RBRES B10-0124

BRFRAEFTOLDD
Sulfone, bis(p-chlorophenyl) > 7 v NI+ 3 28 BERKER DR S EEAR

2015 £ 3 R

LU DTT,
WHeikRe HHgEEmy
2088 3 B 27 R

1 e %{ shw B f

R RIEA LW E

|

AR




B10-0124

RBEDN..
GLP £¥#.......
Bk ...
RBRERE ..
REBRELE ...
10. RERBERER OCEB D H. e,
11. REBORE.
12. BRBEEDER....
14, RBAME ...
141 #HBWE ...
142 # f....
143 FEREY.........
144 FEREHE v,
15. BEBRFE o
15.1 HBYEORERE....
152 BEHERR oo
153 BEK v
154 & B,
15.5 —RBEIE ...
15.6 EEMZ2—RRREEIE.
15.7 BEEERRE ...ooooe......
15.8 HEHE ...cooveenn..
159 T|EEHE..........
15.11 MARIRE ..o
15.12 REZRIRE ......
15.13 FEEHE S ...
16. RBREOEEMEICHELRIZ L L EDNAREER R UORBIEEN D OBM........
17. BRERAGE .
17.1 —RRE e
17.2 M2 —REE...
17.3 HREERE ...

ereos

secrrsssrereerresstisrerans sssesevsenseses sressesserevsrsnese sevessssnsaensen

sesresssrssesesenerarens

seruessrressrrrerree

sssesvsnneresrrnesneses

sessevvssrrras

ssevessreeresseeresrsenerans

Setsesssrenssariresnenens eseuserserrvoraresese

esreserresrsen

Ty

srecsrsrsensessrerrseenrane

srecesssevssssrrres

eesrssssscesvee

seressrssesetsreriveoresesrsrrere ereeersserivassasenes sresssersseens

severssenenrssenrssnerens eersercessiensesane

veseane

crersrersians

OO\IO\U\.-PUJNH

sessserssassasaannee

D T PR TP TR

esesrsssessrseronasies

b

sevesvessevrrsnrrsrinens

svssevesvennrerinsranans sstesssersrenresssrne

cessessssiscrntnes

seeree

sesesrserrsecsransses

sesreessresrrrsernans

ssevreserecrrensany sreeserruerersriennnere

eesessresssesrrrne

Iy

essvesssasrssarisasre

seescecvessrrroenrinee

serevessers

ssesesssrsneresene

seesresrrarseresconane

sreceessanss

seesescessrsssnens

sreeen

ceverecssseessnnrens

sesearerersrrcrones

sreecesessisense

srsesesssssnsssnnee

ssescesrseracnerrrarense

sressreerserassrnensss

sveceesossresstensanse ssessscessssensranre

sresscravressesans

svesssacaresnne

D PP P TP PR Y PP RS

sresvererstrresnsnsrte

seeessesessesnrse

sescessrssrrestirssanesernes

IRYES

seeseesansrnrsnarss

sesevesasvessarsara

sevsaens

seersssessssrrscrrerses

seessesressesrsnee sessvase

“esrsssennsrnrranes

D P YT YT PR TN sressesrssesasne secessns

sreeess

sresssrrsrenrrnsen

veerss

eesvessvereserroseries

srevesssesesees

ersasene

sesersesvessnesesriene

srscsrennnee

ey

essessescsrsnreonsnee

sesssreesnee

eresssseee

seee

sesvessens

sestssssssssrersernsanne

tresresvantvansicnns

DR P R P Ty S PR T T PP T PRSP T YRR P TR

ceseresrrrrcne

esssesssensnne

erresrsessesteasens eressnee

sesersensrrenens eererssrersraviasensesasrae

crreee

sesersssrreanes

srecssrrserane

seseree

sssesssessecne serecersanenne

cssereessranne

ceesressuresivesasesreses

tessanssnnnae

seese

ssssecnsareres seseresssressressererynes

seees

ssesssesssnes cevsrene

ssesssssesssesrsssnnns

sressssecerenae

eessresersrsrnussrene

ersseee

ense

vesss

essssenrrseneres

vserserrsserrees

veresecssreenne sevrssrrsrsssrevsrrne eeessesrresrrinen erasenes

serssstisessannns

eserveerrissey ey

evesessresssssas

“rvesens

vee sesesecrrrereestressssnranes

sessreervreees

seseee

vees
eee
veve
vess
rese

cess

4
4
4
4
4
4
e
5
5
5
6
6
7
9

ceervesssans

esssusssnsssene

vsessessseny

sone

veeverennens 10
—
veereeeens 10
covennnens 11

w11
w11
W12
.13
.13
.13
. 14
. 14
.14
.15
. 15
.18
.21
.21
.22
" 22
.22
"22




,,,,,,,,,,,,,,,,,,,,,,,,,, P e e

B10-0124

174 B B s e 22
17.6 BRERTE oovvvvvvvvsvvvsssississsssassiss s sssssssssssssssssssoss st st ssssssssssssssssssssssssssssssssssssssssssnsnss 22
17.8 FRERZERTIRTE oovvovovrecvcesieneeseenrecnnnsssssese s ssis s sssssssssssssssssssssssssssssssssssssssssssssssseessesnns 23
18, B BR s sssss s sssssssse s snns 20
19 BETTMR coovverreesmrresmrsssssssssssssssssssssssssssssssssossssesssssessssesssssssssossssssesssssessmessoessoessos 21
Figures
1 BOAY WEIgHIS....cviiisiiiiciercirceere ettt sss st ssssssensssssssnesssssssssssssnes 28
2 Food CONSUMPLION ....eviviuririeiencrersirnneiseisisesssssssssssesesesssesesessesesssnssessssssiessssssssssssssorssssssssssossesess 29
Tables
Summary of general clinical ODSEIVALIONS ......cccvvrrirrereeriieeereerreeeresssseesesesesesessessnseresessesesnse 30
Summary of detailed clinical ODSEIVALIONS.........cvvevvvereereereerirerererese e ssessesssesesesesns 31
Summary of functional ObSEIVAtiONS.........c.cvviiieierinieeiseeeiesese et ssssse s sesseses 39
Summary of body WEINLS........ceevreririeeiceneee e ssresssssesssssssssesonsesssssess 30
Summary of f00d CONSUMPLION ....cuvuvierereriiriireiereeeeressse s essesssassssssserssenes 3T
SumMmAry of UINALYSES........cevevrveerirerirriereeenisee st sesrs st sssss s sseseesssssssssassesssesens 38

Summary of hematological €Xaminations ...........eceeververevmrvererenerieeeeessessesssssessesssessssessesaseenns 41

0 N9 AN N AW

Summary of blood chemical EXaMINAtIONS .......c.vveververeerinrerenirerireenreesreesessssessesssssssesssesaerseens 45

O

Summary of absolute organ Weights .........ccevecerriereerericeesieererereeensesseensesesesrsssssesssseeseenes 49
10 Summary of relative organ Weights.........cveiveierireeerenereiesiceesesesesesessesessessesessresessseresens 33
11 Summary of macroscopic eXamINAtIONS......evereverererereereresersersrereersresssessnsesesesesesessesssssssssssesssesare 37
12 Summary of histopathological €Xaminations ............eceerereerreverererereneaerensievesesesesseresnsrenesesssenens 61
Appendices
1 General clinical observations of individual animals ..........c.cceervureerrreveveeerenneresssseesisnenenss 67
Detailed clinical observations of individual animals.............ceceurererereviinnererineriseeensrenssiseseserees 70
Functional observations individual animals...........cceevreerrereeeeenierenrneereesseseesesesesesssesrons 73
Body weights of individual animals.........c.ccceceeneririniniiiesnsssnsiessessseseseseesssenssssesesenenes 74
Food consumption of individual animals ..........ccceeererirnsieieinsivsnsisinsrsesiensssesesesssesesseesenenes 86
Urinalytic data of individual animals ..........ccecevevnviererenniiieereieeeeesesessesessesseesesesersseserees 87
Hematological data of individual animals...........ccceerrereinereneeienieeeesses e eresneneresssesnesens 93
Blood chemical data of individual animals ...........cccceervreererererenreneisisnessssesssesessesssessssesesesees 105
Absolute organ weights of individual animals..........cc.eveveerevereeiererevenenescereeseseesessssesssessseens 117

Relative organ weights of individual animals ...........ceceerveeriiverierevesenniesessseesesesesnseseererees 129

_ O 0 0 N A WN

—

Pathological findings of individual animals............eceevereerevernerniereesnnnreeerissesesssesnsessrerevenrens 141



B10-0124
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b) OECD Guidelines for the Testing of Chemicals, No. 407, October 3, 2008, “Repeated Dose
28-day Oral Toxicity Study in Rodents”

6. GLP E¥
BH LT,



B10-0124

7. EVEE
LI DiE#E, e, BEELZSEBICURBRERVER L TH BEEFmEmERICETS

B - TRBREER LT,

a) [BMWMOEEROERICETIEE] (BEE 1055, BB 48 4)

b) [EBREBMOFREOMEELNCEROBEBICETI AR (BEYE., Y 18 4)

o [BEEFBEOHET 5 EREEICRIT 28MERSOERCE T EAEH (B4
FEE. Tk 18 4F)

d) [BMKEEOHETI2HAMESICRIT 28MERLEOERICET s EAES (B
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13.E &

Sulfone, bis(p-chlorophenyl) DM R 2B R CBIEFREIZRIETREIZ OV THRETT
HEMT, (LBET A MTA R4 VRO OECD TR R A RS54 407 25EIZ28 B
RIER DR EEERBRE Ef LT,

5 BEDOHED Crl:CD(SD) 7 » M = — L {MIZfR¥E X & 7z Sulfone, bis(p-chlorophenyl) % 1.7,
14 Xi328 BB RBARORE Lz, BREARIZ0 (=—29) | 50 KT 250 mg/kg/day &
L, 1, 7RV 14 BE&ESBICHEH T2V T 74 "EICIX 1 BEH72 Y 405, 28 AREHRSEIC
X 1EHY SEFERLE, REHEFIREFIc o T—RIREEE R, AEREROEE
BERIEZITV, BREHEK T HIC COYO BE N X FRELT CILK 2 ERH L /- %% L <, o
BRE, REEORERVCEGFREERT OO ORBHEREEMR Lz, M2 T, 28 B
BEFICOVWTIE, REYFHICHER 2 —BRRBEEROBBEREZTV., BKESBOE
BICREBER L TRBRERZITo 1

—RRIBBEE TIL, 250 mghkg BED 1 fITHRE 4 B BICERERE T, FERERD, B
TR, ZEFD. HEROEERIREBA L, 55 BB ADEHTRUVBEBRIAD
N, &5 6 B BIZETRHR I, 250 mgkg BOEFBY CIIRENERRENICH BN
DHTHoTz,

{EE TiX, 50 mgkg BHETHRE 14 El B AR AR ST IEMEME A, 250 mg/kg BECHRE-3 B H
PRI 4 b Tz,

AR TIL, 50 mg/ke BECIE 21 B B LIRICIRIEMEMA., 250 mg/kg BETHR S 3 B B MBI
EME MR EER A2 bz,

FRIRETIX, 50 XU 250 mg/kg BT/ b U EBOBEME, 250 mgkg B TREDEERVRE
BEOEERA BN,

MEFERE Tid, 50 mgkg BT 14 B HHES# I/ MRE O FME, 28 B H#&R 5% MCH
@Wﬁ\ 250 mg/kg BT 7 B FiH 5% 2> 5 MCH &k O B Bk EE ORME TR EMER, 7 B F#&
54412 MCHC O&ME, 7 R0 14 B EEEHICI/MREOEE, 14 BRI 5412 Hb OIEE
BH BT,

MR E(LFBRE T, 50 mgkg 8T 14 B & 5-%12 ALP OK{E, 28 B E#®R5#I12 ALT
BWavaro—i, BEB, TVTIVEBINY Y LOREBREE, »GTP OBEEMERA.
250 mgkg BT 7 BRRE#2 6 ALT OBREIIHEMRR, 14 BEHEESHIC ALP OIE{E,
14 BE®&E%2> b BUN OFE, 28 BHE&EEHICKGTP, Ra L XATFn—iL, BEH, T4
TIVROBANY D LOFEE, WFEOEME, ChE OEEMRNA LT,

BEEETII, 50 XU250 mg/kg BT 1 [E#E5%0> b RO R OET EE O BER 5
BT, 50 mgkg BT 7 BEEESBICHROERN ERDEME, 250 mgkg BT 7 B E#
51512 BB R OB R OFESR R OAER EEDRME, 7 KU 14 B IR ERICEBROEMERDOR
1, 28 ARMHREHICEBOES R N ERDEERA LN,

B TIL, 50 mghkg #H# T 7 BFIREE» LIFBOER, 7 RV 14 BERERICTFEOBE
B, 250 mgkg BT 1 RS %H»DIFROER, 7 BEBRES»LFRBOBERRA LN,
BT, BB, ZBORERNEY. FROBXRVBEH, BFER OB/ L
H i,
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FREERRFEROMREE T, 50 R U250 mg/kg BEC 7 B M E% 0 b IFIROB/MERR(ILE D
<bVIEFEEZAS NEROEFMEAERIE N REEFFMIREENR A b L2 iEh, 250
mg/kg BT 1 ERERICEBOZENE U 1\ BROBER, | KU 7 BHRSRICHEBEOBIEE
VU BROBR, 7 BRREE»OERO 5 o, 7RO 14 B E#S#%ICEBOR ERLE
Trbiviz, RTEMTIE, FAIROB/MEFABILE O b 0 IFEMREZ M D NEF LR
HERRAER, FR/BMEFFHIAREEFEN DN RO ZENES & b 1Tz,

