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2-FINWNBY I OREBRESELERROELZHSNICTEED, SDETY b &
AW REROREICL A BAMKERSELRREERL &

Sy bR I BHHHBESSECTIRRY, NREBIVEFAEHICIMESS CORER
T, B0 EMEAL L.

2-EzNVEUTyEI-AAINIEHEL, 0, 12.5, 508XV 200 ng/kez & H
1E, 4BMESBEOZEL, —RREOHE, FEHE, SHEEBAE, NR¥NRK
E, IBEEERE, LKRELERE, FRE, REERATBIUREXNRER
TFok. o, BEYPHMRB2EMEL, BERTHREIAROBRESERL -,
ZTOHERIROEBOKEHINS.

—RREOBERTIE, MHED 200 ng/keB T, DOFAEMS THRZBSTEEDOR
EABHLN, SHXTHHOBEOEFENNRDO SN, £z, HED 50 ng/kek
KBWTH, DOFAEZROTEEOREMNABO SN, N5 OERIE, 50 ng/kg
HTWEHHRESEHMUAIK, 200 ng/ke ¥ TREHORSHETIKHEETEHHVELT
Hok. BEYHMCBERs W LROERIZ, DERRTRERERZINT, EROBEE
NRDHOEN. bd, HEWTHOBIKBRELHIREINLZN L.

REZ, B 200 ng/keBETHRE 2, 3IBLIT4BICHEMAME TN, BEER, H
BETRE2ACEAIMRDONL. £/, FHDERIZ, #O 200 ng/keHFTREF 2 B
JUIEREENZD S NAL. BERRTE, ChoR0ThIEEIRDLNE.

MEFHRE, DRBEEEREPLIVORECEREORER, BHELOERYEARS
EHRETSTOENDIELBRDS N k.

RAREOKR, HTR 200 ng/keBTREOHMBLICHLEOBENRD 541, 50
ng/keHTHEDEEARD SN, BERMMATHTE, INSRLWTHALEHEN
B BN

BREEBRHEOKR, BTIZ 200 ng/keBH THEMEMNEEROSE, HTIX 200 ng/ke
B THBEZEEBICHEMNEEDREASCURLFBANEEREOTESR D S5NL. H
EHAMBRTETE, Thds@nindREELE.

FEZHNREORER, RERTHHERHBY TRRYERORENTEINEZREL
LT, RIBFFRTIZE (FiE) OMEREMNME & BT 200 ng/keBTEAICHES
Nz, MBFMETRMBEORELEMAEN 200 ng/keHoME O£ H & 50 ng/ke
OO IFICHEEIN., SS5RHMBTIIMERETORE, VsATHERME, KE
TREETORECUSABREOMAD—HORMCBES N, BHE& T E S EE
iz B Ty, HBARET 200 ng/keMOMBECRIBORFLRBAENBERLNS
BEINEIRELCPEELBERL T AEMHOELLEEX SN,




UEoZ &Ens, ARRTIREHZD 50 BXY 200 ng/keBH TRH S —RRED
EhEBLIUOFREENRECSTI2BOREFLENERYERS LEETISNZ D0
ThY, REPEOENRERB LU ENL., /o, BEZSBIIMES bIC—BR
 BOELBIUVEOREFENBRDSNAL o~ 105 ng/ke/dayE HlFE e,



2 % = .

2-EZNWEVDVR, AV - REFEAMBBIVEEREBELTEAINT
WSEEYTHD. FLEVRBERANBIVERATHD, BT, RAHDIVHERK
BRNENDELEETHHIENM5NTVS. Xk, HE, LXE, BBLUEED
HBIIHLEDDTRENTHZ L BREENTVWS. S, BELFEVEOLE
RBRCHEDLIEEAEERO—RELT, BOEMRERSEERHREZERL .
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BB O®

2—-EZIWEYUY oSy P ERWHIBBRMORERSHEERAR

2-EZNWEYUYOREMEZFMT S —RELT, REXE
005, ERFI0395, 61EF/E1014%5 (BEMEIFEI2A5SH) @
HBCEFVRCKRIRROGELIDODNT) K-> T, vy bz
Az RBEMOREREEUEHREZT - &

B, BROEBRIBLDE 2335, HLEERE, 3ER/E 823
= (BBAMGEIFEIIAISE) O THACLEYHECRIABRRUEEL
FHEREFLI2AEHOAEZEOHESZED OIMTHEARIBAET
Z2ERBBRIIDODVT) OREZR/ET D& L .
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HEBRMES
CAS No.
Oow &S

i E

it % 4

B or ®

7 F A
7 T B
MR DIRRE
&

e

R iy | VR R ) I

100—-69-—-6

98.3 wt% (oM, FHMmMELLT2-EIY 2 0.9%,
2-IFNEYDY 0L4%BEXV2 - AFIVE

ZHWVEUDY 0.4%Ea8)

EHERBICAN, —ICUTORBERICREL k.

RF s/ —HBRYWERER

2-EzZ Iy >

lfCDj\cHzcn2

N

C:H:N

105. 14

R

wREE

BHRR
719~82C 29 mnHg

KIZTRRBEITII < W,
2.75 g/100 g (20°C)



17) o & % &
(Octanol/Water)

18) t -1

19 %2 K E

200 &2 ® %

21) MOBEWEDOERE

22) HBYMEREBLV
RRERWEOLE

1. 54

0.976 (20C)
10 mmHg (44.5C)

WEMTH, BMETCESLEERYEILOVNT, BETT
BAFEForiE, REBICREEORN >k ENER
=7z (Reference data 1) .

BIOEWERTHOED. KKIEELLE.
BEISHRELTTYT—ABMD o7,

E¥EX, FXEMIEEHEOCDOEEAL .

B, BMEXRFXRICHNZD, BRASTBWVWXIDIKEYR
RERZERL . '

BREKTE, #l2g 28T CREL, BORBEE
TLIZEAL 7.
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iy

2)

3)

AEBME S VHIE:

iR B 4
#wHRALUAEZZy b CD (SDD) RiZ
DOEERTEIIAWEIC4BE THMEESI0E, FOCEMAL .
ByERNURBRESICS BMYILE, THRT7EIIFBBIC6CEBTREENBGL ..
BMEH LN CDKERIS>TEINLL, ERAMEECIVESRRBEERTS X
SEHATLE. REBVEIRBHAKIVREEI®E.
BYOENCRESBIUBARE R AR TR LR ICEANART  — P HWERS
& (Animal ID-No.) 2 FTZ &ic&DEEEHL .

BREHBHBEOKEIIHET 123~137 g, BT 107T~116 gTH-o7=.

HYHEBLUCREERER
RBRHERBIINT 2EFME, BCHEEEZERELTRAL.

MEER

HERR

BMENYTATLD 12158HEFZE (¥ 4.2XD 8.9XH 2.5 m, 93.5 n°) THEFL,
REAGOEHFRMEIZREL 2T, MuEENE10%, REEK1KMOE, R
150~300 lux, 12B¢F) (HFRT7BESL, FH7TRERHELT) & LK.

RSt REEWI—EX (RERBEFH) OKFENAEFE (V674 2XD 48.0X
H175.5 cm) ZERL, FNIHEE - KAT X VABEHAEFTS—2 (¥ 20.0X

D 28.2XH 18.0 cm, BIFES —2 - AX—R 10152 ¢cn’) KEHME1ILTORELH
BlEkzZEHICERE .

FES—TVRRELE, MEEIEIERDARZX L.

B, BYOILHRZEZED, REBIUVEEMMSP, TS0 EEHICEEERIF
LEZELBEONOREZRORER o 2.

£ ¥}

PV EATLARB AV I NESTESKRRNSE (ERHPRE) REOHHRRE
BRENIHAMSy b, v XHH (Modified NIH Open Formula Rat and Mouse
Ration) ZERA L. FALERAHOXRMEYOLITE, TUICHIBRIEKRRS
#HUAMEHEAN BXEEGOF LY — (REHEAR) CTEBELEBLEZ. 202
% [Reference data 24 IR LU 7=,

e 7Kk

IR EBEREEHBK  ANVIVEHRICBREE~.
KEHEICE TS KBKROD T EHLHE Tasn UH—F (BEBEKA) 2K
WLEBLE., TORT#ER% MReference data 34 IR L=,



4)

i B O MRk
ARRBEOMEE FTRICRL .
FAEIE 0, 12.5, 50 B 200 me/ke& L, BB I HMHESSIK, £, EH#

CHBRAELT, MEFBIUEHEBHICHBES ST, FO0REMEAL &,

5)

A OB 1 2 3 4
A = 0° 12.5 50 200
(mg/keg)

3 i i i i3 i i3 Vi3 i3

B % &% | 10 | 10 | 5 5 5 5 10 | 10
5 #& T | 1001|2001 | 1101|2101 [ 1201 | 2201|1301 | 2301
REER | ! ! ! ! ! ! ! !
By &S | 1005|2005 | 1105 | 2105|1205 | 2205 | 1305 | 2305

B # T B | 1006 | 2006 1306 | 2306
B E B ! ! - - - = !
BmES | 10102010 1310 | 2310

t A—2F A )NVoaREL X

(AEREHEH]
BREBREOLDO2AMRERESEHAEZ 0, 30, 90 BLYL 270 ng/ke® 4 HET
EHLUZ., TORE, 2710 ng/keBHE T —MREBEOELELL T, HHELHAKKEZE
TEEOHRAEANZDLN, TR —HOoMICBERFIAERI N, £z, KERR®
THMMENBO SN, NERFHMRETIME CHPREEOEMN, OEELFHR
ETCIHHETOTOEEBLIVRIVATFO—)LOEE, HETHRTOFENRD 5NL.
BREEEBHAE TR, M#EbdIiz 270 ng/keHF TRIBABEZRL, WROSEEZRL
7. WEANBEEHZTIE, 270 ng/keB X 90 ng/keH O # TRIBHMEORENRD
53, 517 270 ng/keHOMBICI B L ABRASOEZ B LVIIEOEELDRD S
Nz,

Eo#RE, 270 ng/kgTIIMBELDICEBELEENRD NI LN S, I8HEKR
ERSENHABROSARBE, INI0VLPEVAENEYLEX 200 ng/keZREL
. UTRAE4THRL, #HE% 50 ng/kg, EAEZ%Z 12.5 ng/kelcRE L /=

#® 5 5%

BRERBIZOEDAA RS0 IREHKESN) THERIOWATWIREBORSEL .
BESBIZAEE 100 gb720 0.5m] &L, EANKCAELEZRECEIVWTHREER
EHL, 1H1IHELBREUBSY VFEHWVWTERIHRARZORE LA, HBEHIZE
J—2F 1) (Lot No. V5K3987, 7 h o147 20 4RXEt, B/ REA) 0B %
FickE5 L.




