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. B #9

BEFELEDEOFEEENEEZTEMI 22D, 4~ (1 -XFxFN) —T=J v
O 0 (BEXTREE) , 6, 20 BLW 60 mg/kg/day® 7 v PORERI148 2 b REH,
FIRPMARBIVHMESEEICEARDREL, RERESEMICMI TARE - BLEICR
WETEREYMRE L.

1) RiE®REHHE

fED 60 mg/kgBE THRIE2BICIFARET L. —RREBOHE T, REALB X

ORELMEREL S 20 BELW 60 ng/kgBf THE SN, REOEANE L LT 60

mg/kgBEDFIRMBOMICEHEINL.

EETIIX, 20 BL U 60 ng/kgBE DL 60 mg/kgBf O I IR HA R O M T8 B2 M
#ﬂ%ﬂrﬁww)x‘o:n BAEE TIE 60 meg/kgB OB THREH MO ICEERRD bh
7. -

HOMKEERETIE, 20 B 60 ng/kgBfF TA MESR UV LERERNEELT
L, EHIiT 60 mg/kgBETA~<hI7 VYV v ME, ~FEJS0bEUrE, FHRFHEBLIWY
MCHC3{EfE %, MCV, MCH, M/MEEB I OCHEFRMELEBAEMEEZ R L. hikEE
BEARECHEBRHYEREOEEIR DN o, OEAELERETIZ 60
ng/kgBETTNVT IV, AM/GBLXUBEIAY U BEELZRLE.
FHEZERETI, FH, BRBBIUVFBRRERDEOCEERTRINIELNRE
Hohi., BEEEIX, BIBEENXHEOD 60 mg/kegf, Mo 20 LT 60 ng/kg
HTHEZRL, FREEXFXHED® 20 BIO 60 ng/keBE b5 TICED 60 mg/kg
HOBEEZTRLE. SRFIARCHEBRBROERILBLIVEXREMED 20 B LV
60 mg/kgBETHED LN, FHEMBERE CRBHOELTHE GRARREMR) )
MBS >, EFRLEBICHEANED (FRmkRER) XMHED 20 BI O
60 mg/kgBE T, IFHOMIEMBEHED 60 ng/kegBf, MDD 20 B XU 60 ng/kghf
T, FRROI7 v R—HROGREBFS L CFHEBREXSEED 60 ng/keB¥ T A
PUREROHEMOIVRBEOHBIRD L.

2) ETERAEE _

HEH, RREBLIUVCZRELEBRDEREOEZEIRD Db o k.

PHREEER X CIHIEMNEIC %7&%%%&‘5—@%%@;:@&) Bl rof. 60

ng/ kg CHMBEDOHARDODAEROBOKENRKELZRL, £% 480 EERRER
7J<L?’¢_;kf)”5, HHEMERSIZLHAHAENBROFEROREME B LA E
BRI T 2RENTRENT. TOM, HESR, HEFIIHRDELEOEER

'mm&)bﬂ’lﬁL FHERDOHAR, FTCRBLUBET4HOHBRICLERYERSOE

BREIFObNoT.
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UEORELDL, KRBEBETTIR4— (1 —AFrxFNL) -T2V roRERSE
WED A Ao VAERBLIUCELLAERZIN, TNULHICEERTDIEEZEADND
— R RE, MERFREME, LERELCFRERE, FH, FEISIVCERBOE (L EHOD
20 mg/kgPh LEOBREFHTRDOON, EXBEIMEL S 6 ng/kg/day b BT I nic.
HEREOAETEICRIZTERIT 60 ng/kg/dayR 5ETHLRDIONT, BEEEIX 60
mg/kg/dayE HIFEnic. RBHORLE - REICKITTEEIX 60 ng/kg/dayi® 5T
HEMBLBOLN, £%K 4 Eéﬁa—ﬁ‘{f’iﬁ%j‘bf\_\.kﬁ’fbﬁ%% SE X 20
mg/kg/day & HIWF S hic.
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s
il

4— (1 —AFnxFN) —FT =Y [Aniline, 4-(1-methylethyl-)] X, BE R
BELTHAVWLATWDIELEMTHD. FEEHOFEHIZS>VTIE, BRKEILLD
S v FOLDso2S 750 mg/kg (Reference data 1) ¢ HEINTWVWEA, vt h2ER
BYOAFIIRETENE, REAEREBRIC SV TRELAZHLA TR,
SE, OECDIL X DB FEVEOREEABRIIBLIZERAEFEDO—KRE LT,
4— (1=AFALIZFN) —T=) OREREERBLUER - BEBHRIZOVT
BELEDOTEORBREYRETS.
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4— (1= AFNEFN) —T=V200Ty hEAVS
RERESEME AWML ESHEHIRAR

RELFDEOBHENEEZFMEI 2R L LTITH0ECDH A
FoA4y IREBREEN - ABREBHHERBR) (1990F 3 A
22R) I, Ty FPZRAVWT—REEFOEEIIMAALTE - %
ERCRETEEERETLE.

23, RROXRIIREFE233S, HAEFBS, 3EFRF1S
(lBf634E11A18R) @ FHRILFHHE L LIRBRREVEELE
VELHRIAERORAECHBEEZ2EDIMARBEA4LRLHRAET D
RERMRICOVWT) 0EEZHLET b OL L.
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ABRUBBICHIE

WRYmE
4— (1 —AFNxF)N) —7=U > (Aniline, 4-(1-methylethyl-), BJ&ZP 1 P A,
CAS No.99-88-7, Lot No. WS 2Twt%, SFE

135.20, #mR226~227°C (745 wollg)) X, BE~FEBAOEKETHLY, FEBREITER
TELTERBEE LL., 4— (1 —AFNxFN) -T2V 2FERLEBERIT,
Reference data 1 {Z/mL 7.

WBRWMEIX, PvETaLl (Lot No.VIP1609, 7454 F A7 HRLSHMRE) KA
L, 1.2, 4 BEXY 12 ng/nLORBECRD L>L5HORER TR L -, FHHEIT,
FEHARECTAEEGET CERRE L. REBPOEBHLEIIT 1 BX TV 60 ng/nLd
EE, AR EXTHREERF CSAEETEETHAZERATHRABICBVTER
ERNTHWBED, AR TBBIC LB EOBEETTY, FHRE7 BUARERLE.
BREBORBRERIBOLDLDEHBHIISOWVWT, HARUMELEBIIARLEZEEHEORERE»D
BERIT UV IV ZHBELESBEPORBRMEREOSTMEZERLL. TOER, &
EHRBRERED.5~102. 0% D#HBE THE I TV~ (Reference data 3) . L7
WoT, BEBICIZIEEFEEDL4— (1 —AFNLZFNL) —T=UUBEEFEAT
WL RHRBLE. |
WERTHRICHETICEHNLZEBRYEIZ>DWT, RETTELSWLEER, MEIX
9.2T% TCH VBV ERIRESEHMEFTEETH oL I L BHEB ENT (Reference
data 4) .

10.2 EREHBIVCHEESE

RRIZIE, BERFYy— 2R - VA H%AESH (MRMNBEEARAT) 2bEALLER
8 B#R > Sprague-Dawley (Crj:CD(SD), SPF) ZMEES v F2HEB L. AL
BEyid 7 HHEIRE - BMESRAFT Lok, —BRRBICREVB DO N2 o b D% 108
GBTEHST  LTRRICAVWL., BEoURTHOKEIR, #T 384~420 g, T 213~
240 g &EHETH - 7.

B, IBEE2422°C, BESST10%, HBR[EEI5E /M, BE 150~300 lux, B
PR 1205 (FRI 7B EUT, FHRTRET) TREENTENAVITVRTLAOREE
(W 5.7XD 10.0XH 2.5 m, 142.5 n®) TEELEL. BHOBLIBEZED, HEFY
MAEOEMBELLIUVEEOSHEN, TN FN23.3~24.9CBLUP45~61%TH o 7%
HRAEHE HEEREHI—v2 (ERHEFPFTH) OBDHAKEXAETHR (W 691.0X

D 79.0XH 195.0 cm) AL, 7TALINE - FRAF L ABERETr — o

(W 15.8XD 23.8XH 16.0 cm, FATF — + A2 6017 cn?®) &MWL 1 L9
RAELEELEL. BL, RESBEFE, #2270 IMHE - KAT7 L VABERAFE
=3 (W 36.8XD 25.0XH 16.0 cm, AE 7 — « A~X— 2 14720 cn®) W1 ETD
RELAE L. BRBBUBROBHYIIHEELRETCT LV INGIE - KAT v VA
WMEMBEY —Y (W 36.8XD 25.0XH 16.0 cm) IZWHE M L —B XU BRMEY H$
(Care FRESH+M) Z ANLTEE L.

BB - VREELE, RERDE1EZRLE.
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AR, TV I VEBRBTESRAESE (ARAPLE) HEONMF BREHE (K
HRREGAE) 2EAL, AEYEPEBRKERI Y. Sk, KEBEAKE BEBK
JANEY BERIZERS .
HBRLEARBIUKRKEREBRERIEEZRETLEZEIAONIEDORMEYDOIREIL
B b d ok (Reference data §, 6) .

7B, BHHOILHRLE D, AFHEYT, T OEEECEEBLTRELLLED
NE2BRBEBEROEII R 7.

10.3 EEo - EKERE
BHRHOPLOBEICL > TREIEL, BEAMEECIVERBRBEZMAMT DX
SIHEDITL, 1YV E1R2EZHAELL.
BEATHROBMOBINABEENICAREZTELE by — S ROMERE S
(Animal ID-No.) Z -2} 7.
KRFBYMIIRBIRAICIVREFE IR .

10.4 ®EE, HHEMR, REHPRBIVKREFIE
AHBROBEBERERCEBLEATFHERR 14— (1 —AFAFN) —T=V DIy
FERAVWLIREREENE - A MELESUHHERR -2 AR ETHERAR (RRES
3653) | DFERZBEBEIWCLTCRELE. T4bbH, 0, 10, 30, 100 BLT 300
mg/ kg B I OCMICI4EEERRORE L-FER, 300 ng/keBF CHEHED L 1 AN
BT L., —HRREOCE{E LT, BELXMEL HIZ 30 ng/kegBETAEKFIIZ, 100
BEY 300 mg/kgBHCTEAICBES N, REBICEANMHED 100 BL U 300
ng/keBETIREEPIBEENT. TOM, #E, FAR, FBET, FHFEFB IV
SMEZMN 300 ng/keBETEEINT. £, 300 ng/keBFOMBEICAERMNME B I T
BEEOCRTIEARDONTE. 7
HOmMKBEERETIX, 30 ng/kgPl LOBREFHETCA M7 Uy MNME, ~EFE70 U8B
FUFRMEBREBIEME L, 100 3 LT 300 mg/kghf TMCYE X UMCHAS B B %, MCHC
PIEMZET L., & 5IC 300 ng/keB THPRILBBBEE, Vo SREENEREE
RLT. MEELERETIX 100 BLU 300 ng/kgBETT AT 2 U BILXTA/CHEE
ZFRL, 300 ng/kgBHE THREAB L UPTARELZ R L. ,
R TIE, 30 mg/kgh LOREF THECRTLALBRBORALBE L TEXIEAER
EN7iE, MHED 300 ng/keBE THBORALBLIUVREXMIZELAK, BEORE
el ficBg']INT.

