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13. 2

o-Nitroanisole DEMFHREER VBETFRERICKIETEEIC OV TRATSENT. 1k
FEIETARMIARTAVROECD T A M HA KT A 2 407 25EI1228 BREIKERD®RS
EERBREER LT,

5EEDOHED Crl:CD(SD) 7 » MZ 2 — L {lIZVERE S8 72 o-Nitroanisole Z 1, 7. 14 Xi% 28
HflE EEAIRARSE Lic, R5HE&IEF0 (2—2) . 80 10400 mgkgday & L, 1, 7
BN 14 BERERICHENT 5T 74 MEITIX 1 BEH TV 48, 28 BREABERICIZ 1 8D
720 SPEEFERLE, #REHBTIIEFIc >V T—RIREEE, AERERVEBEERES
TV, BREHEME TR COJOIRE N AREET CIR AR L2 5% LT, LERE,
REFHIRER NEETREESMTO 7D OB E E/ Lz, AT, 28 HERERIC
DT, REFMPICEELR—BRBREERUHERE 2TV, KRBREREORRIZEE
BE L CTRREZITo 72,

—RRBRBE T, 80 XTUN 400 mg/kg BECTEBEIR. 400 mgke BETHREESHET. MR
A, BE R OERE O FRIED & BTz,

RETIEEE 21 B B LFEIC 400 mykg B CEMEIIEBER A b iviz,

EEETII®RE 3 B BIC 400 mgkg BECIERMEN L bz,

FRIEE TIE 400 mg/kg BHETREORMBER MRIEFZEEDKEN A B,

MEFHIRE T, 400 mgkg BT 7 BRI E5H%5 5 MCHC OEE. MBRR MR Z=RD
B DN B IMERE OB E I FEER., 28 B RS #ICHRMEBEOEER VO MCV DS E
DI LI, ™AV Y/MEOHBIIERD bz o7z,

MEAEFRRE T, 400 mgkg BT 1 EHRSE?S ALT RUORBRE U LY L DOE{E, 28
BTSRRI U LAOEERA LI,

FFEEETIL, 80 mghkg BT 7 AEEERICHFIBOENEEDSE. 400 mgkg BT 1 H
BEED L FROEN R U EEDOEE., 14 BERESEE,»5MBOES R VENEEDS
ERAHELNT,

iR TIL, 400 mg/kg BT 1 EREHZ O FROEK, 7 ERESE»SEBOREAL., 14
HE& 5% b BIROBER B L bhiz,

TREARRFEORE TiX, FFIBICBW T, 80 mo/kg BT 14 BB ERICEREDOUE AMERF
FERRAEARKE O bV BEFEME, 400 mgkg BT 1 [EHREHIC/NERIMETFHEEA R L &
DEEFEME. 7RO 14 BTG ZICOE AEFRERE UL b O EFEME, 28 BfRES
BITPET OEFHRRERR UL b 0 EFEET OISO E AR RE L b EEF
EMERA BN, £z, BIRIZBWT, 80 mgkg BT 14 BB E5%IC9 o101, 400 mg/kg B
T 7 BAKREGHUEICD o, 14 ARG HUBICA~E DTV v ikE, 28 HERE%ICH
SREMTTHER D BT, '

FAR—RRBBREROHERE CIIERDER SIC L 2 EEIA N T,

PlED Ly, BHRESLHETIZEBVT o-Nitroanisole DEEIZ LY . g, Mk R O
RS OEREREENRD b, g, MR OEE~OEEITN TN G RSO M H
HEROBNT,
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o) 0]
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e) WE(LFERIER

EEAEET RN

10°C

K9 273°C ,
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1.254 (20/4°C)

WA, HBRIEREEDOF Y ERy MO TERES LT,
18.3~22.3°C (FF#&#uf 10~30°C)

KK VAR
1475 )-WK 3 EEREC 1.73
R
W R
FARIZBIT AR
ZEM
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f) HRESEF
WY LI R R
REIRE O ERIE
TRE B ETR O

¥y Ry N5, 201148 A 22 H~201148 A 26 H
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FrybEry b1, 201148 A 26 H~2011411 B 21 H
2011 11 B 14 B~2011 412 A 12 A
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g) HEBMEOR—MEERMRERGETICRBIT 2 LEEOHER
LB TEM L7 To-Nitroanisole DZEME, HWHRYER DL EMER B ERKSR
HER]  (FBRES X02-0250, FF GLP B I[ZRBWTHER LTz,
TERDE DR—EIZ OV TL HMSIATBUE N EEE BT SRR OB B D =2
7 b VT —Z ~_—Z (Spectral Database for Organic Compounds: SDBS) 75 AT L7- =
R MV ELEEBHRICBWTRIE LT —F 28T A2 LICK VR LI, B 56
BERTIZIE LI ROV A~ 7 S UL SDBS B AF LIZ A7 ML ERIBETH - 72,
Fio. BEFERIE CREHMFER T HZOTRIBINARS MLEEBRTDHZ LD,
RERMTICRT 2EBEWEOLEMELHER Lo, 5 BART & B U TR S/ T
BDANRT NI EITRD b2 ol Z D BB IIRESHETEETH-
7o LB L,
h) EHfWEOEE ,
&, B~DEMEOEALZ ST 570, FE, w27 BF, FEDBREVEK
=EMR L,
142 # (&
a) 4 FF
o — 2 TH
b) EREMH
TBRMEIIAKITIZ L A EET RV EDERYH D Z &M b, a—BE AV FEEE
ERE LI, TORER, HROEIL 20 whhORE T3 —BICEFE L, £7o, HR
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bERT —FERBELTCNVD Cr:CDSD)7 v » (SPF) & BAF v —/L & + U \— [ B
B —mnbAFELE,

ABEEDOHET v e SSIEAFL, 1 7 —UH70 SILOBFEE TANM 6 H % E THRE -
Bt z4T o7z, SbiZ, ®E5RML 1 BRIOAR 7 BZETHIL L., T TOEICEER
BB, M RBIE LR B CHEEB IS fEA M R OB L, 51
IEARBITER L, 3o T RIIERSHAE CHEIFEE Tk L, BESTIckvsanre
BMIIREBRORA L, £2. SANLLRERGE TlT. —RRERUHY & B
1 ELLEBE LT,
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BT, BT RIIREE A A Ly 28 L, BT I EES T CREI L, &
—VIET 2T, Ty 7 IREBEEERT L TCERTNE LT,

B EBRBREOEOBEIL S BE, FEHHIT 133.6~1555g TH Y, HlDEENRE
EDOFEHEEL20%DEFHNTH D Z L 2HER Lz,

FERE

B, BE - BEERT 2 5 02RETHMZE LT, BE 21~25°C, FMNEE 40~
70%., HREEE 10~15 E/RERT. BIREY 1 2 )L 12 BRRARANE (7 BRAUT. 10 BRIEAT) 0¥
LIz T =V A7 LOFEEE (BEHBPIIREE 1. BEKTRIIFEETE 3) ICNE
U7z, BEROMHEEOEREIX, ZNFh 22.0~23.7°C B8 49.9~63.4% T -7z,

TV BOTRNIAT UV ABEHER S —Y (W260xD380xH180 mm) | EEAY TS
AT U ZABIEHER 7 —Y (W165xD300xH150 mm) ZfEH L7-,

P UATE R TR R OB TR U BT BI3E 2 BOSEE Tl L,
SHIZ, BMEFEBTENOBIHEICHRET AR Lz, $io. BRERUIHEH
HOITCEMNZ OV TIE, EROBEN NS L 512, BT ORERERIC L ATH Lz,
fefiEs, 7T URUT v X, BRI L, £ VT4 REE (1L 7T RO 14
RIS [T OW TR EICBET2BIZL T v 7 2B LI,

FEHIERE R MF (2 v FES 110705 TN 110906, 4V > ZABRBTE) ». &
FEKIT B B _EAEKICRARIE TOEBIREN 3~5 ppm & 725 & 5 |[ZREERRET -
VoL (Va—F v R) ZIRMLIEKE, TNETNEBRERSEE, SEROEE A2
EA— 27 vb—7BE (121°C, 30 5f) Li-boxFnFnER L,

FRHE, BET P DIRAOGHIT —Z 2 AF L, KEBRERETEEVEREED &
IR OEEOELEMERE] (1979) 22E12, YRBER CED-EEEBENTHD Z &
SR LI-ny hEeERLE,

BRI OWTIE, BEFBE D DKEEEICET E4S) (BEEHEESE 101 8)
(CHEHL LT KEREZFE2EHOHEETER L TEY . BMATEINCAEL-BEERE O
RMESERE TICAFLIERERREL, AESOEEEABZL TS I L 2R L,
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15. BB FIE

15.1

15.2

HHRMEOREAE

AEFRTERRE S LT, YRBHR T lo-Nitroanisole T » MIBITA 7 BERKERDZ®
EE4RE] (BBRES P12-0094, EGLP RBR) #EM L7z, AERERR TII=— 1
THRE LR ER Y., EF3ICO 5EEO Crl:CD(SD)#EZ » HiZ 0, 30, 100, 300 &
U600 mg/kg/day DRETT7 BIEEHRE Lz, #EHBPII—RREFEERVEKERE
2TV, &G 1 BRICLETFIRE, FIREUREEENTER1To, TORER, 300
mg/kg A OB THFKERRE T, FROEEEMEE OMELR, 600 mg/kg BE THRERETED .
HE, REEE, ROERER O~ o U BEOKE. MRRDEREE SRR OE ek
DEE. HBEOEESEROCEE(NED bz, 600 mgkg ETHONZAEERERN
EMITBRETH-o72bD0, REAEORLIIEBEEROEENL A LN, FREENZE L
WEEZRLZZ Eh b, 600 mgkg/day % 28 BEIRERET S L EELESHEENEKE
THRREERDD EEX T,

L7c23> T, AEEBRTIL 400 mg/kg/day #mAE L L, {EAEL LT 80 mgkg/day & &
E L7,
BERERR

BHREYERGEL LT 2HERZRIT. SOIUEROZ 2B E+ A RENBELREL
Too ETo. BAEMBHEEOEHAERIC, 1. TRV 14 BERESBICBIATAYT 54 M
TR o, UUT. B BRI REE L R 1 5,

774 MNEOREHMFTOBERVEIET —F 1%, 28 AEBREHIZED TR o
77

—— B5HE | BREFE f&%ﬁ%’g?& B

(mg/kg/day) | (mL/kg) | BEWNVY%) (B EE)

AR (1 ERE) 0 5 0 4(1 - 4
AR (7 BE&RE) 0 5 0 4(5- 8
EARKR (14 BE#®S) 0 5 0 4(9 -12)
AR (28 BEERS) 0 5 0 5(13 - 17)
ERE (1 ERE) 80 5 1.60 4(18 - 21)
EHE (7 BRE®S) 80 5 1.60 4 (22 - 25)

#w | EAE (14 BERS) 80 5 1.60 4 (26 - 29)
B | [KAE (28 HERE) 80 5 1.60 5(30 - 34)
W Az (ERE) 400 5 8.00 4 (35 - 38)
H | BHE (7 BREEE) 400 5 8.00 4(39 - 42)
EHE (14 BE®RE) 400 5 8.00 4 (43 - 46)
=A== (28 BMES) 400 5 8.00 5(47 - 51)

-10 -
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153 #E®
a) WRYEROBEL MRE

HHBEMEEFTEL, o—VHEPPETOMIEBEYELELE, a— v EEMAERL
8.00 W% DR ERZAE Lz, XHIZ, 8.00 whv%DHBRMEIRO—EBEEHIL .
a—UMEMATHERL, 1.60 w2 DHEBRHERZHAE LTz, AEITEBRYERDE
TEMFERORERN L 7~14 BRI 1 EOHEE TITo 72,

FAR L BEOHBRYEREOCREICAVAIEEIIENE T IR F v 7 FRICE
TN L. B ERREOMRISE 712 CEFT (ERME 3~9°C, FFAHH 1~
10°C) THRE LTz, WROERIIFARE 14 BURNICERA L,

WG T RE LB REOHEBRMER R CEEIL FRE IR SICLERER L RE
BRINLEROHL, AERI TERCERLEBEEICAV

b) WERMEIR DR EME DS

LB HEEY TEME L7- lo-Nitroanisole NDZEME. WEHEIRDOEZEER OREMER
2 FEBRES X02-0250, 3E GLP #E) T. 20.0 XU 0.200 wv%DEEBRMENR D
HEITRE COREEY, BEREs/ o~ /T 74— (HPLC) 2HAVWTHER L, %
OFER. RE 15 BRICEE LEHBRHEROFE OWBRYERE X, FEEZOHEE
BEITX L 100£10% AN TH o722 Edrb . 20.0 KT 0.200 wivv% DFEERD EIRIZMET
HRETI4 BELETHD Z L BFERINZ,

W ERDOIPTRE TOREMEDHERMER

FRELE 1% SEL15 B
BEMEE (Wh%) o e HEBEE (%)
IR Y BERIERE (whvv) | TERIERE (wh%) | ’
20.0 19.6 19.5 99.5
0.200 0.201 0.210 104

c) TEIZHWDHBRYER DR ERER
HIENZFESEL L7z 8.00 U8 1.60 wiv DIERBRMEHRIZ DOV T, HRBRMER TEMR LR
B (REBRES X02-0250) T, AEEZOEBRVWEREZRIE L,
ERHDERO—H LI L THITRE AR L, HPLC 2 BW TR ERE * BT
Lz, BIE L HBRYMERENFEMEICHL 100£10%NTH o722, BT
TEXREEHELTREITHW,

MIENCFRE L 2R E R OB ERERRER

o FHRLE i
WAEPEE (Wiv) o TR EME (%)
BIEEE (whv%)
8.00 7.83 979
1.60 1.61 101

-11 -
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54.& 5

1. 7. 14 X328 BEER 1 B, BERA®RE L, BEIT 13:20~15:01 12T o 77,
BEIZIERT b T =T (FAE) BB M ZERE (FAoF) 2RV, BIEL
TeRBTOBEEZZEIZ, SmLlkg TRE LK, ‘
155 —RIRAEELE
REHMFIIER 3 B (K501, REEHR~1 BE%. #5 2~6 BRRI%) | £%E2S
T—fRRE B LT, |
15.6 FEHIZ2—RCIRREELE
28 BRGSOV, BEBMAATIC 1 B, H5BH%ITE 1| BOEE CKREDEE
EBE L, REFAZROBEIFNICELE RESHES) 2EMT. BIMOXUVEL
ZIToTcth. RBEIHEBITERVRE (BRIE) TT-o7.

T=UNbERY | F—VIKFE AT, B R —USMIER Y BT TORS (Y
H 9 B D UG LESRUHERS) 2, 2a7 ) v 7ECHE
BEREROERETOEE, $HEORE (IF., BOFENRUKE
HED . RERUHECE (BB, BREUFT ./ —E) | BOE
% iR, IREREHROELR) | MEEVOWMOEELBE

| B % 90 cmx60 cm DEIEE EIZ 1 5REILLE (5 SLUR) BE ., BB
TV —=FTRTO | FEtE, Rk, HTORE, RIEAH. RE - 84 - 8. ERfT
ITENDELE BRUORETHOFELER

1 o OHEERES (EoF) RUBEREE (RO7—1VE) 2HEIE

FIT Lo TOE
A =T

15.7 HEERE

28 HEIBEEIZOWT, #5435 &E2E08) IC1EH. KEOCEEZRELE,
FUGHER UNB I EEEM 72 — R EE 2 L FICRBR BN YR T RV IREETRE L,

BREAFI 3 cm IR — AR DEEEZEST AWBERE L 20K

" E seraryrecnn
B H O |BEETEZBROLELEDORGERIT Y V7 ETHE
BOStE | B B (|\EEAYVITRED 13 BRHUEFAL L EORISZEE

BEARE |R2FCTB %, BT Y TR XORISOFESEE
ZEd K930 em OE I D, BOEE S EIC LREETEE LI 0 |

ERRA | BERISOFRPELE

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

ERIE L., FHE CHFHm

7 v MAEBERIEEE ACTIMO-10 (3 >F 7 /) AWV, 8

HREEHE OEEEZ 1 B (10 0MFET 6 [E) HIE L. FRAR (42.6 cmx26.5

cm DOFFHZHE S cm M TREA) 289 - /=B THE
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158 HERZE
ZFZONWT, EFELEORFE (FAL YV TR) 2RV, TROBIZEEZRELL,
- B4R
- BB 1, 3, 7. 14, 21 XKU'28 H B
- FRBEOMHE EBTE»OOWMAT, EEIREE)
159 BEEEAIE
7. 14 BN 28 BREIEEICOVWT, EFLEMKRE (FA Y o) 2AV, TROH
WEEEE A HIE LT,
- HOTRORBEE
- 51, 3, 7. 14, 21 RO'28 H BDOEEE
B®E5 7, 14 RO021 BEICIIKREENERICEEZMA L. BAEBROBEELRE L,
BIE L BEEEEREENOLEBIERRTO | BEHEBEELZ RO,
15.10 [RIRE
a) % IR
28 AREREEICOWT, &5 28 B HO®EIZ W 150xD 200xH 263 mm OB &5 5857
—VICEWMEINAE L., BEFARERRETERETOR 15 RREDOEBREZHIL
7=
b) BMEEEKRVFE
BERLU-ERREZAVREOEEZEIE L, RILEITHBHEEOSAEREZREL
R, BAEH CTHEBRDEOREICEE LEERD b ot (KFER
IZOWTIBREZTOR o7,

H B 5 ik R
JE & (Urine volume) AAVY U E =LK BEE —
&/ (Color) e
%Y (Turbidity) PR B
RiEFEE (Uosm) KRBT A
pH
ZEH (Protein) HERHE
7 kR (Ketones) EBRICIZIZTAT v 7 A (=24 | —
#& (Glucose) U R) BER)
%1 (Occult blood)
JRILHE  (Urinary sediment) Sternheimer & £ B

AR A BENZZEEE OM-6040 (77— L A)
B: AT LEMEEMEE BX41 (AU /R R)
15.11 fMiEBRE
a) ERifn Kk OVmERR
ERBEICOVWTEKESROER» LIEE L. E B BRI 16~20 Fr#£) . CO,/0,
BE W AREE (CO:0, BEH=4:1) TTEBKIFRNOEKEOLBYEM L, BRER
Bl Uiz, 37 74 PRI OWTIIMEEDORBHERIZITh 22035 12,
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BmERE TERLE I

EDTA-2K #AIBRIM A SB-41 (7 v h&EE G959, VA A v 7 R) TH
1 U 7= ik

SAAMNBR=T P ULZAKFY (ay MBS STPS940, FIMET )
4% | ©32wV%AKEEEE 100 uL 30 L7z 0 T R BUEEBRE THLdL L i OB
(3000 r.p.m.x10 mins) L CH7-iMniE

i 3E | FTAEERRE TR LiE LoBE (3000 rp.m.x10 mins) L CAZMmiE

b) MEFHIRE
Mk CMEERVREOEE ZHIE Lz, 77 74 FEICOWTIEANA vV /MEH
R 7o B UREAROESECES SR 7T 2F URRRORIEII Th o7,
FE7o, ARROLEREEREROAMREORIZOWTHERBAIE T /2720, N Y /ME
PEERPTE LIS O I IR BRIEARIIERL L 22 b o 72,

2 I

B H RS Bes
FRIMEREL (RBC) WL EPHRE
~NEZ oY UEE (Hb) VT URARANET oY EE
RBC x MCV
~< 7 Uy ME (Ht) EERTEE
SR mMERERE (MCV) FEREFIRIE
i . Hb 3 C
EHFMEBEA~T S 0 B (MCH) x10
. Hb 10°
SEEFRMERA~E S 0 B BE (MCHC) RBCxMCV |
M/ EL (Platelet) R EFARE
BRIRMER =R (Reticulo) RNA Z:faik
NA Y IMERLEE  (Hein-B) TJIVVTU N Y= | D
Bk (WBC) Ta—% A FA MY —¥
AIMERE 5% (Differentiation of leukocyte)
4FHEk (Neutro) . U 2732 (Lymph) . C
1FEEEK (Bosino) . #FHEEER (Baso) TR=FA A D
BEER (Mono) . REGEZREEK (LUC)
“a ko e (PT) FEE LR 5
TEHEALES S bR 7T 2F B (APTT) AEEEZE LR = E

RAERE Cldidam, DITxem% AW BEER, EICITmiEs#FH
AR C BREMERFEREIESE ADVIA 120 (3 —* 2 X)
D: AMTEHEE (XY v, =ay)
E: £ BB MREEREFRIEEE STA Compact (2= - XA T 7 25 4
> 7 R)
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©) MRAE(LFAIRE
MEZAWVWTREOEEZRE L. VT 74 T\%i‘&cob TIET ANG XTI/
NGV RART 25— TI75=20TI) "3V ART72T9— B TAIIET AT 74—
T REEE /LT F=RUBEIUALCZBEL, ZOMOERIZRE L 20>

7o
H H 5 iE e

TANRGXUVBTI ) N T AT 2T —8 . . .

UV I JSCC BRI
(AST)

TI7=v732) NFUAT7 =T —F (ALT) | UV ¥ ISCC B E

TNV IVHET 3+ A7 7% —F% (ALP) p-Nitrophenyl phosphate £

a2z X7 5—E (ChE) Butyrylthiocholine iodide ¥

L-y-glutamyl-3-carboxy-4-

pINE N T UANTFTE—E (pGIP) | o niide i

@=L 25 a—1 (T-Cho) COD-ESPAS i F
e o crosess TS
R¥EZE (BUN) Urease * GIDH &
27 L7 F =1 (Creatinine) Creatininase + F-DAOS ¥&
#EH (T-Protein) Biuret {5
773 (Albumin) Bromocresol green %

) Albumin
A/G 5 (A/G ratio) T - Protein — Albumin -
m#E (Glucose) Hexokinase * G-6-PDH £
we Y ey (T-Bil) BEsRiE
#AETTER (TBA) BRVA IV VIE F
R v (IP) Fiske-Subbarow £
S B (Ca) OCPC &
F U A (Na) Crown-Ether FEERE
BV oA (K) Crown-Ether [EERIE G
= () MO J&¥E

FEAMER F: E(LFEHSSWEE 7170 % (B 28UERT)
G: EfFEHHTEEE PVA-EX T (A&T)

15.12 JRERFAIRRE
a) # M®
FRBEIIOVWTRAKRE HOEROWTILLEILER I B & IR KBRS & ful
L TRHEFLSE, R, BRI, KT, HEE, BE EEROEBRELEORNFIZO
WTHIRBEZ{To .



b) MREEERKE VSREEERE

B10-0094

(a) 754 bEE
1. 7RO 14 BEBEEIZOWVWT, FIRFFICREDOSRE - MREFEI LT,
5 8 FE - AR
TE{LER R T g
- MEHR D
W IR B Cl
AETEER R FRE. R L, JEIERAR, TRIZERTAR
FERER fod (KRR, /NI OB & &)
1E MAFR BB (KERE) | Mg, Majz
PSR TEE, FRE (ERMEET) | BIF

BELEZBEEDY b, .
BISCAR, M. MERR. iR, TEERUBIF

LD, IR, B, BRLE. BRI, R

EERUIRFRICRET D0, F

RETEERICRE LCRICEFRE PV o) TEEZHELL, }i@\

RRECER MRITEEZR 4 CBIE L, BIE
ERMVRIIREO—HEEO THE Lz, BRBIIEE/MEZED TR
10% PR E R L~ U RIZEE L.
ERPIE L, £,

pcac e

(b) 28 A& 58

BEEZE LD THRE Lz, &4
B DB

BH, EADEZRENOOBELTE

fER BICAE L FEZ RN EELEH L,

BIRRFICRER DR E - Mz LT,
o B B - AR
MR aE % K]E. b
BT, B, B (FZHEBIOER. M = VREED) |

.
i
—
8}

0

a
2

e, BT

=)

5

(O

& |
%E .
3 |m

Bhig, RERE

FEEE, **%J:{Zli FESERINIAR. B RIZERTIZAR.