6)

7)

8)

BEW®OHEH
BRYEZEHABEZ LU ERZETFHX LM RATREL, I—2F M NVKHEMHL .

ABEREICIETY, ARKREARZ TABRCEAE L.

% 5 3 R
BHEMMIZSHEMEL, BEKRTH, 0 BLY 200 ng/ksBiC DWW TR I4EEOEE
RBREEREL .

BERTOHEBRYEDOBE SR

HEROBERRBOZDOLRBRBIOVT, BlIBIUE4ERERANKOBES
WEFoR. th, BERORERKODVWTIR, FTHRER (RRES2109) kKdWVT
FEHEAEREEAECIBRRETCHR I EAEREINATVS.
BESHFOFEBIUHREIZ TReference data 41 TR L 7=.



12.

D

)

3)

4)

B, BEBLURE:

—fRIREDOEE
2HYMEBEIEBHEL, PHFEROFE, THRESZERBEENELHES - K
&L L.

® -1

BERESHB P EERRKTETEE I EREL /=.

BIZEIZBEEXMAE PM 3000 (A RS—%, X1 2X) %‘:Fﬁm’c-rbs Jawl—-F4 2R
JicEHEL -

7 HE

BHEHEIEEIEGHELEZEZEH XA PM 3000 (A RS-, RM1R) ZAWVT
BEL, JowlbE— - Fo Ao EHLZ. BHEE (g/veek) BIUHBE (%)
O Ea—%Z2ZFWTEHLE.

BRRRE

BARERRERTHBIVEERRK TROE 2HEREL .

Flicsy, BYPREIWICKMERIEL. BIWEI T THEBRE, BELERXS
IR SFEMUz. 7238, EBHIIE EMTA-KBXUV I/ I CBY —FERAVE.

mEFRE

MBFHIREBEICRY M Z B W,

RERBRSOERFRELE THMS H-1E (XA V2 %, %KE) %ﬁbl’cﬁb\ TR DI
BZ#ELxL (EDTA-3K&HIMmE) .

H ik IR % (WBC) WE 18 B IR ¥

R i % & (RBC) BEFRE

NE® S ODE YE (HGB) PFUARMARSTOE Vi
ANY MUy bE (HCT) RBC, MCVL D EH

Yo R MmO AE (MCV) 18 B AR IR
THALKODEEE (MCH) HGB, RBCL VD EH

15 7R o BR 6B 3 R E (MCHC) HGB, HCTL D EH

il 7\ R 4 (PLT) 15 B AR &

B oL ¥ B &5 =% Jo—H¥A4 A MY -

AMMRESRIILEROBBTRELEY, JRAOEBRFEEERELERL, Ao -V
CONR - FAYRBLTREL 2.




MAEMmME (RC) ZEFOLDFEES (EDTA-3K) AMOEKE=Z2—AF LTI —
THREH®, MKBHEEFZERLERL .
TREOHRBERODEZEBEAEEE KC-40 (TAN V7%, BE) ZAVWTHELLZ. @
BERAWE (JZUEYV-FHEMNLK) .

Tobhor e ER (PT) Quick 1 B &

EHEAEARL OCRTSAFOBM APTD royw bk

TJ4TV )=V E (Fibrinogen) rOE UREMBE
. mEELLERE

mMBEBEECFREISHEECFEHSHEE CentrifiChem ENCORET (X —h —%t,
kE) BXU EKTACHEM 700N (2 &5 v r#t, XE) ZAVWTTROREZAEL L.
m#EzZV—-2y—) (KX v o, EERHFRER) KERL, I0SHEKE
# 3000 rrp.n T7THRIELDBLTELOEZRAVE.

wOE A (TP) Ea—Lbvy bk
TNVT R (A1b) B.C.G &
A/G (A/G) STEME
iiid 5 (Glu) FNVWIA—=AFF I ¥F—FtHE
o RR (TG) BRLAE
garzxrFo—J (T-Chol) ALVASsa—NVFFF-—¥i
R % 8% (BUN) L7 —¥T7CETERERE
sLVF7F=" (Crea) Jafféeyk
BREUILE > (T.Bili) TV
AN T A (Ca) 7NhEFVIE
EEY > (1P) TEUTTFUBER
FrUDL (Na) B %
AU U A (K) B M %
® # (CH E R
TNVEIUEAFTORRE

NSO AT7XF—FE" (GOT) IFCC#E (PALPE A L)
TIVEIEBENE B

NS ATXF—F" (GPT) IFCC¥ (PALPERmIZZL)
T—=UNIINETUR

RTF&F—-F* (7 -GTP) Orlowskii
TVAVEAT 7 —FE*  (ALP) Bessey-Lowrvk B i%

"ENO I E I ENCORE I T, ik EKTACHEM 700N THIZEL 7.



5)

R BE

KAy —TCZRVWTURRE (FAI0B2SEAFRIEET) REERLE. b,
RRFPOEEBITHRAKBIT oA, TROHEBZREL .

R B
& B
# B
R & E
7 E

REBRRIEEREHRE R-S (RX2AETS5T, RERFRBX) 2AVWTAEL .
LEIERZ 1500 r.p. 0. TSOMBELOBMLLERE, RE (RTINS —FEERK)
L, &L X,

TEOHEHBOBEICEN-IINT A AT 4 v I ASC (INA IV » ZHBEREH, THEK
FREX) 2HW, HEZRZ2TEE CLINITEK 200 (1) A%, *EH) 2HWE.
BREICITHEM SFMUNOFHERZRB W .

it}
[N

R

=]
EYILE >
oy J—5

WEENHRE , v
WEAHNRIRGRTEHBLIVEERBRK TR EZ L —FIVHEEL, RliZXES
BERBRLEZ. NBENEYZREMIMRAEH&S —MEEL &,
REEBRREEERN CABEERXRF PE 160 (R hS—%, R4 R) ZAWVT, M,
R, BB, MR, 3%, SR, BRERBIXUREBICOVWTHEL, BEEE - -AKEK
EEHLZ.

LTREEBRERE L TERK, IR, BER, FRE (EENEZEST) , OB, M,
B, NB, KB, B, BH# (KRBRE) BLXURBHRATELEBDONEZRE - M
BIZ10% P HEBEHERILTU VIRTEEL .
FREHABZIRERZEELAZSBE - #HB0>b, RERTRHRIEEANL -HEBEEEH
BE#OB, +Z2HEE, RER, LB, HFRB, BR BR BEBEBIUCEH (KBB) I
DWTHRELZ. B, BREROWTHERERTELLSRO S22, PHHEES
FUEEBIZDODVWTHREL -,

REBEZHEN (CEXEMESBT) THERH - THREABELZZERLE. %0
RERAIEFFIDD - IFTORBELE. BREBZTF LY -TERHBL, HLED
BEBLUVEERCODWTEEL .




6) F—F DEEB I VHEHEAT
FERBROET SR Ea—Y - PAFLEHVWTEEL, MEEITL L.

EERRBOLAE, BER, FAEYE OBRFHREE, OERECLEREE, RREE
(REBLUVHRE) , ®EEEBIUBEEER - BRI, TR RLEZBHHNS
RICHEV, B BartlettOF S BBREZERL .

BOWETo7. HEMNEELEAIE umnettOSEHERE (EHFY, &

NBHEIEREFHMOAREEZREL .

DHEELBRE P THRBLERSBHOERZEZREL L.
LEFEBREOARKERSBIVIBOTEARETEREL .

Bartlett
FEE EOBRE FEE
A HD
— L& | Kruskal-Wallis |
- &l JE ff % 2
FEE FEE FEE FEE
»D 2L HD 72U
(% 7] (% 7]
Dunnett SN T AN Y
SELBERE Dunnett ZEHEKRE

Tk, REZ¥HNREBIVCEEROKRER FisherOBEFHEERZHAWE.

ENBOBRZ—TEREEDS

Bartlett DE D BRETAELBOBEER
Kruskal-Wallis OIEMREZEHEL, FEOEEFX />N A MY v ® Dunnett
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1) 8 © =
£HFE=ZR%Z Figure 1 I, £ERB LI T E%E Table | ITR/RLULE. ,
BREHEZEL, HESODNBHEZSUOTARNTORBRETECHEED N AN .
T, BEBMICIBNWTHOHEONBES LY 200 ng/keBETRTHIZIRD SNK
Mno .

