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LL3I-PUAFIREID SD %7y bZ2RHWEERZBE SN TS DD,
RORELIZ2BEMRERSEERBREZEBL /.

Ty bR 1 HMBEESET4RERY, SEEBLUVEARBREAEES S ToRER
R, GO0 EfHEAL .

L2 3-PYURAFRE G, I—-HICHERL, 0, 100, 300 LW 1000 neg/ke
ZEA1HE, 48MERKRAONKRSL, —RIKBOHRE, rEHE, SHENE, K
FHRE, DRBEERE, IRELFERE, RRE, BEERUEBIVRESEY
REZT-/. b, HEAMB2EMEL, BERTHEIEARIREZERL -.
TORRE, ROMSEHINS.

—RRBOBRTI, HHED 1000 ng/keBH TEHICHEMNBD SN AN, AFEHAM
TREZRENZH» - Z.

EEIZHO 1000 ng/keBETHEMANHTH, HoBRETHMNFEERAE SN L.
BHERD, BHEILHMTZEZENBEDONT, A RIHED 300 ng/ke, HE#EO
1000 mg/kg B TERETH - 7=,

MBFHBRETE, BBRYERSOEELTTRETI22LEIRDENLL -8, O
BEERETIE, BHEASSMOCRTISAFUOBMAPIT MEEOKRYMER 5H
TEEZFFIEEEWNEZSRL, 512, 7O0bO0ECER PN NEOTRTOHKR
MERSE, o 300 ng/keB TRHEETZRIEEERmERL, 747U /=52 EMN
B0 1000 ng/kgBH THRMEZRL . BERKRTIZEO 1000 ng/keBE TAPTIO AL EE
NG L CRDSNAY, TOMOL{LICREENED SN,
MBEE{LZREBEORR, MEOITRTOHRRYERESR TOTOEHE, EoZhdo
BBIUHED 1000 ng/kgBH THEOKME, TSITHHED 1000 ng/kgBE TR IV AT
O—)JVOEME, o 1000 ng/keR THREHOEENRBD SN, ZThe50ELDD
H, D 1000 ng/keBETROOLNEZRELHOEER, HERTHORETHEM
BETH- .

RBREOER, H#EO 300K 1000 ne/keHE THBARVRZD SN, HERTH
DBRETS, HM#ED 1000 ng/keBHETH LBTORD 5N

HEEBREORE, BT 300X 1000 ng/kegBETER, =51 1000 ng/keft
THROEEERBIVHAXNERBOSEMNRD ONEZ. —F, BT, 300BXT 1000
ng/keBE CTHBROEEROMEME, 512 1000 ng/keB CTHBOEZERRLIUHENEERE
DEE, KOZEROEHE, HNEEOREMNRDONE. BERTHROAIETH,
INSOEDDB, HD 1000 ng/keBFOBREMNEEOSE, HORBROMRE
BEROREXEBICETES M 2.



FEZHNRBEOER, HBRDWHEOEENRBINIKRELL THBRFARTIEHRELT
RICEROBARBIUVREMLNED 300K 1000 ng/kesB i, FROMBXIHED
1000 mg/kgBicBEBINE. ZOSEBROKBILEBHOREXKBRETRIILERX
ni=.

HEFRTIIHSRTHRICTAMERSEZEO 1000 ng/kgB & #d 300 ng/keRic,
BHROMFREENED 300B LT 1000 ng/kegtic, GRUEREOLENED
1000 meg/kgREiCBB N, BROFEENERIETCHRBEMSEBINZL, 1000
pg/keHCAHROBEOHERERINEZL, RBOBOAMD 1000 ng/keB TEH
Bgani. _
EHERARKTHRCRIMBORREEBLIVUROBRAB N ITENMED 1000 ng/ked
CEgEIhkE.

Ul &hs, ERERITHESD 100 ng/kell FE&HB N k.



2.

I

RUAFNXR¥Y (TMB) 12, TERHRCHERAIN2Z<OERBEBROTELZRM
MTHY, TMBIZ dimethyl benzoic acid¥ & T dimethyl hippuric acidiz £ 3
Tha?, PURFIRIEIRE, SERBREZEERELE LLI-MIAFIIAIE
oM, BEKELT 1,2,4- BLY L3, 5-PURAFIRIEDHD, THh53
BEOR#AEDD L, |L2L4-FIAFIRECRBEHBRBBIUOHMIGEL, 20
oEfgNBRLWELDbRTWVWSY . &, BHERKBLTREAKOERII DOV T, &
BAENH, SEARBICRERBINTIRESNASHIIR>TVEY . XRB
T, REEOREKL2BHEZUOMCT IO BAMBERRET > .



10, % %8B W H.:

) #%BRMEL L2,3-FPUAF IR
2) CAS No. 526—-73-8
) ow bES
) & F B 99. 8%
5 & & X
6 BREL & =ik
N HEE M EF LY —#RYEREHE
8) b % & ,L2,3-FU AF IR
9) b % # &

CH,

CH,

10) 2 + = (CHs) sCsHs
1N 9 F B 120. 19
12) MEDRE b Zr. 3
13) & 9 535 B
1) A/ —25C/175-176C
15 B #H = 1. 5144



16) H 0. 8986

1) & & # BRERTR, BRF I TRELERSNET o .

18) HBMAREBLY HERTR, ¥ 1g2RFL5-LHKEL, BOELSH
BRREBWHEOLE L.
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2)

3

. BEBRMEB U HE

B B 4

HBRLT Y MCD (D) RIREEF v — X - UN—KRR# (WENBEAT) »
SER7HELIAIBICABBTHAESAL, HBLEMAL L,

B e RN L RRESNICO BMHMLE, TRTELAIBAICCABTRSZHMLE.
BHRIHSPCOBBCE> TEIMLL, BEAMERCIVERBRBEEHRT 5 &
SIBHFLE. REBHRIREACLDREFES L.
BUOBENCRESBLIURAESEABT 3 EACBEANAS Y, -V HNRRE
% (Animal ID-No.) &M ¥ Z &l kD EHBAIL k.
BEMBBOKEIZBT 131~146 g, BT 106~123 gTHo 7.

HYREBIVRKERER
BRMERBIN T EAE, BENREEEZERLTERAUL.

HEER

fERE

BN T XFADOEES (W42 XD 8.2 XH 2.5m, 8.1 n°) THEEL, B
BRBEOEHFEMBIZEE2I 2T, AXNEESSE10%, BIEK 1HRMI0E, W
150~300 lux 1280 (FaITRERLT, FEETRHELO) & LK.

BEXast EEREHMY—EX (ERREBEMFFH) OKBEXFEFH (F674.2 XD 48.0X
H175.5 co) ZEAL, 7IVIHME - KATLVAWMEREETS—2 (VW 20.0X%

D 28.2XH 18.0 cu, AEY—T « ANR—R 10152 cn®) REMZE I ETONAELMA
BEkzadIIBEREIEE.

FAESF—VIRELHE, GEFIE1IEROBRE .

B, HYOPLAEMESY, REBIVEEHMF, T—YOEREIEEERIE
LEEBDODNA2REEROELRB AL,

£ ¥

B ESALABNRAIV IV IVEBEBTIEERNRE (RERPRR) HEDOKRNRE
BHXBENIHXAMASy b, < X&HE (Modified NIH Open Formula Rat and Mouse
Ration) ZEAL L. BRLAHHOXRMYOLYE, TV IVERTEKXS
AP EHEAN HERESF LRIV — (REBHELER) KEKELEEBELE. TOHER
% [Reference data 24 IZRL /&



4)

# 7K

B3 KEAREZBEBR K  ANELVERICBERE B,
KEFZEDSAKEKOAIFZHMAEA BHERLEFEI2RELE>Y— (RAEERER
W) WEKBELERLE. TOTHER% lReference data 35 IZ;RL /2.

BB DR

ABRBEOMBEE FREIIRL 2.

A& 0, 100, 300 3L 1000 me/kegs L, BB 1 BMHERSE, -, AHE
HBRALLT, HRHBLIUVEAEHIHMESSE, FO0CE2EAL L.

3 B OB 1 2 3 4
A = 0" 100 300 1000
(mg/kg)
i HE | M | s | ME | HE | ME | HE | M

& % K | 10| 10| 5 5 5 5 10 | 10
5 TH [1001]2001{1101{2101{1201{2201{1301{2301
Erl TN = O A A A I O O Y A

I EF S [1005)2005{1105]2105(1205(2205({1305(2305

Bl # TR [1006[2006 1306]2306
grEER |- |- -]-|¢]|
B &S |1010]2010 1310j2310

TaO= AN 0AEERELE.

(AEXREEH]

BHEBBREOLDO2EMBEEGERZE 0, 100, 3008 X 1000 ng/kgD 4 AR TX
L TOHRE, HEODO 1000 ng/keB T, REBIUBHBOBKBEHEM, FR
DEEBBLUVHNEEOERMENBODON, SSKTHORBTHEXED NE. X
TmEENRFERETIE, #0 1000 mg/kedf, H D 300 3L 1000 ng/kedE TH 5
MEBEFICELDEBZON2BHRELNRD SN L.

W-oT, EMRERSFUABROARRTHEARBREAKZD 0, 100, 300 BLY
1000 mg/kgizd&E L /2.