TR BE (BEREZED)

R R M (RN, MR OREERET) | B8, LB

A BEE (KERVE) . WA LoNE. BB LoSE. PR,
e fiz

N TEE, FRER (ERNMEEED) | BB

A IRER

- BHR B (KBRS . B (KEEE)

EE - 18 FLAR

B R OBEDT 10% P MEREE R L~ ) VIREPEABICER L. B R UEEIT 10%

R E S L= U R R EA L TRIRIZ

RIELE, WEMZKEERE LI,
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BRLIZBHRED S b, g, DI Bk, B, BE LK EEMNIR, SR
RUSZAR, FEEE. M. BEB&. BOfR. TERAERORIBIXEERIEFERICEET 55
W2, RRBEIEERICBELZRICETRE (P UR) TEEBRZAEE L,
B ERR URR MMEIXEE#B 4 ICHE L, BIBREREE LD THE L,
FRIZERNIRITREDO—H %5 CHIE Lz, BEIXEEREREL SO GRETEZ4T
fEEs LTEm L, BEEEEE L, BREIXEE/MEZED TREN LB
10%FEFEER L~ ) ARICREL, BR, EAOEZEENLHBELTCEELR
ELTz, Flo. BHBICHEE L EEZERICESEELEN L,

¢) ARk EE KR OMRF

R L7ZE%E - kL. DLToX S CEERMRE LT,

Frigid, EEZRER., IMUEZEOFREN L (FIAREI & % O KRl 2 R S5 BRI
B> 7T) 2~3 mm IBDOMEREF 4 ERR L, EEFRAERTACH L, 28TH>D
EEPISgUTTHD Z L 2HERE. TNLTHLEED 5 EEL LD RNAlater® (Ambion,
Inc.) IZBES T, AEITKEE, -80°C THRFE L., IMIEZEDEETFRE BT
RELOTEE DR Y MR UFRYD OEE 10%FHEBEE L~ ) VK TEE Lz,

g3, EARAICEEZRES., AROFRENOHALBELETe L 5 ITHEE T 4~5
mm T8 DA TR Uiz, ERA» OWEL B R\ etk EF T4 L, 5%
8 3 mm LINICHEED L RNAlater \ZIBIE LTz, BV O 0N0E, BENE, BES
BRORBEZZTTH TV 7L, TNFN RNAlater [ITIEELT-, B Ok
k. -80°C THRIF L7z, AN 10%FHEREE RV~ U VI TEE Lz, 2B, £V
FTNPOBRITHRENRBD LB EIL RERE 10%FEREE L~ U VIR TEE L.
Bl &2 B F B BT & O-80°C BHERFICHE L,

FBRIT, ERARA ICEEFRIER., ARZ 4 55 L, BB 0¥ % RNAlater |22
BELz, &Y OERITKEHE, -80°C TREFEL, EMAIRLEETEY Y MY UIETEEL
7o

BREEI EE2REER. EFLVEERETEY PV UVRTEE LT,

FEZERTSIARIT, EERER, EF T L, —7F% RNAlater |28 L7z, BV IE 10%
hiEfEET R L~ ) VIR TCTREE L.

X, BEEZRER. KB LEAZI— VK (A F ) —N 7 ook A BERRESH,
=6:3:1) ITREL, KOTT S BERE D LEAKTY ) — VIR, S5k
MTTIRE D LML, 1 BEHBEIC2E, BKkTd ) — V&2 LT, KB T T8
&S Lctk, BATF ) —VEABEZHEL 4°C TRELE, HFE LEREHIREAHK]
ZRE L TEREBTREITEN Lz,

KREEE L, ERZBEEE O KBEEBEMEIE THER Lz, 5 T4 MEEICOWTIEL,
BRER L 72 REBE O Wism 2 805 L. RPMI1640 (Invitrogen) S mL TEBEZ ¥V VH L. 70 pm
DAy VazBLTIA=INTF 2—7ZEIR LTz, 4°C TEL (1100 rpm. 5 2fE) .
EEZBRVZ, E56I25mL © RPMII640 (BB L, 4°C TEL (1100 rpm. 5 45 F)
%, LEZBRW, BE% SmL O RNAlater |IZBEESE7-, 28 BREIRSEIZOWT
. BB L2 RERE O A BIR% . RNAlater SmL TEBZEVHEL, 70 um D A

=17 -
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VarzB L TI=INFa—TIZEMR L7, 4°C T&ED (1100 rpm, 5 o) #%. EiF
Rz, 51T 5 mL O RNAlater \ZERB L, 4°C Tid» (1100 rpm. 5 45F) 4.
FEEZBW-, BEL S mL © RNAlater ICEBRESR -, FAREBEEGE»E L 51
BREL. 10% Mg L~ ) L CEE L, |

JEfgI X EEZ BIER ., 9o SRR TIE 1~2 mm DS H % 1 #35E L . RNAlater
WCIRE Lz, BBV IT 10%FHEEE R~ Y R CTEE LT,

FRRIT, EEZEER, EFTIH L. —FH% RNAlater \ZiBE L7z, BV IT 10%H
MEEE AL~ Y VIRCEE L,

TEEL, EEZEEE. RNAlter IZBE LTz,

RNAlater \Zi2{E L 7o BHERKIE RNAlater ZHBICIRB S 5720, BI&IX 4°C T 72
FFfE. & OMMOFREIT 4°C T 24 BRIHE L7-1%. RNAlater |TBE S ¥ 7-F $-80°C T
FfE L. RIA 7 A A&FE L CE2MEFHMEANAFFERTIZEM Lz, -80°C BEHREFEL
THRRIZOWT S R T4 74 22 EE L TR M B ZERTIC M Lz,

TOMOFE - ML, 10%FHEREFRA~ Y VIECEE Lz,

d) JFEEREARE
(@ Y774 hEE :

1. 7RO 14 BRREHEOBELRVEAERICOWT, g Bk, BE. &
SRR, BRE (KERE) | R, WIRO AT 7 4 v EBEETOA 2ERL, ~< b ¥
YUV ez F VY (HE) 6%, RFBEMENICRE L, Bl (KEE) 139V
H URNIZ 10%58E - R~ ) URICE BRIK 21T > 70,

E72, 1 EREGHETIIFE, 7 K014 AEREH CRFEEOBEIRICOWT, &
REHTEBMEOREICEE LA EbN2H, ThEEAEREIZOW
THREBABRFIREZIT -7,

(b) 28 H & EEE

SMREROSHERIIOVWT, MEOTEEZRVTERLZTXTOBRE X
MRED/NNT 7 4 o ABETO A ZER L, HE L%, REEMENITRE L,
BROVERE (RBEE) 13810 H LA 10%IEEE - L~ U RIZ X B BIR 21T - 7=,

Eio, FIEEOERICOWTIX, SHAEH CTERDE OB SICEE L (LR
bz, BAEHII OV T O REARFNRELZT o2, ST, BEiz-W»
T, BREHO HE LEERIIBWTHRERICBEAAEOENN A BN, ~EDT
UV DOELEBRREONIZIZ0, SRED 26 No. 13 RUN17) | KAEEED 2 f (No.
31 R U34) ROEAERD 2 ] (No. 50 ZON51) 12O\ TV U EFREIZE S
REZIT- T,

15.13 #EtFErIFIE
FE, BEE, B0, BREHE, MERFNRE, MERELFHORE. RE REBT
RUOBBEEEDHEICOWVTIL, Bartlett ¥ X 2EHHBELITV., S%EB/KETES
HORD NI HE L, Dunnett EIZ L ZREEIT o7, SEOEMNRD SNRVESIT )
YXZ AN v 7 @ Dunnett EIZ L DBRERIT o 72, HEEEY (E0H) RUHEREE (R
DT =) 13/ T A MY w7 O Dunnett ¥EIZ X ABEEZITo 7=,

- 18 -
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16. RBEEOEEMEICRELZRIT L L BN ABEERE ORBEIEEZ b D@
BEREZNZOW T RBRFHEE T, [513 13:00~15:00 OREIIT 5 | & 58# LTV 7228,
2011411 A 248 (&R52BH) OREKRTEZIN 1501 L72ofz, LLARRG, @Ak
Midh Tz 150 THY, RBEE~OEE TN EE X7,
RBREEOEEEICEER RII L L BN 2BEERIIRD bhanotz,

17. BRER AR
17.1 —f%fKAE (Table 1. Appendix 1)

400 mg/kg BETIEERE 1 BEICIXEERRO bNeho i, %52 B B UBRICHEN
12 B, &5 4 B BLRRICEEDBRESHETH 10 f, %5 7 B BURICERARS 11
Bl |&E5 11 XU 13 B BICEBREONRERD D 2 4], #5 13 B BURICEER 3 fI °&
E3h7z, 80 mg/kg BETITIR G 10 B BURRICERBRN 76 TH LN, 400 mgkg BET
ORIV T N O HRSRICEI L, &5 15 SURICHEE LS, 161 (No. 47)
TH&E 10 BEOREERNICVEEI Nz, MBRHETIIEFIIRED bhanoT,

172 FEM72—ARIREE (Table 2, Appendix 2)

400 mg/kg B TR G 3 B B ICHERROFERSEN A DN, FIREF CIIEERY
ERESBHICEEREHIRD LT, fIOEMELER LBV T L RBMERSHR O
REIZEFIIRBO b2 o7z,

173 HERERRZE (Table 3, 4 RTNS, Appendix 3. 4 KTt 5)

EEDEREHETEARVEREDEICFEREDIIR D b0 T . REEREIZBWT
bEBRMERSHERUONBREICETIRD Dol

174 f& E (Fig. 1. Table 6, Appendix 6)

400 mg/kg FETHRE 21 H BICEREMER (FREED 89.4%) KU 5E 28 A BIZAR K

B (86.1%) »BDH LNz, 80mgkg HETIITFEREENIFMO bN2d o7,
175 #EEE= (Fig.2. Table 7. Appendix 7)

400 mg/kg BETHE 3 B BICHEERIKME (RHBED 80.9%) BNALNZN, TOHRITE

EREEBIIRDbN2D o7, 80 mgkg B TIIAEERLTENIRD bNRhoT,
17.6 [R#EZ (Table 8. Appendix 8)
400 mg/kg H TREDFERBERVREZEDHERKEN L b7, 80 mgkg Kk
OXTREICEE IR N o7,
177 MEHRE
a) MIKRFAIFRZE (Table 9. Appendix 9)
1 [EHE SREZ BT, 80 R TN 400 my/kg B CHIRIR M BRE R D F B 2 E R O A M

HKEOFEREERL LN,

7 BRI ESEIZE VT, 400 mg/kg BT MCHC D& B 72 {RE N N #8T 7R M Bk 3k b =R

ROHMEEOEERBENA LN, 80 mgkg HTIIAEERLTEIIRD SN2 o7,

14 HEERSEIZBV T, 400 mgkg BT MCHC OFEREME. MRFLRELEDORE

EREERVCHMLEREOSEERAFED 572130, FHERHERR NEREROAEE 2

EEE N Y N EKEEOFE R EEN AL NT, 80 mgkg HETIIAEELRLEHIIRD S

=19 -
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nignoi,

28 HE®BEEEIZIB VT, 400 mg/kg B THRIMLEKE K O MCHC OB ER2{EE. MCV &
OWBR R M ER S L R DA B 2 B EIE QN B Bk O S EER 2558 bz, 80 mygkg B
TIIRBEFFLEREROFEREER A DN, AELOBEEERRD SRRV &
MOBEBEB L E X, $lo. WTNOEEIZBWTHANS U /MEOHEBRITRD b
ol

b) MEA{LFE)RE (Table 10, Appendix 10)

1 E#REGEIZHBVT 400 mgkgBFECTALT KU E Y VB OFBREERA LI,
80 mg/kg FF CITHFEREHIIRD b e o7,

7 BT EEEIZIVT, 400 mgkg BT ALT, BUN UM E U L E LV OFELREEN
RO BN, 80 mgkg BETRHAEEREEIIFRD bNiroT,

14 HBEEIZBW T 400 mgkg BETALT KU E U LE LV OFEREENRD b
Nic, 80mgkg HETITRE I ALV OFERKMERA LN, AEL OBEEENR
BILBRWI DL ERNEEB L E X 7=,

28 AR EERIZBVT 400 mgkg HETALT RUH U U LA DOEEREENED bTz,
80 mg/kg H TIZBUN OFERBENA LR, AELOBEEERED NN &
NHBBHEE EE X T,

17.8 JREEAIRE
a) #FE E& (Table 11 XU 12, Appendix 11 XU 12)

1 ERERHIZHEVT, 400 mgkg B THIBROME ROEMEEDOE B 2EME GHRED
121.4% K% T 117.7%) . TEECEMK UMM EECFEREE GHEED 120.1% &0
116.3%) MR&HEOLNT-, 80 mgkg HETIIAEERLENIRD b Rho Tz,

7 BRI EEIZRB VT, 400 mg/kg # THEOES E UHEMNEECFEREE (xHREE

D 135.1%K Tt 139.6%) L NT 80 mgkg BECIFROMHERDAS A EE GHEROD
109.9%) D3FW biLic, T DiED>,. 80 mgkg B THEERINROES R UOBNEEDEE
BREERH NN, AEEOEEEVSHALN TRV EPLEBROEEEEX T,

14 BRI EEIZIVT, 400 mgkg B THIBORI R UHENEEOAEREE (R
BED 144.7% K% T 145.9%) W N SEIB O MR R O EE O R B2 5 E G BE D 178.4%
BN 181.8%) 23RO 6NTIER, FRIEOHEMSEEROHREZAEE HRED 113.6%)
WH LTz, 80 mgkg BETITREREREHNIRD bhieh o7z,

28 ARBREEICBWVT, 400 mgkg BHETHBOHMEEDEERLSME (HBRED
136.7%) RUBBOHEMNEEORE EREME (HREED 159.2%) BFEH LN, Z0iE
Py, HRZERIR, MR OTEEOHENEECEEREENL N, BEBEENEE
IPEME (RHEREED 84.5%) %78 L7z, 80 mgkg B CIIRREOENEEDCE B EEN
Fbohic, £, 80 LT 400 mgkg BE CHAER LEOFERBEN A LTS, A
DHTOEETHY HELOBEEMELRO LNV L LEBRMERE & ITEGED
BRWEEE Z T,

=20 -
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# f® (Table 13, Appendix 13)

1 B BRI BT, 400 mg/kg BECTHTIEORER D 4 Fld 1 FIICE8 9 biviz, 80 mgkg
HRORBECEHETIRD N2 oT7,

7 B EABREEICRBV T 400 mg/kg B THFIBROER R OREIEO B A 4 HIEFIIFED
biviz, XRBETIX 1 fITHABRBOBERILEN A L, 80 mgke HTIXREITRD
Liviphot,

14 HEHREFHIZRBW T, 400 mgkg B THIBOERX R OEIERO a0 4 Flef, &
FEDRER 3 BICFRD bitlz, 80 mg/kg BER O RREE TIXEEIIFO b o7,

28 HEHREFIZR VT, 400 mgke B CHIEOER X OMEIERO AL 5 Flef, &
JROIERD 4 PUZFRD LTZIEM, TEREOERMN 1 flTH LN, TEEDERIT 80
mgkg FHETH 1 flICA DN, MARBETEETEIRD oo,
FREALRRFAORE (Table 14, Appendix 13)

1 Bl BTV T, 400 mg/kg B THIBIZ/NEER DR IRAER (BRE) 23 4 B2,
NERDMERFIES O ETFEME EE) B2 658D 5177, 80 mgkg HERUSRTRBEET
REBIIRD NPT,

7 HREIRSEEICRBW T, 400 mg/kg B CHFIRICOVE AMERTRERRS b D BT (BE)
ROOE AMERFBIER (BRE) 234 Fl2f, BEMETAIIEE BRE) 232 FITH
bic, E£o. BIETIZY o (BE) 234 fILflici@d bz, 80 mgkg B Triffl&
IR BT RIS (BE) 25 1 Al bz, STRECIIREBEMNICEAEROE ZILE
BH O 1 FITHEE OB RILENHER SN,

14Eﬁﬁ5ﬁ:%mf 400 mg/kg BE CHFIRICOVE AMERTHERE S © VTN (BE

ZE) RUOUEAMFFMIRER BE~FEE) 234 520l TRO LNz, BIET
i?Om(¢%§)ﬂ4W Bl, ~EUTV E BE) 23 D HhiziEh,
IR (BE) B2 HTH LN, 80 mgkg B TIIAFIRICOE AMERTHIREL bV REFE
P (BREE) ROVOYE AMERFREREAE R (BREE) A3 4 I 1 HIlCERD b, D 5 - (8
E) b 16 THLNE, HRETIIEEIIGED bhahoT,

28 B HIHBERITRB VT, 400 mgkg B CTHFIRIC/NEF LIRS bV ETFEME (B
BE~PEE) RO/NEFOEFHRIER E~FESE) 25T 46, O AT
fa<b VHEFEE (FEE) ROOEAMEFERERX (FEE) A 14TREDLZIE
Py, MAZFE BE) B 1AL, 7. BETIEY ol EE~HTEE) RO
EUTVULE BE) 25 flefl, BEsMERTTE (KRE) K26l bz, 2B,
FEEELETNL LN EREINIRE O CIIE IR b -7, 80 mgkg
HEOXTBRHECIIEFTIIRO ooz,

72k, XTRREE, %&U%%m@gﬁ@%ZW;OWT%MLtMM@AWJ/Emé

WL BREOCHESR., HBELD 80 mgkg B TIXBEMEDERIRD BRI - T205, 400
mg/kg BECIIRERRICEEME R0 b, %é@%w«%/rj/fbé En
Ihi=,
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18. & £

WBEMEIFEERET ID 1 2Th 0 [EED ABFEHEES (International Agency for Research
on Cancer, JARC) DFEMNAMEFMTIEI L —7 2B (b MK L THESAMEN D B FIHEMEN
HD) THEENTWD, EREWERAVZREBAERRETIL. Ty FOMEICIWT B
B OBEOBEMIES. BIROBIT LRIEE. BHER OEEO RGBS ON BBk A 5.
~ U ADREZRBW T BER OESEOFFRIREE., ~ 7 X OMIZR W CITRIEE (FFHRaRE)
DREEFERPEIMLIZZ ERHFEINTWD (NTP, 1993) , £/, RBRYERSICEELT
7 v ORETEEDOEREMT O REE EEORBMEEBF L ORI BIEEOR RO,
WERE TEEREDORAT LB, #iE ORBIHEEF R LK B ZDOBIT LB DOFERDHE
MARZHTNS (NTP, 1993) . ARBRICBWTIIHBRMEREIC L v 0K, MKk
VIR~ DEENRFT D biviz,

FFgIZ R4 288 L LT, 400 mgkg BETIE, MEAELZEHREICB VT 1 EHREEM 5
FFRERADIEE #7779 ALT OBRMELE NZIFHIREE SUIET 5 -2 FTRE VAL L OF
ERHZ LN, WEFHBEIZBOTL, 1 BEREED SIFBROES R UMY EED SEL
CNZHIREYRIERD A biv, MBFERNIT | [RGB ICEEE /N ER MM IE R & O
bUHEFEME.TRD 14 BHEREBIIBRE~FEEOVE AMFHIAERE UL b ) EFE
P, 28 BRI ERICBE~PEEO/NEFMEFHRIERRE L b ) BEFEE, FEEOD

CEAMEFHBRIERR O b D BEFEERRD bz, TRbh, BEHEOBD TN D
FIAREZTEORREEZIONIGHERDO EARL L, #EEEIMETIC >N TRk
EOEHENELL TWVoz b EX b7z, 80 mgkg BET 7 B BB E#IZ4 5 h - FFgEomES
EEORMEINC 14 BRRERICHONEBEOOE AR E UL b FEK
t 400 mg/kg B L FIRICEBRDEREICEE L -ELEE LT, 2B, 14 BB 5% 400
mg/kg FHETHONIZFRBEEOREIL. R CORYNRBBERELEITEICL S RN E
BTOHOAEMNZZ 0NN, —BEOENMTHEZ b, WBRWERS L ITEFRD2
WL & Hlr LT,

MRIZH T 2FE L LT, 400 mgkg BEIZRB\O T, 28 B R 5% 0 MKFHRE CHRmER
BOEEIRD BV, MCHC DIEER T MCV OFEELH LN Z L e, BREZ KBRS
MAECTND EEZ b7, MCHC OIKfEIT 7 ARIRSHE L ORHO LN TR Y | #5811
DEIEAD D MIB~DEENHEB L2 E 2 bz, BMORBEAE L L TiE, MiKE(LFEH
BRER OREBFREICBV T, ROROERUMEE L2 TRT 5B« 0FE (L (1 B
ERUBICREI AV ECOEE, 7 BRES#LUBICEROBEEILRE DS M, 14 AREERS
BUUEITEEOBEREPINEDT Y VI, 28 BREIRSRZIZH Y T ADEBE) Babhi-o
EMH NA Y/IMEOHBIIFER SN 2o b DO, thOESET IV EREEICA b~
F7 U EUBEIC L) R TORMMATIEE Lz (Hejtmancik et al., 2002; Khan et al., 1993:
Stefanski et al., 1990; FEA 5,2004) bDEE X7, ZHITH L. 400 mgkg BT 7 BREIH 5%
LIBRIZER D B 7o R R MBS LR e OV B i BRER O ., 28 B R 51212389 b v g
PEIMEMTEIL, LROBELBEMMERM~ORISHE(L L EZ -, £7-, 400 mgkg BET
14 BRBRERUBRICRD DN EBEEDOEEIL. £I2) MR U~NEVT U VILE T KB
Li=ZfbeE RO, 28, 1| BREH TAONZBRROERELEDOSEIZ >V T,

'

[N}
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BIZRZFER D D AR MEROFEAIZIZ 4 B2 ET D L &5 (FHE, 1994) Zenb, %5
WERE L IIBERORWABRNEH L E L b,

