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Figures, Tables and Reference data

Figure 1 Body weight change of male rats
Figure 2 Body weight change of female rats
Figure 3 Food consumption of male rats
Figure 4 Food consumption of female rats

Table 1-1 Clinical observations in male rats
Table 1-2 Clinical observations in female rats

(Before and during mating period)

Table 1-3 Clinical observations in female rats (Gestation period)
Table 1-4 Clinical observations in female rats (Lactation period)
Table 2-1 Body weight change of male rats

Table 2-2 Body weight change of female rats

Table 3-1 Food consumption of male rats

Table 3-2 Food consumption of female rats

Table 4-1 Hematolgy of male rats

Table 4-2 Coagulation of male rats

Table 5 Blood chemistry of male rats

Table 6-1 Absolute and relative organ weight of male rats

Table 6-2 Absolute and relative organ weight of female rats
Table 7-1 Summary of gross findings (dead, male)

Table 7-2 Summary of gross findings (dead, female)
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Table 7-3 Summary of gross findings (successful pregnancy, male)
Table 7-4 Summary of gross findings (day 4 of lactation)

Table 7-5 Summary of gross findings (all pups died)

Table 8~1  Summary of histlegical findings (dead, male)

Table 8-2 Summary of histlogical fiﬁdings (dead, female)

Table 8-3 Summary of histlogical findinds (all pups died)

Table 8-4-1 Summary of histlogical findings (successful pregnancy, male)
Table 8-4-2 Summary of histlogical findings (successful pregnancy, male)
Table 8-5-1 Summary of histlogical findings (day 4 of lactation)

Table 8-5-2 Summary of histlogical findings (day 4 of lactation)

Table 8-6 Summary of histlogical findings (not copulation, male)

Table 8-7 Summary of histlogical findings (not copulation, female)

Table 9 Copulation and fertility results in rats

Table 10 Findings of delivery in dams(F0)

Table 11 External observations on live pups{Fl1) from rats
Table 12 Body weight change of pups(F1) from rats

Table 13-1 Summary of gross findings of pups{(Fl) from rats
(sacrificed, male)
Table 13-2  Summary of gross findings of pups(Fl) from rats

(sacrificed, female)
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. E .

BRFLEDEOEHENEEZIMET 2D, 2, 2, 6, 6T T AFNV—4~
EFuFiv_) 2o 0 (BFHEFRE) , 60, 200 B XV 600 mg/kg/day® T v b
DXEAI4E» o REMNE, FRAMBICHETIAEITERZEARES L, KERS
BHICMATERME  RECRETERBEZRILL.

1) REREEH

BERHERECERTHEEAOLNDELER, D 60 ng/kgHERB I CHHED
600 mg/keBE THESNE. —BRREOBETHERYERSZRERTER LU
BENMHED 60 ng/kgll LOBREH T, BEREMETHHEHED 600 ng/keg# T
BHbTn., ki, HEED 200 ng/kgbl LOBREHECHERMMHELRD S5h,
BHECOEBEIMHD 600 ng/kgB TR OONL. BOoMKFRE, hREBRE
BEBIVOLORECERECLIBERDERSOFALLZEZIRD LRI,
BEEETCTIIMED 600 ng/ke#¥ CRIFEENmELZRL, HD 600 ng/kgf# T
HFREE AmMBEERLE.
FREZEREORBR, £FACRERYERFOREEN TR INIFERBEIL
mirodo. 600 mg/kgHE ORI THRERDERSOEFENRBBICER T 3L
ZZONIOHEELBORBHRAPREOBECHOIMEABEO bR, £, BT
BB L TCERBOKRECEBERANERBE LREOEREEPEHE SN, #
BYMERSOEERNTRTRINT. L2hL, 4FFATRBEBOEFIRD A
o i,

2) ATERAEEM

600 mg/kgBE CEM LR BFEHRLIBBRIPIEEINIHAHOELENIFARD bh,
FEHERMBEELEL. REEBRBRIUZHRECHERYDERSOREIRDLL
ol TBERBEETEIZEIVOLFAIEECSHKRL, HRAMICLERYE
REOEBIRDO 7. BIREBGFE, FREE, HERYE, HELERE,
EFERBBIVCOBRBUALMLRERDERSOEBEIRD ANk, 600
mg/kgBE CHBEOHARDOAROBRFEBLI VAL 4 PAEFRNEELZFR LK.
PEROARIIZFERIRDOLNT, BTLRIBLIUMEL4BOFBRTLRBRYER
BIlL232EEBIRDON Ao,

UEDREREMNS, ARBREHBETTIH2, 2, 6, 6 —FFS5AFA—4—L Fax
RV CUVDRERSICIVMO 60 mg/keB¥RB L UMED 600 ng/kgBE TR HIMN
BoObh, BEHO—BREDOELTIE 60 ng/kgbll LOBREH TRB TED L UK
A, 600 mg/kgH CHREHETHEESINL. BEARIREOBEII#HIFR
BEIUOBB THERLEMERBICRAT LR oZMEENEE SR, 7, Mgl
b 200 mg/kgl EDOREFH THEEOCHEMMAEI A, 600 ng/kgHE THEEBEOREIRD
b, LithoT, ML HLEEZEEIL 60 ng/ke/dayRB M ST ok
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FEW RIET BT 600 mg/kg/dayRETHLROONT, BEEEIT 600 ng/kg/day
Hilrd iz, MOARICEITTEZEIT 600 ng/ke/dayix 5 CEHHBHREE Lo -
Ehb, EBELEEI 200 ng/kg/day Hr I . REHORERLE - REFICRIETHE
X 600 mg/kg/dayB 5 CHEEMHLRBD LI, £% 4 BAFENEEEREZ L, &
FBEIT 200 mg/keg/day L HIBrE 7.
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Tl

2, 2, 6, 6T FIAFNAL—4—LFuaxrry T (2,26 6-Tetramethyl-
4-hydroxypiperidine) i, (EFEXOSHFILBVW THREEANOES L LCTEHH
BIZEMLTBWOLNRTWAILAY THE. RLEPOEHRITOVWTE, EnRsic
LDH= U ADLDso 2928 mg/kg (Reference data 2) L#EIRTWVNSBEA, b R
RBRBYWOLEFICRIETEYE, FUABBAESRIISOVWTHIBEALTALA TR,
5B, OECOIR L 2 FLEDEOR 2 ERICEDLIENRAETFE O —~B L L T,
2, 2, 6, 6-ThFIFAFN—4-EREFIERIDPVORELESEESEB I UL
JE RABHICSOVWTRNLADTEOREPHET 5. :
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2, 2, 6, 6-FFIAFA—4—LFEEFIERY IO
Sy hEBOIRERSEN - ABEEEEFARR

BREFELEHDEOELENHE L TE T D2 -8 & L TITH0ECDH A
KAy IRERESNE - £HEREAESHFERBRT (19904 3 A
22H) IRV, Ty bEAVWT—MRESHENERICMIETRE - %
ERIETEEERA L.

B, RBROEHIIBALFE23E, HAEFE8E, 3L FE2E
(BBFo634E11H18A) @ IFHALLEHRIZHEIRBEUHEELF
WEICRIEEHOREDCEES 2 EDLIATELERBRAET D
HBRERIZOWT) oXEEWHI-ITHOL L.
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ABMEBLIOHIE

wWBYE
2, 2, 8, 6—TFTFrIFAFNAN—4—-F Fux 'Yy (2,2 6,6-Tetramethyl-
4-hydroxypiperidine, H!4 TAAM, CAS No.2403-88-5,

Lot No. FEE 99.8 wt%, 4 F&157.25, ME120C) 13, BAOEL
Thy, EAMETERECELTERRE L. 2, 2, 6, 6T FF7AFNL—-4
— b FaF e RITUZER LZ/FERIL, Reference data 2 {ZR L.
WERHEIX, ARAZEEAK (Lot No.BI8SSN HAREH XERETHME) ICEMEL,
6, 20 BLTV 60 mg/mlDBEI 2D LII2FZHOBSH LAY L. FAREIX, 8
BRETHAMEAETCERRE L. RERTFTOURBRHEOREMERARIL, BhXsH
FANAA - AT M) —X (KEHEFRAAT) TEHLE., TORR, 6 ng/nlBR
DBEEHKEETTCORK L1 BHEETHD I LPEREINT®H (Reference
data 3) , AMB1EMK 1B EOHRE T, ARKZ7BLRNIKERLE.
WEEOBESITE, ARBAEFIERAMULEITRTORBREORERIZ VWTERTE
N S5nlESRL, ABETRTHEREE FASNAT - FFF P —X (EREFPA
) WICERL, EMLL. TORE, RELHIRERED-2.70~0.68% ThHh o2
(Reference data 4) . L7z »T, BWERIZIIEREED 2, 2, 6, 6 Tk
FGAFN—4 - FrFIUERYTURERFEATHWDIIEZERLEL.
BERTHRIIAETREALEERMEIZDWT, BEXTHSHWLFER, MER
99.8 Wt% TH VW HBRHEARBREHMTRETH o Z L BB S/ (Reference
data 5) .

ERESMB L UEEREF
RRIZIE, BEAF ¥V X - YA d (BEINRELRT) PoBEBALLERS

B @ Sprague-Dawley (Crj:CD(SD), SPF) RMEHEZ v FEEBRBLE. BAL-E®

27 BRIRE -BEFAT L#, —MRBEEEERDON L7 b DR I10EK T
ESTLTHRBRICAHAWE. BESTRTEREOKER, #T 359~400 g, MET 227~282
gDEHETH o7

By, BE24£2°C, BESSEI0%, BR[EHISE FH, BE 150~300 lux, &
FABERI 2B R (FRI7EEET, FH7TEELT) CRESREANIT VAT LAOREE
(W 5.7XD 10.0XH 2.5 m, 142.5 n®) THEFLE. BHOFLERLED, HFH
MPOERMEEBLVCRBESBIIE, T TH23.6~24.6CR I VP45~61%TH 7%
BHRXEE EEHETHY R (KEHFPH) OoBBHAREXNAEFTH (W 691.0XD
79.0XH 195.0 cm) AL, 7TAIMEHE - KAT Y VAWBBEAFIS—Y (¥ 15.8
XD 23.8XH 16.0 cm, FAF X — - R~L—2 6017 cn®) EH%E2 1 ETHOIREFELE
HL7. AL, XEHMPIZ, #2740 IME - KATVVABERFT I —

(W 36.8XD 25.0XH 16.0 cm, BEZ— Y « A_—R 14720 en®) 1 LT HORE
LEARLE. SRIBBUMROREBHIIFHFTAREITT AV INNE - KXT vV RAEA
BB — (W 36.8XD 25.0XH 16.0cm) WWHFT ML —BIXUBEY #HE (Care
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FRESH-w) Z AN TEHF L.
RE—VIBE 1B, REHFTE 1 ERBE L.

BEY, AV A NVERTEKRNESH (KERHPRE) REONMF BHHAR (K
HapEems) 2AL, ASHBTEBICERS T, A, KEKZBBRK
JANME D BEBRICERERL.

A LA LKA BRIEIEE R TAEEOZEILNLIREDOREIRX R
M 7~ (Reference data 6, 7) .

nB, BYHOB P EED, AEHMAP, T FYOEHERBKEREZRELLLED
NABEEROLTkIT o7,

BT - B

BMEh b LOBEEBEICL s CEBAIELL, BEAMBEBIZIVERXRELHEAET I X
ACHEDTT L, 1BYE-VEFL2ZRZHAELE.
BSTHOBBOBIMIEEMNCERVFETRLLBII— VI LEBHERES
(Animal ID-No.) Z Dl 7.

KEBDIIRBET ALV EREIEET .

