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W-VAFNT72) VORBEBRSICIIBHERRKRT 229D, (rj :(D(SD) £5v b2 H
WANBRRERSEBREERL <

Sy MIIBBERSKETL4RBE, SOoLNBREIIVEARB CIMES S RORE
BEZG. B 60 BEMAL K

WA-VAFNTZY v I—=vAANVIRERIE. 0, 10, S0BXT 250 ng/kg%2EH
1H., 4 BHEREOXRE L. —BRREOHE. FEHE. BHERNE. MEFEURE.
MEBERE,. MBLENRE. RRE, BSEERATBLIVREEREZERL 72,
BHE. BIEHEMI2AME L. BEHMPREIUVRSKRTHRLBBOMEL X UERES
£ L, | '

ZORRI. ROLBOEWSN G,

BREFMBLIVCEHEHMZELC T, BEVTHhORBIIRTHARRD SN - f |
Ho 150 ng/keBTRESBRESN., HEHABIA-THOHAICHERE L TRD oI,

EEE, O 150 ng/IgBHTHRE2HIORGERTRHE T, H#O 250 ng/lyBTEE2HE
CEESBD ST,

B|ERI, #HO 250 ng/MBTHRE1IEHOSEETR LU, £/, 8D 150 np/kgB TR
EE2BICENINCEEEZTRL

MBEEHRBOER. MEEL D 150 ng/kgBETANT M7 )y ME, NESOEVE, KR
REOEME., I/MREBLICRFORROFZEN . SSRETHMRKOTME, HTHF
REROEME., V VI REROFENBD O, BEHBEKTRORAETR., HEMER
RBDONHOD, D 250 ng/gBTRATI 7Yy MEXWENMIEETH » 7,
MERERECOER. HRYVERESCERTILEASNIE(LBRBD SN A= T,

ME{LEHREORER, OS] ng/kiBBLUHED 150 /B THRIVRFTa— R
BEEZTRL. SSICHED 250 ng/BT MMBITFREYIVEVYOFME, ETT LT3
Y AN RBEUAVTLOEHE, BT L UFANVTLOGE, EROEMEIED
Shic, BEMMRTHRORETIE. REXTRIEBD SNREMITXTEEL %2,

RBREOHER. BED 150 ng/LiBHTREOHM,. ROBRE/AL XVHBERNREESY
ODHEIFBED SN, BORFBRTIRLELEEZ T L, BERMKTRORETI.
hoDEARTRTHEL 2,



BEEBAETOMR. HED 150 ng/GBTHEBBLIVEBORERS K UENERNE
EERL. SORNMETHEANER)SE. #TRIFESERFEEEZRLL. Tho5D
ZEREEPERRTRICITRTEAEL, XRBLOMIZZRRBD S hEh- o

REZREOHER. HRFRTCIBRERTREHHYICEV T, HRYBOKEHNRR S
NEBELLTRBOREBILLBLIUVERVHED 250 ng/kiBic, FROBEXRIED 250
ng/kg BMEHED 50 BHBXT 250 ng/kgBic. RBEANHED 150 ng/lgBicBEEI N, £
oo BEERERTHRHYICEVWTR., HRYEOXEBE IR T I2RERBEINL L - 12,
MEBFRETR. BSKTRESEMICEVT, BRYBEOEEXRRRINWAIFLEELL T,

250 mg/kg BoOMBEICEHOLANTE. BROKXM.,. EMITE, BREE. FROFHAKE
B, BHElEE, MAEMBLU07 vy "~ HROBEAENBEEIN, T/, BRBO
ROEHTRELEZIEDOI vg/IqPILOBTHEMT 28RA%ERL 12, BEZBRHYMB S
WTiR. BHOEMMTE. WEOKM., EMTE. FROFHERER. BElaEE. 8
BEMBLUCERBRORKMAERFHEERIVTNLLRERLSKBICIRDT 30, BHohEHh
ot LD L. BBOBREBZICOVTIR 250 ng/UBoiEo2HlTHEI N, Hich
WTREEOHAENAON, £, FBOZ vy " —HEOBREEFD 250 ng/kgB it
bh, FTRLACEREI NI,

UEDRER, BHEE D 0/l EOBRTRERMERSCERT 2L L1BHON, &
BRI ng/kel¥MEan s,
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WA-VAFAT VDS y P ERVIUHHOREREEERR

FRILFEYEOLRLEEZFMT 2720, BREEE 1005, ERFEIYY
5. (EBREIE (BRGIENLE S B) o IHFRAEDHEICEZR
BROKFEICSVT] KRE-T. vy PEAVABEBORERSSEH
HBRZT- 7

nE, BROEHIBLFHSE INS, HEENS, QERHE U5

(BFIGEILAIIE) @ HREEFVECRIARRTEE/LENE
KRAEEHORECHEESLEED 2 NS BL4LHET I ZRER
2oWT| DE#ERTHOLL 7,
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18) " 0.97~0. 98 (ERRER)
xR K E 760 onHg ( 226°C)
1) £ & # HILKDER

19) #BRYEREBIY BRERTR. W 11 2XFLVI/—REL. ROBASA L,
BREBRYEDOLE

. ERLUERIT TReference data 1] ISR L 720
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D

)

D)

ABRMEBLUHE

HEHY

HALZ» PO (D) RBEEF ¢ — R « YN—R&H (BENREXRTE) 25
FHROSELIOA20HIC4EKTHESR 50 [T, 3 ICEEAL~,
BYERNLARREICSEMEMER, FREFEL10A28HIC6ERTHREEHBL 12,
BYEIZ0h CHEREICL> TEIMLL., BEABHECIVIEBRBEMRTIESKC
B0l REABYBKRBARITKDERE S/,
HYOEBENCHBELIUVBANBS 2 ART 3 LA CBEIEE r — Dy ERES
(Animal ID-No.) 29I &ick b BERIL -,
BRERBRBOEKERIET 125~140 ¢ T 100~121 ¢ TH 720

BYES LURERRER
BEHRBCHT I EE, RENEEEEZZRL TEAK,

FAEEHE

mERHK
FYRIANVTVRATLOREE WL XD 82 X 250, 86.10° ) THEL. BRE
RAEOBFMEIREENIT 2°C, HMNEENE10%. B EH 1 KEE. B 150~300
lux 12B%R (PRI TR ST FRTERHELT) &Lk,

BASH REEWY-EX RERSMAFPH) OKERFEEFR (F 6742 XD 480X
H176.5 em) 2@RL. 7O IMEHEH  KXA7F7VYVAR@EETY -V (W 20.0XD 28.2X
H18.0 co  AFHY — Y « AXR=X10, 152 ') CEPE LIRS ONELAREKEES
BRI E &7,

HEr—ViIRELE, REBIE1IBERIRZ I

BE. BHYOLEM TS, REBLIUTEEMREAD, T-sOEHEICHEERIILL
LEOLNZREERDOEILRED - 1,

i *t

BYcEALAREA Vv VBB TEKRRSYE (FEPTHRX) HEOKARBENR
BNIHRAMS v by =2 X% (Modified NIH Open Formula Rat and Mouse Ration)
REALL, FRELAAEORBYONIFE. AV VI VBBTERISEIMEEA
HXARBROHE VY — (AEMEIX) KB LEB L. £DO#ER%E TReference data
2 JIKAR L

& 7K

B 3KEKRKEESTBK/ XNVEDERICERIE .,
KEBEICE S KERKOAITE2MEAEA BERLEENEREL Y I/ — (BRERRAT)
R LER L 72, TOSHFEERESE MReference data 3] TR L %o
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RBRBEOMER
SBBEOMKEFRICHL 72
BRI 0. 10, S0BET 250 ng/kge L. BiIMiE 1 BEBEEE ST, £/, BERBAL
LT, WREBIUVESHER ICHBES ST, H60LEERL 72
2R B 1 2 3 4
AR ) 10 59 350
(ng/kg)
m W) M | @& | M | H | B | % | &
®wm | 10| 10| 5 ] 5 | 5 | 5 | 10 10
% 5 % 7 B 1001 2000 | 1101 ] 2101 | 1201 2201 ] 1301 ] 2301
stEB® L] | v vl v v ]
® % B =) 1005|2005 | 1105 | 2005 | 1205 | 2205 | 1305 | 2305
B &% T B 1006|2006 1306 | 2305
stmEE | | -] - -] -] ]
® w E = 1000|2010 1310 | 2310
* A-UAANDIAREREL I,
[AERREEH]

ARRICEL-THEBRREO DO 2HAMBERR (BREER

hHEE) ng/kgs BEEE10 ng/kgicBEL 72,

0, 60, 180 dKXTF 540
mg/kg ) ZEMELc, TOHER, ML D 130 ng/IPEOB T, FRBIOCBBICEER
TRRBRALE IR ok, #-T. UERRERSZBOSHRR. 2AHEEER
OhEED 180 ng/kgkDDLEY 250 ng/kgN B EEIL SN, LITAKS THRL.
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HBRNEOREERIEOE Lt BBYERB I -V A1V (FHFAFRIHREH.