BN —IRRBEE R OB EERE TR E R 5 X 52 BITRD bhviaho Tz,

UEDERY, BERBRSEMTIZIYT Sulfone, bis(p-chloropheny) D 512 & V| FFlig, 1L
BROELBE~OBERENRD bIIiE, Blig~0EE LA DN,
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14, BHEBAH
14.1 HBWE
a) AWE
& B 4,4°-Dichlorodiphenyl sulfone
B 4 Sulfone, bis(p-chlorophenyl)
CAS &% 80-07-9
b) BETLKRUry FEF
BT BRALRTE
vy NEE QYQMC
c) WERE
EER
¢}
OO
él)
T C12H;CLO,S
SFE 287.16
d) MES
R 99.9% (GC)
BRI IIMIEE 100% & LTHRV o7z,
e) WE{LERIMEIR
AR 149.8°C
FRICBIT AR ABE~ZLASBEBORER~BHRERE
REM B REETIZBWTIIRE
D REZEF
B LEERBRBIIAN, HRYEREEORBEIZTHET FREHE 1~10°C) T
RE Lz,

g TRYMEOR—ERUVRESRETICRIT DLERDHERS

WHBRIERR THHE L7z [Sulfone, bis(p-chlorophenyl) DZE M, HEERYEIR D —MK,
ZEERREREDRRR] (GBRES X02-0288, FF GLP RER) I[ZRVVTHERR Lz,

MISITBOE NEEBTREMAFRTOBERILEYMD AT MNT—F~_X—2 (Spectral
Database for Organic Compounds: SDBS) %> AF L7efRAMRIR AR Y bV & YRRBRIER
WWBWTHIE LAY MAERETAZ LR HBMEOR —MERER L., £
DRER B EBREINIBIE Le A7 hZ SDBS B AF LIRS MV LR TS
BT ERRERINT,

Eio, BEFBITROREHER TR OFRNBRINANRS M EHETHZ LITLY,
REFGETICRIT 2EBRMEOREMEZHER Ulc, R EFRMEHT & Ll L TIREHFERT
BORARY FACELIERD bk ot 2 L b B EIREHHTRE TH
o & Hl L7z,
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hy Bk EoER
BRROE~ORMINICRAL ST BId, FR, <27, 8F, REDERRS
H&REZER LK,
142 # &
B & B
o— U
b) IR
BRI DTSR U= — WS TRA LI, 2 ORER, BRI,
FBUKIZ 200 wAhOBE TEREETIBREL RETHoR, = —HITE 20
WAGDRETH—ITIB LI, $i, WROERNLS 7 B HORTRE CERO
ECFEORENR ORI &b, a— ek s LTBRIR L,
o) BUET, FL—F, ny NEEROES

& W wET JV—F vy b &R | REERT RERE
S—VHE | TATAT A | {LFEE (CP) | V3T2547 | REFRE= =R
143 fFEHEMW

KBREM L LTI SNZEYTH Y, —BEERBICIA Sh, YRBERICRBOT
bHERT —FEZRAEL TS CCD(SD)7 v b (SPF) & BAF ¥ —/A R - U N\—HEH
B —MbAFELE,

ABEOES v M2 SSIEAFL, 1 7—Vd 0 SIEOBEFEE TAR 6 B E THRE -
BIfE 21T oTc, Ehic, #BEBMA 1 HRANCAYT A AR 7 BB ETEMLL, +RTOEMW
CRERL LN o7l YERELLEEL AV TRERBEELARHE TS T
L, 51 EZRBRICHER Uic, o #ITREBEE CEMNAE TBML Uiz, BEoTICXY
ANTEVITRABRD OERAN Lz, E72, BANO DEEBE T3, —RRER OHEHY
EH 1EU SR L,

B, B URNIXRE A~ V7 BB L, B BITEER T TR Lz, &
— DI _NVEMT, Ty 7 iITRBREEERRT L TCERENEE LT,

RE R OB OBEENT S B, AEHFI 130.1~1579g TH Y, 2HI0EERL
EDOFIIEEL20%DHEEANTH D Z & 2REB LTz,

144 fAERE

Bid. BE - BEHIE T 2 2 2METHM 2B LT, BE 21~25°C, Wﬂﬁﬁ4m«
70%., #AKUEEL 10~15 E/FERHE, BRRFYA 7V 12 BERIRERE (7 BRAUT, 19 BEYELT)
LtAJ7~/X7A@ﬁ*§(ﬁ&%ﬁ@i@&zl\&§%7%iﬁ*§3)_Wa
L7z,

=V, BT RTIE W260xD380xH180 mm, EE4y T4 1E W165xD300xH150 mm D A
TV ABEHER r— VR E R U, BRI W50 X D200 X H263 mm OREH 7 — 2% F
L7z, 2B, @R —VERRICIZ VA 208 Lz,

b LA R BRI T R R OB VT R AR U BEA 1T 21308 2 B TR LT,
EHIZ, BMEEEENOBHIEICHRET ARICORM LT, B, BEARRUERR
DRHOLNIFETEY (NodT) IOV Tik, BEFEBHORREVECBRENHED X 5

-10 -



B10-0124

W2, BB ORERRRC O R LT, R, 7 —VROT v 73, BOITRICRH LTz,
£, V774 ME (L0 7RO 4 BEBRER) COoWTIBHAEICHRETABICL T v
7R LT,

FRHIERER MF (7 v MEE 140411 RN 140715, Y =2 VERTE) 2, &K
BRI B BT _EAGEKICHEAKRE COERBED 3~5 ppm L7225 & 5 ICRERRHT b
VoA (Pa—Fv7R) 2RNLEKE, TRENEBRERSE, @HERUCHT A
MixA— b7 VU—T78E (121°C, 30 400) Liboz2EnZhER LK,

FEHL, BET N D RAMOSITT —Z # AR L, KERERETEEMERFNED [
BIE OB OBREIRE ] (1979) 25EC, YRBHER TEDERENTHEZ &
PRERLIzny hEEH L,

FEIKIZOWTIL, BEEFBED DKEEEICET 284 (BEEFBHESFE 1015)
ICHERL LK EREZE 2 BOHEETER L TR Y , BMATRIICAE LERER/ERE G
BRBEEERE TICARLZREBRY, AEFOEELR LTI I L 2R L,

15. RER F ik

15.1

152

TR EOBRERE

AEHRERRE LT, YREHMEH T ISulfone, bis(p-chlorophenyl) > v NMZBIiT5 7 H
FMRERDBREZERB] GRBRES P12-0124, JEGLPRBR) 2EiE L7z, AERTERE
T — TR LR EIR L  A8E3 180 SEERO Crl:.CD(SD)&ES v hZ 0,250,
500 X% T* 1000 mg/kg/day DHET 7 BB E&RE Lz, REHMFFII—BRREBEEROE
EREZITV, BZERE 1 BRICGHBRROBEERAERZITo72, TOFRER. 250 mgkg
U EDEETHBO®BENL, BX, BEHRVEERE. 500 mgkg L EOFE THREDKE
ﬁﬁﬁ&&ﬂ 1000 mg/kg #D 1 FIAPRIEIREE L 72572, 500 mg/kg BETIE—RIRBIZE

BRODN2NoTeb DD, FERESCHBOELWERRA LN &b, 500
mg/kg/day DAET28 BFRERE T2 LEESCHECEOERRBEREN KBTS
R B EEZT,

L7e23-> T, ARBRTIX 250 mg/kg/day ZEAE L L, BAEE LT 50 mg/kg/day 28R
ELT,.
BEIERR

BBRMERESEL LC2 AREERIT M. BEEROLERET DEAESRBELZRE LT,
iz, BEMNBEEROESHAERIC, 1, 7RO 14 AERERICEAT 2T 74 MNEER
Fioe LUF. AT RERI AL L Rl T 5,

-11-



B10-0124

V774 MEOBRSHMTOBRERVHET —#13 28 AHREFHCZD TRV HoT,

- REAE | REXE @ﬁ%gﬁ Bk

(mg/kg/day) | (mL/kg) | FEEE(WNY%) (B %)

AR (1 ERE) 0 5 0 4(1- 4
EAXNR (7 BREE) 0 5 0 4(5- 8
EARSEE (14 BRERS) 0 5 0 4(9 - 12)
AR (28 ARE&RE) 0 5 0 5(13 - 17)
EAE (1E#&E) 50 5 1.00 4 (18 - 21)
ERE (7 BRE#®E) 50 5 1.00 4(22 - 25)

| ERAE (14 BERS) 50 5 1.00 4 (26 - 29)
B | (EFHE (28 BRI#E) 50 5 1.00 5(30 - 34)
Y| BmRE (1 E&RS) 250 5 5.00 4 (35 - 38)
B | mRE (1 BMES) 250 5 5.00 4(39 - 42)
ERE (14 BEHRE) 250 5 500 | 443 - 46)
EHAE (28 BRE®RS) 250 5 5.00 5(47 - 51)

153 #E&K

a) HBRYBEROFHR MRE

HRMEZRER, 2—VBENLTHRY G, Z0%, a—VHEENXTER
L 5.00 whv%D#EBRMER (REBIK) 2B L, S HIT, 5.00 wwhDEBRHER %~
TRFy I RE—F—THBLAEBL—HERRL, a—VEEMXTHRL, 1.00
WiV DR EIR # B LT,

PR LB REOHBYERKROEEICAVWAREIIBENE S IRAF v 7 RBICE
NENWING T L R ERREORSE 712 THRFT (BFREHE 1~10°C) THRE Lz,
RIS 11 AR Lz,

INGTRE LT B R E OB E IR EEIL, &5 B IR EICLERER 2 RE
LSRRV L, fATEE TEERECTERLEEIZH W,

b) HWBMEIR OB R R EEDOHER
20.0 R T* 0.200 wv% DRI BIR DB — MR OWETRE COREM L, YRBRHERIC
FBYNVT X02-0288 TEERE I v~ b5 74— (HPLC) ICLVRER LT,
B oW T, HBRPERO L, FROTEOWE LRy ERE OEEMRE
(CV) #320.0 RU*0.200 wh%DHEBRMER TEILEN 2.8 KN22%L SHEATH -
ez b, W—ThsdI LREERINT,
LZRBOREREDEE RE
A B ORI EREDOTE E
ZEMIZOWTIL, BFHRE THE 13 BRICHEE LR ERED, ARERD
BIEREITRT L 20.0 KX TR0.200 w%DHEBRMEIR TENE 94.8 R TR94.3% & 100£10%
URNThHoleZ &b, RELMET TR ABRETHD Z LR INE,

CV(%) = x100
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¢) BEIZRAWDEBRYEIR DR ERER
FIENZFAB L 72 5.00 X 1.00 wv%e DB ER ORMEROREZ | BREBRMERIC
BT X02-0288 T HPLC IZ & D FERR L7z,
HIE LB ERENBREMEICH L 5.00 B 1.00 wvhDOEBRMER TENEN
105% % TN 104% & 100£10%LAN TH o7 7c®d, BUICHR CE L LHEL TREICH
Wz,
154 % &
1, 7. 14 X328 BiER 1 |, BHERORE L, #51%9:12~10:54 127> 7,
BEIIIRT brAT—T N (FAE) 2RO MTRERE (FAE) ZHAV, BIEL
TeRFOEEZEIZ, 5mlkg TRE L, BWMERII~ /X TF v 7 AE—7 —THE#E
L7 b YESRICEREL L 72,
155 —RIRREELE
BEHEHRIIER 3B (RERT, BREES~1 FEHER, ®E 2~6 FFER) | £FE2E
—EREEEBE L,
15.6 FEMie—MRREEE
28 AR GSEOEFEMICOVWT, &EBAANC 1 B, RE5HHRIE | BOHEET
REDORB ZBE LTz, BRERBEROBEIEMICELE REBMES) 2E T, 89
DI Z 21T o 7cth, REBRBEDHEITERVIRE (BRE) TfTo7

T=UNRbBY | T—VIFEEANTHL, BE s —USMCED 9 E TORIG (B
H RO RS L SRORF) &, 2a7 U JETHME
HEEROEEETOFE, HEORE IF, 2OBENEUEE
HED \ REROHEREOCRE (BE, BRERGFT/—8) | ROR
® RRE, IREREHEVELE) | MERVGWIOFELBE
B % 90 cmx60 cm DBIES EIC 1 ML S ZURN) BX, B3
TV —=TRTO | EEtk, Rk, SHITORE, RREAS, RE - 85 - 8 W7
TEhDEEE BRUOERETHORELEE

1 pAOHEREK (E0) RUHERER (RO7—A1E) Z2HE

FIZEL-oTOEE
H7n B R

-13-
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15.7 #EERE

28 A BB EROEEEYICONT, BE54EE @523 0E) IK1H, KEQOEE%

BRE LT, RIGHER CEBIEREM —RREEEE L RRICRBRENHBITE RWIREE TR
EL7=,

. BERT 3 em IR — R OB EITSIT 4 DERFLEZLEEOR

JhE AT ) T CEME

B BHECTHEEEL LELEORIGERA2T ) VI THHE

Bt | B B |BEAYI TR 13 BRBAZEAR L X ORIGEBE
IS |IR2FECE %, BILICKEER Y T L XORIGOEELBE
2 K30em DFmEND, BMOBERHE EICLIREETEE L&D

