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HKEOEME, PT DR, 1000 mgkg BT 7 BRGSO HEEKLEOEE, 28 HEBE%
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NEEFDHERTHIIE C & 0 BT AR OVINAZERE, 1000 mg/kg BT 7 BRIRE# ) LIFEO O
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ERBR T —MTRE LR ERE . &8 3 L0 SEEHO Crl:CD(SD#ET » M
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BEERMMEENEXTO. . &EKERS 1 BRICEHBREOSBEEEAELITo 7. T DR,
50 mg/kg/day LA_E D B THER, 250 mgkg/day L L0 A ECHIBEE OB R OFFIRE
K. 1000 mgkg/day TEIRDOEBEILNFRD SR, —RESER VMEEHER IV
THRBMEREHICEERBEVIRO b7 2 L5, 1000 mg/kg/day D & T 28
HERERS L THEERRCEOEEREMEEEIRFA L2V E X,

L7238 T, AFRBRTiX 1000 mgkg/day #mFHEE L, EAEL LT 200 mgkg/day %
BIE Lz,
BERERL

WERWEREREL L T2 AEHER T A, HEO L2 B 5 2 EEMBRERE L,
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—— REAE | BERE f&’%ﬁ%gﬁ Enl7/E e
(mg/kg/day) | (mL/kg) | BE(W/N%) (B ES)
EE iR (1 ERSE) 0 10 0 41 - 4
AR (7 HE®RS) 0 10 0 4(5- 98)
KT (14 BRE#E) 0 10 0 4(9 -12)
TR (28 ARE®S) 0 10 0 5(13 - 17)
ERAE (1 ERS) 200 10 2.00 4(18 - 21)
A& (7 BERE) 200 10 2.00 4(22 - 25)
w | EAE (14 BREE) 200 10 2.00 4 (26 - 29)
B IKAE (28 BEEE) 200 10 2.00 5(30 - 34)
Y mEE 1ERS) 1000 10 10.0 4 (35 - 38)
2 =HE (7B 1000 10 10.0 4(39 - 42)
mAE (14 AERS) 1000 10 10.0 4 (43 - 46)
=A== (28 FE#ZS) 1000 10 10.0 5(47 - 51)
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2) WRYEROFRERLORE

HBRMELHEEL., SN THR L%, = — v lENx TRB I, 0%k, =
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B~/ RAF v I AT =T —CHEB LML —WMEERL. 2 —BEMITHFRL,
2.00 WA DB BER Z AR LT,

P LS REOHBMERR OBREICHVIEAREMNE T IR F v 7 REBICE
NEWIST L, HRYERREORKBE 7 ICTHET (EBRHE 1~10°C, FE&HE 1
~10°C) THRE L7z, HBRWERITFAEE 13 BURNICER L,

NG TRE LT B REOHERMERE AT, F8E5 B IR EICVERELZRE
BEIOLBO L, AEEE TER CERLEEICHA WS,

b) HRMERDOEH— MR OLZEME DR

10.0 XTr0.100 W% DHEBRIER DB —HB L OWFTRE T 13 BRIORENEZ.
LREMRITIBVT X02-0261 TEEREZ o~ 757 0— (HPLC) ICXVRERL
77

W—EIZOWTIE, BRWERDO L, FRUOTEBORIE L- KR EREDEER
#(CV) 25 10.0 XT0.100 W% DIEERMER TENZEI 0.0 KT 02% & S%UEUANTH
ST b, H—ThdH I EVHERINT,

& J8 DORIERE DOIEE fRE

CV(%) = 100
= R oHEREOTEE

BEMICOWTIE, RERICHE L-BYEREN, HAREROEEREIZSL
10.0 2T 0.100 w/iv% D #EEBEME IR TEILZH 100% X% T 98.9% & 100£10% AN Tdh - 1=
ZEhb, REFETCTEETHD Z LRFERIN,
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COENZERR L7 10.0 T8 2.00 whvv% DB B O TME 4 DREE % . MRBRHR I
BT X02-0261 THPLCIZ X W HER L 7=,
BIE L7 ERE VR EMICH L, 10.0 R112.00 wy%DHEBRM LR T2
99.1%K T 98.0% & 100£10% AN TH o772, BWENCTHE T/~ 2 HE L THEIZH
Y
154 % &

LEL 7. 14 X328 Bf&ER 1 B, BHEO®RE Lz, #E5139:17~11:44 1217 o7,
BEIZIIRT b T =T (TAE) FRYAMTIZERE (FAw) AV, BIEL
B OWEZEIT, 10mLkg THRE L7z, ROEREIT. ~ /X F v 7 A¥—5—Tif
BL2R O ENRICER LT,
155 —eiReEsE
BEHRTIIER 3 B (&S00, REES~] BE%., #E5 2~6 BFEER) | £%rS
—RIREBEBE L=,
15.6 B2 —BRRREEE
28 HEIHREREICOWT, BREBSANC | B, #55G%ITE 1 BOEE CKhEDEE
ZEE Uiz, REBBZOBENIEYICELE BREBWES) 23T, oL 0EL
ZITo . RBENHBITERVWREE (BRE) TiTFo7,

T=UROEY |-V FEEANTLEL, B8R —SMIE) T TORS (B
HIBEORIE LG SRUHEFRE) &, 2a7 U v 7 ETHE
BEREERCERIETOFE, FEORE (XE, BOBERRUHEE
HAD . FERUHEOR (BA. BREUOFT ) —F) | B0&
w (R, IREREHEOEAE) | MERVSWOF ELBE
B % 90 cmx60 cm DBIEHS i 1 SRILE (5 45 8A) B &, BB,
TU—=FTATO | FEE, R, HTOREE, IRREFH. R - 85 - &%, ¥FET
ITEYDBIEE BRUEETBHOEELEE

1 DEIOHEER (E0H) EUHERESR ROF—LE) ZHE

FiLoToEE
PR ==
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28 BE®EEIZOWT, &5 4HE (RE523HE) KWKREOHEBZRE LT,
FUGHER DT EEM 72 — AR AEBI AR L R EE NSRBI CE R VREETHRE LT,

o |BEEE 3 cm iR — AR OB ST ARERELIZLEOK
BN ey rary s e
B B |BEECEEZELLELEORIGE AT U v FETHM
FOSHE | 8 B |REAYITRED 13 BRMAIZEHEAR L XORSBE
BILKE [REFECEB-o7%. BILICEZ Y T2 0RE0EELBE
22 | K30em DESD, BOERE EICL-REBTEELEZEED
ERRS |EERSOFEZBE
_— BHA—FFGC2 (AT 4 R) %AV, FIRRUERKOEN% 2
[ERIE L. FHE A
7 v NAEHEREERE ACTIMO-10 (57 /) ZHWw., 814
B EE=E DESHEE 1 K[ (10 55HR T 6 =) BIE L., RIMHR (42.6 cmx26.5
cm DOFLFAZHEE 5 cm BB THRAE) Y- 2EE A

15.8 {KREHEIE

2FNZONT, EFEMXE (P Y o) 2V, TRORIEEZRE L,

L B A

- ®5 1, 3,7, 14, 21 K028 HE
- EREBRHOMFEA @EBTENDOWEE. EERE)

15.9 EEEERIE

7. 14 KO 28 BE#BEEIZOWT, EFLMEE (FAL Y vR) V. FTm0H

WCEHEEZAIE LT,
© FET BORRERE
- ®&E 1,3, 7. 14,

21 X028 B HOOEREEE

B57, 14k0V2] BRCRERERENERICELHRL., MRBOKREELRE Lk,
BIE LI AREEB L REENOAZPERFTO | BEHEHEL KD, 2B, FHER
ICHER ZAT D BIC OV TIIREEDO L ZBIE L, BHOMR R OREEOHIE X TH i h

27,
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15.10 jRIRE
a) & R
28 HRAIREEEIZOWT, &5 28 H B OFHIZ W 150xD 200xH 263 mm D EARIF35
TFoVIBPERE L., BEHKRUHEERETER £ TOM 16 BREOERMR ZHR
L7,
b) BREEEHRUFIE
B LEBREAVRKROBEER ZHIE L, 28, RIEEIINBHEEOEAERY
BRELLFER SAEH CHERDEOREICEE LSRR bNhofizd, &
RAEBIZ O WUIBRERITO 2o Tz, £, EHHPICEBRYEREHTEROR
BRPBEIN, RBERETOREREROUENREL 2 bh-7=», pH. BA,
T hUR, BROELOBREIII TR,

H A . 5 ik s
k& (Urine volume) ARV B2 L BEE —
énﬁ (00101:). S _
#Y (Turbidity)
RIZZFEE (Uosm) KEBETIE A
FRIEVE (Urinary sediment) Sternheimer 2515 B

EABEEE A BENEELE OM-6040 (7 —27 L A1)
B: VAT LAAEMBEREE BX41 (£ U 2 /%R)
15.11 IRz
a) BRIk ORERE

FRBELOVWTEKBRSEOFE» LR L, BH (GEERE 16~20 BER%) |
CO/O, {IREH Akl (CO»:0 IRA=4:1) T CHEHMABMNRDN HREDEBVEM L, #
BERBZER L7, 28, 7 74 POV TIIMEEDRBHERIITh R 0o 1=,

28 HR\BEEEICOWTIE, S5 AV — RNABME (AART by s T4 v
X/ Y) zRAOCTIMRESR L, SEREMNE, =R T2 MU ESE L, 20°C T24
RRRIRE L. T, -80°C TRE L, FT7A 74 A &mS L TRAMIFEEITHIZE
PriCERT Lz,

BRERE 1ERL5 15

EDTA-2K #EMERIL A SB-41 (7 v FEE G1056, A A v 7 R) TH
i U7z ik

SAAVBR=T FU ULZAKFY (7y NEE WEQ6248, FItiiZe T )
M #E | D32 wh%KIEIRE 100 pL FI L 7= 4 5 R BUIERERE CHLM L 1R D458k
(3000 r.p.m.x10 mins) L CHE7zMmiE

