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B FRBREMIT DT D o-Anisidine hydrochloride @ 7 v MIBI1T 5 28 BEIRER D&
BEERER

4 W —RMEENMEEYERE ERE RN FEAT
BrFEsE—H0

e T345-0043 HEERILEEEAZTE T = E 1600 Zi
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& B —ERMEEAMCEDEF M EE B ESER
e T877-0061 K4UEBHEMAIMET3ITE 822 Fih

. REBRES

o-Anisidine hydrochloride % 7 v N Z 28 B H REFZOEE L & ZICBN D EROBE
EBEOWREROEIEBIET S Z LIZX Y. o-Anisidine hydrochloride DEMEZ A LMNCTT AT &
ZARET D, ¥, BLFRRAEBTOLOOFE ZEIT D,

. RBRIE

UTORBRIELZSEBIZER LT,

a) [HHRIFEWEZSICREIRBROFEICONT) (FrE 23 £ 3 A 31 B, EAZ 0331
875, FAk23-03-29 FE 5 5. RAEFKE 110331009 &) IZEDH S MHHEE M
VW5 28 BEIDORER EEMERER)

b) OECD Guidelines for the Testing of Chemicals, No. 407, October 3, 2008, “Repeated Dose
28-day Oral Toxicity Study in Rodents”

. GLP &%
BH Leho7z,

LABORATORY ANIMAL SCIENCE (1987) by the American Association for Laboratory Animal
Science & & | YRBRMR A ERR L7e [H HEEMEMERICET 518 0EXFITHE-T
RBREITo 7,
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13.E %

o-Anisidine hydrochloride D&M R e HE R NEETFRERICRIZTERBIZOWVWTHRAT D
BT, {LBET A MTA RIAL KRR OECD T A A A RT 42 407 2551228 AKX
BEROREEERREER L.

5 BEEORED Crl:CD(SD) 7 v MIAEEIKIZEEAR ¥ 72 o-Anisidine hydrochloride & 1, 7. 14
ik 28 BEERARAIRORE L, #EAEIX 0 (BRUK) . 140 XU 700 mg/kg/day & L.
1. 7R 14 BEBRERICESNTI9T 74 METIZ 1 BEHT= Y 4 T8, 28 AMBRERICIT L
BEH-v sILEER L, REHRTIIEFlic oW T—REgE, AEAEREHEER
EEITV, R EHBKR THIZ COJ0, BE N AFREY T CLR 2B L2 %S L T, Mk
. FEEOBRER CEGCFRRAEET OO OREHERE £ Lz, AT, 28 BEKES
BECOWTIE, BEHFPICERR —RREBBER CEREREZTTV. RRERERDOERIT
REER L TRBREEXTo 7,

— R EEBIZE TIX. 700 mgkg BETHBEDET. FREED . FR, BER. Mk T
FEE OGN & b,

EETIIHRE 3 B B LEIZ 700 mg/kg B CRMETEEER I A ST,

R TIIHRE 3 B BIZ 700 mg/kg B CIRMER & bz,

PRI TIX 700 mgkg HCREDOHEME. ROGHOKBE(L, Bz 0N FRILE S ORI
BRER O'HMEROBEMR L b,

MEFERE TiE. 140 mgkg BT 14 B EHRE5%H» 6 MRRMEREEEORE, 28 BER
E#1Z MCHC DAREIE T NA Y IMEER A h~EZ v BV BEOEE, 700 mgkg
BT 7 BRE&E®# D bRMERE R O MCHC OEEN NI AR BRI L EOFE. 7 KT 28
A 5%IC Hb OIEE, 7 BREHRERIC H OKERCELEHOEHE. 14 BRAREE?L
MCV B MCH OFEE, 28 ARBEHICAA VY /MERERUA hAES/ B U HEDOS
ERH BT,

MEAECFEIRE TIX, 700 mgkg BT 1 EHREEPOREV AV EVORME, 1 ERT 28
BRI 54410 ALT OIS, 7 BRIEE%2 5 BUN OBERAR b, |

SREEE T, 700 mgkg BT 7 B RREELEIROES RO EEOHHE, 7 BB
SRICFBOMBNEEDCEME,. 14 AERERIFROMETROTEEDSME, 28 HRH
ERICEROMBEMEEDEELA LT,

FIMTIE, 140 mg/kg BET 28 A B ERICHEBOBAL, 700 mgkg BT 1EH, 7 XU 14
AR 5% ICAFIROIER, 7 B RREHS bR Bk OEX, 28 B BRERICERD
A, BRERUHERRA LT,

IR ERAE R FRUMREE ClE. 140 mg/kg T 7 B E% D 0 EIBO 9 oM, 28 BREITRERIC
RO ~TE DT U U ILEROBEIERTTE, 700 mg/kg BET 1 EIFRE% D D FFREO/NEF L
PEFFRERRAE R, 1 B EZICHRO/NER LSRR ) 2 —F U ERROBROKRER D
BEE OMNLRAE ZEIENE, 7 BRERS%Y» bFROBENENTIE, BlgD KE DOEAM KA
BYR, BREOEMITEL CICEIED 5 - R OBEsMEMTTHE, 7 K128 B H&E5#%IZER
OHFEEIFEEMEL., 14 BHEES%» 5RO/ NER LR b 0 ETFEE., BigRO
FERERE R OIBRO~EY T U U ILE, 28 BEIREZICEROEE ORLRME~EVT U
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VILE. RERUCEEOEMRMEILGE, REOIARMEHTEEOREOEAREER
AL BEREOREE R OEFEMEZELD R b LT,

PR — R B ER CBERE CIIRYEREIZ L AFEIXA LRI o T,

PLED LR | ARBREETIZEBV T, o-Anisidine hydrochloride D #&5-(Z & v FFik. B .
BERE. MKk O~ DFET NEH TOERRBD bz, FiE. Blg. Rk O

DOEEHT B TOELIT, WThbEREHEOVENOR/D bitl,

14. EBRAEH
141 #HBRWE
a) LWE
& o-Anisidine hydrochloride
CAS &= 134-29-2
b) EETEVey NEF
BET R LEE
oy hEE K7PXJ
c) HERE
BiE=
NH,
OCH;,
*HCI
5= C;HoNO-HCI
DFE 159.6134
d) MEE
Mo 99.6 area% (HPLC HEFEE 433K)

BRI THMEE 100% & L TRV -7,
e) WAL SRR

IKIER EE A EEHR
FIRICBIT SR HE~IL O TVWRADORE~MEK
LM BEIREHTIZBOTIEIEE

f) RESME

B L EKERRICAN, HBEVERTEDORBEIC CHFTRE LT,
REBEOERME 13~6.9°C (FrA#E 1~10°C)
FEEFTR O RBE 005, 201244 523 B~201244 A 24 A
fRIGEE 007, 2012424 A 24 H~201247 A 30 A
g) HBRMEOR MR OREFETICRBIT 2 REEDOHER
YREREFE TEHME L 7= lo-Anisidine hydrochloride DZEME, R EIR DL EMER
BEEZTRR FEBREF X02-0257, 3EGLP R ER) ICBWTHESR LT,
WERME DR — I DV TIL R TEIE NEERE TR E RO A L&Y D 2
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7 NVF —H&~—R (Spectral Database for Organic Compounds: SDBS) 7:H AF L7z A
~R7 M SBRBHEFRICBWTEIE LT —Z 2 HET 5 2 LIC L VR Lz, 5
AR L7z RN A =7 M LVIE SDBS 3B AF LT= A7 MV ERRTH T,
Fio, BERERIR RGBT RORNMRNARY MEEETHZ LITXD,
REFGTICRT 2EBMEOLEM LR LT, RERG & L L TREHFRT
BDOARY MZEIERD bR o72Z L b BB IIREHRPLEE ThH -
7o & T L7z,
hy BV EOEE
EER OB ~OEMITNIRAZ S50, F8, 27 18T, KEDOHARD
BREZEFERAL
142 # 1k
a) 4 W
FEEIK
b) EIREH ,
HHRYEROFMELZEARPa—BEANVTHRE L, Z0O/RR. KBYE
i3 == EITIE 20 WiV DIRE TH—ITE L7223, REEUKITIE 20 wvhDIREE TR
LT, 7, #BRHERITFANE 7 BRI CEAOEMEORENRA LN -T2 L
O, BEKZEAEL LTBIR LT,
c) ®iEwm, SV—FRUney hER

Oy FRELK
JL—NK AR
oy hEE PC120313
d & &
RE ST REMREE
RERE E=8i-)
143 EREY

EREBME L THRILSN B THY | —REERBRICAE ch, BRBRERIZB VT
LbEERT —FEHREBEL TS Crl:CD(SD)7 v b (SPF) % BATF ¥ —/L X « U \—HEH
By —D0rbAFELRE,

4BEOET v bESSIEAFEL, 1 F—Ub120 SIEOBEE CART 6 A= THRE -
Bt EIT o7z, Ehic, #ERLE 1 BANICHEY T2 AT S B ETHIHL L, X TOEY
WCEERLONRhoTld, ¥ EEE LEEEE AV CTHREREESTEECTHEST
L. SUPCERBRICHER LTz, BT #RITEEMEE CEAEET TBIk L, BEDITITXY
ANTBITEBRN ORI LT, £, ZANNOBRERIEE T, —RIRBRUHREY
EA 1EUEEELL,

L, BEOTRNIRSA~EEA V7 28 L, BoURITEERE TR L., 7
=V T ANVEMT, Ty 7 ITRBREREZR R L TCENTRER L,

BERGROEBY OREEIL 5 B, AESFEIL 136.6~1706g TH Y . 2FIDEENE
EOFEHEEL20%DEENTH D Z & T HER LT,
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FHERE

Bit. % - BHLEHT 2 EC2FATHMEE L T, BE 21~25°C, fHEXHRE 40~
70%. HERIEEL 10~15 BI/EERE, BARE A 7 /v 12 BEREIRERE (7 BRAdT. 19 BT 10 E
LIenNY 7=V R 7T LAORBTE BREHMETIIREE |, BREKTRIIFATE 3) IE
L7z, BRERUHEHEEDOEREIX, F €4 22.5~24.1°C R 50.0~622%TH > 7,

TN, BOTRNEAT VU VABEHER S —Y (W260xD380xH180 mm) . BE4TH4
IR TV LV RABERERK 7 —Y (W165xD300xH150 mm) ZfH LTz,

A RESIRR TR RS RO L, BT RIE 2 B OBEE TRHB LT,
SOOI, BMERTEOMEIEICHRETAEICORB LT, T, BERBALNTE)
WZOWTIE, ROBEPHFRD K012, BEROWBRRCOH] LT, fHfigE, 77—
KOT v 7%, BRI L, S, 3774 e (1, 7TROV14 BREREE)
DWTITEEIEICHEHETABRICL T v 7 2 LT,

FRHIERGR MF (7 v FEF 120411 ROV 120611, Y = ZABRTE) %2, &
BT B BT EAGEKICR ARG TORRRED 3~5 ppm & 725 & 5 ICREERET b
Joh (K¥a—F v 7 R) ZBRMUIKE, TN EEBRERIE, Gk UEREE A%
Midd— b7 L—78E (121°C, 30 o) LEzbozEnshiER L,

FRHI HETHDRBAM OO T — % 2 AF L KERERETASHERFIED 6
PR MEEOBELRMERE] (1979) 22510, YRBHER CEDEEENTHAZ L
ZRERLI-uy bEEALE,

FEbKIZOWTIR, BEFEE D KEEEICET 44 (BEFHESE 101 5)
WL L 72 KERERZFE 2 EOHEECERL TRV, BMARFINCAFE LEZREZERED
REREEMFRE CKAFLEBRERRES, RESOEELHIZ LTI I L 2R LT,

15. R FHE

15.1

TR EOREAE

AERTEARRE LT, SRBHMEX T lo-Anisidine hydrochloride ® 7 v MIEIT5 7 BT
REROZREEMERER] BRES P12-0098, JEGLP RER) 2EML7-, AERTEREBRT
IR CRREL L = BRI B IR B A RE 3 TR 5 BB D Crl:CD(SDYHES » T 0,50, 250,
500 X TF 1000 mg/kg/day DHET 7 BB HKRE Lz, EEHEFII—REBEEROE
ERUEZTV, HEHRE 1 BRICHRROBEEERTE 21T - 72, TOREE, 250 mg/kg/day
UEDHAETERERERT RUMERDO BEML, 500 mgkg/day LI EOHETRER. FiEKk

VEBEEORELE N EEOER, 1000 mgkg/day TF7 ) —F¥, HKEORKEMEDRED

EMROBERFRD b7z, 1000 mgkg BHETHOLNZRERKEIRETH-2H0D, &5
BRI OBFIZTFT / —EOREL L LI, FREVMEEENE LVWEEEZR LI &0
5. 1000 mg/kg/day % 28 BREIRERE T 5 LR TEOEE L EMFEN KRBT H 7
BERHD EEXT,

