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N, N=ZPAFIRZINTIOREHREEREZHOINICTE2D, SDETY b &
AWERHROBRGICL2280MKERSEERREZERL .

Sy bR IBMESSETSHRYE, R, FAENBIUREHAERICIMES
SEQOREREZR, FHOTEHERL Z.

N, N=DAFIRPNVTIVIE, a—FqVicE@gl, 0, 50, 100, 200 B &
400 ng/kg 2B 1H, 4 AMERRORESL, —RREBOBEE, KEHTE, 8
HERE, NKRFHNRE, MREERERE, OKELERE, RRZE BEEEATE
BLWREZNBREZITo . b, BIEHMIZ2EMEL, BERTRHREIAELZR
BEExEMLIE.

TOHEIR, ROEBVEKEINS.

Mg LS, 400 ng/kgBH THRE2EMNSHETHNED SN, BB LTHOETH I
TNTNREG2EATIBIT2H, 3BFTSBLUVT7H, 4BAT2BXKUL1IHTHD,
FETRIIHETS%, MTINNXTH>72. WHENREOKRICEIERICHELDSE
L3R s N> 7z,

—RREOBEETIX, MH#ED 100 ng/keB THilE, 200 BX U 400 me/keBETHE S
FXOHRBERED SNz, T5IT 400 ng/keH THHEICHKEDOFENL, HITHRENED
SBNIEIICE-> . METEESINLERIEERXRTREIBEEINT, BEZRLL.

HEIRED 400 ng/keBETHEMANG I H, BREIAUBEETH > 2. EHEITE,
MEHEEDHMTHELSZRXZO SNad o/, ERERIHED 200 ng/keBE THE 3
E, 400 mg/keBH THRE1~4BITEEEZRL, 400 ng/kgB TIX 0~ 4 B D FGEH
B RbEMEERL 2.

HEMMTE, HESOHBELEBRVERSFLTAERERRD SN .

MEFHREDOHER, BO 400 ng/keBW THRERTHETERELZLIATY > NREK
BECESAEORZOBEENZED SN, CTheREEEMAMERTROBERZED
HKRUVEOREGELREDIT O N2 ELRBDOSNAEN o .

MEEEEREOKRE, BO 400 ng/ kB THRERTHETEFLLLIATIATY
S RORENBDOOSNLN, CThEeREMBBCIBEAZENIIEROS LR
Roohlah-ok.

MBEELFREDOKR, D 200 ng/keF TRIAVAFT OB EEmMZRL Z.
BRI 7RIS, #D 200 ng/ke## T A/GILWEN RN SEMEZRL 2.




RIMEDHER, H#O 100 ng/keB Ll LB X UMD 200 mg/kgBE LA L DB TIRE DI
HRPED 5N,

BEEEBEOKE, B0 200 ng/keB THBOEEENEE, B 200 ng/keB T
FROXEESICHENEENEEEZRL, I510, #O 400 ng/ke THRBOEER
BROVKHBOLXERBSUHENERNEREENERLA. £, EELSHMKTHE,
#o 200 ng/keRTHBOEEEBLIVHAEENBEEERL, & 51I2# D400
ng/kECRB O EERD EHEABLUBROEERENEEERNERL .

FE¥YREOKR, RERTRICHERANL-HYOABHRICRE, #BRYERED
REETRIDIECEIEEINAL - .

RTBYOMBAETIE, FEROMBENSAGIHREIC, BBEORAOEREHEMN
BRSNS, WThORELRERTROFEEHFICIIEEINAN .

UED#ER, EXEBIME LD 50 ng/ke/dayE Hranrz.
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N, N=PAFIRDINTI G, FEEARRIGCOMES L TERBINTVSLES
MTHD. FEEYOEHEICDODVTIE, BEAEREN T WD, 50, HELEY
HEORE2RRICHEOLIBENFAEFTED-BLL T, BEHREREEHEHBREERL
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Ty hPZERAVWSBHMORERSERRBRET o /.

BB, RBROERIIBLEVFEINLS, HEEINRS, 3EBHELLIE
(BBFIG3E11A18B) @ THBILEMBICHRIBRRVIEFEILLSE
MECRIEEREORAETEDEHAS2EDIMAELRIIHEET S
AMBESRICONWT) OHEEZE LTI OEL =
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1) & fig % KICWE, 7hVa—IBLUVIT—FIIVIZEE
1) & © BEKTR, HELTHHLE.

19) EBEMEAREBLD REBRTR, ¥ 1eg2RTF /- REL, BDITHE
BRREBVEOLE TIEAL 7=,

28, ERLU~E#HERERIZ (Reference data 1J IZRL =,




11

2)

3)

RBRMEIBLUVHIE

R Ty

#HHA L5y FCD (SD) %RiZ n
SERTEIIB20BIC4BEH THEH RS0, FI00LEEAL Z.

B ERNLUAREBECOBMIMEE, FR7EIIFBEHIC6ABTREZRBL .
BHEHoPUDBEICE>TEBIEL, EEAHMERCLIVEEBREZEATS X
SRBITLE. REDNYIIRBEAIAICIDREREI .
BYMOBNCHESRBIUVUBNBES 2 AR T2 LACEAMNEAE S —PCHYERSE
& (Animal ID-No.) Zf T &I BEHEREML .

BEMBBROEKEIIET 117~133 g, T 108~117 gTH o 7/=.

BYEBIUVRKEREH
BREARBIIH T 2ENNE, BENREEEZZRALTREAL.

FEE

FERE

BN Y 7 RAF LD 12388HEFZ (W4 1XD 8.9xH 2.5 m, 91.2 m®) THEL
REHAGOBEMIZIEELIL2C, HAAEEST10%, BRKEK 1 HHM0E, BH
150~300 lux 12F§R1 (PRI 7 BT, B 7BMET) LKL

BRR2HE HEREHAY-—EX (ER#S/FTMH) ok XeAEE (F 674.2XD 80. 0xH
175.5 cm) Z2HEAL, Z7IVIMEH - KAF LV ABERAETS— (W 20.0xD 28.2
XH 18.0 co, AE S —2 - ARX—X 10152 cn®) REYE 1T DODNRELFE &K
EEHICERI B/,

FAES—VIIRE 1B, HERITEIERD B

BB, BB ESD, REBIVEEHMG, F—FOEELCEEERIF
LEEBbh2BEEROLE LI Ad ok,

] ¥

BYCEXHABRRBATV I Y IBEIEANSH (REBPRR) WEOKFNRE
BRENIHAES vy b, o XfAL (Modified NIH Open Formula Rat and Mouse
Ration) Z2#AL . EALAEABOREDOLNE, TUICINEBTEHKKS
#HAFHREA BERKOW LY — (ARHBRLER) KEKBELERBLE. ZOHR
% [Reference data 2J IZRL 7=.

o 7K

BiCiIKBEARZESBK ) ANEIDEHBICEREIE /=
KEBEWXEDIDLSKkEKkOSGHZHERRASE TaS o U —F (BRMEHEKT) 0K
WMLERLE. TODHEER%E TReference data 35 IR LU 2.



4) BB DR
MBREOMKRITROBED &L 7.
A& 0, 50, 100, 200 B X 400 mg/kgk L, BB 1 MM &S SR, £7z,
BEEABRAELT, WEHE, SHAERBIUEGHEHICHESSIK, H0ZHEH
L.

ol <3 1 2 3 4 5

A B .

na/ke) p 50 100 200 400
t W M | M | we | # | M | & | w | & |

B Y K 10 10 5 5 5 5 10 10 10 10
#EMKTHE 10012000 | 1101|2101 (12012201 | 1301|2301 | 1401 | 2401
B E B & ! ! ! ! ! ! ! ! { {
gh¥&E= | 10052005 | 1105|2105 | 1205]2205 | 1305|2305 | 1405 | 2405

[E] 4 % 7 B | 1006 | 2006 1306 | 2306 | 1406 | 2406
RREE®R | | ! - =] - |- ! ! { !
BmESE | 10102010 1310 | 2310 | 1410 | 2410

A-FMNVDBEREL .

(HERTEEH]

FRBICEN>TERBLAES Y PZHAVWLRAEROREEETHEAR (BE5E 200,
400, 600, 800 mg/kg) D#HEE, 800 ng/kgH TIIMBEITRTOEMMNIETL, 600
ng/kgBH CIIMBEELDITIFF 2AMNETELE. T 51T, 600 ng/keBE TIIMET T
DEPICHEBIVCHMAERBESNRD N, —F, 2HEMKERR (K58 :0,
20, 60, 180 mg/kg) DR, 180 mg/keB O THEED, S HICHETHRELER
BEORIVATO-IANEEEZRLILOAZT, HBYHREORBEEMTH o,
HoT, BEMREZEEERRTIMBLOIBERZENTHILNEEINSD

400 ng/keZ RREABICEREL, UTAK2THRLILEAE%. 200 ng/kg, "HEZ

100 mg/kg, EHE%Z 50 mg/kg& L7z, 728, 400 ng/keBETRIETHDBE D Z &N
FHINBIENS, BHED 200 ng/keBICOEEREZRITID I &ELE.

5) %54
BRERBIT OECDAHA RS54 > IREHKESENE) THERINTWVIEFAROKRS L
. BEABRBHKE 100 g0 0.5 nl&l, BHEMNCBELAFKECEIVWTR
EREEMHL &
RERKIZIBLIEEL, 2ERHEEYV CFEZAVTEAKRRAREORE L L. HE
B a—>F 1) (Lot No. V5K3987, +Hh 545 A8, mNEMPFRET)
DOHEFRICEEL -,




6)

7)

8)

% 5k o0 5 %
HRMEZI - A CINVICERL, LERBEHNL .
ABIIE 1 ETY, FHERIIERARE THIEFICREL 7.

& 5 R
REMFIIME L HIT8EMEL, REKTHE, 0, 200 XV 400 ng/kgBicD W
TRI4ERMOEERABREZERL .

REBRPOERBYMEOREE ST

REBOBEHMRDOZHEHBRBICIOVT, BlBLUELERSRANKOBES
ZTo/k. B, REKOREHIIOVWTIE, FTHRAR (RREBLT) BT
RHRBRBEERETCIBAMRETHZ I MRS TS,
BESROFEBL UK RIL FReference data 41 IR L 7=



12.

D

2)

3)

4)

BE, MEBIUHRE:

— IR BE D R 2%
2HMEEHIEBREL, TEERKOFE, THREYE, EHOE-LHY, T iHY
FEHEREERMRLE S — MR L .

& E

BRERBPOEERBRRTETCEE 1 HAEL 2.

BIEXEERAE PM 3000 (ARS—%, X4 R) ZAVWTIFL, JoyE—--F 4 X
JICEEEL .

B/ fH B

BEEZEA IBGHEHLEZREZEEHXFE PY 3000 (A LS —#H, X1 X)) ZHANT
BEL, 7Oy lE— - - FoXAZICEHK L. BHEHE (g/veek) BLIUEBDHE (%)
BFaa—%Z2ZHWTERHL =.

B R B E

BAREIRERTRBIVEEARKTROG 2EHERL .

RIMICHY, BIMEBHIRMEESIEL. B — T I THRERRABEL, BEEXD
s FEmML . 28, HUEBEFRIZEITA-KBIUY /DBy —FERAWVE.

i 82 5 R
R RN A T %
RERBSMREREEE TS 1B (TR, KE) 2AVTHY, TROH
H2HE L7 (EDTA-3KVRM M) .