) —mREBOER
—RREOBEMA % Table 2 BX U Appendix 1 KRL =
®TIE 200 ng/keHT, RETHXSIAFIHICOOEABELZESTEE (1) O
HARHON, THIEESSHRRIBIFAKEE (+) OBREHETIHRED LN,
Fh, B5UB2S 1AICTHEREOEEZOEN (4) ARIOENEZ. INSOERD
526, MEFRS4BICITI0FI2FAICHEML, TER (1) KELEFAXEIIK 2 4,
BEMUBICE4FIICED SN, iz, HEOHFNEZRFUBITIZ 4 HITHEMNL .
50 mg/keBTIE, B#ELHIPS 5P LFAROOEABEEZESTREE (1) OHREINRD
5N/
T 200 mg/keH T, REEMS T IACOORBEZESCIEE (1) OR
HBEDLN, BEISAS2FITEINLAZ. WEIL, H#E5I8HICTEL (+1) I0E
LB IflF 4RO oN, 519 UBIZEZ IS 3FICBDENL. £k, #&
S84 THHOHEEDOEN (1) AR D SN, 50 ng/keBH TIIH{RE21H
NELFL2FIKODCEABMEZESTRERE (1) OREXRBD SN
eh, BMETRDSNZLEROERIE, WThdbHEZ 1IBRUA®SHERL, 50
ng/keH TR ER S BRLAIK, 200 ng/ke ¥ THREZHORERMETICHEHET S
BOEBELTH-TZ.
Xk, EBROWTHOERS, BEMABMKERIZD SN .
ZTof, BTEAMNBRETREIIE»S10FP1IHIE, TSICEHELBIIBVTD 5 4
FIGRE (1) OERELBABEONED, £k 50 ng/keBHETRF S8BT 1 H
TERE (1) OHORENBEREINALEN, ZhsdnIThdbABCHBLZERTIE
ho .

3 & B

KRB % Figure 2, Table 3 B XV Appendix 2 iITRL . .
BT 200 me/keB¥ T, BE2HUBICAEENMNG RO LN, REKTHROFEY
FEEHBBICEKRLT, ILI%BALE. BEMAMICASZE, BRERNAEICR
HHN, MBHIVDEEHMERIKRTH- 2.
MTRESHMICHBTENRD SN ho7=, EE 1EICHEBRICHEL T 200
me/ ke TEHER RO o NN, BRERTRHROBHT, HEB BV TERNICKE
OMIRBEENRH N EZDOEILLTH - .




4)

5)

6)

7

8)

B fH &

EBEE % Figure 3, Table 4 B X W Appendix 3 TR U .

BT, HREICHKLT 200 ng/keBETRE2HACEEEORIDRD 5NN,
BRE4ABEETORBHEELEIFDNAM» 1. Elfﬁﬁﬂﬁﬂ ICABD EMEEEL 200
ng/ke THHERAZZIRD o NRH - k.

T, REHMBLIVCEEHAMEZELC T, ﬁ%ﬁc‘:%&%ﬁ%ﬁ&%ﬁc‘:?%b\ D5
Nnnrolz.

5281 30 %

AR shE%E Table 5 BL W Appendix 4 WxRL &,

BT, FEBICHELT 200 ng/keBHTRE2BIUIBICHABYROEMEN, =
EFREABETOTRHERYPRCLEENBOONZ. EBHEMMPIEERES 200
ng/keHTERBD SN AN oK.

T, BEHPPIVEHEMRNEZELT, NERIERYERSHETENRD S
nixhor.

mMRFHRE
MBFHBRERKR % Table 6 BX TV Appendix 5 KRL .

BRERTHOHER
HHEEDICHBHIGEBYEREH T I NORERBCODERRD SNl 2.

i’é“(li ﬁ%ﬁktt@?ib'c 200 mg/kgB THAARMERBOBRMEA, HTIT 200 ng/kegh¥
THMCHCOREARD SN, BRAMREOFTERIERME (FRME32+9%, n=30)
DEFEHERDOETHD, MHIECOEER, BEHOD & L2 > eNVE X UMCHIC X BB #
LOERBOHLSNT, BEOHDIELTREN- .

mEEEERE

MEGEEEREREREE Table 7T B LY Appendix 6 IR L.
BEBLIVEEHRMBRTRHONWTNIZBN TS, MEEIDIIHBREIGERYERER
ETREZTDEIFEERZRRD NN 2.

mEELCERE
MEELCEREHRZ Table 8§ B Appendix 7 ITRL K&,

BEKRTHOHER

MEBEICHEKRLT, 200 ng/ke THIMBEEDICPHEEHORKEHRAB LY PTO&
BEEABEOEN, TH5ICHTIR y-(TPOSEHERAN, BTRILVLZFFZ U OERES
KUTNAV T3 RAT7 74 —EOSHEBERANBD SN, LRIz H SN v -6TP

- 16 -



9)

10)

1D

DEAL, 1FAOSHEICLDZDDOTHY, TE5KED1HIE PTOFEEHHE > Tk,
T, MZHBoNETIAV I A7 79— EOEELD1IHORBEICEIZBDTHD,
SHIED1IHRFHEEHORBEDHE > T

EHEMHERTROER
MELDICHBHEIEBRVERERETLITNOREFEEC DERRD SN AR o 2.

R ® &
RBREHRE%Z Table 9 BX Y Appendix 8§ IR L &,

BERTHOER

T, MEBBICEBELT 200 ng/keBTREOHENBIVLEOEENRED 5 1,
5 S0 me/keHTHEORENRBDON. BT, NERLIEBRYVERSEFHL
TERRBDLSNEN o7z,

B RH I B (D~ B
KHNBRIERDERSHEITLTNOREHEER B EZERBO SNaho k.

% Table 10 B X Appendix 9 IR U 7=

BERTEHOER

T, HREICE&RLT 200 ng/ke¥CTHRBEREOKESRBD SN, 50 ng/keHT
BRBIVEREEROEENARDONL. b, HTIE, NEBLEBRWERSRL
TERRDSNEN 7.

5] 18 $ [ e D 75 R
DI HBREIEBRDEARSHFLTEIRD NN D .

EEE-(fEN
HEEE - FEL (MXERE) % Table 11 KLU Appendix 10 ITRUZ.

BRERTEHEOHER
HEBICERLT, BT 200 ng/keHTHEMENERD
TRTCOHEBYERSH THBEANEEZEOKENED OGN, 5K

BEMNBD SN, HTI,
Z 200 mg/kgBETH

BHEMEEREOREIZD SN,




12) WEYMERE
s R % Table 12, 13 B LU Appendix 11 12, HMEFHEFT R Table 14, 15
BELC Appendix 12 IKRLZ.
BERTHRICHERE (48) N3, MEE, 12.5, 503XV 200 ng/keit
DEFENTNEHMES L2 TH > 2.
¥, EEKTEHICHERY (618) aNzHYmid, NEHBLC 200 ng/keBE0 %
NFhEHMBESF LA THo .

a. BIEETA
BRERTHEEBRHENY

MEBHIIEBELU TERYERSH TRHIENICAFRERS<SEELZKREELLT 200

ng/keHTE (BIE) OMBEREINMEOSFIL2ARREEINE (EE1) . £

HENREZRZIBRVWIPEHBCEHAMBEOEENHHERS LAICERBEINZED, B (K
ﬁ)miéﬁﬁ/gmhM®1mkﬁ§ém# FoM, BREINEZHFEZERHED
BETH- .

S(Tﬁaﬁkbt&b'c%ﬁfﬁa%lgfxffﬁ ZLAONEREBERI LGN, BEIN
EREINTNODEREORETH > 2.

b. BT R
Z 5 % SEtERI Y
MERIILEELTERYEREE TRAFNCERCE<SREELERELLT, 7\
DRFLEEAED 200 ng/keHF OO EH (FRE) (EE3) & 50 ng/ke# o
D 3H (BE) (FE4) KEHEINL. SHIKGAFHNRERZERZWINME
HRTOREDY 200 mg/keB 0D 2 4, MDD 3l & 50 mg/keBE QOMEBE D 1 FlICH
RINZZEDL, VoATHRBEMED 200 ng/ke OB O 1 FlIICBHEEZ N, BETRE
HEBERTORENED 200 ng/keBD 34 (EET7) & 50 mg/keBD 1 Hlic, X5 A
A% 200 mg/kgRED 1 FliICTENENBE TN,
O ftt, HM®¢W%E¢%M®%mmﬁﬁ§kﬁ&@Wﬁﬂﬁﬁéhfﬂﬂ%ﬁ&
FBEMERSETRERKEFERZERIRDSNah > 2.

w%%Eﬁﬁﬁ(NMmWMﬁ)Tmu DRFLEBEVBEELRNSHD I H (B
H6) LD 24ICBHBINE.



14, 2P LUHH .

—RREBEOBHETI, o 50B LY 200 ng/keH THRENZXEHZ I HHUA»S
FEU, 50 ng/keBE TR SFERSHHEUMNIT, 200 ng/ke B TREBORERETK
EEVBEDON, HBRMERSCIZEELEIONL. £, BBRYUHERERAS
LVERAMELTHHASNTEY, BEINLHBEEZHEBRYEC LS HLERLE DR
BicLdsbnEEZXSNTR.

HE, BEHEBIUABYRE, #0 200 ng/keH¥TOHBEEELIBIBRD SN
2, WInoZRtcbEEMFMPcEENRED S NE.

MBEFHNREBLIVOBEREEREZEOKR, HBRVEREK LI EEA SN ELRT,
MENTNORICHED SNIL > .

MBEMCFRBEOHER, 200 ng/keBTId, HEIDIXFTHEHOREHERB IO
CPTOBEHAMEDHEN, TS5RETRIVIFVORENBDOSNEN, HE
FHREOHRDPOIINSOELLEZTRRTLI2HOLRREFEIRDOENT, EHFH
BERZLWEEBXS5ND. B, 200 ng/keHOHETRD SN 7 -CIPBLUMT
ROSNETNAV I AT 75 —E0ELR, TNTNIHOSEICLDSEMER
THBIENS, TNOSREDICHBRYEREFICIDAHEERIENLELEZIENS.

