CERI

REBEZ B10-0111

pl
=
o
I

BLEFREAEBRITOLDO
Monuron @7 v MIBIT 5 28 BEIRERZD B EEZHAER

2014 % 3 B

— AR T (A 52 ke e

AXEEEAREECERE LD OTT,

1N
~REEEA LR ERANS DRELR
20048 Y B/EH

-1 sninn BEE w B f




B10-0111

B &

B

L B R oo e e 4
2 BB R R e et 4
B BRBRBEER oooeceeeeee et 4
A BB B e 4
S B BREE et e e oo 4
6. GLP ZEZE .o 4
B R e e e e 4
8. BB B e e oo 5
DR R B T et ee oo e 5
10, BB B R T U TS 20 TH oo e 5
L1, BB BRI BRI oo e oo oo e eeeeeee e 5
12 B R T DD TR TR oo 5
L3 B A e e e e e e e 6
T4, BRBRBTBE et 7
TA1 BEBRIDE ..o 7

LA e ee oo 8

TA3 BEFIEII .o ee oo 8

44 BEEBRBR (oo et et e oo oo e ee oo 8

L5, FRBETTTE oo e e e e e e e 10
IO 4= A =y = = Ao 10

152 BRI -vnceeeee ettt ee oo 10

153 FREFTR .ot e e 10

5.4 B B e 11

155 —RRIREEBRZR oot ee e 11

15,6 BER R A R B R oo 11

15T BB T e e e 12

158 A EETRITE oo e 12

159 FEEEEETITE coooeceeeeeeeeeee e e e 12

1530 FREEZT ..ot 13

15 1T MR oo e eeeeee oo 13

IS I2 FRERZERMETE oo 16

1513 BRI TTEE oot 19

16. RBAEOBEEICEELRIT L L BEON IBEERKURBIAEEN L OBE . 19
17 B BRI oo 20
171 R EE e 20

172 B R R e 20

173 BBEBETRET oot 20




B10-0111

L7 R et ee e e eeee e e ees et oot ee e reeeens 20
17.5 BBEE B et ee e e e ee e ee e e e eeeeeeeee e eereeees 20
176 RIS oottt e e e ee e e s e e et ee e 20
177 HIHRIRZE oottt 20
17.8 FAERZERTIRE oot 21
8. BB BR ettt 23
19, ZEEIUMR oo e 24
Figures
I BOAy WEIZHES (..ot et s e 25
2 FOOd CONSUMPTION ....evttteteateteee sttt e ee s e eeeeeees 26
Tables
1 Summary of general clinical ODSEIVALIONS ......ccovoieueeieriiieieceeecceeeceee e 27
2 Summary of detailed clinical ObSEIrVAtIONS. .......c.ccoeviiiiit e 28
3 Summary of functional ObSEIVATIONS .. ..c.voueiitieiecei et 32
4 Summary of body WeIZHES.....c.viuei i 33
5 Summary of f00d CONSUMPTION ....eeveveiirieieiieee ettt et et s e eaeseeee e eeeeeerena 34
6 Summary Of UFNALYSES .....cccviiiiietei ettt 35
7 Summary of hematological €Xaminations ..........ceeueueemereueieiieeeee et 38
8  Summary of blood chemical €XamiNAtions ...........c.coieirveeiieiiiee et 42
9 Summary of absolute organ Weights .........ccoeiiiiiiiiiiiceee e 46
10 Summary of relative organ WeIgNS........covoiiiiuiieeceeeeeee e 50
11 Summary of macroscopic eXamiNationS. .......cceeurueuerriereeeeeeeceeseesseeesessess e es e eveeeees s eeneseen 54
12 Summary of histopathological eXaminations ..............cceeieuieeicuceieeeceeeeee et 58
Appendices
1 General clinical observations of individual animals ............cccocooveviiuioieieieeeeeeee e, 64
2 Detailed clinical observations of individual animals...............cc.ooooieiiioiieecoceeeeeeeeeeeeee 67
3 Functional observations individual animals .........ocooueiuiioiiis i 70
4 Body weights of individual animals ..........cocoooiiioii e, 71
5 Food consumption of individual animals .............occooiiiiiiiii e 83
6 Urinalytic data of individual animals ........c.ocooeioeiiioiiiieeee SRR 84
7 Hematological data of individual animalS.........ccco.ooooioiiioiioc e 90
8 Blood chemical data of individual animals ...............c.cooooiiiiiiiiieeeeeeeeeeeee e 102
9 Absolute organ weights of individual animals ...............cococooiiii i, 114
10 Relative organ weights of individual animals ................ccoo.oooiiiie i 126
11 Pathological findings of individual @animals..............coooiiiioeiiies e, 138




B10-0111

1. & & v
BLFREERFEIT OO Monuron D7 v MIBIT 5 28 BEKEROBREESHEE

2. REBREEE
& B —REEENMEEDE MRS e FMEEINEERT RS —E
FriEH T345-0043 HEEIBMHEZFE T EE 1600 Ei#

& o —REAEMEEEH AT TS B EEERT
FTTEH T877-0061 KATEBHETEHFET 3T E 822 Fih

4. AEREH
Monuron &7 v MZ 28 BEEHIRERARE L & S ITHENIEEOBERUFEDE
LEBETHZEICLY, Monuron DEMZBELMITHZLEZENET S, £/2. EEF
REEMFT OO ORE ZHET 5,

5. AERE

UTORBREZEEZITER LT,

a) [FHRICEDHEZIBEDIRBOFEICONT) (B 23 £ 3 B 31 B, EEZE 0331
B 75, FAL23-03-29 WEE 5 5 BRARMEFES 110331009 5, —HIE: FAL 24
4828, EEF0402F 15, FR24-03-28 HEE 2 5 BEFAFE 120402001 2)
WZED D EHEE AV S 28 BEORERSHERT

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

6. GLP (%
BWRE Lo,

7. EpEE
UT DR, 5, ZEE22ZICLAEBRRMER L [0 BSEFEapERICET2

HE) Tt TREBEEER LT,

a) [BWOEBEROERICET2ERE] (BESE 105 5. B 48 4)

b) [EBBYOMBEROERETNCEROBBICET I EE] (BELETE 88 5.
TR 18 )

o) [HFEHEEICRT I9MERSOEMICET o EARELH (UHRFEETE 71 &,
AL 18 4E)

d) [EMEBROBEREHEICETEZTA KT74 2 (BRENESZE. LA 18 F)
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8. REBHEE
HExBRLE A 2013 & 8 A 22 H
AT H 2013 % 8 A 27 H
®E5R%AE 2038 9 8 S5 H
1Ex 5% A 2034 9 A 68
7B MH 5 EHED R 203 % 9 B 12 B
14 B A& 5% B 2013 9 A 19H
28 H M G &AES A 20134 10 B 3 H
HEB&TH 2014 &= 3 A 18 H

9. RBREMLE

%L fL A (FrE #EBE )

10. RBRBRERUVESSHE

HERfEYE T B F L
E o - BERUEREEEE, BRYEROFER, &5, —KK
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DWW T OEMWRBRERE IS L TEEREFD)

MEREEEE K ug 1
(FlRx. MR, BFEEENER OREBEBENREIZC OV TOR
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Bl L TEEEZED)
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WMHABRERIZRET S,
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13. % 3

Monuron DEYFERNLEER CELFRRICKITTERIIOWVWTRNT 5 BRIT, LFE
TAMIARIALA VR OECD 7 A M A KT 42 407 #5E228 BRIREROHZREEM
HER 2 EH L7,

SEERORED Crl:CD(SD)7 v MI = — M8 S ¥ 7= Monuron & 1. 7. 14 X% 28 AR
FEHRFERORE L, #5AEIT0 (27— ) o 40 RN 200 mgkg/day & L. 1, 7RV
14 BB ESZICER T2V 7T 74 MEICIZ 1 BEDH =D 48, 28 BRABREEIIZ 1 EHZD 5
AR L, BEHRPIEAFII SN T—RREEE, FEERCEEENELT.
FHREHEHE T H#IC COJO IBA N ARER T TR Z B L7 %80 LT, MKRE, HREE
AR OB G TFERERT OO OFBEEIRE EM Lz, M4 T, 28 BEREEICOWT
3. REHRPISEHERER —RRBREROHERET STV, RKEEIOBRICREZHERL
TRBELZITo7,

—RIKEEBZ TIT. 200 mg/kg B THFRESNRT., WREGRD . ¥R, FREER UHLED A
LT,

RETIL 200 mgkg TS 3, 7. 14, 21 RU'28 H EICIERERZ LU,

EEETIL 200 mgkg EHETHRE 3, 7RV 14 B BITEERE LN,

FRARZE T 40 U200 mg/kg B TREO®EUISEMER., 40 mgke B TREZEEDE
ErH LT,

MEFAIRE T, 200 mgkg BT 7 BEBRSHIC Ht OKE, 7 BREE%D bBRFRML
BRI EDOFEE, 28 A S HIZRMERE, Ho XU MCHC DEERA ST,

MRAE(LFIIRE TIL. 200 mgkg BT 1 BREE N LR E Y LV OREXIIEEER.
28 HRE#E#IZ ALT, ALP, ~GTP BRI U U LA DEERL B,

FEEETII. 200 mgkg BT 7 BABREE D DEEOEN R UFERNEEDEE, 28 B
BERZIFRE CEROEMEECRENR A LN,

Fi TIE 200 mg/kg BT 7 BERE%E 5 5 REIRO BE/LE UERN A 5T,

IREAAREFAVR A TIE. 40 mgke BET 28 AR EHICEIBED S oL, ~TVFV UILE
ROBESEMTIHE, 200 mgke BT 7 BEBREED LEIRD 5 o1, 14 BRERE%E) DR
D~EDT Y UEE, 28 BRARS®IZHEROBEIE ﬁnmﬁ%bx%@hto

ML —RIREEE. BERE TR ERSIC L 2EEBIIL N2 o1,

PEDEiry  AFEEBEEHETIZE VT Monuron @%‘i’—?— F0, BEHBOFE LMK KL
UBEEA~OEEEENRD b, FIBEOBR~OEELRERT IR 2 LT,
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14. REBHE
141 #HBWE
Q) &AME .
P i 3-(4-Chlorophenyl)-1,1-dimethylurea
Bl 4 Monuron
CAS &= 150-68-5
b) BEREUn v NEE
BT Sigma-Aldrich
0y NEE 05001CQV
¢) BENXE
Cl
0
©\N/U\N/CH3
H |
CH,
3FK CoH;;CIN,O
STE 198.65
d) FESE
o 98.9% (HPLC)

BB E IR 100% & LTERY -7,
e) WE(LEAIMER
1-478)-MK BRI log Pow=5
[ 171~174°C
BRICBT2ER  BEREE
f RERHE

B LERERFICAN., HERYEREZEOF Y X v MITEREE L,

FEREOERE 19.8~23.1°C (FFESHE 10~30°C)

RESBFTEUHE Fxtvxy b5, 201354823 B~201345A8H

FrYEXRy R, 2013558 8 H~201349 A 20 H
g) HBRYEDOE—HERORESRETICRT 2R EMDHER

LR R TEM L7c Monuron DZEM, HBRMEROH M, BEMER VEERE
RARBR]  (RERES X02-0272. FE GLP #ER) ICBVTHEER LT,

IBIATBUIE NEREITREMEFTOFEILEH DAL LT —F _—2 (Spectral
Database for Organic Compounds: SDBS) 725 AF U= RARIN AL )L & BB
WCBWTHE LIZARY M ZEETAZ LI L ) BBYWEOR— 2R L, 7+
DFEFR T EFRBRNCHIE Lz A2 MUZ SDBS B AFE LAY b ERETH
5T VR INT,

o, BERBEFIRUOREHAME TEORNBRITART b EEET S Z 21280,
REFHETICRI 2EBRDEORESEZHER L, R EHEAT L i L TR SHmKT
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BDANT MIELIERD N2 &b BB IIREPHTEETH -
7o & HT LT,
h)y BV EDOEE .
RERVBE~OEMTRIIRAZ ST A7), FE, < A7 BF. REOHRED
HRZFERA LR,
142 # &
a) & W
o—2H
b) FEIREH
BEICHABRBER TER L-EMERBRICBVWTEEL LTa—EE2RW-Z &2
b, WEBRHERORBEETa -V EEAV TR L, TORKE, #BYWEIIo—
T 10 whROIRETH—ITBE LT, 7, HROERIIALE 7 BHOBITRETE
FOBMEORENRZ LN R0 Z Enb, a—lEEAEL U TRR LT,
¢) BIET, FL—F, ny FEERURE

