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. B o

-+ 7FNVEEB%E §D %25y MI—ESMBARERS LB Hbh 2 iES L 0ERE
DEAZHEL. TOFBHEEPHSHMCT S0, BHBEORSC I3 NEMRERSEE
HBREEmL /-,

Sy PR 1IHHEESSETAEARE, dRBSIUTHER CIMBES S ROoRIER %
. BTEO0MZEMER L oo

-+ 7FLEEBRIZ. 0. 5% ANV KRFUAFLELO—R o« F MY T LKERICBEREL. 0.
25 125 BT 615 ng/kgxEH 1 E. 4 BAMEAREORES L. —BRREOBE. KEHA
E. BERAE. MEFEHRE, MAREERE, ORLCFHIRE. RRE. EEEER
EBLIUVRBFENREZT 7, Kb, BEMMBZERE L. BEETHLEARIRE
EEMEL I,

ZDHERE. RO EHEIN S,

—BRREOHE TR, HD 625 ng/BFETHEABD SNIH, BEFO—BEDORET
HEIEHOHBRYMBARESOEENTEB LI EI NI - 1,

EERERHED 625 ng/k B THmANE N, BEER, ORI TESMMEIZIEIIDE
Wont, BHEHRIIED 625 ng/ B TEMETH - 12,

MEEHIREDER., D 625 /B TAT P2 )y ML NESOEVBBLU 7 4
Ty ) - UBRDIEBRED SN,

MK ENREOREE, 625 ng/kg oM THEBHEOFEILAD SN, XS ICHDE
BTREER. JVT7F= v BEVILWEVBIT MIOEEY, BOBB TREZERD
EEIXED SN,

RBEORR, MED 12573 625 ng/IBRTREOHM,. SMmBRMI+TLEI+H. LK
M E LR UBYOEMBED S,

LEERBMEORRE,. TR 1UBXY 605 0/ B TCRBOEZEESIVHENEROE
. BEREMSEROSEIBHON, T 5IC 625 /B THEANERNSHEEZRL 2,
—A. BT 158X 625 ng/pBTHBENEENSEZRL. 51T 625 ng/ked
THEREZEEOSMHE., MHEEEREOBMEI/ED s hi,

FE2ARBTOER., ME¥NRETIRBRYERSOREN IR T IREL L THEO
ARl s LU FHEBE X ORERTHE SN, LAL. ThoOZE{LiZEE
SRETHICIBEIhEh-1zl e oTalitLibEEzL o, '

PIEo#ER, PHERBIMEL S 120 ng/ke, WEBB QML S 25 ng/ky MBS h,



2.8 B B B: [-r7FNEROSy F2BVAUBHORBERSEERRER

3.8 B H 1 FHRALEDEORLHUEZFET 7.0, BHRESE NS, XREN
., (IEBEIIUE (B tlEI2A $8) o IFHRAFEDEFZIR
BOFECODVWTL ST, Iy rEAVAUBHORELRSESR
HEBEfT-> 7,
nE. RROEMRBLTE 11185, GHEENS., BEEE 1135
(BFfIGIEIIARE) O THRCEME R IZRRUVEELEYE
KRAEEROHEBEDHESEED ARV BLARICEET I RRER
KoWT] OREZHRLTIDOEL

4. 5 B & 5: 2086 (115—-018 )




9. ¥ B ¥ H:

1) BHBWEL 1~F 7 F VB

D CAS No. 868173

Doy &S

) $t -3 99. 1%

5 R OH %

B RE & H Z&

DRREBHF Bty —HBRYEREE
DItk ¥ & I-Naphthylacetic acid (A-NAA)
DN (=R B CicH:r CH: CO: H

1 42 F KX Ci12H100:2

1) YMEDORRE HE¥ XK

12) MK/ BA 131.7 °C

13) HBRYERE BEARTR. W 1 2LF VI -CRE LIS

B, ERML RIS TReference data 1J IZRL 72,



10.

D

)]

3)

ABRMBEIUHE

HE gy

HEAL 722 v bOD (SD) RREEF+ —NLVAR - U —-FALd (BRERJINBEART) o
FERAFLIO0AZ2 1 BIR A BKTHES 50 K, 5 INWEZEAL K.

Y RN LEABRREICOBMEIEE,. PRA4FELIO0ASOEK 6EBTHREZBL K,
BRI O0UCHDBFERCL>TEIMEL. BEARMEECIDIERBEHERITILO
Bagli,
BYOENCHBESBIUBEABSEZART 3 LECHEHENEE Y — VcBERES
(Animal 1D-No.) ZMR 9 itk HEEBIL 22,
BESHREROKERET 130~14 ¢ . BT 112~122 § TH-1,

BB E L URKEERER
BEppHRBICH T 2ERAL, BENLEREZZTEL TRAL,

HEEHE

HERIER

BRI ANV 7 VRFLOHEBE (W42 XD 8.2 xH 2.5m ., 86.1 n° ) CTEHBEL., BIE
AHMOHBEMIRBEEN 1°C. HUABE 1%, BKEE 1 MG, B 150~300
lux 12FfE] (FFBT TR UT. FRTEHNIT) &Lk,

BRRXLH HEBHY-EX (ERBFFH) OKEXHTH (W74 2 XD 48.0x
H175.5 cn) 2AL, 7T I8EHE -KAF YLV XBEHES -V (F 10, 0xD 282X
H18.0 cn AFSY —Y « ZX—X10, 150 ¢0’) REPHE1IRTH>RELHFHEKkEEH
WEIN S,

RESA-VIIBE 1R, RERIH1IBNDEL -,

BE. BHPONEENEESY. {EBLIUVEEHHER. T~ OEHEEICEEERIL L
EELNARREFOZE ML = 72,

.5 =

BYIcSAEGERA YV T VBB TERNSE (FEBPRX) REORHBEEER
ENIHRBES v by, =V XK (Modified NIH Open Formulz Rat and Mouse Ration)
EEE LI, FRALLANORENOAFTE. &) VI IVEBTERRSEIHMEEA
BEEGSATE vy~ (REBESR) KEELEBLZ. ZOFERZ MReference data
2 JiIERL T,

£ 7k

B iIKEKREEER K VLD ERICERS 2,

ABEEICES kEKkOAREHMEEA BERLEEMNZREL VY - (BRBRERT
KB LERL 72, TORWERE [Relference date 3] IR LU 72,



$

ZREBE OB
ABEOBBRETEICRL %,

R0, 25, 120 BXT 625 ng/kp& L, IR I WS ST, £/, EEARA

ELT, ERBLUGHAERICHMERSSIC, FHIICEER L 2,

YR 1 2 3 4
A R 0 25 195 515
(ng/kg)

153 HE i i3 v 3 B 3 73 i3

B YK 1 10 5 3 § ) 1 |10
5% TR 1001 2000 11002100 | 1208 | 2201 | 1301 2301

B Y F S 1005 2005 ) 1105 | 2105 | 1205 | 2205 ) 1305 | 2305

Bl 18 #% 7 e 1006 | 2006 1306 [ 2308
P E OB B l - - - - l l
B ¥ & S 1010) 2010 13101 2310
(HEZHEEH]

ARBCAT-THEREC-HO 2 EMBERAR (& : (. 00, (HBXY
1,800 ng/kg > 2ERL 2o

TOER, B L0 ag/BTREXLIABD NI, £, BOT~XTOREH
THRBEEEIMEEEZRL, ED 00BXT 1, 800 ng/keBE, M 200 ng/lPlED
HTHRBREEES JUENEBOFTE BN, FHRTIMEHEEL S 600 ng/te
BETHELEEN TR ILAHEIN, ERERUBORBESERLERTHLT
BRROBEHEBDI/II~1/) BELERINL, #-T. xEROBREHERIZ 625
mg/kg &L, ATALSCTRULUTHEEE 125 ng/kg. EREE%E 25 ng/kg & L1z, 3l
I (LSBANEF O AFNRIT =X« F M) T LKEBHE) OAL2EE5T 50
BEEZRT L,



5)

6)

D)

§)

®’EH&E
BRYHEOBRESERIZOL Uit HBRYER 1LIBALVKF I AFLENT—R « F |
U bokigw (FEHETEERRNSH) CBRABL. BV UV F2RVTHSIEO®RS L 12,
REFRBIEE 10030 0.5 o2 &L,

SEEBICIEE (0.5%ALEFOAF IO —R«F MY DY AKERKR) OHETREL
7z

BRERORHH

1-F7FLEERIE, SAEIE (25, 125 BXY 625 og/kg) KHAERABFARALILKRF
TREL. A/ 9ASKEZRAVT LIBANEF Y AFNRILT~R « F M) 7 LKIEE
(FOEMERE T RS CBAL &,