M F | U7 AR CTHM LELSEE (3000 rp.m.x10mins) L CEXIME

£ I
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b) MIRFRIRE
MR OmELAVWKECER Z2RE L, ¥ 774 MW TIEF e bty
VR R OEELE S b u R TS R F U OBIEIX T Ao T, 0. TRTO
BRIZOWTHRBRETE L, &M% AV BHRERIER L 2257,

H B ¥ Has
IRIMEREL (RBC) R RERE
~EZrERE (Hb) VT A RANES O UE
RBC x MCV
~< b7V ME (H) BT
SEEGRMERERE (MCV) R B iR 1=
Hb
TEHHRMEA~E S o L& (MCH) c x10?
R _.____&_ x10° C
EHIFRMERA~TE 7 0 v EE (MCHC) RBC x MCV
/R ER (Platelet) R B AR E
MR AR M BRE LR (Reticulo) RNA Bk
HinEkE (WBC) Ta—% A FA K —iE
HIMEKE 5= (Differentiation of leukocyte)
FHER (Neutro) . U /<K (Lymph) ' \
1FE4ER (Eosino) . IFHEEER (Baso) 7R=YA PARY iR
EE (Mono) . KAEGEGLEER (LUC)
7 by U (PT) FEE LR
EEERS b e BT T AF R (APTT) | SEEZS bRk P

BRERE Clzidam, DICimigEs A
ERBEER C: MEMKFEREER ADVIA120 (3 —A LV R)
D: £ H 8 FEEERE R ELERE STA Compact (B = « FA T ) AT 4
v 7 A)

-15-
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¢) MKALFRRE
MEZRAWTKRROBEXBIE L, 3774 FEIZOWTIHET ARG XTI/
NGVART 27—, TI7=2VTI) N7 AT72T5—8, TVIIET R T 74—
¥, REEE, JLT7F=VRUREVALEVZRIEL. FOMOEBIZRIE L 22>
726

H B 5 ik s

Ty, RIS RTEATET T Gy ssce mifatig
T75=7) N7 AT7 27 —E (ALT) | UV & ISCC ZEE(bxbiniE
TNIIVEET+RT7 7 7—E (ALP) p-Nitrophenyl phosphate %
2 = RA7 5 —+F (ChE) Butyrylthiocholine iodide ¥
pINEIN KT AT FHE—F (3GTP) ﬁﬁﬁﬁggﬂm@yL
#2LXF B —/1 (T-Cho) COD-ESPAS ¥ E
et o Grorstas 7T RS
RE¥EZEZE (BUN) Urease * GIDH 1%
7 V7 F =2 (Creatinine) Creatininase * F-DAOS &
EHA (T-Protein) Biuret {5
FA7 3> (Albumin) Bromocresol green #

. Albumin
A/G Bt (A/G ratio) ' T - Protein — Albumin o
m#E (Glucose) Hexokinase * G-6-PDH %
mr ey (T-Bil) BESRIE
#AEHE2 (TBA) MRV A 7V U JIE E
Y o (IP) Fiske-Subbarow %
A A (Ca) OCPC ¥
7 hrU A (Na) Crown-Ether [EEMRE
AV (K) Crown-Ether [EEMRE F
R (C) MO ik

ERMEE B ACFEESIERE 7170 (B SLRERT)
F: EfEEOIER PVA-EX T (A&T)

-16-




B10-0102

15.12 JREFHIRE
a) H ®
FRBRBEIIOWTEAREROZRB OWT b EMNEZIZ, B % IEEKENRD b Ak
LTEEFEIE, R, FHALS, KT, EEE, ME EEROERELZOREICD

WTARRRIBIEZIT > 72,
b) MBEEERUREEEE

(@) V754 MEE

1AL, 7Xk0T 14 BEREEIZOWT, HRFICKEROBRE - MBEEIL,
5 #E - A

HLER g
D - M FR Lol
WAPR 23 % Rl
ATEER R EER* RBER A EENSI R HRZERLR
PR Bod* (RN, /MR OB 2= Te)
1E M35 % “”‘"51 (RERE) . Mg, Mopgp*
P53k TEE*, FRE* (ER/NMEEET) | BT

FORIRLISL D T*) £ L7 B8 1. BER U REIRICBE T acETFRE (¥
VR DR) TEEZRE L, B, BEROREE LEIEREZRH 4 ICHIE L,
EAOEFEEH L, BIBRRIERL ¥ LD THEE Lz, TRZERIBIIRED—
HWE2EOTHRE Lz, FRBEIEE/MEEZE D TRE D DB TIC 10% P HA2E
R ARICRIEL, BH, EAOEXKENLABELCEERHE L, EE
ZRE LIZBBE IS OV TR, FHEICRIE L hE2 EICETEELEH L,

-17-
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(b) 28 A& ERE
FIMFFICIRERDORE - e TR L,

o B #E - AR

G K&, M

Wb ATl B. B FZEBR»LER. S = AREED) |
Rk, AT

D - MER Dl

WhRes% Bhg*, Bt

e R RR LA EERNIE, EHRZERSIIR,
BET (EERZE0)

FHAE R fg* ORB, MR OBEET) | B, LEME

EmE BRE (KBEE) . ED 8, IBREYD /<86, JRbge.
Fi R+ -

AR TEE FRE (ER/MEZET) | BIE

RERT IRER

fin - BHR BHH ORBRER) B KRRE)

B - R | AR

SE R OBERE 10% P HERER L~ Y ViR EABICER LB ROBIE 10%
HHERE R LYY VIR EEAL CRIRICEE L%, NEDEKERE L,

FORBRES O T*] 245 L7283, BERXIIRFRICRET 2CEFRE (¥
NVEUUR) TEERZHELEZ, Big, BEEOEELEIIERZH 4 ICHEEL.
EROEFHEZER L, BIBIIERZE LD THE L, SRIZEFMSIBRIIFRED—
HegoTHE LR, BEITE H%%»:a DTEREHZRTRELTERL, EE%
BIE Ulc, BRI ER/IMEZ B0 TRE M bR I 10% P HEEE s L~ Y
RICIEEL, EH, EE@%%H&%:B/\%& LTEERBAIELEZ, EBZEELE
FEICOWTIL, BEBICHE L AELZ EICESEELEH L,
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FB D EER ORTF

TR L-#E - AR, UTo X CEERMRELE,

i, EEZRIER. SMUEZEOF RIS (FIAREI & 7 O FRHE 2 St AR
w-oT) 2~ 3 mm IBOMEBA 4 A HER L, BETRAERTAICELE, 2HKT>o0
BEER1S5gUTTHD I L2HRE. TNTNEED 5 &L D RNAlrer® (Ambion,
Inc) ICRESET, 1.5 g 2B A5 ITMBA OB LR LIRS Lz, AEIKG
%, -80°C THRFF L7z, SMULEZED BT RIAEMTAMALOTIRE DE Y B R UE
D DEE 10%FHEBEER L~ U VIR TEE L.

BhgiX, EAR 4 ICEERRER. FRAOFRE»OUELETe X 5 ITHEET T 4~5
mm BOMBA 2T Lz, MBA»OHEERY RV, ER TS L, ¥45%
18 3 mm LAIPIZHE] U RNAlarer [IZERE LT-, BV OXS01OHE, BENE. BT S
BEOREZZ T T 7Y 7L, ZRFH RNAlater [ZBELT-, BV OWSIIKE
%, -80°C THRTF L7, EAIX 10%FHEER L~ VIRTEE L.

BERIL, EABx ICEEFRER. HRZE 4 5EIL. BEEHF D¥5 % RNAlater 1238
B L7, &Y DEFITKmE, -80°C THRIE L, EMIIEETE Y FY UK TEEL
776

BREEET, BEEZHER. EALLVEETEY FY URTEE L,

MEZERTSIRI L, EERIER, EFTO L, —F % RNAlater IZBE LT, V1 10%
FHERE RV U VIRCEE LTz,

Bk, EEZBIER, KB LEAZ =08 (AF ) —Ar aafihERES T
=6:3:1) ITRE LTz, £0%, KB T TSHRERE 5 Lz, Rk ) — /o5l
oo SHIKMTTIRE D LandD, | BRI EIC2E, B Z ) — A2 TH LT,
KIETT—BrIRE 5 Lizth, MR ) — NV EZEESHL 4°C TRELE, BELER
PHIRMAZ R L TREBIRFICEMN L, ‘

RERE 1L, EAZ R b KEVEFEMI S TR L7z, mikZ 0% L, RPMI1640
(Life Technologies) 5 mL THEBEZVEVHL, 70 pm DA vy Va2 @LTa=H L F o
—ZIWZEIX LTz, 4°C TiEL (1100 rpm. 5 250H) #%. EEZBRWE, BES2 mL ©
RNA/DNA Stabilization Reagent for Blood/Bone Marrow (Roche Diagnostics) (2 B S 1,
FRERE TIERIT-80°C THBRE Uiz, AEIIBEE & X 5 IR L, 10% P52
EBARNL~< U AR TEE L,

RIS EE A BIER . F I DT T 1~2 mm DR A % 1 BEEE L. RNAlater
WCRE L7, BV IS S mm BB CTEI VAL Z AN T2 10% T HEEE AL~ U VIR T
EE L7z,