RBREOKER, T 200 ng/keH¥ TREDHEMBLUVLEOEKERZED LN, &5
I 50 mg/ke B THEDRENROONZ. KBYWEZ2BERKRELELFHERTIE,
BEONBIIBEEORENRDONTVNEIENE, MEANDEENEEENT 2
DIZKBOKZHERL, RENXEMLEZDBODEEZ SN,

REEEBMNEORR, B 00 ng/keB TROSNRHREMNEROSE, oD 200
ng/keR TROONTEEBEEEBIVHNERORELZSTIFRBRENERD R E
B, WINBHEBRYERECIDZRELEAONLZY, REABREREOKRI S
NOCOBRERERRDONAdhok. i, HO 12.5BXT 50 ng/kgBHETROH LN
TERBEMEREOEKMEL HERTRHIBTIHONBHOEENBEEMAMBR TR
BUSZEEBECELL, UBRLANBENSEHACS >DLLDRELLD DD EZEXS
N, SHOCARCOORFNREBIVFEFORERRCBBOERLE L ELERED
JohaELRBEDOSNBNVWIEAD, HREYEOREL MBI NAD»oL. TO
i, BILOASNZHREBIVBERICIOVWTE, BECHBLEELTERWI &N
5, #BRMERSICELSELTRARVWEEA SN . BEMMKRTER TR, BE, F
BPLOBRICARERDSNTEREMN AN,



FEZFMREOER, #HRVEOZENRBINDIHELLT, ARMATIRE (8
B) OMEEESEH & BT 200 ng/ke TERPICEHBIN L., TOREITHIET 3
HBAIRELTHIBORTELEHEAEMN 200 ng/keHOMHEDOL2H (REE) & 50
ng/keBDOMHED 3 F (BRE) THEINKE. SHRAMBETRERTORE, U5 A
PHEEN, BRETREETORBESCUSAREOFRbD—HOflIKBEES L.
NS0TV TND, 2-FZNEBUICORDHBECERENSEAHRRYE
DENDEENBREREZEIONE., ZHSDOE{LORN, FHBORFYLEBERER
RTHEOEHIILDEAREINZ. LIL, REZCEELERLTBVAEHOEL S
ZZonk.

UEDZ &S, FERTEMED 50B LY 200 ng/keBHE TRD O N —RRED
EEBLVFREZHNRECBII2BOREREINHBYEARSLHEETITIOSNZ DO
THY, BHRYEOENRBERE LMK, £k, EXEERIMBEL DT KR
BOZELBLIUBORERESNRD SN M > 12.5 ng/kg/davEHEra n .



15. & % X #:

1) EBIER, MLEDL: EXT2ENESLE, No. 32, p. 21 (1990)

2) YOSHIDA, M. :J.J. Soc. comp. Stat., 1, p.111 (1988)
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Table 1. Survival and mortality Exp. No. 2778 (115-057)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 1 2 3 4 (%)
Male 0 10/10 10/10 10710 10/10 0.0
12.5 5/5 5/5 5/5 5/5 0.0
50 5/ 5/5 5/5 5/5 0.0
200 10710 10/10 10/10 10/10 0.0
Female 0 10710 10/10 10/10 10/10 0.0
12.5 5/5 5/5 5/5 5/5 0.0
50 5/5 5/5 5/5 5/5 0.0
200 10/10 10/10 10/10 10/10 0.0
Number surviving / Number per group.
Significant difference from control group; *: P<0.05 *x: PS0.01




9¢

An-Pyo Center

{mort)

9515 Page 1

Table 1. -continued Survival and mortality Exp. No. 2778 (115-057)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 5 6 3]
Male 0 5/5 b5/5 0.0
200 5/5 5/5 0.0
Female 0 5/5 5/5 0.0
200 5/5 5/5 0.0

Number surviving / Number per grou;l).
Significant difference from control group;

*: P<0.05

*x: P<0.01



Table 2. Clinical ohservation Exp. No. 2778 (015-057).

Sex: Male
Findings of clinical Doée level Days of experiment
observation (mg/kg) 1 2 3 4 5 6 7 8 9 10 11 12 13 14
normal/Number per group 4] 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 9/10 9/10
' 12.5 5/ 5 5/5 5/5 5/5 5/5 55 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
50 5/ 5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
200 10/10 10/10 10/10 10/10 10/10 10/10 7/10 6/10 7/10 7/10 4/10 4/10 1/10 0/10
trauma/neck 0 0 0 0 0 0 0 0 Q 0 0 0 ¢ 1 1
12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0 0 0 0 0
dirty hair 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0 1 1 2 2
{:3 salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 3 3 3 3 5 5 7 10
teeth abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12.5 0 0 0 0 0. 0 0 0 -0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0 0 0 0 0
decrease spontaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
motor activity 12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 1 0 0 0 0 ] 0
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Tahle 2. —continued Clinical observation Exp. No. 2778 (015-057)
Sex: Male
Findings of clinical Dose level Days of experiment Total
observation (mg/kg) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 (1-28)
normal/Number per group 0 9/10 9/10 9/10 9/10 9/10 98/10 9/10 S/10 9/10 9/10 9/10 9/10 9/10 9/10 9
12.5 5/5 5/5 5/5 &§/5 5/5 5/65 &5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5
50 5/ 5 5/5 5/5 5/5 5/5 55 ¢6/5 0/5 0/5 0/5 0/5 0/5 06/5 0/5 0
200 o/10 0/10 o0/10 o0/10 0/10 0/106 o0/10 0/10 0/10 0©/10 0/10 0/10 0/10 0/10 0
trauma/neck 0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 - 0 0 0 0 0 0 0 0 0 0 0 0 0 0
dirty hair 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12. 5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 2 2 2 2 2 2 2. 3 3 4 3 3 3 3 4
salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 5 5 5 5 5 5 5 5 5
200 10 10 10 10 10 10 10 10 10 10 10 10 10 i0 10
teeth abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1
200 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
decrease spontaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
motor activity 12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 ] 0 ] 0 0 0 0 0 0 0 0 0 1




6¢

Table 2. -continued

Sex: Male

Clinical observation

Findings of clinical
observation

Dose level Days of experiment

34

normal/Numher per group

trauma/left forelimb

5/5 65/65 §5/5 5/5 5/5
5/5 5/6 5/5 5/5 5/5
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Table 2. ~continued

Clinical observation

Exp. No. 2778 (015-057)
Sex: Female
Findings of clinical Dose level Days of experiment
observation (mg/kg) 1 2 3 4 5 6 7 8 9 10 11 12 13 14
normal/Numbher per group 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
12.5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 55 5/5 5/5 5/5
50 5/5 5/5 55 5/5 5/5 5/65 5/5 5/5 5/5 5/5 5/ 5 5/5 &5/5 5/5
200 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 9/10 9/10 8/10 5/10 1/10
dirty hair 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0 0 0 0 0
salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 1 1 1 5 9
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Table 2. -continued Clinical observation Exp. No. 2778 (015-057)

Sex: Female

Findings of clinical Dose level Days of experiment Total
observation (mg/kg) 15 16 17 18 19 20 21 22 23 24 25 26 27 28  (1-28)
normal/Number per group 0 10/10 10/10 10/10 10/10-10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
12.5 5/ 5 5/5 5/5 5/5 5/5 5/5 5/5 &5 5/6 5/5 5/5 5/5 5/5 5/5 5
50 5/5 /5 5/5 5/5 5/5 %5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0
200 0/10 0/10 o0/10 0/10 0/10 0/10 0/10 0/10 0/10 O0/10 ©/18 /10 0/10 0/10 0
dirty hair 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12.5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 4 1 1 2 3 2 2 2 2 2 2 4
salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12. 0 0 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 5 5 5 5 5 5 S 5
200 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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Table 2. -continued

Sex: Female

Clinical observation

Exp. No.

2778 (015-057)

Findings of clinical
observation

Dose level

(mg/kg)

Days
29

of experiment
30 31 32 33 34 35 36

37 38 39 40 41

Total
42 (29-42)

normal/Number per group

0
200

5/ 4
5/ 5

5/5 5/5 55 5/5 5/5 5/5 5/5
5/5 5/5 5/5 5/5 5/5 5/5 5/5

5/5 5/5 5/5 5/5 5/5
5/5 5/ 5 5/ 5 5/ 5 5/5

5/ 5 5
5/ 5 5
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Table 3. Body weight

il L yu walel

VURIW) JULO rage 1

Exp. No. 2778 (115-057)

{unit : g)
Sex Dose level Weeks of experiment
(mg/kg) 0 1 2 3 4
Male 0 130 + 4 192 + 10 248 + 17 303 +21 344 + 30
12.5 130 + 4 195 £ 15 255 + 21 309 + 27 353 + 34
50 130+ 5 196 + 9 253 + 12 304 + 17 345 + 24
200 130 + 5 186 + 11 228 t 14+ 266 1 18%x 303 + 18+«
Female 0 112 + 3 146 + 10 169 + 14 193 + 18 211 + 16
12.5 112 £ 2 147 + 17 173 + 12 191 + 17 211 + 20
50 112 + 3 153+ 9 183 + 13 209 + 13 227 + 22
200 112 + 3 143 + 7 165+ 9 185 + 12 201 + 16
Mean + S.D.
Significant difference from control group; *: P<0.05 **; P<0.01
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Table 3. -continued Body weight

Exp. No. 2778 (115-057)

(unit : g)
Sex Dose level Gain

(mg/kg) 0 — 4)
Male 0 215 + 27
12.5 224 + 32
50 216 + 22

200 173 + 17x
Female 0 98 + 14
12.5 100 + 18
50 115 + 21
200 89 t 15

Mean +S.D

Significant difference from control group;

*x; P<0.01
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Table 3. -continued Body weight Exp. No. 2778 (115-057)
(unit : g)
Sex Dose level Weeks of experiment Gain
(mg/ke) 5 6 (4 — 6)
Male 0 385 + 32 415 + 42 64 + 16
200 350 £ 15 386 + 24 71 + 16
Female 0 241 + 9 247 + 8 30+ 8
200 218 + 19+ 230 £+ 19 28 + 8
Mean + S.D.
Significant difference from control group; *: P=<0.05 ok P»so. 01
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Table 4. Food consumption Exp. No. 2778 (115-057)
(unit : g/week )
Sex Dose level  Weeks of experiment Total

(ng/kg) 1 2 3 4 0 — 4)

