W &

PIAVTIFLYDS y P2AVRUBRIORERSEERR

HERES 1085 (115017 )

an ki

® A
B E X R a2 FMH € v 5 —



10,
L
12,
L.

X B & B

= B B &

= B & 5

®# B ¥ H
ARV BLUHE
HE, IESLURE
ZERBLUHER

Figures, Tables and Reference data

Figure 1 Survival ratio

Table 1 Survival and mortality
Table 2 Clinical observation
Figure 2 Body weight

Table 3  Body weight

Figure 3 Food consumption
Table 4 Food consumption
Table 5§ Food efficiency
Table & Hematology

Table 7 Coagulation

Table 8 Blood chemistry
Table 9 Urinalysis

Table 10 Organ weight

Table 11 Organ weight per body weight

Table 12 Summary of gross findings (sacrificed at 4, 6 Week)

Table 13  Summary of histological findings (sacrificed at 4, 6 Week)

[\ N A R A R

12
17

20

21
22
24
28
29
32
33
35
37
41
43
49
58
63
67



1.

B2 .

PIAVTZFLUE D RSy Ni—EHMEIRERS LB icEbh 2 8Es L UK
EOZ(EHEEL. 2O0BHEHOMT I 0, BEROBEIc L2 EARRESRSSE
HRBREEML 2,

Sy MIIBMESSETAIRBRE., fBRBE B L UVEARR MBS S TOEERES
. EHO0REMER L,

PUAYZFULUE. I—-UBICERL. 0. 300 150 3L 150 ng/kg2EE 1H. 4
BEEREORE L, —BREOHR. AERE. BEEBAE. NAYHRE., IKEE
BERE, MBEEHNRE. RRE, EEERAEB L URESNRELT -2, BH. B
EHRE2EBME L, BERTHREEARTREEERL 72,
ZORERIZ. ROM BEHEIN B,

—BRREOBETI, HMED 150 ng/BHTHOHRACKEINBD Shicn, BE5HHO—B
HORETHZ2ILho, HRYHEOHENELELBHUM I NI I,

REFIURERICR, BHELILBERYERSCLIIZEIRD SN -1,

MBEEAREOER., D 150B KT 150 ng/ B THRORENENMNCEBERL. 5
ICHED 150 ng/lgBET o by EUEEAENMNCERL 2,

MBLENREOER. 150 ng/ky BOMETTLTI VANRHEEZRL. SSICETI L
TF_UOEMEN. T TOEMENED SN,

RBEEOER., HHED 150 ng/BFHTREDOHEM, REEDCEBEIED SN,

BEBERBAEORER. HD 150 ng/keBWB X CHED 150 ng/IiBFTHBOEERE T /213
HENEROSEARBDON, SORED INBXY T ng/ B TEROEERE 23H
MNEBOSMEN, O 150 1/ B THRBOXERL AUVHENEROEENRD Shis,

REFNREORBR. RERO LMo RBYEREICL B LTRINIRER., HIRFR
TREED 150 ng/MBOLAICRONIFRBROERLHED 150 ng/gBOSHR1IFE
150 mg/kg BOLFIICRONTBEROERERBILTH -7, /1, HBENTR T
HO 150X 150 ng/ e THARERY., BEOTXTOREETEROFRE/NED
BHEIMEIN, Cho0ZEEFVWTFhbAHNAEE/AEEZL SN,

LIEDER, dERBIGHHE LD 150 ng/ke, BEBRIHMEL D 30 ng/ky MWL 7



2. 5 B B H: bPIAVTFLYOSy NERVANBHORERSELEAR

3.5 B B 0. FHEAEDHEHORLHZIMT 27D, BEESE 10105, BRZEIY
S, ERBINS (BGIENR S B) o [HAELSLZMECRZA
BROFERCOVT]I KE-T. 7y FE2HEVWAUNEHORERSSE
REET -7,
BH, BROEBIRALWE 1115, HEFEUE, IEBRE 1115
(RAGEILALIE) O [HRLENERIERRUVEELEYE
KR EBERODREDCDHESEED 2NN ELARICEETIERBER
oW T] OB¥EEZm-TdDEL 1,

4. £ B & 5: 2085 (I115-017)




9. % B W H.

D) EBRHES N4 TFLY
2) CAS No, 7756—-94-17

D oy MBS

1) ¥ E 99 wt %BLLE

5 ' B %

0 MEERH P (& 1B 156
DR E &M M

DREBH  EFtL s - RRYAREE
H — &/ Z b4y 7FLy (TIB)
11 = £ AV TFL YY) T —

1D /EERET3EERX Ci2H:y

12) EDORE BERHDKE
1)\ ;| FERAEH
) £ £ #& BEBORHPL. BHE. RUFEORIIBEIVRELPT .

HDENRBBRIETI KT 2EBRENS 5,

1) OBV LEOEE SAEBEETHIOTHEINRETLIEOEREET 3,

1) #BYERE BRERTR. N 11 2EZF VI - REL K,

W, ER USRI MReference data 1] ICRLU 0
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3)

ABEMEBELITHE :

HEHTHY

HHALLS v PO (8D) RREEXF+— LR« UN—BRLH (BMBNEBEELRT) H5
EHRAFE1I081 9B 4B CHBES 50 T, & 100CEBAL
BYERNLERRBICOBMIMLR, FRAEL1O0A 28 H 6 BHTHREZMEL 72,
BRSO UBEEICL - TEIMLL, BEABMHBCLLVEERBEBR TSI &I
Bog Ll
HYOENCHBSHLIUBABEL2ART 2 LECBABIET r — VB YERES
(Animal ID-No.) ZfF3 T &k D EEEIIL 720

BSHEROKEEIIHET 130~141 ¢« T [13~117 g TH -1,

HYES S URARIRER
BEERBICNT HEE, BEHARELELZEEL TRAX,

HMEEE

fHHRIR

BRIV TURATLOEEBEE (W42 XD 82 XHE2L5n. 861 0° ) THIAL., RE
FAHOBEEREEII: 1°C, BNEEINE101%. BB 1 0B, BEE 150~300
Tox 12B5R (PRI TRARST. FRTRELT) &L ‘
HRXed EEREHY -2 (ERSNFST) OKEXEHER (W 6742 XD 8.0
H175.5 em) 2AL. 7AUIBFE -KXTF VYV IBEAETY—Y (W 20, 0xD 28.2X
H18.0 co o ESF— Y « 2R—=XZ10, 152 ¢0*) Y ZE I NFHO> RBLAREKkEZES
KR E 7,

HEr—VRELE., LESRIBIERDI#A /2,

BHE. HYOILHEHZEZED,. BELIUEERBP. F-70GHEICEBEZRIILE
CEOLhABREEROELZTE O - T,

.5 ¥t

BYIcE AR A Y I Vv VBBTERRSH (REBHRRX) HEOKHRBEER
BNIHAES v by =2 28K (Modified NIH Open Formula Rat and Mouse Ration)
AEALL, FRLAEHORBYODFTE, ) Ty VBEBTERINSEFNMEEA
HEBGAW V9 — (AEHEAEX) IKEKBELEB L, TORR%E MReference data
2 J IR L T,

B K

Biic 3KEKREEBRK AL ERICERS B,
KEBREICESKEKOARAHEAEA BHEEEENEREL VY — (BEEERT)
CHRBELER L, ZODEER%Z MReference data 3] IT/RL 720



ABRBF OB

SABRBEOHEE TRLILRL o

ARIF 0. 30, 150 B&KT 750 ng/kg& L BB 1 BMEER S IT, 2/, HESARA
ELTHBESIUCGHABRBICHERSIT, FHOIRZMERL 7,

2 BB 1 2 3 4
B R 0 30 150 750
(mg/kg)

e w | i | # | i | & | M | & |

B Y H 10 10 5 ) d 5 10 10
B 5 & TRy 1001 ] 2000 ) 1101} 2101 ) 1201 | 2201 | 1301 2301
OB OB R l l { { ¢ { {

B ¥ B S5{ 1005 2005 | 1105 [ 2105 | 1205 | 2205 | 1305 | 2305
Bl 8 # T B 1006 | 2006 1306 | 2306
st EOE R O l - - - - l l
B oY B S| 1010) 2010 1310 ) 2310
(REREEH]

C FEHRICEN - THEBREOALDO 2EMKREER (BREE: 1. 100, 300 B&XU
1000 mg/kg ) ZFHEL 7o

ZTOFER. ED J0BXT 1000 ng/kgBE D [ 000 ng/ B THBOEXERL &
CHMNERCSEI R ON, FEBRTRIMELD 100~800 ng/ky TRENLE
BTBEIEPHESN, BEBRITHRAROERED 1/1~1/3 BELHERINT,
Ul &bho. AHRBROBREHER 150 ng/kgREL. T ALS TRLGHER
Z 150 ng/kg. EAE% 30 ng/kg WHREL o, BBl (2-vil) DH%2KET
SMBBERT .
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6)

D)

8)

B5Hk

HEMEOREERIBO L Ui, #BYHER I -Vl (FH54 F X 78RLH) i
BL,. BYUYyT2HEVTHRHEORES L .

