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tert-Butyl alcohol DAEMZFHN R EER CEGFRIIIRIETEEICIOWTHRIT5 EW T,
EBET A NHARFA VRUOECD T A M4 RS54 407 #5E|2 28 BREIRER O£
EEMRBREER LI, :

5 EERDHED Crl:CD(SD)T v MIFEREKIZYAME &8 7~ tert-Butyl alcohol & 1, 7. 14 X% 28
HEEARFEORE Lo, #EAEIX0 (FFEUK) | 200 ZT 1000 mgkg/day & L. 1. 7
ROV 14 BRARESRICREAT AT T4 NERICIT 1 BEb7o D 4 I0, 28 ARIRSEITIT 1 B 5
72V SLEEM Lz, REFMFRERE2MIC >V T—RREBELE, AERERVEHEERT S
TV, ZHREHMKE TRIC COY0,BE N ARRELT CIMK 2 BB L7 %88 LT, MKKRE,
FEPOBREREEFRREEN OO ORMERE E/ Lz, 28 ERBEDA VY TS5
VRRBREEICOWTIE, BEEIRRTRICA Y IS UREE T TR R BB L SRS LT,
mEHRE, FRERUFEEENELZITV., EETFREERTO-DORBZER L, M
T. 28 BEEIRED CO, MEEERIC DWW TIL, BRESE T Il — B R EEE R UBERE Y
TV, BEREEEOERBICRZBR L TRBRERZIT o717,

—fRIRBELE TIL, 1000 mghkg HTEAHDEHT, BELE. E. BREHETRUE
EEH# DOWMENR BB,

B2 —BCR BB TIT 1000 mg/kg B TEEMEOTTER VL AD X HTHRL BTz,

BERERRZE T 1000 mg/kg BEET—BM DO B REHEOTEN L b,

RIBEZE TIE 1000 mg/kg BETRYT bV EOBERS B,

MERAMFRIRETIL, 1000 mgkg BT 28 BRFRELICZY VAT T—FRURa L
AT R—=VOEERELIT,

FFEEE T 1000 mgkg BT 28 B BB ER TR, BREVEBOHEIEEDEENH
biviz,

B TIE. 1000 mghkg BT 7 BEHEH 5 BIFROEKR. 200 & 18 1000 mg/kg BT 28 A
MR SEICERBRORERIERBRLRA b,

TRERAERFHIRE T, 200 mgkeg BT 28 B RSB ICBIROTAFMAE ORFHE. 1000
mg/kg T 14 BEREE?LBROEMFEMEOWFIE, 28 BERERICTROEALRME
EOBBREN S b,

FE, BEERVCLIRFORE CIIEBRYEREICIZ2EERL bR o7,

UEDERBD, AREBREEFTIZE W T tert-Butyl alcohol DL LV . BiE. FFER OV
ERNDEEPRDOONTN, BEEEZ DNAEERTLIIRD LR o7, 7. Il
B EIZBWD THREEIC L AEITH LN TR o7,
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141 #BEWE
a) AWE
& tert-Buty! alcohol
CAS &% 75-65-0
b) HETKRCEy NEE
fiETT Alfa Aesar, A Johnson Matthey Company
ny hEE 10163741
o) HEEAE
BE
CH,4
H;C—C—O0H
CH;
ZF C:Hi0
PFE 74.12
d) MEZ
L EE 99.8% (GC)

BB ITHE 100%: LTERYES -,
e) PE(ZAMER

ARE 40.7 hPa (%3 20°C)
RAKEEFEE ZEIEETED
B OR 24~25°C
R 82~83°C
BRILBIT AR LPEOBIT Lo TWAEEEE
BEM RELBY ORFERUBRETIISE L2
w E 0.786 g/em® (%9 20°C) '
D HREFE

BXLEKEERIIAN., BBRUEREEDT Vi —F — T TEREE LT,

REREDOERE 17.9~223°C GFEEHE 10~30°C)

REGZFHRUCHR 737 —F—2, 201148 22 A~20114 12 A 28 H

g) HBRHEOR MR ORESRGTICRIT 2 LEEOHER

MR CTEHRE L7z tert-Butyl alcohol DEEEME, #EERMEIR DL EM K OVEERE
BB (ABRES X02-0252, 3k GLP RER) 1RV TRER LTz,

PERYE DR—MEIZ- DOV TiL, National Institute of Standards and Technology (NIST)?
Chemistry WebBook 73D AF LT AT ML MRBHERICBWTHELZT—% %
HEd 52 LT X VRERR Lz, REBMENCHAIE LIz RARIRAZ hLiE NIST @
Chemistry WebBook 72D AFE L7ZANT M ERETH o7,

iz, BERSEFIRUREHMER TROFNRIRANS M EEBETEZLIZLD,
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RERBETILRBTOEBYEDKERE LR L B SRS R L TRESERT
BDRANT MBI O bNRNo T2 2 b BRI IR ESHTEETH-
o & HET LT,
h) EHRWEOEE
KE. B OBEMEOBAE SITH720, F4E, v~ 27 BF, FEODBREVAK
ZEM Lz,
142 # &
a) & W
FEELK
b) EIREHR
BHEDEIIKICBETERLOERNR S Enb BRAZEVWZREEZREL
Teo TR, RBEWEIZ 20 WWHOBRE CTREVKICIEE L., BBYWERIIFEEL 7 H
HCTEROEMEDRERL LN 2ol bbb, BRAZEERL LTEBIR L,
c) BT, JL—FKEUey hEE

BlET R
JL—FK BAERF
oy hEE 110829A
d & &
HEST RERE=E
RERE =R
143 EFE®

EBREML L TELSNEENTHY . —BEERBRICAA S, YEBERICBNT
LERT—FEHFEELTVD CLCDSD)T7 v b (SPF) # BAF ¥ —/LX - U A—HEEH
BV Z—bAFELE,

4BEOET Y b2 T0EAFZ L, 1 7F—Vbi0 SIEOREETAN 6 HE T THREZ -
Btz To72, b, BEEHE 1 BRIOATS BE T TRL L, TR_RTOEHIZEEN
Loiehrotclzd, ¥APELZAEZ BV THEREELAMEETESITL, 66
IEERBICER Uiz, B #IxRE5Ess CENEST Tk L, BTtk sine
BIIEBO BB Uiz, 72, AN OBREREE TIL. —BRERVEEEY 2 EH
1EULEEE L, '

BWIL. BELTRNIREHA~MMEA V7 28 L, BOTRITESERITTE LY, 7
—VNIETANVEAMT, Ty 7 I3RBRES AR R L TENTRER L,

REFIGRE OB OREL 5 B, EESFEIT 137.5~162.7g TH Y, 2FDEENE
EOFEHEEL0%OEEANTHD - L & RR LIz, |

144 HERE

B3, BE - BULHRF 28 0aRAETHMEZE L T, BE 21~25°C, HEXHEE 40~
70%., BREE 10~15 BE/EER], RS 70 12 BERIRRE (7 BeSAT. 19 BEVSAT) 108 E
LN T =V AT AOREE (BREFETIIREE 1. BRERTRIIEEE 5) ITE
L7, EERDEMNEEDERAMEIL, £ TN 21.6~23.6°C R 47.4~60.4% Th o7z,
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=R, BATRNERAT VLV RABEREER S —Y (W260xD380xH180 mm) | BT
IR T v LV RBIEHBR 7y —Y (W165xD300xH150 mm) 2 L7,

A RESRR TRERUESITRICRHB L ST RITE 2 EOEE TR# LT,
Shiz, IMEEBTENLEAZICBETIBICLRIE Lz, BER, F—YRUITF v
I, BEOUTRICRE L, o, V774 B (1, TRON4 BREAHRER) oW TR
FIRICHIRE T ABICL T v 7 BT, '

FEHIERER MF (2> FER 110906, 4V = X LVEERTE) &, gRKIZHE BT
EAREARICHR ARG COHEFEEN 3~5 ppm &5 L HICKEERERT P v A (=
=T v 7 R) BBRMLIKEZ, TENENERBRIY, FREVOEEASEMIE4— 2
L—T73E (121°C, 30 4M) Lzt 02 FnEruER L,

RN RSN OBRADOLTT — 2 2 ANF L, K ERERETFEEVERFED H
B OEEOBERMERE ) (1979) 22510, YERBER CED-EBENTHHZ &
TR LI-ey hEER LR,

BOBIKIZOWTIE, BEEFBE O [KEEBICET ES) (EEFBESE1015)
WCEH LK EREZF2EOHEETER L TRY ., BAFIICAE LEZRFORER
BB, BESOEELZRELTWA I LERER L,
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15. BBFE
151 HEYEORERE
FAERERB L LT, URBERT lfer-Butyl alcohol DT v MBS 7 BERER
D E5EEER (RBRES P12-0096, FEGLPRR) 2EHL7-. FEREABRTITER
K CHRE L EBRYERE., FE 3 KD 5EEO Crl:CD(SDYEEZ » T 0, 100, 300, 600
Y 1000 mg/kg/day DFHET7 BEERIRE Lz, REFHTII—RREEER MEER
BTV, BEREE 1 ARIGEREOCBEEEAEZIT 72, TOFR. 1000 mgkg BT
LADEFTRROLONTEPRETHY | KE, BEEELRVHRICBVWTERDERS
DEELEZ bNDIEITRD bR 72 2 & 55, 1000 mg/kg/day % 28 B EIRERS
LTHERRHECEOEEREEEEIIRBE LW LRI L,
L7c3> T, ARBR T 1000 mgkeg/day mAEE L, EFE L L T 200 mg/kg/day &
BE LT,
152 BEAERR
WHRMEREFREL L T2EERZRT. SbIUBEEOAL 2B ETIRENBELZREL
o, BENBERUOSHERIC, 1. TR 14 EERSBIZESHTIVT T4 MEEZRT
7o E7c. 28 BEBREEITIT CO, MBEEE (C) A Y TINT VRREEEE (Iso) ZFRITTZ.
UT., BEESREITERELRERT 2, 28, 7774 MEOBREHHTFOBEERUVHEIE
T—FIL, 28 BEBRSEIEDTIRIFN, 41 VIV T VREEZEDTERERAENIC1
BELLTELE,

enm BEEE BREFE | BBYWER EnbY/E=y
RERE (mg/kg/day) | (mL/kg) | BE(WN%) (EMHEES)
EESRE (1 ERS) 0 5 0 4(1- 4
ExE (7 BEE&E) 0 5 0 4(5- 8
ISR (14 BE&EE) 0 5 0 4(9 -12)
HAXTE (28 BEES O 0 5 0 5(13 - 17)
AR (28 B E#EE Iso) 0 5 0 5(18 - 22)
EAE 1ERS) 200 5 4.00 4(23 - 26)
EAE (7BREERS) 200 5 4.00 4(27 - 30)
EAE (14 HE&S) 200 5 4.00 4(31 - 34
% | EAE 28 BRSO 200 5 4.00 5(35 - 39)
B | (KRAE (28 BRI E Iso) 200 5 4.00 5(40 - 44)
¥ mAE (EERS) 1000 5 20.0 4 (45 - 48)
4| BHAE (7 BEES) 1000 5 20.0 4 (49 - 52)
EHRE (14 BRE&E) 1000 5 20.0 4 (53 - 56)
EHAE 28 BEEE ) 1000 5 20.0 5(57 - 61)
EAE (28 AHE&ES Iso) 1000 5 20.0 5(62 - 66)
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153 ®5%
a) WBRYHEROFER RE :

BWHEYEERBILH 0COT+—F — " ATIE L TBES Y-, BELER
VWEEPFEL, REKZLETOMIBETEOEE, BEKEZMZERL 20.0 wv%
DOEBHEREFE Lz, 51T, 20.0 wA%DEBWERO—EZHI L, BElk %
A THRRL, 4.00 whv%DHEREWERZRAY Lz, BEIIHRYEROR EMERERD
FEEMND T~14 BRIC 1 OEETIT- 7,

FAH LK REOHBROERE OBREICHVWIEERRIENE TSI R F v 7 RBICE
NEWAIGIT L, BBRMERUEORLE 7 10THRAT (ZRIfE 2~8°C, FAREHE 1~
10°C) THRE L., FAEE 14 BURICER LT,

INTRE LR BEOEBMERK EEIL, £ &5 B IR SICLERELRZRE
EFALRVHL, EZEE TRETERLBSICA V.,

b) WBMEIROLEMEDOHES

LRI TERE L7 [ter-Butyl alcohol DEZEME, HEMER DL EMER NEERE
ARER] FRBRES X02-0252, F GLP ®BE) T, 20.0 BT 0200 wv% DB ER
DEFHRETORERZ, AT r< v /57 4— (GC) RRWTHER L, TR
RS BRICAE LR EROTFROESEYEREL, REEROHERE
V2R L 100210% AR TH o2 Z &b, 20.0 BTN 0.200 whv% DB EIRITETTRE
T4 BEZETHD Z EBRERSNT,

BB EROGTHRE COREEDOREDRER

REER AL 15 B
BERE (WA%) [ = STRBER (%)
YV mBRIERE (wvv) | BEBIERE (wh%) ‘
20.0 20.7 21.0 101
0.200 0.210 0217 103

0) BEILEVLIEBMEROBERER
FIENZFREE L7z 20.0 KT 4.00 wv% DR EIRICOW T, ¥RB R TEE LR
B (EBRES X02-0252) T, REEZOCEKBVEREZAE L
ERDEBRO—F2HER L TR EHE L. GC 2RV THEBRYERELHEL
oo BIE LB EREFPREMEICH L 100£10% LA TH o720, EEIZHREET
- LMELTEEICAVE,
FIENCHRE L KR EROEBR Y ERERTRER

Flab RS
WERE (Wiv%) v SEREE (%)
| WERE (wiv%)
20.0 19.2 96.0
4.00 4.12 103

154 & &

1. 7. 14328 BHiER 1 E., BHERBRO®RE LT, ®51L 13:00~14:57 12{T o 77,
BEILIERT VAT —T A (TAF) 2RYMTEZERE (TAE) 2BV, BIEL
TERFOEEREIZ, Smlkg TEE L,
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HEHFETIIEE 3B (&5, BREEE~] UK, &5 2~6 BHAK) | £XEE
R R EE L,
15.6 FHM72—RIRREEIE .
28 BEHRED CORBREICOVWT, BERIERNC 1 B, HE5EA%ITE 1 BoEET
REDEB ZBE LT, REFBHZOBEERIITMICEHE BREDYWES) 2EIT. 8
DI VEZ ZITolc e, BRBEHEIHBITERVWRE (BRE) TfFo7-.

T—=TRbED
HI B Kk

TVIFRZANTHL, B L — VSN BT ToRE (K
LESRUREF) &, 2aT7 U JETHE

Eiz <>7:0)§§
MrEE

HEBREMERETORE, HEORE (IE., EOFNERUES
D | KERUHECE (FH. BRRUTT/—¥) | BOR
7 R, RREHRUELE) | RERUSWBHOFELEE

TU—FHNTD
ITEIDEE

B % 90 cmx60 cm DELEE LI 1 HFLLE S HLR) Bx B3
BB, R, SITORE, REBRAK. RE - B - g8, B5ET
BRUVEFITEORELEE

| HEOHFEREE (Eo¥) RUSEREE (Ro7/—AE) 2HE

15.7 HEsERE

28 B85 D CO,MEBEEEICOW\WT, #E54EE (®E52788) 01 H, ®EQEE%
BE Ui, UMERDENIIEM2—RREEE L BRI EBER YR T 2V RETR

E1L7-, ‘
I BEE3m IR — A OBE ST 4BEESELEEEOR
JhE AT ) v SRR
B ¥ | BETEZELLELEORSEAIT Y VI ETHEAMm
Fictt | 8 B (BEAYITED 1A BEBRBAZEAF L XORS2EE
BARN B2FTEo#, BRLIIKEZY TR EORIGOEEXEE
ZEH | K30em OFEIND, BOBERE EIC LI RETEL L XD
EMRE EERGOEEFEE
= BHNA—FFGC2 (AT 4 R) AV, FERUHEOENZ 2
ERIE L, FHECRHE |
7 v NAESHEAIEERE ACTIMO-10 (30527 /) 2V, 8
HREHE DESHEZL 1 R (10 2R T 6 B) JIE L. HRIHE (42.6 cmx26.5
cm OEFHEZ KA S om BB CHE) 28U - 72 [EE T
158 HEAE

2 OoNT, BEFEIRE (P MU R) AV, FTROBIEEZEEL:,

- BEAV A

- BE 13,7, 14, 21 EU'28 HE
- FRBEOEI R (HEE» b ORER. EAERE)

-12-
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159 \EEERE
7. 14 RO 28 BEEESEIIONT, BFEIERE (FA R PX) 2E0., FEOH
CEEEFRIE L,
- ST BOKREE
- #|E 1,30 7, 14, 21 RU'28 H B DREEE
£BE7, UERD2 BECRAEERNEHICELBA L, BREOREERAIE L,
AELIIEELREE)N CERERRTO | H EHEEEL R,
15.10 JRf&7EE
a) % K
28 BRERED COMBEER VA Y TV 5 VR O\ T, %5 28 BEOEIC W
150D 200xH 263 mm OEEFIRE 7 —VICEMZ AL, BESARUELFET,
BHEETOM ISHEEOEERLER L,
b) BEEERUVFE
B LBRERZ AVREOEE 2BE L, RICEIIHBELOEHERIRE L
TR BRER TEBRREORSICEE L ELIERD bhhofie . [EREE
COWTHIREZITOR 5T, A V7N T VBB D\ TR E R 1T h 72 o 72,

H B RS BEEE
/RE (Urine volume) | ARV U F =L L ARE —_
&3 (Color)
Y (Tubidity) RS '"
REZE (Uosm) KRETE A
pH
ZEHE (Protein) ' RERRE '
7 R A& (Ketones) BBRBIZE T TAT s v 7R (—2 | —
% (Glucose) VR) BER)
#M (Occult blood)
FRILE (Urinary sediment) Sternheimer Z & B

EREE A BEEEFEEH OM-6040 (7—2 LA)
B: VAT AAMBEMEE BX41 (U R R)
15.11 mgEmE
a) TEMZOURERE
FRBEIC OV TRKRE B OBR» LR L B H GRS 16~20 FR72) .COy/0,
REANAHEE (COx0, BEH=41) T AR DRED LB VM L, st
BEMRE LT, BB, A Y TV VBRIV CRERBEROR» LG L. B h
(ERBRLE 16~20 BERI%) | A Y 745 VBN T CHM ATV, CO, ARELEE b [FRE 72
REEAT 0Tz, 3774 MEICOW TR O REHERII/T b 72 s o 72,
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B10-0096

BmERE VERL ¥

EDTA-2K BRI TN A SB-41 (2 v FEE G059, R A w7 R) T
i \

U7z i

RABE=T NI ULATKFY (o v hER STP5940, FoltpiERT )
M 3 | ©32wN%KEEE 100 pL B8 L= 07 ARG CHIm Um0 8

(3000 r.p.m.x10 mins) L THE7zMmiE

M E | V7 RARERE CHM UELSBE (3000 rpm.x10 mins) L CHEZMmE

b) MEFERIRE

2nRCnELAVWRECERBEZRE L. VT 74 FEIZOWTiE7m by ey
RREEWERLRS b e R7 7 2 F VRRAOREIIITOR Mo T, £, TTHOE
BIZOWTRSRAETE LD, 22 AWt BHRERIIER L 2o 7,

E B 5FOIE e
FRIMEREL (RBC) FEREP AR IE
~NES B UEE (Hb) ST UAINET O ELE
RBC x MCV
~<vhr7 Vv ME (Ht) T
LRI ERERE (MCV) R ERE
Hb
EHRMBEA~E /T BB (MCH) S x10°
_____H.:E_____ x10° C
EHRMBEA~E S o EBE (MCHC) RBC x MCV
m/iR# (Platelet) FERERE
FEIRARIMERE R (Reticulo) RNA Lk
B ERE (WBC) ZTE—¥4 AR Y
HIMMEKE 4= (Differentiation of leukocyte)
ek (Neutro) . U 27 %k (Lymph) .
SRR (Eosino) . AFEEIR (Baso) 7R=FA RA BT R
B3k (Mono) . RAEGEREEK (LUC)
Zu be ¥R (PT) FEEBLRBA R
AL F RV RS T AT LB (APTT) | ke L ot D

BRERE Clzikem, DICmiEsER

R C RAMKERITER ADVIA120 (3 —A LX)
D: & HE i EEEBRAREERE STA Compact (B¥/= - FAT V) A5 4

v 7 R)
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o) MKEFIRE
MEZAVWTERROEEZBIE Lic, B, V774 MNEIZOWTUIT AT F B
TI)RNGVRT7 2 T8, TI7=VT I/ NIV ART 2T B, TAHIETHRT
7E—E, RRER,. /L7 F=VRUREIAVEVZHIEL, ZOMOEBIZREL

TR0 T,
H B 5 ik BeE
T TYBT S/ RTEATET TRy e ssce i
TI73=vT/) 7 AT =7 —E (ALT) | UV £ JSCC BEEXRE
TNAHIET+ AT 72— (ALP) p-Nitrophenyl phosphate %
2 Y =R F5—% (ChE) Butyrylthiocholine iodide 3=
K INE I DT U ANRTFF—F (GTP) f;lt{fj;tﬁ‘fj ggcarboxy#
@=L 25— (T-Cho) COD-ESPAS ¥ E
. GPO-ESPAS 7' U £ w — /{8
KU ZU&U R (TG) £
REZE% (BUN) Urease * GIDH ¥&
7 V7= (Creatinine) ' Creatininase * F-DAOS =
#EH (T-Protein) Biuret &
7T 7 3 (Albumin) Bromocresol green 35
_ Albumin
A/G b (A/G ratio) T - Protem — Albomin —
m#E (Glucose) Hexokinase * G-6-PDH ¥&
Beryary (T-Bi) BERIE
FAEFTER (TBA) BRVA7 V7% E
ERY - (P Fiske-Subbarow £
ANTT A (Ca) OCPC &
TRV UL (Na) Crown-Ether [EEBRIE
ZIV A (K) Crown-Ether FEEEIE F
BE (CD MO &

EREE B A{FEEEOVTERE 7170 B (B Z&/ERT)
F: EfEOITEE PVA-EX T (A&T)

15.12 JREZEORE
a) H &
ERBEICOVTRKIRE B OB R OV LEMEIT B & R REIR b A
LCERER S, Ak, BILE, BT, BEE, HE, EEROEREL ZOREICS
WTHERNEERT -7
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b) MEREBREVREEEAE
() ‘3‘7‘74' ¥ :E3

TEUN4 BEREEIIOWVWT, FIRFRICRRORTE - R EER L,
5 B FE - R

TH{LEER T i

D MR D

W R 25 7% g

ATEZR R FERL, R LK, IEERISIR, HRIZERIIR

FERE R B (KRB, DR OEEETe)

=M AR B O(KERE) | EE. BR

PR TEE BREBR (ERNMEED) | BT

EERLIZRED D b, . L. B, BE. BELE BEEIR TRZE
BISCBR, PR, REER, MBR, TEAERUVBRRRZEERXIIEFRICERET 2, B
KRIEERICBELZBICEFRE (FA NI UR) TEEZHE L, BE.
BREUVBRE LEREREZRAICHE L, BIBRERAEZE LD THELE, TA
EMIBRIIREO—HEEDTRE L, FRBRIEE/NMEEZEDTREN LB
ETIC 10%FEREER L~ JRIZBEL, BB, EADEZKENOHEELTE
EZRELL, £z, BAHBICHEL-EEZEICENEELEH LT,

(b) 28 B IR 5

FIRFRFICREDRE  ERZER L,

5 = 2E . ag

R SE.

s BT, E. B (F B b EB. <A = ARERL) |
W, PRI

b hER | O

WREF T, FER

o MR B LR MEAITR. SRENTR.