& W fETT JL—NK |y "EE | BREEFT RERE
a— FHTATZRT | LFEH V2T0152 REREE =]

143 FEHREWY

EREME L THRILISNZEMTHY . —REERBRICA Sh, YRBBERICBNT
LERT —FEHRELTVWA Crl:CD(SD)7 » b (SPF) 2 BEAF v —/L R - U \—HEH
B EZ—D0bAFELE,

ABEOET v FESSIEAFL, 1 7—Uhin) SITOBEFETTAR 6 B THE -
Bt z4T o7z, = HIT, HEFHLE 1 BANCHEYTA AT S BRETEML L, X T
WCEERB LN oTcled, BEBEE LEEEEZ AV CRERBEREESMEETE T
L. S1IEZRBRICER Uiz, BT RITHRERESE CEMEST Tk Lz, BEoTIckY
ST BITEBR ORI LT, £, ZANL L BREREE TR, —RRER USRS
>ER 1 EUEEZE L,

WL, BESITRNIES A~ 7 2B L, B0 RITEES T TGR L, 7
=N TAVEMT, Ty 7 IRBESEZERLTCENTNHI LT,

HEFRR OB OBET 5 B, K= 139.1~1629g Th V| 2FIOKENE
EDOFEHEREL20%OFMEANTH D Z L 2R LT,

144 FHBRE

Eid. wE - BEHRT 22 02fEHMAE L T, BE 21~25°C, FMRE 40~
70%., BREE 10~15 [E/EFRE. R 7L 12 BRI (7 BT, 19 BRVELT) I0RE
L7z 7=V 27 LAOREE RESETIIREE 1. REKTRIIEETE 1) LA
Uiz, BEROEEEOEREIL, ThEh 22.6~24.0°C RTN49.2~61.6%TH > 7,

TV BOUTENEAT UV ABERER S — (W260xD380xH180 mm) | BT
AT LV RBIERER 77— (W165xD300xH150 mm) 2R L7,

b UAE R TR R OB TR L B T RIE 2 BIOBAE TR#B LT,
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EHIT. B EEEENOBIEICHETARICORBE L, BEER. F—VRUT v
I BRI L., R T T4 ME (L TRU 14 BRERER) OV TR
BEIZHRETABICL T v 7 2B LI,

FEHIEREE MF (2 vy bEF 130515 KU 130612, AU = A AEBERTE) &, &
BT B B _EAKEKITREACRIE CTOERBER 3~5 ppm L7256 & 5 ICKEEEERT b
VUL (Va—=Fv7R) ZBMLIKE, T ZHLEBRBERIEL, FARUEAEE R
MiZA—r 7 L—7HE (121°C, 30 /) LEbozzhFn#ER Lk,

FEHT RETT N LIRABO ST T — 2 2 AR L KERERETEESHERFED
B R M EOBERHERE] (1979) 2251, YHBHER CEDLEEERNTHELZ &
PHR LIy NEERLE,

BRBIAIZOWTIE, BEFBE O DKEELEICET2ES] (EEFBESE 101 8)
ICER LK EREZF 2EOHEETERL TR Y 8MARTIICAF LERERERER D
REBREEERE TICAFLEBERLRY, AIESOEELRH- L TW\WD I L 2R L,
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15. BB A
151 HEBYMEORTRE
FAERERE L LT, HEEHHR T Monuron 7 v MIBITA 7 BEREZLN®RES
HRB RBES P12-0111. FEGLPER) 22X L=, AERXEABTII=—VHTH
MU HBWERY., S 3EO 5 8EO Crl:CDSDYE T v Mz 0. 625, 125 KT} 250
mg/kg/day DHETT7 BRAEHBHRE L. REHHAFII—BRBEER OEEREZITV.
BRBRE 1 BRICHBRRUBEEENEEZIT o2, TOFRER, 125 mg/kg/day PL_ETHERD
BEMRUVEESME. 250 mgkg/day TEREFENRT., R, FiR, FEREER X
OEIRDER DB H b7z, 250 mgkg B CIXREHMTICERERETEOERIIERL
ZH 00, EEOREMERDIHRLIET LI &b, 250 mg/kg/day L EDOHAET 28 H
BRERES T2 LBEACECEOEEREMEENER TOIMREELRH D LE X2,
L7zm3> T, ARBERTIL 200 mgkg/day ZEHAEE L. EFAEE LT 40 mg/kg/day Z 5%
E L=,
152 FEHERK
WHREYERSEL L T2 AERZRI i BEOL 2B 5T HEARELRE LT,
o, BEESBEROSHERIZ, 1. TRV 14 AERERICENT I T 71 FEEER
Jice BT, BEASKTERELIRTREE & RET 5,
Y774 VEOBREHHETOBERNEIET — #1328 BRERSEIZED TRV FE -,

-~ BEHEE |REFE | BBRWER EL7/E
(mg/kg/day) | (mL/kg) | EEE(W/N%) (BEE)
AR (1 [E#S) 0 5 0 401 - 4
EEE (7 BRE®RS) 0 5 0 4(5- 8
BEARKTER (14 BREBE) 0 5 0 4(9 - 12)
AR (28 HE®RS) 0 5 0 5(13 - 17)
ERE (1EEE) 40 5 0.800 4(18 - 21)
EAE (7 BE®E) 40 5 0.800 4(22 - 25
# | EEE (14 BEES) 40 5 0.800 4(26 - 29)
5 | [KHE (28 HE®RE) 40 5 0.800 5(30 - 34)
| ERE (1ERE) 200 5 4.00 4 (35 - 38)
2 | sHE (1 BR%S) 200 5 4.00 4(39 - 42)
BHE (14 BRE®RSE) 200 5 4.00 4 (43 .- 46)
EAE (28 ARES) 200 5 4.00 5(47 - 51)
153 #5#&

a) WRYEROFREE MEE
HEBRYMEEZTER, a—VREMATEY Gbiic, TO%, 2 —VHENZ TER
L 4.00 W% DEBMERZTAB LT, S 5IT, 400 WWADEBRMER 2~ 2T v 7
AE—=F —TEBLZPO—HEZHER L, a—BEEMATHFRL. 0.800 wv%DHEEE
WERZFAR LT,

10 -
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FHLEREOHEBEDEREVEEICAVIBEEIENE T I RAF v 7 FRIZT
NETISIT L, EBDEREEORGE 7I12THAT (ERIE 1~10°C, FE @1~
10°C) THRE L7z, HBEWERITFAEEZ 12 BURICER L,

NG TRE LIS REOHEBRERRE OEEIT. &85 AICEFICLERBERERE

SN BRYHL, AEEE TERTERLEEICHE VW,

b) WERMEROH MR L EME DORER

5.00 XU 0.0500 w% DR ER DL —HER OBETRE TOREMELY . YRBREX
IRV T X02-0272 TEIRIRE n~ b7 77 4— (HPLC) IZXVRER LT,
B—HEIZOWTIE, HBRWERO L, FROTEOEE L RO EREDEBRE
(CV) 23 5.00 BT 0.0500 wv% DR EIR TENZIN 0.8 KTU0.7% & S%UNTH -
ol Emb, H—ThHZ LR INT,

%8 ORITRE DIEVE RZE

cven= %J%@faufﬁg@mﬁ@ x 100
TEMEICOWTIL, BETRE THRE 13 BRICEE L HBRDEREN, REBE#D
m%%ﬁ’ﬂbsoo&wo%mnm%@w%%gﬁf%nﬁn1%%&U1m%&
100£10% LN TH 72 Z &b, SETTRAMEETHD Z BRI,

o) BEIZAWAHRME &@ﬁﬁ%

FIENZFRBEL L7 4.00 KT 0.800 wh% DB ERORBEZRORESL, BHERIE
2BV T X02-0272 THPLC IZ X W #ESR LT,

BIE U= B E IR EASER EMEITHR L 4.00 ZTR0.800 wi% DB IR TETNEN
102% K% T8 99.3% & 100£10% LN Th o772, BENCTHB TE /- L HE L TR EICH
Yt

154 & &
1. 7. 14 X% 28 BER 1|, BHEELNRS Lz, #E5I1E9:16~10:50 1217 > 7=,
BEIZIIRT oA T—=T v (T0E) ZRVMFTERS (FAE) 28, BEL
TEFOBEZEI, SmLkg TRE Lz, BMERIIY I/ RXTF v I A8 —F5 —THEE
L7223 HEREICER Lz,
15.5 —REEE
BESHMFIIER 3 B (&5, BEEE~1 BRE%. B5 2~6 BEEE) | £XEE
DR EE LT,
15.6 R —ARIKREEIE
28 BREBREHICOWT, &EBHLERNC | B, HEHBHKITE | BOEE TKRERDOER
PEE L, REFBRZEOBEIIDBMICEE (RESWES) 2EHT. BHOTUEZ
EIToloth, RBEIHBITE2VRE (BERE) TfT-7=

Ha

-11 -
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T=UPEMY |\ TVl FEANTL, B — UMY BT ETORS (B
H3BEORG LESRUREFE) &, 237V o JETIHE

S ﬁ%%&ﬁ%ﬁﬁ?@ﬁ%\&%@ﬁ%(ﬁ%\%@5n&§ﬁ%
P HAD | RERUEEOE (BA. BRRUFT /—F) | BOE
% (iR, IREREHEUEARE) | MERUCSWIOF EL 85
B % 90 cmx60 cm DBIEE EIZ 1 4RI E G HUW) B X B3
T YU —=TATO | FEE, R, HTORRE. R, R - 84 - 58 BET
ITENDEIE BRUOEEITHORELBE

| ZHOHFERR (Eof) RUSERERK (ROF—AE) ZRIE

157 HEERE

28 AFBESHICOVWT, 5 48BE #5260 HE) IC1H, KEDER2RE L=,
BOGHE R OB DIIEER 72— IRIE IR & R ICR BB S R T RV REETRE L=,

BEmEATK 3 em LR~ D¥EIR ST ARERELELEZOR

T
B OE L TEEEL L L EORSEADT Y VS
RASHE | % % | BEAYITRO 18 BREMEEAR X0 L EE

B B2 FTEo#., BILICEE Y TE L S ORISOEELEE
ZEF R30m OFEIND, BPOERE EIC LIRETEE L E0

ERESE BRSO ELEE

= 5 BAA—=ZFGC2 (AAT 4 R) ZAV., HEROEREOER% 2

ERIZE L. FHE CRHE

7 v FAEHEREERE ACTIMO-10 (3 »F 7 7)) 2., 8

ERESHE DIEENEZ 1 B (10 45 FEFE T 6 E) JIE L. F#AME (42.6 cmx26.5

cm OFHZHEE S cm BETRA) - =R CILE

15.8 {EEHEIE
2oV T, EFLEOXTE (FL V7 R) 2V, TROBIKEEZEEL-,
- BHTA
- 51,3, 7, 14, 21 RU28 B B
- HRBEOMFEHE HBEE0 0 OMHET. EEREE)
159 EBEEERE
7. 14 FO 28 AR EBIZOWT, BFEMEFE (FL R TR) 2H0., FROA
WCEEEEREIE LR,
- BT R OREE
- 51,03, 7, 14, 21 RU28 A HOREEE
57, ARV BEICHEBEERNERICELER L, BhGOREELAE L,
BELICHEELBREENOERERRTO | BEWEEE KD, 2. &AER
ICRREZITOBMIC OV THEEEDLZHE L, EORBTERREEDRE T2 h