HEBEA~D~NEDT ) EELOWTE, BERFICAZ 7o 7= VEFT 5D
BERAREREERICBWTEERERFTR THD Z L BHRESNTWS (BR D, 2004) ,
LV REIOEMEAR TIIEBEOBRMEL b EERELFTR E L TR b, fERICERIzTE
BLIEAEDT I VI~ a7 7 —URERE L, B ENT-8A 2 08 E T 7E
ORIV EBIERB T LEEZX LN TS (Stefanski et al., 1990) , 7=V »IZDV
TILBRREEA Z o L TEEBBOEENENAMEZEOMIEESEICERLTVWA 2 EZ L
LTS (Khanetal., 1993; Ma et al., 2008) 7%, ARRERIZE VT 14 BRI SR CHRIBICHK
ERBHDONIZb DD 28 BEREH TIELREIGED ONTE LT, #1414 0l
ITELTTW W EH#EE L,

WBEMEIZOWTIIRRRD & B Y | BREUBR COESRENRE SN TV, WRES
HRAOEEE LT, ARRICBO TR, |REHBHIC 80 X T 400 mg/kg B CHEBGARIELE
S.28 AR EHR DRBRZE T 400 mghkg BHETOREOEER VREZFEDERENL b,
BHRME I FORFHOBICER Lt ELLNEROBFANRL LN Z b, Y
BIIRF A~ S5 Z L B3R ST, MKAECERIRER ISEEHRE TIImRESE
WCHEBRMERELBEELEELERDONT, REOCHERVREEEDEEOSHELNE
BIITHTH D, BEEOBER TOFEOFEORERIC OV TIIMAEHE~ — b —% B
REEBEFEDO L VR LRENMLETH 5,

HEHIF I 400 mg/kg HTH Oz BREEE T, FRRERA R MEERETZ. FER
OCIMEICH T 2B ELRB L b0 B2 bz, £/, 400 meke BECTHESh &
FrR DR OBEIL, BB OHBERE~OREIEIC L 2B EEZ b2, FE
FHARETRERVOBICEFERD bz ol, Z0iEh, 28 BHEHRSEED 400 mg/kg B
THERZEMLE. MEUOTEEOERIEEDEKMELAONN, MHHEENEETH D .
REEBRFORELITORP S TEEEZBRV T IR OBREICBENE(ARD b
Mol b, REREICEEL LB EE X T,

BEHE T ISR EHRKTRICA DN T OMOEIE, MIZEEST 215380 5
NRRWZ ENOEBRWERE LIIBEED R WE(LEE X T,

UEDERY, KRB CIIHRRMERSICL W RESRE OO . ik &k ORI
BEUHEENRO b, WRBREVEHLE~OEELL LN, FOMOEIER, K
g, D - MER, AFERR, BHRER. BER. 7§ BER. ABE~OEEIBH S
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B10-0094

Table 1 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of clinical signs

Sex Signs Administration period
mg/kg/day 0 80 400
Male ss sS ss
179 17 17
No abnormalities detected 17 10 4
Yellow-orange urine 7 11
Salivation 12
Decreased spontaneous locomotion 10
Decreased respiratory rate 2
Soft stool 3
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)

REMOVAL FROM CAGE

Ease of removal
-2
-1
0
+1
+2

Vocalization
0
+1

+2

HANDLING OBSERVATIONS
Muscle tone
-1
0
+1

Subnormal temperature

+

Piloerection

+
Staining hair
+

Unkempt hair

+

Paleness

Reddening

Cyanosis

Lacrimation

No reaction

Very easy

Easy (slight resistance)
Difficult

Very difficult

None
Vocalization during handiing
Continuous vocalization

Decreased
Normal

Increased

Absent
Present

Absent
Present

Absent
Present

Absent
Present

Absent

Present

Absent

Present

Absent

Present

Absent

Present
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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)

HANDLING OBSERVATIONS-continued
Exophthalmos

- Absent
+ Present
Pupillary size
-1 Miosis
0 Normal
+1 Mydriasis
Salivation
- Absent
+ Present
Secretion
- Absent
+ Present
OBSERVATIONS IN ARENA
Posture
0 Normal
+1 Crouching pesition 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
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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)

OBSERVATIONS IN ARENA-continued

Tremor/twitch/convulsion

0 None

+1 Tremor

+2 Twitch or convulsion

+3 Systematic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotypic behavior

- None

Cc Circling

G Grooming

S Sniffing

H Head bobbing
Abnormal behavior

- None

S Self-biting

B Backing

C Circling

R Rolling

W Writhing

\' 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

Removal from cage
Sex Period Dose Number of Ease of removal Vocalization
(mg/kg/day) animals
0 5

Predosing 80
400

0

week 1 80
400

|
N
1
-
o
+
-
+
[\S]
+
N
+
N

Male week 2 80
400

week 3 80
400

week 4 80
400
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Table 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Handling observations

Sex Period Dose Number of Muscle tone Subnormal temperature Piloerection
(mg/kg/day) animals A -1 0 +1 - + - +
0 5 0 5 0 5 0 . 5 0
Predosing 80 5 0 5 0 5 0 5 0
400 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 1 80 5 0 5 0 5 0 5 0
400 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
Male week 2 80 5 0 5 0 5 0 5 0
400 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 3 80 5 0 5 0 5 0 5 0
400 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 4 80 5 0 5 0 5 0 5 0
400 5 0 5 0 5 0 5 0
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Table 2-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Handling observations

Sex - Period Dose Number of  Staining hair Unkempt hair Paleness Reddening
(mg/kg/day) animals - + - + - + - +
0 5 5 0 5 0 5 0 5 0
Predosing 80 5 5 0 5 0 5 0 5 0
400 5 5 0 5 0 5 0 5 0
0 5 5 0 5 0 5 0 5 0
week 1 80 5 5 0 5 0 5 0 5 0
400 5 5 0 5 0 5 0 5 0
0 5 5 0 5 0 5 0 5 0
Male week 2 80 5 5 0 5 0 5 0 5 0
400 5 5 0 5 0 5 0 5 0
0 5 5 0 5 0 5 0 5 0
week 3 80 5 5 0 5 0 5 0 5 0
400 5 5 0 5 0 5 0 5 0
0 5 5 0 5 0 5 0 5 0
week 4 80 5 5 0 5 0 5 0 5 0
400 5 5 0 5 0 5 0 5 0
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Table 24 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Handling observations

Sex Period Dose Numberof  Cyanosis Lacrimation Exophthalmos
' (mg/kg/day) animals - + - + - +
0 5 5 0 5 0 5 0
Predosing 80 5 5 0 5 0 5 0
400 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
week 1 80 5 5 0 5 0 5 0
400 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
Male week 2 80 5 5 0 5 0 5 0
" 400 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
week 3 80 5 5 0 5 0 5 0
400 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
 week 4 80 5 5 0 5 0 5 0
400 "5 5 0 5 0 5 0
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Table 2-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Handling observations

Sex Period Dose Number of Pupillary size Salivation - Secretion
(mg/kg/day) animals -1 0 +1 - + - +

0 - 5 0 5 0 5 0 5 0

Predosing 80 5 0 5 0 5 0 5 0

400 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 1 80 5 0 5 0 5 0 5 0

400 5 0 5 . 0 5 0 5 0

0 5 0 5 0 5 0 5 0

Male week 2 80 5 0 5 0 5 0 5 0
400 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 3 80 5 0 5 0 5 0 5 0

400 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 4 80 5 0 5 0 5 0 5 0

400 5 0 5 0 5 0 5 0

-35.



B10-0094

Table 2-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Observations in arena

Sex Period Dose Number of Posture Motor activity
(mg/kg/day) animals 0 +1 +2 -2 -1 0 +1 +2
0 5 5 0 0 0 0 5 0 0
Predosing 80 5 5 0 0 0 0 5 0 0
400 5 5 0 0 0 0 5 0 0
_ 0 5 5 0 0 0o o0 5 0 0
week 1 80 5 5 0 0 0 0 5 0 0
400 5 5 0 0 0 0 5 0 0
0 5 5 0 0 0 0 5 0 0
Male week 2 80 5 5 0 0 0 0 5 0 0
400 5 5 0 0 0 0 5 0 0
0 5 5 0 0 0 0 4 1 0
week 3 80 5 5 0 0 0 2 3 0 0
400 5 5 0 0 0 1 4 0 0
0 5 5 0 0 0 0 4 1 0
week 4 80 5 5 0 0 0 0 5 0 0
400 5 5 0 0 0 1 4 0 0
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Table 2-7 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Observations in arena

Sex Period Dose Number of Respiration Lid closure
(mg/kg/day) animals 0 +1 +2 +3 - +
0 5 5 0 0 0 5 0
Predosing 80 5 5 0 0 0 5 o
400 5 5 0 0 0 5 0
0 5 5 0 0 0 5 0
week 1 80 5 5 0 0 0 5 0
400 5 5 0 0 0 5 0
0 5 5 0 0 0 5 0
Male week 2 80 5 5 0 0 0 5 0
400 5 5 0 0 0 5 0
0 5 5 0 0 0 5 0
week 3 80 5 5 0 0 0 5 0
400 5 5 0 0 0 5 0
o] 5 5 0 0 0 5 0
week 4 80 5 5 0 0 0 5 0
400 5 5 0 0 0 5 0
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Table 2-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Observations in arena
Sex Period Dose Number of Gait
(mg/kg/day) animals
0 5

Predosing 80
400

0

week 1 80
400

@
w)

Male week 2 ' 80
400

week 3 80
400

week 4 80
400
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‘Table 2-9 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of detailed clinical observations

Observations in arena

Sex Period Dose Number of Tremor/twitch/convulsion Defecation Urination
(mg/kg/day) animals 0 +1 +2 +3 (count/min)®  (count/min)®

0 5 5 0 0 0 0.4 +0.89 2.0 +1.87

Predosing 80 5 5 0 0 0 . 0.0 %0.00 0.6 +0.89

400 5 5 0 0 0 0.0 +0.00 1.6 +2.51

0 5 5 0 0 0 0.6 +0.89 0.6 x0.89

week 1 80 5 5 0 0 0 0.0 +0.00 0.2 045

400 5 5 0 0 0 1.2 +1.30 14 £1.52

0 5 5 0 0 0 0.2 +0.45 1.8 £3.49

Male week 2 80 5 5 0 0 0 0.2 +0.45 22 +4.38
400 5 5 0 0 0 12 +1.64 40 354

0 5 5 0 0 0 0.0 £0.00 0.4 +0.89

week 3 80 5 5 0 0 0 0.6 £1.34 06 +1.34

400 5 5 0 0 0 14 £0.89 * 2.4 £2.88

0 5 5 0 0 0 0.0 +£0.00 0.2 +0.45

week 4 80 5 5 0 0 0 0.2 +0.45 1.0 £1.73

400 5 5 0 0 0 0.4 +0.89 0.6 +0.89

a) Mean zS.D.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 2-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Observations in arena
Sex Period Dose Number of Stereotypic behavior
(mg/kg/day) animals G
0 5
Predosing 80
400
0
week 1 80
400
0
Male week 2 80
400

week 3 80
400

week 4 80
400
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Table 2-11 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of detailed clinical observations

B10-0094

Sex

Period

Dose
(mg/kg/day)

Number of
animals

Observations in arena

.Abnormal behavior

R

w

w
=

Male

Predosing

0
80
400

5

week 1

0
80
400

week 2

80
400

week 3

80
400

week 4

80
400
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of reflex (scoring scale for reflex)

SENSORIMOTOR FUNCTION

Approach contact/touch response

-1
0
+1
Pinna response
-1
0
+1
Pain response (tail pinch)
-1
0
+1
Pupiliary reflex
+
Air righting reflex
+

No reaction
Normal
Hyper reaction

No reaction
Normal
Hyper reaction

No reaction
Normal
Hyper reaction

Normal
Abnormal reaction

Normal
Abnormal reaction
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Table 3-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of reflex

Sensorimotor function
Sex Period" Dose Number of  Approach contact/ Pinna response
(mg’kg/day) animais touch response
-1 0 +1 -1 0 +1
0 5 0 5 5
Male week 4 80 0 5 0 5
400 0 5 0 5
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Table 3-2 Twenfy-eight—day repeated-dose oral taxicity study in rats
Summary of reflex

Sensorimotor function
Sex Period Dose Number of Pain response (tail pinch) Pupillary reflex Air righting reflex
(mg/kg/day) animals -1 0 +1 + - - + -
0 5 0 5 5 0 5 0
Male week 4 80 - 5 0 5 0 5 0 5 0
400 5 0 5 5 0 5 0
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Table 4  Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of grip strength

B10-0094

Sex Period Dose Number of Forelimb Hindlimb
(mg/kg/day) animals (@ (@
0 5 432 +34 430 37
Male week 4 80 5 439 136 419 +23
400 5 417 53 416 25
Mean +S.D.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of motor activity

B10-0094

Sex Period Dose ‘Number of Interval (min)
(mg/kg/day) animals 0-10 10-20 20-30 30-40 40-50 50-60 Total
0 5 164 48 28 10 8 23 281
+71 +14 +26 16 +12 +35 +117
Male week 4 80 5 88 65 31 18 19 12 232
+87 +46 +38 +18 +41 +25 +154
400 5 112 71 42 31 26 27 310
+60 +67 +49 £58 +34 +34 +219

Mean +S.D.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
(ma/kg/day) 0 80 400
Administration 1 144.89 146.61 146.25
period +5.88 (17) +5.14 (17) +4.87 (17)
3 161.88 161.58 164.58
+6.47 (13) +6.01 (13) +11.37 (13)
7 196.65 197.08 189.62
£8,48 (13) 19,10 (13) +13.80 (13)
14 259,76 256.31 247.70
+15.21 (9) +13.57 (9) +23.43 (9)
1 318.06 308.16 284.34
+27.51 (5) +23.57 (5) +26.19 (5)
28 367.82 345.30 316.78 *
131.48 (5) +32.33 (5) +30.30 (5)

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the stafistical analysis.
* Significantly different from vehicle control at P<0.08.

**  Significantly different from vehicle control at P<0.01.
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Table 7 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0094
Summary of food consumption (g/rat/day) : male

Sex Dose
(mg/kg/day) 0 80 400
Administration 1 20.14 20.15 20.06
period
+ 1.84 (13) +1.99 (13) +1.95 (13)
3 20.57 20.32 16.64 **
+ 1.34 (13) + 158 (13) + 381 (13)
7 22.85 23.00 22.21
+ 151 (13) + 1.46 (13) +220 (13)
14 23.76 23.38 23.77
+1.94 (9) + 155 (9) £ 272 (9)
21 23.58 22.40 23.57
+ 279 (5) + 290 (5) + 234 (5)
28 2422 22.32 2452
+ 277 (5) + 281 (5) +1.94 (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 urinalyses:Maie
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 80 400
. 5.8 7.8 | 294 %
Urine volume (ml) 2.6 (5) 3.4 (5) £3.4 (5)
1398.4 1151.2 3216 =

U Osmi/L. .

osm (mOsmiL) 4513 (5) £647.1 (5) £51.5 (5)

Values are shown as Mean + S.D..

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

* Significantly different from vehicle control at P<0.01.
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Table B-2  Twenty-eight-day repeated-dose oral toxicity study in rats B10-0004
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 80 400
ltems No. of animals 5 5 5
Color

Y 2 0 o]

YB 3 4 5

B 0 1 0
Turbidity

Clear - 5 5 5
pH

8.0 3 3 2

8.5 2 2 2

7.0 0 0 1
Protein

. 0 0 2

= 1 3 3

1+ 4 2 0
Glucose

- 5 5 5
Ketones

- 0 2 5

=+ 3 0 0

4+ 2 3 0
Occult blood

- 5 5 -5

Color:Y: Yeliow, YR Yeliow-brown,B : Brown,
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0094
. Surmnmary of urinalyses: Male

Group Twenty-eighi-day treatment
Dose {mg/kg/day) 0 80 400
ltems No. of animals 5 [+] 5
Urinaly sediment
Red biood cells ®
. 0 5 — 5
White blood cefls ®
0 5 — 5
Epithelial celis ®
0 5 — 5
Casts ®
0 5 — 5
Crystals ®
- 0 — 2
3 —_ 3
1+ 2 — 0

®): Number of celis/1 Oviews(<400).
5 Number of casts/18x18 mm?.
%:Incidence of crystals/18x18 mm?’,
—:Not examined.
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Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
- Dose ) One-day treatment
(mg/kg/day) 0 80 400

RBC (x10%pL) Z_;g @ i;;: 4 :;Sﬁi (@
oo (g/dl) fore wom (o 32 @
Ht (%) 22;23 @ ig;: @ igzzg 0]
MoV (") ffii @ Z:g: @ zi:g: @
MCH (Pa) iﬁlﬁ @ :g::i @ iﬁj?ﬁ @)
MCHC (grdL) 2322 @ :gﬁ (4 iﬁ:gg (4)
Platelet (x10%uL) l:ﬁg: @ lﬁgz 4 l;:ig 4
Reficulo (%) l?g: {4 ;zs: "(4) Jjgg *(4)
WBC (x10%pL) 12215? (&) :::: *(4> ifgii t(‘4-)
Differentiation of leukocyte

Neutro (%) lgg? 4 ;;ig 4 lg:g {4)

Lymph (%) :ﬁ: @ ::g: @ Zggg @

Eosino (%) igf: (4) igg 4 igt?g (4)

Baso , (%) :;ii @ tg:g (4) :l:ggs (4)

Mano (%) ;i: (4 ig.ﬁz (4) té;i 4

Luc (%) iéjii @ :t:]j? @ t;:?i @

Vaiues are shown as Mean = S.D..
Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicie 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-dese oral toxicity study in rats
Summary of hematological examinations:Male
- Dose Seven-day treatment
(mg/kg/day) 0 80 400

RBC (x10%uL) lig:: @) 222 (4) ZZ?:: )
Hb (grdL) lﬁig @) _ 13:22 (4) lﬁji? @
Ht (%) igg: (4 :g:;g (4) i?:gg (4)
Mev (L) e @ i::gg (4) zzg @
MCH (=s)) igzg (@ igig (4 lgi: {4
MCHC (o/dL) 202t (& w058 (o 240
Platelet (x10%uL) g?gg (4 32;2 (4 Sggi {4)
Reticuio (%) i:;i @ i?gg @ ll;g T4)
WBC {x10%uL) lfiii @ 122:5: () gg?i *(4)
Differentiation of lzukocyte

Neutro - (%) ;;:;i (4) lig: 4) li:: 4

Lymph (%) " @ oy @ s @

Eosino (%) tg;g ) igﬁ 4 igig: (4)

Baso (%) ﬂ;? ) ig;i ) i;gg 4

Mono (%) iégi @ iéi: 4 igéz @

Luc (%) ;;;g @ igﬁ (4 12112: )

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 8-3 Twénty—eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
- Dose . Fourteen-day treatment
(mighkg/day) 0 80 200

RBC (x10%pL) Qig (4) Zggg (4) ii:i (4
Hb (ardl) e @ cew . ama
Ht %) | ot @ 2212 st
MCV (fL) iijfi @ ifiii (&) 2:2 4
MCH () igﬁgﬁ @ 13125 @ isgg 4
MCHC (grdL) iéﬁf @ 28122 @ igg: T4)
Platelet Ot 0% L) 122?2 (@ l?g;g 4 l?gi? (4)
Reticuio (%) ig;: (&) . jgg 4 li;: T‘r)
WBC (x10%uL) ::z:: @ l:;(:g ) l:g? (4
Differentiation of lsukocyte

Neutro (%) ii;: (@) lggg ) '1'-::? *(4)

Lymph (%) ::Eg (4 2::2 @ ::gg *(4)

Eosino 4(%) tg;g () iggg (4) igﬁ (4)

Baso (%) ig:g @) iﬁgg (4) tgg: @)

Mono (%) ig:gg (4 iéig 4 132:75 *(4>

Luc (%) té?? ‘(4) i&:i 1) t;;? {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 hematologica! examinations:Male
feme Dose Twenty-eight-day treatment
(mg/kg/day) 0 80 400

RBC (x10%pL) :%:g 5) Zii (5) oy *(5)
Hb (g/dL) lg;ﬁ (5) lggi (®) lg:zg )
" (%) e “E @ o
MCV (L) i;?g 5) ifzg (5) ::?: *(5)
MCH (re) ;z;z: (5) liig (5) lig (5
MCHC (grdL) 2232 (5) iﬁ?g (5) iiig TS)
Platelat (x10%uL) Ifif: (5) 1:2?2 (5 1122: (8)
Reticulo (%) ig;; (5) iggf (5 tf?g .(*5)
Hein-B (%) iggg (5) iggg (5) tggg (5)
WBC 0%l liéjii ) l;iii 6 l?iii )
Differsntiation of ieukocyte

Neutro (%) l::: (5) | ::fg (5) l;gi (5)

Lymph (%) 13:15 (5) Eg (5) gi: (5)

Eosino (%) iﬁjﬁi 5) ig:;s ®) igﬁ ®)

Baso (%) iéig (5) tggil {5 ig:z (5)

Mono (%) iﬁ;j ) - iggs ©) 4_-;3; (5)

Luc %) fopegm 02 5 278 6
PT (sec) :jgi 6 lggg ® lg:g (5)
APTT (sec) iiﬁfg (5) i;;g (5) A ii;g {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 blood chemical examinations:Male
Dose - One-day treatment
ltems
(mg/kg/day) 0 80 400
95.0 0.5 87.5
AST (o) +11.9 (4) 8.1 (4) 66 (4)
31.3 275 39.8 *
ALT (o) 6.1 (4) £3.8 (4) +3.3 (4)
1065.0 1012.3 1168.5
ALP o) £232.1 (4) £58.8 (4) +187.8 (4)
9.68 10.68 12.20
BUN (mo/dL) $130 (4)  +145 (4) £3.14 (4)
- 0.115 0.125 0.120
Creatinine (mg/dL) £0.010 (4) £0.013 (4) £0.008 (4)
) 0.085 0.065 0.098 *
T-Bl fd
L (mgfdL) +0.006 (4) £0.013 (4) £0.022 (4)

Vaiues 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<Q.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 blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 80 400
80.0 76.3 86.3
AST () £12.0 (4) 21 (4) 102 (4)
31.3 253 41.8 *
ALT (o) , 4.0 (4) £2.9 (4) 6.7 (4)
B864.5 846.8 856.5
ALP (o) +190.3 (4) +1068.5 (4) $226.9 (4)
8.28 9.05 10.80 *
BUN (mg/dL) £1:88 (4) £0.55 (4) 069 (4)
- 0.150 0.160 0.160
Creatinine (mg/dL) £0.016 (4) £0.008 (4) £0.012 (4)
N 0.073 0.075 0.105 *
T-Bil /dL) . '
(mg/dL) £0.010 (4) £0.008 (4) £0.025 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used far 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 blood chemical examinations:Male
Dose : Fourteen-day treatment
ltems
(mg/kg/day) 0 80 400
65.5 64.5 68.5
AST (un) 4.1 (4) 4.4 (4) 53 (4)
22.0 22.3 34,5 *
ALT (o) +2.4 (4) 2.5 (4) +3.9 (4)
695.0 698.3 667.0
ALP o) +218.6 (4) 1415 (4) +168.2 (4)
' 8.68 8.23 8.30
BUN (mg/dL) £0.76 (4) £0.56 (4) 218 (4)
- 0.183 0.168 0.175
Creatinine (mg/dL) $0.017 (4) £0.025 (4) £0.033 (4)
. 0.088 0.045 * 0.108 =
T-Bil mg/dL.
! (mg/dL) £0.010 (4) £0.010 (4) £0.010 (4)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 104 Twenty-eighi-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Heme Dose Twenty-eight-day treatment
{mg/kg/day) 0 80 400