BREBSBIEE 110X 0.5 0 &L,
SREBICEEE (-VHl) OBERS L,

B5KkOHE .

PUSYy7FL vz, EFE (30, 150 BXU 150 ng/kg) CLICHRERSBFRLENK
HTHEL., a—-vl (FASAFRI7BRSH) KBEELA, BB 1ETV. #
WK IERARE CREMICREL

®E5 8
RSP EMEL. BEERTRIBEY 150 ag/kgBFicoLW TR 2EBORERR %
¥MLt’.o

B bhOHEBRYEOE—& BEST

BEHEOE—,  BEEZOLHL2ABEII VT, BlBLU0E4885AANKOR
ERFET-1, . REROREHIC- VTR, FTHAR (RBRES 2036 ) kL
THAERSBERETIABEETH S I LHPERENTV S,

-t BESIFOFES I OFREREIS MReference data {J ISR L 72,
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BE, ESLURE

—RREOHEK

éi’l%%§52@§ﬂﬁb THREROEE. THREE, BHPOE- LB RTHHFE
RERBEEMREHEY - P& L

& =

AERSRSHEI S EERBRKRTEEE 1 BREL .
BT EBFR PL 3000 (X S5 —3. XA R) 2EVTHV., 7Oy E—« F4 R7K
263 L7

B HE

FBEBRZIEEINAEL-BEEXEHHKXE PE 1000 (A FS5S—%, X4 X)) ZHVWTHAE
L. 70y E—+F 4 RITIEHELI, BER (g/veek) BLXUREEHER (%) dav
Ea—4%Z2HVWTERBL .,

fRRRE

mﬁﬁﬁu&5%7ﬁ%;0@@aﬁ#7ﬁwﬁz@%MLto

BB, BMRIBIKRGERI S, Bt -7 THREZ. BEELEXXHR»
SERIM L 72,

RE, MEBERLIDNA-UBLXU I/ VB —FEHA VW,

MEENRE

MEEHREICRIOEA WV,

REILAMBEFRESEE THMS H 6000 (F7 v, kE) 2BV THFW, TEOHE
BZ#E L (EDTA - KAEMME)

=i m =} XK (WBC) BEREFRE

iR m B} ¥ (RBC) B R B AR B

ANE®E o b vE (HGB) YT UARANESTOEVE
AN b7 Yy bE (HCT) 2RMBOBTEL VAL
oy gk I R B E (MCY) RBC, HCTX D EH
FHRDKRODEBERE (MCH) HGB, RBC KX D EH
EHyRMRMEERE (MCHC) HGB, HCTX D EH

i N’/ (PLT) IR

H M 2% § 4 X Jo—H%A b rIXbMY -5

HOREARBILAOBETREL M, IRNBRBEEREERL, A7V a2vD
VR« FLYRELTRE L 7o



AARMER (RC) REEDO-DMBEEB/FAMRELBES S AEREF v oy b (FLEHK
Ré&tt, RRBHAX) T@hEk. MBBREKELRCERL . MEFNRE CEMBEDN
BHoNBVicH, BRIZEBLZH -7,

TROFEERMESEHEES -0 (FTALVL 7, BE) 2HVTHEL . Mm%
Bowi (/7B —7EMIUK) o

Jobhovt B (PT) guick 1 BR¥&E

EHALES PO v R FS X F VB (APTT) sy ME

247 ) =FUE (Fibrinogen) ho v BB
. M LENBRE

Mg MR E RS EE LS LB IEE CentrifiChen ENCORET (N— —i, KE)
HEY EKTACHEN 100N (24 v 74, KE) 2HVCTROEE2ME L, Mk%E Y
—vy— (BRafY boy, RESTRER) ICRRL. J02EKES 3000 1o o
TTAMBROAMEL CEAMEE V.

£ E | (TP) Ea—Lly b&
7 N 7 v (Alb) B. C. G &
A/G (4/6) AHEE
it i (Glu) SNaA—=RAF VT —FEk
b # fE B (T6) BRE
WAL AFo— (T-Chol) BERE
R % E R (BUN) L7 —-EFHRBRE
7 U T F = Ut (Crea) TAAVEE ) VBBRHERE
BE YL E Y (T. Bili) CTVBRE
B AN BN (Ca) Tk FVMERE
®mwoR o) v (17) EYVTITFUBT UEZTLE
> b U T A (Na) Bl
7 ) 72NNV (K) BEBE
=] & (c1) BB
INE I UVBAFYT o

FS AT IF—F® (60T Karmenf B
SNVEIVBEILVE VR

FSvRTIF—%E® (GPT) KarmenZh B
Y= NFINEIT VR

RIF&5—-E* (v -GTP) S1as: THEE
FTIHYVERT ¥ —€* (ALP) Bessey-lowry-Brockdr B

* HIDIEE G ENCORE I T, fhid EKTACHEM THRIEL 7o
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REE
KRFFr—CZAVTUER (FAlllR>SoFEFAIIRET) RERML 2, B, K
FORBREEIUTHBKITbEN- 1, TROHEEZREL 7,

5 oA OE X
W B

REBRIREEEREIR-S (BRe 74T, EEREREX) 2HOWTHEL 2, thEZ
Rz 1500 oo TERMEBELAML nR, BB (RTINS —-RBEE) L. B
L7

TEROEEDQREICRN-TITF 4 AT 4 v 7 R (RANVR - ZHBHER L&, REFHR
X) 2RV, YEZRASFERZE CLINITEK 200 (AL, KE) 2BV, BEICE
Hitt S CIROFERZ BV,

pH
i fn
yhbUE
2
£ =
EyiEy

vuatEy)—-4u

REZEVRE

RERIZBRERTRELUVEERBRRTRIENE I - T UHB L. ROKRE S LEE
Lo RIBMEREZRERIUFETLHE Y — MitiE&F L 7
BEERIBEERRNEAEHEXRT PL 160 (A PS—-#H. R4 R) 2AVT. K. FE.
B, R, BT, BEBIUPREISVLTHEL. BEEE - AERETEHBL .
TEERRAERE S TEA. BRIR. PRR (ER/NMESDL) (LB W, B, Bt B
B (KEE) BLXUABRTRTE/AILEDONLBE - MBI IS TEBFERILTY VK
TEEL 72,
FREASENREIEEL-BE - HBOSb. BELRTHIIEI LB L GHER
OB FE. BB, BB X UBIBC>LVTREZ L,

BE. RERDO L THRBYERS LI LTBINIFENGREROFBS X UBERIC
BHonld, FRBLIUVEBIC DV TRMAEOHERBLVCEERICS LT HREMER
FHREETEBL 72,



§)

T, " BRRECHETHEIBDONLEOEAREO 2/ (BMES130. 1303) ©
BERICOVWTHREMBRENRELZERL 72,

BRI > TWHEBHNENER (AEfEET) TREASELLARL, BAORE
BNTPFY )V e2F TV RBLE L, FERIKFE VI —TEBL. REOEHEB &
UBERSWTEHL 72,

T DERE XCHKEIIT

FRBOET—SRava—%« VXAFLEBVTREL, HHAIHFL -,
ZEBRBOLKE, AER. ANYR, IAFXHREE. NRLFEHRER. RREE (B
BEIVR—LEDS) . REERBLICREFER - BRI, TRICRLAEBHUASR
HEWV, JFIC Bartlett DFERHREEEBL 2o EOHOBARI—TRBEOLSHSIT
270 AP EETEHOERKLBHOBAE hunne Lt OB EHERE, SHOESR
HPRENBZBEE duncar DS ERHARETCHBHLSRERTOEEZLREL 72,
BartlettOFESHBRETAELHOESIZ Kruskal-Tallis OENRELEHBL,. BED
BER/ /R AP)y 7D umett OB BEHBERETCHRBLIRERMOEEELR
FELT, T, MEBENRBEZRICOVTIE Fisher DEERERESZZEML 2,
AFEKERSBLXU1BORAIRETERL 2,