ST,

-12-




15.10 JRERE
a) B K

B10-0111

28 BAHREEICOWT, 85 28 H B OFIZ W 150xD 200xH 263 mm DB KR35
T=UIlEENAEL, BREKEERRETER Z TR 16 BEOERER 2B

L7z,
by BREEEBEKOHE

BN LIEEBEREZAVKRROEEZHEE L, 28, RICEIMRERUEAERY
BRELIZHER aHEF CTHRBEDEOREICEE L -ELRRBO bR 1oz d, K
REFICOWTEIREZITOR 2T,

H H RS Bezs
PEE (Urine volume) AR Y o E—Z L BEE —
&5 (Color) .
&Y (Turbidity) PIRE B
PRiZZEE (Uosm) KT B A
pH
ZH (Protein) REBRE
7 b AE (Ketones) FEBRRIZIIZTAT 4 v 7 2 (=R | —
¥ (Glucose) YR) EER)
i (Occult blood)
UL (Urinary sediment) Sternheimer 254 B

EAME A BENEFEEE OM-6040 (7T —27 L A1)
B: VAT AEMTEMEE BX41 (£ L 8X)

15.11 MmiKBE
a) ERIn R U ERE

FERBHICOVWTERREEOFELOEE L, BE (ERE 16~20 FFRE) |

=4:1) BT CHEBRBARNOEAEROLBVEMLL, &

ERBZERE L, B, 37 74 MOV LM OREHERY I Th R0 12, &

7o, 28 BEREEHZI DWW T,

NI A= RNABME (AEAXT by T4 oFy

V) BFRWCHIKAEE LEEER L., S5 T2 BEMUEESEEZ. -20°C T 24 BRE
ELIZ, TD%, -80°C TIRE L., KTA4T7A4 A ZFAH L TEAMT ML

L7,
mEFE e Ik |
s @ EDTA-2K IR O'A SB-41 (7 v F&EHB G2008, A X v 7 R) T
& _

L7~ ik

SAABR=T M) ULTKFY (my hEE WEI0101, FijeMizET )
m # | ©32wN%KEEZ 100 pL FI0 L= T 2 BERB S THem L 3B O BE
(3000 r.p.m.x10 mins) L CH&7=1m#E

m & | A7 ARERE THRMLLELSBE (3000 rpm.x10mins) L THEME

-13 -




b) MERFRE

B10-0111

EMEOmEZHAVWKRROBERZRE L, 774 FEIZOWTIIT B hrrE Y
R R ONEMEALER S R v R T T A F VR OBIEII T r o7, £12. TNTOE
FICOWTHBRIE TE L, 2M % BV BHFERER L2 d o7,

EH H F i Has
FrImEkE (RBC) R R EFiRE
~EJa b EE (Hb) VT A RMNETOEUE
RBC xMCV
~< 7 U > ME (Ht) BT
EHRMERAERE (MCV) R BT RIE
EHRIMEA~T S m & (MCH) BC x10°
. __L x10° C
FHRMERA~E 7 m U BE (MCHC) RBC x MCV
/% (Platelet) R
MR IR M ERE LR (Reticulo) RNA Zufa ik
B Ek# (WBC) T7a—%A A MY —E
HILEKE %3 (Differentiation of leukocyte)
FFHER (Neutro) . U 2732k (Lymph) 0
1FBAEK (Eosino) . #FHEEEER (Baso) 7E=VA AR —E
BEE (Mono) . REIFEGeEER (LUC)
7w he U (PT) FEEZ LRG3 5
EELER D e R T 7 XF U (APTT) KEEEIS (L AR

BRERS CIZiT&Mm, DITiTmiEz A

EAEE C HEMRFREEE ADVIA120 (— X )
D: £ B MKEEFERELER STA Compact (B = « FAT 7 ) 25 4

v 7 R)
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o) MRA(LFAIHRE
MiFZAVWTKREOEEZBE L, Y7 74 PEIZHOWTHRT AT EUVEET I/
FTG L RT2T5—8, T7=20T3I) NIV RT=25—8, TAHAIM T+ AT 74—
Y. REER, VT F=VEUREUAECRBIEL, FOMOERIXRIE L) -
776

B2 H \ 5 Y B

Ty TRTRSRTEATET TR Gy e isce m s
To7=VT) F7URT7 2T —E (ALT) | UV i JSCC B ISTE
TNHIET AT 7 Z—E (ALP) p-Nitrophenyl phosphate %
2l AT 7—% (ChE) Butyrylthiocholine iodide &
RINE NN TURNTF S~ (pGTP) | LEUATY S -carbory-4-
#2252~ (T-Cho) COD-ESPAS i E
MU ZUEY R (TG) ;I;;.ESPAS TERTE
FEEZ%E (BUN) Urease * GIDH &
7 L7 F = (Creatinine) Creatininase * F-DAOS &
#E B (T-Protein) Biuret &
TNT7 2 (Albumin) Bromocresol green &

) Albumin
A/G 5 (A/G ratio) T - Protein — Albumin ——
M4 (Glucose) Hexokinase + G-6-PDH ¥&
Be ey (T-Bil) EEsRiE
#eAEyTE: (TBA) BRVA 7V 7 E
MY (IP) Fiske-Subbarow }£
Ty L (Ca) OCPC &
+ VU 72 (Na) Crown-Ether JEE &5
F YL (K) Crown-Ether FEE RS F
B'= (@) MO f&¥E

FER#ESR E ACFEEHTEE 7170% (B X&YERTD
F: EEESHTEERE PVA-EXTT (A&T)
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B10-0111

15.12 FREBFHRE

a) 3 B
FERBEIIOVWTERARSAOZER OV TN HENEIC, B2 EHMAEIRY &
LTEREIESE, R, FAH., BT, B, Mt BEERUERIEL ZOREICD
WTRRBIBEZIT o7, :

b) MEERKRUBEEENE
(@) VY771 hEE

1. 7R014 BEBERIZOWT, SREBICAEDSRE - Hk 25 L.

o & - ARk
Bk i
D MER Lol
WhRes Bl
AFEZE R R RBE B JEERIR. TRENIR
FRE R Ba* ORB, /MR OB 2 & Tr)
=R Bhe ORBRE) | PRbg-. Mg
HNoWHR TEE BRE (EpAEERED) | BB

FARBRSE O T+ 245 LT- BB BERUIEFR I CBET 2MCETRE (F
VR UR) TEEBZAE L., B, BERURBE LK iEE%?EU/J IZHRIE L.
EEODEFEZEH L, BIBIIERELE & ?SbT{H'JE Uiz, BHRZERTSLBIIRED—
MzEOTHE Lz, PRI EER MRS b oREETIT 10% P I
R U ARICRIEL, A, EEUD%%’%?T B 7536 SEELTEERBZBIE L., EE
ZHE Lt%%"é?b_ob\'c i, BRI RICHIE L AEZ RICEEEVEH LT,
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(b)28 BRIH 58

B10-0111

FIRERICREDEE - AlE TR L7,

% 8 BE - A
PER SRR RE.
| N BTR. B, B (+THBILER. A TAUREED) |
PihE. IR
i MER Do
WRER BhE. BERE
J— R REE i JEEERIRS. THZERTIE
BE (EEBRRED)
R B O, MERUERED) | W, TR
. BB (RERE) . BRE D oSE. BRIEEY LoSHER, BRiEE
1 825
fapss
PSR TEE, FRE* (EEMEEED) | BB
R R ER
% - BHBE B CRBEE) . B (BRE)
g - ER | R

Fo. TOMOARKRET E LT, EREEED 1 6l (No. 34) OEEEZERL

7

R[E R OBEME 10% T ERE L~ U VR 2 EABICER L. B RUBIE 10%
FEREE AL~ U CIREEA L CEIRICEE L%, REYE KBERE L,

FURRRLISE D T+ ) 24 LB E 1. BERXIIRERICEET ARNCEFRE (F
NMEUDR) TEEZRIEL, Bl BEERUBELEIIERZR «IZHE L.
EEOEFHZEH L, BIBREEZ T LD THE L, ERZERSIRIIRED—

HeaOTHELL, REIRERZE O TEERZ A TREL TERL, EE%
BIE L7z, BRI ERNMEZE D TRED LB TIC 10% P HEEE R~ U v~
BICREL, BR, EAOEZRENOLHBELTEEZRE L, EEZEELL
FBEICOWVWTIL, SEBICHE L AEZEICHENEELEH L=,
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o) MHEFEOBEERMREF

ERL7-8%E - BT, LTOLS ItEERVMREL,

frigis. EEZRAIER. MUEEOF I, (FIARMEI & 7 OREHAZ ST RRIC
B-7T) 2~3mm BDOHMREA 4 HEHERL, ECFREREFTAICME L, 28T>0
EEN1S5gUTTHAHZ L EMHRE. TNTFHEED 5 £ELL ED RNAlater® (Ambion,
Inc) ICRESET, 15 ¢ 2B 25 AITEBIOmMB LR LA Lz, AEIDKE
. -80°C THRF L7z, MIEEOELETFRBREMENT A OTRREOE Y HY R UE
D DEZR 10%FHEEE L~ VIRTEE L,

Fhgix. EERNAICEEZREER. ARIOTRELHIBELZ S L OB T 4~5
mm TEOMEMA ZEHIR Ui, EEAPOHEEEZIMY BRW%, ERP T oLk, 0%
M8 3 mm DAPIZHEED L RNAlater IZEE L7z, B OES0HHE, BENTE. BB
RUOREZDTTH 7Y 7L, FRE RNAlater \ZBIE LTz, &0 OFSI0KS
#%. -80°C TR L7, AT 10%FHEEERL< U AR TEE LT,

BERIL, EEMAICEEZRER., A% 4 DB L. A OE5 % RNAlater (212
B L7, &Y O¥midokintk, -80°C TRFLE, EAIEEETEy Y VETEEL
77

BRLET, EEXRIEHR., EALVEET Y Y UVIKTREE L,

REZERTSIRRIE, EERIER. EFTIH L, —F % RNAlater [I0RE L7, &V 1X 10%
HERRE R L~ U R TEE LT,

BilE, EEZRIER. KB LTEAZ =08 (AF ) —N 7 aai b ERRESE
=6:3:1) IZRBE LT, 0%, KETTSEEMEE 5 Lz, BRko ¥ /) — Iz L
2o SDITKETTIRE S L2N G, 1 BB 2@, k¥ ) — L ETHBR LT,
KETT—BEIRE 5 Lcf, K=y ) —LE2EERHEL 4°C TRELE., BELER
FHIRmAIZ RS L TRERTRFEITEN Lz,

TEMEIZ, EEZBRITE. RNAlater IZEE L,

RNAlater |ZiR{E U 7o BHH#%IE RNAlater % MRRICEE S ¥ 2720, 4°C T 24 BRI RE
L7ct%. RNAlater [IZRIESE7-F£-80°C TEAE L. NI4T 4 XA&RE L TEEMT
BT FERTICEN LT, -80°C BRAERE L7MIc W T R I A4 7T A REZEE LT
T2 TR RIS LT,