REWFREH) <BBL. BY Uy FEHEVLTEHMEO&RSE L

BREFRIEE 10040 0.5 ot &L,
MBBICRI-VAMINDBEREL 72,

BE5HOAY

W A-UAFTZY R, BEBIE (10, S0BKT 250 ng/kg) KHAERZEBFRA LD
AETHREL. AV VHASKERVWTI—-VAANVITERL I,

ABZEICLETY., AYBIEARTI TRABRCREL

REHRA
BEFMIEMEL. BERTE, (BXT 250 ng/IeBFc>VW TR 2EMOEERAR
ZERL 7,

BRYE D3
BRERPOBBYNEOLER B LU/ RERTLOMS AL,

. REE (sREFKRE

BBYEOI—-— VA A NP TORERERAET I 2D, REBEEINICI) ag/kgic> VT,
BARUEE, AEFRELBIUV2ERICBESFZT - 720

. B RESF

0 10 S0P KT 250 ng/ke DB BICHOVWTHUVIKEAELANRNENTVELNE S O,
BEHERBLUBRKREBESHBCFLLBALL Ny FHOEBERTY VI UEHE L2
Lo

REHE, H—H /BESIFOFEBELIUFEEI MReference dats 4] IKRL o0
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BE. IEBLURE:

—BREOBE
£HYEEE2ERRL, PREROHFR. THRE, RMOE- BY. RTHYFE
ERBERITE Y — PCiERL o

®k =

hEIRERE, SEERBRRTITEELEMEL 2.

RMEIEHERFE PE N (A PF—, R4 X) ZHVTITV, JoyE—«F4 X7
1ok = R Up o

fHE

REBRIBEIERELCRBZEHXFE PE 00 (A PS5 -, X4 X)) ZHAVTRE
Ly 7avE—« T4 R CERL, BER (g/veek) BITEBHET (%) da v
Fa—-9ZRAVTEHL %,

ERRE

BEARREBERRER TRBLUVEEABRKRTRHRO 2EERKL -,

RMMICHUD ., BMEIHNIREERI S, BIME - FILTHBEEBEL. ERAFR»
oM L 72,

BH, REERRIDUA-RBLT /72 VvBY - EHEV I,

MEFHRE

Mm#EFHIREICIIMEB WV,

REIRAMAFZRELE TS H 0000 (Fr=a v, kB ZEVTTV., TEOHE
BEAEL A (BDTA-KFEmMMm#E) .

S| fn Bk # (WBC) Iy 1R BF AR &

7R g X ¥ (RBC) &R EF ARk

NE S DE VR (HGB) VT URAMMESOEVE
N b7 Yy bE (HCT) EFRMBROBTEEDHAHIE

¥ kM REE (M) RBC, HCTX b EMH
FHEFMBRMERE (MCH) HGB, RBC &K HhEH

LR MRMERBE (MCHC) HGB, HCTX D EH

ik %\ ' ¥ (PLT) S 1R B AR

H M ¥} & 2 & Ja—-H%A4 b I MY —F

BMREARI EROBRBCREL e’ BIRMBABRHKEEREIERL, A4 FYavT
R« FLYRBLTREL



RARMER (RC) BEHEODPMBEEMHAMREBENTN S REMEF+Eay b (FLEH
AR, ERBERAX) THREHR. MARKEXEZERLERL |
TROHEBRMARBERNEER -0 (TANV 7, BE) 2HVTHEL 72, %
Bwi (VB Y—-7HEMMIK) o

Yo bhnvE U ER (PT) quick | By

EHEARS Py RSSXF U HHE (APTT) yay bk

T4 )= UR (Fibrinogen) POV E VR
. M LENRE

MELEAREIZSEEECEEHOITEE CentrifiChen ENCORED (RN—2 —%3., XKEH)
B LT EKTACHEM TO0ON (24 v 7 &, XKE) 2HAVCTHEOEEBZRAEL 1o MEEZ7 Y

—vy—l (BREErY o v, ERETFRERX) KB L., JISBRHER 3000 r.pn

TTHHEBELAHL THMBEEA VW,

2 E o =] (TP) Ea—Vlwy b&E
7 N 7 I v (Alb) B. . G. &
A/G (A/6) HEE
i} - (Gl INVNI—XAF V5 —¥iE
B o B W (T6) BERZE
BavzxyFo-—-i (T-Chol) MR
R £ £ * (BUN) L7 —-ERBE
s VT F =t (Crea) TALAVHES Y VBREEE
BEYILEV (T. Bili) VT VBRRE
#ON YT A (Ca) Tk FVMBRE
® o’ Y v (1P) EYVIFUBTVEZDLE
F b U v A (Na) BRE
7V 7 AL (K) BB
5 E (cn BRE
TNVEIUVBEFFYFOKER

FSVRTIF—¥? (GOT) Karner B &
IV IVBEILE VR

FSURTIF—E® (6P7) Karmengh B &
y—=TINVFINIITUR

RPF5—F* (7 -GTP) Szasz 2B
TIWHYEFRRT 77 —F* (ALP) Bessey-Lowry-Brockdx B &

* HIOEHE T INCORE O T, fhid EXKTACHEM THRIEL 7,



5)

. RRE

REByr—UZ2BVTURM (FRUBOSBEHFAIIRZET) RERML, BB, 8RR
PHREBLIUBKET> ., TROHEEZREL &

R =
& E
& E
R bk E
/A &

REERREEERHIR-S (B4t 74 T, RERERBX) THVWTHEL 2, thER
R% 1500 r.p. 0. TEQMBLOAML 28, R (RFLIUNAT—REBEE) L. ER
L7

TROEBORMEICEN-TNNTF 4 ZAF4 v 7 ARG (AN « ZHEBHBR LS. RSk
K) 2HV, YWEIZRDITEE CLINITIK 200 (AR, XE) VA, RERRI
Heftt SR RIDIROFEEREA VI,

pH
® I
bV
-
Fe =
gynEYy

A= R RV, VY

REEHRE
RERIBESKRTRBIVEEZRETRICEY 2 —F VKR L, KOBRA S LEE
Lice ARMEEZRERIFRERY - MR L
LEEBIBEEERRATEREHERRT P 160 (A bS5 -4, R4 R) ZAVT. M. FE.
B, BB, BT, SEBPIURBIIoOVWTHIEL, EEER - AEEEEHL -,
IEERRERE L TEL. BR, BRER (ER/MESD) . LR, W, B, BMY. &
B (KBRE) BXUCARFRTEMAIBHLONALBRE - MRRZ N PUEBEFE L) VK
THEEL 2.
FEMABFNREIEE L ARE - MEBoS b, RERTRIHI L -NBRRLGAER
OB FE. BE. B, BB XU0EH (KBEB) KoL TrREL %,

A4 BRAMEBERHREN (FERSFW) TEHERIR > TREMBEXRLZEYL 7,
BEAORBRIANTFF VY Vo2V VRBE L, BRIZFEVI-—TEREL, BE
DEEBLUEERDVWTESL I,



) T~ DERE LKL

FHBOEF Y31 —-% .

VATFLERBOVWTEGL., HIHOF L,

SERRBOKE, HRER. AR, MEFNREME. MELEHNREB. RBEREE (R
BEXURLEDOS) | REERPLVUREER - hBH I, TRIRLAZEHUHUSR
KRV, BRI Bartlett OFHBREEZEML . SHROBARZ—TEBOSHSIT
ZRV. AP EECEHOEXKHRROBE I Dunnett DB EHBRE, SHOEE
BPRRLA2B81 ducnn OFZEHEHERETCHRBLZEERNENOEREERE L 1=,
Bartlett OEAHBRETAELIYHOBAR Kruskal-Vellis OFNBRELZER L, RO
BAER/UYRIA M w 70 umett OB ERBRETCHBERLSRERBMOEEEZER
FElLf, £, REXNBREZERICOVTIE Fisher OEHERRBRELEREL -,
FEBKBEISBLV1I%OHARETERL 2,
BHE. BintlettDELABRE. —TBREBOSBAHTB LT Kruskal-Faltis OMENRED
ERKERS B TLEMOBREEEREL 1=, '

FE=
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D

2)

3

4)

5)

= B & R

® T X

EFERE Figure | K. EERBLITRETHEZ Table LIZRL 7

GEmHEG, BEEDHRBRBZ2EUTNTORTREAREDONEI Mo, T, BR
PREBIcEWTH, BEONBRBXIY 125 0gf/MBTRTHRIED S AN T,

—BREOHE

—WREOERFEE Tible 15X Appendiz 1 2R L 720

BT, 250 ng/kg BTHRENRES2H 16, #E3BIC4H. #54RBITS5FAICHEE
Shic, REIEEHMICA-THAEL THEIN, BE1E FEBR5E) 2#icR
Bohit, F0M, 250 ng/ky BTASIEE2E (BR6E) c1fABEs i,
BT, 250 ng/ky BTHEHNRS2BIC1IA, #EIHIIH. HE4B T 4HHE
Xhi, REGEEHECA-THEE LB 1FABEs Wi,

173 L}

kEAPigure 2, Table 3 BEXY Appendix 2 IKRL 72

T, dBBICERLT 150 ag/iBTRE 2EM SHEEEMIMHEI N, 4B D&
ENMBLEETH oo BERTRICEITS 150 ng/LBFOMBERIINTA2FGEED
BORIT L I%TH-lc, BEHABICASZ E 25 ng/IBFoX/L3EIHEL. XRELOM
KZRBD SN 1,