L7eh o T, KRR TIZ 700 mg/kg/day ZmAEE L, EFE L LT 140 mg/kg/day % 5%
E L,
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152 BEHERL
FHRMEREHL LT 2 AEHERT oM. BEEOL 2R 5T 2 EASRELRE LI,
Fie, EAEMREROEHAERIC, 1. TRV 14 AFESBICEITLI29T 74 MR
Jiz. DT, SfkxtBBERII AT REE & iRET 5,
BT T4 VEOREHHFTOBEROEET —# 1% 28 AMZBEERICED TRV H- T,

- RERE | REAE=E @ﬁ%gw B

(mg/kg/day) | (mL/kg) | BEWN%) (EEE)

AR (1 [E&E) 0 5 0 4(1- 4
AR (7 BE#&S) 0 5 0 4(5- 8
AR (14 BRE#E) 0 5 0 4(9 -12)
EIAXTER (28 BFE®RE) 0 5 0 5(13 - 17)
BAZ (1 ERE) 140 5 2.80 4 (18 - 21)
EAE (7 HE#RS) 140 5 2.80 4(22 - 25)

| BAE (4 BEIERS) 140 5 280 4 (26 - 29)
B | IKH= 28 BE&ES) 140 5 2.80 5(30 - 34)
| sHE (ERS) 700 5 14.0 4(35 - 38)
q | &HE (7 BREERE) 700 5 14.0 4(39 - 42)
BRE (14 BRE&RE) 700 5 14.0 4 (43 - 46)
=HE (28 BRE&®RS) 700 5 14.0 5(47 - 51)

153 BE®

a) WBRYEROFAEL RE

HEBRMETHEL, SN THR L%, BEKEMZ TEfEIE, £0%k, Bl
KEMZTERL 140 W% DEBRMERERE LIz, S BT, 14.0 wW%DEBRYEIR
DO—EWEER L, BEAKEZMZ THERL., 2.80 wwhDEWBRMER TR L7z,

TR L EEREOHBRYEREOBRSICAVIEBIEMNE ST 2F v 7 BRIZE
NEIVNT L, BRMERAREORAGE 7 12 CTHFT (EHE 2~10°C, FEEHE 1
~10°C) THRE L7, #BRWERITFARSE 10 BLAAICER L,

NG TRE LB REDEBRYER KR OB, £ 5 B IR EICLERBEREZRE
BEOLBRIHL, AR CERTERLBEICA W,

b) WRWEROH MR OEEM OHERS

20.0 211 0.200 wh%DEBRMEIROWETRE TO 12 BEOREMZ . YRBREHRIC
BT X02-0257 THEEEEZ v~ b Z 74— (HPLC) 12X W#ER LT,
RERICEE LR ERED, AREROBEREICR L 20.0 XU 0.200 wiv%
DEBRMERTVTND 100% & 100210% AN TH o2 bbb, REEZHETTEET
HDT LRI,

o) BEIZAWIHBRYMEIRDRERR

FENZFAR L7z 14.0 R T 2.80 w% DHEBRHER OFRESR ORE 2, YHEBMHRIT

BT X02-0257 THPLC (2 L W FERR L=,

-10 -
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BIE L EBRYEEENREMEICKT L, 14.0 B 2.80 wv%DEBRMERTLE HIT
101%& 100£10% AN TH o 72720, BRI TE 72 LHE L TREICA N,
154 & &

1. 7. 14 X328 AR 1 B, #BHRO®RE L, 5T 935~11:1812fTo 7,
BEIZIIXRT VAT =T (TAE) BBV MGTERE (FAE) 2B, BlEL
T ERFTOEEZ I, 5ml/kg TRE L,
15.5 —fiRegiE
BEHETIXER 3 E (&5, BREEHR~1 BE%Z. &5 2~6 FFEK) | £ S
R EE LT,
15.6 FEAEZ2—RRIRREBIEE
28 BB EFICOWVWT, REBLERNC 1| B, &5HA%ITE | BOHEE TKRERDEE
RPEE L, BRERGBROBEIIEMICEE BREDWES) 2EMT. BHOLVUEZ
EiTol%., RBESHBITERVIRE (BERE) TfTo7.

F—UnbBY | VI FE e ANTHL, B e — UMY BT E TORG (H
HIBEORIG LB ERUHES) ., 227 ) JETEHE

Fim b o> T o %%%&UW@%T@%%\&%wﬁﬁ(i%\%wﬁn&@%%
P ﬁm)\ﬁE&@%ﬁ®EK%S\%%&@?7/—ﬁ)\WDQ
® ORE. BEREHEOELR) | MERUGWIOFELBE

4% 90 cmx60 cm DEER EIZ 1 5L (S 5PRN) B & | KB
TV —FNTO | FEE, R, HTOWRE, IRREAS. R - 8 - 8. FR{T
TEh DB BROEFTHORELEE

1 SFEOHERR (E0K) RUOBEREEK (RO7—1E) ZEIE

15.7 HEefRE

28 BREIBERICOVWT, &5 4B (B522HE) WREDEBEZRE LT,
FOSHER OB IIEEM 7 —RIREEE R L ARICRBRESH I TE R VWRETHRE LT,

— BHEATR 3 cm IZHR— X DB EIESIT 4 BRERFELIZE EDOK
Jo A a7 U v T ECRHE
B O|EETERERES LIZEEORGEAaT ) VS ETEHE

FISHE | B B |BREAYITRED 13 BREAEZEEAR L & ORG2BE
BN |IR2F B, BILICEE Y TR XORSDEELBR
2 | K30em OFmEI N, BYOERE LI LIDRETEE L&D
ERRE |EERCOFELZBE
I BAA—FZFGC2 (AAT 4 R) AV, AIERUREOEZ 2
ERIE L, FEHE A
7 v NFAESEREERE ACTIMO-10 (' >77 /) RV, 88
BREHE OEBNE% 1B (10 R8T 6 | HIE L, RIME (42.6 cmx26.5
cm O ZHHE S om BB TRE) Y- /=B TFLE

-11-
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15.8 KEHIE
2OV T, EFELRE (P b Y R) 2V, TRORICEERZEE LT,
< BESTH
- 51, 3,7, 14, 21 RO'28 B H
- FRBRBHOME R (FEEE1OOWHE. BERRE)
159 EEEERIE
7. 14 RO 28 BEIBEEICOWTC, EFEMERTE (FA U oR) 2N, F0H
ICEEEEREE L, |
- BN HOKEE
- BB 1, 3, 7. 14, 21 RUN28 HEOREE
BET, 14 K021 B BICIHEEERERICELZHETEL, MAROKEELAE L,
BIE L AGHEELZREENLFBEBMTO 1| BELEEEL RO, 2B, FHER
IZHERZAT BT OV TIIEREEO L EBIE L, BO@MAER OREEDREIIfTHhRd
277,
15.10 JRERZE
a) B IR
28 HEHBRERIZOW T, &5 28 B B OF1%IZ W 150xD 200xH 263 mm O E AR5
TF=UIlBMENEL. BRFKIKUHERRETER E TON 16 BROEER 2
L7z,
b) MEEBKUHE
ERLEEBRREAVKEOEE 2HE L, 2B, RILEITEBER S A ERL
BELER SAEHCTHRDEOREICEE L BN EbN-7-0, RFERIC

DNTHBRELXITo 7,
H B RS B

JRZ (Urine volume) AZAV Y o E—IL L BEE | —
éﬁﬁ (COIOI.')‘ IRE .
B (Turbidity)
REFEE (Uosm) KRR TE A
pH
EH (Protein) HEIRIE
7 kK (Ketones) FEBRIZIIZTAT 4 v 7 A (—2 | —
% (Glucose) v R) ZfER)
1M (Occult blood)
PRUL¥E  (Urinary sediment) Sternheimer Z5V5 B

FEREEE A BENREEFT OM-6040 (7—27 LA)
B: AT AEMEEMEE BX4l (VU LR R)
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15.11 MigkzE
a) BILKORERE

FRBHIIOWTEKESBOFE»OIEE L, B0 (E&RLE 16~20 %) |
CO,/O, IRA T ZARREE (CO0,1BE H=4:1) T CHEHRERIOREO LBVEML ., &
ERE R L2, 2B, 7 74 FEECHOWTRIEOREHERLZIT DR b o T,
28 HREIRSEIZ OV TR, EHICRT A=V RNABRLE (BARZ b Ty
FoYv) ERAVWTLREZERL, @HERMEZ, ERT2REUERHEL, -20°C T24
RRIRE Lo, £k, -80°C THRE L. FI7A 74 R ERH L TELEMHREATHE

FTiCREf Lz,

BREFE TEBL G ¥

EDTA-2K #HRIM T A SB-41 (= FEE G059, A X v 7 R) TH
i Oyl 1875

ZAB=F RV U LZAKIY (2 v MEF STP5940, FtMZET )
m 4| D32 wh%KIEKRZE 100 pL Jo0 L7 7 T A BEABRE TRl U, i@ DBk
(3000 r.p.m.x10 mins) L T/ MmiE

M E |7 ARRBRE TR LELSEE (3000 r.p.mx10 mins) L CTHALMIE

£ m




B10-0098

b) IMIEFEIRE
2MEOmEEZAVWREOEE ZHIE Lz, I blT, 28 HEARSEIZOWTIE, &

Mm% AT Van Assendelft tEIZ KD A h~AEZ B E VR (Met Hb) DRIEZTIT -7,

A bt B EROBEICITEN RS EFT U2910 (AXNAT7 )/ BY—

) BRWE, 774 FEIZOWTIHEANA Y /MELLER, A h~FESue o kE S
o o EVEREOEREERS b e v AR T T RAF URROBRIEIX TR oo, £z,
BEERIZ X MR ARMEE LR R OV H MR E D EOREN TE 72D A Y /MEER
BREZBRVT, 20 AWEBHRERIIER L 2o 72,

' H 5 B s
FRIMEREL (RBC) R EFARIE
~NEZS U EE (Hb) VTR RANETu U
RBC x MCV
~ Yy ME () — 0
EHIRMEERE (MCV) R B AR A
. Hb 3 C
EHFRMEE~TE o & (MCH) c x10
—Hb__ 105
THRMBA~T S 0 E L EE (MCHC) RBCXMCY
mm/hRE (Platelet) FEAR Bt E
MBI AR MERE L 2R (Reticulo) RNA Zufa ik
INA YV IMEEER  (Hein-B) TUVNVTU T =8B | D
HinekE (WBC) Za—%A hA MY —¥E
HIMEKE 2% (Differentiation of leukocyte)
FHEk (Neutro) . U >738kK (Lymph) ; C
STEAER (Eosino) . #FHEETR (Baso) 7R=YA FA R
BEK (Mono) . KEGELEER (LUC)
Zu bur U (PT) FhEE LR = .
EMEES ha R 5 XF R (APTT) LR TR

BRERS C 232, DICEems AW =8BHER, EIZiXmE % H
EAHE C REMERFHRELERE ADVIA 120 (' — AV R)
D: £EMBEME (U2, =av)
E: £HEMREERFRELERE STA Compact (B = « FA T F ) AT 4
v 7 R)

-4 -
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mEZANTREDCEEZBIE Liz, VT 74 FEEIZTOWTHEHT AT X VBT I/
NGV RT2T—¥, TT7=20T I ) NFTVART 25—, FTAVHIHEETF AT 7 X —
Y. REBEEZ, /UL T7F =V EUORMEIAEVZAIEL, FOMOERIZEIE L2 ->

7o
IH B 5o T 2R
TANRNGEXUVBTI /) N7V AT727—F . . X
(AST) UV £ JSCC 12 bt iniE
T75=7) N7 A7 27 —€ (ALT) | UV ¥ ISCC (LR IRNE
TNV IET AT 75 —F (ALP) p-Nitrophenyl phosphate £
2 2 RA7 7 —% (ChE) Butyrylthiocholine iodide &
R - — s o L-yglutamyl-3-carboxy-4-
}’-y NWNEINVDNTUARTSFHL—F (}"GTP) mt}r/ogamhdg{z*i Y
a1 25— (T-Cho) COD-ESPAS I F
. GPO-ESPAS 7'Vt u— {4
W AE RS .
FUZUEYU R (TG) £
R=EE (BUN) Urease * GIDH &
27 L7 F = (Creatinine) Creatininase * F-DAOS £
;(f;{g\\g E (T-Protein) Biuret H’:’
747 3> (Albumin) Bromocresol green 1k
A/G H. (A/G ratio) Albumin
ratio T - Protein — Albumin -
Mm#E (Glucose) Hexokinase * G-6-PDH %=
WMryary (T-Bil) BERIE _
*AEHEE (TBA) BRYA 27U T F
MY > (IP) Fiske-Subbarow %
By A (Ca) OCPC &
F rU A (Na) Crown-Ether [EE 1A
BV A (K) Crown-Ether JEERE G
®x (CD MO f&EiE

FEFEE F AFEESHOWERE 7170 % (8 284ERT
G: EfFEHITERE PVA-EX T (A&T)

-15-




15.12 FREZFRIRE
a) #

B10-0098

ERBEIIOVWTEKEREGRORB OV b ERME I, B Z EFREINRD b AU
LTRSS, kR, B, KT, HERE, EiE EERVEREL ZONEICD

WTRIRRIBIEZIT o T,

b) MBEREREUSHEEEAE

(@) 774 bEE

1, 7RO 14 BEBRSEHIZOWT, JIRFICREORE - ATl Lz, £z,
2B (No. 5 BU6) #Fr< 7 BEREFHO2FI KU 14 BEAHREEHEO2FIT OV TIE,
BT 10% P HEBEERL~ ) VIEEZEALTREIRICEE L2%. NEWEKEREL