AN MZ Uy ME (HCT) RBC, MCVE D EH

NE S DE YE (HGB) TV ABMNESTOE VK
7R il £33 # (RBC) S 1R B R

¥ o5 7R M R E TR (MCV) M 15 B AR
THFmRmeERE (MCH) HGB, RBCX D EH

15 5 o 3R i 6 3R iR B2 (MCHC) HGB, HCTK D EH

i h ) # (PLT) EEBFRE

=| i} B (WBC) BREFRE

B @ % 8 4 =X Jo—Y A b IX MY




HOEREZ2RBE LROEBTREL 20, EMBERKELREZEHL, A -V
PONE - FLYRABLTHRELE.

MARMEK (RC) REFEOEDFABEEA (EDTA-KEM) MEEZ2—-AFL 2T IN—T
Ltk MBRBHEEREEMUERL L.

TEHEOEHBIIOEHEREERE KC-40 (FAN T, HE) ZHAWTHELZ. @
BERHWE (VT OBY—FEMNLE) .

JohnosVE M (PT) Quick 1 EXi%
FEEAERLS> N ORI SZAFERM (APTD 70Oy ME
74‘7')/-—6"‘/% (Fibrinogen) ro ¥ BRI

b. MKENFERE .
MEENMERBEIZFEELZEG2HERE CentrifiChem ENCOREDL (R—J1—%#t,
KE) B XV EKTACHEM 700N (a¥F w o #, *EH) 2HEAVWTTEOHEZAEL .
mEzEI7 V-2 — )b (HRRX2Erhol, EEREFRBARX) THERL, 05HEKE
# 3000 rrp. 0 T7THMBELHBMLTE LMBEZHE V.

wOE A (TP) Ea—Lbw Mk
FIWNVT 2 (Alb) B.C.G. ¥
A/G (A/G) SHEE
i ¥ (Glu) TNWA—-—ZAFF 5 —EH&E
o fE B (TG) BEERILAE
Balvzasro—Jjb (T-Chol) JLAFa—FF ¥ —¥E
R F 2 F (BUN) L7 Y7 UEZTIERER
sVvryF=” (Crea) Jeffeik
wmEY I (T.Bili) TV
IV T A (Ca) 7 F VI
WY > (IP) TUITTFUESRE
FhUTA (Na) E L
AU T A (K) BREIE
i) # (cn EREIE
TV I UEFFY O

hS A7 IF—+F" (GOT) IFCC#: (PALP¥EMM7ZZ L)
TWHIEBEINE B

RS 2AT72H—F" (GPT) IFCCiE (PALPER M2 L)
rT—UINEINET R

RTFHF—-F* (7 -GTP) Orlowskiik
TIWAVERAT 75 —F* (ALP) Bessey-Lowrydk B %

"EROIFE X ENCORE I T, fthid EKTACHEM TOON THWEL 7=.



c. R % &
R —TC2RANWTUER (FRIBASZEFHMIIBET) REERLE. 28,
BRAPDEEBLCBAKETo~. TEOHEBEZREL .

te

S EBX
B W O M

RIEBIIRILEBHFG UR-S (MRXE&#HE 790, ERHERER) 2ZAVWTEHEL 2.
WHEERE 1500 r.p.n. TELRIBELODEEL 218, B8 (AFININAI—REBLE)
L, &L 7=,

TEOEHOEEIZWEN-JIVF A AT 497 ASC ONA LI - ZHBKEH, HEK
FRX) AW, HEIZRSWERE CLINITEK 200 (X1 IV X%, XEH) ZA W/,
BEICIHEM®IFEFEUROFERZ AN,

pH
& i
b 2K
i
= =]
EJILE >

vnEy /=5




D) MEEMNRE

FREMABRERTREBIUVEERBRK TR Z I —FTIVKEL, HOHESE
ERLE. ECHHIEIREREE, BEbBICHH L. NEMEEE2REMRHRRELRS —
Mo L .
REERNHREEEBERN EHEH R PE 160 (AMT—%, A4 R) ZAWVT, §,
g, BE, ME, 2%, BWR BHERIUIMECOVWTHIEL, BEEER  FAEL
EEHLZ.

LEERAESRE, TEA, B BEE PRR (LENMzZ2ESD) , O, M,
B, B, BH (KEBE) BXUABEMRETELLNRDSNZEE - BRI 10% i
BEFRILTY CETEHEL = ‘
WEASFNREZBELARE - @80 >5, BERTRBIUVEHEHRE TERIC
BELHBEELEHAZHOORK, WE, FRE BB BE SIEBLUEM (KR
B) RODOWTHRREBLE., &, fiR0BETHRIESHEN TRLEOEMNABD SN
HHEOHRE, BORBEBIVHOBBRIODWTHOREEBRBLIUVEERIZDONVWTHE
L. 72, MELBIZ 400 ng/keBH THBERHBPICECHIAIZSE L 2D, Mk
@D 200 mg/keHEEZHBMFEREL .

B2 MEEEHAR (ERHEFET) THEERIK > THREEBREAZERL &,
BEXRORBEIANTRFIVD - 2ADRBELE. BREILZHEEZY-TERKL,
REOEREBLIVEELCIDODWTREEL =.



8) F—F Dtk B L OHERAT
KRBROET—FIIAE2a—% - PAFLERWTERERL, HE®EHL .
BRBREOKE, BERE, FHMER, OEFEVRES, OBREEERE, hRALE
BEME, RREME (REBLUVHKE) , BREEERLVHTERE - KELI, TER
RLUZEHHNARITRY, BRI BartlettDEPBREEERBLE. E0#HOD
GER—TEEBEOSHESWNETY, 2BMNEELEEE Dunnett DXL ELBERE
(EF, TAY) THRBEESHRSBEOFTEEZEEREL 2. BartlettOEHHR
ETAEZBOEHET Kruskal-Vallis OEMNREZEZERKL, FEOHEIT/ 2NN
SARY IO Dunnett OZEHBRE" P THRBBLAREHMNOBEEEZEERE
L.

FEKERISBIUVISOKHRETEBL /-,

Bartlett
FEEE EHHBRE EEE
L HY
— k& Kruskal-Wallis
B T JE i % &
BEEE HEE EEE HEE
HD 7z L "H D A
& 7 w7
Dunnett £ & JRITARNYwD
b # ke e Dunnett L ELLLEBKRE

¥72, REYHOREBICAFEROREIL Fisher OMBHEEZE AV L.




13.

1)

2

i R #5 R

D7 B

£FEZE % Figure | I, £FEBLUETCEZ Table | IZRL .

M EH, 400 ng/keBE TR E2EMSETHAMNBD SN, BEBILHOFETH I
FRNETN2BT1IBLV246, 3ETSHLIVTH, 4BT2BLUL1HATHD, %
ERTHRIBIZ2EFRRBBEBIVHMTEN TN 2LV O0OHTHE>Z. TOMDEF
ERTIE, B CHIZREDSNLEM>=. o T, 0, 50, 100, 200 B&LKW
400 mg/kgBE DT RIZ, FThFHHEET 0, 0, 0, 0 XY 80%, T 0, 0, 0, 0
BXWY 100%TH- 7.

B FICIE, M BIEE, 200 ng/keBEB KLU 400 ne/kedE (#) TIRETH
BED S 2.

— AR IR B8

—RRREDBEFR R % Table 2 BX Y Appendix | KR L.

HETIE, 100, 200 BL 400 neg/kgB THRES2ENEBRE (+) OHENED SN,
100 me/kgBE TS5 F P 341, 200 mg/kegBETIX10415 3 &, 400 ng/kgBE T 1041+
SHICERBRINL. £, DYFEBEANENDIEE (+) ORHAA 200 ng/keFE TIEHE
BE14HM S, 400 ng/kgBH TRBEESIEASBD SN, ThEeNI0FF IFAB IR0
PIEFICEHBINEDN, WTHhoEHOERDERSEEMNSRERL, IFHEERML
Lz, 728, LREOFMREIWIThbEEMRMTERBO N>k, TOMOEILLE
LT, RCKXDPTERZESTREE (+) OFEEOHEND 400 ng/keHF THREISE D
51089 161, BE (+) OAEN 50 BIYK 200 ng/keBHTHEREI4EML & 1 HliC
BOoN. BIHIZRDSNZAEE, 50 ng/keBH O 1 FATRBERTROERE
HEMTHooBE®RBHS TR AWND, 200 ng/kef D 1 4] T3 EE MK
TRETHEL &.

T, 100, 200 BE 400 ng/keBHETHRE2 AN S BEEOHRENRD 51, 100
ng/kgBETIZ S H S 2 Fl, 200 mg/kgBETIZ 1047 6 #, 400 mg/kgBE T 10419 7 F
KEBZEINZ. £k, OYFENGII2RBEOREN 200 ng/ke TRHEE4E RN 5,
400 mg/keBHE TR ESHMN RO LN, TNETNIFARTHABIVL2HAIRERES N
oo ETHIT, IREAY 400 ng/keHTREMMELS AT THRICED S NE. Thb O
ERIIWITNOEEHMTRED SN Ao, FOMOELELT, RICXBTHE
RE2ROTEEOKREDEND 400 ng/keBTHREUE NS5 8FIP 5 6], BEDINE
A 100 mg/kgBE TR EISEMNS 1 FlICBEINAE. EBTHRIIRDSNENER, &E
RTHOHEMABY CHo -0 EESEIIHESIATIRREN- 2. B, HEOEE
PRERBII#HEEZIZERCTH- -,



3) 1k B

4)

5)

6)

k&% Figure 2, Table 3 B LN Appendix 2 IT®EL /2.

BT, 400 mg/keBCTHRE I EMS MW EANBO N, B#E53BLV4HEI
RENETNHEBICHRL TIABIUI6 2% P L. FAHEOBEHBENSHEK
THETO4EAMOKERNERNBRICKSBL TRETH>~. BEHMICBNT
W, JERAEBEBMNRED 5N,

MTIE, RE4EEXTIC 400 ng/keBEDOITRXRTOFYNEL L. FOMOETIT
BREHMBLIUVERESMZECT, SRBIERYERER L TEERERRD SR
o7z,

B HEE _

BEEE % Figure 3, Table 4 3 XN Appendix § IZRL A&, -

HH#ED, REMEMPBIVEEYNMFEECT, MERLERYERSHETHRE
BRERRED NN .

£ 5L % 2

gkl zh 2 % Table 5 B XN Appendix 4 IR L J=.

BT, SEBICHELT 200 ng/keBTRE 3IBIEMMABDONA. £, 400

g/ kgBHETHLHRIZDABAVWDB OO, HEHMEZB U TEEINIRDEN, 0~4BED
EHERDRIIEBETH o7, BEMAMPIL, NEREURYERSHE THELRE
REHSNLH 5.

MTM BEHMBPLUTEEHMEEL T, ﬁ%ﬁt%%%%&%ﬁtf%%ﬁ%
BoOshiahoi.

mMEEHBRE
MEFHRERLERZ Table 6 BL Y Appendix 5 TR L 7=,

BERTEHOEE

BT, 400 ng/keBHOAEF L2 1A THORRKXOEKEMNRED SN, ZOMDEK
BEEHEHTR, WINbNBRIEBRYERSHETHRERERZD SN LD .
METiE, 50 mg/keBHETAT MUy bOKENROONLN, ARICHBLEELT
Baholk., TOMOREEFEETHE, WITNObWBREIEBRWERSHLTERIRD
s ho k.