Male 0 134 + 5 151 + 8 146 £+ 9 147 £ 16 579 + 31

12.5 141 + 12 164 + 15 152 + 7 158 + 20 616 + 51

50 140 + 14 164 £ 15 152 + 7 156 + 15 612 + 39

200 130 + 11 137 + 14x 140 + 13 141 + 16 548 + 46

Female 0 107 + 11 108 + 10 102 + 10 103 + 10 419 + 38

12.5 105 + 10 109 + 14 101 + 17 101 + 12 416 + 48

50 111 +13 120 + 16 117 £ 12 111 £ 19 458 + 55

200 100 + 6 113 + 13 108 + 11 116 + 12 437 + 37

g?g]li::ftigégi: difference from control group; +: P<0.05 = P<0.01
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Table 4. —continued Food consumption Exp. No. 2778 (115-057)
(unit : g/week )
Sex Dose level Weeks of experiment "Total
(mg/kg) 5 6 (5 — 6)
Male 0 167 t 16 163 + 17 330 + 32
200 173 + 12 168 + 19 41+ 31
Female 0 121 + 9 117 £+ 10 238 + 18
200 131 + 21 124 + 13 255 + 34
Mean + S.D.
Significant difference from control group; *; P<0.05 **: P<0.01




Table 5. Food efticiency Exp. No. 2778 (115-057)
(unit : %)
Sex Dose level  Weeks of experiment Mean
(ng/kg) 1 2 3 4 0 — 4)
Male 0 46.5 + 4.0 37.3 + 4.3 37.2 + 5.8 28.0 + 4.0 37.0 + 3.3
12.5 46.4 + 7.3 3.7+ 3.7 35.2 + 4.4 27.8 + 2.4 3.3+ 3.3
50 47.6 + 5.8 3.3+ 2.9 33.2 + 3.4 2.4+ 4.1 3.3+ 3.4
200 43.1 + 4.8 30.6 + 5.1% 26.9 + 5.2+ 25.9 + 6.0 31.5 + 2.0%+
Female 0 31.3 ¢+ 6.7 21.5 + 6.8 24.3 + 1.5 17.1 + 8.0 23.6 + 3.5
12.5 33.5+ 1.4 23.2 + 4.5 17.5 + 6.3 20.2 + 3.2 23.8 + 1.8
50 3.5+ 5.8 25.0 + 7.0 22.2 + 5.8 15.4 + 10.1 25.0 + 2.4
200 3.5+ 5.5 18.9 + 2.9 18.4 + 3.7 14.2 + 5.4 20.5 + 3.0
g‘iegrnufi&s:ég't difference from control group;  *: P<0.05  *x: P<0.01
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Table 5. -continued Food efficiency

Exp. No. 2778 (115-057)

( unit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 5 6 5 — 6)
Male 0 20.6 £ 2.4 17.5 £+ 5.8 19.1 £ 3.0
200 20.4 +1.3 21.0 £6.2 20.7 + 2.8
Female 0 19.2 £+ 5.9 50 +4.2 12.3 £+ 2.7
200 11.8 + 7.2 10.0 + 4.8 11.0 £ 2.8
Mean + S.D.
Significant difference from control group; *: P<0.05 *x; P<0,01
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Table 6. Hematology Exp. No. 2778 (115-057)
Week : 4
Sex Dose level  No. of HCT HGB RBC MCH MCHC
(mg/kg) animals (%) (g/dl) (x10°/ur’) {4ar) (pg) (%)
Male 0 5 42.3 + 1.3 14.6 £ 0.5 7.02 + 0.26 60.3 + 0.7 20.8 £ 0.3 3.4+ 0.1
12.5 5 42.2 + 0.9 14.6 £ 0.5 7.08 + 0.21 59.6 + 1.2 20.6 + 0.4 4.5+ 0.4
50 5 42.0 £1.0 14.5 + 0.4 7.00 +0.13 60.0 £ 2.2 20.7 £0.9 4.5+ 0.4
200 5 42.3 +1.3 14.4 £+ 0.4 7.12 £+ 0.31 59.4 + 1.5 20.3 £ 0.7 A1+ 0.2
Female 0 5 41.2 £+ 1.0 14.6 £+ 0.4 7.06 +0.20 58.4 + 1.4 20.7 £ 0.4 35.4+ 0.5
12.5 5 42.1 £ 0.5 15.0 + 0.2 7.13 £+ 0.18 59.1 + 1.1 21.0 £ 0.5 3.6 + 0.4
50 5 40.6 + 1.3 14.5 £ 0.5 6.74 + 0.40 60.4 + 1.8 21.5 + 0.5 3.6 £+ 0.2
200 5 41.0 + 1.1 14.5 + 0.4 7.03 + 0.37 58.4 + 2.6 20.6 + 0.8 3.4+ 0.3
Mean + S.D.
Significant ditference from control group; *: P<0.05 =: P=0.01
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Table 6. ~continued Hematology Exp. No. 2778 (115-057)

Week: 4
Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(mg/kg)  animals  (x10°/m) (x10°/mn’) NEUT LYMPH MONO EOSN BASO LucC

Male 0 5 1046 + 143 10.6 + 0.9 11+ 4 8+ 3 1+ 1 1+ 0 0+ 0 1+ 0
12.5 5 1026 + 120 11.2 + 4.2 11+ 3 8+ 4 2+ 1 1+ 0 0+ 0 1+ 0
50 5 1141 + 69 12.8 + 1.7 11+ 4 81 5 1+ 1 1+ 0 0+ 0 1+ 0
200 5 1048 + 54 12.3 + 3.6 10+ 3 87+ 4 1+ 1 1+ 0 0+ 0 1+ 0

Female 0 5 991 + 89 6.8+ 1.8 13+ 4 815 1+ 1 1+ 1 0+ 0 1+ 0
12.5 5 1006 + 107 55+ 1.3 11+ 4 81 5 11 2+ 1 0+ 0 1+ 0
50 5 1076 + 61 58+ 0.8 16+ 4 801t 4 2+ 0 1+ 1 0+ 0 11
200 5 1075 + 117 55+ 1.6 22 +11 T4+11 2+ 1 1+ 1 0+ 0 1+ 0

lI:I'gansl'l‘:il‘lguﬁrophil LYMPH: Lymphocyte MONO: Monocyte PEOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
Significant difference from control group;  #: P<0.05  *x: P<0.01
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Table 6. —continued Hematology

Exp. No. 2778 (115-057)

Week : 4
Sex Dose level  No. of Reticulocyte
(ng/kg) animals (%)

Male 0 5 41+ 4
12.5 5 28+ 7
50 5 29+ 8
200 5 32+ 5

Female 0 5 20 £ 2
12.5 5 23+ 5
50 5 20+ 5
200 5 22+ 6

Mean + S.D.
Significant difference from control group; x: P<0.05 *xx; P<0.01
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Exp. No. 2778 (115-057)

Table 6. -continued Hematology
Week: 6
Sex Dose level No. of HCT HGB RBC MCH MCHC
(mg/kg) animals (%) {g/dl) (x10°/mr’) () (pg) (%)
Male 0 43.1 £ 0.9 15.2 £+ 0.2 7.74 +0.24 55.7 + 1.4 19.6 £ 0.5 3.2 + 0.6
200 42.2 £+ 1.2 14.9 + 0.4 7.55 +0.32 55.9 + 1.2 19.8 £+ 0.3 3.4+ 0.3
Female 0 39.6 £+ 1.3 14.4 + 0.4 7.29 £0.25 54.3 + 1.7 19.7 £ 0.6 3.3 + 0.2
200 30.7 + 1.4 14.2 + 0.4 7.27 £ 0.24 5.7+ 1.1 19.6 £ 0.4 3.8 + 0.3+
Mean t S.D.
Significant difference from control group; *: P<0.05 *x; P<0.01
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Table 6. -continued Hematology Exp. No. 2778 (115-057)
Week: 6

Sex Dose level No. of PLT WBC Differential leukocyte counts (%)
(mg/ke) animals (x10°/nr’) (x10°/ms’) NEUT LYMPH MONO FOSN BASO LUC
Male 0 5 1079 + 123 12.7 + 4.0 19 + 12 76 12 31 1+ 0 1+ 1 1+ 0
200 5 1015 + 76 14.0 + 3.4 11+ 4 8 t 4 2+ 1 1+ 0 0+ 0 1+ 0
Female 0 5 1112 + 118 7.7+ 2.2 12+ 6 84+ 6 2+ 1 1+ 0 0+ 0 1+ 0
200 5 ‘1027 + H4 7.7+ 2.3 13+ 3 84+ 3 2+ 1 1+ 1 0+ 0 1+ 0

NEUT: Nguﬁrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<(.01
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Table 6. -continued Hematology
Week: 6

Exp. No. 2778 (115-057)

Sex Dose level No. of Reticulocyte

(mg/kg) animals (%)
Male 0 5 24 + 1IN
200 5 331 7+
Female 0 5 321+ 3
200 5 27+ 8

Mean + S.D.
Significant difference from control group;
N: Non parametric analysis

x: P<0.05

**: P<0.01
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Table 7. Coagulation Exp. No. 2778 (115-057)
Week: 4

Sex Dose level  No. of PT APTT Fibrinogen
Wg/ke)  animals  (sec.) (sec. ) (ng/d1)

Male 0 5 12.7 £ 0.3 22.7+1.0 285 + 14
12.5 5 12.7T £ 0.3 23.4 £ 0.8 284 + 25

50 5 12.8 £ 0.6 22.9 +0.9 309 45

200 5 12.7 £ 0.3 22.7 £ 0.6 2714 + 17

Female 0 5 13.4 £ 0.6 21.0 £ 2.1 238 + 32
12.5 5 13.6 £ 0.3 21.3 ¢+ 1.1 228 + 17

50 5 13.2 £ 0.2 21.1 £+ 1.4 243 + 19

200 5 13.1 £ 0.2 20.0 £ 0.6 219 + 26

Mean + S.D.
Significant difference from control group; *: P<0.05 =x: P<(0.01
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Table 7. —continued Coagulation
Week: 6

Exp. No. 2778 (115-057)