BEE, HER, BREHRABLUREFIE
ARBROBAERRIEICEHLEZFHERAR 2, 2, 6, 6—F I AFNV—4—t KB
FUUERIDOTZy PEAVLIREREENE - ATERAESHEFERE- 2 BREM
HE (RREE 3184) | ORBZBECLTRELL. T¥4hb%, 0, 20, 60, 200
B 600 ng/kg2 BB LUHMIC4PRHERBORES LEER, HD 600 ng/kgit T
BENAIZIPIECLE., —BRREBOEKE LT, REZCRBETESIUVBERED
BT 200 BLEUY 600 ng/kgHECTHEHEL DICELBAEEIR, RESIGKED
200 mg/kgBE TAHOEKBI, 600 mg/kegBETIZELFIBAEINRL. T o, FEEN 200
BXW 600 mg/kgBEchERICEEEINA. £, 600 meg/kgB ORI EEEMME
RADLLN, AROEHETRE 1ML 3F0EH 1 BEEENRELZR L. #oh
RERE TIX 600 mg/kgBE CHPHRLLENFEEEZRFL, V2 KREEPEELZRLL.
MEALFEBRETIE 60 ng/kgbll EOBREH TR VAT o — VB EBEZ T LN,
NEBEHOEPERBEICEANE o LOERVDERFOEENE I DB LPTRR
Ho o

HBRTH, BMEOWTNOBREHBILERDERSOEELEIAONIFTRERD L
Nhotr., HREBOBEEETIX, BEO 600 ng/kgBETHBOEMNEENKEL T
L.

UEDHER» L, ARBOEEAEZHLI»RBEUHRERRENDI LB FREIILD
600 mg/kgiCBRE L, AT 3 THRL, 200 BXT 60 mg/ke RE L.
BERKIZ, OBCDVA R4y IREBEEEEE - AMEASHEMFERR) V CHERE
NTVIRERBICHEL THHIROKRE L L., 558, FE 100 g%y 1 al
L, REMBIUXRENMFIoMETIE, BEINCHELEEREFHEBEICESVWTE
HEfTolk., £, REHAMBLUHEHMP ORI, FRO0, 7, 14, 21B L UH
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FEOAIKHELLEANGFECESWTEHZ2To. BY U TE2HWTERLEH
(78/8) HERLREL:. SBRBECRERNBREKRORERZIZRE L.
HEOBREHEIIZ, REMUBM L RESF UM IUREHMRTHR20BRBOER
8L L. MOBREHMEIZ, TENUEIMEXEYBT (EK148/8) 26T
REBRIYEOREAMZEL THBEOME 3B ET (41~528H) & L. 25,
RETHIOE (BiWEFF2307) IXREHHETH20BMOERKIBER L L.

BEBIVBE
— AR RN EE
L L, EFASOVWTHRREFMTEREEL, REBIVCRETCORELRHZH L.

.k B

T, #51 (RS5SHMHEE) , 8, 15, 22, 29, 36, 43P L U49H (L A) @
EFL, BE12»b43BETOHREEMELEHRLE.

T, 51 (BERKBA) , SBIUVISARKBEL, #5100 bIEETORE
WHWEXEBEH L. XEDORKRIL Lot TENUBEORE22, 29, 36, 43B X
A9 ICRIELE. -, RERMBTEOMIZ, EIEO0, 7, 4B X TC218iC, 4B LE
MIZHETORBIVARAEZEL, FRAFNEIEO»H2IBBIVHEONL4A4BETD
FEHEMEZEH L.

. EHE

#HTx, 51 (&EHRHEHE) , 8, 15, 22, 29, 36, 43B L M48H (H#eiA) i
BEE*JEL, BEALPLROAMUEFETTCOFRFEEL»ROEY 1 BEEEZE LT
5L EBHICHB/EIDPLIGERBLVESL2HLBATTOREEHEZEL L.

MCIX, #51 (B#EMHKBHE) , SBIVISBEKKAIEL, MEB»DKROBERET
ODEMFE>ROLY 1 BBEEEP?EHTI L ELEDRERELPDISEETOREREE

CERBEHLE. RERORI LA o3 Th UBEOHRE29, 36, 438 X U480 ITHEHE

EXHEL, WEABPLROHENETTOBESE L RD, FH1 ABEELPEHLLE
i, XEMRXOMIIERO, 7, 4BXU218IC, 2B LZEIEIHEFT OB LN4 A
CEEEFNEL, BEELLROMERE TORHAREROTH 1 B EFEL BH
THELEBHBUEERERONLAIBETTOREENELEH L.
BB, RESHTORESMIIEHELRE Lo 7.

Rz At
REMI4OFMOMEABBELZToLHEZzFAENOECr —VICAN 1 X1 THREI4B
MERREIEL. BHE, EFFORTIEREZ Lo TKEMILL, TOAXHEKEO
H& L.
HASREEIRERLEEI TN, REEHPOROEEHEToROBEZzHEASHA
#}r LTEHHANZEL L.

REFREID, EHEOVWTXKRERE [ ( RERLHYH BEEHWE) X100] &
HL.
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BRI, 60 mg/kgBE DM D 1 FISNFEE Lz, AEOHED 1 FHIKE Lizho ik,
%72, 600 mg/kgBH TIRBOIHABLUMD 1 FIBET Lz d, REOHELEDY

BERSBEBERBIUOHLEROHER
FIREBMIIEFMZERLSBIE. DHBOERITIFIN S ~10BICITV, T OBEREHIC
SHEBPETLTWVWA I L 2RBLEBRIZOVWTEDOHEZMEORE L. Fai108
ZBETHBRET LEEARIZSPVTR, FELAHETORL LE. DhezEIELELE
BFlHZ DWW THESE (FFO0OFD0EAI»LHEROBDEABZHB LA , Zh
2 [ (ZHRBYE / TREIBWE) x100) ], HER [ (LRHEME TR
#) xX100), BRE [ (FRER/ERESLHE) X100) 1, S [ (BEERK
SERRE) X100) , HAESFE [ (HEARE /RHENRE) X100) ] 2EH L.
BROHIIRE 4 BICRERS L.
FAERIHETOBRHERK (EFER+ETR) 28, HMEHET DL & bILA
REBFOFELRRZ. £, BEOBIV4 PR MEEANOEEZREL, 1§
DOHERPFEHEEEZEL L.

WE 4B IRHARSHZMEAL, BE - HBROARNEE2T-o-. WEHETO®E
CRAGLVRAKICEET MRONBHEERTo. £, HFLEROABAEFER [ (BWE
4 BAERK //HEELERE) X100] xEHLx.

BRARRE
FHOER2FICOVWTHRIHIZER L. BoENiclggs %, =—-FAT
MEEBRE L, BEEHXEBR»HHEM L.

I ¥% 1R

CRBREBFIZEIHREBRA (EDTA-3K) 2EMNMLZFMmic >N T, RAMKEFHREEE THMS

H'1E (= A 2%, XE) # AW THMKRE (WBC: BREFRE) , FRMEE (RBC:
REHHEFARIE) , ~<= kb2 Vv bE (HCT : RBC, MCVE W EH) , ~E 2 & (HGB
VT AN EVE), PHROEKRER MOV : MREFRE) , FHRMDIK
mEAFEE (MCH: HGB, RBCE W EH) , FHFRMERMEAFRE (MCHC : HGB, HCTX D
Bl , m/AEE (PLT: BETRE) BIVBOKESR (Tua—HF A by x b
Y—i) ERELRL. BMKRESERAMBROBBTRHELEY, MNEOEEHRELRS
EBRL, A4 - VarvIUlrF - FAFRELTRELEL. @AM (RC) tLFOE
EI2WTiX, FEBRK (EDTA-3K) HmMMEKE2Z =2 —AF L7 A—-THREH%, L
BREERBEAZER L. EHLLELBRASBO O Lo, BEFXOBEERIT
ol
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(2) mMwEFEERE
BB/ UBY —FEMMES 3000 r.p.m., 135BELCHBELCELOEEICH
W, mMEEEBEESE KC-40 (7 A A7, ME) 28VWT7 e b o B
(PT : Quick 1 E¥¥R) , MBS ha VXS XF B/ APTT: 7oy hE) B
K747V /=4 & (Fibrinogen: b EVEHIE) ZRE L.

(3) MEENLFERE
BREIZBIIV—rvv—n (XL rboy, EFRHFRER) Ch#EZHERL, =
BIC305MREEH 3000 r.p.n. 7THRELHBELTREMAFICSOVWTESEBRALAFER
B 4T E CentrifiChem ENCORELD (~X— b —1#k, XE) 3 XU EKTACHEM 700N (=
o rt, XE) ZHAVWCHELL. BETREHEED (Fa—Vby bE) , 7173
v (B.C.G. %) , A/G (FtEHE) , hfE (FArz—24X v F—¥H), PHEW
(BERWLEE) , Ba2bAXATE—~A (2 VATo— A X F—¥E), REEXR
(DVvT7—ET7 o0 ABRERE), 7V 7F=r (Jafféls) , BED AV
(T, , FA8I VBT oBB NS v AT I F—¥ (IFCCE) , A4 3
VEBENE VBN AT IF—F (IFCCE) , TVAHVERRT 57—+ (Bessey-
Lowrytk Bi&) , v~ 7N EIN RIS ANTFHF—F (0rléwskiik) , 7 b U T A
(BHEE) , PV vhs (B, &% (BEEE) , sy va (TArerFJIEk)
BIUVEHY Y (V75 UVBEFE) 2RIEL:.

g MEERE

(1) IARBLUCBEESE

OETEY

HRCTHBE - BAROARMBESEZITY, KFE, ALK, UV 8, ERR, BE, X
BE (FHZEL) , ME, KF, MBIUREX, LB, FRERBIXUCLEENE,

CFE, RE, B, +I8B, NB, KB, TR, KR, BE BR BT, B, &%,

RISZER, BRI, F+E, B, W, ~—F %, M, TEFBLIUFHEZI0% THEEE

RA<) VB TEELL. REBIUBELFR T 7 VREBICEE L.

Ot & B

BEHRBELLLBDY FhbD, MIKHBBEREZIYLET—TARBRT TRM LER
FHIEZ. BE - HBOHNBMNEELITo-%, M, WR, FE BB & BF,
REBIUBRLAEEXAE LRBREFEE - FfEHL (ANESR) zHEMHLE., $£/,
LEBYWOEBRERBICMATLM, BE, IR LUTESZI10%HEEERFL
<V UVERCTEELE. 28, REBIURBELAR I TV KERTEHELL
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@BERSH LI

BE 4 BT AR T CRORERS . BE - BEAORNBROBER T - %,
B, MR, FREE, WE, M, BIEBIUMRESYWELSETEE - kEK GBx
E#) *EELL. £k, 2RWOERNERTCMA TOR, TEES ZCARR
RrLTZEEBRDONLHE - MMe LTRBEI0%FHEERRAL~ ) VRCTEE
Uiz, %7, SRBICEARS I CERREE A L.

@B ORI Lo i

- MO ARMOEE L

SBERBHRELAEZEH, = TAHEBTTHOLEEESE, BE
BEHEST) , PR, K

fTofotk, KE, $LIB, VN8, WER, WE, KEBE (

E, FBIUVKREX, LB, FRBBICLEM, &, &E, B, +285B, ME,

X, BFR, B, R, BB, BIE, BB, WR, F7E, B, RRK ~—F—Jg,
B, TEABIUCFHEZI0%FMHEERERILV Y VETEELL.

CHBHHEPILLEINEC L-B8Y (ZRETCEHY)

(2)

AHERITRTORCELHBRBREIERENCRBIL T VEBRT THOLERE I E,
BE - MBORNBOBEELIToc®, KE, LR, V56, BERE, WE, KBE
(BHEEL) , MR, &%, WP IOKEX, LB, FREBIVCERME, F,
&, B, +ZEE, B, KB, TR, ER BR, B, 8%, B, MR, F
T, B, BE, ~—F—R, M, TEFBIUEHEI0%THBEEF LY VHETHE
ElLl. ok, HIRBICESEBIVERRELZA .