EMRE RERSOFELEE

= BAA—F FGC2 (AT 4 R) ZAV, FIEROHBEDOERS % 2

EHRE L, SFHETEHE

7 v NEBEREERE ACTIMO-10 (>F 27 /) 2R, 8%

BHRESHE DEBEZY 1 (10 2R T6 E) BIE L., FRAME (42.6 cmx26.5

cm OFFZ MR S cm FRCTHAE) 288 - - EE M

4

i

15.8 FEAE
EFHMZONWT, EF LIRE (FAL Y vR) 280, TROBICEEZHE L,
BB, ETEMIOVWTIIRERERBFICEEZRE L,
- BT H '
- #HE1, 3,7, 14, 21 ROr28 H B
- BRBREOME R EEFEHND O, EARE)
159 FEEERE
7RO 14 BEREHLONC 28 BEABREHOEFHMICOWT, EF EMRE (FA b
Yy R) AV, TEOBIEEEZRE L.,
- BT EOREER
- HBE 1,3, 7. 14, 21 RUN28 HEOBEEE
BE7, 4KU2] AEICHAREEACHRICEZHE L, BABROKREEZHIE L.
BELEHREELEZEENLEREABTO | A ESHEERELRD T, 2B, FHER
IR ZITOBMIC OWTIIREEDA ZRIE L, EEOFHAKXRREEDORIEIIITL R0

27,

-14-
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15.10 JRIRE
a) B R
28 B R EBEOEFBMIT OV T, %5 28 B B OFRICRET T —VICBm a2 INE L,
BHESKEUERRETEE X TO 16 B OBERRZHER L.
b) HREEERUHFE '
BB LESERE AVCKREOER 2HE L, 28, RILETBRLOEAERY
BE LR, BRAER CHERMWEORSICEE LEBLRRBY bhikholizd, &
AEBRICTOWTIIREERTO R 1o T2,

H H 5 & BzE
JRE (Urine volume) AAVY =L L BEHE —
&5 (Color)
B (Turbidity) PiRES B
RiZZE (Uosm) KRBT A
ol
EH (Protein) AR
o b & (Ketones) RIS TAT Ay 7R (—R | —
¥ (Glucose) vR) BER)
¥ (Occult blood)
RYLHE (Urinary sediment) Sternheimer Z¥5 B

TERBEE A BENRFEEST OM-6040 (7—2 L1)
B: VAT AEMBEMEE BX41 () X&)
15.11 MEHRE
a) BRI OMRERE
FRBEOEFEDICOVWTERBREEOFENLEA L, BF (EEFE 16~20
RefEIt%) | CO/OIBEH R (COn0 {BAE=4:1) FRERT CHEMREIARDDRED L BY
B L, MERBEER L, 28, V7 74 MOV TIRMEEDREHMERIZFTH 722
Bolo, £io, 28 BEREFIZOWTIZ, N7 AV — RNARLE (BAEXT b -
T4 oFrVY) ERVWTLREZEER LEEIREf L, EET 2 R E#FEBER, 20°C
T 24 BRRERE Liz, £0%%, -80°C THRE L., FIA T4 RERE L TREMITEEAN
FFFETICREAT Le,

BRERE TER5IE

- EDTA-2K #RIERIIM A SB-41 (17 y MES G2030, YA Ay 7 R) TH
i U7z fil

SAAMBZET M) ULZAKFM (v y FES CTR6101, T TSE)
i 4 | D32 wh% KK % 100 pL BN L7zt T A BIBREBRE CHM L, B0 oRE
(3000 r.p.m.x10 mins) L CHE7/-1MmiE
M F | 7 AMEBRE CHM LiEO58 (3000 r.p.m.x10 mins) L CHLIMLE

-15-
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b) MKFEHIRE
2l R OmEE AOREOER ZRE Lz, 7 74 MOV TIE T m hrr by
RRRI R ONEME(LER Y h e VR T T AF VR ORIE R Thebhotz, 72, TR_RTOE
BIZOWTHBRIE TE ), 22 AWV BERERITERL L) > 72,

H H F oIk e
FRIMEEL (RBC) R EFARE
~NEZSa YU EE (Hb) VT VA RMES O
RBC x MCV
~< 27Uy ME (H) BT
FHRMBER (MCV) | R
Hb
EHFRIMERAE v & (MCH) me
Hb 10° C
FHRMBR~E S 0 EVEE (MCHC) RBCXMCY
m/MEEE (Platelet) FE R BRI
MR R MER S LR (Reticulo) RNA Yfaik
B iEk3 (WBC) Zua—4%4 hA MY —ik
HIMEKE 4% (Differentiation of leukocyte)
HFHER (Neutro) . U 2733k (Lymph) .
IR (Bosino) . AFHEEER (Baso) ZE=VA PA YR
B (Mono) . REGEY IR (LUC)
“u ke rUrE (PT) FEEE{LRREHR
B bRV RT T R F VB (APTT) | s (uRbnbt D

BRERL CliZixfam, DiZiimigErHER
FERABEE C REMKFERELERE ADVIA 120 (2 — AV R)
D: 2 HEMKEERARTER STA Compact (R¥/= « FA TS ) AT 4
v 7 R)

-16 -
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MFEFZANVWTRECERZRE Lz, VT4 FEICOWTIXT ARG UBT I )
NGV RT 25 —F, 759520 TI) NGV RT25—F, TAHDIEET 4+ R T 7 X —
Y, REEHR, JVLTF=V R AL VRREIEL, FOMOERIXHEIE Lo

77o
H H 5o Has
TARTEXVBTI)NF VAT =25 —F . . o
: UV £ JSCC 1ZEHE(LRfINTE
(AST)
TI9=2VT ) NFUAT7 2T —F (ALT) | UV ¥ JISCC IEX(LRIGIE
TNH VT + 277 Z—¥ (ALP) p-Nitrophenyl phosphate ¥
2 )= RX7 5 —€ (ChE) Butyrylthiocholine iodide ¥
. _ . R L-y-glutamyl-3-carboxy-4-
}’-ﬁ/l/5 INVRTGURARTFHE—F (}’-GTP) nié’ogaiiﬁm&yyf Y
#8125 m— (T-Cho) COD-ESPAS #: E
. GPO-ESPAS 7'V & u— ¥
N7 UEU K (TG) FiE
JREEFHR (BUN) Urease * GIDH &
7 7= (Creatinine) Creatininase * F-DAOS &
%% E (T-Protein) Biuret ﬁ:‘\‘
7 NV7 2 (Albumin) Bromocresol green ¥
A/G k. (A/G ratio) A
ratio T - Protein — Albumin -
m¥E (Glucose) Hexokinase * G-6-PDH £
MUYy (T-Bil) BERIE
BEYTEE (TBA) BRYA 27V 7 E
MYV (IP) Fiske-Subbarow &
HN D5 (Ca) OCPC ¥
F Y A (Na) Crown-Ether [EEMBE
BV A (K) Crown-Ether R EBLE F
¥& (CD) MO fE¥:

EFARE E AZEESWER 7170 % (B 84ER)
F: EEHITEE PVA-EX T (A&T)

-17-
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15.12 FREZRRE
a) ¥
ERBREIL OV TERKEZRE A0 OV bBTRNEIC, B EHKERD b Hun

LU CREIL SR, R, B, BT, EEPE, BiE, BREROCEEREL ZORNEICD
WTHIRBNWBIE21Tol, 2B, REBWLEFEY L RBICHR L,

b) BB VSREEENE
@ 774 hEE

1, 7Rk 0V 14 BEREHICOWT, FIRFFICRRDOFRE - BT TR LT,

5 B = - KRR
TH{E#=R FF hg*
D - MER Lol
AFEERR FER R A BRI, FUZERLAR
PRER FR* (KB, ANBR OB 2 ETr)
EER BhE ORERE) | BREg*, MopR*
N WH TEE FRE (ERNMEEED) | BB

FORBREASN D T#] 24T L7228 B X BER X IIRFRICEE T 2N EFRE (F
NEUDR) TEEBZHE LR, BlR. BEEKUORBREEEIIERFEZRZICRIEL,
ERDOEHEEHR LI, BIBRRERRZE O THE L, HRZERIRIIRED—
HEEOTHE L, BRI EEMZEDTEE» b ABEE 1T 10%H HEiEE
B ) ARICREL, BB, EFOEZKENLLOBLCERRZHIE L, EE
ZRE LICHBEIC OV, BHBICRIE L-FEXEICHENSEEBEH L,

-18 -



(b) 28 B R#t 58

B10-0124

BIRIFIZREZORE - MBZ R LT,

o B E - AR

R 2% R SE. fif

W BTR. 8. B (FZH8Br0EB. N ViREET) |
N

D MER Laffei*

IR g, R

RS KR, FERL LM, REZERTIARY, HIZERTSIAR,
BE (EERzE0)

FRER i (KB, /MR MEZE ) | TR, LEHR

= %%(k%%)\Wﬁvyﬂg\%ﬁﬁuvﬂg\%ﬁﬁ
il

NZDUH TEE RRE (ER/NMEZET) | BIE

BREE AR ER '

- BHR BHH (RERED | B (CKEEF)

B - R&E | AR

K[E VR OBEREIE 10%H B E RV~ ) VIREEARICER L, B RUOBIX 10%
FERRE R~ ) VIREEA L CRIRICIRE L, AEYEKTERE L,

FORBREAAN @ T 24+ LB E 1L, BB SUIRTERIORE T ARNICETFRE (F
WA DR) CEREZHAE L, B, BEEKORBE LEIXELFZR4ICRIEL,
EROEHEZEH UL, BIBREREZ L O THE Lz, HFRZEMZBIIREDND—
HEEDTHE Lz, BEIDEERE SO TREENZ A THRELTERL, EE%
RE L. FRBRIZ ER/MEZED TRE D DB TIC 10%FEEE SV~ ) v
RCEREL, BH, EAOERKENOHBLCEREZAE L, EREZHELE
BEWZOVWTHE, BHBICHE L EELECENERVEH L,
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c) HBOEEROMRE

EFEMIONWT, ERLUZEE - B, LTk 5 KEERUHRELL,

FHigE, EEZRER., SMUEEDOFTRED (FIARA & 7 O FRHA % S ARRIC
RoT) 2~3 mm IEDERA 4 MEHRBR L, BEFRAEBENAICE L, 28>0
EEN1S5gUTTHDZ LEHERR. TNETNEERD 5 FEL ED RNAlater® (Ambion,
Inc) WCRES®, 1.5g 2B 2B EITEMA O 20k LI Lz, AEIKS
%, -80°C THRIF LT, MULEZEDEEFREBEEMITAEMOREE ORK VD #5 kRUE
D DEE 10%FHEEE R~ U VIR TEE L,

gL, ZRp4 ICEREZRESR, FRIOFRE» LILEL ST X 5 ITHET© 4~5
mm TEDAERA LR L, EBA»OEEERY RV, ERTIH L, ¥o0%
W& 3 mm PAPNICHAED L RNAlater IZIRE L7z, R0 O¥4h bIEE, BENT. BENE
ROREEZTTH 7Y 7L, ZRZH RNAlater [ICBIE LTz, B0 OWH0K&
%, -80°C THRTF L7, L 10%FHEBRER L~ ) VIR CEE L, 2B, EANT
NPDHITRENED bNEHEIL, FEWZ 10%FHEEERAV~ ) VIKCTEEL, K
KA % AR T RELRAEAT R UN-80°C BHASARTFICBL LT,

BRI, BRI ICERRRIESR. FHZ 4 HEIL., BEBRA OS5 % RNAlater 128
Bl BRY DEZIDKGHE., -80°C TRE LKL, EAIREET Yy NYUIRTEEL
Teo 2B, EEVTUDORTHRERRD bNEEIL, FEHE2EETE Y MY UK
TEEL, RAHZBETFRBEEMRNT R -80°C B REICHt L,

BRLET EEEZAER. EFLVEETEY PY UETEEL

FEFERTAV BRI, ERRER. EFTIH L, —F5% RNAlater IZRE LTz, 729 1% 10%
R E R~ U VIRCEE L, |

X, EEEZRE®R, KB LEAZ =K (RE ) —7aaiv i ERES T
=6:3:1) IZRE LIz, KT TSHREIRE 5 Lic#, Bkzd ) — MK LE, &5
WK TTIRE D L b, 1 BEREIC2E, By ) —NVERHB L, KATT
—BRIRE 5 L7k, TR Z ) — N EBERHEL 4°C THRE L, 7 LIRS
F 2 FE L THRREIRFEICSEMN L,

TEEIX, EEZRAIE®,. RNAlater ICBE LT,

RNAlater |ZIRE L 7= BHERRIZ RNAlater ZHHRICIRE S 3720, 4°C T 24 BERIKE
L7z, RNAlater [ICRE S H 72 E£-80°C THMB L, FIA T A A& ME L TRt
MEEATAFFERTIC BN Lz, -80°C BFERA LITHRICOWTIE FIA4 T4 X 2FE LT
TR RN SRR R Lz,

ZOMOEE - BRI, 10%PERE R~ ) IR CTEE L.