5)

6)

(9

8)

®’E5H&E

BERBRIBUCBENIRSIAY IRELREHEY) THERSIOATWIBEEDNRS EL
Iz

BMERBIIEE 100 g2 0.5 nl&l, BEANICAELE-LEBEICESOVWTIRSE
EHL, 1B1EIS¢EMNEY > TFTEZAVWVTHEARARRRIEORE L. HBREICIT
A= FAMINVDOAERBRIIKEEGL .

BHEROFH
HRMERSHBECLFEREETFRLELMXFCTREL, J—2F 1) (Lot No.
V4P6454, FASATFAIHKAEHE, XBHEET) CHEMELE. FARBBR1ET
VW, RAEBEIEARETHRERICREL L.

5 1R
#EHMIZBAMEL, HERTHE, REXSHEERRBRO 0 BXWY 1000 ng/keB i
DWTRH2HEAMOBERRZRZBEL .

BREBEPOEBRMEOH -1/ BEIN

BREBEOH—E/ BERRBOZDERBRIIOVT, F1BIUEIARERAARK
DBESFTZToE. B, REBOREHRIKODVWTIR, THEAR (KRBEBS 2470
KCBWTHANERBRERE C1IAMRETHI I LAEREINTNS.

B /BESWOLFEBIUERIT TReference data 45 IZRL 7.
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D

)

3)

4)

B, Pt O

— KR B R
EHMESHZ2EREL, PHEERKOFE, THRYE, EMOB-28Y, &Y
FEBRARBREFALE S —MCERRL .

h E

BERREHE PSEHERBRTETERIEMEL 2.

BEGEEBXRFE PM 3000 (R F5—%, RA1R) ZAVTITY, JOvylP—-:F 12
JIREHEL .

B HE

FHBSEHEAIERELLZBRRBZEHXF PV 3000 (RS-, ZM4R) 2ANT
BEL, 70y E— T4 AJIKRKEHEL . BEER (g/veek) BLUEBHER (%)
BaIEa—-FZHWTREHL .

(197 R

BARRERIRSRTRBIVEEARER THOF 2EERL .

RMICE D, BB IRMERESEZ. BWEZI—FTIITHREE, BAELEXXH
25 &FmL 7.

B, NEERZEIA-KBITC I I B -F2zAWVE,

I #& # KR E

MEFHREICIAMZ AW,

REILAMKFREZE THMS H 6000 (Fr=a#, XE) ZHWVWTITW, T
DOEHEBZAEL = (EDTA-3KEH MM &) .

=i it} R ¥ (WBC) mE BB iR

R i R ® (RBC) S 15 F 4R ik

N E S OE E (HGB) STUARMNESOE D
AN MUYy b@E (HCT) eRMBROBFELDAE
S5 Rl R B A (MCV) RBC, HCT&X D BEH
ETHrhROLERE (MCH) HGB, RBCE D &EH

SE ¥ 7R 0 ER i 8 3R (MCHC) HGB, HCTX D BEH

iii} 7N K & (PLT) Y 15 BF AR 1

B I ¥R B 2 # JU—HYA I A M) —H&

HONRESBILROBBTRELLN, NEANEBBHRELRZERL, A1 -7
DalUlR - FLERBLTREL .



MAMER (RC) REEFOCLOMBEZMRORREAISAEHEFr Oy b (T
THRASHE, RABPEARX) TRER, OERBAFELZEHULERL .
TROHBEEOMEEEREEE KC-40 (T AN T, BE) 2ZAVWTHELE. @
REzRAWE (JXPBY—-YENDEK) .

Jobor¥ B (PT) guick 1 B

EREBS O R TS AF BN (APTT) ryoy bk

T4 TV I)—-F R (Fibrinogen) Fo YRR
. MERELZRSE

MEELLZREZZHELMLEEBIWEE CentrifiChem ENCORED (NX—h —4#,
HE) BEN EKTACHEM 700N (2 ¥ v o3, X(E) Z2AWTTREOHEBZHEL /=
mMEZ7Y—>v— )b (BREEY PO, EEHBFRAR) ICEBRL, I0HHKE
# 3000 rrp.m T7THMBLOBLTELZOEZANE. '

B E =i (TP) Fa—Llv bk
7 NV J 2 (Alb) B. (. G. &
A/SG (A/G) S HEME
i 3 (Glu) INaA—AFF ¥ —¥ik
v o BB O (TG) BRE
Bavaxso—) (T-Chol) BRE
R ® 2 % .(BUN) L7 —EHEE
o2 vy Fz= Ut (Crea) TNVAVHRED Y BB
BEUYUNME D (T. Bili) O AVE:E 33
BNV ¥ U A (Ca) ThEFVLEEE
®= B u (Ip) BUTTFUOBT CEZDLE
+ MU T A (Na) ERE
AU A (K) E &k
i} E cn ER %
TV I UBAFT OB
NG AT7XIF—E" (GOT) Karmendk & ¥&
NI BENE B
NS A732—¥" (GPT) Karmendk B i
T—=INIINEITI R
RTFHF—-E" (r=GTP) Szasz ik
TIVWHIVERA 775 —F" (ALP) Bessey-Lowry-Brockdk B &

" EIOEE L ENCORE I T, f#hiid EKTACHEMTHRIE L 7.



5)

RBRE
R#TF—VZAVTURERE (FAIBFE SR BFAIIRET) REBERLE. A3,
RRFPOREBBELVHAKRT . TROHRBEREL L.

73 B
& ]
& B
R & B
/8 ®

RUBRIREERFFIR-S (R4 745d, FEBEEBEX) 2HAVWTHELE. I
BIWXRZ 1500 r.p.0. TOLMEODBEL -8, A (AFININAT—REBELE)
L, &L 7~.

THROBEBHOMBREIN-TINTF 4 AT 49T ASG (N1 - ZH%ERASH, EEH

PRE) 2RV, HERRSIWEE CLINITEK 200 ()b 2%, XE) 2HWE.
BREICESME IHMUNOHERZ H .

i
I3

I A

H
EYILE >
oYy -4

REBENRE
REMHERSRTHRBIVEERABRKRTRICEYME2 L —FTIVREL, ROBIFETE
ERLZ. ABNEEZ2RERIFAKE S —bREKLE.
HEEBRBEEENEHAHXE PE 160 (AT —H, X1 X)) 2HWVWT. K.
AP, B, BB 2, BR, HRBIUBEBRICOWTHEL, BEEER - kEL
EBHLE,

LREBRPERBE S TEEK, BRR, BFRE (LENMZFD) , OB, W, B, B,
B (KEBE) BLUBKEEMATEENEBINLLOBERBZ 0% P HEEES
W) VETEHELE. REMAKZNRERERLERE, BROS>B, REKRTH
CRHLEMRBLEISRAEROLRE, FE, BE, BH, NE, EREBLUEH
(KEBE) KODWTHBELE. 28, FE, BB BEBRICOWTRHREAERHTELR
ROk, HORAEBERBLIUVEEBRIIOVWTD, BREfT- .

WHWHEICE > THREBRN AR (EXxREEH) THEABEREEZEHLE. X0
RBEZATRF U - IFTRBELE. EBRRBEFLY-TEBL, RED
HEBLUBEIIDODWTREEL .



§) T ORBBLTHEEH AT

ERBROHET—FIRZAEa—F - PATLERNT
ERBROAE, BHE, YR, OEEMREME, OKRAELCEREME, RRER
(REBLUVRHEOAR) , REEEBLIUBEER - FEHIT, TRRELEZEH
HEAFRICHEN, BRI BartlettDFEHBRELZERLE. FLBROBAR—TE
BoR#LIMERTY, 2HPEBRTEROELREMFAEOE AL Dunnettd £ & b
BRE, SROEXEMNELDEAIR Duincan S ERBERETCHHREBEILBEERBO

FEEZEREL L.

BartlettDEQHBETAELHE OB ST Kruskal-VallisOo R EE2EZHBL, F
BOREBSET/ ONTAPMYY IO Dunnett DS EHBRECHBELLALSHEBOR
BEZRELE. £, FEBENREBRICDOWVWTIZ FisherDEERBR EE L

L7

FEKERSBIV1IXORAUBRETERL /.

Bartlett

FoURE

FERE
HY

mal, MEBHL L.

FEE
A
— LB
vl et
FEE =3
HD
— EE SO B |
= =
Dunnett £ =E Duncan® &
hwkE WEBRE

B
L

Kruskal-Wallis
JE LB

FEE
HD

JONT ANy
Dunnett ZEHLBEMRE

FRE
L




13.

D

2)

3)

4)

5)

BB OB R

TR
EFER%E Figure 1IZ, EEBRBIUVRETEZ Table IR L k.
BRI EENMD, HEEDNTHOBITOLRECHARRD S, k.

— xR BB

—RREOBEF R A Table 2B X X Appendix 1IZmRL 7=.

MH S 1000 neg/keBET, RE2ELSFHELEZRTHYMNRD LN, BTIIRE 2
B2 1H, HE53BIc24, BE54BZREFIC, BT, 52B8IC1H, 53
BIZEHICHEZBEINE. GRITENBNIEBETH -2, WFhbiks 2%
WEHEEL, ¥AFARBELE. To#M, HBELILDERFIRDL SN,
BIEMAM T, o 1000 mg/kgB T, RBERBEEI NI,

*® =

thE %Figure 2, Table 3 KT Appendix 2iT/R L 2.

BTE, BR5UMBIUVEEHMZ2E0T, WREBELHERYAEARSEHELETEEEZNR
oMo, 1000 ng/keB X EIP RN S EEREIZH - /2.