ERER HE (BEREET)

R B OORM. MR OBE ST | B, AREE

e B8 (REEE) . Y oS BEIE <& L
i

PSR FEE TRE (LRMEEED) | BB

R 1R

% BHA | BEE R . B (OER)

B MBS | LR

SE R UBEREIT 10%HIERE A~ ) VIREEARICER L, E R VBT 10%

FHERERAL <) CREEA L TREIOEE L7,

- 16 -
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ERLZHFED S B, iR, L. BiR. BER. BRLE, EEIR, THZE
BINAR, FEE. BX. PRI, R, TEARUVEIBREERIIAERICEET 587
2. FRIBEEERICBEE LZRICEFRE (PN vR) TEERZHIE L.
Bl BRERURE MEIIERZRAICHE L BIRIIERE T L O THIE L,
ERIFEFNIIRIIREO—HEZED TRHE Lz, BERIIEEREZED CTRBHEART
FREERLUTHERL, EEZHE LTz, FRIBIZEEMEEZED TREN D HBEETIC
10%FHEREE L~ ) VIRIGEEL, BA, EAOEEZZEN LB L CEELRH
L, 70, MBI BICAE L AEL IR EELEH L,

o) Mo EER VRS

BN LERE - ARiT. DT X CEERVERE Lz,

Frigix, EEZHER., SMIEEDOFRE» S (FIARA & £ Ol Z S BRIC
BoT) 2~3 mm BEOEBRA 4 KEER L, BEFRBAEETAICHE L, 28T >0
EEN 1S gUTTHD I L 2HRBE, TNETNEED 5 FEL E D RNAlater® (Ambion,
Inc.) IZEES®E, AEIIKSEHE, -80°C TREL, MIEEDEGTFREEENT
ERLOEREOR Y B EUERY OEL 10%FIEEERAL~ ) VI TEE Lz,

FigIT. ERRIAICEERZRIER., FROFRMNLELBELEL X0 ITEKT 4~5
mm {E DA ZHEER L7, AP OHEELZR R\, EFTo Lk, 0%
1% 3 mm SAPIZHEE] L RNAlater (TBE L7z, BV OEHNLIE, SENE, BES
BEROREZSTTH o7 7L, FLFL RNAlater [ITRE L2, BY OF 451K
. -80°C THRIF L7z, EMIZ 10%FIEEER AL~ VIETEE L, B, EAV
TUPDHITIRERRBD b HEILIRET % 10%FEEES NV~ ) VIR TEE L,
RAHA 2 B TRBEEHENT L U-80°C BREATICE L 72,

BREIY, EERACEERRIER. AAZ 458U, BB DS % RNAlater 128
BEL7z, BY O¥5i0ketE, -80°C THRELEZ, EAREETE Y N UIRTEEL
770

FBEEEII, EEZRER,. EFLVEETEY PYUEBTEE L,

BRI IRIZ, EERIER. EFTIA L, — 5% RNAlater IZRE LT, BV IX 10%
HERERAL< ) VIETEE LT

IE, EEZBER, KE LA Z =K (AF 7 —A7 ma i iEEE=63:1)
S0mL IZBE L7, KETCTSHEIRE D Lz, Bk ¥ /) — 1 30mL IZ# LTz,
SHIKRTCTIRE D LARL, 1 RREBEIC2E, Koy ) — IV ELHE L, KE
TT—BIRE 9 LTctk, K=&/ —/1 20 mL IZAH 4°C THREL., REFIE2REE L
THREBLRFICEMN L,

JEfRIL, EEZ HIER., TREH DER TF 1~2 mm O/ R % 1 5B L RNAlater
WCRE LT, &I 10%HEEE L~ VIRTEE LT

FfgRiz, EEZRIESR., EFTIH L, —F% RNAlater [ICBE L7z, BV IT10%H
MR E AL~ ) VIRCTEE LT,

TEEIZ, EEZRIER. RNAlater IZBE LT,

FRIXBEIRES 28 L 5 TR L, 10%HEEEs LV~ ) VETEE L.

-17 -
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ERREEEIIBEEHE O KBEEEMEE THERL, BHEUTOX S ITHER L,

(a) 1 58 |

REEE OS8R L. RPMI1640 (Invitrogen) 5mL TEEEZYEVVH L, 70 um
DAy¥az2BLTA=HNFa—TWER L, 4°C Tl (1100 rpm, 5 43fE)
%, EEERWZ, 512 5mL 0 RPMI1640 ([ZHRE L, 4°C TEL (1100 rpm.
S %, EEERWE, BE% SmL O RNAlater \[CEVEESH 72,

(b) 7 B EEE

ERBHL VEWESO/NIWVENDL 2ILIZON T, BHEOEEWH LIZ S mL
@ RNAlater A\ Tz, TeWHLE, 70 um DA v Va2 2@ LTCa=gFa—7
WZEX L, 4°C TEE L (2000 rpm, 5 43fE) %, EEZ RV, & 512 5 mL @ RNAlater
CERBEL, 4°C TEDL (2000 rpm, 5 HE) %, EEERV L, BEE SmL 0
RNAlater \CBEEXH T2,

B D2EITOWTIHE, BREOTEVE LIZ SmL @ RPMI1640 2 BV -, ¥EWVH
LB.IOm DA yva22B L Ta=hNFa—T7IZER L, 4°C T&E L (1100 rpm,
54550 %, EEEBRVVZ, £ 512 5mL © RPMI1640 I2BEE L, 4°C T&D (1100
pm, 57 8. EEERVZ, BEE SmL @ RNAlater [IZERESET-,

(c) 14 BB EE

SRBHELVEMEEO/NIVENL 2EIZOWTIE, BEREOBEWE LIZ 5 mL
O RPMI1640 Z AV iz, oWV H LB, 0pum DA v ¥ =22 BLTCa=IAFa—7
WEIL L, 4°C Tl (1100 rpm, 5 4#f) %, EEZBRVWZ, BEZ 2 mL ©
RNA/DNA Stabilization Reagent for Blood/Bone Marrow (Roche) [ZEVEME ¥, fEE]
T ERIT-80°C THEERE L.

B DO2EIZOVWTIE ER OBV H LIZ 2 mL @ RNA/DNA Stabilization Reagent
for Blood/Bone Marrow % FV 7z, FEVWH LE, 70 um DA v &= 3@ L THIAEE
BERZER L., IR TERIZ-80°C THHEREFE L.,

(d)28 HE®REE

FRBRE S LERHOEVELIZ SmL @ RPMI640 2 FH V2, FEVVH L, 70 um
DAy V=22BLTa=IAFa—TIZERL, 4°C TEL (1100 rpm. 5 )
%, EEEBRVW, BE% 2 mL © RNA/DNA Stabilization Reagent for Blood/Bone
Marrow |ZB2E S ¥, SEEH TERIC-80°C THRERSE L,

RNAlater |Z3278 L 7= & ##1E RNAlater ZBRICEBE ST 5729, [EIEIL 4°C T 72
e, O OMRIT 4°C T 24 FEREIRE L7z, RNAlater ICEE S ¥ £-80°C T
BREL. RIA 7 A A% EE L TR MBI FERTICREN Uiz, -80°C B RFEL
TEHRRIZDOWT D R T4 7T A 2 &RE L CREMEMBA R &M L,

TOMODIFE - BikIT. 10%FHEEEFR L~ ) VIRCTEE LT,

-18 -
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d) REERZORE
(a) V774 hEE

1, 7kU 14 BARSEONBERVEAERICOWT, i, BiR, BE, &
YRR BB (KERE) | B, BROT 7 4 VEAEBTA 2 ERL, ~v ¥
Vv Ur (HB) RE#R. AFEEMENICRE L, B (KEEE) 1381V
H LRI 10%58588 - K1~ U ViEIC L BBLR 24T - 7,

T70,. 14 HRREH TR AEE CERICEBDE OREICEE LBl gD
nicizH, EREFIZ OV THBIROPEBEBZIOBRE LT -,

(b) 28 B E& &

HNBERXVEREED CO, REEEICOWT, BMEUTEAZBRVWTER LETR
TOHEXITEBDO AT 7 4+ AEBTOF 2R L, HE RE%., LFHEKES
WCBRELZ, BROEH (REE) 1390 HUENC 10%88: - A<V ViRIZE D
FiIK %17 > 72,

/2. BREETERICEBRYEOREICEE LR GRbN =D, EFE
BIIOVWToBIROFBEBRFIREEZITo/2, SbiT, BgIz>W\WT, BEEER
UEAERD HE LEERIZBVWTHEFREAED bil, a2u-Z/ 07 ) L oEES
THERTOLER Do, STRED 2 4] (No. 13 R 14)  {BEEEED 2 4] (No.
38 RT39) RUEAERED 24 (No.57 BUN60) I2oWTH e2u-Z 27 U VHiE
L L DRBEBMFRELITo7, BREIE, Hle2u-rur ) vk (ny NEE
DTQ0209091, R and D System’s) ZiTALRME ERMIED a2u-2' 0 7 U VICEG &S
¥, BRTEEZREIT T, HEEMENIEE LT,

15.13 HEFERIFE
HE, FEE ), BRERE, MRFHORE, MRELEHRE,. RE. REFET.
FEEEDOFRITOVTIL, Bartlett ¥EIZ X D2 ELBRELZITV, S%EEKETESHR
B bNTHEEIL. Dumnett HIZEDBRERITTo/z, SEHBNRED bR WVESIT L%
7 A MU w7 ® Dumnett JEIZ K BREEIT o7z, SREEE (E0R) RUSERELZ (RO
T—AE) 12285 A N v 7 O Dunnett JIT E A REZRIT 77,

16. ABREEDOERIEICEEZ RIS L L EDNABEEER UIRBHEZ» b 0B
BIRIZOWT, BRBEHEZETIE, (4 Y7V T VERBEIZOWT H 5 28 A O (22:00
~anhﬂﬁu@¢%ﬁ%#~\uW@?é# ROBEIIITHO2W, ] ERE LTV

. ROBEREITo7z, BERLERICOWTIIRERTH o770, aﬁﬁﬁiuﬁﬁ
éﬂtﬁéﬁa@£§1ﬁ< RBICKETEEIRWEEZ T,
REAMBFRIREIIRBW T, B REO 16 (No.2) OBEENIEIEERSENICEE
ENTRLT, REERERLERT AN TERD ST, THRICE Y EENBED T —
FBR1DORETDZEI R PEOREFER» LRBRREOEEIITETH A D, RER
CRIZTEEIRWEE L,
RBREEOEREICEELZRIIL L EDNIBEERIIRD bl oz,
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17. REEEAE

17.1

17.2

17.3

17.4

17.5

17.6

17.7

—f&IRRE (Table 1. Appendix 1)

1000 mg/kg BETIZ, 85 1 B B O&E 2~6 B DEEITB VT, LADIHITHR 2
B 16 G, AR EF A 11 FIROHIEIN 5 FlicA bz, BB EFROEITRE 1 B 8
DHADEZRTH-oTR, XADESBHTRREHAMLE L TENICEE Sh., REFEK
TETIR21ITHbNT, Fo, &5 2 AEUBRICERESHETN 1841, 8513 HE
LIRS C R B E % O —IREDOFHEEN 7 61 CTH biviz, 200 mgkg BER USKTRECITEE ISR
Db oTl,

FEMEZ2 —AXIRRE (Table 2. Appendix 2)

 HBRYERSETHERER CERERICEERESIIRD b kol

Z DLDOFERE LR B T, 1000 mghkg HETHRE 1 BEICT U —F R TOESEDOTTE
(+2) B BT3B, LADEHITR 4B, BE2EHIZT U —TRHRTOL S EHITR
20l REZBEILT VU —THTORBRDEDOTTE (12) RUOLADESHTRE 24, #5
4BEIZT V=T ATOEEMEDTLE (+2) 23 1 6, L A0 EHITH 2 614 5 #17-,200 mg/kg
BEERUNBECEEIIEDOLAR N7
BEEERRZE (Table3, 4 RTRS, Appendix3, 4 KT 5)

1000 mg/kg B THIE 0~10 FORFHEFICEREHECEERSER A BN, BHTIE
FEDERSEIAREREDIRD oNT, REEREIZBW T LB EREER O
BEICEZ IO 2o T,

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

BEMERSBEIIREEREEEIRD baroTz,
#EEE = (Fig 2, Table 7, Appendix 7)

HKEMEREEIIEREREIRD bk o,

R1&ZE (Table 8, Appendix 8)

HREMEREETRERVREZEICEEREHIIRD b2 T,

Z DMOBREEE TI 1000 mghkg HTRYT N EOEEN A BN, 200 mgkg BEE
MERBICERIIED ootz
MEHRE

a) IMEFEIFRZE (Table 9, Appendix 9)

1ERD 7 BRARSHETIE, BBROERERICERRESIRD RN T,

14 BEHREEICRBUT, 1000 mg/kg 35 T Ht OFEREEN S BT, 200 mgkg FET

BEREEIEED bR o T,

28 BRI SE T, COBBEER DA V7NV T VIR VIR B R ERITA B R
ERENIBDO b dolc, Fiz, FREEE &b CO,BEEER VA VTNV T VREEEET
BR B2 EITRD bivie o7z,

b) MEE(LFRIERZE (Table 10, Appendix 10)

1 EEV 14 BRREETIL, RO ERSHICARLREDHIIRD b2 o7z,

7 BRI EEEICZBV T, 200 TN 1000 mgkg T ALP OFBERIEER L bNT-,

28 AR EFICBW T, CO,MBEEER O V) 7V T L REEEED 1000 mgkg BET= Y

-20 -
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VAT T —ERUMIVATE—ADEEREERALNZIEN, £V 7T v HREE
B D 200 X T* 1000 mg/kg BETHRDE B REER A BN,

17.8 REFERE

a)

b)

ZFEEE (Table 11 2112, Appendix 11 T 12)

1 E#REEHTII, BBYERSERICERREHIRD bRhoT,

7 BRIFBSEHIZBV T, 1000 mg/kg B THROES R UOHMMEEOFERIEE (R
BED T45% KN 79.0%) BB bz iEs FARBREOENEEODFEREERA LN,

14 B EH&EEICR VT, 1000 mg/kg B CHRERN RO R UMM EED A ELRBE
(RTEREED 130.7% K N 133.3%) BNALITZ,

28 BEIREEICRVT, CO,FREEEED 1000 my/kg BETEABEBE VBB OHANER
DEEZEE HBREO 112.7%E W 126.4%) NAHBNTIED, EAREER EEZEDHE
HNEEOEERHZ DN, AV 7T FREEEETIX 200 mg/kg KUY 1000 mg/kg B THIR

CIEERRUVEABROENEEDEERSE (HERED 112.7%, 1132%E T
114.6%) . 1000 mgkg EHETHABRROENEEDFELRRME (RHERED 122.1%) . T
EEDOHHEVERNEECEERREE HTRED 1162% K1) R&EbNIEh, BEOD
FNEEDEEREERA BN,

# M (Table 13. Appendix 13)

| EHREHETIT, FEPEERSHRUXBEICEZIRD b2 o T,

7 BRREEIZIBVT, 1000 mg/kg B THIROERD 4 B 2 I8 BZIED,
FRERBROBEMLEN 1 flTH LN, 200 mgke HERUKRBETIZERIIZ D LN
o T,

14 BEABEFRICBV T, 1000 mgkg B THIROERD 4 515 1 FlICRD bz, 200
mgkg RO RETIIEERRD bhaho T,

28 BEREFITRBV T, CO, EREED 1000 mg/kg B TRIRORE SINERARR(LN 5
B 4 B, FFRROERZ 3 FlIZRD biviz, BIROREARBEEFRLIT 200 mg/kg B
TH3FICHR LN, BETIIEBORER 1 fA N, Y 7NVT REBEETIT
1000 mg/kg B CTEIBROFRE RINEARBEBRILR 5 Fld 2 6], FFROERR 1 FllcRBH b
7o, BRORERRERFRLIZ 200 mgkg BETY 2 flIcH bz, WRETIIBEED
EELBEHEN 1 FfLbnT,

TREMARRFERURRE (Table 14, Appendix 13)

1 B EEETIEL, 1000 mgkg BH#EER U REICEEIIRO bk o7,

75%&5ﬁcﬁmf 1000 mg/kg # THIRANCHRIBIBROB ZILEN L Hivic 1 6]
THBRFNIC O BRILESER SN, WHIRMICEANALNFRICIZEEIIRD b
h&ﬁotoﬁ%ﬁfii%imbehﬁmoto

14 HEHREEICTRW T, 1000 mg/kg B CRIRICITALR S OB 778 - (880 254 fiF
IWTﬁbahk&m\ﬂﬁwwﬁTwimﬁlﬁ FTHR D FR R PERT AERREEFEDS 1 BT
B o, FRIZABRHICERRA NN ZUCHET 3 BIIRD bh oz,
MOmﬁgﬁTH%ﬁ®%E@%ﬁﬁlﬁﬁEh\ﬁ%ﬁfiﬁﬁwj/ﬂﬁﬁﬁﬁﬁ
INAEERE 1 FlicH bz,

-21 -



B10-0096

28 HFIEREEED CO, FREMEEIZEVI T, 1000 mg/kg B CRIED T RHE DR T (&
WB~FEE) 255 F12f], TMNRMEEOKERE BE) M 1FIICRD bR gn, EE
RIMERD U 7 SBBE R U R RIR O EFTHER B 1 I TH b7, 200 mekg B
TIXBIROEALRAE OMTH G 255 FlF 3 FICEm D bhizigh, BIEOBE D
ZRAN 1 P1AoiTe, SRETHMOHIM, ZBORBERUEENTED Y L/ EkEE
BE 1R BT,

18. & £

EROETEMRACRMARE . LTACEAShTWALAYTH Y, KEELE 4
EFZEaE (American Conference of Governmental Industrial Hygienists, ACGIH) (&A% AT
BT A4 (B MZHLUTERAMRSETERVYE) KHEShATW3, ZBesE
WERERAMERRTIE, 7y PORBIZBWTEIROBEIINA, < 7 2 DRIz T E®
BROMISHIIRBEDREENEM LI Z L AFESHA TS (NTP, 1995) , 7. T v k
O 13 BERGKESRRTIT, BROBT EERBERRUKE., FREERVEREEOR
MAHZLH, ETIBECEECRUBFEEERZ LN TS (NTP, 1995) . AREIC
BOTHEBMEREICL Y ZICBRE VA~ OBERRD b,

BERICX 3 288 & LT,1000 mgkg B3V T 28 B2 S #IZBBOMAEED S,
200 & X 1000 mg/kg BEICB W THR TREAREEFBARL b, HEESSMRE T
1000 mg/kg ¥ T 14 BREIBREHE2 5, 200 mgkg BT 28 BERERICe2u-2 07 U L OER
CEDEARME OB FRAER SN, a2u-2 87V L OEREIIES v MEEOEILTH
V. BEFENERIZEVLEZONLD, BIRO LB T v FOBERAMEREIC B T
EGORERFEMLTEY, ARBIZE O TY 1000 meke BT 28 B B 544 100 R 4T
EERMROEELTRT SRERAL ORI Lhbh, BERAE L OBEKILSVTIZEY
EHRBRNAKETH S,

FIRICR T 2B BL LT, FERB~OEBRUEEARTERTRS N, T2bb.
7E%&%%#BNMmMgﬁTﬁﬁ@EﬁﬁﬁbBﬂ\%B%E%%Kw%mygﬁf
FROEHNEEORERS bz, REERENRE TIHEERRD LN AL DD,
RBREICBVT 1000 mghkg BETHBNTZRY b AEDBEEIT HERIC L ENICER L=
Bt & DIERERE B OBRBZTTE L, 7 N ERREM L ZREREEZ bR D Ehb.,
IRECFHREICBNTHONER IV AT o — L OBE L BT, BRYENFIETO
TEERHICEELRIE LI EME L, 77, 1000 mgkg BETHONEI Y VT XF 5 —F
DEREFIETOEAARIEI - B &2 -,

—ACRREEIE T, 1000 mgkg BETHRE 1 HEICHRE FEROWE . RE5HEPBLCL
HOESTRVAREBETRH b, BENREICLERNEE S, $7-. M —
IR ERBIZRIZ 3\ T 1000 mg/kg BET X A6 & A4TION 2 CIEBMEDTIEMN 2 b L, HEtER 2
TOEREHEOHREILOVTH—BEDCEB 20 bERYEREIC L 3 HRR~DEE
EEZT, LR b, HEHMFOREROEEEITIIEENED b 2d ol m &
b, ERREE TRV LUl L, ,

TOED WEPEOREIZLAFEL LT, 1000 mgkg B THERSL b, FHETE
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BEE %@&@%ﬁTb@ FIBMEZE T2 EREROBRS LSS LIT LITEDSE
EERAMBICEENRD b 2ho- 2 b MERBREHEORZ PIcL-THE| 28T
SNDHEENH D (Matsuo, 2000) Z & nb, ARBTH LN -HEIIHERDEDORIZL Y
ERLCLOTH W EEFNERIIENEE X 72, 72, 28 BEHE541T 1000 mg/kg BET
HONTEBREEOEEIHBRIEREICLAXA NV ADEELEZ bR, BENE(L
RO b ot

eB, MEALFERBREICSWT, 28 BRBRERICA YV 7V VEREEEED 200 KT8 1000
mg/kg FHETHBRDOFERBEENR L LA, MOBREBEFICEEN 2N L LERBRMER
BILLBEETIIRVWEE LT,

E%@%¢Xi§&5ﬁﬁ%?%;ﬁght%@mwﬁMi IZBIET 2 BB D
NRNWZ L OB ERS L IIEECRWELEE X T,

DEDERY, ARBTIIHEBEVEREICI Y BRECIRICEERED b, EZD
HERBICETERSBEINZE, WTNLERERETREEERTLTIER o7,
T OMOEFREOWERER, BRER, L MER, EHEER, ELER BEE & -
ERER. LBE~OEEIIRE IhW 2Tz, 2, MEREIZRBWTHEREIZ L A2EEL
M TRDo T,

19. ZEXER

Matsuo R (2000) Role .of saliva in the maintenance of taste sensitivity. Crit. Rev. Oral Biol. Med., 11,
216-229.