FHEEICOWVTIE, R L TRTORE « iy 10% 5 MEEE R~ U VIKTHE
E L7z,
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d) FEMEBRFORE
(@) 754 hEE
1, 7RO 14 BEAERSBHOMNBRECEAERICOWT, FlE. Bl#. ¥R, &
TR, BBE OREEE) . MR, MR T 7 o CEEEBEE A EERL, ~7 b
Vv A Yy (HE) Rtk XFEMENIIRE L, BH (KIEE) 13509
H LATIZ 10%8588 - S~ ) VRIS K BBRET o7z, $£72. 1 EREEE TR
EOWIMR, 7 AERESECIIAE. BIREOMR, 14 BR&S5E CIIFRE OB
o, BRERTHERDEOHREICEE LB R Rb), EBAERICOVWT
bHUERE - EROFRERRENRELITo, SbIT, AREYRERL LTI1HE
BEROEAERED 14§ (No.19) OBBEOEAERE®D 16 (No.35) OFRELME
IZOWTREZITo 7,
(b) 28 AMZER
HEREUOEAERICOVT, BMERUTEEEZRVTERLZ TR TOREE XX
O NRT 7 ¢ EEEEE 2 ERI L, HE etk REBEMENICRE L, B
ROVERE (KEBE) 13809 H LATIC 10%I58 - A< ) VRIC K DBKZ1T o7,
T, BAEH CHFRE ORI KR E ORSICEE LB L bz,
BRERICOVTH YURRE  ABOREEBRENRESTo T,
15.13 #EEHFRIFIE
HRE, BEE BH, BREHE, LRFORE, LRECFHRE, RE. REZEE
EOREEEOREIC OV TIL, Bartlett ¥iC X 2EHBREEITV., SHEBEKETESS
AR bNIEAIL, Dunnett JHIZ XL ZREEIT o, EXBBRO DNRWEEIT/
%5 A MY v 7 @ Dunnett {512 & ARE 21T o 1o, HREREF (B0 RUHERES (R
DT—NE) 1X 8T A Y w7 @ Dunnett IRIZK AREEITo 72,

16. RERREOEEMEICEELRIF L L B 2 BREER K ORBREEED b OB

RBEEOEEEICEELRII L L EDNAREERIIRD bahoT,

28 AEHREHORMEC, TR, BEREHROEAEEDOS 14 (No. 13, No.30 XU
No. 48) 22D\ T, MIKEEEHRZE &R MUK AL FERIRE A O KRR BRI T E 2o e,
roT, ZRB#HL S 1 10 PT RO APTT ¥ ONCIIEAELFIREDOEEE DT —F HBKR
Fli, 2B, BEHLLIFULORERRENE DN, HEFNLELFRETH oI &
b, EMEITIFERETH Y, RBRICRIETEEIT RV E MM L,
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17. RBRAE

17.1

17.2

17.3

17.4

17.5

17.6

17.7

—fRIREE (Table 1, Appendix 1)

250 mg/kg D 1 ] (No. 47) T#HE 4 B BICEFERET., MRENED, BERE,
EERD, HIEROEIENER L%, BE S BHICLADEHITROBERNS HIL,
3’%5— 6 B BICTIHER SN, EFHY CIIHRER 2 fIIBEINZ0ATh o, i

FEITIRE 14 BB DEFEMICA BN, 50 mykg R OSBRICEFIIRD bhiako
7o
FEME 72 —MBOIREE (Table 2, Appendix 2)

%&%ﬁ%’ﬁ&@ﬁfﬁkﬁ@éﬁ&oﬂﬁ@i}k IEBEREBIRO b1T MOFEMBLEEREE

BWTHEBRYERSHR O REICREIIRD bhRhoT,
%Abiﬁﬁ (Table 3, Appendix 3)

EBRMEREH TEARVBREHEICEERETIIRO LI, ISHEREIZENT
bR ER SR O REICET IR bk ol
& = (Fig. 1, Table 4, Appendix 4)

250 mg/kg BETIRE 3, 7, 14, 21 ROV 28 B BICH B REE (%:n%mdﬁ?%%i@ 92.5%.
91.1%, 88.5%. 82.9%KT*80.5%) MA& biL/iEh, 141 (No.47) T&E 3 B BIZHIEHR
TEED B DOKIBRBANRH SN, 50 mgkg BETIIRE 14 X021 B BIZEEER (£h
P BEED 94.7% K% 10 91.6%) . 528 B BICHERMRME (89.8%) M3 bz,
8 (Fig. 2, Table 5, Appendix 5)

250 mg/kg BETHRE- 3, 7, 14, 21 RV 28 B BICHEREEXIRERR (FhEhxt
FREED 773%, 87.7%. 91.4%. 85.0%K 1% 83.3%) MNH SNz, 50 mgkg BETITHEE 21 &
V28 B BICRERR (TN THRREED 90.5% K 11 92.2%) 20 b,

R (Table 6, Appendix 6)

250 mg/kg HETREDFERBER VREZEDHERBEN A DN, 50 mgkg BIZ
FEREINIFED bNRd o7, MOREEE TIE, 250 mgkg BT hfE (B+) 234
Bid 2 Bl A bz, 50 mgkg B TIET Mg (2+) 235 FIH 1 FlCEED b, xHHREE
ICREIIRD DRI T,

MEHRZE

a) MIERFEAIRZE (Table 7, Appendix 7)

| B S#CIIERYERSBICESREHIIRD bRl

7 BREIBRERIZIBW T, 250 mgkg B CTEHRMEIR~E S BB (MCH) | ¥R
MERA~EZ vV EE (MCHC) ROBMBREOFEREME, L/MREOEEREED
B b, 50 mgkg BACHBEARTENIRD bhzhoT,

14 BREAHREBERBWT, 250 mgkg HETAE/ n EVRE (Hb) OFRREME, MR
BOBERBEME, MCH R OEMEBREOEMEER I A b, 50 mgkg BT/ Mk
DEEREERS LT,

28 BEERBT, 250 mgkg BT MCH OF B2 EMER O'H MK OEEER 2
ZBiL. 50 mg/kg BT H MCH DEERMEEN A BT,
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b) M¥KAE({LZFAIFRZE (Table 8, Appendix 8)

| Bl 58 ClIB Y ERERICEEREEIIRD bhviahol,

7 BRIREEIZBWT, 250mgkg ETT 9 =V7 37 h VA7 25 —E (ALT) ©
BEEREERS LN, 50mgkg HICHRREENIRD bhikdoT,

14 BREHERBWVT, 250 mghkgHETT NI VKT + A7 7 #—F¥ (ALP) OFEER
BE, REEF BUN) OFBELREEEVALT OFEEEMAA LN, 50 mgkg #T
X ALP OF B REMERZ bz,

28 ARIREEIBWVT, 250 mgkg BT ALT, p 7 NVF IV KT UVARTFH—E

(~GTP) | Mz VAT r—/ BUN, BREH, TV7 IVREBINLNL T LAOFRRG
B, EOCEEREE, =)= X775 —E¥ (ChE) DEEHEABEALIZ, 50 mgkg
HETIIALT. R VAT e — LV REB. TAT I VERINVY T AOEFEIREIE, GTP
DEBEER N A BT,
17.8 REFEHRE :
a) FREEE (Table9 K110, Appendix 9 K T*10)

1 E#ERIZRBVT, 250 mg/ke B CTHIBOMN R OMBEXNEEOE B2 EE (XHRED

116.3% K T* 113.8%) 234 biv, 50 mgkg BT H FROMEX R OB EEDE BIXHE
(RHBEED 113.6%K N 111.7%) B4 bivie, |

7 BREREEIZBV T, 250 mgkg B CHIBOEN R OEMEEDOF B EE (TR
7 200.1%K% 10229.5%) . BROENEEDEEREE CIRED 113.7%) . IR
HEOHENEEOBEEREE CHREED 65.6%% N 73.9%) . MR R UHENER
DEBRIEME HRED 64.8%K T 73.3%) BRH bNIE), HBHREENFERE
B CHEEEED 87.5%) 2R L, MOEKNEUHENEEREDEREREME. TEROENER
DEBEIREER S BT, 50 mgkg B TIIFROE R OCHENEEDOEELREE (R
BED 162.9% K 176.5%) . FIROENEEOFEREME CIREED 73.3%) BAH LI
TED, EBIRMEEMNMEEEE CHRED 92.6%) R L, HOMKNEREOCEERBE
BB BNz, Fio, 50 mgkg B TILMROETEEOCFERBERL NN, AR
BEER 2N MO BEROEEH L EZ X,

14 AE#BEHRNT, 250 mg/kg B THBOEI R OHEXMEEROFEZRBME Gl
D 195.4% KR 225.7%) . BIROMMTEEOAELREME B 116.4%) BRH LI
7oEh, BEREESEERIEME CHBED 86.7%) R L, BIBOHMERNEER
BRIER A BN, 50 mgkg BETIXFBROEN R OHEMEECEFREREE CHR#ED
170.0% K% 0 176.2%) BH BT, ZDIEH, 250 mgkg B THERBOENEEDOFE R
IREDR A B, 50 mgkg BETH FRBROMEN R UM EEOR BRIEEDFTRD b,
FAEBEREEICZ LVEBTHE I 00, HRPEREICEE LB TIERNWEE L
7o

28 ARMRERRBV T, 250 mg/kg B CTHBOEN RN EROHERLSE (AR
D 179.6% K X 223.7%) | PEOHEX R OB EROF BERIEE CHRED 67.1%K T
84.0%) VW ONIEH, BHREENFTEREE HR#ED 80.1%) /7~ L, TE
EOWKERBODAERMEME., BELARVROEMERDOAERBELRALNIZ, 50
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mg/kg B TITAFIBOMEX R O EEOE B R EEXITSERR CREED 161.2%K& T
177.9%) B BILIIED, MEHIRHMEENMKEER CoffREED 90.6%) ZR L. MOTEXS
EEDFERBENRS DN,
) & (Table 11, Appendix 11)

1 [E&SEEICBVNT, 250 mg/kg BECHIBOBELRD 4 B9 1 FHZFE D b ziEns, E4/
FERER OERFER EEO/NEYER 1 Bl bivlz, 50 mgkg B TIXEROER 1 #ic
Ao, MHRBEICEREIIRD O o7z,

7 AR EBICIVT, 250 mg/kg B THFIROIERDS 4 Filpl, FFRO B &S 3 Flic
W bz, 50 mg/kg BT, FRIROER R 4 B2, FFlgO BAHA 1 Flici bivi,
REBEETIL, AREED/NNEEN 1 ek bz,

14 B & 5REBV T, 250 mg/kg BECHFIBOIERD 4 BI2F], RO BERRA 2 Fic
R bz, 50 mg/kg BETIE, FFIROIERD 4 Flaf], FFigO B &EHS 1 Flicibivik,
HBREICEE IR bhehot,

28 BEIREFRBWVT, 250 mgkg BEOEFEMW T, FFIROERD 4 Flef), FlEOR
B 2 FICRD bhiiEn, BRE OREREHAS 1 flichbhiz, 50 mgkg #H#TIX
APl D BER DS 5 BlEfcii o bivic, MREICEE IR bhRhoTs,

B, BEHMFICEE Lz 250 mgkg BED 1 1Tk, BIE, ZBORARNEY. T
BOEXER O HER, BER OB /NMERTED biviz,

FRERRERR RO (Table 12, Appendix 11)

l@ﬁﬁﬁu%Vﬂ“Z%mM@ﬁT %ﬁ&v%%wﬁ%ﬁj/nﬁwﬁﬁ(%g)
D34 B 1 ENCER D biviziEh, ARICERBRER OREER LiEo/NUER B bk 1
BIC, BROBHEEFER RER LEOFRAEOREE LEE0EFELHER I N, BIR
BN IER R BN FFRICIT R E IR D b o iz, 50 mgkg BETiX. WIRAICER
DERRH LN 1 fICREEBIER EICREREHRTIZ LR TE o, 3R
BICERIIRD b adho Tz,

7 B R EBICBVVT, 250 mgkg BT, FIROB/MEARIEER O b D BEFEE LM
H/NEFDEFTEIEER (PEE~ERE) 24 flefl, BEETFEREL (8E) 283
B, gD 5 oM (BRE) ROBESSIELERT (BE~FEE) 1% 246, BROZENE
UV SEROBR (BE) M 1AICED bhzigh, BIROWETOBEY 1 flichbh
72 50 mg/kg BETIX, FFIBOB/MERBRIER O b 0 BETFEEZ /4 S /INZER LMD
JER (BREE) 234 Blaf], RBMEIRESE (BE) 23 1 flICED bz, sHTRETIL
EIROWET OIS 1 FlIcH b izigdy, WIRANICHERREREO/NEER A B 1 4]
T, BROBBERHEEEIRD biL,

14 BEHEHB VT, 250 mgkg BT, FFIBOBZ/MEFARLR O b EFEEZ
H/NERDMERFRIER (PEE~EE) 24 6126, BEEFHEEEE (F5E) 2B
2 6l EIROBMENET (FEE) 226, BBROS oM (8&E) 231 FlIIKRO LI
7z 50 mgkg B TIX, FFIBROB/MEHABRLKR U b U B FEMEL A S /NEEF DM T
JER (REE) 2 4 Flefl, RFMEFREE BE~hEE) X2 flicBvbhi,
HMBEICEEIIRD b o T,
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28 B EHRBVT, 250 mgkg BHEOLEFEM T, FFBOZ/MEARLE TS b D H
FEMEEMED NEDOEFRIRER (PEE~EE) WNCRBIETBILET (BE~
HEEE) 24 BIef], B0 S ol (BRE) 23 1 FICERO bhzigh, RIREIZERE O
HIREAHN L b 1 I CEERSRBEEN S bitl, 50 mgkg #TIL, RO
IMEBAIRRIER O b 0 B FEME R 5 /NER D MEFRBIAER (PEE) 255 flepl, R
JRAPERTAEIEEESE () 28 1 BICRR Y bz, MR CIIFRORFEFMREE (8
E) B1flicaxbhiz,

¥, BEHMHFIZIET Lz 250 mgkg D 1 61T, FFBOB/MERBLRTS b
DR TEMEE A S /NER OETRIER (BEE) | REMEFAREE (BE) TOITH
BOZEME (FEE) »RHbh,
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18. % £

#ERYE X, Dichlorodiphenyl trichloroethane (DDT) D¥EEHEEAETH V., DDT & REED
FEEREROL I, BEEERISEWHE L LT National Toxicity Program  (NTP) 1238\ T
BIHER OB N AAMERBRNER STV 5% (Chhabra et al., 2001; NTP, 2001) , T v b & EW-
14 B MR R S8BTV TIE, 6 mg/kg/day #8Y PL_E CHFIER OBIROMIN EEBDOEHEL
NZ/NEER L MERFBBEIE R, 19 mg/kg/day FHY A L CEREBMIHE OBIEDCEE L, 65
mg/kg/day YU ETANE S B U VREDKERSR b & #&E S TVWS (Chhabra et al.,
2001; NTP, 2001) , AFRBRIZBWTIL, HBROEREIC LY R, MEER OELE~DOEFE
FENED DNIEN, BE~OEENL BN,