FEHEAEAMERE
TRHRIZSTI2HWOEBKIC DV TIERELE AR EFER (EEHFEHET) F
BT R T 74 VHRFEERL, ~vbF Yy 2Fq P 0RELE. BRIE

eV —CTEBLE. B, AUBWOBBIIERRVWEOEEZ TR TLIEARR

HoEhiidH, QBLVOVPEBIVCFTREHOBRICTOVWTOREZERE L.

OECEHMBIUVERETCEY

FETB (D 600 mg/keBED 34, MED 60 B 600 mg/kgBEDE 14 BL W
2RFECEY (KD 600 mg/keBED 1 Hl) ORE, B, V38, EEHE, BFE,
KEEE (BHzat) , ME, &%, MR IXUKEX, LB, FREBICLENE,
&, BB, 8, +ITHEB, /B, KB, R, B, BB, B, BT, Bk BE,
BISZHR, REE, WRE L&, AR, 78, B, BX, ~n—%—&%, M, TEEBIUVOHF
BEIZSDWTEMLE. '

QIEIR % AL & & 7o

SEREE L B R TIIM, MR, OB, B, BB, OEE BRI URBRIIONVT
ElEL, BERXUCTHEH TREBERIC DV TEREL L.

O
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@B &Skl -

CRBHECEREHE M, PR, O, FiE, BE BB, BIERBIUVIRRIZOVT
Ei L, MATEHEEHD 14 (@J%%%EBOM ORBIZHOWVWTEBLE. £, &
BXUOPHEETCRBRBIZODWTEHRELE.

@R DAL Uis > T HEdE

600 mg/kgBE O MEHE 1 BOR, MR, OE, IFE, Bk, BB, %, B, ¥7&E,
PRE, BEB, BR LK, B8, xR, TEHAIZSDVWTEBRLL.

# 5t R AT

RE, BEE, HEH, FHRESR, HERH, EERYK, 4k, FHEEY, TRY
M, ZFRZE, HSthxr, HESRE, AREFHAR, FLERO4 AEFER, ZEEE, =
BEE - -AEL (BXNEERE), OERENBIVMAKRELEREBIZOVWTEHSESLE
BRE? Z1To7. 7 BartlettOE LS BBREZENML, SHBOBART—TEES
BoSWEiTok. SBXAEELEASIT Dumnett DS EHBREY ' THBRE L £H
S5FBOFEEPRELL. BartlettDELSHBETCFRE LB DB ST Kruskal-
VallisOIENBREZERL, BEOBESWEX/ 2 /3F A Y v 7@ Dunnett® L E B
BRES V" COHABRLEABREHBOFEZZRE L. HEXR, REEBLIUZEE
KoWTEHx*BREY "2V, FEEREOHRRORERORKREIL, FisherDE
EREREEYZBVIREL, FL—FOobbmRARR, —% 1), +1% 72,
+2% 13 BXU+3% M4 iIc#3Y HTictk, BEAFIBRE TH dMann-Rhitneyd
URECZHAVWTRELE. 2B, WEHBPOFAERICEATIIXRBII1IBELEYY O
EHE 1EAL L. HEAKEIX x: PO.05F L Ukx: P<0. 010D 2 B¥f & L.
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®OB & 3

KE®REEH

T LU —arthEE (Table 1-1~1-4, Appendix 1-1~1-4)

FTFPHETE, 600 mg/kgBETHRE 6B LV ORIZL (BWHEF1301) BLU2H
(B &E S 1302, 1310) BEXN. HTiX, 60 ng/kgBE TR E 168K 1 (BHmE
£2103) 600 mg/kgB TR E 3 BIT 1 6] (B4 & 52305 BEINE.

 HO—RREOEALTIE, BREROERE LT, T XRTORRDEREH CRIESD X

VIERBRTENLRDONT. BEIX 60 ng/kgBED 1 HITIL ERIZ, 200 ng/kgBE D i3
FEFTERENIS, 600 ng/keBHF OB TEPBEIN, BHEOBIIL 60 ng/keg# T
BRE, 200 BXW 600 mg/kgBH CRENSLEE ThHoT. RBTEIL 60 ng/kg¥H D
IEIE2F BRI, 200 BXV 600 ng/keBEDRBITHEHBAESIN, RHEOBEI
60 mg/kgBE CHEE, 200 mg/kgBH TEENLFTEE, 600 mg/kgH THENLEKT
Hol. £, TNOLOEROERIVWTLOR LB EHIOOLLE DL, 60
mg/kegBE TIIRE® 2R, 200 mg/kgBE TIIREH 4 BALIMIIZIEHE L LR,
600 mg/kgBE CHBREH 2B T L bBMCERL, BRER OB THIZER2H MR
BEITRPEEOERZEL TN, £, BHREBETA 600 ng/kglf TREH
cXREHFHBPZITEAIEKEEICE D bR, TOM, BEN 60 mg/keif TAE BT
- ARERBREFIC 1S (FHIK) 600 mg/keBE O THlizkENHFEN, KEET, BS
W, BoWwY, WME, B, X5DEBHTBITIRERE 115 3HIKED LK.
MEO—MRREDOELTHE, BEFHOERE LT, T TO0ERHEREH THER X
VR TENXBOONT. BEX, 60 mg/kegBH0 1 FITHEBHEIP T £hiz, 200
mg/kgBE DL F THIRHIBM E CIIBEY, WEHBETIER, 600 ng/kgH0iTiFe
FloxkSHBTHEIBEESR. BB THEIX 60 mg/kghf CIIXER - KEHEPIX
BIERAIEE, EESEIZEELAICHENIC, BEPMEIEO R REOK,
200 BX X 600 mg/kgBF TR EFICREHPMFIITEIBEENT.. TOMKTER -
REHE TR, FEETBXIXUBREBE T 600 ng/kgBE TOHBAIL, RHEORE
ARMOBTHE, RELIUVREXRDO L. FRHPH L, BB (JEER, M
) 2% 600 mg/kgBET 16, BREEBETA 200 ng/kgBE T 1 H, 600 mg/kgEf T 4
B, MR 60 me/kegBET 16, A 600 mg/kgBET1HBOOL L. BWEHM T
12, £RET 600 mg/kgHETHFT2RIC 16 (BWES2306) , B EBETH
600 mg/kgBETHBF OB I ARD LN,

& & (Figure 1~2, Table 2-1~2-2, Appendix 2~1~2-2)

BT, XEREEICE AT 200 ng/kg#E TR 5298 LU, 600 mg/kgB TIIHR &E22H LL
BICHHFEHIEAFEREEZRL, AL DIERE I ~BAOKEEMELFERE
BZRLE. HOXREAMREMAFATRINRBELERDEREH L OBICEZRZIRD LN
ol EIREE T, WEBEICHE AT 200 BLU 600 ng/kgBE THEHIR21BIZE
EREELRL, MELDLDINERO~2IFOKEEBMNELEZREELP T LY. WE
HE T, XRELERDERSRLOBMICERRD bR P o 12,
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. & g & (Figure 3~4, Table 3-1~3-2, Appendix 3-1~3-2)

T, HBEBEICHEART 600 ng/kgBE TR ESBLUBMHENIAFELEBZRL,
BRE22~BEDRABEBHEELEFEZEHEEZ R L.

MDA ERTHAR TiX, STREICHE N 600 ng/kgBHE THRESNLISEDEH 1 HEEE
BEHZHICEELEBEETL, BE1~5B0RBEBEHEELESAEEEZ T L.
EIREEI T, FAETHEER7T PO 4O 1 BBEELRFELEEZTLE. BE
HE T, ARELCERDERER L OBIEZIRO ORI 2.

. HOmMKEFEHRE (Table 4-1~4-2, Appendix 4-1~4-2)
NEFREBIVOBEBRRERETHE, WTHLOBREEBIXSOWITHKBELERY
BERERLOBMIZERR D N2 ho Tz,

. BEomiEEikERE (Table 5, Appendix 5)

200 mg/kgH CHEBEIHEAINV T ABKHFENITAELREEZFLL. thoRE
EFETHRHNBELERDERSEHE L OBCEZERRO NN,

. BE&EE (Table 6-1~6-2, Appendix 6-1~6-2)

REME S BICH BT 600 ng/kgBE CRIBOHNEENRHFNRLEAELREEZ
L, BdEELEEEAZ2 R L. EHICHETIE 600 ng/keE THBOBTEELF
BErEEE2zT L, BNEELVEEEREZ T LEL. 2o, RECEBECEET I LS
AbhAELE LTHETIIX 200 BXW 600 mg/kgli TRHOEREENFELEHE Z,
BRELIFOBRMNEELNFEREMEEZ L, IHIZ 600 ng/kgBE THEBORNEENLF
EREEEZ T L. T, SFEBICES 200 ng/keBE THMBROENEENRFERZE
ExTL, BEROMENEENFELREMER2RLE.

. BREFTA (Table 7-1~7-5, Appendix 7-1~7-2)

FET I, HD 600 mg/kgRET 3 B (B FE S 1301, 13028 X TF1310) , #D 60 &
LT 600 mg/kgBETE 14 (B EE2103B L 2305) Tholo. HOELCHOH®K
T 14 (B ES1310) CHORLMHEEE, ABEZXBIUCFEBLOBE, MNEOD
NELABLIUOREGHSE, RBEORELEAXBIUONEHOFAL, BKEE, BRD
EMBLUEHFHOHEINBEEINL. Toh2floBETIE, MROFEKSR, MO
e, BORNEHORELE, MNERALURRKBORBIERABLURNELOFEL,
KEBEOKFEBHSA, MKEE, 2F5HOHERIVTAIO 16, BRRONEILXD 2 6
BEERk. HMOETH OB TIL, 60 ng/keBHED 1 FHITMRR X U O KR &S,
BEORBEEXBLVCNEDORALLBLUVNBEORNEHOFEILD, 600 ng/kgdED
1FBRBIUVHOFREES, BRIUCMBOFREHL, FROBEELPBEEIN
7. :

HETIE, 200 mg/kgBECHOBEAKABIUEREL OBEENE 16, BBROBES
FUEMA 1, 600 mg/kgBE TRELGORAEHS 1HAICBHEI N,

T, BRECBBOBRERIOCHOREBHANE —EBED 1 FIC, WROKREH

- 21 -
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EBLIUMOBEHMENRS 16, 60 mg/kgBE TR OERMN 2 F], 600 mg/kgfE Tl
BOFREEERBLIUNBEORBEAR B0 1@, BEFS 1HACHESRT.
RRBOBEMLZP> BT 600 ng/keBETHRES 1 HTHo%. FIRTRERR
bhizhot.

£RFETEWIX 600 mg/keBF T 1 6 (BIHEF2306) Booh, MEBOEEBIBEERES
ni.

. FEEBE®RE (Table 8-1~8~7, Appendix 8-1~8-2)

600 mg/kgBE DT EMY THBEICEB L TCBBOKELRV LEMBERARICRB T 2 RM
ELROZREEIBDOON, HBRYWHRSOZEN TR SN, TOMINERET
BYOoBRICE, RESEATORMEELEOBESIVCRMAT LR OGFE R LIS
K,ﬁ%ﬂ&ﬁmtﬁﬁént(mMoLz).it,smmyuﬁwﬁtﬁ%?m
EREENPBRBUNOBBIZLRD O, 26 0RBRE X UCEBER, MEHEL 1 H o
ﬁ@%ﬁ%ﬁﬁ;6%,Mlmkiwﬁzmo%i,mlmwﬁ,%E,Hﬁ,%ﬁ
BEOLEEMEZZATRERBEEREEINRE. Zh b 600 ng/kgBFEDFETHITEH
BENEEBRITFEEHEIIERY, XKAOKRRZERBRIEKBILLEHRDO LN,
NEICHIFBEEDOERZED L RHERBEDIBODONE2b0bHFEELTRY, V
JEE#HEThHo. EBIL, ZTHNHLOHHIERBECEEBLIVHMBOEE B LA
W2, BHOBEMETRLWICHIBOEZERL ML b 2612, MBROZHAER L TIIHF
BOBIENHEES 1HICBEEI L. '
60 mg/kgBE DL EHOM 1 T 600 ng/kgBE DT H Y L AELABRBORBER
HEBERBONDWIEDZEREME (photo 3) AEEBEINM, MEOICHOLLERINL
. TOMBEINTLFRIIBEREDOERETH >, 600 ng/kgBE O 2 RFE T EH T
X, BBEoOBE, WMBEERE, BERL2LCIILEOELE, WTREROZE, REFXL
EOBEMCBEELRILAERDL CICHRHEL, MROEELFEShL.