TOMDEFE - HEIL. 10%FHEEEF L~ ) VIBTEE LT,
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d) FREEERFIORE
(a) 7T TA bEE
1. 7RO 14 BEEEHOMNBERVEAERII VT, FiE, B, B8R, 7
STRR. BRE (RBEE) . ElR. BIRORT T 4 v aBEEGYAREEREL, ~v b X
VY- ZF Yy (HE) BEK, EFBEMENICRE L, B8 CREE) 389
H LB 10%85ER - R~ U URIC X D BUK &21T - 7=,
Fim. T ROV4 AREBREEHOERICOWTIL., BREER CHERYEOREICEE
LB bR Rbiz = EAEFHIC OV TH REREBR IR E R 1T o 7. S bIT.
WIRRRE & LT 14 BREBEFHOEAERD 1 ] (No.26) DRERIZOWVWTHRE
21T o7,
(b)28 B EEE
MBERVEAEFEICOVWT, MEUTEERZBRVTERLIZTNTOREE T
MO/ T 7 ¢ EIEEEEI R BB L, HE feE% . REEMENIIRE L. &
ROVERS (KERB) 1Z610 H LATIC 10%EES - L~ U VIS X B BUR 21T - 72,
T, BRICOWTIX, SRS TEBRYEORSICEE L EBEDNZ
D, BAERIC OV THLRBABRFENRESXTo7-, 3512, RAIRARERLE LT
EHEEED 1§l (No. 34) ORBEHICOVWTREST-7-, FOM., BEEFEOE
& HE RBERIZBRVWTHBABZEOEMNAL LN, ~EVT U VILERRDN
=, HBEEVOESHAEEODE 16l No. 17 EUN47) iI2o50WT-UL) v HFRAEIZE
DBEZIToT,
15.13 FEHFBIFIE
TE, SHEE B, EREDHE. MEFORE, MRELFVRE, RE. REEE
EUBREEEORBEIC OV TIL, Bartlett IRIC X 2EHBBELITV., S%AEKETES
BFRD b EATL, Dumnett WEIZXDBEERIT o7, EHHERD bNLBRWEEIT/
Y %F7 A R v 7 @ Dumnett IRIZ X DREH 1T o 72, $EEEIE (o) RUBERES (R
DT —=nE) 1 X/ RF A MY w7 O Dunnett JEIZ KL ABREZITo 72,

16. RBEEREOEEHICEEZRII L L EDN 2 BEER K URBSEE ) O DBRH

RBEREOEEEIIEZELRIIL- BN 2REEREUREHEED L ORRIIRD
LR T,
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17. BERGE

17.1

17.2

17.3

17.4

17.5

17.6

17.7

—fZIKEE (Table 1. Appendix 1)

200 mg/kg BT B REEE T2 17 GBI, FRREDR S 15 F, E0R25 11 51, B5HEa
XITHBEGEHOERHEOMEN 8 i, fIFEN 1 FITHESN-, BRESETIIRE 1A
BNDBEINTE, REEEFPETICONTERAEEMET L, B#EHH 2B L THE
MRERTHoT, HREBDIIEES 1 BELLERSNZM, %53 BEICHEELE,
FRIITE 1 BEORIZBEIN -, METRSE 10 B B MRS ICEHREO U IHENIZ 4 5
U, ARITERORFER Th oz, 40 myke B CIIASKOEIENES5 28 B BIZ 1 4]
THblc, MBHETIEERIED LT,

FEAB7e —A%IREE (Table 2. Appendix 2)

PR E R B THERER OSREIZICEELREHIIRD bh T, flosslgsER
ICBWTHLHEBRMEREHEORBEICEFTIIRD bhieho 7,

BEEERRE (Table 3. Appendix 3)

FTEMEREH TENIEEREHEIRD b FUSMEREICB O THLHEBYER S
BLOREICEFEIIEO O RP o7, BREFHEITEVTIL, 200 mg/kg B THEIZE 50
~60 T ORFEFICHBERESENRL LD, —BEOEE Th o2 &b, HBRMEH
HELIXBROBVWEEE 2T, F7-. 40 mgkg BETHEIE 20~30 S ORI E - A EK
FHEORWEERRERL LT,

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

200 mg/kg FETHERE 3, 7, 14, 21 KU 28 B BICABERIEE (FRFHUBRED 91.0%.
88.0%. 87.3%. 89.1%KTF89.2%) M &bz, 40 mgkg BEICAERTENIZRD b
D77,

#EEE (Fig. 2. Table 5. Appendix 5)

200 mg/kg HETERE 3, TR 14 BEICAEREE (N ENRBED 73.9%. 85.0%.
KO 89.0%) DA bz, 40 mgkeg BICA B RLTENIZRD b eh o7z,

JRH&ZE (Table 6, Appendix 6)

40 mgkg HTREDFERHERREZEOEEZEME. 200 ngkg HTREDSE
ERRLONTZ, ZTOMOBREEBIZOWTIL., HBRYEEREEL OSBRI EEIIR
LR o T,

MmEHRE

a) MIEFRIRE (Table 7. Appendix 7)

| B GHE TR ER SHICAEERLHIEIRD b d o7,

7 BREIRSBICEV T, 200 mgkg BET~~ 27 U v ME (H) OEB2EE. @i
MBS, FPHRERR CFBEKLEOEERBEN L b, 40 mgke BETIIAE
REENIRO bR o7,

14 ARREEEETHV T, 200 my/kg B TR MR R OGHREEOEBER S
B, U "BREROFEREMENH LI, 40 mgkg B TIIEERLENITIRD bl
277,

28 BREIRSEEIZRB VT, 200 me/ke B THRINEKE, ~E/ 0 EBE (Hb) . EHFk

-20-




b)

B10-0111

MERA~E/ B EVRE (MCHC) ROV U REKEROAERRE, MUIGRMEREHERR
UHHEREFEORERHENRZONTIZH, BELCES b v R7 7 2F UVEROEE
IRERENRL LN, 40 mygkg HETIXAEEREHIIRD N hoT-,
MERALFAIRZE (Table 8. Appendix 8)

1 EEEEIIBN T 200mgkg BETT AT X UEET I ) b T A7 =7 —F (AST)
DEEREE, BREUAEOREBEERBA LI, 40 mgkg HETIIAEREEIIFE
B oln,

7 BERO 14 BREBREEICEVT, 200 mgkg ETREULELVOEERSENSD
7. 40 mgkg BETIXAERELHIRO LN 2hoT,

28 BB EREICB VT, 200 mghkg HETT 7 =073 /) T AT7 =7—F (ALT) |
TAHIET AT 75— (ALP) . p7NVEZ INVKNTUVARTFHE—E (GTP) .
TAT I AG H, BETAVEY, EERY VEROH D VLAOFEREERALNT,
40 mghkg HTIIAEREDHIIRD beh o7,

17.8 JREFHRE

a)

b)

ZFEEE (Table 9 XU 10, Appendix 9 KT 10)

| EREHETIIRBEMER SHICEEREDIIRD o ied o,

7 BREHREREICRBV T, 200 mgkg B CTHIEOE R UEREEOF B2 S E THRE
D 160.2%K T 182.6%) 23588 b 7oiEh, MEIIRFEENEERRME GHBED 88.3%)
ERL, BRBOENEEOEELEME, BERUONOEIEEOAEREENA LR
7zo 40 mgkg HTITRRBOBSEEDHEREEN L I,

14 BEREEEICB VT, 200 mgkg B CHBEOEN R BN EEOEELEE R
BED 162.3% K TN 187.0%) B3F80D BT IEh, FESIBEERNAEREE CHBED 85.6%)
ZaR L, D BIRE U TEEOCENEEDEEREE. RRERVMOBIEEDCHE
IREENRH BT, 40 mgkg B TIIUDRE O TEEDEMNEEDT B REERA LN,

28 ARHTREBEICR VT, 200 mg/kg BE CHIBOE R UM EECEEREE (TR
BED 193.1%K 10 221.9%) . FFEOMBEXEEOAELEME GHBED 116.1%) RUBR
OEFAEEOCHEEZEE GHRED 117.7%) RRH bNI1Eh, BT BEEERFERE
E CFBREED 87.0%) Z/R L. BEMNROESEUHENEECH B ZIEE. LR, &
RZERTSLER, BRERUVUTEEOENEEDHEEREME., MOBMNEEDFEREENS
i, 40 mgkg BETIIFEREEHIIRD bizho7z,

& # (Table 11, Appendix 11)

| BB TR ER S HE U BEICEFIIRD bk T,

7 BR&REERIZRBV T, 200 mg/kg 3 THIBO 2 &) 4 FlEfl, XA 28cabh
770 40 mg/kg BER UK EREECTIZEF IR bz o Tz,

14 BEIREEEIZBV T, 200 mgkg B CRIRDO 2 &[0 4 FlaFl, XA 3 FlIA
7o, 40 mgkg B CIIMARERO/NEYED 1 Bl b7, SBREETITEF IR @%h
ALY

28 A& EREIZH VT 200 mg/kg B CHIEDO 2 (LR OERMN S FlLpllzH bz,
40 mg/kg HTITEEROZBEEHF OEIEDY 1 fllch bz, SRETIIEF IR b
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3o T,
REEARRFAIRRE (Table 12, Appendix 11)

1 E&REFHIIBW T BETERZEINIRO U > ERREN 4 61T 1 FlicH bz,
200 mg/kg HETIXEF IR D bR o7,

7 BREIREHIZRV T 200 mg/kg BETRERD 5 oI (FEHE) B 4 BlE&FIZAH LT,
40 mg/kg ER UK BETIZIEER IR O b2 o7,

14 BRREBICHV T, 200 mekg BETHIED 5 ol (BE~PEE) RUATVF
Vot (BE) 2452125380 bnizigr, BIEOEERD 161, FgRO/NHZEE
23 1 ANCH BT, 40 mg/kg B TIXAIBAICEANRE R O/ NEYERA BT | Il TRAE
DUVFEAMEREROTAT 4 v EMEOVEAMEBEEL A b, STRECIIFED
NAZERED 1 B A BT,

28 BEREFHIZRBWT, 200 mgkg HETHIRD > -l (FHE~EE) . ~EVT Y
ULE (FEE) RUBENLTTE (FEE) 5 fI2fIcsin bniziEs, FgOR
[T HIRREEE R OB IR OBE OERNE 1 flics bz, 40 mgkg B TIXBEEED 5 -
m (BE) RUNEVT U U ILE BRE~FEE) A& 4060, BMELTTE (BE)
3 FNCRRD HIzIEr, RAIRMICESRKZBESIOBIRNS A b 1 fICRESORER
OERBEOFEERRN S DN, STRETIIMOREMEIEN 16, FFERO/NAZERE
P32 I, BRBMERTRERREESEAN 1 Bl A BT,

7233, 28 BREHESEOXREER O 200 mg/kg BEDE 1 Bz oW TER L2 ElgEo -~
CEREICEDBETIE B TIIBGE (FR) WEIRD N2 o OITR L,
200 mg/kg BETIIAMEBICEEMENEZLRBO LN, BERAZEOENB~T VT VD

MEILLDODTHD I EBHERINT,
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18. & £

BEWEIIRZZHREANE L THERAIN TV AR, BRAMEICIOVWTIE, £ FTOERA
HICET2ERIBON TR LT, EES AMFFHEES (International Agency for Research on
Cancer, IARC) DOEDBAMFEMTIEII N—T 3 (& M TARBBRAMEICOWTIISOE TS
R IZHEENTWS (IARC, 1991) , v UARUT v &AWL 2 ERRERSHR T
3. EOT Yy FTEBIBORMEBRERCERIA ., FEBOEERES XITN A O
EHEEOCEMZIEE I LZ EFEINTHDHLOD, DT v FRUMED <7 X
TIIEBAMEOTIUIE LTV Y (NTP, 1988) , 13 & FIREE #5382 T2 3000 ppm LA
ETHEERMIHEA A B, 12000 ppm THREERMED D 2 BREILANIC 80%LA_ E DB AN FET
L. 6000 ppm THHEERLEN D 4 BB LIAIZ 50%LL EOEMWMEET L, EMEEER Y %R
HMBEOEBENH LN EHREIN TS (NTP, 1988) , KRBRICBW T HHEBMERSIC
&0 MR O~ DEMEFENRD b iEn, FiRERUOBRA~OEERL BN,

M9 28 L LT, 200 mgkg B CMERFAIREIZIB VT 7 B EHE#£IT Ht OIEIE.
28 B ERERZRITFRMERE, Hb XU MCHC DIEERFED b, BEHMOTH» L& MmN E
CToZ EWRENT, BMOREHTEF L LT, FEEOREICBOD THRLEKOMRETES
AT AL (1 BERSELUBEIRE YV ECOEHE. 7 BEBRESUREICHERD 5 >, 14
AR ESRUBICEIBEO~EYT Y ILE, 28 BEESRICH Y T LAOEE) BLbii-o
EME ERNTOBEMPTLELZbDEBE Xz, T L, /57T BBRUEICL N8
RFMEREEEEOFER D 28 BB E®ZICAHA LN BIROIEN TTEIL, EiIER T~
OFUSHEELEZE 27, F7o. 7 BERERICRD SN Mg Ba b & OB O Mgt
BEOMEHBEEORMEIL. 5o, ~EVT Y VILERUBIIVERTTEL R LB (b &2
bivic, MIR~DOEEIT 40 mg/kg BEIZRBWTH 28 HEHRERICHED 5 oL, ~EIF Y
VILERUREINELTLE E L TR vk,

FEA~DO~EDT Y VLB IEERELRFTIR THD Z EARESNTEY (BA DL, 2004) |
EHIICE > THENIZERIZEE L~ VT U kw2 a 7y —URBRE L. X
NIghA Z 2 EEMERBEOEENEPAMZEUHBEEICER LTS EELZLNATY
% (Khan et al., 1993; Ma et al., 2008) .