FFRIEIC 3 288 & LT, 50 U250 mg/kg BEIZRB W T, 1 [EHREH D S IFEOMES RO
ERERORENSL LN, 7 AFMBREHUEILE BICELWEEERT Lz, JIRTIE, 250
mgkg BT | B E%HN D, S0mgkg BT 7 BRREENLERPBEESHL., ARKLED
Hivic, FWEMEBRFRIREIZBV T, 50 RN 250 mg/kg BET 7 BRGS0 6, B/IMEET
BER U b D IETFESER AL S /NER OMEFFIRER & OFR BT IEEEFE 38D b, #&
EEENETICE LT, WEOESAL b, FFRREXIT, BEREAROTTELEX
bNOBE/MERARER U EARBHERFTELEX DN b VEFEEZHE TV &
Po, BENERILEE R, LLARRL, REMEFMIRESR S 8T, MKELZORE
BT, 250mgkg BT 7 BREIZEH M D ALT OBE, 28 B BREBIZ,-GTP OEE. 50
mg/kg BT 28 AR GHIC ALT R UW%GTP OBEEXIIFEBARS b2 L b, FFH
JADEELE L TWEI EBHLNTH T,

MIEF OEMER~DFEEELE LT, 50 mgkg BT 14 B HHE£ICI/MEROEE, 28 B
51212 MCH DIE{E, 250 mg/kg BT 7 B M#5% 5 5 MCH & OV A ML ERER D (B E XU EME
M. 7 BERS5%IC MCHC OEE, 7 &0 14 AEHRE#IC/MEEOEE, 14 BEHRE
BRICHb DIRERA LNz, 72, 50 mgkg BT 7 A HFRE B ICMROENEEDEME, 250
mg/kg BT 7 B MR SH IR OCBIBROMESR K O EEORE, 28 B B 5% o
M R OB EEOEER S v, HEMAREIRE TIX, 250 mgkg BT, 1 HRERZIC
JEiBDOZIRAE Y N BROBR, | BIRO 7 BHBREZICMBROBERED v Bk0oR&, 7 H
RREERN DD 5 o1, 7 R 14 B EBRERICEBROFEIMEMIETRRD bz, M
EUMBRTOY VS BRORARIL, BREVFOFERMEREITLIBONA N LRIZLD, Vv
SNERDEIFEITRE o TR LR Lz, B, RLR~OEEIIARO 14 EEIRER SRR

IZBWTHFED b (Chhabra et al., 2001; NTP, 2001) 28, EIMER TOBEEHEITHRE X
TR,

FIBA~DOFEL LT, 250 mghkg HETT7 RN 14 AERSBICHEANEEREDOHENA LN, 14
B & E#% Db BUN OFE, 28 AEREZRICREOKER VREZBEDOEMERA LN,
REMABREORE CRERDERSICEE LZEIIRBO bR, ERENESRIIENE
Zz o, 14 BERERERBRICBODTBECERILARA BN TS (Chhabra et al.,
2001; NTP, 2001) Z &2 b, LY RHEORETIIHALMREMESRETAAEERSH S &
Zzbhiz,

BB, RBREIZBWT, 50 KU 250 mgkg #TH U BOBERLLNZEBIITHATH
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D0, HRMENIREETH Y, BHERICE<EFETSZ L (Chhabra et al, 2001; NTP,
2001) LEHELTWA 2% Lz,

BREHHPICH DN EEREEEOKMEL, IR, LKk USELFR~DOEERE
ERBR LB EE 2T,

Z O, 50 mg/kg BE T, 14 A EHREH£IZ ALP OEfE, 28 AMZERICR I VAT B —/b,
BEH, TVYTIVEOINVY T LAOEE, 250 mgkg BT 14 A& EHIZ ALP OE{E,
28 HREIREBICR VAT e — IV BEBR. TAVT I VRBINY T AOEE, IEEDEE,
ChE DEFEEMBIAL LN, ZNbOEIOBEENERIITHTH SN, W20 14
HERRERERBRICBWOTHA BN TS (Chhabra et al., 2001; NTP, 2001) = &35, #Ek
MEHRELEELLELEELT,

BEHBFIZIET Lz 250 mgkg B 1 FITI%, &5 3 BEICEERRBI L, 0%, &
BAREOELRA DN, REFHRE TIZ. ERICEIFTROIEN, £FEY L FED
REPRD bR, REERCBREDERNEXZRDOEIFANIBOONR P07
L, HERMEOEMREPFICRIBE L TRICE T b D LHE LT,

B I E RSB TRICA DN -2 OO BT, BEEFEEOLRWEHTH
BT e, HUCEETAELBEBOONRANI &, IIEBRRERE L LTHRRSNIFRT
HDHZLEND, HBWERE LIIBEECRWELL LB X T,

Ul LBy, ARBRCIIEBRYEREIC X 0 R, MREOCELB~OEEEENRD
LT, BREA~DOZEL L DN, TOMOHEERR, EER, O MER, £FER
R, FERER, NOWHR, BESR. 6 - B2, WBR~0BEIIRHEsh 2ot

BE

Chhabra RS, Herbert RA, Bucher JR, Travlos GS, Johnson JD, Hejtmancik MR (2001) Tocicology
and carcinogenesis studies of p,p’-dichlorodiphenyl sulfone in rats and mice. Toxicol. Sci. 60,
28-37.

NTP (2001) Toxicology and carcinogenesis studies of p,p’-dichlorodiphenyl sulfone (CAS No.
80-07-9) in F344/N rats and B6C3F; mice (feed studies). NTP TR 501.

-27-



ycLo-0l9g

a|e\ :syybiem Apog
syel ul Apnys Aj101x0} [elo esop-pajeadal Aep-jybia-Alueml

(Aep) pouad uoensiulIPY
8z I ¥ P L

"L0'0>d ¥8 [O5UOD SOIYeA WO JuRIeYIp ARUBSYILBIS
"GO"0>d 12 [01)U00 SjojyaA oy Justeyp Ajueouubls

*¥
Kep/By/Bw 05z ——
Kep/By/Buw oG —e—

KRep/Byy/Bw g —o—

L Big

001

00¢

(B) ybiem Apog

00¢

ooy

-28-



¥ei0-014

8¢ o Y4

syel1 ul Apnys Aoxoy elo asop-pajeadal Aep-jubie-fiusm |

(Aep) pouad uogensiuwpy
14!

ale\ :uondwnsuod poo

*L0"0>dl J& |aUoO SPIUSA Way Juaeyp Apueoyiubls
*G0"0>d e 1aU0O SpIYBA Woy Juaseyp Ajueoyubls

T

Jo\\\\\\\\\\ll\o|

Kep/By/Bw 05z —+—

Lep/by/6w oG —e—

Aep/B>y/Bw 0 —0—

z B4

oL

Gl

14

S¢

o€

15

(Aeppey/B) uopdwnsuoo pood

-29-



B10-0124

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 50 250
Male . ss ss ss d
179 17 16 1
No abnormalities detected 17 17 14
Decreased spontaneous locomotion 1
Decreased respiratory rate 1
Anorexia 1
Decreased stool volume 1
Emaciation 1
Incomplete eyelid opening 1
Staggering gait 1
Brownish urine 1
Salivation (disappeared within 15 minutes 2
after dosing)
Death ' 1

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

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

Summary of detalled clinlcal observatlons (scoring scale for detalled clinical observatlons)

B10-0124

Removal from cage

Ease of removal

-2
-1
0
+1
+2

No reaction

Very easy

Easy (slight resistance)
Difficult

Very difficult

Vocalization

+1

None
Vocalization during handiing
Continuous vocalization

Handling obsevations

Muscle tone

Decreased
Normal
Increased

Subnormal temperature

Absent
Present

Piloerection

Absent
Present

Staining hair

Absent
Present -

Unkempt hair

Absent
Present

Paleness

Absent
Present

Reddening

Absent
Present

Cyanosls

Absent
Present

Lactimation

Absent
Present

Exophthalmos

Absent
Present

Pupiliary size

Miosis
Nortal
Mydriasls

Salivation

Absent
Present

Secretion

Absent
Present

Observation in arena

Posture

Normal
Crouching position or hunchback position
Prone position or lateral position

Motor activity

Significantly decreased
Decreased

Normal

Increased

Significantly Increased

Respiration

Normal

Slightly insufficlency
Moderately Insufficiency
Severely insufficiency

Lid closure

Absent
Present

Gait

Normal

Staggering gait

Tip toe gait

Shuffling (paralytic) galt
Galt disturbance

Tremor/twitch/convulsion

None
Tremor
Twitch or convulsion

Systematic tonic convulsion (opisthotonus or eplsthotonus ete.)

Stereotypic behavior

None
Circling
Grooming
Sniffing

Head bobbing

Abnormal hehavlor

A48 <SS TOWO |TOOO ¢

None

Self-biting

Backing

Circling

Rolling

Writhing
Vocalization

Straub tall

Tall lashing behavior
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Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detalled clinical observations

Male
Predosing Dosing 1 week
Dose (mg/kg/day) 0 50 250 0 50 250
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Ease ofremoval 0 5 5 5 5 4 5
Removal from +1 0 0 0 0 1 0
cage +2 0 0 0 0 0 0
0 4 5 4 3 5 4
Vocalization +1 1 0 1 2 0 1
. +2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle tone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 [ [3 5
temperature + 0 0 0 0 0 0
- 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
- 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
Handling - 5 5 5 5 5 5
observation ~_eddening + 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
- 5 5 5 5 5 5
Exophthalmos + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Puplllary 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 0
-1 0 0 0 0 0 0
Motor activity 0 4 5 5 4 3 4
+1 1 0 0 1 2 1
+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
- 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
) 0 0 0 0 0 0
Galt T 0 0 0 0 0 o]
P 0 0 0 0 0 0
Observation %D g g g g g g
Inarena  rremor 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 c 0 0 g g 8 g
behavior G 0 0 :
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
Abnormal ¢ 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
w 0 0 0 0 0 0
\ 0 0 0 0 0 0
ST o} 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.8 +0.8 0.0 +0.0 0204 1.4 £1.7 0.6 £0.8 0.4 +0.8
Urination 22+13 20+23 1.8+£1.8 1.0+1.4 1.6 +1.8 4,2 +3.9

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 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detalled clinical observations

Male

Dosing 2 week ) Dosing 3 week
50 250 50 250

Dose (mg/kg/day)
Number of animals

Ease of removal 0
Removal from +1
cage +2

Vocallzation +1

Muscle tone 0

Subnormal
temperature

Plioerection

Staining hair

Unkempt hair

Paleness

Handling

observation Reddening

" Cyanosls

Lacrimation

Exophthalmos

Pupillary size

Salivation

Secretion

Posture +1 ’

Motor activity 0

Respiration

Lid closure

Galt

Observation

in arena Tremor/ twitch/
convulsion

Stereotypic
behavior

Abnormal
behavior

OVOOOOOOOO’OOOOOIOOOO‘IOOOOO’IOO\OOOC’NOOOIOOOOU!OO!OO\OU!OOOIOOIOOIO0!OO’IOO’IOO!OO!OU’IOU‘IOOODNOOOIOOm o
CO0O000CO0CO0O0OUIIDQOOUIODODO MO OO O OO IO O O OO - W =2 O|l0 O OO O OHO O1 OO GIlO MO OO GO OO ;|O o oljlo UIjlOo 1 ojo W Nd|o O 1O O|;
00O C0CCOO0OO0QOR|OCODOR|[OOOMOCOOROMlOOONOODMOO|OCO RO RO RO A OO MO HMO MO MO AO MO MO MO DO MNOjJONMN|OO SOOI
00000 OMOOOOMOOONOOOCOOMHO NOO O GO 25 O 0|0O0 GO OO MO U1 OO GO OO MO OO MO UI|O GI|O O MO T OO O UIO O 1 O Ot
o000 OoOoOMocOCcCOORNCOONOOOORMNOMOCOONMNOOWO|0O0 MO MO MO MO|O MO MO MO MO MO MO MO MO BMOMOJONNOO MO O

“4f<sHOowo |TOO  |[EELol8u—w |+

0
Defecation® 04+09 04105 0.5£0.6 02£04 0.2+04 0.3+0.5
Urination ® 28141 3.8£3.2 13£1.9 18 +3.0 6.6 +9.1 2.5 + 2.5

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
Dose (mg/kg/day) 0 50 250

Number of animals 5 5 4

-2 0 0 0

-1 0 0 0

Ease of removal 0 5 5 4

Removal from +1 0 0 0

cage +2 0 0 0

0 3 4 3

Vocalization +1 2 1 1

+2 0 0 0

-1 0 0 0

Muscle tone 0 5 5 4

+1 0 0 0

Subnormal - 5 5 4

temperature + 0 0 0

- 5 5 4

Pilioerection + 0 0 0

- 5 5 4

Stainhing halr + 0 0 0

. - 5 5 4

Unkempt hair + 0 0 0

- 5 5 4

Paleness + 0 0 0

Handling - 5 [ 4

observation Reddening + 0 0 0

- 5 [ 4

Cyanosls + 0 0 0

- 5 5 4

Lacrimation + 0 0 0

- 5 5 4

Exophthalmos + 0 0 0

- -1 0 0 0

Pupillary size 0 5 5 4

+1 0 0 0

- 5 5 4

Salivation + 0 0 0

- 5 5 4

Secretion N 0 0 0

0 5 5 4

Posture +1 0 0 0

+2 0 0 0

-2 0 0 0

-1 1 1 0

Motor activity 0 4 4 4

+1 0 0 0

+2 0 0 0

0 5 5 4

+1 0 0 0

Respiration +2 0 0 0

+3 0 0 0

- 5 5 4

Lid closure : 0 0 0

- 5 5 4

S 0 0 0

Galt T 0 0 0

P 0 0 0

Observation L3 L .