THER LT,
5 B FRE - AR
HkE %R JiFlig
D - MER Lol
WPRZER =g
TR FEEL*, RER B IEEERIRF. HRIZERTIIE
FRRER N NN AN = 1))
= MR B O(RERE) . Mg M
Bl R TEEr, BRE (ER/MMEEZET) | BT

FARIRLISN O T | &4 L7288 E 13, BER XITRFRICBEE T 2RNCEFRE (F
VEYUR) TEEBZAE L, BiR, BREUBERELEIES ZR 2 ZRIE L,
EROGSEEH L, BIBIIEALELOTHEE Lz, BRIZEMRIIRED—
MEzZOTHE L, FRBIIEER/MEZED TRE D b OREE 1T 10% T R E
TN ARICEEL, B, EROEEZR[ENOLIBMLTEERZAE L, BE
ZEE LIZBBEICOWTIE, BRI BICHE L FEZ AICRdERE VR L,

-16 -



(b) 28 HE&EEE
HIRRICRERORE - Bz L,

B10-0098

o B RE - R

PR Ee R [E. M

S ETE. B, B (FTEBENLER. S T AUREED) |
FElg. PFlise

i - MR Lofig

W R #E R g, BERE

p— FEEL* | REEL LfR* REIERISIAR*, HRIZERTILAR*,
BE: (BEBREST)

TR R Bt (KB, /MR OYEZSte) | B, LB

N BH (KERE) . WED v )81, BBREY Lo 8, Mg,

EMER i g+

PR TEE, FRR (ERNMEEET) | BIE*

R RER

5 - BRER B (KRR . & (KEEE)

BE - tEa | IR

B R ORERET 10%FHHEE AL~ U IR 2 EABICER L, B R OBIE 10%
FPEREE R L~ ) VIR EEA L CRIRICEE L%, AEYEKTERE L,

ARSI D ] 2 L7128 B 1L BERIIRFRICOEET 2N EFRXE (F
WERUDR) TEEZRAIE L, Big. BERUWEE LEIEEER 2 ITHIEL.,
EROEFHEZEH L, BIBREREZ T LD THE Lz, BTRIZERMARIIRED—
HeEdTHE L, BEIEEREED TREHRZRATHERL TERL, EEY
BIE LTz, FRBIZ ER/IMEZED TRE N O SBEETIC 10%PEREE R L~ U &
RICREL, B, EAOEXKIENONBELTCEERHE L, EEZHIELE
BEIZOVWTIE, A RICHE LZEE2 BICESEELEH LT,

-17-
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c) HMRBROEERUHRE

B LZHE - 8T, UTO XS ICEERVRE L,

g, EEZRIER. SMIEEDOFREIEH» D (FINRIE & 2 O KxHAl 2 fE ST ARIC
BoT) 2~3mmIBOMERBA 4 EHRR L, BEETREEETAICE L, 24720
HEEN1SgUTTHD Z L EHRBE. T ENEED 5 B ELL_ED RNAlater® (Ambion,
Inc.) IZEEISHT, 1.5 g 2B 258 I3EBF om0k LIEE Lz, FEILKE
#. -80°C TIRTFF LT, SMUEEDEEFREEMRIT AT OBERE 0K HH R Uk
D DEZE 10%FTHRER L~ Y VIR TEE L,

Bhgix, ERNLICEERBES. FRAOFRENSLELEL L D IR T 4~5
mm §& DA Z IR L7z, A »OHELZRY R\, ERF T oL, ¥0%
& 3 mm SAPIZHEED L RNAlater 12338 Lz, 70 0¥ bELIE, BENE. fENE
BROREZZT T T Y 7L, ZEi RNAlater [ICEE LT, D OESIKA
%, -80°C THRAF L7z, ERIT 10%FHEES L~ ) ARTEE Lz, 2B, AT
NDIITIRENRD bNTZHEIL. RER % 10%FHEREERL< Y VRTEEL. K
RHA % B T R B EMENT K O-80°C WA RFICH LT,

BRI, EERIXICEELRIER. A% 4 5FI L. R O¥45 % RNAlater ([Zi&
Bl BYO¥N5Tkintk. -80°C TRTFE L, EAIEETEy MY UVIRTEEL
7

R BRI, BEERHER, EFEVEET Yy N VIRTEE LT,

FEZERTS T, EERIER. EFTTH L, —FH% RNAlater [IZIRE L7z, &V 1L 10%
FHEEE S VIRCTEE L, ‘

E, BEEREIEE. KELEAZD =K (XF ) — 7 aafh s FERES
=6:3:1) ICRE L, ZO%, KET TSRS 5 Lz, Bk ¥ ) —/IilL
oo EHITKBTTIRE D Ldin, 1 BB EIC 20, Bk y /) —AEZH LT,
KIBTT—HIRE 5 LIz, Bz ) —VEBEERHL 4°C TRELE, RELER
BHIRMAIZ RAE L TREBRLIRZFICEM L,

KEEE L, ERIZEREE D O KRB EBEMTE CHRIRL 7, Mz kL. RPMI1640

(Life Technologies) 5 mL TEHRZEVVHL, 0 um DA v 2B LTI=hLF=
—7IZEM LTz, 4°C Tl (1100 rpm, 5 45f) #%. EEZBRW-, BE%E 2 mL O
RNA/DNA Stabilization Reagent for Blood/Bone Marrow (Roche Diagnostics) {2 B FilE = H-,
FEEIHE T ERIT-80°C THAMRT Lic, AENIEEE 28T X 5 ITHEBL., 10%H 1Rz
BRIV~ VIRTEE LT,

Mgl L EEZ AIER . FRED HREETTIF 1~2 mm OB A % 1 R L. RNAlarer
WRIE L, RV 1349 5 mm IR THI DAL 2 AN T2 IZ 10%F SR E R L~ U LR T
BE L7,

fafRid, EEEZRER, EFTIH L. —FH% RNAlater ICREL T2, EDIE 10%F
MiEERL< ) VIR TEE Lz, ’

TEMAEI, EEZAER. RNAlaer ICBELE,

RNAlater (\Zi21E L 7= &40 1% RNAlater ZHMKICEE ST 5720, MBI 4°C T 72

-18 -
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Refl. & ORI 4°C T 24 BEEIAE L%, RNAlater [ZRIE S ®72F £-80°C T
HfE L. NIA T A REFES L CEEEFHMEEAIERNICER Lz, -80°C FHERTFL
TABIT DN TS F T4 7 A R 2R L TR 354 L,
ZOMOIRE - AL, 10%FHEEEIL <Y VIR CEE LTz,
d) REMEBRFORE
(@) Y774 et

1E, 7 k014 BEREHEOMBEROEAEEICOWT, FiE. Bli& BE.
BISZAR. BBE (KERE) . Mg MRED/RT 7 ¢ AEET A 2B L, ~< b
¥V - zFTr (HE) L%, AFBEEENCHRE L, £, TRV 14 H
MBREHETIEBIZOVWTRBRICREEIT> 72, B (REEE) 1389 H LA 10%
BERR - KL< Y UIRICE DI AT - 77,

I BT, 1 ERSHTIHFREOER,. 7 BHREETIIE. Hig Bk Bk
UEE. 14 HRREHETIIFRE. BE. BRERCEBICOWT, mAER THERY
BEOREICHEEL-EBEDON 720, EAERIC OV THREARFIRELY
ToTe. Filz, HEIZOWT, 1 EREHEOEAEHO HE LEEKRIZIBV T
fADZERLRHZ I, 7 a—FrOERREDNIZIZD, MRED 2 ] (No. 1
EOV2) ROEAEED 26 (No.36 HUN37) IZ2OWT PAS RUGIC L ABREEIT-
Too BRBIZOW TS, 14 BEAREHORAERHD HE LEERIZBVTRERIZH
BERDOEMMBH LI, ~EDT U U OILEREDLNZT-H, STREED 2 6] (No.9
ETN10) ROEHERHED 2 fl (No. 43 ZM44) 120 TV U FRAEIZE 2BE
iTo T,

(b) 28 H M5

SBHEERVSAEHICOWT, MEUOTEERZBROD TERLZ T TORE XX
RO NT 7 4 o ABENE 2 ERL L, HE e th, AFBEMENICRE L, F
EROVERE (KRBEE) 13810 LANIC 10%I5EE « R~ U RIC X B BIK 21T - 7,

E7-. g, Bl BHEOEBICOWTIE. SEER CERYE OR5ICEE
L7 bR b2 720 RAEFIC OV T L IREEREIRE R IT o T2, 51T,
JEfBZ DWW T mAERO HE R EERICB W CUREMICBREZOEMN A b i,
NEDT U UOLEPREDNTC 2D, REO 2 6] (No. 13 KN 14) | KFE#D
261 (No.33 RU'34) RUBRAERED 2] (No.48 KNS IZ2WT~ LY o FR
BIZXDMEEZITo72. BIRIZOWTH, BAERHO HE LEICBWVWTHTEIR
DO, a2u-7 a7 b OREEER R 5720, SEREO 2 6] (No. 16 XU 17)
ROBEAERED 2] (No.47 EU50) IZ2oWTH a2u-7 17 Y U HIEIZ &L DR
BILFORERToT, Tio. BRIV T, 7=V LRI Th A ERYE L
BERED A & OBERIZOWTRETT 2729, SEREROEHEHOEFIC OV TH
PCNA HLiEIZ & A ik b FRREZIT o 72,

-19-
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15.13 #EHFEBITIE
FE, BHEE. BH, BREDE. MEFVRE., LIRALFHORE, RE. REBE
EUOSBREEEORBEICOVTIL, Bartlett IEIC L2 ESBREEZITV. S%EEBEKETEY
BHRRD b HEIE. Dumett SEICKAREZITo . E0BDRRO LNBRWESIT/
YXTARY v 7 O Dunnett HEIC X BBRE LT o T, $FEREE (Eo$) RUHRER (R
DT —=NE) 1328 A MU v 7 ® Dunnett IEIZ L ABREET-72,

16. RBEGEDOEEEICEE L RIE LT L RO AREER K USRBRETEED S ORMN
REREDEERICEELZRIT L L RPN 2BEER K ORBRTEEN D OB
Lol

17. ABRAE
17.1 —#%{R#E (Table 1, Appendix 1)

700 mg/kg B T B R EEERT K ORI 17 B, 8BRS 13 F. RS 10 Fl, ¥
BEAS 2 . Bl R OMLENE 1 flichbivic, BREBHETIIRE 1 BEMLBEEINL
P35 3 BIHIRIEER Uz, FREED RUHERITES 1 BB OBEINZHE, #
55 BEICHEL, BERITESHEZE L TEEIN, ME, BBk U IREITER
HIR BB TH o, 140 mgkg RO BETIIEEIIRO bhiho iz,

172 72 —M KR8 (Table 2. Appendix 2)

HEHRYE RS HE CHRERS K OEREEICEEREEFIIRD LT, oM EER

ICBWTH R EREHROSREICET IR o T,
173 #%RERRE (Table 3, Appendix 3)

700 mg/kg B THRITE 0~10 S ORHFICA REBEOHERBMEN# Dz, —@k
DEETHo7eZ b, WRPERE LIIBERORWELEE Lz, BHTIIEEREDE
BREBHICAEREHIRO N T, FSHEREICBW T HERYER EHER OSTREICE
FIXRO bhieh o7z,

174 f& E (Fig. 1. Table4, Appendix 4)

700 mg/kg BETERE 3, 7, 14, 21 R U'28 B BICHE R EEEEER (Fh ikt
FREED 91.8%. 91.7%. 92.2%. 86.0%. 85.8%) M3FBW HiL/z, 140 mgkg HETIIAERE
IO ohR2ho T,

17.5 #EEEE (Fig. 2. Table5, Appendix 5)

700 mg/kg HETHRE 3 BRICEBREE CHREED 81.7%) BHLNTZN, ZO®RITAE

BEREHIRD NN o7, 140 mgkg B TIIAEERLTENIRD bhido7z,
17.6 RiRZE (Table 6, Appendix 6)

700 mgkg B CREOHFEREENALNIIEN, ROGHOKBEID 5 FlEF, B
m 3+) 25 1, RICEF OFRMEBIEMNE OB MEEMNR % 2 FICFED bivlz, 140 mg/kg
HEROKRBHETIEEFT IR b1 o7,
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17.7 Mg
a) MEFAIFRE (Table 7. Appendix 7)

1 B GEITBVT, 700 mgkg B THPERLEOFELRSHERA SN2, 140 mg/kg
HCTIXEEREHIRD bR o Tz,

7 BREBEEIZBUV T, 700 mg/kg BETHRMEREL. Hb. Ht X O*MCHC OFE 2 KE.
MRFR MR R R OB LKEOFEEREEIRD bNiiEh, U o BREER O EE
HUEEROFERKME, FPEREERVEREROFELEESALNZ, 140 mykg B
TIHAEEREHNIRDD N d o7,