Maftis, EEBZHER. EFTIH L. —F% RNAlater IZBE LT, BT 10%F
HRRE R L~ ) R TEE L,

TEFIT, EEZBEE. RNALter |IZRIE L2,

RNAlater |22 18 L 72 B-#8#%1X RNAlater 2 HRRICRE S ¥ 572 4°C T4 BEEIKE L
728, RNAlater [IZRIE S ¥7-F £-80°C TEME L, FT4 74 X% RE L TLLMETME
BATFZERTIC S LT, -80°C IR LIEMBIZOWTH RSA4 74 A2 RS LTE
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ST EATAFSERTICE A Ui, 728, 28 BRSO MIRIZ OV Tl RNAlater 1212
BESEREBTAC T24 BEHRE 2%, EBAF 2B H L THREZEZET TEBREL
Too IRIRER THERE LILEBIZ K74 ¥ v =TT E R AT I 5 M LT,
T OMMDEE - MEBIT. 10%FIEEE R L~ Y R CEE Lz,
d) REEBFEIORE
() Y771 hEE
1[E, 7X%014 BAREFHOMBEROEAERIZOWT, T, BiK, BHE.
BISCAR. BRE (CKBEE) . &, MRS 7 ¢ L aBEdgA 2/ERI L, ~< K
V-2 AV (HE) Qefatk, XEFEBENITRE LR, B8 (KEEE) 139
D H LANZ 10%858 - R~ U VRIS X BBIKET - 72, ‘
EbiT, 7T REAREFH TIIFFBRE OB, 14 B RGBT RE OBIRIZ oWV
T, BAEH TERYEOREICEE LA (N EDN- -, ThENERAEE
WZOWT b REHBRFEIRE LT 2,
(b) 28 B EHEEE
MBEERVCEAEEIC OV T, MEUTEEZBRODTERLZTNTORE NI
DT 7 ¢ o EIBEE T BRI L HE &%, SeFEBEMENICRE L, &
KEOVESE (RERE) 13810 B LANT 10%IE8E - K< U ViR X BBUK 24T - 77,
70, B BREEROMBEZOWTIE, SAER TEBRYEORSICEELZE
kb /o, BAERIC OV THRERABRFZORELZT o7, S5, iFlE
WZOWT, EHERD 14] (No.47) @ HE P@ERIZEB W TR DOZER LS B
. EMOBERREDONTD, A ViR 0 RBIZE IBREEZITo 72, BEIZ oW
TiE, BERERUSHERO HE LEERIZBO CHREBICBABREDOILERARD
., ~EVT U COLERRDNZIZD, SFRED 24 (No. 14 RN17) | EFAE
BED 241 (No.30 KU 33) RUOBERHERD 2 ] (No. 49 RTR50) [ZOWT~LY o~
BREIZLIBEZITo7, BRICOWTY, EAEEED 1 6] No.31) @ HE L&
CRWTHFREIRObIL, a2u-/ a7 U v ORERZHRETT 5720, RED
1] (No. 15) & &L bilHia2u-7 07 U U HURIZ L B RSB FENRELZITo 7,
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15.13 #EHFFE
(KE, BEE, BH, BREDHE. mﬁimﬁﬁ MEALENRE, RE, RIZBT
RUZFBEEEDMMKIZ OV T, Bartlett IEIC X 2EBREEZTV. SHEBKETEY
ﬁb’mu D Hi723BATE. Dunnett $EIZ X 5*&& iTolz, EXEBBRRD N WEEIET/
Y XZ A N Y w7 @ Dunnett ¥EIZ X BIRE Z1T o T2, HEEREIE (E0F) RUBEREL (R
DT =) X/ %5 A R U w27 @ Dunnett B2 L ABEEIT- T2,

16. RERGEDOEEMHICEELZRIE L L EDN 2BEEREUORBREEN D DOEN
REBEEOEEEICEEL RIZ L L EDONABEERE ORERFEED) b DEEIT
LEDo T,

17. HERAE
17.1 —&IRAE (Table 1. Appendix 1)
1000 mg/kg # TIRERD 15§, MEROTHRE 2 Fl, BRESHETROLBERE 1
BIZH DT, 200 mg/kg BETITARERD 15 B, 8ER 1 F, FTHN 3 FlicH b, 7~
BRITRGHEZE L TRESN . MERVOTHITES 1 RU2 8 BICHEENICALN
7o, BEEBETIIHRE 27 XU 28 BE., FRIIKE5 27 BRICA DN, XHRETIIE
IERO Do Tz,
172 FFfB72—AXIKEE (Table 2. Appendix 2)
BB ER G CHERNE R OHEREEICEEREHIRD b, thoEMEEES
RV T HEBRYERGHROSRBEICEFT IR bhiaho iz,
173 HEERRE (Table 3. Appendix 3)
200 K UF 1000 mg/kg B THREENOFEREMEN A O LZIE), BRESHERE B
T 1000 mg/kg B THIZE 0~10 43 KV 40~50 53y DB EICEE L BEI R NI, I
ALV IR ERSHEE O BEICET IR D bz ho iz,
174 {& E (Fig. 1. Table4, Appendix 4)
RO ERERICEEREDIIRO bNR) o7,
175 #BEEE (Fig.2. Table 5. Appendix 5)
1000 mg/kg BETHRE 3 B BICHERIEME CoHRBEED 90.5%) BAH LN, £O%ITE
BREENIFRD b o7, 200 mgkg BETIXAERTENIRD SN -7,
17.6 JR¥ZE (Table 6. Appendix 6)
1000 mg/kg B TREDHEREEN A BNIEZD, ROGFHADKEFRE(N 5 FLBIER
D BTz, 200 mgkg BEIZBWTH RO BFADKEREND 5 FEFIZH bz, MRBRET
IXEEIIRRD bR ho T,
17.7 MmEHE
a) MKFERIRZE (Table 7. Appendix 7)
1 B SEEIZRBV T 1000 mg/kg %i“(ﬁ'fﬁua‘rj%%z@ﬁﬁf&rﬂﬁz%@hto 200 mg/kg B
TEHEEREHIRDO N ho T,
7 HFREEIZBV T, 1000 mgkg B CHBERLEOREREER VEREROFE
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IREERH DI, 200 mgkg BETIIAERLEBIIRD bnihoi,

14 B FEREFIZBVT 1000 mgkg B CTHERLROFERSEN A BN, 200 mg/kg
HETIIEEREEIGERD b o T,

28 HEIREFEIZIVNT, 200 K TN 1000 mg/kg BE CTHR R MERE LR K O E M Bk DA
BREE.PT OFERIER. 1000 mg/kg F THRILEKE R O MCHC OF &7 {&E. MCV.
M/ PRER BRI ROFE R EENTRD bziEh, 200 mgkg B CHBERILEOE
EREERABNT,

b) m@%m%%ﬁE(HMﬂ;Mmmm@

1 B EHECIHERDERERICAEEREHIIRD bR o T,

7 BEBEEEIZEVT 1000 mgkg BETI L7 F= L OFBRIEERA SN, 200
mg/kg HETIIHERTEBNIRD bz o7z,

14 B &R EEEIZBVT, 1000 mgkg BT AST DFELREERE N ALT O 5 EER 2358
D HNTIED, 200 KTU1000 mgkg BT LT F= OEEREME. 200 mgkg BETHR
EUAEVOREREME, 1000 mgkg BT ALP OFEREERL LILE,

28 BEREEEIZTIVIT, 1000 mg/kg BT AST. ALT X O'BUN OB B2 EENED S
ATIED 200 R 1000 mgkg T/ VT F =0, TATI v AIGHROMECOFE
REE, BRY COFEREME. 200 mgkg BETRILV AT o —LERRN) YR D K
DHERMEME. 1000 mgkg BHETREARVEZEOFERSER L LT,

17.8 JREFORE
a) @B E&E (Table9 XU 10, Appendix 9 K X 10)

1 B EFEIZIV T, 1000 mg/kg B CHAIROEN R O EEDE B EE (RHBEE
D 121.9% KT 124.1%) | FEIROMER RO EEOFE R EE CHBED 132.6%K
136.7%) D358 bNIZITh, MOMMNEEOEELBEBMENH b, 200 mgkg BETIE
IO R OB EEOTE L EE CHBEOD 111.6% KT 110.0%) R4 5L,

7 BHEHRSHICRO T, 1000 me/kg B THFBOEN R RN EROREZEE (MR
BED 139.4% KT 139.9%) 235885 HTz, 200 mg/kg BETITREE HADHENEENDH S
B & BTz,

14 B A& SRV T, 1000 mg/kg B CHIBOEN R UM BEEOEE R EME R
BED 146.7%K T 156.3%) H33D HZIEh, BEMSIIBOENEE D E HEEN &
biiz, 200 mgke HETIIFIBROMBRNEEROEEREME HBE®D 121.8%) HID LN
ToiEDs BBOMHER K O EEDFEREEN A LN,

28 H AR SFIZRVT, 1000 mg/ke B THIROMEN R VMR EEDO A SR EE (5HR
BED 176.7% KN 175.9%) . BRIBOHEM R UMM EEDEEREE (TBEED 178.0%%
N 177.2%) B350 HALT2iED> BRI R O R UM EEDE E R EEN L bz,
200 mgkg B THFBOESEEDREEMRUHENEEDAEEREE (HRED
134.2% K% TN 131.1%) | PRI D A5t I OExHEE B O S B 7 G FREED 142.6% K T 137.0%)
DERO bNTZIED, LIEOE EE, BIROEN RN EEDFBEREER S LN,

-0
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b) #| #& (Table 11, Appendix 11)

| B ERETIL. WRYE &5%&Uﬁ%ﬁ;£“i@%nﬁﬂoto

7 AR EREICRVVT, 1000 mg/kg B THFIROREKR S 4 FlEfl, BRI TR DORES
Bk 1 FIIZFRD b7z, 200 mgkg HERUSTRETIIER IR bR D -7,

14 B R SREITIRVT, 1000 me/kg B CHIR O BEA K OG0 BN OREB ks 4
Flefl, FEROEBEH 2 FICRD biviz, 200 mykg B TIXAFIEOER N 3 FIZER
Do, MRETIIEREIIRD N7,

28 HE&REHIZIV T, 1000 mg/kg F THARDIER K OB IO BRI DORB G 5
B, RO REL) 2 Fl. FFROEBELRCEBROBRSE 1 flIRBD bl
200 mg/kg B TITBRBROEBEIEDR BB 5 6. FFEOBERD 2 IR b, Xt
BETIHEEIIRDD N2 o7,

TRERAR AR FAOMRE (Table 12, Appendix 11)

1 [E3RE#ETIE, 1000 mg/kg BER OSTREICEEIIRD bhaso T,

7 BRI EEIZRV T, 1000 mgkg B CTHIED ONE AMERFHIRRIER (REE~hEpr)
04 Plefl, NEFOLEFER D VHETFESE BE) S24., AAFE BRE) 281
PHNTFR® DILT2IED, BROFIE T EIAR CRE O RS 22 AL 1 I THh 5
N7z, 200 mgkg HTIIBREZIToZFIBRE OBIRICEFE IR bhienoT, HHREE