VBT, BERORMEOFEE/S A RBE, 60, 200 B3 LT 600 ng/keB¥TEILEh
6, 7, 6BLV3F, FEEIEREERENAS, 3, 2BLT1H, UV S RKEH
BENFN4, 0, 2BLVO0H, BRORMELEOBEEN 200 ng/kgBE T 1 HIC
BEIN, VUREKEBED 60 ng/kgBE O R ERANBEHICHEKHENEAFERIE
EEzrLE., EHIZFEBONAFENMBER IV 600 ng/kgHETENENSB IV
28], BBOARULENI4BLTIG, HEEAOEFAFELR 600 mg/kgdE T 1 #)
KEEEhE. TOMBEENEFREIBEEOFTR tho7. B, ETLEHOF
BTRDODoNT-TERESHIEFEFHOETHEEIN 2D o7 (photo 4) .

HTIX, BRORMEOHFEELISSERE, 60, 200 BL T 600 ng/kgBETENRE N
1, 2, 4BLV2f4, BMBOGBRLEELINBHEB LUV 600 mg/keBETENEFNSES B
FO7H, BBOBAELE 7BLUSH, FROBEELEEN1BIV3IH, FEO
Bisl¥5M (photo 5, 6) R5B LU H, LBOSAFEER 1 BLIV2HKBESH
o, AHFHAOMIIBECHHOBR RO -ZERERHIBEE IR N0z,
REORIL Lo B T3, BROBRLENMEC, BRORME OFE
EbBIUHBEE N OHBANE, FRODAFESHECHESINE.
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2) EMERAEEN.

a.

KEBLUZEE (Table 9, Appendix 9-1~9-2)

RKRIT 600 mg/kgH ZREGBBEELEL T N COHTCEFAMI L. 600 ng/kgB T
B1IERIREAREKILITHY, KRERIF0.9%Tho7-. THRIZETOED KRNI M
THRAL L7z,

HEAMBETIE, 600 mg/kgB ¥ CEBE L EBERLBEPBEINSIHEAH O LD
SFIE DO, HBBICHERNEHENCAELEDEHAHOIEERRD SN,

S X E (Table 10, Appendix 10, 12)

600 mg/keBE T BEHICH_MEOHE 4 BAREFREEMERL, 4 BEFEED
EREAmMEZARA L. £ofh, HEHME, TREERK, FRER, HEREK HELER
£, ik, HEREK, FRE, SHBEBLICHERIHRAZIRO AR L.

. FARoOERE, FEBLUHBRFR (Table 11~13-2, Appendix 11, 13-1~13-2)
FAEROAEZRETIE, 600 mg/kgBE TR THEN 1 HERDIOENTEDARATH- T2

WEHMPOEETIT, 2% 0 BITHBEITH N 600 ng/keBE THEBE L bHEFFENIC

ELEESY, %40 cHELLEBEEmMEFRLLE. ZETRoHBK TIE, 200
ng/keBE DD 1 BB EL AN BEEEINT. BEA4BOHRT, HTRABETH
BRESRERSHABIVCITFBOEED 14, 60 ng/keB¥F THERBOBIRIEL XN 2 FlIZE
B3N, HCTREANBBECTEBOBZIEARN 24, 600 ng/kgBE TH IR O EHHIEE H
1FICE RSN,
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EEBLUER

FE®REEX%

FELH2S, 600 mg/kgBE DT 3 F, T 60 BLT 600 mg/kgfETH 1 TR D B
N, TROoFTHOFRBEBEREDCHER, 600 mg/keB 0 HBFR CIXEOEILME
E, REDoFRtalk, MEBIXUOXKBONELK, FAHABEIUCNAEADOFRAELE
BROLIL, MBERATHRBEOBBICHIFTEABD O, 600 ng/kgHED LR
REBHHORBCEMSRD O, A—HBYEOS v F2 AV 2 AERENEMHR
BR7 TiX, 1690 mg/kgl LO R BB OECHWIIRIT SRR T, BRE OB KL M
+ZHEBOFREHR, EBRFHRECKEEOEML, BB IVEMEE, +ZEHBO
HE, HDBIUCBENBESN, BT A IVEDECHIEAEBRDEOEENRE
BICLO2HALEHREZERE LTWD. KARERT 600 ng/kgBE O T HIOHLEITTR
Do EROFRLERMERS ICIIEHZEMLAFBICER LEEELEB X b,
Fh, BLACEIEBLTERB CRECKEHMEERSIIRAFTF LROZEREENEER X
N, BBRMERSOEEBN TR ENT. 600 ng/keBE ORI IXFRE, BB, Mk, &,
EF, BB, Mg, BEEBBIUVEBIECEREERBEEINZIN D o k.
—BREOHETIT, BRE5HELELRERBI VB TEN, HEZ HDIZTNTOHK
BHERSETHEDLODN. THhHODERIAECEELLZBZRBEEB L USEESHE
DHEBERBOLN, HBRHERSICIZERLEL DN, £, 600 ng/kgB TH
RENCHREGETRIEHEZALMBEL ODILBOONWERDWERFICEDZ2 b0 L
EZbIT., EIT 600 ng/kgBFORTH THRDODOLNLHEE, FEETB IUEIER®
BUMEOEE B RN LI L2225 REBEOEACHEEEZDNT. £
of, BROLNEZFHFERILELEMNBETLROONEZbLOTHY, HRUWEHRED
PR LEBI R

EEIZCOWT, BTIE 200 BXU 600 mg/kgETHREHFHFOX I LALLM ARI{EE

CEZRL, HBRYERSCIOBERBMMHB L ZAON . HTIT 200 BXT 600

mg/kgBE CTHRIR2IBILEER2 T LEBRDERSOEENR TR I, EHEIZ2WNT,
HETIX 600 mg/kgBf CREFEBUBREMEEZ R L. M T 600 mg/keBE TRER» D
EEHEBIENMTITCREZZRTHBAIZDONE. WTFRL b EFRIFTHTH 2B HERY
ER50EERRBIRE.
HEOOEFEREBLIVODEEEERECIERYERSOEZEBRBOD Aok,
AL FRETIE, 200 ng/kgBETHBHICERINV UV ARBEELZRLLYE, H
BRNEELLEATRE RV I ELOEBRYERSICIZEBLIIHM Lo,
BREEBCOVT, MELLICHBEIZES 600 ng/ke CRBEERNEHEESY R L,
SHITHETIE 600 mg/kgE THBEENTELZ T LERYEREICERLLELLEE
Zohi., TOMOBRBE TCROLONEELLRIFECEBIIER T2 _RSZ2ELE
b,

REFREOER, GRPBRILSEABBIVERLSBEL-MOFRFARIZ, WTh
LEEELIVWRBVBAOCRETHVEBRPDEREOREN TR ENDIFERBES
nNigdhote., ¥k, HEBEFRATHEBERBROY U AKRBEBEORERN 60 ng/kghf TIEE

- 94 -

BN
()




2)

Exp. No. 3185

EaAL?, BECHELAEETHARAVWI LB ERSORBLIIE X
Mok, TOMBDONTHEBARBIBEOXRBRIIER -7, LB OAE
FRPOLEBRVEOBER~OEEB B TR ENLY, £EATEEEICHT 2 EBIIR
Hbhiholk.

Pz &b, 2, 2, 6, 6T M7 AFNL—4—-—b RpFI )T ooRE
BEREIYVIMO 60 ng/keBB L UMD 600 ng/kgBE TRTAINRD b, Rh%
O—EREDOETIE 60 mg/kglA EDREFHETRR TER L UBBEL, 600 mg/kght
TEREBEBERTIEAEIHLL. ZTLHARIREOBBILHIFRBIVBH TRER
EHMERABICRME LEOTREEIBE AN, £k, ML b 200 ng/kgl LD
BEFHTHEOHEMMHE D, 600 ng/kgMH TRHFEOEEERDONA. LidoT,
BEHE X D EEE R 60 mg/kg/dayRiE L HIBT X hi-.

EMREAEEMN

600 mg/kgBE TERR LALEBEA LGP BESHNI2HARNOFELYIFBDLL, F
BHERPFLERZTL, HRUVERSOREEIEDNL. XEREFBIUZBEFIHR
MEBREORBIRO bR ol. REOHBI L 2P > BHWORBERETIE
WERBBRIEZLRBO bR ok, 600 ng/keB¥ THBHOHARDAE%OBHKE
BEEEZTRL, £% 4 PAFRREERAZ T LI 00, HRVHERSIZLDH
AEROBENMHNELHFAELHOBEMOFETRLN T 2EENEDbIL.

FoOM, HESR, HAEFRIHEBRDEREOZEBREIRLLNT, FARCARIZVESR
MERSOEBIFVOON o, £, ECRBLIVHEEL4BOEBRTHLHRY
BRI I2EBED Db oT.

oz trb, 2, 2, 6, 6T FF7AFN—4 - FuFIRYO0HD
AFIZRETEEIT 600 mg/kg/dayR ETHLRO BN T, BEEEIX 600 ng/keg/day
CHIBTE N, MOAEBITRIETEZIX 600 ng/kg/dayB 5 TEHEFYBEE L
b, EEEEIT 200 ng/kg/dayl e nk. RBMORLE - BREIIRETE
1Y 600 mg/kg/dayB ETHEBFMHLRBOLN, £%4 PEGFEFIEKBEEAZ R LE
T HEEEEIT 200 ng/kg/day & B &l
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& & X Wk:

OECD guideline for testing of chemicals: Extended Steering Group Document.

No. 3(1990).

Shayne, C. G. and Carrol, S.¥W.: Statics and Experimental'Design For

Toxicologists. Telford Press (1986).

HETEM, BILEL  EXXZL2UTFRESSE,, No.32, p.21 (1990).
YOSHIDA, M. : J.J. Soc. comp. Stat., 1, p.l11l {(1988).
AR KPEM ] —BHE & B —, RERAFHES (1977) .
FRE & APEEHEAM, ERE (1975)

2,2,6,6-F NS AF)-4-t FuFxi ') oy hEAWVWSSHE

EOBERR (RBRE 23230 , (M) RLRREERRSMFMEEL Y — (1997) .
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Table 1-1 Clinical observations in male rats ‘ Exp. No. 3185 (115-073)

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

[
1
~

[
N

12 12 12 12 12 12
12 12 12 12 12 12
12 12 12 12 12 12
11 9 9 9 9 9
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60
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60

200
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-
MO N

.
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a) No. of animals with elinical sign in group
b) Total of animals with clinical sign in group




Table 1-1 -continued

Clinical observations in male rats Exp. No.

