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EEMERBREER LT,

5 @ERDFED Crl:CD(SD)7 » MMZ = — U {HIZEE X ¥ 72 o-Anthranilic acid % 1, 7, 14 XiZ
28 HFEAREROEE Lz, BERAEIX 0 (=—7H) | 200 X1 1000 mg/kg/day & L. 1,
TR 14 BRBRERICHENT LY T 74 PRI 1 BEHZ0 415, 28 ARG 1B
Bz SIEEEA Lz, BEHRTIELFIc - W TR EEE, AEAERVEEEAE
EITW AR SHIRMKE T HIZ COY0,IRA N A FREL T CHLiK 2 5FE L 7= %885 L €, M2,
REFARER CEEFRAEZFT O D ORBHERE EH L7z, MM T, 28 BRI
DWTIE, REFFPICHEAR —RRERER OEREREZITV., RRRSEBOFERICRE
R L CRBRE T o7, |
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REEE TIX. 1000 mgkg B TREDORER L LT,

MRALFERIRE T, 1000 mgkg BT 28 BEHREZIZY vz 2AT T —FROBa L
AT a—/LOEERSE LN,
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HEEORENIS LT,
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HEBIIHLNRPST,
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WCEERH NP0l lod, BEBEE LZEEL AV CHRERNEEAREIECTES T
U, 51IEZRBRICHER Lo, o0 RIIBREREE CEMEAT T Lz, BESTIcXY
ANT-BITEBRP ORI LTz, £72, AN OBREEEE Tk, —RRER OHEEY
ZEHR 1EUEEE LR,
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B EBRLER OB OBEENT 5 BEE, EESEIL 1265~1579g TH Y. 2FDEENRE
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144 fRERE

BWid. BE - BT 2 2 02T HMEZE L T, B 21~25°C, FEANEE 40~
70%, HREE 10~15 EI/EEE, AR 7)1 12 BRI (7 BT, 19 BRSAT) I2RE
LIt T =V 27 LAOFEE (REHMTIIREE |, REKRTRIIAETE 3) A
Uiz, IBEROMEMNEEOEREIX, T Eh 22.5~24.0°C KT} 50.0~622%TH > 7z,

TV, BEATENERAT UV ABLEHEKR 7 — Y (W260xD380xH180 mm) | EESITE
WIRT L ABIERR 7 —Y (W165xD300xH150 mm) Z 658 L7z,

b LA VR BRI T R R OB T RIS AT U BE 0T 1 T0E 2 B 0SB TR HE LT,
EHIZ, BT FEEENLBIEICHHTARICL I Lz, REER, F—VRUBT v 7
W BEUTRICRR LT, E7, BT T4 MEE (1, T RO 14 BREIBRER) 2oV TR
HZICHET AL T v 7 2B LT,

FRHIERER MF (2 FEE 120411, ) = X )VEERFTE) %, SBbKIZB B
EAEAKITIEARIGE COERBEN 3~5 ppm & 722 L HICKEHEZERT NI 7L (F=
=T v I R) BEMUIKE, ENENEBRBEREEZ, #EEROFEE ST — 12
V—7%E (121°C, 30 4f) LizborZhenfEm Lz,

FEHT ET N O RADOSITT — & 2 AF L, KERERETESWERFED
B R OMEEDOIBE LM ERE ] (1979) 22E1C, YHBER CED-EBERNTHLZ L
R Loy MEFERLE,

BEEKIZOWTIR, BEFBE O DKEEEICET 244 (BEEFBESE 101 5)
WL LK EREZFE2EOEETEMRLTEY . B ARIICAFZE LEREEREL D
REREEERE TCAFLERERERDS, MESOEEZH - LTWS 2 L 2R L,

15. BB
151 #HBYMBEORTHE
FAERTERBR L LT, URBHER T lo-Anthranilic acid D5 v MZBIT 3 7 BREKER
A& 5= (BES P12-0097, JEGLP RBR) #EML7-, AERFRBR TlZa—
VTR LB B L. BB 3 ICO 5 BB Cr:CDSDET v Rz 0. 50, 250,
500 & T 1000 mg/kg/day DHET7 BMERERE Lz, BREHHPII—RREEEE MK
HEAEZITV., &&HRE 1 BRICHIBRROBEERAE 2T, TORBE, HBRWER
BLEET D LEX ONAELITFER I N2 o7z,
L7z > T, AFBRTIL 1000 mg/kg/day A& L L, EHAE L LT 200 mgkg/day %
BIE LT,
152 BEEAERK
WERMERERLE LT 2 BERZRT A, BEOL 2 HRET AEENBHELRE L
Eo. BEHREROERERIC, 1. TRV 14 BRRSBICENTHIYT A MEELR
Tize DU, B REIIRT REE L SRE T 5,
V774 MEOREHHTOBREROHET — #1128 BRERSHICED TRV HF-o 72,
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—— RERE | BREFE %&%ﬁ%’g{ﬁi B
(mg/kg/day) | (mL/kg) | BE(WNY%) (BEE)
R (1 E%E) 0 5 0 4(1- 4
BiERR (7 ARRS) 0 5 0 4(5- 8
BT (14 RE®RE) 0 5 0 4(9 - 12)
EiEXER (28 AM®RE) 0 5 0 5(13 - 17)
EAE 0 ERE) - 200 5 4.00 4(18 - 21)
EHE (7 BHE®RS) 200 5 4.00 4(22 - 25)
B EAE (14 BRERE) 200 5 4.00 4(26 - 29)
B | KFE (28 BFE&RS) 200 5 4.00 5(30 - 34)
V| mHE (1 ERS) 1000 5 20.0 4(35 - 38)
2| BHE (7 AE#RE) 1000 5 20.0 4(39 - 42)
=mHE (14 BE®RE) 1000 5 20.0 4 (43 - 46)
=mHAE (28 BF#E) 1000 5 20.0 5(47 - 51)
153 #E®

a) HEYEROFEE MRE

RETTTHEBEMELTEL, LSRN THRLEHR, a— la iz CRE e,
TOR, A= HWEMZTER L 20.0 W% DEBRWEIRZ TR L 7=, & 512.20.0 wivv%
DEBMBEIRE S AT v I AZ—F—THRBLENL—HEHER L. 2 — MEMmz
THRRLU. 4.00 W% DB ER T AR L 7-,

AR L B REOHBRMER R OB EICH VA EEITY 5 2B EHEICEE/
L. WRMERBECRBE 71 THET (EHIE 2~10°C, FEEHE 1~10°C) T
HRE LT, HBMERITTAES 11 BUMICER L, .

N FRE LIS REOHBMEIR R ORI, £ 5 BTSN ER B e
BBV L, AEEE TR CER LRSIV,

b) BBRMEIR OB MR OEEM DR

20.0 KT 0.200 w%DHBRWEIR DB —MER OELTIZBIT 2B FHRE CORER
Z. HRBRMRICI T X02-0256 TEREREZ n< F 257 ¢+ — (HPLC) 2k Y FeR
L7,

BH—HIZOoWTiE, BBRYERO L, FROTEBOY 7T DWTHIE L= 55
EIRE OZEEREL (CV) 23 20.0 T 0.200 wh%DEBRME R TFHFH 0.5%% T8 0.7%
ESNLRTH -T2 b, B—ThHD I LAERE N,

5B OBIERE DIEYE R
ZROPIEREDOTE E
ZEMEICOWTIE, BEHETICRIT 2HFTRE TR 13 BAICHE LRy ERE
R, AREROBEREIZI L. 20.0 ZT0.200 wh%DEEBRBER T2 102%%
N 98.6% & 100£10%LLATH o7 Z &b, RELBETT 12 BRIEETHD = L1\
I,

CV(%) = x 100
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c) BEIZAWVIERDERDBREER
FENZFAE L7z 20.0 XU 4.00 w% DRV ERORBER ORE Y, BRBRHERIC
FBYNT X02-0256 THPLC IZ X W #ESE L 77,
BIE L7 R EIRE SR EMICH L, 20.0 BTN 4.00 wh%DHEBEWMER TZNTH
103% K TF 102% & 100£10% LN TH o 778, BN cE 2 L HE L TEREICAW
770
154 #&# &
7. 1430328 BffIER 1 E, BHERORE Lz, B&5IX9:08~11:33 12T > 7,
&5 IR T b T—TN (TE) FRY FUERE (FAE) 2RV, BEL
BRFOEELEIC, Smlkg TRELZ, 2B, HRYERII~ /X TF v I A —F—
ﬁ%#b&ﬁ&&%%ﬂﬁ@bto
155 —MIREBBLE
BREHFETIIER 3 B (R501. REEE~] BR%. 85 2~6 FEEK) | £%X2E
—RIREE R BE LT,
15.6 M2 —ROIREEEIE

28 HAIHBEEICOWT, HRERMGENC 1 H, REHBERITE | BOHE TRKRDOEHE
FEE L, BERBROBEIIBMICEL (REBWES) 23T, 80X VEZ
ZITo TR, ABRBESHBITE 2WIRE (BRlE) TITo7,