Bartlett

gee |[FOBRE] e
xL »b
— k& Kruskal-Wallis
oal-1&akiiy g fr &% &
FEE FEE FEZE EEE
0 3L bY L
®w T w7
EXROHE
Dunnett £HE Duncan Z2F J RS A M) w7
HEKRE HERE Dunnett BEHERE
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A B & R

A

HFER%Z Figure | 1T, £EFEBBIUTRTRIE Teble LITRL 7,

BREFEMD, $EEONBERESOITXRTOBRBTREHABED SNE I » foo & s
EHEHME, s SBRBIU 150 g/ B TRCHRBD AL 1,

— IR RE

—BREOHERREE Table 2B KT Appendix 1 TR L 720

5 48ic, #D 150 ng/k B0 24 (HYWBES1I02. 1303 BLUHORHO 1# (B
MBES6) CHEIBD SN,

BIEHARSCEIEIE 1EICHD 750 vg/kiBE0 1# (MBS0 ICRKEIBED SN
. 2:8BiIcIMBEL .

TOM. BEVWTHOBCLEEHYRBERERINLI Lo, BB, REIVWTHIREE
Blic@BHoh, RERIMEER LI,

& E:|

EEAFigure 2. Table 3 BX Appendix 2 IZ/RL o
H#EHIBEBLUVEEEMEE L THEATEI B oh T, 5HESR (0~48) O
GEEMEBCZR -, BEHAMSE (4~68) OKFTHEMBIHEHES S 750 ng/kg
HTHBECEEL TENMNEBETH - .

R

BB Figure 3. Table 4 BX Appendix 3 IR L 20
MEVWVThOREHIBRSHEZEC THRBLEN L - 1o,

7o, EHEHRED, BED 150 ng/iBFREIABELENED - 7,

BH, BELBLUEHE (EE2E) CHEOCITRTOBETIALVOBEEINRL L
B, REEDO-D 1 HEBIBAILITLIRDTH 5,

fa 6 3 =

FRIZhEZE Table 5B KU Appendix 4 /R L 76

BT, 8548 150BXT 150 ng/lgBTHBBECLEBELTEEZRL 2
HTIREHED. BEHLIABBETERILD - 1,

EIEHEE 1 BCHED 750 ng/kB X NBBICHBE L TEMBEER L, D 750 ng/kg
TREBABICRIMNBRELIFEEZEN U h-72d, BB E SEEERICH - oo, BEEHMG
(5~ 68 DIELHEBMBNVEBEEZTRL .



6)

(D)

§)

M FrIRRE
MBEFEABELERY Tadble 6B LT Appendix 5 IR L 7.

BRERTRHOER

ETR. BELALTXTOHEERK2VLT, WVThoRSHINBELEOMICELBDON
s te,

HETIE, 150 BXY 750 ng/kg B THBBICHEKL T, RORKESEMCEEZERL

EEABRTROER

HTiE, WBEE 150 ng/IBTEORDONEHRE O - 20

BT, 150 ng/kg HTHBEICHEBEL T, MI/MREPEEZRLZP, CLAXNBHEOD
EHEBEICXE7:DOEFEETH > 1=,

Mk EEERE
MEREEREERSE Table 1B LT Appendiz 6 ISR L7,

BERTHOER

BETE. WVThoBERBRYERSH Lo bo v EVER., BELESES bo v S5 F
VEBBLU T4 TN ) =K URBTHBELIENTD - T,

BT, 750 ng/ky BTHBRICERL TS o bo v E VBN ENMNCERER L o

EIEABRRTRHROER
MEHED 150 ng/keBi3. FoborvEVEE, BHEAESS Mo VRIS XFYRRBLT
T4 7)) = UBEDICHBREREEN LI 1,

MELFENRE
Mkt FEHRERZES Teble B KT Appendix 7T /R L Ko

BRERTHOER

BTIE. 150 ng/ky BTHRBICHEBRLT, 7V7FvBLUTLTI VNEEEZRL
2o

ZoM, BT 150 ng/ B THBEICEBE L TERITEEZR L0, BEHEED
f&b\%{tf&—; -0

MTid. 750 ng/kg B THBBICHELT. 7LV7 I UNEEZRL, (0T NMEEERL
7o




9)

10

1D

BEABR TROER

HETIE. 150 ng/kg BTHBEBICHKLT QPIEEELZRL. BT 150 ng/lLgBTHR
BIcHBLT O EEE. BEEFNSEERLLS, WVIThLEBENESHOHEAROET
&'Jf.:o

R & &
RBEZRE Table §B KT Appendix § IKRL &,

REXRTEOER :
HEHED 150 ng/k R THBRICHE L CRENENL, REXNEBEER L, TOMI.
MEL LBRERINBELOMTEZORDONILEBR LM 7,

HESBRTROER
S S 150 ng/IFR T XTOREFE THRBLOMICERBD oI - 1o

BREEE
BEEES Tible 10 BX Appendix § IZ/RL 720

BERTROBE

BT, 150 ng/kg BTHBRCEBELTHRBBLIUEREENSEER L. ZOM.
TRTOBEBRCHBREICHE L CABERIMEBEER LAY, EENEHORBEAOE
THotc (BRMEIET ng:n=40) o

HETE. 150 ng/kg BTHBRCEBRLCHFRERSSELRL. BREESEEERL
Fo TDf. 30 ng/ B CHBERNEBTH > 720, BEAEEO T VETSH - 2,

HEEBRTROER
HEED 150 ng/ B ERBHEOHMTERICZORBDONABERLH - 1.

REEE - kB (HHEER)
BEER - AELZE Table 11 BXU Appendiz 10ITRL 7o

BRERTROER

BT I0B&T 150 ng/ B THBRCEE L THBS X UBRENERSEHEETRL
7o

HETIE. 150 ng/kg BTHEBERBCEBELTHBHEANERENSELELTRL. BEBENERNE
EzRLko 0. 30 ng/ B THIRBENERNMEEZ R LN, AEEHEEO TV
ZEALTH - T,




12)

1)

b)

EIEEBR TROER
HD 750 mg/kgBHT. NBRBRICHBEL TRBLIUBEBNEE N SEEERLALN, LA
HNBESEEEEATHY, ABFESEL VEENEHOHBAOMETS - 7,

REFNRE
HMRREE Table 12 BXU Appendix 11iC. MEFEHFTEIE Table 13 BLY
Appendix 12 IR L 7o

BT R

BREARTEOIHRIIBVT, BHRYVEKRSICXZERBINIRE L LT, FROEXAR
D 150 ng/kgBETLHIC, BEROEBRB XOCHKREAY 150 ng/keBOHET1LH. 750
ng/kg BTRECL2FABLUHD 1HlICBEINL,

ZOMOREELT. Vv @HOEKR, MOoFEHE KE. ks UFBROBFEH K
BOARBICHREESZVRIDOMAICREL 1,

AEABRKRTEROHRIIB VT, HEYERSILIALRBINERERIBEDOINT, B
BOBMEBENHED 150 ng/keBIC 1 ABEBREINIDATH - %,

MEFAR

RERTRITEBRIVCBOTHBRYWERSICLSERRINEKREEL LT, FBTR,
FARBENSNSEBE. 30, 150 33X 750 ng/gBOThEeh THEREL B0, 0. 25
LFUSHICHREs N, — /. BRTREFRE/NMEOHRN GBI, 30, 150 3LT 150
ng/kg BOHEICZhETN1. 1. SBLULHABEEIN, BB, TOHORELLTH
BELZEDERINILEIHREZTELRITRT,

(1) i Rt ETRSVREZ, 2, BETOIPPFVWRERZRL 1,
NFEE  MELbDIEVWRERZRLI,
MR MELDIKEVRETH - 1,

(2) BB FEEL:ETITVRERZTRLAY, BTREBITEPPEVRERE
w~ LT,

Zoft, BRINLFRITErd, BREOREITIET - 7,
BHE. ~BRREOBETHEISBDONIED 150 ng/lgBO 2 HOERR T, HEF
HICRERBDoNTE N7,



EESBERTROFEBRBY CRRERTROBMTHEBFNICRD Sz, FHRRE
BREIXMBHBLT 150 ng/BTENETNETOBITIA, BTOBXIU 1A, BRO
HBRE/NMAHBRE, BOSICHBEBIT 150 ag/LiBTR2HABD O, £/, BHE3
FICIBERBROKERERBIRAE LROFREZ LTV ILEAENR O N, T/, BRHE
BEOFEEMAHNMBEBLC 150 g/l TENENETOBLUSH, HETOBLU4
FliciB® ohi,