In arena Tremor/ twitch/ ~ +1 0 0 0

convulsion +2 0 0 0

+3 0 0 0

- 5 5 4

Stereotypic g g 8 8

behavior s 0 0 0

H 0 0 0

- 5 5 4

] 0 0 0

B 0 0 0

Abnormal g g g g

behavior W 0 0 0

\ 0 0 0

ST 0 0 0

T 0 0 0
Defecation® 0.0+0.0 0.4 +0.9 0.3 +0.5
Urination ¥ 0.0 £0.0 0.8+1.8 1829

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 50 250
Number of animals 5 5 4
-1 0 0 0
Approach contact/ 0
touch response 5 5 4
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 4
, +1 0 0 0
Sensorimotor 1 0 0 0
function Pain response 0
(tall pinch) 5 5 4
+1 0 0 0
+
Pupiltary reflex 5 5 4
- 0 0 0
+
Air righting reflex 5 5 4
- 0 0 0
Forelimb ~
Grip strength ?re .m (9) 215 +17 210 £43 218 £ 59
Hindlimb (g) 320 27 314 +43 336 £42
0-10 (min) 180 + 69 187 £ 34 188 £ 42
10-20 (min) 95 +30 120 + 58 129 £13
.+ 20-30 (min) 9152 65 +71 62 +46
Motor activity .
[Interval] 30-40 (min) 82 £33 109 £ 51 65 £ 53
' 40-50 (min) 54 + 50 64 70 27 £32
50-60 (min) 30+36 69 + 54 33 +B67
Total 532 +212 815 £311 505 £ 97

*: 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
Sensorimotor al Hyper reaction
function Pain response (tail pinch) -1 No reaction
‘ 0 Normal
+1 Hyper reaction
Pupiliary reflex + Normal
- Abnormal reaction
Air righting reflex + 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
50 250
(mglkg/day)
Administration 1 143.24 143.87 144,52
period (day) £7.00 (17) 14,96 (17) 45,07 (17)
3 160.42 157.08 148,38 **
48,80 (13) 17,45 (13) 12,21 (13)
7 197.26 188.40 170.78 **
41222 (13) £8.66 (13) +12.84 (12)
14 258.80 244,99 229.08 **
+17.48 (9) +13.85 (9) 421,19 (8)
21 318,00 292,08 264,45 **
116,63 (5) 422.83 (5) 120.71 (4)
28 362.02 325,06 * 201,63 **
+11.82 (5) 127,85 (5) $26.65 (4)

Vealues 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 § Twenty-sight-day repeated-dose oral toxicity study in rats B10-0124
Summary of food consumptl%/rat/day) : male
(mg?;;(ejay) 0 50 250
’:gr'i’:g‘(s;;a;;m 1 17.96 17.48 17.82
+ 1.51 (13) + 1.16 (13) + 147 (13)
3 19.46 18.57 15.04 *
+ 1.84 (13) + 1,53 (13) + 3.33 (13)
7 22.45 20.96 10.68 **
t 2,30 (13) + 1.51 (13) + 223 (12)
14 22.84 21.92 20.88
248 (9) 207 (9) £ 260 (8)
21 23,79 21.52 20.21
t 217 (5) t 258 (5) t 1.82 (4)
28 23.10 21.29 19.24 *
+ 1.10 (5) t 224 (5) t 206 (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 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 50 250
. 10.0 7.6 45*
Urine volume (ml) £3.2 (5) £3.4 (5) 1.7 (4)
806.0 1155.8 1683.0 **

Uosm (mOsmiL) £200.2 (5) £519.9 (5) £318.2 (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 6-2 Twenty-elght-day repeated-dose oral toxicity study in rats

Summary of urinalyses; Male

Group Twenty-eight-day treatment

Dose {mg/kg/day) 0 50 250
ltems No. of animals 5 4
Color

SY 0

Y 2 1

YB 1 3
Turbldity

Clear 0 4 4

Cloudy 5 1 0
pH

6.0 0 2 3

6.5 3 3 1

7.0 2 0 0
Protein

+ 4 0

1+ 1 4

2+ 0 0
Glucose

- 5 5 4
Ketones

- 0 3 2

+ 4 0 0

1+ 1 1 0

2+ 0 1 0

3+ 0 0 2
Occult blood

- 3 5 4

1+ 2 0 0

Color:SY: Slightly yellow,Y: Yellow,YB: Yellow-brown.
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Table 6-3 Twenty-eight-day repeated-dose oral toxiclty study in rats

Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 50 250
Items No. of animals 5 0 4
Urinaly sediment
Red blood cells

0 5 — 4
White blood cells

0 5 4
Epithellal cells ®

0 5 -— 4
Casts

0 5 — 4
Crystals

+ 2 -

1+ 2 —

2+ ) 1 -— 0

#: Number of celis/10views(x400),
5: Number of casts/18x18 mm?,
9:Incidence of crystals/18%x18 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
o Dose One-day treatment
(mg/kg/day) 0 50 250

RBC (x10%L) 5322 .(4) 1.1,28 @ g;: @
Ho (g/dL) i @ £70 @ 2095
Ht (%) 3132 4 g:;? 4 :;:J: )
McvV (fL) Il;i (4) :?:gg 4 Z?:: (4)
MCH (pg) Zé?i 4 ::);3 @ iggg @
MCHC (g/dL) Zﬁii @ 2333 @ :8:?2 @
Platelet (x10%uL) 1::::7 (4) 1:::22 3] lgggi @
Reticulo (%) l}?i () ng 4 llgg @)
WBC (x10%/uL) P @ pory @ #1796 @
Differentiation of leukocyte

Neutro (%) l:gg ) ;tgg: 4 l::g (4)

Lymph (%) :;3; @ :2:3: (4) :;:gg 4)

Eosino (%) tg:g (4) :g:z 4 iggg 4

Baso (%) £0.20 @) o2 (4) iggi )

Mono (%) 12:;2 (4 :tg:gg (4) i§:g$ (4)

Luc (%) ig::g (@) iggi 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 control at P<0.01.
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Table 7-2 Twenty-elght-day repeated-dose oral toxicity study In rats
Summary of hematological examinations:Male
Dose Seven-day treatment
ltems
{mg/kg/day) 0 50 250
707.8 694.3 686.8
. .
RBC (x10%/pL) £33.7 (4) +28.9 (4) 120.5 (4)
18.23 14.38 13.95
Hb (/L) £0.82 (4) £0.57 (4) £0.82 (4)
50,33 48.03 47.25
0,
Ht (%) £3.12 (4) £2.20 (4) £2.36 (4)
71.06 69.20 68,78
MCV (fL) +1.26 (4) 2.54 (4) +1.84 (4)
21.45 20.68 20.28 *
MCH (pg) 0,31 (4) +0.76 (4) £0.64 (4)
30.20 29,83 29,50 *
MCHC (g/dL) £0.29 (4) +0.39 (4) +0.42 (4)
127.80. 157.98 198.43 **
4
Platelet (x10%L) 8.19 (4) £12.93 (4) +47.36 (4)
9.50 7.93 7.55
0,
Reticulo (%) +1.68 (4) +0.63 (4) £0.78 (4)
2 84.00 80.20 57.63 *
WBC (x10%/uL) 125.24 (4) +26,22 (4) £3.43 (4)
Differentiation of leukocyte
: 11.35 16.55 17.98
0,
Neutro (%) £2.83 (4) +6.94 (4) £7.28 (4)
o 83.48 77.70 76.35
Lymph (%) 3,72 (4) £7.08 (4) £7.99 (4)
0.43 0.38 0.30
0,
Eosino (%) $0.21 (4) £0.17 (4) +0.08 (4)
0.80 0.78 0.65
0,
Baso (%) +0.32 (4) +0.17 (4) +0.25 (4)
3.18 3.63 3.70
()
Mono (%) £0.88 (4) £0.74 (4) £0.67 (4)
' 0.75 0.95 1.00
()
Luc (%) £0.10 (4) £0.21 (4) £0.37 (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<0.08,
** 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 hematoiogical examinations:Male
Hems Dose Fourteen-day treatment
(mg/kglday) 0 50 250

RBC (x10*pL) ZZ?: @ Z;gg 4) :Zgig 4
Hb (9/d) o @ 1082 8 02
Ht %) 2243 b 278 (& 056
MCV (L) :?:2;3 @) :ﬁi ) i§j§Z @
MCH (pg) 2252 @ iggg @) ;ggg @
MCHC (g/dL) 2823 @ :ggg ) igzz @
Platelet (x10%uL) 1::22 “ l?g(a): *(*4) lfégg *(4)
Reticulo (%) ig?g @) tggg o) :t?;?l (4
WBC (x10%/uL) l}gzi 4 ;eg::gg “4) ;::33 “
Differentiation of leukocyte

Neutro (%) l;g? (@ li:g @ lgg'al @ .

Lymph (%) Zgﬁg ) Ig;g (4) :::32 ©)

Eosino (%) *gfg ) tg::ig (4) ig:gg @

Baso ) 2008 (& w018 (& 021 (0

Mono (%) c75 (@ 11 @ w0t @

Luc (%) ig::g @) igz? “@ igﬁ? “

Values are shown as Mean £ S.D.,

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

* 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-elght-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
. Dose Twenty-eight-day treatment
(ma/ka/day) 0 60 250

RBC (x10%uL) I:::g () 712:2 () Z?? o
Ho (g/dL) N e - o @ 1050
Ht (%) 1?132 ®) tos2 ®) Yy (4)
“MCV (fL) iifﬁ (5) :g:gg {5) :(3,32 4
MCH (po) lg:i; 5) lggi *(5) lgﬁ? *(*4)
MCHC (g/dL) 28;2 () :ggg ® ii:ﬁ “@
Platelet (a0t 113:;2 ) lﬁijg ®) 13333 @
Reticulo (%) i§j§§ &) iﬁjlg ) 13128 @)
WBC , (x10%/L) i§§j§§ ®) :Zg:gi (5) tgggg @
Differentiation of leukocyte

Neutro (%) lg?i (5) zgfg (5) i;::: 4

Lymph (%) Zig (5) Sgg (5) 1;:2? O]

Eosino (%) tg:?g (5) ig:gg (5) tgzgg )

Baso (%) tg:gg (5) igﬁs (8) ig;g )

Mono (%) ;:gg (5) d:gg(zJ (5) ;zg 4

LUC (%) ot ®) 1022 (5) w028 o)
PT (se0) li;: ) ilgg (4 igg; ®)
APTT (sec) l;i? @ l§:g$ @) if?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 8-1 Twenty-elght-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
Items
(mg/kg/day) 0 50 250
90.5 76.0 80.56
AST ('U’L)A +13.3 (4) 6.0 (4) £11.8 (4)
' 31.8 25,5 29.5
ALT (uL) 5.5 (4) $3.7 (4) 2.1 (4)
926.0 923.0 887.3
ALP (um) +138.8 (4) 163.8 (4) £120.0 (4)
10.95 10.18 9.83
BUN (mg/dL) £1.89 (4) £0.96 (4) £2,37 (4)
0.160 0.143 0.148
Creatinine (mg/dL) £0.020 (4) £0,010 (4) £0.015 (4)
. 0.053 0.058 0.058
T-Bi (mgfdL) £0.017 (4) £0.013 (4) £0.010 (4)

Values are shown as Mean + S.D..

Flgure(s) in parentheses indicate number of animals used for the statistical analysis.
* Slgnificantly different from vehicie control at P<0.05.

** Significantly different from vehicle control at P<0,01.
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B10-0124

Table 8-2 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 50 250
79.0 83.0 95.3
AST (IUL) 5.4 (4) +13.8 (4) £17.6 (4)
32.5 ' 37.8 443"
ALT (o) £3.8 (4) £7.0 (4) £7.2 (4)
921.3 688.0 744.8
ALP (UL £155.5 (4) +105.7 (4) +168.0 (4)
9.88 9.85 12,33
BUN (mg/dL) £0,98 (4) £1.01 (4) £1.83 (4)
0.163 0.173 0.180
Creatinine (mg/dL) 0,015 (4) +0.013 (4) +0,014 (4)
0.065 0,048 0.058
T-BIl (mg/dL) £0.013 (4) 0,005 (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 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
Items
(mg/kg/day) 0 50 250
705 72,0 84.0
AST (u) 6.2 (4) £224 (4) £19.1 (4)
25.5 31.5 455
ALT (un) 5.1 (4) +16.7 (4) £19.1 (4)
856.0 539.0 ™ 655.0 *
ALP (o) 1010 (4) 826 (4) £105.2 (4)
9.23 11.35 12,63 *
BUN (mg/dL) £1.04 (4) £2.41 (4) £1.46 (4)
0.205 0.210 0.188
D (mg/dL) 30,017 (4) £0,008 (4) £0.010 (4)
0.045 0.035 0.038
T-Bl (mg/dL,) £0.008 (4) £0.010 (4) £0.010 (4)

Values are shown as Mean = S.D.,

Flgure(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-elght-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Herns Dose Twenty-eight-day treatment
{mg/kg/day) 0 50 250

AST Uy 20 @ s18s (4 26
ALT (un) ot @ oy *(4) :l:g *(3)
ALP au) cids (@ 1650 (4 HoT4 @
ChE (lunL) iijg ) jg? 4 1223 (3)
y-GTP () ig:gg @ ;:g: @ iggz (3)
T-Cho (mg/dL) 22(1) @ 1:::: Z;) 222 *(*3)
TG (mg/dL) 5313 (4; 1‘15::2 @ Jfﬁg ()
BUN (mg/dL) jﬁi@ @ lﬁ: @) 1‘11?; (3)
Creatinine (mg/dL) ig:ﬁg? “) i&égg @) tgﬁgg @)
T-Protsin (g/dL) o @ w021 *(;) 02 *(*3)
Aloumin (grdL) :t(zi:?g @ :!:g::g *(4) ig::; *(*3)
AIG ratloA ) igg?g ) 13822 (4) igggg @
Glucose (mg/dL) lggg @) :gg @) :gz *(*3)
T-Bi (mg/dL) ﬁg:g‘z‘g 4 w0005 @ w0012 @
TBA (Wmol/L) 122:33 “ 12:12 @ é:jg @)
P (mg/dL) lffZ @) lggg () l:;; )
Ca {mg/dL) lﬁg? (4) lgig, *Z4) lgg: *(3)
Na (mEq/L) 1:;2 @ 1:?:2 @ 1:3:; 3
K | (mEaq/L) ig:?: @ ig:;g 4) tg::g (3)
cl (mEg/L) 1:1:;2 ) :gﬁgg (4) :;,:gg 3)

Values are shown as Mean + S.D..