TR, REHMDICHRELRERTZRITDON L - 2, BEMBICIRIEE 28
(FR6E) cHBRICHEBLT 250 /B TEHEENEEERL 7,

/HEE

BEBRAEFigure 3, Table 4 BX Appendix § IR L 70

HETR, fEBICEBELT 150 ng/ B TRE LACRERVRLER L, &5 28
BREINBERELIEIZDONT, 4 BMOBBERICTHER L - 1,

TR, BREHMPANBBLEERLTERBO SN R >, BEHAMTR,. HBH2E

(EBR6E) ITHBEHICHEELT 150 ng/BTHREEIBRLERL Lo

oESE R |

SRR E Table 5B KT Appendix 4 IZRL 720

BT, SEECEBELT 150 ng/IgBTREIBICEBEEFRLELY., 4ABOFHESR
BRICEIBDOoNL -7, BEHHTR, BAHE1E (BB5E) cBBICHKLT
250 ng/kg BTEETH - 1,

TR, REPHBIUCEERMEZELC THBRLRERTENEH LN - 72,



§)

D,

D)

MEFNRE
MEFENRELRZ Table 6B KT Appendix § IR L 72,

BRERTHORERER

TR, YEBCHEELT 150 ag/GBTAT M7 Yy M, ANESOELVEB LUK
RMVEEEZTRL. M/MVRE. BEMRFEELCBEFNRBNEBEEZ R L7, £OM. 105
KU ng/ B THBREROFME, V) Y REROEEIBD SN EEEEED S
WZEALTH - 7=,

HTid, MEBICHEBELT 50 0g/gBETA b7 Yy ME, ANES 0 EVE, RIOKRY
BLUCHFFREBREEZRL, M/MRE. )V VA RERBXCHEAFRORRIEMEERL
<o

BEEERTROREER

TR, RERTRIEDONALZEITXTHEHEL, MHBEEL 250 ag/keBHTEORY
Sh-BEBB R I - 7,

TR, R5RTRIEBDONLEMCOESSPEIEER LY, AT 7Yy MEZE2R
WWREEET. ABRBICHBEL T 250 ng/keBTEMCEETH > 2, /2. 250 ng/kg
BTRINBEICLBEL T NIl e, fRMRBIEMBEZRL

MK ERERE
MASREREBLERE Table TH KT Appendix 6 ITRL 720

BRERTHRORERR
WBEICHBE L THON /B TFo bo Y EVRBEIICERIZED Shicd, BH,-o
AEEMEO R VELTH s, TOMICIE. HELLHABBLRERLTEORBD SN
REFERBERE D -

HEMMRTROREER
ETE. RELA3HBELRNBHEE 150 ng/kiBFETERBD L - T,
BTk, SRBEICHEKRLT 10 /sl T74 7Y ) =S VENMEEETRL 7

mELFENRE
MBLFHIRELERE Table §B KT Appendin T IIRL 7,

BRERTHOREER

BT, BB CHEEBELT 250 ng/BTRIVAFo—I, TIL7T3I v, AGH. GPT .
REVLVEVBXUAY Y LNEE. v -(IPAEEZRL .

BT, SBRBICHEBELT 0 8L 150 ag/IsBWTRIVIRTFo—- LIS EEZRL.
50T 250 ng/lgB¥THIRE, GPT . BEYIWE VB EUTAN VY LOEE., EROEED
Byvohi,




9)

100

1D

OERRRTRORERER
BT, BECHEBRLT 50 ng/IgWTI VT FUBEBEZTRL o
T3 HBBICHRLT 250 ng/igB¥TRIVRAT o UAEEZRL 7

R®BR=E
REBESERL Table B KT Appendix 8 i/RL 7o

BRERTHORERER

BT MBRCHEBRLT 250 ag/L B TRENHEMERL, i 8. 0BXT 5. IBHHE
20, MBTHRORBYLR 1HABD SN,

HTid. HBBCHEELT 50 8L 250 0/ B THERORI-BYIE 1 HARD 50,
50T 250 ng/kgBETIR i DEMEEBYEM L., ol 6 00826, pH 5. 51 HIL pH 5.0
B2HTH - o

EEEEETEORERE
R - L REBEE 250 ng/kpBt e TORREAEIRED 5N h - I

BEER
SEEEB% Tible 10 BXU Appendiz 9 ITRL 720

BRERTHROREER
M b HBBICEBELT 150 /B THBS LUCHBERI&EZRL 7

EEPAMKTHOREER

s bERAETERB LT XTOREICS>VT, BHBEE 250 ng/kiB & TERIED
SN -t

HEHER - KEKL
HEER - AEE BXER) % Tadble 1 BXT Appendix IR L 7,

BRERTHROER |
BT RBICHEBELT 50 ng/liHTHE. BESLUCHEEANERNSEERL

TR RBICEBLT 150 /R THBS XUCRBENERNSHE. BITHEMER
b{ﬁﬁ%ﬁ'\'LfCo

EEHMARTROER

TR, BESRTRHRIADONLT(NTXTEEL, HBE L 250 ng/IgB L& TENE
HohiEdh -7,

BT, NRBICHBR L THFBS KUCNEENERIEMEERL 7,




12)

2)

b)

REFAKRE
HIRAARAZ Table 12 BXY Appendix 11ic. MBFENFRRIIE Table 13 BLU
Appendix 12 IT/RL 2,

BB R

ABORRATHERR LB, SRBE. 10, 08X 150 ng/BBOZrh PhEEHY
HSHF>TH - 7o

BRFETR, dRBICLBRL THRYBRSETE(SONLRFELLT, BBOEE
{E2% 250 ng/lsBOBEICS . i 4 #. BRIEHOHEICSH. Hic3F. FRORE
b3 250 ng/ksBOHEIC 3. BANEFHORIC2H], HD 50 HX 250 ng/kgBEic 1
BLUSHIKBEzIN, TOMBEIN/FRRE. HBBEL LU ng/LiBTHRED
RETH- T, _
6BORRTHERRLHYMIZ. HBBEB LV 50 vyg/LGBoRBEMESHT>TH-
7o

HBRFARTR, ¥RBICHBE L THRYERESBETE(AONLRERIBEI NI 1,
BEINKEFRELT, BBOBEMAIED 150 ng/lBic,. FROSEH XKEHLHOD
250 ng/kg Wi, KROBREBEIHEOMNBEBXIY 150 ng/LiBFC TN TR 1IATOEZD S
N,

MB R
BREKRTHONBEB LU 150 ng/UBRCODVWTOHBENREOKE. BH. BB,
FREXUEEIC 250 ng/GBOF B AONLFENIBEINLOT, B XY 5
mg/kg B, EIERBICO VLW THMEBERELEBL 7,

BRERTRESNTY

MGRRETR. SEHCEKL THERERSRBICSVHRE LT, BHOoEMAE. B
BoFxMl,. BREBLLUCHFBO 7 v N —HROBRLENHRED 250 ng/gBOL2FIT,
BROEMTES K CHFAREERY 150 0g/GBOROLABIUHD 4 flic, BHOH
FREEIEONBE. 10, NBLY 50 ng/BoOEicEhENl. 2. 4BLU5H
CEHEIN, £, FEROBMEREES 150 ag/GBORO4AABI D 24, B
Agma 250 ng/keBEOHET 26|, HETIFITHEI N,

RAERE, GBRH, REBMCZORINLI 2 LHRDOIBERLDETET 5,

(1) OB MIBEHE : BCEVWRETH- 1,
(2) FF Bk fefifl : MR SITHBINLY, BTIODBIREL

BIER ML bICHEINS, MTXDB L REL K,



(3) A RHEITEE : MBS bIcBEShin, BTEDBRE Lo
FRREE/INME : ETOBPICEE S his,
REEHE : BEODKFICERS NI,

FOMBEINILFRRIICEIIERBEOREITLEZ - 12,

Bl SRR T B R 5y
BERTHOBHAFRT 150 n/GBROBMICE MBS RBORD, FlOFHE
BE. BEMARS LUBROREERTIHLLIBRSNEhot, T, BBE LU
BHOAMAE. FBROMAEMS 250 1g/LBRORO 1 AcBRIN~0AT, i0OHE
B RERINShot, —FK, BREBRIREETHICAEL, AROEOFB TR
HORDONED SN d, BROEES X CHOFBTREENMKTH b REMIE/L
B2, BOMBIBLTREEOBBRNAEES hi,

RERLE, dBE. REBHACZORINAN - LFHROSIBERLDETET %,

(1) FF & R ML DICBBINAN, BTIOEREL

UUARER  ETOMAICBEI WIS,
(2) M REEFERE/L : HEE DTEHAKBD SN,

RAMEIE : ELDITHEINLY, ETIDE(REL

ZOMBEINIFRISKEIIOBERBOREICLEE » 1o,
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—BRREOBMEOHER, HIEL D 15 np/FTHESZD oI, HBRYERECLEE
ftEEZL SN, DM, HD 250 /B TEIE2EBIABEIBH Shicdt, BEET
b1,

RTHAR, BEOCThORBICLBEDONLH- T,

KEZ, BO 250 ng/k B TRE2~4BDOM., D 250 ng/ B TEIE 2 BICHBREIC
EBLTEEERL, Bt 3ELIERYBREICLIEIEZI Oh, #EKIE
CEVEIERED DN, HicBFA3ELR. BERTRICET3HEBRBYOKEH.
NBETEEODOLEENS L, 150 ng/kf BTHEDOLDOIPUBHE N2 &E
Zohd,

