 00
hyperplasia, cortex - 500 -3 00 - 200 - 00
T: tumor shght 2: moderate 3: marked

=: benign # malignant
Values are expressed number of animals with micro lesion.
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 8-3. Summary of histological findings ( not copulation ) Exp. No. 2282 (115-025)
Sex: Male
Dose level ( m%/kg ) 0 8 40 200
No. of animals not copulation 1 0 1 0
No. of animals necropsied 1 0 1 0
No. of animals examined histologically 1 0 1 0
Organ Findings T 12 3 T 12 3 T12 3 T 12 3
HEMATOPOIETIC SYSTEM
spleen . . (1) (1)

deposit of pigment - 100 - - - - - 010 - - - -
DIGESTIVE SYSTEM
liver (1) (1)

infiltration/cellular - 000 - - - - - 100 - - - -
REPRODUCTIVE SYSTEM
testis (1) (1)

atrophy - 000 - - - - - 100 - - - -
epididynis (1) (1)

atrophy - 000 - - - - -1 00 - - - =
prostate L . (1) (1)

lymphocytic infiltration -100 - - - - -000 - - - -
ENDOCRINE SYSTEM
adrenal gland (1) (1)

~vacuolic change - 0 0 - - - - - 00 - - - =

T: tumor 1: slight 2: moderate 3: marked

=: benign #: malignant . L ]

Values are expressed number of animals with micro lesion.

(): No. of animals examined microscopically at this site. -: Not applicable.



Table 8-4. Sunary of histological findings ( not copulation )

Exp. No. 2282 (115-025)

Sex: Female
Dose level ( ) 0 8 40 200
No. of animals not copulation 1 0 1 0
No. of animals necropsied 1 0 1 0
No. of animals examined histologically 1 0 1 0
Organ Findings T 2 2 T 2 1 2 3
HEMATOPOIETIC SYSTEM
spleen (1) (1

deposit of pigment - 01 - - 01 - - -
DIGESTIVE SYSTEM
liver (1) (1)

infiltration/cellular - 00 - - 10 - - -
URINARY SYSTEM
kidney . (D (1)

basophilic change - 00 - -10 - - -
REPRODUCTIVE SYSTEM
uterus ) (1) (1)

infiltration/cellular - 00 - -10 - - -

T: tumor 1: slight 2: moderate 3: marked

=: benign #: malignant

Values are expressed nusber of animals with micro lesion.
() : No. of animals examined microscopically at this site.

-: Not applicable.



Table 8-5.  Summary of histological findings ( dead )
Sex: Male
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Exp. No. 2282 (115-025)

Dose level  ( mg/ke )

No. of animals dead

No. of animals necropsied .

No. of animals examined histologically

Organ Findings T 1

DD bt ot e

RESPIRATORY SYSTEM

lung (1)
congestion -1 0 - - -
edema 0

T: tumor 1: slight 2: woderate 3: marked

=: benign #: malignant
Values are expressed number of animals with micro_lesion.

(): No. of animals examined microscopically at this site. -: Not applicable.



Table 8-6. Summary of histological findings ( all pups died ) Exp. No. 2282 (115-025)
Sex: Female

Dose level ('f/kg) . 0 8 40 200
No. of animals all pups died 0 0 0 5
No. of animals necropsied . 0 0 0 5
No. of animals examined histologically 0 0 0 5
Organ Findings : T 123 T 123 T 123 T 12 3
HEMATOPOIETIC SYSTEM
spleen . . (5
sit of pigment - - - - - - - - - - - - - 050
follicular atrophy - - - - - - - - - - - - - 200
hematopoiesis, increased - - - - - - - - - - - - =100
thymus ( 5)
atrophy - - - - - - - - - - - - - 500
RESPIRATORY SYSTEM
lung . (5)
accumulation of foamy cells - - - - - - - - - - - - -100
infiltration/cellular - - - - - - - - - - - - -100
DIGESTIVE SYSTEM
stomach (5
ulcer - - - - - - - - - - - - - 200
duodenum . (5)
erosion - - = - - - - - - - - - -100
) . ulcer - - - - - - - - - - - - - 200
large intestine ( 5)
. ulcer - - - = - - - - - - - - =100
liver . (5)
degeneratmn - - - - - - - - - - - - -100
fatty change - - - - - - - - - - - - -100
necrosis . - - - - - - - - - - - - - 100
smflgcellm_acrosm - - - - - - - - - - - - -100
swelling of liver cells - - - - - - - - - - - - - 400
URINARY SYSTEM
Kidney basophilic chang PR
ilic e - - - - - - - - - - - - -
hyaline droplet - - - - - - - - - - - - -010
mitosis - - - - - - - - - - - - - 100
necrosis - - - - - - - - - - - - - 210
protein cast - - - - - - - - - - - - - 200
tubular dilatation - - - - - - = - - - - - - 200
vacuol ic change - - - - - - - - - - - = -300
fibrosis - - - - - - - - - - - - -100

T: tumor 1: slight 2: moderate 3: marked

=: benign #: malignant . . . .

