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BRT-ZBLEMENT O 72 O 4-Hydroxy-m-phenylenediammonium dichloride @ Z v MZBIT 5
28 BRI ER DR FHEERAR

4 B —BRMEAEMCEE M EE RN BITRET RS
FTEHE T345-0043 BWERILELMHELFIT TEE 1600 Fi
B
& B —BRMEEMEEYER T EE B EEERT
FTTEH T877-0061 KAV BHEMAIET 3 TH 822 Fi
HERE R

4-Hydroxy-m-phenylenediammonium dichloride % 7 » Mz 28 HFiEERERO®EE L& ¥
CEHE LI AEAKOHBERIUVBREOCEMEZBEET S Z L IT LD,
4-Hydroxy-m-phenylenediammonium dichloride DBMEEZ R LM TAHZ L E B E 75, 72,
BEFRAEBET OO OREZHET 5,

RERE

LT ORBRIEEZBEICER LT,

a) [EHEMESITBBERBROFIEICOWNT) (Brk 23 £ 3 A 31 B, EAK 0331
875, ¥RL23-03-29 BUFE 5 5. RRAFE 110331009 5, —HWIE: TRk 24 &
4828, BRI 04025 1 B, TRk 24-03-28 BB 2 B, BRELIFEE 120402001 5)
WED B EILEE V5 28 B O RER S EHHER)

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

6. GLP K%
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TR, f5ht, EESERECURBERIER L [0 AELHBMERICET S

] TRt TREBR R EHE LT,

a) [EMWOEBEROERICETIIEE] (BESE 105 5, B 48 )

b) [ERBMOMERVREL CICEROEBICET 558 (BEL, Tk 184)

o) TEAHEE OFET 5 EHMEC T 3BMERS ORI 5 EAE (F4
BHE, TR 18 4F)

d)  TERHKES OFFET 5 IESESIc BT 2 BERSOERICET 5 AR (&
WRAKEEE . FRk 18 4F)

o) HSEHBE IR ABMERSOEMICET 5 EAKE) CURAISEE, T 1845)

) TEWMEROBEEREMICHT T A 542 (BAREHRSE, TR 18 4£)

8. REBRERE
RERBE B 2014 & 10 A 9 H
B AT H 2014 & 10 A 14 H
BERR#A 2014 € 10 A 23 H
1E# 52485 B 2014 € 10 A 24 H
7R & 545 B 2014 & 10 A 30 H
14 &5 %A B 2014 &£ 11 A 6 H
28 H ik - 7% B 2014 £ 11 A 20 H
AREIETH 20154 3 A 30 H
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HERIL E A (FrE  #BEE D)
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11, REBORE .
REBRFHEE (EX), BRRGEE (ER), £75—%., TOMORE, ERXRUHERYEIX
YRR ICRET 5,
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13.E 8

4-Hydroxy-m-phenylenediammonium dichloride (442 H) 2 BB Rk OBE FRBLUC RITTE
BIZOWTHRETT 2 BT EEET A YA RIA VKRWROECD T X b4 RFA 2 407
22EC 28 BERERNESEMRBRE EE LT,

5 B # o K DO CICDSD) 7 v bl 2 — vy HICEHEB & ¥ -
4-Hydroxy-m-phenylenediammonium dichloride % 1,7, 14 XX 28 BffiE B AR O#E L,
BEAEITO0 (=—9) | 20 KON 100 mg/kg/day & L. 1, 7 RO 14 BB 5% ICAEST 3
VT T4 NRERITIZ 1 8D ) 41T, 28 BEBRSFHICIX 1 BEH2Y S LEFER L, REHRH
FiZ2flic oV T—RRBELE, FENEROCEHEEANE 21TV, FHREHBKTHRIC
COY/O, 1BAE T A BREF T CMIRZERE L7 %85 L C, MKRE, HREFORER EIEFH
BB D7 D ORBHEEE Eii Uiz, Mx T, 28 BEHREBICOVWTIL, RE5EHRE I
R RRBERE R OBERELITV., BRBERAOEACREZER L CRBELIT- 7,

—RIRRBBLZE Tid, 20 K UV100 mg/kg BE TR, HFRAREVCHFKEBHE T, 100 mgkg
HTAROOBBEDEIL. FRERD, 2R, ERL LN,

FEM e — IR EBBIEE I, 20 TN 100 mg/kg BETEDIBEN R OFREN - DTz,

AETiX 100 mg/kg B THRE 3 A B 5 bIREMXIHEEE A B vz,

FAEE T 100 mg/kg B CRE 3 A BICIEKERA LIV,

PRIRE TIE 100 mg/kg HETROBEAL BE~BER) Barbhl,

MEFRIRRE Tid, 100 mg/kg # T 28 A MR EHICHRMEBRE, Hb, Ht & O MCHC DIE/E.,
MCV, HRIRMERELELER, HMERE KR CEREEOBERL DN,

MR AECFRIRZ TIX 100 mg/kg BT 28 AREIRERICH Y U ADEER L LI,

ZHEEETIL, 100 mgkg 3T 7 AEREZICMBOENERDOEE, 28 HHHE5%ICM
oM R UM EROEE, TROMENEERDOHME., Y CITHFIROMES EEOBEMEMS
I BT,

TR T3, 100 mg/kg BET 1 B EBICZEBOMES AR OBRKY & aadb, 7
KO 14 BE#HRE%RICHTE ORSERERE, 7 K028 AERE%ICHTE OREBEMMER, 14 BE
BERD» O EIROBAMRVEKR, 28 BRBRERICIFIROER, BIRORE AR OEK,
FAAR U v S DR A b,

REAREAORE TIL, 20 mgke BET 28 B IR EHIC+ HRBOREEREE 0BG aR
TE%E. 100 mgkg BT 1 R EZICEIROBEENEIE OITALREE ORRE R OBE1L,
BB R O AL RAE O EAIAEEESE, 2285 0B LR 0Zeiafk, 1 BER 28 AERERIC
BT E OEFBROKBEE R B OKER OHIREE, RE OMEMERE KRS, 7 B
BERICBRORBEERLORMEOBAE, 1E, 7%028 B EREZICITFIBOS /MR
LRI Y 2— 5 ERE MO /NERBMEFMIER, 7 AREREE» L8 ORBHRE
LB, 7 X028 BRERERZRICHTE OMEBREEOKER OHREE, 5. 14 B
B’ERPORTE OEFABDORE LEBHR. FBO/NERDME Y v S —HEBaasktE,
JEig D o - Mk OCTREFE OB EAREIE, 28 BHREZ I HRBONEEFBOBARE
&, BROREOEMREE OBEERILE., BEINENBOEMRMEOFE, B
TREFERRAGEZ AL, FIRY VA Hi OB EARILER OWEMIESE, BRI EnTT
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ERH DN,

BERE CIIEBRMERSIC L 2B oo iz,

PUEoEih, AREBRSEETIZRVYT 4-Hydroxy-m-phenylenediammonium dichloride D5
LD, WK, &R, BEEOEEE~OBEZENRRED bhziga, Fli~0FES &
bz,
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14. FEBRAE
141 #WEHRWE
a) &WE
ZZI Amidol
Bl 4 4-Hydroxy-m-phenylenediammonium dichloride
2,4-Diaminophenol dihydrochloride
CAS &= 137-09-7
b) BETEROny bEE
fET R I ZE
vy hEE FHJ01
¢) HEERAE
&N
— ol -
NH,
+ 2HCI
NH,
43 F 3 CeH:sN,0-2HCl
SFE 197.06
d) MES
' W 100.2% (FHBRERE)

100.7% (N X 9)
WeER B T 100% & LTER Y o7z,

e) B LFERMER
XARTSARE (BRE) wIEE

MR 205°C
BRIZBT3HR B~ TAEBRRABOKRE~HRERE
TEM B REHETIZBWTIIRE
WK 2 RE (BRE) ,
B o BRRE (B
T—7 )V W
T a—) s
H RERME

S L EBARICAN, HBRYERESEORGEICTHRET GFE#A 1~10°C) T
BRE L7, '
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g) HWBRWEOF—MERMRESRETICBIT 2 LEMEDHER

WS EAHRER T 3M L 7= [4-Hydroxy-m-phenylenediammonium dichloride D% EME, #RER
WER O —E, KEMRCBERSERR] FBRES X02-0289, 3£ GLPRR) 28
WTHER L7,

MSITEIE NEEBRERRFTOFREEM DALY M T —F ~_—RZ (Spectral
Database for Organic Compounds: SDBS) 225 AT LIz fRIMEINA R h L & M RRBR R
CBWTHIE L AR MVERETAZ LICLD | HRYMEOR—MEEZHERB L, T
DFE R, B EBRBAMCHIE Lz A7 S SDBS b AR LT AT bV LRI TH
DT EHFER SN,

iz, BEFEMBIIROREHER TROFRNARINARY M ELETDZ LITXY,
RERETICBIT D ERYEOREME RS Ui, B BART & i L TR EMMKT
BDARY MAZEGIZRD bR o Te Z L0 b RO EIIREHRTREE TH-
7o LM LT,

h) B bR |

HRERVE~DOEMTNIBAZE ST H0, TR, <RX7, BF, REBOPREV
AREZEMA L,

142 # &
a) & W
o — T
b) BEIRHEH

BB EROFEEIEX 2 — e AV TRE Uiz, £ORE, BRBEIZ, 2—
12 3.0 wv%DBETH—IUBB Lz, £7c. BFRVERITARE 7 ARORHRE T
BROBIEDOERENB LN olcZ Linb, a—VlEEe L TGRRLE,

c) Bw, FL—F, vy hMEFRORE

& BT JU—F | vy EE| REEFHT | RERE
a— il | THTAT RS | LR (CP) | V3T2547 | RERE= =R
143 EEBY

EREM L LT SNZEY TH Y, —REERBRICILA S, SRBRERICENT
HART — 2 BRAELTWVWS Cl:CD(SD)F v b (SPF) # BAF v —/V & - U \— HEE
TErEF—MbAFLL,

LEBOES v FESSIEAFEL, 1 77—V Hizh SEOBEHAE TAR 6 B E THRE
Bt 21T o7, SHIT, HE5HA 1 ARNCHYTA AR 8 BRETELL., T TOEW
WKRENL NPT, ¥ARE LeEEE AW CEERBEEAMEETES T
L. 51 TCERBRICHER Uiz, B0 #ITR 5T CENES CTBHL Lic, BESITICXLY
ANT-BTREBR D IR Uiz, £, BAN»LEREBEE Tld. —RREBRUSEY
ZER 1EUEBE L,

Bt BEOTENIRIA~EMEA V2 2B L, BT RITESEE T TR L, 7
— DI T _NVEMT, Ty 7 IRBERER T L TERERER LT,

B 5B OBIY DR 5 B, BELHIT 1434~1700g TH Y, 2FOKENE
EOFHEEL0%DEHENTHD Z L 2R LT,

-10 -
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HERE A
I, BRE - BHEEE T 220 &AE R L E L T, BE 21~25°C, HHIHEE 40~
70%. BREE 10~15 [E/EER. BREY-A 70 12 BRREIRERR (7 BEAULT, 19 BEYEAT) I2ER
L7z T—V AT AORBTE (REHBFIIREE 1, BERTRIIFEETE 3) ITE
L7z,
=ik, BESUTRITE W260xD380xH180 mm, E£47 1T #i% W165xD300xH150 mm DA
T VABLEBR r — D FH L, BRI W150X D200 X H263 mm OREH 7 — P &R
Lz, 2B, &R —VHEARCIZ VA 20 LT,

b LA i, BRI TRER OBEA T RRIC M U, S 1T 41338 2 I DSHEE TATHE L7,
EBlT. BMEREEN LEAEICRHT A bR LT, BB, BRERRH LT
B oV Tt ROBENHRS Lo, BEEROBERBRFICHRM LT, RS, 77—
PROT v I, BRI L, £z, YT 54 MEE (L0 T R4 HEREER)
IOV TR BRI T 2BRICH T v 7 2B LT,

FRHIEAAR MF (7 v FEE 140715, 3V = 2 VEERTE) %, SBKIX B BT
EAGEKITHRARIFECOERREDN 3~5 ppm £ 725 X O ICREERHET M) A (Ea
—F v I R) BEMLEKE, ThENEBHERS S, FRUETRASHIEA— 17
U—T7RE (121°C, 30 5fH) LizboiThZiuER L,

Ak, RETH DIBAMOSHTT — & # AF L KERERETEEWERFED IHF
BREOEOBERYERE] (1979) 25&1, SRBER CEDLEBERNTHDLZ L
FRER LIy MERERLL,

BRI OWTIE, BEARBE O KEEBIIET 245 (BEEBBERE 1015)
\CHEHL LT K EREZE 2 BOHAE CERE L TRY . BMARRNICAF LERERBRED
BB EEERE TRAF LERERBRY., AEFOEBLZHIZL TSI L 2R L.