TN | F=VIZFEANTHL, BiE s — VMR HT E TORE (H
H T B O RS LB SRUHES) %, x:?Uyﬁﬁfﬁm
HERERMEBETORE, $EORE (LT, TOBFERROHE
FELRI) \&E&Uﬁﬁwé(%a\%ﬁ&0?7/~t)\wwﬁ
ﬁ(%ﬁ\mﬁ%m&w@%%)\%m&wﬂw%wﬁﬂ%ﬁé
B % 90 cmx60 cm DEER SHEMUE 55BN Bx, B5,
7Y —=FHNTD %@ﬁ\W&\iﬁ@ﬁ%\mh%%\%%-@ﬁ-&@\ﬁﬁﬁ
TENDBIE BROEETEHOFELER
SEOHEERR (Eo) RUBERER (Ro7—1%) ZEIE

FITEoTODEE
P hIpA = E
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157 HeEkE

28 BEBEHICOWVWT, #E4BE R52H8E8) WRKROEEZRELT,
SGHE R OB SR 72 — R BB B 2R & MARICHRBREE S HIBI T E 2V RETRE L,

BRI 3 om IR — X DEERIESIT A BERE L E DR

B R s xary s rmcmE
B R |BEECEEZELLELEORIGERAIT Y VT IETHEE
RIGHE | B &

FEEANT I TED 13 BRBAIZEEAR & & ORGEBE
LR |IRE2FECTB %, BILICEERY TR XORIGOEELEE
ZEH K30 em OB EN D, BMOEREY LI LIREETHEE Lzl &0 |

ERRE | BERSOREYBES

I BHA—FFGC2 (AT 4 R) AV, AIEEOBEDCENZ 2

EAIE L, FHE CFHE

7 v N AEBEREER ACTIMO-10 & >F 7 /) 2BV, &

HREHE DEENEZ 1 R (10 4R T 6 @) HIE L, IR (42.6 cmx26.5

cm DOFEFAZ HERE S cm B TRA) 2 - 7~ B TG

15.8 AERHE

15.9

2FIZONT, EFLEOLRHE (PRI T R) Z2HV, TROBICEEZRRE LR,
- B4OUTH
- BE5 1, 3,7, 14, 21 KO'28 BHE
- SREBREOMEIA (FEEH»D O, EAIREE)
BEEEEHE
7. 14 RO 28 ARIREBICOVWT, EFEMXE (FAL U UR) 2V, TROH
WCEEEEERRIE L,
- BESTHOKREE
- BE 1, 3.7, 14, 21 RO 28 HEDOEEEE
#E 7, 14RV21 BEICHBEEENERICEZME L, WABOKREELRIE L,
BIEL-GEEEEENOFHTEARTO 1| BEHEEEY RO, 7B, FHEA
WCHEEZIT OB OV TIIEREEO L 2 HE L, SEORAER UREEORIEIITh2 )

27,
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15.10 FRig&E
a) B &K
28 AHEEEICOWT, 5 28 B B OFHIT W 150xD 200xH 263 mm D EERIHH
T=VICEMERA L. BREFKRONESRETER ETOoN 15 BEOEHER 2 HR
L7z,
b) MEEBKVFHE
ERL-ERREAVWREOER ZHEIE Lz, 2B, RIEITERERVEAERY
BRELEER BREE CHBRMEORSICEE L 2 ELRRD bl o712, &
AERICOWTIIREZITOR o7,

H B 5 BER

R= (Urine volume) ARV XL BEE —
@& (Color) -
%Y (Turbidity) AR o
REZEE (Uosm) KT A

H
ZH (Protein) REBYE
7 b 4K (Ketones) FEBREIIZ T T AT 4y 7 2 (—RX | —
B (Glucose) Y R) EER)
% (Occult blood)
PRULHE  (Urinary sediment) Sternheimer 2515 B

ER#EE A BENEEER OM-6040 (7—7 L A)
B: AT LAEMTBEMEE BX41 (U L 8X)
15.11 MiEHzE
2) BRMEOBmERRE

FRBREIZOVWTERBREBOFENOEEL, BH (FEARLE 16~20 BFEHE) |
CO/O,{BE T AMREE (CO.0,IREH=4:1) T CHERABARN DRED LBV EM L, &
ERBEER L, 2B, 7 74 FECOWTIIMIEOREHERII T2 03 o 72,

28 HREREEIZOWTIL, EHIT/NZ AV — RNAEIME (AARS by - F oy

Ry YY) EAVTHERERRL, SERME, HE T2 RELNEHEL, 20°C T 24

RRERE Lic, £0%, -80°C TRE L. F7A4 74 2&RE L TLLMT MmN

FriziEft Uiz,
FRAEFEH 1E&LF 1k
EDTA-2K MM A SB-41 (2 v F&EE G9059, A A w7 R) T
2 I ‘
U7~ ik

SAABR=ZFT NI ULZKFY (vy NEE STP5940, FIyhiE T3)
MM 4| D32 wh%AKEIRZ 100 uL I L= T A BEBRE CTHLM L s O 40 BE
(3000 r.p.m.x10 mins) L T/~ M4

I & | A7 AR CHEM LiELOSBE (3000 rp.m.x10 mins) L CTHE7-IME
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b) MRFHIRE
MR OnFELZANKREROERZBEE L, ¥ 774 OV TIET e ke By
R R ONESEALE S e v R 77 2 F U BROBIEIXTh R o, £/, TN TDHE
BIZOWTHSRRIE CTE ), 2 AW BHERIIER L 20> T,

H B 5 ¥ 2R
FRInEkEL (RBC) FE R EFARYE
~NEZ o EUEE (Hb) VT URRANESur Uk
RBC x MCV
~< h7 Uy ME (H) BT
SEHFRMERARE (MCV) B AR YR
Hb
EHFMHFAE S B E LR (MCH) ox10°
____L %x10° C
SEEJRIMERA~E 7 1 B BE  (MCHC) RBC x MCV
/3 (Platelet) FE AR BT AR
MR AR M BRE LR (Reticulo) RNA #ufa ik
H inBk$k (WBC) TJa—H% A b A R -k
HIMEKE% % (Differentiation of leukocyte)
4FEk (Neutro) . VU v /3EkK (Lymph) .
fFHeEk (Bosino) . IFHEEEK (Baso) TE=YA AR iR
EEk (Mono) . REVGEGLAEEK (LUC)
7u kel (PT) LR F =
EAELES N uo RS 5 AF VR (APTT) | | S (bt b

BRERE Clizidem, DIZiXmiEEER
EABERE C RELRFREES ADVIA 120 (V' — X )
D: 2 H B LIREERIEREIEE STA Compact (22 « XA T 7 ) A5 4
> 7 X)
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o) MEENFENRE
miEZ RN TREDOER ZBE LT, V754 MECOWTHEHT AT ELBT S
FNTVART2T7—8  TI=2UTI) MGV RT=T5—8 FAN T+ 2T 7 & —
T, REER. JVTF=VRURE YAV REIE L, ZOMOEF IEE L Ho
7

H B \ 5 BE2E

Ty BTN RTYAT =T o i
TI7=vT/)hIVRT =5 —F (ALT) | UV ¥ JSCC ER{L5iniE
TNANAVMET + 27 72 —F (ALP) p-Nitrophenyl phosphate J%
a2 Y =27 7 —+F (ChE) Butyrylthiocholine iodide 3=
$IINE I NG URARTFH—F (2GTP) ggﬁﬁggﬂﬂwy*
®=LAF 02— (T-Cho) COD-ESPAS ¥ E
Y F G §§E$%87U?D—wﬁ
R3=EZEE (BUN) Urease * GIDH &
7 L7 F =2 (Creatinine) Creatininase * F-DAOS &
#EH (T-Protein) Biuret £
TNT7 2 (Albumin) Bromocresol green &

) Albumin
A/G H (A/G ratio) T - Protein — Albumin o
M (Glucose) Hexokinase * G-6-PDH {4
BEYLES (T-Bil) BEsRTE
#eAE{TE: (TBA) BERV A7) Uk E
MY > (IP) Fiske-Subbarow &
TN A (Ca) OCPC &
FThU A (Na) Crown-Ether [EE 1k
IV 75 (K) Crown-Ether [EE #5% F
() MO JEE

RS B A(CFESSIER 7170 % (B STEUERT)
F: SEESHEE PVA-EXT (A&T)
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15.12 WEFRORE
a) B ®
ERBREICOVWTEKESEEOEROWTN b EMEIC, % EEREIIRD & M
LU CTREIESH, FF, B, BT, S, BiE, EREROERELZOREIZD
WTHIRMBIE 21T -7,
b) MEREERRKOREEERNE