BERE. #O 150 0/ B THRE 1ECELPED N, BE 2B THERBICHEKL T
EEMNMEEZRL2EO 250 ng/BETHEIMNIBERODBBD S,

MEZHREOSE., HEDO 150 1g/gBTAT 7Yy M. AEX/OE VRS & UK
MERKOEM. /MK S & CEANREOBESAED b, X5 IcBORRTHMRY
ODEBENBD dhi. ARBUBREERT I VLANTHY A MES/TE VMEESR
REXYITHEELSD. LROBEELLA AT/ OE VL EZbDERRINEHK. &
 MRREEOERHE TV,

MABEREOHKR, MELAIHELHEARELONT, RRVERSOHLE I H

b f:o

M EFEAREORER, MED 150 g/ B TRDONRBREY LV E LV OFES L UED
FETEDONAEAVILOEERA PAEoEVIECER L B0 EBEELELS
N5, HENCATHANRBBEELHERING, £/, HD 50 BXK 250 ng/ks. HED
250 ng/kg BTRIVAFu—ILOEME. #D 250 ng/IgBTMEINSHEERL 2. BR
EEEELOARBIUVUERBESE, FIRAKRESETEEEZRTIEVAOoNhTVE, FHR
TREEELRETIREEHOLMRED SN TRV, (PT OFHE. REOHEMH
BHohTVWB, £/, O 150 ng/BTRDONCEROEE T, REOHEMICKE
TAEEEZZONS, #DME, D 250 ng/gBETTILTI VUHEHEERLER, £
ERRBESOHTIRNC, HD 250 ng/BTRDONLANYDLOTEER, TILTI VY
LOBAUELSEATNT I VEBERLIZRMIOEELHEEIN, BORBIHETDH
EROEEICH »7co TOM. HD 250 ng/gBTRD oMy -(MMOBEER, FITESH
DHBHbDERELONNUDI -, DEBBRTRORETR, REEXTRHILBED N
ZFVWTFhEEIBD SN,



RREDOHER. MEEL L 150 g/ B TREOEM. ROBRME(L, HETORMEROHE
rRHoh, TORHORBTRRAEBELEELZRL L, ROBRE(MIREOEMEER
LTHTr b EOFBEABDONTIVI LS, RBMOTHENRBREI NS, LBETHK
MERPBD SHIRDEHTEH - fco BEMAMRTHRORETITXTHESIBD 51/,

BEEBRAEORE. D 150 1g/ B THBILICRBOXER LS L VENERLNE
EERL. HRYEREOXBEEZZI SN, TOM., BD 150 ng/gBTRDSNIH
HEENEROTME. B0 1§ /B TRADSAEFANBEEROEEEINKERL TS
feBe. WRBLENTL, UERAENEEEAMIILEDDLELASN, BREFITOVWT
REBRYMELSCERT I LO0EIEAB TN > 7,

REXREOERE. ABFRTRESKATHRIAHM L THBOREL, BA. FE
DEANMEOR SR, FRORBBMAFEORERICHEI NN, AEXRETHE
HEgHTRBELLLLRBHEEL TV,

MBFRTR, RERTHERABNCS W TREMOANTE. RBOKN. EXLE.
M. FROFHERER. 7 v —SMROBZELENBED 250 ag/BOREAE
DOHT. FROBHEKEELN 250 ng/iBORBOB LALDH O —FHoRATHEE N,
BROWTFHEEIN VW THEBHEEE ML TV, T/, FROSEN B HEH
D 250 ng/kgD—EDOH TED Sh i,
FamoBERR/NERLEIES Sh, BRI A - BMMEE & £ FEEREEC X 351t
EEZOND, BROREEMIRER SV TRNBROSM THEEINITILTS
D, REVHICBRELTVAI LD S, HAREFEIEBRYERSIC k- THEASI N
SEPMESNG, BB, 1) 1g/BKBLVTHEEOLOESD 2 MICBENL SN
B, HROEBVHBRICLAD O N, poEARERBICIBHENS 2 LHSREARD
ERBERUEORETRRVEEZIONS, FRELUERBCED ShicEaRLEid.,
AFBUWEL A PAESOEVIES P 2HBRL. PHEOEFLASATVET =Y V%R
DILEYTHEI NS, BNE BB XCFBOBARREMIC LA RRERICEE b
DEEAZONI, $h, BHSIUCBRRBRTERSNZENAECFRICH T 2 HAKMI
AMESOEVMFECHTIEGORBEEMALLEL SN, MREREOERE D
—HLTW,
PEOMBFRRGABFREZEMITED .. HBYERSOLENREINE, LBROK
BYED 150 1/ B ERCHEINAREON., BHOAMAEL. BBOKM., AT
%, FROFEREE. REREE., HAZNSLUVEROREEONTELTEIERL
THREABY TIBES 3 VWREECBRI BRI N TV AABOEIITS B 2 L0F
BWaAhi, $7. BRTHEINABREREIBRSATREASY L b AL TR
MM TEENEELTWAS, ChEBSERTLERLA PAEZab vIENLE S
CHBEL. BOFETLAERLZAONS, TOMBRINAFTARIRERD L UEE
KEBEMERRS ONTHRARERELZEL ONE,



DEDRER, 50 ng/ BORTREBORBEHFRELEROMMN., #TRIVXAFo—~
INDOBESBLIFRBROBERIEADoN, ZEBEBTH- 7, - T, BXLEBIMEELS 1
ng/kg LHEEIN B,
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Table 1. Survival and mortality Exp. No. 2292 (115-028)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 1 2 3 4 5 6 (%)
Male 0 10/10 10/10 10/10 10/10 5/5 5/5 0.0
10 55 5/5 55 5/5 0.0
50 5/5 5/5 5/5 5/5 0.0
250 10/10 10/10 10/10 10/10 5/5 5/5 0.0
Female 0 10/10 10/10 10/10 10/10 5/5 5/5 0.0
10 565 5/5 5/5 5/5 0.0
50 565 5/5 b/5 5/5 0.0
250 10/10 10/10 10/10 10/10 5/5 5/5 0.0

Number surviving / Number per group.
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Table 2. Clinical observation Exp. No. 2292 (115-028)
Sex: Male
Signs Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 5 6 (1 —6)
normal/Number per group 0 10/10 10710 10/10 106/10 5/5 5/5 10
10 55 5/5 5/5 5/5 0/0 0/0 5
50 55 5/5 5/5 5/5 0/0 0/0 5
250 10/10 9/10 6/10 5/10 3/5 4/5 5
sacrificed 0 0 0 0 5 0 5 10
10 0 0 0 5 0 0 5
50 0 0 0 5 0 0 5
250 0 0 0 5 0 5 10
trauma 0 0 0 0 0 0 0 0
10 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0
250 0 0 0 0 0 1 1
salivation 0 0 0 0 0 0 0 0
10 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0
250 0 1 4 5 2 0 5
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Table 2. —-continued Clinical observation Exp. No. 2292 (115-028)
Sex: Female
Signs Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 5 6 (1 — 6)
normal/Number per group 0 10/10 10/10 10/10 10/10 5/5 5/5 10
: 10 55 5/5 5/5 5/5 0/0 0/0 5
50 55 5/5 5/5 5/5 0/0 0/0 5
250 10710 9/10 7/10 6/10 4/5 5/5 6
sacrificed 0 0 0 0 5 0 5 10
10 0 0 0 5 0 0 5
50 0 0 0 5 0 0 5
250 0 0 0 5 0 5 10
salivation 0 0 0 0 0 0 0 0
10 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0
250 0 1 3 4 1 0 4
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Table 3. Body weight Exp. No. 2292 (115-028)
(unit : g)
Sex Dose level Weeks of experiment
(mg/kg) 0 1 2 3 4
Male 0 133 + 4 194 £ 7 250 + 12 302 + 17 338 + 18
10 133 + 3 194+ 5 251 + 8 301 + 12 338 + 16
50 133 + 3 198 11 254 + 17 307 + 24 343 + 31
250 133 + 3 189 + 8 236 + 13+ 279 + 23+ 311 + 27*
Female 0 116 + 3 148 + 6 171 + 9 189 + 12 209 + 16
10 116 + 5 151 + 6 174 + 11 191 + 17 212 + 18
50 116 + 4 150 + 8 175 + 13 195 + 14 210 + 17
250 116 + 4 149 + 8 171 + 13 190 + 15 206 + 19
g%‘i%tigégt difference from control group;  *: P<0.05  *x: P<0.01
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Table 3. ~continued Body weight
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Exp. No. 2292 (115-028)

(unit : g)
Sex Dose level Gain
(mg/kg) 00— 4
Male 0 204 + 18
10 205 t 15
50 210 £ 31
250 177 + 26+
Female 0 92 + 16
10 96 + 16
50 94 + 15
250 90 + 18

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

*=*; P<0.01
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Table 3. -continued Body weight
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Exp. No. 2292 (115-028)

(unit : g )
Sex Dose level Weeks of experiment Gain
(mg/kg) 5 6 (4 — 6)
Male 0 375 + 29 394 + 31 55 + 11
250 343 + 34 359 t 38 45 + 22
Female 0 237 + 14 250 + 14 30+ 6
250 214 £+ 21 226 + 17« 25+ 9

Mean + S.D.
Significant difference from control group; *x: P<0.05 =x: P<0.01
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Food consumption
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Exp. No. 2292 (115-028)