Rl x4 282 & LT, 200 mgkg HT 28 BERSHZIEAEEDSE. ALT. ALP &
U'y-GTP DEERL L, FEENRE SN, BENELIZRD bniRhroT,

F7o. BRICHTH22E L LT, 200 mgkg T 28 HERESHIEIEEDSHE. 40 &
U200 mg/kg RETIREDHMEN S LN TH, 2BERNEITRD b, MkAELFAREIC
BWTHERFNICEERERIIA LN o T,

FEHFOMENT 200 mgkg BHETAH LI BREBEENVR T, MREED R O¥EE, Fiom
B~OEEEZBIEE LR THY B#EHHEZEL TALN-EERCEEEDOKEIT
ULOBEMEELRM LB EEXTZ, T2, METRSBERETHEE LD b
B)E DORIZE Y EH L7 (Matsuo, 2000) D EEZ -,

REHMFIEREHMAE TRICA OGN Z0MOEIT, AEEREEOLRVWEETH
L2 HICEETOIEMRRDONRNI L, IBARREFRLL LTERENAFHAT
HDHLENDL, BRWERE LIIEEORWELEE T,
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LUEDERY ARBTIHEBRYERSICL WV ESHHOPEH» b MKk CBE~DOFE
FEVRD N, FRERUBR~OEELTRT SR bR, FOMOE(LER.
MERERR, D - MUER, WRESHR, ERESER. EMER, BER. H - 5HER LB~
B3t s haedrol,

19. Z2E 3k
TARC (1991) IARC monographs on the evaluation of carcinogenic risks to humans. 53, 467-480.
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.

Matsuo R (2000) Role of saliva in the maintenance of taste sensitivity. Crit. Rev. Oral Biol. Med., 11,

216-229.

NTP (1988) Toxicology and carcinogenesis studies of monuron (CAS No. 150-68-5) in F344/N rats and

B6C3F; mice (feed studies). NTP TR 266.

BEMT, ZHEE, REHE, BEBE, REWE, NREER (2004) BREAZ o707 7 A

W BEMHERM & R8T 2RBEERE (O WM. FRREEHFEESR, 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 40 200
Male ss ss ss
179 17 17
No abnormalities detected 17 16
Decreased spontaneous locomotion 17
Decreased respiratory rate 15
Incomplete eyelid opening 11
Salivation 8
Reddish tear 1

Swelling (left hind limb)

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)

B10-0111

Removal from cage Ease of removal -2 Noreaction
-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 Normal
+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
Staggering gait
Tip toe gait
Shuffling (paralytic) gait
Gait disturbance
Tremor/twitch/convulsion None
Tremor

Twitch or convulsion
Systematic tonic convulsion (opisthotonus or episthotonus etc.)

Stereotypic behavior

None

Circling
Grooming
Sniffing

Head bobbing

Abnormal behavior

49<ET0B0 [T0o0  |FEiol§ v

None

Self-biting

Backing

Circling

Rolling

Writhing
Vocalization

Straub tail

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 week 1
Dose (mg/kg/day) 0 40 200 0 a0 200
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
Ease of -1 1 2 2 0 0 1
removal 0 4 3 3 5 5 4
Removal +1 0 o} 0 ] o] 0
from cage +2 0 0 0 0 0 0
0 4 4 5 4 3 5
Vocalization  +1 1 1 0 1 2 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle fone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnomal - 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 . 0 0 0 0 0 0
Handiing K - 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
o - 5 5 5 5 5 5
Lacrimation . 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos . 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- - 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 4
-1 0 0 0 0 0 0
Motor activity 0 3 4 3 3 3 5
+1 2 1 2 2 2 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
e +1 0 0 0 [ 0 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/
; +1 0 0 0 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 8 g g 8 g
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 o] 0 0 0 0
B 0 0 0 0 0 0
cec S R S S S S
behavior w 0 0 0 0 0 0
\% 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.4+0.5 0.0 £0.0 0.0 £0.0 20+29 0.4 £0.8 0.0+0.0
Urination 34135 0.6+1.3 24138 3.8+26 12127 3.2+51

a): (count/min, meanS.D.)
* : significantly different from vehicle control at p<0.05
** . significantly different from vehicle control at p<0.01
=29 .
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Table 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing week 2 Dosing week 3
Dose (mg/kg/day) ¢} 40 200 0 40 200
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 [ 2 0 0 0 0
iajgvc’afl 0 5 3 5 5 5 5
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 3 3 4 3 4 4
Vocalization  +1 2 2 1 2 1 1
+2 0 0 0 0 0 0
-1 0 o] 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  + 4] 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 N o 0 0 0 0 0
- 5 5 5 5 5 5
Unkempt hair N 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
L - 5 5 5 5 5 5
Lacrimation . 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos N 0 0 0 0 0 0
-1 0 0 0 0 3] 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
L - 5 5 5 5 5 5
Salivation + 0 0 0 0 o 0
. - 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +9 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 acfivity 0 5 4 4 5 5 5
+1 0 1 1 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 42 0 0 0 0 0 0
+3 0 0 0 0 0 0
o - 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 GDD g g g 9 g g
in arena Tremor/ >
e S 3% p o n
N +2
convulsion +3 0 0 0 0 0 0
- 5 5 5 5 5. 5
Stereotypic c 0 0 0 0 0 0
. G 0 0 0 0 0 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
Cc 0 0 0 0 0 0
ﬁ;’r’:;’;”;f' R 0 0 0 0 0 0
\% 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® 0.6 +0.5 0.020.0 02+0.4 0.8+1.1 02104 1.0£1.0
Urination ¥ 1.0+1.2 08+18 1.2+1.8 1.2+1.8 1014 20£186

a): (count/min, mean+S.D.)
* . 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 week 4

Dose (mg/kg/day) 0 40 200
Number of animals 5 5 5
-2 0 0 0
Ease of 'g g l g
Removal removal +1 0 0 0
from cage +2 0 0 0
0 4 4 4
Vocalization +1 1 1 1
+2 0 0 0
-1 0 0 0
Muscle fone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 5
temperature  + 0 0 0
. . - 5 5 5
Piloerection N 0 0 0
L L - 5 5 5
Staining hair . 0 0 0
.- 5 5 5
Unkempt hair . 0 0 0
- 5 5 5
Paleness + 0 0 0
Handling . - 5 5 5
observation Reddening + 0 0 0
. - 5 5 5
Cyanosis . 0 0 0
s - 5 5 5
Lacrimation . 0 0 0
- 5 5 5
Exophthatmos . 0 0 0
-1 0 0 0
Pupiltary size 0 5 5 5
+1 0 0 0
o - 5 5 5
Salivation N 0 0 o
. - 5 5 5
Secretion . 0 0 0
0 5 5 5
Posture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 s} 1
Motor activity 0 4 5 3
+1 1 0 1
+2 0 0 0
0 5 5 5
_ +1 0 0 0
Respiration +2 0 0 0
+3 0 0 0
. - 5 5 5
Lid closure + 0 0 0
N 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
Observation GOD g g g
in arena Tremor/
N +1 0 0 0
bwitch/ 2 0 0 0
convuision +3 0 0 0
- 5 5 5
Stereotypic c g 0 0
behavior ¢ 0 0 0
S 0 0 0
H 0 0 0
- 5 5 5
S 0 0 o]
B 0 0 0
Abnomal c 0 0 0
behavior R 0 0 0
w 0 0 0
\4 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.8 +0.8 0.2+0.4 0.6+058
Urination ¢ 14%15 0.0 +0.0 14 +1.3

ay): (count/min, meantS.D.)
* . significantly different from vehicle control at p<0.05
** : significantly different from vehicle contro! 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 week 4
Dose (mg/kg/day) 0 40 200
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response S 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
+19 0 0 0
+
Pupillary reflex 5 5 5
- 0 0 0
+
Air righting reflex 5 5 5
- 0 0 0
Forelimb
Grip strength 0o @ 457 +37 444 + 39 410 £ 52
Hindiimb (g) 438 +25 448 + 42 456 + 22
0-10 (min) 184 £ 60 183 £ 50 141 44
10-20 (min) 95 £ 50 105 £ 43 114 £ 37
. 20-30 (min) 52 £15 10521 * 75 £ 40
Motor activity i
[interval] 30-40 (min) 52 +20 66 £9 78 £58
40-50 (min) 37 +22 74 +32 40 £55
50-60 (min) 29 £27 56 +22 77+33 *
Total 449 x 80 569 + 123 524 140

"Approach contact/touch response”, "Pinna response” and "Pain response™:
-1: no reaction, 0: normal, +1; hyper reaction

"Pupillary reflex" and "Air righting refiex"; +: normal, -: abnormal reaction

"Grip strength" and "Motor activity": mean+S.D.

* . significantly different from vehicle control at p<0.05

= significantly different from vehicle control at p<0.01
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Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
0 40 200
(mg/kg/day)
Administration 152.25 152.23 162.07
period (day) +5.90 (17) +6.28 (17) 6.58 (17)
3 170.85 167.55 158.53 **
+6.50 (13) +8.23 (13) 18.56 (13)
7 206.16 200.15 181.43 =
+8.25 (13) +11.29 (13) +11.66 (13)
14 269.48 259.68 23521 *
113.00 (9) +18.71 (8) +14.74 (9)
21 316.82 320.88 28224 *
+17.52 (5) +18.54 (5) 118.66 (5)
o8 353.88 355.82 315.66 *
122.99 (5) +16.26 (5) +21.77 (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 controi at P<C.05.