BAYEBAT 1RV, ARKRIERAR T TEERICREL

wE5HME
BREPRRIBBEME L. BERTHR, (BT 625 ng/EHC >V TR 2BMOLERSR

%%mLfCo

BREEbOHBYEO S~ BELSIT

BEROE—# / BERIOLDERBHII>VWT, BlBIUE4EARSHANKOR
BN ET -1, BB, BEHOEEBIC>VWTR. FHAR (BRREF 2037) v
THUBRKBERETIARKETH I EVHEREIN TV 5,

Bt/ BEANOFELLITRERIE MReference date 4] IKRL



11. BE. REBIURE

D —RREORE
2V AEE2EHEL, DEFEROBE, THREYE, PO ~HY. XTHYZ%X

BEARBERRER Y — MTESL

2) & E:
FEEIBRSHEEBLCEEZABRETITHEA 1 BRAEL 72,
MERIEFHEE PE 3000 (A p3—-HH, A4 RX) ZAVTITFV, JaylE— e F4 X7
imEL 7,

D/ EBE
MEBIESBE I RRAEL-BELEHBHRE PE 3000 (A I3 —% ., X4 R) ZFVTHE
Le 709 E— ¢ P R7IZHE L. BER (g/veek) BLUTREMEK (%) T2~

Ea—4%2FVWTHEHBL

D BRRE
BERREGIRERTRBLUCOERRETROF 2EERKL 72,
RMIZED, PRI W BRHRRI S/, BPZT = - FUTHER., BEE L BERXHIR»
SHRM L 7o,
BE. MBEAGIDN-UBLU 7By -FEZRAVI,

. MEFEARE
MEEHREICIZOMmMEH VI,
BEIRAMBEFREEE TIMS 1 6000 (F7=a v, XB) AWV, FiLOHE

BEAIEL . (EDTA - IKFEmm#E) .

= m ® ¥ (WBC) BHERE

i m B ¥ (RBC) R BF R ik

AN®T Yoty (H68) YFUAPNESOEUE
N2 M2 Yy bE (HCT) 2FRMROERE VBT
ok RE R (Mcv) RBC, HCTX b EH
EEHFMRMERE (MCH) HGB, RBC&L b By
EgsRMRMERBE (MCHC) HGS, HCTX b B

iiil 7\ B’ ¥ (PLT) 7 1 B A v

B @t 8B § 4 X TJa—H#A brIz MY —F

BMREABILROBBTHEL 2%, HEAOBBREBRREEYUL. A4 7Y200
WK e FLYPRBLTREL 2,



AARMER RO BEEOLHPMEEZPRMEREBEHT S AEHEF vy oy b (FILEH
A&, RANKEX) ThEk, MABRKELELERLERL 1,
TROEBEERMGEBEMERER -0 (XA, BE) 2ZHAVTAEL =, ME%
Aot (7208 — MR

Fobho v LR (PT) guick 1 Brak

EHEAEES oV RS 2F VKR (APTT) Jow bEE

T4a TV =-5F U (Fibrinogen) oy UEBEE
. MELENBRE

MECEEREISHBAECFEHSITERE CentrifiChen ENCORED (NX—# —. XKEH)
BT EKTACHEM T00N (2% v 7%, KE) 2PBVWITTHEOEBER2AEL 2, M#%E 7 Y
—vy=N (BBRLE Y ro Ly BRERETFRER) CHML, HoMBESR 3000 rop.o
TTHAMRBLAOML TE-MBEEA VI,

©® = =i (TP) Ea—UlLy b&E
7T N T v (Alb) B. C. 6. &
A/SG (8/6G) T EM _
1m B (Glu) VI F T —EHE
b & B M (T6) BRE
BalLZR7Fo—Jb (T-Chol) MRE
R * =ZE ¥ (8UN) v L7 —PRBE
ARVEN AR =R (Crea) ThAVHEE ) VB BEE
BEYILE Y (T. Bili) VT VRERE
HON YT A (Ca) THhEF /S IEHRE
®; o v v (1P) FVITFUBTVELY LS
2l ) R A (Na) B
2B B v SN (K) BRZE
B * (cn qJEi
INE I UBAFY aRERR

FS VAT IF—%® (GOT) Katmen LB &
TNEIUVBREIE VR

FS VAT I F—F? (GPT) Karmen BB &

y— NI INEFT LR

RPF&F—E* (7 -GTP) Szas1 WE
FHUHVERT7 78 ~—E* (ALP) Bessep-Laowry-Brockdf BiE

* HIOIFE I ENCORE I T. fthiz EKTACHEM THIEL 72,



5)

R B 2
REy - UVZ2HAVTURYE (FHIIRISBRFRHIIIRET) REBERL, B, BE
POMELELXTRARBITDEN-o TEOHEZREL 72

S E e A
B OHOW R

REBRRLEBHRFIR-S (BRRL&E7 5T, REBERX) 2HAVWTREL ., LHERE
R%Z 1500 r.p.n TELMWMBELSBL 2B, RE (AF oAz —-BeaZEk) L. BR
L7a

THROFHEBORMEICWIN-TIVT 4 AT 4 v 7RG (TANVR - ZHKANSH, EEFEHR
X) ZHV. WERRASHFEE CLINITEK 200 (x4 LRHE, KRE) AV, BEICR
et 3R DI O FHEER & A 72,

pH
# n
b vk
B
% =
EyaLEy

Al ) BV AR

REZHUKRE
RERYHIRSRTHRBIUVARRBRTRICHYEZ I —FUHKBRL, ROBFE S EEH
Lic. IIRMAR-RERHFRER Y - MoE&L 1,
HEEEIBEERAEREHERE PL 160 (A PF—#H, R4 R) ZHWVT, k. FRE.
WL, . BR. EEBIUONE-SOVWTHEL, BEER - FELTEHL K,
LRREBERBATEHRE L TEEK, BR, FRE (LRNMEZEST) LB M. . B, B
B (KER) BIURABARTEMAI BHONARTE - BB I BHESEFH RV VK
THEZE L 7,
FREMEBEARERBEELLBE - B0 H>b. SR TRHRICEIN L B LSHAER
DL FR. BE. TRELCETILDVLVTREL

BHE, BB VWTRBESRICEENREDON LY, HRBLSHEEROBEMALY
FIRELT-Too T OB LIVCHEOREBOVTREHARBICE VL TELNED
SNfcihedh, B, PHABSIUCEAEBICSOVWTHERL =,



§)

RECR-> TWHEBRMERRT (REEEFEM) TREMBERZENL 2, EXogpg

@NThrFYY) ez F T vREBELI, BREIZFIEL VI -—TERBL, REOEEDL &
Uﬁﬁ‘k—?h‘fuaﬁ L 720

TS DERB KUHESTAIT

REBOET—%3ava—%« VRFLEBOVTERL. S L 7=,
EEBROKE, REER. ANUB, IAXEVREME. ORLFENREE. FREE (R
BHLUREEDA) | BEEERPLUVUREEE - AEHI, TRRLRLABHUIHFR
HEEWL, REIC Bartlett OFLHREEZREBL o ENLROBAR—TEEDOHELSWFT
2TV SHPEFTETCRBOEXRYINEROBEIE DunmettOFERBRRE, KBOEX
BOARNKWBHEEF Duncan O FHHERETCHBHESEERBMOEEZEREL .
Bartle  tDENHBRETCREIRDOE S Kruskal-Vallis OIEMBREEZERL. HEOD
BER/ v A M) v D Dunnett OFEHBRECHEH L SRERBOTEEZER
FEllk, £/, REZNRBEZEICOVTIR Fisher OEERBRESER L 72,
EEKERSBLV1BORRABRETERL 72,

Bartlett

sEE (TABRE| sae

L HY
—xiEE Kruoskal-Wallis
ST T B 1 8% E
BEZE FEZE BEE BEE
»D L »0 3L
w7 w7
BEEO L
Dunnett £ FE Duncan & E J RS A BMYw s
HERE ' HERE Dunnett EEHEKRE




12. 8 8 # 8-

DR TR
EERE figure | IS, EEMBRERTERIIT Table KR L,
BEHES, BEL ONBBEISUITXTCOBBE TRTARID ONLI N - 12, T2,
BRI, HEEINBRB IS 605 g/ B TRCARED SNEH - I,