AST (um) e s0s 43 @
ALT (un) 12:2 ®) iié ) i;i TS)
ALP aun) ;ﬁ?; ) i;;:g ) i:ig )
Che aun) e ®) a8 @ o4 @
V-GTP (UL ot 5) co2e (5) g ®)
T-Cho (mg/dL) .jgé (5) i:;g (5) tg}lz (5)
TG (mg/dL) iz:fi ®) ;;.:Z 5) é:; )
BUN (mg/dL) iﬁﬁf (5) :fg t(5) 13323 (5)
Creatinine (mgidL) iﬁfﬁi (5) tgi:;g? (5) ig'.éz (5
T-Protein (gdL) jjﬂg (5) ﬁ?g (5) ;f?g )
Alburmin (g/dL) ig::g (5) é:gg ®) tﬁigg (5)
AJG ratio ) ig:gii (5) 1—8:222 (5) ﬂ:g:gg: {5)
Glucose {mg/dL) g;? 5). ;:Zi (5) ;;;S {5)
T-BIil (mg/dL) tﬁﬁﬁi (5) tg:ggi ) :g:g?: )
TBA (rmol/L) ;323 (5) éigi (5) 322 )
L (mg/dL) lgig (5)' léiii () 132 (5)
Ca (mg/dL) l$$2 (5) 1325 (5) l?:gg ®)
Na (mEgn) 1::::(5) 1::: 6 11@2 5
K (mEg/L) ig:?g (5) ig::'; (5) i—ng *(5)
cl (mEq/L) ‘if,'zs (5) i?;g (5) :‘13:23 (5)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle conirol at P<Q.01.
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Table 11-1 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 80 400
Liver © 4575 4.765 5.555 *
' s $0.280 (4) $0.179 (4) $0.586 (4)
0.655 0.660 0.630
Heart © £0.056 (4) +0.054 (4) £0.032 (4)
0.685 0.678 0.650
id
Kidney(R) © £0.050 (4) £0.019 (4) +£0.060 (4)
. 0.655 0.680 0.638
Kidney(L) @ £0.048 (4) £0.008 (4) £0.043 (4)
. 0.688 0.700 0.695
Testis(R) © £0.059 (4) £0.016 (4) £0.049 (4)
, 0.675 0.685 0.675
Testis(L) @ £0.061 (4) +0.037 (4) +0.059 (4)
o 0.078 0.078 0.080
Epididymis(R) ©@ £0.005 (4) £0.017 (4) +0.016 (4)
o 0.080 0.078 0.078
Epididymis(L) © £0.008 (4) £0.013 (4) £0.015 (4)
0.075 0.085 0.073
Veniral prostate  (9) +0.025 (4) £0.019 (4) £0.026 (4)
Dorsolateral ‘ © 0.060 0.055 0.060
prostate g +0.008 (4) £0.006 (4) $0.014 (4)
Brain @ 1.775 1.755 1.760
9 £0.111 (4) £0.058 (4) £0.089 (4)
Sojeen @ 0.400 0.425 0.390
P g £0.075 (4) +0.058 (4) £0.059 (4)
Thvmus o) 463.28 483.45 493.78
ym 9 £107.33 (4) £40.13 (4) 5524 (4)
- 4.83 5.58 5.80 *
Pituitary gland (mg) £0.67 (4) £0.31 (4) 024 (4)
. 13.30 12.45 12.65
Thyroid (mg) £2.07 (4) £1.48 (4) 111 (4)
Adranal g 28.03 27.85 29.30
+1.47 (4) £1.21 (4) £217 (4)
. . 131.65 133.65 135.65
Final body weight : '
nal body weight - (q) 253 (4) +5.29 (4) 6.01 (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 11-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absoiute organ weights:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 80 400
L © 6.033 6.753 8.153 =
ver 9 +0.259 (4) +0.365 (4) $0.632 (4)
0.818 0.803 0.818
Heart @ +0.107 (4) £0.028 (4) +0.071 (4)
. 0.860 0.843 0.838
Kidney(R) @ +0.122 (4) £0.061 (4) £0.112 (4)
) ) 0.828 0.863 0.825
Kidney(L) @ £0.149 (4) £0.039 (4) £0.105 (4)
: 0.983 1.018 0.940
Testis(R) © £0.066 (4) £0.040 (4) £0.036 (4)
‘ 0.978 0.995 0.838
Testis(L) @ +0.034 (4) $0.041 (4) +0.075 (4)
_— 0.103 0.118 0.105
Epididymis(R) © £0.010 (4) £0.013 (4) £0.013 (4)
o 0.113 0.125 0.105
Epididymis(L) @ £0.010 (4) £0.013 (4) £0.006 (4)
0.098 0.150 * 0.090
Ventral prostate @ +0.010 (4) £0.036 (4) +0.018 (4)
Dorsolateral @ 0.058 0.085 0.083
prostate g £0.005 (4) £0.017 (4) £0.024 (4)
arain 9 1.845 1.793 1.778
g +0.083 (4) £0.050 (4) +0.057 (4)
Soleen @ 0.495 0.503 0.600
P g £0.050 (4) £0.083 (4) 0122 (4)
—_— ma) 588.40 569.28 536.50
ym g £93.30 (4) +85.63 (4) £36.74 (4)
o 6.45 7.35 6.80
Pituitary giand (mg) +0.93 (4) £0.97 (4) £1.16 (4)
. ’ 10.85 11.33 12.05
Thyroid (mg) £2.79 (4) £1.77 (4) £2.08 (4)
33.63 32.90 38.33
Adrenals m
rena (mg) 5,31 (4) £3.02 (4) £425 (4)
. . 176.20 179.38 170.68
Final bod: ht '
inal body welg © £7.39 (4) +£5.27 (4) £14.79 (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.

-61-



B10-0094

Table 11-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems -
(mg/kg/day) o] 80 400
. 8.383 9.020 12.130 **
ver @ $0.520 (4) +0.766 (4) +1.379 (4)
' 1.065 1.028 0.983
Heart @ £0.111 (4) £0.071 (4) £0.102 (4)
. 1.058 1.020 1.083
Kidney(R) @ £0.116 (4) £0.070 (4) - £0.111 (4)
] 1.008 0.988 © 1.018
Kidney(L) C) £0.109 (4) £0.059 (4) +0.102 (4)
. 1.293 1.268 1.380
Testis(R) @ +0.162 (4) £0.039 (4) £0.115 (4)
. 1.290 1.255 1.358
Testis(L) @ £0.158 (4) £0.051 (4) £0.132 (4)
N 0.183 0.165 0.168
Epididymis(R) @ £0.029 (4) £0.024 (4) +0.013 (4)
T 0.185 0.148 0.170
Epididymis(L) @ £0.037 (4) +0.017 (4) £0.014 (4)
‘ 0.225 0.220 0.183
Ventral prostate @ +0.045 (4) £0.056 (4) £0.031 (4)
Dorsolateral @ 0.145 0.130 0.165
prostate g +0.030 (4) +0.014 (4) +0.039 (4)
Brain 9 1.820 1.933 1.813
8 +0.097 (4) £0.029 (4) £0.045 (4)
Soen () 0.610 0.595 1.088 =
P 9 £0.142 (4) £0.053 (4) +0.217 (4)
Thvirus ) 646.83 697.65 563.20
Y ' g £70.93 (4) £131.94 (4) . +190.58 (4)
o 7.85 8.43 8.65
Pituitary gland (mg) £0.71 (4) £1.03 (4) +0.93 (4)
, 15.33 16.05 17.20
Thyroid (mg) +0.66 (4) £1.22 (4) +1.24 (4)
40.18 4115 4415
Adrenal
renais (mg) +4.35 (4) £3.82 (4) £6.79 (4)
. , 237.35 233.53 235.18
Final bod ht
inal body weight ~ (9) +11.49 (4) +12.26 (4) +20.90 (4)

Values are shown as Mean = S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 114 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 80 400
U 11.274 11.550 13.022
ver © +1.313 (5) +1.840 (5) +1.691 (5)
1.350 1.226 1.142
Heart @ +0.159 (5) +0.132 (5) +0.186 (5)
. 1.368 1.294 1.206
Kidney(R) @ +0.082 (5) +0.103 (5) £0.125 (5)
. 1,334 1310 1.194
Kidney(L) @ £0.137 (5) +0.157 (5) +0.123 (5)
‘ 1.554 - 1.698 1616
Testis(R) © £0.108 (5) +0.263 " (5) +0.088 (5)
: 1.590 1.582 1.582
Testis(L) @ 0122 (5) £0.075 (5) £0.106 (5)
— 0.340 0.368 0.342
Epididymis(R) @ £0.025 (5) £0.018 (5) +0.033 (5)
S 0.352 0.364 0.332
Epididymis(L) @ 0.030 (5) £0.015 (5) +0.037 (5)
0.332 0.322 0.264
Ventral prostate  (g) £0.026 (5) £0.029 (5) +0.077 (5)
Dorsolateral @ 0.296 0.300 0.232 *
prostate g +0.055 (5) +0.032 (5) £0.016 (5)
Seminal vesicle @ 0.820 0.832 0.718
9 £0.118 (5) £0.101 (5) £0.182 (5)
Brain @ 2.012 1.954 1.896 *
g +0.068 (5) +0.038 (5) +0.071 (5)
Soleen @ 0.716 0.686 0.870
P g £0.146 (5) £0.120 (5) 0.252 (5)
— mg) 542 26 490.78 538.70
4 g £80.90 (5) £107.04 (5) £54.31 (5)
o 10.84 1036 8.86 *
Piuitary gland (mg) £0.84 (5) £131 (5) £1.04 (5)
. 16.28 2238 * 17.32
Thyroid (mg) +4.89 (5) 225 (5) £1.78 (5)
53.10 47.94 50.86
Adrenal
enas (mg) £8.65 (5) 5,56 (5) 452 (5)
. , 347.00 326.86 293.18 *
Final body weigh '
inal body weight  (g) 29,54 (5) £29.46 (5) £30.07 (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 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
It Dose One-day treatment
ems
(mgfkg/day) 0 80 © 400
. 3.475 3.565 4.000 *
Liver (9/100g) 0471 (4) £0.024 (4) £0.339 (4)
0.500 0.495 0.465
Heart (¢/100g) £0.042 (4) £0.033 (4) £0.025 (4)
) 0.523 0.508 0.480
Kidney(R) (¢/100g) +0.033 (4) £0.022 (4) £0.050 (4)
. 0.498 0.510 0.470
Kidney(L) (6/100g) £0.030 (4) £0.018 (4) £0.028 (4)
. 0.523 0.523 0.513
Testis(R) (¢/100g) £0.041 (4) £0.024 (4) £0.025 (4)
. 0.510 0.513 0.498
Testis(L) (¢/100g) £0.045 (4) £0.038 (4) £0.028 (4)
o 0.058 0.058 0.060
Epididymis(R) (6/100g) +0.005 (4) +0.017 (4) +0.008 (4)
o : 0.060 0.060 0.055
Epididymis(L) (9/100g) £0.008 (4) £0.008 (4) £0.010 (4)
0.055 0.065 0.055
Ventral prostate  (g/100g) £0.017 (4) +0.013 (4) £0.017 (4)
Dorsolateral (g/100g) 0.048 0.043 0.043
prostate 9/19% £0.005 (4) £0.005 (4) £0.010 (4)
. 1.350 1.315 1.300
Brain (0/100g) £0.095 (4) £0.047 (4) £0.106 (4)
0.303 0.318 0.290
Spleen _ (6/1009) £0.054 (4) £0.040 (4) £0.044 (4)
351.10 362.23 363.50
Thymus (mg/100g) £77.38 (4) £34.55 (4) £30.23 (4)
- 3.68 418 428 %
Pituitary gtand (mg/100g) £0.50 (4) £0.10 (4) $0.22 (4)
. 10.13 9.33 9.35
Thyroid (mg/100g) £1.60 (4) £1.17 (4) £1.03 (4)
21.30 20.85 . 21.63
Adrenal 1100
renais (mg/100g) £0.98 (4) £0.95 (4) £1.94 (4)
, . 131.65 133.65 135.65
I body weight
Final body weight (g £2.53 (4) 5.29 (4) 6.01 (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 12-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
It Dose Seven-day treatment
ems
(mg/kg/day) 0 80 400
) ‘ 3.425 3.765 = 4783 *
Liver (9/100g) £0.080 (4) $0.120 (4) $0.143 (4)
0.463 0.448 0.480
Heat (g/100g) £0.047 (4) £0.013 (4) +0.008 (4)
. 0.485 0.470 0.490
Kidney(R) (¢/100g) +0.054 (4) £0.018 (4) £0.028 (4)
. 0.468 0.480 0.485
Kidney(L) (9/100g) £0.071 (4) £0.014 (4) £0.031 (4)
. 0.555 0.565 0.553
Testis(R) (g/100g) £0.031 (4) £0.017 (4) £0.061 (4)
. 0.555 0.558 0.553
Testis() (g/1009) £0.017 (4) £0.017 (4) +0.077 (4)
S 0.058 0.085 0.063
Epididymis(R) (9/100g) +0.005 (4) +0.006 (4) £0.010 (4)
o 0.065 0.068 0.080
Epididymis(L) (g7100g) £0.006 (4) £0.010 (4) +0.008 (4)
0.055 0.083 * 0.055
Ventral prostate  (g/100g) £0.006 (4) £0.021 (4) £0.013 (4)
Dorsolateral (9/100g) 0.033 0.045 0.048
prostate gr1toe +0.005 (4) £0.010 (4) £0.013 (4)
‘ 1.048 0.998 1,048
Brain (g/100g) +0.062 (4) £0.017 (4) £0.088 (4)
0.280 . 0.280 0.348
Spleen (0/100g) £0.029 (4) +0.042 (4) £0.042 (4)
332.78 318.40 316.75
Thymus (mg/100g) £41.12 (4) £55.27 (4) 4114 (4)
- 3.63 4.08 3.98
Pituitary gland (mg/100g) £0.45 (4) 10.45\(4) : £0.43 (4)
‘ 6.10 §.30 7.08
Thyroid (mg/100g) 135 (4) £0.83 (4) +0.87 (4)
19.23 18.40 22.48
Adrenals (mg/100g) £3.89 (4) £2.15 (4) £1.72 (4)
. ‘ 176.20 179.38 170.68
Final body weight
inal body weig © +7.39 (4) +5.27 (4) +14.79 (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 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
ltern Dose Fourteen-day treatment
ems -
(mg/kg/day) 0 80 400
. 3.533 3.860 5.153 *
Liver (6/100g) £0.100 (4) £0.255 (4) £0.289 (4)
0.448 0.440 0.418
Heart (9/100g) £0.028 (4) £0.026 (4) £0.013 (4)
. 0.443 0.438 0.453
Kidney(R) (6/100g) £0.030 (4) £0.039 (4) £0.053 (4)
. ' 0.425 0.423 0.435
Kidney(L) (9/1009) £0.025 (4) £0.013 (4) £0.045 (4)
. 0.543 0.540 0.590
Testis(R) (¢/100g) £0.051 (4) +0.018 (4) £0.054 (4)
. 0.543 0.538 0.580
Testis(L) (gr100g) £0.046 (4) £0.010 (4) £0.064 (4)
S 0.075 0.070 0.073
Epididymis(R) (o/100g) £0.010 (4) £0.008 (4) +0.010 (4)
T 0.078 0.085 0.070
Epididymis(L) (e100g) £0.013 (4) £0.006 (4) £0.014 (4)
0.095 0.098 0.083
Ventral prostate  (¢/100g) £0.017 (4) £0.024 (4) £0.017 (4)
Dorsolateral (g/100g) 0.060 0.055 0.073
prostate 91tk +0.012 (4) £0.010 (4) $0.017 (4)
. 0.810 0.833 0.775
Brain (g7100g) £0.049 (4) £0.056 (4) +0.068 (4)
0.253 0255 0.460 =
Spieen (g7100g) $0.051 (4) £0.013 (4) +0.071 (4)
27268 300.38 238.28
Thymus (mg/100g) 28.65 (4) £64.83 (4) £78.02 (4)
L 3.30 3.63 3.68
Pituitary gland (mg/100g) 027 (4) 039 (4) £0.29 (4)
. 6.45 6.88 7.33 *
Thyroid (mg/100g) 024 (4) +0.43 (4) £0.43 (4)
16.83 17.63 18.68
d
Adrenals (mg/100g) £1.24 (4) +0.94 (4) £1.48 (4)
. . 237.35 233.53 235.18
dy weight '
Final body weight  (g) £11.49 (4) £12.26 (4) £20.90 (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 124 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 80 400
, 3.044 3518 4.436 *
Liver (g/100g) +0.147 (5) +0.246 (5) +0.273 (5)
' 0.388 0.376 0.388
Heart (97100g) £0.019 (5) £0.015 (5) £0.023 (5)
. 0.394 0.398 0.412
Kidney(R) (a7100g) £0.017 (5) +0.016 (5) £0.028 (5)
. 0.386 0.400 0.408
Kidney(L) (6/100g) £0.015 (5) £0.016 (5) £0.030 (5)
. 0.450 0.526 0.556
Testis(R) (g/100g) +0.024 (5) £0.123 (5) £0.073 (5)
. , 0.458 0.488 0.544
Testis(L) (0/100g) +0.031 (5) +0.048 (5) £0.080 (5)
- 0.098 0.118 * 0.118 *
Epididymis(R) (0/1009) £0.004 (5) £0.013 (5) £0.016 (5)
N 0.102 0.112 0.114
Epididymis(L) (9/1009) +0.004 (5) +0.013 (5) £0.015 (5)
0.094 0.098 0.088
Ventral prestae  (9/1009) £0.011 (5) £0.016 (5) £0.023 (5)
Dorsolateral (g/100g) 0.086 0.092 0.080
prostate givee +0.022 (5) £0.018 (5) £0.000 (5)
. . 0.236 0.256 0.246
Seminal vesicie (g/100g) £0.038 (5) +0.036 (5) £0.057 (5)
. 0.584 0.600 0.652
Brain (6/1009) £0.052 (5) £0.058 (5) £0.056 (5)
0.206 0.212 0.328 =
Spleen (g/100g) £0.031 (5) +0.036 (5) +0.070 (5)
155.86 150.70 184.10
Thymus (mg/100g) +14.06 (5) £34.59 (5) £11.06 (5)
. 3.16 3.18 3.04
Pituitary gland {mg/100g) £0.50 (5) 037 (5) 034 (5)
) 4.62 6.88 = 5.94
Thyroid (mg!100g) £1.12 (5) £0.93 (5) +0.57 (5)
15.28 14.74 17.44
Adrenal mg/100
renais (mg/100g) . £1.94 (5) +1.86 (5) £1.91 (5)
Final body weight  (a) 347.00 326.86 293.18
£20.54 (5) £29.46 (5) +30.07 (5)

Vaiues 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 13-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 80 400  (mg/kg/day)
ss ss SS
_ 4% 4 4
No abnormalities detected 4
Liver
Enlargement 0 0 1

ss, scheduled sacrifice animal.
a) Number of animals examined,
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Table 13-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Seven-day treatment

Male
Findings 0 80 400 (mg/kg/day)
ss ss ss
4% 4 4
No abnormalities detected 3
Liver
Enlargement . 0 0 4
Kidney
Pelvic dilatation, unilateral 1 0 0
Spleen
Blackish change 0 0 4

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 13-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen-day treatment

Male
Findings » 0 80 400  (mg/kg/day)
SS sS sS
4® 4 4
No abnormalities detected 4 0
Liver
Enlargement 0 0 4
Spleen
Blackish change 0 4
Enlargement o o

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 13-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 80 400  (mg/kg/day)
ss ss SS
52 5 5
No abnormalities detected 5 4 0
Liver
Enlargement 0 0 5
Spleen
Blackish change 0 0 5
Enlargerner-;{ ........... 0o 0 ‘4 --------------------
Pituitary gland
Cyst 0 1 1

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 14-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: One-day treatment

Male
Findings 0 80 400  (mg/kg/day)
SS sS ss
4 4 4
Liver
Noabnormalties detected  4M4Y 44 04 e,
Ground glass appearance/
!_-h_a_p_atoc?fte/Per?gortat ] 0/4 04 24 N
‘Hypertrophy/Hepatocyte/Periportal ~ + 04 o4 a4 T
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.
+, slight.
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Table 14-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings ~ Grade 0 80 400  (mg/kg/day)
ss ss sS
4 4 4
Liver
No abnormalities detected 4a” %4 04
Ground glass appearance/
Hepat;jc?rte/DiﬁEZe " * o4 0/4 4/4
Hypertrophy/Hepatocyte/Diffuse  +  0/4 | Y aa T
Necrosis/Hepatocyte/Focal v o s 24
Kidney
No abnormalities detected 3./4 — 44
Dilatation/Pelvis 4+ 14 T s T
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 abnormaiities detected i 4/4 4/4 0/4 ) L
‘Congestion + s T 7 ag 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 14-3 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 80 400  (mg/kg/day)
SsS ss ss
4? 4 4
Liver :
Noabnormalities detected 44 34 04 e,
Ground glass appearance/ L 04 74 24
Hepatocyte/Diffuse 4 0/4 0/4 2/4
. + 0/4 1/4 1/4
Hypertrophy/Hepatocyte/Diffuse e G P S
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
Noabnommaliiesdetected AT s S .. S
: + 0/4 1/4 o4
Congestion e e e
. SO 04 . Y4 e,
Deposit, hemosiderin 0/4 0/4 3/4
Inflammation/Capsule £ o4 o4 28 T
Thymus
No abnormailities 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 14-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 80 400  (mg/kg/day)
ss ss ss
52 5 5
Trachea :
No abnormalities detected 5/5°) — 515
Lung
No abnormalities detected 5/5 — 5/5
Submandibutar gland
No abnormailities detected 5/5 — 5/5
Forestomach
No abnormalities detected 5/5 -— 5/5
Glandutar 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 abnormaiities 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 55 — 5/5
Liver
[No abnormalifies detected ... S . A U5 e,
Ground glass appearance/ Ly s o5 M
Hepatocyte/Centrilobular 4 0/5 0/5 1/5
Ground glass appearance/
Hepstooyenituse A
Hypertrophy/Hepatocyte/ L os 05 ... 25
Centrilobular ++ 0/5 0/5 2/5
‘Hypertrophy/Hepatocyte/Diffuse “+ o’ s s T
Microgranuloma T s s T
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.
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Table 14-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 80 400  (mg/kg/day)
Ss 5S ss
52 5 5
Kidney
No abnormalities detected 5/5") — 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
Coagutating gland
No abnormaiities detected 5/5 -— 55
Seminal vesicle
No abnormalities detected 5/5 — 5/5
Spinal cord
No abnormalities detected 5/5 - 5/5
Sciatic nerve
No abnormalities detected 5/5 - 5/5
Bone marrow
No abnormalities detected 5/5 — 5/5
Axillar tymph node
No abnormalities detected 5/5 — 5/5
Mesenteric lymph node
No abnormalities detected 5/5 — 5/5
Spleen
Noabnommalifies detected ... 5 55 0B
. + 0/5 o5 s T
Congestion e
LA ST SO s S e,
Deposit, hemosiderin .. s o5 ... e,
migzloezo1e5|s, extramedullary, /5 05 2/5
Thymus
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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Table 14-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 80 400  (mg/kg/day)
ss SS ss
53 5 5
Thyroid
No abnormalities detected 5/5°) — 515
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.
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Appendix 1-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals
0 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
19 2,3, 4,
y 5.6.7,8, g' ?bzﬁ’ 910,11, 43 44 15, 13,14, 15
No abnormalities detected Male 9,10, 11 o aa 12,13, 14, T T
o 12, 13, 14, 16,17 16,17
12,13, 14, 15 16. 17 15,16, 17
15, 16, 17 T

a) Animal number.
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Appendix 1-2 Twenty-eight-day repeated-dose aral toxicity study in rats
Clinical signs of individual animals
80 mg/kg/day