MR TR ORE :

TR, WINOREFRBODNBERLIEBRYERSHLETERIRDS NN 2.
T, MEBEICHE®BL T 200 ng/ke TH/NMROKRESBD SNID, EREOH
HAOETH > (FRM 1103£124 X10° /mn’, n=50) . ZTof, WTHho
REFHONEHIERDERSBETERRD SN L o .




7)

8)

9

o ¥ & BE AR &
MmkEEEERERERZ Table 7 3L Appendix 6 IZRL K.

BEKTEHOEE

Ho 200 ng/keBEB LMD 50 BLY 200 mg/keBE T APTIAAXMBEICHK®RL TE
MERUE., £72, #0D 400 ng/kgBE0EELEZLBTI4 T ) =T EVEER.
R O i

EEMEAETREOER
#o 400 ng/keHD LBITT7 4 7TV /=S ENEEZR LN, HHED 200 ng/kg
BRIMBEIREZ2T>AZIHBIIERRDOhahro k.

mEAEERE
MmMENFREEREZ Table § BX W Appendix 7 IR LUL 2.

REKTROER .

HTiX, 200 mg/keBETHR IV ATO—DAEEER, 200 BLY 400 ng/kgETH
RN EEHERZRL &,

HETE, MBEICESEL T 200 ng/keBH TN I—-ADEHE, AN T LNEKEEZR
L7,

BIEMME TROER

HTIE, MEBICHEE®EL T 200 ng/keB T A/GHEAMKM@E, 400 meg/keBEDEHF L2 1
BITHRILVZAFTO— )N EEEZRL .

T, WHEBICHE®EL T 200 ng/ke# T BINEEZEZRLZD, ¥EREOHHAOD
ZibTHo/e (FRME 16.2+4. 3 ng/dl, n=69) .

R #® &
RBEFERZ Table 9 B XU Appendix 8 IZRL 7.

BERTHOER
BO 100 ng/keBHUA LB LD 200 ng/kgBU LOB TREOEMEANRD 5N
7=.

EIEHERTROER
HEHEEDICHBEEERYER SR EE T THORETEEBICBWLW T OHBEREZIZR
S5hiah-o iz,




1)

12)

a) gt

fe3=1

= Mﬂl

BEE
ZeEIE&EZ Table 10 B XL N Appendix 9 IoxR L 7.

BREKRTEHOER

HTIE, MBBEICHESBEL T 200 ng/keETHBEENEEEZRL, 400 ng/kgBE T
BEIUMBEENKEERMERL .

fETIE, MEBEBICEELT 200 ng/keH THBREENSEZRL 2.

EEAMKTHROER .

BT, MEEICHESEL T 200 ng/keTRIBEENEEZRL, 400 ng/kgB¥ TE|
BEENSEEMNBLIUVBEREENREERNEZRL .

HTil, EBEREEZERLEZITXNTOBEIRDODNVT, NEREERYEREHLTE
BRDHDsNaho .

\] =]
|4 a

BEEER - -FEWL
EEE - FEL (HNEE) % Table 11 B X Appendix 10 IKRL .
BERTEHEOESR

g, 400 mg/keH THRMAXEENEEE®RZRL Z.
T, EBICEEBEL T 200 ng/keBETHBAMNEERS®MEZRL L.

B TROER
oD 200 ng/keB CRIBHMAMERSN, XD 200 ng/keH THRBHEANEENSETNT
NEEPEICEBREL TEEEZRL L.

RHEEANRE
BT R % Table 12~14 B LT Appendix 11, 12 1T, MBSO EIL Table 156~
17T BX Y Appendix 13, 14 ITRL &,

EREHEMOHBRFTABLIVHEBHRR

REKRTHICFHEAD L2843, MEE, 50, 100, 200 XYV 400 ng/keHE DT
NEN#HTS, 5, 5, 5BKL1H, TS, 5, 5, 5BXVOHTH» .
EEMR TRICHERZH L Z8wi2, NEEH, 200 ng/keHoETENENS 4,
400 mg/keBQOHET 1HTH o 7=




b)

H B R

(& E5RT R EMREH Y]

MHEBCHERL TERYERSHIILZBEBINREZ Mo k.
BEINHREIMOFERES /K, FEOARLRKNDPEHACRDONTZDAT,
ZOMEINWTNOEERORETH - /-,

(EIERMATREERTE Y]
MEECERL THBYERER IS BEINEFREI R,
BREINEFRECHOBREGHA KERETHITNOEREDOREETH - .

MR

(BEGRTHREERNHY]

SHRBEICHEREBRYERESERIIZS<BELEREARBD S NaN Tz
NBHBLIVCEBRYERSRTEHEINZHAR, FEOEWKLE (EE1) , NAF
B (EE2), BBORMEOFEENL, gHitE, BROKREAOEREMERET
H o7z

(EEHRE TR ERZRNEY]
MNBECHUERNERYERSBHIZS<EELELRRZRBD SR 2.
MNEEBIUVEBRYEREH TELRELAFTRIZ, WROHODBIUVEROFEM
NEDE, RERTHRIZRBDSNEHFRBROEBEHL, NAFEBLUCERBRTRRME
DEFEREAL, ML E, BIBOKREDOZERERNEAKICEEINZ.

SET B DEIRFT B S L CHEGFR R
LT EMIE 400 ng/keB DTS H, WETIHITH - /=.

HBm R
BBOKEILWHETEH, HMTSH, HWOFKBIANLETIH, HT6H, FROEKX
RHETAH, MTIHAICEEINE., ToM, FEOHBHA /EEBIXUBEDE
MAREMEREIZERINE.

A #k T R
BBROEMNHETSF, HT16, FROBHILSETE &, MEENH AENHERE
26 (EE3) , NAFENMBXTIH, BRORMEOIFEZCNET 24, B
TSHBIVBBOREOEMEMNETSH, HMT7H (FE5) KEBEBINE.
TOMDHERIERED D WEDLRBADOKETH - /.



14, EEBEOHR :

Mg S 400 mg/kKgB THRE2ELSETAR DO SN, H#ELBEETICHETIONNS S
Fl, WETIFFEFANFECTLE. INSOHYTIE, HE, RKREBLTHEOBELMN
RE2~4BLUENPSCERSDIVRHRBREIN.. FHENREOKERE, WEROH
M, FEOEH{EENBD oNLL, ERCHEI DT oNSELTERMo 2.

—MRREBOBRETIL, HHED 100 ng/keB THEEA, 200 LY 400 ng/kel¥ T X
BLUFEAH, 51T 400 mg/keTHEHICHKEDFENL, HICREBENED SN, I
BTEHRINCERIEEMAMICHEENZED SN, WINLHEBYERSICLDEL
ELEZX SN

FEHEHD 400 ng/keBE THEMAMG ch, REIHAUEERETH> 2. BHEET,
MEEZDITXNTORSH THEZZRZRBD SN >, HEAHPRITHED 200 ne/ke
HTRS3IBBLY 400 ng/keBD 0 ~ 4 BEROEHHARDRICEEIRD SN,
EEMFFE, HESOHBBEKBRDERSBLTRERZERIRD O NAL > L.

MEFHREOKR, HD 400 ng/keBHOEFL LE 1 ATHOLREOEKENRD 51
2, UNHRENEEZRLEZIELICEID2DDTH-. INeBREEHEHNMET
HMOBRZEDHEBRVEORSLHEETIONZIELEZRD SN .

MEFEEEREOER, HD 200 ng/keBf, WD 50 BL W 200 mg/kgBET APTTOD
BEHARBDONN, ENBELTEEFNCEROH LI ELERBIA SN K.
i, D 400 mg/keHDAEFH TRO LN T4 T/ —F VEOEER, RHAD
GEENMAFMOEBENSHEL, FRBICBITZ2 74TV /) T EROETIZLSD
DEEXLND.

MBEBELFEREBEORKR, #O 200 ng/keBTHRIVATFO-IAEEHERZRL .
SHIRERRICEL>TERBLLZ2EME SRR (%52 :0, 20, 60, 180 mg/ke)
DO/RER, 180 ng/keBHEOHETRIVATO—NINEEERLE. O EMS, KO
LAFOo—)OEmEHEET, #RYERSICLDPELRLEEXISNZ. TOM4, 200
ng/keBEDH TROoNZI NI —XD0EFE (F&E 109+13 ng/dl, n=69) HBX
VAN TLDOEME (B&EM@E 9.71+0. 28 mg/dl, n=69) @IWwiIhbHEBIIHEL
EEEERETY, £, YREOHBANOELTHD, HBRHWEOR S LHEDITS
NE3bOTIRAWEEZZ oA, EEHMKETEICE, #DO 200ng/kgB¥ T A/GEA
BEZRLENBHABEILTH> .

REREOHR, #D 100 ng/keBLA LB L UMD 200 ng/keBE L LO B TRE D HEM
HrARD SNz,




HEEBAEOKR, HoD 200 ng/ke THMIBROXERNEE, MO 200 ng/ke#t T
FEROEEERSBIVCHEMERAGMELZRLE. 51, #D 400 ng/keTHIERDEE
BEROUOCHBROEERBLIVHAERNKBEEMEZR LA, £, BEPMETR,
#a 200 ng/kgH THIBOXERSIVHEMEENSMEEZTRL, S 5ITHD 400
ng/ ke TRIBRDEEEN B EREABLIUVEEORERMNEEHAMZRL Z.
EEAMETROMD 200 ng/ke ¥ THRDODSNLEBHAMNEEOSHEIRX, REKTH
KRS NBN o LB THD, SHEMNEEBCELNEINVWIENSEXTHAER
KEREELEALNT.