BE. ZOMOFRRE L THBHEZEDLEEINLEUFRFEEZTRICRT,
FrEg Msfhft : ETRPPEVREREZR LN, TRICEBEL THTR/DNESICE
gxhi,
AFEE oMt EBI N,

o, BEINALFRIITErd, BREOREICIEE - 12,



13. EBBLUHER :

HEOCTHOBCORETHIZD SN0 I,

—BRREOHET, BEABICHED 150 ng/BOLHFICHENED SN, b
BUWTFhIBREFO—BUEDREATHLII L. BTRIEEFIEE L b ICRENLL, HT
bEIE1IHEDADRETH s ERBEIS, BBRYBEOHBENVRELIZZZI LN
Moteo MBEOBDHONALEYICO>VWTIR, BHBROMBENRELER LA, B X
ERBDSHh TRV,

hE, BERBCIEECThORSHEL, KRYERSONBEAD ShT. SEPRG
HO 505K 150 ng/ iR TEMBOENBD Shi, KWB, BHED 150 ng/kBTRE
BHEPOLKEEMBICEENIBD ORI, BHTHD, BEEOHBETRIENTHKER
PEREG LT NICHRSBERECH#L ZZEELBLER TR IO - 72,

MEZHREDOERE., D 150X 150 ng/ B THROKRKOENLEBHED SN,
THIHED 150 ng/kgBETR 7o bo VEVEENENMIER L, BIcBDohiklh
SOEARVWTNLBHETHD, BICRBHOATLRELI LS, FHEBRYWERFEY
TMkEEELRVWEHEIN S,

MBLFOREDOER, 750 ng/kg BOMBETTL7I VOEEIBHON, SSICHET
JUTF_VOEMEN. BT TOEENBD SN, WThOoE/LbEENEEHOEHEH
EENMANKEETHD, FRBLUEREOMENREINE DO, hOEERE
FHHIREAPBEDONTVWI LD, CTHoDREORELSHABEOBERIRLK
WEHRIN B,

RBREOHKER., MED 150 ng/ kB THRIREBOEM. REEORENLBD SN,

EEEEBAEDEE. #HD 150 ng/keBBLXUHMED 150 ng/MBTHBOEEREZ /212
HANEROEEI BN, TSIKHETIE 150BXT 150 ng/IgBETHRBOEEEZ /213
ENEEOEMEN, HTIE 150 nf/ B THEROREES I UHEGEROEENIZD O
7o

REZNREOER., HRYVHEHBRSOXLENRBINIHBRITRE LT, FROEXI i
oD 150 ng/BT2AICBEEIN. BROBKRKERBANLED 150 ng/lgB2f & 150
ng/kg O 1FICH Shic, MBFENIC, FRBRTIME S bICHMERY 150 ng/kgld
LOBT, BOBRTRFRENMOHRAKS 2 VWEERED 150 ng/lgZl EOBTHEMD
Ltco —A BEETRIFBRS X UCBERBICARNETEZTRIZD o, HEENICLFM
BB, 150 ng/kg BOBMTIH. HT1H. BROFBRE/MEHEIR 150 ng/lgBD



HT28lE. WTFhOKRELED (HE) Psohl, LHALl, EOEFBRTRKERALR
CHRHEE LROFBEZEST W LEEZRTHAN 150 ng/kgB 0 3FITRD 5 hiFRitE/N
FOHBRI EHR DDEEZEA SN, TOMOMBENHTRATIR. FROFEE/MLNE
ERTHOBED 150BXT 150 ng/BTPPREBNEML 2, SSKEERORSH
THEBOFEELIETSFl. HTAFEFTOREEZR L, Ll RERTHOM
DEEETROLADRVREEZRLTVWSI L, HARERERKR LI X 7o VEATA
GNEABVHDTH -l eREIS, HRYERERL L FERENNEETRRNCEBAN
BEREEZEZ SN, T/, ~BRREBOBETHELISBD SN 150 ng/kgBOE2HD
BRRICIARMISEBENRERBD oG- T,

DEDRRID, ZEBRYEOENSIERIFBBIUEREEZEA SN, BIEHRHTRIRBER
HHEVREESBRO L T AR OEFEERTEELEZ ON, THRBIIMEL D
150 ng/kg  MEBRBIMEL bHRYERSGCER L AHBIEMAIBDohBdr -
30 mg/kg & HIMT L 7o
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Table 1. Survival and mortality Exp. No. 2085 (115-017)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 1 2 3 4 (%)
Male 0 10710 10/10 10/10 10/10 0.0
30 5/5 5/5 5/5 5/5 0.0
150 55 5/5 5/5 5/5 0.0
750 10710 10/10 10/10 10/10 0.0
Female 0 10710 10/10 10/10 10/10 0.0
30 5/5 5/5 5/5 5/5 0.0
150 5/5 5/5 5/5 5/5 0.0
750 10710 10/10 10/10 10/10 0.0

Number surviving / Number per group.
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Table 1. -continued Survival and mortality Exp. No. 2085 (115-017)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 5 6 (%)
Male 0 5/5 5/5 A 0.0
750 5/5 5/5 0.0
Female 0 5/5 5/5 0.0
750 5/5 5/5 0.0

Number surviving / Number per group.
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Table 2. Clinical observation Exp. No. 2085 (115-017)
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
30 55 5/5 5/5 5/5 5
150 55 &/5 5/5 b/5 5
750 10/10 10/10 10/10 8/10 8
sacrificed 0 0 0 0 5 5
30 0 0 0 5 5
150 0 0 0 5 5
750 0 0 0 5 5
salivation 0 0 0 0 0 0
30 0 0 0 0 0
150 0 0 0 0 0
750 0 0 0 2 2
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Table 2. ~continued Clinical observation Exp. No. 2085 (115-017)

Sex: Male

Signs Dose level Weeks of experiment Total

(mg/ke) 5 6 (5—6)

normal /Number per group 0 5/5 5/5 5
750 5/5 5/5 5

sacrificed 0 0 5 5
750 0 5 5




9¢

sesa &g wmswa \ravsy v 1 ase &

Table 2. -oontinued Clinical observation Exp. No. 2085 (115-017)

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
30 55 5/5 5/5 5/5 5
150 55 5/5 5/5 5/5 5
750 10/10 10/10 10/10 9/10 9
sacrificed 0 0 0 0 5 5
30 0 0 0 5 5
150 0 0 0 5 5
750 0 0 0 5 5
salivation 0 0 0 0 0 0
30 0 0 0 0 0
150 0 0 0 0 0
750 0 0 0 1 1
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Table 2. ~continued Clinical observation Exp. No. 2085 (115-017)
Sex: Female
Si Dose level Weeks of experiment Total
o (ng/keg) 5 6 5 > 6)
ormal/Number per grou 0 5/5 5/5 5
nora per Broip 750 4/5 5/5 4
sacrificed 0 0 5 5
750 0 5 5
salivation 0 0 0 0
750 1 0 1
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Table 3. Body weight Exp. No. 2085 (115-017)
(unit : g)
Sex Dose level  Weeks of experiment
(mg/kg) 0 1 2 3 4
Male 0 135 + 3 197 + 7 254 £ 10 310 x 11 350 + 15
30 135 + 2 200 + 12 259 t 16 319 £ 23 355 + 37
150 135 + 3 194 + 8 248 £ 14 302 £19 329 + 30
750 135 £ 4 199 + 8 255 + 14 309 +20 342 + 22
Female 0 120 + 4 153 + 6 182 £ 11 206 + 11 225 t 11
30 120 + 3 152 + 3 177 + 6 199 £ 9 214 + 10
150 120 £ 5 150 + 8 176 + 13 193 + 16 214 + 17
750 120 £+ 4 152 + 9 179 + 10 200 + 12 220 + 14

Mean + S.D.
Significant difference from control group; *. P<0.05 =*: P<0.01
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Table 3. -continued Body weight Exp. No. 2085 (115-017)