BT, MREEICHES&LT 1000 ng/keBE TRE4BICEENIRDSN, 0~48D
REMME S KETH o 1.

BIEMMATIE, NBEE 1000 ng/keBf & TEMNRD S NN o=,

B MEE
BB R AFigure 3, Table 4 B X Appendix 3IZRL =,
HE IS, RSP IVCEEMZEC THHETENRD N> .

£ 4 %h =R

A Bl E % Table 5B K U Appendix 4R L 7.

TR, MEEICHEELT 1000 ng/keBHTHRES1IBLIUIBCRKENED SN,
0~4BOEEHEEHENMEETH > 2.

T, MEBEBICHE&ELT 3003 LT 1000 ng/keB TRE4ABICEENRD SN,
1000 mg/kgBEDH 0~ 4 BOEHFAHDEHRETH > /2.

EEMAM PR, BETIRHEEE 1000 ng/keBTEZERBD SR>, HTIEHHK
HENFEZERRBODOSNBVWDOOKEMEMAIICH - .



6)

7

8)

MKFEORE
MEEHNREMRER %L Table 6B X T Appendix SKIKRL 2.

BERTHORER

BT, HEBICEELT 100X 300 ng/keB TEHMIBRB O EBAFRD 5 /s,
MEENBEBEARICHD, IS OHOEICHEIR> o2 (HRME 11.8£3.5%
10°/md, n=80) .

T, SBBICE&ELT 100 ng/keBETHORKOEME, 300 ng/keHETHEMBEHMNR
HDoNENBEHABEORWVWELLTH- k.

ElfE & TH
MEEODRELAETXRTOHERBIZDWT, MHREEL 1000 ng/keB & TEIRD SN
oz,

mikFEEERE
mMKBEEERERZRZ Table T-13B KX Appendix 6-1ICAR L 7=

BERTHOESR

BT, HEEBICH&LT 00K 1000 ng/keB¥ T/ O O > E R P B &
CEHAERF ORI SAF BB APIDIAEEEZRL, 512 1000 ng/kef T
T4 7)) = BB @GEEZRLL. PIBLTAPTTICEEL TR, HAFENEFEREZRR
LoNBhokb0D, EHAERD 100 ng/keBETH EREMITDH - .

BT, SRBICEBEL T 30083 KT 1000 ng/keBE TAPTTASEE %2R L, 300 ng/ks
BTPIVNERZRL .

__E & is o) A AR
HD 1000 ng/kgBH TAPTTOEEMNE D o, BIcOWTIE, 3IBRBEB L LI
L 1000 ng/keBTENRD SN .

mikELFERE
MKELFEREREREE Table 8-1B K T* Appendix 7-1ICRL 7.

35T RS O 5 B
BT, SRBCEBLTIRNTORRYERERHT WOITAEEEZRL, 35K
1000 ng/keBE TR IV AT U— VAN EE, EXSEEEZRL E.

HTIE, NERCEABLTIRTORBYUEREH T WIBLIUVERNEEZRL,
S50 1000 mg/kgB TR IV AT OB IUVREENEEEZRL &,



9)

10)

1D

BT, MBEICLEELT 1000 ng/keB TREZRBLY OTAEEEZRL, BT
B, SRBEICHEL T 1000 ng/keBETT I AYHERZA 77y —ENKE, BEH,
TNWTIBIUCHYTANGEEZRL L.

Re#E
REBEEZES Table 9B LT Appendix 8ITR L 7=.

MEHEICHBELT, H#ED 300B3&0 1000 ng/keBHETRABOEENED SN, HB
BREMOENERD SN,
TOMOBEFBR, HECODHBHLIERYEARER L TEMZDSNAD - k.

IR TEK i o1
EEHED 1000 me/keB THBERIDABZ 1 FARDO NN, HEEL 1000 ng/ke
HTERRDS Mo 2.

REEER
BFEER% Table 10 B LT Appendix 9ITRL =.

BERTHOER

BT, MEBICHESELT 008K 1000 ng/keF CRBEENGEEZRL, &5
W2 1000 me/kgBF THBEENSMEZRL L. :

BT, HREBICHSEL T 300B KT 1000 ng/ke¥ CHIREENEBEZRL, 5
W2 1000 me/keBF CTRREENEME, FREESEEZILAL. 2O, 100 ng/kgi T
DIRERMEBE LN, AREHEEOBRWVWEALTH - L.

EEETHOER
BT, SHRBICHELUT 1000 ng/keB TRHRBIUVRBERNEEEZTRL 2.
T, NEBBEICHhEL T 1000 ng/keHTHBREENEBEERL L.

HEERE -AEL (HYER)
BEER - GEL%E Table 11 KT Appendix 10IITRL 7.

BERTHOESR

BT, NEBICEEBELT 00BLY 1000 ng/ke¥ CTRBAMERSSEZRL,
51T 1000 ng/keW THBHESEERENSHHEZRL 2.

BT, NRBICEBELT 1000 ng/keF TRHBIUVIFBEMNERSASEZRL L.



12)

a)

b)

R i s :=
BT, HRBBRICHEBELT 1000 ng/keBH TERBREYERNBHEZRL .
BT, AEBE 1000 ng/keB TEAMRD SNBH k.

WEZEMRE
TR %E Table 12 &L Appendix 1112, H#B¥WFTRIE Table 13 BL Y
Appendix 12 &R U 7=.

BERTHORS THEERLZ8MIZ, FNEE, 100, 3008 XL 1000 ng/kgBE D
FNENERBHESFTH . T, BHERAREKTHORETH, #BEEBLY
1000 me/keE O S RBHESH TH - &.

AIRFT R

% % 2t H

MHEBRICEBRLTHBRYERERTE<BRBINETFRELT, BROBXV#O
300, 1000 mg/keBTENETN 1 BXT 44, D 1000 ng/keBT 1 Hlic, BRO®K
BAEAHED 300, 1000 ng/keBTENEN 2B LT4BICBRERI N, FEFROR
AAMEED 1000 ng/keBT1HICRREINZ., TOMBEBEINIARET, B, #%
RYEBRESHTOERAPDDIVIIBEREEDORETH - .

E] 18 &

2 AN\ o WS [ WY E 22> UK

NEEICHEL THBRYWERSHETE<<BERINEFREILT, BROKEBLEI#D
1000 ne/keB O 4 HlICBHEEI N, TOMBERINEFRER, HRHE, 1000 ng/ked
TUWITNLHERERORETH > .

B R

LERTRIEESHY

HBHEICUBL THBRYEBRSGRIZ<BERINEAMRAELT, FHRBERESEZOD
1000 mg/keB D2 SH &, #D 300 ng/keBFD 2H1IC, BWOMTHESNED 300,
1000 ng/kgH TENTNABIUSHITRESNZ. BIIBWTHREMNSHEEEZN
LoD, BROFEE/NMEATREE, 100, 300B3XT 1000 ng/ked &EH TENT
1, 1, 2 (BFE:1, PE: 1) BKU3 (BE: 1, EE:2) #flE, 3008&kT
1000 ng/keBH TREOHEBERLE. TLFRBOFEEINMOEEOHERIIHE ST,
BROERLE, EAAESIUERILRSBED 1000 ng/keBFTEHh TN 4, 3B
KV 2HicBERINE. ELBBOBMmMAMD 1000 ng/keBETE5HICREZ N,
REBR1IFAOARTHo M, B0 1000 ng/keBCRRBROFMRABEODTEB LT
FROEHEEENEREI N, 20, BRBRVWEAREBH TEOLAFREIL THFRO
B ILEED 1000 me/keW T, MOLBRWERSHTHREN AL L. b, #
BYWEARSGBEIBVWT—RRETHEFARIN L LOBERBOMEBENRERZ/T
=%, BRERRdoNhahos’k.



X, BER L, NRBCERYERSHBICEDORIN AR EL T, FE
DODHFHE, BROMEBMBLIUIFERL, MB¥OERIENEREINE.

T, BRINEFTARBBEREORECEEE S .

ElfE AR TR B E R Y

MEHICEHRL THEBYERER TE<BEINETRELT, BRBROBELE Nt
o 1000 ng/kgBH TES5HIC, RMRREMTENEED 1000 ng/kgRiCEFNTH
BE54, M2HKBRINE. £k, BROFEE/NMEMNBED 1000 ng/keBET 3
PlLCBBINED, 20550 1HRBBERTREBKROBEEOFESE NMETH D,
FRICHES>TEAAEBIVERBRLE EE I NE.

Fim, BERLE, MBI GBRYERSHEMICEZO RSN 2R EL T, FFE
DAHAFRERBIVERL, BROFERELCBICHRBBREANBEREINE.

TOoM, BRBINEFTRIEREOREICEEE S 2.




4. ZEBB LUER :

—MREOHRTIE, HaEd 1000 ng/keBF THREMNRBO SN2, K5 2HEE
WIEREERLE. EIEMMICAZ S, BED 1000 ng/keBH TROOSNZHET 1 H
BEINT, COoERMERDERXRECER T2 I L 2B M T L.

ML LDBEROBBIRD SN2, AELSMHO 1000 ng/keB THEME, &
ORIABBECEEHEMZRLELED, TR TEREANSRSEMEERL 2.