REFHMREOKER, RERTHRICHEMIL DV OHBFMACKBRYEREDE
B2 RBITIIELBBEEIN N> =,
EEHABKTROFEHNHVOMBFREEL T, WEOEMmMA 200 ng/keBEDHE T 2 #,
MTlHEgEEN:. BEOCRUCHYOMBATACOIRNBIEZOELLNBEREINE
M, WTNHOEETHIIESLDZEZIEOETRAEAL>. FTOM, ETEY T
MHEOFRBICHBEAHALGD, FLHETRABROEREOEREENBEHEINE. W
THNOREDHERYEICERLAEAD DDELEISNED, REKRTHOFEESFIC
BEgEN Ao,

BEFR THEBEOREBLENECHYOHMBICS < BEINZFNEBTATEKRAENLIC
BEEDTONIELIIBEI Aoz,

oz &Ens, ARBRTIE 100 ng/keH Lo TRON=—HRREDELB
FUVREOENLAVERYER S LEED T ONZDDTHD, EXEEIIMEELD
50 mg/kg/day & HBrxnrz.
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D EBFIEH, BILESL  ERTEUMIERLH, 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. 2779 (115-058)

Sex Dose level Weeks of experiment Mortality

(mg/kg) 1 2 3 4 (%)
Male ] 10/10 10/10 10/10 10/10 . 0.0
50 55 55 5/5 5/5 0.0
100 5% 55 5/ 5/5 0.0
200 10/10 10/10 10/10 10/10 0.0

400 10/10 9/10 4/10 2/10 80, O#x
Female 0 10/10 10/10 10/10 10/10 0.0
50 55 5B 5/5 5/5 0.0
100 56 5/5 55 5/5 0.0
200 10710 10/10 10/10 10/10 0.0

400 10/10 8/10 1/10 0/10 ' 100. 0%+

Ngmbgr.surviving / Number per group.
Significant difference from control group; *: P<0.05 x*: P<0.01
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Table 1. -continued Survival and mortality Exp. No. 2779 (115-058)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 5 6 : (%)
Male 0 5/5 5/5 0.0
200 5/ 5/5 0.0
400 1/5 1/5 80.0
Female 0 5/5 5/5 0.0
200 5/5 5/5 0.0
400 0/5 0/5 100. 0%+

Number surviving / Number per group.
Significant difference from control group;  *: P0.05 **: P<(.01
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Table 2. -continued Clinical observation Exp. No. 2779 (115-058)

Sex: Male

Findings of clinical Dose level Days of experiment Total
observation (mg/ke) 15 16 17 18 19 20 2t 22 23 24 25 26 21 28 (1-28)
normal/Number per group 0 10/10 10710 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
50 YV R VA R VA R VA R VR VA T VA R VA T VA S VA T V4 S VA B V4 4
100 3/6 2/ 3/5 3/4% /5 3% U6 /6 U5 25 25 25 3/5 /5 2
200 /16 1/10 1/10 7710 1/10 7/10 7/10 7/10 6/10 6/10 6/10 6/10 6/10 6/10 6
400 /8 071 0/6 0/5 0/5 0/4 0/4 0/4 03 0/3 03 0/3 0/3 0/2 0
dead 0 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
100 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
400 1 l 1 0 1 0 0 1 0 0 0 0 1 0 8
miosis 0 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
100 2 3 2 2 3 2 3 3 3 3 3 3 2 3 3
200 2 3 3 3 3 3 l 3 3 3 3 1 3 2 3
400 4 5 4 4 3 3 3 3 3 3 3 3 3 2 5
salivation 0 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
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 2 2 2 2 1 2 2 2 3 3 3 3 3 3 3
400 6 1 6 9 5 4 4 4 3 3 3 3 3 2 10
dirty hair 0 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
100 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
400 1 ! 0 0 0 0 0 0 0 0 0 0 0 0 l
trauma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 | i i | | 1 1 ] 1 ] l 1 1 ] l
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 | | l | l 1 1 1 l | i | 1 1 l
400 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2. —-continued Clinical observation Exp. No. 2779 (115-058)

Sex: Male

Findings of clinical Dose level Days of experiment Total
observation (mg/ke) 29 3 31 32 33 34 3 3 37 38 39 40 41 42 (29-42)
normal/Number per group 0 85 505 8/5 5/5 &/5 5/5 &/5 5/% 5/ &/6 &/% §/% b/%  §/% 9
200 /56 475 4/ 4/6 4% 4/ 4/ A6 A4/ 45 4/5 475 45 4/ 4
400 V2SN V2 NS V3 U V4 N V4 S V4 U V3 U VA SR V2 S V5 S V3 S V4 N V2 B V3 1
trauma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 1 1 | 1 1 1 1 1 ] 1 | 1 1 l 1
400 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 3. Body weight ) Exp. No. 2779 (115-058)
(unit : g)
Sex Dose level  Weeks of experiment
(mg/kg) 0 1 2 3 4

Male 0 125+ 5 184 + 11 239 + 19 295 + 95 339 + 27

50 125+ 3 178 + 9 229 + 16 . 278 + 26 316 + 34

100 125+ 3 ‘ 178 + 2 229 + 6 277 + 8 315+ 7

200 125 + 3 183 + 11 241 £ 19 292 + 21 336 + 25

400 125 + 4 174 + 11 222 + 14 252 1 11x 284 t 14
Female 0 113 + 3 145 + 6 166 + 9 189 + 13 206 + 15

50 113+ 3 141 £ 10 160 + 11 181 + 17 202 = 18

100 113+ 3 144+ 7 170 + 6 190 + 10 210 + 14

200 113 + 3 14+ 7 170 + 14 194 + 16 216 + 20

400 113 + 3 146 + 11 171 £ 15 207

Mean + S.D.
Significant difference from control group; x: P<0.05 **; P<0.01
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Table 3. ~continued Body weight

Exp. No. 2779 (115-058)

(unit : g)
Sex Dose level Gain
(mg/kg) 0 — 4)
Male 0 214 £+ 25
50 190 + 33
100 190 + 9
200 211 + 24
400 159 + 17+
Female 0 93 + 15
50 88 + 18
100 97 + 13
200 103 + 19
400

Mean t S.D.
Significant difference from control group; *: P<0.05 *x; P<0.01




8€

Table 3. -continued Body weight

An-Pyo Center

{bodw)

9547 Page 1

Exp. No. 2779 (115-058)

(unit : g )
Sex Dose level Weeks of experiment Gain
(mg/kg) 5 6 (4 — 6)
Male 0 376 + 32 407 + 32 62 + 9
200 353 + 22 390 £ 40 67 + 16
400 325 361 67
Female 0 230 * 23 239 + 24 30+ 8
200 235 + 30 240 + 26 26 + 12
400
Mean + S.D. :
Significant difference from control group; *: P<0.05 =x: P<0.01
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Figure 3, Food consumption
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Table 4. Food consumption Exp. No. 2779 (115-058)
(unit : g/week )
Sex Dose level  Weeks of experiment . Total
(mg/kg) 1 2 3 4 (0 — 4)
Male 0 131 £ 12 148 + 20 157 + 20 157 + 18 593 + 66
50 131 + 8 143 £ 10 150 + 18 140 + 19 565 + 54
100 130 + 7 143 + 8 149 + 9 144 + 6 566 + 26
200 135 ¢+ 11 157 £ 15 164 + 14 163 + 19 619 + 55
400 125+ 9 140 + 12 140 + 4 : 143 + 9 533 + 6
Female 0 111 £ 11 111 + 10 112 £ 12 107 £ 15 41 + 45
50 105 + 8 115 + 10 109 ¢ 11 108 + 12 437 + 38
100 108 + 9 113 £ 11 112 + 8 109 + 13 42 + 32
200 111+ 9 116 + 12 124 + 12 118 + 14 469 + 41
400 1+ 9 111 + 12 131

. Mean + S.D. :
Significant difference from control group; x: P<0.05 «x: P<0.01
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Table 4. -continued Food consumption

Exp. No. 2779 (115-058)
(unit : g/week )

Sex Dose level Weeks of experiment Total
(mg/kg) 5 6 5 - 6)
Male 0 177 + 14 179 + 16 355 + 27
200 175 ¢+ 15 175 £ 22 350 + 33
400 166 166 332
Female 0 134 + 16 125 + 8 259 + 22
200 141 £ 17 132 + 17 273 + 33
400
Mean t S.D.
Significant difference from control group; *: P<0.05 *x: P<0. 01
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Table 5. Food efficiency Exp. No. 2779 (115-058)
(unit : %)
Sex Dose level  Weeks of experiment Mean
(ng/kg) 1 2 3 4 (0 — 4)
Male 0 44.8 £+ 4.2 36.9+1.9 3.1 £3.6 28.2 £+ 3.0 36.1+1.6
50 40.2 £ 3.9 34.9 +3.6 32.7+3.8 26.6 £ 4.1 33.5+33
100 40.7 + 3.4 35.6 £+2.9 32.5+3.2 26.6 + 4.1 33.6 £2.1
200 42.4 +5.1 36.7 £2.7 31.1 £ 3.4+ 27.0 £ 4.1 33.9 +1.7
400 38.7 +6.0 34.4 £3.2 30.9 +3.2 27.4 + 0.8 29.8 + 2.8+x
Female 0 28.9 +5.0 18.9 £+ 5.2 21.0 +3.8 15.1 £5.4 21.0 £2.9
50 26.2 + 7.3 16.3 + 4.2 18.9 + 5.4 19.5 £+ 3.0 20.1 £ 2.5
100 28.1 +4.1 23.0 £ 3.5 18.3 + 4.4 17.8 +4.3 21.9 £ 1.9
200 27.8 + 4.7 22.1 £+5.8 19.8 £+ 3.1 18.0 £ 5.1 21.8 + 2.6
400 30.1 +6.5 20.7 +2.4 22.1
_g??mni%igég't difference from control group; *: P<0.05  #=: P<0.01



£

Table 5. —continued Food efficiency

Exp. No. 2779 (115-058)

, ( unit : %)
Sex Dose level Weeks of experiment Mean
(mg/ke) 5 6 (5 — 6)
Male 0 18.3 + 3.8 16.6 £+ 6.9 17.56 1 2.1
200 16.8 £ 6.0 20.7 + 8.3 19.0 £ 2.8
400 18.7. 21.7 20.2
Female 0 14.7 £ 6.6 7.4 +6.1 11.4 £2.7
200 i4.2 £+ 7.3 3.7+6.5 9.2 £+ 3.6
400
Mean t S.D.
Significant difference from control group; x; P=<0.05 #x; P<0.01
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Table 6. Hematology Exp. No. 2779 (115-058)
Week: 4 '
Sex Dose level  No. of HGB RBC MV MCH MCHC
(ng/kg) animals (%) (g/dl) (x10°/ur’) (4a) (pg) (%)
Male 0 5 43.0 + 0.7 14.7 £ 0.2 7.06 + 0.26 60.9 + 1.5 20.8 £ 0.5 4.2+ 0.3
50 5 4.9 +1.8 14.3 £ 0.7 6.92 £ 0.29 60.6 + 3.4 20.6 + 1.1 340+ 0.2
100 5 42.8 +1.2 14.8 £ 0.3 7.09 £ 0.31 60.4 + 2.7 20.8 + 0.8 4.5+ 0.5
200 5 29 +1.8 14.7 £ 0.5 7.06 £0.31 60.7 + 1.5 20.8 +0.4 34.2 + 0.4
400 1 41.4 14.1 6.85 60.4 20.7 3.2
Female 0 5 43.1 £ 0.8 15.4 £ 0.4 7.26 +0.13 5.3+ 1.8 21.3 £ 0.8 3.8+ 0.6
50 5 41.2 + 1.5+ 14.8 + 0.6 T7.11 £0.37 58.1+ 1.3 20.9 £ 0.4 3.0+ 0.3
100 5 41.6 £ 0.7 14.8 + 0.3 7.19 £ 0.20 57.9 + 1.3 20.6 + 0.4 3.5+ 0.4
200 5 42.8 £+ 0.9 15.2 £ 0.3 7.25 £ 0.16 5.1 + 1.1 21.0 £+ 0.3 35.6+ 0.3
- 400 0
g&iagnnii‘titszég't difference from control group; *: P<0.05  *x: P<0.01
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Table 6. -continued Hematology Exp. No. 2779 (115-058)

Week : 4
Sex Dose level No. of PLT WBC Differential leukocyte counts (¥)
(mg/kg) animals (x10°/ur’) (x10°/ ') NEUT LYMPH MONO EOSN BASO Luc

Male 0 5 1131 + 22N 12.1 + 3.8 9+ 1 871 2 2+ 1 1+ 0 0+ 0 1+ 0
50 5 1052 + 169 11.7 £+ 3.6 14+ 6 8117 2+ 1 1+ 1 01 1+ 0
100 5 1111 + 97 10.7 + 3.6 12+ 4 8t 4 2+ 1 1+ 0 0+ 0 1+ 0
200 5 1046 + 126 10.2 + 2.0 12+ 5 81+ 5 2+ 1 1+ 0 0+ 0 1+ 0
400 1 1028 6.6 18 78 2 1 0 1