14 BE#EEIZBVT, 700 mgkg B THRMEE K O MCHC DEE /2 EfE. MCV,
MCH K OMBRARMERELL RO/ E R BEHFRD S iz, 140 mg/kg B Tl AR M Bk Ek
EEROFEREEIED b,

28 A I E5EEIZBV T, 700 mg/kg BF CARIMERE . Hb x ("MCHC D& E 72 KB . MCV,
MCH, MRRMERELLZR, A YV MEERER A hES a E U EORBERAEDN
RO DNTED, FHEHRLEROFEREME. V o/ EKELER G ERE L E D F B R K {E.
PT XN APTT DA BREMENRH BTz, 140 mgkg BETiE. MCHC DA EREME, #BIR
fm%§%4ﬁoﬂ4/7m¢w$®%ﬁﬁﬁ\%Fﬁ%ﬁmﬁym$®€§&%ﬁﬁ
RO BITZIED, HERIRIEROFERKE. PT RO APTT OFEREMB A bIT,

b) IMRAE(FEIRZE (Table 8. Appendix 8)

1 B EFIZHBVT, 700 mgkg BHETALT KO E Y LV EVOFBRBESFRD b
7o 140 mg/kg B TIE BUN DR BEREENR A LA, AEE OBFEMENED b2y
TENLBROEELEE X,

7RO 14 BERSHICB VT, 700 mgkg BT BUN XU E Y LV E OFEREE

RO ONTZ, 140 mgkg HETITHEEREHIA N 2T,

28 HEHBEEICBW T, 700 mgkg BT ALT KUYAE Y LV DOEEZREE. BUN
OEEEMPRD bNZIEN, TAT I, AIGHREVE#RY) COFEEREENA LN
77o 140 mg/kg HETIIAERTEIIRD bR - T,

17.8 JREEFEAIRE
a) #¢B E= (Table9 X110, Appendix 9 KT\ 10) :

1 [EREFIZRV T, 700 mg/kg B THRBE O K OHEXMEEDF B RIEERS b
72 140 mghkg ETIIFEREERNIIR O bR o7,

7 BRI EEIZEV T, 700 mg/kg BE CHROEXM EEDOR B /2 B E (RHREED 114.4%) |
PR DOAES R OAREEDHEREME CHRED 242.5% KW 263.7%) 233 biL/id
D, BREEOBEIBOEMSEECEEREENA LN, 140 mgkg B TIIEERLEIX
RBOLNENT,

14 B EEICEV T, 700 mgke B THIBOMES X UM EENDEERSME (HHR
FED 1232% K TN 1254%) | MIROES R UM EEOEE 2EE (RHEREED 299.7%&
U 303.5%) @D ONTIEN, FRIBOEMEEDOFEEREENA DN, 140 mgkg
HCTIIAEEREENIRD bR o 7z,

28 ARBREEIZBVT, 700 mgkg HETEROMENEECAEREE CHBRED
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b)
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116.0%) . RO KR UM EEOFTEREME HREED 251.4% K0 301.0%) 332
D OHNTIZIEN, BERFFEENEEREME (FRED 829%) #/7-L., BE LA, EEN
VYRR O TEEDHEMNEZEDEEREE., MOBMIEECHFELEHENA LN, 140
mg/kg HE T TEERDHEGNEREDOTERIEMENA LT,

#| & (Table 11, Appendix 11)

1 B GEEIZIBN T, 700 mg/kg B THIRDEKRD 4 FlH 1 FlIZFR® BTz, 140 mg/kg
HERUOMBETIIET IO hoT,

7 BEREEIZRBUT, 700 mg/kg B THIROEKRD 4 FH 1 61, g0 2E(L KR OME
RS 4 BIEFNRD O iEZh, Al ORBEEETS 1 fllcAabhiz, 140 mgkg Bk
URRETIRERTIA DN 2h o T,

14 BRERSEEICR VT, 700 mg/kg B CHIRDIEARD 4 it 1 5], OB EILEV
FER 2 4 BlEflizEe bl 140 mgkg B CIIARAIBROBRIEN. 1 flTH LT,
MBETIIEZIRD N1 o T,

28 HREHREHIZRB VT, 700 mgkg B CRIBOMEINEORFE B 5 FlEfl. maE
DERKRVCBEHRE 1 Fl. BiEO B[R OERD 5§ FIEFIcER ) bivlz, 140 mg/kg
FHETIIEBOREN 3 FITRD b, MBETIRERIIRD L R»o T,
FREEHA R FERIRRE (Table 12, Appendix 11)

1 B 5RO T, 700 mg/kg B CHIRD/NERIDIERFMRIE S ) = — 4 &5 (BRE)
54 B1d 2 B, NEERUUDERFRIREAE R (BREE) 23141, BIROKE R OBE OITAL R
TRzt (BE) B 1HAICRO b, STRECIIFROBRBEFERER 8&E)
21 BITH DTz, 140 mg/kg BETIIMREZ T o LFRE OBIBIZEF IR D bz ds
277,

7 H R EREIZRT, 700 mg/kg # CHIRAIIZATE OFBERERHNS A b7z 1 HICHT
BOEE (BE) ROBRRBERFE LEBEAR (FEE) BRobhiz, £/, FETI
ANEERDERTIRIER (BRE) 3409 261, BESELTTE EE) 21 4IC3RBO 5N
72130, RBMEFHAESE (BE) 231 fITh bz, B CITLEEHEEEE L (8
) 232, REOBEMRMENIE BE) 2N 1 AR by, B CIIELTE (8
BE) 2RO biL, BIRTS ol (FEE) 254 FlLf], B/EMTTE @RE) 23
3 FIFRD bivfz, 140 mgkg BETIXIBIRD 5 -~ (BREE) 23 1 IR bh/-iEh, Blgo
HIRTER (BE) R 1flcrbniz, HRECHEFIIRD N1 T,

14 H R EEEICIBV T, 700 mg/kg B THIBO/NER IMEFFREIAER &E) ROV
ELERFRRES b OETFENE (BE) 240026, BErEnTTE @RE) K36, B
gD B OEMRMEIR (BE) RUFHEER BE) 13% 1§, BEOEMDTE (&
EE) B34, gD 5 ol (FEE~EE) RUNEVT U LiLE (BRE) 2 4 fl2p6,
BESEMTTHE (BE) 233 BITFRD bavic, 140 mgkg BECIIfERD 5 -1 (B2EE) 231
BRIFR D b izizds, BROREOTMRMEFEEELSL (BE) RUBZRIEE (8
E) B1HICHbT, StBECIIBROEE TER (FSE) M1 Aciabhi,

28 HEHEFIZIWT, 700 mg/kg B THI&D /NEFLERFAIRAER BRE) RUVI
ERLEFRRS DO ETENE (&E) 25600 441, BESERTE EE) 23461
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ROONT, Flo, BERTIX, ABREGFEENEL BEE) 23406, KEOFEMRRE
~NEUFT I UE (TKRE) B35 flef, REORMRMELR (BE) »246. K
BROBE OEMRMEILR (BRE) 232 6, REOEARBER TR BRE) 22 Fl,
FLEREEIE (BRE~TEE) 2324, REOFMREERTE (BE) 2 Al bhi,
B TIENTTE BE) B40I580 56, BT ol (FTEE~EF) | ~EY
TVVIE (TEE~EE) RUBSMERTTE (FFE) 25 flflic@o o, 1
mg/kg EFTIIA H®oom(%F~¢%F)&U«%/7)/¢%(%E~¢#E)#
5 FleFl, BAVELTTE (BE~FHE) 234 IR0 bz, BROMETER
(BREE) D1 AH BNz, MBECREMOHIM @) 281 flicxbii,

2B, 1 ERGHEOXREE R U 700 mgkg BHEOK 2 FIIZOWTER L7 igD PAS K
PR K BRETIL, SHRE CIIFHRANICEEDER ZL DT Hh LRO b RinoT
2, E A ER TR OZERA TR ENIZ B E OEMATE O biv, A
W7V a—F U RERBLTWAD Z L PER I, 14 BRBREHEOXRBERT 700
mg/kg BE, 28 ARREREOITEEE, 140 XU 700 mg/kg BEOE 2 HIZ DWW TER U728
JBONY CEREICLDBREOKESR., MRETIIBEWERRD bIRh o e XITHR
EBEIZ T NIRD ONIZDHTH o 7208, 140 KT 700 mg/kg B TIEREEEICEEED
FOEMPBROOLN BEEENRANETT VU THD I EBHERINTE, 72,700 mgkg
BETIE. R—EBEALICH 2BRICB TS REDOEMRME ERARNICEBERE D D
THRIRD BN ANEVT U ILEPHER SN, 28 BRSO REERK O 700 mg/kg
BHOE 2 FIZOWTER LEZBROF o 2u-7 27 ) VHKIC L 2R ERBZORED
FEFR, TR CIXRE OEALRME LRI E N DT HCRDLNTZOATH
S72H, 700 mgkg B TIIRE OEMIRME LERHIRRICEGEDER L <BO LN, HF
W a2u-7a7 ) ORBIZLD LD THDZ ERHERINT, £, 28 HHEKREGH
D5 BREE K U) 700 mg/kg BED2FIT DV T EM U7 BEBEOHT PCNA HLEIC & 5 FREiEk
FHIBRAEDRER. 700 mgkg # CHEMRRIHELZ R L,
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18. 85 £

o-Anisidine ITFEFFET I D 1 DTH Y, b FTIEIRDAEDOFSREFNAE STV
WA, EBREW TIIHORRE LN TV & U TEEES AMZHEE (International Agency
for Research on Cancer, IARC) DFEMAMFHETIZZ A —7"2B (& M3 L TERAMERH
LEREMERH D) ITHEIN TS (IARC, 1999) , EBEE AW ZRERAMERRE LT
&, o-Anisidine DIEFEE TH HHERME (0-Anisidine hydrochloride) % FAV 7z 2 €ERTIBEEH
EEBRMTONTEY, ~VARNT v N OMERECTEROBIT ERAAIIAERE, 7 b
DHETHEROBAT EERARORRBROIERMBESEOBRENHE SN TV B (NCL 1978) .
FARRIZB W TR MER 5T L 0 B, B, Mk, FIEE OFFE~ O ENFEH b,
EHICLER A LN, ,

WREFZ~DOFEL LT, 700 mgkg BHIZBWT, &5 2 BENGBERENMEESN, 7
AMRE®HNOBEELZ T BUN OFEE, 28 BEAREZICREDOSE. ROAHDOKBE
b, R, RICEFORMLEKK A LEROEIMNE NICBROBTEEDOHHE, BAKROH
BENRL DT, ROBCIIFERHE I TOREHOCITER LZELEEZ bR,
ZT oML, BROFBEBEEBFIREI SV THEEEERMEEEEL (1 ERERICKER
OBEE DAL RE ZEfaZstE, 7 A MR SR ICHLBEEFEENE LR O RE OENRME L
B, 14 BARESRICHEERROCREORMFMEIE, 28 BRREZ I CLER FEENE
Eib. REXITRE R OME OFEMRAE LR CNCEHLIEE) BRBoohkl énb, R
WEEROEELRBELEEEE X, BRI OWTIL, MIaEE~— 1 — 2 AW
FMRBEFRIBREICRBW T, 700 mgkg B TRE EFE (BITER) oBEEELLRAOH, E
BRI DR D FREMENRIE S iz,

T OMOBFFRITTT T 2FE L LT, 700 mgkg BEIZHBWT 28 HREE#IZa2u-7 127
VOER L DEMRME O FRARER SN, a2u-7 07 Y VOERIIHT v MERED
ZEETHYEREFHNERITENEZ 265N, RRICKEDEMEREFELRD b
TEnh, RMELEOEELEEL TWAREELE AN, £/, RAETIX 28 B
BRERICBEROBBELIEL LN, FEARFNRE CHEEOEMERE~EYT Y
YEBRDO NI b, BT 2EBMEOEMERIC L 5 ELEE LT,

MRIZXF T HEE L LT, 700 mgkg BEIZRB W T, MKFEHREICBVWT 7 BRER 5%
FRIMEREL. Hb. Ht X TU'MCHC DEME, 14 A &5 %R MBS R 0 MCHC O&E, 28 H
FHRERIZRMERE. Hb KU MCHC OEMENFED b, 14 KO 28 BREHEZICITZ MCV
EOMCH DRELH NI &b, REHHOTEN O REREBMMBELTZEEZ BN
oo BMOFEFMEF L L TE, MRECFIORER RHEZNREICEV T, FRIOLEROME
TLEZRRT 24 OEL (1 BRERURIRE YV ECOBRE, 7 BERESIEICE
JEDOBENLKTD o, 14 BEBEHUBRICERO~NTYT U L ibE) 2B bh, 28 BE
BERIINA VVIMERRER A AT u BV ROEENFER SN2 b, A R
E7 B URAICE Y ERTOBMATLE L b D EE X T-, ZhITx L. 700 mgkg BET 7
H A& E%UEICRD b - @R AR MR LR OB E, RO REIEm FTE R OB O1E M
TUEIT, EROBLEEM~ORGEEELEE X, 700 mgke BT 7 BREKERZICHE LN
BLEREOSELELTEICHE-TEEE X, -, 700 mgkg BT 7 HEHRE%LL
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BIZRO N EEOERR VEEOEMEIL, ) s MR UONEVT Y v ikE R R L7
EllEZ2 N, 7eB, ME~OFEIT. 140 mykg BEIZHBWTY 7 BB S5 b
DS oI, 14 BERE% D CRBRARMERE L ROEME, 28 HEHE5%I12 MCHC O&fE,
A TIMEHRR VA MNESu UV EHEORE, BEOBEL, ~EVF Y L IEER U
ANEMTTE E L TR b,