Sex Dose level No. of PT APTT Fibrino§en
(mg/kg) animals (sec.) (sec.) (mg/dl

Male 0 5 13.0 £ 0.4 24.9 £ 0.8 320 + 79N

200 5 13.1 £ 0.6 24.1 +1.6 283 + 14

Female 0 5 13.6 £+ 0.3 21.0 £ 1.0 234 + 18

200 5 13.4 £ 0.3 20.3 +1.2 234 £+ 14

Mean 1 S.D.
Significant difference from control group;
N: Non parametric analysis

*x: P<0.05 *x: P<0.01
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Table 8. Blood chemistry Exp. No. 2778 (115-057)
Week: 4

Sex Dose level  No. of BUN Creatinine Glucose T.protein Albumin A/G
(mg/kg) animals (mg/dl) (mg/dl) (mg/dl) (g/dl) (g/dl)

Male 0 5 9.5+ 1.2 0.62 +0.06 141 + 8 5.59 + 0. 16 3.09 £0.07 1.24 £ 0.04
12.5 5 9.0+ 1.0 0.59 +0.06 131 £ 19 5.56 1 0.21 3.10 £ 0.15 1.26 + 0.05
50 5 10.0 + 1.6 0.65 +0.04 137 £ 21 5.62 +0.31 3.10 £+ 0.21 1.23 £ 0.04
200 5 9.5+ 1.6 0.63 + 0.07 116 + 17 5.67 + 0.09 3.19 £ 0.04 1.29 £ 0.03

Female 0 5 14.3 + 2.5 0.67 + 0.11 115 + 21 5.69 + 0.28 3.25 +0.21 1.34 £ 0.08
12.5 5 14.9 + 4.6 0.65 + 0.05 115 + 25 5.82 £0.13 3.38 +0.11 1.38 £ 0.07
50 5 11.8 + 1.5 0.56 £ 0.05 121 +23 5.96 + 0.35 3.41 +0.22 1.34 £ 0.05
200 5 10.8 + 2.1 0.53 £ 0.08=* 127 + 17 5T 1 0.16 3.33+0.14 1.41 +0.07

Mean + S.D.
Significant difference from control group; *: P<0.05 *; P<0.01
N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 2778 (115-057)
Week: 4

Sex Dose level No. of T. cholesterol Triglyceride GOT GPT ALP Gamma-GTP
(ng/kg) animals (mg/dl) (mg/dl) (U/1) /1 1 (Urs1)
Male 0 5 60 + 10 T1.0 + 28.5 431+ 3 14 + 2N 247 + 64 0.2 £ 0.2N
12.5 5 5% + 7 68.9 + 16.6 46 + 4 14+ 2 195 + 27 0.2 £0.3
50 5 55+t 5 70.0 + 18.8 4 + 4 14+ 1 173 + 40 0.2 £0.2
200 5 49 + 7 39.4 + 5.5 50+ 7 18+ 6 196 + 83 0.9 +1.8
Female 0 5 48 + 5 44.7 + 14.8 M+ 9 12+ 2 126 + 32N 1.0 + 0.7
12.5 5 58+ 9 36.0 +10.0 5+ 4 12+ 2 111 + 16 0.7 £ 0.5
50 5 55 + 16 39.1 +13.1 51+ 7 12+ 2 140 + 48 0.7 + 0.5
200 5 50 + 7 30.8 + 8.9 5% + 3 14+ 3 420 + 626 1.1 £+ 0.3
Mean +S.D

Significant difference from control group;  *: P=0.05  =*x: P<0.01
: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 2778 (115-057)
Week : 4
Sex Dose level No. of T.bilirubin Sodium Potassium Chloride Calcium I. phosphate
(mg/kg animals (mg/dl) (mumol/1) (mmol/1) (mmol/1) (ng/d1) (mg/dl)
Male 0 5 0.39 +0.01 144.2 + 0.9 4.67 £ 0.33 108.3 + 1.0 10.27 + 0.20 7.81 +£0.23
12.5 5 0.38 +0.03 143.9 £ 0.7 4.89 +0.32 108.1 + 1.4 10.34 + 0.18 8.20 +0.65
50 5 0.39 £0.01 143.8 + 0.4 4.73 + 0.28 108.2 £ 0.9 10.40 + 0.44 8.07 £0.49
200 5 0.41 £0.03 143.9 £ 0.9 4.83 1+ 0.28 108.6 + 1.3 10.43 + 0.23 8.25 +0.31
Female 0 5 0.40 £ 0.02 144.3 £ 1.5 4.26 +0.25 111.4 + 1.1 10.17 + 0.34 6.84 + 0.26
12.5 5 0.41 £ 0.01 144.2 + 1.5 4.35 +0.22 111.5 £ 0.7 10.27 £ 0.12 6.59 + 0.33
50 5 0.42 £ 0.01 143.5 £ 1.9 4.41 + 0.09 110.6 £ 0.9 10.28 + 0.41 6.53 ¢ 0.42
200 5 0.41 + 0.02 141.9 + 1.3 4.60 +0.30 111.3 £ 2.2 9.99 +0.31 6.75 £ 0.72
gei:a!mni%itsz'agi: difference from control group;  *: P<0.05  #*: P<0.01
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Table 8. -continued Blood chemistry . No. 2778 (115-057)
Week: 6
Sex Dose level  No. of BUN Creatinine Glucose T. protein Albumin A/G
(mg/kg) animals (mg/dl) ng/dl) (mg/dl) (g/dl) (g/dl)
Male 0 10.4 + 1.9 0.57 £ 0.03 130 + 10 5.83 +0.24 3.10 £ 0.19 1.14 £ 0.09
200 11.2 + 1.7 0.52 1 0.07 131 + 16 5.50 +0.21 3.00 £0.09 1.16 + 0.02
Female 0 14.7 £ 1.7 0.62 £ 0.06 124 £ 15 5.95 +0.35 3.35 +0.23 1.29 + 0.06
200 16.2 + 2.1 0.59 + 0.05 133 £ 15 5.92 +0.13 3.26 +0.11 1.22 + 0.04
Mean + S.D.
Significant difference from control group; *: P<0.05 **: P<0.01




Table 8. -continued Blood chemistry

Exp. No. 2778 (115-057)

Week: 6
Sex Dose level No. of T. cholesterol Triglyceride GOT GPT ALP amma—GTP
(ng/kg) animals (mg/dl) (mg/dl) u/n (U/1) /1 (U/l)
Male 0 5 57+ 9 76.4 + 22.9N 49 + 7 12 + 155 + 23 0.5 +0.4
200 5 52 + 11 52.1 + 5.8 . 46 + 5 12 + 160 + 31 0.2 £0.3
Female 0 5 51 £ 10 46.5 + 8.2 49 + 7 11 « 73+ 26 0.4 £0.2
200 5 62 + 14 65.2 +20.2 46 + 7 13 ¢ 86 + 13 0.7 £0.4

Mean % S.D.
Slgnlflcant difference from control group.
: Non parametric analysis

ot

*; P<0.05 **: P<0.01
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Table 8. -continued Blood chemistry Exp. No. 2778 (115-057)
Week: 6
Sex Dose level No. of T.bilirubin Sodium Potassium Chloride Calcium I. phosphate
(mg/kg) animals (mg/dl) (mmol/1) (mmol/1) (mmol/1) (mg/dl) (mg/dl)
Male 0 5 0.41 +0.02 145.3 £+ 2.2 4.86 + 0.28 107.3 £+ 1.4 10.45 £ 0.35 7.36 + 0.55
200 5 0.40 £ 0.03 144.3 £ 0.7 4.58 +0.35 108.0 + 1.7 10.22 + 0.15 7.47 + 0.38
Female 0 0.44 £ 0.02 144.2 £ 0.7 452 +0.21 110.2 £+ 1.1 10.03 £ 0.31 5.83 £0.34
200 0.43 + 0.02 143.5 + 0.4 4.61 +0.22 109.1 £ 1.9 10.05 + 0.20 6.07 + 0.59
Mean + S.D.
Significant difference from control group; *: P<0.05 #x; P<0.01
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Table 9. Urinalysis

Exp. No. 2778 (115-057)

Week: 4
Sex Dose level  No. of Volume Specific Gravity
(mg/kg) animals (ml)

Male 0 5 20 + ©N 1.036 + 0.012
12.5 5 26 + 14 1.039 + 0.025
50 5 23 2 1.036 + 0.005
200 5 26 + 14 1.033 + 0.020

Female 0 5 61+ N 1.074 + 0.020
12.5 5 11+ 6 1.0655 + 0.024
50 5 15+ 3 1.039 + 0.016%
200 5 29 +. 15%x 1. 027 £ 0. 009%x

Mean +S.D.