B10-0094

Administration period

Signs Sex 1 2-7 8-14 15-21 22-28 (day)
a)
18719,20, 55 93 04,
21,22, 23,
24,25, 26 25,26, 27, 28, 30, 32
No abnormalities detected Male e 28, 289, 30, o 30, 33 30, 34
27,28, 29, 33,34
31, 32, 33,
30, 31, 32, 34
33,34
Yeliow-orange urine Male 26, g: 29, 31,32,34 31,32,33

a) Animal number.
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Appendix 1-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals

B10-0094

400 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
35, 36, 37,
38, 39, 40,
" 41,42, 43,
No abnormalities detected Male 44, 45 46, 45
47,48, 49,
50, 51
Salivation (just before dosing) Male 47
L . L 39,40, 42, 43, 44,45,
Salivation (disappeared within Male 43,44, 46, 46, 47 48 47,48, 49, 47, 48, 49,
15 minutes after dosing) 47, 48, 49, ot 50, 51 50, 51
49, 50, 51
50, 51
40,43, 44, 43, 44,45,
Eig:ii;ii spontaneous Male 46, 48, 49 46, 47 48, 475,; 0485;149, 475, 0485,’149,
50, 51 49, 50, 51 ’ !
43, 44, 45
. 39, 41, 43 A 47,48, 49 47,48, 49
Yellow-orange urine Male A e 46, 47, 48, e o,
48, 50, 51 49, 50, 51 50, 51 50, 51
Decreased respiratory rate Male 48, 47
Soft stool Male 49, 51 50, 51

a) Animal number.
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Appendix 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Predosing)

Dose . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 0 0
14 0 0
0 15 0 0
16 0 +1
17 0
30 0
31 0 +1
Male - 80 32 +1 : 0
33 0
34 0 0
47 0 +1
48 0 0
400 49 +1 +1
50 +1
51 o
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Appendix2-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 1)

Dose . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 0 0o
14 0 0
0 15 0 0
16 0 0
17 0 0
30 0 0
31 0 +1
Male 80 32 0 0
33 0 0
34 0 0
47 0 +1
48 0 0
400 49 0 0
50 0 0o
51 0 0
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Appendix 2-3 ~ Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

Dose . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization

13 0 0
14 0 ' 0
0 15 0 0
16 0 +1
17 0 0
30 0 0
31 0 0
Male 80 32 0 0
' 33 -1 0
34 0 0
47 0 +1
48 0 0
400 49 0 +1

50 0

51 0

-83-



B10-0094

Appendix 2-4  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

Dose . . Removal from cage
Sex Animal No.
(mg/kg/day) - Ease of removal  Vocalization
13 0 0
14 0 0
0 15 0 0
16 0 0
17 -1 0
30 0 0
31 0 +1
Male 80 32 0 0
33 0 ] +1
34 0 0
47 0] +1
48 0 0
400 49 -1 0
50 0 0
51 0 0
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Appendix 2-5  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

Dose . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 0 0
14 0 0
0 15 0 0
16 0 0
17 -1 0
30 0 0
31 0 +1
Male 80 32 0 +1
33 0 0
34 0 0
47 0 +1
48 0 0
400 49 -1 0
50 0 0
51 0
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Appendix 2-6

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

Detailed clinical observations of individual animals (Predosing)

B10-0094

Sex

Dose
(mg/kg/day)

Animal No.

Handling observations

Muscle

tone

Subnormal Piloerection  Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

80

30
31
32
33
34

400

47
48
49
50
51

o 0O 0O O 0Ol 0o OO Oj0 © O O
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Appendix 2-7

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

Detailed clinical observations of individual animals (week 1)

B10-0094

Sex

Dose
(mg/kg/day)

Animal No.

Handling observations

Muscle

tone

Subnormal Piloerection  Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

30
31
32
33
34

400

47
48
49
50
51

O 0O 0O 0o olo o o O Ol ©O O O
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Appendix 2-8

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

Detailed clinical observations of individual animals (week 2)

B10-0094

Sex

Dose
(mg/kg/day)

Animal No,

Handling observations

Muscle
fone

Subnormal Piloerection Staining
temperature

hair

Unkempt Paleness Reddening
hair

Male

13
14
15
16
17

30
31
32
33
34

400

47
48
49
50
51

O 0O 0O 0O 0|l 0 0O o0 Ol O O o o
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Appendix 2-9

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

Detailed clinical observations of individual animals (week 3)

B10-0094

Sex

Dose
(mg/kg/day)

Animal No.

Handling observations

Muscle

tone

Subnormal Piloerection Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

80

30
31
32
33
34

400

47
48
49
50
51

O 0O 0 0O O0O|l0O0O OO Oj]0O O O O
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Appendix 2-10  Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 4)

B10-0094

Sex

Dose
(mg/kg/day)

Animal No.

Handling observations

Muscle

tone

Subnormal Piloerection Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

30
31
32
33
34

400

47
48
49
50
51

o 0o 0o o olo o o o oclo o o o
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Appendix 2-11  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Predosing)

Handling observations

Sex Dose Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation Secretion
(mg/kg/day) size

13 - - -

14 - - -

0 15 - - -

16 - - -

17 - - -

30 - - -

31 - - -

Male 80 32 - - -

33 - - -

34 - - .

47 - - Co.

48 - - -

400 49 - - -

50 - -

51 - - -

(o)
'
'

O 0O 0O 0O 0oOjlo O O O Ojo O O O
'
'
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Appendix 2-12  Twenty-eight-day repeated-dose oral foxicity study in rats
Detailed clinical observations of individual animals (week 1)

Handling observations
Sex Dose Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation Secretion
(mg/kg/day) size
13 - - - 0
14 - - -
0 15 - - -
16 - - -
17 - - -
30 - - -
31 - - -
Male 80 32 - -
33 - - -
34 - - -
47 - ‘ - -
48 - - -
400 49 - -
50 - - -
51 - - -

¥

0O 0O O 0O 0Ol 0O O O O|lo O O O
[
1
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Appendix 2-13  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

Handling observations
Sex Dose Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation Secretion -
(mg/kg/day) size
13 - - - 0
14 - - -
0 15 - - -
16 - - -
17 - - -
30 - - -
31 - - -
Male 80 32 - -
‘ 33 - - -
47 - - -
48 - - -
400 49 - - -
50 - - -
51 - - -

]
O O 0O O 0Ol O O O Ol O O O
1
1
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Appendix 2-14  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

Handling observations

Sex Dose Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation Secretion
(mg/kg/day) size

13 - - - 0
14 oo - -
0 15 - - -
.16 - - -
17 . - - -
30 - - -
31 - - -
Male 80 32 - - -
33 - - -
34 - - -
47 - - -
48 - - -
400 49 - - -
50 - - -
51 - - -

O 0O © 0O olo o © O OjOo O O O
1
[
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Appendix 2-15  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

Handling observations
Sex Dose Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation Secretion
(mg/kg/day) size
13 - - - 0 -
14 - - -
0 15 - - -
16 - - -
17 - - -
30 - - -
31 - - -
Male 80 32 - - -
33 - - -
34 - - -
47 - - -
48 - - -
400 49 - - -
50 - - -
51 - - -

o 0o ¢ 0 olo o o 0 Ol © O O
[
1
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Appendix 2-16  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Predosing)

Observations in arena
Sex Dose Animal No.’ 'Posture Motor . Respiration Lid Gait

(mg/kg/day) activity ' closure
13 0

14

0 15

16

17

30

31

Male 80 32
33

34

47

48

400 49

50

51

O 0O 0O 0O 0Oj0O O 0O O Ol O ©O ©o O
O O 0O O oOjlo o o O ol O O ©o
o 0O 0O 0O OO0 O O O Ol O © O O
'
1
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Appendix 2-17  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 1)

Observations in arena
Sex Dose Animal No.  Posture Motor  Respiration Lid Gait

(mg/kg/day) activity closure
13 0

14

0 15

18

17

30

31

Male 80 32
33

34

47

48

400 49

50

51

0O 0O O 0O Do 0 O 0O 0|0 ©O © O O
O 0O 0O 0O 0Ol OO0 O 0Ojo © © O
0O 0O 0O 0O 0Ol O 0O 0O OO © © O O
1
t
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. Appendix 2-18  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

Sex

Dose
(mg/kg/day)

Animal No.

Observations in arena

Posture

Motor  Respiration

activity

Lid

closure

Gait

Male

13
14
15
16
17

0

30
31
32
33
34

400

47
48
49
50
51

O 0O 0O 0O 0Ol o O O 0Ojo O O o O

0O 0O 0O 0O 0Oj0o O 0O 0O OO © © O

O 0O 0O 0O 0Ol O O 0O Ojo O O o o
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Appendix 2-19  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

Observations in arena

Sex Dose Animal No.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
13 0 0 0 - -
14 0 0 0 - -
0 15 0 +1 0 - -
16 0 0 0 - -
17 0 0 0 - -
30 0 0 0 - -
31 0 0 0 - -
Male 80 32 0 0 0 - -
33 0 -1 0 - -
34 0 -1 0 - -
47 0 0 0 - -
48 0 0 0 - -
400 49 0 -1 0 - -
50 0 0 0 - -
51 0 0 - -
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Appendix 2-20 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

Observations in arena

Sex Dose Animal No.  Posture Motor  Respiration Lid Gait-
(mg/kg/day) activity closure
13 0 0 0 - - -
14 0 0 0 - -
0 15 0 +1 0 - -
16 0 0 0 - -
17 0 0 0 - -
30 0 0 0 - -
31 0 0 0 - -
Male 80 32 0 0 0 - -
33 0 0 0 - -
34 0 0 0 - -
47 0 0 0 - -
48 0 0 0 - -
400 49 0 -1 0 - -
50 0 0 0 - -
51 0 0 0 - -

- 100 -



Appendix 2-21

Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Predosing)

Observations in arena

B10-0094

Sex Dose Animal No. Tremorftwitch/ Defecation  Urination Stereotypic Abnormal
(mg/kg/day) convulsion  (count/min) (count/min) behavior  behavior

13 0 0 3 - -

14 0 2 4 - -

0 15 0 0 3 - -

16 0 -0 0 - -

17 0 0 0 - -

30 0 0 0 - -

31 0 0 0 - -

Male 80 32 0 0 2 - -

33 0 0 1 - -

34 0 0 0 - -

47 0 0 1 - -

48 0 0 0 - -

400 49 0 0 0 - -

50 0 0 6 - -

51 0 0 1 - -
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Appendix 2-22  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 1)

Observations in arena
Sex Dose Animal No. Tremor/twitch/ Defecation  Urination Stereotypic Abnormal

(mg/kg/day) convulsion  (count/min) (count/min) behavior  behavior
13 0 0 1 -

14

0 15

16

17

30

31

Male 80 32
33

34

47

48

400 49
50

51

o 0o 0o 0o ojlo o o o ojlo 0o o O
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Appendix 2-23  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

Observations in arena

Sex Dose Animal No. Tremorftwitch/ Defecation  Urination Stereotypic Abnormal
(mg/kg/day) convulsion  (count/min) (count/min) behavior  behavior

13 0 0 - -

14 0 1 8 - -

0 15 0] 0 1 - -

16 0 0 0 - -

17 0 0 0 - -

30 0 0 0 - -

31 0 1 0 - -

Male 80 32 0 0 1 - -

33 0 0 0 - -

34 0 0 10 - -

47 0 o 2 - -

48 0 1 10 - -

400 49 0 4 1 - -

50 0 0 3 - -

51 0 1 4 - -

B10-0094

- 103 -



Appendix 2-24  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

Sex

Dose
(mg/kg/day)

Animal No. Tremorftwitch/ Defecation

Observations in arena

convulsion

Urination

(count/rﬁin) (count/min)

Stereotypic Abnormal

behavior

behavior

B10-0094

Male

13
14
15
16
17

0

0

30
31
32
33
34

400

47
48
49
50
51

O 0O 0O O 0Oj0oO O O O Ol © © O
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Appendix 2-25 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

Observations in arena
Sex Dose Animal No. Tremor/twitch/ Defecation  Urination Stereotypic Abnormal

(mg/kg/day) convulsion  (count/min) (count/min) behavior  behavior
13 0 0 0 - -
14
0 15
16
17
30
31
Male 80 32
o 33
34
47
48
400 49
50
51

o o o o olo oo o ojlo o o o
O o N OOl OO0 © Ol o o O
N O - O O|ld OO 2 OlO O O =
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L}
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Appendix 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Reflex of individual animals (week 4)

Sensorimotor function
Sex Dose Animal No. Approach contact/  Pinna Pain response Pupillary  Air righting
(mg/kg/day) touch response  response (tail pinch) reflex reflex
13 0 0 0
14
0 15
16
17
30
. 31
Male 80 32
33
34
47
48
400 49
50
51

+

o 0O 0 0O 0olo o o o ol o o O
©O 00 o0 olo o oo o|jo o © ©
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Appendix 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Grip strength of individual animals (week 4)
Sex Dose  Animal No. Forelimb (g) Hindlimb (g)
(mg/kg/day) Trial1 Trial2 Mean Tral1 Tral2  Mean
13 431 372 402 347 472 410
14 475 486 481 441 414 428
0 15 443 464 454 487 445 466
' 16 438 386 412 384 377 381
17 426 395 411 485 446 466
30 502 488 485 451 420 436
31 401 472 437 456 420 438
Male 80 32 4486 444 445 478 373 426
33 439 367 403 417 347 382
34 397 429 413 422 401 412
47 428 401 415 425 412 419
48 387 350 369 407 365 386
400 49 423 503 463 - 445 350 398
50 329 382 361 376 476 426
51 464 494 479 454 445 450
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Appendix 5 Twenty-eight-day repeated-dose oral toxicity study in rats
Motor activity of individual animals (week 4)

Sex Dose Animal No. interval (min)
(mg/kg/day) 0-10  10-20  20-30  30-40  40-50 50-60  Total
13 224 50 0 4 4 1 283
14 165 29 - 3 0 0 1 198
0 15 153 53 61 39 29 31 366
16 226 67 39 3 7 80 422
17 52 43 37 4 0 1 137
30 130 72 40 34 93 56 425
31 83 80 4 39 ' 0 206
Male 80 32 212 35 92 2 2 343
33 14 7 0 16 0 39
34 1 129 17 0 0 2 149
47 119 13 0 12 37 0 181
48 201 57 114 135 81 76 664
400 49 103 140 70 0 11 51 375
50 106 4 0 2 0 10 122
51 32 142 26 8 1 0 209
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Appendix 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group One-day treatment

Dose (mg/kg/day) 0

Animal No. 1 2 3 4

Administration

. 1 133.6 1423 145.2 148.1
period

14 - - —

21 — — —

28 —_— —_ _
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Appendix 62 Twenty-eight-day. repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Seven-day treatment
Dose (mg/kg/day) 0
Animal No. 5 6 7 8
Administration 141.7 139.0 151.8 149.8
period
3 “157.0 154.6 163.8 170.3
7 191.4 182.2 2021 199.6
14 — — — —
21 — — — —
28 — — —
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Appendix 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group " Fourteen-day treatment
Dose (mg/kg/day) 0
Animal No. 9 10 11 12
Administration 139.1 145.0 146.3 150.4
period
3 150.1 163.0 163.1 169.9
7 187.2 196.4 196.1 205.4
14 240.4 255.8 270.6 271.1
21 — — - —
28 —_— — .
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Appendix 6-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 0
Animal No. 13 14 15 16 17
Administration 1347 144.4 149.0 148.0 1547
period .
3 152.4 164.0 164.0 163.8 168.4
7 184.8 196.8 200.6 201.6 2122
14 233.1 2543 262.9 272.3 277.3
21 278.2 304.1 3316 340.2 338.2
28 317.5 359.3 382.6 399.1 380.6
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Appendix 6-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group One-day treatment

Dose {mg/kg/day) 80

Animal No. 18 19 . 20 21

Administration

. 1 1421 144.4 148.4 150.0
period .

14 — — —_

21 — — —_

28 — —_ —_
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Appendix 6-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male
Group Seven-day treatment
Dose (mg/kg/day) 80
Animal No. 22 23 24 25
Administration 4 1406 148.8 148.2 1511
period
3 155.8 161.7 161.0 166.6
7 183.2 197.6 185.7 205.8
14 — — — -
21 — - — —
28 - — —
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Appendix 8-7 Twenty-eight-day repeated-dose oral foxicity study in rats
Body weights of individual animals (g) : Male

Group Fourteen-day treatment
Dose (mg/kg/day) 80
Animal No. 26 27 28 29
Administration 1345 144.0 1454 151.4
period
3 151.1 - 159.1 163.0 170.0
7 181.7 189.4 2001 - 212.1
14 245.5 257.2 252.3 273.4
21 — — — —
28 — —_ —_ —
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Appendix 6-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals {(g) : Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 80
Animal No. 30 31 32 33 34
Administration 1435 142.9 152.2 149.4 155.5
period :
3 156.9 153.7 168.9 165.6 167.2
7 189.5 186.0 210.0 200.4 200.5
14 255.6 2325 277.4 252.3 260.6
21 309.5 279.0 338.1 287.6 316.6
28. 351.0 315.4 387.8 310.9 361.3
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Appendix 6-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group One-day treatment

-Dose (mg/kg/day) 400

Animal No. 35 36 37 38

Administration

. 1 1402 144.6 146.2 151.0
period R

14 — - — —

21 - — — —
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Appendix 6-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals {g) : Male

Group Seven-day treatment
. Dose (mg/kg/day) 400
Animal No. 39 40 41 42
Administration 4 140.0 147.4 150.5 146.1
period
3 123.4 160.3 158.5 163.5
7 165.0 198.0 196.4 200.1
14 — — — —
21 — — — —
28 — - —
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Appendix 6-11 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Fourteen-day treatment
Dose (mg/kg/day) 400
Animal No. 43 44 45 46
Administration 143.4 141.7 153.3 151.9
period
3 154.5 156.3 164.6 158.1
7 183.1 189.4 207.1 205.7
14 2333 252.7 275.2 283.1
21 — — — —
28 — — — —

- 119 -



B10-0094

Appendix 6-12 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 400
Animal No. 47 - 48 49 50 51
Administration 4 139.1 140.0 147.5 149.1 154.3
period
3 149.1 140.3 159.0 162.0 158.9
7 174.8 167.0 186.5 198.5 192.5
14 218.5 2145 2417 260.0 250.3
21 256.4 255.6 296.6 306.4 306.7
28 283.4 284.0 336.3 342.9 337.3
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Appendix 7 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0094
Food consumption of individual animals (g/rat/day)
Sex Dose Animal No. Administration period
(mg/kg/day) 1 3 7 14 21 28 (days)
5 19.26 20.36 22.08 - - -
6 17.51 19.52 20.93 - - -
7 2415 21.26 24.66 - - -
8 22.07 23.20 22.85 - - -
9 19.00 17.61 21.77 21.54 - -
10 20.19 21.13 22.04 2212 - -
0 11 20.40 20.19 22.35 28.05 - -
12 20.95 22.10 24.77 25.71 - -
13 17.92 20.01 20.02 20.68 19.75 19.69
14 18.50 21.26 23.76 24.25 21.66 2452
15 19.27 19.89 23.06 23.39 2523 24,98
16 21.03 20.13 23.85 25.37 26.51 27.29
17 21.53 20.75 24.85 2475 24.76 24.683
22 18.00 18.47 22.90 - - -
23 21.34 19.30 22.16 - - -
24 21.43 20.86 22,66 - - -
25 20.75 20.52 23.63 - - -
26° 16.54 18.31 2045 21.61 - -
27 18.73 20.33 23.186 24.00 - -
Male 80 28 18.48 21.65 24.36 23.03 - -
29 23.01 23.74 25.36 25.37 - -
30 19.46 19.74 2187 2428 22.95 23.86
31 19.06 18.27 21.05 20.56 19.67 20.45
32 23.38 22.06 2514 25.09 28.51 25.26
33 19.09 20.75 23.28 23.22 19.54 18.41
34 21.66 20.11 23.16 23.28 23.35 23.62
39 18.54 6.08 19.66 - - -
40 22.71 18.68 23.44 - - -
41 21.01 17.08 24.46 - - -
42 21.87 22,03 24.89 - - -
43 19.61 17.03 2017 22.53 - -
44 18.60 16.63 21.90 24.71 - -
400 45 23.35 18.64 2477 26.64 - -
45 19.78 16.06 2423 28.27 - -
47 17.28 17.11 19.48 20.42 22.13 23.65
48 17.44 12.50 18.28 19.78 22.80 24.00
49 19.36 18.76 2245 23.05 25.86 26.60
50 19.33 17.83 22.51 24.24 20.87 22.00
51 21.85 17.85 22.43 2425 26.17 26.34
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Appendix 81 Twenty-eight-day repeated-dose oral toxicity study in rats

Urinalytic data of individual animals:Male

B10-0094

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0
items Animal No. 13 ss 14 ss 15 s8 16 ss 17 ss
Urine volume (mL}) 3 8 8 4 5
Uosm (mOsm/L) 1438 9486 837 1918 1753

ss: scheduled sacrifice animal.
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Appendix 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats

Urinalytic data of individual animals:Male

B10-0094

Group Twenty-eight-day treatment
Dose (mg/kg/day) 80
ltems . Animal No. 30 ss 31 ss 32 ss ’ 33 58 34 ss
Urine volume (mL) 2 9 11 8 9
Uosm (mOsm/L) 2304 843 962 808 839

ss: scheduled sacrifice animal.
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B10-0094
Appendix 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male

Group Twenty-sight-day treatment
Dose (mg/kg/day) 400
ltems Animal No. 47 ss 48 58 49 ss © 50ss 51 ss
Urine volume {mL) 30 27 33 32 25
Uosm {mOsm/L) 278 333 322 273 401

ss! scheduled sacrifice animal,
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Appendix 8-4 Twenty—eight-da); repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 0
ltems Animal No. 13 ss 14 ss 15 ss V 16  ss 17 ss
Color YB Y Y YB YB
Turbidity Clear Clear Clear Clear Clear
pH 6.0 8.5 6.5 6.0 8.0
Protein ks 1+ I 1+ 1+
Glucose - - - - -
Ketones L 1+ + + %
Occult biood - - - - -
Urinaly sediment
Red biood cells ¥ 0 0 0 0 0
White biood cells ¥ 0 0 0 0 0
Epithelial cells ® 0 0 0 0 0
Casts ” 0 0 0 0 0
Crystals @ * t 1+ 1+ t

ss:scheduled sacrifice animal.
Color:Y: Yellow,YB: Yeliow-brown,
3 Number of calis/1 Oviews(x400),
5 : Number of casts/18x18 mm>.