() V771 MEE
1, 7RO 14 BRAREHEICOWT, FIRFICKREDORE - MR L,
5 B FE - AR
H{LEER JiThig
O - MEFR Dol
W R R =g
ATHEE R FEE, R EfRe, MEEERISIAR* . RIZERT iR
FERER B (R, /MR OB EETe)
PRI B (RERE) . Blg*. Hojg+
W& WR TEE FRER (ERMEERET) | BB

FARBRDS D [#] 24 L7281, BERSUIRERICEET SaNcEF XS (¥
WA DR) TEEZHELE, B, BEROEELERIELEZRIXICBEL.,
EADERZzREE L, BIBEIERZ2 T LOTHEIE L, HRIZERIRIRED—
H2za» TRE Lz, FRIRIZ ER/MEEZE D TRED HOBETTIT 10% P2 E
TV RICRIEL, BR, EROEZKENOLDE L TEERZHEL-, EE
ZHELZBEICOWTL, R BICHE L AEZEICETEEVEH L,

(b) 28 H I EEE

FIREFICIRER DT - R ER LT,

7 3B FE - A
O 25 % RE. Bh
WA, B, B (FTEBMLOER. M UREED) |
b B B, B (2B EN] R %=

Bl RIS
L MER | D

WHREE R B, Bt

P TSR FER B JEZERISIAR* . IS RIZERTSIAR,
BE* EERZET)

FeRRE R Bog* ORBS, ANERUMEZET) . Fh. LERHRE

s BHE (RERE) | BRE D V380, IBRIED 38, i,
H R *

5% TEE FRE (ERMEEZETD) | BT

R R AREK

- BHER BE (ORBRED) . B CRRRE)

KE - $B#% | IR
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K[E RO 10%F B E L~ U VIR R EARICER L, 8RO 10%

PERERL~ ) VIREEA LU TREKICEE L%, REDEKEERE LT,

FARBRLIA D T %4 L7288 B, BERUIRER CBET 2NCEFRE (¥

WVEUDR) TEERAELE., B, BRERUEELEIEEZ 4 ICEEL,

ERDEFZEHLE, BIBEAER2E LD THE Lz, HREMIRIIRED—

HEEZOTHE L, REXEEREZED TR Z R THRELTERL, E8%

BE Lz, BRI ER/MEEE D TRE D bABEE I 10% R E &L~ ) v

BRICREL, ¥R, EAOEZRENLLNBELCEERZRE L, EEZAELE

BECOVTIE, BHBICAE L ERr RIS EEbEH L,

FELRS oD [ 8 J OMRAF

BN LSBT - . UTo LY CEERVMERE LT,

I, EELXEER. SIMIEZEOF RIS (FIIRIEIE DR % i ST AR
0o T) 2~3 mm IEOMEMBA 4 EER L, BETRAEBTHICHE L, 28350
BEEN1S5gUTTHD Z L 2HsB%, T ENEED 5 FE&L E D RNAlater® (Ambion,
Inc) IZRESHET, 15 g 2B ABATEBA OmMmE R LES L=, AEITkE
%, -80°C THRFF LT, SMULEZED BT RIAEMEN AL OIS D% 4y R U
D DEE 10%FHERE L~ Y VIR CTEE LT,

FhgiT, EAMNLICEREZBES. FAOPRIESAEL ST L 5 ITHEE T 4~5
mm 1B O 2RI LT, A OHEEZRY RO g, EP T L, ¥o%
8 3 mm CANIZHEE) L RNAlater IZRIE LT=, 720 OXS0 LU, BEENE ., HBENE
EUOREZGITTHC TV 7L, EREh RNAlater \[ZBE LT-, BY OESIIKE
&, -80°C THRAF L7, EMIE 10%FHEBE R~ ) VIETEELE, 2B, £
NPDIITAEBRD bNIZEEIL, FERZ 10%FHEEEF L~ U VIETEEL. K
Az B AT FE B EAEAT K UN-80°C BERIFICHE L 72,

BRI, ERB 4 ICEERHER. AElE 4 551, BB D45 % RNAlater 1218
BEL, &Y O¥S5kImtk, -80°C TRELZ, EMIREET Yy FYUIRTEEL
72,

BREEI, EEFHER. EAREVEETEY MY UVIRTEELE,

JEZERIS AT, EERIER. EFTH L, —F% RNAlater [ZEE L=, BV IE 10%
HiEEE L~ U IR CEE L,

fik, EEZBEER, KB LIZAZT—K (A Z 7 —/ 7 aaki s FEERESHE
=6:3:1) [TRIE LT, £O%, KT TSRS 5 Lz, Aoy ) — LIl
2o SHIDKIMTTIRES LAans, 1 BEBEIC2E, By ) —A 2558 LT,
KIETCTBEIRE 5 L7tk AT ¥ ) — L E2EESHL 4°C TRE L, RELER
BHIRMA Z RS L CREBTIRFICEM L,

REEE X, ZERIZ KRR b KEEFEEMMIE TR L, MimZ KR L. RPMII640
(Life Technologies) 5 mL TEBZILVEHL, 70 um DA v 23 BLTIa=HNAF =
—7VWZER L7z, 4°C TiEL (1100 rpm, 5 45f) #%. BBV, BES2 mL ©
RNA/DNA Stabilization Reagent for Blood/Bone Marrow (Roche Diagnostics) \Z B & 4,
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FREIR TIERIZ-80°C THEMBERE Lz, ARIIEESH 2T L 5 T L, 10% 5/
EHRNL<Y VIRTEE LT,

Pl ER & BIER . PR ORI T 1~2 mm O % 1 S L. RNAlater
WCRIE L7, 7201389 5 mm FERE TE 0 IAZ %2 AN T2 41T 10% R E R~ U VKT
EE L7,

FafRix, EEXHESR, EFTIH L, —F% RNAlater [IZRE L=, BV I 10%H
MEREE L~ ) VIR CTEE LT,

TEERI, EEZHTE. RNAlater IZBE LT,

RNA/ater \Z{21E L 72 BHERIT RNAlater ZRBICEBE S E 5720, BT 4°C T 72
R, & DORLOKERRIL 4°C T 24 BREIME L=, RNAlater [IDBE S ¥ % $-80°C T
s L. NI4T A R &RE L CEEME MBI ZERTIC %M Lz, -80°C BRSEEL
TEARRRIZ OV TS R T A T4 22 M L CEEM I i Eanc &M+ Lz,

T OMDOIFE - HRRIE. 10%FEEER L~ IR TEE L,

d) REMEBFEORE
(@ Y774 hEE
1, 7RO 14 BRABRSHEOMBHEOEHAERICOWT, g, BiF. BE, &
SRR, BBE CRERE) | MR, WO RS 7 AEEEE A R ER L, ~~ b ¥
vy exAUy (HE) Bk, AFEMENCRE L, B8 (KEEE) 138Y
H LA 10%I8%88 - Kb~ U KIS & BBIR 21T - 7=,
(b) 28 H Hi& 58
AEHROBHAERICONT, MEUTEERZBROTER LT TOEEXIT
RO NT 7 ¢ o EIBEME & /ERL L, HE 4%, HBFEMENIcRE L, &
FEOVERE (RERE) 13910 H LATIZ 10%BER « &L~ U RIS X BBUR 21T - 7=,
o, BIZOWTHEAEH CTHERYEOBRSICHE L= TR R D=0,
EREFIC OV T O RERRFIRE 2T 7,
15.13 #EEHERIITIE
FE, BEE, ). BREHE. MFFORE, MLRECFIORE, FE. FEST
FRUBEEEDHMZIC OV TIL, Bartlett 1512 X 2ESDERESR TV, S%FEKIETES
BAER0 bNIE AL, Dunnett HRIC L 2REEIT o7z, ZHENRD bARVEEIL )
Y7 A MY v 7 @ Dunnett ¥5I1Z X BREEIT o7, SrEEE (E0OEK) RUBRELZ (F
DT —=NH) 137 %7 A R U v 7 @ Dunnett IEIC L AREE T 7,

16. RBREEDOFEREICEELRIT L L BbN A BEER R ORBEEE b OB

ARMROEREICEE L RIE L L EDh 2 BEER R URBREHEED b ORI
SNIRHoT,
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17. RERER
17.1 —f&iRRE (Table 1. Appendix 1)
1000 mg/kg BETERE 10 A BURICEEERO—BEOTEN 8 flTH LN, 200
mg/kg BER O RREECIIEE IR b2 oz,
172 FEAB72—ARIRAE (Table 2, Appendix 2) 4
WM E R EH CHERBE R OBEREEICAEREEIIZED b, thoEHgsEE
KBV THHBRMEREH RO RBICEE IO bk o,
17.3 H4EEFRZE (Table 3. Appendix 3)
200 mg/kg FETHIKEBENOFEREER L bR, AREEEORVWEE TH -2,
S BT, 200 BTN 1000 mgrkg & CHEIE 0~10 4 DOFFEIEIC E R EGHEDEERIEMEMN 45
N, —BETHELOBEERGHA LN TRV Lo b, %&%%E&‘Ef& WEBIRD 72w
BlbEEZ T, FIEREICBW IR ER R R OSBRI IFED bNRDo
72
174 f& E (Fig. 1. Table4, Appendix 4)
TR EREHICAERETIIFED b o T,
17.5 #EEE= (Fig. 2. Table S, Appendix 5)
HRDEREHICERREDIIRD e o7z,
17.6 JR¥%Z (Table 6. Appendix 6)
1000 mg/kg BETREDHERBENR L Lz, MBEETIIEM 3+ 285 FlF 1 flicHk
b7z, 200 mg/kg BHICEFITRO biehrolz,
17.7 MEHRE
a) MKFAIEZ (Table 7. Appendix 7)