15. R

15.1

HBRMEOREAE

FAEZRERBRL LT, YRR T 4-Hydroxy-m-phenylenediammonium dichloride @ 7
v MBI 3 7 AERERDREEERR) GRBRES P12-0125, 38 GLP AR 23 L
7o AERERBR T — Vil CHE L KBMERE . £8 3 LD 5 B#ERO Crl:CD(SD)
HES » MIZ 0, 50, 100 BT 150 mg/kg/day DFET 7 BB B&RE L, REHMFIT—
R EEBE R CEERELZITV. BkiRS | BRICHREVBEERNERTo7, £0
FER. 50 mg/kg Ml EDEE THRER CHHRER, 100 mgkg ML OB THERERNET. 7T

OERIEEREOEEOBALITRD bz, 150 mgkg B CIIMRERED, IR, AE

IEEEMER A LI, 1 FNKEE LiciEe, B, FREROBEROEERE, #1E ORE
s, FFREOBBOBEL, PIEOBXENRD bhviz, 150 mgkg B TIIETEY
1 AIOHRTH oW, FEEREERND BN L2, 150 mg/kg/day DT 28 B
BIRERE TS LR T EOEERBERENRBETIWREERH D B R T,

L7725 T, ARBRTIX 100 mg/kg/day #EAEE L, (KAEL LT 20 mg/kg/day 2%
E LT,

-11-
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152 BEERL
WERMEREREE LT 2 ARBLRIT oM, B0 ERET DA RELRE LT,
o, BEMNBREEOSHERIC, 1, TR0 14 BREBRSRICHENT YT T4 MR
Tz BAT, SEERHREI IR REE L SEHT 5,
VT I4 VEREOBREHMTOBEROEET — 41 28 BEREHICED TR Fo7,

stEap BERE | REFE %ﬂx’?ﬁ%’ﬁﬁﬁ EUL7E=g
? (mg/kg/day) | (mL/kg) | JBEWN%) (BES)
xR (1 =Ei%s) 0 10 0 4(1- 4
AR (7 HERS) 0 10 0 4(5- 8
HEARTR (14 BREBS) | 0 10 0 4(9 -12)
AR (28 BERS) 0 10 0 5(13 - 17)
EAE (1 E#RE) 20 10 0.200 4(18 - 21)
BERE (7 BE#RE) 20 10 0.200 4(22 - 25)
# | EAE (14 BERS) 20 10 0.200 4(26 - 29)
B | (EFE (28 RE®’S) 20 10 0.200 5(30 - 34)
| BAE (1ERES) 100 10 1.00 4(35 - 38)
2 | BRE (1 BE&S) 100 10 1.00 4(39 - 42)
EHE (14 AE®RE) 100 10 1.00 4 (43 - 46)
EHE (28 AfE#®RS) 100 10 1.00 ' 5(47 - 51

153 #&ERK

a) WRWERORER ORE

WBRHE L TER, o—VHENXTHEY AbE e, 20%, a— U HEMXTER
L 1.00 W% DHEBWEIR (BBIR) ZFR Lz, 512, 1.00 wv%DEBRWEIR %~
TRAF v I AE—F—THERBELBNO—HEHERL, =2—HEMATHRL, 0200
WIV% DR E TR & TRE LT,

PR - FREOWBRDERE OBREICAVWIEBERIENE ST AT v I BRICE
NEI T U R E R E ORGE 7 12 THET GFAEEHE 1~10°C) TRE LTz,
PeBR IR 10 BUANICHER L7s,

INGTHRE LB RE ORI ER R OBAEIL, &85 B ICR SICLERER L RE
BB HL, fAERE CER TER LB ICHAWE,

b) WERHEK OB R ONZEMDORER

1.00 % 0% 0.100 wh% DB BEIR OB — R OGETRE COLREME L, YRBRERIC
BUNVT X02-0289 THEEEEZ n~ v /F 74— (HPLC) ICXVEER LT,

H—MEIZOWTIE, BRWER O L, FROTREORE LI iRy E R E OLBRE

(CV) 28 1.00 T 0.100 W% DRI EIR TENTN 3.5 RN 1.9% L 5% LN TH -
b, H—THAHT L BRERINT
5B ORERE ORRYE RE

EBONEREDTHE

CV(%) =

-12 -
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BEMEICONWTIE, GEITRE TR 13 BRICEE LR ERER, FHREXZD
RIERBEEITHR L 1.00 X 100.100 wiv% DHERMEIR T2 T 99.8 B 1199.7% & 100£10%
URNThozZl b, REZBET TR BARETHD Z EWERENT,

c) REICAWDEBRWEROBEMER

MENZFAR L7z 1.00 KT 0.200 wh%DEBRMBEROFEREROBRE S, WURABRIMER
12BN T X02-0289 T HPLC IZ X W FERR L 7=,

BIE U7 4R B IR B S ER EMEIZ % L 1.00 2 TN 0.200 W% DHBRME IR TENEN
103% KO 101% & 100£10% LN TH oo, BEICHABMCE L HEL TR EICE
VN2, |

154 & &
1, 7, 14 X328 HEER 1 E., RBERO&EE L, #5013 9:04~10:227 IZfTo Tz,
BEIZIERT boAT—F N (FAE) 2RO TERE GAE) 2HV. BEL
T BT DREZ T, 10 mL/kg TRE Lz, BRYERII~ X F v 7 A F—5 — T
L7225 DEESEICER L, :
155 —eiRieEE
REHMTIIER 3 B (&5, BREE#~1 FE%, ®E 2~6 UK | £X%2E
Te— IR ZBIE LTz,
15.6 EEMlZ2—RIRREBIZR
28 AHEERIZOWT, RERMANIC 1 B, #5HA%ITE 1 BOHEE TREDER
EBE LU, REMBEOBEIIEMICHE REDHWES) 2EIMT. SHOL UL
ZATo Tk, RBREPHBITERVIRE (BRE) TfTo7.

T=UROMY | F—VRFEEANTHL, B e — UMY HTE TR (B
HyBEORG ~ |LBEIRUES) &, 227 ) VU IETHE
HREBERERETOFRE, HEORE (IR, BOBERRUHE
HAD \ RERUHEOCRE (A, BREOTFT./)—8) | ROE
W (PR, IRBRZEHR OB | RO 0OF BE2 B

v B % 90 cmx60 cm OEEER EIZ 1 RN E 5 5UR) BX, B8,
TV —=TRHNTO | EEME, MR, SITORE, RIGEAS. R - 85 - =@, ¥FIT
1TEI DB BRORETHOFELEE

| 1 RS (Eo) RUEREER RO7—1%) 2RIE

FlTELoTOEE
i RA T =

-13-
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157 HERERE

28 BRI ERICOWT, ®E48E (%523 B88) 1B, REOEEEZREL,
FORMER OB A — IR BE B L RARICRBRE SR TE R VWREBTRE L,

BERT 3 om TR — U OB EE ST A BBRELELEDOR

kAT ) v ETHEHE

B B |BEECTHEERLLELEIOREEAAT Y VIETHME

KK | B B ([WEAYITED 18 BREMEZEAL L EORIGEBE

LR |R2F B %, BALICEE Y (T EORIGOFELBE
zedh R 30em OFENE, BIOEEE EIC LRI THE L LL&ED

ERRH | BERGORELBE

o BHA—F FGC2 (AT 4 R) RV, FIEROEROERZ 2

ERIE L, FHE CFM

5 v NEBEREEE ACTIMO-10 (> 77 /) 2RV, BW

BHESE OEHEY 1 5 (10 KRBT 6E) JIE L, FIME (42.6 cmx26.5

cm DO Z HEE 5 om FIFR CRE) 28U - L [EE TEHE

B

15.8 EERE
EFizoNT, BFEMLRE (Fr ) vX) 2BV, TROBIZEEZAELL,
- B H
- #5 1, 3, 7. 14, 21 K28 HH
- SRBHOMTE EEFE D OMMHET, EERE)
159 BEEERIE
7. 14 RO 28 BERERICOWTC, EFEMRFE (FAL MU TUX) ZAVW, TROH
WEHEEZHIE LT,
- BB OREER
- B 1, 3, 7. 14, 21 R O'28 H HOEEEE
#E57, 14 R0021 A BICHBREENERCELHR L, HAREOKEELZAE L.
BIELBEELBHEENSANEERETO 1 BEHBRHEELZ RO, 2B, FHEH
ICHER EIT S BT O VW TIIREEOAZZRE L., EOHRR OREEDRIEIITORD

277,
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15.10 JRIRE
a) B R
28 BEBREEICOWT, 85 28 B HOFRICRH T —VICBmEINAE L. BBEEKK
EOHARRIECE R L TOM 16 BEOERRZHI LT,
b) BREEEROFE
BRLUAEERTAVWKRKROERZRIE Lz, 28, RICEIIXREROEAEREZ
BREL-ER. SEER CHBRDEOREICEE LI ERRD biaho i, &
RAEBRIZOWTIIREZTORI T,

2 8 » % R
JRE (Urine volume) XA U H Tk BEE _
78 (Color)
MY (Turbidity)

AIREIZE —

PRIEZEE (Uosm) KRETE A
pH

EH (Protein) HREBRIE

o h & (Ketones) FERBREIZIIS TRATF 4 v 7 2 (—A | —
¥& (Glucose) vA) BER)

1 (Occult blood)

RYLHE  (Urinary sediment) Sternheimer Z5¥5 B

A A BENREER OM-6040 (7—27 L 1)
B: YR T AAEWEEE BX41 (Y R K)
15.11 MIRRE
a) Bk ORERE
FRBBIIOWTEKBREROFENDEE L, BH (BRI 16~20 REHE) |
CO O IBE T A (COn0 BA F=4:1) FREL T CREHKENRORKRDO LBV ML, &
FREZE-M LUz, 2B, 3774 FEIZOWTIHLIROREHMERIIfTO R o T, &
7. 28 ARSIz OWVWTIL, N7 APV —V RNARME (BARZ by - FTovFy
V) BROWTIE 2R UREER L, |IE T2 FEEL E#ER, -20°C T 24 Bk
L7, FOH, -80°C TREL., RIA T4 RAERE L CREMFHMEBIFHRITIC®

L7z,
mAERAR YERUG 1A ,
s M EDTA-2K IR A SB-41 (2 v &R G2030, vV AA w7 R) TH
o U7k

X AABRZET P U LATKFY (vy hEE CTR6101, FRXEAZEIEE)
M 5 | 3.2 wh%KEKE 100 pL 01 L7z 4 T A BIEREBRE OB U 32058k
(3000 r.p.m.x10 mins) L T/ MiE

0 | AT AMRBRE M LiELSBE (3000 r.p.m.x10 mins) L THImE

-15-
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AmEOMEr BVWKECEEZRE L, 3774 PRI OWTIEF e hr BV
BRI R ONEME(LER S b e U R TS R F VBB ORIEIX ThRhol, £, TXTDHE
BIZOWTHBRIETE 2D, 2% AW BEHFERIIER L 2o T,

E H % Hos
FRMLEkEL (RBC) FEAREF AR IE
~ESu U EE (Hb) VT VA MNET B E VR
RBC x MCV
~<hrZ7 Vv ME (H) T
FHFRMERETE (MCV) R EFAR T
EHRMEA~AE e EE (MCH) RBC x10°
Hb 10° C
LHFRMEA~NE e v BE (MCHC) RBC x MCV %
/NRE (Platelet) FEREFAR A
HER AR MBRE LR (Reticulo) RNA ¥ufa ik
B IfEkEk (WBC) Jua—% A4 bA M) —¥E
HIMBRE 4= (Differentiation of leukocyte)
Bk (Neutro) . VU >332k (Lymph) ,
STEREK (Bosino) . HFHEEIR (Baso) 7a=FA hA Pk
B (Mono) . RAGEZEAER (LUC)
7u ke rrE (PT) FEEER LR 5
EME(LEs ha YR 7T AF R (APTT) BEELS LR R b

BaERE Cclcidam, DicikimigsER

EREE C RAMKFEREREE ADVIA120 (V—RA V&)
D: 4 HEMIKEERBIAEIELEE STA Compact (2o « XA T ) AT 4

v 7 R)

-16 -
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¢) MRAFERIRE .
MEZRWTKREROEBEZRE Lz, V7 74 MEICOWTIXT AN F BT I/
NG AT7 25 =8, TI9=2VTI) NGV ART=2T— 8B, TAVHIMT AT 7 & —
¥, RRER, JVTF=VRURE ALV R2RIE L, ZOMOEEB IZHIE LR
77

\ H H ‘ 5 B
i;@7%/@7:/%7/x7x7—tIwﬁﬂﬂmgﬁmﬁm%
T5=vT3 7 b7 A7=F—FE (ALT) | UV i5 JSCC R I
TNAVET + A7 77 —E (ALP) p-Nitrophenyl phosphate %
a2l vz X7 5 —E (ChE) Butyrylthiocholine iodide 5
wITINE IV NTFURARTFZ—F (GTP) ﬁ;gf;;;ﬁm@yg-carbony'—
#2127 8—L (T-Cho) COD-ESPAS ¥ E
MU ZUEY R (TG) i};g'ESPAS Z N A=Ay % -1
REEHF (BUN) Urease * GIDH &