HMRBOBEEETH, HEO 100 ng/kgbl £, M 30 ng/kgll LR EH CHREO
ERBILUOCBFEENSEELIIEEEMZ-RA L, 100 B LTV 300 ng/kghf THIED
MBI UCHAEEREMZ T LE. 512, o 100 XU 300 ng/kgBE CHE
DHEMEECEHE, MED 300 ng/keE THMBRORIBIVCHEAEENEEE - IZE
EEmM%Z, BROMEIEESNEHEL LK.

UEDORRE L, ARBROEEHAEZ?HLPABEHIIERIBRLDIENFEIND
60 mg/kgiZBRE L, LTALKMITERL, 20 8L 6 ng/kgZ RE L.
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BERBIL, OECDHA KAy IREBREEM - AELEBFTEHARR] V CHEFE
NTVWHIHRERKICELL CRAIRBRLUREE L. BREFEX, E 100 g9 0.5
mle L, REMBIOREHR T o c, BANCBELEEFEEICESNT
BHzTok. £, BRAMBIXUCHEYHHEFOMIIT, FIEO, 7, 14, 218XV
MEORAIHE LLBEEMNEERLESVWTEE 2T k. BY VYT E2HAWVWTER 1 H
(7B/#) 8:456~16: I0ICRHIROTE L. ABEEZBEB N T oMLY
BicRE L.

HoORSHEIE, RENUERERENHUEIBNRBIURBEHMHKRTH208 MOES
48EEL L. MoREHMEIX, RETUUEEEXESEEST (BE4HMB) 25U
RERITHOEIEHAEZBE LA KBEZOWET SR E T (41~45HF) & Lik.

10.5 BERBIUVORE
10.5.1 —fxIKEE

MEEE b, 2SOV THRAIMPEIAEREL, BEERBIUCRETOEFELREELL.

10.5.2 4% b=:¢

T, %51 (®E5FHK%E) , 8, 15, 22, 29, 36, 438 K V49E8 (HKRA) KA
FL, B512543BECOREEMELZEH LE.

METHL, 51 (B5BEKBE), SKHIVISBICHEL, #5120 TORE
wmMEPEHRLL. £, RERIBOMIX, FERO0, 7, 4BXV2BK, SkL
FHIHEETFOBIVCAKBEL, TR ENEFROLD2IBBLIVEETONLB4L4HAET
DEEEME>EH L.

10.5.3 & £ &

o, 51 (B5EBE), 8, 15, 22, 29, 36, 438 X (M48H (THBETR) I
EEEEZREL, AEE2OROAUEFEETCORMEELRODEN 1 REEEZEHRT
BBt BE1ILHISERBIVRELLGBETTCOREEHELEH L.
MR, #51 (B5E%8), SBIUISBIZAEL, BEE »LROBMERE T
DEEEZROEH 1 EBEEZEHR T LR E1IAHISAETCORHEEEE
PEBRLE. £, REBRIOMIIERO, 7, 148 LV218IC, Dk L-MIIEE
OBLUV4BREEEZREL, MEEPOROMEBECOEHEE L RDEH 1A
BEEPEH TR LBIIEROLLAIBECOREHREELPER LE.

7B, XEMHFOREDHHIBEEZBE Loz,

10.5.4 & i

REM4BEOMAMBERTo P RENOHOFr —VIZ AN 131 THRE4H
MEnRFESYr. ¥, BREPOBTFRBL Lo CXEBRMYEL, ZOHEEEO
B& L7,

HEAPEEIZREIBETITY, BEHMLLROEEHE COMOBERERAYA
BLLTEHRAHMZERLE.

TEEEND, BRUESOVWTKEE [ (XERIBHHE/ FESMHK) X100] 2 EH
L.
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10.5.5 BROBHRBIUHFLEROHEE
TIREIM IS 2 BRDB SR, DBOERITFE 9 ~10812/TV, ZOBEHIC
SEAFTET LTV I LR2RERBLEBABLUOLMERKB LEZBERIC DV TRESHBRE
TETHDL, TOREZMBTOAL L., FRIIGEZBETHEMBET Lc@EFIDOW
TiZ, TPEZMBFOR: L. SMABEIBLEEFAKDWTEIREE (MEO0HOE
AHELOIEIROBRDOEABZRMUEULBER) , THRE [ (ZREIWE/ XRAIBHE)
X100) 1, HER [ (ERHEME IFRMES) X100], FHEE [ (BEREH /TR
BiEH) x100) ], oihR [ (RHEREZ /FREHK) X100} , H4ex [ (HEAL
Bl MHERY) x100) ] 2EH L.
BEHHIIFEET 4B CHFRERILE.
FAERIBEORICHERE (EFRIETIR) 28, Az ETB L L HITH
RBEFEOFELRARL. £, WEORBIUV4 A MENOREIREEZREL, 1
BEOMBN 1LY Y 0OEHFEELEH LE.
WE4 B CHARLSAZEIHL, BE - ABORBRMWEERLTo. WEHE T OE
TRL,IFHRICHRE - ABONBHEERLYTok. £k, HIEARO4BRAER [ (MF
4 BAREHEARE) X100] ZEH LK.

10.5.6 ERIRHRE
BEBROBEESFICHOVWTHRIFIZERE L. B2 0IcKERREER %, =—FAT
FREREBEAE L, MR REIAR2 S %M Lk,

10.5.6.1 MmMEFERE :

REICIEAEER (EDTA-2K) 2HEMNMLAEZAMIZ>WVWT, RANKEFHREEE THMS
H1E (v ANVAH, XE) 2RAVWTEMRE (WBC: FIREFIRE) , KiMmEk$k (RBC:
REREFAREE) , ~~ M2 YU v ME (HCT:RBC, MCVL D EH) , ~Erut & (HGB
VT UA AT B RK) , EHFLERER (MCY : BERFIRE) , THRMEKAM
5% & (MCH:HGB, RBCX YV EH) , EHAFRMKRMAFEE (MCHC : HGB, HCTL D EH) ,
/iR $ (PLT : FEREFIARYE) BLUBRMRESE (Fu—Y A T I XA MNY—¥K) %
BELE. BEORELFRIMBOBBTRELEL, JRANKBHRERZERL, X
AT VarvIVF - FAFRBELTRE L. X bP~ES0 b ERIZHO>VTRERR
BFEREICLIIDEREEZHAVWCEH L., WRLEK (RC) EROBEFOLDICHER
# (EDTA-2K) MMM E=a —AF LT A —CHRAH%, MKHBHFEXRLERLEL.
BHREETELRBARIRDLALLYD, 2R2HOELACBELTo .

10.5.6.2 MiKEBERERE
BEWCR I VEY -FHEMNMOLEZ 3000 rop.m., 130BBELHOBELTCELMIEIZS
WT, MEEEREESB KC-40 (T AAVH, ME) 2HAVWTFe Fo v VB
(PT: Quick 1 BBIE) , BHALBY P v AR S2AF R (WPTT: 7oy M) B
YW 7 47V 7—% 28 (Fibrinogen: huo ¥ U ERE) 2BE LK.

_16_
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10.5.6.3 MEELFERE

BRECEIELFICOAZEZHER L, EEBIZ0LMBHFEL 3000 rop.m. 7 oRELOBL
TREOLFZRVWE. BEA (Ya—Vby ME) , 772 (B.C.G.¥E) , A/G (3
BE), b (Fra—RFXvF—Fik) , PHEN (BRLaE) , BaLxT
=N (2 VARFae—NFXTF—¥ik) , REEEZ (Vv 7 —E€T7vrT=0 b¥ET
FIR) , ZVvT7F=v (Jafféik) , BRE UL EY (PTYVHE) , IAVFI VB
OEEEE NS AT I F—¥ (IFCCEE) , I VMFIVEBEYAEVEINS VAT I F—F
(IFCC¥s) , A HVARRT 72—+ (Bessey- Lowry® REE) , v — AV ZINES
yz&f%ﬁ—%(mmmm&),ﬁwvwb(7»t%fm&5%;0%%9y
(BEYV 77 VvBEFE) RLEBALEBHONERE BIL7170 (BRR &4 B SRR,
REBSTFRBE) 2AY, 7 bV UA (BBE) , YV UL (BERE) BIXUHESR
(B|BMEL) X EKTACHEM 700N (= & v 7 4k, *E) #AVTHE L.

10.5.7 FBERE

10.5.7.1 BRBLIUVHBEEE
ONE A L
HRTRBE - ABRONBHBEERITY, KB, LIk, VoS, mEE, WE, X
BRE, B MEBLIOKXRERE) , ME, %, BBIVCREX, O FREBL
CERE/AME, &, B, B, +2188B, B, KB, R, ER, Bk SR, BB,
BERE, DREL, FE, B, B, ~—F—R, M, FTEEBIOFEE10% T %36k
=Y o @ECEELE.

@ ®H B Y

BERBRE LB F 2D, HIKREEBERY S EI—FTVRBRT CHLD LESE
S, BE - HBORRMEBERZITo%, B, BIR, ik, B, EE, B,
HEBIURRLGAEEZAELBEEE  FEL (EXESE) 2ELELE. 21X,

2EPVOEEREBRBERIMATLOR, BE, iR, T=HE, 78 (BFBLIUXRE
B) BLIXUOUABRFRELIELLABRDONLEEE - B LTHEERI10% FHEES
N Y R TEE L. 2B, BRBIUBEEEAR 7 VERETEELL.

® i B @
BEARIRI—FARB T OHROEEFE S, B - BBORARNER 1T - 2%,
B, MafR, AFEE, B, BiE, 8IBBLIVNREEZRE LREEE - (fE (FBxf
ER) »Ed L. £, 2EBW0EERESRBTICMATLORE, TEEK, B4 (BFE
BLUOKRE) BIUARFRE LTELLLBOLNLERE - @& LTE, 20
HRBILUVOEERZI0%PHEBERI L) VIERTEHE L. Tk, ARBIIESEB IV
ERBRHEHA.

_17_
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10.5.7.2 mEMEERE

TREEST2BHHOB/BMIC OV THRRELE BEBBEFENR (RXBEHH) ©F
IS TNRT 74 VERERL, ~v &V )y TAOL R L. k3B
BB LU 60 ng/keROMES 2 AOFRB I UVBBICOVTAECT YV RAEDED
WRFEL L F—ICBWVWTHERLEE (VYT —3@) 2177, BRIIETEE
F—TEBLE. 2B, BHAREROETH, BERIVFRBRICERDEOELEL LT
BELRBD bhiicd, BEL bEBIVHBEROEN, BB L OHBI-
WTHLRBREZEBEL .

® ETBHW
T B (D 60 mg/keBED 1) OREE, IR, U iE, WIKR, WE, KEE,
BE (WEBLIOKREE) , WK, &%, HBIOREE, L, FREBIUVERK
AN, B, B, B, TR, B, KB, R, OEE, B Bk, BT, B,
PRE, FE, B, B, ~A—F—B, B, FTEABIUOBTBICOVWTERLE.