9. incidence of crystals/18x18 mm>.
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Appendix 8-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group Twenty-eighi-day treatment
Dose (mg/kg/day) . 80
ltems Animal No. 30  ss 31 ss 32 ss 33 ss 34  ss
Color B YB YB YB YB
Turbidity Clear Clear Clear Clear Clear
pH 6.0 8.5 B.5 6.0 6.0
Protein 1+ + 1+ + *
Giucose ) - - - - -
Ketones - - 1+ 1+ 1+
Occult blood - - - - -

Urinaly sediment

Red biood celis @ — —_— — — —_
White blood celis @ — — — - —
Epithelial calls @ — — - —_ -

Casts? — — — —_ —

Crystals © - — — - —

ss:scheduled sacrifice animal.
Color: YB: Yellow-brown,B : Brown.
3 Number of cells/1 Oviews(x400).
®): Number of casts/18x18 mm?,

9. Incidence of crystals/18x18 mnt’,
—:Not examined.
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Appendix 8-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 400
ltems Animal Na, 47  ss 48  ss 43  ss 50 ss 51 sS
Color YB YB YB YB YB
Turbidity " Clear Clear Clear Clear Clear
pH 8.5 6.5 7.0 6.0 8.0
Protein T + - - +
Glucose - - - - -
Ketones - - - - -

Oceult blood - - - . -

Urinaly sediment

Red blood cells ® 0 0 0 0 0
White blood celis ¥ 0 0 0 0 0
Epitheiial celis @ 0 0 0 0 0
Casts ? 0 0 0 0 0
Crystals 9 - S * - *

ss:scheduled sacrifice animal,
Color: YB: Yellow-brown,

3 Number of celis/10views(x400).
®; Number of casts/18x18 mmZ.

%: Incidence of crystals/18x18 mm?
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Appendix 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Maie

B10-0094

Group One-day treatment
Dose(mg/kg/day) 0

ltems Animal No. 1 ss 2 ss 3 ss 4 ss
RBC (x10%pL) 694 746 728 743
Hb (g/dl) 13.6 14.9 14.9 15.3
Ht (%) 44.9 49,7 485 50.5
MCV (L) 4.7 68.7 86.7 68.0
MCH {pa) 18.6 20,0 20,5 20.6
MCHC (grdL) 30.2 30.1 307 30.3
Platelet (x10%uL) 146.1 141.5 152.7 122.4
Reticulo (%) 8.4 11.2 1.3 10.4
WBC (103l 1325 82.0 123.0 126.6
Differentiation of leukocyte

Neutro (%) 7.0 4.4 12.8 18,0

Lymph (%) 88.2 91.6 80.1 77.0

Eosino (%) 0.1 0.3 0.4 0.2

Baso (%) 1.4 1.0 1.0 1.7

Mono (%) 1.8 1.5 3.6 33

Luc (%) 15 1.3 2.0 1.7

as: scheduled sacrifice animal.
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Appendix 8-2 Twenty-eighi-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0094

Group Seven-day treatment
Dose(mg/kg/day) 0
lterns Animal No. 5 ss B ss 7 ss 8 ss
RBC (x10*uL) 801 742 718 805
Hb (g/dL) 15.6 14.9 14.8 16.6
Ht (%) 51.3 48.3 486 54.8
MCV - (fL) 4.1 85,1 67.6 68.1
MCH (Pa) 19.5 20.1 20.8 20.8
. MCHC (g/dL) 30.4 30.9 30.7 30.3
Piatelet (x10%/pL) 83.1 126.9 1441 118.0
Reticulo (%) 6.8 5.8 B.8 7.4
WBC (x10%L) 128.5 124.7 152.4 118.3
Differentiation of lsukocyte
* Neutro (%) 7.5 11.8 13.8 1.6
Lymph (%) 87.2 84.3 81.8 82.5
Eosino (%) 1.0 0.5 0.3 0.6
Baso (%) 1.8 0.8 0.6 1.6
Mano (%) 1.7 1.5 1.9 2.3
Luc (%) 0.8 0.9 1.5 1.4

ss: scheduled sacrifice animal.
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Appendix 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0094

Group Fourteen-day treatment
Dose(mg/kg/day) 0
ltems Animal No. 8 ss 10 ss 11 ss 12 ss

RBC (x10%L) 730 684 750 . 687
Hb " (gfdL) 14.5 14.5 15.6 14.4
Ht (%) 467 47.3 49.7 45.0
MCV (fL) 64.0 88.2 66.2 85.5
MCH (pg) 19.8 21.1 20.8 21.0
MCHC (g7dL) 31.0 30.6 31.5 32,0
Platelet (x10%uL) 1253 126.4 124.5 125.7
Reticulo (%) 5.4 5.1 6.8 5.8
WBC (x10%pL) 95.1 97.2 118.2 74,3
Differentiation of leukocyte

Neutro (%) 12.0 12.9 8.1 4.7

Lymph (%) 84.9 84.0 87.5 92.8

Eosino (%) 0.7 0.3 0.8 0.1

Baso (%) 0.3 0.5 0.5 0.3

Mono (%) 0.8 1.0 1.8 0.7

Luc (%) 1.3 1.3 16 2

ss: scheduled sacrifice animal,
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Appendix 5-4 Twenty-eighi-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0094

Group Twenty-eight-day treatment
Dose(mg/kg/day) o]
tems Animal No. 93 ss 14 ss 15 ss 16 ss 17 ss

RBC (x10%uL) 861 825 783 766 775
Hb (g/dL) 16.5 14.8 15.1 15.0 14.4
Ht (%) 53.2 48,2 50.1 477 48.5
MCV (L) 61.8 58.4 83.9 2.2 60.0
MCH (pg) 18.2 18.0 18,3 12.6 18.8
MCHC (g/dL) 31.1 30.8 302 314 31.0
Plateiet (x10%uL) 917 99,8 826 107.3 113.1
Reticuio (%) 28 26 35 2.8 3.0
Heon-B8 (%) 0.0 0.0 0.0 0.0 0.0
WBC (x10%uL) 108.0 71.7 181.4 130.3 1487
Differentiation of leukocyte

Neutro (%) 10.7 24.9 8.3 11.1 14.7

Lymph (%) 82.0 86.8 87.4 £2.0 76.6

Eosino (%) 1.2 1.4 0.3 0.6 0.8

Baso (%) 1.6 1.1 0.8 0.6 1.2

Mono (%) 24 28 1.5 2.6 1.4

Luc (%) 2.1 28 2.0 2.0 5.1
PT {sec) 15.4 15.4 14.4 18.1 18.1
APTT (sec) 18.8 16.4 17.2 20.7 25.8

ss: scheduled sacrifice animal.
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B10-0094

Appendix -5 Twenty-eight-day repsated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group One-day treatment
Dose(mg/kg/day) 80
ltems Animal No. 18 ss 18 ss 20 ss 21 ss

RBC (x10%/uL) 826 688 742 732
Hb (g/dL) 16.2 14.1 15.4 155
Ht (%) 53.6 46.8 514 51.2
MCV (fL) 84.8 67.9 69.2 68.9
MCH (Pg) 197 205 20.8 21.2
MCHC (g/dL) 30.3 30.2 30.0 304
Platelet (x10%uL) 113.8 136.8 1336 . 118.4
Reticulo (%) 12.4 12.2 13.5 13.7
WBC (x10%L) 98.4 76.3 88.3 85.4
Differentiation of leukocyte

Neutro (%) 8.1 12.7 1.7 18.4

Lymph (%} 91.0 83.0 B4.3 76.4

Eosino (%) 0.1 0.4 0.2 0.6

Baso (%) 1.6 0.4 0.7 0.5

Mono (%) 1.4 2.3 1.8 24

Luc (%) 0.8 1.2 1.6 1.7

ss: scheduled sacrifice animal,
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Appendix $-6 Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0094

Group Seven-day treatment
Dose(mg/kg/day) 80

lterns Animal No. 22 ss 23 ss 24 ss 25 ss
RBC (x10*uL) 715 713 736 679
Hb (o/dL) 14.8 14.8 ' 14.7 143
Ht (%) 485 49.0 479 47.0
MCV (i) 67.8 68.7 85.0 68.3
MCH ()] 20.7 20.7 20,0 21.4
MCHC (g/dL) 30.5 30.2 30.8 30.4
Platelet (x10%/uL) 144.8 108.6 101.6 126.6
Reticulo (%) 10.4 7.7 7.6 10.5
WBC (x10%uL) 131.1 142.8 132.7 140.7
Differentiation of leukacyte

Neutro (%) 8.8 12.8 8.0 17.7

Lymph (%) 85.3 82.3 87.7 77.6

Eosino (%) 0.3 0.4 0.8 0.4

Baso (%) 12 0.7 0.8 0.4

Mono (%) 2.5 2.3 1.7 2.4

Luc (%) 1.2 1.5 1.4 1.6

ss: scheduled sacrifice animal.
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Appendix 8-7 Twenty-sight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group Fourtesn-day treatment
Dose(mg/kg/day) 80

ltems Animal No. 28 ss _ 27 ss 28 ss 28 ss
RBC (x10%7uL) 814 810 679 708
Hb (g/dL) 161 15.2 13.8 14.2
Ht (%) . 51.2 50.1 44.7 46.1
MCV (fl.) 83.0 61.9 65.8 65.2
MCH (pg) 18.6 18.8 20.3 20.1
MCHC (g/dL) 285 303 308 30.8
Platelet £ 0%7uL) 137.2 138.6 148.8 . 123.8
Reficulo (%) 5.6 5.6 8.1 52
WBC (x10%uL) 140.4 111.8 1121 202.4
Differentiation of leukocyte

Nsutro (%) 12.3 17.1 2.7 11.0

Lymph (%) 83.7 78.2 94.5 84.4

Eosino (%) 1.0 0.4 0.3 04

Baso (%) 0.4 1.2 05 0.6

Mono (%) 1.4 1.2 1.0 2.8

LucC (%) 1.3 1.0 1.0 1.1

ss: scheduled sacrifice animal.
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B10-0094

Appendix 8-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male
Group Twenty-sight-day treatment
Dose(mg/kg/day) 80

ltems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
RBC (xA0%/uL) 737 772 808 798 771
Hb (g/dL) 14.4 14.4 15.7 15.1 15.0
Ht (%) 46.5 46,6 48.9 48.7 49.2
Mev US)] 63.1 80.3 61.8 81.2 63.8
MCH (Pg) 18.6 18.7 18.4 18,0 19.4
MCHC (gdL) 311 31.0 31.4 31.0 304
Piatelet (x10%uL) 98.2 122.0 113.1 110.7 100.5
Reticulo (%) 3.3 3.0 3.1 2.7 4.3
Heon-8 (%) 0.0 0.0 0.0 0.0 0.0
WBC (x10%uL) 7414 126.8 181.5 88.2 141.5
Differentiation of ieukocyte

Neutro (%) 24.8 153 11.2 14.2 17.4

Lymph (%) 88.8 78.8 83.8 814 78.1

Eosino (%) 0.8 0.6 0.4 0.4 0.5

Baso (%) 0.8 o7 0.6 04 0.4

Mono (%) 2.8 2.4 2.3 22 2.5

Luc (%) 1.8 1.2 1.6 1.5 1.1
PT (sec) 14.8 187 15.2 28.0 14.8
APTT (sec) 21.3 21.0 18.3 27.8 18.1

ss: scheduled sacrifice animal,
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B10-0004

Appendix 9-8 Twenty-sight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group One-day treatment
Dose(mg/kg/day) 400

ltems Animal No. 35 ss 36 ss 37 ss 3B ss
RBC {(x10%uL) 693 803 793 698
Hb (g/aL) 13.8 18.9 5.9 ' 15.0
Ht (%) 47.3 55.3 54.3 50.7
MCV (L) 68.2 68.9 68.5 72,6
MCH (Pg) . 18.9 21.0 20.1 21.5
MCHC (o/dL) 29.1 30.5 28.3 28.6
Platelet (x10%L) 161.5 150.9 110.3 1214
Reticuio (%) 11.2 13.0 12.3 13.2
WBC {x10%/uL) 101.8 70.9 88.7 ©5.9
Differentiation of leukocyte

Neutro (%) 18.2 13.0 8.9 12.8

Lymph (%) 77.7 g3.8 858 81.0

Eosino (%) 05 0.1 0.2 0.4

Baso (%) 0.6 1.2 0.8 1.0

Mono (%) 1.7 0.8 , 2.4 2.2

Luc (%) 1.2 1.0 1.2 2.6

ss; scheduled sacrifice animal.
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Appendix 9-10  Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0094

Group Seven-day treatment
Dose(mg/kg/day) 400
ltems Animal No, 39 ss 40 ss 41 ss 42 ss
RBC (x10%pL) 752 705 759 766

Hb (gfdL) 15.3 14.0 147 155
Ht (%) 51.3 48.6 49.8 52,1
MCV (L) 68.2 68.9 85.6 68.1
MCH (pg) 20.4 18.8 18.3 20.2
MCHC (g/dL) 238 28.8 29.4 29.7
Platelet (x10*pL) 1303 158.8 136.4 112.6
Reticuto (%) 10.4 12.5 10.8 13.3
WEBC (x10%L) 196.7 152.3 143.9 164.4
Differentiation of leukocyte

Neuiro (%) 8.9 17.6 12.5 8.5

Lymph (%) 86.0 76.2 83.9 84.9 .

Eosino (%) 0.4 0.4 0.4 0.5

Baso (%) 1.1 0.8 0.8 1.3

Mono (%) 1.7 34 1.2 24

Luc (%) 1.0 1.4 1.2 1.4

ss: scheduled sacrifice animal.
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B10-0094

Appendix 8-11  Twenty-eight-day repeated-dose oral foxicity study in rats
Hematological data of individual animals:Male

Group Fourteen-day treatment
Dose(mg/kg/day) 400

ltems Animal No. 43 ss 44 ss 45 ss 46 ss
RBC (x10%uL) 714 753 652 665 .
Hb (g/dL) 13.9 15.5 ' 13.3 15.1
Rt (%) 482 54.1 448 505
MCV (fL) 7.5 71.8 68.7 75.8
MCH (pg) 19.4 20.6 20.4 22.7
MCHC {ordL) 28.8 287 287 298
Platelet 104l 152.7 118.4 136.9 144.8
Reticulo (%) 10.1 12.0 12.7 18.2
WBC (x10%uL) 183.1 207.8 - 183.0 82.0
Differentiation of leukocyte

Neutro (%) 25.4 23.4 155 13.1

Lymph (%) 68.4 72.0 78.0 83.3

Eosino (%) 0.4 0.3 0.6 0.5

Baso (%) 0.5 0.5 1.0 0.5

Mono . (%) 4.1 2.7 26 1.5

Luc (%) 1.2 1.1 2.3 ) 1.0

ss: scheduled sacrifice animal,
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Appendix 8-12  Twenty-eight-day repeated-dose oral foxicity study in rats

Hematological data of individua! animais:Maie

B10-0094

Group Twenty-eight-day treatment
Dose(mg/kg/day) 400

ltems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
RBC (x10%uL) 718 781 785 703 766
Hb (g/dL) 14.6 14.2 14,3 13.8 14.7
Ht (%) 482 47.9 48.8 46.0 49.1
MCV (fL) 67.2 61.3 3.7 85.5 84.1
MCH (pg) 20.3 1811 18.7 18.8 18.2
MCHC (g/dL) 302 206 28.4 30.2 300
Platelet (x10%/uL) 115.5 1281 108.5 108.0 103.6
Reticulo (%) 7.1 47 7.4 78 8.5
Heon-B (%) 0.0 0.0 0.0 0.0 0.0
WBC (10%uL) 1116 200.5 2205 2452 164.4
Differentiation of leukocyte

Neutro (%) 225 13.8 7.5 10.4 23.3

Lymph (%) 722 2.1 76.7 84.3 72.6

Easino (%) 0.6 0.5 0.5 0.3 0.5

Baso (%) 0.7 1.1 0.9 1.5 0.5

Mono (%) 132 1.3 1.8 2,0 1.4

Luc (%) 0.7 1.3 2.7 15 17
PT (sec) 16.6 14,7 14.8 14.1 218
APTT (sec) 248 218 20.0 17.8 285

ss: scheduled sacrifice animal,
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B10-0094
Appendix 10-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

Group One-day treatment
Dose(mg/kg/day) 0
ltems Animal No. 1ss 2 ss 3 ss 4 ss
AST (IU/L) . 85 B7 87 111
ALT (1UIL) 26 28 30 40
ALP (1U/L) 814 1116 1360 870
BUN (mg/dL) 11.6 8.3 8.0 8.8
Creatinine (mg/dL) ' 0.12 0.12 0.12 0.10
T-Bil (mg/dl) 0.07 0.07 0.08 0.08

ss: scheduled sacrifice animal.
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Appendix 10-2  Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0094

Group Seven-day treatment
Dose(mg/kg/day) o]

Items Animal No. 5ss B ss 7 ss 8 ss
AST (L) 96 72 87 a5
ALT (L) 37 28 29 31
ALP (IUL) 902 738 702 -1118
BUN (mgfdL) 8.6 10.2 5.7 8.6
Creatinine (mgfdL) 0.15 0.15 0.13 0.17
T-Bil (mg/dL) 0.07 0.08 0.08 0.08

ss: scheduled sacrifice animal.
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Appendix 10-3  Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0094

Group Fourteen-day treatment
Dose(mg/kg/day) ) 0
Items Animal No. 9 ss 10 ss’ 11 ss 12 ss
AST (UML) 65 65 &1 71
ALT (un) 24 18 24 21
ALP (o) 567 551 645 1017
BUN (mg/dL) 10.6 10.0 8.1 8.0
Creatinine (mgfdL) 0.20 0.18 0.18 0.18
T-Bil (mg/dL) 0.06 0.08 0.07 0.08

ss: scheduled sacrifice animal.
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B10-0094
Appendix 104  Twenty-sight-day repeated-dose oral foxicity study in rats
Blood chemical data of individual animals:Male

Group Twenty-eight-day treatment
Dose(mg/kg/day) . 0
ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
AST (o) 73 28 63 49 : 45
ALT (iun) 23 10 21 14 16
ALP (uL) 576 373 5089 581 383
ChE (un) B0 23 78 86 3g
v-GTP (IuL) 0.5 0.6 06 06 0.5
T-Cho (mo/dL) 86 28 75 58 80
TG (mgfdL) 78 26 89 88 46
BUN (mg/dL) 8.5 8.0 g2 10.1 . 85
Creatinine (mg/dL) 0.23 0.15 0.21 0.20 0.17
T-Protein (g/dL) 6.3 2.7 6.3 50 47
Albumin (ordl) 28 1.3 2.9 © 23 ‘ 241
AG ratio &) 0.85 0.83 0,85 0.85 0.81
Glucose (mgfdL) 178 100 185 135 128
T-Bil (mgfdL) 0.05 0.14 0.08 0.08 0.08
TBA (pmal/L) 296 947 34.0 356 18.8
P (mg/dL) 11.8 8.6 12.2 10.2 10.1
Ca (mgldL) 11.8 7.6 1.7 10.5 87
Na (mEalL) 149 148 146 145 148
K (mEg/L) 83 8.4 87 8.6 8.7
cl (mEal) 101.6 100.2 98.9 978 98.2

ss: scheduled sacrifice animal.
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Appendix 10-5  Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0094

Group One-day treatment
Dose(mg/kg/day) 80
ltems Animal No. 18 ss 18 ss 20 ss 21 ss
AST (un) 98 79 92 83
ALT (IU/L) 26 24 33 27
ALP (un) 974 1007 971 1097
BUN (mg/dL) 10.0 12.8 9.8 10.3
Creatinine (mg/dL) 0.12 0.14 0.13 0.11
T-Bil (mg/dL) 0.08 0.05 0.07 0.08

ss: scheduled sacrifice animal.
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Appendix 10-8  Twenty-eight-day repeated-dose oral toxicity study in rats

Bioad chemical data of individual animals:Male

B10-0094

Group Seven-day treatment
Dose(mg/kg/day) 80
ltems Animal No. 22 ss 23 ss 24 ss 25 ss
AST (L) 74 78 76 78
ALT (IUiL) 29 23 23 26
ALP (IUIL) 894 812 717 964
BUN (mg/dL) Q.0 8.3 8.3 9.6
Creatinine (mg/dL) 0.17 0.15 0.16 0.16
T-Bil (mg/dL) 0.08 0.07 0.07 0.08

ss: scheduled sacrifice animal.
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Appendix 10-7  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

B10-0024

Group Fourteen-day treatment
Dose{mg/kg/day) 80
ltems Animal No. 26 ss 27 ss 28 ss 28 ss
AST (IU/L) 70 66 60 62
ALT () 23 22 18 25
ALP (JU/L) 879 629 552 733
BUN (mg/dL) 8.6 8.4 8.5 7.4
Creatinine (mg/dL) 0.18 0.13. 0.18 Q.18
T-Bi (mg/dL) 0.08 0.04 0.04 0.04

ss: scheduled sacrifice animal.
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Appendix 10-8  Twenty-sight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0094

Twenty-eight-day treatment

Group
Dose(mg/kg/day) B0
ltems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
AST (/L) 52 57 67 78 58
ALT (un) 17 21 23 27 28
ALP (o) 471 609 626 704 660
ChE (1) 50 65 66 83 63
y-GTP un) 0.8 0.3 0.5 0.7 0.4
T-Cho (mg/dL) 57 83 7 107 85
TG (mg/dL) 48 32 86 48 84
BUN (mg/dL) 12.0 10.8 8.3 1.7 10.2
Creatinine (mg/dL.) 0.18 0.20 0.19 0.23 0.18
T-Protein (g/dL) 55 586 8.7 7.4 8.2
Albumin (g/dL) 25 27 3.1 34 2.8
A/G ratio ) 0.83 0.83 0.86 0.85 0.82
Glucose (mg/dL) 103 156 177 152 128
T-Bil (mg/dL) 0.07 0.08 0.08 0.08 0.08
TBA (urmaliL) 78.0 30.4 24.1 375 30.1
P (mgfdL) 106 12.1 12.6 127 11.8
Ca (mgfdL) 10.8 11.7 12.2 12,0 12.1
Na (mEq/L) 149 147 145 150 148
K (mEg/L) 5.8 6.8 71 8.1 8.2
ci (mEg/L) 99,6 8e.7 g7.5 100.7 98.5

ss: scheduled sacrifice animal,
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Appendix 10-8  Twenty-eight-day repeated-dose oral foxicity study in rats