3185

(115-073)

Signs

Dose level
(mg/kg)

Days of experiment

Total
1- 7 g-14 15-21 22-28 29-35 36-42 43-49 { 1-49)

nasal discharge

salivation

prone position

staggering gait

decrease spon.motor act.

tremor

ptosis of eyelid

60
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60
200
600

60
200
600
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60
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Table 1-2 Clinical observations in female rats - Exp. No. 3185 (115-073)
(Before and during mating period)

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)
number per group 0 12 12 12 0 0 0 0
60 12 12 12 0 0 0 0
200 12 12 12 0 0 0 0
600 12 11 11 1 1 1 1
dead 0 0 0 0 0 0 0 0 0
60 0 0 1 0 0 0 ] 1
200 0 0 0 0 0 0 0 0
600 1 0 0 0 0 0 0 1
normal ’ 0 12 12 12 0 0 0 0 12
60 1 0 3 4] 0 0 0 0
200 0 0 0 0 0 0 0 o
600 0 0 0 0 0 0 0 0
wasting 0 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0
600 [+} 0 0 1 1 a) 0 0 1 b)
subnormal temperature 0 0 0 0 0 0 0 0 0
: 60 0 0 1] 0 0 o} 0 0
200 0 0 0 0 0 0 0 0
600 1 )] 1 1 1 0 0 2
mydriasis 0 0 0 0 0 0 0 0 0
60 0 1 0 0 0 0 0 1
200 3 1 0 0 0 0 0 4
600 12 11 10 2 1 1 1 12
salivation 0 0 0 0 0 0 0 0 0
60 4] 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0
600 0 0 0 0 1 0 1 1
loose stool 0 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0
600 1 1] 0 ¢ 0 0 0 1

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

O
-



Table 1-2 ~continued Clinical observations in female rats A Exp. No. 3185 (115-073)
(Before and during mating period) A

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)
decrease spon.motor act. 0 0 0 0 ¢ 0 0 0 0 0
60 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0
600 3 0 0 1 1 0 0 4
ptosis of eyelid 0 0 0 0 0 0 0 0 0
€0 11 12 8 0 0 0 0 12
200 12 12 12 0 0 0 0 12
600 12 11 11 2 1 1 1 12




Table 1-3 ) Clinical observations in female rats Exp. No. 3183 (115-073)
(Gestation period)

Days of gestation

Signs : Dose level
(mg/kg) 0 1 2 3 4 5 6 7 8 9
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Table 1-3 -continued Clinical observations in female rats Exp. No. 3185 (115-073)
(Gestation period)

Days of gestation
Signs Dose level Total
(mg/kq) 13 14 17 18 19 20 21 22 ( 0- 23)

(=)
w
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nN
w

-
N
-
)

number per group 0 12 12
60 11 11
200 12 12
600 10 10

12 12 12 12 12 12
11 11 11 11 11 11
12 12 12 12 12
10 10 10 10 10 10
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60

200

600

12 12 12
11

[y
~1N
pury
n
[
[E. 0.8
[y
[

oo

loss of hair 0
60

200

600 a) b)

mydriasis 0
60

200

600

—

salivation 0
60

200

600

decreases spon.motor act, 0
60
200
600

ptosis of eyelid 0
60
200
600

e
COHO ONOCO BhHOO HOOO OHHO HOOOD OOKHN

[ X
COo0OC ANNO O000 OO0O0O WMOOCOC OO0 O0OWw

e
oCOo0Oo (=3 o =] oOHOO HOOO "hooo QOO0 O

-
[=X=yayal ONHRO OO0 (=R =y "nooo [=F =Ry [~R =]

[y
OO0 ONWO OO0 OO0 BOCO OO0 OO®

=
COoOO0OOD ONNO OCO0OO0O O0O000 -IHOO Coobdo

M
COCE ONAD OO0 0000 VHOO OO0OO oo

Sy
CO0O ONWMO OO00C COO00 WHOO O00OO oo

Tl )
COO0O0 OO0 OO0 0000 WNOO HOOO ON

-
COO0O CORUVD OO0 OO0O0O0 WNOO HOOO oHM

hematuria 0
60
200
600

cCOoOOoOo [N =] [eNaXal=) OOO0O SOOO HOooOO thon
[N =N Na) (== N — ] OO0 [=R=F=Na} [=F=X= -] [=F=Noy ] & wow [ NS EULY..]

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



Table 1-4 Clinical obserxvations in female rats Exp. No. 3185 (115-073)
(Lactation period) :

Days of lactation

Signs Dose level Total
(mg/kg) 0 -1 2 3 4 ( 0- 4)
number per group 0 12 12 12 12 12
60 11 11 11 11 11
200 12 12 12 12 12
600 10 10 i0 9 9
all pups died 0 0 0 0 0 0 0
60 0 0 0 0 0 0
200 0 0 0 0 0 0
600 0 0 1 0 0 1
normal 0 12 12 12 12 12 12
60 8 10 10 10 11 8
200 0 0 0 0 12 0
600 0 0 0 0 8 0
loss of hair 0 0 0 0 0 0 0
60 0 0 0 0 0 0
200 -0 0 0 0 0 0
600 1 1 1 1 1 a) 1 b)
mydriasis 0 0 0 0 0 0 0
60 0 0 0 0 0 0
200 10 10 8 2 0 12
600 9 8 9 8 0 10
ptosis of eyelid 0 0 0 0 0 0 0
60 3 1 1 1 0 3
200 12 12 12 12 0 12
600 10 10 9 9 0 10
decrease spon.motor act. 4] 0 0 0 0 0 0
60 0 0 0 0 0 0
200 0 0 0 0 0 0
600 1 0 0 0 0 1

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



Table 2-1 Body weight change of male rats Exp. No. 3185 (115-073)

Unit : ¢

Dose level (mg/kg) 0 60 200 600
No. of animals 12 12 12 ] 12

Mean = S$.D. ( N) Mean X S.D. { N) Mean * S.D. ( N} Mean * S.D. ( N}

Days of experiment 1 385 =+ 12 (12) 385 11 (12) 385 £ 11 (12) 385 * 12 (12)

8 403 =+ 17 (12) 399 + 23 (12) 395 =+ '13 (12) 368 =+ 41 (11)

15 422 + 21 (12) 419 = 23 (12) 409 £ 20 (12) 402 = 21 ( 9)

22 445 & 20 (12) 436 =% 28  (12) 428 =+ 19 (12) 416 =+ 17% ( 9)

29 473 £ 20 {12) 463 £ 29 (12) 448 £ 19+ (12) 441 £ 20%+( 9)

36 493 + 21 (12) 484 32 (12) 463 Lt 23+ (12) 455 + 22%+( 9)

43 503 + 18 (12) 494 £ 29 (12) 474 £ 24% (12) 465 = 24#%%( 9)

49 482 =+ 19 (12) 475 =+ 32 (12) 450 +  26%*(12) 438 + 19%%( 9)

Gain 1-43 118 =+ 14 (12) 109 £ 22 (12) 89 * 20%%(12) 81 + 19%%({ 9)

(=)
o

Significant difference from control group; *: p £ 0. ¥*: p X 0.01



Table 2-2 Body weight change of female rats Exp. No. 3185 (115-073)

Unit : g
Dose level (mg/kgqg) ] 60 200 600
Before mating period
No. of animals 12 12 12 12
Mean * S.D. { N) Mean * §.D. ( N) Mean * S.D. ( N) Mean L $5.D ( N)
Days of before mating 1 251 =+ 14 (12) 252 =+ 13 (12) 253 & 15 (12) 252 % 14 (12)
8 259 + 16 (12) 257 * 13 (12) 253 + 18 {12) 255 = 12 (11)
15 268 + 14 (12) 266 £ 13 (12) 261 £ 19 (12) 270 £ 17 (11)
Gain 1-15 17 =+ g8 (12) 14 £ g (12) g =+ 8 (12) 17 + 14 (11)
oo e o dame” 12 11 12 10
Mean * §.D. { N) Mean * S.D. ( N) Mean *+ S.D. ( N) Mean * S§.D. ( N)
Days of gestation ] 281 =+ 15 (12) 276 22 (11) 274 £ 18 (12) 280 * 19 (10)
7 316+ 16 (12) 310 + 18 (11) 301 + 22 (12) 301 22 (10)
14 350 £ 17 {12) 349 + 15 (11) 339 + 23 (12) 336 £ 19 (10)
21 458 X 20 (12) 457 £ 22 (11) 432 * 30% (12) 418 =+ 27*%*%(10)
Gain 0-21 176 =% 12 (12) 181 =+ 11 (11) 158 .+ 18*%*%(12) 138 * 15+%*(10)
T
" No. of dams 12 11 12 10
Mean * S.D. ( N) Mean * S.D. { N) Mean + §$.D. { N) Mean + S§.D. ( N)
Days of lactation 0 315 *+ 21 (12) 323 * 27 (11) 293 + 32 (12) 288 + 25 (10)
4 332 =+ 23 (12) 327 * 21 (11) 308 =+ 26 (12) 312 * 26 ( 9)
Gain 0~ 4 18 + 24 (12) 4 + 21 (11) . 15 £ 24 (12) 20 &£ 24 ( 9)
Significant difference from control group; *: p = 0.05 **: p < 0,01



Table 3-1 Food consumption of male rats Exp. No. 3185 (115-073)
Unit : g/day
Dose level (mg/kg) 0 60 200 600
No. of animals 12 12 12 11
Mean * S.D. ( N) Mean * S.D. ( N} Mean * S.D. ( N) Mean * S.D. ( N)
Days of experiment 1- 8 28 =+ 2 (12) 29 =+ 4 (12} 28 =+ 2 (12) 24 7 (11)
8-15 30 * 2 {12) 31 * 2 (12) 31 + 2 (12) 35 =+ 3kk( 9)
22-29 31 + 2 (12) 31 + 2 (11) 31 + 2 (12) 34 + 3xk( 7}
29-36 32 X 2 (12) 32 & 3 (12) 32 =% 2 (12) 35 & 2%*( 9)
36-43 30 * 2 (12) 31 + 2 (12) 31 + 2 (12} 34 = 2%k ( g)
Cumulative consumptioﬁs-tg? 30 + 2 (12) 31 + 2 (12) 30 + S 3 a2 34 + 3% ( 9)
1-15 410 =% 28 (l2) 416 =+ 36 (12} 413 =+ 30 (12) 428 36 ( 9)
22-48 798 * 38 (12) 810 =+ 56 (11) 811 =+ 9 ({12) 8g9 =+ 51%*( 7)

C-3

[=]
wn

Significant difference from control group; *: p = 0. ¥k p £ 0.01



Table 3-2 Food consumption of female rats Exp. No. 3185 (115-073)

Unit : g/day

Dose level {(mg/kg) 0 60 200 600
Before mating period
Ko. of animals 12 12 12 11
Mean = S.D ( N) Mean * §.D { N) Mean * S.D ( N) Mean £ S.D. ( N)
Days of before mating 1- 8 21 * 1 (12) 22 * 1 (12) 21 2 (12) 21 * 1 {11)
8-15 22 % 2 (12) 23 % 1 (12) 24 % 2 (12) 27 £ 2%%(11)
Cumulative consumption (g)
1-15 305 % 21 (12) 310 + 13 (12) 314 =+ 24 (12) 341 +  25%%(11)
Gestation period
No. of dams 12 i1 12 10
Mean X S.D ( M) Mean * $.D. ( N) Mean X S.D { N) Mean * S.D. ( N)
Days of gestation 0- 7 27 £ 2 (12) 28 =+ 1 (11) 28 + 2 (12) 29 4 (10)
7-14 28 *+ 2 (12) " 31 &% 1 (11) 31 % 3 (12) 31 * 3% (10)
14-21 29 * 2 (12) 31 % 2 (11) 29 =+ 2 (12) 29 £ 4 (10)
Cumulative consumption (g} :
0-21 593 + 39 (12) 626 =+ 23 {11) 614 % 41  (12) 627 = 57 (10)
Lactation period e
No. of dams 12 11 12 9
' Mean * S.D. ( N) Mean X S$.D. ( N) Mean * S.D. ( N) Mean * S.D. ({ N}
Days of lactation 0- 4 35 & 10 (12) 32 k= 8 (11) 33 * 8 (12) 35 % 10 ( 9)
Significant difference from control group; *: p = 0.05 **: p £ 0.01