TIXERIZERIRD U Vo BRIEEN 1 FlicH b,

14 BRI#ERIZRV T, 1000 mg/kg 3 CTHIRO OV AMERFAIRAIE R (FEE) ROV
R EERR S b O EFEM BRE) 240126, NRFEE BE) ROFFEREEAD
BAEERE (BREE) 23453 0. IO ) ol (BRE) 752 BT bivi-13hs, [RSHEAT
REERIEDS 1 BT A BTz, 200 mg/kg BE TIXAFIRO OV E AMEFFERAE A (BREE) 23 3 4,

CANZERLERTERE S b VB TEMSE BE) 261 AEFE BE) A 1FIRD LR

Teo XTRERE TIIAFIROIRBEFFRIZEEEN 1 Flics bhiz,

28 AR EREIZIVNT, 1000 mgkg B CRAIRO OV E AMRFHIAE R (hEE~BE)
ROVINEFDEITAIRE S bV PR BE~TEE) 25 FIepl. AFE (EE~
PEE) RO EMBEENE 4 6], NERDIEITARRISIEM BRE) 1146l
D BNTAE, RSN 1 Fllchbhiz, S50, BROKE QIR
BAERILE BE) | BEOS ol BE~FEE) | ~EUF Y LIhE @BE~PE
E) RUBSEMTTE BRE) 235 FlIIFEH bit/, 200 mgkg B TIIFIED/NRZERE
(BE) 28561, CFEAMAFAIEER BRE) 46, NERLEFARELS b ETE
P EEE) 21 FlICERD biviEh,. [REEFEIEEEEN 1 ek bnt, £, iR
DHoll (BE) RUBINELTTE (BE) B3E& 461, ~EDFV hE (BE) 3
BNZERD HITIE D, BIgD BB ORI E 7 & OB O RS EE R A
1 PCH STz, SREETIIAHR O/ NAZEER 1 flick bz,

728, 28 HERSED 1000 mgkg BED 1 HIICOWTER LIZFFBRO 4 A V7R O s
W RAREOHFR., NERDMEICFRBENICBEDE NS CRBD b, R0zl
BIEOEMC L5 6D ThH B 2 & 1SR S 417-,28 B RIS RO X BEE, 200 & 081000
mg/kg BEDE 2 FUZOWTER LIZBEONLY U EREIC L ARECIL. SBECE
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WTHEME T80 Lo T2 DIZR L, 200 T 1000 mg/kg B IR BEY
BEOHEMMPBDLN, BEEREVI~NETDT I U THH I LRERSN, 2B, 1000
mg/kg BT, RA—IEALICH 2 BIROEARAAE ERMIRNICIESE L-1BaeRIIE
VRIS 2 RS 20Tz, 28 BFR GO BE LU 1000 mg/kg BEOE 1 FlIIZOWTE
B L2 BEOTT a 2u-7 1 7 ) UHURIC L B AR E T T REIC BV TRE
DIEALRHAE EE ARSI E N DT PR bNT=DHTH - 728, 1000 mg/ke B
TILRE OEARAE LRI BEME R Z < BOON WFHER a2u-7 27 Y 0
HLECLDHbDTHDZ LBHERINZ,

18. & £

WRWEI IR RS LCESERASRTEY ., b FTIRBER UMD EIRE S
NTWRWE, ZERFH TR+ RIERBIELR TS E LTEHENAFEES
(International Agency for Research on Cancer, IARC) DI AMFETIZZ A —7 2B (E k
WXL THEPAMERDH DTN D D) 1B IR T3 (IARC,2012) , EBEWEHW
TEPAMERBRE LTI, 2 FREEESHBNMTORL TR Y., < U X0 THE. 818
EOWR, 7 v bOMRETHR, KB, BIREOBEN CORBERERNEM L LRESNT
W% (NTP, 1996) . AFREBRIZIBVTIEL, . BI&, MKk OBiE~DEERTD bl
T3 282 L LT, 1000 mgkg BT 1 EREEZ 1 OEMEOHEMEEOE[E, 7 H
MR 5% O WIRMEER, 14 AEREZLORBEILN L LN, REERFEMREICS
T, 7 BEREEN OO FE AMRFMRRER, NEFROEFRELS b O FERROVNASE
FE. 14 B 550 O IFHER BEARRREESE AR 0 S, B S EHOEMIEWEEER KR
BEOEERHZ LN, OF AMEFRRIERROVNER LML b Y I FESITED R SRS
DFEIZ R BRI EEZ bR, 7 BRBRESCERLROEME, 14 BREHR 5%
235 AST R ONALT DEER 7 b, [FFREICEEEE R O REMRENTRD b= 2 L b,
BICHEETE T CTRIFHREERVTNICHT A RER G E L L E2 -, F7-. 28
ARG RIZA DN PT OERIIAFESEERT 2 R™R T 28LEE L b, FE~DEE
¥, 200 mg/kg BTV TS 1 EHHREED L IFROERN R OEGTEEDEHE, 14 AEH5%
2> ARAOFER, OV AMERFRERIE R, ANBEF.OMEL & W B FEMER OVNREERE, 28 B BI#
ERIZPT DIER L LTRO BN, 7y MERAWE 13 BRBERSRBRICEV T, FFHE
FER ., /NER LRI E R OMESE 2 5518 & § BB MERT 4. B4R SR, AR RS
FEE BT, FINREROBIEEEMEA R ORBEERILENSRD b, AST RUALT © E
CF. BIERIBSIE R OMFHFEREEMNR A 5 T3 (Fleischman et al., 1986) , AERIZIBUNT
bHINGIZELT 2ERRD BT,
BRRICHRT 4 58 & LT, 200 mg/kg BT 28 AL, 1000 mg/kg BET 7 BB
O A DRERBE(L R A B iL, FEERFAIIZIX 1000 mg/kg BT 28 BRI 5%ICRE DIEALFR
MECRILENFER SN, 7y bRV 13 BERERERBICBVTUREE LFEOE
FULERCEOKRELL, 2 EREBEERERBRICBWVWTRMAET LEOBFR., BEEREROE
TEROBEHAAZEN TS (NTP, 1996) . ARBICE W TIZEELEUSOFELE TR
R TERo7203, 1000 mg/kg BET 28 AR SHIZRER U BUN OEENL b2 L n

4.
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LRME ERMBOBENECTVWE LEEZ LN, BHBETOILARBREDNKRIZR
23 FIREME DS R S 4172, 723, 200 TN 1000 mg/kg BE TR SHIRI O B & DI FED
EEGRAR) I RPICHEE S W BB T2 0RO GICEE L= B L 2 1 -,

MR 282 L LT, 1000 mykg BEIZRW T, MIEERIRET 28 B R 51050
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B10-0102

Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of general clinical observations

Sex Signs Administration period
mg/kg/day 0 200 1000
Maie ss ss ss
179 17 17
No abnormalities detected 17 2 2
Reddish urine 15 15
Soft stool 1 | 2
Diarrhea 3 2
Decreased spontaneous locomotion 1
Incomplete eyelid opening 1

ss, scheduled sacrifice animal.
a) Number of animals examined.
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B10-0102

Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations (scoring scale for detailed clinical observations)
Removal from cage Ease of removal -2 No reaction
-1 Very easy
0  Easy (slight resistance)
+1  Difficult
+2  Very difficult
. Vocalization 0  None
+1  Vocalization during handling
+2  Continuous vocalization
Handling obsevations ~ Muscle tone -1 Decreased
0  Normal
+1 _ Increased
Subnormal temperature -~ Absent
Present
Piloerection - Absent
+ Present
Staining hair - Absent
+ . Present
Unkempt hair - Absent
+  Present
Paleness - Absent
+  Present
Reddening - Absent
+  Present
Cyanosis - Absent
+  Present
Lacrimation - Absent
+ Present
Exophthalmos - Absent
+  Present
Pupillary size -1 Miosis
0  Normal
+1  Mydriasis
Salivation - Absent
+  Present
Secretion - Absent
+  Present
Observation in arenpa Posture 0  Normal
+1  Crouching position or hunchback position
+2  Prone position or lateral position
Motor activity -2 Significantly decreased
-1 Decreased
0  Normal
+1  Increased
+2  Significantly increased
Respiration 0  Normal
+1  Slightly insufficiency
+2  Moderately insufficiency
+3  Severely insufficiency
Lid closure - Absent
Present
Gait - Normal
8  Staggering gait
T  Tip toe gait
P Shuffling (paralytic) gait
GD  Gait disturbance
Tremor/twitch/convulsion 0 None
+1  Tremor
+2  Twitch or convulsion
+3  Systematic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotypic behavior - None
C  Circling
G  Grooming
S  Sniffing
H  Head bobbing
Abnormal behavior - None
8  Self-biting
B  Backing
C  Circling
R Rolling
W Wirithing
V  Vocalization
ST  Straub tail
T  Tail lashing behavior
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B10-0102

Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Predosing Dosing 1 week
Dose (mg/kg/day) 0 200 1000 0 200 1000
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
e A U A A S B B
Removal emoval +1 1 1 0 0 0 0
from cage +2 0 0 0 0 0 0
0 3 4 5 5 5 4
Vocalization +1 2 1 0 0 0 1
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscie 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
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
Exophthaimos + 0 o 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
e - 5 5 5 5 5 5
Salivation N 0 0 0 0 0 0
N - 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 3 5 4 4 4 5
+1 2 0 - 1 1 1 0
+2 0 0 0 0 0 0
1} 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
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P [¢] 0 0 0 0 0
Observation GDD g g g g g g
inarena  Tremor/
N +1 0 0 0 0 0 0
twitch/
convulsion 2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Swsape S0 % p oo
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 c 0 0 0 0 0 0
. R 0 0 0 0 o] o]
behavior W 0 0 0 0 0 0
Y 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.8 £1.1 0.0+£0.0 0.6 +0.9 0.2+0.4 0.0+0.0 1.2+1.3
Urination ® 10.2 £ B.2 22+3.2 1.6+2.3 26+23 08+1.8 16126
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 detailed clinical observations