1) —#RE
—BREBOHERRE Table 2B X Appendix 1 ISR UL 2,
BREBED, HD 625 ng/keBTLH (MBS TREXEBD Oz, T/, HOD
12§ ng/kg BTLH (MBS0 CAGFEYonk, £0#, &#EHHEB L UCEIHE
PREZEBELT. BEVThoBICOLREHYRIBEEINEIH -7,

DK E
EEXFigure 2. Table 3 BLT Appendix 2 IKARL 7,
BE2HBLUCIBICHEBED 625 ng/IBTHRECAR L TEENEY ORI, ChoD
TR, BEABCBEVTHNEBHICHKL TEREQCHEHRBICS » 125, HAFNEEER
BHohdbdh-t, ABEOKEHEMEBE., MBRICHBELT 625 ng/IgBHOHT 24 5 .
T § (EETH - 1,
BlIEHAMS, HHEE D 625 ng/ieBRE&EoEEHERNAZED N, 2HMOKEEMED
MEEONBEIOKRKTH -1,

D&’ HE
WEEEEFigure 3, Table 4 BT Appendiz 3 IKRL 7
BT, WIhoREBHLIMEHEIOMICHBERZR M- 1,
BT, 625 ng/ky BTRER 1 BLU2BACHBECEBRL TEMMED U 2,
ElEMREDE, MED 625 ng/ kB RNRBBELEZN T -1,

5) FERER
AR hER % Table S5LTF Appendix 4 IR oo
BT, 625 ng/hy BTHRSH2ABAICEELBD O N, 4 EEOTEERLHEE & EEIC
&L THEMCEEEZRL 2,
BTk, BESHMAEBELTIXRTOHREGHE T, BB LENLMh- 1,
EEPMD, MED 625 ng/keR 3B ICHBRLSEERICS - 7,



§)

D)

Ly

M#EFRE
MkEFENRELSREL Table §5£ T Appendin § /AL

BERTRHROER

HoD 625 ag/gB¥ T XIBBEICHBLTIAT M2 Uy MEBLUANES ot VBIFEMRZE
KL T

0o, OB XY (25 ng/kgBETA= 7 Yy MEDQEEH, 15 ng/kgBHTAE S
EVBOEENRA SN, BYUTAREMEEO T WETH - 1,

EEABETHEORER

HoD 625 ng/ B THERICEBELTAT NV y ME, A DEVE, ROEREB &
UEYFRNBREERBESEMBEBEEZRL 2R, WFNIEENLSHOGEERDOETH -
foo ZDMOFE IR S DRBRLENTH - 1,

MmakRE R E
Mk EERERSEEE Table TH KT Appendiz § IZ/RL 72,

HERTROER

TR, 625 ng/kg BHTHRBICEBELTI74 7Y/ - FUENEEZRL 7

BT, 625 ne/ky BTHBBICKHERL TERAEA oY E75 2 F VBRENEHER
Lich SENEEOEHBEROETD - 7,

DIEABRETHOER
MERED 625 mg/kgBfid. FYubo s EURKE., BEAES P VRIS IAFUORRBBET
T4 7N )= BEBCHBEREZNEI 1,

M LENRE
ML FERRELERE Table 83K Appendiz T IR L 7,

BERTHOER

BTk, HRBICHELT 625 ng/k e TREER. 7V T7F=v, hiflgl. BV L
EvBL APHRBEERLE, 20, $XTOREETNELS LA LY T LOKE
D, XoIUBBELT 125 ng/kgBT 0T, 25 ng/ B TREZROSEMESIBAD o v oA,
BEEAREOZWELHrEBNEHOTBOZE/TD - 7,

METIE. 625 ng/kg BT, BBICUAK L CREZRVEBELRL. dEEHNEEER
Lo




9)

10

1D

BIEERRTROER

D §25 mg/YpB¥ THRBICHEL T TRENMNEEZRLAN, FEOH2ELTIE
Bhote, TDOMOEBIMEEL SRNBBLEN T o7,

R #& &
IREBEERERE Table JB X Appendix 8§ IR L 72,

RERTROER

HETE, 125 BLT 620 ng/gB O BRICERL TRENEM L, 4. COBEBT
i ool 3 B AIHEML. S5 625 ng/ B TREBER. ¥ Uikt /- LBET
HORK+B L LRGBS MNL 72, £OM, 25 g/ B TREENGHEEZRL
e, BREMEEORVELTS -,

B2, 125 BLT 625 ng/ls R CHBBICHEBR L TREX ML, REENEBEETRL
Foo Ffoy COMBTREBATEHNREUHFHYLBD N, T 51T 625 ng/gBWHTR Y b
ViELR, BE L0 ag/dt, EYWNEVIH maEY /=4y L)L/, kBETLERM
RUBYSRD S,

EEABRRTROER
MEEE D (25 /BRI RTORERETCHRBELOMICHRAZIZ Db o 1,

REER
SBEHEESL Table 10 BL Appendix § IZRL 7,

BERTROER
BT, 125 BT 625 ng/bgWTHRBICHBE L THBEESEEERL 2,

TR, 620 ng/kg BTHRBERISEZRL. RRERFEEETRL 7

EESBRTROER
Bo §25 ng/ke B THBECHKE L THEBNEFEZRL Y, ERGEHAOCHE TS » 1,
ZOMOBEIMIE L H 625 ng/iy BEMBRLETEITDONL 7,

HEER-KEL (HEER)
SEEB -EFJHE Table 11 BBXT Appendiz 10ZRL A, -

REEKTHORER

TR, 125 BEE 625 ng/ B CHRBICHAKL CTEBRHENEENTEARL . BEH
HERNMEEEZR LU, 51 625 ng/ B THRBRESEREANSELRL 2.

T3, 125 BLC 625 ng/IgBOHERCHEK L THEBEANERIEEEZT L .




12)

1)

b)

EEABRETROER
LD 010 ag/ B ENBRELOMTEIRD AL -7,

REFXFNRE
SRR Table 12 BXT Appendix 11T, MEBFEWFRIE Tidle 1] BT
Appendiz 12 W/RL 720

BREXRTROHBFR TAHRYERSORENRREINIENLE LT, BBOEEH.
B 1UEXT 62 ng/IgBTZENEN 1 BL 46, FRO/NEHERES, D §25
ng/kg BHT2H, D 125BLT 615 ng/ B TENREN2 B LV 4 H., FRBOEKL
D §25 ng/LgBWTIARBMESI NI, 2O, BEINAFEIVFIHLIESHCERED
REICEEE -1,

EEABETROFERZRHY TE. FRVEARSOXLBITRRINIZE(LIBRREINNL
A RCY (oS

BRERTHOMBFNFRIPVWTERERICRANOMMERL, HBRYERSOEEN
REINAZFRIFRBB LB cEHEIN:, FRTRIAIMIEH /LMD 0. 25,
125 BXY 625 ng/kgBETZENENL. 2. S5BLKUSH. FHABEENED 625 ng/kg
HT2/cBEINI, SCFoERIMBED 625 ng/lgT1H EHMBICHREEHD
= T N O

BE, ZOMMOREL L THBEESDHEEINAEZLHEEZTRILTT,

(1) FF & AR M DICFVWREBERL I,
VURBRER  BEE BIKBEVWRETH - /2,
AL : HICEVLWRETS - 7

(2) B & FEEL BMELOIBVWRERTS - 72,
E0AE BITEVWVRETS - 105

ZOMBERINACFRRIVTI AR/ OREICL YT - /L,

EEABKRTEROHBERRFY TR, BRYHERSEORENRBINIELIBREIIG
Mol

(1) FR& (i) NEH  BVRERERL I,
(2) BI™ (&) MEELE  BORETH - 1,
TR SVWRERERLI,
zOo. BEIWTFARBOUITHOLBEREOREICIEE -~ 1,



13. BEBIUHR

HECTNOBTORTARRD oL 1,
—RRBOBET, RE4BIED 605 ng/BO I AICKRESFZD Shid BEFHO
—BUYDORETHEI Lh o, BRVERSOERNEBLIAZTIoNLh - T,

B, HHELS 625 ng/BETHEMAIAE S NI, BERG, #o0 625 ng/LBETHRE
BEBPIIELrRD o, HHHRI, EO 625 /B TEBEOENED LN, 48
MOFEEHNRLBEBE TS > 7o, TSSOV, HRED §25 ng/kFHOEEHMME
PEEICEHVESHR S FEMEAGICD - 1,