2 V7 F = (Creatinine) Creatininase * F-DAOS {£&
WEHE (T-Protein) Biuret &
7 V7 2 (Albumin) Bromocresol green ¥

. Albumin
A/G b (A/G ratio) T - Protein — Albumin -
Mm% (Glucose) Hexokinase * G-6-PDH {£&
Bryiey (T-Bil) BERTE
#AEITER (TBA) BRI 7Y Tk E
R L (IP) Fiske-Subbarow ¥
FNT 7. (Ca) OCPC ¥
FhY A (Na) Crown-Ether [REMRIE
BV oA (K) | Crown-Ether FEEAGE F
HER (CD MO &Ik

fEFAMEE B E{CFEEEOITEE 7170 % (B SLRUERT
F: BfEEHNEERE PVA-EXTT (A&T)
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15.12 WEERIRE
a) F ® .
ERBEILOVWTHERKES B OEHOWT L b RLRZIC, B EEHRERY b AL

L CREFESE, R, B, BT, EEE, mE BEREROEEREL ZOREICD
WTHIBBEZIT o7,

b) MBEREUBEEENTE
(a) Y771 Mt

1. 7RV 14 BEBREEICOWT, TIRFFICREORE - EREZ 8RB LTz, F7z,
WIRERES E LT, BAEHDO 14 (No.37) DOBEHEERLZ,

7 B, #E R
A EER B, g
D - MR Lafig*
WIRAHR Bl
A TE#R R R, RREEY BERNIARY, BRI
PR B* (KB, MERUEZE L)
g% BRE CRBRE) . IBRIIED o3, R, Ml
N I% TEE R (ERAMEZETD) | BIE*

*No. 1 B <,

B RUBIX 10%FHEBER LV~ ) VIREEA L TREKICERE L%, AEwEK
PekrE L,

FURBREASN O %) &4+ U728 EE BERUIRFRICRET 2ANCEF R (F
NVERUDR) TEERRAIE LR, B, BRRORBE LEIIERZH2ICHEL,
EADEHEZEH LE, BIBREAZE LD TRE L, HUZERNIRIXRED—
WE2EDTRE Lz, BRI ER/MEEED TRED DABEE 3T 10%F HARE
R ) ARICEEL, BH, EFOERRENLABELCERZHIE L, EE
BRELZBREICOWVWTHE, BHAICRIE LFEZEICESERVEH L,

-18-




(b) 28 H &

B10-0125

HIRBRICRFORE - BREZER Lz, £, RIENREHEE LT, BHAEHD
4 5] (No. 47, No. 48, No.50 T No.51) OFARY » _EE2HFR LT,

5 & BE - B8
ERER S M
_— BT, B. B (FoEB»LES, S T AREET) |
LR e e
D BER | Dl
WRER Bh, BERE
- Wl REEL (R MESERTSIMRS, UBERTSIIRS,
Wi (EERYSD)
R B (R, AMMBROEEED) | B, LEME
L BB RBEE) . WCEY LN, BREY ooSE, B
35 1 23
Bt
PR FRAr, FRE (BRMERET) | BB
BES R
B ERE | RS KB B OREE)
R HEE | LB

KB R OEERLE 10% P EBRE L~ ) VIREEARICER L, B R OB 10%
HPERE R L~ U IREEA U CRIRICEE Lk, WAW R /KBEERE LT,

BRI D T 24 L8 E T, B ERSUIRFERICBET RN EFRE (F
MEUUR) TEEZAELE. Blig BREROBREEFIERZHAITREL,
EAEOAHEZER L, BIBIXEAZE LD THE L, BRERBRIIRED—
HEEHTRE L. BEIIEEERELZ SO CEERREZ A TERLTERL, EEZ
BIE L, BREIE ER/MEZED TREDN HOBEETIC 10%HMERE R~ Y &
WICEEL, BH, EAOEZTENL LA L TERLTAIEL, EREZAELL
BEICOWWTIE, MEERICHIE L-AEZ RICENEEVEH L.
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c) RO EERURSF

BEL7-8BE - BRI, UTO LS ICEEROMREFE L.

FFigiz, EEZAEE., SMIEEOHREIEH D (PR & & OBl % S5 AR
BoT) 2~3 mm EOMRES 4 KERR L, BEFRAEMTAICHE L, 2&Fo0
EENISgUTTH DI L 2HERE. T TNEERD 5 FE&M_ED RNAlater® (Ambion,
Inc.) WCEESET, 1.5g 28X 25EAITEMA Otk LR Uiz, AZEIKS
%, -80°C THRTE LTz, SMUZEZEDBRIRTFRELEAAT FAIA ORI DR ok U
D DEE 10%FHHERBE R~ Y R CTEE LT,

BhgIY, EEMAICEELZRIES. AROTRENLHLBELET X 5 IR T 4~5
mm B DR 2RI LT, B »OHWEZRD RV, EFT oLk, ¥0%
18 3 mm PAPIZHEED L RNAlater ITIRE L7z, 720 D400 LY, BENE., BEME
EORBEZDTTH 7Y v L, T2 RNAlater [ICEIE LT, 7R OSILKE
%, -80°C THRE L, EMNE 10%FHBEESRL~ ) IR CTEE Lz, 2B, ZFW\NT
NDRDORTHFENRD LN BAIE, REHZ 10%FEEERLV Y VERTEEL, K
A 2 AR T BB AT R U-80°C HAERFICE LT,

BRI, EARX ICEERZRIER. ARE 4 28U, BT O¥455% RNAlater IZi2
WLz, B OXESIIKEE, -80°C THREFE L, EMIREETEY MY UETEEL
7o

R BT, EEBZHESR. ERLVEET Y MY UKRTEE LT

REZERTSIEIE, ERBIER, EFR T L, —F5F% RNAlater ICRE LT, &V 13 10%
R E R L~ U VIR CEE Lz,

Bt EEERRER, KB LEAZDI—VIE (AF ) —)i7 aaiiv A EBRRES
=6:3:1) ICRE L, KGTCSHMIRE 5 Licth, BAk=& ) —/MIRZ#] LTz, &6
WA TTIRE S L, 1BEBE2E, BKkog /) —NVEREB L, KGETT
—BRIRE 5 Lo, Bk F ) —NVEBERHEL 4°C THRE L, RIF LIRENIRE
Fl % RE L CHEIRBLRFICEM L,

TEAEZ, EEZHER. RNAlater ICBIE LT,

RNAlater |2 B3 U 7= B H0#1E RNAlater % MARICRE S 5729, 4°C T 24 RrHKE
L7, RNAlater (2B S BT E £-80°C THEL, NT74 74 A& L TREMRT
AR ZERT I A A Uiz, -80°C BURERTE LTMBRICOWTIE RTI A T A R &2 FE LT
MG EARRTGERTIC %4 Lz,

ZDMOZBRE - RRkIX, 10%FHEREE S~ ) SR TEE LT
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d) REMBRFIRE
(@ 774 MEE

1, 7R 14 AR SEOXMBEXOEAERICOWT, F., TR, Bl BE.
RISCRR. BB (KERE) | BEREY V&, Mg, MIRONT 7 4 o aEEE R
BEBIL, ~~ bxV Uy - APy (HE) Rath, BEEHENICRE L, B
B (KERE) 10 HLATIC 10%i88 « A~ ) RIS L BBIK 2T, Fiz,
1EIRG 7 BERESEETIIE., FBREROER. 14 BHREEHETIIE., Pk ORI
2, BAEE CHEBRYEORSICEE LB EBNRbh ), BRERIZONT
HWHEBE - HEROREBEEBRFIRELT o7, IHIZ, ARHOKERE LTIE
BEBOBHERD 1l No.37) DEBITONVTREEZITo 7,

ZOWEM, 1 BEREEOIFIR TRAER O HE PEERIZ W TR O 2=
BRDbIL, 7 a—F U IEHOERRRON - Lhh, RERVOEAE
BEDE 161 (No. 1 ZTNo. 35) 1Z2WT PAS ISR ONF A Vilk O Yefalz X 5%
ITo7,

(b) 28 BRI L&

HRERCEARBEICOWVWT, MEUTEEEZBRVDTER LT TORE XL
DT 7 4 AEENTR ZER L, HE etk REFMENIIRE L, B
BOVERE (REEE) 138090 H LATITC 10%058 - &b~ U VRIS K BABIR 21T o 77,
o, BREMTE. /NME. T, BE, FREROMBICERDEORSICHEEL
BN, BRAEBICOVT D YERTE - ERoREBEERENRE S
fTolz. Sbiz, RIRARER L LTEHAERD 4 6] (No. 47, No. 48, No.50 R
No. 51) DOFARY v R B OWTHRERITo T,

ZDEM, BRAEBEOFIEO HE REERZBW TR0 E/RIEE B EER
DLERBO LN, 7Y a—F U OERBRONEDT U U OLEREDIEZ &
b, MBEEVEAERDOE 14 (No. 13 ETNo. 50) 122V T PAS KGR T~V
U UEREIZLIRELITo, DI, BRAEHOER, MBK O+ "B HE
REERCBVTBABRDOIWE ITEMBRO b, ~EVT ) VOLERED
Nz enb, FRERCHAEROE 141 (No. 17 XD No. 50) O BgiKk OB
WO REROBEAEROE 1 4] No. 13 KU No. 51) O+ 3B >V T~UL
U UBERAILAREETo T,

15.13 MERHFERIGIE
AE, FHE, BH, BREHE. MKENRE, MKELLZENRE, RE, REEE
EOBRBEEERORKICOWVTIL, Bartlett {52 L 2E0BBREEITV., S%HEBKETES
B0 BN HAIL, Dunnett ¥EIC L AREEIT o7, BHBBRD bARWEEIL)
VX5 A KU w7 @ Dunnett YEIZ X AREEIT o 2, SEEEE (E0E) RUBEREIL (R
DT —=NE) 1/ v%F A Y v 7 @ Dunnett HRIZ X A REEIT o 72,
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16. RERRIEOEEMEICHE S RIT Lz L Bbh 2 BREER K ORBREEEN b OB
RBRAEOEEECEEZRIFLL L EPNABREERIIFRD bhahrol,
#E 26 B BICHE 2~6 B O—RIRBBIENER SR o723, 'R B MO
b, BELEROERPER LTV LHE S, BRRICRIETEEIIRWVWEHET L,
28 B IR EHRDORBERIC, MAERD 2 6] (No.49 KT*50) TROBAIIZEVIRER
BT b ARPEIBIREETH o 728, FRETIIMO 3 FIORERERENE DN TNBE I L b,
FHMEIXFTRE TH 0 . HBRIC RIS TRET 2 LT LT, . :
MEELEOREICROT, BRERT, 7 BRERE%IC2 4] (No. 41 R No. 42) O
EUAEY, 14 BERERIZ 4 FIEFI07 VT FoV RUOME Y AL, SBIZ, 28 AR
BERICSHEFEIO7 VT F=EON14] (No. 47) OREIVAEVREEHE (v FRE
Xig€n) 2R Llc, MPICHFET 2EBRME I ORE L 5 RER~DOTEHNRERE L
FBRZ b2, ThHITOWTHL, BAEHL SO TREEROME bR LT,
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17. REBRER

17.1

17.2

173

17.4

17.5

17.6

17.7

—f{RHE (Table 1. Appendix 1)

100 mg/kg # THRIE, Bk ER K B HEEVE T 3% 13 6, & R O'H BB DIEIH 4 6,
REIR BB R ONEIR A 2 B, BRED 1 B CHIE S iz, WM. MREREVHREHE

TiEE2 FENLRAL, WTNbREHHEZE L TRIC A bz, EBIT, M

BREEEOEME & ICHBERAPERT 2ERNRBD b, &5 6 B BHUBIZIIRE
ERMICbBRIN, FRIITE 2 RO 10 BEIZZEREN 1 FIOZOEBETH Y, MK
BRAIIRE 27T RV 28 BRICA DNz, BRUCARBEOHENIZERE 15 B B2 b BRI
XITHERTROICER D bivTe, BEIXERE 10 BB OADHEHETH o7z, 20 mgkg B CTIIFE
310 B, FEREIRD 4 6, BRESHETH 1 I TRO LN, METRE2 BE»HH
RN H DI, REBEREDOEME & bICHERMPER T 2EABED bivl, HkER
X85 2~12 B BICHBERSOIBHEMICRD v, BREEBETIIRS 27 BEDOAOD
REThoTc, MBHICEREIIRD BW:MT_Q

SEMR2—fRIRRE (Table 2. Appendix 2)

W E R 5B CHRERE R OCBEREIZICE B R EENIRD b o iz, hOREE
£LIHE TIE, 100 mgkg BHETRE 1 KO 2 8 BICHRIEER 5 FIFE 1 4], £E3BEBHIZED
1HVHS 5 B, FREEDS 1 41, H5 4 HEICEOBENRY 1 61, FEEE 2 fFlicA bz, 20 mg/kg
HTIEI®RE3BERICEOHENN 141, 85 4 BEICHER 1 6licAbhiz, MRHICER

EERY)) roﬂfﬁf)’o fuc
HEEERRZE (Table 3. Appendix 3)