1 EIREFITBVT, 1000 mg/kg BTV /f\ijztt.ﬁwﬁif;mré‘wa H 7,200 mg/kg
HCIXREEREHEIZRD N o7,

7. 14 kU 28 AR EH CTIIHBRYEREHICEEREHIRD bz o T,
b) MERAE(LFAIRRE (Table 8. Appendix 8)

1 BB TR ERSRICEEREHIRD b2 - T,

7 HEBREERIZIB T, 1000 mg/kg BT AST RN ALT OB BEAREMES Bz, 200
mgkg B TITBEERLEIIRD bz ho Tz,

14 HEREGHE CIIERDERSEICEFERTENIRD bk o7z,

28 HREIREHIZB W T 1000 mgkg BETa ) V2 AT T —ER U I L AT T — 1D
FEREE. 7VTF=rvRUBEROFEREERA LN, 200 mgkg HETITEER
EENIBD b7z h o7,

17.8 JREFERIRE
a) #xB EE (Table9 K110, Appendix 9 T\ 10)

1 EERV T BREREHE CIIEBRDERERICEEREREHIIRD b2 ho T,

14 H AR EEEICI T, 200 mg/kg B CTHRRBOMBMNEEDAEERSEN S BT,
HEL OBEERRD LNV LNLEBRNEE & E X /-, 1000 mgke HTIIAEE R
EENIFRD bR o7,
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28 BRI EREIZIBVT, 1000 mgkg BHCTHBOHMEEDEEAEE (HBEO
117.9%) | BIEOES R UHEMEECEEREME CIBEED 1267%K 1 125.9%) 274
b7z, 200 mgkg FHETIIFERLEHIIRD bhizhroT-,

b) #F| # (Table 11, Appendix 11)

1EL7 BN 14 B ARG CIIERMERSHEEUIBEICEZRIRD DN o1,

28 B GEEITISV T, 1000 mg/kg BE CHIE OEEFIEMER N 5 il 3 flicsmd bhi
I ERRBROBRILRR O TEECERNE 1 flicA b, 200 mgkg BT
BORBEREEN 1 flich bz, MRETRERRRD bR,

¢) JREFHRRFEIRE (Table 12, Appendix 11)

1 EHREEIZRVT, 1000 mg/kg B CTHFIRO R BHEFFHIQER ERE) M 441516
WCH BN, HRETIIEEIRO O »r o7,

7 RN 14 A FRSEETIX 1000 mgkg R UK BEICEFIIRD b h o iz,

28 AR ERIZISVIT, 1000 mgkg B TRIE OERBORFE LRBHE (ERE~he
BE) B35 HF 3 FICRBO BTz, ZTOIED, O HM R OEOBR B LA NE 1 5
IZH b, RIRMICEABBOBEZILEN 4 bz 16 CILEEFIIC L B EIENRE
SN B AN EEDSER A b TIXEF 13580 b2 h - 72, 200 mg/kg
BT, ARANCIRE OREEEI R A 5 1 4] TR B KR kI 5T A FE R
N, MABETIIMOHOLRE CBIROBEERNE 1 fllchbhi,

18. & £

ERMBEIIEFRT I 01 2ThHY | ~ 7 AOERNBARBRRE T v kDR 5
BICRBWTEMEREORENRE SN TVER, FORIAELN TV & LTEER
AASEHSEES (International Agency for Research on Cancer, IARC) D3& 8 A MR TI% 7/ L —F

3 (B MTHRTDIEPAMEICOVTIHETE 2 IHESN TS (ARG, 1978) . %
o, EREWMERAVE 78 BEIORERSICIARBAMRBTIE, ~UARUNT v R EY
EEREROFELRBEMIBD b 2h-72 (NCL, 1978) , REBRICH W CIIERYER S
XL VEIE~DOEEEENTD bNZIED, FEEOER~OBEL L LT,

BIB AT 288 E LT, 1000 mg/kg BEIZI3V VT 28 B B 54 OB MKRERCHTE O i
BEEBRO b, £, FHEAGFORE CTIIRAET 28 ERBERICHEOEREORE
FERBRRSRO b, ZOE LIRS HEEGOEEICTT 2 EERGEEX NS
B, BREECIBIIIRFEITRED LMY, REHETOREIC b HEBRYERSOBEIIRD 5
NeDoTe 2L b | RO EIXEEEHE~OREME 2B T2 b O0EEEE L LTI35H
WHDTHD EEZ bV, BEHBPIT 1000 mgkg BHETEE I N ML, #5EZD—
BEOEATHD Z LA OHRRA~DOEETII R I EE L - BB L Ex T,

AP 228 L LT, 1000 mgkg B2\ T 28 AR E#ZICFIEENEEDSEN
RObN, £/, FAEET 28 AHRERZICIT) vz RTFF—FPRUKB AL AT O— L D5
ERZ LN, REERENRE CREENRDONRN-7=2 b, WPR b=
FIZEBZDENWEL L E X T,

BRI 282 L LT, 1000 mg/kg BTV T 28 ARIREZICFEOSE. B0
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HEUHEAEEORELIRD DL, HRMEOHFEERIIIERAT ol FRUKEE L LTH
WHNTREY BEENPREIN TS (Black, 1986) 73, ARBROREMEBREZNBEIZEBWY
TIEHWTNOREHFRTRICLBIRICEBRYERE LEEOH 2EF IR b T, MK
ALFERREICBWTHBEEEZ TR T AT A= OEENR ahrozZ b, RERWY
EEOEBEIIEEFNIIEREORVWELEE X -,

B EHMR IEREHER TRICA DN Z0MOEIX, AEEKFHEHEOZ2WEETH
HZ L, MICEETAEMBBDONRNI &, NIXBRRERE L L THAINAFAT
DI LENDL, EBRMERE LITEBEDRWEEE X T,

UbD LBy, XRBR CIIERYEREIC L) BE5HBKR TRICHE ISR b
. iR OBB~OEEL A LN, FOMOBEILER K OWEREER, | [&%%%\ O
MER, AETESR. MER, BEMBR. BEER. - BER. LBE~OBEIIRH I N2

oY et

19. 23 3CHK

Black HE (1986) Renal toxicity of non-steroidal anti-inflammatory drugs. Toxico. Patho., 14, 83-90.

IARC (1978) IARC monographs on the evaluation of the carcinogenic risk of chemicals to humans. 16,
269. :

NCI (1978) Bioassay of anthranilic acid for possible carcinogenicity. NCI CG TR 36.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of general clinical observations

B10-0097

Sex Signs Administration period
mg/kg/day 0 200 1000
Male ss ss 88
172 17 17
No abnormalities detected 17 17 9
Salivation 8

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations (scoring scale for detailed clinical observations)

B10-0097

Removal from cage Ease of removal -2 No reaction
-1 Veryeasy
0  Easy (slight resistance)
+1  Difficult
+2  Very difficult
Vocalization 0 None
+1  Vocalization during handiing
+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
Observationinarena  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
S  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
S Self-biting
B Backing
C  Circling
R Rolling
W Writhing
V  Vocalization
ST  Straub tail
T _ Tail lashing behavior
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Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Predosing Dosing 1 week
Dose (mg/kg/day) 0 200 1000 0 200 1000
Number of animals 5 5 5 5 5 5
2 0 0 0 0 0 0
-1 0 0 0 0 0 0
iﬁ;ﬂ 0 5 5 5 5 5 5
Removal +1 0 ) 0 [ 0 0
from cage +2 0 0 0 0 0 0
0 4 5 4 4 5 5
Vocalization +1 1 0 1 1 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
" N - 5 5 5 5 5 5
Piloerection . 0 0 0 0 0 0
L. N - 5 5 5 5 5 5
Staining hair N 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 N - 5 5 5 5 5 5
observation Reddening | 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 o 0 0
s - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
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 0
Motor activity 0 5 5 5 3 4 5
+1 0 0 0 2 1 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 GOD g g g g g g
in arena Tremor/
N +1 0 0 0 0 0 0
twitch/ 2 0 0 0 0 0 0
convulsion +3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g 8 8 g 8
behgvnor S 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal ¢ 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
W 0 0 0 0 0 0
\ 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.4+0.9 0.2+0.4 0.8+13 0.2+04 0.2+0.4 0.6 £1.3
Urination 0.6+13 1825 1426 3.2+5.1 0.6 +0.5 06+13
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

