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1. & %

N=-AFULTY VOREREICXIBHEZRERTHH, Crj: (D)) FFv FEAL
£BEBMRERSRBEEML 1,

Sy b1 BEESSETARBE, SOLNBRSIUEARMICRBES 5 TOEE
BEHZ. B 60 EEERA Lk,

N=XFNT7=V R, I—VFANVICHEREE. 0.0 BBXT 125 ng/kg2ER L
B, 4EMAREORS L. —BRRABORR. AEAT. RERNE. MEZORE, O
ERERE, NRLEORE. RRE. BTERUES LURBELRELEML o B56,
EEMME2EME L, REPMPEXURERTREEAROMES X UERELEML
7o

ZOERR, ROLBEVENINE,

BEEHMBLUEEEREZEL T, BEVWTHORKLATAZIRD o - b,
O 105 wg/MBTFT7/ —EPEEIH, BEHMARCA-THRRKLTED O HAN
H T,

GELICREZI., RSP, BELLBETHELZNZD SN - 2 BHHE
HMHMTRED 125 g/ B TREROEM. AEOFESBD SN,

MEEHREORER, ML S 25 BT 115 g/ B TAT 2 Y v ME. NEZOE
VERB I CRMRMOERE., BERORENFTEERL. S5 05 ng/kg BT MCHC D4E
fE. 125 mg/kg BT MCV. MCH, MCHC BXUBREROFEIED >hi, BEHMLK
THRORETIR. BEEARED SN LODOMEEE bRMBRESENMCEETS - 72,

MEREREORSE. M0 125 0g/GBTTo bV EVERCEINIEENED SN i,
M tENREORKR., MO 125 ng/ B TREVIEUNEEETRL, SoREDF
BT (I0RE. BORB T/ VT F=vOSREABDONE, ThOOEREEEM
BTEHEORETRTXTEHAEL 7,

FREOKE., BED 125 1y/BRTEEERYAEML. REXEMERZRL. &
D 25 B 125 ng/XgBTH MUtk 1+ BUIAEML . BEEMKTRORE TR,
HO 125 ng/ B TREOHM, LEOEESBD SN, O 125 1/BTEREERY
Mot 1 PED Shice

LEEBAEOKR. #0O 125 ng/k B, MO 25 BXU 15 ng/ B THRBORERD
JUHNERNEEEAR L. SOICHED 15 BLY 115 ng/B TP LUBEBENER
PEEERL, HEFRARTEHEORETIR, HED 115 n1g/IiB TR, BROEEERD
SJUHNBERFTEEZRL. SORBOEAH THBOEZERSIUVENERDOFE. KB
NEROEENIBD SNl



REFREOER., RERTRIEBLVITHRBICARL THRBYHEREHTECRO W
HBRFRR. BBRORBLISLIUVEAR, FRELUEBORBLIBETHEI N, B
BORBMABLUVERIR, BIEHBRTRICBVTD 115 ng/BOMETHEIN.,
T, BEERETRO 11 1/ GBOETHBROERSEES NI,

MBAFRTRE., #EXTRESVTHRBOXN., ENAELSLXUVERUE. FROEMR
#, FROBAEMBELUVERLE., FROCNREEOERUBIVBEOKRYERS
BTNRBAKLTES(CREI N, BTFREEREOHRYERSRTRES .
125 mg/kg BTREEOEMFBED SN, RBROKM. FREXUVEROEBRUBRIE
EHBEATRIZBEVTD 125 ng/BOMETHRES L, FROIARBEOWFHEL
BRREXRTRHRLIEEREOEMIFEEABRMETRIC 120 ng/UBROETHESI N, BB
BRAEEIRERBRETRO 125 ng/BHOMBICEVTOBREIN LY, BERTRIC
ENEREOEMABD oM, £, AIRFRTEEEBRERTRICED 125 ng/sBFD 4
s o N FRBROERICHEAT 2MMFENFRIBRBEINLD> - 1,

UEDER, BELD § 0/ TRESEARIEADOAZ M- Lb00, WEMEAKENIC
AINESOEUVMEORBEREZEZONZELBBDON, BEEEIZ 5 ng/kg8T
&%i%ﬂf:o



2. % B B H: N-AFL7=)v05y b 2AVHUENORERSBLAR

3. % B B #: FHRLEEVHORLUZFMT 577D, REXESE 1105, BRENY
S, 0IERBUNS (BRIGIEILA IH) O THRAEEYEICELH
BROFECDVT] K¥E-T, v P2AVSUHEORERSEM
ABET -1
BE. RROEEIREHE 1135, HERUNS, UERE BT
(BFOEILALIIE) © TFHRAFHNECRIZBRRTBELFNE
KRIEFHOBEOCOHEEF L EDINSBARICHET 2B HER
KoWT] oFEHEEFHE LT DE L,

4. A B B §: 2291 C115-027)
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CAS No.
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® Oft %
RERMG
RE B A

Vil &

2 F R

4 F B

MEDORE

&

R

N—AFNT=) ~

100-61-8

99. 4 wt %6 (2O, R#tim& L TN,

Z 0.5 vt BEL)

W

EFtLVI-—HKBYHEREHE

AFNLTz2=VT IV

N—=—AFNIFT=1) v
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1) B R -57°C

17 B = 194 ~ 196°C

1) & B # ThI—=, T=FILRHE, KbFhicEid s,
£ & & =4 '§:0F -9

10 A B R Log Pow =171 (20°C)

(Octanol/Water)
1) H B 0. 99 (20C)
n)#'ﬁ E 0.5 mnHig
1) MO BRVLEOBEE DHFIrOMBRLIVRBKTIBRERS 3,
MOFOPIEVLEBRE. REFH. HE7XAKE<TRY

ZEAL. BVROVRRBFEVBXT SV ELEDT - 7,

O BHBYERESIYT BRERTR. W 11 28FEVI—CREL, RO RS LI,
BREBRYMEONE

BB, BRI EEEIE TReference data 1] [ L O i



10.

D

2

3

HEMEBLUHE

StE B Y

HALATy FOD (SD) RREEXF + -V X« VA-BRLHE (BRRNEELAH) 25
FERSF1IO0RA20HIC4EMTHRES 50 T, 5 100ILEBAL K,
HYERRXLEARBHEICSEMILE. FROF10A 28K 6 EARTREZHMBEL 1,
BYRSo0LDBEICK->TEIMELL, BEABHEC IV RABRBEZER T LS5
BT L. REFYRBKBI ALV RERIE1,
HYOENICHBSBIUBRESEART 2 LA CBAFIRATr — VY ERES
(Animal ID-No.) ZFF I &ickp@EERIL 720

BREHEBROEKEIIHT 129~144 g T 111~122 § THoT

HYES LV RFEREH
BRERBIINT 2B, BENEE®RETERL TEAL,

FEEH®

HERER

BNV TURTLOEEE (W42 XD 82 xXHL5n, 86.1 0° ) CTHEL. R
FAHOEHEMERIEENE I1°C, BHBES 0%, BIEH 1 RENE. BEE 150~300
lux 12 (FRITRAST. FRTRELT) &Lk,

BRRASH HEEEHY-EX (ERRBF G OKEXEFTR (76742 XD 480X
H175.5 ¢en) 2HA L. 7V IMEE -KRAT v VABERAT Y-V (W10 0xD 28. 21X
H18.0 ¢m  HAEY - « R=210, 152 0®) KEWE 1ETO>ONBELEAREKEEH
KR8,

HESF - V3RELE, RERZELIERV#EX /2,

BE. YOIt EMEE D, BREBIVHEHMG. F-20EHBECEELRELL
EERODNA2RBEROBE(LR L - 1,

5 =

BYcEA AR A Y v VBB T EHKRNESH (RRBFRX) MWEOKHABRBER
BNIHRAKS v b, =7 XK (Modified NIH Open Formula Rat znd Mouse Ration)
PERALE, FRLEASOREYOAIFE. TV VI VBRI ERIASHISMEEA
BHEBREAFE VS — (ARBEBRX) KB LERL . TDORRE MReference date
2l IR L T,

B =8

Bypici3kBEAREEBTRAK XLVED BERIBERX €1,
KEBZICESSKEKOSITZHEEA BEREEREREL VY — (BERERT)
WK LERB LI, TONWERE MReference data 3] IR L 7o



B0 3:c30F - §37

ARBOBEEZTEICRL .