Figure(s) In parentheses indicate number of animals used for the statlstical analysis.

* Significantly different from vehicle control at P<0.05,
** Significantly different from vehicle control at P<0.01,
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Table 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of absolute organ weights:Male
Homs Dose One—day treatment

(ma/kg/day) 0 50 250

Liver @ igg;: ) ig;gg :4) igggg *(4)
Heart (@ ;bgg'z/f %) igggg 4 tgggg (4)
Kidney(R) (@) *gggg (4) :hgg?g (4 tg:ggi 4
Kidney(L) C) igglg @) igggg “ tg:ggg )
Kidneys @ 131532 @ | :I::):ggi @) t;:?ii @)
Testis(R) (@ ig:g:,? 4) ig:ggg {4) ig:ggg 4
Testis(L) (@ igg}i ) igggg @ ;,’j‘;?? @y
Testes (9) i;ggi (@) 1(1)(2):2 (4) ig;(ﬁ (4)
Epididymis(R) (9) ig:ggg @ ig:ggg 4) tg:gﬁg 4)
Epididymis(L) (@ 18:8—1,3 () ig:g;g {4) ig:gg: (4)
Epldidymides (@ ig:;?g o) *g:;gg (4) ig:;gg (4)
Ventral prostate (@) ig:g:g (4) ;g:gzg (4) ig:g:g (4
Dorsolateral © 0.068 . 0065
prostate 0,017 (4) 0,022 (4) £0.017 (4)
Brain @ 13322 @ tg:gg @ téggg @)
Spleen @ ig:ggg (4) tg:gig (4) ig:g:g (4
Thymus (mg) :ggf;; 4) :g::gg 4) ::Zg:gg (4)
Pltultary gland (mg) ,,gﬁgg (45 igsg 4 tgzgg (4)
Thyroid (mg) lfgi @ lf;i @) l?ig @
Adrenals (mg) ig:g: (4) Z?;g (4) : :::gg (4)
Final body weight  (g) 1:;:2:25 (4 12::2 4 12::?? “

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Slgnificantly 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-elght-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven—day treatment
ltems
(mg/kg/day) 0 50 250
6.180 10.070 ** 12,368 **
Liver @ +0.681 (4) 0,352 (4) +0.923 (4)
0.833 0.698 * 0.756
Heart (@ £0.074 (4) £0,045 (4) £0.057 (4)
0.820 0.823 0.803
Kidney(R) Cl 0,027 (4) £0.046 (4) £0.099 (4)
0.803 0.810 0.815
Kidney(L) @ +0,055 (4) £0,040 (4) £0.080 (4)
. 1.623 1,633 1,618
Kidneys @ $0.071 (4) 10,084 (4) £0.180 (4)
0.790 . 0923 0.855
Testis(R) @ £0.184 (4) £0.051 (4) £0.119 (4)
' 0.928 0.913 0.858
Testis(L) @ £0.122 (4) 40,065 (4) 0.118 (4)
1.718 1,835 1.713
Testes @ $0,096 (4) £0.113 (4) £0.236 (4)
0.108 0.105 0.110
Epididymis(R) © £0.013 (4) 0,010 (4) 0,008 (4)
. 0.113 0.105 0.108
Epididymis(L) (@) +0.017 (4) 0013 (4) +0.005 (4)
0.220 0.210 0.218
Epldidymides (0) £0.029 (4) 0,022 (4) £0.010 (4)
0133 0.118 0.105
Ventral prostate  (g) £0,042 (4) 0,005 (4) . 0,026 (4)
Dorsolateral @ 0.093 0,090 0.080
prostate 0,028 (4) 0,022 (4) +0.018 (4)
1.763 1.823 1,838 *
Brain @ 0,061 (4) 0,036 (4) 0,005 (4)
Sploon @ 0,465 0,383 0.305 *
£0.117 (4) 0,039 (4) £0.040 (4)
626.15 450,00 * 405,80 **
Thymus (mg) £88.96 (4) £26.88 (4) £77.53 (4)
. 6.75 6.30 578 *
Pituitary gland (mg) 079 (4) $0.18 (4) 026 (4)
14,33 12,08 10,53
Thyrold (mg) £1.82 (4) 1299 (4 £1.34 (4)
33.60 31.10 33,90
Adrenals (ma) £5.44 (4) £3.01 (4) £3.69 (4)
173.48 160,60 151,73 ™
Final body weight  (g) £11.87 (4) £1.90 (4) £7.05 (4)

Values are shown as Mean & 8.D..

Figure(s) in parentheses Indicate number of animals used for the statistical analysls,
* Significantly different from vehicle control at P<0,08,

** Significantly different from vehicle control at P<0.01,
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Table 9-3 Twenty-eight-day repeated-dose oral toxiclty study In rats
Summary of absolute organ welghts:Male
Dose Fourteen—day treatment
ltems
: (mg/kg/day) 0 50 250
Lver © 7.928 13,475 ** 15.490 **
8 £0.790 (4) £0.844 (4) £1.571 (4)
Hoart @ 0.920 0.945 0.845
g 0,047 (4) 0,042 (4) £0.081 (4)
0.970 1,038 1,000
Kidney(R) @ £0,029 (4) £0,005 (4) £0.124 (4)
0.970 0.988 0.958
Kidney(L) @ £0,075 (4) ° £0,025 (4) +0.123 (4)
1.940 2,025 1,958
Kidneys (6) £0.101 (4) $0,025 (4) £0.243 (4)
1.250 1.253 1.155
Testis(R) (@ £0.098 (4) £0.126 (4) £0.233 (4)
1.240 1.253 1.148
Testis(L) @ $0,085 (4) 0,131 (4) £0.238 (4)
2,490 2,505 2,303 .
Testes @ £0.182 (4) £0.257 (4) £0471 (4)
. 0.188 0.170 0.145
Epididymis(R) @ £0,028 (4) £0.014 (4) $0.037 (4)
0.168 0.165 . 0.138
Epididymis(L) @ 40,005 (4) 10,017 (4) £0.042 (4)
0,355 0.335 0.283
Epldidymides @ £0.030 (4) £0.030 (4) £0.078 (4)
0.235 0.213 0.150
Ventral prostate  (g) £0,013 (4) 0,035 (4) 0,080 (4)
Dorsolateral @ 0.190 0.170 0.120
prostate g 0,026 (4) £0.022 (4) $0.072 (4)
1.898 1,888 1.863
Brain (©) 40,076 (4) 0,107 (4) 0,046 (4)
Solean © 0.605 0.548 0.463
P £0,093 (4) £0.074 (4) +0.119 (4)
Thymus i) 634,63 559,60 602.68
y £116.92 (4) 128,75 (4) £131.13 (4)
7.60 8.38 7.3
Pltultary gland (mg) £0.47 (4) $0.61 (4) +1.25 (4)
21.25 13.88 ™ 17.15 *
Thyrold (mg) +1.55 (4) +1.56 (4) £2,99 (4)
42.33 41,95 36.75 *
Adrenals (mg) £3.20 (4) +1.18 (4) £2.90 (4)
226,43 218.20 196,30 *
Final body weight  (a) £15.82 (4) £3,90 (4) £19.00 (4)

Values are shown as Mean + S.D..
" Flgure(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 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ welghts:Male
Dose Twenty-eight—day treatment
Items
(mg/kg/day) 0 50 250
Lver N 11,020 17.764 * 10,788 **
g $0.551 (5) +1.928 (5) 2,945 (4)
1.260 1.188 1.123
Heart @ 40,082 (5) £0.115 (5) £0,069 (4)
1.410 1.276 1.238
Kidney(R) @ 40,145 (5) 0,116 (5) 0,083 (4)
1.348 1.244 1,193
Kidney(L) © 10,132 (5) 0113 (5) . 0,096 (4)
Kidnevs o 2.758 2.520 2,430
4 £0.276 (5) £0.225 (5) 0,186 (4)
1,560 1,504 1,458
Testis(R) @ £0.211 (8) £0.100 (5) 0,292 (4)
1,580 1.478 1.435
Testis(L) @ 10,207 (5) £0,086 (5) £0.277 (4)
Testes @ 3.130 2.982 2,893
g 0,417 (8) 0,183 (5) £0,569 (4)
. 0.362 0.366 0.355
Epididymis(R) @ 0,036 (5) 0,031 (5) £0.042 (4)
0,350 0.360 0.355
Epididymis(L.) @ 0.034 (5) £0.023 (5) 0,029 (4)
0.712 0.726 0.710
Epididymides @ 10070 (5) +0.051 (5) $0.070 (4)
0.416 0.368 0.340
Ventral prostate (9 0,150 (5) £0.028 (5) £0,049 (4)
Dorsolateral @ 0.314 0.324 0.318
prostate @ 0,060 (5) 0,032 (5) +0.051 (4)
1,008 0.922 0.873
Seminal vesicle  (g) £0.274 (5) 0,116 (5) £0.046 (4)
Brain ’ @ 1.920 1,968 1,938
8 £0.111 (5) 0,059 (5) £0.082 (4)
Soleen @ 0.660 0.556 0.443 ™
pieen. g 0,075 (5) 0,076 (5) 0,067 (4)
Thymus . 514.28 479.14 384.35
Y g 61.91 (5) £83.16 (5) 118,22 (4)
10.64 9.60 8.30 *
Pitultary gland (mg) £1.23 (5) +1.13 (5) £0.42 (4)
1898 17.16 18.35
Thyroid -~ (mg) 3,52 (5) £2.48 (5) +1.24 (4)
53.46 48.04 44,53
Adrenals (mg) 6.94 (5) 3.68 (5) +6.68 (4)
336.16 304.46 260.28 ™
Final body weight  (9) £9.33 (5) 26578 (5)  425.21 (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<0,08,

** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxiclty study in rats

Summary of relative organ weights:Male
ltems Dose One~day treatment

(mglkg/day) 0 50 250

Liver (g/100g) igﬁg @) ig;gg 1;4) ingg *(‘;)
Heart (9/100g) tg;ﬁlﬁ ) tgjglg (4) tgggi 4
Kidney(R) (g/100g) tgg;g () igggf (4 igggg (4)
Kidney(L) (g/100g) ig:ggg @) ig:gig (4 ig:ggg (4
Kidneys (g/100g) i;:g;? (4 1(1):825 (4 ig:ggg (4)
Testis(R) (9/100g) ig:ggg 4 iggg_: (4) tg:g;g (4)
Testis(L) (9/100g) :g:ggz @ ﬂ:g:g?g @ :g:g;i @
Testes (g/100g) i:)ggg o) tggjg {4 iggzg (4)
Epididymis(R) (g/100g) tg:gg: ) | ig:ggg (4 ig:gfg 4
Epididymis(L) (g/100g) tg:ggg (@) ig:gg: (4) :tg:g;g (4)
Epldidymides (g/100g) ig;ﬁg @ tg;},ﬁ,ﬁ @ igﬁégi- @
Ventral prostate (g/100g) 128:: @ igg?ﬂ @ igggg )
ﬁﬁw (g/100g) imw 'ﬁmm ﬁmw
Brain (g/100g) 12,‘1‘22 ) 1:::322 (4 i;gg? )
Spleen {a/100g) igggg ) igggg 4 igg?g 4) .
Thymus (mg/100g) :g;;? @) 22252 ) | 222:22 4
Pituitary gland (mg/100g) ig:lg (4) tg:gg 4 ig:g (4
Thyrold (mg/100g) lgli ) lﬁ’ﬁg (4) ;:g: (4
Adrenals (mg/100g) i:gg (4) iggg ) ig?g 4
F—ir;:!- body welght  (g) 12;::2‘(4) 12:3 (4 | 1:::?? 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-sight-day repeated-dose oral toxicity study in rats
Summary of relative organ welghts:Male
foms Dose Seven-day treatfnent
(mglkg/day) 0 50 260