Male
Dosing 2 week : Daosing 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
-1 0 1 2 0 0 0
iﬁzvfl 0 5 4 3 5 5 5
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 5 5 4 5 5
Vocalization  +1 0 0 0 1 0 0
+2 0 0 0 0 0 0
-1 0 -0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Piloerection . 0 0 0 0 0 0
L . - 5 5 5 5 5 5
Staining hair . 0 0 0 0 0 0
o - 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 N 0 0 0 0 0 0
s - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
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 0
Motor activity 0 5 4 4. 5 5 5
+1 0 1 1 0 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
- +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
R - 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GDD g g g g g g
in 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 c 0 0 4 0 0 0
behavior G 0 0 0 0 0 0
S 0 0 o] 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 o] 0 0 0
Abnormal g g g 8 8 g 8
behavior W 0 0 0 0 0 0
\% 0 0 o] 0 0 0
ST 0 0 o] 0 0 0
T 0 0 0 0 0 0
Defecation® 0.0£0.0 04209 04 +05 0.0+0.0 0.6+0.9 0.0+0.0
Urination * 08+038 02+04 14126 0.0+0.0 04+0.5 0.4+0.9
a): (count/min) *. significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 2-3 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 ‘3 g g g
Removal removal +1 0 0 0
from cage +2 0 0 0
0 4 4 4
Vocalization  +1 1 1 1
+2 0 0 0
-1 0 0 0
Muscle 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 ] - 5 5 5
Staining hair . 0 0 0
.- 5 5 5
Unkempt hair + 0 0 0
- 5 5 5
Paleness + 0 0 0
Handling . - 5 5 5
abservation 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 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 0
Motor activity 0 5 5 4
+1 0 0 1
+2 0 0 0
0 5 5 5
- +1 0 0 0
Respiration +2 0 0 0
+3 0 0 0
. - 5 5 5
Lid closure 0 0 0
- 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
Observation GOD g g [5)
inarena  Tremor/ 1 0 0 0
twitch/ 2 0 0 0
convulsion +3 0 0 0
- 5 5 5
Stereotypic 8 g g g
behavior s 0 0 0
H 0 0 0
- 5 5 5
S 0 0 0
B 0 0 0
Abnommal g g g 8
behavior W 0 0 0
\ 0 0 0
ST 0 0 0
T 0 0 0
Defecation? 0.0 £0.0 0.6 £0,9 0.620.9
Urination 0.0+0.0 0409 02+04
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) 0 200 1000
Number of animals 3 5 S
-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 3 0 0 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupillary reflex 5 5 5
- 0 0 0
+
Air righting reflex 5 S 5
- 0 0 0
Forelimb *
Gripstrength | ') ) 42127 378 £16 431£33
Hindlimb (g) 458 123 440 +43 445 + 57
0-10 (min) 243 +47 144 £42 * 167 £50 *
10-20 (min) 129 £38 88 +20 96 £25
. 20-30 (min) 115 £ 56 47 £37 96 £ 36
Motor activity .
[Interval] 30-40 (min) 68 £73 39 +£39 97 +54
40-50 (min) 40 +60 24 £24 84 +30
50-60 (min) 14 +£18 26 +34 61 +71
Total 609 + 152 367 £139 601 + 201

*: 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
fSens.orlmotor Pain response (tail pinch) -1 No reaction
unction
0 Normal
+1 Hyper reaction
Pupillary reflex + Normal
- Abnormal reaction
Air righting reflex + Normal

- Abnormal reaction
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Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
0 200 1000
(mg/kg/day)
Administration 1 144.65 146.89 147.12
period +8.55 (17) 16.79 (17) +6.44 (17)
3 165.08 167.07 164.89
+9.82 (13) 49,09 (13) +8.72 (13)
7 199.43 204.39 199.62
#1371 (13) +14.61 (13) £14.03 (13)
14 265.17 265.12 257.98
+23.40 (9) +19.16 (9) +11.17 (9)
21 ©323.82 327.50 323.74
£39.01 (5) +31,06 (5) +16.47 (5)
28 366.14 372.38 373.08
+49.79 (5) +32.63 (5) +24.58 (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 B10-0097
Summary of food consumption (g/rat/day) : Male

(mg?:;i'ay) 0 200 1000
Administration 1 19.33 20.49 20.20
period 4
+ 225 (13) + 1.68 (13) ©+1.95 (13)
3 20.40 20.73 19.98
+ 2.05 (13) + 1.60 (13) + 211 (13)
7 21.95 23.03 22.42
+ 225 (13) + 246 (13) + 273 (13)
14 22.95 23.27 2349
+ 280 (9) + 237 (9) + 171 (9
21 23.39 2478 25.78
+ 350 (5) + 256 (5) +229 (5)
28 23.17 24.35 26.53
+ 379 (5) + 229 (5) +220 (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

B10-0087

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
. 10.0 11.6 19.0 *
Urina volume (mL) 166 (5) £5.7 (5) £3.5 (5)
1084.0 1033.6 584.6
U /L
osm (mOsmL) 584.0 (5) £696.3 (5) £125.3 (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 B10-0097
Summary of urinalyses: Male

Group Twenty-eight-day treatment

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

SY 1 1 4

Y 2 2

YB 2 2 0
Turbidity

Clear 4 5 5

Cloudy 1 0 0
pH

6.0 0 3 5

8.5 4 2 0

7.0 1 0
Protein

- 0 0 5

+ 3 3 0

1+ 0 1 0

2+ 2 1 0
Glucose

- 5 5 5
Ketones

+ 3 3 0

1+ 2 2 5
Occult blood

- 3 5 5

1+ 1 0 0

3+ 1 0 0

Color: SY: Slightly yeliow,Y : Yellow,YB:Yellow-brown.
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0087
Summary of urinalyses: Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0 200 1000
Items No. of animals 5 0 5
Urinaly sediment
Red blood celis
0 5 — 5
White blood cells
_ 0 5 — 5
Epithelial cells @
0 5 — 5
Casts ®
0 5 - 5
Crystals ©
- 0 — 2
+ 2 — 3
1+ 2 -— 0
2+ 1 — 0

3 Number of cells/10views(x400).
®); Number of casts/18x18 mm?.

%: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
o Dose One-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%L) b @ 288 @ Jores @
Ho (/L) @ w08t @ 23 @
Ht (%) iljgi @ i;gj @ :g:ig @
MCV (fL) Zg:?g @ Zgi: @ Z??? @
MCH (P9) ﬂjfg @ i;gi @ ig;g @
MCHC (9/dL) ig;if @ 2333 @ iglg @
Platelet (x10*L) l:jfg @ ;ggzg 4) iZ;ig 4)
Reticulo (%) llgg (4 11?8 4 ﬁgg 4
WBC (x10%/L) lfg;? 4 l;;:: @) igig? O]
Differentiation of leukocyte

Neutro (%) lf:: (4) lgig @ 1?3? 4)

Lymph (%) :ig? @ i;;g 4) i:i? *(4)

Eosino (%) ig?: (4 iggf @ :3:1? 4

Baso (%) igfg @ tg:g @ igg: @

Mono %) o b w08 e

LUC %) o @ iy @ w017 @

Values are shown as Mean + S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Seven-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%/uL) Zii? @) 1:12 ) S}g @
Hb (g/dL) lﬁf,‘i @ Sig @ :?g @)
Ht (%) :;ﬁ: @ :g?/g @ :g:‘; @
MCV (") s w20 @ e
MCH 9 igﬁi @ i?ﬁii @ i?ﬁgg @)
MCHC () 2029 017 (@ 042 @
Platelet (x10%uL) l;g:i @ 1:2;: 4) l;?’zlg “
Reticulo (%) ig:g @) tgi? @ ifzg (4)
WBC (x10%/uL) 1ii:§ @ lg:ii 4 gg:gg @)
Differentiation of leukocyte

Neutro (%) lggg (4) l;;? @ lfgg (4)

Lymph (%) : ::gg (@) 2222 @ ngg 4

Eosino (%) iggg @) tggg &) ig;? 4

Baso (%) ig?g (4 iggg (4) iggi 4)

Mono (%) iﬁ:g? (@) tggg 4 iﬁ:;: 4

Luc (%) i;i: o) 4_-(1?2 4 i:)gg 4

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Fourteen-day treatment
(ma/kg/day) 0 200 1000

RBC (x104uL) 1232 @ Zgii @) Iggg @
Hb (9fdL) fors @ w02 (& 08
Ht (%) iifg @ ig?g @) :?:ig @
MCV (L) 22:?2 @ iﬁi “ :fi? @
MCH (Je)) ig;g @) lﬁﬁg @ ig;: 4
MCHC (g/dL) 208 2038 (4 w028 (@
Platelet (x10%/uL) lf?gg I lﬁgg 4 gigg 4
Reficulo %) g @ co ) Py )
WBC (x10%uL) lf;:g: @ trozr @ Joied @
Differentiation of leukocyte

Neutro (%) lggg (4 li:g @) ligg @

Lymph (%) :;:g (@ Ii§§ (4 ' ngg O]

Eosino (%) s o Ry 0z

Baso (%) ig?g @ ﬂ:g?g (4 ig:g @)

Mono (%) iégg @) tggg 4 ti:g O

Luc (%) i;:gg @) i:):;g ) 1(1)::? @)

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.