B10-0102

Male
Dosing 2 week Dasing 3 week
Dose (mg/kg/day) 0 200 1000 0 200 1000
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
e A U S S -
Removal removel +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 4 5 5 5 5
Vocalization  +1 0 1 0 0 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
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
N A - 5 5 5 5 5 5
Piloerection . 0 0 0 0 0 0
L - 5 5 5 5 5 5
Staining hair + 0 0 0 0 0 0
L. 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness . 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis | 0 0 0 0 0 0
- - 5 5 5 5 5 5
Lacrimation 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
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
s - 5 5 5 5 5 5
Salivation + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion . 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 2
Motor activity © 5 5 5 5 5 3
+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
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
) - 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GUD g g g g g g
inarena  Tremor/ o
- S S -
convulsion 43 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g g A g g g
behavior s 0 o 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 o] 0 0 0
B 0 o] 0 0 o] 0
Abnormal Cc 0 0] 0 0 0 0.
. R 0 0 0 0 0 0
behavior W o 0 0 0 0 0
\% 0 0 0 0 0 [¢}
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 04 0.5 0.2x04 0.8+1.3 0.0 £+0.0 0.0+00 0.0+0.0
Urination @ 28+22 0.8+0.8 1.0£1.7 0.4 £09 0.0+0.0 02204
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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B10-0102

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) 0 200 1000
Number of animals 5 5 5
-2 0 0 0
Ease of J g g 1
removal
Removal +1 0 0 0
from cage +2 0 0 0
0 5 2 5
Vocalization  +1 0 3 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 5
Piloerection . 0 0 0
L. L - 5 5 5
Staining hair . 0 0 0
L. 5 5 5
Unkempt hair . 0 0 0
- 5 5 5
Paleness . 0 0 0
Handling K - 5 5 5
observation Reddening + 0 0 0
. - 5 5 5
Cyanosis N 0 0 0
L - 5 5 5
Lacrimation + 0 0 o
- 5 5 5
Exophthalmos . 0 0 0
-1 0 0 [i]
Pupiliary size 0 5 5 5
+1 0 0 0
- - 5 5 5
Salivation + 0 0 0
. - 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 1
Motor activity 0 5 5 4
+1 0 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 + 0 0 0
- 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
Observation C'ED g g g
inarena  Tremor/
) +1 0 0 0
twitch/ +2 0 0 0
convulsion +3 0 0 0
- 5 5 5
Stereotypic g g 8 8
behavior s 0 0 0
H 0 0 0
- 5 5 5
S o] 0 0
B 0 0 0
Abnormal g g g g
behavior W 0 0 2
\ 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.0 200 0.0£0.0 0.4£0.8
Urination 0.0£0.0 0204 0.0 £+0.0
a): {count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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B10-0102

Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations

Male
Dosing 4 week
Dose (mg/kg/day) 0 200 1000
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
, +1 0 0 0
Sensorimotor 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 ° °
- 0 0 0
Forelimb
Grip strength | 00} (9) 340 £ 51 374 £95 _ 33256 _
Hindlimb (g) 467 £47 367 +28 359 +44
0-10 (min) 132 £55 189 £ 110 275+63 *
10-20 (min) 95 £48 78 £63 181 + 83
... 20-30 (min) 69 £ 56 60 + 41 132 £ 67
Motor activity .
[Interval] 30-40 (min) 8672 65 +45 892+70
40-50 (min) 34 £37 64 +38 92+26 *
50-60 (min) 45 +860 53 £22 T 72%43
Total 462 £283 509 + 302 844 303

*. 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
?ens'orlmotor Pain response (tail pinch) -1 No reaction
unction
0 Normal
+1 Hyper reaction
Pupiliary reflex + Normal
- Abnormal reaction
Alr righting refiex + Normal

- Abnormal reaction




B10-0102

Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
0 200 1000
(mgl/kg/day)
Administration 1 138.53 139.11 138.02
period 14.98 (17) 5.13 (17) 14.82 (17)
a 151.48 151.04 147.69
16.16 (13) 17.85 (13) 16.78 (13)
7 187.34 186.50 187.20
19.45 (13) +13.17 (13) +0.04 (13)
14 248.71 243.99 247.02
£13.76 (9) 123.70 (9) +10.54 (9)
21 302.98 306.82 313.72
+19.67 (5) +34.85 (5) 18.58 (5)
8 344,14 355.10 358.60
+28.62 (5) 142.90 (5) +13.23 (5)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0102
Summary of food consumption (g/rat/day) : Male

Dose
(mg/kg/day) 0 200 1000
Administration 1 19.55 18.65 19.41
period
+1.16 (13) + 120 (13) + 148 (13)
3 18.46 17.82 1671 *
+ 1.55 (13) + 201 (13) +1.82 (13)
7 20.79 20.86 21.69
+ 1.57 (13) + 220 (13) + 143 (13)
14 22.12 22.32 23.69
+ 1.89 (9) + 231 (9) +1.73 (9)
21 21.63 22.31 24.38
+ 1.87 (5) + 250 (5) + 225 (5)
28 20.40 22.66 24.31
+ 258 (5) + 3.01 (5) t 1.75 (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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B10-0102

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) 0 200 1000
. 6.8 74 17.8 =
Urine volume (mb) 4.3 (5) £3.0 (5) 6.6 (5)
1043.0 1326.4 820.6
U O
osm (mOsmL) £349.7 (5) £383.0 (5) £314.3 (5)

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05,
** Significantly different from vehicle control at P<0.01.
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Table 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0102
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 200 1000
ltems No. of animals 5 5 5
Color .

SY 1

Y

DR 0 5
Turbidity

Clear 4 5 4

Cloudy 1

Color: SY : Slightly yellow,Y : Yellow,DR: Dark red.
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0102
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 200 1000
ltems No. of animals 5 0 5
Urinaly sediment
Red blood cells

0 5 -— 5
White blood cells

0 5 — 5
Epithelial cslls 2

0 3 —

1-5 1 —

6-20 1 —_
Casts

0 5 — 5
Crystals ©

- 1 —_

+ 1 —

1+ 3 —

% Number of cefls/1 Oviews(x400).
®: Number of casts/18x18 mm>
9:Incidence of crystais/18x18 mm>
—:Not examined.




B10-0102

Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
- Dose ~ One-day treatment
{mg/kg/day) 0 200 1000

RBC (x10*uL) ng. (4) g: 4 -ﬁ;:g *(4)
Hb . (g/dL) ligg @) Egg 3] 1(15;: 4)
Ht ) 21 4 e @ o470 @
MCV (L) 2?32 @) :g;: @ :ggf @
MCH (pa) ig?g @ igég @ igigg @
MCHC (g/dL) igii @ igg ) ig:;g “
Platelet (10%L) l?;;: @ l;fgjﬁf @ l?ijgg @
Reticulo (%) 1;25 @ l;?g (4) lfgg @
WBC (x10%7uL) ﬁgﬁﬁ @) ;g:gg @ iggigg @
Differentiation of ieukocyte

Neutro (%) lgzg @) l;ﬁg (4) lzgg 4)

Lymph (%) :ﬁg @ 2252 @ 25 @

Eosino (%) ig:;g @ igj?i @ igjfi @

Baso (%) ig:?g @) ié:g: 4 t;;? (4)

Mono (%) | iggg ) jsg e)] iggi @

Luc %) i:;:;g @ :I::};g @ ﬂﬁg @

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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B10-0102

Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
- Dose Seven-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%/uL) t:gi:? (4 1?3‘11:2 (4) ngj (4)
Hb (g/dL) lijZ (@) lfg? @ l?gg 4)
Ht (%) 4558 () 7 @ e
MCV (fL) ?gg () i:fg (4) zgg (4)
MCH (P9) l§j§2 (@) lggg 4 lggg 4
MCHC (9/dL) iif? @ igig @ igig @
Platelet (x10%pL) lﬁ?g @ lgggi 4) :11:75‘1‘2 4
Reticulo (%) tﬁ:;g @) j:gg 4 :1):22 4
WBC (x10%pL) s @ 1(1)2:23 2 Egﬁi (@
Differentiation of leukocyte

Neutro (%) l;g: (4) lgig (4) 1;22 (4

Lymph (%) e @ o o a8

Eosino (%) ig‘:g (4 18?2 @ 1(0112 *(*4)

Baso (%) iggi 4 igg? 4) i;?g 4)

Mono (%) iz::: (4 :ﬁ:ig 4 tg:;i *(4)

LUC (%) i;ﬁﬁ @ ig::i @) :té:gi (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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B810-0102

Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Dose Fourteen-day treatment
ltems
(ma’kg/day) 0 200 1000
764.8 776.8 7943
4
RBC (x1077uL) +48.1 (4) 60.7 (4) 1633 (4)
1470 15.25 15.55
Hb (g/dL) +0.57 (4) $0.92 (4) £0.68 (4)
50.10 51.55 53.38
0,
Ht %) +1.71 (4) +4.05 (4) £2.89 (4)
65.63 66.38 67.35
Mev @) £3.64 (4) +0.79 (4) £1.77 (4)
19.28 19.65 19.63
MCH (Pg) +1.03 (4) +0.41 (4) +0.68 (4)
29.38 29.63 29.13
MCHC (g/dL) 033 (4) +0.62 (4) $0.34 (4)
141.15 141.45 163.28
4
Platelet (x107/uL) 6.35 (4) £20.26 (4) £20.84 (4)
6.53 6.55 6.75
H 0,
Reticulo (%) +1.11 (4) +0.37 (4) £0.70 (4)
142.28 122.35 173.85
2
WBC (x10%/uL) £36.68 (4) £8.17 (4) £3353 (4)
Differentiation of leukocyte
13.50 12.63 16.05
0
Neutro (%) £5.69 (4) £3.47 (4) 220 (4)
80.60 81.78 75.98
0,
Lymph (%) £5.56 (4) £3.68 (4) £5.06 (4)
0.50 0.30 0.28
H 0,
Eosino (%) $0.22 (4) £0.08 (4) £0.10 (4)
0.83 0.88 1.10
0,
Baso ) $0.25 (4) £0.22 (4) £0.29 (4)
265 2.93 448 *
0,
Mono %) £0.50 (4) $0.64 (4) $0.98 (4)
UG %) 1.80 1.55 2.15

Values are shown as Mean £ S.D..