MEFOBRBEORR, D 025 ng/UBTAT 7y MBI UANES 0V BVEHE
PRLI, COBTRAMBRYELEBBICHARL TEMUBEETH - 1248, HHFENCE
BZ0RADON3EOLOTREL . BRMBAEROEMOA S hEd -2, T, MK
BESERECHL TR, B 625 ng/ B T74 7Y ) —F L BROBEENED SN,
ELOEERBERTHRBTOERETERM L b LERENE,

MBLENREDRER. D 625 ng/ B TCRERERBIP I/ VTFvoRENISTE
BicT A2 HEA, -, hEERH. BEYVLEVBIT APOEE,SFR - B
THEENRBEEINA, —K. D 62) ng/ B TRTEEHOITENIED SN, FFR
COMBNEEINE, TROOEAIVWTREEDKRLEICLY, BEERFZED ST
oo DM, HED §25 /B CTRAZROEENBADONLY, HEYERSOLEDL
ENEBETIRE D - 72,

RBREDFER, MEELD 105F7 625 ng/X B TRRBOWM, GMERLI+F 2 33+EY.
Rt E AR UBYOMMEESBDON. ChOoDORAVRBEBERTH S &, M
BICENRERZR, BEERLIDE. FRAOEBERBLAENLLEZZAONSE, €O
fit, BHETED SNLEIZ. BEFARPCBRED LOSRKHICEELZZA SN IE(TRY
hato,e

BEEBRATORKRE., TR 18X 625 ng/ R THBOEERS L UHNERDOE
B, BEEBAEANEEOEEIEY o, T oI i) ng/IiBFTHBECSERNSEE TS » 2o
Tz 1258 625 ng/ B THBENERISMBEEZR L. 51 625 ag/ ke B THE
XEEOSH. NEXEROEEI/IBD oN/,

REFHREOCOER., BRUHERSOREBVWRBINIFRHARE L T, MO EHI.
B 125 ng/bgl OB THBHEMEICBHESI N, £/ FBTREXI #ED (25 ng/
R T, DERBENED 625 ng/heBE. #D 125 0/l OB THEI N, TR



BEMAEIZD o, HBFNFHFRTL, BOFBICE W TALEENLLY 125 ng/ky
VEoBETZEhThLMAICBEIN, . DEAIBSSHHIEERES 615 ve/kiBTH
BIht, L, WIFhHBERENLTHY, roEBEXBRETHICABE I,
IOl EMNEERL Shi, B, SIRRBICRED §25 ng/kgBHB X UHED 115
ng/kg LEDOBICRohFRONEARLEEM T HBETHEBENRELEIBDON
Bhhotie e, BMFRTEAD SN BROER. BRI UMEERBEDIZIOVTH
IhoikGT 2 ERTEHERENZRLIBRINLI, - 1,

DEoléns, FEBRYEOBRNBEZIHETITE, FRIOoCETREBTHY ., &Y
SNEEALRVWTR L AFHDOENTH e, PERSMUELS S 120 ng/ty. BEBER
25 mg/kg L HIBR L 720
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Table 1. Survival and mortality Exp. No. 2086 (115-018)
Sex Dose level Wecks of experiment Mortality
(mg/ke) 1 2 3 4 (%)
Male 0 10710 10710 10/10 10/10 . 0.0
25 5% b5/5 5/ 5/5 0.0
125 55 55 5/5 5/5 0.0
625 10/10 10/10 10716 10/10 0.0
Female 0 10710 10/10 10710 10/190 0.0
25 55 &/5 5/5 5/ 0.0
125 55 5/5 5/5 5/ 0.0
625 10/10 10/10 10/10 10/10 0.0

no Nuwber surviving / Number per group.
o—



ce

Table 1. —-continued Survival and mortality Exp. No. 2086 (115-018)

Sex Dose level Weeks of experiment Mortali
ng/kg) 5> % § GO

Male 0 5/5 5/5 0.0

625 5/5 5/5 0.0

Female 0 5/5 5/5 0.0

625 5/5 5/5 0.0

Number surviving / Number per group.
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Table 2. Clinical observation Exp. No. 2086 (115-018)

Sex: Male

Signs Dose level Weeks of experiment Total

(mg/kg) 1 2 3 4 1—4

normal/Number per group 0 10/10 10/10 10/10 10/10 10
25 55 55 5/5 b/5 5
125 5/5 5/5 5/5 5/5 5
625 10/10 10/10 10/10 9/10 9

sacrificed 0 0 0 0 5 5
25 0 0 0 5 5
126 0 0 0 5 5
625 0 0 0 5 5

salivation ] 0 0 0 0 ¢
25 0 0 0 0 0
125 9 0 0 9 0
625 0 0 0 1 1




Table 2. ~continued Clinical observation Exp. No. 2086 (115-018)
Sex: Male

Signs Dose level Weeks of experiment Total
(mg/kg) 5 & (5—6)
nornal/Number per group 0 5/5 5/5 5
625 5/5 b5/5 5
sacrificed 0 0 5 5
625 0 5 5
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Table 2. -continued Clinical observation Exp. No. 2086 (115-018)
Sex: Female

Signs Dose level Weeks of experiment Total
{mg/kg) 1 2 3 4 (1—4)
normal/Number per group 0 10/10 10/10 10/10 10/10 10
25 55 556 55 55 5
125 5/5 5/5 5/5 4/5 4
625 10710 10/10 10/10 10/10 10
sacrificed 0 0 0 0 5 5
25 0 0 0 5 5
125 0 0 0 5 5
625 0 ] 0 5 5
trauma 0 0 0 0 0 0
25 0 0 0 0 0
125 0 0 0 1 1
625 0 0 0 0 0
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Table 2. —-continued Clinical observation

Exp. No. 2086 (115-018)

Sex: Female
Signs Dose level Weeks of experiment Total
(mg/kg) 5 6 5 — 6)
noreal/Number per group 0 5/5 5/5 5
625 5/5 5/5 5
sacrificed 0 0 5 5
625 0 5 5
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Table 3. Body weight Exp. No. 2086 (115-018)

(unit : g}
Sex Dose level  Weeks of experiment
(ng/kg) 0 1 2 3 4

Male ¢ 138 + 4 202 ¢ 11 258 + 16 314 + 24 357 + 30

25 138 + 3 206 + 5 262 + 8 317 + 10 358 + 18

125 138 ¢+ 3 204 + 5 260 + 6 317 + 11 349 + 14

625 138 + 4 197 + 10 241 + 13%x 294 + 15+ 333 + 17
Female 0 116 + 3 149 + 6 176 ¢ 196 + 11 213 + 14

25 116 + 3 151 + 8 175 + 6 201 + 11 215 + 21

125 116 + 2 148 + 9 174 + 9 195 + 13 215 + 16

625 116 + 2 146 ¢+ 7 166 + T» 184 + 8= 205 £ 14

no Mean  S.D.
co Significant difference from control group; x: P<0.05 #: P=(.01
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Table 3. -continued Body weight Exp. No. 2086 (115-018)
{ mit : g)
Sex Dose level Gain
(mg/kg) 0—4)
Male 0 219 + 27
25 220 + 15
125 211 + 13
625 195 + 16
Female 0 97 ¢+ 13
25 9 +20
125 99 +15
625 89 + 13

nNo Mean £ S.D.
O Significant difference from control group; *: PS0.05 = P<0.01
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Table 3. -continued Body weight

Exp. No. 2086 (115-018)

(unit : g)
Sex Dose level Weeks of experiment Gain
{mg/kg) 5 6 4 — 86
Male 0 398 + 40 418 + 41 5 + 7
625 369 + 19 400 + 26 65 ¢+ 15
Female 0 225 + 21 240 + 29 25 + 13
625 213 + 16 231 + 17 27+ 6
Mean & S.D.
Significant difference from control group; x: P<O.05 *x: P<0.01
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Table 4. Food consumption Exp. No. 2086 (115-018)

( unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 0— 4
Male 0 149 + 10 171 + 13 184 + 200 177 £ 21 680 + 58N
25 157+ 7 175+ 6 186 + 8 173 ¢+ 7 691 + 18
125 155 + 6 179 + 4 184 + 4 170 + 10 689 + 13
625 148 + 12 164 + 11 174 + 14 179 ¢ 16 664 + 44
Female 0 123+ 6 126 + 8 126 £ 9 125 + 10 500 + 27
25 123+ 9 127 + 11 129 £ 15 119 + 20 498 ¢+ 51
125 122 + 5 130 + 4 i29 + 7 122 + 6 502 + 20
625 115 + 5+ 117 + T 123+ 9 122 1 10 477 + 24

w Mean + S.D.
no Significant difference from control group;  *: P=0.05  #*: P<0.01
N: Non parametric analysis
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Table 4. —continued Food consumption