Table 4-1 Hematology of male rats Exp. No. 3185 (115-073)
Dose level (mg/kg) ] 60 200 600
No. of animals 12 12 12 9
Mean * §.D. ([ N) Mean & S.D. ( N) Mean £ S.D. { N) Mean *+ S.D. ( N)
HCT (%) 44.5 * 1.4 (12) 44.6 + 1.4 (12) 45.6 + 1.4 {12) 45.1 £ 1.9 { 9)
HGB(g/dl) 15.4 £ 0.4 (12) 15.3 * ¢.4 (12) 15.7 £ 0.5 (12) 15.5 £ 0.6 ( 9)
REC {x10°/ar) 8.24 * 0.26 (12) 8.25 £ 0.39 (12) 8.48 + 0.34 (12) 8.22 £ 0.33 ( 9)
MCV (@) 54.0 * 1.1 {12) 54.2 + 1.8 (12) 53.8 £ 2.0 (12) 54.8 £ 1.4 {9
MCH (pg) 18.7 * 0.4 (12) 18.6 * 0.6 (12) 18.5 £ 0.7 (12} 18.8 + 0.3 ( 9)
MCHC (%) 34.7 + 0.5 (12) 34.4 £ 0.5 (12) 34.4 £ 0.1 (12) 34.3 £ 0.4 {9
PLT (x10°/us) 1177 £ 124 (12) 1137 + 81 (12) 1195 4 64 (12) 1215 *+ 133 { 9)
WBC (x10°/pd’) 10.8 X 3.8 (12) 10.2 = 3.0 (12) 10.1 + 3.6 (12) 11.1 £ 3.3 (9
Differential leukocyte
counts (%)
NEUT 13 £ 5 (12) 11 £ 4 (12) 14 £ 5 (12) 14 £ 5 {9
LYMPH 83 £ 6 {12) 85 £ 5 {12) 82 + 5§ {12) 82 £ 6 ( 9)
MONO 2 £ 1 (12) 1 £ o (12) 1 £ o {12} b A | ( 9)
EOSN 1+ 0 (12) 1+ o (12) 1 £ 0 (12) 1 £ 0 { 9)
BASO 0 + 0 {12) 0 o0 {12) ot o0 (12) 0 o { 9)
A [ 1+ o (12) 1 £ 1 (12) 1+ 1 (12) 1+ o {9)
g?g:iéigiz:rgggéirencengrzgx coﬁ{gg?o;zgﬁp; Msr)lziop:éuoxa?ggte**: pEgNOfOFI:OSinOPhil; BASC : Basophil LUC : Large unstained cells
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Table 4-2 - Coagulation of male rats Exp. No. 3185 (115-073)
Dose level (mg/kg) 0 60 200 600
No. of animals i2 12 12 9
Mean £ S$.D. ( N) Mean * §.D. ( N) Mean * §.D. ([ N) Mean * sS.D. ( N)
PT(sec.) 14.6 * 0.9 (12) 14.5 £ 1.1 {12) 14.4 * 0.8 (12) 14.0 + 0.8 { 9)
APTT(sec.) 25.4 + 1.7 (12) 25.3 * 2.0 (12) 24.8 %+ 2.7 (12) 24.1 + 1.5 ( 9)
Fibrinogen(mg/dl) 245 * 28N (12) . 240 *+ 17 (12) 254 + 28 (12) 249 £ 52 { 9)
N : Non parametric analysis
Significant difference from control group; *: p = 0.05 **: p = 0.01

O



Table § Blood chemistry of male rats Exp. No. 3185 (115-073})

Dose level (mg/kgqg) 0 60 200 600
No. of animals 12 12 12 9

Mean X S.D. ( N) Mean = S5.D. { N) Mean X S.D. ( ®) Mean % S.D. ( N)
T.protein{g/dl) 6.20 = 0.23 (12) 6.32 = 0.23 {12) 6.29 *+ 0.31 (12) 5.96 £ 0.25 ( 9)
Albumin (g/dl) 3.19 + 0.09 (12) 3.22 & 0.16 (12) 3.27 + 0.16 (12) 3.05 £ 0.13 { 9)
A/G 1.06 + 0.05 (12) 1.04 + 0.05 (12) 1.08 + 0.04 (12) 1.05 + 0.03 { 9)
Glucose (mg/d1) 148 + 20 (12) 151 + 17 (12) 135 + 20 (12) 142 £ 10 { 9)
Triglyceride (mg/dl) 59.3 % 23.2  (12) 54.1 =+ 14.5  (12) 50.8 =+ 16.8  {12) 46.2 £ 10.0 ( 9)
T.cholesterol (mg/dl) 53 + 7 (12) 50 + 10 (12) 58 + 9 (12) 62 + 10 ( 9)
BUN{mg/dl) 14.2 & 1.6 (12) 13.2 * 2.5 (12) 13.6 £ 1.1 (12) 14.0 = 2.1 { 9)
Creatinine {mg/dl) 0.58 X 0.08 (12) 0.57 &£ 0.10 {(12) 0.57 £ o0.10 (12) 0.57 £ 0.09 { 9)
T.bilirubin(mg/dl) 0.21 £ 0.03 (12) 0.19 £ 0.02  ({12) p.21 £ 0.03  (12) 0.19 = 0.03 ( 9)
GOT(U/1) 41 £ 11 (12) 41 = 9 (12) 45 £ 11 (12) 44 £ 14 { 9)
GPT(U/1) 17 + 2 (12) 19 =+ 4 (12) 20 £ 4 (12) 17 £ 4 ( 9}
ALP(U/1) 85 + 18 (12) 101 £ 25 (12) 106 £ 25 (12) 91 + 21 { 9}
Gamma-GTP (U/1) 0.2 + 0.3 (12) 0.2 * 0.3 (12) 0.1 + 0.2 (12) 6.2 + 0.2 ( 9}
Sodium(mmol/1) 144.8 + 1.4 {12) 145.1 =+ 1.6 (12) 145.6 + 1.2 (12) 144.4 * 0.7 ( 9)
Potassium{mmol/1) 4.51 + 0.31N (12) 4.65 + 0.25 (12) 4,92 4+ o0.81 (12) 4,52 + o0.28 { 9)
Chloride (mmol/1) 109.5 + 2.1 (12) 109.5 + 1.0 {12) 109.3 + 2.1 (12) 108.8 X 1.6 { 9)
Calcium(mg/dl) 9.34 = 0.25 (12} 9.59 * 0.213 (12) 9.68 X 0.34%* (12) 9.49 * 0.14 ( 9}
I.phosphate (mg/dl) 6.26 £ 0.69 (12) 6.64  0.52 (12) 6.89 + 0.83 (12) 6.79 * 0.54 { 9)

N : Non parametric analysis
Significant difference from control group; *: p = 0,05 **: p =X 0,01



Table 6-1 Absolute and relative organ weight of male rats Exp. No. 3185 (115-073)
Dose level (mg/kg) 0 60 200 600
No. of animal examined 12 12 12 9
Mean *+ S.D. Mean =+ s.D, Mean X s.D. Mean =% S.D.
Body weight (g) 482 =+ 19 475 * 32 450 =+ 26 438 =+ 19
Brain (g) 2.19 =% 0.09 2.20 =% 0.06 2.18 *+ 0.07 2,12 %= 0.08
(g%) 0.455 * 0.027 0.465 =% 0.034 0.486 X 0.025% 0.485 * 0.016%*
Thymus (mg}) 309 =X 70 293 &+ 60 260 =+ 71 247 % 17
(mg%) 64.107 & 13.590 61.342 * 10.685 57.534 £ 13,952 56.234 £ 10.322
Liver (g) 13.56 * 0.68 12.95 =* 1.37 12.94 =+ 1.92 11.76 =X 1.07**
(g%) 2.815 X 0.086 2.724 &% 0.150 2.867 0.315 2.682 % 0.206
Spleen (g) 0.74 % 0.09 0.71 =+ 0.16 0.74 £ 0.11 0.71 =% 0.09
(g%} 0.154 =k 0.017 0.149 % 0.028 0.163 X 0.019 6.161 =X 0.017
Kidneys {g) 3.39 + 0.19 3.28 =+ 0.22 3.24 &% 0.28 3.12 =+ 0.22
{g%) 0.704 £ 0.051 0.695 L 0.073 0.720 * 0.052 0.713 = 0.046
Adrenal (mg) 66 + 9 €63 + 7 67 =+ 12 71 * 8
{(ng¥) 13.688 =+ 1.934 13.367 =+ 1.403 14.865 =+ 2.922 16.250 =+ 1.836%*
Testes (g) 3.45 & 0.22 3.27 %= 0.26 3.29 * 0.19 3.32 % 0.20
(g%) 0.717 * 0.060 0.692 * 0.072 0.732 & 0.034 0.757 £ 0.033
Epididymides {mg) 1262 =* 71 1219 * 82 1161 =+ 70%* 1153 =+ 69%*
{mg%) 262.543 £ 21.364 258.047 = 26,833 258.166 £ 12.805 263.432 X 16.636
() (Crgan weight / body weight) x 100
Significant difference from control group; * = 0.05 **: p < 0.01

O
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Table 6-2 Absolute and relative organ weight of female rats Exp. No. 3185 (115-073)

Dose level (mg/kg) 0 60 200 600
No. of dams examined 12 11 12 9
Mean * S.D. Mean * S.D. Mean * S.D. Mean % S.D.
Body weight (g} 332 £ 23 327 * 21 308 26 312 £ 26
Brain {(g) 2.05 = 0.07 2.07 % 0.06 2.03 . 0.07 2.05 & 0.09
(g%) 0.619 £ 0.048 0.635 * 0.040 0.663 0.052 0.661 0.056
Thymus (mg) 180 =+ 66 153 =+ 65 118 + 35% 130 = 35
(mg¥%) 53.869 * 18,435 46.169 X 18.173 38.455 = 10.913 41.643 £ 10.913
Liver (g} 14.45 + 1.82 15,10 =+ 1.52 14.56 * 1.07 15.43 =+ 2,43
(g%) 4.341 £ 0.396 4.618 =+ 0.403 4.741 * 0.270 4.927 £ 0.535++
Spleen {g) 0.61 =+ 0.12 0.69 £ 0.11 0.60 * 0.08 0.65 + 0.13
(g%) 0.184 £ 0.032 0.211 = 0.026 0.195 * 0.037 0.209 =+ 0.034
Kidneys (9) 2.30 &+ 0.20 2.38 * 0.25 2,33 + 0.16 2.35 & 0.22
(g%) 0.694 =+ 0.051 0.727 & 0.065 0.760 £ 0.065% 0.754 % 0.048
Adrenal (ng) g0 * 10 86 * 9 82 £ 8 87 =+ 10
(mg%) 24.142 £ 2,978 26.456 =+ 2,873 26.647 2.910 27.825 * 2.976%
Ovaries (mg) 107 x 11 110 =+ 13 100 * 7 102 + 11
(mg%) 32.306 +  4.592 33.735 *  4.443 32,679 £ 3,317 32.751 &+  2.276

(¥) (Organ weight / body weight) x 100
Significant difference from control group; *: p = 0.05 **: p = 0.01



Table 7-1 Summary of gross findings ( dead ) Exp. No. 3185 (115-073)
Sex: Male Generation: F0
Dose level { mg/kg ) 0 60 200 600
No. of animals necropsied 0 0 0 3
Organ Findings
HEMATOPOIETIC SYSTEM
thymus atrophic - - - 1
red patch/zone - - - 1
RESPIRATORY SYSTEM
lung reddish - - - 1
thoracic cavity
hydrothorax - - - 1
DIGESTIVE SYSTEM
stomach adhesion - - - 1
autolysis - - - 1
dilated lumen - - - 2
reddish - - - 1
ulcer - - - 1
small intestine
autolysis - - - 1
dilated lumen - - - 2
red patch/zone - - - 1
reddish . - - - 1
large intestine
autolysis - - - 1
dilated lumen - - - 2
red patch/zone - = - 1
reddish - - - 2
abdominal cavity
ascites - - - 1
URINARY SYSTEM
urinary bladder
dilated lumen - - - 2
OTHERS
whole body wasting - - - 2
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Table 7-2 Summary of gross findings ( dead )} Exp. No. 3185 (115-073)
Sex: Female Generation:
Dose level { mg/kg ) 0 60 200 600
No. of animals necropsied 0 1 0 1
Organ Findings
HEMATOPQOIETIC SYSTEM
thymus red patch/zone - 1 - 1
RESPIRATORY SYSTEM
lung red patch/zone - 1 - 1
DIGESTIVE SYSTEM
stomach dilated lumen - 1 - 0
reddish - 1 1
small intestine
reddish - 1 - 1
liver black patch/zone - 0 - 1