$1.12 (4) +0.66 (4) +1.79 (4)

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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B10-0102

Table 7-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
- Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%pL) igg 5) 1;:: ®) 2;: *{5)
Hb (g/dl) to58 ) 0% © 08t ®
Ht %) ‘Z?:f 5) :?:ﬁ ® 22’22 ®)
MCV (L) iffi? ) il:gg ®) igﬁ ?5)
MCH °g) l§f§<5) l&;f ®) lg;g ®)
MCHC (g/dL) 2822 ) iﬁzg ®) igjg *('5)
Platelet (x10%/uL) lfggg (5) lggig (5) lg;;g *(5)
Reticulo (%) iﬁig (5) iggz TS) i:ig t:5)
WBC (x10%/L) l;::g (5) gigg *(5) lgiig ‘(*5)
Differentiation of leukocyte

Neutro (%) l::?g ®) l::gg ®) 12132 ®)

Lymph (%) ' Zi:;ﬁ (5) Zé:ig 5 Ié:gg (5)

Eosino (%) ig?? (5) ig:g *(5) igfg (5)

Baso (%) ig?g (5) :ggg (5) ig:g 5

Mono (%) tg:;g ) igfzg (5) igé?' *:5)

Luc (%) ;:;g ) égg ®) ié::i ®)
PT (sec) l?:jj ) ig:; *(5) i::gg TS)
APTT (sec) 325 (5) ﬂgi (5) ié:gi (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 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
86.5 86.0 99.3
AST (o) 5.8 (4) 5.4 (4) +14.8 (4)
28.5 30.0 43.0
ALT (U £2.5 (4) 4.2 (4) 1204 (4)
933.0 992.3 987.8
ALP (urL) +162.7 (4) 176.4 (4) £178.3 (4)
12.00 13.30 15.68
BUN (mg/dL) +1.43 (4) +3.06 (4) +0.87 (4)
- 0.130 0.103 0.088
 Creatinine (mg/dL) £0.027 (4) £0.015 (4) £0.028 (4)
. 0.073 0.085 0.083
T-Bil JdL
: (mg/dL) £0.015 (4) £0.010 (4) £0.036 (4)

Values are shown as Mean x S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01,
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Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of biood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 200 1000
86.3 87.3 100.5
AST (o) 4.4 (4) 8.7 (4) +12.9 (4)
32.8 29.0 32.0
ALT (o) 2.1 (4) 2.8 (4) 3.2 (4)
1044.3 801.8 873.3
ALP ) 1315.0 (4) +38.9 (4) +133.0 (4)
10.35 12.33 12.80
BUN (mgfdL) £1.61 (4) £1.28 (4) £2.26 (4)
- 0.168 0.138 0.113 *
Creatinine (mgfdL) £0.017 (4) £0.017 (4) £0.021 (4)
. 0.063 0.053 0.045
T . /L
Bl (ma/dL) £0.005 (4) £0.026 (4) £0.019 (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
ltems
(mg/kg/day) 0 200 1000
73.0 72.5 S117.3*
AST (o) 4.7 (4) 8.1 (4) +28.0 (4)
255 228 428
ALT (urL) 1.9 (4) 2.2 (4) 9.1 (4)
1011.8 769.3 624.0 *
ALP (o) +123.9 (4) 1258.9 (4) +202.4 (4)
10.40 10.43 11.38
BUN (mg/dL) £1.31 (4) +1.66 (4) £1.83 (4)
. 0.205 0.155 = 0.140 *
Creatinine (mg/dL) +0.010 (4) +0.019 (4) $0.024 (4)
. 0.070 0.033 * 0.043
T-Bil /dL
' (mg/dL) £0.024 (4) £0.017 (4) £0.005 (4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Maie
e Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000
AST (UL 21:(1) ®) iili (5) l;;:g Ts)
ALT (IUL) i: :2 ®) igﬁ ®) :‘112:3 *(5)
ALP (UL A58 5) sr24 ®) s1o4s (5)
ChE aun) i?j? ®) ;1:? ) :tgg:g ®)
v-GTP (o) igi? (5) tgzg (5 igzg (5)
T-Cho (mg/dL) égﬁ (5) iﬁﬁg *(5) ;;:g (5)
TG (mg/dL) ,:?:g (5) égjg *(5) ¢§§:2 (5)
. BUN (mg/dL) lgjf;? (5) 111):3: (5 lggf *(5)
Creatinine (mg/dL) igigg (5) ig:;gg *(*5) tggig ?5)
TProtein (L) ig::é 5) ig:gi ®) :l:fGJ:fg ?5)
Albumin (g/dL) iéf?? 5) :tgfg *<*5) iéjfg 75)
A/G ratio G ig:ggi (5) ¢g:g;? ’:5) ig:g;: *(*5)
Glucose (mg/dL) igg: (5) 222 *(5) lgig *(5)
T-Bil (mg/dL) igg?g ®) igg;g ®) - ig:g;i ®)
TBA (umol/L) lij?‘; 5) égﬁs ®) :tg:;(z) )
P (mg/dL) lﬁ;ﬁ (5) lﬁﬁi Ts) lﬁj?‘;’ ?5)
Ca (mg/dL) ligi (5) l;;g (5) 132? (5
Na (mEqrL) i prpg T o
K (mEq/L) tg::ﬁ ®) ,.-3122 ®) tg:;: (5)
cl (mEq/L) 1:?22 (5) 1;:;2 (5) 1iigg *(.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 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
L 4.293 4793 * 5.235 **
ver © +0.173 (4) +0.189 (4) $0.357 (4)
Heart © 0613 0.620 0.630
9 +0.062 (4) +0.047 (4) $0.012 (4)
) ‘ ‘ 0613 0613 0.593
Kidney(R) © +0.083 (4) +0.053 (4) £0.029 (4)
0.600 0.643 0.573
Kidney(L) @ $0.070 (4) +0.045 (4) £0.043 (4)
) 1213 1.255 1.165
Kidneys © +0.152 (4) +0.096 (4) £0.072 (4)
. 0.610 0.663 0.673
Testis(R) © 0.034 (4) £0.015 (4) £0.064 (4)
) 0.608 0.668 0.638
Testis() © £0.035 (4) +0.029 (4) £0.075 (4)
Testes @ 1.218 1.330 1.310
9 +0.068 (4) +0.042 (4) £0.134 (4)
o 0.070 0.080 0.085
Epididymis(R) @ £0.008 (4) +0.008 (4) 0.013 (4)
o 0.073 0.073 0.075
Epididymis(L) ©@ $0.010 (4) +0.013 (4) £0.010 (4)
o 0.143 0.153 0.160
Epididymides ©@ +0.015 (4) £0.013 (4) . +0.014 (4)
0.063 0.063 0.073
Ventral prostate - (q) +0.005 (4) £0.010 (4) £0.017 (4)
Dorsolateral @ 0.063 0.055 0.073
prostate 9 £0.019 (4) +0.013 (4) £0.017 (4)
Brain @ 1.648 1.748 1.788
9 +0.104 (4) +0.060 (4) £0.057 (4)
Soleen @ 0.285 0.323 0.378 =
P g +0.024 (4) +0.043 (4) £0.029 (4)
Thvmus o) 436.08 454.63 432.45
v 9 +160.25 (4) £53.46 (4) £25.93 (4)
i 5.18 5.83 5.00
Pituitary gland (mg) +0.71 (4) +0.54 (4) £0:68 (4)
. 11.50 11.55 10.80
Thyroid (mg) +0.59 (4) +1.63 (4) £2.05 (4)
Adrenals ma) 28.08 29.98 31.18
+1.64 (4) £3.01 (4) +4.22 (4)
i ) 117.73 119.40 115.48
Final body weight
inal body weight (g) +6.83 (4) +4.80 (4) £4.45 (4)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
It Dose Seven-day treatment
ems
(mg/kg/day) 0 200 1000
L ) 5.813 6.575 8.105 **
ver © $0.423 (4) $0.619 (4) +0.367 (4)
Heart @ 0.800 0.790 0.818
g £0.027 (4) £0.076 (4) £0.075 (4)
. 0.795 0.793 0.833
Kidney(R) @ £0.082 (4) $0.031 (4) +0.098 (4)
: 0.783 0.798 0.815
Kidney(L) © £0.084 (4) +0.054 (4) +0.087 (4)
Kidnovs @ 1.578 1.590 1,648
4 9 +0.166 (4) +0.084 (4) +0.185 (4)
. 0.958 0.878 0.895
Testis(R) C) £0.046 (4) £0.127 (4) 0129 (4)
. 0.965 0.875 0.895
Testis(L) @ £0.087 (4) $0.110 (4) £0.104 (4)
Testes @ 1.923 1.753 1.790
9 +0.133 (4) £0.236 (4) £0.233 (4)
T 0.123 0.115 0.110
Epididymis(R) C) £0.015 (4) £0.013 (4) £0.008 (4)
o A 0.123 0.093 ** 0.108
Epididymis(L) © +0.010 (4) $0.013 (4) $0.010 (4)
o 0.245 0.208 * 0.218
Epididymides @ $0.021 (4) +0.024 (4) $0.015 (4)
0.115 0.105 0.090
Ventral prostate . (9) +0.034 (4) £0.013 (4) +0.018 (4)
Dorsolateral @ 0.088 0.090 . 0.093
prostate 9 £0.021 (4) £0.035 (4) £0.024 (4)
Brain @ 1.813 1.738 1773
9 +0.010 (4) £0.132 (4) $0.059 (4)
Soleen @ 0.445 0.440 0.395
P 9 +0.051 (4) $0.117 (4) +0.057 (4)
Thymus (m9) 471.55 440.35 399.90
4 9 £81.03 (4) £71.16 (4) £30.98 (4)
o . 6.58 6.35 6.5
Pituitary gland (mg) +138 (4) £0.57 (4) £1.18 (4)
. 14.28 12.20 12.85
Thyroid (mg) +252 (4) +1.98 (4) +1.34 (4)
30.60 32.38 28.18
Adrenal
renals (mg) £2.84 (4) +1.26 (4) £2.96 (4)
. . 162.85 161.73 162.40
Final bod t
inal body weight () £10.15 (4) +5.76 (4) 975 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 200 1000
L 8.318 9.715 12.205 **
iver @) £0.917 (4) £1.121 (4) £0.921 (4)
Heart @ 1.033 0.963 0.905
g +0.087 (4) £0.078 (4) +0.069 (4)
) 0.985 0.980 0.913
Kidney(R) @ £0.037 (4) £0.109 (4) $0.091 (4)
, 0.985 0.938 0.878
Kidney(L) @ +0.058 (4) $0.123 (4) +0.064 (4)
Kidnove @ 1.970 1.918 1.790
¥ 9 $0.091 (4) £0.231 (4) $0.150 (4)
. 1.245 1.353 1.140
Testis(R) @ £0.141 (4) £0.059 (4) +0.064 (4)
: ' 1.218 1.343 1.125
Testis(L) @ +0.145 (4) +0.054 (4) £0.061 (4)
Teste @ 2.463 2.695 2.265
9 £0.283 (4) +0.082 (4) £0.123 (4)
o 0.185 0.173 0.160
Epididymis(R) © +0.017 (4) $0.017 (4) £0.029 (4)
o 0.170 0.165 0.165
Epididymis(L) @ +0.008 (4) $0.021 (4) . +0.006 (4)
S 0.355 0.338 0.325
Epididymides @ £0.021 (4) +0.038 (4) +0.034 (4)
0.180 0.175 0.118 *
Ventral prostate  (g) 0.042 (4) £0.019 (4) £0.013 (4)
Dorsolateral = 0.195 : 0.163 0.148
prostate 9 £0.045 (4) £0.056 (4) £0.062 (4)
Brain e 1.903 1.798 1.753
9 £0.005 (4) £0.140 (4) £0.074 (4)
Soteen @ 0.633 0.463 ** 0.570
P g £0.059 (4) £0.034 (4) £0.050 (4)
Thymus o) 601.95 475.88 482.48
4 9 £91.70 (4) +126.05 (4) £104.57 (4)
. 8.40 7.48 7.33
Pituitary gland (mg) +1.21 (4) £0.64 (4) £0.80 (4)
. 14.90 14.00 14.03
Thyroid (ma) +1.82 (4) $0.76 (4) £3.00 (4)
39.78 36.80 36.33
Adrenals (mg) £2.30 (4) £5.02 (4) £4.74 (4)
. ‘ 228.68 219.58 214.83
F ht
inal body weig © +17.68 (4) +17.73 (4) £9.88 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05,
** Significantly different from vehicle control at P<0.01.
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Table 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute argan weights:Male
ltems Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000
L 10.480 14.064 18.518 *
iver @ £1.122 (5) £2791 (5) £0.802 (5)
1.170 1.334 1272
Heart © £0.084 (5) £0.134 (5) +0.093 (5)
. 1178 1.390 1.248
Kidney(R) © 0.088 (5) £0.194 (5) $0.130 (5)
1.154 1.386 * 1.262
Kidney(L) ©@ £0.108 (5) 0.163 (5) £0.080 (5)
Kidneve @ 2332 2.776 * 2.510
¥ 9 £0.193 (5) $0.340 (5) +0.209 (5)
, 1.534 1676 1.462
Testis(R) © £0.102 (5) 0114 (5) £0.089 (5)
. 1.518 1708 1.460
Testis(L) (9 +0.089 (5) +0.165 (5) +0.112 (5)
Testos © 3.052 3.384 2.922
9 0.189 (5) 0272 (5)  +0.195 (5)
o 0.346 0.382 0.334
Epididymis(R) © £0.040 (5) £0.034 (5) +0.022 (5)
o 0.342 0.380 0.340
Epididymis(L) © £0.027 (5) £0.025 (5) £0.028 (5)
. 0.688 0.762 0.674
Epididymides ©@ +0.066 (5) +0.059 (5) +0.048 (5)
0.400 0.330 0.230 =
Ventral prostate  (g) £0.100 (5) +0.087 (5) +0.029 (5)
Dorsolateral © 0.290 0.312 0.232
prostate 9 £0.044 (5) +0.084 (5) £0.022 (5)
seminalvesice () 0.884 0.920 0.738
g 0.158 (5) £0.192 (5) +0.074 (5)
Brain @ 1.972 1.996 1.868
g +0.057 (5) +0.154 (5) +0.094 (5)
Solcen @ 0.592 0.844 1.054 **
P 9 0.166 (5) £0.181 (5) £0.154 (5)
Thvmus o) 544.48 548.42 465.06
v 9 +82.56 (5) 83.71 (5) +128.61 (5)
- 9.90 10.36 9.30
Pituitary gland (mg) £1.02 (5) +1.10 (5) +0.55 (5)
. 17.66 17.02 16.20
Thyroid (mg) +1.99 (5) +1.74 (5) £2.64 (5)
42.58 46.42 43.00
Adrenal
renass (ma) 5.27 (5) £11.99 (5) 578 (5)
. ) 325.98 331.62 327.74
Final body weigh :
nal body weight  (9) £27.15 (5) +41.63 (5) £12.97 (5)