Values are expressed number of animals with micro lesion.

(): No. of animals examined microscopically at this site. ~: Not applicable.



Table 86. -continued Summary of histological findings ( all pups died ) Exp. No. 2282 (115-025)
Sex: Female

Dose level ( ) 0 8 40 200
No. of animals all pups died 0 0 0 5
No. of animals necropsied 0 0 0 5
No. of animals exanuned histologically 0 0 0 5
Organ__  Findings T12 3 T 12 3 T12 3 T12 3
REPRODUCTIVE SYSTEM
mammary gland . (5
hyperplasia - - - - - - - - - - - - - 500
ovary (5
cyst - - - = - - - - - - - - - 100
uterus . ( 5)
retained placenta - - - - - - - - - - - - - 200
ENDOCRINE SYSTEM
pituitary gland (5)
i cyst - - - - - - - - - - - - - 100
thyroid gland . . ( 5)
ultimobranchial body - - - - - - - - - - - = - 100
adrenal gland (5)
infarct - - - - - - - - - - - - - 200
vacuolic change - - - - - - - - - - - - - 200
T: tumor : slight 2: moderate 3: marked

=: benign # malignant
Values are expressed number of animals with micro lesion.
(): No. of animals examined microscopically at this site. -: Not applicable.



Table 8-7. Summary of histological findings ( dead )
Sex: Female

Exp. No. 2282 (115-025)

Dose level ( mg/kg ) 0 8 40 200
No. of animals dead 0 0 0 1
No. of animals necropsied 0 0 0 1
No. of animals examined histologically 0 0 0 1
Organ Findings T 12 3 T 1 2 2 T12 3
HEMATOPOIETIC SYSTEM (1)
thymus

atrophy - - - - - - - - - 00
DIGESTIVE SYSTEM
stomach (1)

ulcer - - - - - - - - -100
liver (1)

single cell necrosis - - - - - - - - -10
REPRODUCTIVE SYSTEM
mammary gland (1) 0 0

hyperplasia - - - - - - -

T: tumor 1: slight 2: moderate 3: marked
=: benign #. malignant
Values are expressed number of animals with micro lesion.

(): No. of animals examined microscopically at this site. -: Not applicable.



Table 9 Copulation and fertility results in rats Exp. No. 2282(115-025)

Dose level 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg
No. of pairs mated 12 12 12 12

No. of pairs copulated 11 12 11 12

No. of pregnant females 11 i2 11 12
Copulation index (%) a) 9.7 100 91.7 100
Fertility index (%) b) 100 : 100 100 100
Estrus cycle (days) 4.64+0.4 4.5+0.6 4.7+0.7 4.8+0.7

(Mean+S.D.)
a) : (Number of animals with successful copulation / number of animals mated) x 100

b) : (Number of pregnant animals / number of animals with successful copulation) x 100