AER 0.5 BB 125 ng/kgl L. B8 1 HMRE ST, /4, HEEBRBL
LT, HRBLLUCERERICHERSIK, FHOCEER L/,

. 1 2 3 4
G ) 5 25 125
(ng/kg) »

3 ;3 i3 i3 i3 HE iv:3 i3 ir 3

oY 10 10 5 5 3 5 10 10
RS ¥ TR 1000|2000 11012101 | 1200 | 2201 | 1301 [ 2301
it B OB & ¢ l ! ! l { {
B ¥ B S 1005 2005 ) 1105 2105 | 1205 ) 2205 1305 | 2305

B E A& TR 1006 2006 1306 | 2306
EAETI I { - - - - ! l
B Y & 5 10002010 1310 2310

CaA—-UFANDAEEEREL I,

(ARZEEEH]

ARBRICEL - THREEO b0 2 BMBE5RR RSR: 0. 10, 50, 250 B
500 ng/kg ) 2EMLU Iz, ZORKR, MEE 650 ng/kPlLORT, MRFHREE.
BROEBRI R BEHOEMARBY I, -7, HERNRERSRBROSERE. 2
BHBRESRBOSHR 150 1g/OXLSRTH S 105 ng/hBEWEZLZ N, UTARK
5TRU. FHEBRELS ng/ke. EFARE 5 ng/kpicREL 72,



5)
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D)

§)

BE5HE

HEBRYBORSERIEDE L, BBYWER I—-VF ANV (FA54F 27 HREH,
RBMRRET) CERL. B/ VTRV TARIMEORS L /-,

BREFBIHEE 10g4) 0.5 o &L7

MBBCRI-VAAILVDEERE L 1,

HEHRORY
N=AFLT7=yvid,. BEBTE (5. BBXT 125 ng/kg) KAEREZBFRLNX
HTREL. A/ VABKZAEVWTaI - VAL NVICERL 1,

FRIZAC1ETY, BAUARHEAREI TREFEEEL

#8545
BESMEEMEL, 5K TEH, (BLT 125 ng/BRco W TR 2EMORBERER
XML <,

BRBUE DO
BRERPOHEBYBEORER S LUt " RERTILOM 4T L 7,

ZEHE (SERKRE
BBYMEDOI - VA A NP TOREREZRET 20D, EEABHENIC § 0g/kgic> VT,
BARUER. ARFRFLBIC2ERICBESIFNET» 70

B BESF

0«5 258K 125 ng/MOBREBECOVTHYUKEBEEALAFRENTVE0E S D,
BEHERSLURKBESBIIH LLBALENy FHOBERICY V7L 2HE LAW
L7

TEM, H—t / BELSWNOFEBLIUHEREE MReference data 4 ITARL 7,
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D

2)

3)

4)

BE, MEsLIURE:

—BREOEE
LHYEEH2ERE L., FEEROEE, THEE, OB~ L. RTHYFE
RRBEFRERY - MickE&L 7,

&k =B

AERRSHEES SEERRETETEE Ll BRELL,

REIEHERFE PE 000 (A bS5, R4 R) ZHEHVTITWV, 7oy E—«F4 A7
EL 7.

BER

BHEEBZESE I OREL-BEEEFHETE PL 3000 (A PS5, R4 R) ZAVTAE
L. 70 v E— e Fy RTICERL 2, BER (g/veel) BIXUHERHE (%) Fav
E’;—ﬁ”&ﬁih\‘tﬁﬂjbf:o

RERRE

BRREIRER TRBLIUVEEABRKRTHOH 2EERKL 7,

RMMicHy, BRIV IIKREEEI L, BIWE - T LV THREKEERE L. BERX&HRH»
SEMLU %,

HE. MEEFIEIDIA-BLXUT 7 VB —FEHOV,

MKRFHRE

MEFHREICIIOME RV,

RERZRAMAFREZE TIMS | §000 (Fr=a &, XkE) 2TV, TEOHE
HEZHEL K (EDTA - KB/ MMM#E) .

=| m X ¥ (W8C) R 15 BF AR ik

kM X K (RBC) R R B AR

NE S ODE VR (HGB) VFTUAMNESOEVE
ANT b2 YUy M (HCT) LRMMOBEL DI
oK Ml R E MK (Mcv) REC, HCT&X D EH
FHAMBRMERER (MCH) HGB, RBC KO EH
EYFrMERMERBE (MCHC) HGB, HCT&k b EH

m A~ &K K (PLT) BREFRE

B Ml Bk B & = Ja—H%A4 M IXbY -

BMRESRE EAOBBTAEL 225, BIRMBRHEERZERL, AL« 7 )avy
W FLPREBLTREL 220



WRMER (RO REEOLHMAZHAMKREBHET I XEHMEFy oy b (FLEk
Aett, RRBEAX) TRER, MBABREKEXRZEHLERL
TEOHBZMABEMEERE K- (TANVV7H, BE) 2HVTHEL 72, %
Ao (7zVBRY-FHEMOKE) .

vA-R =22 15 (PT) quick | B

EEARS o v TSR F VEH (APTT) 7Ry b

24 7Y ) =K UR (Fibrinogen) ho v BRI
. MBLFEHRE

MECFEARBEISHEEIFEGHAIESR CentrifiChen ENCORETD (RN—# —%t, %E)
B EKTACHEM T00N (2 %y 7. KE) Z2AVWTTREOHEEXAEL 2, KX Y
—vy—)l (kR&ErY oy, EERBTFARAER) &R L. oMK ESR 3000 .o o
TTHMBLLHEL CEMBFBERV IS,

B & B (TP) Ea—Vly b
A 2 SN (AlD) B. C. 6. &
A/G (4/6) HEE
iiid 3 (Glu) FNA—=2AF Y —-¥E
b # B B (T6) BER &
WaLzxFo—L (T-Chol) B
R % £ * (BUN) LT —-EHBaE
g LvV7F = ¢ (Crea) TIAVEEZ Y VEBREEE
2.3 < B VI < (T.BiliQ) VT BRE
o B | VAV v VN (Ca) T+ NEBRE
® R U v (1p) BV TIF VBT VRSV LE
F b U T LA (Na) BRE
AU T A (¥) BRE
-} * (c1) BEE
TN IVEBRAFYORER
FSUvARATIF—E*® (60T) KarmenSX B &
TNV IVBREILE VR
FSURAT IF—¥® (GPT) Karnengf B &
y—=FNFINFSUR
RIF & —E* (7 -6TP) S1a51 Wik
TIVHYKRRT 75 —€* (ALD) Bessey-Lowry-Brockdf B &

* HIoIEH @ ENCORE O T, fthid EKTACHEM THRIEL 7o,



5)

R |
Rty — Y EAVTUBE (FRUKASBEFNUIBET) RERK L, 55, &F
b BEB L URKET -k, TROEEEREL 2,

A EA
B b M EE b

REBEIREEBEBHHIR-S (BRRE&HET7 7T, ERERERBX) ZBVWTREL /oo tLER
FR%E 1500 r.p.n TSLMBLOML R, B (AF VNS T—RBEE) L. SR
L 7o

TROEBOQAEICEN-TLATF 4 RF4 v 7 A6 (AR« ZHHfXast, REABPR
X) #ZHOV, MEIRSTERE CLINITEK 200 (AR, KE) 2HVA, BRERR
it SRR ZIAOFEREH VW,

pH
# i
A N 7.
"
Z =]
EyLeEy

vaty ) =4

WEZARE
RERHYIRERTRBIVEEEBRRTRICH 2 —F VB L, ROBRK S EER
Lo ARMFARERERIUFRESKERICERL .
BREERZREERNSHEHXT PE 160 (A b3 —-f. 24 2) 2EVT. K. FR.
B, MK, BT, BEBIURBICOVWTHIEL, REEER - ABREEHL 2.
ITEEBRRERE L TEL. BR, BRER (ER/NNEZST) . OB . B, BR. &
B (KEB) BLUHBRFETE/ANEDONLBE - BRI % PEEH LY VK
THEEL .

BAsH MEREBEEWER (BERSHT) THECR > TREMASBEREERL 2,
BROREBRINTIF V) /3 D VRBE L, BREIZF LV I —TERBL. KE
OEBELIUVEEIC>LWTERL 2,



6)

REMGFENREIECELARE - MB0>b, RERTHRIIRI L -HRBLSHER
DL . R, R, SRS L UEH (KEBE) oW IRRLAER. SHER
QHW‘WW\gﬁk&U%ﬁf\ﬁﬁ%ﬁ@igéﬁiénéﬁﬁbﬁﬁéntQT\
fORBHELVCEEBICOVTHEBL .

TF—Y DERE L UHHIHF

AAROET -SRI VE2—9 « YVXTFLZHEVTERL., it L1,
EEBRBOLKE, RER. ANYE, MREVREME. OALEHREE. RREE (R
BELURELEDS)  REFRBIUVRBEER - AEH R, TRICRLAEHBUAAR
SRV, RINC Bartlett DESBREEZEBL 2o EAHOBARI—TEEDOABSHT
2TV, B ERTEHEOEXREFEHOBAEER hinmett OB EHERE, SHOEX
BOERRZTZ2BEE Duncan OFEHRHRETCHRBE LEREBUOTREEREL 7,
Bartle tOBFRHBRETARESBHOBA R Kruskal-Tellis OJFMBRELXEBL. HED
BER/UyRNIA M w70 imett DEBHBRETHBHLEREREOETEELER
EL7, £/, REFURELERICOWVTIZ Fisher OEBERIRELZEML -,
BEKERISBLIV1IUBOFRURETERL 2,

BE. BartlettOFQHBRE. —TEHEEOAHEAWTB KT Kruskal-Tallis OMFLERED
FEKERS U TEREOEREEREL 1=,

Bartlett

e |[SOBRE| pus

s L »Y
—TtEE Kruskal-Wallis
SRS : I o1 #& &
FEE BERE BFEE 5EE
Y L »Y L
® T ® T
EERYO LB
= #
Dunnett & Duncan £ &H JVRZI ANy T
HERE SIFERRSE Dunnett ZEHBRE




12.