**  Significantly different from vehicle control at P<0.01.
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Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0111
Summary of food consumption (g/rat/day) : male

Sex Dose
(mg/kg/day) 0 40 200
Administration 1 19.34 20.00 19.99
period (day) ’ ’ )
+ 1.06 (13) + 1.89 (13) + 147 (13)
3 20.54 20.27 1517 **
+ 1.34 (13) + 221 (13) + 312 (13)
7 22.57 22.69 19.18 **
+ 1.45 (13) + 214 (13) + 228 (13)
14 23.01 22.93 2048 *
+ 1.35 (9) + 2.85 (9) + 129 (9)
21 22.47 24.38 21.02
+ 1.81 (5) t 218 (5) +1.07 (5)
28 22.13 22.34 21.09
+ 1.95 (5) t 2.38 (5) +1.10 (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 61 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 40 200
. 4.8 15.8 * 16.8
Urine volume (mL) £2.4 (5) 4.1 (5) £11.5 (5)
Uosm (mOsmIL) 1518.0 556.0 * 903.2
+455.6 (5) +171.0 (5) +816.7 (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 62 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0111
Summiary of urinalyses: Maie

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 40 200
ltems No. of animals 5 5 5
Color

SY 0 4 1

Y 3 1 3

YB 2 0 1
Turbidity

Clear 5 5 5
pH

6.0 0 0 1

65 5 4 4

7.0 0 1 0
Protein

+ 0 5 4

1+ 2 0

2+ 3 0
Glucose

- 5 5 5
Ketones

- 2 3

* 3 2 0
Oceult blood

- 5 5 4

= 0 0

Color: SY : Slightly yellow,Y : Yellow,YB: Yellow-brown.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0111
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 40 200
ltems No. of animals 5 0 5
Urinaly sediment
Red blood cells ?

0 5 - 5
White blood cells ¥

0 5 -— 5
Epithelial cells 2

0 5 — 5
Casts

0 5 — 5
Crystals

- 0 — 2

+ 2 — 2

1+ 2 — 1

2+ 1 — 0

3 Number of cells/1 Oviews(x400).
®):Number of casts/18x18 mm®,

9 Incidence of crystals/18x18 mm?.
--—:Not examined.
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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 40 200

RBC (<10%/pL) Zgi @) 1222 ) 12;:2 @
Hb (9/dL) o "o @ e @
e (%) 2559 (4 2558 (& 1 @
MCV (fL) iiig @ i?;i @) :?:gz @
MCH (P9) ig:gg (@) iéig 4) ig::? 4
MCHC (g/dL) ngﬁf @ 2822 4 Zggg (@
Platelet (x10%uL) gg:g: @ 22:22 (4) l:??: 4
Reticulo (%) :ig (4) l;?g 4 Ei? (4)
WBC (x10%/L) i:i:g: (4 lgggi (4) ;?:?(1) 4
Differentiation of leukocyte

Neutro (%) jgg (@) 122: 4 léfg )

Lymph (%) ifii @ 2‘51?2 @) :gg; @

Eosino (%) ig:g (;;) ig:i (4 iggg @

Baso (%) iggg (4) iégg (4) tggg 4

Mono (%) iigg @) | isgg (4) tigg 4

Luc (%) iggg (4) i;;g (4 tgg: (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 contro! at P<0.01.

- 38 -




B10-0111

Table 7-2 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of hematological examinations:Male
o Dose Seven-day treatment
(mg/kg/day) 0 i 20

RBC (x10%/pL) Zgg:g (4 ggg 4) zg:: 4)
Hb (o/dL) 1‘33?, @ 1222 @) lgi: @)
Ht (%) :Zig @) iﬁ: 4) :::gg *(4)
MCV (L) zgi (4) ng 4) ig}i 4
MCH (°9) w08 @ ctos (o 270 @
MCHC (g/dL) 22;2 @ iggg ) i;:i @
Platelet (1 0%/uL) l?:gg @ l?g:g? @ l:;:ﬁ @
Reticulo (%) iggg @ iggg ) lf:g *(4)
WBC (x10%/uL) l?ggi 4 l:gig 4) liggf 4
Differentiation of isukocyte

Neutro (%) lg:: 4 }_jgg 4) i:‘;g *(4)

Lymph (%) 13;2 (4) :?g: @) ziz 4)

Eosino (%) iggg @) :gg: (4) iggg ’!(4)

Baso (%) igzi (4) :gg (4) i'ggg 1G]

Mono (%) ;;? @) 15213 4 iggg 4

Luc (%) ' i:)lg @ :‘:ggg 4 :tg:g 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 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ttems Dose Fourteen-day treatment
(mg/kg/day) 0 40 20

RBC (x10%uL) 232 @) ﬁgg @ igg:g O
H (dL) St w04 o et @
Ht (%) ot @ ‘e o i @
MCV (fL) igg: (4) ifig 4 Zigg (4)
MCH %) iﬁ;ﬁ @ ig;i @ ﬁfg @
NicHC (grdL) ot @ i @ 2045 0
Platelet (x10%/L) 1:223 ) 1:22: 4 :::ia/i: O]
Reticulo (%) ;)32 (@) jgg (4) lg;? *(*4)
wBC (10%/pL) lgi;g @ l::gg ) sz? (4)
Differentiation of leukocyte

Neutro (%) s @ liig (4 iy *(4>

Lymph (%) :;gg @) :2;:8«; 4 :ggz *(4)

Eosino (%) core @ w01 @ 075 @

Baso (%) ig:?? @ ig:;: (4) igjfg 4)

Mono (%) ig?: (4 iﬁgg (4 iﬁii (C)]

LuC (%) ig:gg @ ig:g (4) 1(13:22 (4

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animais 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
o Dose Twenty-sight-day treatment
(mg/kg/day) 0 40 200

RBC (x10%uL) E;i (5 S,g:: (5 iggé *(5)
Hb (g/dL) l§§§ ) 13:16: ®) lg:?g *(5)
Ht (%) Z:;? 5) ;‘?23 ®) :gf‘; ®)
MoV () e 5 fres o iy
MCH (g) ig;ﬁ ) lﬁﬁ (5) i?gg 5)
MCHC (g/dL) Zﬁf{é ) igig ®) 22‘152 75)
Platelet (x10%pL) l?g;g 5) ;ﬁii (5) 32;2 (5
Reticulo (%) igg; (5) igi; (5) l:g: *(*5)
WBC (x10%L) lﬁ?‘; (5) l;g:i (5) lgg;g G)]
Differentiation of leukocyte

Neutro (%) :g:gg ®) li:i: () ig:;g *(5)

Lymph (%) e ®) et @ 552 5

Eosino (%) iggg (5) iggg {5) ig?: (5

Baso (%) iggg (5) ig?g (5) ig?g (5)

Mono (%) iﬁ:: () iégg (5 ;gg (5

Luc %) w028 (5 Ry 00 ©
PT (sec) 123,2 ©) lgig (5) :;? (5)
APTT (sec) liég ) 3122 ®) 3:2 *(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 controt at P<0.05.
** Significantly different from vehicle control at P<0.01.
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B10-0111
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 40 200
103.3 92.8 85.0 *
AST (IUL) 9.6 (4) 7.7 (4) 6.7 (4)
' 435 325 32.8
ALT (o +11.6 (4) £49 (4) £3.2 (4)
1066.8 1028.8 1288.0
ALP (ur) +414.3 (4) +108.2 (4) $192.1 (4)
12.13 12.58 12.40
BUN (mgfdL) £2.58 (4) £2.43 (4) +1.56 (4)
- 0.140 0.135 0.158
Creatinine (mg/dL) £0.034 (4) £0.010 (4) £0.010 (4)
. 0.073 0.070 0.103
T-Bil /dL)
' (mgfdL) £0.015 (4) £0.022 (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 82 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
Items
(mg/kg/day) 0 40 200
77.0 87.5 87.5
AST o) £8.0 (4) 197 (4) 7.9 (4)
26.0 34.3 313
ALT (o) 0.8 (4) 05 (4) £2.9 (4)
900.0 §76.0 750.8
ALP v +130.4 (4) +435 (4) +88.7 (4)
10.23 10.78 9.50
BUN (mg/dL) £2.26 (4) +1.44 (4) +1.62 (4)
. 0.168 0.165 0.168
i L
Creatinine (mgfdL) +0.022 (4) +0.024 (4) $0.017 (4)
T.Bil (mg/dL) 0.055 0.073 0.153 *
+0.006 (4) +0.010 (4) +0.038 (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
ltemns
(mg/kg/day) 0 40 200
66.3 67.3 69.8
AST (un) 6.0 (4) +10.2 (4) 9.4 (4)
22.8 21.8 28.8
ALT (v 133 (8) 29 (4) 5.3 (4)
779.0 662.5 816.5
ALP (un) $211.3 (4) +42.0 (4) +202.8 (4)
10.05 10.40 11.10
BUN (mg/dL) 2231 (4) +1.04 (4) 167 (4)
- 0.215 0.190 0.210
Creafinine (mg/dL) £0.025 (4) £0.018 (4) £0.018 (4)
. 0.053 0.068 0.103 *
T-Bil dL)
' (mgfdL) £0.015 (4) £0.030 (4) £0.010 (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
ems Dose Twenty-eight-day treatment
(mg/kg/day) 0 40 200

AST aun) b ) e (5) by )
ALT (UL i;g ® igg ©) igig *(*5)
ALP (un) Z’;ﬁ:g ®) igg:g ®) :22:(15 TS)
ChE (L) égg (®) tfg-.g (5 :tfg:g (5)
v-GTP (L) ig:?g (5) ;gﬁgi (®) iggg ?5)
T-Cho (mg/dL) i?jg ®) ji:é ®) :?:‘31 ®)
TG (mg/dL) jijﬁ 5) i;::g ) j::g (5)
BUN (mg/dL) :2‘; (5) lé;’:r 5 ::g:: (5
Creatinine (mg/dL) iﬂjﬁ?ﬁ (5) 131‘333 (5) 18:322 (5)
T-Protein (@/dL) co1s & 2009 (5 w02
Albumin (g/dL) iﬁ::g (5) iﬁﬁzg (5 iﬁ:?? *(5)
A/G ratio O] igjgig (5) tgﬁ?g (5) ig:g;g *(5)
Glucose (mg/dL) 1223 (5) g;: (5) 22? (5
T-Bil (mg/dL) ig:g?g (5) ig:ggg (5) igggi *(*5)
TBA (umolrL) o ©) Joped ) hvge 5)
IP (mg/dL) lg:g (5) lgi? (5) l?gg ,(5)
Ca (mg/dL) léj';? (5) l;igg (5) lggz €)]
Na (mEqlL) 1:?:8 ) 1:3:2 5) 1:?3 (5)
K (mEa/L) igﬁ (5) igﬁg (5) ig::g t(5)
o (MEq/L) opse ) ot ®) poged 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 91 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 40 200
U 4.688 4720 4648
iver ()] +0.466 (4) +0.159 (4) £0.654 (4)
Leart @ 0.678 0.683 0638
9 +0.087 (4) +0.021 {4) $0.036 (4)
. 0.663 0.693 0.648
Kidney(R) @ +0.062 (4) £0.042 (4) £0.043 (4)
) 0.658 0.680 0.638
Kidney(L) @ $0.072 (4) +0.034 (4) £0.046 (4)
; 1.320 1.373 1.285
Kidneys © +0.130 (4) +0.067 (4) £0.080 (4)
) 0.670 0.670 0.650
Testis(R) @ +0.058 (4) +0.027 (4) +0.074 (4)
, 0.650 0.660 0.653
Testis(L) @ +0.053 (4) £0.014 (4) +0.094 (4)
Testes © 1.320 1.330 1.303
9 +0.107 (4) +0.041 (4) £0.166 (4)
o 0.083 0.085 0.078
Epididymis(R) @ +0.005 (4) +0.006 (4) £0.010 (4)
o 0.078 0.083 0.068
Epididymis(L) @ +0.005 (4) +0.005 (4) $0.015 (4)
S 0.160 0.168 0.145
Epididymides @ £0.008 (4) $0.010 (4) £0.021 (4)
0.075 0.083 0.060
Ventral prostate (g) £0.017 (4) +0.021 (4) +0.008 (4)
Dorsolateral @ 0.060 0.063 0.060
prostate g +0.008 (4) £0.010 (4) £0.023 (4)
Brain @ 1.803 1.750 1.735
g +0.043 (4) $0.023 (4) £0.047 (4)
Soeen @ 0.390 0.458 0.353
P 9 £0.100 (4) +0.049 (4) +0.088 (4)
T mg) 542.10 480.15 513.93
Y g +49.54 (4) $33.58 (4) £55.47 (4)
o 5.38 5.63 5.45
Pituitary gland (mg) +0.51 (4) +0.46 (4) £0.60 (4)
10.13 10.00 9.35
Threi
hyroid (mg) 130 (4) +1.61 (4) £0.54 (4)
31.40 32.23 30.80
Adrenals (mg)
+4.77 (4) +4.06 (4) £1.70 (4)
. 128.40 130.98 129.53
Final body weight ’
inal body weight  (g) +6.86 (4) +4.28 (4) +7.44 (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.