Table 7-3 Summary of gross findings ( successful pregnancy ) Exp. No. 3185 (115-073)

Sex: Male Generation: FO

Dose level { mg/kg ) 0 60 200 600
No. of animals necropsied 12 12 12 8
Organ Findings

RESPIRATORY SYSTEM

lung adhesion 0 0 1 0
brown patch/zone 0 0 1 0
URINARY SYSTEM
kidney cyst 0 0 1 0
scarred 0 0 1 0
REPRODUCTIVE SYSTEM :
epididymis nodule 0 0 0 1
Significant difference from control group; ¥*: p = 0.05 **; p £ 0.01
e 0
\_/ \/



Table 7-4 Summary of gross findings ( day 4 of lactation ) Exp. NKo. 3185 (115-073)
Sex: Female Generation: FO
Dose level ( mg/kg ) 60 200 600
No. of animals necropsied 12 11 12 9
Organ Findings

HEMATOPOIETIC SYSTEM

thymus red patch/zone ] 0 1
RESPIRATORY SYSTEM

lung brown patch/zone 0 0 0

red patch/zone 0 0 0

URINARY SYSTEM

kidney scarred 0 0 0
REPRODUCTIVE SYSTEM

ovary cyst 2 0 1
INTEGUMENTARY SYSTEM

hair thin 0 0 1

Significant difference from control group;

*:

P

0.05

*k

P

0.01



Table 7-5 . Summary of gross findings { all pups died ) Exp. Nao. 3185 (115-073)

Sex: Female Generation: FO
Dose level ({ mg/kg ) 0 60 200 600
No. of animals necropsied 0 0 0 1
Organ Findings
HEMATOPOIETIC SYSTEM )

thymus atrophic _ - - - 1




Table 8-1 Summary of histological findings ( dead ) Exp. No. 3185 (115-073)
Sex: Male Generation: FO
Dose level ( mg/kg ) 0 60 200 600
No. of animals dead 0 0 0 3
No. of animals necropsied 0 0 0 3
No. of animals examined histologically 0 0 0 3
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
bone marrow 3)
hematopoiesis, decreased - - - - - - - - - - - - - 3 0 o0
spleen 3)
atrophy - - - - N - - - - - 1 1 1
degeneration, vacuolar - - - - - - - - - - - - - 2 0 1
lymph node 3)
sinus-histiocytosis - - - - - - - - - = = - - 2 0 0
thymus 3)
hemorrhage - - - - - - - - - - - - - 1 0 0
atrophy - - - - - - - - - - = - - 1 0 2
degeneration, vacuolar - - - - - - - - - - = - - 1 0 0
karyorrhexis - - - = - - - - - - - - - 0 0 1
RESPIRATORY SYSTEM
lung 3)
congestion - - - - - - - - - - - - - 1 0 0
degeneration, vacuolar - - - - - - - - - - - - - 1 0 o0
DIGESTIVE SYSTEM
tongue 3)
degeneration, vacuolar - - - = - . e - - - - - - 1 0 0
stomach 3)
degeneration, vacuolar - - - - - - - - - - = - - 1 0 0
ulcer - - - - - - - - - - - - - 3 0 0
exocrine pancreas 2)
degeneration, vacuolar - - - - - - - - - - - - 1 0 0
fibrin deposit - - - - - - - - - - - - - 1 0 0
duodenum 2)
ulcer - - - = - - - - - - - - - 1 0 0
liver 3)
degeneration - - = - - - - = - - - - 1 0 0
degeneration, vacuolar - - - = - - - - - - . - - 1 0 0
necrosis - - - - - - - - - - - = - 1 0 o0
salivary gland 3)
degeneration, vacuolar - - - - - - - - - - - - -~ 3 0 0
URINARY SYSTEM
kidney 3)
basophilie tubules - - - - - - - - - - - - 20 2 1
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 Summary of histological findings ( dead ) Exp. No. 3185 (115-073)
Sex: Male Generation: FO
Dose level { mg/kg ) 0 60 200 600
No. of animals dead 0 0 0 3
No. of animals necropsied 0 0 0 3
No. of animals examined histologically 0 0 . 0 3
Organ Findings T 1 2 3 T 1 23 T 1 2 3 T 1 2 3
URINARY SYSTEM
kidney
cast, hyaline - - - - - - - - - - - - - 2 1 ¢
degeneration, vacuolar - - - - - - - - - - - - - 1 1 1
dilatation, tubules - - - - - - - - - - - = - 2 0 0
necrosis, tubular epithelium - - - = - - - = - - - - - 0 3 0
urinary bladder { 3)
dilatation, lumen - - - - - - - = - - - - - 2 0 o0
REPRODUCTIVE SYSTEM
testis ( 3)
atrophy, seminiferous tubule - - - = - - - = - - - - - 1 0 o
epididymis { 3)
cell debris, lumen - - - - - - = = - - - - - 1 ¢ 0
decrease, sperm - - - - - - - - - - - - - 1 0 0
ENDOCRINE SYSTEM
pituitary gland { 3)
degeneration, vacuolar - - - - - . - - - - - - -1 0 0
thyroid gland { 3)
ultimobranchial remnant - - - - - - - - - - - - - 2 0 ¢
parathyroid gland { 3)
degeneration, vacuolar - - - - - - - - - - - - - 1 0 o
adrenal gland ( 3)
hypertorophy, zona fasciculata - - - - - - - - - - - - - 3 0 0
SPECIAL SENSE SYSTEM
eye ( 3)
dysplasia, retina - - - - - - - = - - - 1 0 0
INTEGUMENTARY SYSTEM
skin ( 3)
degeneration, vacuolar - - - = - - - - - - - - Z 2 0 0
T: tumor 1: slight 2: moderate 3: marked
=: benign . #: malignant

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

O

—~: Not applicable.



Table 8-2 Summary of histological findings ( dead ) Exp. No. 3185 {(115-073)
Sex: Female Generation: FO
Dose level ( mg/kg ) 0 60 200 600
No. of animals dead 0 1 0 1
No. of animals necropsied 0 1 0 1
No. of animals examined histologically 0 1 0 1
Organ . Findings T 2 3 T 1 2 3 2 T 1 2 3
HEMATOPOIETIC SYSTEM
bone marrow (1) 1)
hematopoiesis, decreased - - - - 0 0 .0 - - 1 0 0
spleen (1) 1)
atrophy - - - - 0 0 O - -1 0 0
degeneration, vacuolar - - - - 0 0 O - - 1 0 O
lymph node { 1) 1)
sinus-histioecytoasis - - - - 0 0 O - -1 0 0
thymus ( 1) 1)
hemorrhage - - = -1 0 0 - -1 0 0
karyorrhexis - - - - 0 0 O - - 0 0 1
RESPIRATORY SYSTEM
lung (1) 1)
congestion - - - -1 0 o0 - -1 0 0
degeneration, vacuolar - - - - 0 0 o - - 1 0 0
DIGESTIVE SYSTEM
exocrine pancreas (1) 1)
degeneration, vacuolar - - - - 1 0 0 - - 1 0 o0
liver { 1) 1)
necrosis - - - - 0 0 0 - - 1 0 o0
salivary gland { 1) 1)
degeneration, vacuolar - - = - 0 0 o - - 1 0 0
URINARY SYSTEM
kidney ( 1) 1)
basophilic tubules - - - - 0 0 0 - -1 0 0
degeneration, vacuolar - - - - 1 0 o - - 0 1 0
necrosis, tubular epithelium - - - - 0 0 0 - - 1 0 0
INTEGUMENTARY SYSTEM
skin ( 1) 1)
degeneration, vacuolar - - - - 0 0 O - -1 0 0
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
{(): No. of animals examined microscopically at this site. —: Not applicable.



Table 8-3 Summary of histological findings ( all pups died ) Exp. No. 3185 (115-073)
Sex: Female Generation: FO
Dose level ( mg/kg ) 0 60 200 600
No. of animals all pups died 0 0 0 1
No. of animals necropsied 0 0 0 1
No. of animals examined histologiecally 0 0 0 1
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
bone marrow 1)
granulopoiesis, increased - - - - - - - - - - - - - 0 0
spleen 1)
deposit, pigment - - - - - - - - - - - - -1 0 0
thymus 1)
atrophy - - - - - - - - - - - - - 0 0 1
RESPIRATORY SYSTEM
lung 1)
edema - - - - - - - - - - - = -1 0 0
erosion - - - - - - - - - e = - - 1 0 o
fibrosis S - - - - - - - = - 1 0 0
squamous metaplasia - - - - - - - - - - = - - 1 0 0
DIGESTIVE SYSTEM
stomach 1)
edema - - - - - - - - - - - = - 1 0 0
erosion - - - - - - - = - - - - - 1 0 0
cellular infiltration - - - = - - = = - - - - - 1 0 0
regeneration - - - = - - - - - - - - - 1 0 0
cecunm 1)
cellular infiltration - - - = - - - - - - - - - 1 0 0
colon 1)
cellular infiltration - - - - - - - - - - - - - 1 0 0
URINARY SYSTEM
kidney 1}
basophilic tubules - - - - - = e - - - - = 1 0 0
ENDOCRINE SYSTEM
pituitary gland 1)
. cyst - - - - - - - - - - - - - 1 0 0
T: tumor 1: slight 2: moderate marked
=: benign #: malignant
{): No. of animals examined microscopically at this site. -: Not applicable.

O



Table 8-4-1 Summary of histological findings ( successful pregnancy ) Exp. No. 3185 (115-073)
Sex: Male Generation: FO
Dose level { mg/kg ) 0 60 200 600
No. of animals sacrificed 12 12 12 8
No. of animals necropsied 12 12 12 8
No. of animals examined histologically 12 12 12 8
Organ Findings
CARDIOVASCULAR SYSTEM
heart
cellular infiltration 1 - - 0
microgranuloma 1 - - 1
HEMATOPOIETIC SYSTEM
spleen
deposit, pigment 4 - - 3
DIGESTIVE SYSTEM
liver
fatty change 1 - - 0
microgranuloma 5 - - 2
URINARY SYSTEM
kidney
basophilic tubules 6 7 6 3
cyst 0 0 1 0
dilatation, tubules 0 0 0 1
eosinophilic body 5 3 2 1
necrosis, tubular epithelium 0 0 1 0
cellular infiltration,lymphocyte 4 0 2 0
REPRODUCTIVE SYSTEM
epididymis
spermatic granuloma - - - 1
-: Not applicable.
Significant difference from control group; * k. 0.01



A

Table 8-4-2 Summary of histological findings ( successful pregnancy ) Exp. No. 3185 (115-073)
Sex: Male Generation: FO
Dose level { mg/kg } 0 60 200 6900
No. of animals sacrificed 12 12 12 8
No. of animals necropaied 12 12 12 8
No. of animals examined histologically 12 12 12 8
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart {12) { 0) { 0) 8)
cellular infiltration -1 0 ¢ - - = - - - = = - 0 0 0
microgranuloma -1 0 0 - - - - - - - = -1 0 ¢
HEMATOPOIETIC SYSTEM
spleen (12) { 0) { o) 8)
deposit, pigment - 4 0 O - - - - - - - = - 3 0 0
DIGESTIVE SYSTEM
liver (12) { 0) { 0) 8)
fatty change - 1 0 9 - - = - - - - - - 0 0 o
microgranuloma - 5 0 0 - - - - - - - - - 2 0 0
URINARY SYSTEM
kidney (12) (12) (12) 8)
basophilic tubules - 6 0 0 - 7 0 o0 - 6 0 O - 3 0 0
cyst - 0 0 0 - 0 0 0 -1 0 0O - 0 0 0
dilatation, tubules - 0 0 O - 0 0 O - 0 0 O - 1 0 o0
eosinophilic body - 4 1 0 -2 1 0 - 1 1 0 - 1 0 0
necrosis, tubular epithelium - 0 0 O - 0 0 o0 -1 0 0 - 0 0 O
cellular infiltration,lymphocyte - 4 0 O - 0 0 o0 -2 0 0 - 0 0 O
REPRODUCTIVE SYSTEM
epididymis { 0) (-0} ( 0) 1)
spermatic granuloma - - - - - - - - - - - - 1 0 0
T: tumor 1: slight 2: moderate marked
=: benign #: malignant
{(}: No. of animals examined microscopically at this site. -: Not applicable.
Significant difference from contrel group; k2 0.05 **: p < 0.01