MBEMREICEL TR, HEREEKFARETCBRRBICALRZEOTENBD SN
B, BBRMHEARSOREEZ TR T HSELEBDsNAL - .
MEREERECBNT, HESBHAPTIHNEAERD 100 ng/keh SERER X I3 E
EMNBOHLN, #THEPTO EKLBEMZRL . #o 1000 ng/keBHE TR, 74 7Y
=Y UVERLEEERLTBY, HBEECHOANMETROONILDOLAKRE
ETHoM, ZTNSORFTRDOSNIONMREROENIFHBEMETRRED OGN
Tz,

MEBELEREORE, BEOITRTOEBYWEREHRT WOTOEEIRD s/,
GOTIZ GPTRIGEBRBETHIVEEOBEAOABEDOHIIZIELEVDRATWS. GPTIC
MLTRE, v7702RRY VERREYEORS THEEEBREZSERI T Z 084
SRTWaNY, TIKELTORERRSH 20T, FHRICBII2BOEREOR
Bhrod WTEEOFERIZBASATIERZY. FOoMBHETRD ONEZHBILVAF0O—
VWBIUVER, BHTRDONERBARDODVWTHELLOBEIZIENTHD, BERE
DEELZHBIRET2HOTRABAVEEZ SN,

RBREOKER, REOCEBALNBD SN, BOASCEUIEZREOHEMIIAD
Shlarol. BRBEDEORBMYKIIZIBRELNRREINDY, EERTHRORE
THHERIHKBED SR TSI ENS, BRIEZBHES A TR L.

BREEBWEORR, HMETHREERDOSHE, SORETEREROSE, HTHR
ERBOEMENBOON, WROXEKZRE, REFNRETERENOER L2 3X
RN RD 5.

FEFHNREOKER, HBYWERSORELBEAONZEMLELT, ARTRTRE
ERTRHROBICIBROBEBLEEXR, HBIIHFBROEANBEREIH, HEERKTHEO
BICODBROREGLLIMBEEENL., TOMOFREBERRLEHOFREEAONL.
HBITARTEIEBRYWEORBLEAONDIENLELT, REXTRHROMBEICHLHER
MEER, RCERBROMTHEEMNBREINA, SAEBRWERECL T, MNEH
KHBERESNLBFRBOFESENMMOBENERL, T THRBECRA IR
POLBROBKRLE, EAAEBIUVERLEENRESNE. T, £1HOH
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THolent, 1000 ng/keBHOBICHBROBEREEREBLUCBRRO KR MR RE M 7T, #E
KEBoBOLMBEREINAE. BEABRRTROBBECERBOROLRRAEODLEBLIY
EBELENBERINE. BICEERTHOMBICFROBH{LORENHKL LE. £
7, BERTHRIHEOBROABRKNLZEBAAEREINEZY, HEFNICREFTR2ED
LMok, TOMOFRE, BRBEHOELEFASNE.
BRERTRHRIBEZINZHOFBOHRBORIER, HEOWR.O%OFAMEERITS
RRCHEIIHERBEEOASARBRLEEBRL, BHELEVIXVEKOBRRS &
ZAoNl TROBHEBYWEBZES > T, EMRMBEREICLD, FHELE
KlhkbDEEZSNAEY . ZOFLREERABRKRTRICEEZIAT, Ttz
ftELEZSNE.
BRERTRHRIEBEINZHOBRBOMTITRERPIVRER TR EIAERBRK TRIC
BRERINEZHOTROFEE NI, BELRAECEHZREZNZ. Tho3H#HOELE
Sy hMCOHLBESNL2HATH2H, #HBRYERESICX>oTHOD 300, 1000 ng/ked
TEENEHRINFEEZOND. BEENEIARAZIIE-T, ARUE, EOHE,
ERELEREOFmANBONE. BREERILKZFROENPREGIIID, FRTEHS
Nizau-Zo7) UNEREREAKREEAL, EERBOBKTLAEMRBEC
THT2Lch, EEMVRBIERMEELEMRBOL M, #E%E, BEZL, EaAH
ENHEINY. ERRBRD LL-PUAFIXREHERIEVERZLDERK
RIEKZTHD, REOFEBBEREREINLEEAONT.
EEZBRETHOED 1000 ng/keBHD 1 AICHRIBOELEBRDSNEZDBOD, R
EHBOBPEIVEEBERBZHIBODEZIA N,
FEBEESRTHIBEINABOBRBOBORPIVEORBOROKREERTE, B
ERABRKRTRIIBEEIhZHBEOBRBOFAOKZIEONELAEFREL REMES
FUVEEHMPOFRORRZOREEREBORFERIASNT, BEHOREDEREINAR
Mol EhLERARBAREATH >, LALODBEREEROEENREI>THBD, ¥k
ENEEEZRTRITIXMOIDI2ZIENLEY, BEHMEPICMOI2OFORADEEL
HoZEMERIH, BRI TOEMNEIREFCHIZEERGEDEI N,

Doz &Ens, ABERYERIETRE, ORBERZELENEL, EXEFERIM# L
® 100 mg/kgA F EHE TNz,
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Table 1. Survival and mortality Exp. No. 2511 (115-045)

Sex Dose level Weeks of experiment Mortality
(mg/kg) 1 2 3 4 (%)
Male 0 10710 10/10 10/10 10/10 0.0
100 5/5 5/5 55 5/ 0.0
300 55 5/ 55 5/5 0.0
1,000 10710 10/10 10/10 10/10 0.0
Female 0 10/10 10710 10/10 10/10 0.0
100 55 5/ 55 5/5 0.0
300 55 5/ 55 5/5 0.0
1, 000 10/10 10/10 10/10 10/10 0.0

Number surviving / Nusber per group.



Table 1. -continued Survival and mortality Exp. No. 2511 (115-045)

Sex Dose level Weeks of experiment Mortality
(mg/kg) 5 6 (%)
Male 0 5/5 5/5 0.0
1,000 5/5 5/5 0.0
Female 0 5/5 5/5 0.0
1,000 5/5 5/5 0.0

Number surviving / Number per group.
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Table 2. Clinical observation Exp. No. 2511 (115-045)
Sex: Male

Signs Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 1-—4
normal/Number per group 0 10/10 10710 10/10 10/10 10
100 55 55 5/ 5/5 5
300 5/ 5/5 &/5 5/5 5
1,000 10710 9/10 8/10 0/10 0
sacrificed 0 0 0 0 5 5
100 0 0 0 5 5
300 0 0 0 5 5
1,000 0 0 0 5 5
salivation 0 0 0 0 0 0
100 0 ) 0 ¢ (]
300 0 0 0 0 0
1,000 0 1 2 10 10




Table 2. -continued Clinical observation Exp. No. 2511 (115-045)

Sex: Male
Signs Dose level Weeks of experiment Total
(mg/kg) 5 6 (5 —6)
normal /Number per group 0 5/5 5/5 5
1, 000 5/5 5/5 5
sacrificed 0 0 5 5
1,000 0 5 5

6O
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Table 2. ~continued Clinical observation

Sex: Female

Exp. No. 2511 (115-045)

Signs

Dose level
(mg/ke)

Weeks of experiment Total
1 2 3 4

1-—4

normal/Number per group

sacrificed

salivation

0

100
300
1,000

10/10 10/10 10/10 10/10
55 5/5 5/5 5/5

55 b5/5 5/5 5/5
10/10 9/10 0/10 0/10
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Table 2. -continued Clinical observation Exp. No. 2511 (115-045)

Sex: Female

Signs Dose level Weeks of experiment Total

(mg/kg) 5 6 (5 —6)

normal/Number per group 0 5/5 b5/5 5
1,000 5/5 b5/5 5

sacrificed (] 0 5 5
1,000 0 5 5

w
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Table 3. Body weight Exp. No. 2511 (115-045)

(unit : g )
Sex Dose level Weeks of experiment
(ng/kg) 0 1 2 3 4
Male 0 138 + 5 198 + 9 249 t 15 301 +24 341 £ 30
100 138 + 6 195+ 7 285+ 9 287 £ 15 319 + 20
300 138 + 4 198 + 9 248 + 17 299 + 24 335 + 30
1,000 138 + 3 191+ 9 241 + 11 285 + 16 317 £ 17
Female 0 114 + 4 146 + 6 168 + 9 188 + 11 205 + 13
100 114 + 5 145+ 9 165 + 9 185 1 11 199 + 16
300 114 £ 6 143 + 13 165 + 18 183 + 21 193 + 20
1, 000 114 £+ 5 142 + 7 61 + 8 175+ 9 183 + 9+

Mean + S.D.
Significant difference from control group; *: P<0.05 =x: P<0.01
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Table 3. -continued Body weight Exp. No. 2511 (115-045)

(unit : g)
Sex Dose level Gain

(mg/kg) 0 — 4)
Male 0 203 + 27
100 181 + 19
300 197 + 28
1,000 179 1 16
Female 0 90 + 14
100 8 12
300 79 +17

1,000 69 + 9=

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



Table 3. —continued Body weight
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Exp. No. 2511 (115-045)

(unit : g )
Sex Dose level Weeks of experiment Gain
(mg/kg) 5 6 4 - 6)
Male 0 386 + 28 410 + 30 59 + 7
1,000 355 + 19 377 + 18 58+ 7
Female 0 219 + 23 231 £ 25 31 £10
1,000 201 + 14 211 1 14 23t 9
Mean + S.D.
Significant difference from control group; *: P<0.05 *x; P<(.01

o
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Table 4. Food consumption Exp. No. 2511 (115-045)
( unit : g/week )