@ % 5 @

HBECEABETIRM, B (MEFBIUKEE) , MR, OR, FiR B§E &
B, BIE, BEBIURBERLEFICOVWTEBL, BEBLXUCTHEHTIIEH, BER
I UFRICSWTEBLL.

® M B W
RS REECIEMN, BH (WEBIUCKERE) , MR, O, FE, OSK, ®
Wi, BIEBIUIBICOVWTERBL, MATHEAERO 16 (BE52308) OKE
BIXORBEO 16 (BHEE212) OEDOREHICOVWTEM L. £, €8 X OE
BEETIIEE, BESLUFBICOVWTEHRLE

10.5.8 #HEEHARAR

A8, BEE, BN, BHREEK, HEIRL, ®EREK, Mk, THHEAH, FEH
B, BHRE, offF, HER, ARBERERE, FAROC4BEER, BTEE, ¥
EEE - HKENR BHES) , NE¥BLIUCOBRELEREEIZOV TS ELER
B %4Tok. £7 BartlettDELBRELERL, E0HOBAR—TEBLIHS
WEITolk. FEBEEREET DunnettD S EBHEBRES © THRB LSR5
DEEBEEZRE L. BartlettOE S HBRETCARELSBOE AT Kruskal-WallisDJE
fIBELTEHRL, FEORAIZ/ X5 A RY) v 7@ DunnettDZBEHBBE YT
HBRLEEEHBAOFEZEEZRE L. HESE, REEBLIVUZEERIZOWVTIE
RED VEAVE. REFREOFHROBELROREIL, FisherOBEHERERE
B ERRAVWTREL, JVv—FROHDIEFTRIE, —% T1), +1% 2], +2%
3] BEU+3% 4] LEOVETRKE, BUMRETH S Mann-¥hitneyDURKR
EYEZRVWTRELL. 28, WEHBFOFERIIBIIRER 1 B4% Y 0EY
1EARE LE. AEKEEIT *: P<. 05 X Wk : PCCO.01D 2 Bk L L.

_18._.
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1. &R B # 2.

1.1 HE®RESEH
11.1.1 B LTF—RKEE (Table 1-1~1-4, Appendix 1-1~1-4)
M 60 mg/kgBED 1 4] (Bh4pFE S2303) MWEIR258 (BFE5438) OLoHmARFET L
7.
EL—FIREOELE LTHEHEE S 20 ng/kgll LORSH TREN S L CHEIBE
Ehic. BEMEBHED 20 ng/kgBETCRFEIND 4B T TERACBES N B,
ZOBRETVEHAOBRTHoT. HED 60 ng/kgBE THBEIBILEHRABEE S,
BEHMKRTECIZEMRELTRDODON. MO 20 ng/keBE T, KXBEAET - ZEHIR
RO EE, ERABPRERFANBEEINTEBERENRRECL--. HEHH
Eijliﬁﬁﬁhl‘é?‘ﬁﬁ:W'L\&:%ﬁ{ﬂ%ﬁ@%ﬁﬂﬁ%ﬁ&b b, RED B0 mg/kgBE TiX, T EEMH
BL 20 mg/kgBF I RBEEFAKOEMARBD b, KERT - REEH B I3 L5
k,ﬂﬁa%%<ﬁ%k;o%ﬁ%ﬁ¢mmﬁémkﬂﬁbrﬁﬁént.mﬁmm,
MENTHOETHEL LTHREHEIS 2D 4EBREICBESh, ZRICRBEELLR,
60 mg/kgBHE DM TIIBEEITHHELTEDLNIFA LD -, WERIIMHED 20
mg/ ke CIREFHEAZBLABAIC IS BRHOICBEE SN, B#O 60 ng/kgB ¥ THE
E2BETRIEALAIC, RS IBEUBRRIEHEMLECBEESNL. O 60 ng/kg¥E T
IR ERT - REHBFRROEAI, TRMBFIEHACEEZESIRL. RERXRSE
ENLEBRIBOONGBEY, BRUPRBERIOFICEABERTHIENTH . 1,
ENMBIVONBEORECOEBRIED 20 BXLU 60 mg/kgBE THBEI L. ZOERIZ
20 mg/kgBHE TCHARLEPIC I BOLORBRTH o, 60 mg/kg¥ TIIRERT - XE
HMEBEATRBIUEBEHH PRI TR FNIAOCOHRORIEBTH o7, HRIB P E$HRM
CEEIN.
T, ETRHEROHFEN, RoWH, MHME, WK, AREOCEE (BAE) B L UHE
BEAS, MECHBRE, MEBLUCEREBOREE (%) NERYERSHIT1 2 VWLD
BAlcBREINE. BT EY (BWEE2303) Zid, 2HERECELCER TS &%
ZAoNHEELT, BREA~L2BRAIEBBIVEBRTENESILE.

11.1.2 & ZE (Figure 1~2, Table 2-1~2-2, Appendix 2-1~2-2)
ML BICR BB ZBLTCHBELERYERSHLOBMIERIENEFAERZR
BOONENoTd, BT 20 BLV 60 ng/kglETIRE 1 L4338 DFERMED
EEEmZRL, T 60 ng/kgBE CHIEOLD2IB OB EEMESEEEMEZTRL
7.

11.1.3 & ff & (Figure 3~4, Table 3-1~3-2, Appendix 3-1~3-2)
HECIIABBICH A~ 60 ng/kgHETRE1HDHB8RARDEH 1 ABMENREFMNICH
EREELFL, RE1POBHOREREELVARREME2ZT L. #TRREH
MezBLTCHRELERDERSHOMICERR DO Lo,

_19_




Exp. No. 3654

11.1.4 HomiEFHRE (Table 4-1~4-2, Appendix 4-1~4-2)
KEBREL AR 20 BXV 60 mg/kgBf\ TA PAES B P VL RBARHFENCEELEE
PR L. &L 60 mg/kgBE T~ b7 Uy MME, ~E/nVE, FOKEB LU
MCHCH B B &M%, MCV, MCH, M/MREB L@ ARMLRLELRFELREMBEEZ T LE.
MEGEERETCHA2TOREEBRIIISWT, MBHLARYERSR L OBICER
BT

11.1.5 Eﬁ@ﬂﬂ?&ﬁ,{b'\#frﬁﬁ (Table 5, Appendix 5)
XTEEBE L R 60 mg/kgBETCT AT IV, AGCGRBIUR Y YA RNEE £/
REEEZRLEY. TOMOREFEE CRABBLEBRDERSHE S OBIKEERD D
NnNgroi.

O

11.1.6 2 EEE (Table 6-1~6-2, Appendix 6-1~6-2)
HETX, 20 BELU 60 mg/kgB CHREEICERFEBS L OBBOMANEEDHHFM
WEBEZBEZTRL, &bIiZ, 60 ng/kgBHE CRBBOBEMNBLIUHEMEERNFELSE
B%Z, BIBORIERNETEREBEEZ T LE.
METIX, 20 BLU 60 mg/kgBF CHBBIZLERBBOBENBIOHENEENFERE
EBERL, EHIT 60 ng/kgBf CHIFIBOMBIEENFELEGEMHEEZRLE.

11.1.7 EME R (Table 7-1~7-3, Appendix 7-1~7-2)
FETEIMIIMED 60 nmg/kegBED 1 il (BFEB2303) Thoto. HRFARA L LTHIE
DEBLEBIUVHOREBILABERINE.
Tk, BBORBEILBIUVERSE 20 BLW 60 ng/kegBETBE SN, WFPHOFRE
B 60 mg/keBHETHBEICLH SR ARNEHENICTARIZEN L. Tof, BROBE
B, BERBIUKERE LB/ B, REOHMEBLIVESES Y BHEIBS LV 20 ng/keT
EREICEEINTE. —
T, BEROBELBXUIERS 20 BV 60 ng/keB THEIL, WFLOFE (L
HEHEE DICHBRICHABAEREIFEICEMNLE. To#M#, WROER, TOEE,
FDOHEEE~L =7, MROERBIVCSORBHNNBEZ? S A ICEREICE
Bah, £, BEPE2TORBRYERSHCE 1AKBAE S L.

11.1.8 FHEMEKFRE (Table 8-1~8-3-2, Appendix 8-1~8-2)

FETBM T, BHE, Vo8, B, B, MB, +21EB, Rk, EER, BiE,

AR, BIBBLOBong, MECERE, BEHOBOTE (Fh¥kFEmn), BEO
IoMBIUAELRE, WIROEE, WOo>ohBIURE, AEoTH (HB8) ,

UCbA, HEERE, SALERBIVRFELEEE, BORE, #HALEBIVREL
BREE, BAHWBOFE—F VERERY, +ZH8B0EE, FEROEWH LB LU
JyRN—MBOBEILE, FERNEL, BEOMBRER, BIBOZEREHBIUOREHE
EPBEINT. |

T, BROSEMTE GRMEREM) (photo 1, 2) , MED 5 >l (photo 3,

_20._




11.2

Exp. No. 3654

4, 5) , AFEL®E (photo 3, 4, 5) BIXUHNENM (FMEKR&EM) (photo 3, 4,
) 4% 20 B XU 60 meg/kegBHETHEE S, O LREEORHFLEIL 20 BLUV 60
mg/kgBET, BEDO S o, HAEOLBIOEHOEMTTE (FRMEKREM) 13T 60
mg/keBE THRBEIC tt/\%h%i’b%i-—fa#’ﬁiu FHREEWCEMLE, 72, FRO
sy X—fBROEFWE (photo 7) , WS ER (GFMEKREM) (photo 8) B
FF#R SRR X (photo 9, 10) 23 60 mg/kgBE TR LI, THNFTNRAERNXEFEEICHEM
L. '
DEOMIEE, FEBOBWL, IAFEE, BRORMBEFEELD X OFEME/NE
BEBICHRINEY, BEORARIFEREXRD Do, ZOMOFR
O EFADHEVIIEREEOELTH o,

METiE, FHoEnTE (FOKRRER), BEBEOI ~MBXVOEFILEN 20 BLY
60 mg/kgBE CHEIN, WTNOFTRVAHEE I BREICHRBERRFEICEM
L. MEBoAEn GROLERFRED) IR, 6, 20 BXUV 60 ng/kgBHTETRE
N4 (2HERE), 5 (£0KE), 9 (BREs5, 7&E4) , 10 (BE3, #%E
7) BB b, WBRBEICHK S 20 BIW 60 mg/kgBF THRARLEEFEDHERIC
RERED BN, £k, FRBROI v X—HROBRLES L CFMHEREKXS 60
ng/keBFETROLN, TOILARLEFOREEENABRIIHEMLL. FRo g, Em
(FMERZREM)ITXTRBEE, 6, 20 BXWY 60 meg/kgBETENFNh 2 (2FIBE) , 2
(&p®RE), 3 (BE1, PEE2) BXUV9 (EE3, #%E6) flcBdbh,
STRREIZH N 60 ng/kgB TRERLEBEOCHERBIIAERENRD N, FEO/IA
HEBERERICBERINTLYE, BRORARIIEZEIR DO Lok, TOMOFTRIX
LEBAHDVIIEREOELLTH 7. BB, WIRFAR T 60 ng/keBF 0 1 HIZRD L
NT-BOREER, EREVCRIRELERALGEETH- .