T




B10-0111

Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 40 200
U 6.403 6.265 5.860
ver © 0562 (4) +0.569 (4) £0.690 (4)
Hoart @ 0.820 0.840 0.753
9 +0.085 (4) £0.050 (4) £0.040 (4)
. 0.890 0.853 0.825
Kidney(R) © £0.060 (4) +0.038 (4) +0.040 (4)
. 0.858 0.860 0.810
Kidney(L) © £0.068 (4) +0.051 (4) +0.056 (4)
Kidners © 1.748 1713 1.635
Y 9 0.126 (4) +0.085 (4) +0.087 (4)
) 0.955 0.955 : 1.013
Testis(R) © +0.107 (4) £0.054 (4) +0.054 (4)
. 0.945 0.925 0.998
Testis(t) @ £0.071 (4) +0.055 (4) £0.076 (4)
Testes @ 1.900 1.880 2.010
9 £0.177 (4) £0.108 (4) £0.126 (4)
o 0.125 0.123 0.128
Epididymis(R) @ +0.019 (4) +0.005 (4) +0.017 (4)
_— 0.123 0.120 0.113
Epididymis(L) @ £0.026 (4) £0.008 (4) £0.010 (4)
o 0.248 0.243 0.240
Epididymides @ £0.043 (4) £0.010 (4) +0.026 (4)
0.130 0.108 0.108
V.
entral prostate (@) +0.042 (4) +0.022 (4) +0.036 (4)
Dorsolateral @ 0.105 0.110 0.120
prostate 9 £0.017 (4) +0.047 (4) £0.037 (4)
Brain @ 1.830 1.838 1.825
9 20.071 (4) +0.082 (4) £0.051 (4)
Soleen @ 0495 0.523 0.793 =
P 9 +0.073 (4) +0.063 (4) $0.157 (4)
Thymus ) 571.93 483.53 478.25
4 9 +103.22 (4) £58.65 (4) +53.05 (4)
7.78 6.98 6.43
ituitary gl
Pituitary gland (mg) +1.12 (@) +0.70 (4) +0.81 (4)
4 13.00 10.98 * 10.45 *
Thyroid (mg) +1.42 (4) +1.06 (4) £0.64 (4)
37.75 35.00 33.78
Adrenal
renats (mg) - +5.28 (4) +5.38 (4) £3.14 (4)
. . 181.63 176.83 160.35 *
Final body weight
nal body weight  (g) +12.29 (4) 6.49 (4) +13.42 (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
ltems
(mglkg/day) 0 40 200
L 8.908 8.353 8.053
ver ©@ $0.312 (4) +0.790 (4) +0.702 (4)
1.043 0.958 * 0.913 =
Heart @ +0.034 (4) +0.043 (4) +0.057 (4)
_ 1115 1.008 0.980 *
Kidney(R) @ +0.050 (4) £0.075 (4) £0.083 (4)
4 1115 1.008 0.955
Kidney(L) @ +0.044 (4) +0.108 (4) +0.098 (4)
Kidnove ) 2230 2.015 1.935 *
4 G +0.074 (4) +0.178 (4) £0.181 (4)
. 1.288 0.993 1.250
Testis(R) © +0.073 (4) " 10,404 (4) +0.096 (4)
, 1.228 1.000 1.248
Testis(L) @ +0.065 (4) +0.408 (4) +0.067 (4)
Testes @ 2515 1.093 2.498
€ g £0.138 (4) +0.812 (4) £0.162 (4)
o 0.215 0.175 0.178
Epididymis(R) © $0.037 @)~  +0.037 (4) £0.010 (4)
. 0.208 0.178 0.175
Epididymis(L) @ +0.025 (4) £0.033 (4) £0.017 (4)
o 0.423 0.353 0.353
Epididymides © +0.061 (4) +0.067 (4) +0.017 (4)
0.233 0.195 0.180
Ventral prostate  (g) +0.066 (4) £0.031 (4) +0.024 (4)
Dorsolateral @ 0.223 0.175 0.178
prostate g £0.038 (4) £0.056 (4) £0.021 (4)
Brain © 1.868 1.938 1.890
g +0.128 (4) +0.096 (4) £0.150 (4)
Soleen @ 0.718 0.648 1.165 *
P g £0.209 (4) 10.079 (4) +0.343 (4)
v o) 705.10 688.93 531.83
Y 9 +133.63 (4) +171.20 (4) +51.58 (4)
. 9.80 7.90 * 758+
Pituitary gtand (mg) +1.19 (4) $0.77 (4) +0.75 (4)
) 15.50 17.23 18.05
Thyroid (mg) £3.51 (4) +1.77 (@) +2.08 (4)
4570 38.40 39.78
Adrenal
renars (mg) +5.56 (4) £7.72 (&) £3.75 (4)
. 246.60 229.60 211.15 =
Final body weight
nal body weig © 5.33 (4) +14.19 (4) +15.22 (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 94 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 40 200
} 10.154 10.898 10.224
ver @ +0.828 (5) +0.918 (5) +0.659 (5)
1.194 1192 1.068 *
Heart C) +0.040 (5) £0.111 (5) £0.029 (5)
‘ 1.194 1.268 1198
Kidney(R) @ +0.182 (5) +0.090 (5) £0.073 (5)
. 1.176 1222 1.206
Kidney(L) @ +0.164 (5) +0.067 (5) +0.080 (5)
Kidnevs @ 2.370 2.490 2.404
4 g +0.344 (5) +0.155 (5) £0.147 (5)
. 1.594 1.544 1.516
Testis(R) @ +0.130 (5) +0.004 (5) £0.126 (5)
: 1.586 1.536 1.506
Testis(L) @ +0.113 (5) +0.130 (5) +0.151 (5)
Testos @ 3.180 3.080 3.022
9 +0.243 (5) +0.219 (5) £0.278 (5)
o 0.380 0.366 0.358
Epididymis(R) @ +0.030 (5) £0.053 (5) +0.035 (5)
S 0.364 0.360 0.356
Epididymis(L) @ +0.031 (5) £0.043 (5) +0.041 (5)
o : 0.744 0.726 0.714
Epididymides @ +0.061 (5) +0.090 (5) +0.073 (5)
0.436 0.386 0.308 **
Ventral prostate  (g) +0.022 (5) £0.037 (5) +0.047 (5)
Dorsolateral @ 0.342 0.296 0.276 *
prostate 9 +0.040 (5) +0.040 (5) +0.036 (5)
Seminal vesicle (9) 1.030 0.914 0.758 ™
9 £0.142 (5) +0.096 (5) +0.030 (5)
Brain @ 1.966 1.984 1.942
9 +0.038 (5) +0.046 (5) +0.033 (5)
Soreen @ 0.700 0.862 1.352 =
P 9 +0.189 (5) +0.110 (5) +0.436 (5)
—_— o) 515.82 611.04 488.20
ym 9 +73.17 (5) 1214.84 (5) £111.26 (5)
10.66 10.60 9.08 *
ituitary gland
Pituitary glan (mg) +0.74 (5) +0.85 (5) £1.03 (5)
. 16.48 20.26 13.86
Thyroid (mg) +3.97 (5) +2.91 (5) £1.71 (5)
50.54 52.70 45.68
Adrenal
renals (mg) +5.91 (5) +5.01 (5) £6.78 (5)
Final bodyweight (@) 332.22 334.72 288.90
£20.23 (5) +16.08 (5) £20.24 (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
Summiary of refative organ weights:Male
Dose One-day treatment
ltems T
(mg/kg/day) 0 40 200
. 3650 3.603 3.578
Liver (g/100g) 0285 (4) +0.072 (4) +0.293 (4)
0.525 0.520 0.490
Heart (9/1000) £0.042 (4) +0.008 (4) £0.000 (4)
0.515 0.530 0.500
' /
Kidney(R) (¢/1009) +0.031 (4) +0.045 (4) £0.012 (4)
0.510 0.518 0.493
id 2
Kidney(L) (9/100g) £0.035 (4) +0.039 (4) £0.015 (4)
1.025 1.048 0.993
' /

Kidneys (¢/1009) +0.058 (4) +0.079 (4) £0.026 (4)
. ’ 0.525 0.515 0.503
Testis(R) (@/1009) £0.070 (4) +0.034 (4) +0.051 (4)
‘ 0.508 0.505 0.505
Testis(L) (¢/1009) £0.064 (4) +0.024 (4) +£0.066 (4)

1.033 1.020 1.008
/
Testes (¢/100g) 0132 (4) £0.057 (4) 0114 (4)
i 0.063 0.065 0.060
Epidid 10
pididymis(R) (g/1009) £0.005 (4) +0.006 (4) +0.000 (4)
. 0.060 0.063 0.053
Epididymis(L) (g/100g) £0.008 (4) +0.005 (4) +0.010 (4)
. 0.123 0.128 0.113
/
Epididymides (¢/100g) £0.013 (4) £0.010 (4) £0.010 (4)
0.058 0.065 0.048
Ventral 100
entral prostate  (/100g) £0.013 (4) $0.017 (4) £0.010 (4)
Dorsolateral (g/100g) 0.048 0.045 0.045
prostate 910 +0.010 (4) +0.006 (4) +0.017 (4)
_ 1.405 1.338 1.345
/100
Brain (¢/1009) £0.048 (4) +0.026 (4) £0.108 (4)
0.305 0.348 0.273
| 1
Spieen (9/1009) +0.076 (4) £0.033 (4) £0.054 (4)
423.45 366.75 397.80
100
Thymus (mg/1009) +47.91 (4) - £26.17 (4) +49.62 (4)
420 430 423
ituitary gland /100
Pituitary glan (mg/100g) £0.55 (4) +0.36 (4) +0.54 (4)
7.90 7.68 7.20
hyroid 100
Thyroi (mg/100g) £0.87 (4) +1.35 4) £0.61 (4)
Adrenals (mg/100g) 24.43 24.63 23.80
£3.33 (4) £3.41 (4) +1.59 (4)
. . ~ 128.40 130.98 129.53
Final bod ht
yweight  (a) +6.86 (4) +4.28 (4) +£7.44 (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 controf 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
Dose Seven-day treatment
ltems
(mg/kg/day) 0 40 200
) 3.528 3.538 3.648
Liver (6/1009) +0.200 (4) +0.199 (4) +0.169 (4)
0.453 0.475 0.470
/
Heart (9/1009) £0.028 (4)- +0.013 (4) +0.018 (4)
. : 0.493 0.485 0.515
Kidney(R) (gr1009) 0.040 (4) £0.017 (4) £0.017 (4)
0.473 0.488 0.505
' /
Kidney(L) (671009) +0.029 (4) +0.019 (4) +0.021 (4)
v 0.965 0.973 1.020
Kidneys (er100g) . $0.068 (4) +0.033 (4) +0.029 (4)
: 0.525 0.540 0.638 *
Testis(R) (g/100g) £0.033 (4) £0.024 (4) +0.085 (4)
i 0.520 0.525 0.630
1
Testis(L) (9/100g) £0.014 (4) $0.031 (4) +0.093 (4)
1.045 1.065 1.268 *
T /1
estes (g/100g) +0.047 (4) £0.054 (4) $0.177 (4)
0.068 0.070 0.080
ididymi /100
Epididymis(R) (871009) £0.010 (4) £0.008 (4) £0.008 (4)
o 0.068 0.068 0.070
Epididymis(L) (6/100g) +0.010 (4) £0.005 (4) +0.008 (4)
o 0.135 0.138 0.150
Epididymides (gr1009) +0.017 (4) +0.010 (4) +0.016 (4)
0.070 0.063 0.065
/100
Ventral prostate  (g/1009) +0.018 (4) $0.010 (4) +0.017 (4)
Dorsolateral 0.060 0.063 0.073
(a/100g)
prostate +0.008 (4) +0.026 (4) +0.017 (4)
1.010 1.038 1145 *
i /100,
Brain (97100g) +0.055 (4) +0.021 (4) £0.097 (4)
0.270 0.298 0.493 =
Spleen (9/1009) $0.022 (4) +0.036 (4) +0.073 (4)
313.90 273.05 298.60
T /100
hymus (mg/1009) +44.26 (4) £26.30 (4) 2584 (4)
4.30 3.95 4.00
ituitary gland /100
Pituitary glan (mg/100g) +0.48 (4) 031 (4) £0.22 (4)
7.20 6.20 6.58
Thyroid /100
hyro (mg/1009) +1.02 (4) +0.50 (4) +0.85 (4)
20.73 19.73 21.18
Adrenals mg/100
(mg/100g) £2.00 (4) 226 (4) 264 (4)
) A 181.63 176.83 160.35 *
Final body weight
nal boty weig © +12.29 (4) 6.49 (4) £13.42 (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 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of refative organ weights:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 40 200
] 3618 3.633 3.813
Liver (9/100g) £0.195 (4) +0.151 (4) £0.119 (4)
0423 0.418 0.433
0
Heart (6r1009) £0.022 (4) £0.013 (4) £0.026 (4)
. 0.450 0.440 0.463
Kidney(R) (6/100g) 0,020 (4) £0.008 (4) £0.030 (4)
o 0.450 0.438 0.453
Kidney(L) (gr100g9) £0.014 (4) +0.030 (4) +0.033 (4)
0.900 0.878 0915
i 1
Kidneys (97100g) £0.018 (4) £0.036 (4) +0.062 (4)
0.523 0.425 0.595
i 1
Testis(R) (971009) £0.030 (4) £0.164 (4) £0.053 (4)
0.495 0.430 0.593 *
i 0
Testis(L) (9/100g) 10.026 (4) £0.167 (4) £0.052 (4)
1.018 0.855 1.188 *
Testes (8r100g) £0.056 (4) £0.331 (4) £0.103 (4)
0.088 0.075 0.085
o "
Epididymis(R) (6/100g) £0.015 (4) £0.013 (4) £0.010 (4)
0.085 0.078 0.083
o "