Sex Dose level  Weeks of experiment Total
(ng/kg) 1 2 3 4 0 —4)
Male 0 143 + 9 162 + 11 159 + 14 154 + 16 618 + 46
100 137 + 8 146 1 13 142 + 14 134 + 17 559 + 47
300 145 + 8 150 + 12 154 + 12 146 + 16 595 + 41
1,000 142 + 13 157 + 15 159 + 15 152 + 16 611 + 51
Female 0 111 + 9 110 + 10 106 + 1IN 105 + 11 432 + 39
100 110 £ 15 103 + 13 101 + 15 100 + 11 414 + 53
300 110 + 11 108 1+ 13 109 + 9 102 + 12 429 + 38
1,000 110 + 8 106 + 10 105 + 4 100 + 9 21 + 22

Mean t S.D.
—i Significant difference from control group;  *: P<0.05  ==: P=<0.01
N: Non parametric analysis



Table 4. ~-continued Food consumption

Exp. No. 2511 (115-045)
(wnit : g/week )

Sex Dose level Weeks of experiment Total
(ng/kg) 5 ) (5 — 6)
Male 0 179 £ 18 171 £ 16 350 + 32
1,000 172 £+ 10 156 + 14 328 + 23
Female 0 123 £ 16 114+ 9 237 + 24
1, 000 127 £ 11 117z 8 244 + 12
Mean + S.D.
Significant difference from control group: *; PS0.05 «*: P=0.01
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Table 5. Food efficiency Exp. No. 2511 (115-045)
(unit : %)
Sex Dose level  Weeks of experiment Mean
(mg/kg) 1 2 3 4 {0 — 4)
Male 0 41.6 + 4.1 3.5 £3.2 32.8+4.8 25.8 +4.1 32.8+2.7
100 41.4 + 2.4 4.4+2.4 29.4 £+ 4.9 24.1 £+ 1.6 32.4+ 1.9
300 41.5+3.2 32.6 £3.0 33.0 £+5.1 25.0 + 7.3 33.1+31
1,000 37.3 + 2.9+ 31.8 +4.0 27.5 £ 2.5+ 21.2 £ 3.6 29.3 + 1.6%=
Female 0 28.7 £6.1 19.9 £3.8 18.9 £ 5.5 15.8 +3.9 21.0+ 3.2
100 28.7 £2.2 19.7 + 4.4 19.3 £ 5.0 14.2 £5.0 20.7+ 1.3
300 26.7 + 8.6 19.7 £5.3 16.5 £ 3.2 10.2 + 3.8+ 18.3: 2.6
1,000 25.4 £ 5.5 17.5 + 2.8 13.8 £5.1 7.8 + 4.8+ 16.4 + 1.8+
Siuefnéni%igégi difference from control group: *=: P<0.05 **: P<0.01
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Table 5. -continued Food efficiency

Exp. No. 2511 (115-045)

{mit : ¥)

Sex Dose level Weeks of experiment Mean
(mg/kg) 5 6 (5 — 6)
Male 0 19.5 £+ 0.9 14.1 +3.3 16.8 + 1.4
1,000 18.4 £+ 2.5 14.0 + 4.4 16.3 £+ 2.4
Female 0 14.6 + 4.0 10.8 + 1.7N 12.8 £ 2.9
1,000 9.7 £+5.0 9.2 +6.1 9.6 £4.2

Mean + S.D.

%ignificant difference from control group;

Non parametric analysis

*: P=<0.05 =x: P<0.01



Table 6. Hematology Exp. No. 2511 (115-045)
Week: 4
Sex Dose level  No. of HCT HGB RBC MV MCH MCHC
{mg/kg) animals (%) {g/dl) (x10°/ur’) {im) {pg) %)
Male ] 5 43.6 + 0.9 14.6 £ 0.3 7.39 +0.35 53.0 + 1.8N 19.8 £+ 0.6 3.6+ 0.5
100 5 43.4 1.1 14.4 £ 0.3 7.32 £ 0.17 59.4 + 1.7 19.6 £ 0.3 33.1+ 0.6
300 5 43.3 : 1.8 14.6 z 0.5 7.30 +0.31 5.3+ 0.2 20.1 £ 0.6 3391 0.8
1,000 5 42.2 £ 2.4 14.1 £ 0.8 T7.22 + 0.48 585+ 1.4 1.5 £ 0.4 33.3 ¢t 0.5
Female 0 5 42.0 £ 1.4 14.3 + 0.4 7.23 +0.12 58.0+ 1.0 19.8 £+ 0.3 34.1+ 0.3
100 5 43.4 +1.3 14.7 £ 0.6 7.45 + 0.22 58.2 ¢+ 1.0 19.8 £ 0.4 4.0t 0.5
300 5 42.7 + 1.6 14.8 £ 0.7 7.53 +0.25 5.7+ 1.2 19.6 0.4 4.7+ 0.6
1,000 5 42.2 +1.2 14.4 £+ 0.5 7.50 £ 0.24 56.3 + 0.6+ 1.3 £ 0.4 343+ 0.6
Mean % S.D.
Significant difference from control group; *: P<0.05 »x; P<(0.01

N: Non parametric analysis



Table 6. —continued Hematology Exp. No. 2511 (115-045)

Week: 4
Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(mg/kg animals (x10°/nx’) (x10°/ma’) NEUT LYMPH MONO BASO LUC
Male 0 5 1156 + 87 17.2 £ 3.5 9+ 4 81+ 5 21+ 1 1+ 0 1+ 1 1+ 1
100 5 1106 + 124 10.9 + 2.8+ 11+ 4 8 t 4 1¢+1 1+ 1 0t 0 0+ 1
300 5 1067 + 99 11.0 + 2.6+ 11+ 3 87z 3 1+ 0 1+ 0 0+ 0 1+ 0
1,000 5 1191 t 155 14.0 + 4.5 14+ 4 83+ 4 1¢1 1+ 0 0t 0 1+ 0
Female 0 5 1102 + 89 841+ 19 8+ 2N 891+ 3 2+ 1 1+ 0 0+ 0 1t 1
100 5 1065 + 122 10.8 + 1.2+ 8§+ 2 881+ 3 2+ 1 1+ 0 0+ 0 1+ 0
300 5 1145 + 91 59+ L7« 12+ 6 81 7 2+ 1 1+ 0 0+ 0 1+ 0
1,000 5 1247 + 94 87+ 13 9+ 1 81 2 1+1 1+ 1 0t 0 1+ 1

%: Ngu]grophil LYMPH: Lymphocyte MONO: Monocyte FOSN: Eosinophil BASO: Basophil LUC: Large unstained cells

+ S.D.
Significant difference from control group; *: P0.05 =»: P<0.01
N: Non parametric analysis
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Table 6. —continued Hematology Exp. No. 2511 (115-045)
Week : 4

Sex Dose level  No. of Reticulocyte
(mg/kg) animals (%)
Male 0 5 B+ 5
100 5 19+ 5
300 5 24 + 8
1,000 5 24+ 4
Female 0 5 14+ 7
100 5 18+ 17
300 5 15+ 2
1, 000 5 19 £+ 4

Mean + S.D.
Significant difference from control group; «: P<0.05 *x: P<0.01
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Table 6. —continued Hematology Exp. No. 2511 (115-045)
Week: 6
Sex Dose level  No. of HCT HGB RBC MY ¥CH MCHC
(ng/kg) animals (%) (g/dl) (x10°/ ) (') {pg) (%)
Male 0 5 42.3 £0.9 14.8 £ 0.5 7.79 £0.25 54.4 + 0.8 19.0 £ 0.4 349+ 0.5
1,000 5 43.4 +1.5 14.9 £ 0.5 7.82 £0.4 55.6 + 2.0 19.1 £+ 0.8 34.3+ 0.3
Female 0 5 41.8 +1.0 14.7 £+ 0.3 7.51 + 0.11IN 55.6 + 0.6 19.5 + 0.2N 35.2 + 0.4N
1,000 5 41.3 + 2.1 14.7 £ 0.5 7.24 1+ 0.50 57.2 ¢+ 1.8 20.3 +0.9 3.6+ 1.3
Mean + S.D.
Significant difference from control group;  *: P<0.05 #«: P<0.01

N: Non parametric analysis



Table 6. -continued Hematology Exp. No. 2511 (115-045)

Week: 6
Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals (x10°/ng’) {x10°/nx’) NEUT LYMPH MONO EGSN BASO Luc
Male 0 5 1075 + 74 10.0 + 1.9 17+ 4 78+ 5 2+ 1 2+ 1 0+ 0 1+ 0
1,000 5 1067 + 102 9.5+ 3.3 18+ 3 77+ 4 2+ 0 1+ 1 0+ 0 1+ 0
Female 0 5 1068 + 52 6.3+ 3.3 . 17+ 6 79+ 6 2+ 0 1+ 0 0+ 0 1+ 0
1,000 5 1215 + 145 54+ 1.1 17+ 5 8+ 6 2+ 1 1+ 1 0t 0 1+ 0

NEUT: Ngugrophil 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<0.01

Pt
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Table 6. —continued Hematology
Week: 6

Exp. No. 2511 (115-045)