NTP (1995) Toxicology and carcinogenesis studies of t-butyl alcohol (CAS No. 75-65-0) in F344/N rats
and B6C3F; mice (drinking water studies). NTP TR 436.
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B10-0096

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

Sex - Signs Administration period
mg/kg/day 0 200 1000
Male . ss ss ss
222 22 22
No abnormalities detected 22 22
Staggering gait 21
Hyperthermia 1"
Flush ‘ 5
Decreased spontaneous locomotion 18
Salivation 7

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 obsen/ations)A

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

-27-
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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
+
Pupillary size
-1
0
+1
Salivation
+
Secretion
+

OBSERVATIONS IN ARENA

Posture
0
+1
+2

Motor activity
-2
-1
0
+1
+2

Respiration

+1

+2

+3
Lid closure

Gait

Absent

Present
Miosis
Normal

Mydriasis

Absent
Present

Absent
Present

Normal

Crouching position or hunchback poesition
Prone position or lateral pasition

Significantly decreased
Decreased

Normal

Increased

Significantly increased

Normal

Slightly insufficiency
Moderately insufficiency
Severely insufficiency

Absent
Present

Normal

Staggering gait

Tip toe gait

Shuffling (paralytic) gait
Gait disturbance

-28 -
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B10-0096

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

C Circling

G Grooming

S Sniffing

H Head bobbing

Abnormal behavior

- None

S Self-bifing

B Backing

C Circling

R Rolling

w Wirithing

\ Vocalization
ST Straub tail

T Tail lashing behavior
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B10-0096

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 200
1000

0
week 1 200
1000

0
Male week 2 200
1000

0
week 3 200
1000

0
week 4 200
1000

'
N
1
RN
o
+
-
+
N
+
N
-+
N
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B10-0096

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 -1 0 +1 - + - +
0 - 5 0 5 0 5 0 5 0
Predosing 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 1 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
Male week 2 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 3 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 4 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0
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B10-0096

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

Predosing 200 5 5 0 5 0 5 0 5 0

1000 5 5 0 5 0 5 0 5 0

. 0 5 5 0 5 0 5 0 5 0

week 1 200 5 5 0 5 0 5 0 5 0

1000 5 5 0 5 0 5 0 5 0

0 5 5 0 5 0 5 0 5 0

Male . week?2 200 5 5 0 5 0 5 0 5 0
1000 5 5 0 5 0 5 0 5 0

‘ 0 5 5 0 5 0 5 0 5 0

week 3 200 5 5 0 5 0 5 0 5 0

1000 5 5 0 5 0 5 0 5 0

0 5 5 0 5 0 5 0 5 0

week 4 200 5 5 0 5 0 5 0 5 0

' 1000 5 5 0 5 0 5 0 5 0
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B10-0096

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

Handling observations

Sex Period Dose Number of Cyanosis Lacrimation Exophthalmos
(mg/kg/day) animals - + - + - +
0 5 5 0 5 0 5 0
Predosing 200 5 5 0 5 0 5 0
1000 5 5 0 5 0 5 0
0 ) 5 0 5 0 5 0
week 1 200 5 5 0 5 0 5 0
1000 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
Male week 2 200 5 5 0 5 0 5 0
1000 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
week 3 200 5 5 0 5 0 5 0
1000 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
week 4 200 5 5 0 5 0 5 0
1000 5 5 0 5 0 5 0

-33-



B10-0096

Table 2-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Handiing 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 200 5 0 5 0 5 0 5 0

1000 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 1 200 5 0 5 0 5 0 5 0

1000 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

Male week 2 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 3 200 5 0 5 0 5 0 5 0

1000 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 4 200 5 0 5 0 5 0 5 0

1000 - 5 0 5 0 5 0 5 0
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B10-0096

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 200 5 5 0 0 0 0 5 0 0

1000 5 5 0 0 0 0 5 0 0

0 5 5 0 0 0 0 3 2 0

week 1 200 5 5 0 0 0 0 2 3 0

1000 5 5 0 0 0 0 1 1 3

0 5 5 0 0 0 0 4 1 0

Male week 2 200 5 5 0 0 0 0 5 0 0
1000 5 5 0 0 0 0 2 3 0

0 5 5 0 0 0 1 4 0 0

week 3 200 5 5 0 0 0 1 4 0 0

1000 5 5 0 0 0 0 3 0 2

0 5 5 0 0 0 1 4 0 0

week 4 200 5 5 0 0 0 1 3 1 0

1000 5 5 0 0 0 0 2 2 1
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B10-0096

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 200 5 5 0 0 0 5 0
1000 5 5 0 0 0 5 0
0 5 5 0 0 0 5 0
week 1 200 5 5 0 0 0 5 0
1000 5 5 0 0 0 5 0
0 5 5 0 0 0 5 0
Male week 2 200 5 5 0 0 0 5 0
1000 5 5 0 0 0 5 0
0 5 5 0 0 0 5 0
week 3 200 5 5 0 0 0 5 0
1000 5 5 0 0 0 5 0
0 5 5 0 0 0 5 0
week 4 200 5 5 0 0 0 5 0
1000 5 5 0 0 0 5 0
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B10-0096

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 200
1000

0
week 1 200
1000

0
Male week 2 200
1000

0
week 3 200
1000

0
week 4 200
1000

@
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B10-0096

Table 2-9 Twenty-eight-day repeated-dose oral toxicity 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 43 (count/min)®  (count/min)®

0 5 5 0 0 0 0.2 +0.45 2.0 +3.94

Predosing 200 5 5 0 0 0 1.2 £1.30 0.2 +0.45

1000 5 5 0 0 0 0.0 £0.00 0.2 +0.45

0 5 5 0 0 0 0.0 +0.00 0.6 +0.89

week 1 200 5 5 0 0 0 0.6 +0.89 26 +4.22

1000 5 5 0 0 0 0.4 +0.89 56 17.64

0 5 5 0 0 0 0.6 %0.89 0.4 £0.89

Male week 2 200 5 5 0 0 o 0.8 £0.84 1.2 +1.10
1000 5 5 0 0 0 0.4 +0.89 40 +4.30

0 5 5 0 0 0 0.4 +0.89 0.2 £045

week 3 200 5 5 o 0 o} 1.0 £1.00 1.6 +1.14

1000 5 5 0 0 0 1.4 +1.14 42 576

0 5 5 0 o 0 04 +0.55 0.2 045

week 4 200 5 5 0 0 0 0.8 +0.84 1.0 +1.41

1000 5 5 0 0 0 0.2 +0.45 2.0 +3.08

a) 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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B10-0096

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 - C G S H
0 5 5 0 0 0 0
Predosing 200 5 5 0 0 0 0
1000 5 5 0 0 0] 0
0 5 5 0 0 0 0
week 1 200 5 5 0 0 0 0
1000 5 5 0 0 0 0
0 5 5 0 0 0 0
Male  week2 200 5 5 0 0 0 0
1000 5 5 0 0 0 0
0 5 5 0 0 0 0
week 3 200 5 5 0 0 0 0
1000 5 5 0 0 0 0
0 5 5 0 0 0 0
week 4 200 5 5 0 0 0 0
1000 5 5 0 0 0 0
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B10-0096

Table 2-11 Twenty-eight-day rebeated-dose oral toxicity study in rats
' Summary of detailed clinical observations

Observations in arena

Sex Period Dose Number of Abnormal behavior

(mg/kg/day) animals

Py
2
[9)]
=

0 5
Predosing 200

1000

0
week 1 200
1000

0
Male week 2 200

1000

0
week 3 200

1000

0
week 4 200

1000
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B10-0096

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 No reaction

0 Normal

+1 Hyper reaction
Pinna response

-1 No reaction

0 Normal

+1 Hyper reaction
Pain response (tail pinch)

-1 No reaction

0 Normal

+1 Hyper reaction

Pupiltary refiex

+ Normal

- Abnormal reaction
Air righting reflex

+ Normal

- Abnormal reaction
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B10-0096

Table 3-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of refiex

Sensorimotor function
Sex Period Dose Number of  Approach contact/ Pinna response
(mg/kg/day) animals touch response
-1 0 +1 -1 0 +1
0 5 0 5
Male week 4 200 5 0 5 5
1000 5 5 5
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B10-0096

Table 3-2 Twenty-eight-day repeated-dose oral toxicity 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 + R + _
0 5 0 5 5 -0 5 0
Male week 4 200 5 0 5 0 5 0 5 0
1000 5 0 5 5 0 5 0
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Table 4  Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of grip strength

Sex Period Dose Number of Forelimb Hindlimb
(mg/kg/day) animals (@ (@
0 5 472 £20 467 125
Male  week 4 200 5 490 +32 469 43
1000 5 492 49 492 67
Mean £S.D.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.

-44 .

B10-0096



Table 5  Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of motor activity

B10-0096

Sex Period Dose Number of

interval (min)
(mg/kg/day) animals 0-10 10-20 20-30 3040  40-50 50-60 Total
0 5 68 62 40 19 14 28 230
+34 +44 +36 +20 126 +62 +135
Male week 4 200 5 111 42 60 23 6 252
+68 +20 +40 45 +7 +13 96
1000 5 163 * 47 21 3 22 266
+63 +44 28 11 +6 £36 +133

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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B10-0096

_Table 6 Twenty-sight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
(mg/kg/day) 0 200 1000
Administration 1 150.83 151.26 151.47
period +6.90 (22) +5.84 (22) +6.35 (22)
a 170.47 170.79 168.96
+7.03 (18) +8.71 (18) +7.79 {18)
7 198.94 200.95 198.87
+9.16 (18) +11.49 (18) +10.89 (18)
14 258.56 263.54 260.61
+18.42 (14) +19.10 (14) +18.26 (14)
21 316.08 318.51 317.62
+20.46 (10) £29.55 (10) £20.13 (10)
28 360.99 363.19 360.42
+24.43 (10) +37.23 (10) +26.10 (10)

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 7 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0096
Summary of food consumption (g/rat/day) : male

Sex Dose
(mg/kg/day) 0 200 1000
Administration 1 20.26 20.16 20.58
period
+ 204 (18) + 224 (18) +1.98 (18)
3 21.10 21.26 21.31
+ 1.24 (18) % 1.88 (18) + 136 (18)
7 22.71 22.85 23.45
+ 156 (18) + 199 (18) + 1.64 (18)
14 23.31 23.91 24.15
+ 239 (14) + 268 (14) + 213 (14)
21 25.19 24.80 25.20
+ 2,54 (10) + 3.04 (10) + 2.07 (10)
28 2569 25.40 26.00
+ 232 (10) + 3.74 (10) + 221 (10)

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<Q.01.
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B10-0098

Tabie 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male :
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 200 1000
. : 15.4 8.8 186.0
Urine volume (mL) 6.5 (5) 4.4 (5) 5.2 (5)
686.0 1404.0 915.8
U Osm/L.
osm (mOsml) £260.0 (5) 862.1 (5) £350.7 (5)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicie control at P<0.01.
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Table8-2  Twenty-sight-day repeated-dose oral toxicity study in rats B10-0088
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 4] 200 1000
Items Na. of animals 5 5 5
Color

SY - 2 1

Y 3 2

YB 0 2 0
Turbidity

Clear 5 5 5
pH

8.0 0 2 5

8.5 2 3 0

7.0 3 "0 0
Protein

- 0

=+ 3 2

1+ 0 2
Glucose

- 5 5 5
Ketones

- 1 0 0

= 3 2 0

1+ 1 3 0

2+ D 0 5
Oceult bload

- 5 5 5

Color: SY : Slightly yeliow,Y : Yeliow, YB:Yeliow-brown.
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Table 8-3 Twenty-eight-day repsated-dose oral toxicity study in rats B10-0098
Summary of urinalyses: Male -
Group Twenty-eight-day treatment
Dose (mg/kp/day) o} 200 1000
ltems No. of animals 5 0 5
Urinaly sediment
Red blood celis ®
0 5 — 5
White blood cells
o] 5 — 5
Epithelial celis
' 0 5 — 5
Casts ®
0 5 — 5
Crystals ©
- 0 — 4
+ 5 — 1

=) Number of celis/ Oviews(x400),
®): Number of casts/18x18 m’.
°: Incidence of crystals/18x18 mm?

—:Not examined.
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B10-0096

Table $-1 Twenty-eight-day repeated-dose oral taxicity study in rats
Summary of hematological examinations:Male
s Dose One-day treatment
(mg/kg/day) 0 200 1000
RBC (x10%uL) i;::: @) Zggﬁ “) i:gl;:: ()
Hb (@/dL) e a7 o o
Ht %) a2 @ w000 B @
MCV () iijﬁg @ iiif @ :??i @
MCH (pg) ig::? @ i&gg @ iggg (4)
mcHe (@) Re . srw s
Platelet (x10%uL) l}ﬁiﬁ @ ;:2122 ) lllfig @
Reticulo (%) l;:(s) (4 lé:g (4) l?:: (4
WBC (x10%L) éﬁig @ ggg? @ lg;ﬁ? @
Differentiation of leukocyte
. Neutro (%) jzg (4 i;f:; 4 iggg (4)
Lymph (%) :fzg @) Zgg (4) Zg; (4)
Eosino (%) iﬁfﬁ @ ig;? @ tgﬁ: 4
Baso (%) iggi @) igfusg ) ' tggg @
Mono (%) ié;ﬁf (@) z&gg @ ;:ii @
LUC (%) tggg () i:agg (4) i;ii ()

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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B10-0096

Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
lems Dose Seven-day treatment
(mafkg/day) 0 200 1000

RBC (10%uL) ﬁ;ﬁf @ Ziii @ Z}g @
Hb (g/dL) lf:g @ lgég ) lg;: )
" ) S P s (4
MeV (M) 22:22 @ :?;g @ Zigg @
MCH (pg) ig:: (4) ig;i (4) iggg (4)
MCHC (o/dl) g @ g @ oo @
Platelet (x10%uL) 11223 4 Eg:g ) lli;g (@)
Reticuio (%) i::g (@) iggz (4 ig;i 4)
WBC {x10%pL) ligig 4 l??gg 4) lggfg (4)
Differentiation of leukocyte

Neutro (%) l;g? (@) li:g (4 l:;g 4

Lymph (%) s @ a0 B

Eosino (%) ig:g () ig:: (4 13132 )

Baso (%) tg;g @ ig:g 4 iggz (4)

Mano (%) t;g: (4) ' iég? 4 iﬁ:g (4)

Luc (%) :éi? ) 1(1122 @ tégg )

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle contro! at P<0.05.
** Significantly different from vehicle control at P<0.01,



B10-0088

Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
s Dose Fourteen-day treatment
(ma/kaiday) 0 200 1000

RBC (x10%/uL) 322 @ Z;:: ) iﬁgi @
Hb (g/dL) e @ lggg @ 03 )
Ht (%) 200t (& a7e @ f1es 0
MoV () T e @ 63 (0
MCH (pg) iggg 4 ig;g 4) l(g)sg 4)
MGHC (@) e (@ s @ 074 4
Platelst 0% Eﬁ?g (4 ;f:g: 4) :jggg (4)
Reticulo (%) i‘éjﬁi @) iﬁ.’ii @ tgrg? (4)
wao (10 22w e i
Differentiation of leukocyte

Neutro (%) e @ oy 2% (8

Lyrmph %) o s 275 4

Eosino (%) igjii @ ig::: %) 1-2:?: @)

Baso ) i@ w5 @ o 4

Mono (%) iéji? @) a_r;.':f @ rgrig @

Luc (%) ' igj?g @ ig,'fg @ tgjg 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.



B10-0096

Table 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
o Dose Twenty-eight-day treatment (CO,/O, anesthesia)
(ma/kg/day) 0 200 1000
RBC (x10%/uL) ig;i (5) 2%:2 (5) iz;g (5
Hb (g/dL) lﬁ?ﬁ ®) lggg ®) 12:22 ®)
" ) o ©) e © 201 9
MCV (fL) ig:ﬁg ) i?:gi ) 2?:13 )
MCH (vg) lﬁii 5) lgjig ®) lg;: )
MCHC (@dl) 2070 ) iéj; ®) iéjé )
Platelet (x10%/uL) 1;23; (5) l::gg (5 l?fgg (5)
Reticuio (%) ig;: (5) ig;? (5) iﬁgi (5)
WBC (x10%L) 2::22 ) Ségg ) 123232 5)
Differentiation of leukocyte
Neutro (%) lgzs (5) l:?g (5) izgg (5
Lymph (%) lei? 5 _f_ljii (5) Zgg (5)
Eosino (%) ig;g (5) ig:ﬁ (5) tgjg (5)
Baso %) o5 ©) 03 @ 245 6
Mono (%) i;zg (5) 111):: (5) :':(13:2@ ()
LuC (%) jji?, (5) Jﬁ; 5) t;::g 5)
PT (sec) lfiﬁ ) l;:g ) léﬁig 5)
" APTT (sec) i§8§(5) ii;; (5) l;ﬁg (5)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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B10-0098

Table 8-5 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of hematological examinations:Male
" Dose Twenty-eight-day treatment (Isoflurane anesthesia)
ems
(mg/kg/day) 0 200 1000
800.4 7816 810.0
4
RBC (107L) £18.1 (5) 37.9 (5) 41,1 (5)
15.16 15.06 15.30
Ho - (grdb) £0.34 (5) $0.52 (5) £0.23 (5)
45,18 4528 45.84
0,
Ht (%) £1.21 (5) £1.52 (5) £1.21 (5)
56.48 57.96 56.64
Mev @) 1,17 (5) .72 (5) 214 (5)
18.94 19.26 18.90
MCH (Pg) +0.47 (5) £0.46 (5) £0.83 (5)
. 33.56 33.30 33.40
MCHC (grdL) £0.48 (5) £0.51 (5) 061 (5)
107.26 104.68 114,46
4
Platelst (x107L) £8.32 (5) 8.76 (5) £3.60 (5)
3.02 3.28 3.10
1 0
Reticulo %) £0.36 (5) £0.54 (5) +0.32 (5)
85.08 118.32 ‘ 90.22
WBC (x10%%pL) £18.61 (5) £33.52 (5) £16.58 (5)
Differentiation of leukocyte
- 12.68 17.02 22.74
0, N
Neutro (%) £5.78 (5) £8.23 (5) +4.15 (5)
76.02 78.40 70.48
. (
Lymph %) 6.18 (5) £5.82 (5) £1.81 (5)
. 0.66 0.72 0.74
(+)
Eosino (%) $0.33 (5) $0.27 (5) £0.40 (5)
0.48 0.62 0.42
0,
Baso (%) £0.15 (5) £0.32 (5) £0.15 (5)
1.58 1.42 2.38
g+
Mano (%) £1.25 (5) £0.25 (5) +0.76 (5)
1.58 1.82 3.24
()
e (%) £0.73 (5) £0.44 (5) £3.24 (5)
or (s00) 15.34 16.36 14.62
0.86 (5) £1.43 (5) £1.18 (5)
23.08 24.86 22.40
APTT
(se0) £1.61 (5) £0.97 (5) £1.75 (5)

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis,
* Significantly different from vehicie cantrol 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 biood chemical examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
82.5 98.3 100.5
AST (L) £20.1 (4) +10.6 (4) +133 (4)
33.0 345 33.8
ALT (v 3.2 (4) 3.8 (4) +4.3 (4)
806.5 834.0 1024.3
ALP (uL) +187.3 (4) +246.3 (4) £248.1 (4)
10.45 10.45 12.18
BUN (mg/dL) £1.85 (4) +1.91 (4) £1.24 (4)
- 0.128 0.123 0.148
Creatinine (ma/dL) £0.013 (4) £0.013 (4) £0.033 (4)
. 0.073 0.085 0.073
T-Bil di ’
' (mg/dL) £0.005 (4) £0.005 (4) £0.015 (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 diffsrent from vehicle conirol 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
lterns
(ma/kg/day) 0 200 1000
81.3 78.8 83.8
AST () +8.6 (4) +7.5 (4) +4.0 (4)
28.0 26.5 34.5
ALT (o) +7.5 (4) +55 (4) 7.9 (4)
802.5 713.8 = 678.5 *=*
U
ALP (UL +45.1 (4) +108.7 (4) £32.1 (4)
13.30 12.18 14.25
BUN (mg/dL) £2.79 (4) 031 (4) £1.52 (4)
- 0.138 0.145 0.130
Creatinine (mg/dL) £0.017 (4) £0.010 (4) £0.028 (4)
. 0.0568 0.083 0.083
T-Bil dL.
' (mg/dL) £0.015 (4) £0.005 (4) 0,013 (4)

Values are shown as Mean = S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-3 Twenty-eight-day rebeated-dose oral toxicity study in rats
Summary of biood chemical examinations:Male
Dose Fourteen-day treatment
ltems .
(mg/kg/day) 0 200 1000
70.3 68.3 67.0
AST (um) 9.5 (4) 178 (4) 28 (4)
21.3 20.8 255
ALT o) 125 (4) +2.9 (4) 3.1 (4)
695.5 648.5 616.0
L 18} ’
ALP (o) £87.3 (4) 2111 (4) £122.4 (4)
12.70 11.48 13.28
L
BUN (mg/dL) £1.89 (4) £1.46 (4) £1.61 (4
- 0.135 0.148 0.163
Creafinine (mg/dL) £0.010 (4) £0.021 (4) £0.034 (4)
. 0.038 0.025 0.028
T-Bil mg/dL;
(mg/dL) £0.015 (4) +0.006 (4) £0.005 (4)

Values are shown as Mean + S.D.,

Figure(s) in parentheses indicate number of animais used for the statistical analysis.
* Significantly different from vehicle contral at P<0.05.
* Significantly different from vehicle control at P<0.01.
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Table 104 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
o Dose Twenty-eight-day treatment (CO,/O, anesthesia)
(ma/kg/day) 0 200 1000

AST (un) ;;;2 ®) ﬁ?ﬁ: ®) ﬁgﬁg (5)
ALT aun) s s 6 s @
ALP (o) ;Zgﬁ (5) ;gg:i (5) iﬁ:ﬁg (5)
ChE (uiL) igg;; (5) -_t;?g (5) tggg *(5)
y-GTP (IuL) ig:?g (5) igjg (5) ig:;: )
T-Cho (mg/dL) iﬁjﬁ (5) SZZ (5) i;ﬁ *(5)
TG (mg/dL) ;2:? ) ;1:3 ©) ;;g ®)
BUN (modL) 130 & e 5 o @
Creatinine (mg/dL) a_,g:;?g (5) tg',égg (5) 131333 (5)
T-Protein (g/dL) ;éj (5) iggg {5) i?gg (5)
Albumin (9/dL) tﬁgg (5) i;ig (5) iggg ()
AJG ratio O] ig:ggz (5) tgﬁgi (5 :g:gﬁ ()
Glucose (mg/dL) 222 (5) .1-:3: (5) liii (5)
T-Bil (mg/dL) ;&gﬁ? 5) :g:gfi (5) igﬁgﬁg (5)
TBA (pmolrL) ;;;g () ig:gg () ;322 (5)
P (mo/dL) an e o8 9
Ca (mg/dL) igjfg (5) Siii (5) tfiig (5)
Na (mEq/L) 11?:? (5) 113:? (5) 113: (5)
K (mEg/L) iﬁjiﬁ ®) ig:?: (5) tgigg (5)
cl (mEg/L) :?:ig ®) 12?22 (5) ig:gg ®)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Koms Daose Twenty-eight-day treatment (Isoflurane anesthesia)
(my/kg/day) 0 200 1000

AST (un) 58 (5) i';"; 5) ;?ﬁg (5)
ALT (UL lié ) 132 G Z,ﬁﬁ ®)
ALP (un) ESZ (5) ii:g (5 ifﬁ:é (5)
ChE (un) 232 ®) ‘i::i 6 iﬁ:g ?5)
YGTP un) oo ) o8 ) w040 )
T-Cho (mg/dL) Z:;: (5) i:f.-i (5) ::5 ?5)
TG (mg/dL) i:i:i (5) ;2:: ®) ii? )
BUN (mg/dL) lfzg (5) lfgf (5) Sié (5)
Creatinine (mg/dl) tg;gg (5) :g:)fg (5) ig;:g )
T-Protein (g/dL) jgi (5) iggg (5) iggg (5)
Aburnin (L) o ® Py 02 @
AJG rafio ) igg:? (5) igtszii (5) ig:ggg {5)
Glucose ' (mg/dL) l?;; (5) lﬁ: (5) ll?: {5)
ot () avzE e e
oA (umolL) o &) oo bpeg
P ' (mg/dL) iﬁf.i (5) ;S:gg (5) tg:;g &)
Ca (mg/dL) o8 &) w0 ®) 07 )
Na (mEqg/L) 11@; 5) 1:&2 ®) 1232 ®)
K (mEgll) ;&?g (5) tg:ig (5) igiii ®)
cl (mEg/L) 1:2:‘:’: ®) 1:32? ;) 12?:52 Ts)

Values are shown as Mean + S.D..