Values are shown as Mean+ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
) 3.650 4.015* 4530 =
Liver (9/1009) £0.117 (4) +0.118 (4) +0.186 (4)
0.520 0.518 0.545
Heart (9/1009) £0.028 (4) £0.021 (4) £0.019 (4)
i 0518 0.510 0.513
Kidney(R) (9/1009) +0.046 (4) +0.029 (4) +0.019 (4)
i 0510 0.540 0.495
Kidney(L) (9/1009) +0.041 (4) £0.018 (4) +0.026 (4)
. 1,028 1.050 1.008
Kidneys (g71009) +0.087 (4) +0.045 (4) +0.043 (4)
i 0.520 0.555 0.583
Testis(R) (9/1009) +0.047 (4) +0.026 (4) +0.033 (4)
i 0.518 0.563 0.550
Testis(L) (9/100g) +0.049 (4) +0.041 (4) +0.048 (4)
1.038 1.118 1.133
Testes (971009) $0.095 (4) +0.068 (4) £0.076 (4)
. 0.063 0.065 0.073
Epididymis(R) (971009) £0.010 (4) £0.006 (4) £0.010 (4)
- 0.065 0.060 0.065
Epididymis(L) (9/100g) +0.006 (4) +0.008 (4) +0.010 (4)
o 0.128 0.125 0.138
Epididymides (9/100g) +0.013 (4) +0.006 (4) +0.010 (4)
0.055 0.053 0.063
Ventral prostate  (/1009) +0.006 (4) +0.010 (4) £0.017 (4)
Dorsolateral (g/100g) 0.053 0.045 0.065
prostate 9/19% $0.013 (4) . $0.013 (4) £0.013 (4)
. 1.400 1.468 1.550 *
Brain . (8/1009) +0.029 (4) +0.109 (4) +0.052 (4)
0.240 0.270 0.328 **
Spleen (g/100g) £0.018 (4) £0.026 (4) £0.017 (4)
365.65 380.55 375.06
0
Thymus (mg/100g) £121.63 (4) +39.68 (4) £28.60 (4)
. 438 4.88 430
Pituitary gland (mg/1009) £0.41 (4) £0.48 (4) +0.44 (4)
. ' 9.78 9.70 9.35
Thyroid (mg/1009) +0.57 (4) £1.77 (4) +1.76 (4)
Adrenals (ma/100g) 23.90 25.20 27.10
£2.10 (4) +3.45 (4) +4.37 (4)
. . 117.73 119.40 115.48
Final body weight '
ody weight  (g) +6.83 (4) +4.80 (4) £4.45 (4)

Values are shown as Mean + S.D..

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

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

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

(mag/kg/day) 0 200 1000

Liver (g/1009) :tg:g—gi @ ig:ggz @) tg:ggg *(*4)
Heart (9/100g) ig:ggg @ ig:ggg @ ig..ggg @)
Kidney(R) (g/100g) ig:ggg @ igig?g ) ig:gjﬂs’: @
Kidney(L) (9/100g) ig:ggg @ ig:ggi @ igjﬁgg @
Testis(R) (9/100g) tgﬁgg @ tgi:g ) tg:ggg @)
Testis() (9/100g) ig:gzg @) ig:gg:; ) :g:ggg @
Epididymis(R) (9/1009) :tg:g:g @ ig:g:§ @) igtg?g @)
Epididymis(L) (9/1009) :tg:ggg @) tg:g?g 14) ig:ggg @
Epididymides (¢/1009) zg::)fg @ ig:é?g ) ig..:)fg @)
Ventral prostate (9/100g) igg:g ) igggg (4) tggfg 4)
Dorsolateral (g/100g) 0.055 0.058 0.058 -
prostate +0.013 (4) +0.021 (4) £0.013 {4)
Brain (g/100g) :(11::);; ) ::):gzg @ i;:?zg @
Spleen (9/100g) igj;: @ ig:gg @ 13:3257) @
Thymus (mg/100g) ﬁ?iéi @ iﬁig ) igi:?g @
Pituitary gland (mg/100g) ig:gg @ tggg @) :tg:gg %)
Thyroid (mg/100g) ;:gg @) i:gg (4) :::2? @)
Adrenals (mg/1009) oy ) o @ g @
Final body weight - (g) Hors @ s @ "ors @