MBA~DNEDT Y VIEEFIC OV, #BEX T A 7 naT7 =) V3 ET3{bE8D
13 BRREREERICBVWCEERERFTA TH L Z ENREIN TS FER D, 2004),
L0 R OEMRER CIIBORHEL b EEREERFTR & L TR biv, MEaNICEREIC T
BLIEANEDTI ARV~ 07 7 —URBREL, M ENE&A T 05 WE T 7E
DRV FHENEFERZTEEZ SN TV (Stefanski et al., 1990) , 7= U 2 4Z20
TITERIREEA T LIEEBROEANENAMEZEDMIBSESHEICEREL TR L EZD
NTW% (Khanetal, 1993; Maetal, 2008) 7%, ARBRIZBVNTIL 28 ARSI b RO
AR EIIRD DN TR LT, &A1 AV OBEITAET TV AW L HE LT,

FFlgC k3 2828 L LT, momwgﬁfi MREFOREIZBWT 1 BIEREZEN
28 HFREHICTFHROEELRT ALT OBEIL LN, FEFHREICB VLT, 1
E#S%E2D 14 AERESR E CRIRAMZEKR, 7k 14 BEAREZICTFROMENEEDS
ERZ LI, BREFENCIT 1 B %I/ NEF DRI IR & OVNER D ATl 7 ) =
—7 UEE. T BEBRERI/NERLEFERER, 14 RO 28 B EH5%IC/NER DR
FIER R U b VB FEMERRD bive, FIIEREUL b ) I FEMEIIED R HEES
DOFEZTTETHEMEEZ DN (BEDS, 2000) . BEHHEOED CHICFFEEE
RUOMBEETORBE L EX ONIGEHEZDO ARV ) a—F U EBmRabni-b00,
BREEEPETICON TETHEE A~ BITLIZEEZ b, 28, 1 BEREEMD 700
mg/kg HETHONTHE Y LV E L OFEEIR, BB 5 ~EOEED 1 > Th 5 ALP OEENH
BIRIN>TeZ b Bl U2 R MR O TTEIC L AL TH Y FFREES TR+ 5 0
TV BT LT,

BEHRFIC 700 mgkg TR O BRESHE T, WRERAD, FR, Bk, LRE. &
ERERVC—BEOBERKEIL, K. BRECOKCET2EEEELRB L b0 L
Zx bz, $72. 7 BEBEHIT 700 mg/kg BETH ST~ 51 E ORI, B30
EERURRERTE EREER THHZ ERHRENER, 1 fIOLOERETHY ., =0
EDTHILEREEL TR T 2 ELRROENRNo72 2 Eh b, YFEEWMTOR ML RICE
RUREE LW L7z, £0ff, 28 B BIB54IC 700 mgkg BETRE Lk, BEZEMBER O
TEEOENEEDEEL CICHMOENEEOEENR A SN2, BE BEENMEETHY .,
RS FIREL TR IS TEEZBROT IR b OREICERENELNED bk
Mol ZEb, REEMEICEELEB L E X7, RIC, 28 BREH54IC 140 mg/kg B
THONTZTEREDHEFEEDEKMEIZONT Y, MEEEBITIILENRD SN2 dof- 2 &
o, FEREICEEL-ZEBLE LT,

HREHHP ISR EHE TEICA N EDMOEIT, BREEED 2 VEETH
DT L MICEETIEMBRBOLNRNT &, NTERREFRLL LTHRINAFAT
HDHIEEND, WRYWERS LIZEEDRWELEEZ -,
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UED LBy, KRR TIIHEBRMER ST LV RSHEOTH L&, B, Lk
JEig~DEEREPBO LN, BFHORLbA LN, £, REHMR THRICER~OR
BOLER SN, TOMOE(LER, FRER, L - ER, EEER, PR, RS,
- BRSR. LR~ OREIIRE S ARh o7

19. &30k

TIARC (1999) IARC monographs on the evaluation of the carcinogenic risk of chemicals to humans. 73,
49-58.

Khan MF, Kaphalia BS, Boor PJ, Ansari GAS (1993) Subchronic toxicity of aniline hydrochloride in rats.
Arch Environ Contam Toxicol, 24, 368-374.

Ma H, Wang J, Abdel-Rahman SZ, Boor PJ, Khan MF (2008) Oxidative DNA damage and its repair in
rat spleen following subchronic exposure to aniline. Toxicol Appl Pharmacol, 233, 247-253.

NCI (1978) Bioassay of o-anisidine hydrochloride for possible carcinogenicity. NCI CG TR 89.

Stefanski SA, Elwell MR, Stromberg PC (1990) Spleen, Lymph nodes, and Thymus. n “Pathology of the

Fischer Rat”, Boorman GA, Eustis SL, Elwell MR, Montgomery CA, Jr, Mackenzie WF (eds.),
Academic Press, Inc., San Diego, California, 382-383.

FEEZER, ERE= (2000) & SE T IRE, 2. EEBMERE. In [SHREERZE) , BEAE
HREFS, AHE, 182-183.

AT, ZHER, REFHE, BIEBE, RIEFAE, NERIER 2004) REAZ orra T 7 A
IZ X AR MEE I & BRI 1T DIRBEERNE LD M. BREZHEER, 55, 319-326.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of general clinical observations
Sex Signs Administration period
mg/kg/day 0 140 700
Male ss ss ss
179 17 17
No abnormaiities detected 17 17
Decreased spontaneous locomotion 17
Decreased respiratory rate 17
Incomplete eyelid opening 10
Eyelid closure 1
Brown urine 13
Reddish tear 1
Salivation 2

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 2

Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of detailed clinical observations (scoring scale for detailed clinical observations)

B10-0098

Removal from cage Ease of removal -2 No reaction
-1 Veryeasy
0  Easy (Slight resistance)
+1  Difficult
+2  Very difficult
Vocalization 0 None
+1  Vocalization during handling
+2  Continuous vocalization
Handling obsevations  Muscle tone -1 Decreased
0  Normal
+1  Increased
Subnormal temperature - Absent
+  Present
Piloerection - Absent
+  Present
Staining hair - Absent
+  Present
Unkempt hair - Absent
+  Present
Paleness - Absent
+  Present
Reddening - Absent
+  Present
Cyanosis - Absent
+  Present
Lacrimation - Absent
+  Present
Exophthalmos - Absent
+  Present
Pupillary size -1 Miosis
0  Normal
+1  Mydriasis
Salivation - Absent
+  Present
Secretion - Absent
+  Present
Observation in arena Posture 0  Nommal
+1  Crouching position or hunchback position
+2  Prone position or lateral position
Motor activity -2 Significantly decreased
-1 Decreased
0  Normal
+1  Increased
+2  Significantly increased
Respiration 0  Normal
+1  Slightly insufficiency
+2°  Moderately insufficiency
+3  Severely insufficiency
Lid closure - Absent
+  Present
Gait - Normal
S  Staggering gait
T  Tiptoe gait
P Shuffling (paralytic) gait
GD  Gait disturbance
Tremor/twitch/convulsion 0 None
+1  Tremor
+2  Twitch or convulsion :
+3 __ Systematic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotypic behavior - None
C Circling
G  Grooming
S  Sniffing
H  Head bobbing
Abnormal behavior - None
S  Self-biting
B Backing
C  Circling
R Rolling
W Writhing
V' Vocalization
ST  Straub tail
T Tail lashing behavior
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Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Predosing Dosing 1 week
Dose (mg/kg/day) 0 140 700 0 140 700
Number of animals 5 5 5 5 5 5
-2 0 [i} 0 0 0 0
-1 0 1 2 0 0 0
iﬁﬁg 0 5 4 3 5 5 5
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
-0 5 4 5 5 5 5
Vocalization +1 0 1 0 0 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
L. .- 5 5 5 5 5 5
Staining hair + 0 0 0 0 0 0
L 5 5 5 5 5 5
Unkempt hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness . 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
Exophthalmos ; g g g g g g
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
salvaton ; : . . : .
Secretion ; g g g g g g
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Motor activity 0 3 4 3 5 5 5
+1 2 1 2 0 0 0 .
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
- +1 0 0 0 0 0 0
Respiration 2 0 0 0 0 0 0
+3 0 0 0 0 0 0
Lid closure + g g g g g g
- 5 5 5 5 5 5
S o] 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
inarena  Tremor/ :
twitch/ +1 0 0 0 0 0 0
convulsion +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g g 8 g g
behavior S 0 0 0 0 0 0
H 0 o] 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal g g g g 8 g g
behavior W 0 0 0 0 0 0
Vv 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.2+04 0.6 £0.9 0.4 0.5 0.4 £09 0.0+£0.0 0.6 £0.9
Urination ® 1626 22+3.9 3.814.8 1.8+22 14+1.5 48+28
a): (count/min) *: significantly different from vehicle contro! at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing 2 week Dosing 3 week
Dose (mg/kg/day) 0 140 700 0 140 700
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
A T - T S B -
Removal  'eMoval 1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 5 5 5 5 5
Vocalization +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
L - 5 5 5 5 5 5
Staining hair . 0 0 0 0 0. 0
.- 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness N 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + o 0 0 0 0 0
s - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthaimos + 0 0 0 0 0 0
-1 Q 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
s - 5 5 5 5 5 5
Salivation . 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion . 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
Kl 0 -0 0 1 0 0
Motor activity 0 5 5 5 4 4 3
+1 0 0 0 0 1 2
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
N +1 0 0 0 0 o] 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure . 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
inarena  Tremor/
h +1 0 0 o] 0 0 0
twitch/
convulsion *2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g g g g (0)
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abrormal 2 0 0 0 0 0
behavior W 0 0 0 0 0 0
\Y% 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 00+£0.0 0409 02204 0.0 £0.0 08+13 0.8+1.1
Urination ® 0.0 £0.0 3.8£5.0 20x35 28+3.3 46 +6.6 3.0+5.0
a): (count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male

Dosing 4 week
140 700

Dose (mg/kg/day)
Number of animals

Ease of

Removal removal +1

from cage +2

Vocalization +1

Muscletone 0

Subnormal
temperature

Piloerection

Staining hair

Unkempt hair

Paleness

Handling

observation Reddening

Cyanosis

Lacrimation

Exophthalmos

Pupillary size

Salivation

Secretion

Posture

Motor activity

Respiration

Lid closure

Gait

Observation

inarena  Tremor/
twitch/
convulsion

Stereotypic
behavior

Abnormal
behavior

OOOClOOOU\OOOOU'IODO(J!OQOOUlOUIOOC)O’IOOUIOOOOUIOUIOUlOO‘IOOU‘QU\OU\OU’IOU!OO\OU!OU!OO\OU!OO—‘J&OON@O0’!O

OOOOOOOOU!OQDOU\OOOU’!OOOOU’IOOTOOOO’IOOU!OOOOU!OUIOUIOUIOOU\OUIDU\OUIOUIOU\OUIOU‘IO(HOO‘OOQU!OO#—-‘Om
OOOOOOOOOIOOOOUIOOOU’!OOOOU‘QUIOOOU!C-‘-BOOOOU\OU!OUIOUIOOUIDUIQUIO(HO(.HOU!OUIOUIOMOU\OOOU'\QOO)NCDm

—|ﬂ<§;uomm-:tmc)0-‘$,t,_tog'u—lm~ + il tolbioLbh Lo+ PR =N S EA R E O B T E O R

0
Defecation® 0.0£0.0 0.6 +0.9 02+04
Urination - 0.0 0.0 1218 0.8+1.1

a): {(count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations

Male
Dosing 4 week
Dose (mg/kg/day) 0 140 700
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
, +1 0 0 0
Sensorimotor ® 0 0 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupillary reflex 5 5 5
- 0 0 0
+
Air righting reflex 5 S 5
- 0 0 0
Forelimb
Grip strength t_vre fm @ 470 +83 509 + 112 426 + 105
Hindiimb (g) 499 +42 500 + 60 471 + 80
0-10 (min) 120 +36 122 £ 54 240£64 **
10-20 (min) 30+26 58 £45 86 + 56
... 20-30 (min) 53 £37 59 +44 53 £60
Motor activity )
[interval] 30-40 (min) 18+18 23+27 24 +£39
40-50 (min) 10 +£17 21+40 38+55
50-60 (min) 6+ 14 15+ 30 22 + 36
Total 238 £120 297 £ 191 463 £ 276

*. significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01

Scoring scale for sensorimotor function

Approach contact/touch response -1 No reaction
0 Normal
+1 Hyper reaction
Pinna response -1 No reaction
0 Normal
. +1 Hyper reaction
fSensp rimotor Pain response (tail pinch) -1 No reaction
unction
0 Normal
+1 Hyper reaction
Pupillary reflex + Normal
- Abnormal reaction
Air righting refiex + Normal

- Abnormal reaction
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Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
0 140 700
(mg/kg/day)
Administration 1 157.85 158.73 156.34
period £8.79 (17) +8.19 (17) £7.32 (17)
a 177.26 173.55 162.75 **
£10.28 (13) +8.56 (13) +8.79 (13)
7 213.49 209.67 195.69 **
*15.24 (13) +12.16 (13) +11.26 (13)
14 272.02 270.91 250.87
+24.47 (9) £23.79 (9) +12.45 (9)
24 349.50 323.96 300.66 *
+18.82 (5) £30.05 (5) +29.79 (5)
28 392.92 365.80 337.16 *
+27.66 (5) £31.63 (5) +37.34 (5)

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

**  Significantly different from vehicle control at P<0.01.

-35-



Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0098
Summary of food consumption (g/rat/day) : Male
(mg?f;‘zay) 0 140 700
Administration 1 20.52 20.70 19.85
period
+1.82 (13) + 213 (13) + 148 (13)
3 21.96 20.61 17.95 **
+ 201 (13) + 1.90 (13) + 223 (13)
7 23.74 23.74 21.97
+ 251 (13) + 228 (13) + 1.57 (13)
14 25.25 2521 23.60
+ 271 (9) + 297 (9) + 229 (9)
21 28.85 27.30 25.54
+ 241 (5 + 298 (5) + 327 (5)
28 28.47 27.15 25.69
+ 270 (5) + 246 (5) + 439 (5)

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 140 700
. 13.2 19.0 376 *
bl (mL) £7.9 (5) £11.9 (5) £10.2 (5)
926.0 693.0 398.6
u Osm/L, ’
osm (mOsmL) £522.4 (5) £342.0 (5) 181.1 (5)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0098
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 140 _ 700
ltems No. of animals 5 5 5
Color

SY 1 2 0

Y 3 3 0

YB 1 0 0

PB 0 0 5
Turbidity

Clear 4 5 4

Cloudy 1 0. 1
pH

6.0 0 0 5

6.5 5 0
Protein

- 0 3 1

+ 2 1 3

1+ 3 1 0

2+ 0 0 1
Glucose

- 5 5 5
Ketones

- 1 2 5

x 3 1 0

1+ 1 2
Occult blood

- 2 4 4

* 0 1 0

1+ 3 0 0

3+ . 0 0 1

Color: SY: Slightly yellow,Y: Yellow,YB:Yellow-brown,PB: Pale brown.
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0008
Summary of urinalyses: Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0 140 700
ltems No. of animals 5 5 5
Urinaly sediment
Red blood cells 2
0 3
21-50 0 0 1
500= 0 0 1
White blood cells’
0 5 5 2
1-5 0 0 1
51-499 0 0 1
500= 0 0 1
Epithelial cells 2
0 5 5 5
Casts ®
' 0 5 5 5
Crystals ©
- 0 1
x
1+

3: Number of cells/10views(x400).
5. Number of casts/18x18 mm?.
9. Incidence of crystals/18x18 mm?.
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Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose One-day treatment
(mg/kg/day) 0 140 700

RBC (x10*/uL) 1:;? @ g;g @ ggg @
Hb (g/dL) lﬁgg @) l?:gg (4 lggg (4
Ht (%) :?12(55 @) iggg @ ig;g @
MCV (L) i::gg @ :ggg @ ig;g %)
MCH ) i§§§ @ igjli @ iggg @
MCHC (g/dL) 28,14: @) ig:gg 0 ii:gg @
Platelet (x10*uL) 12;23, @ E;gg @ l;g:g 4
Reticulo (%) Jopes @ e 4 l:a:g (@)
WBC (x10%/uL) ifij?i (4) 132123 @) 1?22: )
Differentiation of leukocyte

Neutro (%) oy @ 297 @ oy *(4)

Lymph (%) s @ 225 @ g @

Eosino (%) iggg () :g;? 4 iggg @)

Baso (%) ig?g @) tgzg (4) tg:g 4

Mono %) o w08 @ s @

Luc (%) i?,jii_ @ :!::):;2 (4) _.té::g 4

Values are shown as Mean % S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
- Dose Seven-day treatment
(ma/kg/day) 0 140 700

RBC (x10*uL) :i:j @) Zgg @ iliji *(*4)
Hb (g/dL) ‘ lfjﬁg ) l?:?g ) lg:g ?4)
Ht (%) :2:22 @ :2:23 @ :?:;2 *(4)
MoV (L) ot @ s @ e @
MCH (Pg) i;?g @) iéig? ) ig:gg 4
MCHC (o/dL) : igjﬁ @) :g;; 4 igzg T4)
Platelet (x10*uL) l;::: () l;?ig 4 lﬁgg @
Reticulo | (%) ;:—,g (4 sj?g @ l;g? T4)
WBC (x10%uL) e @ H8.03 @ oy *<4>
Differentiation of leukocyte

Neutro (%) lgg: () l;gg (4 iggg 74)

Lymph (%) :::Zg (4 :2:3‘15 (4) :?;g *(*4)

Eosino (%) ig:?g @ igifg (@) iggg t(4)

Baso (%) ig?g @) 4.-8?2 (4) ig?g 4

Mono (%) iﬁii (@ 153(1) @ | tggg *(4)

Luc (%) i;ﬁ‘éi () iggg (4) tgfg )

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Homs Dose Fourteen-day treatment
(mo/kg/day) 0 140 700

RBC (x10*uL) a0 %) vsos @ o *(*4)
Hb (g/dL) lﬁgi’ @ l?:;g @) lg:g: @
Ht %) a0 @ 225 © 204 0
MCV (B Zjﬁ @ :?::g @ :igg T4)
MCH (Pg) iggi (4 iggg “) iggg T4)
MCHC (grdL) :823 ) :g:gg @ iggg *(*4)
Platelet (x10%pL) l?;:i @ lfél,? @ Eg?g @
Reticulo (%) ig:g @ iggg *(4) Egg *(t4)
WBC (x10%L) l;gf: (@) gi;i @ lg;lg (4)
Differentiation of leukocyte

Neutro %) e @ o @ cte @

Lymph (%) Ig:g @ ngg (4) Z::i (4)

Eosino %) s 013 @ w024 (0

Baso (%) igg: @) iggg @) igg? 4

Mono (%) 1(1]2? () iﬁi: 7)) tégg )

Luc (%) if,jiﬁ @ i;:?g @ t:i:i @

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 7-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Twenty-eight-day treatment
(ma/kg/day) 0 140 700

RBC (x10°/uL) :?32 @ :?gg (5) :gg:: *(*5)
Ho (@/dL) o @ 010 ®) 03 ©
Ht %) 120 @ w08 oo ®
ey ) s @ w075 & 254 ®
MCH (pg) lﬁjgi @) lg:gi (5) iﬁgg *(*5)
MCHGC (g/dL) igg: () igfg *(5) 232; T5)
Platelet (x10%uL) l?gg? (4) l?;gg (5) lfggg (5)
Reticulo (%) ;,2? (5) :tggg (5) 32; ?5)
Hein-B (%) tggg (5 iggg (5) :I::J;g *(*5)
Met Hb (%) so13 @ wo1s ?5) Iy *;5)
WBC (x10%/uL) ijZ? @) lg;:(z)g (5) lg:ig ®)
Differentiation of leukocyte

Neutro (%) ligg (5) li?g (5) 4 ii;g ?5)

Lymph (%) ng (5) Zgig (5) :Gtgfi TS)

Eosino (%) ig:gg (5) i:g:gg *(5) ig::g *(*5)

Baso (%) ig?g (5) tl‘l]; (5) :‘:ggﬁ ®)

Mono (%) iggg (5) 3:2;; (5) iﬁgg 5

Luc (%) i;:gg (5) t;:g; ’) i:):;g (5)
PT (sec) lili @ lf:ig *(5) lg:‘;: *(*5)
APTT (sec) i?gg @) l?:g *(tS) lg?'sf TS)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 140 700
93.5 91.0 95.3
AST aun) 5.9 (4) 66 (4) 49 (4)
30.8 323 450 *
ALT v 1.7 (4) 6.9 (4) 7.1 (4)
7755 930.3 863.8
ALP (o) +154.4 (4) 1142 (4) £75.1 (4)
11.03 14.28 * 11.98
BUN (mg/dL) +1.63 (4) +0.81 (4) £1.79 (4)
. 0.155 0.158 0.148
Creatinine (mg/dL) +0.006 (4) £0.013 (4) £0.010 (4)
. 0.045 0.063 0.075 *
T-Bil
' (mg/dL) £0.006 (4) - £0.017 (4) £0.021 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05,
** Significantly different from vehicle control at P<0.01.
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Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(ma/kg/day) 0 140 700
88.3 77.0 88.0
AST au) 47 (4) 196 (4) £140 (4)
32.8 30.8 43.5
ALT aun) £5.5 (4) 7.3 (4) +12.8 (4)
827.5 846.3 809.8
ALP (un) 1242.7 (4) 163.0 (4) +205.3 (4)
12.00 13.45 16.95 *
BUN (mg/db) +1.35 (4) £1.18 (4) £3.04 (4)
.. 0.140 0.143 0.150
Creatinine (mg/dL) £0.008 (4) £0.022 (4) $0.020 (4)
. 0.088 0.080 0.185 **
T-Bil /fdl.
' (mg/dL) £0.010 (4) £0.014 (4) £0.017 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
tems
(mg/kg/day) 0 140 700
79.5 85.8 77.5
AST (o) 6.9 (4) 15.8 (4) 82 (4)
30.0 39.8 325
ALT (o +4.0 (4) +7.8 (4) +4.4 (4)
617.3 663.0 634.0
ALP (U +89.3 (4) £144.3 (4) $202.2 (4)
13.63 1408 18.50 =
BUN (mg/dL) £1.80 (4) £0.80 (4) 1262 (4)
- 0.180 0.185 0.195
Creatinine (mg/dL) £0.024 (4) $0.013 (4) £0.019 (4)
. 0.108 0.175 0.253 *
T-Bil /dL
: (mg/dL) £0.015 (4) +0.048 (4) £0.105 (4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
ltems Dose Twenty-eight-day treatment
(mglkg/day) 0 140 700