100 mg/kg B CHREBADOFEREMER A DN, 20 mgkg BIZABELREENIRD O
mnol, £, HRPERSH CEREGRICAERLHEIRD ST, RISHEREIC
BWTHHBRMEREHER R RBREICEEIRD bR o7,

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

100 mgkg BETHE-3, 7. 14, 21 KU 28 B HICA B REESGHEEER (Fhthxt
FREED 95.2%, 95.4%, 91.9%. 93.6%K% (X 93.8%) A BT, 20 mgkg BICHELRLH
RO b o T,

EEI R (Fig. 2. Table5, Appendix 5)

100 mg/kg BHETIRE 3 H BICHRBAREME CoHREED 82.7%) BHbNR, LT
BEREMIFD b olz, 20 mgkg BICEBREENIRD bhholz,

JRfRZE (Table 6, Appendix 6) »

WEMERSH CRERVREBZEICHEEREENIRD bhvied ol OREEE T
iX. 100 mg/kg BETROMEANL (BENSHH 1 F, BN 26, BEN2H) 1ZiHD
iz, 20 mgkg HERURBEICERFIIRD bhviehroT,

MRRE
a) IMIKEAGRRZ (Table 7. Appendix 7)
1EL 7RV 14 BRREHE CIIEBRMERSHICERREDIRD bhigdnoiz,
28 BEREHERB VT, 100 mgkg BETHRMERE, ~E/ 2 ViBE (Hb) . ~v ~7
Uy ME (H) . EHROEANES R EVRE (MCHC) RO L SBREROF B2 (&
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B, FHRMRARE MCV) | #RRMIREILE, SBRER OCEREROFEZEE
BB b, 20 mgkg BIZHBEREENIZFD bz o7z,

MIRAELFAIFRE (Table 8, Appendix 8)

1 BERERICRBWT, 100 mghkg BT VT F v OFEREENL DIV, 0
DOEBIZEBREENIRD biaholz, 20 mgkg BEICEBREENIRD bdoT,
7 BRBERICBW T, 100 mgkg BETZ V7 F =V RUYAE U LV E L OB B EEHS
HoNTH, TOMOEBICHFREREHNIIRD biehofz, 20 mgkg B TIIRRER
(BUN) DEFERMEENRS DNTN, AEEREERLVW ENLERNEEEEX T,
14 BEABREFEBWVWT, 100 mgkg BETTANRGEUVBTI ) M AT7 25 —F
(AST) DEEREEN A DI, 20 mgkg BETH AST DFEREENRD bR, A&
BEFHICZ LN &0, HBRERSICEE LB (L TRARV LB X T, 7238, 100
mgkg HETIZI VT F oV RUBE Y VE VU RERBE (4 FRAEXI ) 2R/ L,
28 B &5V T, 100 mg/kg BT BUN RUMEBEHOEFERKME. A/G H, EHY
YAV LROCBROBFERBERLLNIIFD, 7 VT F=URREEERR L,
20mgkg BHETILZ VT F= v OFEREERA LN,

RB, JVTF=URUKBEUALEATONTI, 16.ICEBEO LB, ﬁ%%gﬂ
ZTOREMPRERICTFH LIz &E X bNizicd, FEL BB Lz,

17.8 REZHRE

2)

b)

SREEE (Table 9 XU 10, Appendix 9 KTt 10)

1 EIREFITIBVT, 100 mgkg # THRAZEMMIROENEROREREER A LNE,
20 mghkg B TIXTEAEDHENEROFERBHME, OB EECEEREER A LN
B, EBICHEREERRVWEE Tho T,

7 B RGBT T 100 mg/kg B CRIBO MR EROH B2 BE CeHEEED 125.0%)
BRBD DNIIED, FROMH R UM EEOHE REMENA B, 20 mgkg B TiX
DREOTREOKEMEROFERTE, MERVMOENEROFERAEESH LN
77

14 BB EH CIIHBRDERSHICEEREDIIR D bh oz,

28 AR EHB VT, 100 mg/kg B THRBOEN R UOHEHIEEDEE 2 SE (TR
D 447.0%K T 469.0%) . BIEOHEMEEDEELREME CHREED 123.5%) R UFFED

ENERORMBER IR 127.8%) BH b7, 20 mgkg BICHEZ 2 TENIIRD b

b ot,
# # (Table 11, Appendix 11)

1 IR BRIV T, 100 mgkg 3 THIE O LRSS 4 514 2 FIICERD bhiziE
2, RO EROBREYD R 0 AR E 1 FlicHbiviz, 20 mgkg Bk
U REEICEFITRO b ho iz,

7 BRI SEIZRVT, 100 me/kg B TR E ORIRIEE M X UHRMEAE 1 R b
N7z, 20 mg/kg BER OSRHRBEIC RE IXERD b d o T,

14 BIREBERWT, BB OMEELRN, BiRoBEROERRE 1 FIIZRD Hh
12AEH RAIBIRO B EILRD 1 T bivic, 20 mg/kg BER Uk REE \—&ﬁ' i«*& b
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N hoiz,

28 H AR EFERBVT, 100 mg/kg B TR B AR UNEKRD 5 Fl&F, FIIRY /%
BAIDRERDS 4 4, FFIROIEKRDS 3 B, FAIBMOBB RIS 2 B, BIE ORENEMEH R
UHIBIROBERNE 1 LB D bivk, 20 mgkg BER O REICEFIISD bz
27,

TREEARREAUMRE (Table 12, Appendix 11)

1 E#REREIZTIBVNT, 100 mg/kg BETEIRDOBIE S EHME DIUTALIRARE OHIRE & V%

Bl (BE~EE) YOI KRR OWOLRAE O BT RE~PEE) 24
PIEBNFBO bR izh, BB OBERBROMERAB OKEROYIRERE (BE) T
Jﬂfﬁ@ﬁdx&t%ﬁﬁﬂ:&o& Va—bF BB NERDEFIRIER (BE) 1%
3PN b, Eiz, WIRAICZEBOMER GRS A BN 1 fITEBOME LR
DZERAAL (BE) 3B oigh, RE OB E ERITAEEEE (ERE) 231 4
IZH DT, MERETIE, BE ORBMERFIREREEER 1 flicA bhiz, 20 mgkg
HIZEEIIROONR» o7z, 2B, WIRMICBREY v Eo B AR L B 100
mg/kg FED 1 I TIZRFIIZBO bhiaho Tz,

7 BRI EBICE T, 100 mg/kg B CTRITE OFSIERE A B DO/KIER UHEIRE (BRE~
FEE) WONRBERE LEEFR (BE) | FIROB/MEFBILERS Y a—4F
EEZ MO NERDMERFMIRIER (BRE) 254 FH4% 2 FIICERD bhiziEh, piE 05
B (BE) ROBRBOKBERATORMEEOEE (ZB®RE) R 1 fAllk@dbhi,
20 mg/kg R U REEICEE IR bhviaho Tz,

14 B ¥ EEBT, 100 mg/kg B CHIBO/NEREMNE Y v A—iB R e RIbE (8
E) ROMEBOREREOBEARILE BE~PLE) 2461545 3 FICRD bhiE
B BRI 5 oM (BEE) 232 Bl ATE ORBERE LB (BE) RUSERAEO
RELRGEFR (BE) 24 1 FlICED bz, ARMICERBROBZIERL b
7o 1 BICITERFERIC b BRIVREPHER S N, £, WRE CIFRORREFaE
FEDS 1 BT A BiLTe, 20 mgkg BEICERF IR bhvihoTz,

28 BHFREHIVT, 100 mgkg HTHIRBOMBEEABOBAARILE (ERE~
FEE) | FFRO/NERDRMEY v 8 — B aaRIEE (EE~TEE) BTOick/IME
AL RO a—5 BB E LS /INERDMEFIIER (2 mE~BRE) | gD
Holn (BE~EE) ROFMBEOBAGHRILE (EE) 25 FA2F, MIRY > o
BWEARILEDN 4 IR bNIEH, fTBEOERBEORYLEEHRE (BEF) | Bk
DEE DEMRBE DBGEARILE (BE) | FHOFRFRRMIBFR (B~
E) RUMEBORNELTLE (TEE~EE) NE4flich bz, £, BB ORI
R DKIER OIS, FHRROMEES B OAER OHIMZE, RELRELER
W, BE. BRE OEMGEREERTREESEE, BIROBEINEIB OITALREE D
BAE. FIRY U \BIOMERIREZENE 1 FIICFRD bz, 20 mgkg BT+ 2#1B
DHFEEREOBARRILE (BE) 15 AR bikign, BROKEORE
B 1FNCHR BN, SRBICRERRD bhikdoT,

2B, 1 EREFHOXBEER O 100 mgkg BEOF 1 FIIZ OV TERE LIZFIED PAS K
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ISR A A ViR O Bl X AREDOHRER, 100 mg/kg B T/NERDIEICIFHIFRAIZ PAS
BIEME RO DT DTt L, 31 ViR O e TIIFMIRNICREMEMNE E A KRR
DN b, FHRNICT ) a—F U REREL TN Z & BRI,
F7, 28 AFRESEHORRER OV 100 mgkg BHEOE 1 HIZOVWTERM LI-TIED PAS
RIS & AREDHER, R REECTIIFFHIIEANIC PAS BEMEMT & A ERD bR D>
TeDITx L, 100 mg/kg B TI/NERDMEICIFAIIINIC PAS B ERRBD bhizZ &
h, FFEMIICZ Y a—FURERBLTWS Z LRI NE, Sbic, 28 ARES
BEOX FREER O 100 mg/kg BEDE 1 FITOWTERE LIz BIEO~L Y VFREIC L 51
EORERE, HBRECIIRE#O~ 07 7y —VRICEEMEN S DERD LN ZDIC
%t L. 100 mgkg B TIIRMHBEO~I 07 7 —PRICERCYHE L BEMENLEICIEAE
LTWeZ &b, BIRIZII~SEDT ) Ve MOBRARPIEELTWAZ EBNHHEL
oo MERIT, 28 BRSO BEEK T 100 mgkg BEDK 1 FliC-DV N TEHM L 72T,
BIER OB O~ Y U EREIC L ARE T, WThOERIZ L FEHEITRD
BT, ZHODHBITIEE L TWERBERRIINEDT Y TRV L 38R Lz,
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18. & £

WEMEIIBEERBEE LTEAINTEY, Iy bEAVWE 13 BRBAROZREESE
RERIZIB VT, 200 mg/kg/day THE- 1 B B2 5. 100 mgkg/day TS 10 BEICFETHEA D
. 50 mg/kg/day DA E THEEREMBGIB A LNz L HEINTWS (NTP, 1992) , £z, 12
mg/kg/day LA THTE ORGHELE A K OB A{LIE, 25 mg/kg/day PA L CTHIE OB R K UVER
Wik GRERRFEAKRE) YN BIBRORMEZEIE, 50 mgke/day LA ETRIE DIBER A LNTZIE
23, 100 mg/kg/day PA_ECHFIBD~NE DTV b, B OB ORIR O FE/ & M T 53
Hbiv, HRYEOBEMERANRRINTWVWS, 728, 12 mgkg/day A ET+_EBDASR
L%, 50 mg/kg/day UL ECEBORMEOEBRULERA SN, Th bR ERER L
ZZbNTVD, FRRICBWTHEBRWERSIC LY, K, EnH, BREOHELE~
DEMEREIRD bNEIEd, HFE~0EE LA LN,

M B8 L LT, 100 mghkg BEIZRWT, 28 B BIRS% IR, Hb, Ht RO
MCHC DEAE ST ERER M, ENZ MCV OFER A b, KEREELSELTND LE X
bz, BMOFEBHMFL LT, BRE VAL EVOEBMRFM CTE ooz bDn, 14 B
BE% PO EIBROBEL, 5 oMEONE DT Y VEEShRBEOBARRKILE, 28 BE#H
BERIZAY U LDERERHZ LN LD, BRTOBRLATTELZbDLE X, ThiZ
% L. 100 mg/kg BEICIVVT, 28 B R G#ICRRFROLRESLROBEME, BHOFRIHRRM
KB OB OB E M TTEN S b, KISEOELRRD bhviz, 7 BREESZN D
HoNEBREEOEHMERY 14 BEREEN LA DNIBIEOERIZ, 5 > KR OBESE
miCEEZRB LB {LEE X B,

BN B EE L LT, 100 mgkg BACHT 28 B R 52 ICHANEROBHER AR
FIERS A BT, WEEBREORETIX, | EREZICBBROBEESN MG DI, RHE
DHIFE & OB Z A ONT B B3 S O3 AL AR O BMRIREEE R 4 bz 23, 7 BREHE
RIZIZTZN D OEITHER U TKBERAHORME OBERA O, 28 AMREHICIIEEE
SIS E DITALIRAE OFANRTRD bz, 2B, MKALFERRE TR, BUNRZ LT F
=V DEEITHER TE R0, REFTEICRME LRMEESHh, SFRCEEI Lz L
WRE L, HBRYEORBBERITHATHIE, Ty b TOT=V VOREDTHD p-7 2
) 7= )= VIEBEEAENBIC B DI ALRAE O SsERICEEZE T TR Y (B4,
2009) |, ARBRICHNTH FROBENE UL ERERDH S L E X T,