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

** Significantly different from vehicie control at P<0.01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
lterns Dese One-day treatment
m
(mg/kg/day) 0 200 1000
Lve 4733 4.868 4733
ver @ $0.377 (4) £0.270 (4) +0.385 (4)
0.685 0.700 0.730
Heart @ +0.069 (4) +0.061 (4) +0.115 (4)
. ' 0.673 0.710 © 0718
Kidney(R) @ £0.049 (4) £0.061 (4) £0.086 (4)
. 0.653 0.683 0.690
Kidney(L) @ £0.037 (4) £0.052 (4) +0.091 (4)
. 0.680 0.760 0.670
Testis(R) © £0.057 (4) £0.058 (4) £0.074 (4)
. 0.653 0.723 0.680
Testis(L) © £0.053 (4) £0.073 (4) +0.088 (4)
- , 0.075 0.080 0.075
Epididymis(R) @ £0.010 (4) +0.018 (4) £0.013 (4)
o 0.075 0.080 0.080
Epididymis(L) @ £0.013 (4) +0.008 (4) +0.008 (4)
0.078 0.078 0.008
Ventral prostate @ £0.030 (4) £0.010 (4) £0.019 (4)
Dorsolateral @ 0.058 0.050 0.055
prostate 9 +0.005 (4) +0.008 (4) +0.017 (4)
Brain @ 1.723 1.755 1.780
9 £0.004 (4) £0.034 (4) £0.077 (4)
Soleen © 0.425 0.388 0.380
P 4 £0.005 (4) +0.021 (4) £0.051 (4)
Thyms ma) 489.03 459.15 432.55
4 9 88,16 (4) £56.98 (4) +49.65 (4)
- 5.23 5.70 553 -
Pituitary gland (mg) +0.62 (4) +0.47 (4) £0.63 (4)
. 11.03 11.63 9.80
Thyroid (mg) £2.54 (4) £2.07 (4) £1.18 (4)
Adrenals () 32.70 35.00 31.33
+4.07 (4)- £9.25 (4) 527 (4)
Final body weight (@) 131.28 134.18 129.53
+6.27 (4) £5.60 (4) £5.21 (4)

Values are shown as Mean + S.D..

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

** 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 absolute organ weights:Male
tems Dose Seven-day treatment
(mg/kg/day) 0 200 1000
N 6.470 6.240 6.638
iver (@ +0.273 (4) +0.442 (4) +0.595 (4)
Hoart @ 0.875 0.865 0.875
9 £0.025 (4) £0.047 (4) +£0.060 (4)
. 0.890 0.833 0.870
Kidney(R) © £0.041 (4) £0.056 (4) 0,053 (4)
, ’ 0.880 0.830 0.863
Kidney(L) @ £0.057 (4) £0.083 (4) +0.085 (4)
. 1.063 1.020 0.945 *
Tests(®) @ £0.072 (4) £0.056 (4) £0.024 (4)
, 1.085 ' 0.960 0.945
Testis(L) @ $0.101 (4) £0.073 (4) +0.044 (4)
. 0.110 0.120 0.115
Epididymis(R) @ £0.012 (4) £0.014 (4) £0.021 (4)
. 0.130 0.123 0.115
Epididymis(L) @ +0.023 (4) £0.021 (4) $0.025 (4)
0.148 0.123 0.133
Ventral prostate  (g) +0.031 (4) £0.057 (4) +0.039 (4)
Dorsolateral @ 0.110 0.0e5 0.113
prostate g £0.008 (4) £0.013 (4) £0.010 (4)
Brain @ 1.853 1.793 1.793
g +0.082 (4) £0.088 (4) +0.064 (4)
Sojeen @ 0.578 0.523 0.505
P g $0.111 (4) £0.070 (4) £0.102 (4)
Ty g 690.03 540.03 514.28 *
4 g £136.34 (4) £66.73 (4) +48.82 (4)
. 7.3 6.48 6.43
Pituitary gland (mg) £0.62 (4) £0.50 (4) £0.29 (4)
9.80 10.15 11.75
Thvroi
nyroid (mg) +1.68 (4) £1.26 (4) £3.33 (4)
37.93 37.73 36.65
Adrenal
renais (mg) £2.35 (4) +4.15 (4) £4.53 (4)
. ) 184.40 176.50 174.55
Final body weight
inal body weight  (a) 8.02 (4) +£7.84 (4) £9.41 (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 11-3 . Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0] 200 1000
U 8.135 8.355 8.643
ver © £0.759 (4) +0.654 (4) +1.123 (4)
Hoart © 1.038 1.030 1.028
g +0.069 (4) £0.071 (4) +0.104 (4)
. 1.038 1.043 1.048
Kidney(R) © +0.066 (4) +0.038 (4) £0.102 (4)
. 1.008 1.050 1.045
Kidney(L) © £0.083 (4) £0.004 (4) £0.135 (4)
. 1.230 1.260 1213
Testis(R) @ £0.069 (4) £0.104 (4) +0.077 (4)
. 1.233 1.225 1.228
Testis(L) @ £0.074 (4) $0.101 (4) £0.069 (4)
o : 0.180 0.188 0.193
Epididymis(R) © £0.018 (4) £0.022 (4) £0.005 (4)
o 0.185 0.170 0.178
Epididymis(L) © £0.019 (4) £0.022 (4) +0.015 (4)
0.205 0.240 0.268 *
Ventral prostate @ +0.006 (4) £0.045 (4) +0.015 (4)
Dorsolateral @ 0.175 0.183 0.185
prostate 9 £0.044 (4) £0.015 (4) $0.031 (4)
Brain @ 1.820 1785 1773
g +0.061 (4) £0.013 (4) +0.125 (4)
Soieen @ 0.508 0.605 0.545
P g +0.058 (4) £0.184 (4) £0.130 (4)
Thvms mg) 612.03 555.98 503.43
4 8 +188.67 (4) £159.10 (4) £79.10 (4)
o 8.08 8.58 7.63
Pituitary giand (mg) £0.89 (4) £0.49 (4) £0.34 (4)
. 15.78 14.20 14.05
Thyroid (mg) £3.20 (4) £3.19 (4) £1.09 (4)
45.98 43.80 49.15
Adrenals
rena (mg) £3.47 (4) £2.26 (4) 6.77 (4)
. . 226.90 236.35 220.38
Final body weight
nal body weig @ £3.87 (4) +14.73 (4) +18.53 (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.



B10-0096

Table 11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:
(CO,/0; anesthesia)
" Dose Twenty-eight-day treatment
ems
(mg/kg/day) 0 200 1000
L © 10.972 10.728 11.344
ver g +1.245 (5) $1.923 (5) £1.705 (5)
1362 1.218 1318
Heart © £0.142 (5) $0.119 (5) £0.160 (5)
. 1332 1.374 1.380
Kidney(R) @ £0.092 (5) 0171 (5) +0.208 (5)
. 1314 1.380 1.376
Kidney(L) © £0.154 (5) £0.190 (5) £0.160 (5)
. 1.570 1,600 1,620
Testis(R) @ £0.133 (5) +0.085 (5) +0.097 (5)
, 1.540 1,622 1616
Testis(L) @ £0.142 (5) 0,082 (5) £0.119 (5)
o 0.362 0.370 0.360
Epididymis(R) @ +0.037 (5) +0.012 (5) £0.023 (5)
o 0.380 0.374 0.364
Epididymis(L) @ £0.031 (5) 0.025 (5) £0.027 (5)
0.414 0.470 0.364
Ventral prostate (g £0.098 (5) +0.082 (5) £0.025 (5)
Dorsolateral @ 0.366 0.324 0.346
prostate 8 +0.083 (5) £0.032 (5) £0.047 (5)
Seminal vesicie @ 0.868 0.932 0.988
g £0.101 (5) £0.090 (5) £0.085 (5)
Brain @ 1.996 1.942 1.946
g 0.077 (5) £0.066 (5) £0.053 (5)
Soisen @ 0.730 0.770 0.638
P g £0.064 (5) $0.117 (5) +0.097 (5)
Ty g 575.54 668.58 619.84
Y 8 £124.91 (5) £142.96 (5) +60.75 (5)
- 11.40 10.36 10.32
Pituitary gland (mg) +0.82 (5) £2.19 (5) £0.63 (5)
. 14.66 15.72 13.54
Thyroid (mg) £3.46 (5) +4.63 (5) £1.51 (5)
57.02 56.42 67.34
Adrenals (mg) 16.48 (5) £8.66 (5) £15.12 (5)
Final body weight  (g) 346.92 336.40 322.42

+24.98 (5) +33.41 (5) +24.80 (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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Tabie 11-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
(Isoflurane anesthesia)

ftems Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000
} ( 9.452 11.236 11.268
ver 9) +0.807 (5) +2.153 (5) $0.907 (5)
1.134 1.198 1.184
Heart @ +0.054 (5) £0.163 (5) £0.085 (5)
‘ 1.170 1.380 1.428 *
Kidney(R) @ £0.075 (5) $0.236 (5) +0.092 (5)
. 1.144 1.386 1378
Kidney(L) © £0.060 (5) £0.247 (5) £0.137 (5)
. : 1.536 1.644 1.582
Testis(R) @ +0.058 (5) £0.204 (5) £0.150 (5)
, : 1.534 1.668 1.584
Testis(L) © £0.048 (5) +0.208 (5) £0.143 (5)
— 0.374 0.384 0.356
Epididymis(R) @ £0.022 (5) £0.032 (5) £0.050 (5)
o 0.376 0.374 0.360
Epididymis(L) ©@ £0.027 (5) £0.026 (5) £0.035 (5)
0.390 0.390 0.446
Ventralprostate  (g) +0.082 (5) +0.077 (5) £0.079 (5)
Dorsolateral Q@ 0.364 0.366 0.384
prostate g +0.030 (5) +0.032 (5) £0.081 (5)
Seminalvesice (g 0.942 0.896 1.134
g £0.033 (5) 0,153 (5) £0.121 (5)
Brain @ 1.940 1.880 1.900
g £0.056 (5) +£0.088 (5) £0.048 (5)
Soioen @ 0.672 0.746 0.682
i g £0.081 (5) £0.141 (5) £0.083 (5)
Thymus ) 538.92 627.44 562.68
4 9 +108.54 (5) £94.31 (5) £33.64 (5)
. 9.52 10.54 11.06 *
Pituitary gland (mg) +0.15 (5) +1.55 (5) £0.55 (5)
. 20.68 18.22 21.08
Thyroid (mg) +5.03 (5) 267 (5) £2.28 (5)
Adrenals mg) 50.22 59.18 63.78
8.06 (5) £15.63 (5) 7.03 (5)
. , 334.48 350.48 340.60
I body weight :
Final body weig © +24.07 (5) +41.60 (5) 2058 (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
Dose One-day treatment
ltems
(ma/kg/day) 0 200 1000
] 3.600 3.628 3.653
Liver (gr100g) £0.164 (4) £0.068 (4) +0.205 (4)
0.520 0.523 . 0.560
Heart (g7100g) +0.033 (4) +0.032 (4) +0.070 (4)
: 0.513 0.530 0.553
Kidney(R) (871009) £0.022 (4) +0.028 (4) +0.056 (4)
‘ 0.503 0.508 0.533
Kidney(L) (g/100g) £0.005 (4) £0.024 (4) +0.062 (4)
. 0.520 0.568 0.515
Testis(R) (¢/100g) £0.034 (4) £0.034 (4) £0.048 (4)
. 0.498 0.538 0.525
Testis(L) (9/1009) £0.025 (4) +0.043 (4) £0.049 (4)
o 0.055 0.060 0.058
Epididymis(R) (g71009) £0.006 (4) £0.012 (4) £0.010 (4)
o 0.055 0.080 0.063
Epididymis(L) (9/100g) +0.006 (4) +0.000 (4) +0.005 (4)
0.055 0.060 0.075
Vi
entral prostate  (9/1009) £0.021 (4) +0.008 (4) £0.010 (4)
Dorsolateral (g/100g) k 0.045 0.038 0.043
prostate g1 © 10.006 (4) +0.005 (4) £0.013 (4)
. 1.313 1.310 1.378
Brain (g/100g) +0.022 (4) £0.057 (4) +0.108 (4)
0.323 0.290 0.293
Spleen (6/1009) +0.064 (4) £0.022 (4) £0.034 (4)
370.83 342.93 333.53
/
Thymus (mg/100g) +49.40 (4) +46.52 (4) £29.71 (4)
- 4.00 423 428
Pituitary gland (mg/100g) £0.51 (4) £0.29 (4) £0.46 (4)
. 8.40 8.68 7.55
Thyroid (mgr100g) +1.81 (4) £1.35 (4) £0.85 (4)
24.88 26.03 24.28
Adrenal /100
renass (mg/100g) £2.49 (4) £6.60 (4) +4.53 (4)
Final body weight  (q) 131.28 134.18 129.53
6.27 (4) +5.60 (4) £5.21 (4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 12-2 Twenty-gight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 200 1000
, 3.510 3535 3.803
Liver (g/1009) £0.108 (4) +0.150 (4) 0306 (4)
0475 0.493 0.503
Heart (9/100g) £0.029 (4) +0.039 (4) +0.015 (4)
. 0.483 0.473 0.498
Kidney(R) (g/1009) £0.034 (4) $0.017 (4) $0.029 (4)
! ) 0.478 0.470 0.485
Kidney(L) (9/100g) +0.046 (4) £0.033 (4) £0.037 (4)
. 0.575 0.580 0.543
Testis(R) (9/1009) +0.049 (4) £0.034 (4) £0.021 (4)
‘ 0.578 0.545 0.543
Testis(L) (g/1009) +0.067 (4) +0.058 (4) £0.017 (4)
. ' 0.060 0.070 0.085
Epididymis(R) (9/100g) £0.008 (4) +0.008 (4) $0.013 (4)
o 0.070 1 0.070 0.085
Epididymis(L) (9/1009) £0.012 (4) £0.014 (4) £0.013 (4)
0.080 0.068 0.078
Ventral prostate  (g/1009) £0.014 (4) £0.031 (4) £0.022 (4)
Dorsolateral (g/100g) 0.060 0.053 0.083
prostate S +0.000 (4) +0.005 (4) +0.005 (4)
. 1.005 1.015 1.028
Brain (9/1009) £0.061 (4) +0.042 (4) +0.037 (4)
0.313 0.205 0.288
Spleen (9/1009) £0.049 (4) £0.045 (4) $0.049 (4)
372.35 306.15 294.28 *
Thymus (mg/100g) £58.10 (4) +37.68 (4) £16.41 (4)
o 3.88 3.65 3.68
Pituitary gland (mg/100g) £0.28 (4) £0.13 (4) $0.25 (4)
, 5.33 5.78 6.68
Thyroid (mg/100g) £0.88 (4) £0.57 (4) +1.70 (4)
20.60 21.35 20.95
Adrenal /100
renais (mg/100g) +1.49 (4) £1.78 (4) £1.85 (4)
_ . 184.40 176.50 174.55
Final body weight
nal body weight — (9) £8.02 (4) +7.84 (4) £9.41 (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 contro! 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
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 200 1000
. 3.583 3533 3.913
Liver (9/100g) +0.267 (4) £0.095 (4) £0.199 (4)
0.458 0.435 0.465
Heart (9/100g) £0.036 (4) £0.006 (4) £0.017 (4)
. 0.460 0.443 0.478
Kidney(®) (a/100g) £0.028 (4) £0,028 (4) £0.054 (4)
. 0.443 0.445 0.475
Kidney(L) (9/1009) £0.033 (4) £0.047 (4) +0.048 (4)
. 0.543 0.535 0.553
Testis(R) (9/100g) +0.034 (4) £0.024 (4) £0.064 (4)
. 0.545 0.518 0.560
Testis(L) (gr100g) £0.039 (4) £0.022 (4) £0.071 (4)
S 0.080 0.080 0.088
Epididymis(R) (9r100g) +0.008 (4) +0.008 (4) £0.010 (4)
- 0.080 0.070 0.083
Epididymis(L) (g/100g) +0.008 (4) £0.008 (4) +0.013 (4)
0.080 0.100 0.120 *
/
Ventral prostate  (g/100g) £0.000 (4) £0.014 (4) +0.008 (4)
Dorsolateral (g/100g) 0.078 0.075 0.088
prostate /190 +0.022 (4) £0.006 (4) £0.013 (4)
0.805 0.758 0.810
' /
Brain - (gr100g) £0.031 (4) +0.044 (4) £0.091 (4)
0.270 0.253 0.245
Spieen (g/1009) £0.022 (4) £0.066 (4) +0.039 (4)
268.95 233.65 227.90
Thymus (mg/100g) +78.89" (4) £55.92 (4) £25.60 (4)
3.58 3.65 3.48
o y
Pituitary giand (mg/100g) +0.44 (4) £0.37 (4) £0.22 (4)
: 6.98 6.00 6.43
Thyroid (mg/100g) £1.36 (4) £1.17 (4) £0.71 (4)
Adronale (mg/100g) 20.28 18.58 22.40
£1.73 (4) +0.90 (4) £3.33 (4)
. 226.90 236.35 220.38
Final body weight
mal body weight  (g) +3.87 (4) +14.73 (4) £18.53 (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 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
(CO,/0, anesthesia)
It Dose Twenty-eight-day treatment
ems
(mg/kg/day) 0 200 1000
. 3.156 3.172 3.504
Liver (g/100g) £0.145 (5) $0.238 (5) +0.267 (5)
0.392 0.366 0.408
Heart (9/100g) +0.016 (5) £0.036 (5) +0.026 (5)
. 0.384 0.408 0.426
Kidney(R) (g/100g) £0.017 (5) £0.016 (5) +0.046 (5)
0.378 0.408 0.426 *
. 00 ,

Kidney(L) (gr100g) £0.028 (5) £0.022 (5) +0.033 (5)
. 0.452 0.478 0.502
Testis(R) (/100g) £0.036 (5) +£0.049 (5) £0.036 (5)

. 0.442 0.484 0.502 *
Testis(L) (g7100g) £0.032 (5) £0.044 (5) £0.029 (5)
o 0.106 0.110 0.112
Epididymis(R) (9/100g) £0.005 (5) £0.007 (5) £0.008 (5)
— 0.112 0.112 0.114
Epididymis(L) (9/100g) +0.008 (5) £0.008 (5) £0.009 (5)