(unit : g)
Sex Dose level Gain
(mg/kg) 0 — 4
Male 0 215 £ 15
30 220 £ 35
150 194 + 28
750 207 + 20
Female 0 105+ 9
30 93 +11
150 95 + 13
750 9 + 14

Mean + S.D.
Significant difference from control group; x: P=0.05 **: P<0.01
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Exp. No. 2085 (115-017)

{unit : g )
Sex Dose level  Weeks of experiment Gain
(mg/kg) 5 6 (4 — 6)
Male 0 391 + 10N 414 + 10N 5 ¢ 6
750 363 t 32 388 +34 48 + 4«
Female 0 240 £ 15 251 t 16 24 + 8
750 230 + 21 236 + 20 14 + 4%
Mean # S.D.
Significant difference from control group;  *: P=0.05  =**: P=0.01

N: Non parametric analysis
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Table 4. Food consumption Exp. No. 2085 (115-017)

(unit : g/week )
Sex Dose level  Weeks of experiment Total
(mg/kg) 1 2 3 4 0 — 4)
Male 0 140 + 8 154 + 9 164 + 8 156 + 16 614 + 35
30 145+ 6 160 t 11 169 + 10 151 + 20 624 + 46
150 141 + 8 149 + 13 156 + 6 140 + 16 586 + 40
750 142 + 6 157 + 10 1588 + 5 164 + 18 621 + 26
Female 0 115 + 5N 118 + 6 118 + 8 108 + 11 460 + 21
30 115+ 5 120 £ 11 112 £+ 5 100 £ 7 47 £ 20
150 111 + 8 114 + 12 110 + 12 103 + 13 438 + 42
750 118 + 13 123+ 7 121 + 13 108 + 12 470 £ 39

Mean + S.D.
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. 2085 (115-017)
( unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 5 6 5 —6)
Male 0 17T+ 9 162 + 8 340 + 16
750 169 + 13 161 + 9 330 + 19
Female 0 127 + 9 121 + 11 248 + 15
750 124 + 15 116 £ 15 240 + 29
Mean t S.D.
Significant difference from control group; *: P<0.05 »*: P<0.01
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Table 5. Food efficiency Exp. No. 2085 (115-017)
(unit : %)
Sex Dose level  Weeks of experiment Mean

(mg/kg) 1 2 3 4 0 — 4)

Male 0 43.9 + 3.6 37.0 £ 3.3 34.2 £3.2 25.7 + 3.5N 35.0 £1.9

30 44.6 £ 6.0 36.8 +3.7 35.2 +2.5 23.6 +9.2 35.1£32

150 41.6 + 3.3 3.1 1.6 34.4 +2.4 19.2 £6.2¢ 32.9 +2.5

750 45.0 +4.2 35.4 £2.6 34.1 +5.3 20.4 + 3. 4% 33.3 £2.6

Female 0 28.8 + 4.4 25.1 +5.4 20.1 £ 2.6 16.8 £+ 6.6 22.8 +1.8

30 27.2 + 4.7 20.9 +4.7 19.8 + 4.6 14.9 +6.3 20.9 £ 2.8

150 271.5 £ 3.4 22.6 £+ 2.1 15.5 £ 2.0 20.8 + 1.4 21.6 £+ 1.3

750 26.9 +4.7 21.6 +5.8 17.9 £ 4.6 17.9 £ 5.6 21.1 £ 2.0

Si@ﬁi%igégi: difference from control group;  *: P<0.05  #*: P<0.01

N: Non parametric analysis
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Exp. No. 2085 (115-017)

{(unit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 5 6 (5 — 6)
Male 0 17.9 1 2.2 14.2 £ 1.5 16.1 £+1.3
750 12.9 1 1.2 16.0 £ 3.7 14.5 £ 1.4
Female 0 10.5 £+ 4.3 9.0 +4.6 9.8 +2.8
750 6.5 +3.0 5.2 +4.2 5.9 £1.0%=

Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01
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Table 6. Hematology Exp. No. 2085 (115-017)
Week: 4

Sex Dose level No. of HCT HGB RBC MCV MCH MCHC
(mg/ke) animals (%) (g/dl) (x10°/un®) (') (pg) (%)

Male 0 5 43.3 + 1.5 14.3 £ 0.5 7.01 +0.21 61.8 £ 2.4 20.4 + 0.5 33.1 ¢+ 0.6
30 5 43.5 + 1.7 14.2 £ 0.5 7.05 + 0.44 61.8 + 2.4 20.2 £+ 0.8 32.6 + 0.2
150 5 43.3 £+ 1.0 14.1 £ 0.5 6.95 + 0.32 62.3 + 1.5 20.3 £+0.3 32.5+ 0.4
750 5 42.6 £+ 1.4 13.9 £ 0.5 6.95 £ 0.18 61.3 + 1.3 20.0 £ 0.4 32.6 £ 0.3

Female 0 5 44.4 £ 0.8 14.2 £0.3 7.38 +0.18 60.2 + 0.9 19.3 £ 0.3 32.1+ 0.4
30 5 43.6 +1.1 14.0 £ 0.4 7.19 +0.20 60.7 + 2.2 19.6 £+ 0.6 32.3 ¢+ 0.6
150 5 43.6 £ 1.1 14.0 £0.3 7.02 + 0.22% 62.1 + 1.8 19.9 + 0.5 32.1+ 0.2
750 5 42.2 £ 1.9 13.6 £ 0.6 7.00 + 0.24x 60.3 + 1.2 19.4 £ 0.4 32.2 + 0.5

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. 2085 (115-017)
Week: 4

Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals  (x10%/m’) (x10°/un’) NEUT LYMPH MONO EOSN BASO Luc

Male 0 5 1252 + 108 11.1 + 2.2 11+ 3 8% + 2 2+ 1 1+ 0 0+ 0 1+ 0
30 5 1298 + 216 10.5 + 1.7 15+ 8 81 8 2+ 0 1+ 0 0+ 0 1+ 0
150 5 1310 + 159 81+ 1.4 13+ 3 8+ 4 1+ 1 1+ 1 0+ 0 0+ 1
750 5 1415 + 157 9.8+ 1.2 13+3 81+ 3 1+ 1 1+ 0 00 1+ 0

Fenale 0 5 1329 + 75 7.2 + 1.6 4+ 5 8+ 5 1+ 0 2+ 1 0+ 0 1+ 1
30 5 1353 + 125 5.9+ 1.6 16+ 6 815 1+ 0 2+ 1 0+ 0 0+ 1
150 5 1302 + 145 6.9 £+ 2.3 14+ 5 83+ 6 1+ 0 2+ 1 0+ 0 0+ 0
750 5 1400 + 68 6.2 £+ 0.6 11+ 3 8+ 3 1+ 0 1+ 0 0+ 0 0+ 0

NMglanH:iNguﬁrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Fosinophil BASO: Basophil LUC: Large unstained cells
Significéni: difference from control group: x: P<0.05 *: P<0.01
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Table 6. -continued Hematology Exp. No. 2085 (115-017)
Week: 6
Sex Dose level  No. of HCT HGB RBC | i MCH MCHC
(mg/kg) animals (%) {g/dl) (x10°/ua”) (o) (pg) (%)
Male 0 47.8 + 1.4 15.0 £ 0.4 8.13 +0.27 58.9+ 1.9 18.4 + 0.4 31.3+ 0.5
750 47.3 £ 1.4 14.6 £0.4 7.84 +0.30 60.4 + 0.9 18.7 £ 0.3 30,9+ 0.2
Female 0 5 47.1 + 2.2 14.2 + 0.6 7.80 + 0.26 60.4 + 1.4 18.1 £+ 0.4 30.0 £+ 0.2
750 5 45.7 £+ 1.3 13.8 £ 0.4 7.54 £0.14 60.7 £ 1.5 18.3 £ 0.7 30.2 + 0.7
Mean % S.D.
Significant difference from control group; x: P<0.05 *xx: P=<0.01
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Table 6. -continued Hematology Exp. No. 2085 (115-017)
Week : 6

Sex Dose level No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals (x10°/ ) (x10°/ux’) NEUT LYMPH MONO EOSN BASO LUC
Male 0 5 1280 + 144 11.1 + 2.6 14+ 2 83+ 3 2+ 1 1+ 0 0t 0 1+ 0
750 5 1304 &+ 171 11.5 + 2.7 12 + 2 85 + 3 2+ 1 1+ 0 0+ 0 1+ 0
Female 0 5 1160 + 55 7.5+ 1.7 111+ 4 86 + 4 1+ 1 1+ 0 0+ 0 0+ 1
750 5 1405 + 98« 6.0 + 2.7 111 2 87 + 2 1+ 0 1+ 0 0+ 0 0+ 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 *xx: P<0.01
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Table 7. Coagulation Exp. No. 2085 (115-017)

Week: 4
Sex Dose level No. of PT APTT Fibrinogen
(mg/kg) animals (sec.) (sec.) (mg/dl
Male 0 5 14.9 £+ 0.5 27.2 £+ 1.6 204 + 18N
30 5 15.2 + 1.0 26.7 +2.3 240 t 63
150 5 14.4 £+ 0.4 25.5 +1.2 201 + 18
750 5 14.4 + 0.3 26.4 +2.0 220 + 22
Female 0 5 15.0 £ 0.3 25.2 £+ 0.9 163 + 17
30 5 14.8 £ 0.4 23.2 +1.2 147 + 15
150 5 15.4 + 0.4 24.8 +1.6 163 + 17
750 5 13.8 + 0. T*= 23.6 +1.2 187 + 23
=~
N Mean + S.D.