AST (um) I‘Z‘jﬁ ®) :ij ®) Z:g ®)
ALT (UL i e © e @
ALP auny ot &) w57 5 s @
ChE (UL ;Sé ) ;gé ®) :2:2 ®)
y-GTP (urL) ig::; ) 18::7; ®) tg:CBS ®)
T-Cho (mg/dL) jég (5) i;g (5) igg (5)
TG (mgrdL) tgz; 5) jfﬁ? ®) tgg;g 6]
BUN (mg/dL) lgg: (5) l:gg ®) ::i;:' )
Creatinine (mg/dL) 18533 ®) igﬁ;i ®) tgggg 5)
T-Protein (g/dL) ig:;g ®) ig:;g ®) igjfg (5)
Albumin (g/dL) ié;: (5) iﬁgg (5) 1(23192 ;5)
A/G ratio © tg:gfg ) ig:ggg ®) tg:glg *(*5)
Glucose (mg/dL) l::g (5) 2:2 (5) l%g (5)
T-Bil (mg/dL) tggﬁg 5) ig:ggg (5) tg:;g *ZS)
TBA (pmolit) ii;‘:gﬁ ) :?;gg (5) i;:i;r ©)]
P (mg/dL) lﬁg? (5) lﬁﬁ’; (5) lg:gg TS)
ca (mg/dL) iy ) ey ) r0% )
Na (mEq/L) s e P
K (mEg/L) i??? (5) i;g: (5) tggg (5)
cl (mEq/L) ‘Siii ®) 12;:2 5) 12?23 (5)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicie control at P<0.01.
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Table 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
ltems -
(mg/kg/day) 0 140 700
Lvr © 4715 4783 5.280
g £0.221 (4) +0.408 (4) +0.586 (4)
Heart © 0.690 0.695 0.665
9 +0.059 (4) +0.071 (4) £0.064 (4)
. 0.658 0.678 0.658
Kidney(R
idney(R) @ £0.039 (4) +0.046 (4) £0.053 (4)
. 0.668 0.655 0.660
Kidney(L) @ +0.066 (4) +0.066 (4) $0.042 (4)
Kidnovs @ 1.325 1.333 1.318
4 9 +0.103 (4) £0.110 (4) +0.081 (4)
) 0.730 0.723 0.755
Testis(R) @ £0.090 (4) +0.028 (4) £0.065 (4)
. 0.730 0.713 0.760
Testis(L) @ +0.108 (4) +0.044 (4) +0.075 (4)
Testes @ 1.460 1.435 1.515
9 $0.197 (4) +0.070 (4) £0.140 (4)
o 0.093 0.075 0.085
Epididymis(R
pididymis(R) @ +0.005 (4) £0.013 (4) £0.024 (4)
o 0.090 0.078 0.088
Epididymis(L
pididymis(L) @ +0.014 (4) $0.010 (4) +0.022 (4)
e 0.183 0.153 0.173
Epididymid
picidymices @ +0.019 (4) +0.021 (4) +0.046 (4)
0.083 0.090 0.083
Ventral prostat
entral prostate  (g) £0.015 (4) +0.016 (4) £0.034 (4)
Dorsolateral (@) 0.065 0.068 0.065
prostate 8 +0.013 (4) £0.017 (4) +0.017 (4)
Brain @ 1.793 1.720 1.738
9 +0.034 (4) +0.132 (4) £0.063 (4)
Sojeen @ 0.400 0.363 0.378
P g +0.072 (4) +0.084 (4) £0.022 (4)
Thymus mo) 481.23 440.48 407.23
17521 (4) £77.02 (4) +48.65 (4)
. 5.10 5.58 5.35
Pituitary gland v
ftutary gian (mg) £1.08 (4) . £0.86 (4) £0.29 (4)
. : 1278 11.05 9.85 *
Thyroid .
yrol (mg) +1.64 (4) +1.64 (4) +1.06 (4)
Adrenals (mg) 33.65 33.68 31.68
+1.92 (4) £0.97 (4) +5.22 (4)
Final body weight (@) 132.95 135.68 134.40
£8.91 (4) £7.77 (8) £7.49 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-day treatment
tems
(mg/kg/day) 0 140 700
U 6.493 6.443 6.793
ver ) $0.553 (4) +0.320 (4) 0.988 (4)
Heart @ 0.890 0890 0.815
9 £0.075 (4) 0.096 (4) +0.076 (4)
_ 0.933 0.850 0.850
Kiney(R) ) £0.045 (4) £0.056 (4) £0.114 (4)
. 0.938 0.815 0.848
Kidney(L) @ £0.068 (4) £0.068 (4) 10.123 (4)
Kidneve ( 1.870 1.665 1.698
¥ 9 0.109 (4) £0.122 (4) £0.230 (4)
) . 0.945 0.968 0.955
Testis(R) @ 10053 (4) $0.083 (4) £0.085 (4)
i 0.950 0.960 0.938
Testis(L) © +0.083 (4) £0.052 (4) £0.101 (4)
Testos © 1.895 1.928 1.893
9 £0.134 (4) +0.134 (4) £0.186 (4)
S 0.115 0.120 0.110
Epididymis(R) @ $0.006 (4) £0.008 (4) $0.022 (4)
o 0.120 0.123 0.110
Epididymis(L) @ +0.008 (4) $0.017 (4) £0.014 (4)
o 0.235 0.243 0.220
Epididymides ©@ . £0.010 (4) £0.025 (4) £0.036 (4)
0.153 0.130 0.108
Ventral prostate (g £0.048 (4) £0.034 (4) £0.039 (4)
Dorsolateral © 0.098 0.090 0.083
prostate 9 £0.013 (4) £0.026 (4) £0:022 (4)
Brain @ 1.815 1.805 1763
9 $0.074 (4) £0.086 (4) £0.087 (4)
Sofeen @ 0.503 0.510 1.220 *
P g 0.062 (4) £0.018 (4) £0.179 (4)
v o) 648.35 557.78 502.55 *
Y g 59.75 (4) £64.69 (4) 58.40 (4)
- 7.08 6.45 6.15
Pitutary gland (mg) £0.59 (4) £0.49 (4) +0.72 (4)
) 16.05 13.98 18.15
Thyroid (mg) £1.21 @) +1.83 (4) £2.22 (4)
41.55 38.75 32.05 *
Adrenal
renas (mg) £3.74 (4) £3.33 (4) £2.90 (4)
. . 185.18 181.40 168.78
Final body weight
inal body weight  (g) £13.97 (4) 16.76 (4) £12.70 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
Iltems
(mg/kg/day) 0 140 700
} 7.840 9.070 9.660 *
ver ) £0.833 (4) +1.220 (4) $0.724 (4)
Hoart © . 1.015 1.128 0.933
§ £0.074 (4) £0.091 (4) £0.006 (4)
. 1.028 1.120 1.005
Kidney(R) @ 0,146 (4) £0.136 (4) $0.119 (4)
, 1.013 1.120 0.995
Kidney(L) @ £0.137 (4) £0.144 (4) +0.078 (4)
Kidneve @ 2.040 2240 2.000
4 g $0.281 (4) +0.275 (4) £0.197 (4)
. 1.283 1373 1.290
Testis(®) © £0.067 (4) +0.166 (4) +0.052 (4)
. 1.290 1.340 1.248
Testis(L) @ £0.090 (4) £0.132 (4) 10.044 (4)
Testes © 2573 2713 2538
g 0.156 (4) £0.296 (4) £0.096 (4)
_— 0.178 0.215 = 0.175
Epididymis(R) @ £0.005 (4) $0.017 (4) £0.013 (4)
o 0.180 0.198 0.173
Epididymis(L) © +0.000 (4) +0.022 (4) 0.005 (4)
o 0.358 0.413 0.348
Epididymides ©@ 0.005 (4) +0.039 (4) £0.013 (4)
0.230 0.273 0.210
Ventral prostate  (g) £0.076 (4) £0.025 (4) £0.022 (4)
Dorsolateral © 0.185 0.153 0.170
prostate 9 +0.066 (4) $0.013 (4) +0.051 (4)
Brain @ 1.855 1.895 1.840
9 £0.083 (4) £0.072 (4) +0.039 (4)
Soleen © 0.580 0.725 1.738 =
P 9 £0.055 (4) £0.106 (4) £0.100 (4)
Thvmus ma) 612.20 602.15 555.40
4 S £124.29 (4) £133.10 (4) £75.69 (4)
o 9.15 9.20 8.15
Pituitary gland (mg) +2.59 (4) +1.05 (4) £117 (&)
. 14.15 16.35 18.03
Thyroid (mg) +1.49 (4) +1.72 (4) £2.94 (4)
39.65 47.53 41.45
Adrenal '
renals (mg) £7.34 (4) +8.07 (4) £4.56 (4)
. . 226.93 246.23 222.58
I body weight
Final body weight  (g) £22.90 (4) £18.94 (4) £7.17 (4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly diﬁefent from vehicle control at P<0.01.
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Table 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Twenty-eight-day treatment
Items
{mgl/kg/day) 0 140 700
Y 12384 10.882 11.568
ver @ +1.765 (5) +1.271 (5) +1.368 (5)
1.470 1.320 "~ 1.298
Heart @ 0.092 (5) $0.170 (5) £0.236 (5)
, 1.462 1.362 1.450
Kidney(R) @ 10.086 (5) 0.145 (5) £0.210 (5)
. 1.490 1.388 1.384
Kidney(L) © £0.052 (5) +0.203 (5) £0.174 (5)
Kidnevs © 2.952 2.750 2.834
¥ 9 £0.137 (5) £0.346 (5) £0.376 (5)
. 1.690 1.590 1.574
Testis(R) © £0.144 (5) £0.074 (5) +0.094 (5)
) 1.716 1.598 1.596
Testis(L) © 0.151 (5) $0089 (5)  +0.108 (5)
Testos © 3.406 3.188 3.170
9 0.291 (5) +0.153 (5) 0.199 (5)
o 0.412 0.382 0.352 *
Epididymis(R) © 0.027 (5) £0.043 (5) +0.027 (5)
o 0.394 0.388 0.346
Epididymis(L) © 0.027 (5) £0.048 (5) £0.019 (5)
_— 0.806 0.770 0.698 *
Epididymides © 0.053 (5) +0.087 (5) £0.041 (5)
' 0.452 0.430 0.310 *
Ventral
entral prostate (@) +0.092 (5) +0.080 (5) £0.035 (5)
Dorsolateral © 0.366 0.360 0.304
prostate 9 _ o +0.038 (5) +0.040 (5) +0.053 (5)
seminalveside () 1112 1.042 0.868
g 10.208 (5) £0.166 (5) £0.173 (5)
Braln © 2.012 2.004 1.958
9 $0.123 (5) +0.081 (5) +0.055 (5)
Soleen © 0.736 0.978 1.850 **
P g 0.038 (5) +0.189 (5) £0.284 (5)
Thymus ma) 598.50 635.95 500.62
4 9 84.20 (5) +155.73 (5) £138.51 (5)
12.72 10.64 * 9.50 **
o
ituitary gland (mg) £1.06 (5) £1.81 (5) +0.61 (5)
21.10 21.94 19.16
Thyroi
yroid (mg) 253 (5) 273 (5) +3.96 (5)
58.20 50.04 50.14
Adrenals m :
(mg) £13.00 (5) £4.35 (5) +10.98 (5)
Final body weight  (q) 367.50 339.36 304.72 **
£23.98 (5) 20,61 (5) +27.79 (5)

Values are shown as Mean + S.D.. )

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
ltems Dose One-day treatment
em
(mg/kg/day) 0 140 700
. 3.553 . 3523 3.923
Liver (/1009) £0.120 (4) £0.128 (4) £0311 (4)
0.520 0.513 0.495
Heart (g/100g) +0.014 (4) +0.051 (4) +0.025 (4)
. 0.493 0.498 0.490
Kidney(R) (8/1009) £0.010 (4) £0.019 (4) £0.041 (4)
. 0.503 0.480 0.493
Kidney(L) (g/1009) +0.015 (4) £0.022 (4) £0.017 (4)
. 0.995 0.978 0.983
Kidneys (97100g) £0.013 (4) £0.032 (4) £0.048 (4)
i 0.553 0533 0.560
Testis(R) (971009) £0.071 (4) £0.033 (4) +0.035 (4)
. 0.550 0.525 0.563
Testis(L) (g/1009) +0.085 (4) +0.031 (4) £0.039 (4)
1.103 1.058 1123
Testes (¢/100g) +0.156 (4) +0.061 (4) £0.073 (4)
I 0.070 0.055 0.065
Epididymis(R) (9/1009) +0.008 (4) +0.006 (4) £0.017 (4)
o 0.070 0.058 0.065
Epididymis(L) (9/100g) £0.012 (4) +0.005 (4) +0.017 (4)
I 0.140 0.113 0.130
Epididymides (g7100g) £0.018 (4) +0.010 (4) £0.035 (4)
‘ 0.065 0.065 0.060
Ventral prostate  (g/100g) +0.017 (4) +0.010 (4) £0.024 (4)
Dorsolateral (/100g) ... 0.050 . 0.050 0.050
prostate 91t £0.008 (4) +0.008 (4) £0.014 (4)
. 1.353 1.270 1.293
B /100g) -
rain (g100g) +0.098 (4) +0.122 (4) +0.045 (4)
0.303 0.268 0.283
Spleen (9/1009) £0.041 (4) £0.049 (4) +0.030 (4)
361.18 323.35 304.43
/
Thymus (mg/100g) +43.34 (4) +42.38 (4) +47.52 (4)
o 3.83 410 3.98
Pituitary gland (mg/100g) £0.63 (4) +0.50 (4) 017 (4)
. 9.60 8.15 7.33 %
Thyroid /100
yro (mg/100g) £0.77 (4) £1.21 (4) £0.83 (4)
Adrenals (mg/100g) 25.33 24.93 23.53
£1.15 (4) £2.27 (4) £3.34 (4)
Final body weight  (g) 132.95 135.68 134.40
£8.91 (4) £7.77 (4) +7.49 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 10-2 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
tems Dose Seven-day treatment

(mg/kg/day) 0 140 700

Liver (g/100g) éf?i @ igggg @ tgg;g *(*4)
Heart (9/100g) iﬁjﬁgg @ ig:ggg (4) 1313:33 (4)
Kidney(R) {9/100g) igcs)gg (@) igggg (4) iggg? 4
Kidney(L) (9/100g) J_,gf)gg (4) ig:ggg (4) igggg (4)
Kidneys (9/100g) 1(1):8;2 o) ig:g;g (4 i;:gg? (4)
Testis(R) (g/100g) tggéz 2 iggg: (4) iggfg 4)
Testis(L) (9/100g) tgg:;g () iggi? @ :gggg (4
Testes (g/100g) i:,?ig () 1(1)323 @) i:);ig Q)
Epididymis(R) (g/100g) tggg: N igggg 4) 183?2 4
Epididymis(L) (9/100g) ig:g?g (@ i-g:g?g 4 :rg:ggg 4
Epididymides (9/100g) ig:g?g (4 :g::)?? @ ig:g?g Q)
Ventral prostate (9/100g) igggg “) igg;? 4) iggg; )
Dorsolateral (g/100g) 0.055 0.050 0.050
prostate 10.006 (4) 0.018 (4) 0.014 (4)
Brain (9/100g) igi?gg (4) 131323 @ 132823 (4)
Spleen (9/100g) igﬁ_g (4 13(2](812 A igggg *(:1)
Thymus (mg/100g) iii?ﬁ @) iggﬁgg (4) i%gg (4)
Pituitary gland (mg/100g) iﬁﬁgg (4) i»gg: (@) tz:gg (4)
Thyroid (mg/100g) iﬁﬁgg @ :gﬁgg @) lm @
Adrenals (mg/100g) iigg ) i;j,? @) lgig (4)
- S o

Values are shown as Mean £+ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle controf at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats -

Summary of relative organ weights:Male
ltems Dose Fourteen-day treatment

(mgfkg/day) 0 140 700

Liver (9/100g) ig:jgg @ iﬁﬁgﬁ 4 ig:?gg T4)
Heart {9/100g) 12;13(4) 13332(4) igglg (4)
Kidney(R) (g/100g) ig:gig ) tg:ggg (4) ig:gi? (4)
Kidney(L) (g/100g) igg;z (4 ig:ggj (45 :tgg;i (4)
Kidneys (9/100g) ig:ggi 4 18:3(152 4 . ig:gzi (4)
Testis(R) (9/100g) iggzg %) ;tggz:‘ (4) :gggg (4
Testis(L) (9/100g) -_tg:ggg ) i:g:gg; @ igigg? )
Testes {9/100g) 12)1‘1‘2 (4 i;gig (4 1(1):);3 @
Epididymis(R) (9/100g) i?,gﬁﬁ @ igggg @ :gggg )
Epididyrﬁis(L) (9/100g) J_,g:ggg (4 ig:ggz @ :g:ggg (4)
Epididymides (9/100g) ig::;?g %) ig:;gg %3] xg::)?g (4)
Ventral prostate (a/100g) ig:)gg @ ig;gg ) igg?g @
Dorsolateral (g/100g) 0.080 0.063 0.078
prostate +0.022 (4) +0.005 (4) $0.025 (4)
Brain (9/100g) -_(:ggzg ) iggz 03] 13(8)2(1) 4)
Spleen (9/100g) ig:égg (4 iz:szz @ tg:ggg *(;)
Thymus (mg/100g) iig:gg @ iig:ﬁ (4) igi;g (4)
Pituitary gland (mg/100g) iﬁ:gg (4) igﬁ (4) 12::‘15 “
Thyroid (mg/100g) igzg @ igsz (4) 5:32132 *(4)
Adrenals (mg/100g) l:j?/ @) lg;? 4) l?gg (4)
Final body‘weight (9) igggg ) ijggi 4 Ziifg 4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 10-4 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
tems Dose Twenty-eight-day treatment

(mgfkg/day) 0 140 700

Liver (¢/100g) ig:i;; ® iﬁfg? ®) tg:gi ®)
Heart (g7100g) ig:ggg 5) ig:ggg ®) tgigiﬁ ®)
Kidney(R) (a/100g) ig:gzg (5) igﬁ?g (5) ig:ggz *(5)
Kidney(L) {g/100g) igtgg: (5) ig:ggg (5) tg:gi; ®)
Kidneys (2/100g) igjﬁiﬁ 5) igﬁ;g (5) igﬁ%? *(5)
Testis(R) (9/100g) tgf,gg (5) ig:ggi (5) ‘igiglg ®)
Testis(L) (g/100g) igggg (5) igg;; ) tggig (5)
Testes (9/1009) igjgﬁé (5) ig:?gg (5) ﬂ::):gg; (5)
Epididymis(R) (9/100g) igjz,f,g (5) tg::);? (5) ig::):): ©)
Epididymis(L) (9/100g) ig::]gi (5) ig:g;; (5) | tg:;: &)
Epididymides (9/100g) igf;:? (5) ig:éig 5) ig:(z)fg (5)
Ventral prostate (9/100g) 4_,8(1)21 ) 18(1)22 5) igggg (5)
Dorsolateral 0.100 0.106 0.100
prostate @109 . £0.014 (5) £0.009 (5) 0.019 (5) -
Seminal vesicle (g/100g) iggg? (5) igg;g ®) igé:g (5)
Brain {g/100g) ig:g;g (5) ig:gzz (5) tg:ggg *(5)
Spleen (9/100g) tgg?g (5) tgizg (5) tgggg *(*5)
Thymus (mg/100g) l??% (5) li;?g (5) li:gg (5)
Pituitary gland (mg/100g) ig::g (5) tg:jj (5) ié::?g (5)
Thyroid (mg/100g) . ig;g (5) ;1;2; (5) igsg (5)
Adrenals (mg/100g) 1223 (5) Sgg ®) lggg (6)
Final body weight  (g) ig;gg 5) 32:2? ) 3:2;‘7/3 g)

Values are shown as Mean +S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 140 700  (mg/kg/day)
SS SS Ss
4® 4 4
No abnormalities detected 4
Liver
Enlargement 0 0. 1

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Tabie 11-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Seven-day treatment

Male
Findings 0 140 700 (mglkg/day)
SS SS SS
43 4
No abnormalities detected 4
Forestomach
Elevated region of mucosa 0 0 1
Liver
Enlargement 0 0 1
Spleen
Blackish change 0 0
Enlargement 0

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen-day treatment

Male
Findings 0 - 140 700  (mg/kg/day)
ss SS ss
4 4 4
No abnormalities detected 4 3 0
Liver
Enlargement 0 0 1
Kidney
Pelvic dilatation, unilateral 0 1 0
Spleen
Blackish change
Enlargement 0 o . 4 --------

ss. scheduled sacrifice animal.
a) Number of animals examined.
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Table11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 140 700  (mg/kg/day)
ss $S SS
53 5 5
No abnormalities detected 5 2
Kidney
Dark brownish change, bilateral 0 0 5
Enlargement, bilateral 0 o T
Whitishregion o o T
Spleen
Blackish change 0 3 5
Enlargement . o o 5 T

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: One-day treatment

Male
Findings Grade 0 140 700  (mg/kg/day)
5S ss SS
49 4 4
Liver
No abnormaliies detedted e 340 A A
gzﬁgcs):i,a? lycogen/Hepatocyte/ + 0/4 /4 o/4
H a
comioar P e w
Necrosis/Hepatocyte/Focal ¥ 14 ol oa T
Kidney
Noabormalies detected Ya_ WA A
Degeneration, v r/Proximal
tub?xle/%g:tg)?anadmrlrlo:c‘iulla oA 04 Va
Testis
No abnormalities detected 4/4 — 4/4
Ventral prostate .
No abnormalities detected 4/4 -— 4/4
Dorsolateral prostate
No abnormalities detected 4/4 --- 4/4
Bone marrow
No abnormalities detected 4/4 - 4/4
Spleen
No abnormalities detected 4/4 -— 4/4
Thymus .
No abnormalities detected 4/4 —. 4/4 .

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
- Not examined.

+: slight.
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Table 12-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings Grade 0 140 700  (mg/kg/day)
ss ss ss
4? 4 4
Forestomach
Noabnormalities deteoted 220 A4 B
Hyperplasia/Squamous cellFocal |+ 02 04 VA e,
Ulcer ) T + 02 0/4 1/4
Glandular stomach -
No abnormalities detected 2/2 4/4 4/4
Liver
Nosbnomalies detected LI, SO . S
::czgztsc;p;onesns, extramedullary, + 0/4 /4 1/4
Hype! hy/
peropryepaioc/e ©oa ok
Necrosis/Hepatocyte/Focal v oa T a pe T
Kidney
Noabnormalities detected S . S
Change, basophiic/Papillary duct _ + T 2 S,
CystSubcapsule v Oa_ VA oA
Dilatation/Distal tubule/Cortex + 04 04 1ya T
Testis
No abnormalities detected 4/4 — 4/4
Ventral prostate A
No abnormalities detected 4/4 — 4/4
Dorsolateral prostate
No abnormalities detected 4/4 — 4/4
Bone marrow
No abnormalities detected . MA A A
Hematopoiesis, increased + 0/4 0/4 24 T
Spleen
No abnormalities detected A 34 .. va......
+ 0/4 1/4 oa T
Congestion e
.............................................. PYA oA A
il:i;remztsoep;oness, extramedullary, + 0/4 /4 3/4
Thymus
No abnormalities detected 4/4 - 4/4

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
-—: Not examined.
+: slight, ++: moderate.
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Table 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 140 700  (mg/kg/day)
] ss ss
49 4 4

Forestomach

No abnormalities detected 4/49 - 4/4
Glandular stomach

No abnormalities detected 4/4 -—- 4/4
Liver

Noabnormalities detected YA A ]

round glass ea
.
i:i:relztsoep;mesas, extramedullary, + 0/4 0/4 3/4

Cooe e
Kidney

No abnormalifies detected M 3 28 e
gt;ir'lg%o?ta:;phlllc/ProxmaI . 0/4 1/4 o
CystSubcapsule T e A 0l ol
Dilatation/Distal tubule/Cortex |~~~ + 04 04 w4
Dilatation/Pelvis  + 0/4 1/4 o4
Necrosis/Papila v om T a4 1w T
Testis

No abnormalities detected 4/4 - 4/4
Ventral prostate .

No abnormalities detected 4/4 — 4/4
Dorsolateral prostate

No abnormalities detected 444 - 4/4
Bone marrow

‘No abnormalities detected 4/4 a4 14 )
Hematopoiesis, increased ¥ o4 o g T
Spleen

No abnormalifies detected T S SO N

"""""""""""""" v o4 4 oa T

Congestion B o4 24 T
e e S SO S
Deposit hemosiderin v O o4 4w
;iggioe%meas, extramedullary, N us o4 3/4
Thymus

No abnormalities detected 4/4 - 4/4

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
- Not examined.

+: slight, ++: moderate, +++: severe.
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Table 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 140 700  (mg/kg/day)
sS ss SS
5% 5 5
Trachea
No abnormalities detected 5/50 - 5/5
Lung
No abnormalities detected . s T eos SO S
Hemorrhage Ty 1/5 -— 0/5
Submandibular gland
No abnormalities detected 5/5 - 5/5
Forestomach
No abnormalities detected 5/5 — 5/5
Glandular stomach
No abnormalities detected 5/5 - 5/5
Duodenum
No abnormalities detected 5/5 -— 5/5
Jejunum
No abnormalities detected 5/5 - 5/5
lleum
No abnormalities detected 5/5 -— 5/5
Cecum
No abnormalities detected 5/5 — 5/5
Colon
No abnormalities detected 5/5 — 5/5
Rectum
No abnormalities detected 5/5 . — 5/5
Pancreas
No abnormalities detected 5/5 -— 5/5
Liver
Nosbnormalities detected ... AT S L R
Ground glass appearance/
HepatooyelCentrionar A
:;I]Zr'gztsc;%me&s, extramedullary, N /5 0/5 3/5
Hypertrophy/Hepatocyte/
Céztrilobilng P * 0/5 075 45
Heart
No abnormalities detected 5/5 -— 5/5

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.

-—- Not examined.
+: slight.
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Table 12-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 140 700  (mg/kg/day)
ss SS Ss
5% 5 5
Bone marrow
Mo abnomalities detected e 88 BB S
Hematépoiesis, increased + 0/5 0/5 4/5
Axillar lymph node
No abnormalities detected 5/5 -— 5/5
Mesenteric lymph node
No abnormalities detected 5/5 -— 5/5
Spleen
No abnormalities detected 5% .. OS O
"""""" s 05 Tys g T
Congestion S O
SO oSO .- OO
T F o 15 s
Deposit, hemosiderin e s T 25 T
SO - T - T - A
Hematopoiesis, extramedullary, Lo 3 s
increased ++ 0/5 1/5 5/5
Thymus '
No abnormalities detected 5/5 — 515
Thyroid
No abnormalities detected 5/5 — 5/5
Parathyroid
No abnormalities detected 5/5 — 5/5 ..
Adrenal
No abnormalities detected 5/5 -— 5/5
Eye ball
No abnormalities detected 5/5 -— 5/5
Skeletal muscle
No abnormalities detected 5/5 - 5/5
Bone
No abnormalities detected 5/5 - 5/5
Mammary gland
No abnormalities detected 5/5 - 5/5

ss: scheduled sacrifice animal.
a) Number of animais autopsied.

b) Number of animals affected / Number of animals examined.

-—: Not examined.

+: slight, ++: moderate, +++; severe.
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Table 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 140 700  (mg/kg/day)
sS ss SS
53 5 5
Kidney
No abnormalities detected .58 45 O e
Change, basophilic/Papilary duct —+ 05 o5 ... S
CystSubcapsule AT 05 M O
Deposit osiderin/Proximal
bue/Coriex Thox o5 o5 s
Disaton/Dita wbuisiGoex -+ 08 G TEE T
rI'tr)]l‘li;ti;t:zn/DlstaI tubule/Cortex and N 5 05 2/5
lé)é?tllenxe droplet/Proximal tubule/ + /5 /5 o/5
Necrosis/Papilla S AT, T S e
.............................................. LS O M
ésgr;tzr)\(eratlon/l’rommal tubule/ + /5 /5 /5
Urinary bladder
No abnormalities detected 5/5 -— 5/5
Testis
No abnormalities detected 5/5 — 515
Epididymis '
No abnormalities detected 5/5 — 5/5
Ventral prostate
No abnormalities detected 55 -— 515
Dorsolateral prostate
No abnormalities detected 5/5 - 5/5
Coagulating gland
No abnormalities detected 5/5 — 515
Seminal vesicle
No abnormalities detected 55 -— 515
Spinal cord
No abnormalities detected 5/5 - 5/5
Sciatic nerve
No abnormalities detected 5/5 - 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
-—: Not examined.

+: very slight, +: slight, ++: moderate.
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