1

)

L))

4)

5)

6)

= B & B

AR

HEERE Figure | I EERBIURETERE Table LITR L 7,

BENED, BELONERESUCINTORTRLAIBD SN LI M-, £, BIE
PRSPV TH, HHEOHBREB LU 105 ng/BTRTARBD AL - 1,

—BREOHME

—BREBOBERREE Table 2B XY Appendiz 1 ITRL %

HTiR. 125 0g/kg BTF 7/ —EXPERE3RICIA, BRELBCIFBEINIK, F7
J—EREEHABMICA- THHAEL THRES L, BE1EIC46]. BIE2:EIC1AIIRED
Lo ZTOfl, § B 125 ng/ B THAEIEEI4B TR 1 AREIN I,

BT, 125 ng/kg BTF 7/ —EXRE4BIC4PBEREIN, F7 /- REEHERM
KA->THIMEBESO, BIHELIEBCIAcBDoN, BIE2HIC@EHEERL
ZDfhy 125 ng/kg BTHENEE 2B 1FAICEEIN,

*® =K

HEEFigure 2. Table 3 BXU Appendiz 2 iICRL =0

BREPMPR, BEVWTHhOREBHINBELZOTVWEM#EBERL 1
BIEERITIE. #D 125 ng/IBWTHEIE2AICABRICERL THEEVIBD SH, BT
XHRBEE 125 ng/ gL TEN LD 5 7,

B/HEE

PR EFigure 3. Table 4 BXT Appendix § ZRL 720

BE1BICHED 125 ng/BTHRBBICEBE L TEICRLIED SN UA, DR
BREBLLINBHLENZDONL O - 12,

EIEPETIE. O 125 ng/gBTHEHE1I BLUT2ECHBRHICER L TEMAZD SN
7o

ok =B B

FERIEEFigure 4. Table 5B K TF Appendix 4 ICRL 20

#E5PMPR, BEVWTHLOREHRLINBHLOMITERNBD O D - /2,
EEBETE, ED 125 ng/gBRTEIE2ECHBRCEBEL TEENED SN, BT}
MEBELE 125 ng/lB & TEIRD 5 1o,

MEEVIRE
MEFHIRESLREEZ Table §BKT Appendix § IR L 7,



)

8)

BRERTHORERER

T, BBICHEBELT 1) B 105 ng/BETATbP 2 Uy M. NESOEVE
BEUORMBBPEME, AROREXNFSEERL. 01T, 25 ng/kgBET MCHC DIEfE.
125 mg/kg BT MCV, MCH., MCHC BLXUBHRLERBOFHEILAD Shi,

TR, MEBFCEBRLTIRNTOREHTAESoEVENEEELERL, 351, 15
BERY 125 ng/ B TAT M7 Yy MEBXUKRMRBOEM, BARMORKROFME., 25
ng/kg BT MCHC DEME. 125 ng/kg BT MV, MCH BX U HIHC OFENED S I,
ZOf. 5 ng/kg BT HVBXU MHOEENRASND, BRI BEREMEBEOLTVWE
ILETH = Teo

HEPHKRTRORELER

TR, BBICHEELT 12 /BTN 2 Uy MEL ANEFOE VB NV
HCH B U'EMMREIEEERL ., FOREVEEEZRL .
TR, RBEICHBE LT MV, MO B & MCHC AV EE. RMBRBEHIEEZRL 7.

mEERERE
MEBREREZES Table THB X Appendix § IT/RL 72,

BRERTEHEOREER

TR, dBEBHCERLT § /B TEELEES F o VRS XF UVRHOERINED
o7, BEHIr>HBEHBEBEOLVWE/ATS » 7,

MTIE, HBBICEELT 12 1g/BBTYobo Y EVEBOBINEENED Shi,
ZODfh, 5 ng/kg BTH 7o bV EVREOEEN B ShicH, BHor- BEMEEY
DIEVEALTH - I,

EEHMETRORELR

TR, HEBCHEKLT 1215 0/ THEEARS b v RIS F VREOERNE
»ohi,

Tk, MBHEE 12 ng/ B TIREFE L LENFDONLE DI - 72,

mE{bFEHKReE
Mk LEHREBERLERESEL Teble 8B K Appendix 7 2R L 72,

RERTHROBREER

BT, HBBICEBELT 125 ng/lgBT A/ 0T BLXUTREYVIVEVAEEEZRL
TR, NBBCERLTINTOREBETI/IVTFUvyPEEEZERL. S50, 125
ng/kg BTREVILIEVLREEETRL K,




§)

10)

1§D

EHPHETROREER
TR, MNBECERLT 125 /B TREYIVEVREEZRL 7
T, BEICEBELT 120 ng/kgB T CPTHEME. BERISF/ELRL

R & &
FREBELERL Table B K Appendix 8 IT/RL 72,

BRERTHOREBERER

TR, IBBCHEBELT 1) LU 125 /BT P EHEHNEML, 51
125 ng/ky BTL2ALKRBERERL. REFNEMERITS - 7,

HTi, SRBICHEELT 12 /B THRECRIVVENICHEML,. REXNENER
dH - To

BEBERTROREER
TR, dBBIcHEBELT 12 g/ BCREOHM, REEBEOEELED SN,
BT, 125 ng/kg BTHBEREZRLALEYP 1FAZBD SN

BEEER
BEEELT Tible 10 XU Appendix 9 IR L 7o

BRERTEHOKER

BT, SERBCHERLT 125 ng/ LB THRBERNEMEETL 2o TOM. 25 ng/kg¥¥
TRHREE) »SEEZRL AN, HEHEBAEO R VWE/LTH - 1,

BT, ABRBCHEBELT 15 L0 125 /UGB THBERNEELEZRL 2, £ O,
5 ng/ B TRHERNMEBEER LN, BMO-HBHREO R VELTS > 1,

EEAMKTROER
HETI. tEBCERLT I /B THRSIVCERERNSEEZTRL
TR, NRBCHERLT 125 aqg/BTREIVEBERNSELRL

REEER - 4hEL
HEER - HEL BYER) % Table 11 BXU Appendix 10IZRL 7,

BERTROER

TR MEBICHBELT 15 3£ 105 pg/ BB TRBLCEFRECERNEHEER L
T oiT 125 ng/kg HTHBENEERCGEEZRL 7,

BT, HRBICHERLT 1§ 8L 105 e/ B TRBENER]FMEEZR L. 20
fla, 25 ng/ B TRHENERIEEERL 20, BRSO DHBHEBMEO T VWELTS - o




EEHRRTROER

HETE3, RBICARLT 15 1/UBTHES SVEBENERFSME. KEXEEN
EEEZRL

Tk, SBBCEBELT 125 /B THRBENEERNTEERL 2.

1) REEARE _
IR R A Table 12 B X Appendiz 11ic, MEEMNFREIR Tadle 13 B U
Appendix 12 TR L 720

REFREOER. BERTRIIBLWTHRBICUB L THERYERESBRTE(Roh
HBRAREZ, WEBORE{LD 15 BRI 115 ng/ oML, BXISHED 15 B&
T 125 ng/gBOLP, D 25 BXT 105 ng/UBO3IBIULAcBERERI N, T o.
FRORBLY 125 ng/keHOoMELACBEEIN, TROZBAIED 115 vg/teE
D4F. HED 125 ng/gBFHO2flItBHEINL, TOMOHRFRI. SLENMIRAET
- to 4

HEFEN TR, BROXMAED 5, 5B KT 125 ng/LgBo2pl, HD 25 LT 125
ng/kg BO2FIc, BEMTEN 25 BT 115 ng/iBFOMBELF I, BRAEBFIHD
VB LY 105 ng/gBFD 2P, MOWNBEDOZ2H., § . 258X 125 ng/lgBFEDL2HIT,

EHOBMATENHED 125 ng/BFOLH, HD 25 BXU 1) ng/gFD 4 B X T2
KHEIhK, £/, FROBAEMOSED 25 XU 125 /B0 3B L0206, M
D15 BEY 125 ng/gBD 2 B ULFIc, BREEN 15 BXU 125 ng/deBH O MR
TZhTh1BLULAl. BROEMRAEOCERLED 11 ng/kFOMELHICH
BINfc, MFREEIHED 5, 5BKT 125 ng/gBED 3. 4 BLU2FAIKBHES N,

125 ng/kg BOLATEEOHEMIPED bN, TOMOFHFREL THBELZSDEHES
NedbDETEIIRFRT,

(1) FF & BeRAfL - HEHEE DITPPHVWREREZRL 2,
AFERE  ETIREOHAICHEINLY, BTREVWREREZRL
(2) B FEEA BTREOREREZRLAN, ThICKBEL THIISPE
CRELR,
GREE HETRPPEVRERERLAS, ThITKBELTREICP
PEIREL I
ERAE: BELDIEVRETS -,
MRS BEEDICEVRETHS - 7,

Zofh. BRINWAFRI T Edrd, BREORERET -, BB, HOL5 ng/ked
D1, BRRELEI SN IBREY, BELREH > TREI NI,



EERBE TRV THRBICER L TRBRYERSE TS Eoh-HRFEIR, B
BOERG(BECEAN 125 ng/BOBELFICHESNE, T, FROEAXED
125 ng/ky BOAFEREN:, TOMOHBRFTER., BREORETEH - 1,
AT T, BBORN. FRS XUEROBRALES 195 0/l B OMESFIHE
Ehic, BROFNREEOWIHEL R 115 ng/QBOROLNTRSETE LAEE
DENBRBIN., RBOBELBEIED 125 1g/GBOLH, BOHBRB LT 125
pg/ky BOLPATHRESI NN, 125 ng/kg BOHELATHRELTRICENTEEOH
MABD S i, T, HRFETHERBKTHICED 125 ng/LB04flcs SNk
FROERCHYT ZERLOFRIBRINLD - 1, |
EOMOFEE L THBREAPEESI N LOETRERT,

()R ERSML : BEICPPEVWRERERL -,
AER  ETRBEOAMICBHEIALY, BTREVWRERETRL 2,
(2) B FEEL  BTEPPEORERERLAN, ThiCHEL THICX
DELCREL I,
ABKEE BETREVWRERERLAEY, BETRPPEVRERER
L7,

Zofh, BEINLFREIMERYORECIEE - 72,



13. ZEBLUHER :

—BREOBROERE., MHEL D 125 ng/BTFT7/ —¥0BBIN, FEET I/
L&MW, FEE=Po{tAYRIEA PNEJOEVIIEA2ZRIEII LD ONTES
Dy 23 KB THLFHRERTA MNES D O¥MABD O, FT7/) —EDOE
HEZAMMESOEVICLZDDOLHEESNZ, TOM, BEOOKATABINED O
eh, REBTH - I,