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

animals
Male 0 5 20+ 3
1,000 5 2%+ 4
Female 0 5 22 + 8
1,000 5 24+ 5
Mean + S.D

Significant difference from control group;

x: P=0.05

*%x: P<0.01
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Table 7. Coagulation Exp. No. 2511 (115-045)
Week: 4
Sex Dose level  No. of Fibrinogen
hgke) animls  (sec.) (Sec. ) (g/dL}
Male 0 5 13.7 + 1.0M 29.2 + 2.0N 250 + 23
100 5 19.4 + 3.9 36.9+ 4.4 243 + 17
300 5 25.7 + 5.3 43.1 + 4. 3% 255 + 16
1,000 5 38.8 1+ 17.9+= 57.3 £ 15. 5% 282 1 25+
Female 0 5 13.9 + 0.3 23.0 + 1.1 198 + 27N
100 5 13.4 + 0.6 27.5+ 3.0 190 + 6
300 5 16.6 + 1.4s= 33.7 + 2.6%x 171 + 2
1,000 5 4.1+ 1.1 34.0 + 5 1= 187 + 14
?S{?gifits:'agi: difference from control group; +: P0.05 == P50.01

N: Non parametric analysis



Table 7. —-continued Coagulation
Week : 6

Exp. No. 2511 (115-045)

Sex Dose level  No. of APTT Fibrinogen
(mg/ke animals (sec.) (sec.) (mg/d1
Male 0 5 13.9 £+ 0.6N 26.2 + 1.5 263 1+ 21
1,000 5 17.2 + 3.0 20.9 + 2.4%« 265 + 17
Female 0 5 13.7 + 0.4 21.2 + 2.3 210 + 17
1,000 5 14.1 + 0.4 20.8 + 1.8 213 + 25
Mean + S.D.
Significant difference from control group; »: P£0.05 =*: P<(.01

N: Non parametric analysis
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Table 8. Blood chemistry Exp. No. 2511 (115-045)
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 5 121+ 2.5 0.62 + 0.08 47 £+ 15 5.39 £0.21 3.11 £0.13 1.37 £ 0.10
100 5 9.9+ 1.5 0.64 £ 0.05 3z:10 5.43 +0.14 3.12 + 0.08 1.35 £ 0.11
300 5 9.9+ 2.0 0.60 + 0.08 49 t 12 5.39 £ 0.10 3.13£0.09 1.39 £ 0.07
1,000 5 127+ 4.1 0.61 +0.12 69 + 17% 5.48 +0.18 3.19 £ 0.12 1.40 + 0.08
Female 0 5 145 47N 0.65 + 0.10 43 + 14 5.34 £ 0.11 3.21 + 0. 04N 1.51 + 0. 04N
100 5 13.1 + 1.4 0.58 +0.05 52 + 18 5.59 + 0.19 3.41 +0.13 1.56 £ 0.02
300 5 14.2+ 0.8 0.63 + 0.04 46 + 11 5.67 + 0.28 3.45 £ 0.22 1.55 + 0.10
1,000 5 1.7+ 1.4 0.58 + 0.09 T4 + 12%+ 5.99 + 0,35+«  3.62 +0.28 1.53 + 0.11
gﬁmﬂi%ig&g}c difference from control group; *: P<0.05 =x: P<0.0]

Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 2511 (115-045)
Week : 4

Sex Dose level  No. of Glucose Triglyceride GOT GPT ALP Gamma-GTP
(mg/kg) animals (mg/dl) (mg/d1) U/ /1) (/1) (/1)

Male 0 5 134 £ 12 50.5 + 18.0 57+ 19 11+ 2 161 + 25N 0.7 £0.5
100 5 124 + 17 45.2 +16.1 40 + 8¢ 12+ 2 150 + 7 0.7 +0.4

300 5 124 £ 9 60.9 + 22.6 Az Tex 12+ 3 167 + 52 0.6 £0.4

1,000 5 138 £ 19 48.4 +15.7 3B:r T 14+ 3 195 + 34 0.9 £0.2

Female 0 5 103 + 9 28.6 + 6.8N 62 + 15 12+ 1 95 + 22 0.6 +0.4
100 5 107 + 10 40.5 + 12.2 4 +  4xx 11+ 2 75+ 28 0.6 £ 0.5

300 5 102 + 12 289 + 1.3 4+ Tex 12+ 3 8 + 12 0.6 +0.4

1,000 5 115 £ 15 34.2 + 2.2 42 +  8xx 14+ 2 79+ 30 0.6 £0.4

Mean + S.D.
Significant difference from control group;  *: P<0.05  =+: P<0.01
: Non parametric analysis
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Table 8. —continued Blood chemistry Exp. No. 2511 (115-045)
Week: 4
Sex Dose level No. of T.bilirubin Sodium Potassium Chloride Calcium 1. phosphate
(mg/kg) animals (mg/dl) (mmol/1) (mmol/1) (mmol/1) (mg/dl) (mg/d1)
Male 0 5 0.13 £ 0.05 142.8 + 1.6 4.87 +0.42 109.3 + 1.8 9.8 +0.14 8.37 £ 0.58
100 5 0.12 £ 0.03 143.9 + 1.5 4.38 +0.13 108.3 + 1.0 9.81 +0.19 7.67 + 0.81
300 5 0.12 +0.04 143.2 £+ 1.2 4.38 +0.27 107.7 + 1.4 10.02 + 0.44 7.67 £ 0.76
1,000 5 0.10 +0.01 141.7 + 1.5 4.66 £ 0.42 106.1 + 1.5«  10.08 = 0.41 7.78 + 0.52
Female 0 5 0.12 +0.02 142.8 £ 0.5 4.60 + 0.30 113.3 + 1.2 9.74 £ 0.13 6.83 + 0.51N
100 5 0.15 £ 0.05 142.5 + 0.6 4.59 +0.31 110.9 £ 1.3+ 9.99 £0.12 7.08 +0.17
300 5 0.13 £ 0.03 142.6 + 0.8 4.61 £ 0.33 110.9 + 1.8« 9.84 £ 0.29 6.99 + 0.56
1,000 5 0.16 £ 0.05 141.9 £ 0.6 4,25 +0.14 108.8 + 1. 1= 9.96 £ 0.08 7.23 +0.14
g??mnn%igégi difference from control group;  *: P<0.05  *x: P<0.01

N: Non parametric analysis
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Table 8.
Week: 6

-continued Blood chemistry

. No. 2511 (115-045)

Sex Dose level No. of BUN Creatinine T. cholesterol T.protein Albumin A/G
(mg/kg) animals (mg/d1) {(mg/dl) (mg/dl) (g/dl) {g/dl)
Male 0 5 13.2 + 2.0 0.56 £ 0.04 52 +29 5.63 £ 0.42 3.17 £ 0.30 1.30 £ 0.08
1,000 5 10.8 + 0.7+ 0.58 + 0.05 38 + 10 57 £0.15 3.32 £+0.10 1.35 £ 0.06
Female 0 5 13.1 + 1.1 0.56 1 0.06 50 £ 19 579 +0.20 3.41 £ 0.17 1.44 £ 0.07
1,000 5 14.9 + 2.5 0.58 £ 0.10 61 +12 6.07 £ 0.10+ 3.60 £ 0.06% 1.46 +0.05
Mean + S.D.
Significant difference from control group; *=: P=<0.05 «*; P<0.01
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Table 8. —continued Blood chemistry Exp. No. 2511 {115-045)
Week: 6
Sex Dose level  No. of Glucose Triglyceride GOT GPT ALP Ganma—-GTP
(mg/kg) animals (mg/dl) (mg/dl) {u/1) {u/1) (U/1) {Us1)
Male 0 5 132 + 26 55.2 + 33.1 583+ 6 12+ 2 143 + 43 0.8 £0.4
1,000 5 139 £ 15 56.9 +10.7 41 1+ 5#x 14+ 3 116 + 19 0.5 £ 0.3
Female 0 5 116 + 14 49.1 £ 25.8 4t 7 12+ 1 90 + 22 0.8 £+0.2
1,000 5 112 + 7 36.9 £10.3 56+ 3 13+ 2 61 + 12+ 1.3 £ 0.5

Mean + S8.D.
Significant difference from control group; x; P=<0.05 =x: P<(.01
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Table 8. ~continued Blood chemistry Exp. No. 2511 (115-045)
Week : 6

Sex Dose level  No. of T.bilirubin Sodjum Potassium Chloride Calcium 1. phosphate
{ng/ke) animals (mg/dl) (mmol/1) (mmol/1) (mmol/1) (ng/dl) (mg/dl)

Male 0 5 0.12 £+ 0.05N 142.9 + 1.0 4.49 +0.26 107.9 + 1.4 9.76 £+ 0.39 6.90 + 0.60

1,000 5 0.11 + 0.02 143.6 £+ 0.8 - 4.70 £ 0.31 109.3 £+ 1.0 9.88 +0.23 6.99 +0.26

Female 0 5 0.16 £ 0.0IN 142.8 £ 1.5 4.18 + 0.12 110.8 + 1.7 9.62 +0.12 6.34 +0.62

1, 000 5 0.18 + 0.02 143.0 £ 0.9 4.50 £0.22«  109.6 + 0.7 9.78 £ 0.17 6.95 + 1.37

Mean + S.D.
Significant difference from control group;  *: P<0.05 *+: P£0.01
N: Non parametric analysis



AL 4 Jg N AR WASL Aty S 4 bbb 4 LA -

Table 9. Urinalysis Exp. No. 2511 (115-045)