(unit : g/week )

Total

Sex Dose level Weeks of experiment
(mg/kg) 1 2 3 4 0 — 4)
Male 0 155+ 5 169 + 14 173 + 13 163 + 14 661 + 39
10 155+ 9 166 + 8 173 + 11 163 + 10 656 £ 30
50 152 + 10 164 + 21 167 + 20 157 + 22 640 + 69
250 141 + 9*x 156 + 13 163 + 15 156 + 16 616 + 4
Female 0 127 + 5 121 + 10 121 £ 13 117 + 12 486 + 38
10 128 + 9 116 + 8 112 + 7 113+ 8 468 + 27
50 128 + 7 116 + 14 121 + 8 110 + 13 474 + 34
250 128 + 6 120 + 12 123 + 13 120 + 12 490 + 35
Mean + S.D.
Significant difference from control group; *: P<0.05 xx; P<0.01
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Table 4. ~continued Food consumption

AlITrYO werner

\Talm

5514 rage 1

Exp. No. 2292 (115-028)
(unit : g/week )

Sex Dose level Weeks of experiment Total
(mg/kg) 5 6 (5 — 6)
Male 0 187 ¢ 18 170 + 14 356 + 31
250 179 + 17 167 £ 15 347 + 32
Female 0 142 + 8 136 £+ 6 278 + 13
250 141 + 12 123 + 9= 264 £ 20
Mean + S.D.
Significant difference from control group; *: P<0.05 «x: P<0.01
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Table 5. Food efficiency Exp. No. 2292 (115-028)

( unit : %)
Sex Dose level  Weeks of experiment Mean
(mg/kg) 1 2 3 4 0 — 4)
Male 0 38.7T+ 4.2 33.2 + 3.0 30.1.+ 3.7 22.0 £+ 4.4 31.0 + 2.2
10 39.3+ 1.8 34.9 + 3.3 20.0 + 2.7 22.3 ¢+ 4.3 31.3 + 2.5
50 42.8 + 6.4 33.7T+ 2.4 31.8+ 3.6 22.7T + 6.0 32.7T+ 2.7
250 39.6 + 3.7 30.1+ 3.9 25.9 + 4.8+ 20.3 + 3.1 28.7 + 2.9
Female 0 24.9 + 4.2 19.2 + 5.7 14.9 + 4.5 16.2 + 5.3 18.9 + 2.4
10 27.5 ¢ 3.0 20,2 £+ 5.9 14.8 + 5.5 18.2 + 2.9 20.4 + 2.6
50 25.9 + 3.3 21,7+ 4.9 16.56 + 3.7 13.6 £+ 5.0 1.7 + 1.8
250 25.9 + 4.1 18.0 + 5.1 15.9 + 4.4 12.8 + 6.2 183 + 2.8
w
(®)]

Mean + S.D.
Significant difference from control group; *: P=0.05 x*: P<(.01
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Table 5. -continued Food efficiency Exp. No. 2292 (115-028)
{ unit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 5 6 5 — 6)
Male 0 19.5 + 2.0 11.2 + 3.6N 155+ 2.7
250 16.0 + 1.7+« 9.3 +12.2 12.8 + 6.3
Female 0 12.5 ¢+ 3.0 9.0 £+ 4.1 10.8 + 1.7
250 881+ 3.9 9.9 + 4.2 9.4+ 3.3

Mean + S.D.
Significant difference from control group;  *: P<0.05  =*x: P<0.01
N: Non parametric analysis
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Table 6. Hematology Exp. No. 2292 (115-028)
Week: 4

Sex Dose level  No. of HCT HGB REC MCY MCH MCHC
(mg/kg animals (%) (g/dl) (x10°/ne’) (1) {pg) (%)

Male 0 5 41.8 + 0.7 14.1 + 0.3N 6.91 0.32 60.6 + 2.1 20.5 + 0.7 33.8+ 0.2
10 5 42.6 +1.3 14.4 + 0.4 7.13 +0.34 59.9 + 2.0 20.3 £ 0.8 339+ 0.3
50 5 41.8 + 0.3 14.2 + 0.1 6.89 +0.18 60.8 + 1.7 20.6 + 0.5 3391+ 0.2
250 5 37.4 + 1.2+« 12.7 + 0.5+ 6.20 +0.32%+ 60.4 + 1.9 20.6 + 0.5 34.0 + 0.4

Female 0 5 43.9 + 0.7 14.7 + 0.3 7.24 £+ 0.35N  60.8 + 2.5 20.3 + 0.7 33.5 ¢+ 0.2
10 5 4.4 £ 2.0 14.9 £ 0.7 7.30 +0.23 60.9 + 2.1 20.5 + 0.6 33.6 + 0.2
50 5 43.4 1+ 0.8 14.4 £ 0.2 7.13 +0.35 61.0 + 3.1 20.3 £ 0.9 33.3+ 0.3
250 5 36.9 +0.9% 123 +0.2%  6.16 £ 0.07* 60.0 + 1.7 20.0 + 0.5 33.4+ 0.4

Mean + S.D.
Significant difference from control group; x: P<0.05 *x; P<0.01
: Non parametric analysis
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Table 6. ~continued Hematology Exp. No. 2292 (115-028)
Week: 4

Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(ng/kg) animals (x10°/ma) (x10°/ur') NEUT LYMPH MONO EOSN BASO LuC

Male 0 5 1059 + 88 11.2 £ 2.2 11+ 2 88 + 2 1+ 1 1+ 0 0+ 0 0+ 0
10 5 1093 + 46 841+ 35 17 £ 5%+ 81 + 4+« 11 0 1+ 1 0+ 0 0+ 0
50 5 1093 + 73 11.9 + 3.7 18+ 2+« 8l + 2% 11 0 1+ 1 0+ 0 0 0
250 5 1427 + 98*x 16.8 + 1.1* 12 + 2 87 + 2 1+ 0 1+ 0 0+ 0 0+ 1

Female 0 5 1037 + 82 9.8+ 2.7 10+ IN 8 + 2N 1+ 1 1+ 0 0 0 0 0
10 5 1079 + 99 8.3+ 3.4 9+ 1 90 £ 1 0+ 1 1+ 0 0+ 0 0+ 0
50 5 1148 + 89 9.9+ 3.3 1+ 9 87+ 9 0+ 0 1+ 0 0+ 0 0+ 0
250 5 1338 + S0** 10.3 + 2.0 Tt 1xx 92 & Jsx 0 1 1 0+ 1 0+ 0 1+ 1

NEUT: Nguﬁrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
Mean +

Significéni; difference from control group; *: P<0.05 **x; P<0.01
N: Non parametric analysis
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Table 6. —continued Hematology Exp. No. 2292 (115-028)
Week: 4

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

Male 0 5 26 + 12
10 5 30 +10
50 5 33 +14
250 5 128 + 30+

Female 0 5 20 + 6N
10 5 24 + 4
50 5 27 + 11
250 5 111 + 32#«

Mean + S.D.
Significant difference from control group; x: P=<0.05 xx: P<(.01
N: Non parametric analysis
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Table 6. —continued Hematology Exp. No. 2292 (115-028)
Week: 6
Sex Dose level No. of HCT HGB RBC MCV MCH MCHC
(mg/ke) animals (%) (g/dl) (x10%/mn) (ar’) (pg) (%)
Male 0 5 45.0 £+ 1.5 14.6 £ 0.4 7.78 +0.18 57.8 + 1.5 18.8 + 0.3 32.5 + 0.5
250 5 42.9 + 2.9 14.0 £ 1.0 7.58 + 0.47 5.6 + 2.8 18.5 £ 0.9 32.7+ 0.3
Female 0 45.8 + 1.4 14.5 £+ 0.4 7.59 +0.24 60.4 + 1.4 19.1 + 0.4 31.7+ 0.2
250 5 43.8 + 1.2% 14.2 £ 0.3 7.28 + 0.40 60.3 + 2.1 19.5 + 0.7 32.2 £+ 0.3+«
Mean t S.D.
Significant difference from control group; x: P<0.05 «x: P<0.01
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Table 6. —continued Hematology Exp. No. 2292 (115-028)

Week: 6
Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals (x10°/ur’) (x10°/mn’) NEUT LYMPH MONO EOSN BASO LUC
Male 0 5 1147 + T7 9.8+ 1.5 4+ 6 81 6 1+ 1 1+ 0 0t 0 0+ 0
250 5 1148 1+ 211 11.2 + 2.8 17+ 9 8+ 9 1+ 0 1+ 1 0+ 0 0z 0
Female 0 5 1091 + 55 6.7+ 2.0 13+5 8+ 5 1+ 0 2+ 1 0 0 0+ 0
250 5 1190 + 110 6.3+ 1.2 14+ 9 8+ 8 1+ 0 1+ 0 0z 0 00

rbflgan?T: Nguﬁrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
+

Significénf difference from control group; *: P<0.05 #x: P<0.01
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Table 6. -continued Hematology Exp. No. 2292 (115-028)
Week: 6 _
Sex Dose level No. of Reticulocyte
(mg/kg) animals (%)

Male 0 5 36 t 23

250 5 39 +19
Female 0 5 29+ 6

250 5 14 + 4xx

Mean + S.D.