Female 0 5 1111 + 82 9.7+ 3.2 12+ 3 8+ 3 1+ 0 1+ 0 0 0 1+ 0
50 5 1029 + 99 6.4+ 0.9 10+ 4 87Tz 4 120 1+ 0 0 0 1+ 1
100 5 1090 + 73 6.3 + 2.9 14+ 8 B8+ 9 1+ 1 1+ 0 0+ 0 1+ 0
200 5 1076 + 117 7.3+ 1.2 11+ 4 8+ 4 121 1+ 1 00 0+ 1
400 0

%: Neutrophil LYMPH: Lymphocyte MONO: Monocyte FEOSN: Eosinophil BASO: Basophil LUC: Large unstained cells

+ S.D.
Significant difference from control group;  *: P<0.05  **: P=<0.01
N: Non parametric analysis
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Table 6. ~continued Hematology Exp. No. 2779 (115-058)
Week: 4

Sex Dose level  No. of Reticulocyte
(mg/kg) animals (%)

Male 0 5 43 + 8
50 5 41+ 8
100 5 361+ 9
200 5 391+ 5
400 1 56

Female 0 5 30 10
50 5 29+ 3
100 5 32+ 8
200 5 28t 5
400 0

Mean + S.D.
Significant difference from control group; x: P<0.05 *xx; P<0.01
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Table 6. ~continued Hematology Exp. No. 2779 (115-058)
Week: 6

Sex Dose level  No. of HCT HGB RBC MY MCH MCHC
(mg/ke animals (%) (g/dl) (x10°/me’) {par) (pg) (%)

Male 0 5 41.7¢t1.1 14.7 £0.4 7.33 £0.18 5.9 + 1.0 20.1 £0.3 B3+ 0.3
200 5 41.3 £ 1.1 14.7 £ 0.5 7.36 + 0.27 5.1+ 1.6 19.9 £ 0.6 3.5+ 0.2
400 1 41.0 14.3 7.69 53.3 18.6 34.9

Female 0 5 40.1 + 0.9 14.6 £ 0.4 7.24 + 0.08 5.3 + 1.1 20.1 0.5 3.3+ 0.2
200 5 40.3 £ 0.8 14.7 £ 0.3 7.29 £0.19 5.4 + 0.8 20.1 0.2 3.4+ 03
400

Mean + S.D.
Significant difference from control group: *: P<0.05 *=*: P0.01
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Table 6. -continued Hematology ' Exp. No. 2779 (115-058)
Week: 6
Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals (x10°/ w’) (x10°/wd’) NEUT LYMPH MONO EOSN BASO LuC
Male 0 5 1042 + 121 11.4 + 3.4 10 + 4 87 + 4 21 1+ 1 0+ 0 1+ 0
200 5 1119 + 128 12.2 + 2.0 19 + 13 78 + 12 2+ 1 1+ 0 0+ 0 1+ 0
400 1 1164 9.4 15 82 2 1 0 1
Female 0 5 1095 + 63 6.5+ 1.8 15+ b 81+ 5 2+ 1 2+ 1 0+ 0 1+ 0
200 5 977 + 25%x 7.2 + 1.2 14+ 5 83t 6 2+ 0 1+ 1 0 0 1+ 0

400 0

NEUT: Neulgrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASQ: Basophil LUC: Large unstained cells
Mean + S.D.
Significant difference from control group; *: P<0.05 #*: P<0.01
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Table 7. Coagulation Exp. No. 2779 (115-058)

Week : 4

Sex Dose level  No. of Fibrinogen

Wg/ke)  animals  (sec.) (Sec. ) (ng/d1)

Male 0 5 13.0 £ 0.4 25.6 + 2.4 279 + 11
50 5 12.7 £ 0.3 241 1.0 276 + 19
100 5 13.0 £ 0.7 24.8 + 0.9 274 + 15
200 5 12.7 £ 0.5 22.6 + 1.0+ 268 + 16
400 1 12.5 23.0 225

Female 0 5 13.1 £ 0.7 21.6 £ 0.6 213 + 20N
50 5 13.2 £ 0.3 20.3 + 0.6# 224 + 29
100 5 13.0 £ 0.3 20.4 £ 1.1 238 + 58
200 5 12.8 £ 0.3 19.3 £ 0.8+= 217+ 9
400 0

§?221§1352£ difference from control group; #: P<0.05 #=: P<0.01

N: Non parametric analysis
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Table 7. -continued Coagulation

Exp. No. 2779 (115-058)

Week: 6
Sex Dose level PT APTT Fibrinogen
(mg/ke) (sec.) (sec.) (mg/dl
Male 0 13.2 £ 0.3 24.6 £ 1.5 282 + 18
200 13.3 £ 0.6 23.1 +1.1 289 + 36
400 13.1 24.8 240
Female 0 13.2 + 0.5 19.8 £ 0.7 219 £ 20
200 13.0 £ 0.2 20.2 0.7 216 + 12
400
Mean 1 S.D.
Significant difference from control group; *: P<0.05 *: P<0.01
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Table 8. Blood chemistry Exp. No. 2779 (115-058)

Week : 4

Sex Dose level  No. of BUN Creatinine T. cholesterol T. protein Albumin A/G

(mg/kg) animals (mg/dl) (mg/dl) (mg/dl) (g/dl) (g/dl)

Male 0 5 9.7+ 0.8 0.54 £0.05 51 ¢+ 11 5.33 £ 0.17 3.02 + 0.06 1.31 + 0. 04N
50 5 10.6 + 3.0 0.57 £+ 0.08 56 15 5.39 £+0.22 2.97 £ 0.22 1.23 + 0.11
100 5 9.3+ 1.5 0.52 £0.06 59 + 14 5.32 £+ 0.11 2.96 + 0.08 1.26 + 0.02
200 5 10.0 + 2.2 0.60 +0.04 72 £ 19 5.46 + 0.32 3.06 +0.19 1.28 + 0.02
400 1 9.3 0.54 50 5.15 3.00 1.40

Female 0 5 14.2 + 1.2 0.67 + 0.06 42 + 16 5.93 + 0.26 3.42 £ 0.16 1.36 + 0.07
50 5 13.3+ 1.7 0.62 £ 0.07 58 + 16 5.75 £ 0.25 3.32 +0.20 1.37 + 0.09
100 5 15.1 ¢+ 3.9 0.7 +0.11 58 t 16 6.09 + 0.27 3.44 +0.19 1.31 £0.13
200 5 157+ 1.5 0.66 ¢+ 0.05 60 + 5 5.69 + 0.25 3.22 £ 0.18 1.30 + 0.06
400 0

g?ggiﬁigégf difference from control group: *: PS0.05  #x: P=0.01

N: Non parametric analysis
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Table 8. —continued Blood chemistry Exp. No. 2779 (115-058)
Week : 4

Sex Dose level  No. of Glucose Triglyceride GOT GPT ALP Gamna-GTP
(ng/kg animals (mg/dl) (mg/dl) (U/1) U/1) (U/1) (U1

Male 0 5 144 + 27 69.5 +28.3 50+ 7 12+ 1 189 + 27 0.2 +0.2
50 5 132 + 20 75.2 + 35.5 M4+ 4 12+ 1 183 + 40 0.2 £0.3
100 5 126 + 10 58.8 +18.7 48 + 4 121+ 1 174 + 52 0.4 £0.2
200 5 146 + 16 46.5 + 10.5 45+ 6 14+ 2 191 + 20 0.1 £0.2
400 1 129 42.9 48 16 201 0.4

Female 0 5 91 +10 30.3+ 2.6 57 + 1IN 1+ 1 111 + 37 0.1 +£0.2
50 5 107 £+ 9 3.1+ 6.6 62 + 13 12+ 2 - 134 + 42 0.3 +0.4
100 5 102 + 13 30.1 + 5.2 61 + 10 14+ 1 105 + 36 0.2 +0.3
200 5 116 + 8= 27.9 + 2.5 5+ 1 12+ 1 130 + 61 0.4 £0.3
400 0

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. 2779 (115-058)

Week : 4

Sex Dose level  No. of T.bilirubin Sodium Potassium Chloride Calcium I. phosphate

(mg/kg) animals (ng/d1) (mmol/1) (mmo1/1) (mmol/1) (mg/d) (mg/dl)

Male 0 5 0.38 £ 0.03 143.4 £ 1.2 4.91 £ 0.41 106.8 £ 1.3 10.17 £ 0.22 8.29 +£0.22
50 5 0.38 + 0.02 143.5 + 1.1 481 £+0.34 107.1 £ 0.9 10.04 + 0.42 7.69 + 0.40
100 5 0.37 £ 0.02 143.2 £ 1.5 491 £0.18 108.3 £ 1.6 9.81 +0.28 7.42 £ 0.48
200 5 0.40 £ 0.02 144.0 £ 1.1 4.49 +0.33 106.8 + 2.2 10.07 + 0.32 810 +0.74
400 1 0.37 144.4 4.18 109.1 10.10 8.01

Female 0 5 0.42 + 0.01 145.2 £+ 1.3 4.63 +0.33 109.7 + 2.4 10.48 + 0.17 8.30 +1.11
50 5 0.41 + 0.03 143.9 + 1.4 452 +£0.36 109.8 £ 0.9 10.12 + 0.27 7.70 £ 0.74
100 5 0.43 £ 0.02 144.7 £ 1.1 443 +0.29 109.1 + 1.4 10.29 1 0.16 8.18 + 0.87
200 5 0.39 £0.02 143.7 £+ 0.6 454 £0.23 110.8 £ 2.3 10.02 + 0.33+ 7.19 + 0.51
400 0

g%i%tics:ég't difference from control group;  *: P<0.05  #x: P<0.01

Page
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Exp. No. 2779 (115-058)

Table 8. —oontinued Blood chenistry
Week : 6
Sex Dose level  No. of BUN Creatinine T. cholesterol T. protein Albumin A/G
(mg/kg) animals (mg/dl1) (mg/dl) (mg/dl) (g/dl) (g/dl1)
Male 0 12.4 + 0.6 0.73 £ 0.07 57 + 11 5.78 +0.27 3.13+0.14 1.18 + 0.05
200 5 12.0 + 1.4 0.68 £ 0.03 53 +10 5.86 £ 0.14 3.00 £0.09 1.06 £ 0.10+
400 11.8 0.67 28 5.33 2.89 1.18
Female 0 5 13.4 + 1.4 0.75 ¢ 0.03 62 + 18 6.34 +0.25 3.48 + 0,20 1.22 + 0.08
200 5 15.5 + (.5 0.79 £ 0.05 65 £ 13 6.23 +0.25 3.48 +0.13 1.27 £ 0.08
400 '
Mean £ S.D.
Significant difference from control group; *: P<0.05 #x: P<0.01
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Table 8. ~continued Blood chemistry
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Exp. No. 2779 (115-058)

Week: 6
Sex Dose level Glucose Triglyceride GOT GPT ALP Gamma-GTP
(mg/kg {mg/d1) (mg/dl) {U/1) (/1) /1) V/1)
Male 0 143 + 14 92.0 + 28.5 5 + 8 14+ 2 125 + 16 0.7 £0.3
200 122 1+ 23 63.4 +21.9 5 + 9 13+ 3 137 + 34 0.6 £0.2
400 139 48.8 48 17 183 0.1
Female 0 116 + 16 42.9 + 6.0 b4t 6 14+ 3 ™+ 11 0.5+0.2
200 126 + 17 50.5 + 11.4 53 + 12 14+ 3 62 + 20 0.7 £ 0.5
400
Mean £ S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01
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Exp. No. 2779 (115-058)