Blood chemical data of individual animals:Male

B10-0094

Group One-day treatment
Dose(mg/kg/day) 400
ltemns Animal No, 35 ss 36 ss 37 ss 38 ss
AST (lunL) g5 a1 83 B1
ALT (un) 36 39 44 40
ALP (un) 1048 878 1266 1382
BUN (mgrdL) 9.9 11.5 10.6 16.8
Creatinine (mg/dL) 0.12 0.11 0.13 0.12
T-Bil (mg/dL) 0.08 0.11 0.12 0.07

ss; scheduled sacrifice animal.
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Appendix 10-10 Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0094

Group Seven-day treatment
Dose(mg/kg/day) 400
ltems Animal No. 39 ss 40 ss 41 ss 42 ss
AST (fusL)y 71 82 80 g2
ALT (Hu/L) 32 47 43 45
ALP (un) 673 1151 918 683
BUN (mg/dL) 114 10.2 102 11.4
Creatinine (mgrdL) 0.15 0.17 0.17 0.15
T-Bil (mg/dL) 0.10 0.10 0.08 0.14

ss: scheduled sacrifice animal,
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" Appendix 10-11  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

B10-0094

Group Fourteen-day treatment
Dose(mg/kg/day) 400
ltems Animal No, 43 ss © 44 ss 45 ss 46 ss
AST (o) 72 74 - 63 85
ALT (turL) 32 48 30 27
ALP : (UL 725 667 437 839
BUN (mg/dL) 10.1 87 8.1 5.3
Creatinine (mg/dL) 0.20 0.13 0.20 0.47
T-Bl (mgfdL) 0.10 o012 0.11 0,10

ss. scheduled sacrifice animal.
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Appendix 10-12 Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0094

Group Twenty-eight-day treatment
Dose(mg/kg/day) 400
tems Animal No., 47 ss 48 ss 48 ss 50 ss 51 ss
AST () 68 57 44 69 37
ALT (U 40 37 25 38 18
ALP (1) 389 483 414 363 295
ChE (1lu) 56 77 36 85 31
y-GTP (1U/L) 0.5 1.7 0.7 14 0.5
T-Cho (mg/dL) 82 105 66 101 55
TG (mg/dLy 58 73 19 82 18
BUN (mg/dL) 10.0 8.0 8.2 8.3 8.0
Creatinine (mg/dL) 0.19 0.18 0.14 0.18 0.16
T-Protein (g/dl) 8.1 8.5 43 58 3.8
Albumin (g/dL) 2.9 3.0 2.1 27 1.8
AJG rafio ) 0.81 0.86 0.95 0.87 0.90
Glucose (mgy/dL) 122 142 138 B2 88
T-Bil (mg/dL) 0.10 0.10 0.08 0.1 0.08
TBA (umol/L) 13.5 18.0 3.3 18.4 57
P (mg/dL) 123 12.0 1.1 116 8.7
Ca (mg/dL) 11.3 12.3 8.3 14.1 8.3
Na (mEg/L) 147 147 148 148 147
K (mEqlL) 7.0 7.7 7.0 75 7.2
cl (mEafl) 100.0 97.4 98.2 g7.5 98.8

s&! scheduled sacrifice animal.
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. B10-0094
Appendix 11-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individua! animals:Male

Group One-day treatment
Dose (mg/kg/day) 0

ftems Animal No. 1 ss 2 ss 3 ss 4 ss
Liver (9) 416 4.70 467 477
Heart (9) 0.60 0.66 0.73 0.63
Kidney(R) (@) 0.67 063 0.69 0.75
Kidney(L) @ 0.63 0.61 0.66 0.72
Testis(R) @ 0.66 0.62 0.72 0.75
Testis(L) (@ 0.65 0.60 0.72 0.73
Epididymis(R) (9) 0.08 0.08 0.07 0.08
Epididymis(L) (=)} 0.08 0.08 0.07 0.09
Ventral prostate (@) 0.08 0.04 0.08 0.10
Eg:g;tem' © 0.06 0.06 0.0 0.07
Brain @ 1.70 1.73 1.94 173
Spleen [(+)] 0.30 0.48 0.42 0.40
Thymus (mg) 304.9 533.9 489.3 525.0
Pituitary gland {mg) 48 4.0 - 8.2 55
Thyroid ~ {mg) 122 11.5 16.2 13.3
Adrenals (mg) 27.9 263 28.0 20.9
Fnalbodyweight (@ 1280 1wz 105 tsas

ss: scheduled sacrifice animal.
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B10-0094
Appendix 11-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Seven-day treatment
Dose (mg/kg/day) 0

tems Animal No. 5 ss 6 ss 7 ss 8 ss
Liver (a) 5.85 577 6.25 6.26
Heart (9) 0.80 0.70 0.96 0.81
Kidney(R) (9) 0.90 0.73 1.01 0.80
Kidney(L) (g) 0.88 0.65 : 1.00 0.78
Testis(R) [(+)) 0.96 0.85 1.08 0.94
Testis(L) (g) ' 0.99 0.85 1.02 0.85
Epididymis(R) (@) 0.08 0.10 0.11 ) 0.11
Epididymis(L) @ 0.10 . 0.12 0.11 0.12
Ventral prostate (@) . 0.08 0.08 0.11 0.10
g;r:t‘a’k:era' ) 0.06 0.06 0.05 0.06
Brain (9) 1.96 1.80 1.85 1.77
Spleen . [(¢)] 0.50 0.48 0.58 0.44
Thymus (mg) 626.8 480.0 678.7 588.1
Pituitary gland (mg) . 6.1 57 7.8 6.2
Thyroid {mg) 10.7 74 13.7 11.9
Adrenals (mg) 29.5 41.4 313 32.3
Finalbodyweight (@) 4770 sse 1s2s es

ss: scheduled sacrifice animal.
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B10-0094
Appendix 11-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group . Fourteen-day treatment
Dose (mg/kg/day) 0

ltems Animal No. 9 ss 10 ss 11 ss 12 ss
Liver (@) 7.63 8.79 8.46 8.65
Heart (9) 0.93 1.03 ' 1.11 1.19
Kidney(R) (@) 0.89 1.07 1.15 1.12
Kidney(L) (g) AO‘BS 1.02 1.08 1.07
Testis(R) @ 1.18 147 1.48 1.36
Testis(L) (@) 1.10 1.23 1.46 1.37
Epididymis(R) (9) 0.14 0.20 Q.18 0.20
Epididymis(L) (@) 0.13 0.20 0.20 0.21
Ventral prostate (g) 0.19 0.28 0.22 0.20
Eg:gtaete’a‘ @ 0.11 0.17 0.17 0.13
Brain (@ ‘ 1.88 1.90 2.06 1.84
Spleen ‘ (@) 0.47 0.51 : 0.76 0.70
Thymus (mg) 635.5 553.6 719.2 679.0
Pituitary gland (mg) 7.1 8.8 L 7.9 7.6
Thyroid (mg) 14.8 16.1 15.0 15.6
Adrenals (mg) 35.0 41.8 387 452
Finalbodyweight @ 2207 zEami 2 s

ss: scheduied sacrifice animal.

-154 -



B10-0094
Appendix 114  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0

ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
Liver (a) 9.41 10.39 12.42 12.23 11.92
Heart (g) 1.10 1.34 1.54 1.40 1.37
Kidney(R) (g) -1.23 1.40 1.42 1.36 1.43
Kidney(L) (@ 1.08 1.39 1.38 1.40 1.41
Testis(R) @ 1.43 1.48 1.71 1.81 1.53
Testis(L) (a) 1.46 1.54 1.78 1.63 1.54
Epididymis(R) (@) 0.30 0.34 0.35 0.37 0.34
Epididymis(L) (@ 0.30 0.37 0.37 0.37 0.35
Ventral prostate (@ 0.34 0.31 0.30 0.35 0.36
E;r:t‘;'ze'a' (@ 0.37 0.29 0.22 0.32 0.28
Seminal vesicle @ 0.74 1.00 0.73 0.75 0.88
Brain () 1.98 1.97 2.09 2.08 1.94
Spieen @ 0.53 0.66 0.93 0.75 ) 0.71
Thymus {mg) 451.1 4816 528.9 638.4 611.3
Pituitary gland (mg) 1.8 104 17 102 10.1
Thyroid (mg) 10.4 12.0 187 18.3 22.0
Adrenals (mg) 45.7 49.3 66.6 56.7 47.2
Falvodywein @ 2we  ems  sssz  aeer a7

ss: scheduled sacrifice animal.
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. B10-0094
Appendix 11-5  Twenty-eight-day repeated-dase oral toxicity study in rats
' Absolute organ weights of individual animals:Male

Group One-day freatment
Dose (mg/kg/day) 80

ltems Animal No. 18 ss 19 ss 20 ss 21 ss
Liver (g} 4.57 4.66 4.88 495
Heart (@) 0.68 0.58 0.69 0.69
Kidney(R) (9) 0.69 0.65 0.69 0.68
Kidney(L) (Q) 0.68 0.67 0.68 0.69
Testis(R) @ 0.70 0.70 0.68 072
Testis(L) © 0.70 0.70 ' 0.63 071
Epididymis(R) (g) 0.07 0.10 0.08 0.06
Epididymis(L) (9) 0.06 0.09 0.08 0.08
Veniral prostate (@) 0.10 0.06 0.10 0.08
g:':t:t:tem' @ 0.08 0.05 0.06 0.05
Brain : (@ ' 1.77 1.68 1.75 1.82
Spleen (9) 0.45 0.34 0.44 0.47
Tnymus {rmg) 518.2 458.8 439.9 516.9
Pituitary gland (mg) 5.4 53 5.6 6.0
Thyroid (ma) 1286 126 10.5 14.1
Adrenals (mg) 26.8 28.4 28.9 203
Final body weight (@ 4287 425 1ars 1o

ss: scheduled sacrifice animal.
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B10-0094
Appendix 11-6  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Seven-day freatment
Dose (mg/kg/day) 80

 ltems Animal No. 22 ss 23 ss 24 ss 25 ss
Liver (9) 6.43 6.45 7.00 713
Heart (9) 0.79 0.77 0.82 0.83

. Kidney(R) ()] 0.77 0.82 0.87 0.91
Kidney(L) (g) 0.83 0.83 0.88 0.91
Testis(R) @ 0.97 1.06 1.00 1.04
Testis(L) (@ 0.85 1.03 0.97 1.03
Epididymis(R) (9) 0.10 0.13 0.12 0.12
Epididymis(L) @) Q.11 0.14 0.13 0.12
Veniral prostate @ 0.11 0.18 0.18 0.13
S;’:gge’a' ‘ © 0.07 0.08 0.11 0.08
Brain @ 1.72 1.83 1.80 1.82
Spleen (@) 0.38 0.55 0.56 0.52
Thymus (mg) 654.3 533.5 623.0 466.3
Pituitary giand (mg) - 5.9 7.7 7.8 8.0
Thyroid (mg) 9.3 11.8 10.7 13.5
Adrenals {mg) 37.2 304 31.3 327
Final body weight @) - 4728 A78e Astd  1es2

ss: scheduled sacrifice animal.
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B10-0094
Appendix 11-7  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Fourteen-day treatment
Dose (mg/kg/day) 80

ltems Animal No. 26 ss 27 ss 28 ss 28 ss
Liver (@) 8.18 ) .98.56 8.57 9.77
Heart Q) 0.93 1.02 1.08 1.08
Kidney(R) {9) 0.94 111 1.02 1.01
Kidney(L) @ 0.82 1.00 0.97 1.06
Testis(R) @) 1.27 1.25 1.23 1.32
Testis(L) (@) 1.24 1.23 1.22 1,33
Epididymis(R) (@) 0.14 0.18 0.15 0.18
Epididymis(L) @ 0.13 0.15 0.14 0.17
Ventral prostate (@ 0.17 0.18 0.29 . 0.24
;‘;’:gtaete’a’ @ 012 0.12 0.15 0.13
Brain (@) 1.85 1.94 1.85 1.89
Spleen @ 0.59 0.55 0.57 0.67
Thymus (mg) 788.2 580.1 833.3 589.0
Pituitary gland (mg) 8.9 7.1 8.2 9.5
Thyroid (mg) 14.9 17.1 18.1 171
Adrenals - {mg) 39.8 40.8 37.5 46.5
Finalbodyweight @ 2 2w mws o mie

ss: scheduled sacrifice animal.
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Appendix 11-8

Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

B10-0094

Group Twenty-eight-day treatment
Dose (mg/kg/day) 80

ttems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
Liver (@) 11.82 10.07 14.08 9.46 12.22
Heart (@) 1.32 1.12 1.40 1.09 1.20
Kidney(R) (@ 1.35 1.18 1.44 1.23 S 1.27
Kidney(L) (@) 1.40 1.21 1.51 1.11 1.32
Testis(R) @ 1.51 165" 1.59 2.16 1.58
Testis(L) @ 1.53 1.62 1.68 1.59 1.49
Epididymis(R) Q) 0.35 0.38 0.35 0.37 0.39
Epididymis(L) (9) 0.34 0.36 0.37 0.37 0.38
Ventral prostate (Q) 0.28 0.33 0.33 0.36 0.31
g;r:t:izte’al (@ 0.29 0.35 0.27 0.28 0.31
Seminal vesicle (q) 0.85 0.85 0.88 0.80 0.68
Brain (@) 2.01 1.97 1.91 1.4 1.84
Spleen (9) 0.60 0.77 074 0.52 0.80
Thymus (mg) 402.4 598.0 499.6 362.8 591.1
Pituitary gland (mg) 117 8.9 11.5 10.6 9.1
Thyroid (mg) 22,9 25.4 23.3 20.1 20.2
Adrenals (mg) 54.4 49.3 51.2 44.4 40.4
Finalbooy weight @ sma o wws s T T e T T TR

ss: scheduled sacrifice animal.
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B10-0094
Appendix 11-8  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group One-day treatment
Dose (mg/kg/day) 400

ltems Animal No. 35 ss 36 ss 37 ss 38 ss
Liver (@) 4.83 5.33 5.88 6.07
Heart ) 0.61 0.60 0.67 0.64
Kidney(R) (@) 0.62 0.62 0.74 0.62
Kidney(L) [(¢)] 0.62 0.59 0.69 0.65
Testis(R) (@ 0.64 0.67 0.72 075
Testis(L) (@ 0.62 0.63 0.71 0.74
Epididymis(R) (@ 0.08 .06 0.08 0.10
Epididymis(L) (@) 0.07 0.07 0.07 0.10
Ventral prostate (g) 0.05 0.05 0.09 0.10
Eg:g;tera' @ 0.07 0.04 0.08 0.07
Brain (Q) 1.89 1.73 173 1.69
Spleen (@) 0.45 0.31 0.41 0.39
Thymus (mg) 421.86 498.4 498.9 556.2
Pituitary gland {mg) 5.8 85 - 6.1 5.8
Thyroid {mg) 11.8 12.7 14.2 11.9
Adrenals (mg) 271 32.2 284 28.5
Finalbody weight (@) de2z L Aate L deas  as

ss: scheduled sacrifice animal.
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B10-0094
Appendix 11-10  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group . Seven-day treatment
Dose (mg/kg/day) 400

tems Animal No. 39 ss 40 ss 41 ss 42 ss
Liver (g) 7.22 8.35 8.62 8.42
Heart (g) 0.72 0.87 0.87 0.81
Kidney(R) (9) 0.67 0.90 0.90 0.88
Kidney(L) ®) 0.68 0.86 0.93 0.83
Testis(R) ()] 0.96 Q.94 0.97 0.89
Testis(L) (9 0.98 1.01 0.92 0.84
Epididymis(R) (9) 0.10 0.12 0.11 0.08
Epididymis(L) ) .11 0.10 o 010
Ventral prostate (g9) 0.10 0.07 0.11 0.08
E;’:gge’a' @ 0.08 0.10 0.10 0.05
Brain (g) 1.73 1.75 1.77 1.86
Spieen (a) 0.43 0.72 0.62 0.63
Thymus (mg) : 5447 506.2 510.0 585.1
Pituitary gland (mg) 54 7.8 7.7 6.3
Thyroid (mg) 10.4 14.4 13.2 10.2
Adrenals (mg) 333 39.8 36.9 43.3
Finalbodyweight @ ez sz s maa

ss: scheduled sacrifice animal.

- 161 -



B10-0094

Appendix 11-11  Twenty-eight-day repeated-dose oral foxicity study in rats
Absolute organ weights of individual animals:Male

Group Fourteen-day treatment
Dose (mg/kg/day) 400

ltemns Animal No. 43 ss 44 ss 45 ss 46 ss
Liver (@) 10.10 12.60 12.64 13.18
Heart (9) 0.84 0.8 1.04 1.07
Kidney(R) (g) 0.83 1.20 1.08 1.04
Kidney(L) (Q) 0.89 1.11 1.09 0.98
Testis(R) (g) 1.23 1.50 1.43 1.36
Testis(L) (@ 1.20 1.62 1.38 1.33
Epididymis(R) (9) 017 0.18 0.17 0.15
Epididymis(L) (@ 0.18 0.7 0.16 0.16
Ventral prostate [(¢)] 0.19 0.22 0.21 0.15
E;r:;‘taeteral © 0.16 0.15 022 0.13
Brain (© 1.81 1.76 1.87 1.61
Spleen (g9) 0.77 1.20 1.25 1.13
Thymus (mg) 331.3 7747 501.8 645.0
Pituitary gland (mg) 73 9.4 8.0 8.9
Thyroid (mg) 16.0 17.2 18.7 18.9
Adrenals {mg) 34.6 44.0 492 48.8
Fnalbodyweiht (@ ez 228 a4es 24

ss: scheduled sacrifice animal.
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B10-0094
Appendix 11-12  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individua! animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 400

tems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
Liver (@ 10.65 1208 15.04 1373 13.61
Heart (9) 0.95 0.93 1.29 1.30 1.24
Kidney(R) (@ 143 1.08 1.39 1.21 124
Kidney(L) (@ 1.17 1.01 1.35 1.21 1.23
Testis(R) (a) 1.58 1.71 1.59 150 . 1.70
Testis(L) (g) 1.56 1.71 1.60 1.42 1.62
Epididymis(R) (@) 0.33 0.33 0.37 0.30 0.38
Epididymis(L) (@) 0.32 0.33 0.38 0.28 0.35
Ventral prostate (@) 0.14 0.24 0.33 0.30 0.31
Eg:gf:e'a' @ 0.21 0.22 0.24 0.25 0.24
Seminal vesicle A (9) 0.62 0.66 1.02 0.55 074
Brain (@ 1.86 1.82 2.01 1.80 1.89
Spleen (9) 0.87 0.58 1.25 112 0.93
Thymus (mg) 500.6 4792 550.9 542.6 620.2
Pituitary gland (mg) 7.7 8.0 7.9 97 10.0
Thyroid {mg) 16.6 15.8~ 20.2 16.2 17.8
Adrenals (mg) 44.5 53.6 47.7 54.9 53.6
Finalbody weight (@ 2880 oele | sted st siee

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group One-day treatment
Dose (mg/kg/day) 0

Items ) Animal No. 1ss 2 ss 3 ss 4 ss
Liver ’ (g1100g) 3.22 3.56 3.58 3.54
Heart (g100g) - 047 0.50 0.56 0.47
Kidney(R) (g/100g) 0.52 0.48 0.53 0.56
Kidney(L) (9100g) 0.49 0.46 0.51 0.53
Testis(R) (g/100g) 0.54 0.47 0.55 0.56
Testis(L) (a7100g) 0.50 0.45 055 0.54
Epididymis(R) (g/100g) 0.08 0.08 . 0.05 0.08
Epididymis(L) (9/100g) 0.08 0.06 0.05 0.07
Venfral prostate (g/100g) 0.06 0.03 0.06 0.07
I:;’:;ztera' {g/100g) 0.05 0.05 0.04 0.0
Brain (g/100g) 1.32 1.31 1.49 1.28
Spleen (g/100g) 0.23 0.36 0.32 0.30
Thymus (mg/100g) 236.4 403.9 374.9 389.2
Pituitary gland (mg/100g) 3.6 3.0° 4.0 4.1
Thyroid {mg/100g) .5 B.7 12.4 9.9
Adrenals {mg/100g) 21.6 19.8 21.5 222
Fralbodyweight @ 1280 43z a8 148

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Seven-day treatment
Dose (mg/kg/day) 0

ltems Animal No. 5 ss 6 ss 7 ss 8 ss
Liver (g/100g) 3.31 3.48 3.43 3.48
Heart (g/100g) " 0.45 0.42 0.53 0.45
Kidney(R) (g/100g) 0.51 0.44 0.55 - 0.44
Kidney(L) . (gMo0g) 0.50 0.39 0.55 0.43
Testis(R) (9/100g) 0.54 0.57 0.59 0.52
Testis(L) (g/100g) 0.56 0.57 0.56 0.53
Epididymis(R) (a/100g) 0.05 0.086 0.08 0.06
Epididymis(L) (g/100g) 0.06 0.07 0.08 0.07
Ventral prostate (g/100g) 0.05 0.05 0.06 0.086
E:C’::;'taetem' (g/00g) 0.03 0.04 0.03 0.03
Brain (9/100g) 111 1.09 1.01 0.98
Spleen {g/100g) 0.28 0.29 0.31 0.24
Thymus (mg/100g) . 354.1 277.8 372.3 326.9
Pituitary gland (mg/100g) 34 3.4 4.3 3.4
Thyroid (mg/100g) 6.0 43 75 6.6
Adrenals (mg/100g) 16.7 25.0 17.2 18.0
Finalbody weignt (@) 4770 aese . tezs . 1res

‘ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Fourteen-day treatment
Dose (mglkg/day) 0 ’

tems Animal No. 9 ss 10 ss 11 ss 12 ss
Liver © (g/100g) 3.46 3.68 3.48 3.51
Heart (g/100g) 0.42 0.43 0.46 0.48
Kidney(R) (a/100g) 0.40 0.45 0.47 0.45
Kidney(L) (g/100g) 0.39 0.43 0.45 0.43
Testis(R) (g/100g) 0.52 0.49 0.61 0.55
Testis(L) (g/100g) 0.50 0.51 0.60 0.56
Epididymis(R) (9/100g) 0.06 0.08 0.08 0.08
Epididymis(L) (g/100g) 0.06 0.08 0.08 0.08
Ventral prostate (g/100g) 0.09 0.12 0.08 0.08
E;‘:gf:e'a' (g1100g) 0.05 0.07 0.07 : 0.05
Brain (g/100g) 0.85 0.79 0.85 0.75
Spleen (9/100g) 0.21 0.21 0.31 0.28
Thymus (mg/100g) 287.9 2315 295.6 275.7
Pituitary gland {mg/100g) 3.2 3.7 - 3.2 3.1
Thyroid (mg/100g) 6.6 6.7 6.2 6.3
Adrenals (mg/100g) 15.9 17.5 15.9 18.4
Fnalbody weight @ 2T i e T T e T