Week: 4
Sex Dose level  No. of Volume Specific Gravity
(mg/kg) animals (m1)
Male 0 5 221+ 15 1.039 +0.021
100 5 11+ 4 1.052 £ 0.016
300 5 15+ 6 1.052 £ 0.015
1,000 5 28 7 1.044 £ 0.018
Female 0 5 13+ 2N 1.046 z 0. 006
100 5 12+ 4 1.050 + 0.025
300 5 11+ 5 1.057 + 0.031
1,000 5 20+ 10 1.040 +0.019
ok Mean + S.D.
(@ Significant difference from control group;  #*: P<0.05 #+: P<0.01

N: Non parametric analysis



Table 9. -continued Urinalysis

Exp. No. 2511 (115-045)

Week: 4
Sex Dose level  No. of Color Turbidity pH
(mg/kg animals 1 2345617891011 Clear Muddy 555665775885 29
Male 0 5 5 5 1 2 2
100 5 5 5 11
300 5 2 5 1 11 1
1,000 5 1 5 2 2 1
Female 0 5 5 5 111 1
100 5 5 5 1 1 1
300 5 3 5 2 11 1
1,000 5 2 3 5 1112

Color : 1= Colorless, 2= Slifht yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, ©= Dark red, 7= Dark brown,

" 8= Brown-black 9= Milky white,

10= Fluoresent green, 11= Blue.
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Table 9. -continued Urinalysis Exp. No. 2511 (115-045)
Week: 4
Sex Dose level  No. of Occult Blood Ketones Glucose (g/d)
(mg/kg) animals - /- 1+ - H/- 1+ 2+ 3+ 4+ - 0.1 0.250.5 =1.0
Male 0 5 4 1 3 2 5
100 5 5 1 2 2 5
300 5 5 1 4 5
1,000 5 5 2 2 1 5
Female 0 5 5 1 4 5
100 5 5 1 3 1 5
300 5 5 1 1 3 5
1,000 5 5 2 2 1 5




RG

Table 9. —-continued Urinalysis Exp. No. 2511 (115-045)
Week: 4

Sex D?:eé/ll(gyel No. of Protein (mg/dl) Bilirubin Urobilinogen(E. U./dl)
animals +/- 30 100 =300 1+ 2+ 3+ 0.11.02.04.08.0 =12
Male 0 5 1 3 1 5 2 3
100 5 1 3 1 4 1 1 4
300 5 1 1 3 3 2 1 4
1,000 5 2 2 1 4 1 4 1
Female 0 5 1 2 2 3 2 1 4
100 5 1 2 1 5 1 4
300 5 1 1 1 2 4 1 2 3
1,000 5 2 1 1 1 5 3 2
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Table 9. -continved Urinalysis : Microscopic examination of sediment Exp. No. 2511 (115-045)
Week: 4

Sex Dose level  No. of Erythrocytes Leukoc Epith. Cells Casts Fat glob. M. threads others
(mg/kg) anipals - 1+ 2+ 3+ -1+ 2+ 3+ -1+ 2+ 3+ -+ - -+ -+

Male 0 5 5 5 5 5 5 5 2 3
100 5 5 5 5 5 5 5 5

300 5 5 5 5 5 5 5 5

1,000 5 5 5 5 5 5 5 1 4

Female 0 5 5 5 5 5 5 5 1 4
100 5 5 5 5 5 5 5 5

300 5 5 5 5 5 5 5 3

1,000 5 5 5 5 5 5 5 3

ok others : Crystals
~)
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Table 9. -continued Urinalysis Exp. No. 2511 (115-045)
Week: 6
Sex Dose level No. of Volume Specific Gravity
(mg/kg) animals (m1)
Male 0 5 21+ 5 1.032 £ 0.015
1,000 5 20 + 10 1.033 + 0.016
Female 0 5 10z 3 1.054 + 0.015
1,000 5 11+ 4 1.057 £ 0.027
Mean + S.D. '
Significant difference from control group; *: P<0.05 *x; P<0.01



Table Q. —continued Urinalysis Exp. No. 2511 (115-045)
Week :
Sex Dose level  No. of Color Turbidity pH
(mg/kg) animals 12345678 91011 Clear Muddy 5556657758805 =9

Male 0 5 5 5 3

1,000 5 4 1 5 1 4
Female 0 5 5 5 11111

1,000 5 1 5 11111

Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,

8= Brown-black 9= Milky white, 10= Fluoresent green, 11= Blue.



Table 9. ~continued Urinalysis Exp. No. 2511 (115-045)
Week: 6
Sex Dose level  No. of Occult Blood Ketones Glucose (%/dl)

(mg/kg) animals - - +/~ 1+ 2+ 3+ 4+ - 0.1 0.250.5 =21.0
Male 0 5 5 1 3 1

1,000 1 2
Female 0 1

1,000 5 5 2
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Table 9. -continued Urinalysis Exp. No. 2511 (115-045)
Week: 6
Sex Dose level No. of Protein (mg/dl) ' Bilirubin Urobilinogen (E. U. /d1)
(mg/kg) animals - +/- 30 100 =300 - 1+ 2+ 3+ 1. 04.08.0 =12

Male 0 5 2 3 3

1,000 5 2 2 1 1
Female 0 5 2 2 5

1,000 5 2 1 2 3
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 2511 (115-045)
Week: 6

Sex Dose level  No. of E rocytes Leuk Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals x—.wl:ll 2+ 3+ - 1+ 2+ 3+ ~ 1+ 2+ 3+ - t glo - i
Male 0 5 5 5 5 5 5 4 1
1,000 5 5 5
Fenale 0 5 5 5 5 5
1,000 5 5 5 5

others : Crystals
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Table 10. Organ weight Exp. No. 2511 (115-045)
Week: 4

Sex Dose level  No, of Body weight Brain Liver Kidneys Spleen
meke)  animals ® A @ @ )
Male 0 5 332+ 34 2.05 =+ 0.03 9.97 + 1.50 2.50 + 0.23 0.64 £ 0.07
100 5 319 + 20 2.01 £ 0.10 9.78 + 1.01 2.58 ¢+ 0.17 0.55 £ 0.07
300 5 335 + 30 2.03 £ 0.11 10.78 + 1.56 2.95 £+ 0.33+ 0.58 + 0.07
1,000 5 311 £ 16 1.99 + 0.07 12.35 + 1.64x 3.19 £ 0.38+= 0.55 + 0.03
Female 0 5 200 + 7 1.97 + 0.05 6.03 + 0.42 1.66 + 0.26 0.41 + 0.06
100 5 199 + 16 1.83 &+ 0.06+* 591 + 0.59 1.62 + 0.23 0.35 + 0.05
300 5 193 + 20 1.89 £ 0.05 5.8 + 0.73 1.65 £ 0.15 0.33 + 0.06
1,000 5 178 + 6x= 1.85 t 0.09%x 7.03 + 0.52% 1.68 + 0.22 0.37 + 0.03
Mean + S.D

Signiﬁcéni: difference from control group; *: P<0.05 ==: P<0.01



Table 10. —continued Organ weight

Exp. No. 2511 (115-045)

Week: 4
Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/ke) animals (ng) ] (mg) (ng)
Male 0 5 7T + 4 2.86 + 0.15 717 + 133
100 5 46+ 5 2.85 ¢+ 0.10 639 + 118
300 5 51+ 3 293 + 0.12 593 + 56
1,000 5 9+ 6 2.62 + 0.27 592 + 104
Female 0 5 64+ 5 8 + 11 485 + 46
100 5 5+ 8 87 + 17 411 + 24
300 5 59 + 7 82+ 18 365 + DT
1,000 5 5 + 10 78 + 10 401 + 87+

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. 2511 (115-045)
Week: 6
Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
(mg/ke) animals (g) (8) (8) (g (g
Male 0 5 410 + 30 2.15 ¢+ 0.04 11.99 + 2.02 2.87 + 0.21 0.70 + 0.02
1,000 5 377 + 18 2.03 + 0.10= 11.57 + 1.27 3.08 0.34 0.63 + 0.05+=«
Female 0 5 231 + 25 1.88 + 0.05 6.28 + 0.82 1.74 ¢+ 0.16 0.40 + 0.02
1,000 5 211 £ 14 1.8 + 0.09 6.11 £+ 0.72 1.66 + 0.14 0.42 + 0.04
Mean t S.D.
Significant difference from control group; = P<0.05 **: P<0.01
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Table 10. -continued Organ weight
Week : 6

Exp. No. 2511 (115-045)

Sex Dose level  No. of Adrenals
(mg/kg)

Testes

Ovaries

Thynus

animals (mg) 8 (ng) (mg)
Male 0 5 52 + 4 3.23 &+ 0.20 Mz 79
1,000 5 54+ 8 3.06 + 0.16 508 + 40
Female 0 5 60 + 8 84+ 7 468 + 99
1,000 5 64 + 14 8%+ 9 336 + T8¢

Mean 1 S.D.
Significant difference from control group;

*: P<0.05 *x: P<0.01
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Table 11. Organ weight per body weight Exp. No. 2511 (115-045)
Week: 4
Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
mgke)  aninals ® ® @) & @
Male 0 5 332 + 34 0.622 + 0.055 2.992 + 0.1628 0.754 £ 0.053 0.195  0.036
100 5 319 + 20 0.629  0.028 3.057 + 0.157 0.810 + 0.063 0.173 £ 0.029
300 5 335 + 30 0.608 + 0.025 3.199 + 0.190 0.879 4 0.045++ 0.174 £ 0.027
1,000 5 311 + 16 0.644  0.058 4.010 + 0,788+« 1.025 + 0.080%x 0.177 + 0.020
Female 0 5 209 ¢+ 7 0.945 + 0. 035N 2.885 + 0.146 0.79% 1 0.112 0.197 + 0.024
100 5 199 + 16 0.925 + 0.066 2.961 £ 0.059 0.810 + 0.080 0.177 £ 0.017
300 5 193 + 20 0.987 + 0.108 3.032 £ 0.093 0.860 + 0.063 0.174  0.034
1,000 5 178 + 6e+ 1.034 1 0. 015+ 3.941 £ 0.233++ 0.942 + 0.093 0.207 + 0.015
gf&"i?ig'ag't difference from control group;  *: P=0.05  +: P<0.01