Significant difference from control group;  *: P<0.05  *x: P<0.01
N: Non parametric analysis
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Table 9. -continued Urinalysis Exp. No. 2778 (115-057)
Week: 4
Sex  Dose level Mo, of  Color ' Turbidity pH
(mg/kg) animals 123456178 91011 Clear Muddy 555665775885 =29
Male 0 5 5 5 2 1 2
12.5 5 5 5 2 3
50 - b 5 5 1 11 2
200 5 -5 5 21 11
Female 0 5 5 5 1112
12.5 5 5 5 2 3
50 5 5 5 2 11 1
200 5 5 5 2 3

Color : 1= Colorless, 2= Sli
8= Brown-black 9= Milky white,

10= Fluorescent green, 11= Blue.

t yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,




8G

Table 9. -continued Urinalysis Exp. No. 2778 (115-057)
Week: 4

Sex Dose level  No. of Occult Blood Ketones Glucose (g/dl)
(mg/kg) animals - H/= 1+ 2+ 3+ - /- 1+ 2+ 3+ 4+ - 0.1 0.250.5 =21.0

Male 0 5 5 1 2 2 5

12.5 5 5 1 2 2 5

50 5 41 1 3 1 5

200 5 5 1 3 1 5
Female 0 5 4 1 1 3 1 5

12.5 5 4 1 4 1 5

50 5 5 2 3 5

200 5 5 3 2 5
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Exp. No. 2778 (115-057)

Table 9. —continued Urinalysis
Week: 4 »
Sex D?se level No. of Protein (mg/dl) Bilirubin Urobilinogen (E.U. /d1)
ng/ke) animals +/- 30 100 =300 1+ 2+ 3+ 0.11.02.04.080 212
Male 0 5 2 2 1 5 2 3
12.5 5 1 3 1 4 1 3 2
50 5 2 2 1 4 1 2 3
200 5 3 2 5 3 2
Female 0 5 1 1 3 3 2 1 4
12.5 5 1 3 1 4 1 1 4
50 5 1 1 3 5 5
200 5 1 1 2 1 5 3 2
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Table 9. —continued Urinalysis : Microscopic examination of sediment Exp. No. 2778 (115-057)
Week: 4
Sex Dose level  No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals = 1+ 2+ 3+ - 1+ 2+ 3+ = 1+ 2+ 3+ -+ -+ -+ -+
Male 0 5 5 5 5 5 5 5 1 4
12.5 5 5 5 5 5 5 5 2 3
50 5 5 5 5 5 5 5 1 4
200 5 5 5 5 5 5 5 3 2
Female 0 5 5 5 5 5 5 5 1 4
12.5 5 5 5 5 5 5 5 4 1
50 5 5 5 5 5 5 5 3 2
200 5 5 5 5 5 5 5 3 2

others : Crystals



Table 9. -continued Urinalysis Exp. No. 2778 (115-057)
Week : 6
Sex Dose level No. of Volume Specific Gravity
(mg/kg) animals {ml)

Male 0 5 22+ 8 1.033 + 0.017

200 5 31t 15 1.024 £ 0.010
Female 0 5 13 4 1.051 + 0.021

200 5 15+ 5 1.054 + 0.015

Mean + S.D

Significanf difference from control group; *: P<0.05 *x: P<0.01
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Table 9. ~continued Urinalysis . Exp. No. 2778 (115-057)
Week: 6
Sex Dose level No. of Color Turbidity pH
(mg/kg) animals 1 2345678 931011 Clear Muddy 55.566.577.588.5 =29

Male 0 5

200 5 11
Female 0 5 1 1

200 11

Color : 1= Colorless, 2= Sli

8= Brown-black 9= Mi

fht yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
ky white, 10= Fluorescent green, 11= Blue.
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Exp. No. 2778 (115-057)

(f/dl)
- /- 1r 2+ .1 0.25 0.5 21.0

Table 9. —continued Urinalysis
Week : 6
Sex Dose level No. of Occult Blood
(mg/kg) animals - /- 1+ 2+ 3+
Male 0 5 5
200 - 5 4 1
Female 0
200 5 5
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Table 9. -continued Urinalysis Exp. No. 2778 (115-057)
Week: 6

Sex Dose level No. of Protein (mg/dl) Bilirubin Urobilinogen (E.U. /dl)
(mg/kg) animals - +/-30 100 =300 - I+ 2+ 3+ 0.11.02.04.08.0 =212
Male 0 5 2 2 1 5 4 1
200 5 2 2 1 5 4 1
Female 0 5 1 2 2 5 1 4
200 5 3 1 1 5 2 3
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 2778 {115-057)
Week : 6
Sex Dose level No. of Erythrocytes Leukoc; Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals - 1+ 2+ 3+ - 1+ 2+ 3+ ~ 1+ 2+ 3+ -+ -+ - + -+
Male 0 5 5 5 5 5 5 5 4
200 5 5 3 2
Female 0 5 5 5 1 4
200 1 1
others : Crystals
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Table 10. Organ weight Exp. No. 2778 (115-057)
Week : 4

Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
(mg/kg) animals (®) (g) (®) _ (g (8)

Male 0 5 338 + 33 2.06 + 0.06 10.68 + 1.00 2.54 + 0.07 0.52 + 0.10
12.5 5 353 + 34 2.09 + 0.07 11.15 + 1.56 273+ 0.28 0.53 + 0.03
50 5 345 + 24 2.04 £ 0.06 11.08 + 1.09 261+ 0.31 0.55 + 0.06
200 5 291 + 12+ 1.95 + 0.07 9.21 + 1.45 2.19 + 0.18 0.45 + 0.06

Female 0 5 204 + 22 1.87 + 0.07 6.12 + 1.12 1.58 + 0.14 0.43 + 0.05
12.5 5 211 + 20 1.93 £ 0.05 6.05 + 0.76 1.54 £+ 0.13 0.37 £ 0.05
50 5 227 + 22 1.87 + 0.06 7.44 + 0.91 1.82 + 0.19+ 0.40 + 0.02
200 5 200 £ 19 1.85 + 0.10 7.09 + 0.40 1.63 + 0.11 0.31 + 0.05+

Mean + S.D

Significani: difference from control group; *: P<0.05 x*; P<0.01
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Table 10. -continued Organ weight
Week: 4

Exp. No. 2778 (115-057)

Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(ng/kg) animals (mg)- ) (mg) (mg)
Male 0 5 48+ 4 2.89 ¢+ 0.05 568 + 107
12.5 5 8+ 6 2.82 ¢+ 0.23 621 + 128
50 5 47 + 4 2.88 + 0.31 626 + 52
200 5 4+ 7 2.93 ¢ 0.21 463 + 25
Female 0 5 60 + 10 7%+ 9 423 + 97
12.5 5 60 + 4 M+ 9 416 + 82
50 5 60+ 7 103 £ 9= 492 + 105
200 5 60 + 4 83+ 18 426 £ 111
Mean +S.D

Significant difference from control group;

*: P<0.05  *x: P<0.01
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Table 10.  -continued Organ weight
Week : 6

— s —mme i ——

- sagyae

Exp. No. 2778 (115-057)

Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
(mg/kg) animals (®) ® (2) (g (®)
Male 0 - 5 415 + 42 2.12 + 0.07 12.00 + 1.88 3.03+ 0.19 0.61 + 0.12
200 5 386 + 24 2.08 + 0.11 10.83 + 0.66 2.82 + 0.36 0.56 £ 0.08
Female 0 5 247 + 8 1.97 £+ 0.08 6.75 + 0.66 1.77 + 0.10 0.43 £+ 0.06
200 5 230 + 19 1.90 + 0.08 6.60 + 0.39 1.67 £+ 0.12 0.37 + 0.07
Mean £ S.D.
Significant difference from control group; *: P<0.05 =*: P<0.01



Table 10. —-continued Organ weight
Week: 6

Exp. No. 2778 (115-057)

Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/kg) animals (ng) (8) (mg) (mg)
Male 0 5 51+ 10 3.12 + 0.05N 520 + 150
200 -5 50 9 3.18 £ 0.20 580 + 147
Female 0 5 64+ 9 91 + 10 417 + 42
200 5 65 + 13 79 t+ 21 417 + 88

Mean + S.D.
Significant difference from control group;
N: Non parametric analysis

*: P<0.05 **: P=<0.01
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Exp. No. 2778 (115-057)

Table 11. Organ weight per body weight

Week : 4

Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen

g/ke)  animals @ @ & & &)

Male 0 5 338 + 33 0.613 + 0.053 3.164 + 0.049N 0.757 + 0.059 0.152 + 0.017
12.5 5 353 + 34 0.595 + 0.047 3.149 + 0.173 0.773 + 0.058 0.152 + 0.014
50 5 345 + 24 0.591 + 0.033 3.215 + 0.316 0.756 + 0.075 0.160 + 0.012
200 5 291 + 12¢ 0.670 + 0.021 3.153 + 0.393 0.753 + 0.081 0.156 + 0. 022

Female 0 5 204 + 22 0.921 + 0.072 2.997 + 0.451N 0.780 + 0.099N 0.212 + 0.017
12.5 5 211 +20 0.917 £ 0.077 2.858 + 0.144 0.728 + 0.026 0.174 £ 0.023%*
50 5 227 + 22 0.829 t 0.065 3.269 +0.131 0.801 + 0.019 0.177 £ 0.012%*
200 5 200 + 19 0.933 + 0.077 3.560 + 0.134« 0.820 + 0.076 0.156 + 0.009%x

g?gﬂi:ftigégi: difference from control group; *: P<0.05 *»*: P<0.01

N: Non parametric analysis
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Table 11. -continued Organ weight per body weight

. No. 2778 (115-057)

Week : 4
Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/kg) animals - (3 (%) (%) (%)
Male 0 5 0.014 + 0.001 0.862 + 0.095 0.168 + 0.024
12.5 5 0.014 + 0.002 0.803 + 0.092 0.177 £ 0.037
50 5 0.014 + 0.001 0.832 + 0.055 0.182 + 0.017
200 5 0.015 + 0.003 1.005 + 0. 078+ 0.159 + 0. 006
Female 0 5 0.030 + 0.004 0.037 + 0.006 0.206 + 0.036
12.5 5 0.029 % 0.003 0.037 + 0.004 0.199 + 0.047
50 5 0.027 £ 0.001 0.046 + 0.004 0.218 + 0.052
200 5 0.030 £ 0.004 0.041 + 0.007 0.212 + 0.048

Mean + S.D.
Significant difference from control group;

*: P<0.05

**x: P<(0.01
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Table 11. -continued Organ weight per body weight Exp. No. 2778 (115-057)
Week: 8 ,
Sex Dose level No. of Body weight Brain Liver Kidneys Spleen
(mg/kg) animals (8) (%) (%) % (%)
Male 0 415 t 42 0.515 £ 0.041 2.882 + 0.210 0.733 + 0. 047 0.147 + 0.029
200 386 + 24 0.541 + 0.054 2.813 + 0. 166 0.734 £ 0.105 0.146 + 0.029
Female 0 247 + 8 0.800 + 0.053 2.732 1 0.218 0.716 £ 0.043 0.174 + 0.024
200 5 230 + 19 0.828 + 0.064 2.877 £+ 0.273 0.727 £ 0.050 0.159 + 0.021
Mean + S.D.
Significant difference from control group; *; P<0.05 *x; P<0.01
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Table 11.  -continued Organ weight per body weight