HTHE, BEVWThORICHED oML D - 1,

BRESLUVRERRZ. R5HMD, BEE LBMTHELSZENRBD SN L - 05 HE
BETR, B0 105 ng/leHTRERI ML, KEIRE2HCEHEEZRL

MEEHRBORR, RO LBV ARBRYERA PAE/0E VIIESB I T70, M
BEd 205 BEY 105 ng/BTEMABD O, AT F7 Yy M. ANEFa VRS
L UFMBE G EMER L, AORERICOEAHRBD Sh, BAMRRLE L VWEME
Flto NEFYOEVEBOEREIR. HO § /R THLED SN, FBOBRYSIE
(14.2£0.5 ng/dl « 1 =35) ORWEANDETS > DHEPERTHRORELR TR,
B EEEMED SR, 105 ng/kg BOFRMBBITBEIC B L TENTRD
EETHD. F2EEICBES LD - 12,

MEBEREOKER, HD 125 ng/BTTo b0V EVREOEENBEH SN, B
MEEATEEENERRIZ LV EEZEI SN,

MBLENREORER. HHO 125 ng/ B TRDHONKRBREY IV EVOFE, O 125
ng/kg BTRIONILIVTFVvOTER. A PAEBS o UVMEIRBELNAE S 72729
EEAONDZN, RBEV o) ) YU OFEFNBHONTVWI Lo, BMIBELE
Zohd, BIcB 237 V7F_VOoFBER I BHLVY ng/BETHE DS, HE
BROBIEEERIICSD. THOoEBOBEREEME (0. 630,06 ng/dly 1 =35) OB
ROMBTH -T2 TOM. D 105 ng/IgBT (UTHXT A/CHIFEZERL fd%, 60T
RERBETIINFEESFNCHBTIEZEIONBBICEEIRD AT, Bl
BELLEIONS, T/, 4/0 BOBERZ. REABIUCTA7I VIEIABE EENT
WTeENS, BITBBERIRVWEEZEI oINS, HAPHERTRORETIE, #ELTHICR
DohBROWTFNBEEL 2,

RBREORKR, HED (15 1/ B TEBERHYOEMIBD ok, MBS L TME
{LEHRBERTENSG. A MESOEVRDZFAON SN, RENEMBERICH D
BilELYob) )= roEgEidEbvonhd. BRELIERETIETSEEBETS
BIEBEDLSHBTR b7, BIEBPERTRORETR, D 125 ng/I B TRE
DM (REEOEME) . #ORHRTRABERIYWHIREDoN, T2REEETICRES
Bh-tz,



REERAUEOERE., HED 125 ng/kg¥. HD 15 BXU 115 ng/yBTEDONER
DEEBRBLIUVENBEROFENERYERSICI2MBEBEREICHALLE{LEEI SN
foo BIEMBKRTHRORETIR, HED 115 /B LLIEHERIBDONLLODSE
2ICREELT. BOFR TRIFBOEERSIUHENEROEMIED o, 1,
COBETEDONAKENEROBER., AEFEICII RHE(RLEEA SN, #HOD
125 mg/kg BTRMNEFERIFTEERLY, BERUEATEREOHIE(LELBEA OGN
A9 ARCY (e

REXREOKE. BELTHLHEINHRFED > b, BROBELEIEXE 15
ng/kg D EOBOMED IZLATHESN, FREEBROERMLI 125 ng/iBOMHE
DEELMCEEINAEC LIS RBY B LA EZELON:, BROBRAB LUV
EAR. BERKBRTRICSVTD 125 g/ GROBELSAERIALI NS, 28
 EoBEHBICBLCRATREOLT/ILEZLI SN, 2. BEARKTHICEES O
RFBOBRARED 125 ng/UBORCARARE LI LHOHBRYEREICE ZELT
B5IENRESNT,

ML, RERTRICSLCHRE. BH. FR. SROEBRDERSICL 5 ER%
ENBEAERLE, T8bb. BBOKMAOHED 5 ng/kell b, #D5 ng/kgll kO
BOLSFIC, BHTTENL ng/kl LOBOMBLFICED Shiz, T/, GRELZF IR
DY ng/gPl LoHEHOLF), BONBEEDO 2H. 5 ng/kg DlEOBOL2MA L, BTIIER
MEREBROICHESH, BTOLHBBICRNTERYBERSRCZ{HEI N,
BHOEMITEZIRED 125 ng/kiBH0 26, MO 25 LT 125 ng/kiBD 4B L LH
W, FRBOBAGEMIZED 25 XV 125 ng/MiBFO3IBLULH, MO 25 BLU 125
ng/kg BO2BLXU2Flic. BREEBRUBEY 125 ng/BoMErhEh 1B UL
Fle, BERYMERSBCBVTRZARAMALREROMMER L, ¥/, BROE
MRBEOERLEL 115 1/ BOBELAL, BRYERSHOAHEEI W, BT
BEEPHED 5, 158X 115 ng/kgBD 3. 4LV E, HBRYBERER VT
AREMNSREROEMER L, 125 1g/k; BOLFTEEOEMERL 20
BEOXM. FERSLUEROEENERIEERRETRICEVLTS 105 ng/kiB O
L2HIHERSN, FROEMRETOWFRELRIBRERTR LAEEOE/AIEHEER
BTHIC 125 1/ GBOBOLHTHESA L LS, ChORARTIR 2EMOEE
FRESVW TR AT REOE L EEL N, RBOBREE L. OERBRETRICHOD
125 ng/kg BoO2F, BONBEB LT 125 ng/keBFOL2FIcEHEIN;A5. 125 ng/kg
BOBBELRFITRERTRLLUNTEEIEM L, 4. SRFRECEERBE THEIC

HD 125 ng/ B4 BICHFRBROERVEESI N, HUTIHABENFRIBES L
st

UEORR, MHEL L2 /U EOBCTOMRBUESIBD ON, 5 1g/kg BTHLEORE
FERELEAShZEMASEBENCRAD ORI, BEEBRI 5 g/l FEHan 3,
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Table 1. Survival -and mortality Exp. No. 2291 (115-027)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 1 2 3 4 5 6 %)
Male 0 1010 10/10 10/10 10/10 5/5 5/5 0.0
-5 55 5/5 5/5 5/5 0.0
25 5/5 5/5 5/5 5/5 0.0
125 10/10 10/10 10/10 10/10 5/5 5/5 0.0
Female 0 10710 10/10 10/10 10/10 5/5 5/5 0.0
5 5/5 5/5 5/5 5/5 0.0
25 55 5/5 5/5 5/5 0.0
125 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. 2291 (115-027)
Sex: Male
Signs Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 5 6 (1 — 6)
ormal/Number per grou 0 10/10 10/10 10/10 10/10 5/5 5/5 10
f per grotp 5 5/5 5/5 5/5 4/5 0/0 0/0 4
25 55 5/5 5/5 5/5 0/0 0/0 5
125 10/10 10/10 7/10 1/10 1/5 4/5 1
sacrificed 0 0 0 0 5 0 5 10
5 0 0 0 5 0 0 5
25 0 0 0 5 0 0 5
125 0 0 0 5 0 5 10
trauma 0 0 0 0 0 0 0 0
5 0 0 0 1 0 0 1
25 0 0 0 0 0 0 0
125 0 0 0 1 0 0 1
cyanosis 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0
25 0 0 0 0 0 0 0
125 0 60 3 9 4 1 9
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Table 2. ~continued
Sex: Female

Clinical observation

AN—ryo Lenter

(clob)

BBL8 bage 2

Exp. No. 2291 (115-027)

Signs

Weeks of experiment
1 2 3 4

Total

Dose level :
(ng/kg) 5 6 (1 — 6)

normal/Number per group 0 10/10 10710 10/10 10710 5/5 5/5 10
5 55 5/5 5/5 5/45 0/0 0/0 5

25 55 5/5 5/5 5/5 0/0 0/0 5

125 10/10 10/10 10/10 6/10 2/5 4/5 5

sacrificed 0 0 0 0 5 0 5 10
5 0 0 0 5 0 0 5

25 0 0 0 5 0 0 5

125 0 0 0 5 0 5 10

trauma 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0

25 0 0 0 0 0 0 0

125 0 0 0 0 0 1 1

cyanosis 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0

25 0 0 0 0 0 0 0

125 0 0 0 4 3 0 4
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28

Male
/é;
Administration Reversibility
1 A | ! i 1 |
0 | 2 3 4 4 5 6 {weeks)
Female
L .
Administration Reversibility
1 | | i ! ! I
0 | 2 3 4 4 ) 4] (weeks)
Exp, No. 2291(115-027) Dose level  (mg/ko)
—_—{— 0
—0— 5
—a— 25
—_— 125

750

600

430

300

150

240

180

20

60



6¢C

M TYVU wellivel WAUW) 0014 rage 1

Table 3. Body weight Exp. No. 2291 (115-027)

(unit : g)
Sex Dose level  Weeks of experiment
(mg/kg) 0 1 2 3 4
Male 0 135+ 4 196 + 7 245 £ 11 292 t 16 328 + 20
5 135+ 5 192 + 14 243 + 14 294 + 15 328 + 13
25 135+ 5 194 + 12 242 + 14 290 £ 17 321 + 17
125 135+ 4 193+ 9 244 t 14 288 + 14 320 + 16
Female 0 117 + 3 152 + 8 170 + 11 185 + 11 200 + 11
5 117 + 3 144 + 4 161+ 7 178 + 14 195 + 13
25 117 + 3 149 + 11 169 + 16 190 + 22 208 + 22
125 117 + 3 149 + 9 166 + 11 181 + 12 196 + 14

Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01
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Table 3. -continued Body weight Exp. No. 2291 (115-027)

( unit : g )
Sex Dose level Gain
(mg/ke) 0 — 4)
Male 0 193 + 19
5 192 + 9
25 186 + 20
125 185 + 17
Female 0 82 +11
5 77 £ 15
25 91 +24
125 78 + 12
w
) Mean + S.D.