Liver (g/100g) ;,fgg @) ig;gg ;:;) :g;fg *(:1)
Heart {g/100g) ig:gfg (4 igjﬁig 4 ig:ggi 4)
Kidney(R) (g/100g) xgigg @ igg;g @) tggig @)
Kidney(L) (9/1009) ig:g?g @ igggg @ igﬁgig *(*4)
Kidneys (9/100g) igj?,ii ) igglg (4) iggg? *(4)
Testis(R) (9/100g) tg::gg (4 igg;g (4) tgg: (4)
Testis(L) (g/100g) iﬁjﬁii @) tgggg (4) igggg @
Testes (9/100g) igfif (4) téjééf () :ggg ()
Epididymis(R) (9/100g) igggg (4 igggg (4) :gggg *(4)
Epididymis(L) (9/100g) ig:gfg (4 ig:ggg (4) tg:ggg (4)
Epididymides (g/100g) tg:;gf (4 tg::)?g (4) ig:;:g #
Ventral prostate (9/100g) igg;g 4 igggg (4 ﬂ:gg;g (4)
griﬁi'tite'a‘ (9/100g) tg:gfg ) 1&2?3 @) 1218?2 @
Brain (9/100g) i @ w0531 (4) s0.088 *('4>
Spleen {0/100g) ig:sig ) igﬁgzg (4) tgzggg *(4)
Thymus (mg/100g) i1e @ He07 (@ w75 @
Pltultary gland (mg/100g) tﬁ;f,i’ @) :tgfg @ iﬁ:?g @)
Thyrold (mg/100g) *_3123 o Jgg (4) tg:gi @
Adrenals (mg/100g) lg:gz (4 lg:?g (4) ﬁzg (4)
Final body weight  (g) lﬁg: (4) 12(1):28 {4) 1:;';: :‘)

Values are shown as Mean t 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 relative organ welghts:Male
Hems Dose Fourteen—day treatment
(mg/kg/day) 0 50 250

Liver (g/100g) ig:gg: ) :l:g:;gg :1) ﬁ:g:zgg *(:1)
Heart (9/100g) igﬁ;ﬁ ) 13333(4) tgﬁig 4
Kidney(R) (g/100g) iﬁ:ﬁig @ ig:ggg ) tg:g(:: *(;>
Kidney(L) (9/100g) 181333 (4 ig:gfg 4 tg:ggg *(*4)
Kidneys (g/100g) igg:? ) igggg (4 :tgggg *(:1)
Testis(R) (g/100g) iﬁjﬁif ) :bgg;? 4 tg:ggg (4)
Testis(L) {9/100g) ig:gzg ) ig:ggg @ ig:ggg (4)
Testes (g/100g) i:;::;gg (4) ig::gg “ 1(1):132 (4)
Epididymis(R) (g/100g) ig:gg: ) ig:g:g (4) igﬁgﬁ (4)
Epididymis(L) (9/100g) ,g:gZZ (4) igg:g (4). xgg?g )
Epididymides (9/100g) tg:ggg (4 *ggfg (4) tg:;gz (4)
Ventral prostate (9/1009) :g:;?g @) ig:g?g o) ig:gg 4
.mi'ff'a' (g/100g) ig:ggg ) igzg:g @) :g:ggg @
Brain (9/100g) g-_g:ggg (4 ig:gsg (4 ig:ggg (4
Spleen - (9/100g) igfgg (4) tgfgg (4 igﬁzg? (4)
Thymus (_mg‘/1009) ig;gg (4 i?jg: 4 :g;gg (4)
Pituitary gland (mg/100g) tg;i ) ig:gg 4 ;:gg 4
Thyrold (mg/100g) ;32 ) ig::: :;) ﬁiﬁ? (4)
Adrenals (mg/100g) l?;f @) 12:2? 4 l?:? @
Final body weight  (g) i?:g: (4 zlggg 4 l?ggg ;4)

Values are shown as Mean x S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Slgnificantly 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 welights:Male
oms Dose Twenty-sight-day treatment
(mg/kg/day) 0 50 250

Liver (9/100g) igﬂ? (5) :tgg:g (5) , tgg:? '(*4)
Heart (g/100g) igﬁ;g (5 18:32: (5 :i:g:gg (4)
Kidney(R) (9/100g) 006 () w0028 (5) 2022 (0
Kidney(L) (9/100g) tg:ggs ) :tgg;g 6) tgiﬁ'?? *(4)
Kidneys (9/100g) ig:gz: (5) ;tg:gi: (®) tg:ggg (4)
Testis(R) (g/100) 181323 ® ig:gis ®) ig:?:g @
Testis(L) - . (g/100g) igg;g ®) 12322 (5) | :tgf?? 4
Testes (g/100g) ig??: (5) :l:gggg (5 i;g;g @)
Epididymis(R)  (g/100g) ig:;?g (5) ig;ﬁ () igézg (4
Epididymis(L) (9/100g) ig:;g; 5) - 182)1: (5) tg;??/ ‘(4)
Epididymides (g/100q) igﬁli ) s:g:g;g ©) igfﬁg *(4)
Ventral prostate (g/100g) iggig ® ig:)ﬁ ®) ig:g?g (@)
Erzr:tzltaeteral (9/1000) :g:g?g ®) :tg:;?g ®) igiél’f @
Seminal vesicle (g/100g) 18(233: ® igggg ®) iggig )
Brain (9/100g) ig(s);g ) ig:g:g ;5) igg;g *(*4)
Spleen (9/100g) :bg‘;gg (5) ;tg';?: (5) igg?: *(4)
Thymus {mg/100g) l?:gi 5} lg;:jg (6) lg:ﬁg (4)
Pltultary gland | (mg/100g) ig:;? ) ig:;g (6) igf]]g 4)
Thyrold {mg/100g) j?g (6) jgg (5) t?:gg (4)
Adrenals {mg/100g) lggi (5) l?gs (5) l?gg (4)
Final body welight  (g) 328:;2 (5) 222:;2 (5) iggi? ;;)

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

Figure(s) in parentheses indicate nhumber of animals used for the statistical analysis.
* Slgnificantly 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 50 250  (mg/kg/day)
SS ss ss
49 4 4
No abnhormalities detected 4 3 2
Liver
Enlargement 0 0 1
Kidney
Cyst 0 1 0
Testis
Small, unilateral 0 0 1
Epididymis
Small, unitateral 0 0 1

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

Male
Findings 0 50 250  (mg/kg/day)
SS ss ss
4 4
No abnormalities detected 3
Liver
Enlargement 0 4
Whitish region 0 1 3
Testis
Small, unilateral 1 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 examinations; Fourteen-day treatment

Male
Findings 0 50 250  (mg/kg/day)
sS sS ]
42
No abnormalities detected 4
Liver
Enlargement 0 4

---------------------------------------------------------------------------------------------

Whitish region

ss; scheduled sacrifice animal.
" a) Number of animals examined.
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Table 11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations; Twenty-eight-day treatment

Male
Findings . 0 50 250 (mg/kg/day)
$S ss ss d
R 5 1
No abnormalities detected 5 0
Emaciation 0 1
Glandular stomach
Blackish region of mucosa 0 0 1 0
lleum ‘
Blackish contents 0 0 0 1
Liver
Enlargement 0 5 4 1
Whitish region 0 0 2 1""
Seminal vesicle
Small 0 0 0 1
Spleen |
Small 0 0 0 1

ss: scheduled sacrifice animal, d: dead animal.
a) Number of animals examined.

- 60 -



B10-0124

Table 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: One-day treatment

Male
Findings Grade 0 50 250  (mg/kg/day)
sS sS ss
49 4 4
Liver
No abnormalities detected 4/49 - 4/4
Kidney
No abnormalities detected 4/4 1M 4/4
Testis
No sbnommalifes detected T
'Necrosis/Seminiferous tubule iy o4 = 1/4
Epididymis
Necrosis/Duct/Unilateral o+ — —— m
Ventral prostate
No abnormalities detected 4/4 — 4/4
Dorsolateral prostate
No abnhormalities detected 4/4 -— 4/4
Bone marrow
'No abnormalities detected 4/4 - 4/4
Spleen
Noabnormalllesdetected ... s SO o SRR .
.l;hagocytosis/Pyknotic lymphocyte + 0/4 0/4 1/4
Thymus
Noabnomalies detected . ... s SO SOOI SRS
'Phagocytosis/Pyknotic lymphocyte . + 0/4 0/4 1/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+; slight, +++: severe,
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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 50 250  (mg/kg/day)
ss SS SS
49 4 4
Liver
No abnormalities detected ... oA . S
ﬁ)}béft'r'o;')'ﬁ)-/ with prominenf nucleoii + 0/4 4/4 ..... 1'/4 -------
and ground glass appearance/ = ceessressessssesesiee e
Hepatocyte/Centrilobular i 0/4 0/4 3/4
Necrosis/Hepatooyte/Focal ¥ o4 14 34 T
Kidney
No abnormalities detected 3/4 - _3/4
CystSubcapsule 7 ST e T
Testis :
No abnormalities deteoted .o AT A,
Focal atrophy/Seminiferous tubule ++ 1/4 -— 0/4
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 abnormalties detected . - S
Congestion d o4O
Hematopoiesis, extramedullary, Ly o4 o4 "
decreased ++ 0/4 0/4 1/4
Thymus
Nosbnormalifies deteoted s Ao SO S
Phagocytosis/Pyknotic lymphocyte ¥ "0/4 "0/ . 1/4

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 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 50 250  (mg/kg/day)
SS sS ss
49 4 4
Liver
No abnormalities detected ... v 84O O
'I'-K/]'c;értrophy with prominent nucleoli 4+ 0/4 4/4 2/4
and ground glass appearance/ = srsssressecesssescee e
Hepatocyte/Centrobular ... 04 L B,
. + 0/4 1/4 0/4
Necrosis/Hepatocyte/Focal e O./Z ------- Py 2/4 -------------------
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
Spieen
Nogbnormalties detected ... SN o SOOI . AR
Congestion @ OO O L2
;leegrw:;csazglems, extramedullary, ,+ 0/4 0/4 2/4
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 50 250 (mg/kg/day)
ss SS S d
5% 5 4 1
Trachea
AUONSIS® e OB 04
-No abnormalities detected 5/5 -— 4/4 -
Lung
No abnormalities detected 5/5 - 4/4 11
Submandibular gland
No abnormalities detected 5/5 - 4/4 11
Forestomach
PSS e O8O
No abnormalities detected 5/5 -— 4/4 -
Glandular stomach
O SIS e o5 ........ PR L A
No abnormalities detected e 5/5 - 3/4 T e
‘Necrosis/Fundic mucosaiFocal ¥ o5 e 77
Duodenum
AUOSIS e OB O
'No abnormaiities detected 5/5 -4
Jejunum
BOWSIS. el OB A
No abnormalities detected 5/5 -—- 4/4 -—
lleum
AYOYSIS e OO O
No abnormalities detected 5/5 - 4/4 -
Cecum
AUONSIS e LT O
No abnormalities detected . 56 - 44
Colon
AYONSIS e OB A
No abnormalities detected 5/5 -
Rectum
POWSIS et A ST SN S
No abnormalities detected 5/5 —- 4/4 —
Pancreas
No abnormalities detected 5/5 - 4/4 1M

ss. scheduled sacrifice animal, d: dead animal,

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined,
¢) Not avallable for further histopathological examinations.

-—: 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 50 250 (mg/kg/day)
SS sS ] d
52 5 4 1
Liver
No abnormaliies detected . .......487 05 o4 oM
'H)./b'e;trophy with pror'ninent nucleoli .,.+ ''''' 0/5 ’ 5/5 '''' 3}4 ’ 0/:|
and ground glass appearance/ = -sr-sserssseeeeveeeiesi e e e
Hepatooyte/Centrilobular ..ot 08 o8 A M,
. + 1/5 1/5 34 1M
Necrosus/Hepatécyte/Focal T s AT
Heart 4
‘No abnormalities detected 5/5 - 44 11
Kidney :
No abnormalities detected 5/5 — 44 11
Urinary bladder
AYONSIS) e, e N SO, L N
No abnormalities detected 5/5 - 414 -
Testis
B L .- S T M
No abnormalities detected 5/5 - 414 -
Epididymis
AUONSIS e OB O M
No abnormalities detected 55 - 44—
Ventral prostate
No abnormaiities detected 5/5 - 4/4 11
Dorsolateral prostate
AUONSIS e O O
No abnormalities detected 5/5 -— 44 -
Coagulating gland :
BUONSIS e OB el A SOy
No abnormalities detected . "5/5 - ‘44 -
Seminal vesicle
AUONSIS e . S
No abnormalities detected Y - 414 -

ss: scheduled sacrifice animal, d: dead animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined,
¢) Not available for further histopathological examinations.

-~ Not examined.

+: slight, ++: moderate, +++: severe.
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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 50 250 (mg/kg/day)
S8 ss sS d
59 5 4 1
Spinal cord
AUOYSISY e OB PR A A
No abnormalities detected 5/5 - 4/4 -
Sciatic nerve
No abnormalities detected 5/5 --- 4/4 1M
Bone marrow
ACOYSIS e 05 e O
No abnormalities detected 5/5 -— 4/4 -
Axillar lymph node
AUONSIS e O DAL
No abnormalities detected 5/5 -— 4/4 -
Mesenteric lymph node
AUOYSIS e O O
No abnormalities detected T 5/5 Y/
Spleen
No sbnormalties detected 55 B8 L34 o
LHOPRY e TELLOB S AL
Congestion ¥ 0/5 05 14 0N
Thymus
No abnormalities detected 5/5 - 4/4 1N
Thyroid
AUOYSIS e .- SO S
No abnormalities detected 5/5 — 4/4 -
Parathyroid
No abnormalities detected 5/5 - 4/4 1N
Adrenal
No abnormalities detected 5/5 -— 44 11
Eye ball
No abnormalities detected 5/5 - 4/4 1N
Skeletal muscle
No abnormalities detected 5/5 - 4/4 11
Bone
No abnormalities detected 5/5 -— 4/4 1M
Mammary gland
AUONSIS e B O
No abnormalities detected 5/5 - 4/4 -

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

b) Number of animals affected / Number of animals examined.
¢) Not available for further histopathological examinations,

-—: Not examined.
+: slight, ++: moderate.
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