Exp. No. 2086 (115-018)

( unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 5 6 5 — 6)
Male 0 184 + 20 171 £ 17 355 + 37
625 171 13 167 £ 16 338 + 27
Fenale 0 122 £ 16 123 + 15 244 + 30
625 116 + 14 122 + 12 239 + 26
Mean + S.D.
Significant difference from control group; x: P<0.05 xx: P<(0. 01
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Table 5. Food efficiency

Exp. No. 2086 (115-018)

( unit : %)
Sex Dose level  Weeks of experiment Mean
{ng/kg) 1 2 3 4 0 — 4
Male 0 43.1 + 3.8N 32.5 + 3.1 30.5 + 4.5 24.0 £ 3.0 32.1+1.8
25 43.1 + 1.6 32.0 £ 2.6 29.4 £ 1.5 23.7 +4.9 31.7+1.9
125 42.6 + 1.2 31.1 £3.0 30.8 + 2.7 19.0 £ 3.7 30.7 £ 1.7
625 40.0 + 4.0 27.1 £ 2.9+ 30.3 £ 2.7 21.9 £5.3 29.4 £ 1.9%=
Female 0 27.3 +3.2 21.2 £ 5.2 15.8 + 4.5 13.5 + 4.4 19.4 £+ 1.9
25 28.3 £+ 3.9 19.1 £6.3 19.6 + 2.7 11.2 £ 5.7 19.7+ 1.9
125 26.1 £ 6.6 19.7 £ 5.1 16.7 £ 5.9 16.2 + 4.9 19.7 £ 2.7
625 25.5 + 4.4 17.6 + 4.5 14.7 £5.8 16.6 + 5.5 18.5 +2.3
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 5. -continued Food efficiency
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Exp. No. 2086 (115-018)

(unit : %)
Sex Dose level Weeks of experiment Mean
{mg/kg) 5 6 {5 —6)
Male 0 19.1 + 2.6 12.2 £ 5.2 15.8 + 2.3
625 19.9 £ 2.6 18.5 + 4.6 19.2 £+ 3.4
Female 0 7.3 £6.0 12.2 £ 5.1 9.7+3.9
625 8.6 + 4.6 14.2 £+ 3.1 1.5 £ 2.5
Mean + S.D.
Significant difference from control group: *; PL0.05 *x: P<0.01
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Table 6. Hematology Exp. No. 2086 (115-018)
Week: 4

Sex Dose level No. of HCT HGB RBC MCV MCH MCHC
(ng/kg) animals (%) (g/d1) (x10°/un®) () (rg) (%)

Male 0 5 43.7 £ 1.2 15.1 £ 0.6 7.59 +£0.38 577 + 1.3 19.9 £+ 0.4 HA.4+ 0.5
25 5 42.0 £ 0.8+ 14.3 £ 0.3+ 7.13 +0.13 58.9 + 0.8 20.0 £ 0.2 #.0+ 0.3
125 5 42.2 + 1. 1= 4.5 £ 0.4 7.40 £ 0.24 57.0 + 1.6 19.6 £ 0.6 343+ 0.3
625 5 40.6 + 1. 0= 13.8 £ 0.5%x 7.02 £+0.45 5779 + 2.6 19.7 £ 0.8 3.9+ 0.4

Female 0 5 41.6 £0.4 14.0 £ 0. 1N 7.20 £ 0.20 578 + 1.8 19.5 £ 0.6 33.71 0.4
25 5 42.1 £1.2 14.3 £ 0.5 7.25 £ 0.30 58.0 + 1.2 19.7 £ 0.3 3.9+ 0.2
125 5 42.3 +1.9 14.2 £ 0.6 7.15 + 0.28 59.2 + 2.1 19.9 £+ 0.8 3.5+ 0.3
625 5 40.1 + 1.4 13.5 + 0.6 65.93 +0.25 57.9 + 1.0 19.5 £ 0.5 3.7+ 0.4

Mean £ S.D.
Significant difference from control group;  *: P<0.05  #: P<0.01
N: Non parametric analysis
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Table 6. —-continued Hematology Exp. No. 2086 (115-018)
Week : 4

Sex Dose lavel No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals (xlé‘/m’) (%10%/u) NEUT LYMPH MONO EGSN BASO Luc

Male 0 5 1239 + 101 75+ 2.7 13+1 811 2+ 1 1+ 0 0+ 0 1+ 0
25 5 1393 + 142 9.5+ 2.7 11+ 2 84+ 2 1+ 1 10 0 0 111
125 5 1355 + 124 9.8+ 2.6 14+ 5 841+ 4 1+ 1 0+ 1 0+ 0 1+ 1
625 5 1127 1 169 10.1 + 0.9 11 + 4 8 t 3 1+ 0 1+ 0 0t 0 1+ 1

Female 0 5 1331 + 35N 53+ 1.6 17+ 7 801 8 2+ 1 120 0+ 0 0+ 0
25 5 1308 + 23 h.6 £+ 1.1 12+ 5 8=t 5 1+ 1 1+ 0 0+ 0 0+ 0
125 5 1369 + 102 5.9 1.2 16 + 4 82+ 3 1+ 0 1+ 0 0x 0 0+ 0
625 5 1374 + 178 6.0+ 1.3 21+ 6 T+ 6 1+ 1 1+ 0 0 0 0+ 0

NEUT: Ngutrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells

Mean i S.D.
Significant difference from control group; =*: P=<0.05 =: P<0.01
N: Non parametric analysis
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Table 6. -continued Hematology Exp. No. 2086 (115-018)
Week: 4

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

Male 0 5 30+ 4
25 5 24 £ 4
125 5 25 +12
625 5 30 11

Female 0 5 18+ 8
25 5 19 + 20
125 5 20+ 9
625 5 251+ 5

Mean + 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. 2086 (115-018)

Week: 6
Sex Dose level  No. of HCT HGB RBC MCV MCH MCHC
(mg/ksg) animals (%) {g/d1) (x10°/ ') () (pg) (%)
Male 0 5 46.9 £1.2 15.1 £ 0.3 8.13 £0.31 7.7 ¢+ 1.1 18.5 £+ 0.4 32.2 + 0.2
625 5 44.8 + 0. 8= 14.2 + 0. 3%= 7.66 £ 0. 15x 58.5 + 0.7 18.6 £+ 0.3 L7 1 0.2+
Female 0 5 43.9 £ 0.6 13.8 £+ 0.2 7.53 + 0.26 583+ 1.2 18.3 £ 0.4 3.4+ 0.1N
625 5 43.6 £ 1.1 13.8 + 0.4 7.39 +0.16 59.1 + 1.8 18.6 + 0.6 31.5 + 0.5

Mean + 8.D.
Significant difference from control group;  #*: P<0.05  #+: P<0.01
N: Non parametric analysis
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Table 6. -continued Hematology Exp. No. 2086 (115-018)
Week : 6

Sex Dose level No. of WBC Differential leukocyte counts (%)
(mg/kg) animals (x11‘ {(x10°/mx’) NEUT LYMPH MONO EOSN BASO LuC
Male 0 5 1251 + 98 10.6 £+ 1.3 12 + 3 8t 3 2+ 1 11+ ¢ 0+ 0 1+ 0
625 5 1251 + 96 10.7 £+ 3.7 14+ 2 821+ 3 2+ 1 1+ 0 0+ 0 1+ 0
Female 0 5 1297 + 83 6.0 + 4.3N 17+ 3 80+ 3 1+ 0 1+ 0 0+ 0 1+ 1
625 5 1320 + 152 4.7 + 1.1 18+ 7 79+ 6 1+ 1 1+ 0 0+ 0 01

NEUT Ngu{t)rophll LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil  BASQ: Basophil LUC: Large unstained cells

Slgmfmant difference from control group; x: P=0.05 wx: P<0.01
: Non parametric analysis



Table 6. -continued Hematology

Exp. No. 2086 (115-018}

Week: 6
Sex Dose level No. of Reticulocyte
(mg/kg) animals (%)
Male 0 5 260 £ 10
625 5 2 11
Female 0 5 20 + 10
625 5 27+ 5