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-4  Twenty-eight-day repeated-dose oral foxicity study in rats
Relative organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0

ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
Liver (g/100g) 3.16 3.04 3.42 3.31 3.29
Heart (g/100g) 0.37 0.39 0.42 0.38 0.38
Kidney(R) (g/100g) 0.41 0.41 0.39 0.37 ’ 0.39
Kidney(L) {9/100g) 0.37 0.41 0.38 0.38 0.39
Testis(R) (¢/100g) 0.48 0.44 0.47 0.44 0.42
Testis(L) (g/100g) 0.48 0.45 0.4 0.44 0.42
Epididymis(R) (g/100g) 0.10 0.10 0.10 Q.10 . 0.08
Epididymis(L) (9/100g) 0.10 0.11 0.10 0.10 0.10
Ventral prostate (g/100g) 0.1 0.09 0.08 0.08 0.10
Erzr:gf‘;era' (g/100g) 0.12 0.08 0.06 . 0.0 0.08
Seminal vesicle {g/100g) 0.25 0.28 0.20 0.20 0.24
Brain (g/100g) 0.67 0.58 0.58 0.56 0.53
Spleen (g/100g) 0.18 0.19 0.26 0.20 0.20
Thymus {mg/100g) 151.6 140.9 145.6 . 172.7 - 168.5
Pituitéry gland (mg/100g) 4.0 3.0 3.2 2.8 2.8
Thyroid (mg/100g) 3.8 3.5 5.1 4.9 6.1
Adrenals (mg/100g) 15.4 14.4 18.3 18.3 13.0
Final body weight (@ 2976 . sas  seaz  wer  ss2r

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-5  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group One-day treatment
Dose (mg/kg/day) 80

ltems Animal No. ' 18 ss 19 ss 20 ss 21 ss
Liver (g/100g) 3.55 3.60 3.55 3.56
Heart (g/100g) : 0.53 0.45 0.50 0.50
Kidney(R) (g/100g) 0.54 0.50 » 0.50 0.49
Kidney(L) (9/100g) 0.53 0.52 0.49 0.50
Testis(R) (g/100g) 0.54 ’ 0.54 0.49 0.52
Testis(L) (g/100g) 0.54 0.54 0.46 0.51
Epididymis(R) {g/100g) 0.05 0.08 0.06 0.04
Epididymis(L) (g/100g) 0.05 0.07 0.06 0.06
Ventral prostate (9/100g) 0.08 0.05 0.07 0.06
E;’:t‘:fetem' (g/100g) 0.05 0.04 0.04 0.04
Brain {g/100g) 1.38 1.30 1.27 1.31
Spleen» (g/100g) 0.35 0.26 0.32 0.34
Thymus (mg/100g) 402.6 354.3 319.8 3721
Pituitary gland {mg/100g) 4.2 4.1 4.1 43
Thyroid (mg/100g) 9.8 9.7 7.6 10.2
Adrenals (mg/100g) 20.8 21.9 19.6 21.1
Finalbody weight @) 4287 tzms  dwe o tme

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-8  Twenty-eight-day repeated-dose oral toxicity study in rats
Relafive organ weights of individual animals:Male

Group Seven-day treatment
Dose (mg/kg/day) 80

ltems Animal No. 22 ss 23 ss 24 ss 25 ss
Liver (g/100g) 373 3.61 3.87 385
Heart (g/100g) 0.46 ' 0.43 0.45 0.45
Kidney(R) (g/100g) 0.45 0.46 0.48 0.49
Kidney(L) (g/100g) 0.48 0.46 0.48 0.49
Testis(R) (g/100g) 0.56 0.59 0.55 0.56
Testis(L) (9/100g) 0.55 '0.58 0.54 V 0.56
Epididymis(R) (g/100g) 0.06 0.07 0.07 0.06
Epididymis(L) (9/100g) 0.06 0.08 0.07 0.06
Ventral prostate (g/100g) 0.086 0.10 Q.10 0.07
gg:g:em' (g/100g) 0.04 0.04 0.06 0.04
Brain (9/ 100g) 1.00 1.02 . 0.99 0.98
Spleen (g/100g) 0.22 0.31 031 0.28
Thymus (mg/100g) 379.1 298.7 344.0 251.8
Pituitary gland (mg/100g) 3.4 4.3 43 43
Thyroid " (mg/100g) 54 6.6 5.9 7.3
Adrenals (mg/100g) 21.8 17.0 17.3 | 177
Fnalvodyweight (@) A72e o ATes e e

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-7  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Fourteen-day treaiment
Dose (mg/kg/day) 80

ltems Animal No. 26 ss 27 ss 28 ss 29 ss
Liver (g/100g) 3.63 4.21 3.72 3.88
Heart (9/100g) 0.41 0.45 0.47 0.43
Kidney(R) (g/100g) 0.42 0.48 0.44 0.40
Kidney(L) (9/100g) 0.41 0.44 0.42 0.42
Testis(R) (g/100g) 0.56 0.55 0.53 0.52
Testis(L) (gr100g) 0.55 0.54 0.53 0.53
Epididymis(R) (g/100g) 0.06 0.08 0.07 0.07
Epididymis(L) (9/100g) 0.06 0.07 0.06 0.07
Ventral prostate {g/100g) 0.08 0.08 0.13 0.10
E;’:gta:era' (a/100g) 0.05 0.05 0.07 0.05
Brain (g/100g) 0.87 0.86 0.85 0.75
Spleen {g/100g) 0.26 0.24 0.25 0.27
Thymus (mg/100g) 350.2 2587 361.5 ) 234.1
Pituitary gland (mg/100g) 4.0 3.1 ' 3.6 3.8
Thyroid (mg/100g) 8.6 7.5 8.6 6.8
Adrenals (mg/100g) 17.7 18.0 16.3 18.5
Finalbody weight | @) 2mma o mme e T e T

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-8  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose {ma/kg/day) 80

ltems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
Liver (gi00g) - " 3.59 3.35 3.83 3.20 3.62
Heart (g/100g) 0.40 0.37 0.38 0.37 0.36
Kidney(R) (g/100g) 0.41 0.39 0.38 042 0.38
Kidney(L) (g/100g) 0.42 0.40 0.41 0.38 0.39
Testis(R) (g/100g) 0.45 ‘ 0.55 0.43 0.73 0.47
Testis(L) {a/100g) 0.46 0.54 0.46 0.54 ' 0.44
Epididymis(R) (g/100g) 0.1 0.13 0.10 0.13 0.12
Epididymis(L) (g/100g) 0.10 0.12 0.10 013 0.11
Ventral prostate (g/100g) 0.08 0.11 0.08 .12 0.089
E:(’)’:;Efe"‘“ " (g/100g) 0.09 0.12 0.07 0.08 0.00
Seminal vesicle (g/100g) 0.28 0.28 0.24 0.27 0.20
Brain (g/100g) 0.60 0.65 0.52 . 0.56 0.57
Spleen (g/100g) 0.18 0.26 0.20 0.18 0.24
Thymus (mg/100g) o 121.1 198.7 135.8 1227 175.2
Pituitary gtand {mg/100g) 3.5 3.0 3.1 3.6 2.7
Thyroid (mg/100g) 68 8.4 8.3 6.8 6.0
Adrenals (mg/100g) 16.4 16.4 . 138 15.0 12.0
Finalbody weight (@ ss2&  soos  sers o7 a4

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-9  Twenty-eight-day repeated-dose oral foxicity study in rats
Relative organ weights of individual animals:Male

Group One-day treatment
Dose (mg/kg/day) 400
- ems Animal No. 35 ss ’ 36 ss 37 ss ‘ 38 ss
Liver (a/100g) 3.65 4.05 4.48 420
Heart (9/100g) 0.46 0.46 0.50 0.44
Kidney(R) (g/100g) 0.47 0.47 ' 0.55 0.43
Kidney(L) (97100g) 0.47 0.45 0.51 0.45
Testis(R) (g/100g) 0.48 0.51 0.54 0.52
Testis(L) (g/100g) 0.47 0.48 Q.53 ' 0.51
Epididymis(R) (9/100g) 0.06 0.05 0.06 0.07
Epididymis(L) (97100g) 0.05 0.05 0.05 0.07
Vén‘rral prostate {g/100g) 0.04 0.04 0.07 0.07
Er‘;':gtaem' (g/100g) 0.05 0.03 0.04 0.05
Brain (g/100g) . 143 1.31 1.29 147
Spleen (g/100g) 0.34 0.24 0.31 0.27
Thymus (mg/100g) 318.9 378.7 371.5 384.9
Pituitary gland (mg/100g) 44 4.2 45 4.0
Thyroid (mg/100g) B.9 8.7 10.6 8.2
Adrenals (mg/100g) 20.5 245 21.1 20.4
Fnalbody weight (@ 4322 Aste | sas o dws

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-10  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Seven-day treatment
Dose (mg/kg/day) 400

ltems Animal No. 39 ss 40 ss 41 ss 42 ss
Liver (g/100g) 4.84 4.57 4.88 4.84
Heart ) (g/100g) 0.48 0.48 0.49 0.47
Kidney(R) (9/100g) 0.45 0.49 0.51 0.51
Kidney(L) ' (0/100g) 0.46 0.47 0.53 0.48
Tesfis(R) (a/100g) 0.64 0.51 0.55 0.51
Testis(L) (9/100g) 0.66 0.55 0.52 0.48
Epididymis(R) {g/100g) 0.07 0.07 0.06 0.05
Epididymis(L) {g/100g) 0.07 0.05 0.06 0.06
Ventral prostate {g/100g) 0.07 0.04 0.08 0.05
gg:gse‘a' (g/100g) 0.05 : 0.05 0.0 0.03
Brain (9/100g) 1.16 0.96 1.00 1.07
Spleen (g/100g) 0.29 0.39 0.35 0.36
Thymus (mg/100g) 365.1 276.8 289.0 336.1
Pituitary gland (mg/100g) 3.6 4.3 4.4 3.6
Thyroid ’ (mg/100g) 7.0 7.9 7.5 5.9
Adrenals (mg/100g) 223 21.8 20.9 248
Finalbody weight @) sz tm2e o dres A

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-11  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Fourteen-day treatment
Dose (mg/kg/day) 400

tems Animal No. 43 ss 44 ss 45 ss 46 ss
Liver (g/100g) 4.83 5.53 5.09 518
Heart (g/100g) 0.40 0.43 0.42 0.42
Kidney(R) (g/100g) 0.44 0.53 0.43 0.41
Kidney(L) (9/100g) 0.43 0.48 0.44 0.38
Testis(R) {g/100g) 0.59 0.66 0.58 0.53
Testis(L) (9/100g) 0.57 0.67 0.56 0.52
Epididymis(R) (9/100g) 0.08 0.08 0.07 0.06
Epididymis(L) (g/100g) 0.09 0.07 0.06 0.06
Ventral prostate {9/100g) 0.09 ' 0.10 0.08 0.06
Eg:;'taete’al (g/100g) 0.08 0.07 0.09 0.05
Brain (9/100g) 0.87 0.77 075 0.71
Spleen (9/100g) 0.37 0.53 0.50 0.44
Thymus (mg/100g) 158.4 340.1 202.1 2525
Pituitary gland (mg/100g) 3.5 4.1 - 36 3.5
Thyroid (mg/100g) 76 7.6 67 7.4
Adrenals {rmg/100g) 16.5 19.3 19.8 ) 19.1
Fralbodyweight @ 2082 azme  2as  ass4

ss: scheduled sacrifice animal.
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B10-0094
Appendix 12-12 Twenty-eight-day repeated-dose oral toxiclty study in rats
Relative organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) ' 400

ltems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
Liver (g/100g) 4.11 4.62 4.80 4.33 4.32
Heart (g/100g) 0.37 0.36 - 0.41 0.41 0.39
Kidney(R) (g/100g) 0.44 0.41 0.44 0.38 0.39
Kidney(L) (97100g) 0.45 0.39 0.43 0.38 . 0.39
Testis(R) (/100) 0.61 0.65 0.51 _ 0.47 0.54
Testis(L) (g/100g) 0.60 0.65 0.51 0.45 0.51
Epididymis(R) (g/100g) 0.13 0.13 0.12 0.09 0.12
Epididymis(L) (9/100g) 0.12 0.13 0.12 0.09 0.11
Ventral prostate (g/100g) 0.05 0.08 0.11 0.09 0.10
Eg:g;te"a' (g/100g) 0.08 0.08 0.08 0.08 0.08
Seminal vesicle {g/100g) 0.24 0.25 0.33 .17 0.24
Brain (/100g) 0.72 0.70 0.64 0.60 0.60
Spleen (g/100g) 0.37 0.22 0.40 0.35 0.30
Thymus (mg/100g) 193.3 183.2 176.0 171.0 197.0
Pituitary gland (mg/100g) 3.0 3.4 25 3.1 3.2
Thyroid (mg/100g) 6.4 8.0 6.5 5.1 57
Adrenals (mgr100g) 17.2 20.5 15.2 17.3 17.0
Finalbody weight (@ 2580 2616 sted a4 aae

ss: scheduled sacrifice animal.

-175-



B10-0094

Appendix 13-1  Twenty-eight-day repeated-dose oral toxicity study in rats

Pathological findings of individual animals: One-day treatment

Sex Dose Animal Fate

(mg/kg/day)  No Macroscopic findings

Histopathological findings®

1 ss No abnomalities detected No abnormalities detected
0 2 ss No abnormalities detected No abnormalities detected
3 ss No abnormalities detected No abnormalities detected
4 ss No abnomalities detected No abnormalities detected
18 ss No abnormalities detected No abnormalities detected
80 19 ss No abnormalities detected No abnormalities detected
20 ss No abnormalities detected No abnormalities detected
21 ss No abnormalities detected No abnormalities detected
35 ss No abnommalities detected Liver
Hypertrophy/Hepatocyte/
Periportal +
Male 36 ss No abnormalities detected Liver
Hypertrophy/Hepatocyte/
Periportal +
37  ss Liver Liver 4
400 Enlargement Ground glass appearance/
Hepatocyte/Periportal +
Hypertrophy/Hepatocyte/
Periportal +
38 ss No abnormalities detected Liver

Ground glass appearance/
Hepatocyte/Periportal +
Hypertrophy/Hepatocyte/
Periportal +

a) Organs/tissues examined as follows for the 0 and 400 mg/kg/day groups: liver, kidney, testis, ventral prostate,
dorsolateral prostate, bone marrow, spleen and thymus.

Organs/tissues examined as follows for the 80 mg/kg/day group: liver.

ss, scheduled sacrifice animal.
+, slight.
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Appendix 13-2  Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0094

Pathological findings of individual animals: Seven-day treatment

Sex (mg?:gslfiay) Ar':;::al Fate Macroscopic findings Histopathological findings®
5 ss Kidney Kidney
Pelvic dilatation (right) Dilatation/Pelvis ++
0 6 ss No abnormalities detected No abnormalities detected
7 ss No abnormalities detected No abnormalities detected
8 ss No abnormalities detected No abnormalities detected
22 ss No abnormalities detected No abnormalities detected
23 ss No abnormalities detected No abnormalities detected
80 24 ss No abnormalities detected No abnormalities detected
25 ss No abnormalities detected Liver
Necrosis/Hepatocyte/Focal + ‘
39 ss Liver Liver
Enlargement Ground glass appearance/
Spleen Hepatocyte/Diffuse +
Blackish change Hypertrophy/Hepatocyte/
' Diffuse +
Necrosis/Hepatocyte/Focal +
Spleen
Congestion +
40 ss Liver Liver
Male Enlargement Ground glass appearance/
Spleen Hepatocyte/Diffuse +
Blackish change Hypertrophy/Hepatocyte/
Diffuse +
Necrosis/Hepatocyte/Focal +
400 Spleen '
Congestion +
41 ss Liver Liver
' Enlargement Ground glass appearance/
Spleen Hepatocyte/Diffuse +
Blackish change Hypertrophy/Hepatocyte/
Diffuse +
Spieen
Congestion +
42 ss Liver Liver
Entargement Ground glass appearance/
Spleen Hepatocyte/Diffuse +

Blackish change

Hypertrophy/Hepatocyte/
Diffuse +

Spleen
Congestion +

a) Organs/tissues examined as follows for the 0 and 400 mg/kg/day groups: liver, kidney, testis, ventral prostate,
dorsolateral prostate, bone marrow, spleen and thymus.

Organs/tissues examined as follows for the 80 mg/kg/day group: liver and spleen.

ss, scheduled sacrifice animal.

+, slight; ++, moderate.
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Appendix 13-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Fourteen-day treatment

Sex (mg?lfgs/zay) A?\;r‘:al Fate Macroscopic findings Histopathological findings®
9 ss No abnormalities detected No abnormalities detected
0 10 ss No abnormalities detected No abnormalities detected
11 ss No abnormalities detected No abnormalities detected
12 ss No abnormalities detected No abnommalities detected
26 ss No abnormalities detected No abnormalities detected
27 ss No abnormalities detected Liver »
Ground glass appearance/
Hepatocyte/Diffuse +
80 Hypertrophy/Hepatocyte/
Diffuse +
28 ss No abnormalities detected Spleen
Congestion +
29 ss No abnormalities detected No abnormalities detected
43 ss Liver Liver
Enlargement Ground glass appearance/
Spleen Hepatocyte/Diffuse ++
Blackish change Hypertrophy/Hepatocyte
Diffuse ++ :
Male Spleen
Congestion ++
44 ss Liver Liver
Enlargement Ground glass appearance/
Spleen Hepatocyte/Diffuse ++
Blackish change Hypertrophy/Hepatocyte/
400 Enlargement Diffuse ++
i Spleen
Congestion ++
Deposit, hemosiderin +
45 ss Liver Liver
Enlargement Ground glass appearance/
Spleen Hepatocyte/Diffuse +

Blackish change
Enlargement

Hypertrophy/Hepatocyte/
Diffuse +

Spleen
Congestion ++
Deposit, hemosiderin +
Inflammation/Capsule +

a) Organsitissues examined as follows for the 0 and 400 mg/kg/day groups: liver, kidney, testis, ventral prostate,
dorsolateral prostate, bone marrow, spleen and thymus.

Organs/tissues examined as follows for the 80 mg/kg/day group: liver and spleen.

ss, scheduled sacrifice animal.

+, slight; ++, moderate.
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Appendix 13-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Fourteen-day treatment

Dose Animal

Sex (mgka/day) No. Fate Macroscopic findings Histopathological findings®
46 ss Liver Liver
Enlargement Ground glass appearance/
Spleen Hepatocyte/Diffuse +
Blackish change Hypertrophy/Hepatocyte/
Male 400 Enlargement Diffuse ++
Spleen

Congestion ++
Deposit, hemosiderin +
Inflammation/Capsule +

‘a) Organs/tissues examined as follows for the 400 mg/kg/day groups: liver, kidney, testis, ventral prostate,
dorsolateral prostate, bone marrow, spleen and thymus.

ss, scheduled sacrifice animal.
+, slight; ++, moderate.
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Appendix 13-5

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

B10-0094

Pathological findings of individual animals: Twenty-eight-day treatment

Sex (mg?fgs,zay) A:,":al Fate Macroscopic findings Histopathological findings®
13 ss No abnormalities detected No abnormalities detected
14 ss No abnormalities detected No abnormalities detected
0 15 ss No abnormalities detected No abnormalities detected
16 ss No abnormalities detected No abnormalities detected
17 ss No abnormalities detected No abnormalities detected
30 ss No abnormalities detected No abnormalities detected
31 ss No abnormalities detected No abnormalities detected
32 ss Pituitary gland No abnormalities detected
80 Cyst (¢ 1 mm) Pituitary gland
Not examined
33 ss No abnormalities detected No abnormalities detected
34 “ss No abnormalities detected No abnormalities detected
47 ss Liver Liver
Enlargement Ground glass appearance/
Spleen Hepatocyte/Centrilobular +
Blackish change Hypertrophy/Hepatocyte/
Enlargement Centrilobular +
Pituitary gland Microgranuloma +
Cyst (¢ 1 mm) Spleen
Congestion ++
Male Deposit, hemosiderin +
Hematopoiesis, extramedullary,
increased +
Pituitary gland
Not examined
48 ss Liver Liver
400 Enlargement Ground glass appearance/
Spleen Hepatocyte/Centrilobular +
Blackish change Hypertrophy/Hepatocyte/
Centrilobular ++
Spleen
Congestion +
Deposit, hemosiderin +
49 ss Liver Liver
Enlargement Ground glass appearance/
Spleen Hepatocyte/Diffuse ++

Blackish change
Enlargement

Hypertrophy/Hepatocyte/

Diffuse ++ ’
Spleen

Congestion ++

Deposit, hemosiderin +

a) Organs/tissues examined as follows for the 0 and 400 mg/kg/day groups: trachea, lungs, submandibular gland,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, liver, heart,
kidney, urinary bladder, testis, epididymides, ventral prostate, dorsolateral prostate, coagulating gland, seminal
vesicle, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph node, spleen, thymus,
thyroid, parathyroid, adrenals, eye ball, skeletal muscle, bone and mammary gland.

Organs/tissues examined as follows for the 80 mg/kg/day group: liver and spleen.

ss, scheduled sacrifice animal.
+, slight; ++, moderate.
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Appendix 13-6  Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0094

Pathological findings of individual animals: Twenty-eight-day treatment

Dose Animal

Sex (mglkg/day) No. @2t Macroscopic findings Histopathological findings®
50 ss Liver Liver
Enlargement Ground glass appearance/
Spleen Hepatocyte/Centrilobular ++
Blackish change Hyperirophy/Hepatocyte/
Enlargement Centrilobular ++
Spleen
Congestion ++
Deposit, hemosiderin +
Male 460 Hematopoiesis, extramedullary,

increased +

51 ss Liver
Enlargement
Spleen
Blackish change
Enlargement

Liver
Ground glass appearance/
Hepatocyte/Centrilobular +
Hypertrophy/Hepatocyte/
Centrilobular +

Spleen
Congestion ++
Deposit, hemosiderin +

a) Organs/tissues examined as follows for the 400 mg/kg/day group: trachea, lungs, submandibular gland,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, liver,
heart, kidney, urinary bladder, testis, epididymides, ventral prostate, dorsolateral prostate, coagulating
gland, seminal vesicle, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph
node, spleen, thymus, thyroid, parathyroid, adrenals, eye ball, skeletal muscle, bone and mammary gland.

ss, scheduled sacrifice animal.
+, slight;, ++, moderate.
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