0.120 0.142 0.114
Ventral prostats  (g/100g) +0.029 (5) +0.018 (5) £0.011 (5)
Dorsolateral (g/100g) 0.106 C.100 0.108
prostate gnehe £0.019 (5) £0.014 (5) +0.008 (5)
. i 0.250 0.280 0.310 *
Seminal vesicie (9/100g) £0.023 (5) £0.031 (5) +0.032 (5)
: 0.578 0.582 0.604
Brain (gr100g) £0.034 (5) £0.063 (5) £0.036 (5)
, 0.210 0.230 0.200
Spleen (8/1009) £0.012 (5) £0.027 (5) £0.020 (5)
165.72 197.46 192.88
0
Thymus (mg/100g) £33.52 (5) £25.20 (5) £20.43 (5)
. 3.30 3.06 3.20
Pituitary gtand (mg/100g) £0.22 (5) £0.36 (5) +0.16 (5)
422 472 424
' /100
Thyroid (mg/100g) £0.80 (5) £1.61 (5) +0.65 (5)
16.42 16.86 20.76 *
Adrenal /100
renais (mg/100g) £1.10 (5) 281 (5) £3.32 (5)
. ‘ 346.92 336.40 32242
Final bod h :
inal body weight  (g) £24.98 (5) +33.41 (5) +24.80 (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 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
(Isoflurane anesthesia)
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 200 1000
A 2.828 3.186 * 3.306 **
Liver (9/100g) £0.153 (5) +0.237 (5) £0.139 (5)
0.340 0.342 0.350
Heart (g7100g) +0.017 (5) +0.018 (5) £0.010 (5)
. 0.348 0.394 * 0.420 =
Kidney(R) (g/100g) £0.019 (5) +0.025 (5) £0.023 (5)
. 0.342 0.392 * 0.406 =
Kidney(L) (9/1009) £0.015 (5) £0.023 (5) £0.038 (5)
. 0.462 0.474 0.464
Testis(R) (97100g) +0.034 (5) £0.077 (5) £0.031 (5)
, 0.462 0.482 0.466
Testis(L) (611009) £0.030 (5) +0.079 (5) £0.025 (5)
o 0.110 0.112 0.104
Epididymis(R) (0/1009) £0.010 (5) +0.018, (5) £0.015 (5)
T 0.114 0.110 0.108
Epididymis(L) (g100g) +0.009 (5) £0.007 (5) +0.013 (5)
0.118 0.112 0.132
Ventral prostate (gr100g) £0.031 (5) £0.022 (5) £0.022 (5)
Daorsotateral (g/100g) 0.108 0.108 0.112
prostate /1509 +0.016 (5) £0.005 (5) £0.019 (5)
, . 0.284 0.254 0.336 *
0
Seminal vesicle (g7100g) £0.022 (5) +0.031 (5) £0.040 (5)
. 0.584 0.544 0.560
Brain (g71009) +0.043 (5) £0.067 (5) £0.029 (5)
0.202 0.212 0.200
Spleen (671009) £0.013 (5) £0.018 (5) £0.035 (5)
160.48 179.38 171.94
/100
Thymus (mg/100g) £25.76 (5) £21.13 (5) +18.67 (5)
2.86 3.00 3.26 *
. ;
Pitultary gland (mg/100g) £0.17 (5) £0.25 (5) £0.21 (5)
6.14 5.20 6.18
j /100
Thyroid (mg/100g) £1.24 (5) £0.16 (5) £0.35 (5)
15.12 16.72 18.70
Adrenal /100
renals (mg/100g) £2.78 (5) £2.55 (5) +1.17 (5)
. . 334.48 350.48 340.60
Final body weight
(natbody weig © +24.07 (5) +41.60 (5) 20,58 (5)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 13-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of macroscopic examinations: One-day treatment

Male
Findings 0 200 1000  (ma/kg/day)
SS SS SS
4% 4 4

No abnormalities detected 4

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 132 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Seven-day treatment

Male
Findings 0 200 1000 (mg/kg/day)
SS . 8s ss
43 4 4
No abnormalities detected 4 4
Liver
Enlargement 0 0 2
Kidney
Pelvic dilatation, unilateral 0 0 1

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

-7 -



Table 13-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen—day treatment

Male
Findings 0 200 1000  (mg/kg/day)
ss ss ss
49 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 13-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

(CO,/0, anesthesia)
Male
Findings 0 200 1000 (mg/kg/day)
Ss ss SS
52 5 5
No abnormalities detected 4 2 1
Jejunum
Diverticulum 1 0 0
Liver
Enlargement 0 0 3
Kidney B
Apparent spotty pattern of 0 3 4

surface, bilateral

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 13-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment
(Isoflurane anesthesia)

Male
Findings 0 200 1000 (mg/kg/day)
Ss sS sS
58 5 5
No abnormalities detected 4 3 3
Liver
Enlargement 0 0 1
Kidney
Apparent spotty patitern of 0 5 5
surface, bilateral
Spleen
Whitish region on capsule 1 0 0

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 Grade 0 © 200 1000 (mg/kg/day)
53 sS ss
4?) 4 4

Liver

No abnormalities detected 4/4° — 4/4
Kidney

No abnormalities detected 4/4 — 4/4
Testis

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

No abnormalities detecied 3/3 — 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.

=76 -

B10-0096



Table 14-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings Grade 0 200 1000 (mg/kg/day)
SS SS ss
49 4 4

Liver -

No abnormalities detected 4149 — 4/4
Kidney

No abnormalities detected 4/4 -— ) 3/4 L

Dilatation/Pelvis - o4 T s
Testis

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

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

No abnormaiities 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.
++, moderate.
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Table 14-3 Twénty-eight—day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 200 1000  (mg/kg/day)
SS sS ss
4 4 4
Liver
Noabnormalities detected  2@? - 4 e,
Celular inflration, ymphooyte R L S S
MICrogranuloma__ oot VA YA
Necrosis/Hepatocyté/Focal + 0/4 — 114
Kidney
Noabnormaliies detected S . S
Oysthedula L S
CysySuboapsule R S S
Hyaline droplet/Proximal tubule + 0/4 o4 s
Testis '
No abnormaiities 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.

*, very slight; +, slight.
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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

(CO,/O, anesthesia)
Male
Findings Grade 0 200 1000 (mg/kg/day)
ss ss ss
5% 5 5
Trachea
No abnormalities detected 5/58) — 515
Lung
Noabnormalifies detected ... .. B e e B
Hemorrhage ++ 1/5 -— 0/5 -
Submandibular gland
No abnormalities detected 5/5 — 5/5
Forestomach
No abnormalities detected 5/5 — 5/5
Glandular stomach
No abnormalities detected 5/5 -— 5/5
Duodenum
No abnormalities detected 5/5 — 5/5
Jejunum
Noabnommaies detested .. A1 e T
Diverticulum 5B — ol T
lleum
No abnormalities detected 5/5 — 5/5
Cecum
No abnormalities detected 5/5 - 5/5
Colon
No abnormalities detected 5/5 —- 5/5
Rectum
No abnormaiities detected 5/5 — 5/5
Pancreas
No abnormaiities detected 5/5 -— 5/5
Liver .
No abnormalities detected 5/5 - 5/5
Heart
No abnormalities detected 5/5 — 5/5

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

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

—-, Not examined.
++, 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

(CO,/0, anesthesia)
Male
Findings Grade 0 200 1000  (mg/kg/day)
ss sS ss
52 5 5
Kidney
Noabnormalities detected 887 5 O e,
CystiMedulia ol s s
"""""""" e O s as
Hyaline droplet/Prpxomal fubule + :::: o5 0 5 2/5 T
e e OB OB s
Pyknosis/Proximal tubule + 0/5 0/5 1/5
Urinary bladder
No abnormalities detected 5/5 - 5/5
Testis '
No abnormailities detected 5/5 - 5/5
Epididymis
No abnormalities detected 5/5 -— 5/5
Ventral prostate
Noabnormaities detected ... T e ... I
Cellular infiltration, lymphocyte S A T— eemeeeneee e
++ 1/5 -— 0/5
Dorsolateral prostate
No abnormaiities detected 5/5 — 5/5
Coagulating gland
No abnormalities detected 5/5 - 5/5
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 lymph node
No abnormalities detected 5/5 —_ 5/5
Mesenteric lymph node
No abnormailities detected 515 - 5/5

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

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

-, Not examined.

*, very slight; +, slight; ++, moderate.
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Table 14-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

(CO,/0, anesthesia)
Male
Findings Grade 0 200 1000 (mg/kg/day)
ss ss sS
52) 5 5

Spleen

No abnormalities detected 5/5° — 5/5
Thymus

No abnormalities detected 5/5 - 5/5
Thyroid

Nozbnommalties detected ... A e S

Ectopic thymic tissue + 0/5 — 15
Parathyroid

No abnormalities detected 4/4 - 4/4
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 abnormaiities detected 5/5 -— 5/5

ss, scheduled sacrifice animal.
a} Number of animals autopsied.

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

—, Not examined.
+, slight.
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Appendix 1-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals

B10-0096

0 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
192,34 ,
o n 56,78, ;
2878 g1, 2101 i 45 13 14,15,
: 9,10, 11, 12, 13, 14 12,1314 45 17,18 16, 17, 18
No abnormalities detected Male 12,13, 14 EPPeA 15, 16, 17, Y on Aa " an o
v 15, 16, 17, 19, 20, 21, 19, 20, 21,
15, 16, 17, 18. 19 20 18, 19, 20, 29 22
18, 19, 20, 2'1 2'2 ’ 21,22
21,22 ’

a) Animal number.
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Appendix 1-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals

200 mg/kg/day

Administration period

Signs Sex 1 2-7 8-14 15-21 22-28 (day)
23,224, 25,
26,27,28, 27,28,29,
29,30,31, 30, 31,32, 21 gggg 35,36,37, 35,36, 37,
iti 32,33,34,  33,34,35, s aa  38,39,40, 38,3940
No abnormalities detected Male 35,36, 37 36, 37, 38, 23 i? 22 41 42,43, 41 42 43
38, 39, 40, 39, 40, 41, 4:3 44 ! 44 44
41, 42, 43, 42,43, 44 ’
44 .

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

B10-0096

1000 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
No abnormalities detected Male 50,56, 63
45, 47, 48, 49, 50, 51,
49, 51, 52, 52, 53, 54, 53, 54, 55, 57, 58, 59,
58, 57, 58, 58, 59, 60,
. . 53, 54, 55, 55, 57, 58, 60, 61, 62,
Staggering gait Male 59, 60, 61, 61, 62, 63,
57, 58, 59, 59, 60, 61, 62 63 64 64 65 66 63, 64, 65,
60, 62, 65, 62, 63, 64, 8'5 6’6 ! e 66
66 65, 66 r
46, 52, 55,
. 57, 58, 59,
Hyperthermia Male 60. 61, 62,
64, 66
57, 58, 59,
Flush Male 60, 62
49, 50, 51,
52, 53, 54, gg 2; gg’ 57, 58, 58, 57, 58, 59,
Decreased spontaneous Male 55, 56, 57, 59’ 601 6 1’ 60, 61, 62, 80, 61, 62,
locomotion 58, 59, 60, 62, 63, 6 4' 83, 64, 65, 63, 64, 65,
61, 62, 63, 6’5 6’6 ! 66 66
64, 65, 66 !
- . s 57, 58, 61, 57, 58, 61,
Sailvgtlon (dlsappeared within Male 57 62 63 64 62 63, 64
10 minutes after dosing) 65 65

a) Animal number.
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Appendix 2-1  Twenty-eight-day repeated-dose oral foxicity 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 0
17 0 0
35 0 0
36 0 0
Male 200 37 +1 0
38 0 +1
39 0 0
57 0 0
58 0 0
1000 59 0 0
60 0 +1
61 0 0
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Appendix 2-2  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 0]
14 0 0
0 15 -1 0
16 0 0
17 0 0
35 0 0
36 0 0
Male 200 37 0 0
38 0 0
39 0 0
57 -1 0
58 0 o
1000 59 0
60 ' -1 0
61 -1 0
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Appendix 2-3  Twenty-eight-day repeated-dose oral foxicity study in rats
Detailed ciinical 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 0
17 0 0
35 0 0
36 0 0
Male 200 37 0 0
38 0 0
39 0 +1
57 -1 0
58 0 0
1000 59 -1 0
60 0
61 0 0
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Appendix 24  Twenty-eight-day repeated-dese 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 0 0
35 0 0
36 0 0
Male 200 37 0 0
38 4 0
39 0 0
57 0 0
58 +1 0
1000 59 -1 0
60 -1 0
61 -1 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 0 0
35 0 0
36 0 0
Male 200 37 0 +1
38 0 +1
39 0 0
57 -1 0
58 -1 0
1000 59 0 0
60 0 0
61 0 0
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Appendix 2-6

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

Detailed clinical observations of individual animals (Predosing)

B10-0096

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

200

35
36
37
38
39

1000

57
58
59
60
61

0O O O O OO0 O O O Oj0 O 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)

Handling observations

Sex Dose Animal No.  Muscle Subnormal Piloerection Staining Unkempt Paleness Reddening
(mg/kg/day) tone  temperature hair hair
13 0 - - - - - -
14 0 - - - - - -
0 15 0 - - - - . -
16 0 - - - - - -
17 0 - - - - - -
35 0 - - - - - -
36 0 - - - - - -
Male 200 37 0 - - - - - -
38 0 - - - - - -
39 0 - - - - - -
57 0 - - - - - .
58 0 - - - - - -
1000 59 0 - - - - - -
60 o] - - - - - -
61 0 - - - - -
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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)

B10-0096

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

200

35
36
37
38
39

1000

57
58
59
60
61

o 0O 0O 0O 0ol oo O Ol © O O
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Appendix 2-9

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

Detailed clinical observations of individual animats (week 3)

B10-0096

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

200

35
36
37
38
39

1000

57
58
59
60
61

O O O O 0OJ]O O O O OO 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)

B10-0096

Sex

Dose

(mg/kg/day)

Animal No.

Handiing observations

Muscle

tone

Subnormal Piloerection Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

200

35
36
37
38
39

1000

57
- 58
59
60
61

O O O O OO0 O O 0O 0Oj0O O O O

-04 .



B10-0096

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 - - - 0
14 - - -
0 15 - - -
16 - - -
17 - - -
35 - - -
36 - - -
Male 200 37 - -
38 - - -
39 - - -
57 - - -
58 - - -
1000 59 - -
60 - - -
61 - - -

1
O O O O O]l O ©O © OO0 O O O
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v




B10-0096

Appendix 2-12  Twenty-eight-day repeated-dose oral toxicity 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 - - oo

35 - - T

36 - - -

Male 200 37 - - -
38 - - o -

39 - - -

57 - - -

58 - - -

1000 59 - - -

60 - - -

61 - - -

0O 0O 0O 0O Oj0O O O O Oj O O O
'
Ll
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B10-0096

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 - - -
35 - - -
36 - - -
Male 200 37 - - -
: 38 - - .
39 - - -
57 - - -
58 - - -
1000 59 - - -
60 - - -
61 - - -

O O O O Ol O O O Ol o o O
'
Ll
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B10-0096

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 - - -

0 15 - - -

16 - - -

17 - - -

35 - - -

36 - - -

Male 200 37 - - -

38 - - -

39 - - -

57 - - -

58 - - -

1000 59 - - -

60 - - -

61. - - R

O 0O O O 0Ojo 0O O O 0Ol © O ©
1]
[
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B10-0096

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 - - -
35 - - -
36 - - -
Male 200 37 - - -
38 - - -
"39 - - -
57 - - -
58 - - . -
1000 59 - - -
60 - - -
61 - - -

O 0O 0O 0O OoO|jlo © O O Ojo O O O
[
[
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B10-0096

Appendix 2-18  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

35

36

Male 200 37
38

39

57

58

1000 59

60

61

O O O O OO0 O O O Oj0o © © O O
O O O O OO O O O OO © O O
O O O O 0Oj0O O O O Oj0o © O © ©
1
[
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B10-0096

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 0 0 - -
14 0 0 0 - -
0 15 0 0 0 - -
16 0 +1 0 - -
17 0 +1 0 - -
35 0 0 0 - -
36 0 +1 0 - -
Male 200 37 0 0 0 - -
38 0 +1 0 - -
39 0 +1 0 - -
57 0 +2 0 - S
58 0 +2 0 - S
1000 59 0 0 0 - S
60 0 +1 0 - S
61 0 +2 0 - -
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B10-0096

Appendix 2-18  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.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
13 0 0 0 - -
14 0 0 0 - -
[V 15 0 0 0 - -
16 0 +1 0 - -
17 0 o] 0 - -
35 0 0 0 - -
36 0 0 0 - -
Male 200 37 0 0 0 - -
38 0 0 0 - -
39 0 0 0 - -
57 0 +1 0 - -
58 0 +1 0 - -
1000 59 0 0 0 - S
60 0 0 0 - S
61 0 +1 0 - -
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B10-0096

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 0 0 - -
16 0 0 0 - -
17 0 -1 0 - -
35 0 0 0 - -
36 0 0 0 - -
Male 200 37 0 0 0 - -
38 0 0 0 - -
39 0 -1 0 - -
57 0 0 0 - -
58 0 +2 0 - S
1000 59 0 0 0 - -
60 0 +2 0 - S
61 0 0 0 - -
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B10-0096

Appendix 2-20  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed ciinical 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 -1 0 - -
0 16 0 0 0 - -
16 0 0 0 - -
17 0 0 0 - -
35 0 0 0 - -
36 0 0 0 - -
Male 200 37 0 0 0 - -
38 0 +1 0 - -
39 0 -1 0 - -
57 0 +1 0 - S
58 0 +2 0 - S
1000 59 0 +1 0 - -
60 0 0 0 - -
61 0 0 0 - -
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Appendix 2-21

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

Detailed clinical observations of individual animals (Predosing)

Sex

Dose
(mg/kg/day)

Animal No. Tremor/twitch/ Defecation

Observations in arena

B10-00986

convulsion

Urination

(count/min)  (count/min)

Stereotypic Abnormal

behavior

behavior

Male

13
14
15
16
17

0

0

0

200

35
36
37
38
39

1000

57
58
59
60
61

O 0O 0O 0O 0OjoO O O O O/ © © ©

0O 0O 0O 0O Ol O W N Ol O © O

0O 0o o o =00 =2 0 oo|lo - O O

- 105 -



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

Observations in arena

B10-0096

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

13 0 0 - -

14 0 0 0 - -

0 15 0 0 0 - -

16 0 0 1 - -

17 0 0 2 - -

35 0 1 2 - -

36 0 0 1 - -

Male 200 37 0 0 10 - -

38 0 0 0 - -

39 0 2 0 - -

57 0 0 10 - -

58 0 2 17 - -

1000 59 0 0 1 - -

60 0 0 0 - -

61 0 0 0 - -
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Appendix 2-23 Twehty—eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

B10-0098

Sex

Dose
(mg/kg/day)

Animal No. Tremor/twitch/ Defecation

convulsion  (count/min) (count/min) behavior  behavior

Observations in arena

Urination

Stereotypic Abnormal

Male

13
14
15
16
17

0

0

0

200

35
36
37
38
39

1000

57
58
59
60
61

O O O O Ol O O O O|O O O O

O O O N Ol O 2 O 2O N O =

w O 0O W W|, " O W 2 210 N O O
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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. Tremor/twitch/ Defecation

Observations in arena

B10-0096

convulsion

Urination

(count/min)  (count/min)

Stereotypic Abnormal

behavior

behavior

Male

13
14
15
16
17

0

0

200

35
36
37
38
39

1000

57
58
59
60
61

O 0O 0O O 0Ojo O OO O|lOo ©O O O

WO 2N a0 N = NMNo O OoON

ocoo 3 22w NvO|» 0000
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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)

Sex

Dose
(mg/kg/day)

Animal No. Tremor/twitch/ Defecation
convulsion

Observations in arena

Urination

(count/min) (count/min)

Stereotypic Abnormal

behavior

behavior

Male

13
14
15
16
17

0

0

0

B10-0096

200

35
36
37
38
39

1000

57
58
59
60
61

O 0O 0 0O 0Ol 0o 0o OO0 © O O

O 0 0O 0O Al 0 2N |- 2 O O

o 0o o N wlo o w NN ol O O O
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B10-0096

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  Painresponse Pupillary  Air righting
(mg/kg/day) touch response  response (tail pinch) reflex reflex
13 0 0 0 + +
14 0 o 0] + +
0 15 0 0 0 + +
16 0 0 0 + +
17 0 0 0 + +
35 0 0 0 + +
36 0 0 0 + +
Male 200 37 0 o] 0 + +
38 0 0 0 + +
39 0 0 0 + +
57 0 0 0 + +
) 58 0 0 0 + +
1000 59 0 0 0 + +
60 0 0 0 + +
61 0 0 0 + +
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B10-0096

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 Trial1  Tral2  Mean
13 517 461 489 522 447 - 485
14 440 445 443 466 402 434
0 15 528 410 469 420 477 449
16 420 564 492 568 421 495
17 522 407 465 473 487 470
35 515 490 503 454 515 485
36 521 511 516 578 489 534
Male 200 37 . 466 405 436 426 420 423
38 493 472 483 524 408 466
39 545 474 510 451 427 439
57 473 456 465 484 437 461
58 499 547 523 450 435 443
1000 59 530 519 525 437 422 430
60 423 413 418 572 523 548
61 533 524 529 590 568 579
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B10-0096

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 i 112 28 54 6 60 138 398
14 75 71 2 2 0 150
0 - 15 85 89 77 44 0 295
16 33 114 66 38 9 260
17 36 6 1 4 0 47
35 39 32 57 1 0 29 158
. 36 69 16 6 104 8 203
Male 200 37 79 47 45 7 187
38 181 71 83 5 16 0 356
39 185 44 111 0 15 356
57 174 60 31 26 0 6 297
58 86 1 5 2 0 20 114
1000 59 243 108 0 0 13 0 362
60 117 4 7 14 0 0 142
61 196 63 63 5 3 85 415
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B10-0096
Appendix 6-1 Twenty-eight-day repeated-dese 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

. 1 137.5 149.8 153.5 156.7
period

14 — — —_

21 — — —

28 —_ —_ —
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B10-0096
Appendix 6-2 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 ¢ : 145.1 144.2 1532 158.0
period
3 166.1 165.7 173.9 177.4
7 2053 196.5 201.7 209.5
14 - ' - - —
21 —_ —_ —-— -
28 — — —
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B10-0096
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 144.9 1452 1547 154.0
period
3 159.7 164.8 174.7 175.8
7 188.9 188.8 201.5 197.4
14 246.5 244.4 256.7 245.5
21 — — —_ —
28 — — —
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B10-0096

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 4 14156 1459 158.0 157.1 158.7
period
3 163.9 164.0 1776 176.5 176.6
7 195.4 185.6 211.1 207.1 207.7
14 256.5 252.6 288.2 283.4 263.0
21 316.1 308.5 346.9 339.3 300.8
28 368.5 356.5 398.9 383.8 338.7
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B10-0096

Appendix 6-5 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. 18 19 20 21 22
Administration 138.2 152.7 1515 159.2 158.5
period
3 155.5 175.4 168.4 173.5 178.9
7 176.2 208.0 197.2 199.8 210.3
14 2274 276.4 2511 260.7 267.5
21 278.7 3354 301.2 313.9 318.9
28 3222 388.4 337.0 362.5 3554
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B10-0096
Appendix 6-6 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) - 200