MHEE BDICEBS LI UFBOARLEEORRAICBN TV Y T A —REEEHEL

TR, BHEE T LY (photo 6) TNHLDAFER~AETCT IV ThHhDEEZLN

7.

EFEREEEN

11.2.1 BB I U= (Table 9, Appendix 9-1~9-2)

ZRRBIUZBRATRCOBETEFARIL, KEEBLUVFERFLDHDIEWVWTROED
100%CTdH o 7.
HEABEETE, WThoBELZE4~5A0HAHE T LEAMAHICHMAZEIR
D ool

11.2.2 Si#B XU E (Table 10, Appendix 10, 12)

60 mg/kgBf TRIBHICHAEFLEROCER 4 BEFEIRAFVCFEREELZRL,
MHFEROER 4 BEFR ‘bﬁﬁ‘{fﬁﬁ /Tbt. Z O, 60 mg/kght TER® LIV
TEY (B9ES2303) UAOBHICERLBEREBICREATRIBARINT, EHOEEKEYE
M, EiFH, FFRE, HEE %é&ki@?ﬁ% RERISERERMELZF L, HEXE,

BRE, SREBIVCHERICERERRDLON RN -7,
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11.2.3 #HEROWE, FEBLUHRHFR (Table 11~12-2, Appendix 11, 13-1~
13-2)

FAEROAREERIVTHLOBRELBO O 2ok, WEHAMDPOKE T, 60
mg/kgFE THBHICHMELHOICHFEOBOFELRRHFNICAELBELRLE.
FTROFBKRTE, MBEBEENXEE, 6 BXU 60 ng/kgBETEFRFNI, 18
Uzt RShch, EEBETEREREED 20 ng/kgHET1IHICHEEIRL.
THEA4HOHRT, MTIANEETHRHEIMZEEN 16, 60 ng/keBETHBOBEMN
BRBIUVBRELEBIE1IFAIEEENE. HTIX 60 ng/kgBE TRIBOBZILEN 1 Hlic
BEIN-.
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12. ZRBILUHER -

12.1 REREHEH
HED 60 mg/keBET 14 (B EF2303) BOBBFRICET L. REHOFRERARS
MEORR, RN EH, V%8, B, 8, B, +Z#5, FK BikR, BE,
HRER, BIEBIUMICEEIRT. SHRINLOMBIZ IIZBEEREEL REL T2
LERXADONDHREL LTLBOER, MOBEBLIGI »Mm, +_HEBOBEELNE
EZazhl., Sy FTRBREOFENRL, ZHREPEESOEBHERRIZLDZETEH
BICBWT, 2F#FRBONLECLAREBRTIBEELENEREEHE (DIC) BB
THZERMONTEYY, REALSHBEFTTHELTLTCWVWE I &b, DICHERE =
Ao, BERHWEOCEFENLREEBILIZbOTREVEHK IR,
—BREBOHALETHE, BEMBIVCRESEHEL D 20 mg/kgll LOBRSETEE SR,
BEOFEROH 60 mg/keBHOERGFBMOMICEHARD b, 7T=) VFRibLEHDBE
FILEDEOBFEHERRY V'Yl Th, BLAEBEMELTA M2 YV ME
CEMORENRREEINTRBY, KRB THLA MMES U UEROENCAEMLLER
HoNZ b, REAAPLPEBORFARIAOIZEBELAZD DD EE 2 b, RE
oW TH, 3,4-VAFNT =D oI R3,5-OAF AT ' 0BREZE-THR
DOENTWERZIENLERPERSICHEELELELESBS I . H#D 20 ng/kgBED
1FABIVCHED 60 mg/kgB O 2 BB OONEBFEREOEEIX, BRFRCHEMD1
FICBBOERBBOONTEOLTEY OMAES 1 FEFAKRE CIIHEELE., £,
EMOFEHIMBENVICRIELLEARECTHY, REBEETh-o. ZhbDIZ ¢
DOFEREOBEBIIEBRDERS LoBERRZVWbOEE X bk,
RETIX, 20 BL 60 mg/keBt DHE L 60 mg/kgh¥ D vF IR A R D M < 82 5 2 3 0 MM A
MEBH 5N, BEETE 60 ng/keOBTHREHMBOMBICIEEE R L, ThEhiE
BRMWEREORERTRINT.
HORBEFERETH, 20 BXW 60 mg/kgBE TA AT O EVEHERFEEZFL,
60 mg/kgBE T~ FJ U v M, ~FSr VYU E, FOEREB L ONCHCHEE %
MCV, MCHE X UBHRMERLEREEEZRLE. ChALOBLEEEDOA AT B Y
VAERERTIZELL LT TAREEELLEFTTOEE L0, I
HEEFEERECTRERDERSORERIRD N7, MKE(FHRETIX 60
mg/kgBE TR EINE VY RREEZTRL, A PAESe P UVREICERLZFLEZ KB L
bt EIZODREL., FoOM, BRETTATIVBIVA/CEBEELZRLEN, TOR
HiZBE LTI .
FREZERETHE, B, BERBIVHFBICEBRYEOEENTREINIELEEDDL
nNi-. BEEEL, BMBEEXLHED 60 mg/kegff, M 20 B XV 60 ng/kgBE THRIE
RL, FREENXHED 20 BXW 60 ng/kgBER DT D 60 meg/kgBE TEE R
L. B RCRBBORGLBLUVEXRNMED 20 BLU 60 ng/kgBf THRD L
W, FEEBFRECHEHOELTLE (FmEKRXEMR) , BEDO > om, 2FILE
BIUBsED GRIMIRRED) NHEHED 20 B LU 60 mg/keBE T, FIEROFEHEM
WD 60 mg/keglE, MO 20 BLV 60 mg/kegBHET, WO v "—BEOAEILE
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BIXUOFMBEERSHED 60 ng/kg# T, TNETNOREROEMD 2V ITEE D
BMARBED LN, FHBAERKE 2WTROLBRECERECHEHBENICLIFEE 2 718
THERB RN LD, EHERE LB LI LIS E SN IFBOBETLTER
ThHEEZEZI DN, BIBO D oMIIFMIRONBHEENRNTTET I>HESICRDOLND
TERHLATED'Y, £, BEBIXUOFHBTAECT IV OWLESEMLTNS
TERBEHoOEMITIE, BRBIUFBOMAELIIBELEBEMIZXN T2 RKEEEL
LEZzZzbN, WThbA PA~ES o UVERERLEELLEZZ DN Y. &
B, MEZEHRET 60 mg/kgBE0M/NMEEOEMB R b, B, BIED X CHFE
OFBEHEBERBEICRVWT, EFREOELIEAHETIRL, L/MEHEOBMOER
BB LMDICTERNo. £, BO 20 BEW 60 ng/keBE TROODNI-BBEED
BEBIT 60 ng/keHOBBEEEDOERMER, FEABZERE TRELR uu&’) b
BYHERELOBERFTBTH- L.

1

UEDz b, 4— (1 —AFAZFA) -T2V UV OREBRSICIYV A M~® S
BEVHERBICALABREN, ThOoKBRT 3 LEL bR —BRE, MK
BEE, DEECEREE, B8, FBSIOCRBOLLAMED 20 ng/kgbh kOB
SRTROON, ERERIMEL D 6 ng/ke/day L W S hie.

12.2 A£FERAEMH
1&%@ REEBIUCZBECERDERSOREEIRD ooz,
SIRREELE TIX 60 ng/kgBHEDRETEIW 1 il 2 B‘f\<ﬁ$ﬁ}.§§ﬁ4@ﬁb‘f7}’b%Emk§J\ﬁﬁL
HIRHBIC LR ERESDEERBON o7, 60 ng/kegBE CHHEOH AR
EBOBDHEENEELYTL, ER4ABOEFEREELZ R LEIE2D, 7&5@%?
BERCIIHEMBOFAROEETMBBLVAFR I T IEEN TR EINE. £
O, HESR, HERIERDERSOEEIRDLDLNT, HAEROARICLHERY
EREDOEEBRIBDONEP-%. T, FTLRBIUWE 4 E@ﬁlﬁ*ﬁﬂi?&%ﬁ%i{
BERCIDEEZADNDIEEFRRIBE SR o,

UEoZ e, 4— (1 —-AFNx2FN) — TV rOECEBIZRITTERR
60 mg/kg/dayfR 5 THERDHNT, BEEEIL 60 mg/kg/day& HEr i,
REVMGOFRE - HERRIETEEIT 60 ng/kg/dayR 5 CHRBMBINRD bh, &%
A BAFERNMBEEZRLEILPLERZEEIL 20 ng/kg/day Hilr&E iz,

O
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Table 1-1 Clinical observations in male rats Exp. No. 3654 (115-087)

Days of experiment

Signs Dgse level Total
8-14 15-21 22-28 29-35 36-42 43-49 ( 1-49)

(mg/kg)

|
~

number per group 0

[=2]

(=]
—a
——= OO0 WWNRN NN
————

1
1
1
1
normal 0 }

OO0 OOO00 OO0O00 =000 COOOQ O—00 O RN
— vk b awd b w—t

—~OO0O —O—O O—OO NNW—=N PN

1
1
1
1
1
1

OO0 OO0O—0O O—O0O0 O—00 OO0O0O ONOO —wO—N NN
——

—— ekt ok et
—O—=0 —=NOO ONON

COOO0 O—O0O0 OO000 OO0 OO0 ——OO HONN NNMNN

trauma 0
a) b)

dirty hair 0

—0—0 O—O0O0O —W~—N NN

crust 0

—000 OOOCOC O—O00O ORMNN NN

——000
—_——o

tissue-mass/surface 0

discharge of eye : 0

miosis 0

(=1}
—0O00 ©—00 OO0 OO0O00 OO

OO0 O00O0 O00oOo
OOO0O OO0 O00O
OOoO0O0 OO0 O0OO0OCo
—O00 O——0 O-—00o

a) No. of animals with clinical sign in grou
b} Total no. of animals with clinical sign in group



20-1

Table 1-1 -continued : Clinical observations in male rats Exp. No. 3654 (115-087)

Days of experiment

Signs ' Dose level - Total
(mg/kg) 1-7 8-14 15-21 22-28 29-35 36-42 43-49 ( 1-49)

anemic eyeball 0 0 0 0 0 0 0 0 Q
6 0 0 0 0 0 0 0 0

20 0 0 8 8 0 2 1 9

60 8 7 9 8 9 9 8 10

salivation 0 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0

20 1 0 2 2 2 0 1 4

60 4 3 10 g 7 10 7 12




¢0-1

Table 1-2 Clinica! observations [n female rats . Exp. No. 3654 (115-087)
(Before and during mating perlod?