Significant difference from control group;

*: P0.05

x: P<0.01
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Table 7. Coagulation Exp. No. 2292 (115-028)
Week: 4
Sex Dose level  No. of APTT Fibrinogen
(mg/kg) animals (sec.) (sec.) (mg/d?§
Male 0 5 14.6 + 0.4 27.8 + 1.7 238 + 11
10 5 14.4 + 0.5 26.4 +1.8 251 + 15
50 5 14.0 £ 0.3« 25.2 + 1.7 239 + 16
250 5 14.9 £ 0.3 24.8 + 1.7 234 + 38
Female 0 5 14.7 + 0.0N 22.5+1.8 178 + 10
10 5 14.7 £ 0.4 22.0 £ 1.1 189 + 17
50 5 14.7 £ 0.4 23.1 £ 1.6 198 + 27
250 5 14.6 + 0.4 23.0 £1.0 180 + 21
g?ggi%igégf difference from control group; *: P£0.05 = P£0.01

N: Non parametric analysis
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Table 7. -continued Coagulation
Week: 6
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Exp. No. 2292 (115-028)

Sex Dose level No. of PT Fibrinogen
(mg/kg) animals (sec.) (sec.) (mg/d(l)g
Male 0 5 14.1 £+ 0.5 25.6 £+ 1.6 230 + 35
250 5 14.4 + 0.4 24.7T £1.0 249 + 77
Female 0 5 15.3 £ 0.3 21.8 +1.2 200 + 34
250 5 15.3 £+ 0.4 22.7 + 1.7 159 + 17%
Mean + S.D.
Significant difference from control group; *; P<0.05 *x: PZ0.01
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Table 8. Blood cheristry Exp. No. 2292 (115-028)
Week : 4
Sex Dose level No. of BUN Creatinine T. cholesterol T. protein Albumin A/G
(ng/kg) animals (mg/dl) (mg/d1) (mg/dl) (g/dl) (g/dl)
Male 0 5 11.5 + 1.9 0.69 t 0.06 46 + 5 5.30 £0.23 3.10 £ 0.14 1.41 + 0.06
10 5 10.8 + 1.2 0.61 +0.07 49 + 8 5.15 + 0.19 3.05 £ 0.09 1.46 + 0.04
50 5 12.0 + 2.3 0.65 + 0.08 58 + 14 5.30 +0.10 3.12 £ 0.09 1.43 £ 0.07
250 5 157 £+ 4.7 0.70 £ 0.10 73 + 15%x 5.54 +0.23 3.35 £ 0.12%+  1.53 + 0.07+=
Female 0 5 16.7 + 2.7 0.66 + 0.07 50 + 14 5.40 + 0.32 3.35 +0.32 1.64 +0.16
10 5 14.3 + 4.2 0.57 + 0.04 52+ 9 5.56 +0.24 3.48 +0.20 1.67 + 0.10
50 5 15.6 + 2.4 0.63 £ 0.07 70 + 8+ 5.66 + 0.38 3.57 +0.37 1.71 +0.20
250 5 16.6 + 4.0 0.63 + 0.05 91 + 22%x 5.93 + 0.49 3.78 +0.43 1.75 £ 0.15
=~
)
~ g(ia?mni:fkigégi: difference from control group; *: P<0.05 #*: P<0.01
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Table 8. —continued Blood chemistry Exp. No. 2292 (115-028)

Week : 4

Sex Dose level  No. of Glucose Triglyceride GOT GPT ALP Gampa—GTP

(mg/kg) animals (mg/dl) (mg/dl) (U/1) u/1) (U/1) /1)

Male 0 5 135 + 13 57.0 £ 15.6 8+ 8 12+ 1IN 198 + 37 0.9 £0.1
10 5 142 + 13 59.4 +19.0 5 + 16 12+ 1 169 + 61 0.7 £0.2
50 5 152 + 16 65.4 + 16.0 52+ 5 10+ 5 166 + 33 0.8 +0.1
250 5 129 + 13 52.9 +13.9 58 + 10 24+ T* 137 + 24 0.5 1 0.3#x

Female 0 5 105 + 16 29.7T + 4.6 54+ 4 11 + 110 + 24 0.6 £+0.2
10 5 110 + 13 38.9+ 3.4 52 + 13 10 + 105 + 28 0.9 £0.3
50 5 114 + 11 39.2 +10.6 8+ 6 10 + 102 + 35 1.0 £ 0.3

5 131 + 10 384+ 71 a1+ 17 15+ 1x 90 + 25 1.1 +0.3

250

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. 2292 (115-028)
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/d1) (mg/d1)
Male 0 5 0.10 £ 0.02 142.7 £ 1.1 4.71 +0.28 106.2 + 1.4 9.86 + 0.22 7.97 + 0.81
10 5 0.09 £ 0.02 142.1 + 1.3 4.70 £0.30 107.1 £ 1.9 9.63 +0.17 7.75 + 0.38
50 5 0.10 £ 0.02 141.7 £ 0.8 4.64 +0.31 105.9 £+ 1.0 9.82 +0.29 7.76 + 0.65
250 5 0.22 £0.02«x 141.3 £ 0.7 563 £ 0.34%x 104.7 £ 0.9 10.19 1 0. 37 8.26 £+ 0.54
Female 0 5 0.12 + 0.03 143.1 £ 1.5 4.77 £ 0.28 107.9 + 1.6 10.09 + 0.17 8.24 £+ 0.73
10 5 0.16 +0.03 142.6 + 2.6 5.18 + 0.58 106.6 £ 0.8 10.33 £ 0.47 8.25 £ 0.8
50 5 0.17 + 0.04 142.1 £ 1.2 4.54 £0.32 107.4 + 0.7 10.24 1 0.26 7.54 +0.38
250 5 0.25 +0.03+ 142.4 + 1.6 4.97 £0.23 104.8 + 1.6+«  10.76 + 0.18+x  8.37 + 0.49
%’?&"ﬁ‘&ﬁt difference from control group;  *: P<0.05  x: P<0.01

I age
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Table 8. —-continued Blood chemistry Exp. No. 2292 (115-028)
Week: 6
Sex Dose level  No. of - BUN Creatinine T. cholesterol T. protein Albumin A/G
(mg/kg) animals (mg/d1) (mg/d1) (mg/dl1) (g/dl) (g/dl)
Male 0 5 11.6 + 1.5 0.58 + 0.02N 61 + 8 5.37 £ 0.16 3.10 + 0.14 1.37 + 0.09
250 5 12.9 + 3.6 0.48 + 0.07*= 53t 9 5.29 +0.29 3.02 £0.17 1.36 +0.20
Female 0 5 16.3 + 1.5 0.51 +0.06 67 + 10 5.83 +0.40 3.51 +0.35 1.51 +0.14
250 5 15.6 + 3.3 0.53 +0.04 54 + 6 5.96 +0.31 3.67 +£0.25 1.61 + 0.11
Mean + S.D.
Significant difference from control group;  *: P<0.05  *+: P<0.01

N: Non parametric analysis

rage
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Table 8. —continued Blood chemistry
Week : 6
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Exp. No. 2292 (115-028)

Sex Dose level No. of Glucose Triglyceride GOT GPT ALP Gamma—GTP
(mg/kg) animals (mg/dl) (mg/dl) (/1) U/1) U/1) t/1)
Male 0 5 163 + 21 47.9 £+ 14.8 4 + 4 13 ¢ 123 + 18 0.2 £+0.2
250 5 148 + 14 41.6 + 8.3 48 + 7 13 ¢ 124 + 50 0.5+ 0.5
Female 0 5 120 + 21 49.8 £+ 21.4 53+ 8§ 12 ¢ 64 + 11 0.810.7
250 5 112 £ 15 44.0 + 10.3 5 + 15 13 + 75 + 24 0.5+ 0.5
Mean + S.D.
Significant difference from control group; *: P<0.05 *xx: P<0. 01
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Table 8. -continued Blood chemistry Exp. No. 2292 (115-028)
Week: 6
Sex Dose level No. of T.bilirubin Sodium Potassium Chloride Calcium I. phosphate
(mg/kg) animals (mg/dl) (mmol/1) (mmol/1) (mmol/1) (mg/dl) (mg/dl)
Male 0 0.13 +0.03 143.5 £ 0.6 4,48 + 0.07 106.9 + 0.7 9.92 +0.32 7.45 + 0.69
250 0.11 +0.03 143.4 + 1.1 4.40 +0.18 107.7 £ 1.1 9.78 £ 0.27 7.24 +0.24
Female 0 0.18 + 0.03 142.9 £+ 0.8 4.01 +£0.28 107.2 £ 2.0 9.94 £ 0.36 6.11 1+ 0.52
250 0.16 + 0.03 143.9 + 1.1 4.11 £0.39 108.1 + 1.6 10.15 + 0.36 6.37 £ 0.58
Mean + S.D.
Significant difference from control group; x: P<0.05 *x: P<0.01

rage
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Table 9. Urinalysis Exp. No. 2292 (115-028)

Week: 4

Sex Dose level  No. of Volume Specific Gravity

(mg/kg) animals (ml)

Male 0 5 16 + 1.039 £ 0.020
10 5 15 ¢ 1.051 + 0.015
50 5 20 + 1.039 + 0.021
250 5 33 + bx 1.029 + 0.005

Female 0 5 8+ IN 1.062 + 0.011
10 5 10+ 3 1,055 +0.017
50 5 13+ 6 1.051 + 0.021
250 5 26 + O« 1.028 + 0. 006*=