Significant difference from control group;  *: P<0.05 =x: P<0.01
N: Non parametric analysis
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Exp. No. 2085 (115-017)

Week : 6
Sex Dose level No. of PT Fibrino§en
(mg/kg) animals (sec.) (sec.) (mg/dl

Male 0 5 14.6 £ 0.5 26.9 £1.9 221 + 12
750 5 14.0 £ 0.8 26.3 £ 2.2 218 + 11

Female 0 5 15.2 £+ 0.6 23.1 £ 1.6 174 + 6
750 5 15.2 + 0.8 23.3 £ 1.9 180 + 19

Mean + S.D.

Significant difference from control group;

¢l

*: P<0.05  *x: P<0.01
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Table 8. Blood chemistry Exp. No. 2085 (115-017)
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 10.1 + 2.4 0.60 +0.04 44 + 14 5.18 + 0.14 3.11 £0.11 1.51 + 0.10N
30 5 9.4+ 1.4 0.63 £ 0.04 42 111 5.26 + 0.26 3.07 £0.09 1.41 £ 0.10
150 5 88+ 1.2 0.66 + 0.04 41 10 5.29 £ 0.15 3.19 +0.08 1.51 +0.02
750 5 11.3 + 1.2 0.77 £ 0.07*x 44 + 10 5.48 + 0.12 3.38 £0.10=x  1.61  0.07
Female 0 5 14.0 £ 1.6N 0.60 + 0.06 49 + AN 577 +0.31 3.62 +0.27 1.70 +0.18
30 5 14.0 £ 3.4 0.60 + 0.07 53+ 9 5.61 +0.23 3.53 +0.09 1.71 £ 0.11
150 5 12.7 £ 2.7 0.61 +£0.04 4 114 5.58 +0.19 3.46 £+ 0.15 1.64 + 0.08
750 5 12.1 + 0.4 0.65 + 0.06 68 + 21 6.18 +0.42 4.00 + 0.33* 1.84 +0.14
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. 2085 (115-017)
Week: 4

Sex Dose level  No. of Glucose Triglyceride T.bilirubin GOT GPT ALP
(ng/kg animals (mg/dl) (mg/d1) (mg/d1) (U/1) (U/1) (U/1)
Male 0 5 105 + 16 38.6 + 4.9 0.13 £ 0.04 58 + 8 10+ 3 172 + 67
30 5 124 + 19 49.1 £+ 16.6 0.12 + 0.03 59+ 7 13+ 3 186 + 23
150 5 127 £ 11 40.2 + 10.1 0.13 + 0.02 51+ 6 14+ 6 187 + 36
750 5 121 £ 29 28.8 + 5.8 0.17 +0.02 9 + 8 14+ 3 164 + 43
Female 0 5 105+ 9 3.1+ 6.2 0.15 + 0.05 57 + 10 15+ 3 88 + 10
30 5 114 + 23 28.9 + 5.1 0.12 + 0.03 51 + 8 13+ 3 119 + 32
150 5 105 + 11 27.2 + 4.5 0.13 +0.03 52 + 3 13+ 2 114 + 27
750 5 125 + 23 43.3 + 14.2 0.19 +0.02 35+ 6= 11+ 3 113 + 39

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. 2085 (115-017)

Week: 4

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

(mg/kg) animals {u/1) (mmol/1) (mmol/1) (mmol/1) (mg/dl) (mg/dl)

Male 0 5 0.5 £ 0.2X 141.5 + 1.6 4.61 +0.28 103.8 £+ 1.3 9.51 +0.10 8.47 + 0.41
30 5 1.5 +1.2 143.4 + 2.0 4.73 £0.22 107.2 + 1. 4= 9.36 +0.13 7.71 £ 0.48
150 5 1.0 £ 1.3 144.2 + 0.9 4.84 +0.36 106.7 + 0.9%= 9.37 £ 0.06 7.98 £+ 0.79
750 5 0.6 £0.3 143.5 + 1.0 4.75 +0.38 104.0 £ 1.1 9.37 +0.22 8.06 + 0.56

Female 0 5 1.6 +1.4 143.0 + 1.1 4.54 +0.28 108.9 £+ 1.7 9.90 + 0.20 6.42 + 0.42
30 5 1.9 +1.3 143.0 + 0.9 4.24 +0.23 109.5 + 1.7 9.60 +0.24 6.52 £ 0.44
150 5 0.9 £0.8 143.8 £+ 0.6 4.26 £ 0.39 110.2 £+ 1.3 9.71 + 0.28 6.63 +0.73
750 5 1.2 £ 0.4 143.6 £+ 1.0 4.59 +0.37 107.5 £ 0.7 10.12 £ 0.29 T7.41 £ 0.63

Mean + S.D.

Significant difference from control group; *: P<L0.05 *x: P=£0.01
N: Non parametric analysis
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Table 8. —~continued Blood chemistry Exp. No. 2085 (115-017)
Week: 6
Sex Dose level No. of BUN Creatinine T. cholesterol T. protein Albumin NG
(mg/kg animals (mg/dl) (mg/dl) (mg/dl) (g/dl) (g/dl)
Male 0 5 11.0 + 1.3 0.54 + 0.09 48 + 9 5.42 + 0.08 3.21 +0.07 1.45 £ 0.10
750 5 12.8 + 3.2 0.55 £ 0.08 54 + 13 543 +0.09 3.17 + 0.07 1.41 + 0.06
Female 0 15.7 + 4.1N 0.57 £+ 0.04 66 £+ 9 5.8 +0.18 3.54 £0.20 1.53 £ 0.13
750 15.1 ¢+ 1.1 0.54 +0.05 71 +12 5.94 +0.29 3.61 £0.23 1.54 + 0.08
Mean + S.D.
Significant difference from control group; *: P<0.05 =: P<0.01

N: Non parametric analysis

rage
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Exp. No. 2085 (115-017)

Week : 6
Sex Dose level  No. of Glucose Triglyceride T.bilirubin GoT GPT ALP
(ng/kg) animals (mg/dl) (mg/dl) (mg/dl) (u/1) (U/1) (u/1)
Male 0 5 148 + 13 48.3 + 6.2 0.13 £ 0.03 47+ 5 14+ 3 110 + 31
750 5 141 + 18 50.6 + 8.3 0.11 +0.02 4 + 7 21 + bBx 135 + 23
Female 0 5 131 + 20 42.3 + 8.2 0.19 £ 0.05 49 + 3 15+ 5 8 + 15
750 5 126 + 26 41.4 + 14.0 0.16 £ 0.03 42 + 6% 9+ 5 7+ 22
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. 2085 (115-017)
Week: 6
Sex Dose level No. of Gamma—GTP Sodium Potassium Chloride Calcium 1. phosphate
(mg/kg) animals U/1) (mmol/1) (mmol/1) (mmol/1) (mg/d1) (mg/dl)
Male 0 1.0 £+ 1.1N 140.6 + 0.7 4.94 £+ 0.17 105.3 £+ 1.8 9.53 +0.18 7.68 x 0.56
750 5 0.2 +0.1 140.6 + 0.8 4.86 + 0.31 105.7 + 1.4 9.49 +0.13 7.37 £0.19
Female 0 0.7 £+0.2 141.4 £ 1.2 4.52 +0.24 107.3 + 2. 0N 9.52 +0.13 6.24 £ 0.40
750 5 0.6 £0.2 142.4 + 1.3 4.50 + 0.33 109.5 + 0.2« 9.60 +0.15 6.22 + 0.55
Mean + S.D.
Significant difference from control group; *: PS0.05 =+ P=0.01