Animal No. 23 24 25 26

Administration

. 1 1437 1503 150.4 157.4
period

14 —_ - —
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B10-0096
Appendix 8-7 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) 200
Animal No. 27 28 29 30
Administration 4 1425 1476 152.1 157.4
period
3 160.5 166.1 175.2 176.3
7 186.8 195.0 199.6 208.5
14 — — — —
21 — — — —
28 — — —
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B10-0096
Appendix 6-8 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) 200
Animal No. 31 32 33 34
Administration 146.0 151.7 146.8 159.3
period
3 168.5 166.0 164.1 181.1
7 200.5 193.5 191.9 2148
14 270.2 2463 252.6 2785
21 — — — —
28 — - —
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B10-0096

Appendix 6-9 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) 200
Animal No. 35 36 37 38 39
Administraion 1442 148.1 150.8 155.3 158.8
period
3 158.8 164.5 167.9 181.0 177.8
7 187.6 190.3 199.9 218.8 210.5
14 244.9 241.2 258.7 296.6 266.9
21 302.5 284.7 306.8 363.4 317.6
28 343.1 326.3 341.6 418.7 353.7
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B10-0096

Appendix 6-10 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) . 200
Animal No. 40 41 42 43 44
Administration 143.1 1485 154.2 1569 1627
period .
3 157.5 164.6 177.4 181.1 185.7
7 185.9 191.1 213.2 220.2 211.0
14 248.0 2445 274.5 299.0 269.7
21 294.0 290.2 332.2 370.4 323.3
28 338.7 328.5 3747 434.3 372.3
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. B10-0096
Appendix 6-11 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) 1000

Animal No. 45 46 a7 48

Administration

. 1 140.9 147.7 153.7 156.7
period

14 - — —

21 — — —
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B10-0096
Appendix 6-12 Twenty-eight-day repeated-dose oral foxicity study in rats
Body weights of individual animals (g) : Male

Group Seven-day treatment
Dose (mg/kg/day) N 1000
Animal No. 49 50 51 52
Administration 142.0 1496 165.7 155.9
period

3 156.8 165.4 172.6 173.1
7 184.2 194.2 201.7 209.6
14 - - — -
21 — —_ — —

28 — — —
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B10-0096
Appendix 6-13 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Fourteen-day treatment
Dose (mg/kgi/day) ’ 1000

Animal No. 53 54 55 56

Administration 4 1431 151.4 152.4 157.7
period

3 153.5 168.1 167.8 177.0

7 175.3 202.3 188.2 201.8

14 223.4 259.5 239.6 266.3

21 - — — —

28 — — . - —
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B10-0096

Appendix 6-14 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) 1000
Animal No. 57 58 59 60 61
 Administration 144.4 145.3 150.9 157.6 160.4
period : :
3 161.0 165.2 165.9 174.3 178.6
7 183.1 192.9 194.9 208.8 212.0
14 255.5 248.4 252.8 274.4 287.6
21 300.6 290.8 296.5 327.7 3416
28 338.8 3283 332.0 378.3 389.7
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B10-0096

Appendix 6-15 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) 1000
Animal No. 62 63 64 65 66
Administration 146.4 145.2 154.0 159.8 161.5
period
3 4 163.6 163.5 177.0 180.3 177.6
7 192.2 196.1 2047 220.1 207.5
14 254.4 255.2 266.2 283.8 271.5
21 314.8 305.3 316.0 351.9 331.0
28 360.3 345.2 352.1 408.3 370.2
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Appendix 7 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0096
Food consumption of individual animals (g/rat/day)
Sex Dose Animal No. Administration period
(mg/kg/day) 3 7 14 21 28 (days)
5 19.77 20.23 23.74 - - -
6 17.78 20.34 23.52 - - -
7 18.87 22.21 22.16 - - -
8 21.46 22,05 2477 - - -
9 20.02 19.96 21.83 22.05 - -
10 18.00 20.53 ©20.33 21.44 - -
11 20.13 21.46 21.43 21.97 - -
12 21.86 21.64 21.15 21.54 - -
13 17.69 19.99 22.30 23.76 26.65 27.04
0 14 19.48 20.77 22.26 23.80 24.90 26.29
15 2424 22.08 24.03 26.54 28.27 28.95
16 22.89 22.86 24.80 29.01 30.22 28.99
17 21.93 2162 24,57 23.34 2342 23.67
18 16.74 18.53 19.59 19.29 21.46 22.58
19 20.80 22.94 23.77 24.28 2459 25.60
20 19.19 19.89 21.79 21.57 22.91 22.46
21 23.08 2012 22.32 23.44 2572 26.20
22 18.74 2264 24.38 24.27 2477 25,16
27 18.00 19.80 21.30 - - -
28 17.71 19.89 20.77 - - -
29 18.65 21.09 22.60 - - -
30 20.94 21.84 22.68 - - -
31 18.29 21.85 23.76 25.21 - -
32 20.72 21.22 22.22 22.39 - -
33 18.93 20.06 21.57 2273 - -
34 27.09 20.01 24.08 23.91 - -
35 19.36 18.46 20.88 21.44 2297 23.28
Male 200 36 2020 19.80 20.64 20.08 21.03 21.47
37 18.34 18.26 21.49 21.99 22.82 2277
38 20.95 24.19 268.54 2022 29.60 31.37
39 18.76 22.20 2422 23.78 24.79 - 2437
40 19.22 20.36 20.91 22.76 22.74 22.71
41 18.91 2017 21.49 2217 22.90 23.62
42 20.93 22.94 24.60 2488 25.60 25.37
43 21.97 24.82 27.24 29.29 30.25 32.51
44 22.89 24.55 2428 24.83 25.26 26.53
49 15.46 20.58 20.85 - - -
50 22.82 . 20.99 22,85 - - -
51 22.97 21.91 23.45 - - -
52 20.94 20.72 24.44 - - -
83 17.71 17.10 20.59 20.39 - -
54 21.147 21.35 23.02 23.14 - -
55 20.77 22.08 22.80 22.20 - -
56 21.30 22.26 2214 22.64 - -
1000 57 19.36 20.33 23.19 2416 23.32 23.94
58 20.46 21.17 23.01 23.22 23.25 23.96
59 19.97 2047 23.14 23.486 22.40 22.35
80 19.70 20.90 24.26 24.13 25.01 26.05
61 22.49 22,77 26143 28.31 28.00 28.71
62 19.33 21.60 22.95 24.18 2522 27.67
83 19.51 20.94 22.95 23.42 24.00 2476
64 20.58 2297 23.91 25.26 2512 25.91
65 2322 23.12 27.01 28.10 27.94 28.17
66 22.68 22.25 25.33 25.44 27.73 28.44
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Appendix 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Urinalytic data of individual animals:Male

B10-0096

Group Twenty-eight-day freatment
Dose (mg/kg/day) o]
ltems Animal Na. 13 ss 14 ss 15 ss 16 ss 17 ss
Urine volume (mL) 10 14 24 20 9
Uosm (mOsm/L) 1089 779 419 541 602

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

B10-0098

Group Twenty-eight-day treatment
Dose (mg/kg/day) 200
ltems Animal No. 35 ss 36 ss 37 ss 38 ss 30 ss
Urine volume (mL) 5 15 10 10 4
Uosm (mOsmi/L) 2428 532 851 981 2228

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

Urinalytic data of individual animals:Male

B10-0096

Group Twenty-eight-day treatment
Dose (mg/kg/day) 1000
ltems Animal No. 57 ss 58 ss 58 ss’ 60 ss 61 ss
Urine volume (mL) 8 20 21 17 14
Uosm (mOsm/L) 1334 636 554 824 1231

ss: scheduled sacrifice animal.
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B10-0096

Appendix 8-4 . Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group ) Twenty-eight-day treatment
Dose (mg/kgi/day) 0
ltems Animal No. 13 ss 14 ss 15 ss 16  ss 17  ss
Color - Y Y SY sy Y
Turbidity Clear Clear Clear Clear Clear -
pH 6.5 7.0 7.0 8.5 7.0
Protein * - - * S
Glucose - - - - -
Ketones 1+ + - : S
Occult blood - - - - -
Urinaly sediment
Red blood celis ¥ 0 0 0 0 0
White blood cells ? 0 0 0 0 0
Epithelial cells @ 0 0 0 D 0
Casts” 0 0 0 0 0
Crystals ® + * + + t

ss:scheduled sacrifice animal.
Color: SY : Siightly yellow,Y : Yeliow.
3: Number of cells/1Oviews(x400).
®: Number of casts/18x18 mm?,

9: incidence of crystals/18x18 mm?.
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B10-0096

Appendix 8-5 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) 200
ltems Animal No. 35 ss 36  ss 37 ss 38  ss 38  ss
Color YB sy Y Y YB
Turbidity Clear Clear Clear Clear Clear
pH 6.0 6.5 6.5 6.5 6.0
Protein 1+ + 3 T 1+
Glucose - - - - -
Ketones 1+ 1+ 1+ S S
Occult blood - - - - -
Urinaly sediment
Red biood celis ¥ — — — — —

White blood cells ¥ — —_ — — —
Epithelial celis @ ' — — - - —
Casts? —_ — —_ _ —

Crystais @ - — — — —

ss:scheduled sacrifice animal.

Color: SY : Slightly yeliow,Y : Yellow,YB: Yellow-brown.
2 Number of cells/1 Oviews(x400),

% Number of casts/18x18 mm?.

®:Incidence of crystals/18x18 mm?.

—:Not exarnined,
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B10-00088

Appendix 8-6 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) 1000
ltems Animal No. 57 ss 58  ss 58  ss 60 ss 61 ss
Color Y Sy SY Sy Y
Turbidity Clear Clear Clear Clear Clear
pH ’ 6.0 8.0 6.0 8.0 8.0
Protein S - - - 1
Glucose - - - - -
Ketones 2+ 2+ 2+ 2+ 2+
Oceult blood - - - - -
Urinaly sediment
Red blood cells @ 0 0 0 0 0
White blood cells ¥ 0 0 0 0 0
Epithelial cells ® 0 0 0 ) 0
Casts ” 0 0 0 0 0
Crystals © £ - - - -

ss:scheduled sacrifice animal.
Color: 8Y: Slightly yellow,Y : Yellow.
#): Number of cells/10views(x400).
B Number of casts/18x18 mm?,
%:Incidence of crystals/18x18 mm?,
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B10-0086

Appendix 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male
Group One-day treatment
Dose(mg/kg/day) 0
tems Animal No. 1ss 2 ss 3ss 4 ss
RBC (x10%/uL) . B804 933 723 814
Hb (grdL) 16.2 19.3 15.6 17.5
Ht (%) 52,5 65.4 51.8 57.5
MCV (L) 65.3 70.1 71.8 706
MCH (pg) 20.2 20,7 21.5 214
MCHC (g/dL) 30.8 295 30.1 304
Platelet 610%7uL.) 111.3 83.1 120.7 136.8
Reticulo (%) 8.6 12.3 12.2 13.7
WBC (x10%L) 125.3 58.9 78.2 87.4
Differentiation of leukocyte
Neutro (%) 8.8 5.3 8.5 5.4
Lymph (%) 88.8 91.1 BB.1 90.8
Eosino (%) 0.4 0.2 0.2 0.3
~ Baso (%) 0.4 0.8 0.5 0.4
Mono (%) 0.8 1.5 1.2 2.1
Luc (%) 0.8 1.0 1.4 1.0

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

Hematological data of individual animals:Male

B10-0098

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

ltems Animal No, 5 ss 6 ss 7 ss 8 ss
RBC (x10%uL) 810 784 745 707
Hb (g/dL) 17.2 16.0 155 14.4
Ht (%) 56.6 53.4 51.8 485
McV (L) 89.9 88.1 69.5 B8.8
MCH (rpg) 21.3 20.4 208 20.4
MCHC (grdl) 304 30.0 300 29.8
Platstet {(x10%/uL) 116.3 105.1 124.8 115.0
Reticulo (%) 2.5 8.4 8.3 8.7
WBC {(x10%/L) 166.2 1276 84.8 122.3
Differentiation of leukocyte

Neutro (%) 20.3 8.4 13.3 8.7

Lymph (%) 73.5 89.8 82.8 88.5

Eosino (%) 0.8 0.5 0.4 0.3

Baso (%) 0.7 0.6 0.5 1.0

Mono (%) 2.8 1.2 1.8 1.3

Luc (%) 1.7 1.3 1.0 1.1

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

Hematological data of individua! animals:Male

B10-0088

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

ltems Animal No. 9 ss 10 ss 11 ss 12 ss
RBC (x10%pL) 780 748 761 791
Hb (g/dL) 15.4 15.3 15.3 15.6
Ht (%) 49.6 50.3 51.0 51.8
Mcv (L) 63.5 67.1 86.9 65.5
MCH )] 18.8 20.4 20.1 19.7
MCHC (g/dL) 31,1 30.5 30.1 30.1
Platelet (x10%L) 102.7 144.4 121.7 127.2
Reticulo (%) 41 3.4 5.4 4.0
WBC (x104/L) 78.3 128.9 87.2 108.9
Differentiation of leukocyte

Neutro (%) 18.9 229 12.8 15.2

Lymph (%) 73.3 71.8 83.3 81.7

Eosino (%) 1.2 0.4 0.2 0.5

Baso (%) 4.0 2.1 1.7 0.9

Maono (%) 1.7 1.8 1.3 1.1

Luc (%) 0:9 0.8 0.7 0.7

ss: scheduled sacrifice animal,
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Appendix 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0086

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose(mg/kg/day) 0

ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
RBC (x10°uL) 796 857 810 805 768
Hb (grdL) 15.3 16.8 15.5 15.5 14.8
Ht (%) 48.5 52.9 482 492 46.9
Mmcv (L) 61.0 618 59.5 61.2 61.0
MCH (pg) 19.3 19.7 18.1 18.3 19.2
MCHC (o/dL) 31.6 31.8 322 315 31.5
Platelet (x10%pL) 115.9 120.6 114.1 114.7 134.3
Reticulo (%) 3.4 3.3 31 2.9 47
WBC (x10%uL) 144.2 97.1 1157 144.2 172.2
Differentiation of leukocyte

Neutro (%) 233 16.4 15.1 10.8 23.1

Lymph (%) 71.2 78.5 80.8 84.5 69.4

Eosino (%) 1.3 0.6 0.3 0.6 0.7

Baso (%) 0.8 1.0 0.5 0.6 0.8

Mono (%) 2.1 2.1 2.0 1.3 1.4

Luc (%) 1.3 1.2 1.3 2.1 45
PT (sec) 14.9 18.3 17.6 15.2 16.6
APTT (sec) 21.8 24.0 26.2 216

21.8

ss: scheduled sacrifice animal.
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. B10-0086
Appendix 8-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group Twenty-eight-day treaiment (lsofiurane anesthesia)
Dose(mg/kg/day) 0

ltems Animal No. 1B ss 19 ss 20 ss ’ 21 ss 22 ss
RBC (x10%/uL) 808 802 788 809 814
Hb (g/dL) 15.3 155 o148 14.7 16.4
Ht (%) 452 46,0 43.8 44.2 48.7
MCV () 55.9 57.4 57.0 54,7 574
MCH (Pg) 18.9 18.3 18.4 18.2 18.9
MCHC (grdL) 329 Y 34.1 33,3 329
Platelet (x10%/uL) 101.7 114.7 118.8 98.9 102.1
Reficulo (%) 3.1 35 Cad 2.8 25
WBC (x10%0L) 71.8 88.9 87.5 12,7 844
Differentiation of leukocyte

Neutro (%) 158 202 284 15.1 17.8

Lymph (%) 78.1 718 67.3 81.6 80.3

Eosino (%) 0.9 14 0.5 0.5 0.3

Baso (%) 0.7 0.5 05 04 0.3

Mono (%) ST 37 1.0 0.8 0.6

Luc (%) 17 27 1.3 15 a7
PT (sec) 14,8 14.4 18.1 164 14.8
APTT (sec) 21.4 23.8 21.8 23.0 25.4

" ss: scheduled sacrifice animal,
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Appendix S-6 Twenty-eight-day repeated-dose oral taxicity study in rats

Hematological data of individual animals:Male

B10-00898

Group One-day treatment
Dose(mg/kg/day) 200
ltems Animal No. 23 ss 24 ss 25 ss 26 ss
RBC (x10%/pL) 664 888 798 781
Ho (g/dL) 14.2 18.4 16.1 15.7
Ht (%) 48,7 61.3 52,9 52,7
Mmcv (fL) 70.3 8.1 66.2 87.4
MCH (pg) 21.4 20.8 20.1 20.1
-MCHC (ghdl) 30.4 30.1 30.4 29.8
" Platelet (x10%uL) 118.0 98.8 137.0 112.2
Reticulo (%) 11.5 12.3 1.6 11.8
WBC (10%uL) 137.1 105.7 86.2 95.0
Differentiation of )éukocyte
Neutro (%) 10.3 7.2 7.4 52
Lymph (%) 84.4 88.7 88.4 91.4
Eosino (%) .7 0.4 0.5 0.2
Baso (%) 0.6 1.8 1.2 0.5
Mano (%) 2.7 2.2 1.2 1.4
Luc (%) 1.2 1.8 1.2 1.2

ss: scheduled sacrifice animal,
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B10-0098
Appendix 8-7 Twenty-eight-day repsated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group -~ Seven-day treatment
Dose(mg/kg/day) 200
ltems Animal No. 27 ss 28 ss 29 ss 30 ss
RBC (x10*uL) 773 781 705 783
Hb (g/dl) 15.4 ©o154 14.4 15.9
Ht (%) 50.5 50.0 48,1 50.9
MCV (L) 65.3 65.8 68.3 65.0
MCH (Pg) 20.0 18.9 20.4 20.3
MCHC (g/dl) 306 302 28.8 31.2
Platelet (x10%uL) 1059 128.4 121.0 1265
Reticulo . (%) 6.4 7.2 8.7 7.0
WBC (x10%uL) - 118.1 112.6 111.5 82.3
Differentiation of isukocyte
. Neutro (%) 11.3 18.3 6.8 12.8
Lymph (%) 84.4 78.7 86.6 83.8
Eosino (%) 0.6 0.6 04 0.2
Baso (%) 04 0.4 0.4 0.8
Mono (%) 1.7 3.0 2.3 1.1
Luc (%) 1.8 1.8 1.8 1.1

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

Hematological data of individual animals:Male

B10-0086

Group Fourteen-day treatment
Dose(mg/kg/day) 200
ltems Animal No. 31 ss 32 ss 33 ss 34 ss

RBC (x10%uL) 743 784 835 723
Hb (g/dL) 15.1 15.5 16.4 15,0
Ht (%) 49.8 51.3 53.1 49.2
MCV (i) 67.0 65.4 63.6 68.0
MCH (pg) 203 19.8 19.6 20.7
MCHC (g/dL) 30.3 30.2 30.8 30.5
Platelet {(x10%uL) 148.3 117.6 114.4 135.9
Reticulo (%) 45 3.9 4.9 42
WBC {(x10%uL) 133.3 90.1 118.7 148.5
Diffsrentiation of leukocyte

Neutro (%) 167 17.1 17.7 98

Lymph (%) 777 78.7 78.8 87.5

Eosino (%) 0.5 0.8 0.6 0.2

Baso (%) 2.3 15 0.4 0.6

Mono (%) 1.8 1.0 1.5 1.4

Luc (%) 0.9 0.8 1.0 1.0

ss: scheduled sacrifice animal.
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Appendix 8-9 Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0086

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose(mg/kg/day) 200

ltems Animal No. 35 ss 36 ss 37 ss 38 ss 39 ss
RBC (x10%uL) 793 791 816 794 815
Hb (g/aL) 15.0 15.5 15.7 15.9 15.4
Ht (%) 47.1 49.6 48.6 49.0 48.3
MCV () 59.3 62.8 59.6 1.7 582
MCH (Pg) 18.9 187 19.2 20.0 18.9
MCHC (g/dL) 31.9 31.3 322 325 31.8
Platelet (x10%uL) 133.7 111.8 123.6 108.2 109.0
Reticulo (%) 3.2 3.3 2.3 3.7 3.0
WBC (x10%/uL) 138.8 107.8 138.2 159.7 114.5
Differentiation of leukocyte

Neutro (%) 17.2 19.1 9.8 12.6 12.8

Lymph (%) 79.6 78.0 87.4 79.4 83.3

Eosino (%) 0.6 0.3 0.5 0.5 0.4

Baso (%) 0.4 0.3 0.4 1.1 0.4

Mono (%) 1.3 1.1 1.0 1.5 1.9

Luc (%) 0.9 1.2 1.0 5.0 1.1
PT (sec) 21.4 14.3 20.9 14.5 18.0
APTT (sec) 242 19.9 20.4 18.6 29.1

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

Hematological data of individual animals:Male

B10-0098

Group Twenty-eight-day treatment (Isofiurane anesthesia)
Dose(mg/kg/day) 200
ltems Animal No. 40 ss 41 ss 42 ss 43 ss 44 ss

RBC (x10%uL) 775 761 809 734 829
Hb (g/dL) 14.6 14.8 15.4 147 15.8
Ht (%) 444 435 466 448 47.1
Mcv (L) 57.3 57.1 57.6 1.0 56.8
MCH (pg) 18.9 19.4 18.0 20.0 18,0
MCHC (g/dL) 33.0 34.1 331 32.8 335
Platelet (x10%L) 95.8 118.2 101.1 988 108.5
Reticulo (%) 3.1 3.3 2.8 42 2.8
WBC (x10%pL) 153.5 94.4 74,0 138.1 1386
Differentiation of leukocyte

Neutro (%) 9.7 228 23.3 1.7 17.6

Lymph (%) 852 727 73.2 83.7 772

Eosino (%) 0.4 1.0 1.0 0.6 0.6

Baso (%) 0.7 0.4 0.2 1.0 0.8

Mono (%) 1.6 1.4 1.4 1.2 1.8

Luc (%) 2.3 1.8 1.1 19 20
PT (sec) 17.0 16.7 15.3 14,8 18.2
APTT (sec) 255 23.8 255 238 257

ss: scheduled sacrifice animal.
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Appendix 8-11  Twenty-eight-day repeated-dose oral toxiclty study in rats

Hematological data of individual animals:Male

B10-0098

Group One-day treatment
Dose(mg/kg/day) 1000

ltems Animal No, 45 ss 46 ss 47 ss 48 ss
RBC (x10%uL) 924 702 851 709
Hb (grdL) 17.8 14.4 17.2 14.4
Ht (%) 60.8 46.6 56,0 48,3
Mev (fL) 65.8 86.4 65.8 68.2
MCH (Pg) 19.3 205 202 20.3
MCHC (g/dL) 294 30.8 30.8 29.7
Platelet (x10%uL) 74.8 154.4 854 122.6
Reticuio (%) 9.3 10.3 12.7 11.6
WBC (x10%uL) 103.4 137.4 81.8 B4.1
Differentiation of leukocyte