Mean + S.D

Significant difference from control group; *x: P<0.05  *x: P<0.01
N: Non parametric analysis
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Table 9. —continued Urinalysis Exp. No. 2292 (115-028)
Week: 4
Sex Dose level  No. of Color Turbidity pH
(mg/kg animals 1 234561728 91011 Clear Muddy 555665775885 =9

Male 0 5 5 5 1 2

10 5 5 5 3

50 5 5 5 11

250 5 5 5 2 2 1
Female 0 5 5 5 11 3

10 5 5 5 31 1

50 5 5 5 11111

250 5 5 5 212

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.
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Table 9. -continued Urinalysis Exp. No. 2292 (115-028)
Week : 4
Sex Dose level  No. of Occult Blood Ketones Glucose (g/dl)
(mg/kg) animals - /- 1+ 2+ 3+ - +/- 1+ 2+ 3+ 4+ - 0.1 0.250.5 =1.0

Male 0 5 4 1 1 3 1 5

10 5 5 1 3 5

50 5 4 1 1 3 5

250 5 5 1 4 5
Female 0 5 4 1 5

10 5 5 1 1 3 5

50 5 4 2 2 5

250 5 5 1 4 5
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Table 9. —continued Urinalysis Exp. No. 2292 (115-028)
Week : 4
Sex Dczsmg/ l1{3&1 No. of Protein (mg/dl) Bilirubin Urobilinogen (E.U. /dl)
animals +/- 30 100 =300 1+ 2+ 3+ 0.11.02.04.080 =12

Male 0 5 1 2 1 1 4 1 2 3

10 5 4 1 4 1 4 1

50 5 1 4 1 1 4

250 5 1 2 2 3 2 1 4
Female 0 5 1 4 3 2 5

10 5 2 2 5 1 4

50 5 1 1 1 5 2 3

250 5 1 3 1 4 1 2 3
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Table 9. —continued Urinalysis : Microscopic examination of sediment Exp. No. 2292 (115-028)
Week : 4
Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals -1+ 2+3 —- 1+ 2+ 3+ -1+ 2+ -+ -+ -+ -+
Male 0 5 5 5 5 5 5 5 2 3
10 5 5 5 5 5 5 5 5
50 5 5 5 5 5 5 5 2 3
250 5 4 1 5 5 5 5 5 2 3
Female 0 5 5 4 1 5 5 5 5 5
10 5 5 3 5 5 5 5 2
50 5 4 1 2 3 5 5 5 5 2
250 5 4 1 5 5 5 5 5

o)) others : Crystals



LG

ANTryo wener

\CLqo)

o0la rage 1

Table 9. -continued Urinalysis Exp. No. 2292 (115-028)
Week: 6
Sex Dose level  No. of Volume Specific Gravity
(mg/kg) animals {m1)

Male 0 5 23+ 6 1.025 t 0. 005N

250 5 24 + 10 1.031 £ 0.022
Female 0 5 22+ 9 1.039 = 0.016

250 5 13+ 6 1.043 £ 0.021

Mean + S.D

Significant difference from control group;
N: Non parametric analysis

*: P£0.05  *x: P<0.01
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Exp. No. 2292 (115-028)

Table 9. -continued Urinalysis
Week : 6
Sex Dose level No. of Color Turbidity pH
(mg/kg) animals 123 456 78 91011 Clear Muddy 55566.5717.5885 =9

Male 0 5 5 5 3

250 5 4 1 5 1 4
Female 0 5 5 5 1 2 2

250 5 5 5 1

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.
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Table 9. —-continued Urinalysis Exp. No. 2292 (115-028)
Week: 6
Sex Dose level  No. of Occult Blood Ketones Glucose (g/dl)
(mg/kg animals - +/- 1+ 2+ 3+ - +/- 1+ 2+ 3+ 4+ - 0.1 0.250.5 =1.0

Male 0 5 4 1 2 3 5

250 5 3 1 1 2 2 1 5
Female 0 5 5 3 2

250 5 5 4 1
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Table 9. -continued Urinalysis Exp. No. 2292 (115-028)
Week : 6
Sex Dose level No. of Protein (mg/dl) Bilirubin Urobllinogen (E.U./d1)
(mg/kg) animals - +/- 30 100 =300 - 1+ 2+ 3+ 1.02.04.0 8.0 =12

Male 0 5 1 4 5 5

250 5 4 1 5 1
Female 0 5 2 1 1 1 4 1 3

250 5 2 1 1 1 3
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 2292 (115-028)
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 5 5
250 5 4 1 5 5 2 3
Female 0 5 2 3 5 5 5 5
250 5 3 2 5 5 5
others : Crystals
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Table 10. Organ weight Exp. No. 2292 (115-028)

Week : 4

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

(mg/kg) animals (® {® (8) (8 (8)

Male 0 5 336 + 8 2.08 £+ 0.09 10.46 + 0.85 2.54 + 0.1 0.56 + 0.06
10 5 338 + 16 2.07 + 0.07 10.63 + 1.05 2.55 + 0.09 0.51 + 0.06
50 5 343 + 31 2.03 + 0.08 11.38 £+ 1.19 2.59 + 0.43 0.60 + 0.13
250 5 307 + 26 2.03 + 0.09 13.55 £ 1.58%= 2.57T+ 0.33 0.97 £ 0.11x=

Female 0 5 197 + 13 1.92 + 0.07N 6.06 £ 0.42 1.62 £+ 0.19N 0.37 + 0.07
10 5 212 + 18 1.95 + 0.01 6.45 + 0.4 1.77 + 0.05 0.39 + 0.04
50 5 210 + 17 1.94 + 0.07 6.99 + 0.94 1.81 £+ 0.13 0.43 + 0.07
250 5 210 £ 17 1.87 £+ 0.11 9.36 £+ 1.44%= 1.78 + 0.25 0.68 + 0.11%=

g?ggi%igégi difference from control group; *: PS0.05  #=: P=0.01

N: Non parametric analysis



Table 10. -continued Organ weight

nil 1 yv

¥~}

Lt

\wvigsiy

oL Iasc P4

Exp. No. 2292 (115-028)

Week: 4
Sex Dose level No. of Adrenals Testes Ovaries
(mg/kg) animals (mg) (®) (mg)
Male 0 5 9+ 5 2.8+ 0.17
10 5 51+ 17 2.93 + 0.12
50 5 49 + 4 3.03 + 0.3
250 5 41 + 6 2.90 + 0.12
Female 0 5 65 + 10 8 + 14
10 5 66 + 4 81 ¢+ 10
50 5 67 78 + 10
250 5 57 + 10 83+ 13

£9

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

*: P=<0.05 *x: P<0.01
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Exp. No. 2292 (115-028)

Table 10. -continued Organ weight
Week: 6
Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
(mg/ke animals (8) ) (8) (8 (g)
Male 0 394 31 2.08 + 0.08 11.25 + 1.56 2.78 £ 0.06N 0.59 £ 0.07
250 5 359 + 38 2.06 + 0.08 10.50 + 1.46 2.60 + 0.33 0.69 + 0.13
Female 0 250 14 1.99 + 0.08 6.88 + 0.59 1.82 + 0.14 0.43 + 0.04
250 5 226 + 17+ 1.93 + 0.03 7.02 + 0.88 1.74 + 0.20 0.46 + 0.05
Mean + S.D.
Significant difference from control group; *x; P<0.05 **; P<0.01

N: Non parametric analysis

1 U
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Table 10. -continued Organ weight Exp. No. 2292 (115-028)
Week: 6
Sex Dose level  No. of Adrenals Testes Ovaries
(mg/kg) animals (ng) (@) (mg)

Male 0 5 48+ 4N 3.01 + 0.18

250 5 52 + 12 3.14 + 0.22
Female 0 5 68 + 10 90 + 12

250 5 58+ 7T 9% + 13

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

Table 11. Organ weight per body weight Exp. No. 2292 (115-028)
Week : 4 |
Sex Dose level No. of Body weight Brain Liver Kidneys Spleen
mg/ke)  animals ) i % i )
Male 0 5 336 + 8 0.620 + 0.020 3.111 + 0.215 0.756 + 0.060 0.167 £ 0.019
10 5 338 1+ 16 0.613 + 0.038 3.145 + 0.184 0.756 + 0.032 0.152 + 0.018
50 5 343 + 31 0.595 + 0.041 3.317 £ 0.084 0.752 + 0. 064 0.176 + 0.037
250 5 307 + 26 0.662 + 0.026 4.407 + 0.249*= 0.840 + 0.131 0.316 + 0.031%=
Female 0 5 197 + 13 0.976 + 0.108 3.069 + 0.085N 0.822 + 0.061 0.185 + 0.032N
10 5 212 + 18 0.924 + 0.072 3.053 + 0.100 0.841 + 0.048 0.185 + 0.005
50 5 210 + 17 0.926 + 0.076 3.317 + 0.257 0.863 + 0.059 0.203 + 0.024
250 5 210 + 17 0.891 + 0.034 4.431 + 0.373*= 0.843 + 0.063 0.324 + 0.029%=
D
3 Mean i+ S.D.
Significant difference from control group;  *: P<0.05 =#: P<0.01
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Table 11. -continued Organ weight per body wéight Exp. No. 2292 (115-028)
Week : 4
Sex Dose level No. of Adrenals Testes Ovaries
(mg/kg) animals (%) (%) (%)
Male 0 5 0.015 + 0. 002 0.847 + 0.037
10 5 0.015 £ 0.002 0.869 + 0.059
50 5 0.014 £ 0.002 0.883 £ 0.033
250 5 0.014 £ 0.002 0.948 + 0. 066+«
Female 0 5 0.033 + 0.005 0.044 + 0.007
10 5 0.031 + 0.002 0.038 + 0.002
50 5 0.032 + 0.001 0.037 + 0.003
250 5 0.027 + 0.003*= 0.039 £ 0.004
Mean + S.D