-37-




B10-0087

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°L) 223: (5) ::gg (5) iigg 5)
Hb (g/dL) lﬁj?i ) l?gi (5) lg;g ®)
" %) 210 ®) 58 ) o ©
MCV (fL) iﬁ_ﬁiﬁ (5) :;gg (5) ig% (5)
MCH (P9) lﬁjﬁg (5) lﬁ?g (5) lg:g? ®)
MCHC (g/dL) S ) el 5) w0t (®)
Platelet (x10%7pL) lg:gg (5) l%;g (5) l?g?:' (5)
Reticulo (%) ig;g (5) igg: (5 igg; &)
WBC (1%L oo ) L300 (5) satrs )
Differentiation of leukocyte

Neutro (%) l:?g (5) l;:gg 5) lg:;g (5)

Lymph (%) Egg 5) ::; (5) Z;Z {5)

Eosino (%) ig?: (5) ig;é (5) tggg (5)

Baso (%) i;?; (5) iggg (5) :l::)lg %)

Mono (%) iﬁ:g (5) :lj[s)g (5 tg:g (%)

LUC %) e ) w00 ®) By )
PT (sec) l:gg (5) l:gg (5) lggg (5)
APTT (sec) g e ®) 45 @

Values are shown as Mean + S.D..

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

" * Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle contro! at P<0.01.
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Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of biood chemical examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
97.8 823 94.8
AST (oL 7.8 (4) £10.3 (4) +18.1 (4)
32,0 335 35.5
ALT (o) 5.7 (4) 5.8 (4) 7.5 (4)
837.3 899.8 843.5
ALP (v £211.9 (4) +316.9 (4) £119.1 (4)
14.38 12.80 11.83
BUN (mg/dL) £1.98 (4) £1.24 (4) £0.91 (4)
- 0.153 0.148 0.140
Creatinine (mg/dL) £0.015 (4) £0.013 (4) £0.020 (4)
: 0.058 0.058 0.048
g /dL
T-Bi (mgfdL) £0.010 (4) £0.005 (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 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 200 1000
85.0 81.8 753 *
AST (lurL) 6.4 (4) +5.5 (4) 2.1 (4)
33.5 33.0 25.8 *
ALT o) 3.7 (4) +5.7 (4) 2.1 (4)
920.8 946.0 813.5
ALP (o) 152.4 (4) +85.5 (4) +101.2 (4)
11.33 10.33 11.70
BUN (mg/dL) £1.38 (4) £0.87 (4) +1.73 (4)
- 0.160 0.155 0.155
Creatinine (mg/dL) +0.008 (4) £0.013 (4) £0.019 (4)
. 0.063 0.055 0.048
T- /d
Bil (mg/aL) £0.010 (4) £0.013 (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 8-3 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
70.5 68.5 69.3
AST (o) 47 (4) £37 (4) £99 (4)
24.8 22.3 22.5
ALT oy 2.9 (4) 3.1 (4) 3.7 (4)
714.0 808.8 735.0
ALP (o) $129.9 (4) 163.8 (4) £125.5 (4)
10.25 10.28 11.18
BUN (mg/dL) £1.23 (4) +1.63 (4) +1.86 (4)
- 0.195 0.200 0.185
Creatinine (mg/dL) £0.010 (4) £0.014 (4) £0.024 (4)
. N 0.053 0.048 0.058
T-B /dL.
i (mg/dL) £0.015 (4) £0.005 (4) £0.017 (4)

Values are shown as Mean + S.D..
Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of biood chemical examinations:Male
lems Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000

AST ) 28 ©) iy ®) 29 )
ALT aunLy 27 6 70 s 6
ALP (L) ig;?f (5) i?;gg (5) :ggg (5)
chE auny doa® a8 @ 205 9
y-GTP (UL tggi (5) 1832 (5) igzg (5)
T-Cho (mg/dL) :Z:i ) Ig:g ®) igg:g 75)
TG (mg/dL) iZﬁjf () i;?:g (5) l;g: (5
BUN (ma/dL) e 20 3
Creatinine (mg/dL) tggg () tgﬁg (5) :bgégi *(5)
T-Protein (g/dL) tgig (5) igig (5) iggi G
Albumin (g/dL) jﬁff (5) é:gg (5) téfz 5
AJG ratio O] tgg% (5) iggég (5) iggig )
Glucose (mg/dL) li?g (5) lgzs (5) l;;g (5)
T-Bil (mg/dL) igjgg;f (5) ig:ggg ) tg:ggg 5)
TBA (umoliL) if:::i ®) éiﬁgg (5) l::gg ®)
P (mg/dL) lﬁ:g 5) lgig? ®) lﬁg: )
Ca (mg/dL) lézg ) l§1§3 ) Eii 5)
Na (mEq/L) 1:?:? (5) 11;:‘15 (5) 1:?:2 (5)
K (mEq/L) tggg (5) igii (5) iggz (5)
Cl (mEg/L) : 12:2 (5 12?23 (5) 13:222 dk(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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B10-0007

Table 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
tems
(mg/kg/day) 0 200 1000
U 4.425 4438 4.635
ver © +0.355 (4) £0.303 (4) 0173 (4)
Hoart | 0.750 0.708 0.695
ea (g $0.145 (4) £0.049 (4) $0.049 (4)
. 0610 0.653 0.700 *
Kidney(R) @ +0.055 (4) £0.026 (4) £0.014 (4)
. 0.618 0643 0.673
Kidney(L) @ +0.061 (4) +0.055 (4) £0.034 (4)
Kidnovs \ 1.228 1.295 1.373
1aney @ +0.116 (4) £0.081 (4) +0.045 (4)
. 0.585 0.680 0.653
Testis(R) @ $0.217 (4) $0.032 (4) $0.056 (4)
. 0.575 0.663 0.643
Testis(L) @ $0.223 (4) +0.025 (4) +0.063 (4)
g @ 1.160 1.343 1.295
estes 9 +0.440 (4) +0.056 (4) +0.117 (4)
- 0.070 0.080 0.078
Epididymis(R) CY £0.022 (4) $0.012 (4) £0.005 (4)
o 0.068 0.068 0.080
Epididymis(L) @ £0.019 (4) £0.019 (4) £0.012 (4)
N 0.138 0.148 0.158
Epididymides @ +0.040 (4) 0029 (4) ©  x0.015 (4)
Ventralprostate (@) 0.075 0.068 0.078
P 9 +0.024 (4) £0.022 (4) +0.010 (4)
Dorsolateral ‘ @ 0.078 0.070 0.073
prostate 9 $0.026 (4) $0.014 (4) $0.005 (4)
Brain @ 1723 1715 1.778
g £0.045 (4) +0.033 (4) +0.076 (4)
Soleen @ 0.390 0.400 0.375
P 9 +0.077 (4) +0.029 (4) +0.066 (4)
Thvmus ) 467.00 453.38 449.30
y 9 +85.52 (4) 6313 (4) £00.46 (4)
o 5.10 5.40 5.70
Pituitary gland (mg) +0.50 (4) £0.50 (4) +0.41 (4)
. 10.83 10.45 10.00
Thyroid (mg) £2.22 (4) £3.31 (4) £219 (4)
38.68 35.45 38.03
Adrenal
renals (mg) +7.39 (4) £3.52 (4) +6.85 (4)
. . 122.78 127.65 128.65
Final body weight
nal body weight  (g) 8.20 (4) +4.65 (4) £4.91 (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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B10-0097

Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose : Seven-day treatment
Iltems
(mg/kg/day) 0 200 1000
. 5.948 6.330 6.125
iver @ +0.516 (4) +0.353 (4) £0.683 (4)
Heart @ 0.813 0.800 0.798
ea g £0.079 (4) +0.056 (4) $0.074 (4)
. 0.790 0.805 0.888
Kidney(R) © £0.037 (4) +0.024 (4) $0.173 (4)
. 0.748 0.818 0.840
Kidney(L) @ +0.025 (4) +0.010 (4) £0.173 (4)
Kid @ 1.538 1623 1.728
ianeys 9 +0.053 (4) +0.026 (4) £0.345 (4)
. 1.000 0.913 0.970
Testis(R) @ +0.060 (4) £0.064 (4) £0.051 (4)
. 0.998 0.923 0.943
Testis(L) @ +0.070 (4) +0.049 (4) +0.063 (4)
Testos @ 1.008 1.835 1.913
es g $0.129 (4) $0.112 (4) £0.114 (4)
. 0.115 0.118 0.128
Epididymis(R) @ £0.013 (4) +0.033 (4) £0.017 (4)
- 0.118 0.115 0.123
Epididymis(L) ©@ £0.024 (4) +0.031 (4) £0.015 (4)
- : 0.233 0.233 0.250
Epididymides ©@ £0.033 (4) +0.063 (4) £0.029 (4)
0.125 0.125 0.113
Ventral prostate (g) £0.040 (4) +0.039 (4) £0.005 (4)
Dorsolateral @ 0.120 0.095 0.083
prostate 9 £0.018 (4) £0.025 (4) £0.017 (4)
Brain @ 1.803 1805 1.798
9 £0.028 (4) +0.052 (4) £0.117 (4)
Soieen @ 0.458 0.523 0.598
P 9 £0.040 (4) £0.022 (4) $0.265 (4)
Thymus ) 573.88 560.58 545.10
Y 9 £108.84 (4) +105.59 (4) +165.88 (4)
. 6.53 7.25 7.45
Pituitary gland (mg) £0.51 (4) £0.44 (4) +1.51 (4)
. 11.88 13.23 14.75
Thyroid (mg) £2.58 (4) £2.45 (4) +3.83 (4)
35.43 45.93 40.90
Ad
renals (mg) £2.41 (4) £9.05 (4) £4.29 (4)
. . 169.65 181.55 173.30
d
Final body weight  (g) +5.68 (4) +11.40 (4) £20.51 (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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B10-0097
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
U 8.298 8.190 8.178
iver @ 0574 (4) £1.010 (4) +1.080 (4)
1.023 0.995 0.960
Heart @ £0.071 (4) £0.134 (4) £0.073 (4)
. 1.040 1.085 1.108
Kidney(R) © £0.102 (4) £0.117 (4) £0.151 (4)
. 1.053 1075 1.103
Kidney(L) @ £0.091 (4) +0.104 (4) £0.164 (4)
Koy 9 2.093 2.140 2.210
¥ 9 £0.190 (4) £0.219 (4) $0.313 (4)
. 1.185 1.265 1.228
Testis(R) © £0.111 (4) £0.042 (4) £0.108 (4)
. 1.170 1.265 1.230
Testis(L) @ £0.120 (4) +0.053 (4) £0.102 (4)
Testes @ 2.355 2530 2.458
9 £0.228 (4) +0.085 (4) £0.207 (4)
I 0.170 0.190 0.180
Epididymis(R) @ £0.000 (4) +0.022 (4) £0.020 (4)
S 0.175 0.183 0.185
Epididymis(L) ©@ £0.024 (4) £0.025 (4) £0.026 (4)
o 0.345 0.373 0.365
Epididymides © £0.024 (4) +0.045 (4) £0.042 (4)
0.210 0.225 0.208
Ventral prostate  (g) +0.039 (4) £0.024 (4) £0.029 (4)
Dorsolateral @ 0.188 . 0.195 0.210
prostate 9 £0.031 (4) +0.013 (4) £0.055 (4)
Brain @ 1.895 1.930 1.905
g £0.079 (4) +0.149 (4) £0.066 (4)
Soleen © 0.638 0.630 0.658
P g £0.111 (4) £0.165 (4) £0.070 (4)
Thvmus mo) 681.85 610.38 684.25
y g £134.28 (4) +77.87 (4) £50.72 (4)
- 8.20 8.88 8.15
Pitutary gland (mg) v £1.17 (4) +0.79 (4) +1.08 (4)
. 14.43 17.30 15.00
Thyroid (mg) £3.76 (4) £0.63 (4) +1.55 (4)
45.03 47.13 46.00
Adrenal
renais (mg) £2.84 (4) £5.48 (4) £8.20 (4)
‘ . 240.83 234.93 228.98
Final body weight
nalbody weight  (g) +18.94 (4) £12.68 (4) £12.34 (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 organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 200 1000
L 10.718 10.886 12.656
iver ) £2.130 (5) +1.334 (5) +1.283 (5)
1.326 1.326 1.330
Heart © £0.200 (5) £0.086 (5) £0.138 (5)
. : 1274 1.384 1.602 *
Kidney(R) @ 0.186 (5) +0.076 (5) +0.192 (5)
. 1.242 1.406 1.586 **
Kidney(L) © £0.190 (5) +0.078 (5) £0.179 (5)
Kidnevs © 2.516 2.790 3.188 **
4 g £0.374 (5) £0.145 (5) £0.357 (5)
. 1,550 1.480 1.418
Testis(®) © £0.104 (5) +0.117 (5) £0.108 (5)
. 1.518 1478 1.434
Testis(L) © £0.079 (5) +0.097 (5) +0.125 (5)
Testos @ 3.068 2.958 2.852
9 £0.178 (5) 0211 (5) £0.232 (5)
. 0.374 0.358 0.330
Epididymis(R) @ 0.026 (5) £0.022 (5) +0.035 (5)
- 0.358 0.346 0.330
Epididymis(L) © £0.030 (5) +0.021 (5) +0.029 (5)
. 0.732 0.704 0.660
Epididymides © 0.054 (5) £0.040 (5) +0.062 (5)
0.362 0.418 0.378
Ventral prostate @ +0.066 (5) +0.077 (5) +0.099 (5)
Dorsolateral © 0.312 ‘0.312 0.334
prostate 9 - +0.068 (5) +0.036 (5) +0.013 (5)
Seminal vesicle (9) 0.870 0.892 0.866
9 £0.099 (5) £0.055 (5) £0.158 (5)
Brain © 1.974 2.038 1.948
9 +0.096 (5) £0.061 (5) +£0.088 (5)
Soleen © 0.724 0.692 0.718
P 9 £0.159 (5) £0.089 (5) £0.003 (5)
Thymus . 484.72 578.88 575.68
4 9 68.15 (5) +151.70 (5) 87.80 (5)
» 12.14 11,76 12.38
Pituitary gland (mg) £2.37 (5) £1.17 (5) £0.47 (5)
‘ 21.62 18.46 20.74
Thyroid (mg) £2.96 (5) +4.38 (5) +1.79 (5)
54.16 49.26 63.22
Adrenal
renais (mg) £12.16 (5) £5.18 (5) £10.80 (5)
A . 342.98 348.04 344.96
Final body weight
nal body weight - (g) £44.80 (5) £33.52 (5) £23.44 (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 contro! 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
ems pose One-day treatment

(mgl/kg/day) 0 200 1000

Liver (g/100g) izggg ) ig:;: (4) izﬁgi (4
Heart (g/100g) ig?:)? (4) iggg? 4) igggg 4
Kidney(R) (97100g) igjgii () ig:glg 4) ig:g:fg T4)
Kidney(L) (a/100g) ig:gg? (4) ig:ggg 4) ig:gfg (@)
Kidneys (9/100g) iggig 4 i:)gl: (4) ﬂ::)ggg 4
Testis(R) (9/100g) igj}fg (4) igﬁgfg 4 13:222 @
Testis(L) (9/100g) ' ig::gg (4) tg:glg 4 :g:gig )
Testes (9/100g) ig?jg () iég?g (4) igggg @)
Epididymis(R) (g/100g) ig:g?g () ig:gfi () ig:ggg (4)
Epididymis(L) (9/100g) | ig:gfg (4 igﬁgfi 4 »_rg:g?g @
Epididymides (9/100g) ig::)gg (4 132(1;;? 4 :‘:g:;g (4)
Ventral prostate (g/100g) i_gg?g @ iggfg “) tgggg @
Dorsolateral (a/100g) 0.063 0.055 0.055
prostate £0.017 (4) £0.010 (4) £0.006 (4)
Brain (9/100g) i:)??g ) ﬂ;:gzg (4 igggz (4)
Spleen (9/100g) igg;i (4 izz& (4) igjiig 4
Thymus (mg/100g) e @ o 01 @ o @
Pituitary gland (mg/100g) tg:g @ i.g;g @ ;tg::g 5]
Thyroid (mg/100g) igig o) 12:11? (4) :tzg? (4)
Adrenals (mg/100g) ilg: ) i:;g (4) ﬂ-z_ggg 4
Final body weight  (g) 1323 @ 1322 @) Ei:g? (4)

Values are shown as Mean £ S.D..