Neutro (%) 10.3 1.1 55 4.9

Lymph (%) 82.3 83.1 90.8 91.8

Eosino (%) 0.3 0.5 0.2 0.1

Baso - (%) 0.7 0.7 0.7 0.3

Mono (%) 49 2.9 1.7 2.0

Luc (%) 1.6 1.7 1.0 0.8

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

Hematological data of individual animals:Male

B10-0088

Group Seven-day treatment
Dose{mg/kg/day) 1000
ltems Animal No. 49 ss 50 ss 51 ss 52 ss

RBC (x10%/uL) 758 804 766 759
Hb (grdL) 15.5 15.3 16.3 16.0
Ht (%) 52.4 50.7 52.7 52.1
MCV (fL) 69.2 £3.1 68.8 88.6
MCH ()] 20.4 18.0 21.2 21.0
MCHC (g/dL) 28.5 30.1 30.8 30.7
Platelet (x10*pL) 108.5 125.4 136.4 103.5
Reticulo (%) 7.8 B.8 7.3 8.1
WBC (x10%/uL) 83,7 88.2 150.6 104.7
Differentiation of leukocyte

Neutro (%) 12.8 7.1 21.2 18.6

Lymph (%) 81.0 87.0 73.86 76.6

Eosino (%) 0.5 0.3 0.4 0.2

Baso (%) 0.5 1.1 1.0 0.7

Mono (%) 36 2.0 2.0 1.6

Luc (%) 15 2.8 1.8 1.3

- ss: scheduled sacrifice animal,
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Appendix 8-13  Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0098

Group Fourteen-day treatment
Dose(mg/kg/day) 1000

ltemns Animal Ne, 53 ss 54 ss 55 ss 56 ss
RBC (x10%uL) 802 768 B47 783
Hb, (g/dL) 17.3 16.1 16.8 15.4
Ht (%) 55.8 52.4 555 52.5
MCV (L) 61.9 68.2 65.5 66.2
MCH (<) 19.2 20.8 19.8 18.4
MCHC (gfdL) 31.0 30.7 30.2 28.3
Platelet (x10%4L) 112.2 130.4 127.0 144.4
Reticulo (%) 3.4 44 42 43
WBC (x10%uL) 75.9 85.1 75.0 127.8
Differentiation of leukocyte

Neutro (%) 18.8 248 22.1 21.1

Lymph (%) 75.3 89.7 75.4 74.8

Eosino (%) 0.4 0.2 0.2 0.5

Baso (%) 3.3 2.8 0.5 0.6

Mono (%) 1.3 1.6 1.1 2.0

Luc (%) 08 1.1 0.6 1.0

s&: scheduled sacrifice animal,
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Appendix 9-14  Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0098

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose{mg/kg/day) 1000

ltems Animal No. 57 ss 58 ss 59 ss 60 ss 61 ss
RBC (x10*7uL) 891 832 838 821 806
Hb (grdl) 16.8 16.1 15.8 15.9 15.7
Ht (%) 53.3 51.1 48.5 50.2 48.5
MCV (] 59.8 61.5 57.9 61.2 60.2
MCH (pg) 18.8 19.4 18.8 19.4 18.5
MCHC (o/dL) 315 315 325 31.8 323
Platelet (x10%/uL) 86.7 114.8 112.9 113.6 112.1
Reticulo (%) 2.8 3.3 27 2.7 33
WBC {(x10%/uL) 88.6 77.4 100.8 144.9 101.6
Differentiation of leukocyte

Neutro (%) 33.2 24.1 18.4 20.1 21.6

Lymph (%) 83.1 72.7 76.9 75.3 73.0

Eosino (%) 03 0.4 0.4 0.8 0.7,

Baso (%) 0.8 0.5 1.6 0.5 0.8

Mono (%) 1.4 1.2 1.5 1.6 24

Luc (%) 1.1 1.0 1.2 1.7 1.5
PT (sec) 15.0 137 16.0 14.7 15.1
APTT {sec) 21.5 14.3 20.6 15.1 17.8

ss; scheduled sacrifice animal.
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Appendix 8-15  Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0096

Group Twenty-eight-day treatment (Isoflurane anesthesia)
Dose(mg/kg/day) 1000
ltems Animal No. 62 ss 63 ss 64 ss 65 ss 66 ss
RBC (x10%uL) 791 765 874 798 822
Hb (g/dLy 15,1 15.2 15.5 15.6 15,1
Ht (%) 446 445 48.7 47.1 48.3
MCV (L) 56.4 58.1 53.4 5.0 56.3
MCH (pg) 18.1 19.8 17.8 18.5 18.3
MCHC {grdL) 338 34.1 33.3 33.1 32,8
' Platelet (x10%pL) 118.1 110.3 111.2 117.7 115.0
Reficulo (%) 3.0 32 2.8 3.8 2.8
WBC (x10%uL) 67.2 98.4 108.7 78.8 97.2
Differentiation of leukocyte
Neutro (%) 26.0 22.0 18.8 27.8 18.0
Lymph (%) 69.6 71.8 727 88.0 705
Eosino (%) 0.3 0.3 1.0 1.1 1.0
Baso (%) 0.4 0.4 0.6 0.5 0.2
Mono (%) 2.2 2.7 3.5 2.0 15
Luc (%) 1.5 2.8 2.5 0.5 88
PT (sec) 13.6 14,6 13.8 18.6 14.4
APTT {sec) 20.9 20.5 23.2 24,8 22,8

ss: scheduled sacrifice animal.
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Appendix 10-1  Twenty-eight-day repeated-dose oral foxicity study in rats

Blood chemical data of individual animals:Male

B10-0096

Group One-day treatment
Dose(mag/kg/day) 0
ltems Animal No. 1 ss 2 ss 3 ss 4 ss
AST (1uiL) 78 122 82 88
ALT (IuL) 28 36 32 35
ALP () 794 843 567 1022
BUN (mg/dL) 12.3 8.4 1.7 0.4
Creatinine (mg/dL) 0.14 0.13 0.1 0.13
T-Bil (mg/dL) 0.07 0.07 0,07 0.08

ss: scheduled sacrifice animal.
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Appendb( 102 Twenty-eight-day repeated-dose oral toxicity study in rats

Biood chemical data of individual animals:Male

B10-0086

Group Seven-day treatment
Dose(mg/kg/day) 0
ltems Animal No. 5 ss 6 ss 7 ss 8 ss
AST () g2 82 71 80
ALT (Iun) 40 27 26 23
ALP (L) 831 881 850 948
BUN (mg/dL) 14.1 16.9 1.3 10.9
Creatinine (mg/dL) 0.14 0.16 0.13 0.12
T-Bil (mg/dL) 0.08 0.08 0.05 0.08

ss: scheduled sacrifice animal,

-151-



Appendi;c 10-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

B10-0036

Group " Fourteen-day treatment
Dose(mg/kg/day) 0
Items Animal No, 9 ss 10 ss 11 ss 12 ss
AST (UL % 75 56 74
ALT (U 22 24 18 21
ALP . (IuL) 586 788 672 735
BUN (mg/dL) 1.6 14.2 14.4 106
Creatinine . (mg/dL) 0.13 0.15 0.13 0.13
T-Bil (mg/dL) 0.05 0.05 0.03 0.02

ss: scheduled sacrifice animal.
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B10-0098
Appendix 10-4  Twenty-eight-day repeated-dase oral toxicity study in rats
Blood chemical data of individual animals:Male

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose(mg/kg/day) ‘ 0
ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
AST (tun) 38 30 45 61 34
ALT (un) 1 8 18 28 9
ALP () 269 188 302 563 219
ChE (un) 36 21 53 71 26
y-GTP (un) 0.1 0.3 0.4 0.6 0.2
T-Cho (mg/dL) 35 30 47 66 33
76 (mgfdL) 37 34 80 70 27
BUN (mg/dL) 13.1 13.4 - 170 18.0 9.8
Creatinine (mg/dL) 0.16 0.17 0.17 0.18 0.14
T-Protein (g/dL) 33 3.0 4.5 7.0 34
Albumin (g/dL) 16 1.4 2.2 3.3 1.5
A/G ratio ) 0.94 0.88 0.96 0.89 0.79
Glucose (mg/dL) 143 111 124 197 113
T-Bil (mg/dL) 0.05 0.04 0.05 0.05 0.08
TBA (umol/L) 11.5 33 37.3 37.8 16.0
iP (mgidL) 8.7 9.0 10.4 12.8 8.6
Ca (mg/dL) 8.0 8.0 9.9 12.9 7.8
Na - (mEg/L) 150 147 148 148 148
K (mEq/L) 5.9 7.2 6.6 6.4 6.8
cl (mEqlL) 101.1 100.7 97.8 99.2 - 1007

ss: scheduled sacrifice animal.
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B10-0096
Appendix 10-5  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

Group Twenty-eight-day treatment (lsofiurane anesthesia)
Dose(mg/kg/day) 0
ltems Animal No, 18 ss 19 ss 20 ss 21 ss ¢ 22 ss
AST (lun) 48 44 45 54 94
ALT (uny 12 10 _ 11 13 20
ALP (luny 277 248 279 369 414
ChE (un) 31 25 41 36 50
y-GTP (un) 0.2 ' 0.3 02 0.4 0.5
T-Cho (mg/dL) 40 32 30 34 45
TG {(mg/dL) 23 10 10 . 38 18
BUN (mgfdL) 10.3 12.9 108 13.5 12.6
Creatinine (mg/dL) 0.16 0.18 0.14 0.15 0.18
T-Protein (g/dL) 3.1 3.2 . 3.2 3.8 5.5
Albumin (g/dL) 1.5 1.5 15" 1.7 24
AJG ratio &) 0.94 0.88 0.88 0.81 0.77
Glucose {mo/dL) g9 89 88 115 134
T-Bil (mgfdL) 0.08 0.07 0.08 0.07 0.08
TBA (pmoal/L) 29.6 15.2 11.8 235 20.3
iP (mg/dL) 8.4 81 - . 88 6.3 8.0
Ca (mg/dL) 6.4 6.4 64 7.3 B.8
Na (mEq/L) 143 142 142 142 144
K (mEglL) 44 46 45 ' 48 4.4
cl (mEg/L) 1055 105.9 105.8 105.5 107.0

ss: scheduled sacrifice animal.
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Appendix 10-8  Twenty-eight-day repeated-dose oral toxicity study in rats
Biood chemical data of individual animals:Male

B10-0098

Group . One-day treatment
Dose(mg/kg/day) 200
ltems Animai No. 23 ss 24 ss 25 ss 26 ss
AST (un) - 83 ’ T114 95 91
ALT (IUIL) 37 35 28 37
ALP (IUL) 685 1184 1082 BO5
BUN (mg/dL) 11.9 8.8 8.8 12.3
Creatinine (mg/dL) 0.14 0.11 0.12 0.12
T-Bil (mg/dL) 0.08 0.08 0.08 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

B10-0086

Group Seven-day treatment
Dose(mg/kg/day) 200
_ltems Animal No. 27 ss 28 ss 29 ss 30 ss
AST Qun) 86 70 75 84
ALT (Iun) 33 21 23 29
ALP (JuL) 620 682 867 676
BUN (mg/dL) 126 12.2 12.0 11.9
Creatinine (mg/dL) 0.15 0.5 0.15 0.13
T-Bil (mg/dL) 0.07 0.06 0.0 0.08

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 individua! animals:Male

B10-0088

Group Fourteen-day treatment
Dose(mg/kg/day) ) 200
ltems Animal No. 31 ss 32 ss 33 ss 34 ss
AST (luL) 69 77 69 58
ALT (un) 21 24 21 17
ALP (lun 907 645 652 390
BUN (mg/dL) 12.7 9.8 12.7 10.7
Creatinine (mg/dL) 017 a.1e 0.13 0.13
T-Bil (mg/dL) 0.03 0.03 0.02 0.02

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

Blood chemical data of individual animals:Male

B10-0096

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose(mg/kg/day) 200
ltems Animal No. 35 ss 36 ss 37 ss - 38 ss 39 ss
AST (UL) 37 31 34 39 60
ALT (uiL) 13 9 10 12 20
ALP (ny 259 244 256 220 487
ChE QuiL) 27 32 37 59 77
y-GTP (un) 0.7 0.1 0.1 0.3 0.1
T-Cho (mg/dL) 40 45 32 50 50
TG (mg/dL) 18 35 22 47 36
BUN (mg/dL) 17.7 11.7 14.4 18.3 16.4
Creatinine (mg/dL) 0.13 0.15 0.14 0.14 0.15
T-Protein (g/dL) 35 3.8 3.8 4.9 5.8
Albumin (g/dL) 1.7 17 1.8 1.9 27
AG ratio o) 0.94 0.81 0.90 0.86 0.87
Glucose (mg/dL) 104 140 140 132 151
T-Bil (mg/dL) 0.04 0.07 0.06 0.05 0.04
TBA {umol/L) 10.8 27.2 11.4 30.2 24.1
P (mg/dL) 8.3 8.0 8.7 26 11.0
Ca (mg/dL) 7.7 8.4 8.6 8.3 10.8
Na (mEq/L) 149 148 150 149 150
K (mEq/L) 7.0 7.3 6.8 6.5 5.3
cl (mEg/L) 101.5 100.4 99.8 101.3

87.3

ss: scheduled sacrifice animal.
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: B10-0096
Appendix 10-10 Twenty-eight-day repeated-dose oral foxicity study in rats
Blood chemical data of individual animais:Male

Group Twenty-eight-day treatment (Isofiurane anesthesia)

Dose(mg/kg/day) 200
ltems Animal No. 40 ss 41 ss 42 ss 43 ss 44 ss
AST (IU/L) 52 50 57 34 44
ALT (lunL) 14 14 14 9 16
ALP (IUL) ' 235 358 384 267 329
ChE (IUIL) 53 3g 47 39 50
y-GTP (SN} 0.3 0.6 0.5 0.1 0.1
T-Cho (mg/dL) 64 ’ 49 39 40 38
TG (mg/dL) 52 26 15 24 28
BUN (mg/dL) 14.8 14.7 v 11.0 1.4 13.3
Creatinine (mg/dL) . 0.18 0.17 0.18 0.14 0.15
T-Protsin (o/dL) 48 42 5.1 35 43
Albumin (grdl) 21 1.9 2.3 16 20
AJG ratio Q] 0.78 0.83 0.82 0.80 0.87
Glucose (mg/dL) 130 ’ 128 130 121 153
T-Bll (mgfdL) 0.07 0.06 0.05 0,07 0.07
TBA (umollL) 15.2 18.3 17.6 12.8 14.9
P (mg/dL) 7.2 8.8 7.3 56 7.0
Ca (mg/dL) 8.1 7.8 8.6 8.7 8.1
Na (mEqlL) 141 142 142 142 142
K (mEg/L) 48 4.5 4.6 42 35
cl (mEgfL) 104.0 104.8 104.3 1035 1025

ss: scheduled sacrifice animal.

- 159 -



B10-0096

Appendix 10-11 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) 1000
ltems Animal No. 45 ss 46 ss 47 ss 48 ss
AST (tun) 112 82 108 100
ALT - (luiL) 40 33 32 30
ALP (1) 1318 746 1122 911
BUN (mgfdL) 13.6 12.0 10.6 125
Creatinine (mg/dL) 0.14 0.19 0.15 0.11
T-Bil (mg/dL) 0.08 0.08 . 0.08 0.08

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

Biood chemical data of individual animals:Male

B10-0098

Group Seven-day treatment
Dose(mg/kg/day) 1000
ltems Animal No. 49 ss 50 ss 51 ss 52 ss
AST (u/L) 87 86 78 B4
ALT (un) 41 41 31 25
ALP (IUIL) 696 685 696 629
BUN {mg/dL) 15.8 14.8 14.2 12.2
Creatinine {mg/dL) 0.15 0.08 0.13 0.15
T-Blil (mg/dL) 0.05 0.08 0.06 0.08

ss: scheduled sacrifice animal.
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Appendix 10-13 Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-D096

Group Fourteen-day treatment
Dose(mg/kg/day) 1000
ltems Animal No. 53 ss 54 ss 55 ss 56 ss
AST 1Ly 70 63 68 67
ALT (tun) 27 24 29 22
ALP (iU 740 503 702 519
BUN (mg/dL) 15.5 13.4 12.2 12.0
Creatinine (mg/dL) 0.189 0.18 0,12 0.15
T-Bil (mg/dL) 0.03 0.03 0.02 0.03

ss: scheduled sacrifice animal.
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B10-0096
Appendix 10-14 Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animais:Male

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose(mg/kg/day) 1000
ltems Animal No. 57 ss 58 ss 59 ss 60 ss 61 ss
AST () 40 54 33 68 47
ALT () 18 25 12 32 23
ALP () 320 333 222 455 294
ChE (unL) 47 95 66 . 132 82
y-GTP (uL) : 0.2 0.7 0.2 0.8 0.4
T-Cho (mgldL) 70 57 47 127 73
TG (mg/dLy 31 44 18 56 39
BUN (mg/dL) 18.0 18.7 12.4 15.9 13.1
Creatinine (mg/dL) 0.19 0.20 0.14 0.20 0.19
T-Protein (g/dL) 4.6 -5.0 3.6 7.3 4.9
Alburnin (ordl) 21 2.3 1.6 33 2.2
AG ratio O] 0.84 0.85 0.80 0.83 0.81
Glucose (mg/dL) 140 85 107 172 96
T-Bit (mg/dL) 0.06 0.05 0.06 0.05 0.04
TBA (umol/L) 19.7 38.5 13.3 27.0 12.5
P {mg/dL) 8.9 0.8 8.0 12.2 10.1
Ca (mg/dL) 9.6 9.6 8.4 124 9.7
Na (mEg/L) 149 149 148 147 148
K (mEq/L) 7.0 7.9 7.3 7.7 6.6
cl (mEqlL) 98.7 99.0 98.8 97.0 98.3

ss: scheduled sacrifice animal.
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B10-0086
Appendix 10-15 Twenty-eight-day repeated-dose oral toxicity study in rats
Biood chemical data of individual animals:Male

Group Twenty-eight-day treatment (Isoflurane anesthesia)
Dose(mg/kg/day) 1000
ltems ) Animal No. 62 ss . 63 ss 64 ss 85 ss 66 ss
AST (L) 47 72 46 54 64
ALT (luL) ‘ 22 18 18 11 19
ALP ui) 274 334 254 308 ) 540
ChE () 71 88 73 58 74
y-GTP (L) 0.3 0.1 0.3 1.4 0.2
T-Cho (mg/dL) 88 53 58 87 45
TG (mg/dL) 34 21 22 33 19
BUN (mg/dL) 12.8 122 14.3 157 12,5 '
Creatinine (mg/dL) 0.18 0.17 0.17 0.20 0.15
T-Protein (grdL) ' 4.1 40 48 52 82
Alburmin (g/dL) 1.8 1.8. 22 2.4 22
AJG ratio O] 0.86 0.82 0.85 0.86 0.73
Glucose {mg/dL) 107 70 102 182 132
T-Bil " (mgrdL) 0.03 0.06 0.05 0.08 0.08
TBA (urmolfL) 8.8 - 18.6 14.7 12.3 135
P (mgfdL) 5.9 5.9 7.1 7.4 7.2
Ca (mgfdL) 7.2 7.0 » 8.1 8.3 8.8
Na (mEqg/L) 142 142 142 143 143
K (mEqlL) 38 42 42 45 47
cl (mEg/L) 102.8 102.9 101.8 104.6 103.8

ss: scheduled sacrifice animal.
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B10-0096
Appendix 11-1  Twenty-eight-day repeated-dose oral foxicity study in rats
Absolute organ weights of individual animals:Male

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

ltems Animal No. 1ss 2 ss 3 ss 4 ss
Liver )} 437 4.45 5.00 5.11
Heart (9) 0.64 0.63 0.69 0.78
Kidney(R) (g) 0.60 0.71 0.69 0.69
Kidney(L) (@) 0.62 0.66 0.66 0.71
Testis(R) (@ 0.65 0.70 0.62 0.75
Testis(L) (@ 0.62 0.64 0.62 073
Epididymis(R) @) 0.07 0.07 0.07 0.09
Epididymis(L) @) 0.08 0.08 0.07 0.09
Ventral prostate 9 0.04 0.07 0.1 0.08
F?r‘::g:e’a’ (@ 0.05 0.06 0.06 0.06
‘Brain (@ 1.63 1.68 1.73 1.85
Spleen (@) 0.35 0.34 0.53 0.48
Thymus (mg) 395.9 468.9 483.1 608.2
Pituitary gland - (mg) 4.9 6.1 47 52
Thyroid (ma) 79 11.7 14.0 10.5
Adrenals (mg) 29.0 29.8 . 37.7 34.3
Finalbodyweight (@ 123 17 te2s 1385

ss: scheduled sacrifice animal.
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B10-0098
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 88 6 ss 7 ss - Bss
Liver (@) 6.52 6.07 6.66 6.63
Heart (@ 0.85 ' 0.87 0.91 0.87
Kidney(R) (9) 0.85 0.92 0.86 0.93
Kidney(L) (@ 0.80 0.93 0.88 0.91
Testis(R) @ 1.09 1.02 1.15 0.99
Testis(L) @) 1.07 1.03 1.20 0.96
Epididymis(R) (9) 0.10 0.12 0.10 0.12
Epididymis(L) (@) 0.15 0.11 0.1 0.15
Ventral prostate (@) 0.15 0.12 0.13 0.18
E;r;‘:f;em‘ (@ 0.11 0.11 0.10 0.12
Brain () 1.96 1.88 1.74 1.83
Spleen (9) 0.64 0.44 0.54 0.69
Thymus {mg) 746.5 552.1 607.8 B83.7
Pituitary gland (mg) 7.0 6.3 7.6 7.6
Thyroid (mg) 7.8 9.2 10.5 1.7
Adrenals (mg) 412 37.6 37.3 35.6
Finalbody weight (@ 1884 4746 st 1e2s

ss: scheduled sacrifice animal.
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B10-0096
Appendix 11-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individua! animals:Male