Significant difference from control group;

*: P<0.05

*x*: P<0.01
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Table 11. -continued Organ weight per body weight Exp. No. 2292 (115-028)
Week: 6
Sex Dose level No. of Body weight Brain Liver Kidneys Spleen
(mg/kg) aninals (g) (%) (%) (% (%)
Male 0 394 + 31 0.530 + 0.039 2.842 + 0.172 0.708 + 0.055 0.150 + 0.024
250 5 359 £ 38 0.578 + 0.054 2.919 + 0.171 0.724 £ 0.052 0.192 + 0.034
Female 0 250 + 14 0.799 + 0.028 2.752 £+ 0.135 0.729 + 0.046 0.174 1 0.020
250 5 226 t 17* 0.857 + 0.062 3.098 + 0.262* 0.771 +0.103 0.204 1 0.022
Mean + S.D.
Significant difference from control group; *: P=<0.05 #*; P<0.01
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Exp. No. 2292 (115-028)

Week: 6
Sex Dose level No. of Adrenals Testes Ovaries
(mg/ke) animals (%) (%) (%)
Male 0 5 0.012 + 0.001N 0.769 + 0.100
250 5 0.015 + 0.004 0.880 + 0.064
Female 0 5 0.028 + 0.006 0.036 + 0.005
250 5 0.026 t 0.004 0.042 £ 0.004=
Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01

N: Non parametric analysis
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Table 12. Summary of gross findings ( sacrificed at 4 week ) Exp. No. 2292 (115-028)
Sex: Male
Dose level ( ) 0 10 50 250
No. of animals ngro/kgsied 5 5 5 5
Organ Findings
HEMATOPOIETIC SYSTEM
spleen black 0 0 0 Hxx

enlarged 0 0 0 Sk
DIGESTIVE SYSTEM
liver black 0 0 0 3

enlarged 0 0 0 2

white patch/zone 1 0 0 0

Significantly different from control group;

*x: P<0.01
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Table 12. ~-continued Summary of gross findings ( sacrificed at 4 week ) Exp. No. 2292 (115-028)
Sex: Female
Dose level ( mg/keg ) 0 10 50 250

No. of animals necropsied 5 5 5 5

Organ Findings

HEMATOPOIETIC SYSTEM

spleen black 0 0 0 4*

enlarged 0 0 0 3

DIGESTIVE SYSTEM

liver enlarged 0 0 1 Haex
REPRODUCTIVE SYSTEM ‘

uterus red patch/zone 0 1 0 0

Significantly different from control group; =*: P<0. 05 xx: P<0.01
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Table 12. —-continued Summary of gross findings ( sacrificed at 6 week ) Exp. No. 2292 (115-028)
Sex: Male

Dose level  ( mg/kg ) 10 50 250

No. of animals necropsied 0 0 5

Organ Findings

HEMATOPOIETIC SYSTEM

spleen black - - 1

INTEGUMENTARY SYSTEM

skin ulcer - - 1
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Table 12. -continued Summary of gross findings ( sacrificed at

Exp. No. 2292 (115-028)

Sex: Female
Dose level ( mg/kg ) 0 10 50 250
No. of animals necropsied 5 0 0 5
Organ Findings
DIGESTIVE SYSTEM

liver white patch/zone 0 - - 1
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Table 13. Summary of histological findings ( sacrificed at 4 week ) Exp. No. 2292 (115-028)

Sex: Male

Dose level  ( mg/kg ) 0 10 50 250

No. of animals sacrificed at 4 week 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 12 3 123

HEMATOPOIETIC SYSTEM

bone marrow o (5) ( 5) (5) ( 5)
hematopoiesis, increased 000 000 000 5 0 0+

spleen . (5) (5) ( 5) ( 5)
congestion 0 0 0 0 00 0 00 5 0 0=
deposit of pigment 0 0 0 0 00 0 00 5 ok
hematopoiesis, increased 0 0 0 0 00 0 00 5 Vi

DIGESTIVE SYSTEM

liver deposit of piement (5) 0 (5) 0 0 0 ( 5) 00 0 ( 5) 5 0 0
eposit of pigmen 0 0 ok
fatt e . 00 4 0 0 200 3700
smf e cell necrosis 00 0 00 0 00 4 0 0=
swelling of liver cells 0 0 0 000 000 5 0 D=
granulation . 1 1 000 2 00 0 00
extramedullary hematopoiesis 0 00 0 00 0 00 200

URINARY SYSTEM

kidney e (5) ( 5) ( 5) (5
basophilic change 500 4 0 0 300 300
cyst 0 00 0 00 100 000
eosinophilic_body 0 00 100 0 00 100
hyaline droplet 1 00 110 4 00 1 4 0«
tubular dilatation 00 0 00 0 00 3700
tubular cell hyperplasia 000 000 1 00 000

ENDOCRINE SYSTEM

adrenal gland . {5) (0 (0 ( 5)
vacuolic change 100 - - - - - - - 0 00

1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site.
Significantly different 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. 2292 (115-028)

Sex: Female

Dose level ( ) 0 10 50 250

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

CARDIOVASCULAR SYSTEM

heart . (5) (0) (0) (5)
infiltration/cellular 1 00 - - - - - = 100

HEMATOPOIETIC SYSTEM

bone marrow . (5) (5) (5) (5
hematopoiesis, increased 0.0 0 000 0 00 5 0 0=

spleen ( 5) ( 5) ( 5) (5
congestion 0 0 0 0 00 0 00 5 0 0=
deposit of pigment 0 1 00 1 040 5 (e
hematopoiesis, increased 0 0 0 0 00 0 00 4 1

DIGESTIVE SYSTEM

liver d it of o . ( 5) (5) 00 0 {5) 0 0 0 (5) 0
eposit of pigmen g 00 5 g *x
fatty change 00 2 00 1 00 2 0
mitosis . 0 00 000 0 00 100

le cell necrosis 0 00 000 0 00 2 00

swellil of liver cells 000 0 0 0 0 0 0 4 0 0=
ranula 200 4 0 0 300 100
ynphocytlc infiltration 0 00 0 00 0 00 1 00
extramedullary hematopoiesis 000 000 0 00 300

URINARY SYSTEM

kidney (5) {5) (5) (5
basophilic change 100 300 2 00 2 00

it of calcium 0 00 0 0 0 1 00 0 00

tubular dilatation 0 00 100 000 1 00
lymphocytic infiltration 1 00 000 000 000
fibrosis 0 00 100 0 00 000

1: slight 2: moderate 3: marked

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

Slgmflcantly different from control group; =*: P<0.05 =*x: P<(0.01
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Table 13. —-continued Summary of histological findings ( sacrificed at 6 week ) Exp. No. 2292 (115-028)
Sex: Male
Dose level ( mg/kg ) 0 10 50 250
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 1 2 3 1 2 3 1 2 3 1 2 3
HEMATOPOIETIC SYSTEM
bone marrow (5 (5)
infarct 0 0 0 - - = - - - 1 00
hematopoiesis, increased 000 - - - - - - 1 00
spleen ] ( 5) (5
deposit of pigment 0 00 - - - - - - 5 0 0=
hematopoiesis, increased 0 00 - - - - - - 1 00
DIGESTIVE SYSTEM '
liver (5) ( 5)
deposit of pigment 0 00 -~ - - - - - 2 00
ranulation 2 00 - - = - - - 1 00
ymphocytic infiltration 1 00 - - - - - - 1 00
extramedullary hematopoiesis 0 00 - - - - - - 1 00
URINARY SYSTEM /
kidney (5 (5)
hilic_change 100 - - - - - - 300
tubular dilatation 100 - - - - - - 2 00
lymphocytic infiltration 0 00 - - - -~ - - 1 00
1: slight 2: moderate 3: marked

(): No. of animals examined microscopically at this site.
Significantly different from control group; =**: P<0.01
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Table 13. —-continued Summary of histological findings ( sacrificed at 6 week ) Exp. No. 2292 (115-028)
Sex: Female
Dose level ( ) ' 0 10 50 250
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 1 2 3 1 2 3 1 2 3 1 2 3
HEMATOPOIETIC SYSTEM
spleen . (5) (5)
deposit of pigment 0.0 0 - - - - - = 0 5 0%«
DIGESTIVE SYSTEM
liver 4 it of o . (5) 0 0 0 {5) P
epos1it O plgmen - - - - - = *%
granulation 4700 - - - - - - 400
URINARY SYSTEM
kidney (5) (5)
basophilic change 2 00 - - - - - - 2 00
protein cast 1 00 - - - - - - 0 0 0
tubular dilatation 100 - - - - - - 000
ymphocytic infiltration 1 00 - - - - - - 0 0O

1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site.
Slgmflcantly different from control group; =x: P<0.01
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