Table 8. -continued Blood chemistry
Week : 6
Sex Dose level No. of T.bilirubin Sodium Potassium Chloride Calcium I. phosphate
(mg/kg) _animals dl) (mmol/1) (mmol/1) (mmol/1) (mg/d1) (mg/dl1)
Male 0 5 0.39 £ 0.02 145.0 £ 0.8 4.58 £ 0.16 108.2 + 1.0 9.77 £ 0.27 7.13 £ 0.45
200 0.40 + 0.02 144.2 £+ 1.6 4.78 +0.46 107.9 £ 1.5 9.90 £ 0.21 7.08 £ 0.21
400 0.36 148.1 4.66 109.3 9.75 7.22
Female 0 5 0.44 +0.02 143.7 £ 0.3N 4.60 £0.36 109.3 + 1.4 9.99 +0.29 5.51 £ 0.44
200 5 0.42 + 0.02 143.6 £+ 1.3 4.43 £ 0.26 110.1 £+ 1.5 10.11 + 0. 11 5.84 + 0.38
400
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. Urinalysis Exp. No. 2779 (115-058)

Week : 4

Sex Dose level No. of Volume Specific Gravity

(ng/kg) animals (ml)

Male 0 5 15+ 7 1.061 + 0.021
50 5 13+ 5 1.068 + 0.016
100 5 20 7 1.047 + 0.018
200 5 2+ 5 1.034 + 0.007
400 2 20 + 13 1.050 + 0.040

Female 0 5 12+ 4 1.053 + 0.018
50 5 12+ 5 1.062 + 0.025
100 5 14+ 6 1.051 £ 0.018
200 5 2+ 8 1.031 + 0.011
400 0

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

*: P<0.05 »«: P=0.01



Table 9. -continued Urinalysis Exp. No. 2779 (115-058)
Week: 4

Sex Dose level  No. of Color Turbidity pH
(mg/kg) animals 1234561789101 Clear Muddy 5556657175885 =29
Male 0 5 4 1 5 2 2 1
50 5 5 5 11 3
100 5 5 5 1 1 111
200 5 5 5 1 2 2
400 2 2 2 1 1
Female 0 5 5 3 2 1 2 2
50 5 5 5 11 21
100 5 5 5 1 3
200 5 5 5 i 1 3

Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red—brown 6= Dark red, 7= Dark brown,
8= Brown-black 9= Mi ky white, 10= Fluorescent green, 11= Blue
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Table 9. -continued Urinalysis Exp. No. 2779 (115-058)
Week: i
Sex Dose level  No. of Occult Blood Ketones Glucose (g/dl)
(mg/kg) animals - /- 1+ 2+ 3+ - /- 1+ 2+ 3+ 44 - 0.1 0.250.5 =21.0

Male 0 5 3 1 1 4 1 5

50 5 5 2 3 5

100 5 5 1 2 2 5

200 5 5 3 2 5

400 2 2 1 1 2
Female 0 5 4 1 3 5

50 5 5 1 1 5

100 5 5 3 1 5

200 5 5 4 1 5
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Table 9. —continued Urinalysis Exp. No. 2779 (115-058)
Week: 4
Sex D?se level  No. of Protein dl) Bilirubin Urobilinogen (E.U./d1)
ng/ke) animals +/- 30 100 =300 1+ 2+ 3+ 0.11.02.04.080 =12

Male 0 5 4 1 5 1 4

50 5 3 1 4 1 4

100 5 1 2 2 5 2 3

200 5 5 5 3 2

400 2 1 1 2 1 1
Female 0 5 2 2 4 2 3

50 5 1 4 5 2 3

100 5 1 1 5 3 2

200 5 2 5 4 1
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 2779 (115-058)

Week: 4

Sex Dose level No. of Erythrocytes Leukocytes Fpith. Cells Casts Fat glob. M. threads others

(mg/kg) animals -1+ 2+ 3+ - 1+ 2+ 3+ -1+ 2+ 3+ -+ -+ -+ -+

Male 0 5 41 5 5 5 5 5 1 4
50 5 5 5 5 5 5 5 5
100 5 5 5 5 5 5 5 5
200 5 5 5 5 5 5 5 2 3
400 2 2 2 2 2 2 2 2

Female 0 5 5 5 5 5 5 5 1 4
50 5 5 5 5 5 5 5 1 4
100 5 41 5 5 5 5 5 5
200 5 5 5 5 5 5 5 5

o
nO
others : Crystals
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Table 9. —continued Urinalysis
Week : 6

Exp. No. 2779 (115-058)

Sex Dose level No. of Volume Specific Gravity
(mg/kg) - animals (m1)

Male 0 5 22 + 11 1.054 1 0.021
200 5 19+ 7 1.052 + 0.024
400 1 16 1. 069

Female 0 5 19+ 9 1.047 + 0. 023
200 5 6+ 6 1.049 £ 0.016
400

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

x: P<0.05 *x: P<0.01
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Table 9. -continued Urinalysis Exp. No. 2779 (115-058)
Week: 6
Sex Dose level No. of Color Turbidity pH
(mg/kg) animals 123 456 728 91011 Clear Muddy 5565665775885 29

Male 0 5 5 5 2 1 2

200 5 5 1112

400 1 1 1
Female 0 5 2 21

200 2 1 2

Color : 1= Colorless, 2= Slifh
8= Brown-black 9= Mi

t 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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Table 9. -continued Urinalysis
Week: 6
Sex Dose level No. of Occult Blood Ketones Glucose (%/dl)
(mg/kg) animals - #/- 1+ 2+ 3+ - 4/- 1+ 2+ 3+ 4+ - 0.1 0.250.5 21.0

Male 0 2 1 2 5

200 1 4 5

400 1
Female 0 5 5 4 1 5

200 5 5 5 5
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Table 9. -continued Urinalysis Exp. No. 2779 (115-058)
Week : 6
Sex Dose level No. of Protein (mg/dl) Bilirubin Urobilinogen(E. U. /dl)
(mg/kg) animals - +/- 30 100 =300 - 1+ 2+ 3+ 0.11.02.04.080 =12

Male 0 1 4 4 1

200 1 2 2 5 2 3

400 1 1 1
Female 0 2 1 4

200 5 5




Table 9. -oontinued Urinalysis : Microscopic examination of sediment Exp. No. 2779 (115-058)
Week : 6
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 4 1 4

200 5 4 1 5 2 3

400 1 1 1 1 1 1
Female 0 5 5 5 5 5 5 14

200 5 5 5 5 5 5 4 1 1

others : Crystals .

as
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Table 10. Organ weight Exp. No. 2779 (115-058)

Week: 4

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

(ng/kg) animals (®) (®) (@) (g (8)

Male 0 5 334 + 27 2.07 £ 0.07 10.25 + 1.23 2.57 + 0.21 0.51 + 0.05
50 5 316 + 34 2.03 + 0.09 10.31 + 1.91 2.44+ 0.39 0.52 + 0.06
100 5 315+ 7 2.00 + 0.06 9.96 + 0.46 2.52 + 0.15 0.50 + 0.08
200 5 349 + 16 2.09 + 0.03 11.82 + 1.10 2.73 + 0.21 0.63 + 0.08+
400 1 274 2.01 9.21 2.4 0.42

Female 0 5 201 + 11 1.88 + 0.05 591 + 0.18 1.54 + 0.06 0.38 + 0.04
50 5 202 + 18 1.85 ¢+ 0.04 6.10 £ 0.61 1.67 + 0.13 0.36 + 0.07
100 5 210 + 14 1.90 + 0.04 6.44 + 0.60 1.64 + 0.13 0.35 + 0.09
200 5 217 £ 23 1.88 + 0.08 7.07 £+ 0.86% 1.75 £+ 0.11 0.35 + 0.05
400 0

%i%igégf difference from control group; *: P=0.05 *x: P£0.01



Table 10. -continued Organ weight Exp. No. 2779 (115-058)
Week: 4

Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/kg) animals (mg) (8) (mg) (mg)

Male 0 5 9+ 4 2.94 + 0.18 611 + 129
50 5 50+ 9 2.50 + 0.21 _ 571 + T4
100 5 4+ 5 2.83 + 0.24 571 + 83
200 5 54 + 17 2.87 + 0.18 598 + 129
400 1 53 2.62 | 384

Female 0 5 M+ 8 80 + 10 459 + 97
50 5 61 + 10 76 + 13 409 + 68
100 5 64+ 5 83+ 13 477 1 111
200 5 65+ 8 90+ 9 472 + 128
400 0

Mean + S.D

Significanf difference from control group; *: P<0.05 **: P<(.01
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Table 10. ~continued Organ weight
Week: 6

AITTYU wenwer

wrgn) o4

rage

Exp. No. 2779 (115-058)

Sex Dose level No. of  Body weight Brain Liver Kidneys Spleen
(ng/kg) animals (®) (g (®) (8 (®)
Male 0 5 407 + 32 2.08 + 0.06 12.37 + 1.62 291+ 0.25 0.60 £+ 0.10
200 5 390 + 40 2.14 + 0.06 11.31 + 2.18 3.06 + 0.24 0.67 + 0.10
400 1 361 2.13 10.26 2.60 0.58
Female 0 5 239 + 24 1.92 + 0.05 6.49 + 1.24 1.73 + 0.17 0.42 + 0.07
200 5 240 + 26 1.94 + 0.14 713+ 1.04 1.91 + 0.15 0.47 + 0.06
400
Mean + S.D.
Significant difference from control group; *: P<0.05 =*: P<0.01
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Table 10. ~continued Organ weight

Exp. No. 2779 (115-058)

Week : 6 )
Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(ng/kg) animals (mg) (®) (mg) (mg)
Male ) 51+ & 3.20 + 0.27 538 + 130
200 62 + A4 3.18 + 0.25 551 + 116
400 62 2.86 422
Female 0 58 + 13 68 + 14 456 + 111
200 5 67+ § 89 + 16 479 + 72
400 0
Mean + S.D.
Significant difference from control group; *; P<0.05 **; P<0.01



Table 11.  Organ weight per body weight Exp. No. 2779 (115-058)

Week: 4

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

hg/kg)  animals ) @ ® W ®)

Male 0 5 334 + 27 0.623 + 0.043 3.063 + 0.174 0.769 + 0.008N 0.152 + 0.015
50 5 316 + 34 0.648 & 0.061 3.249 # 0.356 0.769 t 0.047 0.168 + 0.030
100 5 315+ 7 0.634 + 0.018 3.162 + 0.139 0.800 + 0.033 0.159  0.025
200 5 349 + 16 0.600 + 0.023 3.386 + 0.248 0.784 1 0.065 0.180  0.017
400 1 274 0.734 3.361 0.891 0.153

Female 0 5 201 + 11 0.933 + 0.043 2.939 1 0.123 0.764 £ 0.041 0.189 # 0.016
50 5 202 + 18 0.922 + 0.077 3.019 1 0.040 0.830  0.043 0.180 + 0.023
100 5 210 + 14 0.907  0.057 3.066 + 0.221 0.784 % 0.067 0.165 + 0. 036
200 5 217 + 23 0.869 + 0.061 3.251 1 0. 143« 0.809 + 0.042 0.162 + 0.028
400 0

si“e?"mi:ftigégi: difference from control group;  *: P<0.05 *s: P<(.01

N: Non parametric analysis



Table 11. -continued Organ weight per body weight Exp. No. 2779 (115-058)