MBI 288 L LT, 100 mgkg BICRBWT, BREHEFICRENIRSN, Sk
THE, 7 KU 14 B EHRERICETE ORMEMEEE, 7 K028 B MB5%ICHTE ORs BRI
BB BT, REMBRFARE TIX, 100 mgkg BIZBWT, 1 ER V28 HRERE#ZICRTE
DEFEOKEIEEF B DOAKMER CHIIEE, BRE OWEMMERE ERERREEE, 7 KO 28
B BB ICATE OMIEE S B OKER CHIFEE, 185, 7 BF&REE» ORITE ORBEMHE
R LB, 14 BRRSEPLREOBEABRORELEBERAIBOONEZ, ZhbD
IR D, HRYEIXERREIC T 2R 2A L, RE5HREHIZ 20 RO 100 mg/kg B T8
BINTHES ZAVZEE LR & B 2 72, 100 mg/kg 8T 28 A& SHICA DAL
BRECR OHERIEEROBEIL, BHEECEEICHT A RERS EE X, FRIC, FRY >3
HOBERR O EHEZIEILX, BOREICH T2 REMEEBRFHED Y U AEITER LT
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B10-0125

LorEZE, £, 1 EREHSIT 100 mgkeg B TH LN EROMKE ALK OWME LR
DR N BREIBEY v E DB aLIE, EEERE~ORIBMEC & ) — R B BOE
BIAET L, MILRUBRRAEE LI LERTITR LB

PRI+ 288 e LT, 100 mg/kg BEIZRBWT, 1[E, 7 K028 B E#RERICR/MER
BLR O Y a—5F U B S /NERDMITEIER, 28 A MRS SIS EEOEER
VHIRMERNTRD bz, 7B, MIRECEHRETIE, FEEZTRRT 5ELIIRD L
nighoiz,

BBMERSITLDTOMOBEL LT, BEHHFIZ 20 XU 100 mgkg B TRRRAR
ROEOIENNELEZ SN, 20 mgkg BT 28 BERERICH ZHBBOREEREOBEAR
YL . 100 mgkg BET 14 BRI 545 bAFEO/NER DM v S\ — il aR s R UM
BoFREHOBEARRZLE, 28 AHRERICROKEL BE~BE) | BROMRBE(LKk
VREDIEM RS DRaaRILE, +ZHRBOKERROBARRILE. FIRYD v/
DIERR UBEERILENTD b, SRS LT BaskiL, BRTI~TY
FUVREENTWELDD, ZOMOIBIZB W TIEIANEDT ) VTRV LR S
Nz Lnd, HBRWEITZ ORBEYSEMICIE X IIRPICHE S THEEZ2EL L
E 2T,

B EHIFFIC 100 mgkg B TH LW BREEET, ERCRABEOHE., MFRERD &
DR, FEDORME, FHEEO—BMEOKMEX, MK, BEEROHEEE T 2EZEEEL
RLi=bnLEXT,

BB IR R SR TR A b2 E OB ix, AREFEORVWEETH
Al —BEOEETHL L, 1 FIOATOREREATHD I &, MICBET ZEIHD
BRRNWZE, MIBRFEERE L LTHASNAFRTHS ZLEND, HBRWEKRE L
IXEEORWEEE R T,

PEneBy, ARBRTIIBERMEREICL Y K, Hnds, BREOELE~OEEE
EHRED bNTIED, FFR~OBE L A b, T OMOMEER, KR, L LER,
ATEIRR, FIRR. NOWR, BER. F - R, LWR~OREIRE S hiad o7z,

BE R .

NTP (1992) Toxicology and carcinogenesis studies of 2,4-diaminophenol dihydrochloride (CAS No.
137-09-7) in F344/N rats and B6C3F; mice (gavage studies). NTP TR 401.

KA (2009)6.14 BEM R FR I Fvand—] (BAMRYan OS2 EERE
&f®) , BIREISE, O, p.293-303.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study In rats

Summary of general clinical observations

B10-0125

Sex Signs Administration period
mg/kg/day 0 20 100
Male ss ss ss
179 17 17
No abnormalities detected 17 8 4
Salivation 10 13
Dark green urine 4 13
Decreased spontaneous locomotion 1 13
Incomplete eyelid opening 2
Soft stool 1
Staining around nose and mouth 4
Decreased resplratory rate 2

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

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

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

B10-0125

Removal from cage

Ease of removal

-2
-1
0
+1
+2

No reaction

Very easy

Easy (slight resistance)
Difficult

Very difflcult

Vocalization

None
Vocallzation during handling
Continuous vooalization

Handling obsevations

Muscle tone

Decreased
Normal
Increased

Subnormal temperature

Absent
Present

Piloerection

Absent
Present

Stalning hair

Absent
Present

Unkempt halr

Absent
Present

Palehess

Absent
Present

Reddening

Absent
Present

Cyanosls

Absent
Present

Lacrimation

Absent
Present

Exophthalmos

Absent
Present

Pupiliary size

Miosis
Normal
Mydrlasls

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 insufficiency
Moderately insufficlency
Severely insufficiency

Lid closure

+ilE Lol losnylbioj+ |+ [Xoh+ |+ o]+ |+ |+ |+ e ]+ |+ ]XO

Absent
Present

Galt

Normal

Staggering gait

Tip toe galt

Shuffling (paralytic) galt
Galt disturbance

Tremot/fiwltch/convulsion

None

Tremor

Twitch or convulsion

Systematic tonlc convulsion (opisthotonus or eplsthotonus etc.)

Stereotypio behavior

None
Clrcling
Grooming
Sniffing

Head bobbing

Abnormal behavior

4%<smowo|Tueo |ESiol8vHm

None

Self-biting

Backing

Circling

Rolling

Writhing
Vocalization

Straub tail

Tall lashing behavior
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B10-0125

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 20 100 0 20 100
Number of animals 5 5 5 5 5 5
-2 0 0 0 i} 0 0
-1 0 0 0 0 0 0
Ease of removal 0 2 4 4 5 5 5
Removal from +1 3 1 1 0 0 0
cage +2 0 0 0 0 0 0
0 3 1 4 3 3 5
Vocalization +1 2 .4 1 2 2 0
+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 5 5 5
temperature + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Piloerection N 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 Reddening + 0 0 0 0 0 0
- 5 5 5 5 5 5
Cyanosls + 0 0 0 0 0 0
- 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 o
- 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 [
+1 0 0 0 0 0 0
- 5 5 5 5 5 4
Salivation + 0 0 0 0 0 1
- 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 s} 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 1
Motor activity 0 5 5 5 4 5 3
+1 0 0 0 1 0 1
+2 0 0 0 0 0 0
3] 5 5 5 5 5 5
: +1 0 0 0 0 0 0
Resplration +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 0
P 0 0 0 0 0 0
GD 0 0 0 0 0 0
?nbze;vatlon 0 E E 3 3 E 3
rena Tremor/ twitch/ ~ +1 0 0 0 0 0 0
convulsion +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotyplc c 0 0 0 0 0 0
behavior ¢ 0 0 0 0 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
o] 0 0 0 0 0 0
Aonormal R 0 0 0 0 0 0
shavior W 0 0 0 0 0 0
\% 0 0 0 0 0 0
ST 0 0 0 o] 0 0
T 0 0 0 0 0 0
Defecation” 02104 0.2 04 0.4 0.5 04 +0.9 0.8 £0.8 0.4 +0.5
Urination 26138 1.8+25 3.6 £3.56 22149 22+29 3017
a): (count/min) * significantly different from vehicle control at p<0.08, **: signlficantly different from vehicle contro! 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
Dosling 2 wesk Dosing 3 week
Dose (mg/kg/day) 0 20 100 0 20 100
Number of animals 5 5 ] 5 5 5
-2 0 0 0 0 0 0
-1 1 0 3 4 2 3
Ease of removal 0 4 4 2 1 2 1
Removal from +1 0 1 0 0 1 1
cage +2 0 0 0 0 0 0
0 4 2 5 4 4 5
Vocalization +1 1 3 0 1 1 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle tone 0 5 5 5 5 ] 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature + 0 0 0 0 0 0
- 5 5 5 5 5 5
Piloerection N 0 0 0 0 0 0
- 5 5 5 5 4 0
Staining hair + 0 0 0 0 1 5
- 5 5 5 5 5 5
Unkempt hair + 0 0 p 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
Cyanosls + 0 0 0 0 0 0
- 5 5 5 5 5 5
Lacrimation N 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
Pupiliary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- 5 5 4 5 5 4
Salivation + 0 0 1 0 0 1
- 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 1
Motor activity 0 5 5 5 5 5 4
+1 0 0 0 0 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Resplration 2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Lid closure N 0 0 0 0 0 0
P 5 5 5 5 5 5
S 0 0 0 0 0 0
Galt T 0 0 0 0 0 0
P 0 0 0 0 0 0
. GD 0 0 0 0 0 0
.(')bservatlon ) 3 5 3 £ 5 5
n arena Tremor/ twitch/  +1 0 0 0 0 0 0
convulsion +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5. 5
Stereotypic g g g g g g g
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
Abnormal g g g 8 g g 8
behavior ™ 0 0 0" 0 0 0
Y 0 0 0 0 0 0
8T 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 06109 0.8 1.1 0.6+0.5 06£13 1,.0£1.0 0.4+0.9
Urinatlon ¥ 04105 0.6+1.3 1.0+1.0 0.4+05 04109 06 +0.5
a): (count/min) * significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01

-34 -



B10-0125

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 20 100

Number of animals 5 5 5

-2 0 0 0

-1 0 0 0

Ease of removal 0 5 5 5

Removal from +1 0 0 0

cage +2 0 0 0

0 3 3 5

Vocalization +1 2 2 0

) +2 0 0 0

-1 0 0 -0

Muscle tone 0 5 5 5

+1 0 0 0

Subnormal - 5 5 5

temperature + 0 0 0

- 5 [ 5

Piloerection + 0 0 0

- 5 5 4

Staining hair + 0 0 1

- 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

- 5 5 5

Lacrimation + 0 0 0

- 5 5 5

Exophthalmos + 0 0 0

-1 0 0 0

Pupillary size 0 5 5 5

+1 0 0 0

- 5 4 3

Salivation + 0 1 2

- 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 0 0

Motor activity 0 4 5 3

+1 1 0 0

+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 N 0 0 0

- 5 5 5

S 0 0 0

Galt T 0 0 0

P 0 0 0

Observation GOD g g g

In arena Tremor/ twitch/  +1 0 0 0

convuision +2 0 0 0

+3 0 0 0

- 5 5 5

Stereotypic g g g g

behavior S 0 0 0

H 0 0 0

- 5 5 3

S 0 0 0

B 0 0 0

Abnormal g g 8 8

behavior W 0 0 0

\Y) 0 0 0

ST 0 0 0

T 0 0 0
Defecation” 0.0 +0.0 1.0+14 0.0 +0.0
Urination ¥ 0.0 £0.0 0.8:%1.3 0204

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 20 100
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
, -+ 0 0 0
Sensorimotor 1 0 0 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupillary reflex 5 5 5
- 0 0 0
+
Air righting reflex 5 5 5
- 0 0 0
Forelimb
Grip strength ?re fm (9) 343 £76 390 £ 95 310 £57
Hindlimb (g) 485 £ 76 439 + 58 382:44 "
0-10 (min) 125 +73 154 £ 106 139 £ 58
10-20 (min) 135 +£29 90 +52 131£35
20-30 (min 68 + 30 85 + *
Motor activity ( , ) 29 56 &21
[Interval] 30-40 (min) 50 £ 31 69 £49 41+28
‘ 40-50 (min) 53 + 51 42 £27 17 £23
50-60 (min) 29 32 62 + 39 22 +£16
Total 459 + 154 502 175 407 £ 53

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

Scoring scale for sensorimotor function

Approach contact/touch response -1 No reaction
0  Normal
+1 Hyper reaction
Pinna response -1 No reaction
0 Normal
. +1 Hyper reaction
21?\?:?; r‘:motor Pain response (tail pinch) -1 No reaction
0. Normal
+1 Hyper reaction
Pupillary reflex + Normal
- Abnormal reaction
Alir righting reflex + Normal

Abnormal reaction
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Table 4 Twenty-elght-day repeated-dose oral foxicity study in rats
Summary of body weights (g) : Male
Dose
20 100
(mglkg/day)
Administration 1 166,58 168,19 157.06
period (day) 17,75 (17) 16,82 (17) 15,31 (17)
a 171.14 173.18 162.80 *
18,76 (13) 48,40 (13) £7.87 (13)
7 204.87 207,79 195.49
+15.80 (13) 11,14 (13) 410,48 (13)
14 27344 265.49 251.24
125,18 (9) +16.70 (9) 420,97 (9)
21 325.68 323.26 304.80
+33.38 (5) 424.66 (5) 136,48 (5)
28 367.92 362.76 345,08
+40,18 (5) $27.23 (5) 340,73 (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.