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

LY

*: P<0.05

*x*: P<0.01



Table 7. Coagulation Exp. No. 2086 (115-018)
Week : 4
Sex Dose level  No. of PT APTT Fibrinogen
(mg/kg) animals (sec.) {sec.) (mg/d(l)?
Male 0 5 151 + 1.8 26.8 + 1.4 218 + 16
25 5 14.5 £+ 0.5 26.1 +1.2 208 t 16
125 5 15.6 + 1.3 26.4 +3.2 198 + 14
625 5 15.2 £+ 0.7 24.4 £ 1.1 185 1 18+x
Female 0 5 15.3 + 0.6 23.8 :+ 0.9 167 + 7
25 5 14.8 + 0.8 22.5 + 1.0 172 + 9
125 5 15.0 £ 0.5 23.5 + 0.6 175+ 8
625 5 14.8 + 0.4 22.0 1. 1= 171 + 8
S Mean + S.D.
no Significant difference from control group; *: P<0.05 #x: P£0.01
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Table 7. —continued Coagulation Exp. No. 2086 (115-018)
Week: 6
Sex Dose level No. of PT APTT Fibrinofen
(mg/kg) animals (sec.) (sec.) (mg/dl

Male 0 5 15.5 £+ 0.4 26.9 £+ 3.5 222 + 7

625 5 15.0 £ 0.5 271.7T £+ 1.4 210 £ 11
Female 0 5 15.5 + 0.8 21.8 + 1.8 153 + 15

625 5 15.4 + 0.8 23.9 + 2.4 160 + 14

Mean i+ S.D.
Significant difference from control group;  *: Ps0.05  #x: P<0.01



Table 8. Blood chemistry Exp. No. 2086 {115-018)
Heek: 4
Sex Dose level  No. of BUN Creatinine T. cholesterol T. protein Albumin A/G
(mg/kg) animals (mg/dl) (mg/dl) (mg/dl) (g/dl) (g/dl)
Male 0 5 9.7 + 0.6N 0.55 1 0.06 40 + 18 528 £+ 0.19 3.20 £ 0.15 1.53 £ 0.06
25 5 12.5 £+ 3.0+ 0.55 £ 0.05 47 £+ 11 5.16 £ 0.20 3.05+0.14 1.45 £ 0.03
125 5 1.0 + 1.2 0.58 £ 0.05 41 £ 13 519 +0.19 313 +£0.16 1.52 £ 0.07
625 5 1225 £ 1.0¢x  0.66 + 0.05%= 43+ 9 5.00 £ 0.28 3.00 £0.23 1.51 +0.10
Female 0 5 16.2 £ 2.6 0.58 +0.06 55 + 10N 5.55 ¢+ 0. 05N 3.45 + 0.08N 1.65 + 0.08
25 5 13.5 ¢ 2.1 0.54 £0.08 60 + 24 5.60 +0.33 3.45 £ 0.31 1.60 £ 0.15
125 5 13.6 + 2.1 0.60 + 0.08 5+ 6 5.58 +0.12 3.44 £ 0.14 1.61 £ 0.08
625 5 11.1 + 2.5+  0.61 £ 0.05 62+ 5 5.41 £ 0.09 3.32 £0.11 1.59 £ 0.10
+ Mean +S.D.
= S@gnificant difference from control group;  *: P<0.05 *+: P<0.01

Non parametric analysis
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Wock: 4

-continued Blood chemistry
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Exp. No. 2086 (115-018)

Sex Dose level No. of Glucose Triglyceride T.bilirubin GOT GPT ALP
{mg/ke) animals {(mg/dl) (mg/dl) {mg/dl) {U/1) {U/1) (/1)
Male 0 5 136 + 17 50.7 £+ 13.3 0.11 £ 0.02X 4+ 2 18+ 4 152 ¢+ 31
25 5 110 + 10+= 5.3+ 7.3 0.12 + 0.03 52 &+ Hex 13+ 5 123 + 42
125 5 109 + 5= 44.5 + 13.5 0.14 + 0.02 B3 + 3%« 6+ 3 129 ¢+ 19
625 5 108 £+ 9=x 82.7 + 22.2%x 0.25 + 0.08*= 46+ 4 14+ 3 223 + 25%=
Female 0 5 116 £ 15 3H.3+ 8.3 0.13 + 0.02 52+ 5 14 7 89 + 156
25 5 120 ¢ 21 32.8 ¢+ 4.1 0.12 £+ 0.04 52+ 6 12+ 4 M+ 29
125 5 115 + 14 471.5 + 17.6 0.15 + 0.02 47 + 5 13+ 3 107 + 31
625 5 121 + 4 56.7 + 11.2+ 0.15 1+ 0.02 56 1+ 11 16+ 3 117 + 27
Mean £ S.D.
Significant difference from control group; *; P=0.05 x*x: P<(.01

N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 2086 (115-018)

Week: 4

Sex Dose level No. of Gamma-GTP Sodium Potassium Chloride Calcium 1. phosphate

(mg/ke) animals (U/1) (mmol/1) (mmol/1) (mmo1/1) (mg/dl) (mg/dl)

Male 0 5 1.6 + 1.6N 143.3 + 2.4 5,03 £+ 0.54 105.9 + 2.1 9.80 +0.23 8.64 +0.75
25 5 0.2 +0.1 143.3 + 1.2 5.00 £ 0.32 106.5 + 1.5 9.3 + 0.33=+ 8.35+0.65
125 5 0.9 £ 0.6 143.0 £ 1.1 5.06 +0.33 106.5 + 1.0 9.17 £ 0.20%»  7.83 + 0.45
625 5 0.6 +0.3 142.2 £ 1.1 5.10 + 0.26 107.4 £ 2.2 9.38 +0.19# 8.45 £ 0.72

Female 0 5 0.8 +0.8 142.0 £ 0.7 4.55 £+ 0.25 110.0 £ 0.8 9.52 +0.23 6.64 + 0.38
25 5 1.6 +1.1 142.4 + 0.5 471 +£0.10 109.2 £+ 1.6 9.46 +0.25 6.27 £ 0.63
125 5 0.8 +0.7 1420 £ 1.1 4.54 +0.26 109.4 + 2.2 9.72 £0.24 6.63 + 0.49
625 5 1.2 £1.2 142.1 + 0.8 4.58 £ 0.28 108.6 + 1.6 9.50 +0.17 6.64 +0.43

Signi%i%agi: 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. 2086 (115-018)
Week: 6

Sex Dose level No. of BUN Creatinine T. cholesterol T. protein Albumin A/G
{ng/ke) animals {mg/dl} (mg/dl) {ag/dl) (g/dl) (g/dl)
Male 0 5 12.7 + 0.8N 0.57 £ 0.04 47T + 5 545 £ 0.12 3.22 £ 0.12 1.45 £+ 0.09
625 5 11.4 £+ 3.0 0.56 + 0.05 41 + 11 5.33 + 0.06 3.15 + 0.06 1.45 + 0.07
Female 0 5 4.4 + 1.3 0.63 1 0.03 54 + 13 5.60 + 0.19 3.46 + 0.16 1.61 £ 0.10
625 5 139 + 0.8 0.59 1 0.05 50+ 9 5.63 +0.28 3.47 £ 0.20 1.60 £ 0.09

Mean + S.D.
Significant difference from control group; *: Ps0.05  *+: P<0.01
N: Non parametric analysis



Table 8. —continued Blood chemistry

Exp. No. 2086 (115-018)

Week : 6
Sex Dose level  No. of Glucose Triglyceride T.bilirubin GOT GPT ALP
(mg/kg) animals {mg/dl) (mg/dl) U/ /1) {U/1)
Male 0 5 139 + 18N 50.2 + 3.3 0.19 +0.07 5 + 11 6+ 3 110 + 11
625 5 122 + 5 52.8 £ 10.1 0.14 +0.03 47T + 9 17+ 4 122 + 24
Female 0 5 115 + 17 3%.4 +£12.3 0.17 £ 0.05 62+ 8 17+ 2 78 £+ 17
625 5 125 + 17 4.2+ 4.4 0.19 + 0.02 43 + 10+ 17+ 5 66 + 14
Mean + S.D.
Significant difference from control group; *: PZ0.05 *x; PL0.01

N: Non parametric analysis

8Y
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Table 8. -continued Blood chemistry Exp. No. 2086 (115-018)
Week : 6
Sex Dose level No. of Gampa-GTP Sodium Potassium Chloride Calcium 1. phosphate
( ) animals [{i1298] (mmol/1) (mmol/1) {mmol/1) (mg/dl) (mg/dl)
Male 0 1.0 £ 0.5 141.8 £ 0.5 5.20 £ 0.43 105.8 £+ 1.8 9.41 £0.23 7.59 +0.42
625 0.9 £0.3 141.2 £ 1.5 502 £+0.24 107.1 £ 1.7 9.31 £+0.12 7.30 +0.30
Female 0 1.8 +1.3 141.4 £ 0.9 4.97 + 0.40 109.0 £ 1.6 9.42 +0.13 6.26 + 0.47
625 1.6 £1.3 141.4 £ 0.9 4.79 £0.39 107.7 £ 2.2 9.51 £0.23 6.54 +0.24
Mean +S.D.
Significant difference from control group; *: P<0.05  #+: P<0.01
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Table 9. Urinalysis
Week: 4