Non parametric analysis

rage
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Table 9. Urinalysis Exp. No. 2085 (115-017)

Week: 4

Sex Dose level  No. of Volume Specific Gravity

(ug/kg) animals (ml)

Male 0 5 7+ 2 1.076 + 0.024
30 5 9+ 2 1.060 + 0.013
150 5 6+ 3 1.085 + 0.028
750 5 14 £ 4 1.047 £ 0.009+

Female 0 5 51+ 1 1.082 + 0.015
30 5 4+ 1 1.089 + 0.022
150 5 6+ 1 1.076 + 0.015
750 5 10 £ 1= 1. 043 £ 0. 004#x*

61

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

x; P<0.05 *x: P<0.01
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Table 9. -continued Urinalysis Exp. No. 2085 (115-017)

Week: 4
Sex Dose level No. of Color Turbidity pH
(mg/kg) animals 1 23456 738 91011 Clear Muddy 55.566.577.5885 =9
Male 0 5 3 2 5 2111
30 5 5 5 1121
150 5 5 5 2 3
750 5 5 5 1121
Female 0 5 5 5 2 1 2
30 5 5 5 1 21 1
150 5 5 5 1 2 2
750 5 5 5 1 1 111
=l 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. 2085 (115-017)
Week : 4

Sex Dose level  No. of Occult Blood Ketones Glucose (g/dl)
(mg/kg) animals - /- 1+ 2+ 3+ - /- 1+ 2+ 3+ 4+ - 0.% 0.25 0.5 21.0

Male 0 5 5 2 1 2 5

30 5 5 1 4 5

150 5 5 2 5

750 5 4 1 1 2 2 5
Female 0 5 5 1 3 1 5

30 5 5 2 1 2 5

150 5 5 1 2 2 5

750 5 5 5 5
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Exp. No. 2085 (115-017)

Table 9. -continued Urinalysis
Week: 4
Sex Dose level  No. of Protein (ng/dl) Bilirubin Urobilinogen (E. U. /dl)
(mg/kg) animals +/- 30 100 =300 - 1+ 2+ 3+ 0.11.0 %.0 4.0 8.0 =212
Male 0 5 1 1 1 4 1 2 3
30 5 3 2 5 2 3
150 5 5 2 3 5
750 5 1 1 3 3 2 2 3
Female 0 5 3 2 4 1 1 4
30 5 1 1 1 2 4 1 5
150 5 2 1 1 3 2 1 4
750 5 3 2 4 1 2 3
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Table 9. —continued Urinalysis : Microscopic examination of sediment Exp. No. 2085 (115-017)
Week : 4

Sex Dose level  No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals -1+ 2+ 3+ - 1+ 2+ 3+ -1+ 2+ 3+ -+ -+ -+ - 4+
Male 0 5 5 3 2 5 5 5 5 5
30 5 5 3 2 5 5 5 5
150 5 5 3 2 5 5 5 5
750 5 5 122 5 5 5 5 5
Female 0 5 5 113 5 5 5 5 5
30 5 5 4 1 5 5 5 5 5
150 5 4 1 1 4 5 5 5 5 1 4
750 5 5 3 2 3 2 4 1 5 5 5

others : Crystals



(O3]

N1 oL yv VCHILTE

Lyl

o4l1s rage 1

Table 9. —-continued Urinalysis Exp. No. 2085 (115-017)
Week: 6
Sex Dose level No. of Volume Specific Gravity
(ng/kg) animals (ml)
Male 0 5 8+ 2 1.076 & 0.023
750 5 10+ 2 1.058 + 0.014
Female 0 5 6+ 2 1.080 = 0.031
750 5 6+ 2 1.076 + 0.022
Mean + S.D.
Significant difference from control group; *: P<0.05 x: P<0.01



Table 9. —continued Urinalysis Exp. No. 2085 (115-017)
Week: 6

Sex Dose level No. of Color Turbidity pH
(mg/kg) animals 1 2 3 456 78 91011 Clear Muddy 55.566.577.58 8.5 =9
Male 0 5 5 5 14
750
Female 0 5 5 5 2 21
750 5 5 5 1 2 2

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. 2085 (115-017)
Week : 6
Sex Dose level No. of Occult Blood Ketones Glucose (f/dl)
(mg/kg) animals - +/- 1+ 2+ 3+ - +/- 1+ 2+ 3+ 4+ - 0.1 0.250.5 21.0

Male 0 5 4 1 1 1 3

750 5 4 1 2 2 1
Female 0 5 5 4

50 5 4 1 3
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Exp. No. 2085 (115-017)

Table 9. —continued Urinalysis : Microscopic examination of sediment
Week: 6
Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
(mg/ke) animals — 1+ 2+ - 1+ 2+ 3+ — 1+ 2+ 3+ -+ -+ -+ - 4+
Male 0 5 5 3 2 4 1 5
750 5 2 3 5 2 3 5 5 1 4
Female 0 5 4 1 4 1 5
750 4 1 1 2 2 4 1 4 1 5
others : Crystals
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Table 10. Organ weight Exp. No. 2085 (115-017)
Week: 4

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

Male 0 5 M1+ 14 2.08 + 0.05 10.26 + 0.50 2.66 + 0.14 0.64 £ 0.09
30 5 355 + 37 2.07+ 0.04 10.63 + 1.25 2.69 + 0.25 0.65 + 0.05
150 5 329 +30 2.04 £ 0.09 11.22 + 1.60 2.89 £+ 0.23 0.55 + 0.10
750 5 343+ 9 1.99 + 0.12 15.54 £ 0.67** 3.62 + 0.26%x 0.59 + 0.10

Female 0 5 223 +11 1.93 + 0.08 6.74 + 0.28 1.80 + 0.10 0.48 + 0.04
30 5 214 £ 10 1.92 + 0.06 6.76 + 0.32 1.69 + 0.08 0.36 £ 0.02%x*
150 5 214 + 17 1.90 + 0.11 6.85 + 0.81 1.81 + 0.22 0.41 + 0.07
750 5 218 £ 11 1.89 + 0.02 9.66 + 0.51%* 1.78 + 0.21 0.37 + 0.08«

Mean + S.D.
Significant difference from control group; x: P<0.05 *x: P<0.01
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Table 10. -continued Organ weight
Week: 4
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Exp. No. 2085 (115-017)

Sex Dose level No. of Adrenals Testes Ovaries
(mg/kg) animals (mg) (8) (mg)
Male 0 5 59+ 8 2.81 £+ 0.20
30 5 49 +  Ox 2.99 + 0.26
150 5 48 + 2« 2.87 + 0.27
750 5 46 + 6% 2.93 £+ 0.11
Female 0 5 66+ 5 88 + 3N
30 5 67 + 8 88+ 5
150 5 65+ 8 91 + 18
750 5 64 + 17 81 + 17
Mean + S.D

Significant difference from control group;
N: Non parametric analysis

x: P<0.05 *x: P<0.01
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Table 10. -continued Organ weight Exp. No. 2085 (115-017)
Week: 6
Sex Dose level  No. of Body Weight Brain Liver Kidneys Spleen
(mg/kg) animals (®) (®) (g) (g (g)
Male 0 414 + 10N 2.10 + 0.04 11.94 + 0.52 3.01 £+ 0.25 0.69 + 0.05
750 5 388 + 34 2.14 + 0.09 11.49 + 1.18 3.24 + 0.46 0.64 £ 0.10
Female 0 251 + 16 1.99 + 0.05 7.25 + 0.71 1.85 + 0.20 0.48 + 0.02N
750 5 236 + 20 1.99 + 0.03 7.37 + 1.38 1.81 + 0.22 0.45 + 0.08
Mean £ S.D.
Significant difference from control group; *. P<0.05 *#x; P<0.01

N: Non parametric analysis
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Exp. No. 2085 (115-017)
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Week: 6
Sex Dose level  No. of Adrenals Testes Ovaries
(mg/kg) animals (mg) (8) (mg)
Male 0 5 58+ 6 3.08 + 0.22
750 5 52+ 7 3.31 &+ 0.20
Female 0 5 656+ 5 91 + 4N
750 5 66 £+ 9 97 + 18
Mean