£l

Week: 4
Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/kg) animals (%) (%) ) (%)
Male 0 5 0.015  0.001 0.887 £ 0.105 0.182 + 0.028
50 5 0.016 % 0.002 0.831 £ 0.143 0.181 + 0.015
100 5 0.014 + 0.001 0.898 + 0.070 0.181 + 0.024
200 5 0.016 + 0.002 0.824 £ 0.077 0.171 + 0.032
400 1 0.019 0. 956 0.140
Female 0 5 0.027 + 0.004 0.040 + 0.004 0.227 £ 0.041
50 5 0.030 + 0.004 0.038 + 0.005 0.202 + 0.022
100 5 0.030 + 0.003 0.039 + 0.005 0.227 £+ 0.050
200 5 0.030 + 0.003 0.042 + 0.005 0.219 + 0. 057
400 0
%i:ftigég't difference from control group;  *: P<0.05  x: P<0.01



Table 11. -continued Organ weight per body weight
Week: 6

Exp. No. 2779 (115-058)

7l

Sex Dose level No. of Body weight Brain Liver Kidne}/s Spleen
(mg/kg) animals @ (%) (%) % (%)
Male 0 407 + 32 0.513 + 0.029 3.035 £ 0.209 0.720 % 0.086 0.147 + 0.021
200 390 + 40 0.553 + 0.049 2.880 + 0.309 0.788 + 0.041 0.173 + 0. 024
400 361 0.590 2.842 0.720 0.161
Female 0 239 + 24 0.809 + 0.073 2.698 t 0.264 0.726 + 0.059 0.176 + 0.014
200 240 + 26 0.815 1 0.059 2.967 £ 0.170 0.800 + 0.055 0.194 + 0. 009%
400
Mean t 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. 2779 (115-058)

Week: 6
Sex Dose level No. of Adrenals Testes Ovaries Thymus
(mg/kg animals (%) %) (%) (73]

Male 0 5 0.013 + 0.002 0.789 + 0.064 0.132 1 0.027
200 5 0.016 % 0. 002« 0.824 +0.128 0.141 + 0.018
400 1 0.017 0.792 0.117

Female 0 5 0.025 + 0.006 0.028 + 0. 006 0.189 + 0.028
200 5 0.028 + 0.005 0.037 £ . 006 0.199 + 0.015
400

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

*: P=<0.05  *x: P<0.01
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Table 12. Summary of gross findings ( sacrificed at 4 week ) Exp. No. 2779 (115-058)
Sex: Male
Dose level ( mg/kg ) 0 50 100 200
No. of animals necropsied 5 5 5 5
Organ Findings
RESPIRATORY SYSTEM
lung colored patch/zone 0 0 0 2
red pa zone 0 1 0 0
INTEGUMENTARY SYSTEM
subcutaneous tissue
thin 0 1 0 0
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Table 12. ~continued Summary of gross findings
Sex: Male

( sacrificed at 4 week )

Exp. No. 2779 (115-058)

Dose level ( mg/kg ) 400
No. of animals necropsied 1
Organ Findings
RESPIRATORY SYSTEM
lung . colored patch/zone 0
red pa Zone 0
INTEGUMENTARY SYSTEM
subcutaneous tissue
thin 0
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Table 12. ~continued Summary of gross findings ( sacrificed at 4 week )

Exp. No. 2779 (115-058)

Sex: Female
Dose level  ( mg/kg ) 50 100 200
No. of animals necropsied 5 5 5
Organ Findings
CARDIOVASCULAR SYSTEM

heart sac mass 0 1 0
DIGESTIVE SYSTEM

stomach black patch/zone 0 0 1
REPRODUCTIVE SYSTEM

uterus dilated lumen 2 0 0
INTEGUMENTARY SYSTEM

subcutaneous tissue

- thin 0 1 0
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Table 12. -continued Summary of gross findings ( sacrificed at

Sex: Female

4 week )

Exp. No. 2779 (115-058)

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

400
0

Organ Findings
CARDIOVASCULAR SYSTEM

heart sac mass

DIGESTIVE SYSTEM

stomach black patch/zone
REPRODUCTIVE SYSTEM

uterus dilated lumen

INTEGUMENTARY SYSTEM
subcutaneous ti%ﬁge
in
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Table 12. -continued Summary of gross findings ( sacrificed at 6 week )

Sex: Male

Exp. No. 2779 (115-058)

Dose level ~ ( mg/kg ) 50 100 200

No. of animals necropsied 0 0 5

Organ Findings

RESPIRATORY SYSTEM

lung black patch/zone - - 0
colored patch/zone - - 1

INTEGUMENTARY SYSTEM

skin nodule - - 1
ulcer - - 1
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Table 12. —-continued Summary of gross findings ( sacrificed at 6 week )

Exp. No. 2779 (115-058)

Sex: Male

Dose level  ( meg/kg ) 400

No. of animals necropsied 1

Organ__ Findings

RESPIRATORY SYSTEM

lung black patch/zone 1
colored patch/zone 0

INTEGUMENTARY SYSTEM

skin nodule 0
ulcer 0
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Table 13. Summary of gross findings with statistical analysis ( sacrificed at 4 week ) Exp. No. 2779 (115-058)
Male animals Female animals
Dose level ( mg/kg ) Am Bm Dm En Af Bf Cf Df Ef
No. of animals necropsied 5 5 5 5 1 5 5 5 0
Organ _~ Findings
CARDIOVASCULAR SYSTEM
heart sac mass 0 0 0 0 0 0 0 1 0 0
RESPIRATORY SYSTEM
lung colored patch/zone 0 0 0 2 0 0 0 0 0 0
red pa zone 0 1 0 0 0 0 0 0 0 0
DIGESTIVE SYSTEM
stomach black patch/zone 0 0 0 0 0 0 0 0 1 0
REPRODUCTIVE SYSTEM
uterus dilated lumen - - - - - 0 2 0 0 0
INTEGUMENTARY SYSTEM
subcutaneous tissue
thin 0 1 0 0 0 0 0 1 0 0
Am: 0 Bm: 50 Cm: 100 Dm: 200 Em: 400
Af: 0 Bf: 50 Cf: 100 : 200 Ef: 400
Significant difference from control group; =* : P < 0.05 ** : P < 0.01
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Table 13. —-continued Summéry of gross findings with statistical analysis ( sacrificed at 6 week ) Exp. No. 2779 (115-058)

Male animals Female animals
Dose level ( mg/kg ) Am Bm Cn Dm Em Af Bf Cf Df Ef
No. of animals necropsied 5 0 0 5 1 5 0 0 5 0
Organ Findings
RESPIRATORY SYSTEM
lung black patch/zone 0 0 0 0 1 0 0 0 0 0
colored patch/zone 1 0 0 1 0 0 0 0 0 0
REPRODUCTIVE SYSTEM
uterus dilated lumen - - - - - 1 0 0 ¢ 0
INTEGUMENTARY SYSTEM
skin nodule 0 0 0 1 0 0 0 0 0 0
ulcer 0 0 0 1 0 0 0 0 0 0
Am: 0 Bu: 50 Cm: 100 Dm: 200 Em: 400
Af: 0 Bf: 50 Ct: 100 : Ef: 400

Df: 200
Significant difference from control group; * : P < 0.05 *»* : P = 0.01




Table 14. Summary of gross findings ( dead or moribund )

Sex: Male

An-Pyo Center

(p80b) 10015  Page 1

Exp. No. 2779 (115-058)

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

Organ Findings

OO

200
0 0
M D&M

HEMATOPOIETIC SYSTEM
spleen pale

RESPIRATORY SYSTEM
lung reddish

DIGESTIVE SYSTEM .
stomach . autolysis
small intestine .
X . autolysis
large intestine .
. autolysis
liver enlarged
white patch/zone

REPRODUCTIVE SYSTEM
seminal vesicle .
atrophic

SPECIAL SENSE SYSTEM
eye white

INTEGUMENTARY SYSTEM
skin scab

-: Not applicable.
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Table 14. —-continued Summary of gross findings { dead or moribund )

Sex: Male

Exp. No. 2779 (115-058)

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

HEMATOPOIETIC SYSTEM
spleen pale

RESPIRATORY SYSTEM
lung reddish

DIGESTIVE SYSTEM .
stomach . autolysis
small intestine .
. . autolysis

large intestine .
. autolysis
liver enlarged

white patch/zone

REPRODUCTIVE SYSTEM
seminal vesicle
atrophic

SPECIAL SENSE SYSTEM
eye white

INTEGUMENTARY SYSTEM
skin scab

ey

=P

[Sy

b

-: Not applicable.
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Table 14. —-continued Summary of gross findings ( dead or moribund ) Exp. No. 2779 (115-058)
Sex: Female
Dose level ( mg/kg ) 0 50 100 200
No. of animals necropsied 0 0 0 0 0 0 0 0 0
Organ Findings M D&M M D&M M DM D M D&M
HEMATOPOIETIC SYSTEM

spleen pale - - - - - - - - -
RgSPIRA’mRY SYSTEgd et

red pa Zone - - - - - - - - -

e reddish - - - - - - - - -
DIGESTIVE SYSTEM

liver enlarged - - - - - - - - -
URINARY SYSTEM

kidney scarred - - - - - - - - -

-: Not applicable.
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Table 14. ~-continued Summary of gross findings ( dead or moribund )

Sex: Female

Exp. No. 2779 (115-058)

Dose level ~ ( mg/kg ) 400
No. of animals necropsied 10 0 10
Organ Findings D M D&M
HEMATOPOIETIC SYSTEM
spleen pale 8 - 8
RIIESPIRATORY SYSTEgd et/ ) .
ung r Zone -
reddli)gh 6 - 6
DIGESTIVE SYSTEM
liver enlarged 1 - 1
URINARY SYSTEM
kidney scarred 1 - 1

-: Not applicable.
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Table 15. Summary of histological findings ( sacrificed at 4 week ) Exp. No. 2779 (115-058)
Sex: Male
Dose level ( mg/kg ) 0 50 100 200
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 T123 T 123 T 123 T123
DIGESTIVE SYSTEM
liver ( 5) (5) (5) (5)
hemorrhage - 100 - 000 - 000 - 000
fatty change - 500 - 400 - 500 - 500
mitosis -0 00 - 000 - 000 - 000
microgranuloma - 400 - 400 -~ 400 - 500
URINARY SYSTEM -
kidney . (5 (0 (0 (5)
basophilic_change - 400 - - - - - - = - - 300
cast, hyaline - 000 - - - - - - - - -100
cyst -100 - - - - - - = - -000
mineralization - 100 - - - - - - - - =000
microgranuloma - 000 - - - - - - - - - 100
~ ENDOCRINE SYSTEM
~O adrenal gland . (5) (0 (0 (5)
O degeneration, vacuolar -500 - - - - - - - - -500

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant L .
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 15. —-continued Summary of histological findings ( sacrificed at 4 week )

Sex: Male

Exp. No. 2779 (115-058)

Dose level  ( )

No. of animals sacrificed at 4 week

No. of animals necropsied_ .