* Signlficantly different from vehicle control at P<0.01.
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Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0125
Summary of food consumption (g/rat/day) :» male
0 20 100
;‘::gg‘f;;a;if“ 20.22 21,09 20.09
+ 3.27 (13) + 1.68 (13) + 1,70 (13)
19.95 2042 16.50 **
+ 2.03 (13) + 1.91 (13) & 2.08 (13)
21.10 22,76 20.77
+ 2,66 (13) + 2.05 (13) + 1,84 (13)
21.96 21,61 20.40
+ 3,12 (9) + 2.32 (9) + 249 (9)
21.61 121.80 20.65
+ 2.62 (5) + 2.69 (5) t 2.64 (5)
20.37 2017 20.23
+ 3,15 (5) t 222 (5) x 2.71 (5)

Values are shown as Mean + S.D..
Figure(s) In parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05,
** Significantly different from vehicle control at P<0,01.
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Table 6-1 Twenty-eight-day repeated-dose oral toxlclty study in rats
Summary of urinalyses:Male
Dose Twenty-elght-day treatment
ltems
(mg/kg/day) 0 20 100
. 4.4 5.2 7.4
Urine volume (mL) 1.7 (5) £3.1 (5) 4.2 (5)
1475.4 1621.4 1275.4
Uosm (mOsmiL) £486.6 (5) £944,1 (5) £852.5 (5)

Values are shown as Mean * S.D..

Fligure(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 6-2 Twenty-eight-day repeated-dose oral toxiclty study In rats B10-0125

Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 20 100
ltems No. of animals 5 5 5
Color

Y 4 2 0

YB 1 3 0

B 0 0 1

DB 0 0 2

BL 0 0 2
Turbidity

Clear 5 5 5
pH

6.0 4 4

6.5 1 1 0
Protein

+= 0 2 2

1+ 4 1

2+ 1 2 0
Glucose

- 5 5 5
Ketones

- 1 0

+ 4 3 1

1+ 0 2
Occult blood

- 5 3 5

* 0 2 0

—
Color:Y:Yellow,YB: Yellow-brown,B: Brown,DB: Dark brown,BL:Black,
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study In rats

Summary of urinalyses: Male ‘

Group Twenty-sight-day treatment

Dose (mg/kg/day) 0 20 100
ltems No, of animals 5 0 : 5
Urinaly sediment
Red blood cells

0 5 - 5
White blood cells

0 4

1-5 0 - 1
Epithelial cells

Q 5 — 5
Casts ?

0 5 - 5
Crystals

+ 5 — 3

%); Number of calls/10views(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
e Dose One-day treatment
(mgfkg/day) 0 2 100

RBC x10L) oo @) s @ 1222 @
Hb (g/dL) lgsg ) Sﬁ @) lg:ig )
Ht (%) 123,3_ @ :ggg ) iggg @)
MeV (1) e @ 244 (4 218 @
MCH (pg) il?i @ il?? @) i;;g @
MCHC (g/dL) 28;2 @ igi? @) 2322 @
Platelet (x10%pL) 12222 @) l:g:?g () :jg;,g (4)
Reticulo (%) ig:gi ) lg:‘;g 4 lg:gg 4
WBC (x10%/L) ;;gf ) 12?:22 (4 ﬁizii 4)
Differentiation of leukocyte

Neutro (%) lﬁ:gg (4) 1:13;2 (4 lg:gg ()

Lymph (%) Jg:gg ) :2:(2): 4 Ig?g 4

Eosino (%) ig:;? @ :!:(D)igg (4) ﬂ:g:?g @

Baso (%) ig:?g ) :tgﬁg 4 tg:s @

Moho (%) ;jg? 4) :é:?g (4 ig:;g (4

LUC (%) iﬁjﬁg @ 013 ig:gg )

10.13 (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<0.085,
** Significantly different from vehicle control at P<0,01.
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Table 7-2 Twenty-sight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
s Dose Seven-day treatment
(mg/kg/day) 0 20 100

RBC (x10%uL) Z}Sjg @) Zi:g @ 232:3 )
Hb (afdL) o4 @ 4o @ 258 0
Ht (%) 207 (4 oy 1254 @
MCV (L) AP 2208 (& 219 @
MCH () igf;’ @ :;:gg @ iggg )
MCHC (g/dl) :g:gg (4) :gjg %) :gig (4)
Platelet (x10%uL) 1:?:;: ) 11222 4 Ei?g (4)
Reticulo (%) ig:g ) i;:gg (4 i?;? 4
WBC (x10%/uL) ﬁij‘g‘i @ iﬁfg @) lggig @
Differentiation of leukocyte

Neutro (%) l;g? ) l:gg (@) lggi &

Lymph (%) ea04 (4 250 e @

Eosino (%) o @ w018 @ 010 @

Baso (%) ,,gjgg (@) 1(1):13181 ) ig:g: {4)

Mono (%) 132?1) e 13:22 @ ;13;? (4)

LUC (%) igjgg (4) ig:fg 4) tg::g 4)

Values are shown as Mean £ S.D..

Figure(s) In parentheses Indicate humber 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-elght-day repeated-dose oral toxiclty study in rats
Summary of hematological examinations:Male
o Dose Fourteen-day treatment
(mg/kg/day) 0 20 100

RBC (x10%/L) . ISEZ @ 1332 @) ig;g )
Hb (g/dL) l?gg @) lg:gz 4 1‘1‘:;8 (4)
Ht (%) :::g: 4 i?:gg () ﬁjﬁg “
MCV (L) 2?133 @ 22:32 @) :gfg (4)
MCH (pg) §3§3 ) l?ﬁﬁ 4) i&g? @
MCHC (g/dL) s04e @ fo7 @) ey )
Platelet (x10%L) lﬁﬁ?g (4) lﬂ:gg @ Egg? o)
Reticulo (%) iﬁjii @ tg:l: 4 3;;:?3 (O]
WBC (10%uL) lf;ﬁ?,g ) 11333 (4) l%?g 4)
Differentiation of leukocyte

Neutro (%) l‘;:gg (4 lggg 4 lg?i (4)

Lymph (%) P @ 280 @) 7% (4)

Eosino (%) ig:g: @ :g:g e ig:;? “@

Baso (%) i;::g 4) :l:g;,g “ ig:ig )

Mono (%) tﬁ:g @) :ggg ) igg: “@

Luc %) c028 (@) 008 () 028 @

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 7-4 Twenty-elght-day repeated-dose oral toxicity study In rats
Summary of hematological examinations:Male
oms Dose Twenty-eight-day treatment
(mglkg/day) 0 20 100
RBC . (x10%uL) Zgg 5) Z;ig (5) ifgfgi:i *(5)
Hb (g/dL) lgg: () ::ggg (5) lf:gg *(5)
Ht (%) :g:gg (5) 2135 ®) _ :i:gi *(5)
MoV (L) :?2; (5) :?13 ®) 1??:232 *(5)
MCH (pg) 1323 ) 1333 ) ::ig ()
MCHG (9/dL) 024 @ 2040 ®) ot ®
Plate!et. (x10%uL) l?fj’éf (5) l:gf? (5) l?g:g; (5
Reticulo (%) iﬁjﬁ? ® - 13133 ®) ;g:?cz) *(5)
~ wBC (x10%/L) l%j% (5) 1:13523 () lggﬁgg *(5)

Differentiation of leukocyte

Neutro (%) l::ig ) 12:;2 &) i;;f ®)

Lymph (%) 2220 (5) :igg ® e *(*5)

Eosino (%) iﬁ;?: 5) igﬁg 5) :giﬁ )

Baso (%) 1(1)3: (5) i:):gg (5) ig:g? (6)

Mono (%) :ﬁﬁg (5) :t:):gg (5) igg; *(5)

Luc (%) o 6 041 @ w0t ©
PT (sec) l§j8§ 5) lg:gg ®) lgjii 5)
APTT (sec) lgﬁﬁ (5) l:gg (5) l;t?): (®)

Values are shown as Mean x S.D.,

Flgure(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 8-1 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of blood chemical examinations:Male
Dose One-day treatment
Items
(mg/kg/day) 0 20 100
93.3 91.3 94.3
AST (o) £14.7 (4) 16,6 (4) +12.7 (4)
41.3 33.8 42.8
ALT (uiL) 7.3 (4) 132 (4) £14.1 (4)
1116.3 1285.3 1313.3
ALP (i) $62.8 (4) 1188 (4) £2223 (4)
11.80 9,88 10.53
BUN (mgfdL) £2.27 (4) 1,54 (4) £2.22 (4)
0.150 0.140 0.080 **
Creatinine (mg/dL) 0,018 (4) 0,014 (4) 0,008 (4)
. 0.060 0.060 0.048
T-Bil (mg/dL) £0.014 (4) +0.008 (4) 10,017 (4)

Values are shown as Mean + S.D.,

Figure(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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Table 8-2 Twenty-elght-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 20 100
79.0 85.5 79.3
AST uiL) 15.0 (4) 6.6 (4) 4.8 (4)
29.0 31.8 29.8
ALT (ui) +2.2 (4) +4.8 (4) 2.4 (4)
947.0 1073.8 889.3
ALP (u) +127.6 (4) 1202.6 (4) +164.6 (4)
9.95 7.85* 9.05
BUN (ma/dL) +1.45 (4) +0.67 (4) £1.13 (4)
0.180 0.133 0.055 **
| .
Creatinine (mg/dL) £0,000 (4) 10,010 (4) 10,013 (4)
0.058 0.058 0.020 **
T-Bl (mg/dL) £0.010 (4) £0.010 (4) £0.014 (2)

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.
** Signiflcantly different from vehicle control at P<0.01.
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Tabie 8-3 Twenty-eight-day repeated-dose oraf foxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
ltems
(ma/kg/day) 0 20 100
84,0 67.5 ** 70.0 *
AST (UL 7.7 (4) +5,8 (4) +3.3 (4)
29.3 24.8 22,8
ALT (IUL) +5.4 (4) 1.7 (4) 3.6 (4)
908.3 750.3 7723
ALP o) £161.4 (4) 4994 (4) 917 (4)
8.73 7.18 6.28
BUN (mgrdL) £2.43 (4) 2,93 (4) 1225 (4)
0.188 0.173 we
Creatinine (mg/dL) £0,005 (4) £0.019 (4) )
0.058 0.045 -
T-Bll (mg/ciL) £0.010 (4) £0,013 (4) )

Values are shown as Mean + S.D..

Figure(s) in parentheses indlcate number of animals used for the statistical analysis,

a): Not detected.

* 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 toxiclty study in rats
Summary of blood chemical examinations:Male
o Dose Twenty-eight-day treatment
(mg/kg/day) 0 20 100

AST (UL e a1 o) igg )
ALT (1UrL) iijg ®) ig:g ®) lg:g (8)
ALP (UL 41802 (5 s1782 @) s224
chE ) 323 ) +198 255 )
y-GTP (un) ig:gg ®) :tg:gg ®) i:)::g ®)
T-Cho (mg/dL) ;(1):: ® 1’152:(7) ) i?g:s )
6 (mo/dL) 12::3 5) éﬁ:i 5) ‘ 1‘3’;‘; ®)
BUN (mg/dL) iﬁ%@ jgﬁ) i%%
Creatinine (mg/dL) tgﬁg (5) iggg: *;5) — Ii:0)
T-Protein (g/dL) ig;: (5) ig:(; (5) igg? *(*5)
Alburin (g/dL) tﬁjﬁ‘; 6) ¢§:g2 ®) ﬂz):s:g 5)
AJG ratio G igjgég (5) 13:313 (5) i:):gg; *(*5)
Glucose (mg/dL) lfi? (5) :(1)3: (5) :gg:g (5)
T-Bil (mg/dL) iﬁ:ﬁﬁ (5) ig:gi‘: (5) tg:ggf/ (4)
TBA (pmolft) 12322 ) :;32 ) ﬁ::gg )
P (mgrdL) lﬁ?é ®) lﬁ:;g ®) l?gg *(5)
Ca (mgfdL) lﬁﬁf 5) 15133 ®) lggg ®)
Na (mEq/L) 113; &) 1:?? () 1::;: 6)
K (mEq/L) o ) s44 ®) s071 *(*5)
cl (mEag/L) 12:::2 (5) 12?:2: (5 1:::25 *(*5)

Values are shown as Mean £ S.D..

Figure(s) In parentheses indicate number of animals used for the statistical analysls.
a): Not detected.

* Significantly different from vehicle control at P<0.08.