Days of experiment
Signs Dose level Tot
(mg/kg) -7  8-14 15-21 (1-

number per group 0 }
1
1

N
o
— b b ek

normal 0 }

—_—

—=OO0O0C =000 WOOO NDAEOO oMM

1
1
1
1
1
I
1

——t

00O OO0 OO MN—OD O—NN NRRN

anemic eyeball ‘ 0

b)

—
—O0O00 NOOO OOO00O PMMNMNN RN

salivation v 0

pallor 0

loss of hair ]

—_OO0 OOOOD NOOO HwWwOO =W NN
—

[=lelo o)

a; No. of animals with clinical sign in group
b) Total no. of animals with ¢linical sign in group
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Clinical observations in female rats
(Gestation period) -

Table 1-3

Pays of gestation

12

1

10

Dose level
(mg/kg)

Signs

NN

—— e —

NN

————

NN

—y———

oY

s p—

NN NN

v p——

SN

—— — —

oY

o y—y—y—

number per group

N0 —

o p—

CNONCO r—

——

ANNoo™m

—

TNONCO N
—

NONOYO
———

NN —

——

NN —

NN —
———

NN <

——

TN O~T

———

IO

————

NN —O

———

NN

y— y— yana

normal

COOO

COoOQOo

OO0

[wlele ]

COoOOoCO

QOO

[elwlwlw]

[elalala)

oOOO0O

oo

COoOO0O

oOo0Oo

(=T Jan fan]

dead

SO0

(=]l o]

QOO0

ooo0o

OOoOoOQ

SCOCOO

COOQ

OO

oocoo

0OoOoOOo

OoQOO

DOooO

[ lelale]

piloerection

Arl

OO~

O v

oOO0O—r—

OO r——

OO wmr—

OO0

OO0

QOO

OO

OOC—

OOO—

QOO

OO+

loss of hair

04

(=] =]

OOOoCOo

[anlen oo Lo

(e ler]e]

[=]elo o)

(=]l o]

QOOoCOoO

[=]lelele]

[wlo]ele]

QOOoOC

[wlalala]

COoOoo

[ L L Yomo )

crust

(wlolele]

[=lwlela

cOOoC

OO0~

OOOO

[olwlele]

COON

OOON

QOO0

OO

OO0~

(=] e o L]

(=1l

pallor

[alealale)

cooo

[evle e Lan

QOO

COOO

[=felef )

[=]=]olw]

(=l lar L)

oOQOo—

OO

OoCOO

oo0o

(=1l =]

tissue-mass/surface

O
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CIinI?aI observatlions in female rats
Gestation period)

Table 1-3 -continued

11 12

10

Days of gestation

se level

D?mg/kg)

Signs

O

QOO
—

QO

[enfembn oo

COMO
ot

QOMO
—

oOITdH

oMo

oOMw

OO

(el ] )

OO~

OO

anemic eysball

Qoo

[=]alal g

[=]=lalls)

lelele]ly]

oOOoOM

OOoOO—

ooowT

(=l L >

OO0

oOoO0O—

QOoom

oooo

(o= L=l == 1]

OWOO
N

salivatlon

COOO

lolelela]

oooo

ooOoOo

OOoOOoO

[=]elele)

[e=]em] el d

oooo

[=lelele)

(=]l L]

(] wl=le]

(=il ]

OOOCO

ptosis of eyelid
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Clinical observations In female rats
(Gestation period)

Table 1-3 -contlinued

Days of gestation
14 15 16 17 18 19 20 21 22 23 24 25

13

se level

D?mg/kg)

Signs

OO —

ocoo—

T NM

TNONONN

TN

——— —

ONONNNN

e p——

NN N

NN

NN

SN

————

SN

—— ——

NN N

— p—— —

YN

number per group

(=]l
ooOC
0O <t < v
NN —
—

NN e
ey

NN —

——
ANNDO O
————
NN~
———

NN —

——
DNONOOTM
———
NN
——

NANO N

———

NN
- —

normal

OO0~

QOO0

OOOO

(=l Lol )

OO0

oOo0o0o
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Exp. No. 3654 (115-087)

Ciinical observations in female rats

Table 1-3 -continued

(Gestatlion period)

Days of gestation
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Table 1-3 ~continued

Clinical observations in female rats
(Gestaion period

Exp. No. 3654 (115-087)

Signs

Dgose level

{mg/kg)

Totatl
( 0-25)

number per group

normal

dead

piloerection

loss of hair

crust

pallor

tissue-mass/surface

0
6
20
60

0
6
20
60

0

6
20
60
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60

0
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Table 1-3 -continued Clinical observations in female rats Exp. No. 3654 (115-087)
(Gestation period)

Signs Dose tevel Total
(mg/kg) ( 0-25)

anemic eyeball 8
20
60

salivation 0

6
20
60

ptosis of eyelid g
20
60

—000 W—~O0OO0 N—OO

60-1

{
|
{



OL-1

Table 1-4 Clinical observations In female rats Exp. No. 3654 (115-087)
{Lactation period)

) Days of lactation
Signs D?se level Total
mg/kg) 1 2 3 4 ( 0-

o

4)

number per group 0
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Table 2-1 : Body weight change of male rats Exp. No. 3654 (115-087)

Unit : ¢
Dose level (mg/kg) 0 6 20 60
No. of animals 12 12 12 12
Mean * §.0. (N Mean £ S.D. ( N) Mean X §.D. (N) Mean * S.D. (N)
Days of experiment 1 40 9 (12 400 11 (12) 400 = 11 (12) 400 £ 10 (12)
8 428 = 14 (12) 424 £ 17 (12) 424 £ 14 (12) 419 = 16 (12)
15 452 £ 14 (12) 446 = 18 (12) 46 £ 15 (12) 442 = 18 (12)
22 475 £ 14 (12) 472 £ 20 (12) 466 = 15 (12) 462 = 23 (12)
29 501 & 20 (i2) 497 £ 25 (12) 487 £ 19 (12) 486 £ 25 (12)
36 527 £ 26 (12) 518 & 26 (12) 507 = 21 (12) 504 £ 26 (12)
43 548 £ 30 (12) 539 % 29 (12) 529 = 24 (12) 524 & 27 (12)
49 53 x 27 (12) 526 + 28 (12) 513 21 (12) 508 £ 27 (12)
Galn 1-43 150 £ 27 (12) 139 £ 24 (12) 128+ 25 (12) 123 £ 21 (12)
Significant difference from control group; ¥: p ¢ 0.05 **: p < 0.01
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Table 2-2

Body weight change of female rats

Exp. No. 3654 (115-087)

Unit : g
Dose level (mg/kg) 0 6 20 60
Before mating period
No. of animals 12 12 i2 12
Mean *+ S.D. ( N) Mean *+ S.D. (N) Mean * S.D. ( N) Mean * S.D. ( N)
Days of before mating 1 227 + 8 (12) 27+ 8 (12 27+ 7 (12) 227 £ 8 (12)
8 236 12 (12) 237 & 12 (12) 237+ 11 (12) 230+ 9 (12)
15 246 £ 12 (12) 249 £ 15 (12) 245 £ 12 (12) 243 + 10 {12)
- Gain 1-15 18 + 7 (12) 21 £ 8 (12) i8 8 (12) 16 7 (12)
Gestation period
No. of dams 12 12 12 12
Mean £ S.D. (N}  Mean = S.D. (N)  Mean £ S.D. (N) Mean = S.D. (N)
Days of gestation 0 257 & 12 (12) 256 = 16 (12) 257 £ 14 (12) 251 = 10 (12)
7 284 £ 12 (12) 282 £ 13 (12) 283 15 (12) 274 £ 11 (12)
14 322+ 16 (12) 316 £ 16 (12) 321 £ 16 (12) 300 £ 16 (i12)
21 422 = 19 (12) 410 £ 28 (12) 418 £ 22 (12) 398 & 30 (12)
Gain 0-21 165 14 (12) 154 = 21 (12) 161 £ 18 (12) 147 £ 26 (12)
Lactation period - -
No. of dams 12 12 12 1
Mean £ S.D. (W) Mean £ S.D. (N)  Mean X S.D. (N) Mean % S.D. ( N)
Days of lactation 0 283+ 21 (12) 295 £ 27 (12) 206 + 23 (12) 289 £ 21 (11)
4 28+ 26 (12) 298 £ 21 (12) 307 £ 16 (12) 299 £ 19 (1)
Gain 0- 4 15+ 32 (12 4+ 19 (12) 1M+ 13 (12 10+ 14 (1)

Significant difference from control group;

¥:p<0.05 *#:p<0.01
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Table 3-1 Food consumption of male rats Exp. No. 3654 (115-087)

Unit : g/day

o
L2
2]
Q
(=1
o

Dose level (mg/kg)

No. of animals 12 12 12 12
Mean *+ S.D. (N) Mean * S§.0. (N) Mean + S§.D. (N} Wean *+ S.0. (N}
Days of experiment 1-8 26 2 (12) 2+ 2 (12 25+ . 2 (12) 23 £ 2%(12)
8-15 %+ 3 (12 25+ 2 (12) 5+ 2 (12 24+ 2 (12)
22-29 26 3 (12 26+ 3 (12) %X 2 (12) 25+ 2 (12)
29-36 27+ 4 (12 27+ 3 (12) %6+ 2 (12 26+ 2 (12)
36-43 27 4 (12) 27+ 3 (12) 2+ 2 (12 26 2 (12
43-48 27+ 3 (12 27+ 3 (12) 27+ 3 (12 27+ 2 (12
Cunulative consumption (9 .00 4 33 (12 mex 26 (2  MeE 26 (2) 28+ 250 (12
22-48 689 + 82 (12) 690 = 73 (12) 681 £ 57 (12) 672 £ 53 (12)
Significant difference from contral group; ¥: p<0.05 #: p<0.01
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Table 3-2

Food consumption of female rats

Exp. No. 3654 (115-087)

Unit : g/day
Dose level (mg/kg) 0 6 20 60
Before mating period
No. of animals 12 12 _ 12 12
Mean * S.D. (N) Mean *+ S.0. (N) Mean * S.D. ( N) Mean £ S.0. (N)
Days of before mating 1-8 16 1 (12) 17+ 1 (12 17 1 (12) s 1 (12
8-15 16 * 1 (12) 16 & 2 (12) 16 * 1 (12) 16 + 1 (12)
Cumulative consumption (?)
-15 227 % 15 (12) 229 + 21 (12) 228 + 13 (12) 226 + 13 (12)
Gestation period
No. of dams 12 12 12 12
Mean * 5.0. (N) Mean * S.D. (N) Mean + S.D. ( N) Mean + S.D. (N)
Days of gestation 0- 7 22 + 2 (12) 21 (12) 22 % 2 (12) 21 % (12)
7-14 23+ 2 (12) 23 + (12) 24 2 (12) 23 + (12)
14-21 24 + 2 (12) 24 (12) 25 2 (12) 23 * (12)
Cumulative consumption (8)
-21 483 + 40 (12) a1 40 (12) 483 =+ 37 (12) 464 + 43 (12)
Lactation preriod
No. of dams 12 12 12 1
Mean * S.D. (N) Mean X+ S.D. (N) Mean * S.D. ( N) Mean * S.D. (N)
Days of lactation 0-4 23 12 (12) 2+ 7 (12 27+ 7 (12) 28+ 6 (11)

Significant difference from control group;

¥: p ¢0.05 #**: p ¢ 0.0t

N
(\/

@
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Table 4-1 Hematology of male rats Exp. No. 3654 (115-087)

Dose level (mg/kg)

o
[=2]
e
o
D
(=]