Table 10 Findings of delivery in dams(F0) Exp. No. 2282(115-025)
Dose level 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg
No. of dams observed 11 12 i 11
No. of dams delivered live pups 11 12 11 9
Duration of gestation 22.740.5 22.640.5 22.540.5 22.740.5
(MeantS.D.)
No. of total corpora lutea 203(18.5+2.7) 226(18.8+4.7) 21919.9+2.7) 220(20.043.7)
(Mean+S.D.)
No. of total implants 177016.141.9) 181(15.8+2. 1) 188(17.1+1.9) 179(16.342.7)
(MeantS.D.)
No. of total pups born 160(14.5+1.4)N 171(14.343.0) 167(15.2+2. %) 126(11.5+44.3)
(MeantS.D.)
No. of totel live pups born 159(14.5+1.4)N 168(14.042.7) 167¢15.242.9) 80( 7.3+5.5) %
(MeantS.D.)
Male 72( 6.5+2.7) ©) 78( 6.5+2.8) f) 77C 7.0+2.8) f) 37( 3.443.2) )
Female B7( 7.9+42.5) f) 90( 7.5+2.6) 90( 8.2+2.8) f) 43( 3.9+3.5) x f)
Sex ratio (MeaniS.D.) 1.08+0.97 1.1141.07 1.07+0.85 1.43+1.70 9
No. of total live pups on day 4
(Mean+S.D.)
Male 63( 5.7+42.6) 62( 5.2+2.3) 65¢ 5.9+2. 1) 22( 2.4+2.8) (9)
Female 79(¢ 7.2+3.1) 83( 6.943.1) 77¢ 7.0+3.2) 21 2.3+3.1) (9)
No. of total dead pups born 1C0.140.3)N 300.3+0.9 0 46( 4.245.3)
(Mean+S.0.)
Gestation index (%) a) 100 100 100 81.8
Implantation index (%,MeantS.D.) b) 88.2+11.8 86.7+12.0 87.4415.1 83.4+16.8
Delivery index (X.Mean+S.D.) c) 80.9+ 7.7N 89.6+14.6 88.5+12.1 69.9422 .2
Live birth index (%,Mean+S.D.) d) 89.4+ 1.9N 98.7+ 4.6 100 + 0.0 - 65.5442.5 x
Viability index on day 4 (%.Mean+S.D.) e)
Male 89.3+19.2N 87.2+26.7 86.9+15.6 50.3+48.6 (9)
Female 89.9+22.2 87.7428.6 84.4423.9 42.2443.6 % (9)
a) (Number of females with live pups / number of pregnant females) x 100
b) (Number of implants / number of corpora lutea) x 100
c) (Number of pups born / number of implants) x 100
d) (Number of live pups born / number of pups born) x 100
e) (Number of live pups on day 4 after birth / number of live pups born) x 100
f) : Includes live pups died before observations
Values in parentheses are expressed number of litters observed

Significantly different from controi

N

Non perametric analysis

group; X: P<0.0S



Table 11 External observations on live pups(F1) from rats Exp. No. 2282(115-025)

Dose level 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg
No. of dams 11 12 1 9
No. of live pups examined 159 168 167 80
No. of live pups with 0 2(1.0+3.8) 0 10 1.042.7Y (D

external -anomalies (%X,MeantS.D.)

Type and incidence of external
anomalies (%) a)

Trauma 0 1C 0.6) 0 0
Hypodermic hemorrhage 0 1C 0.6) 0 1C 1.3
a8) : (Number of live pups with external anomalies / number of live pups) x 100

Values in parentheses are expressed number of dams examined



Table 12 Body weight change of pups(Fl1) from rats Exp. No. 2282(115-025)

Unit : g
Dose level 0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg
No. of litters 11 12 B 7
Male
Days after birth 0 6.6 + 0.6 6.4 + 0.6 6.4 + 0.7 6.2 £+ 1.1
4 9.4 + 1.5 8.8 + 1.9 8.8 + 2.2 8.0 + 2.5 (5
Female
Days after birth 0 6.2 + 0.6 6.2 + 0.6 5.9 + 0.7 5.8+ 1.1
4 9.0 + 1.5 8.0 + 1.3 (1) 8.5 + 2.0 8.0 £ 1.9 (5

Values are expressed as Mean+S.D.
Values in parentheses are expressed number of litters measured



Table 13-1 Summary of gross findings of pups(F1)

Sex: Male

from

rats (sacrificed}

Exp.

No.

2282(115-025)

Dose level (mg/kg) 0 8 40 200
No. of pups necropsied 63 62 65 21
Organ_______ Findings___ . _______________

HEMATOPOIET!C SYSTEM

thymus thymic remnant in the neck 0 2 0 0
DIGESTIVE SYSTEM )

liver white patch/zone [y} 0 1 1]

URINARY SYSTEM

kidney dilated pelvis 0 | 0 0




Table 13-2 Summary of gross findings of pups(F1)

Sex: Female

from rats(sacrificed)

Exp.

No.

2282(115-025)

Dose level (mg/kg) 0 8 40 200
No. of pups necropsied 79 83 77 21
Organ_______ Findings . e

HEMATOPOIETIC SYSTEM

thymus thymic remnant in the neck ] 2 0 0
URINARY SYSTEM

kidney dilated pelvis 1 0 0 0
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