Exp. No. 2778 (115-057)

Week: 6
Sex Dose level No. of Adrenals Testes Ovaries Thymus
(mg/kg animals (%) (%) %) %)
Male 0 5 0.012 + 0.001 0.758 + 0.074 0.124 + 0.028
200 5 0.013 + 0.002 0.825 + 0.054 0.150 + 0.039
Female 0 5 0.026 + 0.004 0.037 1+ 0.005 0.169 + 0.015
200 5 0.029 + 0.006 0.034 + 0.008 0.179 + 0.027

Mean + S.D.
Significant difference from control group; *: P<0.05 ¥*: P<0.01
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Table 12. Summary of gross findings ( sacrificed at 4 week )

Exp. No. 2778 (115-057)

Sex: Male

Dose level ( mg/kg ) 0 12.5 50 200

No. of animals necropsied 5 5 5

Organ Findings

RESPIRATORY SYSTEM

lung red patch/zone 0 1 0 0

DIGESTIVE SYSTEM

stomach thick 0 0 0 Bxx
ulcer 0 0 0 1

URINARY SYSTEM

kidney dilated pelvis 0 1 0 0
scarred 1 0 0 0

INTEGUMENTARY SYSTEM

skin ulcer 1 0 0 0

Significant difference from control group; =* : P < 0.05 = : P < 0.01
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Table 12. ~continued Summary of gross findings ( sacrificed at 4 week ) Exp. No. 2778 (115-05T7)

Sex: Female

Dose level ( mg/ke ) 0 12.5 50 200

No. of animals necropsied 5 5 5

Organ Findings

HEMATOPOIETIC SYSTEM

thymus red patch/zone 1 1 0 0

DIGESTIVE SYSTEM

stomach black patch/zone 0 0 0 1
thick 0 0 0 Bxx
ulcer 0 0 0 1

REPRODUCTIVE SYSTEM

uterus dilated lumen 1 0 0 1

Significant difference from control group; #* : P < 0.05 ** : P £ 0.01
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Table 12. -continued Summary of gross findings ( sacrificed at 6 week )

Al ryv weliel
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Exp. No. 2778 (115-057)

Sex: Male

Dose level ( mg/keg ) 0 12.5 50 200
No. of animals necropsied 5 0 0 5
Organ Findings '

RESPIRATORY SYSTEM

lung red patch/zone 1 - - 0
DIGESTIVE SYSTEM

liver white patch/zone 0 - - 1
INTEGUMENTARY - SYSTEM

skin ulcer 1 - - 0
Significant difference from control group; * : P < 0.05 *»* : P < 0.01
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Table 13. Summary of gross findings with statistical analysis ( sacrificed at 4 week ) Exp. No. 2778 (115-057)
Male animals Female animals
Dose level  ( mg/kg ) Bm Dm Af Bf Cf Df
No. of animals necropsied 5 5 5 5 5 5
Organ Findings
HEMATOPOIETIC SYSTEM
thymus red patch/zone 0 0 0 0 1 1 0 0
RESPIRATORY SYSTEM
lung red patch/zone 0 1 0 0 0 0 0 0
DIGESTIVE SYSTEM ,
stomach black patch/zone 0 0 0 0 0 0 0 1
hick 0 0 0 Dax 0 0 0 Hax
ulcer 0 0 0 1 0 0 0 1
URINARY SYSTEM
kidney dilated pelvis 0 1 0 0 0 0 0 0
scarred 1 0 0 0 0 0 0 0
REPRODUCTIVE SYSTEM
uterus dilated lumen - - - - 1 0 0 1
INTEGUMENTARY SYSTEM
skin ulcer 1 0 0 0 0 0 0 0
Am: 0 Bm: 12.5 Cm: 50 Dm: 200
Af: 0 f: 12.5 Cf: 50 : 200
Significant difference from control group; =* : P < 0.05 ** : P < 0.01
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Table 13. -continued Summary of gross findings with statistical analysis ( sacrificed at 6 week ) Exp. No. 2778 (115-057)
Male animals Female animals

Dose level ( mg/ke ) An B Cu Dm Af Bf Df
No. of animals necropsied 5 0 0 5 5
Organ Findings

RESPIRATORY SYSTEM

lung red patch/zone 1 0 0 0 0 0 0 0
DIGESTIVE SYSTEM _

liver white patch/zone 0 0 0 1 0 0 0 0
INTEGUMENTARY SYSTEM

skin ulcer 1 0 0 0 0 0 0 0
Am: 0 Bm: 12.5 Co: 50 Dm: 200

Af: 0 Bf: 12.5 CE: 50 Df: 200
Significant difference from control group; * : P < 0.05 = : P < 0.01
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Table 14.
Sex: Male

Summary of histological findings

( sacrificed at 4 week )

Exp. No. 2778 (115-057)

Dose level ( mg/kg )

No. of animals sacrificed at 4 week

No. of animals necropsied

No. of animals examined histologically
Organ Findings

NOCICIUTIO

[ -1 (9219119

1

oI O

200

[ o121 {8y ]

DIGESTIVE SYSTEM

forestomach
edena
erosion = .
cellular infiltration

. squamous hyperplasia
liver }

microgranuloma

URINARY SYSTEM
kidney
basophilic change

ENDOCRINE SYSTEM
adrenal gland
degeneration, vacuolar

(5)

= oo oo

o oooo

(=R oo Yo o Y om }
ODOOD
cOooOo

SOoOOO

(5)

(0)
(0

(0

Woor

oCoOoOoO

DOOoOO

= L) a5 ]

o Tiooo

o COoOoC

T: tumor 1: slight
? #: malignant

2: moderate 3: marked

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

-: Not applicable.
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Table 14. ~continued Summary of histological findings ( sacrificed at 4 week ) Exp. No. 2778 (115-057)
Sex: Female
Dose level ( ) 0 12.5 50 200
No. of animals sacrificed at 4 week 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings T12 3 T 12 3 T12 3 T12 3
HEMATOPOIETIC SYSTEM
thymus ( 5) {0) {0) (5)
hemorrhage -1 00 - - - - - - - - -0 00
DIGESTIVE SYSTEM
forestomach (5) (5) {5 (5)
edema - 000 - 000 - 100 -3 00
squamous hyperplasia - 000 - 000 - 300 - 050
glandular stomach ( 5) (5) (5) ( 5)
edena -0 00 -0 00 - 100 - 300
erosion - 000 - 000 -0 00 - 100
liver (5) (0) (0) (5)
microgranuloma - 400 - - - - - - - - - 200
URINARY SYSTFM
o kidney hilic chang (5) 30 0 (0) {0) (5) 10 0
" basophilic change - - - - - - - - - -
(D) fibrosis - 000 - - - - - - - = - 100
T tumor 1: slight 2: moderate 3: marked
#: malignant

benign
() No. of animals examined microscopically at this site. -: Not applicable.
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Table 14. —continued Summary of histological findings ( sacrificed at 6 week )
Sex: Male

Exp. No. 2778 (115-057)

Dose level = ( mg/kg))

No. of animals sacrificed at 6 week

No. of animals necropsied .

No. of animals examined histologically

Organ Findings T 1

NOTOIONO

DIGESTIVE SYSTEM
forestomach (5)
squamous hyperplasia - 000 - - - -

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 14. —continued Summary of histological findings ( sacrificed at 6 week )

Sex: Female

An-Pyo Center (p82a) 10015  Page 2

Exp. No. 2778 (115-057)

Dose level ( mg/kg_ 0
No. of animals sacrificed at 6 week 5
No. of animals necropsied . 3
No. of animals examined histologically 5
Organ Findings T 12

NOOOCO

200

[SS1S2 182 19]

DIGESTIVE SYSTEM '
forestomach ( 5) '
squamous hyperplasia - 00

(5

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 15. Summary of histolo§ical findings with statistical analysis Exp. No. 2778 (115-057)
( sacrificed at Week )

Male animals Female animals
Dose level ( mg/keg ) An Bm Dm Af Bf C Df
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ Findings
HEMATOPOIETIC SYSTEM
thymus
hemorrhage 0 - - 0 1 - - 0
DIGESTIVE SYSTEM ’
forestomach
edema 0 0 1 2 0 0 1 3
erosion 0 0 0 1 0 0 0 0
cellular infiltration 0 0 0 1 0 0 0 0
squamous hyperplasia 0 0 3 Sex 0 0 3 S5ex
glandular stomach
edema 0 0 0 0 0 0 1 3
erosion 0 0 0 0 0 0 0 1
liver
microgranuloma 1 - - 1 4 - - 2
URINARY SYSTEM
kidney basophilic ch 3 2 3 1
philic e - - - -
fibrosis ane 0 - - 0 0 - - 1
ENDOCRINE SYSTEM
adrenal gland
degeneration, vacuolar 1 - - 0 : 0 - - 0
Am: 0 Bm: 12.5 Cm: 50 Dm: 200

Af: 0 Bf: 12.5 Cf: 50 Df: 200
Significant difference from control group; =* : P =< 0.05 *»* : P 5 0.01
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Table 15. —oontlnued Summary of hll(stologlcal findings with statistical analysis

{ sacrificed at 6 Wee

An-Pyo Center

(a82a) 10015 Page 1

Exp. No. 2778 (115-057)

Male animals Female animals

Dose level ( mg/kg ) m Dm Af Bf Cf Df
No. of animals necropsied 5 0 0 5 5 0 0 5
Organ Findings
DIGESTIVE SYSTEM
forestomach

squamous hyperplasia 0 - - 3 0 - - 2
Am: 0 Bm: 12.5 Cm: 50 Dm: 200
Af: Bf: 12.5 Cf: 50

Slgmflcant difference from control group;

Df: 200
* : P <0.05 ** : P < 0.01
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