Exp. No. 2086 (115-018)

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

Male 0 5 + 1 1.064 + 0.008
25 5 8+ 2 1.082 + 0.010%=*
125 5 10 £ 1= 1.059 + 0.010
625 5 11 £ 2+ 1.055 1 0.005

Female 0 5 4+ 1 1.097 £ 0.018
25 5 4+ 0 1.104 £ 0.019
125 5 Tt 2 1.068 1 0.012+
625 5 8t 1 1.065 + 0.013++

Mean + S.D.
Significant difference from

control group;

*: P<0.05 *: P=0.01
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Table 9. ~continued Urinalysis Exp. No. 2086 (115-018)
Week: 4
Sex Dose level  No. of Color Turbidity pH
(mg/kg animals 1234567891011 Clear Muddy 555665775885 =29
Male 0 5 5 5 1 4
25 5 5 5 13
125 5 4 5 2
625 5 2 3 5 2
Female 0 5 5 5 2 21
25 5 3 5 2 3
125 5 3 5
625 5 3 5 2 1
(03 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. 2086 (115-018)
Week : 4

Sex Dose level No. of Occult Blood Ketones Glucose (g/dl)
{mg/kg) animals - /-1y 2+ 34 - /-1 2+ 4t - 0.% 0.25 0.5 =21.0

Male 0 5 3 2 4 1 5

25 5 4 1 5 5

125 5 5 5 5

625 5 5 2 3 5
Female 0 5 5 4 1 5

25 5 5 5 5

125 5 5 4 1 5

625 5 5 3 1 1 5
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Table 9. -continued Urinalysis Exp. No. 2086 (115-018)
Week : 4

i e s
Male 0 5 1 1 1 5 4 1

25 5 1 5 5

125 5 2 2 5 5

625 5 2 5 5
Female 0 5 3 1 1 5 5

25 5 5 5

125 5 1 5 5

625 5 3 2 4 1 3 2




Table 9. —continued Urinalysis : Microscopic examination of sediment Exp. No. 2086 {(115-018)

Week: 4
Sex Dose level No. of Erythrocytes Leukocytes ith. Cells Casts Fat glob. M. threads th
(ne/kg)  animals - 1+ 2+ 3+ vt ML S Phe =5 i B o
Male 0 5 5 3 2 5 4 1 5 5 5
25 5 5 4 1 5 5 5 5 5
125 5 5 4 1 5 5 5 5 5
625 5 4 1 21 2 3 2 5 5 5 1 4
Female 0 5 5 311 5 5 5 5 5
25 5 5 1 5 5 5 5 5
125 5 5 1 2 5 5 5 4 1 5
625 5 5 4 2 3 5 5 5 1 4
(O3 others : Crystals
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Table 9. -continued Urinalysis Exp. No. 2086 (115-018)
Week: 6
Sex Dose level No. of Yolupe Specific Gravity
(mg/kg) animals {ml)

Male 0 5 8+ 2N 1.084 & 0.021

625 5 7+ 0 1.069 + 0.008
Female 0 5 5+ 1 1.083 + 0.012

625 5 5+ 2 1.083 + 0.027

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

*: P=0.05  =*: P=0.01



Table 9. —-continued Urinalysis Exp. No. 2086 (115-018)

Week: 6
Sex Dose level  No. of Color Turbidity pH
(mg/ke animals 123 456738 91011 Clear Muddy 555665775885 =9
Male 0 5 5 5 1 4
625 5 5 5 1 2 2
Female 0 5 5 5 2 3
625 5 5 5 1 4

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, 1i= Blue.

cl
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Table 9. -continued Urinalysis Exp. No. 2086 (115-018)
Week: 6
Sex Dose level  No. of Occult Blood Ketones Glucose (§/d1)
(mg/ke) animals - /- 1+ 2+ 3+ ~ /- 1+ 2+ 3+ 4+ - 0.1 02505 =1.0

Male 0 5 4 1 1 3 1

625 4 1
Female 0 5 5 4 1

625 5 5 4 1
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Table 9. -continued Urinalysis Exp. No. 2086 (115-018)
Week: 6
Sex Dose level No. of Protein (ng/dl) Bilirubin Urobilinogen (E.U./dl
({mg animals - +/- 30 100 =300 - 1+ 2+ 0.11.02.0408.0 =212

Male 0 1 4 1 1

625 2 4
Female 0 2

625 ) 1 1 3
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Table 9. ~continued Urinalysis : Microscopic examination of sediment Exp. No. 2086 (115-018)
Week: 8
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 4 1 4 1 1 5 3 1 4
625
Female 0 5 5 311 4 1 5
625 5 5 1 31 5 1 5 1
others : Crystals
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Table 10. Organ weight Exp. No. 2086 (115-018)
Week: 4
Sex Dose level  No. of Body Weight Brain Liver Kidneys Spleen
(mg/kg) animals @) (8 (@ (g 4
Male 0 5 351 £ 25 2.01 £+ 0.06 10.68 + 0.88 2.80 + 0.28 0.64 + 0.02
25 5 358 + 18 2.04 + 0.07 10.97 + 0.4 2.86 + 0.09 0.65 + 0.07
125 5 349 + 14 2.03+ 0.05 10.85 + 1.01 3.05+ 0.12 0.56 £ 0.06%
625 5 331 £ 19 1.97 + 0.05 11.49 + 0.44 2.96 + 0.23 0.49 £ 0.04s
Female 0 5 211 + 11 1.85 + 0.04 6.45 + 0.17N 1.76 + 0.13 0.44 + 0.05
25 5 215 £ 21 1.87 ¢+ 0.11 6.78 + 1.10 1.81 + 0.15 0.45 ¢ 0.05
125 5 215 1+ 16 1.95 + 0.09 7.23 ¢+ 0.49 1.84 + 0.13 0.44 + 0.05
625 5 206 £ 15 1.88 + 0.05 8.21 £ 0.34%= 1.82 + 0.15 0.39 + 0.03
Mean + S.D.
Significant difference from control group; *: P<0.05  x: P<0.01

Non parametric analysis
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Table 10. -continued Organ weight Exp. No. 2086 (115-018)

Week : 4
Sex Dose level No. of Adrenals Testes Qvaries
(mg/kg) animals (ng) @ (mg)
Male 0 5 48+ 9 297+ 0.4
25 5 54 ¢+ 10 2.98 + 0.21
125 5 52+ 5 2.96 + 0.47
625 5 47 + 4 3.00 + 0.23
Female 0 5 62+ 7 8 + 8
25 5 61+ 7 8+ 10
125 5 70+ 19 84+ 8
625 5 61+ 6 T+ T

D Mean t S.D.
— Significant difference from control group; *: P<0.05 #x: P<0.01
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Table 10. ~-continued Organ weight Exp. No. 2086 (115-018)
Week: 6
Sex Dose level No. of Body Weight Brain Liver Kidneys Spleen
(mg/ke animals 3] (g (g) (g (g)

Male 0 5 418 1+ 41 2.15+ 0.05 12.15 + 1.64 3.10 £+ 0.29 0.64 ¢+ 0.15

625 5 400 + 26 2.05 + 0.07« 11.06 + 0.8 314 + 0.29 0.65 + 0.13
Female 0 5 240 £ 28 1.96 £+ 0.09 6.67 + 1.20N 1.81 + 0.17 0.43 + 0.06

625 5 231 + 17 1.86 + 0.08 6.6 + 0.38 1.89 + 0.20 0.44 + 0.02

Mean + S.D.
Significant difference from control group;  *: P=0.05  #*x: P=0.01
: Non parametric analysis
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Table 10. -continued Organ weight
Week : 6

Exp. No. 2086 (115-018)

Sex Dose level No. of Adrenals Testes Ovaries
{mg/kg) animals (mg) (@ (ng)
Male 0 5 54 + 10 3.14 + 0.32N
625 5 63+ 9 3.13 ¢+ 0.07
Fenale 0 5 M+ 9 91 + 17
625 5 68+ 3 82 ¢ 12
Mean £ S.D.
Significant difference from control group; *: P<0.05 #+: P<0.01