* Significantly different from vehicle control at P<0.01.
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Table 9-1 Twenty-elght-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights;:Male '
Dose One-day treatment
Items :
{mg/kg/day) 0 20 100
Lvar @ 4,963 4,645 5.248
g £0.320 (4) £0.376 (4) £0.229 (4)
Hoat @ 0,640 0,683 0.688
g 0,083 (4) 0,054 (4) 0,033 (4)
0.713 0.758 - 0.758
Kidney(R) @ 0,084 (4) 0.078 (4) 0,038 (4)
0.685 0.740 0.748
Kidney(L) @ 0,056 (4) 0,006 (4) 0,050 (4)
1,308 1498 1,505
Kidneys @ 10,135 (4) 10,174 (4) 0,087 (4)
0.713 0.818 0.738
Testis(R) @ 0,064 (4) £0.089 (4) 0,410 (4)
0,690 © 0,820 0.725
Testis(L) (@ £0,047 (4) £0,080 (4) 0,095 (4)
1,403 1,638 1.463
Testes (9) 0,110 (4) +0.167 (4) £0.205 (4)
) 0.090 0.098 0.085
Epididymis(R) (@ £0,012 (4) £0,024 (4) £0.013 (4)
. 0.093 0.090 ~ 0.083
Epldidymis(L) C) £0,010 (4) £0,014 (4) 10,013 (4)
0.183 0.188 0.168
Epididymides (@ 0,021 (4) 20,038 (4) 0,025 (4)
0,090 0.098 0.070
Ventral prostate  (9) $0.014 (4) £0,019 (4) 0,014 (4)
Dorsolateral © 0.075 0.068 0.065
prostate 0,010 (4) 0,010 (4) £0.010 (4)
. 1,748 1,803 1,763
Brain (@ 0,039 (4) $0,024 (4) 10,029 (4)
0.428 0.440 0.418
Spleen ) £0,069 (4) 0,110 (4) 0,097 (4)
' 514,70 505.20 487.63
Thymus (mg) £52.76 (4) £93.16 (4) 161,76 (4)
5.38 6.03 * 5.65
Pltultary gland (mg) 10,32 (4) £0.26 (4) 042 (4)
10.93 10.63 12.08
Thyrold (mg) 11,24 (4) £0,99 (4) £1.10 (4)
30,18 30.83 34,05
Adrenals (mg) £3.94 (4) +4.21 (4) 232 (4)
134,38 137.68 142.38
Final body weight  (g) £7.18 (4) £5,84 (4) £3,84 (4)

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-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-day treatment
ltems -
(mg/kg/day) 0 20 100
Liver . 6,068 6.583 6.558
9 0,288 (4) £0.577 (4) £0.469 (4)
0.750 0,830 ** 0.760
Heart @ 0,028 (4) £0,026 (4) 0,028 (4)
0,818 0.935 * 0.880
Kidney(R) @ £0.038 (4) 10,086 (4) 0,047 (4)
0.800 0.873 0.873
Kidney(L) @ 0.028 (4) 0,093 (4) 0,051 (4)
1,618 1.808 1,753
Kidneys (9) £0,051 (4) £0479 (4) . 0095 (4)
1.028 0.935 * 0.910 *
Testis(R) @ 0,040 (4) 0,059 (4) £0.045 (4)
1.015 0.958 0,905 *
Testis(L) . © £0.042 (4) £0.056 (4) £0.035 (4)
Testes () 2,043 1,893 1,815 *
g 0,080 (4) £0.115 (4) 0,075 (4)
' 0.130 0.138 0118
Eplididymis(R) (9 +0.012 (4) £0.013 (4) +0,026 (4)
0.133 0.140 0.118
Epididymis(L) @ 10,013 (4) 10,024 (4) $0.026 (4)
0.263 0.278 0.235
Epididymides (@ 0,022 (4) $0.035 (4) 10,053 (4)
0133 . 0.133 0.105
Ventral prostate () 0,026 (4) 10,005 (4) 0,034 (4)
Dorsolateral @) 0.120 0.110 0.100
prostate g £0,033 (4) £0.020 (4) 0,036 (4)
. 1,883 1.770 1.823
Brain @ £0.142 (4) 10,036 (4) £0.070 (4)
Soleen @ 0.420 0.483 0.543
P 9 0,038 (4) 20,085 (4) 0,074 (4)
Thymus e} 524.55 531.25 530.68
4 g £52.29 (4) £80.62 (4) £42.56 (4)
6.03 6.85 * 6.58
Pltuitary gland (mg) 0,67 (4) 031 (4) £0.22 (4)
16.50 13.10 11.95
Thyreld ~ (mg) 521 (4) £2.16 (4) +1.47 (4)
Adrenals o) 32.38 32.08 36.93
8 £2.40 (4) £3.40 (4) 4,26 (4)
. 170.80 182,73 174.90
Final body welght  (g) £6.20 (4) £0.21 (4) £6.16 (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 contro} at P<0,01,
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 20 100
Lver © 8.823 8.098 8.390
9 +1.269 (4) $0.682 (4) 0,553 (4)
1.005 0.975 0.970
Heart @ $0.127 (4) +0.037 (4) - 0,037 (4)
1.123 1,095 1.008
Kidney(R) @ 0,118 (4) 0,097 (4) 0,085 (4)
1,070 1.078 1.085
Kidney(L) @ £0.076 (4) £0,082 (4) £0.113 (4)
2193 2173 2,183
Kidneys (@) £0.194 (4) $0.179 (4) 0,196 (4)
1.295 1.298 1425
Testis(R) ©@ £0.057 (4) £0.135 (4) 0175 (4)
1,263 1.325 1133
Testis(l) @ £0,026 (4) 0,103 (4) £0.175 (4)
2,578 2,623 2.258
Testes @ £0.078 (4) 10325 (4) 10351 (4)
0.195 0.188 0.183
Epididymis(R) ) 0,017 (4) £0.021 (4) 0,017 (4)
0.195 0.180 0.180
Epldidymis(L @ £0,017 (4) £0.014 (4) £0.022 (4)
0,390 0.368 0.363
Epldidymides (@ +0,034 (4) +0.034 (4) £0.038 (4)
0.230 0.193 0.203
Ventral prostate  (g) 0,032 (4) £0,017 (4) £0.022 (4)
Dorsolateral @ 0.188 0.175 0.173
prostate .- 0,030 (4) £0.035 (4) 0.030 (4)
. 4 1.880 1,945 1.793
Brain (@ £0,060 (4) 0,065 (4) 0,081 (4)
0.650 0.583 0.755
Spleen @ $0.110 (4) £0.092 (4) £0.271 (4)
591,35 578.10 614.45
Thymus (mg) £116.99 (4) £87.26 (4) +83.18 (4)
8.40 8.45 7.70
Pituitary gland (mg) 041 (4) 0,68 (4) £0.78 (4)
17.43 16.10 12.65
Thyroid (ma) £1.90 (4) £2.16 (4) £4.68 (4)
4575 41.43 47.65
Adrenals (mg) £6.47 (4) £1.82 (4) 4812 (4)
263.90 241,25 227.85
Final body weight  (g) £23.66 (4) £12.26 (4) +14.30 (4)

Values are shown as Mean £+ S.D.,

Figure(s) In parentheses Indicate number of animals used for the statistical analysis.
* Signlficantly different from vehicle control at P<0.08,

** Significantly different from vehicle control at P<0.01,
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Table 94 Twenty-elght-day repeated-dose oral toxicity study in rats
Summary of absolute organ welights:Male :
Dose Twenty-eight-day treatment
items
(mg/kg/day) 0 20 100
Liver © 11.148 10.922 13.324
g +1.613 (6) +1.233 (5) £3.260 (5)
1.268 1,308 1.212
Heart (@ 0,134 (5) 0,077 (5) £0.223 (5)
1.206 1.358 1,482
Kidney(R) @ 40,099 (5) 0143 (5) 10,263 (5)
1,204 1,348 1,490
Kidney(L) @ 10,102 (5) 0,149 (5) 0,283 (5)
Kidnevs © 2,590 2,706 2.972
4 @ 0,192 (5) 0.291 (5) +0.544 (5)
1,526 1,662 1,490
Testis(R) @ 0,170 (6) 0,280 (5) £0.196 (5)
1,518 1,550 1.474
Testis(L) @ £0.154 (5) +0.265 (5) £0.197 (5)
3.044 3.112 2.964
Testes @ 0.324 (5) 0,545 (5) 0,389 (5)
0.364 0.404 0.354
Epididymis(R) @ £0.019 (5) 0,062 (5) £0.051 (5)
0.356 0.396 0.354
Epididymis(L) @ 0.017 (5) 0,072 (5) 0.055 (5)
0.720 0.800 0.708
Epldidymides ®© £0.032 (5) 0.128 (5) 0,106 (5)
0.374 0.418 0,400
Ventral prostate  (g) 10,073 (5) 0.094 (5) £0.099 (5)
Dorsolateral © 0.298 0.356 0.318
prostate 9 £0.051 (5) £0,053 (5) £0.095 (5)
: 1.012 1,128 0.932
Seminal vesicle  (g) 10121 (5) +0.186 (5) £0.171 (5)
2,010 2.010 1.950
Brain @ 0,002 (5) £0.039 (5) £0.116 (5)
0.608 0.668 2718 *
Spleen (9) £0.079 (5) £0.213 (5) +1,144 (5)
602,14 524.80 543.38
Thymus (mg) 08,75 (5) 83.49 (5) £72.98 (5)
10.76 10.56 10.08
Pitultary gland (mg) $0.72 (5) 0.98 (5) 111 (5)
18,60 19.50 17.52
Thyrold (mg) 450 (5)  £3.58 (5) £2.73 (5)
55.12  49.84 48,90
Adrenals (ma) £13.07 (5) £9.34 (5) 841 (5)
_ 350.10 345.16 324.12
Final body weight  (g) £39,11 (5) +25.53 (5) £37.88 (5)

Values are shown as Mean £ S.D.,

Figure(s) in parentheses indlcate 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 10-1 Twenty-eight-day repeated-dose oral toxiclty study In rats
Summary of relative organ welights:Male
s Dose - One-day treatment
(mglkg/day) 0 20 100
Liver (g/100g) igggg (4 13:13;21;) igg?g (4)
Heart (g/100g) ,31323 (4) 131333 @ ig:g?g 4
Kidney(R) ' (g/1009) ig;ﬁiﬁ @ igg;g @) ig:ggg @
- Kidney(L) ‘ (g/100g) ig:g;g @ xg:gig (l4) tg:gzg (4)
Kidneys {g/100g) i;:g:g (4) t:):ggi (4) 1:):32; (4
Testis(R) {9/100g) igjf,gg @ tg:gg? 4 tgig;?/ ()
Testis(L) (g/100g) igg;g @) igggg @ :gg;g (4)
Testes (g/100g) i&?}‘g ) 1(1):;'1813 (4) 111):?:: “
Epididymis(R)  (g/100g) 10008 (4 0019 (4>v " o0 @
Epldidymis(L) (g/100g) 18822 @ . ﬂ:gg?g o) ig:ggg @ |
Epididymides (g/100g) ;g:éig @), ig:ggg @) ig:::g )
Ventral prostate (g/100g) igg?g ) ’ :tgg;,g (4 *ggfg 4
,?r‘é';i‘;'éte'a' (g/100g) tg:ggg @ tgiggg @ 18832 *(4)
Brain (9/100g) i;ggi {4 i:)glg ) :tgggg 4
Spleen (g/100g) co062 (4 10088 8 2081 (&
Thymius (mg/100g) igéfé @ igggg ) igg;.g )
Pituitary gland Fm9/1009) tggg ) :g:gg (4) tg:gg @
Thyroid (mg/100g) t?;g ) :t:I,;: 4 iggg 4)
Adrenais (mg/100g) ::g? @ :::gg‘(at) ::1332 @ .
Final body welight (@) 13?2 (4) 1:;2: (4) 1:2:3 (4

Values are shown as Mean % S.D..

Figure(s) in parentheses Indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0,05.

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

Summary of relative organ welghts:Male
ems . Dose Seven-day treatment

(mg/kg/day) 0 20 100

Liver (g/100g) igf?? @) tg:ggg (4) tgz“/"al (4)
Heart (9/100g) :g:gjg @ :g:ggg @ tg:ggg @)
Kidney(R) (0/100g) ig:g?ﬁ 4) 18:323 (4) :eg:g?: (4)
Kidney(L) (97100g) iﬁjﬁ?ﬁ @) ig:gzg (4) ig:ggg (4)
Kidneys _(@100g) ig:gfg @) tg:gig ) i:):ggg @
Testis(R) (g/100g) tg:gg: ) ig:g;g :4) ig:gig 4
Testis(L) (/100g) ._,33?2 ) ig:gig ;4) :tgg;g *(*4)
Testes (9/100g) i;igg 4 igg;g :;) i;g;g *(;)
Epididymis(R) (9/100g) ig:ggg @) tg:g:g (4) d:gzg;,g.@)
Epldidymis(L) (a/100g) ig:g:;,g (@) ig:gfg (4) | :gm (4)
Epididymides (g/100g) ig:gfg @ ig;;iﬁ @ ig:;:g @
Ventral prostate (g/100g) ig:g:g @ ig:gg: @) ig:g?g (4)
Dorsolateral (0/100g) - 0.070 0.060 0.080
prostate $0.016 (4) £0.014 (4) +0,018 (4)
Brain (g/100g) tz;::)gg ) tg:ggi :4) t;:ggg 4
Spleen (a/100g) igﬁg: @ 1852:23 (4) tgggg *(4)
Thymus (mg/100g) :gg:;g @ ijg:ﬁ 4) igg:jg (4
Pltultary gland (mg/100g) ig:gg @ xg::g (4) tg:: 4
Thyrold ~ (mg/100g) iﬁ;?ﬂ @) t::;g @ i?:(a)g @)
Adrenals (mg/100g) lgjzi ) Zig @ 2253 4
Final body weight  (9) Zgﬁgg 7)) 12;:;:15 @ 1:2:?2 4

Values are shown as Mean £ S.D,, .