Significant 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. 2291 (115-027)

(unit : g )
Sex Dose level Weeks of experiment Gain
(mg/kg) 5 6 (4 — 6)
Male 0 352 + 16 365 + 16 44 + 7
125 367 + 16 404 1 25%x 73 + 11*x
Female 0 221 + 22 226 + 24 22 £ 11
125 211 £+ 20 219 + 17 27+ 9
Mean + S.D.
Significant difference from control group: *: P<0.05 xx: P<(0.01
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Table 4. Food consumption Exp. No. 2291 (115-027)

(unit : g/week )
Sex Dose level  Weeks of experiment Total
(mg/ke) 1 2 3 4 0 — 4)
Male 0 150 + 6 152 + 21 159 + 11 151 + 12 613 + 34
5 143 + 14 155 + 12 168 + 13 154+ 7 620 + 44
25 145 1 10 153 + 11 159 + 12 145 £ 8 602 + 37
125 144 + 13 157 + 15 163 + 13 151 + 13 615 + 45
Female 0 129 + N 118 + 9 115 + 10 107 + 13 468 + 31
5 124 + 1 11+ 7 110 + 13 101 + 9 47 + 18
25 120 + 6 119 + 9 121 + 7 118 + 8 487 + 21
125 121 + 6+ 113+ 9 115+ 7 109 £ 7 457 + 25

Mean + S.D.
Significant difference from control group;  *: P<0.05  *x: P<(.01
N: Non parametric analysis
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Table 4. -continued Food consumption Exp. No. 2291 (115-027)
(unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 5 6 (5 — 6)
Male 0 173 + 8 161 + 15 333 ¢+ 23
125 201 + 8#x 197 + 13%x 398 + 21*=
Female 0 134 + 13 125+ 6 258 + 19
125 137+ 6 123 + 10 260 + 14
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. 2291 (115-027)
( unit : %)
Sex Dose level  Weeks of experiment Mean

(mg/kg) 1 2 3 4 0 — 4)

Male 0 40.7 + 1.6N 33.0 £+ 7.8N 29.5 £ 4.5 23.3 £+ 3.1 31.5 £ 2.5

39.1 +3.7 33.3 +3.6 30.7 + 3.8 21.6 £ 2.5 31.0 £ 1.3

25 40.0 +7.2 31.7T £ 4.1 30.0 £ 2.4 21.5 +2.6 30.8 £+ 2.1

125 39.9 +3.5 32.6 £+ 2.8 27.3 £ 3.6 ZLOi&Q 30.1 +2.0

Female 0 26.5 + 4.2 15.8 £ 4.1 12.5 £ 3.4 13.9 £ 3.7 17.6 £+ 1.6

21.7 £+ 4.5 15.1 + 3.4 15.2 £ 6.1 15.9 £ 2.7 17.3 £ 3.0

25 24.3 £+ 8.6 17.1 + 4.7 17.2 £ 6.6 15.5 £ 2.5 18.6 + 4.3

125 25.6 £ 5.4 15.7 £5.3 12.9 + 2.5 13.4 £+ 6.4 17.1 + 2.3

g?ggiiigégf difference from control group;  *: P<0.05  #*: P<(.01

N: Non parametric analysis
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Table 5. -continued Food efficiency
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Exp. No. 2291 (115-027)

(unit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 5 6 (5 — 6)
Male 0 18.2 + 4.0 8.2 1+27 1.3 £1.9
125 17.7 £+ 3.6 18.7 £ 4. 1%% 18.2 + 2. 1%
Female 0 12.5 £ 5.2 3.9 +3.4 8.4 +3.6
125 13.4 + 6.3 7.1 £5.9 10.4 £ 3.0
Mean 1+ S.D.
Significant difference from control group; x: P<0.05 #x: P<0.01
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Table 6. Hematology Exp. No. 2291 (115-027)
Week: 4

Sex Dose level  No. of HCT HGB RBC My MCH MCHC
(ng/kg animals (%) (g/d1) {x10°/ux") (par) (pg) (%)
Male >5 45.3 + 0.7 15.0 + 0.2N 7.30 £0.25 62.1 + 1.8 20.6 + 0.6 3.1+ 0.2
5 5 4.2 +1.7 14.6 + 0.6 7.10 + 0.28 62.3 £ 1.2 20.5 + 0.4 32.9+ 0.1
25 5 40.7 + 0.8+ 13.2 £ 0.2# 6.37 £ 0.09x«  64.0 £ 1.2 20.7 £ 0.4 32.4 + 0.4+
125 5 33.7 £ 2.6%x 11.8 + 0.9+ 4.37T £ 0.43%x  T7.2 + 1.5%x  27.0 + 0.6%* 35.0 + 0.2+
Female 0 5 44.6 + 1.6 14.5 £ 0.4 7.02 £ 0.31 63.6 + 1.1 20.7 + 0.4 32.6 + 0.3
5 5 43.3 + 2.0 13.9 + 0.6# 7.12 +£0.22 60.7 + 1.6% 19.5 + 0.5= 32.2 + 0.4
25 5 39.9 + 1.0%x 12.7 £ 0. 3% 6.20 £+ 0.24%x 64.4 + 1.7 20.4 £ 0.7 31.7 + 0.3
125 5 35.6 £ 0.9%« 12.3 £ 0. 3= 4.5 £0.19%«  78.1 + 2.3%=  26.9 + 0.9%x 34.5 ¢ 0.5+%

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



i A2 gV VAW IVAWE A bt 4 WS A A Bl = Ao bt

Table 6. ~continued Hematology Exp. No. 2291 (115-027)

Week : 4
Sex Dose level No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals (x10°/mn’) (x10°/ma’) NEUT LYMPH MONO EOSN BASO LUC
Male 0 5 1149 + 55 16.7 + 2.2N 12+ 3 8% + 3 1+ 0 1+ 0 0+ 0 0+ 0
5 5 1128 + 128 5.7+ 1.4 15+ 7 8+ 7 1+ 0 1+ 0 0+ 0 0 1
25 5 1187 + 80 125+ 2.1 12+ 1 8 t 2 1+ 1 1+ 0 0+ 0 0+ 0
125 5 1092 + 121 17.1 + 6.8 18+ 4 79+ 5 2+ 1= 0+ 1 0+ 0 121
Female 0 5 1039 + 92 6.0+ 1.9 14+ 2 84+ 2 1+ 1 2+ 1 0+ 0 0+ 0
5 5 1092 + 122 56+ 1.2 14 + 6 83 + 6 0+ 1 2+ 1 0+ 0 0+ 0
25 5 1202 + 167 7.5+ 1.9 16 + 5 82 + 5 0+ 0 1+ 1 0+ 0 0+ 0
125 5 1077 + 79 6.9 + 2.9 18 + 4 81 + 4 111 1+ 0 0+ 0 0+ 0
w ﬂ: Ngugrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
+ S.D.
o 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. 2291 (115-027)
Week : 4
Sex Dose level  No. of Reticulocyte
(ng/kg) animals (%)
Male 0 5 43 + 11
5 5 58 + 12
25 5 113 £ 17#=
125 5 943 + 4=
Female 0 5 26 + 6N
5 5 3%+ 10
25 5 125 = 41=
125 5 639 + 238+«

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. 2291 (115-027)

Table 6. -continued Hematology
Week: 6
Sex Dose level  No. of HCT HGB RBC MCV MCH MCHC
(ng/kg) animals (%) (g/dl) (x10°/nr’) () (pg) (%)
Male 0 4.4 + 1.6 14.5 £ 0.4 7.62 +0.21 58.4 + 1.6 19.0 £ 0.4 32.5+ 0.4
125 5 46.5 + 0.6% 15.1 £ 0.2+ T7.07 £ 0.23%= 65.7 + 2.7%x 21.3 £ 0.8+ 32.4 + 0.2
Female 0 5 43.9 + 0.6N 13.9 £+ 0.2N 7.38 +0.22 50.6 + 1.1 18.9 + 0.3 31.7+ 0.3
125 5 45.4 + 2.4 14.6 + 0.8 6.71 + 0.25%= 67.7 + 2.2%x 21.8 + 0.8+= 32.3 + 0.5+
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. 2291 (115-027)
Week: 6
Sex Dose level No. of PLT WBC Differential leukocyte counts (%)
(mg/ke animals (x10°/mx’) (x10°/un’) NEUT LYMPH MONO FOSN BASO LUC
Male 0 5 1162 + 95 11.4 + 1.0 13+ 4 8 + 5 1+ 0 1+ 0 012 0 0+ 0
125 5 1073 + 75 14.9 + 3.2% 10+ 2 81+ 2 1+ 0 1+ 0 0+ 0 0+ 0
Female 0 5 1091 + 87 7.2 + 1.2 10+ 2 88 + 3N 111 1+ 0 0+ 0 0+ 0
125 5 1039 + T2 8.1+ 2.7 15+10 82 t11 1+ 0 1+ 1 0+ 0 0+ 0

%:Jguﬁrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells

Significant 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. 2291 (115-027)
Week: 6
Sex Dose level No. of Reticulocyte
(mg/kg) animals (%)

Male 0 5 27 + 20

125 5 32 + 33
Female 0 5 20 + 10

125 5 26 + 23

Mean * S.D.