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

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

Summary of relative organ weights:Male

ems Dose Seven-day treatment
(mg/kg/day) 0 200 1000

Liver (g/100g) ig:fgg @ iﬁﬁggg @ iﬁfzg @
Heart (9/100g) iglgg @ :g:ggi @) tgig?g @
Kidney(R) {g/100g) igg?g (@) iggﬁ (4) tgggg )
Kidney(L) (97100g) ig:g?g @ ig:ggg @) 13‘_323 @
Kidneys (9/100g) a_,g:g;g (4 tg:gii 7)) ig:?gg @
Testis(R) (9/100g) igggg (4) igf;gg 4 igggg (4)
Testis(L) (g/100g) igﬁgig @ ig:ggg @ iﬁjﬁii @
Testes (9/100g) 12)‘11:2 (@ :(1)2;2 @ :l::):);g (4)
Epididymis(R) (g/100g) igjgﬁi @ igjgfﬁ @) ig:g:g @
Epididymis(L) (9/100g) ig:g:i o) iggig 4 ig:g;g @
Epididymides {9/100g) ‘_»g:)?-s/ (4 igg;g (4) ig:);? ()
Ventral prostate (9/100g) 183.2,2 @) igg?g 4) xgggg (4)
Dorsolateral (g/100g) 0.070 0.053 0.050
prostate $0.012 (4) +0.013 (4) 0.016 (4)
Brain (g/100g) i:)gg? 4 13322 4) i:)?:g 4
Spleen (9/100g) igi;g (4 ' igf)?g e ig??g (4
Thymus (mg/100g) ::g?g (4) 2’17;:3, ey zéggg 1G]
Pituitary gland (mg/100g) . igg: @) ig?i @ i-gij @)
Thyroid (mg/100g) i:gg @ iggi (4) i?g? @
Adrenals (mg/100g) iggi @) izgg ) iigg (4)
T

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
o Dose Fourteen-day treatment
(mg/kg/day) 0 200 1000
Liver (g/1009) 132‘1123 @ ig:;;g (4) tzigs? 4)
Heart (9/100g) ig:g;g 4 tgﬁgig 4 ig:g?zg (4)
© Kidney(R) (g/100g) tg;ﬁfi @) ;3322 @) tg:ggg 4)
Kidney(L) {9/100g) tgg?i () tgggg (4 igggg (C3]
Kidneys (g/100g) igggg (4) igg;? ) :g?gg 4
Testis(R) ‘(9/1009) igggg (4 :gggg (4 :tgggg (4)
Testis(L) (g/100g) ig:ggg (4) tgfﬁﬁ (4) t&ggg O]
Testes (/100g) iﬁﬁﬁgg @ téiggi @ :;:(1):2 @
Epididymis(R) (9/100g) ig:ggz 4) ig:ggg @ :g:ggg @
Epididymis(L). (g/100g) igjgﬁ (4 ig:ggg @ :I:g:ggg (4)
Epididymides (9/100g) igﬁfﬁ (4 ig:;?i e ig::J?Z (4)
Ventral prostate (g/100g) tgggg @ tggfg (4 igg?g 4)
E,ngfetera' (9/1009) s001 @ 40,000 @ w0018 @
Brain (9/100g) igggg (4) iggig 4 tggig 4
Spleen (9/100g) igﬁgf (4 ¢g§2§ (4 tg:iig @)
Thymus (mg/100g) igg}g (4) igg;g (4) 22322 4)
Pituitary gland (mg/100g) igig ) ig:g (@) :32? @
Thyroid (mg/100g) ;2; (4) igig 24) igig 4)
Adrenals ' (mg/100g) lg;g ) i?gg @) igg? (4)
Final body weight  (g) i?ggi @ ﬁ;gg @) iig?&i @

Values are shown as Mean + S.D..

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

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

Summary of relative organ weights:Male
ltem Dose Twenty-eight-day treatment
S
(mg/kg/day) 0 200 1000
U 100 3.106 3.126 3.662 **
iver (9/1009) £0.308 (5) 10.165 (5) 0.169 (5)
0.386 0.380 0.386
Heart (9/1009) £0.030 (5) 0.022 (5) +0.031 (5)
) ' 0.372 0.400 0.464 **
Kidney(R) (9/1009) £0.034 (5) £0.031 (5) +0.036 (5)
. 0.362 0.404 0.460 ™
Kidney(L) (9/1009) 0.030 (5) £0.018 (5) $0.041 (5)
_ 0.734 0.804 0.924 *
Kidneys (g/1009) +0.063 (5) 0.048 (5) £0.071 (5)
. 0.456 0.426 0.410
Testis(R) (g/1009) £0.057 (5) £0.042 (5) £0.032 (5)
. 0.450 0.428 0.416
Testis(L) (9/100g) £0.046 (5) £0.035 (5) £0.030 (5)
0.906 0.854 0.826
Testes (g/1009) £0.103 (5) +0.076 (5) +0.062 (5)
- 0.110 0.104 0.098
Epididymis(R) (g/1009) +0.012 (5) £0.015 (5) £0.011 (5)
- 0.104 0.100 0.096
Epididymis(L) (g/100g) £0.015 (5) +0.010 (5) +0.011 (5)
- 0.214 0.204 0.194
Epididymides (g/1009) +0.027 (5) 0.025 (5) 0.022 (5)
0.106 0.120 0.108
Ventral prostate  (g/100g) +0.023 (5) 0.020 (5) £0.026 (5)
Dorsolateral (g/100g) 0.094 0.090 0.100
prostate 9% £0.025 (5) +0.012 (5) 0.007 (5)°
, . 0.258 0.260 0.252
Seminal vesicle  (g/100g) 0.051 (5) +0.022 (5) +0.051 (5)
. 0.584 0.590 0.566
Brain (g1009) +0.064 (5) $0.069 (5) 0032 (5)
0.212 0.202 , 0.208
Spleen (g/1009) 0.020 (5) +0.036 (5) 0.036 (5)
142.50 167.28 167.10
Thymus (mg/100g) £22.88 (5) +47.29 (5) £24.89 (5)
o 3.52 3.40 3.62
Pituitary gland (mg/100g) 0.44 (5) 028 (5) £0.26 (5)
. 6.30 5.36 6.00
Thyroid (mg/100g) +0.47 (5) +1.45 (5) £0.47 (5)
15.72 14.20 18.34
Adrenals (mg/1009) £2.48 (5) £1.36 (5) £2.04 (5)
. . 342.98 348.04 344.96
Final bod
inal body weight  (g) +44.80 (5) 33.52 (5) 123,44 (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 controf 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?
No abnormalities detected 4

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

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

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
4?
No abnormalities detected 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 S ss
52 5 5
No abnormalities detected 5 4 1
Forestomach
Elevation of limiting ridge 0 0 3
Glandular stomach
Blackish region of mucosa 0 1 0
Kidney
Pelvic dilatation, unilateral 0 0 1
Pituitary gland
Cyst 0 0 1

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 (mgl/kg/day)
$S ss Ss
43 4 4

Liver

Mo abnormalities detected e M A

Necrosis/Hepatocyte/Focal + 0/4 -— 1/4
Kidney

No abnormaiities 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 abnormaiities detected 4/4 - 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 200 1000  (mg/kg/day)
SS sS ss
42 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 abnormailities 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 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Maie
Findings Grade 0 200 1000 (mg/kg/day)
ss $S sS
49 4 4

Liver

No abnormalities detected 4/4P - 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 12-4 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
53 5 5
Trachea
No abnormalities detected 5/52 — 5/5
Lung
No abnormalities detected ans . Tl A5 e
Hemorrhage + 1/5 - 1/5
Submandibular gland
No abnormalities detected 5/5 - 5/5
Forestomach
No abnormalifies detected S5 S 25 e,
Hyperplasia/Squamous epithelium/ s o5 - 2
Limiting ridge + . 0/5 0/5 1/5
Glandular stomach
Noabnormalties detected ... T ... S
Necrosis/Fundic mucosa/Focal + o5 15 0/5
Duodenum
No abnormalities detected 5/5 - 5/5
Jejunum
No abnormalities detected 5/5 -— 5/5
lleum
No abnormalities detected 5/5 - 5/5
Cecum
No abnormalities detected 5/5 - 5/5
Colon
No abnormalities detected 5/5 -— 5/5
Rectum
No abnormalities detected 5/5 - 5/5
Pancreas
No abnormalities detected 5/5 - 5/5
Liver
No abnormailities detected 5/5 -— 5/5
Heart
Noabnomalies detected ... T et .. N
Myocarditis/Focal + 0/5 -— 1/5
Kidney
No abnormalities detected . - N
CystMedula I
Dilatation/Pelvis ++ 05 — s

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 12-5 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

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 — 5/5
Coagulating gland

No abnormailities detected 5/5 - 5/5
Seminal vesicle

No abnormalities detected 55 -— 5/5
Spinal cord

No abnormalities detected 5/5 - 5/5
Sciatic nerve

No abnormalities detected 5/5 - 5/5
Bone marrow

No abnormalities detected 5/5 - 5/5
Axillar lymph node

No abnormalities detected 5/5 - 5/5
Mesenteric lymph node

No abnormalities detected 5/5 — 5/5
Spleen

No abnormalities detected 5/5 - 5/5
Thymus

No abnormalities detected 5/5 - 5/5
Thyroid

No abnormalities detected 5/5 - 5/5
Parathyroid

No abnormalities detected 5/5 - 5/5
Adrenal

No abnormalities detected 5/5 -— 5/5
Eye ball

No abnormalities detected 5/5 -— 5/5
Skeletal muscle

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.
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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 ss
59 5 5
Bone
No abnormalities detected 5/59 - 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.
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