No. of animals

—
N
—_
N
-—
N
—_
N

Mean + S.0. (N)  Mean % S.D. (N}  Mean £ S.D. (N) "Meam % S.D. (N)

HCT (%) 44.7 £1.9 (120 440 1.1 (12) 43.7 1.4 (12) 40.7 % 1.2%+ (12)
HGB (g/d1) 15.4 £ 0.5 (12) 152 % 0.5 (12) 15.0* 0.5 (12) 13.4 £ 0.3#+ (12)
RBC (x10/m?) 8.21 = 0.39 (12) 8.17 *x0.28 (12) 8.01 £ 0.39 (12)  6.71 % 0.36%#(12)
MGV (ua?) 54.5 + 20 (12) 53.8* 1.4 (12) 546 % 1.9 (12) 60.8 * 2.6%* (12)
MCH (pg) 18.7 £ 0.7 (12) 18.7 £0.5 (12) 18.7 £ 0.6 (12)  20.0 * 0.8++ (12)
MCHC (%) 34.4 £ 05 (12) 347 £0.3 (12) 34.2 £ 0.4 (12) 32.9 X 0.5% (12)
PLT (x10°/n2®) 1092 = 86 (12) 1018 £ 160 (12) 1199 £ 95 (12) 1281 + 151#x (12)
WBC (x107/mm?). 9.2+ 3.4 (12 9.5 £ 2.9 (12) 9.7 + 3.4 (12) 10.3 + 2.4 (12)
gg::g?g}ial leukocyte

NEUT 5+ 5  (12) 6 6 (12 17+ 6 (12) 15+ 3 (12

LYMPH 80+ 6 (12 %9+ 7 (12) 78+ 6 (12 80+ 3 (12

MONO 2+ 1 (12) 2% 1 (12) 3+ 1 (12) 2+ 0 (12

EOSN 1+ 1 (12) 1+ 0 (12 £ 0 (12 1+ 0 (12

BASOD o 0 (12 o+ 0o (12) ox 0o (12 0o 0 (12

LuG 1+ 0 (12) 1T+ 0 (12) £ 0 (12) 1T 0 (12
Methemog!obin (%) 0.7+ 0.1 12 0.8+ 0.1 (12 1.2 + 0.3+ (12) 2.5 £ 0.3% (12)
Reticulocyte (%) 28+ 5 (12) 28 + 4 (12) 35 + 10 (12) 110 £ 19%¢¢x (12)
NEUT : Neutrophil LYMPH : Lymphocyte MONO : Monocyte EOSN : Eosinophil BASO : Basophil LUC : Large unstained cells
Signiflcant difference from control group; ¥ p <0.05 *x; p<0.01
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Table 4-2

Coagulation of male rats

Exp. No. 3654 (115-087)

Dose level (mg/kg) 0 6 20 60
No. of animals 12 12 12 12

Mean £ S.0. (N)  Mean x S.D. (N}  Mean £ S.D. (N)  Mean £ S.D. (N)
PT(sec.) 14.5 + 0.4 (12) 14.6 £ 0.7 (12) 15.1 £ 0.7 (12) 15.1 £ 1.5 (12)
APTT (sec.) 25.3 £ 1.1 (12) 25.8 + 1.8 (12) 25.5 % 2.0 (12) 26.4 £ 2.2 (12
Fibrinogen (mg/dl) 223+ 22 (12 231 + 47 (12) 233+ 28 (12 218 £ 12 (12)
Significant difference from control group; ¥: p < 0.05 **: p < 0.01

9] O
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Table 5

Blood chemistry of male rats

Exp. No. 3654 (115-087)

Dose level (mg/kg) 0 6 20 60
No. of animals 12 12 12 12

Mean £ S.D. (N) Mean * S.D. ( N) Mean * S.D. (N) Mean *+ S.D. (N)
T.protein(g/dl) 6.06 + 0.21  (12) 5.92 £ 0.23 (12) 5.95 + 0.20 (12) 6.15 £ 0.29 (12)
Albumin(g/d1) 3.3 £ 0,12 (12)  3.31 £ 0.16 (12) 3.33 £ 0.11  (12)  3.58 X 0.17%+ (12)
A/G 1.28 £ 0.09 (12) 1.27 £ 0.11 (12 1.28 £ 0.14 (12) 1.40 £ 0.11% (12)
Glucose (mg/d1) 149 £ 13 (12) 145 £ 10 (12) 143 £ 17 (12) 149 = 1N (12)
Triglyceride (mg/dl) 58.8 £ 21.9 (12) 57.4 £ 29.6 (12) 55.0 % 32.2 (12) 42.6 £ 17.3  (12)
T.cholesterol (mg/d!) 64 = 17 (12) 68+ 12 (12 62+ 9 (12) 64+ N (12)
BUN(mg/d1) 13.7 £ 2.3 (12) 13.4 £ 2.7 (12) 13.0 £ 2.2 (12) 13.6 = 1.4 (12)
Creatinine(mg/d1) 0.33 £ 0.07 {12) 0.29 £ 0.03 (12 0.27 £ 0.03 (12) 0.28 = 0.04 (12)
T.bilirubin(mg/d!) 0.04 £ 0.01 (12) 0.04 £ 0.01 (12) 0.04 + 0,01 {(12) 0.08 & 0.03%¢ (12)
GoT(U/1) 66 = 7 (12) 73+ 11 (12) 83 42 (12) 65+ 8 (12)
GPT(U/1) 29+ 5 (12) 32 6 (12) 30+ 8 (12) 27 £ 5 (12)
ALP(U/1) 364 =+ 74 (12) 336 = 56 (12) 352 &+ 96 (12) 383 + 94 (12)
Gamma-GTP{U/1) 0.4 £ 0.1 (12) 0.4 £0.2 (12) 0.5 = 0.2 (12) 0.5 £ 0.1 (12)
Sodium(mmol/1) 142.6 £ 2.0 (12) 142.3 £ 11 (12) 1417 £ 0.7 (12)  142.0 £ 1.2 (12)
Potassium{mmoi/I) 4.09 £ 0.24 (12) 3.8+ 0.24 (12) 4.17 £ 0.30 (12) 4.30 = 0.18 (12)
Chloride (mmol/1) 106.8 £ 1.7 (12) 107.2 £ 1.7 (12) 106.6 £ 1.7 (12) 105.7 £ 1.0 (12)
Calcium(mg/dl) 9.93 *+ 0.48 (12) 9.71 £ 0.32 (12) 9.64 + 0.36 (12) 10.03 = 0.50 (12)
1 .phosphorus (mg/d1) 5.80 + 0.38 (12) 5.48 + 0.46 (12) 5.90 + 0.42 (12) 6.24 *+ 0.68 (12)

Significant difference from control group;

¥: p < 0.05 ¥*: p < 0.01
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Table 6-1

Absolute and relative organ weight of male

rats

Exp. No. 3654 (115-087)

Dose level {(mg/kg)

0 6 20 60
No. of animal examined 12 12 12 12
Mean X S.D. Wean * S.D. Mean X S.D. Mean * S.D.
Body weight (g) 536 27 525 * 28 513 & 21 508 & 27
Brain {g) 2.28 + 0.10 2.26 * 0.08 2.29 + 0.06 2.25 * 0.09
g%) 0.427 £ 0.034 0.431 £ 0.025 0.447 £ 0.019 0.445 £ 0.028
Thymus img) 290 + 62 322 + 85 298 * 46 31 + 46
mg%) 53.938 * 10.626 61.461 = 16.356 58.287 £ 9.984  61.301 £ 8.748
Liver Eg) 15.12 = 1.80 15.07 * 1.05 15.82 + 1.58 16.39 * 1.61
g%) 2.815 = 0.218 2.871 £ 0.135 3.083 =  0.249%% 3.223 = 0.220%*
Spleen [g) 0.76 * 0.11 0.79 & 0.11 0.82 * 0.09 1,22 + L1 7%
g%) 0.142 = 0.021 0.150 = 0.021 0.160 £ 0.018 0.241 £ 0.034%»
Kidneys Eg) 3.33 + 0.26 3.38 0.25 3.61 0.31 3.47 = 0.34
g%) 0.622 + 0.043 0.645 + 0.063 0.705 £  0.069*#* 0.683 X 0.042%
Adrenals Emg) 66 + 8 66 =+ 6 63 =+ 8 56 & Ok
ng%) 12.375 £ 1.524 12.500 * 1.007 12.229 + 1.817 11.084 £ 1.819
Testes Eg) 3.46 X 0.39 3,44 0.19 3.56 0.20 3.51 £ 0.21
g%) 0.647 = 0.079 0.657 £ 0.049 0.695 = 0.052 0.693 =+ 0.061
Epididymides img) 1305 =+ 144 1322 + 105 1392 + 115 1370 + 117
mg%) 244.010 = 29.272 253.114 * 31.094 271,751 £ 24.468 270.372 * 27.772
(%) (Organ weight / body weight) x 100
Significant difference from control group; ¥: p<0.05 #: p < 0.0
) @)
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Table 6-2

Absolute and relative organ weight of female rats

Exp. No. 3654 (115-087)

Dose level (mg/kg) 0 6 20 60
No. of dams examined 12 12 12 11
Mean * §.D Mean X S.D. Mean X 8.D. Mean % S.D.

Body weight (g) 298 * 26 298 + 21 307 * 16 299 * 19

Brain ig) 2.02 0.07 2.02 £ 0.08 2.04 % 0.09 2.03 = 0.09
g%) 0.681 = 0.070 0.681 X 0.044 0.664 = 0.031 0.680 = 0.039

Thymus smg) 121 + 46 153 78 124 % 50 114 = 3t
mg%) 40.345 £ 14.873 50.505 £ 22.981 40.254 £ 15.243 37.857 £ 9.82%

Liver Eg) 12.85 *+ 2.11 12.51 %+ 1.23 13.52 * 0.90 14.43 + 1.09
a%) 4.285 + 0.423 4,198 £ - 0.342 4.413 £ 0.328 4.823 = 0.212#+

Spleen Eg) 0.51 0.09 0.54 &£  0.09 0.71 = 0.12%+ 1.05 = 0.16%%
g%) 0.169 = 0.020 0.181 = 0.023 0.231 £ 0.032%+ 0.351 £  0.053%*

Kidneys sg) 2.04 + 0.20 201 & 0.2 2.09 &+ 0.12 2,13+ 0,16
g%) 0.689 * 0,113 0.675 * 0.037 0.682 = 0.051 0.713 £ 0.048

Adrenals gmg) 76 + 12 73 $ 10 77 % 10 71 + 8
mg%) 25.715 £ 5.021 24,374 £ 3.315 25.119 £ 3.643 23.898 £ 3.283

Ovaries gmg) 102 + 13 98 + 19 102 + 14 i04 *+ 12
ma%) 34.485 = 6.284 32.687 = 6.058 33.187 £ 4.560 34,765 £ 4,058

(%) (Organ welght / body weight) x 100

Significant difference Trom control group; ¥1 p<0.05 *¢: p < 0.01
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Tabie 7-1

Sex: Female

Summary of gross findings ( dead )

Exp. No. 3654 (115-087)