Significant difference from control group;

x: P<0.05

*x: P<0.01

AN-tyo tenter
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Table 7. Coagulation Exp. No. 2291 (115-027)
Week: 4
Sex Dose level  No. of PT APTT Fibrinogen
(ng/ke animals (sec.) (sec.) (mg/d??
Male 0 5 13.9 + 0.2N 25.3 £ 1.3 240 + 9N
5 5 13.4 £ 0.3 22.7T £ 1.3+ 254 £ 50
25 5 14.5 £+ 0.8 26.3 £ 1.6 226 + 14
125 5 14.3 £ 0.7 25.5 + 1.2 205 + 52
Female 0 5 14.6 £ 0.5 22.2 £2.0 176 + 14
5 5 15.3 + 0.4« 22.7T £0.9 177 £ 11
25 5 15.1 +0.2 23.4 £ 0.4 194 + 37
125 5 15.4 £ 0.4+ 22.8 £ 1.5 171 + 14
g??g"i?ig'agi difference from control group;  *: P<0.05  #*: P<0.01

Non parametric analysis
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Table 7. —-continued Coagulation Exp. No. 2291 (115-027)
Week: 6
Sex Dose level No. of PT Fibrinogen
(mg/kg) animals (sec.) (sec.) (mg/dl
Male 0 14.2 £ 0.6 24.3 £ 0.7 248 + 97N
125 5 13.9 £ 0.4 22.7 £ 0.8 204 + 14
Female 0 15.5 + 0.5 22.4 + 0.7 165 + 17N
125 5 15.4 £+ 0.6 21.6 + 1.0 186 + 67
Mean + S.D. )
Significant difference from control group; x: P<0.05 xx: P<0.01

N: Non parametric analysis



GV

An-Pyo Center (ctq6) 8814 Page
Table 8. Blood chemistry Exp. No. 2291 (115-027)
Week: 4
Sex Dose level  No. of BUN Creatinine T. cholesterol T. protein Albumin A/G
(mg/kg) animals (mg/dl) (mg/dl) (mg/dl) (g/dl) (g/dl)
Male 0 5 9.7+ 1.0 0.52 + 0.06 46 + 9 5.24 +0.20 3.13 £+ 0.13N 1.48 + 0.05N
5 5 9.9+ 1.3 0.51 + 0.07 56 + 16 5.16 £ 0.12 3.00 £0.10 1.39 £ 0.09
25 5 11.2 + 2.4 0.50 £ 0.05 46 + 10 5.28 +0.31 3.17 £ 0.19 1.50 + 0.04
125 5 11.9 ¢+ 1.3 0.53 + 0.04 32 +13 5.28 + 0.51 3.42 +0.42 1.83 + 0.15¢
Female 0 5 16.6 + 4.1 0.52 £0.04 49 + 17 5.58 + 0.30 3.52 +0.20 1.70 £ 0.07
5 5 145 + 1.9 0.68 + 0.07+= 4 + 6 5.66 + 0.22 3.55 + 0.17 1.68 + 0.05
25 5 16.5 + 2.4 0.66 + 0.02%= 54 + 14 5.44 £ 0.15 3.31 £0.20 1.5 1 0.17
125 5 14.3 + 2.2 0.71 £ 0.08*= 50 + 14 5.35 +0.12 3.46 +0.11 1.84 £ 0.10
Mean + S.D.
Significant difference from control group; *: P<0.05 *#x: P<(.01

N: Non parametric analysis
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Table 8. —continued Blood chemistry Exp. No. 2291 (115-027)
Week: 4
Sex Dose level  No. of Glucose Triglyceride GOT GPT ALP Gamma—GTP
(mg/kg animals (mg/d1) (mg/dl) /1) (U/1) /1) /1)
Male 0 5 125 + 7 51.2 + 14.7 5zt 5 15+ 3N 174 + 49 0.2 +0.3
5 5 129 + 10 53.2 +15.3 50+ 9 5+ 1 159 + 41 0.5 £0.5
25 5 137 + 17 3.4+ 7.5 6+ 7 13 & 168 + 28 0.3 £+0.3
125 5 115 + 12 55.4 ¢+ 11.1 75 + 14%x 19 ¢ 183 + 19 0.6 +0.4
Female 0 5 110 £ 8 31.3+ 3.6 59 + 8N 13+ 1 133 + 22 0.4 £0.3N
5 5 110 + 12 3841+ 4.0 551+ 7 11+ 3 107 £+ 32 0.0 £+0.6
25 5 117 + 13 31.6 + 7.6 71 + 26 13+ 5 9 + 17 0.9 +1.5
125 5 109 + 9 27.1 ¢+ 5.2 67+ 5 12+ 3 113 + 42 0.5 £0.2
=
o

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. 2291 (115-027)
Week: 4
Sex Dose level  No. of T.bilirubin Sodium Potassium Chloride Calcium I. phosphate
» (ng/ke) animals (mg/d1) (mmo1/1) (mmol/1) (mmo1/1) (mg/d1) (mg/dl)
Male 5 0.11 £+ 0.02N  142.1 + 0.9N 4.54 1 0.17 105.5 + 1.2 9.93 +0.29 8.40 + 0.40N
5 5 0.12 £ 0.03 142.0 £ 0.7 4.78 + 0.35 106.2 + 0.5 9.66 + 0.29 7.85 * 0.61
25 5 0.16 + 0.03 142.0 + 1.1 4.97 £ 0.27 106.3 + 1.4 10.00 + 0.36 7.85 + 0.53
125 5 0.77 + 0.2+ 1451 + 4.5 512 £ 0.57 105.3 £ 0.8 10.01 + 0.67 9.59 + 2.09
Female 0 5 0.14 +0.02 142.8 +1.3 4.38 £+ 0.07N 107.8 £ 1.8 9.84 +0.13 6.40 + 0.58
5 5 0.15 + 0.04 143.0 £ 0.9 4.64 + 0.39 107.1 £ 2.0 10.08 + 0.14 6.93 + 0.65
25 5 0.20 £ 0.03 142.3 £ 0.9 4.69 £ 0.40 108.5 + 1.7 9.84 +0.21 6.84 + 0.68
125 5

0.44 + 0.07+ 142.3 + 1.7 4.73 £ 0.80 108.1 + 1.9 9.92 +0.25 7.12 + 0.56

=~
- Mean £8S.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. 2291 (115-027)
Week : 6
Sex Dose level  No. of BUN Creatinine T. cholesterol T. protein Albumin A/G
(mg/kg) animals (mg/dl) (mg/d1) (mg/d1) (g/dl) (g/dl)
Male 0 5 11.1 + 2.1 0.59 + 0.04 53 17 5.24 +0.12 2.98 +0.14 1.32 £ 0.10
125 10.4 + 0.8 0.56 1 0.07 57 + 19 5.24 +0.17 3.04 £0.13 1.39 + 0.08
Female 0 16.3 + 4. 0.59 +0.10 49+ 9 5.56 + 0.20 3.39 +0.12 1.57 + 0.04N
125 13.1 + 1.4 0.60 + 0.07 52 + 22 5.53 +0.37 3.23 £+ 0.4 1.40 + 0.16
Mean + S.D.
Significant difference from control group; *: P<0.05  **: P<0.01

N: Non parametric analysis



6"

Table 8. —continued Blood chemistry

An-Pyo Lenter (ctqb)

8814 Page 1

Exp. No. 2291 (115-027)

Week: 6
Sex Dose level No. of Glucose Triglyceride GOT GPT ALP Gamma—GTP
(mg/kg) animals (mg/dl1) {mg/dl) {1 (U/1) (/1) (U/1)
Male 0 147 + 19 43.9 + 11.7 48 + 9 16 + 3 134 + 3N 1.0 £ 0.3
125 152 + 12 57.5 + 14.9 41 + 3 13+ 1 123 + 9 1.1 £ 0.3
Female 0 5 124 + 14 4.9 + 8.8 51+ 6 16 + 3 84 + 15 1.4 £ 0.4
125 5 121 + 16 3.0+ 5.3 48 + 11 10 £ 2= 103 + 26 1.8 £+ 0.4
Mean + S.D.
Significant difference from control group; *: P=0.05 *x: P<0.01

N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 2291 (115-027)
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 5 0.14 +0.02 143.8 £ 0.7 4.19 +0.32 106.1 £+ 1.1 9.66 + 0.21 7.26 £ 0.42
125 5 0.09 + 0.04= 143.5 £ 0.8 4,32 £0.18 106.3 £+ 1.2 9.76 + 0.16 7.62 +0.40
Female 0 5 0.18 £+ 0.04 143.1 £ 0.9 4.27 +0.28 106.5 + 0.6 9.78 +0.31 6.25 £ 0.79
125 5 0.12 £ 0.04 143.0 £ 0.8 4.18 + 0.17 108.3 + 1.4% 9.42 +0.19 577 +0.32
Mean + S.D.
Significant difference from control group; x; P<0.05 **: P<0.01



LG

ML LV VALLILGL

(XA P Wy

UL rage 1

Exp. No. 2291 (115-027)

Table 9. Urinalysis
Week: 4
Sex Dose level  No. of Volume Specific Gravity
(mg/kg) animals (ml)
Male 0 5 16+ 5 1.037 £ 0.020
5 5 6+ 6 1.041 + 0.018
25 5 18t 5 1.033 £ 0.012
125 5 23+ 6 1.030 + 0.011
Female 0 5 11+ 7 1.049 # 0.035
5 5 1+ 5 1.045 + 0.026
25 5 14 + 10 1.050 + 0.023
125 5 19 8 1.031 £ 0.012

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

*: P<0.05  =*: P<0.01
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Table 9. —continued Urinalysis Exp. No. 2291 (115-027)
Week: 4
Sex Dose level  No. of Color Turbidity pH
(mg/kg) animals 1234567389101 Clear Muddy 555665775885 29
Male 0 5 5 1 4
5 5 5 5 3 2
25 5 5 1
125 5 5 1 4
Female 5 5 5 1 31
5 5 5 5 2 111
25 5 5 5 1 13
125 5 3 5 21 2

Color :
8= Brown-black 9= Milky white,

10= Fluoresent green, 11= Blue.