No. of animals examined histologically

Organ Findings T

400

DO b pd ok

DIGESTIVE SYSTEM
liver (1
hemorrhage
fatty change
mitosis
microgranuloma

[ I T Bt

URINARY SYSTEM

kidney . (1)
basophilic_change -
cast, hyaline
cyst
mineralization
microgranuloma

ENDOCRINE SYSTEM _ o
adrenal gland . (1)
degeneration, vacuolar -

s

SOOOKH

OO

OCOOOoO

OoOOoO

COCCOO

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. -continued Summary of histological findings ( sacrificed at 4 week )

An-Pyo Center

(p82a) 10015  Page 3

Exp. No. 2779 (115-058)

Sex: Female
Dose level  ( mg/k% ) 0 50 100 200
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 T 123 T 123 T 123 T 123
DIGESTIVE SYSTEM
liver . . (5 ( 5) ( 5) (5)
iectasis - 000 - 000 - 000 - 100
fatty change - 500 - 500 - 300 - 500
microgranuloma -500 - 300 - 500 - 300
URINARY SYSTEM
kidney . ( 5) (0 (0) (5
basophilic change -200 - - = = - - - - - 100
mineralization - 100 - - - - - - = - - 100
cellular infiltration - 100 - - = = - - - - 100

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant o
(): No. of animals examined microscopically at this site.

-: Not applicable.
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Table 15. -continued Summary of histological findings ( sacrificed at 4 week ) Exp. No. 2779 (115-058)
Sex: Female

Dose level  ( ) 400
No. of animals sacrificed at 4 week

No. of animals necropsied, .

No. of animals examined histologically

Organ Findings T 1

NOoOOoOoO

DIGESTIVE SYSTEM
liver . .
iectasis - - - -

fatty e - -

microgranulonia -

I
|

URINARY SYSTEM

kidney .
basophilic change - - - -
mineralization - -
cellular infiltration - - - -

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. ~continued Summary of histological findings ( sacrificed at 6 week ) Exp. No. 2779 (115-058)

Sex: Male

Dose level ( 0 50 100 200

No. of animals sacrificed at 6 week 5 0 0 5

No. of animals necropsied 5 0 0 5

No. of animals examined histologically 5 0 0 5

Organ Findings T12 3 T 1 2 3 T12 3 T12 3

HEMATOPOIETIC SYSTEM

thymus ( 5) (5)
hemorrhage -0 00 - - - - - - - - - 2 0

DIGESTIVE SYSTEM

liver (5) ( 5)
fatty change -5 00 - - - - - - - - -4 00
mitosis - 000 - - - - - - - - - 100
cellular infiltration - 000 - - - - - - - = -100
microgranuloma - 500 - - - = - - - - -500

URINARY SYSTEM

kidney . ( 5) (5
basophilic change -4 00 - - - - - - - - - 300
eosinophilic body -2 00 - - - = - - - - - 100
mineralization - 100 - - - - - - - - -0 00

ENDOCRINE SYSTEM

adrenal gland ( 5) { 5)
degeneration, vacuolar - 500 - - - - - - - - -500

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant L
{): No. of animals examined microscopically at this site.

-: Not applicable.
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Table 15. ~continued Summary of histological findings ( sacrificed at 6 week )

Sex: Male

Exp. No. 2779 (115-058)

Dose level  ( mg/kg )

No. of animals sacrificed at 6 week
No. of animals necropsied .

No. of animals examined histologically
Organ Findings

400
1

DO =t

HEMATOPOIETIC SYSTEM
thymus
hemorrhage
DIGESTIVE SYSTEM
liver
fatty change

mitosis
cellular infiltration
microgranuloma
URINARY SYSTEM
kidney
basophilic chggﬁe
eosinophilic body
mineralization
ENDOCRINE SYSTEM

adrenal gland .
degeneration, vacuolar

OO

OO

DOooOo

OO

OOOO

oo

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

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

-: Not applicable.




Table 15. -continued Summary of histological findings ( sacrificed at 6 week )
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Exp. No. 2779 (115-058)

Sex: Female
Dose level ( ) 0 50 100 200
No. of animals sacrificed at 6 week 5 0 0 5
No. of animals necropsied 5 0 0 5
No. of animals examined histologically 5 0 0 5
Organ Findings T 12 3 T12 3 2 3 T 12 3
HEMA’IUPOIEI‘IC SYSTEM
thymus (5) (5
hemorrhage - 000 - - - - - = - 00
DIGESTIVE SYSTEM
liver (5) (5
fatty e -4 00 - - - - - - - 00
microgranuloma -500 - - - - - - -5 00
URINARY SYSTEM
kidney (5) (5)
basophilic change - 300 - - - - - - - 00
mineralization - 100 - - - - - - - 000
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 15. —continued Summary of histological findings

Sex: Female

( sacrificed at 6 week )

Exp. No. 2779 (115-058)

Dose level  ( )

No. of animals sacrificed at 6 week
No. of animals necropsied .

No. of animals examined histologically

NOOO

Organ Findings
HEMATOPOIETIC SYSTEM
thymus
hemorrhage
DIGESTIVE SYSTEM
liver
fatty change
microgranuloma
URINARY SYSTEM
kidney
basophilic change
mineralization

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

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

-: Not applicable.




R4

An-Pyo Center (a82a) 10016 Page 1

Table 16. Summary of histolo§ica1 findings with statistical analysis Exp. No. 2779 (115-058)
( sacrificed at Week )
Male animals Female animals
Dose level ( mg/ke ) Am Bm Cm Dm Em Af Bf Cf Df Ef
No. of animals necropsied 5 5 5 5 1 5 5 5 5 0
Organ Findings
DIGESTIVE SYSTEM
liver . .
angiectasis 0 0 0 0 0 0 0 0 1 -
hemorrhage 1 0 0 0 0 0 0 0 0 -
fatty change 5 4 5 5 1 5 5 3 5 -
mitosis 0 0 0 0 1 0 0 0 0 -
microgranuloma 4 4 4 5 1 5 3 5 3 -
URINARY SYSTEM
kidney .
basophilic_change 4 - - 3 1 2 - - 1 -
cast, hyaline 0 - - 1 0 0 - - 0 -
cyst . 1 - - 0 0 0 - - 0 -
mineralization 1 - ~ 0 0 1 - - 1 -
cellular infiltration 0 - - 0 0 1 - - 1 -
microgranuloma 0 - - 1 0 0 - - 0 -
ENDOCRINE SYSTEM
adrenal gland .
degeneration, vacuolar 5 - - 5 1 0 0 0 0 -
Am: O Bm: 50 Cm: 100 Dm: 200 Em: 400
Af: 0 Ct: Ef: 400

Bf: 50 : 100 Df: 200
Significant difference from control group; =* : P < 0.05 = ;P < 0.01
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Table 16.  -continued Summary of histological findings with statistical analysis Exp. No. 2779 (115-058)
( sacrificed at 6 Week )
Male animals Female animals
Dose level ( mg/kg ) Bm Cm Dm Em Af Bf Ct Df Ef
No. of animals necropsied 5 0 0 5 1 5 0 0 5 0
Organ Findings .
HEMATOPOIETIC SYSTEM
thymus - ,
hemorrhage 0 - - 2 0 0 - - 1 -
DIGESTIVE SYSTEM
liver
fatty change 5 - - 4 0 4 - - 5 -
mitosis = | . 0 - - 1 1 0 - - 0 -
cellular infiltration 0 - - 1 0 0 - - 0 -
microgranuloma 5 - - 5 1 5 - - 5 -
URINARY SYSTEM
kidney .
basophilic_change 4 - - 3 1 3 - - 4 -
eosinophilic body 2 - - 1 0 0 - - 0 -
mineralization 1 - 0 0 1 - - 0 -
ENDOCRINE SYSTEM
adrenal gland )
degeneration, vacuolar 5 - - 5 1 0 - - 0 -
Am: 0 Bm: 50 Cm: 100 Dm: 200 Em: 400
Af: 0 . Bf: 50 Cf: 100 : 200 Ef: 400
Significant difference from control group; = : P < 0.05 *=* : P < 0.01
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Table 17.
Sex: Male

Summary of histological findings ( dead or moribund )

An-Pyo Center

(p82b) 10015  Page 1

Exp. No. 2779 (115-058)

Dose level ( mg/ke )
No. of animals dead or moribund

No. of animals necropsied

No. of animals examined histologically
Organ Findings

Noooo
pDOoOoCoCOoO

100

NOOO

200

NOOoOO

HEMATOPOIETIC SYSTEM
thymus
hemorrhage

DIGESTIVE SYSTEM
liver . .
hyaline degeneration
mitosis
microgranuloma

URINARY SYSTEM
kidney basophilic change
ic
cellular infiltration

ENDOCRINE SYSTEM
adrenal gland .
degeneration, vacuolar

T: tumor 1: slight
=: benign #: malignant

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

3: marked

-: Not applicable.
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Table 17. —-continued Summary of histological findings
Sex: Male

( dead or moribund )

Exp. No. 2779 (115-058)

Dose level { mg/kg ) 400
No. of animals dead or moribund 8
No. of animals necropsied 8
No. of animals examined histologically 8
Organ Findings T12 3
HEMATOPOIETIC SYSTEM
thymus (8)
hemorrhage - 500
DIGESTIVE SYSTEM
liver ( 8)
hyaline degeneration - 800
mitosis - 100
microgranuloma - 300
URINARY SYSTEM
kidney . (6)
basgphilic change -2 00
cellular infiltration - 100
ENDOCRINE SYSTEM o
. adrenal gland i (8
degeneration, vacuolar - 0 O

T:
7; benign #: malignant

tumor 1: slight 2: moderate 3: marked

No. of animals examined microscopically at this site.

-: Not applicable.
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Table 17. -continued Summary of histological findings ( dead or moribund ) Exp. No. 2779 (115-058)
Sex: Female

Dose level ~ (mg/kg) . 100 200
No. of animals dead or moribund

No. of animals necropsied

No. of animals examined histologically

Organ_ Findings T 1

NOoOOoOO
NOOOO
NOOO

HEMATOPOIETIC SYSTEM
thymus
hemorrhage - - - - - - - = - - - = - - _ =
DIGESTIVE SYSTEM

liver
fatty change . - - - - - - - - - - - - - - - -
hyaline defeneratlon - - = - - - - - - - - - - - - -
m1Ccrogranulom:

URINARY SYSTEM

kidney .
basophilic change - - - - - - - - - - - - - - - -
cellular infiltration - - - - - - - - - -~ - - - .

ENDOCRINE SYSTEM
adrenal gland
degeneration, vacuolar - - - - - - - - - - - - - - - _

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 17. —-continued Summary of histological findings ( dead or moribund )

Exp. No. 2779 (115-058)

Sex: Female

Dose level ( mg/ke ) 400

No. of animals dead or moribund 10

No. of animals necropsied 10

No. of animals examined histologically 10

Organ_ Findings T12 3

HEMATOPOIETIC SYSTEM

thymus (10)
hemorrhage - 0

DIGESTIVE SYSTEM

liver (10)
fatty change . -6 00
hyaline degeneration -10 0 0
microgranuloma 300

URINARY SYSTEM

kidney (9)
basophilic change - 500
cellular infiltration - 200

ENDOCRINE SYSTEM

adrenal gland (10)
degeneration, vacuolar - T 00

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
(): No. of animals examined microscopically at this site.

—-: Not applicable.
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