@,
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Table 8-5-~1 Summary of histological findings ( day 4 of lactation ) Exp. No. 3185 (115-073)

Sex: Female Generation: FO
Dose level { mg/kg ) ] 60 200 600
No. of animals sacrificed 12 11 12 9
No. of animals necropsied 12 11 12 9
No. of animals examined histologically 12 11 12 9
Organ Findings
CARDIOVASCULAR SYSTEM
heart
microgranuloma 1 - - 2
HEMATOPOIETIC SYSTEM
spleen
‘ deposit, pigment 5 - - 7
hematopoiesis, extramedullary 7 - - S
thymus
hemorrhage 1 - - 1
cortical atrophy 1 - - 1
RESPIRATORY SYSTEM
lung
hemorrhage 2 - - -
DIGESTIVE SYSTEM
liver
deposit, glycogen 1 - - 3
necrosis 0 - - 1
microgranuloma 0 - - 1
hematopoiesis, extramedullary 5 - - 3
URINARY SYSTEM
kidney
basophilic tubules 1 2 4 2
fibrosis, scar 1 0 0 1
REPRODUCTIVE SYSTEM
ovary
cyst, brusa 0 - - 1

-: Not applicable.
Significant difference from control group; *: p = 0.05 *+; p < 0.01




Table 8-5-2 Summary of histological findings ( day 4 of lactation ) Exp. No. 3185 (115-073)

Sex: Female Generation: FO
Dose level ( mg/kqg ) 0 60 200 600
No. of animals sacrificed 12 11 12 9
No. of animals necropsied 12 11 12 9
No. of animals examined histologically 12 11 12 9
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart (12) ( 0) { 0) {( 9)
. microgranuloma -1 0 ¢ - - - - - - - - - 2 0 0
HEMATOPOIETIC SYSTEM
spleen {12) ( 0} ( 0) { 9)
deposit, pigment - 5 0 0 - - - - - - - - - 7 0 0
hematopoiesis, extramedullary - 6 1 0 - - - - - - - - - 4 1 o0
thymus {12) (0) ( 0) ( 9)
hemorrhage - 1 0 0 - - = = - - - - - 1 0 ©
cortical atrophy - 1 0 o0 - - - - - - - - - 1 0 0
RESPIRATORY SYSTEM
lung ( 2) ( 0) ( 0) { 0)
hemorrhage - 2 0 0 - - - - - - - - - - -
DIGESTIVE SYSTEM
liver {12) ( 0) { 0) {9
deposit, glycogen - 1 0 o - - - - - - = - - 3 0 0
necrosis - 0 0 O - - - - - - - - - 1 0 0
microgranuloma - 0 0 O - - = = - - - - - 1 0 0
hematopoiesis, extramedullary - 5 0 0 - - = = - - - - - 3 0 0
URINARY SYSTEM
kidney (12) (11) (12) { 9)
basophilic tubules - 1 0 o - 2 0 0 - 4 0 0 - 2 0 0
fibrosis, scar - 1 o0 0 - 0 0 0 - 0 0 O -1 0 o0
REPRODUCTIVE SYSTEM
ovary (12) {( 0) (0 9
cyst, brusa - 0 0 0 - - - - 1 - - - ( 1 1 0 0
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
(): No. of animals examined microscopically at this site. -: Not applicable.
Significant difference from control group; *; p £ 0.05 **: p < 0.01
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Table 8-6 Summary of histological findings ( not copulation ) Exp. No. 3185 (115-073)
Sex: Male Generation: FO
Dose level { mg/kg ) 0 60 200 600
No. of animals not copulation 0 0 0 1
No. of animals necropsied 0 0 0 1
No. of animals examined histologically 0 0 0 1
Organ Findings 2 3 T 1 2 3 2 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen (1)
deposit, pigment - - - = = = - -1 0 0
URINARY SYSTEM
kidney { 1)
basophilic tubules - - - - - = - - ¢ 0
eosinophilic body - - - - - - - - 0 1 o
T: tumor - 1: slight 2: moderate 3: marked
=: benign #: malignant

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

Not applicable.



Table 8-7 Summary of histological findings ( not copulation ) Exp. No. 3185 (115-073)
Sex: Female Generxation: F0
Dose level ( mg/kg ) 0 60 200 600
No. of animals not copulation 0 0 0 1
No. of animals necropsied 0 0 0 1
No. of animals examined histologically 0 0 0 1
Organ Findings 2 3 T 1 2 3 2 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen { 1)
deposit, pigment - - - - - - - -1 0 o0
DIGESTIVE SYSTEM
liver { 1)
microgranuloma - - - - - = - -1 0 o
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant

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

8
\/

-: Not applicable.
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Table 9

Copulation and fertility results in rats

Exp.

No.

3185

(115-073)

Dose level (mg/kg) 0 60 200 600
No. of pairs mated 12 11 12 11
No. of pairs copulated 12 11 12 10
No. of pregnant females 12 11 12 10
Copulation index (%)} 1) 100.0 100.0 100.0 90.9
Fertility index (%) 2) 100.0 100.0 100.0 100.0

Estrus cycle {(days) 4.1+ 0.3 (12) 4.1+ 0.3 (12) 4.3% 0.5 (12) 4.5 0,.4*% (11)

{Mean*ts.D.)

1) (No. of animals with successful copulation / no. of animals mated) x 100

2) (No. of pregnant animals /
Values in parentheses are expressed no.

no.

Significant difference from control group;

of animals with successful copulation) x 100
of animals obsexved
0.05 **%: p =



v
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Table 10 Findings of delivery in dams (F0) Exp. No. 3185 (115-073)
Dose level (mg/kg) 0 60 200 600
No. of dams observed . 12 11 12 10
No. of dams delivered live pups
12 11 12 10
Duration of gestation 22.7 £ 0.5 22.3 x 0.5 22.6 £ 0.5 22.4 + 0.5
(Mean *£S§.D.)
No. of total corp:»gra lutea 226(18.8% 1.5) 227(20.6% 2.9) 235(19.6% 2.5) 186(18.61* 1.7)
. (Mean §.Db.)
No. of total .imp]_fnts 211(17.6% 1.6) 189(17.2% 3.3) 218(18.2+% 1.9) 170(17.0%k 2.3)
(Mean S$.D.) )
No. of total pupgtborn 196(16.3+ 2.0) 168(15.3% 3.3) 185(15.4+ 1.5) 157(15.7x 2.7)
(Mean S$.D.)
No. of total live:tpups born 196(16.3 % 2.0) 167(15.2% 3.3) 184(15.3% 1.4) 157(15.7%x 2.7)
{Mean S.D.)
Male 98( 8.2+ 2.2) a) 85( 7.7k 2,3) 95( 7.9% 1.8) a) 70( 7.0t 3.0) a)
Female 98{ 8.2% 1.5) a) 82( 7.5+ 2.6) a) 89( 7.4%x 2.2) a) 87{ 8.7t 2.3) a)
Sex ratio (Mean +*S5.D.) 1.05% 0.37 ' 1.15% 0.46 1.22+ 0.60 0.90+ 0.57
No. of total live pups on day 4
{Mean *5.D.} .
Male 94( 7.8% 2.0) 82( 7.5+ 2.2) 78( 6.5t 2.7) 43( 4.3+ 2.9)
Female 89( 7.4 1.1) 71{ 6.5+ 2.3) 76( 6.3 2.5) 64( 6.4+ 3.7)
No. of total dead_'?ups born 0{ 0.0+0.0) 1{ 0.1:£0.3) 1( 06.1£0.3) 0( 0.01%0.0)
(Mean *S.D.)
stillbirth 0( 0.0*0.0}) 0( 0.0+0.0) 0( 0.0%£0.0) 0{( 0.01+0.0)}
cannibalism 0( 0.0t0.0} 1( 0.1£0.3) 1(0.1%£0.3) 0( 0.0+0.0)
Gestation index (%) 1 100.0 100.0 100.0 100.0
Implantation index (%,Mean=*S.D.) 2) 93.4%+ 5.4 83.5+ 14.3 93.2+ 7.5 91.3+ 8.0
" Delivery index (%,MeantsS.D.) 3) 92,9+ 7.0 90.3%+ 16.2 85.2% 6.9 92.1%+ 6.0
Live birth index (%,MeantS.D.} 4) 100.0+ 0.0 99.5+ 1.8 29.5* 1.7 100.0+ 0.0
Viability index on day 4 (%,Mean*S.D.) 5)
Male 96.1x 1.5 96.8+ 5.4 82.7t 28.4 67.2+ 39.2
Female 91.9% 9.9 g6.2+ 10.4 85.8%+ 20.3 70.7%x 35.0
1} (No. of females with live pups / no. of pregnant females) x 100
2) (No. of implants / no. of corpora lutea) 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 X 0.05 P = 0.01
Y



Table 11 External

observations on live pups(Fl}) from rats

Exp.

No.

3185 (115-073)

Dose level {(mg/kg) ] 60 200 600
No. of litters 12 11 12 10
No. of live pups examined a) 192 163 173 142
No. of live pups with 0 0 0 1
external anomalies (%,MeantS.D.) - - - 1.3 £ 4.0
Type and incidence of external
anomalies (%) 1)
hypodermic hemorrhage 0 ( 0.90) 0 ( 0.0) 0 0.0) 1 ( 0.7)

1) (No. of live pups with external anomalies / no. of live pups examined) x 100
a) Excludes live pups died before observations

Significant difference from control

group; *; p

*¥: p = 0.01



Table 12 : Body weight change of pups(Fl) from rats Exp. No. 3183 (115-073)

Unit : g
Dose level (mg/kg) 0 60 200 600
No. of litters 12 11 12 10
Mean I S.D. { N) Mean X S.D. { N Mean X S5.D. { N) Mean % S.D. { M)

Male
Days after birth 0 6.7 £ 0.5 a) (12) 6.7 £ 0.4 {11) 6.6 = 0.6 a) (12) 6.1 £ 0.7% a) (10)

4 9.2 + 1.3 (12} 9.0 & 1.5 (11) 9.3 + 1.7 (12) 8.7 £ 1.8 { 8}
Female
Days after birth 0 6.3 X 0.5 a) (12) 6.2 £ 0.5 a) (11) 6.2 0.7 a) (12) 5.6 £ 0.6* a) (10)

4 8.7 £ 1.2 (12) g.4 + 1.4 (11) 8.7 £ 1.7 (12) 7.7 £ 1.9 {9

a) Excludes live pups died before observations
Significant difference from control group; *: p £ 0.05 **: p =< 0,01

O | @



Table 13-1 Summary of gross findings of pups(Fl) from rats(sacrificed) Exp. No. 3185 (115-073)
Sex: Male

Dose level (mg/kgq) 0 60 200 600
No. of pups necropsied 94 82 78 43
OCrgan Findings

HEMATOPOIETIC SYSTEM

thymus thymic remnant in the neck 5 0 0 0
DIGESTIVE SYSTEM

liver nodule 1 0 0 0
URINARY SYSTEM

kidney dilated pelvis 0 2 0 0




Table 13-2 Summary of gross findings of pups(Fl) from rats(sacrificed) Exp. No. 3185 (115-073)

Sex: Female

Dose level (mg/kg) 0 60 200 600
No. of pups necropsied 89 71 76 64
Organ Findings .

HEMATOPOIETIC SYSTEM
thymus thymic remnant in the neck 0 0 0 1

URINARY SYSTEM
kidney dilated pelvis 2 0 0 0
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