1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
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Table 9. -continued Urinalysis Exp. No. 2291 (115-027)
Week :
Sex Dcz:g/ég;/el No. of Occult Blood Ketones Glucose (%/dl) _
animals +/- 1+ 2+ +/- 1+ 2+ 3+ 4+ 0.1 0.250.5 =21.0
Male 5 5 1 3 1 5
5 5 4 1 2 2 5
25 5 5 1 1 3 5
125 5 5 2 3 5
Female 5 4 3 1 1 5
5 5 4 1 2 5
25 5 5 1 2 2 5
125 5 5 4 1 5
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Table 3. -continued Urinalysis Exp. No. 2291 (115-027)
Week : 4

Sex D?m?el No. of Protein (mg/dl) Bilirubin Urobilinogen (E.U. /d1)
animals +/- 30 100 2300 1+ 2+ 3+ 0.11.02.04.08.0 =12
Male 5 2 3 4 1 2 3
5 5 3 1 1 5 2 3
25 5 1 1 3 5 2 3
125 5 4 1 3 2 2 3
Female 0 5 1 2 1 1 3 2 1 4
5 5 1 2 1 1 5 1 4
25 5 1 2 2 3 2 1 4
125 5 2 2 1 3 2 4 1
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Table 9. —continued Urinalysis : Microscopic examination of sediment Exp. No. 2291 (115-027)
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+ -+ -+ -+ -+
Male 0 5 5 41 5 5 5 5 2 3
5 5 5 41 5 5 5 5 1 4
25 5 5 5 5 5 5 5 1 4
125 5 5 5 5 5 5 5 1 4
Female 5 5 4 1 5 5 5 5 3 2
5 5 5 4 1 5 5 5 5 1 4
25 5 4 1 3 2 5 5 5 5 3 2
125 5 5 4 1 4 1 5 5 5 2 3

others : Crystals
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Table 9. -continued Urinalysis Exp. No. 2291 (115-027)
Week: 6
Sex Dose level No. of Volume Specific Gravity
(mg/kg) animals (m])

Male 0 5 12 + 5N 1.044 £ 0.012

125 5 29 + 17+= 1.027 = 0.010=
Female 0 5 11+ 3 1.049 1 0.021

125 5 12+ 5 1.045 £ 0.023

Mean + S.D.
Significant difference from control group;  *: P<0.05  **x: P<(.01
N: Non parametric analysis
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Exp. Fo. 2291 (115-027)

Table 9. -continued Urinalysis
Week: 6
Sex Dose level No. of Color ' Turbidity pH
(mg/kg) animals 12 3456 78 91011 Clear Muddy 55566.57175885 =29

Male 0 5 5 ' 5 2 3

125 5 5 ' 5 1 4
Female 0 5 5 5 113

125 5 4 1 5 2 21

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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Exp. No. 2291 (115-027)

Table 9. -continued Urinalysis
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 1 2 1 1 5

125 5 5 2 2 1 5
Female 0 5 4 1 3 2

125 1 1
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Exp. No. 2291 (115-027)

Table 9. —continued Urinalysis
Week: 6
Sex Dose level No. of Protein (mg/dl) Bilirubin Urobilinogen (E. V. /d1)
(mg/kg) animals - +/- 30 100 =300 - 1+ 2+ 3+ 0.11.02.04.08.0 =12
Male 0 5 4 1 4
125 5 1 1 5 4
Female 0 5 2 1 1 1 5 3 2
125 5 2 1 1 1 4 1 2 3




09

AHryo weliter \Cujil), ool4%a ragc 1

Table 9. —continued Urinalysis : Microscopic examination of sediment Exp. No. 2291 (115-027)
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+ -+ - 4+ - + -+

Male 0 5 5 5 5 5 5

125 5 5 5 5 5 5 5 3 2
Female 0 5 5 2 21 5 5 5 5 2 3

125 5 5 3 2 5 5

others : Crystals
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Exp. No. 2291 (115-027)

Week: 4
Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
(ng/kg) animals (®) (g) (®) (g (8)
Male 0 5 335 +22 2.01 + 0.05 10.19 + 0.41 2.52 + 0.19 0.64 + 0.05N
5 5 328 + 13 2.06 + 0.10 10.16 + 0.41 2.37T+ 0.14 0.56 + 0.06
25 5 321 £17 2.13 £+ 0.06%* 9.90 + 1.06 2.64 + 0.27 0.84 + 0.09
125 5 310+ 5 2.07 + 0.04 9.50 + 0.36 2.56 ¢ 0.10 3.37 + 0.38x
Female 0 5 195 + 5 2.01 + 0.08 6.07 + 0.36N 1.61 + 0.06N 0.36 + 0.04N
5 5 195 + 13 1.91 + 0.05 6.06 £ 0.17 1.62 + 0.13 0.39+ 0.04
25 5 208 + 22 1.87 + 0.09+ 7.06 + 1.47 2.23+ 1.28 0.67 + 0.15%
125 5 199 t 16 2.00 + 0.08 6.56 + 0.59 1.70 £+ 0.15 1.60 + 0.21%=

Mean + S.D.
Significant difference from control group; *=: P<0.05 *xx: P<0.01
N: Non parametric analysis
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Table 10. -continued Organ weight
Week: 4

Exp. No. 2291 (115-027)

Sex Dose level  No. of Adrenals Testes Ovaries
(mg/kg animals (mg) ®) (mg)
Male 0 5 49 + 7 2.88 + 0.11N
5 5 4+ 6 2.94 + 0.06
25 5 47+ 5 2.8 + 0.27
125 5 42+ 9 2.83 + 0.07
Female 0 5 60 + 1IN 8 + 3
5 5 63 + 11 82 + 13
25 5 63+ 1 82+ 7
125 5 60 £+ 7 85+ 14
Mean + S.D.
Significant difference from control group; *; P<0.05 **: P<0.01

N: Non parametric analysis
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Exp. No. 2291 (115-027)

Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
(mg/ke animals (&) (&) () 4 (®)
Male 0 5 365 + 16 2.10 + 0.07 9.89 + 0.86 2.56 + 0.20 0.61 £ 0.06
125 5 404 + 25+ 2.10 + 0.07 12.53 + 1.95+ 2.75 + 0.34 1.06 + 0.08xx
Female 0 5 226 + 24 1.88 + 0.07 6.49 + 0.80 1.61 + 0.03N 0.42 £ 0.07
125 5 219 £17 1.97 + 0.06+ 6.50 + 0.81 1.72 + 0.20 0.62 + 0.05%x
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. 2291 (115-027)

Week : 6
Sex Dose level  No. of Adrenals Testes Ovaries
(mg/ke) animals (mg) ) (mg)
Male 0 5 491+ 6 3.05+ 0.16
125 5 52+ 5 3.18 + 0.27
Female 0 5 64+ 3 8 t 14
125 5 63+ 5 87 + 12

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

79

*: PS0.05  #*x: P=0.01
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Table 11. Organ weight per body weight Exp. No. 2291 (115-027)
Week: 4
Sex Dose level No. of Body weight Brain Liver Kidneifs Spleen
(ng/kg) animals ®) (%) (%) (% (%)
Male 0 5 335 £ 22 0.601 + 0.037 3.055 + 0.242 0.752 + 0.046 0.193 + 0. 022N
5 5 328 113 0.625 + 0.039 3.104 + 0.105 0.725 + 0.046 0.172 + 0.020
25 5 321 + 17 0.666 + 0.040+ 3.078 + 0.187 0.820 + 0.043+ 0.261 + 0.016
125 5 310 £+ 5 0.669 + 0.021+ 3.068 + 0.135 0.828 + 0.032* 1.088 + 0.114*=*
Female 0 5 195 ¢ 5 1.029 = 0.052 3.112 + 0. 141N 0.826 + 0.047N 0.183 + 0.017N
5 5 195 + 13 0.984 £ 0.071 3.127 + 0.226 0.831 + 0.031 0.203 + 0.014
25 5 208 + 22 0.901 + 0. 069+ 3.383 + 0.586 1.078 + 0.626 0.320 + 0.048%
125 5 199 + 16 1.009 + 0.079 3.297 + 0.068 0.855 + 0.058 0.804 1 0.053%*
9_;-, 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. 2291 (115-027)

Week: 4
Sex Dose level  No. of Adrenals Testes Ovaries
(mg/kg) animals (%) (%)
Male 5 0.015 £ 0.002 0.863 + 0.066
5 5 0.013 + 0.002 0.898 + 0.048
25 5 0.015 £ 0.001 0.892 + 0.101
125 5 0.013 + 0.003 0.914 1 0.036
Female 0 5 0.031 + 0.005 0.042 £ 0.002
5 5 0.033 + 0.008 0.042 + 0.008
25 5 0.030 + 0.003 0.040 + 0.005
125 5 0.030 + 0.003 0.043 + 0.008
Mean + S.D.
Significant difference from control group; *: P<0.05 **; P=£(0.01
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Exp. No. 2291 (115-027)