Non parametric analysis



Table 11. -continued Organ weight per body weight Exp. No. 2511 (115-045)
Week: 4
Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/ke animals (%) (%) (%) %)
Male 0 5 0.014 + 0.001 0.364 + 0.043 0.221 £ 0.060
100 5 0.015 £ 0.002 0.897 + 0.058 0.199 £ 0.028
300 5 0.015 + 0.001 0.877 + 0.065 0.179 + 0.033
1,000 5 0.016 + 0.002 0.843 + 0.057 0.192 + 0.039
Female 0 5 0.030  0.001 0.041 £ 0.005 0.232 +0.019
100 5 0.030 + 0.004 0.043 + 0.007 0.207 £ 0.020
300 5 0.031 + 0.003 0.042 £ 0.005 0.190 £ 0.031
1,000 5 0.031 + 0.005 0.044 + 0.004 0.224 1 0.045
g%i?iﬁéﬁ't difference from control group; x; P<0.05 #*=x: P£0.01



Table 11. —-continued Organ weight per body weight Exp. No. 2511 (115-045)
Week: 6

Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
(mg/kg) animals ] (%) (%) (% (%)
Male 0 5 410 + 30 0.527 x 0.036 2.911 +0.310 0.701 + 0.061 0.171 + 0.012
1,000 5 377 + 18 0.539 £ 0.027 3.065 + 0.232 0.814 1 0.059*« 0.166 + 0.016
Female 0 5 231 +25 0.819 + 0.082 2.716 + 0.190 0.760 + 0.090 0.173 + 0.021
1,000 5 211 + 14 0.894 + 0.042 2.885 + 0.227 0.787 + 0.046 0.201 + 0.018

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



Table 11. -continued Organ weight per body weight

Exp. No. 2511 (115-045)

Week: 6
Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/kg) animals (%) *) (%) (%)
Male 0 5 0.013 + 0.001 0.789 £ 0.035 0.115 + 0.021
1,000 5 0.014 + 0.002 0.813 + 0.068 0.135 2 0.014
Female 0 5 0.026 + 0.005 0.036 + 0.002 0.201 + 0.024
1,000 5 0.030 % 0.007 0.041 + 0.005 0.159 + 0.035

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

x: P<0.05 *»: P<0.01
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Table 12. Summary of gross findings ( sacrificed at 4 week ) Exp. No. 2511 (115-045)

Sex: Male

Dose level  ( mg/kg ) 0 100 300 1, 000

No. of animals necropsied 5 5 5 5

Organ____  Findings

HEMATOPQIETIC SYSTEM

thymus red patch/zone 1 0 1 0

URINARY SYSTEM

kidney enlarged 0 0 1 4»
pale 0 0 2 4=

Significant difference from control group; =+ : P = 0.05
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Table 12. -continued Summary of gross findings ( sacrificed at 4 week )

Sex: Female

Exp. No. 2511 (115-045)

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

Organ__ Findings

100
5

300
5

1,000
5

HEMATOPOIETIC SYSTEM
lymph node enlarged

RESPIRATORY SYSTEM
lung colored patch/zone

DIGESTIVE SYSTEM
small intestine
formed

liver enlarged

URINARY SYSTEM
kidney enlarged

REPRODUCTIVE SYSTEM
uterus dilated lumen
broad ligament of uterus
cyst
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Table 12. -continued Summary of gross findings ( sacrificed at © week ) Exp. No. 2511 (115-045)
Sex: Male

Dose level ( mg/kg ) 0 100 300 1, 000

No. of animals necropsied 5 0 0 5

Organ____ Findings

RESPIRATORY SYSTEM

lung colored patch/zone 0 - - 1
red pa Zone 0 - - 1

URINARY SYSTEM

kidney pale 0 - - 4=

Significant difference from control group; =* : P £ 0.05
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Table 12. —-continued Summary of gross findings ( sacrificed at 6 week )
Sex: Female

Exp. No. 2511 (115-045)

Dose level ( mg/kg ) 0 100 300 1,000
No. of animals necropsied 5 0 0 5
Organ___  Findings

REPRODUCTIVE SYSTEM

ovary cyst 1 - - 0
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Table 13. Summary of histological findings ( sacrificed at 4 week ) Exp. No. 2511 (115-045)
Sex: Male

Dose level { mg/k% ) 0 100 300 1,000

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 1 2 3 1 2 3 1 2 3 1 2 3

HEMATOPOIETIC SYSTEM

spleen L ( 5) { 5) (5 { 5)
erythropoiesis, increased 0 00 0 00 0 00 1 00

DIGESTIVE SYSTEM

liver { 5) (5 (5) (5)
fatty 300 300 1 00 0 00
glyensra,g 0 0 0 0 0 0 0 00 1 00
swelll of liver cells 0040 000 2 0 0 5 0 Q=
granula 300 0 00 2 00 0 0O

URINARY SYSTEM

kidney (5) (5) { 5) { 5)
basophilic change 300 3 00 2 00 4 10
deposit of calcium 000 00 0 0 0 0 31 0=
eosinophilic body 100 010 110 1 0 2
hyaline droplet 0.0 0 0 0 0 4 0 0= 5 0 Q=
protein cast 0 00 0 00 0 0 0 3 00
tubular dilatation 000 0 0 0 0 00 2 00
infiltration/cellular 100 100 1 00 2 00
lymphocytic infiltration 1 00 0 00 0 00 000

ENDOCRINE SYSTEM

adrenal gland . { 5) {0) {0) { 5)
vacuolic change 500 - - - - - - 4 00

1: slight 2: moderate 3: marked .

{): No. of animals examined microscopically at thls site. -: Not applicable.

Significant difference from control group; * : P = 0.05 *=» . P £ 0.01
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Table 13. -continued Summary of histological findings ( sacrificed at 4 week ) Exp. No. 2511 (115-045)
Sex: Female

Dose level { Ig/kf ) 0 100 300 1,000

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 1 2 3 1 2 3 1 2 3 1 2 3

HEMATOPOIETIC SYSTEM

spleen . (5 (5) (5 ( 5)
congestion 0 00 0 0 0 000 5 0 0=

DIGESTIVE SYSTEM

liver c (5) w (5) { B) 0 (5) -
a e U Q0 0 0= 00 * 0=
swel in§ g% liver cells 0 00 0 0 0 Hh O 0=
granulation 3 0 ¢ 4 0 0 300 1 00

URINARY SYSTEM

kidney i (5)200 {5) 100 (5) 100 (5 00 0
basophilic change
deposit of calcium 100 0 00 0 00 0 00

1: slight 2: moderate 3: marked .

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

Slgmﬁcant difference from control group; =* : P £ 0.05 = : P <0.01
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Table 13. -continued Summary of histological findings ( sacrificed at 6 week ) Exp. No. 2511 (115-045)

Sex: Male

Dose level ( ) 0 100 300 1,000

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

No. of anjmals necropsied 5 0 0 5

No. of animals examined histologically 5 0 0 5

Organ____ Findings 1 2 3 1 2 3 1 2 3 1 2 3

HEMATOPOIETIC SYSTEM

spleen (5 (5)
deposit of pigment 000 - - - - - - 5 0 0#=
erythropoiesis, increased 000 - - - - - - 5 0 0%

DIGESTIVE SYSTEM

liver eatt (5) 30 0 ( 5) 000
atty change - - - - - -
granulation 0 00 - - - - - - 1 00

URINARY SYSTEM

kidney {5) (5)
basophilic 500 - - - - - - 310
"""““ff“é%é‘y"" 00 0 509
eosinophilic - - - - - -
rote??xcast 0 00 - - - - - = 100
tubular dilatation 0 0 0 - - - - - - 1 00
infiltration/cellular 000 - - - - - - 300

1: slight 2: moderate 3: marked .

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

Slgmflaant difference from control group; ** : P = (.01
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Table 13. -continued Summary of histological findings ( sacrificed at 6 week )

Bxp. No. 2511 (115-045)

Sex: Female
Dose level ( lg/k% ) 0 100 300 1,000
No. of animals sacrificed at 6 week 5 0 0 5
No. of animals necropsied 5 0 0 5
No. of amnals examined histologically 5 0 0 5
Organ_ - Findings 12 3 1 2 2 1 2 3
HEMATOPOIETIC SYSTEM
spleen t of . (5 ( 5)
deposit of pigmen 0 0 0 - - - - - 5 0 0=
erythropoiesis, increased 0 00 - - - - 2 00
DIGESTIVE SYSTEM
liver (5) (5
granulation 2 00 - - - - 1 00
URINARY SYSTEM
kidney . (5 (5
ilic change 200 - - - 00
llbay:‘aéﬁgcytic infiltration 0 ¢ 0 - - - 100

1: slight 2: moderate 3: marked
{): No. of animals examined microscopically at this site.
Slgmflcant difference from control group; =**x : P £ 0.01

-: Not applicable.
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