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Slignificantly 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-elght-day repeated-dose oral toxicity study in rats

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

(ma/kg/day) 0 20 100

Liver (g/1009) ,_,gj‘ﬁi () ig:?g? @) iﬁfgg (4)
Heart (g/100g) ook () sootr @ s0022
Kidney(R) (g/100g) ig;‘;?ﬁ ) ig:ggg (4 igzggg “
Kidney(L) (g/100g) ig:gfg (;1) ig:ggg {4) tg:ng *(4)
Kidneys {9/100g) igg?g ) igggg () igggg @
Testis(R) (9/100g) *8323' ) tg:ggg (4) 183323 )
Testis(L) (/100g) igf’);ﬁ (4) tg:ggg (4) ig:gzg ()
Testes (a/100g) tlj?ﬁ? @ 1(13:83: @) :i:gﬁ?i @)
Epididymis(R) (g/100g) ig:ggg (4 igzgg: (4) ' :!:g:ggg (4)
Epididymis(L) * (9/100g) ig:ggg o) :g:g;: @ tg:ggg (4)
Eplididymides (g/100g) tg;g: 4 tggfg (4) :i:gggg 4)
Ventral prostate (g/100g) tgggg @ ._tgggg @ igggg 4
Dorsolateral (a/100g) 0.075 0.073 -0.078
prostate £0.010 (4) £0.015 (4) 0.015 (4)
Brain ‘ (g/100g) ig:;:: ) igﬁzgg (4 ’ :l:g:ggg (4)
Spleen {g/100g) tgjﬁgg ) tg:ggg (4) :g:?gg 4
Thymus (mg/100g) f{ggg ) :Z;gg (4) Z;:}i @ -
Pitultary gland (mg/1009? tg:g ) tg?g ) ;tggg (4)
Thyrold (mgH 069) :!:?gg @ j;’g “) ;jg: (4)
Adrenals (mg/100g) lgli ) lg:;g (4) ig?g 4
e e e e — — —— — T Y e
Final body weight  (g) iggjgg ) iﬂzgg (@) iﬂgg (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 10-4 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of relative organ welghts:Male
fems Dose Twenty-eight-day treatment
(mglkalday) 0 20 100

Liver (9/100g) ig:::g (5) 12:;(153 (5 :tg:g'sli (5
Heart (/1009) tgggg G . 181323 (5) ig:gg ®)
Kldney(R) (a/100g) ig:gzz (5 181223 (5) :tg:ggg *(*5)
Kidney(L) (g/100g) tgfigg (5) xg:ggg (5) tg:ggz *('5)
Kidneys (g/100g) iggg; (5) iggzg (5 :tg?;g *(*5)
Testis(R) (g/100g) ig:g;? (5 ig:ggg (5) :l:g:gg; (5)
Testis(L) (a/100g) 5000 ) w0088 (®) 10078 ®)
Testes (g/100g) ig?gf ®) igfgg (5) ¢gfig 5
Epididymis(R) (g/100g) ig:;?g ® 13313 ®) 1313;3 ®
Epldidymis(L) (g/100g) tg:;gi (5) | tg:gg'(s) igg;g (6)
Epldidymides (g/100g) ig:gg? (5) ;g:ggg 5) . tg:gfig (.5)
Ventral prostate (g/100g) :tg:)fl): ®) ig;:g ®) tggi (5)
'l;);rssgltaeteral (g/1009) :tgg:g 5) ig;?i ®) ig:;gg ®)
Seminal vesicle (g/100g) iggig ®) tgggg (5) tgggg 5
Brain | (g/100g) igg:,g (6) :tg:gg: ) ig:gg; )
Spleen (a/100g) ig:,;’g (5) 18(1)2(1) (5) :hgg;j '(5)
Thymus (mg/100g) 13222 (5) 1?113:2 (5) 13323 (6
Puultary gland (mg/100g) i?,j;? (5) iﬁjgg (5) ig:;i (6)
Thyroid (m9{1009) ifjﬁg (5 j?g () iglgg (6)
Adrenals ~('119/1009) ligg (5) lgg: (5) lg?: (5)
Final body welght  (g) 22212 (5) 2;:;3 (6) ::;;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 control at P<0,085.,

** 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 20 100  (mg/kg/day)
ss ss ss
4 4
No abnormalities detected 4
Forestomach
Blackish substance on mucosa 0 0 2
Jejunum
Whitish change of mucosa 0 0 1
Mesenteric lymph node
Whitish change 0 0 1

ss. scheduled sactrifice animal.
a) Number of animals examined,
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Table 11-2 Twenty-eight-day repeated-dose oral toxfcity study in rats

Summary of macroscopic examinations: Seven-day treatment
Male
Findings 0 20 100 (mglkglday)
sS ss ss
49 4
No abnormalities detected 4 4
Forestomach
Elevated region of mucosa 0 1
Recessed region of mucosa 0 1
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 20 100  (mg/kg/day)
sS ss SS
49 4 4
No abnormalities detected 4
Forestomach
Elevated region of mucosa 0 0 1
Kidney
Pelvic dilatation, unilateral 0 0 1
Spleen
Blackish chalngg_. . 0 0 1
‘Enlargement o o T

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 20 100  (mg/kg/day)
ss S8 ss
5% 5 5
No abnormalities detected 5 5
Forestomach
Recessed region of mucosa 0 0 1
Liver
Enlargement 0 0 3
Kidney
Dark brownish change, bilateral 0 2
Enlargement, bilateral 0 0 1 --------------------
Portal lymph node
Enlargement 0 0 4
Spleen
Blackish char_\gg _____
'énlargement T 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 20 100 (mg/kg/day)
SS SS sS
43 4 4
Forestomach
No abnormalities deteoted v B4 A VA
Edema and cellular infiltration/
Lamina propria/Limiting ridge * 0/4 0/4 3/4
Glandular stomach
No abnormalties detected Ya M,
Necrosis/Fundic mucosa/
Cardiac portion ' B ] * 0/4 0/4 va o
‘Necrosis/Pyloric mucosa/Focal ) o4 o4 T
Jejunum
Vacuolation/Villous epithelium +++ - - 11
Liver '
No abnormalities detected | ... e S, aa....... L S
I'-iypertrophy with prominent nucleoli
and glycogen accumulation/ + 0/4 0/4 3/4
Hepatocyte/Periportal
Kidney )
No abnormaliies detected ... aa LA S
Alteration, cytoplasmic and nuclear/ __* 04 04 . 204
Proximal tubule/Outer stripe of outer  ++ 0/4 0/4 1/4
medulla o Tire o4 7 14 T
Single cell necrosis/Proximal A S o4 1/4 ______________________
tubule/Cortico-medullary junction ++ 0/4 0/4 3/4
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 44 4/4
Mesenteric lymph node
No abnormalities detected 3/3 -— 4/4
Spleen '
No abnormalities detected 4/4 - 4/4
Thymus
No abnormalities detected 4/4 -— 4/4

ss. scheduled sacrifice animal.

a) Number of animals autopsied.

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

+; slight, ++: moderate, +++: 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 20 100  (mg/kg/day)
ss ] S8
4® 4 4
Forestomach
No abnormalifies detected _.....440 A4 . 24 e,
Edema and cellular infiltration/ o 04 o4 s
Lamina propria 4 0/4 0/4 1/4
?gg:lrplaSIa/Squamous epithelium/ . 0/d 0/4 o4
Uleer T ¥ 4 o4 1 T
Glandular stomach
No abnormalities detected 4/4 4/4 4/4
Liver
Nogbnommalites detected . SO .
Hypertrophy with prominent nucleoli
and glycogen accumulation/ + 0/4 0/4 2/4
Hepatocyte/Periportal
Kidney
Nogbnommalifes detected A
Regeneration/Proximal tubule/
Co?tico—medullary junction * 0/ 0/4 14
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
Mesenteric lymph node
No abnormalities detected 4/4 - 4/4
Spleen ‘
No abnormalities detected 4/4 — 4/4
Thymus
No abnormalities detected 4/4 -— 4/4

ss: scheduled sacrifice animal,

a) Number of animals autopsied.

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

t: very slight, +: 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 freatment

Male
Findings Grade 0 20 100 (mg/kg/day)
ss sS ss
4% 4 4
Forestomach
No abnormalities defected oo A A A
Hyperplasia/Squamous epithelium/
S
Hyperplasia/Squamous epithelium/
uﬁ?nm% dge P 04 0/4 1/4
Glandular stomach
No abnormalities detected 4/4 4/4 4/4
Liver
No abnormalties detected vmeeeeerenen A A
Deposit, brown pigment/
Kqufer cell/Peri?:grta! * 0/4 0/4 3/4
‘Necrosis/Hepatocyte/Focal T s o4 T
Kidney
No abnormalties detected v Y s pe i SRR
Dilatation/Pelvis + 0/4 e 1/4
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
Mesenteric lymph node
No abnormalities detected 4/4 - 4/4
Spleen
No sbnommalties detected _  ooooooooe... TR SR . S
Songestion T L - 2 S
Deposit, brown pigment/ . o S o4 24
Red pulp ++ 0/4 0/4 1/4
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,

-64 -

B10-0125




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 20 100  (mg/kg/day)
] SS sS
5% 5 5
Trachea
No abnormalities detected 5/5) 5/5
Lung .
No abnormalities detected 5/5 - 5/5
Submandibular gland
No abnormalities detected 5/5 -— 5/5
Forestomach
No abnormalifies defeoted . meeeeeeeeeneeen B BB O,
Edema and cellular infiltraion/
Lamnapropia e
Edema and cellular infiltraion/
Lamina proprialLimitingridge s Y ]
I;gcp:lrplaSIa/Squamous epithelium/ it /5 /5 1/5
Hyperplasia/Squamous epithelium/
ming ige I
Uleer ¥ s o5l T
Glandular stomach
No abnormalties defected . meureeeeveeeen BB,
Necrosis/Fundic mucosa/
Cardiac portion * 0/5 0/5 175
Duodenum
No abnormaltles detected . vcevreeeeen 38O OB .
Deposit, brown pigment/ Ly oo 56 s
Lamina propria ++ 0/5 0/5 4/5
Jejunum
No abnormalities detected 5/5 5/5 5/5
lleum
No abnormalities detected 5/5 5/5 5/5
Cecum
No abnormalities detected 5/5 e 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

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

Male
Findings Grade 0 20 100  (mg/kg/day)
SS ss SS
52 5 5
Liver
No abnormalities defeoted e 880 5B O
Deposit, brown pigment/ L s s w o
Kupffer cell/Periportal ++ 0/5 0/5 4/5
Hypertrophy with prominent nucleoli 5 s s o5 T
and glycogen accumulation/  reeree e
Hepatocyte/Periportal + 0/5 0/5 3/5
Heart
No abnormalities detected 5/5 - 5/5
Kidney
Nosbromalifesdetected &5 45 5
Deposit, brown pigment/
Prosimal buelootex e
Regeneration/Proximal tubule/
Ou?ernstrip; gf outelr medulla - 0/5 0/5 15 o
Scar/Cortex T o 15 os T
Urinary bladder
No abnormalities detected 5/5 — 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 e 5/5
Coagulating gland
No abnormalities detected 5/5 - 5/5
Seminal vesicle
No abnormalities detected 5/5 - 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied. _

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

+: very slight, +: slight, ++: moderate.
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Table 12-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 20 100  (mg/kg/day)
ss S5 ss
5% 5 5
Spinal cord
No abnormalities detected 5/5 — 5/5
Sciatic nerve
No abnormalities detected 5/5 -— 5/5
Bone marrow
Nogbnormaliesdetected 85 85 M5 ..
+ 0/5 0/5 3/5
Erythroid hyperplasia CTTTTT 6/.5- --------- 6 ié -------- :]-/;5 ---------------------
Axillar lymph node
No abnormalities detected 5/5 -— 5/56
Portal lymph node
Deposit, brown pigment A SO PR L
SN e OO T i SRR
Plasmacytosis + - - 1/4
Mesenteric lymph node
No abnormalities detected 5/5 -— 5/5
Spleen
Noabnormalities detected 55 ... 515 0/5
¥ ok ol s T
Congenstion ++ ::: o5 0 /5 ....... s
T o5 s
‘Depostt brown pigmentiRed pulp__ +++ 0 05 EE
Fomaiopoieis, extiamediary, ¥+~ 05 B8 g T
increased 4t 0/5 0/5 3/5
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
Eye ball
No abnormalities detected 5/5 - 5/5
Skeletal muscle
No abnormalities detected 5/5 —— 5/56
Bone
No abnormalities detected 5/5 — 5/5
Mammary gland
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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