N: Non parametric analysis
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Table 11. Organ weight per body weight Exp. No. 2086 (115-018)
Week: 4
Sex Dose level  No. of Body Weight Brain Liver Kidneys Spleen
wg/kg)  anivals (@) ) % & )
Male 0 5 351 £ 25 0.575 1 0.041 3.044 £ 0.042N 0.798 + 0.062 0.183 + 0.016
25 5 358 +18 0.572 + 0.035 3.066 + 0.036 0.800 £ 0.028 0.180 + 0.015
125 5 349 14 0.581 1 0.015 3.100 £ 0.176 0.873 £ 0.030+ 0.161 + 0.011=
625 5 331 +19 0.596 + 0.032 3.474 1 0. 141 0.894 1 0.050%+ 0.148 t 0.015%*
Female 0 5 211 + 11 0.879 1 0.056 3.058 £ 0.098 0.836 + 0.072 0.208 t 0.028
25 5 215 + 21 0.875 + 0.068 3.142 + 0.28 0.842 + 0.040 0.210 £ 0.030
125 5 215 £+ 16 0.908 + 0.071 3.366 + 0.169+ 0.858 + 0.062 0.207 + 0.019
625 5 206 + 15 0.915 + 0.071 3.993 + 0.210%= 0.883 + 0.064 0.190 + 0.017
Mean + S.D.
Significant difference from control group;  *: P=0.05 = P<0.01

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

Exp. No. 2086 {115-018)

Week : 4
Sex Dose level  No, of Adrenals Testes Ovaries
(mg/kg) animals (%) (%) %)
Male 0 5 0.014 £ 0. 003 0.850 + 0.080
25 5 0.015 £ 0.002 0.832 +0.026
125 5 0.015 £ 0. 001 0.845 + 0.122
625 5 0.014 1 0. 001 0.907 + 0.059
Female 0 5 0.029  0.004 0. 042 + 0.002
25 5 0.028 + 0.004 0.039 £ 0.004
125 5 0.033 £ 0.010 0.039 i 0.003
625 5 0.030 + 0.004 0.034 + 0.005
Mean + S.D.
Significant difference from control group; *: P<0.05 *: P<0. 01
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Table 11. -continued Organ weight per body weight Exp. No. 2086 (115-018)
Week : 6
Sex Dose level No. of - Body Weight Brain Liver Kidneg's Spleen
(mg/kg animals (@ (%) (%) (% (%
Male 0 5 418 + 41 0.517 £ 0.051 2.900 + 0.194 0.741 £ 0.031 0.151 + 0.028
625 5 400 + 26 0.513 + 0.026 2.763 1 0.163 0.785 + 0.054 0.162 + 0.023
Female 0 5 240 + 29 0.824 + 0.096 2.766 1 0.232 0.756 1 0.051 0.178 + 0.014
625 5 231 + 17 0.808 + 0.065 2.888 £ 0.113 0.821 + 0.069 0.190 + 0.013
Mean + S.I.
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. 2086 (115-018)

Week: 6
Sex Dose level No. of Adrenals Testes Ovaries
(mg/kg) animals (%) %) (%)
Male 0 5 0.013 + 0.002 0.757 £ 0.107
625 5 0.016 + 0.002 0.785 + 0.042
Female 0 5 0.029 + 0.002 0.038 % 0.006
625 5 0.030 £ 0.003 0.036 + 0.008
Mean % S.D.
Significant difference from control group; *=: P<0.05 =*: P<0.01
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Table 12. Summary of gross findings ( sacrificed at 4 weck ) Exp. No. 2086 (115-018)
Sex: Male

Dose level  ( mg/ke ) 0 25 125 625
No. of animals necropsied 5 5 5 5
Organ Findings

HEMATOPOIETIC SYSTEM

spleen atrophic 0 0 1 4x*
RESPIRATORY SYSTEM

lung red patch/zone 0 1 0 0
DIGESTIVE SYSTEM

liver evident lobule 0 0 0 2
REPRODGCTIVE SYSTEM

testes atrophic 0 0 1 0

Significant difference from control group;

*:P£005
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Table 12. —-continued Summary of gross findings ( sacrificed at 4 week )

Exp. No. 2086 (115-018)

Sex: Female
Dose level ( mg/kg ) 25 125 625
No. of animals necropsied 5 5 5
Organ Findings
HEMATOPOIETIC SYSTEM
thymus black patch/zone 1 ¢ 0
DIGESTIVE SYSTEM
liver enlarged 0 0 3
evident lobule 0 2 4x
REPRODUCTIVE SYSTEM
uterus atrophic 1 0 1
dilated lumen 0 0 1
ENDOCRINE SYSTEM
adrenal gland enlarged 0 1 0
INTEGUMENTARY SYSTEM
skin ulcer 0 1 0

Significant difference from control group:

*:P = 0.0
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Table 12. -continued Summary of gross findings ( sacrificed at 6 week ) Exp. No. 2086 (115-018)
Sex: Male
Dose leve]  ( mg/kg ) 0 25 125 625
No. of animals necropsied 5 0 0 5

Organ Findings
RESPIRATORY SYSTEM

lung colored patch/zone 0 - - 2

white patch/zone 0 - - 1
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Table 12. —continued Summary of gross findings ( sacrificed at 6 week ) Exp. No. 2086 (115-018)
Sex: Female
Dose level  ( mg/kg ) 0 25 125 625
No. of animals necropsied 5 0 Y 5
Organ Findings

URINARY SYSTEM
kidney cyst 0 - - 1
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Table 13. Summary of histological findings ( sacrificed at 4 week ) Exp. No. 2086 (115-018)
Sex: Male

Dose level ( 125 625

)
No. of animals sacrificed at 4 wesk

0 5
i C 5 5 5 5
No. of animals necropsied R 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings 1 2 3 12 3 1 2 3 1 2 3
DIGESTIVE SYSTEM
liver (5 (0 (0 {5
franulatlon 300 - - - - - - 4 00
ymphocytic infiltration 100 - - - - - - 200
extramedullary hematopoiesis 1 00 - - - - - - 1 0
URINARY SYSTEM
kidney (5 (0 (0 ( 5)
basophilic change 300 - - - - - - 2 0 0
protein cast 1 0040 - - - - - - 1 00
Tamhocyile: Tl Erati 2 0 0 100
ympl ic infiltration - - - - - -
dilated pelvis 0 00 - - - - - - 1 00
ENDOCRINE SYSTEM
adrenal gland (5) (5) ( 5) (5)
angiectasis 6 00 i0090 0 00 0 00
vacuolic change 500 500 50¢ 0 1«0 0

1; slight 2: moderate 3: marked
(}: No. of animals examined microscopically at thls site.
Significant difference from control group; =* : P £ 0.05
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Table 13. —continued Sumeary of histological findings ( sacrificed at 4 week )} Exp. No. 2086 (115-018)

Sex: Female

Dose level ( Wk% ) 0 25 125 625

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 12 3 1 2 3

HEMATOPQIETIC SYSTEM

spleen . { 5) {0 ( 0) (5)
granulation 1 00 - - - - - - 0 0 0

DIGESTIVE SYSTEM

Lver fatt chagge , peripheral (5 100 (5 2 00 (5 50 0 (% 5«0 0
a 3 *
swel{l liver cells 0 0 0 D00 00O 2 00
fr ation 4 00 300 300 200
ynphocytlc infiltration 0 00 0 00 100 2 00

ey v £ o o s

laney
basophilic 4 0 0 - = - - - - 4 0 0
dep051tofca101um D 0D - - - - - - 1 00
deposit of pigment 0 00 - - - - - = 1 00

1: sllght 2: moderate 3: marked
: No. of animals examined microscopically at thls site.
Slgmflcant difference from control group; =* : P < 0.05
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Table 13. -continued Summary of histological findings ( sacrificed at
Sex: Male

6 week )

Exp. No. 2086 (115-018)

Dose level  { me/kg)

No. of animals sacrificed at 6 week

No. of animals necropsied .

No. of animals examined histologically

Organ Findings 1

625

oo

ENDOCRINE SYSTEM

adrenal gland . . (5
angiectasis 0
vacuolic change 4 0 0

(5

1: slight 2: moderate 3: marked .
(): No. of animals examined microscopically at this site.
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Table 13. —continued Summary of histological findings ( sacrificed at 6 week ) Exp. No. 2086 (115-018)
Sex: Female
Dose level ( ) 0 25 125 625
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 12 3 1 2 3 2 3 123
DIGESTIVE SYSTEM
liver . (5) { 5)
f e ton infiltration R - - - - R
exy%ranedullary hematopoiesis 0 00 - - - - - - 1 00

1: slight 2: moderate _ 3: marked
{): No. of animals examined microscopically at this site.
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