Epididymis(L) (971009) $0.010 (4) £0.010 (4) $0.015 (4)
o 0173 0.153 0.168
Epididymides (9r100g) £0.025 (4) £0.021 (4) +0.021 (4)

0.095 0.085 0.088
Vi /
entral prostate  (9/100g) +0.026 (4) £0.013 (4) +0.017 (4)
Dorsolateral 0.090 0.078 0.083
(g/100g)
prostate +0.016 (4) £0.017 (4) +0.010 (4)
0.760 0.848 0.895 =
i 0
Brain (6/1009) $0.042 (4) £0.039 (4) £0.058 (4)
0.293 0.283 0.548 **
Spleen (¢/100g) £0.085 (4) £0.036 (4) +0.126 (4)
285.80 299.18 252.35
00
Thymus (mg/100g) £52.76 (4) £67.45 (4) 123.45 (4)
3.98 3.43 3.60
itui 10
Phuitary gland (mg/1009) £0.54 (4) £0.39 (4) £0.27 (4)
. 6.28 7.50 8.63
Thyroid (mg/100g) +1.38 (4) £0.87 (4) +1.55 (4)
18.50 16.70 18.90
Adrenal mg/100 :
renas (mg/1009) £2.18 (4) £2.77 (4) £1.91 (4)
Final body weight () 246.60 229.60 211.15
15.33 (4) £14.19 (4) £15:22 (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 frem vehicle control at P<0.01.
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Table 104 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 40 200
. 3.052 3252 3.542 *
Liver (9/1009) £0.080 (5) +0.157 (5) £0.160 (5)
0.360 0.356 0.370
Heart (9/100g) £0.033 (5) +0.023 (5) £0.020 (5)
: 0.358 0.378 0.416 *
Kidney(R) (971009) +0.037 (5) +0.028 (5) +0.032 (5)
A 0.352 0.364 0.420 *
Kidney(L) (¢/100g) £0.033 (5) £0.027 (5) +0.046 (5)
. 0.710 0.742 0.836 *
Kidneys (971009) £0.069 (5) 0.054 (5) +0.078 (5)
. 0.480 0.462 0.526
Testis(R) (9/1009) £0.055 (5) +0.037 (5) £0.042 (5)
. A 0.478 0.460 0.522
Testis(L) (971009) £0.051 (5) £0.047 (5) +0.046 (5)
0.958 0.922 1.048
Testes (0/1009) £0.106 (5) £0.083 (5) £0.087 (5)
o 0.116 0.110 0.126
Epididymis(R) (9/100g) £0.015 (5) +0.020 (5) +0.015 (5)
o 0.110 0.108 0.124
Epididymis(L) (9/1009) +0.012 (5) £0.011 (5) +0.011 (5)
. 0.226 0.218 0.250
Epididymides (6/1009) £0.027 (5) 0.029 (5) +0.025 (5)
0.132 0.118 0.106 **
Ventral prostate  {g/1009) - £0.008 (5) £0.011 (5) +0.011 (5)
Dorsolateral (@100g) 0.104 0.090 0.094
prostate 915 £0.015 (5) $0.017 (5) +0.013 (5)
‘ . 0.314 0.274 0.262
Seminal vesicle (971009) +0.054 (5) £0.025 (5) +0.019 (5)
. 0.594 0.594 0.672 =
Brain (97100g) +0.031 (5) +0.038 (5) +0.034 (5)
0.210 0.256 0.466 =
Spleen (g100g) +0.046 (5) +0.034 (5) +0.131 (5)
155.34 180.98 167.80
Thymus (mg/1009) £19.98 (5) £56.69 (5) £28.24 (5)
- 3.20 3.18 3.12
Pituitary gland (mg/100g) £0.14 (5) 029 (5) 022 (5)
. 4.94 6.04 4.80
Thyroid (mg/1009) +1.02 (5) +0.86 (5) £0.50 (5)
15.20 15.82 15.82
Adrenals (mg/100g) £1.25 (5) +1.96 (5) +2.49 (5)
, . 33222 334.72 288.90 **
Final body weight  (g) 2023 (5) +16.08 (5) 2024 (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 contro! 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 40 200  (mg/kg/day)
SS SS SS
49 4
4 4

No abnormalities detected 4

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

Male
Findings 0 40 200  (mg/kg/day)
SS SS SS
49
No abnormalities detected 4
Spleen
Blackish change 0 0
Enlargement 0 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 eéxaminations: Fourteen-day treatment

Male
Findings 0 40 © 200  (mag/kg/day)
ss SS ss
4? 4 4
No abnormalities detected 4
Testis
Small, bilateral 0 1 0
Spleen
Blackish change 0 0 4
Er;ié}é;ement 0 o3 7

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 114 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 40 200  (mg/kg/day)
SS S SS
52) 5 5
No abnormalities detected 5 4 0
Spleen
Blackish change 0 0 5
Enlargement 0 0 5
Hindlimb
Swelling of ankle joint, unilateral 0 _ 1 0

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 40 200  (mg/kg/day)
ss S5 ss
4? 4 4

Liver

No abnormalities detected 4/4” — 4/4
Kidney '

No abnormalities detected 4/4 -— 4/4
Testis

No abnormalities detected 4/4 — 4/4
Ventral prostate

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

No abnqrma_lities d@tected ___________ 34 - s

Cellular infiltration, lymphocyte  + 44 LT o
Bone marrow

No abnormailities detected 4/4 - 4/4
Spleen

No abnormalities detected 4/4 - 4/4
Thymus

No abnormalities detected 4/4 - 4/4
ss: scheduied 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 40 200  (mg/kg/day)
ss ss sS
4? 4 4

Liver

No abnormalities detected 4/4 — 4/4
Kidney

No abnormalities detected 4/4 — 4/4
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 o4

Congeston o4 o4 a5
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.

++: 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 40 200  (mg/kg/day)
ss Ss sS
49 4 4
Liver
No abnormalities detected 3/4% — 3/4 3
Microgranuloma Y s — Ty T
Kidney
No abnormalities detected 4/4 — 4/4
Testis
No abnormalities detected 44  on 44
‘AtrophyiSeminiterous whuieiDituse +i o T g T
Hyperplasia/Leydig cellDiffuse o o o4
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
Ng_gx_tgpqr_r}'@_lities detected 4/4 4/4 o4
Capsuliis T T o T oa s
"""""" T o e T
Congestion e e
.............................................. R AU AT . SURS R
Deposit, hemosiderin + 0/4 0/4 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, ++: 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 40 200  (mg/kg/day)
ss SS ss
52 5 5
Trachea
No abnormalities detected 5/5% = 5/5
Lung
Nosbnormalties detected . .4 e S
Inﬂ'ammati;:)n/Foca—I ------ o 1/5 T 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
Noabnormalities detected ... 28 e B
Microgranuloma N s T — 0/5 ) .
Necrosis/Hepatocyte/Focal  + 45 T s T
Heart
No abnormalities detected 5/5 — 515
Kidney
Noabnomalities detected . 5/5 .S
Cyst/Medulla ) + os I 1/5 ..........
Urinary bladder
No abnormalities detected 5/5 — 515

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 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 40 200  (mg/kg/day)
ss ss ss
52 5 5
Testis
No abnormalities detected 5/5° — 5/5
Epididymis
No abnormalities detected 5/5 - 5/5
Ventral prostate
No abnormalities detected 5/5 — 5/5
Dorsolateral prostate
No abnormalities detected 5/5 - 5/5
Coagulating gland
No abnormalities detected 5/5 - 55
Seminal vesicle
No abnormalities detected 5/5 — 5/5
Spinal cord
No abnormalities detected 5/5 -— 5/5
Sciatic nerve
No abnormalities detected 5/5 - 5/5
Bone marrow
No abnormalities detected 5/5 — 5/5
Axillar lymph node
No abnormalities detected 5/5 - 5/5
Mesenteric lymph node
No abnormalities detected 5/5 - 5/5
Spleen ‘
No abnormalifies detected 55 oS oS
_____ 05 s s T
Congestion o 0/5 ------- s 35
OSSO OO - TN LA
Deposit, hemosiderin s LT O e
.............................................. LS s Ss
Hematopoiesis, extramedullary, T I S s
increased ++ 0/5 0/5 5/5
Thymus
No abnormalities detected 5/5 — 5/5
Thyroid
No abnormalities detected 5/5 — 5/5
Parathyroid
No abnormalities detected 5/5 - 5/5
Adrenal
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, ++: moderate, +++: severe.
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Table 12-6 Twenty-eight-day repeated-dose oral toxicity study in rats S
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 40 200  (mg/kg/day)
ss ss sS
5% 5 5
Eye ball
No abnormalities detected 5/5° - 5/5
Skeletal muscle
No abnormalities detected 5715 — 5/5
Bone
No abnormalities detected 5/5 — 5/5
Ankle joint
ORAMMEION e ] LA e
New bone fo-rmation/Periosteal o ++ — 1-/1 ------- —
Mammary gland
No abnormalities detected 515 — 5/5
8s: scheduled sacrifice animal.

a) Number of animals autopsied.

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

++: moderate, +++: severe.
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