+ S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01
N: Non parametric analysis
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Table 11. Organ weight per body weight Exp. No. 2085 (115-017)

Week: 4

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

(mg/kg) animals (8) (%) (%) (% (%)

Male 0 5 341 + 14 0.610 + 0.028 3.011 +£0.127 0.781 + 0.051 0.188 + 0.022
30 5 355 + 37 0.587 + 0.059 2.992 + 0.181 0.761 + 0.071 0.185 + 0.015
150 5 329 + 30 0.623 + 0.036 3.400 + 0.227*x 0.880 + 0.056* 0.166 + 0.015
750 5 343 + 9 0.580 + 0.026 4,527 + 0. 122%x 1.056 + 0.079%x* 0.170 + 0.026

Female 0 5 223 + 11 0.868 + 0.027 3.031 + 0.098 0.808 + 0.050 0.214  0.011
30 5 214 + 10 0.899 + 0.054 3.171 +0.190 0.794 £ 0.063 0.169 + 0.010%*
150 5 214 + 17 0.890 + 0.069 3.192 + 0.255 0.842 + 0.054 0.189 + 0.021
750 5 218 +11 0.871 + 0.052 4.438 1 0.223%x 0.817 + 0.074 0.169 + 0.033**

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. 2085 (115—017)

73

Week: 4
Sex Dose level No. of Adrenals Testes Ovaries
(mg/kg animals (%) %) (%)
Male 0 5 0.017 + 0.002 0.823 + 0.047
30 5 0.014 + 0.004 0.844 + 0.079
150 5 0.015 1 0.001 0.879 + 0.127
750 5 0.013 + 0.001 0.855 + 0.054
Female 0 5 0.030 + 0.002 0.040 + 0.002N
30 5 0.032 + 0.005 0.041 + 0.002
150 5 0.030 + 0.003 0.042 + 0.008
750 5 0.029 + 0.004 0.037 £ 0.008
Mean t S.D.
Significant difference from control group; *: P<0.05 *x; P<0.01

N: Non parametric analysis
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Table 11. —continued Organ weight per body weight Exp. No. 2085 (115-017)
Week: 6
Sex Dose level No. of Body Weight Brain Liver Kidne¥s Spleen
(mg/kg) animals () (%) (% (%)
Male 0 414 + 10N 0.508 + 0.012 2.884 1 0.058 0.727 + 0. 064 0.167 + 0.012
750 5 388 +34 0.552 + 0.032+ 2.956 + 0.146 0.832 + 0.091 0.165 + 0.011
Female 0 251 + 16 0.796 + 0.031 2.894 +0.241 0.738 + 0.068 0.194 + 0.018
750 5 236 + 20 0.850 + 0.065 3.108 + 0.332 0.769 + 0.048 0.190 + 0.026
Mean + S.D.
Significant difference from control group: *; P<0.05 *x: P<0.01

N: Non parametric analysis
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Table 11. ~-continued Organ weight per body weight
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Exp. No. 2085 (115-017)

Week : 6
Sex Dose level  No. of Adrenals Testes Ovaries
(mg/kg) animals (%) (%) (%)
Male 0 5 0.014 £ 0.001 0.743 + 0.052
750 5 0.013 = 0. 002 0.855 + 0.071%
Female 0 5 0.026 + 0.002 0.036 + 0.002N
750 5 0.028 + 0.002 0.041 + 0. 007

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

*: P<£0.05 «x: P<0.01
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Table 12. Summary of gross findings ( sacrificed at 4 week )
Sex: Male
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Exp. No. 2085 (115-017)

Dose level ( mg/kg ) 0 30 150 50
No. of animals necropsied 5 5 5 5
Organ Findings
HEMATOPOIETIC SYSTEM
Iymph node enlarged 0 1 0 0
RESPIRATORY SYSTEM
lung colored patch/zone 0 1 2 0
thoracic cavity
hydrothorax 0 1 0
DIGESTIVE SYSTEM
liver colored patch/zone 0 1 0 0
enlarged 0 0 0 Ba*
URINARY SYSTEM
kidney enlarged 0 0 1 Sk
pale 0 0 1 Bax

Significant difference from control group; =** : P < 0.01
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Table 12. -continued Summary of gross findings { sacrificed at 4 week )
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Exp. No. 2085 (115-017)

Sex: Female
Dose level ( mg/kg ) 0 30 150 750
No. of animals necropsied 5 5 5 5
Organ Findings
RESPIRATORY SYSTEM

lung colored patch/zone 2 0 0 0
DIGESTIVE SYSTEM

liver enlarged 0 0 0 Hax
URINARY SYSTEM

kidney enlarged 0 0 0 1

pale 0 0 0 1

Significant difference from control group;

w=* : P < 0.01
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Table 13. Summary of histological findings ( sacrificed at 4 week ) Exp. No. 2085 (115-017)
Sex: Male
Dose level ( mg/k% ) 0 0 150 750
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 - - - - - = 0 0 0
DIGESTIVE SYSTEM
liver (5) ( 5) ( 5) (5)
fatty change 500 500 4 0 0 2 00
swelling of liver cells 0 00 000 2 00 50 0
granulation 500 4 0 0 500 2 00
infiltration/cellular 1 00 1 00 000 1 00
fibrosis 0 00 000 0 00 1 00
URINARY SYSTEM
kidney {5) (5) (5 . (5
basophilic change 2 00 2 00 50 4 0 0
eosinophilic { 100 1 00 50 0 0 59
infiltration/cellular 0 00 0 00 0 00 1 00
ENDOCRINE SYSTEM
adrenal gland . ( 5) (0) (0) ( 5)
vacuolic change 1 00 - - =~ - - - 1 00
1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site.
Slgmflcant 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. 2085 (115-017)

Sex: Female
Dose level  ( mg/kg ) 0 30 150 750
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
CARDIQOVASCULAR SYSTEM
heart {5 {0) (0 {5)
fibrosis 0 00 - - - - - - 100
HEMATOPOIETIC SYSTEM
spleen . . ( 5) (0 (0 (5)
deposit of pigment 000 - - - - - - 1 00
DIGESTIVE SYSTEM
liver (5) (5 (5) (5)
fatt e 200 4 00 2 00 0 0
swel liver cells 0 0 0 0 0 0 2 00 5xxQ
ranu 500 4 0 0 4 00 300
1nf11trat10n/oellular 2 00 1 00 0 00 0 0
URINARY SYSTEM
kidney (5) (5) {5) (5)
basophilic change 300 100 2 00 1 00

1: sllght 2: moderate 3. marked
() : No. of animals examined microscopically at this site.
Significant difference from control group; #** : P < 0.
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Table 13. —continued Summary of histological findings ( sacrificed at 6 week ) Exp. No. 2085 {115-017)

Sex: Male

Dose level { mg/k% ) 0 30 150 750

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

DIGESTIVE SYSTEM

liver (5) { 5)
fatt_chan%e_ 4 0 0 - - - - - - 4 00
swelling of liver cells 0 00 - - - - - - 3 00
granulation 500 - - - - - - 500
infiltration/cellular 1 00 - - - - - - 0 00

URINARY SYSTEM

kidney (5) (5
basophilic change 0 00 - - - - - - 5¢x0 0
deposit of calcium 1 00 - - - - - - 0 00
eosinophilic body 2 00 - - = - - - 2 00
eosinophilic change 0 00 - - - - - - 300
infiltration/cellular 0 00 - - - - - - 1 00
Iymphocytic infiltration 0 00 - - - - - - 200
scarring 0 00 - - - - - - 1 00

1: slight 2: moderate 3: marked
{): No. of animals examined microscopically at this s1te
Significant difference from control group; =**x : P £ 0
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Table 13. —continued Summary of histological findings ( sacrificed at 6 week ) Exp. No. 2085 (115-017)
Sex: Female
Dose level ( mg/kg ) 0 30 150 750
No. of animals sacriticed 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
DIGESTIVE SYSTEM
liver (5) (5)
fatt, 2 00 - - = - - - 1 00
swel 1n§ 11ver cells 0 0 0 - - = - - - 1 0 0
granulation 500 - - - - - - 5 00
URINARY SYSTEM
kidney { 5) (5
basophilic change 0 00 - - - - - - 4« 0 0
deposit of calcium 0 00 - - - - - - 2 00

1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at thlS site.
Slgmflcant difference from control group; * : P =< 0.05
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