Values are shown as Mean + S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Fourteen-day treatment
Items
(mg/kg/day) 0 200 1000
. 3.630 4.423 = 5.675 **
Liver (9/100g) $0.147 (4) +0.297 (4) £0.173 (4)
0.453 0.440 0.423
Heart (6/100g) , £0.033 (4) +0.022 (4) +0.019 (4)
: 0.433 0.445 0.425
Kidney(R) (9/100g) £0.026 (4) £0.024 (4) +0.024 (4)
. 0.433 0.428 0.408
Kidney(L) (9/1009) £0.030 (4) £0.024 (4) +0.010 (4)
. 0.865 0.873 0.833
Kidneys (9/100g) 0.054 (4) £0.046 (4) +0.030 (4)
. 0.545 0.618 0.533
Testis(R) (9/1009) £0.047 (4) +0.062 (4) +0.036 (4)
) 0533 0.613 0.525
Testis(L) (9/1009) £0.063 (4) £0.056 (4) +0.039 (4)
1.078 1.230 1.058
Testes , (9100g) £0.109 (4) $0.112 (4) +0.074 (4)
I 0.080 0.080 0.078
Epididymis(R) (g/100g) £0.014 (4) £0.008 (4) +0.013 (4)
o 0.075 0.075 0.078
Epididymis(L) (671009) £0.006 (4) +0.010 (4) +0.005 (4)
o 0.155 0.155 0.155
Epididymides (¢/1009) : £0.019 (4) £0.017 (4) +0.017 (4)
- 0.078 0.080 0.055
Ventral prostate  (g/100g) £0.022 (4) +0.008 (4) +0.006 (4)
Dorsolateral 0.088 0.073 0.070
(g/100g)
prostate £0.015 (4) £0.028 (4) +0.029 (4)
: ' 0.838 0.820 0.820
Brain (g/1009) £0.083 (4) £0.064 (4) +0.054 (4)
0.275 0.210 = 0.268
Spleen (6/1009) £0.024 (4) 0,008 (4) +0.021 (4)
262.40 214.53 224.10
Thymus (mg/100g) £25.49 (4) 42 64 (4) +44.79 (4)
. 3.68 340 3.43
p
tuitary gland (mg/1009) £0.33 (4) £0.29 (4) +0.41 (4)
] 6.55 6.40 6.53
"
Thyroid (mg/1009) £0.87 (4) +0.26 (4) +1.54 (4)
Adrenals (mg/100g) 17.43 16.73 16.90
£0.37 (4) £1.20 (4) £1.89 (4)
. . 22868 219.58 214.83
Final body weight
inal body weight () +17.68 (4) £17.73 (4) £9.88 (4)

Values are shown as Mean + S.D.. )
Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 10-4 Twenty-eight-day repeated-dose oral toxicity study in rats

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

(mg/kg/day) 0 200 1000

Liver (9/100g) igf;?/ (5) 132114; ;*5) i—gﬁig *(*5)
Heart (g/100g) igggg (5) ig:g?; ;5) igggg (5
Kidney(R) (9/100g) tgg?g (5) 1332152 *(5) ig:g;g (5)
Kidney(L) (9/100g) igg?g 6} iggzg ;:5) :tg?)?; 5
Kidneys (g/100g) tgﬁgg ®) ig:gig 2;) ig:;j?, ®)
Testis(R) (9/100g) igﬁg (5) igﬁg;f (5) :tg..gig 5)
Testis(L) (9/100g) igggg ®) igg;: ) iggf?; (5)
Testes (/1009) :g:ggg ®) 1(1):(1122 ®) ig;ggﬁ ®)
Epididymis(R) {g/1009) igjégﬁ 5) ig::)z)g (5) ig::)gg (5)
Epididymis(L) (9/100g) tg;gg ®) igyog (5) ig:)?; (5)
Epididymides (9/100g) igﬁ:g (5) igﬁifi ) tgiﬁg? ®
Ventral prostate  (g/100g) ig::;g ®) :g:ggg ®) tg:ggg *(*5)
Dorsolateral (g/100g) 0.090 0.092 0.070
prostate +0.019 (5) +0.016 (5) +0.007 (5) -
Seminal vesicle  (g/100g) ig:égg ) ig;ﬁi? ) igﬁ;ﬁ ®)
Brain (9/1009) iﬁjﬁgﬁ ) igg:é (5) igiggg ®)
Spleen {g/100g) tg:ggg (5) 1832‘21 ) ig:gii *(*5)
Thymus (mg/100g) lg;:g (5) 122:32 (5)' lﬁf)g (5)
Pituitary gland (mg/100g) ig:gg ) ig:;; ) tﬁig? (5)
Thyroid (mg/100g) 1332 ) ig:ﬁ (5) ig:gg ©)
Adrenals {mg/100g) lggg (5) l:g? ) lgg)g (5)
Final body weight  (g) 35?2 (5) ii: :gi (5) igg; (5)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicie control at P<0.01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 200 1000 (mg/kg/day)
Ss ss ss
4 4 4
No abnormalities detected 4 4 4

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

-55-




Table 11-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Seven-day treatment

Male
Findings 0 200 1000 (mg/kg/day)
ss SS Ss
47 4
No abnormalities detected 4 4
Liver
Enlargement 0 0 4
Kidney
Dark brownish change, bilateral 0 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 0 200 1000 (mg/kg/day)
ss SS SS
43 4
No abnormalities detected 4 1
Liver
Dark brownish change 0 0
Enlargement 0 3 4
Kidney
Dark brownish change, bilateral 0 0 4

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 0 200 1000  (mg/kg/day)
SS SS ss
5
No abnormalities detected 5 0
Liver
Dark brownish change 0 0 1
Enlargement 0 2 5
Kidney
Dark brownish change, bilateral 0 5 5
Spleen
Blackish change 0 0 2
Enlargement

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 0 200 1000  (mg/kg/day)
ss SS. sS
43 4 4

Liver

No abnormalities detected 4/4 - 4/4
Kidney

No abnormalities detected 4/4 - 4/4
Testis

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

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

No abnormalities detected 4/4 - 4/4
Bone marrow

No abnormalities detected 4/4 -— 4/4
Spleen

No abnormalities detected 4/4 - 4/4
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.
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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 0 200 1000 (mg/kg/day)
sS Ss ss
42 4 4
Liver
No abnomalities detected e AL A YA
Ground glass appearance/
e A
. + 0/4 0/4 2/4
Bttt S T S, S 7 N
Microgranuloma ) + 0/4 0/4 14
Kidney
No abnormaliies detected | s AA YA e,
CysSubcapsule L SO S - S
ration, vacuolar/Proxim
I
Testis
No abnormalities detected 4/4 -— 4/4
Ventral prostate .
No abnormalities detected 4/4 -— 4/4
Dorsolateral prostate
No abnormalities detected YA M
Cellular infiltration, lymphocyte + 1/4 T Tos T
Bone marrow
No abnormalities detected 4/4 - 4/4
Spleen :
No abnormalities detected 4/4 . - 4/4
Thymus
No abnormalities detected 4/4 - 4/4

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

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

+: slight, ++: moderate.
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Table 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 200 1000  (mg/kg/day)
ss ss ss
49 4 4
Liver
Noabnormaliiesdetected . .34 V4 YA
Ground glass appearance/
HepslooyelCentlobar A
Hypertrophy/Hepatocyte/ L o4 .34 . 0
DS e S, S 04 v ST
Microgranuloma 4 VA WA
Necrosis/Hepatocyte/Focal  _ _ + 14 04 .. Lo SR
Si-ngle cell necrosis/Hepatocyte + 0/4 0/4 3/4
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 abnormaliies detected Y4 T
Cellular infiltration, lymphocyte + 0/4 — 114
Bone marrow :
No abnormailities detected 4/4 - 4/4
Spleen
‘No abnormalities detected - 4/4 4/4 2/4
Congeston 7 y o4 . oa a4 T
Thymus '
No abnormalities detected 4/4 -—- 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 200 1000 (mg/kg/day)
sS Ss SS
59 5 5
Trachea
No abnormalities detected 5/59 — 5/5
Lung
No abnormalities detected 5/5 - 5/5
Submandibular gland
No abnormalities detected 5/5 -- 5/5
Forestomach
No abnormalities detected 5/5 — 5/5
Glandular stomach
No abnormalities detected 5/5 — 5/5
Duodenum
No abnormalities detected 5/5 — 5/5
Jejunum
No abnormalities detected 5/5 - 5/5
lleum
No abnormailities detected 5/5 - 5/5
Cecum
No abnormalities detected 5/5 — 5/5
Colon
No abnormalities detected 5/5 - 5/5
Rectum
No abnormalities detected 5/5 - 5/5
Pancreas
No abnormalities detected 5/5 — 5/5
Liver
Noabnommalies detested a5 O 5
gzgsgft;a‘ltlon, fatty/Hepatocyte/ + /5 /5 15
Ground glass appearance/ O s 1w o s’
Hepatocyte/Centrilobular o+ 0/5 0/5 215
"""""""""""""""""""""""""" + o5 asTgs T
Hypertrophy/Hepatocyte/Diffuse ++-0/5 o5 3/5 ________
Ceee 05 s 25
e ¥ s 55 25
Microgranuloma e
.............................................. LS oS S
Necrosis/Hepatocyte/Focal  + o5 VS L
Single cell necrosis/Hepatocyte =~ ------------- 0 ] AT Y e
++ 0/5 0/5 1/5
Heart
No abnormalities detected 5/5 — 5/5

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

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

-—: Not examined.
+: slight, ++: 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 0 200 1000 (mg/kg/day)
ss SS ss
52 5 5
Kidney
No abnormalities detected .. .567 45 O e
(D;irptzf(lt, pigment/Proximal tubule/ . /5 /5 5/5
(I;I)C/’?’llenxe droplet/Proximal tubule/ + /5 115 /5
Pyknosis/Proximal fubuie/Cortex ¥ o5 15 os
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 - 515
Coagulating gland
No abnormalities detected 5/5 — 5/5
Seminal vesicle
No abnormalities detected 5/5 — 5/5
Spinal cord
No abnormalities detected 515 - 515
Sciatic nerve
No abnormalities detected 5/5 - 5/5

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

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

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

Male
_Findings Grade 0 200 1000  (mg/kg/day)
SS sS ]
59 5 5
Bone marrow
No abnormalities detected 5/5 -— 5/5
Axillar lymph node
No abnormalities detected 5/5 - 5/5
Mesenteric lymph node
No abnormalities detected 5/5 - 5/5
Spleen
No abnormalities detected 35 055 s
T _ o5 45 5
Congestion e
______________________________________________ w5 05w
Deposit, hemosiderin S 0/5 --------- 3 /5 --------- 3/5 ----------------------
. AU - OO
'jl-ié-rﬁ-atopoiesis, extramedullary, . /5 4/5 5/5
increased
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 - 5/5
Bone
No abnormalities detected 5/5 — 5/5
Mammary gland
No abnormalities detected 5/5 -— 5/5

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

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

+: slight, ++: moderate.
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