Dose level ( mg/kg ) 0 20 60
No. of animals necropsied 0 0 1
Organ Findings
HEMATOPGIETIC SYSTEM
spleen black - - 1
RESPIRATORY SYSTEM
lung reddish - - 1

)
W
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Table 7-2

Summary of gross findings ( sacrificed )

Exp. No. 3654 (115-087)

Sex: Male

Dose level ( mg/kg ) 0 6 20 60

No. of animals necropsied 12 12 12 12

Organ Findings

HEMATOPOIETIC SYSTEM

spleen black 0 0 2 124
enlarged 0 0 1 124%

URINARY SYSTEM

kidney scarred 1 0 0 0

REPRODUGTIVE SYSTEM

testis smali 1 0 0 0

epididymis small 1 0 0 0

INTEGUMENTARY SYSTEM

skin scab 0 0 1 0
ulcer 0 0 1 0

Significant difference from control group; ¥ : P < 0.05 *#* . P ¢0.01
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Table 7-3 Summary of gross findings ( sacrificed )

Sex: Female

Exp. No. 3654 (115-087)

Dose level ( mg/kg ) 0 6 20 60
No. of animals necropsied 12 12 12 H
Organ Findings
HEMATOPOIETIC SYSTEM

splieen black 0 0 11%* J1%x

eniarged 0 0 5% 11%%

thymus atrophic 1 0 0 0
DIGESTIVE SYSTEM

tongue ulcer 0 1 0 Y
liver diaphragmatic hernia 0 1 0 0
REPRODUGTIVE SYSTEM

ovary cyst 0 0 1 0
SPEGIAL SENSE SYSTEM

nose nodule 0 .0 0 1
INTEGUMENTARY SYSTEM

hair thin 0 i 1 1
Significant difference from control group; * : P < 0.05 ¥ ;P < 0.01



Tahle 8-1 Summary of histological findings ( dead ) Exp. No. 3654 (115-087)

Sex: Female
Dose level ( mg/kg ) 0 6 20 60
No. of animals initially in study 0 0 0 1
i No. of animals necropsied 0 0 0 1
| No. of animals examined histologically 0 0 0 1
§ Organ _ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASGULAR SYSTEM
heart (1
necrosis - - - - - - - - - - - - - 100
HEMATOPOIETIGC SYSTEM
bone marrow _ (1N
thrombus - - - - - - - - - - - - - 100
hematopoiesis, increased - - - - - - - - - - - - - 100
spleen . (1)
congestion - - - - - - - - - - - 100
deposit, pigment - - - - - - - - - - - - - 100
lymph node (n
thrombus - - - - - - - - - - - - 100
thymus : (1)
atrophy - - = - - - - - - - - . 100
-
i RESPIRATORY SYSTEM
N lung . (N 0.
4 congestion - - - - - - - - - - - - "
= edema - - - - - - - - - - - - - 100
thrombus - - - - - - - - - - - - - 100
DIGESTIVE SYSTEM
esophagus ) (n
degeneration - - - - - - - - - - - - 100
erosion - - - - - - - - - - - - - 10 0
cellular infiltration - - - - - - - - - - - - - 100
parakeratosis - - - - - - - - - - - - - 100
squamous hyperplasia - - - - - - - - - - - - - 1 00
stomach (n
edema - - = - - -~ = - - - - - - 100
thrombus - - - - - - - = - - - - - 100
parakeratosis - - - - - - - - - - - - - 100
. squamous hyperplasia - - - - - - - - - - - - - 10 0
exacrine pancreas (1)
decrease, zymogen granules - - - - - - - - - - - - - 100
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant )
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 8-1 -continued

Sex: Female

Summary of histological

findings ( dead )

Exp. No. 3654 (115-087)

Dose level { mg/kg )
No. of animals initially in study
No. of animals necropsied .
No. of animals examined histologically
Organ Findings

NOOOO

NOOOh

NOOOO

[y pa—pn—y 1

DIGESTIVE SYSTEM

small intestine
thrombus

duodenum
thrombus

) ulger

{iver
thrombus
deposit, pigment
fatty change

salivary gland
thrombus

URINARY SYSTEM
kidney
thrombus

REPRODUGTIVE SYSTEM
uterus
. endometritis
vagina
cellular infiltration

ENDOGCRINE SYSTEM
thyroid gland
thrombus
adrenal gland
thrombus
degeneration, vacuoiar
hyperplasia, cortex

NERVOUS SYSTEM

— o~
—_— -

—_ — —
|~ Pt | A~ )~ ~

—_— —
| ~=—] ~—

( 12
(1

(1

—r

ke

—d — b

o o000 OO O

OO0 O

O OO0 OO0 'O

[

QOO ©

brain
thrombus
T: tumor 1: slight 2: moderate
=: benign #: malignant

: No. of animals examined microscopically at this site.

3: marked

-

Q

: Not applicable.
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Table 8-2-1 Summary of histological findings ( sacrificed )

Exp. No. 3654 (115-087)

Sex: Male
Dose level (mg/kg ) 0 6 20 60
No. of animals initially in study 12 12 12 12
No. of animals necropsied 12 12 12 12
No. of animals examined histologically 12 12 12 12
Organ Findings
CARDIOVASCULAR SYSTEM
heart ] .
cellular infiltration 5 - - 5
HEMATOPOIETIC SYSTEM
bone marrow
hematopoiesis, increased 0 0 12%%
spleen
congestion 0 0 12%%
deposit, pigment 0 0 ¥+ 12%%
th hematopoiesis, extramedullary 0 0 3 12%%
mus
y squamous metaplasia i - - 3
DIGESTIVE SYSTEM
liver
depos!t, pigment 0 0 0 12%%
fatty change 9 8 9
hypertrophy, hepatocyte 0 0 0 A
necrosis . 0 1 0 0
single cell necrosis 1 0 0 0
accumulation of macrophage 0 0 1 0
cellular infiltration, lymphocyte 1 2 2 0
microgranuioma 12 11 10 9
hematopoiests, extramedullary 0 0 0 7%%
URINARY SYSTEM
kidney
basophilic tubules 11 - - 11
cast, hyaline 1 - - i
dilatation, tubules 2 - - 1
eosinophilic body 5 - - 9
cellular infiltration 0 - - 1
cellular infiltration, lymphocyte 2 - - 2
microgranuloma 1 - - -0
fibrosis i - - 0
=: benign = #: malignant
-: Not applicable.
Significant difference from control group; * : P < 0.05 ¥ : P ¢ 0.01
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Table 8-2-1 -continued Summary of histological findings ( sacrificed ) Exp. No. 3654 (115-087)
Sex: Male
Dose level mg/kg ) 0 6 20 60
No. of animals initially in study 12 12 12 12
No. of animals necropsied 12 12 12 12
No. of animals examined histologically 12 12 12 12
Organ Findings
REPRODUCTIVE SYSTEM
testis
. atrophy, seminiferous tubule 1 - -
epididymis
decrease, sperm 1 - - 0
cellular infiltration, lymphocyte 2 - - 3
ENDOCRINE SYSTEM
adrenal gland
degeneration, vacuolar 3 - - 5
=: benign #: malignant
-: Not applicable.
Significant difference from control group; * : P ¢ 0.05 ¥% . P ¢0.01

0
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Table 8-2-2

Summary of histological findings ( sacrificed )

Exp. No. 3654 (115-087)

Sex: Male
Dose level ( wg/kg ) 0 6 20 60
No. of animals initially in study 12 12 12 12
No. of animals necropsied ) 12 12 12 12
No. of animals examined histologically 12 12 12 12
Organ __ Findings T 123 T1 2 3 T 1 23 T 1 2 3
CARDIQVASGULAR SYSTEM
heart ) (12) {0 (0) (12)
cellular infiltration - 500 - - - - - - - - - 5 0
HEMATOPOIETIC SYSTEM
bone marrow (12) (12) (12) (12)
hematopoiesis, increased - 000 - 0 0 O - 2 00 -12 0 0
spleen (12) (12) (12) (12)
congestion - 000 - 0 0 0 - 300 -12 0 0
deposit, pigment - 00 0 - 000 - 900 -12 0 0
hematopoiesis, extramedullary - 000 -0 00O -3 00 -12 0 0
thymus (12) ( 0) (o) (12)
squamous metaplasia - 100 - - - - - - - - - 3 00
DIGESTIVE SYSTEM
liver (12) (12) (12) (12)
deposit, pigment - 0 00 - 000 - 0 00 -12 0 0
fatty change - 3900 - 8 00 -9 00 -6 0 0
hypertrophy, hepatocyte - 0 0 0 -0 00 -0 00 - 6 00
necrosis - 000 -1 00 - 0 00 - 000
single cell necrosis - 100 - 000 - 000 - 000
accumulation of macrophage - 000 - 000 -1 00 - 0 00
cellular infiltration, lymphocyte - 100 -2 00 -2 00 - 0 00
microgranuloma -i2 0 0 -1 0 0 -10 0 O - 900
hematopoiesis, extramedulfary - 000 - 000 - 000 - 7 00
URINARY SYSTEM
kidney ) (12) (0) (0 (12)
basophilic tubules -11 0 0 - - - - - - - - 1 0 ¢
cast, hyaline - 100 - - - - - - - - -1 00
dilatation, tubules - 2 00 - - - - - - - - -1 00
eosinophilic body - 500 - - - - - - - - - 90 0
cellular infiltration - 000 - - - - - - - - -1 00
cellutar infiltration, lymphocyte - 200 - - - - - - - - - 2 00
microgranuloma - 100 - - - - - - - - - 0 00
fibrosis - 100 - - - - - - - - - 000
T: tumor 1: slight 2: moderate 3: marked

: benign #: malignant

f): No. of animals examined microscopically at this site.