Week: 6
Sex Dose level No. of Body weight Brain Liver KidneYS Spleen
(mg/kg) animals (®) (%) (%) (% (%)
Male 0 5 365 t 16 0.576 + 0.025 2.712 + 0.186 0.701 + 0.025 0.169 + 0.019
125 5 404 1 25%x* 0.521 + 0.023%= 3.093  0.315% 0.679 + 0.047 0.263 t 0. 023**
Female 0 5 226 + 24 0.838 + 0.082 2.867 + 0.177 0.717 £ 0.078 0.184 + 0.023
125 5 219 £ 17 0.903 + 0.061 2.957 + 0.153 0.785 + 0.065 0.282 + 0.021*x
Mean + S.D.
Significant difference from control group; *x: P<0.05 **x; P<0.01
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Table 11. -continued Organ weight per body weight

Exp. No. 2291 (115-027)

Week: 6
Sex Dose level  No. of Adrenals Testes Ovaries
(mg/kg) animals (%) (%) (%)
Male 0 5 0.014 + 0.002 0.836 + 0.012N
125 5 0.013 £ 0.002 0.788 + 0.066
Female 0 5 0.028 + 0.002 0.039 + 0.004
125 5 ©0.029 +0.003 0.040 + 0.004

Mean + S.D.
Significant difference from control group;  *: P<0.05  **: P<0.01
N: Non parametric analysis
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Table 12. Summary of gross findings ( sacrificed at 4 week ) Exp. No. 2291 (115-027)
Sex: Male
Dose level ( mg/kg ) 0 5 25 125
No. of animals necropsied 5 5 5 5
Organ Findings
HEMATOPOIETIC SYSTEM
spleen black 0 0 Hex Hax
enlarged 0 0 B« H*x
DIGESTIVE SYSTEM
liver black 0 0 0 Hxx
URINARY SYSTEM
kidney black 0 0 0 4%
white patch/zone 0 0 0 1
ENDOCRINE SYSTEM
pituitary gland
black patch/zone 0 0 0 1
INTEGUMENTARY SYSTEM
skin ulcer 0 1 0 0

Significantly different from control group: =*: P<0.05 =*=: P<(.01
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Table 12. ~continued Summary of gross findings ( sacrificed at 4 week ) Exp. No. 2291 (115-027)
Sex: Female
Dose level ( mg/kg ) 0 5 25 125
No. of animals necropsied 5 5 5 5
Organ_ Findings
HEMATOPOIETIC SYSTEM
spleen black 0 0 Bk Sux
enlarged 0 0 3 Bk
RESPIRATORY SYSTEM
lung colored patch/zone 1 0 0 0
DIGESTIVE SYSTEM
liver bla 0 0 0 Hxx
enlarged 0 0 1 0
URINARY SYSTEM
kidney black 0 0 0 Dxx
cyst 0 0 1 0
enlarged 0 0 1 0
green 0 0 1 0
REPRODUCTIVE SYSTEM
uterus dilated lumen 0 0 2 0

Significantly different from control group;

=x: P<0.01



L L

Table 12. -continued Summary of gross findings ( sacriﬁoed at 6 week )
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Exp. No. 2291 (115-027)

Sex: Male

Dose level ( mg/kg ) 0 25 125
No. of animals necropsied 5 0 5
Organ____ Findings

HEMATOPOIETIC SYSTEM

spleen black 0 - Hex

enlarged 0 - Sex

DIGESTIVE SYSTEM

liver enlarged 0 - 4=
MUSCULOSKELEI‘AL SYSTEM

muscle hemorrhage 1 - 0

Significantly different from control group;

*x: P<0.05 =*=: P<0.01
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Table 12. ~continued Summary of gross findings ( sacrificed at 6 week ) Exp. No. 2291 (115-027)

Sex: Female

Dose level  ( mg/kg ) 0 5 25 125

No. of animals necropsied 5 0 0 5

Organ Findings

HEMATOPOIETIC SYSTEM

spleen black 0 - Gxx
enlarged 0 - - Bk
white patch/zone 0 - - 1

INTEGUMENTARY SYSTEM

skin ulcer 0 - - 1

Significantly different from control group; =#+: P<0.01



€L

An-Pyo Center (n83a) 8855 Page 1

Table 13. Summary of histological findings ( sacrificed at 4 week ) Exp. No. 2291 (115-027)
Sex: Male
Dose level ( ) 0 5 25 125
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 12 3 1 2 3 1 2 3 1 2 3
HEMATOPOIETIC SYSTEM
bone marrow o (5) (5) (5) (5)
hematopoiesis, increased 000 000 000 5 0 Q=
spleen ] ( 5) o ( 5) ( 5) A (5
congestion 0 5 0 0= 9 0 Q= 5 0 0=
deposit of pigment 0 0 0 000 5 0 Q= D 0 Q=
hematopoiesis, increased 1 0 00 5 0 0O 5 0 0=
DIGESTIVE SYSTEM
liver . . (5 ( 5) (5) (5)
deposit of pigment 0 0 00 100 5 0 0=
fatty change 00 20090 1 00
granulation o 500 4 00 4 00 500
extramedullary hematopoiesis 0 00 0 00 300 5 0 0=
URINARY SYSTEM
kidney . ( 5) (5) (5 (5)
basophilic change 4 00 500 300 500
deposit of calcium 300 4 0 0 4 0 0 4 00
deposit gf_plggnt 0 000 000 Q=
eosinophilic_body 00 1 00 0 00
hyaline droplet Q.00 300 4 0 0« 0.5 0=
necrosis 000 000 00
protein cast 000 000 0 00 1 00
tubular dilatation 100 0 00 0 00 200
vacuolic change 0 00 0 00 0 00 100
cell nest 100 000 000 100
ENDOCRINE SYSTEM
adrenal gland . (5) (0 (0) (5)
vacuolic change 500 - - - - - - 4 00

1: slight  2: moderate 3: marked .
(): No. of animals examined microscopically at 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. 2291 (115-027)

Sex: Female

Dose level ( ) 0 5 25 125

No. of animals sacrificed at 4 week 5 5 5 5

No. of animals necropsied 5 5 5 5

No. of animals examined histologically 5 5 5 5

Organ - Findings 1 2 3 1 2 3 1 2 3 1 2 3

HEMATOPOIETIC SYSTEM

bone marrow L (5) (5) (5) (5
hematopoiesis, increased 000 0 00 4 0 0= 0 O*=*

spleen osti (5) {5) 0 0 0 (5) - (5) 0 o
congestion 0 0409 5 0 *x
deposit of pigment 2 00 500 50 500
hewatopoiesis, increased 000 0 00 5 0 Q%= 5 0 0=

DIGESTIVE SYSTEM

liver (5) (5) (5 (5)

. amorphous mass 0 00 0 0 0 100 0 0 0
bile d%ct d11atat11;on 8 8 8 8 8 8 (1) (1) 8 g 8 0
dep051 of pigmen *%
fatty changg & 2700 2 00 2 00
ranulation 300 3 00 4 0 0 4 0 0
L S il o SR A
extramedullary poiesis e
fibrosis 0 00 100 00

URINARY SYSTEM
kidney basophl chang (5)300 (5)300 (5)300 (5) 10 0
ilic e
0 00 0 0 0 0 01 0 00
S""’“‘%°¥°‘“°‘“% 000 50 0 50 0 2900
epOS1t Or plgmen *k
protein cast 000 0 0 0 100 000
tubular dilatation 1 00 0 0 0 0 0 1 1 00
vacuolic change 0 00 0 0 0 1 040 0 00
cell nest 0 00 0 00 1 00 1 00
infiltration/cellular 0 0 0 0 0 0 1 00 0 00
fibrosis 0 00 0 0 0 100 0 00

1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this s1te
S1gn1flcant1y different from control group; #*: P<0.05 =*: P<0.01
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Table 13. -continued Summary of histological findings ( sacrificed at 6 week ) Exp. No. 2291 (115-027)
Sex: Male
Dose level ( ) 0 5 25 125
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 12 3 1 2 3 1 2 3
HEMATOPOIETIC SYSTEM
bone marrow ( 5) (5)
hemorrhage 100 - - - - - - 0 00
spleen ot (5 0 0 (5 5 0 0
congestion g - - - - - - ok
deposit of pigment - - - - - = 05 0=
DIGESTIVE SYSTEM
liver {5) (5)
deposit of pigment 0 00 - - - - - - 5 0 0%
granulation 0 0 - - - - - - 500
URINARY SYSTEM : :
kidney basophili (5) 40 0 (5 5 0 0
ilic change - - - - - -
geDOS@Eg;(@lcm% 300 - - - - - - 4 8 0
eposi pigmen 00 8 - - - - - - g 8**
hyaline droplet 0 0 - - - - - - hed
MUSCULOSKELETAL SYSTEM
femur ] (1 (0
. periostitis 100 - - - - - - - - -
articulatio (1) (0)
arthritis . 1 00 - = - - - - - - -

1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site.
Significantly different from control group; #x: P<0.01
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Table 13. —-continued Summary of histological findings ( sacrificed at 6 week ) Exp. No. 2291 (115-027)

Sex: Female

Dose level ( ) 0 5 25 125

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)
congestion 0.0 0 - = - - - - 5 0 0#x
deposit of pigment 500 - - - - - - 05 0
fibrosis 0 00 - - - - - - 100

DIGESTIVE SYSTEM

liver 4 it of oi . (5 0 0 0 (5) 5 0 0
epos1 pigumen - - - - - - *k
fatty change 3700 - - - - - - 10 0
ranulation 3 00 - - - - - - 4 00
oci/hyperplastic 0 00 - - - - - - 1 00

URINARY SYSTEM

kidney basophilic. change ¢35 100 (5 200

ilic. e - - - - - -

deposit of calcium 1 00 - - - - - - 300
deposit of pigment 0 00 - - - - = 5 0 0=

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