: Not applicable.
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Table 8-2-2 -continued Summary of histological findings ( sacrificed )

Sex: Male

Exp. No. 3654 (115-087)

Dose level ( mg/kg )
No. of animais initially in study

No. of animals necropsied

No. of animals examined histologically
Organ Findings

ek et it
NNNNO

h
NN

b et ak NS
NNINNO

o et e Ty
NNNINO

REPRODUGTIVE SYSTEM
testis
. atrophy, seminiferous tubule
epididymis
decrease, sperm
cellular infiltration, lymphocyte

ENDOCRINE SYSTEM
adrenal gland
degeneration, vacuolar

(12)
(12)

(12}

oo

(o)_
(o)_

(0)_

(12)
(12)

(12)
- 50

OO

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

: benign #: malignant

?): No. of animals examined microscopically at this site.

e

: Not applicable.
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Table 8-3-1 Summary of histological findings ( sacrificed ) Exp. No. 3654 (115-087)
Sex: Female

Dose level ( mg/xg ) 0 6 20 60
No. of animals inTtially in study 12 12 12 11
No. of animals necropsied. ) 12 12 12 11
No. of animals examined histologically 12 12 12 "
Organ Findings
CARDIQVASGULAR SYSTEM
heart . .
cellular infiltration 1 - - 0
HEMATOPOQIETIG SYSTEM
bone marrow
hematopoiesis, increased 0 0 4% 10%+*
spleen
congestion 0 0 G** 11#+
deposit, pigment 0 0 10%*#* 11#%
hematopoiesis, extramedullary 4 5 % 10#%%
thymus
atrophy 6 - - 3
squamous metaplasia 2 - - 2
DIGESTIVE SYSTEM
liver
deposit, pigment 0 0 0 114
fatty change 1 0 0 1
hypertrophy, hepatocyte 0 0 0 3
necrosis 3 1 3 2
single cell necrosis 0 0 2 1
accumulation of macrophage 1 0 0 0
microgranuloma - 4 5 5 5
hematopoiesis, extramedullary 2 2 3 k¥
herniation 0 1 0 0
proliferation, bile duct 0 0 0 1
URINARY SYSTEM
kidney .
basophilic tubules 2 - - 2
cast, hyaline 0 - - 1
degeneration, vacuolar 2 - - 0
dilatation, tubules 2 - - 0
microgranuloma 1 - - 0
: benign #: malignant

- Not applicable.
Significant difference from contro! group; % : P ¢ 0.05 *% . p ¢-0.01
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Table 8-3-1 -continued Summary of histological findings ( sacrificed ) A ' Exp. No. 3654 (115-087)

Sex: Female
Dose level mg/kg ) 0 6 20 60
No. of animals initially in study 12 12 12 11
No. of animals necropsied 12 12 12 3
No of animals examined histologically 12 12 12 1
Organ Findings
INTEGUMENTARY SYSTEM
skin
=squamous cell papilioma - - - 1(2)
=: be nlgn #i: malignant
() No. of animals examined microscopically at thns site. -: Not agglicable.
Significant difference from control group; * : P < (.05 *# ;P <¢0.

@ O
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Table 8-3-2 Summary of histological findings ( sacrificed ) Exp. No. 3654 (115-087)

Sex: Female

Dose level ( mg/kg ) 0 6 20 60
No. of animals |n|tlal|y in study 12 12 12 1
No. of animals necropsied 12 12 12 1
No. of animals examined histologically 12 12 12 1
Organ Findings T 123 T 1 2 3 T1 2 3 T 1 2 3
CARD IOVASGULAR SYSTEM
heart ) (12) ( 0) (0) (11)
cellular infiltration -1 00 - - - - - - - - - 000
HEMATOPQIETIC SYSTEM
bone marrow (12) (12) (12) (11)
hematopoiesis, increased - 000 - 000 -4 00 -10 0 0
spleen (12) ' (12) (12) (1)
congestion - 000 - 000 - 600 -11 0 0
deposit, pigme - 000 - 000 -10 0 0 -11 0 0
hematop0|eS|s extramedul!ary - 4 00 - 500 - 5 4 0O = 3 7 0%¢
thymus (12) ( 0) {(0) (1)
atrophy -6 00 - - = - - - - - - 300
squamous metaplasia - 200 - - - - - - - - 200
DIGESTIVE SYSTEM
liver (12) (12) (12) an
deposit, pigment - 000 -0 00O - 000 -11 00
fatty change - 100 - 000 - 00O -1 00
hypertrophy, hepatocyte - 000 -0 00 -0 00 - 300
necrosis -3 00 - 100 - 300 - 200
single cell necrosis - 000 - 000 - 200 -1 00
accumulation of macrophage -1 00 - 000 - 000 - 000
microgranuloma -4 00 - 500 - 500 - 500
hematopoiesis, extramedullary - 200 - 200 - 120 - 3 6 0%
herniation - 000 -1 060 - 000 - 000
proliferation, bile duct - 000 -0 00 - 000 - 1 00
URINARY SYSTEM
kidney (12) (0) (0) (1)
basophitic tubules -2 00 - - - = - - - - - 2 00
cast hyaline -0 00 - - - =~ - - - - - 100
?eneratlon vacuclar - 2 00 - - - = - - - - - 000
atatlon, tubules - 200 - - - - - - - - - 000
microgranuloma -1 00 - - - - - - - - - 000
T: tumor 1: sll?ht 2: moderate 3: marked
= benign #: malignant
(J: No. of animals examlned microscopically at thls site. -: Not aB?IIcable.
Slgnlflcant difference from control group;” * : P < 0.05 ¥ ;P ¢
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Table 8-3-2 -continued Summary of histological findings ( sacrificed )

Sex: Female

Exp. No. 3654 (115-087)

Dose level ( mg/kg ) 0 6 20 60
No. of animals initially in study 12 12 12 11
No. of animals necropsied ) 12 12 12 1
No. of animals examined histologically 12 ‘ 12 12 1
Organ Findings T1 2 3 T1 2 3 T 2 T1 2 3
INTEGUMENTARY SYSTEM

skin ) (0 (0 { 0) (2)

=squamous cell papilloma - - - - - - - - - - 1 - - -

T: tumor 1: slight 2: moderate  3: marked
=: benign #: malignant

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

)

e
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Table 9

Copulation and fertllity results in rats

Exp. No. 3654 (115-087)

Dose level (mg/kg)

0 6 20 60

No. of pairs mated 12 12 » 12 12

No. of pairs copulated 12 12 12 12

No. of pregnant females 12 12 12 12

Copulation Index (%) 1) 100.0 100.0 100.0 100.0

Fertility index (%) 2) 100.0 100.0 100.0 100.0
Estrus cycle (days 4,2+ 0.4 (12) 4.5 0.5 (11) 4,71 0.6 (12) 4.7+ 0.6 (12)

(Mean£s.D.)

13 [No. of animals with successful copulation / no. of animals mated) x 100

2) (No. of pregnant animals / no. of animals with successful copulation) x 100
Values in parentheses are expressed no. of animals observed

Significant difference from contre! group; P

0.05 **: P <0.01
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Table 10

Findings of delivery in dams(FO)

Exp. No. 3654 {115-087)

Dose level (mg/kg) 0 6 20 60
No. of dams observed 12 12 12 1"
No. of dams delivered live pups
12 12 12 n
Duration of“gestz_igsiog ) 22,7 £ 0.5 22.3 £ 0.5 22.6 £ 0.5 22.2 =+ 0.4
ean *S.
No. of tota(l'I‘ cor;_)'gganlsltea 213(17.8% 2.6) 202(16.8% 2.8) 208(17.3% 1.9) 212(19.3+% 3.5)
ean X£S.D.
No. of 'tot?'l'4 imp!f_lgtsn ) 201(16.8+ 2.3) 183(15.3+ 3.3) 191(15.9+ 1.5) 183(16.6% 2.3)
ean +S.D. .
No. of tOta(llld pups+t§05n) 191(15.9% 1.8) 172(14.3% 3.2) 177(14.8% 3.2) 172(15.6% 2.5)
ean +S.D.
No. of tot%'ll Iivc::i_gugs)born 191(15.9+ 1.8) 169(14.1% 3.1) 176(14.7% 3.1) 172(15.6% 2.5)
ean *3.D.
Male 88( 7.3t 1.7) a) 82( 6.8% 2.7) a) 88( 6.6 2.8) a) 80( 7.3+ 2.1) a)
Female 103( 8.6% 2.5) a) 87( 7.3% 3.0) a) 97( 8.1+ 3.3) a) 92( 8.4+ 3.0) a)
Sex ratio (Mean *S.D.) 1.06+ 0.87 1.27+ 0.99 0.95+ 0.48 1.01% 0.56
No. of total live pups _on day 4
(Mean ig.B.) Y
Male 85{ 7.1% 1.9; 785 6.5+ 2.83 77{ 6.4+ 2.6; 68{ 6.2+ 1.83
Female 97( 8.1%x 2.2 82( 6.8% 3.0 94( 7.8+ 3.2 81( 7.4%x 3.2
No. of totaI(Mdead_egpg s:orn 0( 0.0%+0.0) 3( 0.3%£0.6) 1(0.1£0.3) 0( 0.0+0.0)
ean *£S.D.
stillbirth 0( 0.0%0.0) 0( 0.0%0.0) 1(0.1%0.3) 0( 0.0+0.0)
cannibal ism 0( 0.0£0.0) 3( 0.32%0.6) 0( 0.0%0.0) 0( 0.0+0.0)
Gestation index (%) 12 100.0 100.0 100.0 100.0
Implantation inczex {%,Mean+£8.D.) 2) 94.7+ 5.9 90.1+ 11.3 92.5+ 10.3 87.5+ 11.3
Delivery index (% ,Mean=+S.D.) 3) 95.4+ 4.5 94.0% 5.6 91.8+ 15.2 94.0%+ 6.7
Live birth index {%,Mean¥S.D.) 4) 100.0%x 0.0 98.4+ 3.9 99.5+ 1.8 100.0% 0.0
Viability index on day 4 (%,Mean%S.D.) 5)
Kale 96.4+ 8.9 94.3% 10.7 98.5+ 5.2 85.7% 14.1%
Female 95.1% 5.2 94.6% 10.8 97.2+ 5.3 86.4+ 24.3
1) (No. of females with Iive pups / no. of pre?nant females) x 100
2) (No. of implants / no. of corpora futea) x 100
3) (No. of pups born / no. of implants) x 100
4) (No. of live pups born / no. of pups born) x 100
5) (No. of live pups on day 4 after birth / no. of live pups born) x 100
a) Includes live pups died before observations

Significant difference from control group; *: P < 0.05 *¥: P < 0.01

)
N4
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Table 11 Body weight change of pups(F1) from rats Exp. No. 3654 (115-087)

Unit : g

Dose level {(mg/kg) 0 6 20 60

No. of litters

—
N
-—
N
-
~N
—
—

Vale Mean X S.D. (N) Mean * S.D. (N) Mean * S.D. (N) Mean X S.D. (N)
Days after birth 0 6.3% 0.5a (12) 6.6 £ 0.6a) (12 6.7 £ 0.9a) (12 5.6 £ 0.6 * a)(11)
4 86 1.6 (12) 9.1+ 1.4 (12) 10,4 = 2.4 (12) 8.8+ 1.3 (11}

Female
Days after birth 0 6.0x 05a) (12 6.2+ 0.4a) (12) 6.4 £ 0.8a) (12 5.3 & 0.5 % a)(11)
8.3+ 1.6 (12) 8.6 + 1.3 (12) 9.7 £ 2.2 (12) 8.2+ 1.3 (11)

a) Excludes live pups died before observations
Significant difference from control group; ¥: p <¢0.05 **; p < 0.01
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Table 12-1 Summary of gross

findings of pups(F1) from rats(sacrificed)

Exp. No. 3654 (115-087)

Sex: Male

Dose level (mg/kg) 0 6 20 60

No. of pups necropsied 85 78 77 68

Organ Findings

HEMATOPOIETIC SYSTEM

thymus thymic remnant in the neck 1 0 0 0

DIGESTIVE SYSTEM

liver white patch/zone 0 1
green 0 1

Significant difference from control group;

¥: p <0.05 **; p < 0.01

()
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Table 12-2 Summary of gross findings of pups(F1) from rats(sacrificed)

Sex: Female

Exp. No. 3654 (115-087)

Dose level (mg/kg) 0 6 20 60
No. of pups necropsied 97 82 94 81
Organ Findings

URINARY SYSTEM
Kidney dilated pelvis 0 0 0

Significant difference from control group; ¥: p <0.05 **;: p < 0.01
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