Group Fourteen-day treatment
Dose (mg/ka/day) 0

ltems Animal No. 9ss | 10 ss 11 ss 12 ss
Liver (g) 7.74 7.84 9.27 7.69
Heart (@ 0.99 1.02 1.00 1.14
Kidney(R) @ 1.08 0.94 1.06 1.07
Kidney(L) (a) 1.09 0.90 1.05 0.98
Testis(R) @) 1.22 1.19 ) 1.18 1.33
Testis(L) (@ 1.22 1.18 1.18 1.34
Epididymis(R) (@) 0.17 0.19 0.186 0.20
Epididymis(L) (9) Q.17 0.1¢ 0.17 0.21
Ventral prostate (g) . 0.21 0.20 0.20 0.21
g;f;item' @ 0.18 0.20 0.12 0.22
Brain (9) 1.78 1.90 1.83 1.76
Spleen (9) 0.53 0.61 0.67 0.62
Thymus (mg) 417.5 506.0 841.5 683.1
Pituitary gland (mg) 8.9 7.0 : 7.7 87
Thyroid (mg) 14.1 . 12.1 18.3 18.8
Adrenals (mg) 48.4 42.9 . 43.1 495
Fnalbody weight @) 2 ez mmr e

ss: scheduled sacrifice animal.
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B10-0096
Appendix 114  Twenty-eight-day repeated-dose oral foxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose (mglkg/day) 0

ltems . Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
Liver (@) 10.88 10.34 12.36 11.99 9.29
Heart (@ 1.38 1.26 1.55 143 119
Kidney(R) Q) . 1.39 1.27 ' 1,40 1.40 ) 1.20
Kidney(L) (9) 1.36 1.20 1.43 1.47 1.11
Testis(R) ) 1.64 1.64 1.52 1.69 1.36
Testis(L) (Q) 1.66 1.52 153 1.67 1.32
Epididymis(R) @ 0.37 0.36 0.39 0.39 0.30
Epididymis(L) @ 0.37 0.34 0.40 0.42 0.37
Ventral prostate (@) 0.44 0.34 0.55 0.30 ' 0.44
Eg:g;tm' @ 0.33 0.34 0.35 0.54 0.30
Seminal vesicie [(¢)] 0.93 0.88 0.87 0.96 0.70
Brain @ 1.91 2.05 2.08 2.00 1.83
Spleen (g) 0.78 0.68 0.79 0.74 0.65
Thymus (mg) 497.8 7437 672.3 508.5 457.4
Pituitary gland (ma) 11.3 10.2 12.0 12.3 11.2
Thyroid {mg) . 108 14.3 20.3 14.0 13.8
Adrenals (mg) 60.5 50.1 64.8 5.2 50.5
Final body weight (@) 8425 a7 eeo  ses  stze

ss: scheduled sacrifice animal.
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B10-0096
Appendix 11-5  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment (Isoflurane anesthesia)
Dose (mgikglday) 0

Items Animal No. 18 ss 18 ss 20 ss 21 ss 22 ss
Liver . (@ 8.38 9.79 9.06 10.54 9.49
Heart (g9) 1.07 1.13 1.13 - 1.22 1.12
Kidney(R) ) 1.06 1.20 1.13 1.25 1.21
Kidney(L) (@ 1.07 1.17 1.00 1.19 1.20
Testis(R) (g) 1.49 1.55 1.62 1.85 1.47
Testis(L) (<)) 1.47 1.56 1.59 1.55 1.50
Epididymis(R) (g) 0.37 0.38 0.40 0.38 0.34
Epididymis(L) (9) 0.36 0.37 0.38 0.42 0.35
Ventral prostate (@ 0.33 0.26 0.45 043 0.48
E:::;‘f;eral (@ 0.40 0.33 0.39 0.36 0.34
Seminal vesicle (9) 0.97 0.95 0.88 0.97 0.83
Brain (9) 1.90 1.88 1.93 202 1.87
Spleen (@ 0.62 0.76 0.60 0.76 0.62°
Thymus (mg) 513.7 668.1 372.7 559.3 580.8
Pituitary gland {mg) 9.3 9.5 9.6 Q7 9.5
Thyroid {mga) 208 27.7 13.5 20.4 20.9
Adrena{s (mg) 49.3 38.4 48.0 58.8 56.6
Fialbody weight (@ 8075 sess s0s  assd s |

ss: scheduled sacrifice animal. "
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B10-0096
Appendix 11-6  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group One-day treatment
Dose (mgrkg/day) 200

ltems Animal No. 23 ss 24 ss 25 ss 26 ss
Liver (9) ) 4.48 4.90 5.09 5.00
Heart (9) 0.64 0.73 0.77 0.66
Kidney(R) (g) 0.67 0.68 0.80 0.69
Kidney(L) (@ 0.65 0.66 0.76 0.66
Testis(R) (@ 0.72 0.70 0.81 0.81
Testis(L) @ 0.70 0.69 0.83 0.67
Epididymis(R) (a) 0.06 0.08 0.10 0.07
Epididymis(L) ()] 0.07 0.08 0.09 0.08
Ventral prostate (g9) 0.07 0.07 0.08 0.09
E;’:;E"era' @ 0.05 0.05 0.06 0.04
Brain (g) 1.77 1.75 1.78 1.71
Spleen (@ 0.41 0.36 " 039 0.39
Thymus (mg) 435.8 514.8 390.2 485.8
Pituitary gland (mg) 8.5 5.4 6.4 55
Thyroid (mg) 10.0 101 12.0 14.4
Adrenals (r[lg) 24.6 487 36.7 32.0
Finalbody weight (@ 1268 435 a8 w0

ss: scheduled sacrifice animal.
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B10-0096
Appendix 11-7  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) 200

ltems Animal No. 27 ss 28 ss 29 ss 30 ss
Liver (@) 5.88 6.04 6.16 6.88
Heart (9) 0.92 0.81 0.85 0.88
Kidney(R) (9) 0.76 0.82 0.89 0.86
Kidney(L) (9) 0.73 0.81 0.85 0.93
Testis(R) (9) 1.04 0.97 0.98 1.08
Testis(L) ' (Q) 1.03 0.96 0.99 0.86
Epididymis(R) (@ ‘ 0.1 0.14 0.11 012
Epididymis(L) (@) 0.1 0.14 0.10 0.14
Veniral prostate (9) : 0.08 0.07 0.13 0.20
gg:gf’:em’ (© 0.08 0.11 0.09 0.10
Brain (9) 1.68 1.84 1.77 1.88
Spieen ' (@) 0.56 Q.51 0.59 043
Thymus (mg) 575.4 456.7 608.8 519.2
Pituitary gland (mg) 6.1 6.0 6.8° 7.0
Thyroid _ (mg) 8.2 a7 12.0 9.7
Adrenals (mg) 37.1 323 39.4 42.1
Final body weight (@) A1 ATis  1szs 1840

ss: scheduled sacrifice animal.
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B10-0096
Appendix 11-8  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) 200

tems Animal No. 31 ss 32 ss 33 ss 34 ss
Liver (9) 8.89 7.59 8.03 8.91
Heart (9) 1.04 0.95 1.01 1.12
Kidney(R) (g9) 0.99 1.05 1.05 1.08
Kidney(L) @ 0.92 1.09 1.05 1.14
Testis(R) @) 1.36 1.12 1.25 1.31
Testis(L) (@) 1.34 1.13 1.156 1.28
Epididymis(R) @) 0.17 0.18 0.18 0.22
Epididymis(L) (9) 0.15 0.16 0.17 0.20
Ventral prostate ()] 0.25 0.20 0.21 0.30
gr‘(’::gtae‘e‘a' ) 0.20 0.17 047 0.19
Brain (@ 177 1.78 1.79 1.80
Spleen @ 0.52 049 0.53 0.88
Thymus (mg) 468.7 408.9 575.1 771.2
Pituitary gland (mg) 8.5 8.6 8.2 8.0
Thyroid (mg) 18.3 10.1 16.3 171
Adrenals (mg) 44.2 40.5 452 . 45,3
Fralbodyweight @) 280 ema s T e

ss: scheduled sacrifice animal.
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B10-0096
Appendix 11-9  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose (mgfkg/day) 200

ltems Animal No. 35 ss 36 ss 37 ss 38 ss 39 ss
Liver (9) _ 10.04 9.38 9.78 14.11 10.33
Heart (@) 1.32 1.03 1.29 1.28 1.17
Kidney(R) @ 1.28 124 1.27 165 1.43
Kidney(L) (=) 1.28 ) 1.20 1.28 1.67 1.47
Testis(R) C (@) 1.64 165 145 1.64 1.62
Testis(L) (@) 1.64 1.65 1.48 1.69 1.65
Epididymis(R) (9 0.36 0.36 0.37 0.39 0.37
Epididymis(L) (g) 0.35 0.35 0.38 : 0.38 0.41
Ventral prostate (g9) 0.44 0.45 0.36 0.57 0.53
Eg:;’f;em' © 0.31 0.30 0.38 0.31 0.32
Seminal vesicle @ 0.98 0.80 0.90 0.4 1.04
Brain (a) 1.86 1.29 2.00 1.88 1.98
Spleen (9 0.86 0.70 0.68 0.83 0.68
Thymus {mg) 648.5 542.2 690.7 899.8 561.7
F'ituitary giand (mg) 9.6 9.1 8.6 14.1 10.4
Thyroid (mg) 19.2 20.8 10.1 16.7 11.8
Adrenals (mg) 57.5 63.6 52.0 65.0 44.0
Finalbody weight (@ 8208 084 &m0 sed . swme

ss: scheduled sacrifice animal.
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B10-0096
Appendix 11-10 Twenty-eighi-day repeated-dose oral toxicity study in rats
: Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment (Isoflurane anesthesia)
Dose (mg/kg/day) 200

ltems Animal No. 40 ss 41 ss 42 ss 43 ss 44 ss
Liver (@ 10.10 9.64 10.72 15.00 10.72
Heart (9) 1.18 0.97 1.30 1.40 1.14
Kidney(R) (@ 1.17 1.22 1.39 1.77 1.35
Kidney(L) (@) 1.20 1.21 1.41 1.80 1.31
Testis(R) (@ 1.42 177 1.82 1.62 1.49
Testis(L) (@) 1.48 1.78 1.96 ' 185 1.49
Epididymis(R) (@) 0.34 0.42 0.41 0.37 0.38
Epididymis(L) (@ 0.34 0.36 0.40 0.40 0.37
Ventral prostate (9) 0.30 0.44 0.32 0.48 0.41
E;':;‘Z‘E"a' ©@ 0.34 0.35 0.35 0.42 0.37
Seminal vesicie () 0.85 0.86 0.72 1.14 0.1
Brain @ 175 1.6 1.82 194 1.83
Spleen (@) 0.68 0.64 0.68 0.99 0.74
Thymus (mg) 573.2 543.6 768.9 678.6 572.9
Pituitary gland (mg) 8.9 8.6 122 12.2 0.8
Thyroid (mg) 16.2 16.86 18.4 22.4 18.5
Adrenals (mg) 45.3 53.5 54.8 86.1 56.2
Final body weight (@) 3283 s0re  wera . aee2 . sare

ss: scheduled sacrifice animal.

174 -



B10-0096
Appendix 11-11 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) 1000

ltems Animal No. 45 ss 46 ss 47 ss 48 ss
Liver . @) 4.21 4.74 4.85 5.13
Heart (g) 0.66 0.61 0.86 0.79
Kidney(R) @ 0.71 0.62 0.71 0.83
Kidney(L) (@) 0.66 0.61 0.67 0.82
Testis(R) (@ 0.58 0.66 0.66 077
Testis(L) @ 0.58 0.65 0.70 0.79
Epididymis(R) (@) 0.06 0.08 0.07 0.08
Epididymis(L) @ 0.08 . 0.07 0.08 0.09
Ventral prostate (@) 0.10 0.07 0.11 0.11
E;’:gf;em' @ 0.05 0.04 005 0.08
Brain (@ 1.85 1.80 1.67 ’ 1.80
Spleen (@) 0.36 0.33 0.38 0.45
Thymus (mg) 408.9 383.6 438.8 408.9
Pituitary gland (mg) 4.6 6.0 57 5.8
Thyroid (ma) 103 ' 8.1 10.0 10.8
Adrenals (mg) 28.0 38.1 26.4 32.8
Finalbodyweight (@ 1243 1288 teas 1m0

ss: scheduled sacrifice animal.
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B10-0098
Appendix 11-12 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) 1000

tems Animal No. 49 ss 50 ss "~ 51ss 52 ss
Liver (g) 6.02 6.58 7.45 6.50
Heart (g) 0.80 0.86 0.90 0.94
Kidney(R) ) (@) 0.80 0.90 0.86 0.82
Kidney(L) @ _ 0.76 0.91 0.83 0.95
Testis(R) ) 0.93 0.94 0.93 0.98
Testis(L) (@) 0.93 0.82 0.92 1.01
Epididymis(R) ©) 0.09 0.12 0.14 0.11
Epididymis(L) (@ 0.08 0.12 0.14 0.12
Ventral prostate (Q) 0.15 0.08 0.17 Q.13
E;’:t‘:fe‘eml @ 0.10 012 - 0.11 0.12
Brain (9) . 1.70 1.80 1.84 1.83
Spieen {@) 0.42 0.45 0.65 0.50
Thymus (mg) 489.3 4577 555.3 554.8
Pituitary gland {mg) 6.1 6.8 6.4 6.4
Thyroid (mg) : 75 11.0 153 132
Adrenals (mg) 31.9 34.0 421 38.6
Finalbody weight @ 157 deaz 782 4

ss: scheduled sacrifice animal.
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B10-0096
Appendix 11-13 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) 1000

ltemns Animal No. 53 ss 54 ss 55 ss 56 ss
Liver (@) 7.24 9.73 8.26 9.34
Heart (Q) 0.89 1.06 1.02 1.14
Kidney(R) (9) 0.e3 1.10 . 1.16 1.00
Kidney(L) (9) 0.85 142 115 1.06
Testis(R) T (@ 1.18 1.23 1.31 1.13
Testis(L) ()] 1.23 1.23 1.31 1.4
Epididymis(R) [(+)] 0.19 0.18 0.19 0.20

7 Epididymis(L) (@) 0.19 0.17 0.16 0.19
Ventral prostate (@) 0.26 0.29 0.26 0.26
S;’;‘:f;er‘" @ 0.20 0.22 0.15 0.21
Brain (g) 172 1.62 . 1.88 1.87
Spleen [(¢)] 0.3¢ 0.62 ) 0.498 0.68
Thymus {mg) 396.4 584.3 531.2 501.8
Pituitary gland (mag) 7.2 7.5 7.9 7.9
Thyroid (mg) 13.8 12.7 14.4 15.3
Adrenals (ma) 452 41.7 54.0 55.7
Final body weight (@) 1985 27 2018 2.8

ss: scheduled sacrifice animal.
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B10-0096
Appendix 11-14 Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose (mg/kg/day) ‘ 1000

ltems Animal No. 57 ss 58 ss 59 ss 60 ss 61 ss
Liver (@) 10.88 9.33 10.54 1217 13.80
Heart (g) 1.21 1.20 1.20 1.53 1.46
Kidney(R) @) 1.28 1.11 1.36 1.66 1.49
Kidney(L) (@ 1.27 117 1.38 1.56 1.50
Testis(R) (9) 1.58 1.47 1.69 1.71 1.65
Testis(L) @ 1.54 1.50 1.61 1.81 1.62
Epididymis(R) @ 0.35 0.35 0.36 0.34 0.40
Epididymis(L) @) 0.34 0.38 0.36 A 0.35 0.41
Ventral prostate @) Q.35 0.40 0.35 0.38 0.34
E;Zgzem' (@ 0.31 0.30 0.33 0.41 0.38
Seminal vesicle (g) 0.87 . 0.94 1.09 '1.01 1.03
Brain (@ 1.88 183 - 1.82 2.01 1.99
Spleen (@) 0.65 0.81 0.51 0.64 0.78
Thymus v (mga) 681.9 597.1 582.6 544.6 683.0
Pituitary gland (mg) 9.6 10.1 10.1 10.5 1.3
Thyroid (mg) 12.9 137 14.8 15.0 11.3
Adrenals (mg) 60.3 64.4 51.9 67.9 822
Final body weight (@ 8183 o2ar4  soz7 w0 84

ss: scheduled sacrifice animal.
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B10-0096
Appendix 11-15 Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group ) Twenty-eight-day treatment (Isoflurane anesthesia)
Dose (mg/kg/day) 1000

ltems Animal No, 62 ss 63 ss 64 ss 65 ss 66 ss
- Liver (g) 10.58 10.14 11.47 12.39 11.76
Heart (@ 111 | 115 117 1.33 1.16
Kidney(R) (@) 1.29 1.41 1.42 1.49 1.53
Kidney(L) @) 129 1.32 1.28 1.38 1.61
Testis(R) @) 1.37 1.57 1.56 179 1.62
Testis(L) @) 1.41 1.59 1.49 178 1.65
Epididymis(R) (g) 0.31 0.30 0.40 0.36 0.41
Epididymis(L) @) 0.31 0.34 0.38 0.37 0.40
Ventral prostate @ 0.39 0.44 0.48 0.56 0.36
5;’:;‘;}“’ @ 0.31 0.35 0.32 0.45 0.49
Seminal vesicie (9) 1.12 1.12 1.05 1.04 1.34
Brain (9) 1.85 1.86 1.90 1.92 1.87
Spleen (@) 0.77 0.65 0.78 0.65 0.58
Thymus (mg) . 5881 832.0 569.9 538.1 584.3
Pituitary gland {mg) 10.3 11.8 ‘ 10.8 11.6 11.0
Thyroid (mg) 19.0 19.9 19.8 24.6 221
Adrenals (mg) 57.3 62.4 58.1 74.4 66.7
Fnalbody weight (@ sz sma e wer o T mme

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Relafive organ weights of individual animals:Male

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

tems Animal No. 1ss 2 ss . 3 ss 4 ss
Liver (g/100g) 3.54 3.40 3.77 3.69
Heart (g/100g) 0.52 0:48 0.52 0.56
Kidney(R) {g/100g) 0.49 0.54 0.52 0.50
Kidney(L) (g/100g) 0.50 0.50 0.50 0.51
Testis(R) (g/100g) 0.53 0.54 0.47 0.54
Testis(L) (g/100g) 0.50 0.49 0.47 0.53
Epididymis(R) (g/100g) 0.06 0.05 0.05 0.06
Epididymis(L) (9/100g) 0.05 0.06 0.05 0.06
Ventral prostate (g/100g) 0.03 0.05 0.08 0.08
E;’:t‘:f’etera' (g/100g) 0.04 0.05 0.05 0.04
Brain (g/100g) 1.32 1.29 1.30 1.34
Spleen (g/100g) 0.28 0.26 0.40 0.35
Thymus (mg/100g) 321.1 358.8 364.3 439.1
Pituitary gland (mg/100g) 4.0 47 35 38
Thyroid (mg/100g) 6.4 9.0 10.6 78
Adrenals (mg/100g) 23.5 22.8 28.4 248
Finalbody weight (@ 4233 4307 taze  1es

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

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

ltems Animal No. 5 ss 6 ss 7 ss 8 ss
Liver (g/100g) 3.44 3.48 3.67 345
Heart (g/100g) 0.45 0.50 0.50 0.45
Kidney(R) (9/100g) 0.45 0.53 0.47 0.48
Kidney(L) (g/100g) 0.42 . 0.53 0.49 0.47
Testis(R) (g/100g) 0.58 0.58 0.63 0.51
Testis(L) (9/100g) 0.56 0.59 0.66 0.50
Epididymis(R) (g/100g) 0.05 0.07 0.06 0.06
Epididymis(L) (g/100g) 0.08 0.06 0.06 0.08
Veniral prostate (g/100g) 0.08 0.07 0.07 0.10
Eg:gtaete"a' (g/100g) 0.06 0.06 006 0.0
Brain (g/100g) 1.03 1.08 0.96 0.5
Spleen {g/100g) 0.34 0.25 0.30 0.36
Thymus (mg/100g) 394.1 316.2 335.2 443.9
Pituitary gland ‘ (mg/100g) 3.7 3.6 4.2 4.0
Thyroid (mg/100g) 4.1 5.3 5.8 6.1
Adrenals (mg/100g) 21.8 21.5 20.6 18.5
Finalbody weight @ dse4 . 7ae  asts . 1eza

ss: scheduled sacrifice animal.
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B10-0098
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 (mg/kg/day) 0

ltems Animal No. " 9ss 10 ss 11 ss 12 ss
Liver (g/100g) 3.44 3.49 . 308 342
Heart (g/100g) - 0.44 0.45 043 0.51
Kidney(R) (g/100g) 0.48 0.42 0.46 0.48
Kidney(L) (g/100g) 0.48 0.40 0.45 0.44
Testis(R) (97100g) 0.54 0.53 0.51 0.59
Testis(L) (g/100g) 0.54 0.53 0.51 0.60
Epididymis(R) {g'00g) 0.08 0.08 007 0.08
Epididymis(L) (9/100g) 0.08 0.08 0.07 0.09
Ventral prostate (9/100g) ‘ 0.08 0.09 0.09 0.09
Eg:;‘zem‘ (9/100g) 0.07 0.09 0.05 0.10
Brain (a/100g) 0.80 0.85 0.79 0.78
Spleen (a/100g) 0.24 0.27 0.29 0.28
Thymus (mg/100g) 185.5 2251 361.6 303.8
Pituitary gland (mg/100g) 4.0 3.1 3.3 3.9
Thyroid (mg/100g) 6.3 54 ‘ 7.9 8.3
Adrenals (mg/100g) 21.5 18.1 18.5 22.0
Fralbodyweight | @ 2 mas ey T TR

ss: scheduled sacrifice animal.
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B10-0096
Appendix 124  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose (mg/kg/day) [5}

tems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
Liver (g/100g) 3.18 3.05 3.26 3.32 2.97
Heart (g/100g) 0.40 0.37 0.41 0.40 0.38
Kidney(R) (g/100g) 0.41 .0.37 0.37 . 0.39 0.38
Kidney(L) " (g/100g) 0.40 0.35 0.38 0.41 0.35
Testis(R) (9/1009) 0.48 0.48 0.40 0.47 0.43
Testis(L) (9/100g) 0.48 0.45 0.40 0.46 0.42
Epididymis(R) (9/100g) 0.11 0.11 0.10 0.11 0.10
Epididymis(L) (g/100g) 0.1 0.10 0.11 0.12 0.12
Ventral prostate (g/100g) . 018 , 0.10 0.15 0.08 0.14
?g;‘:ta;era' (g/100g) 0.10 0.10 0.09 0.14 0.10
Seminal vesicle (g/100g) 0.27 0.26 0.23 0.27 022
Brain (g/100g) 0.56 0.61 0.55 0.55 0.62
Spieen (g/100g) 0.23 0.20 0.21 0.20 0.21
Thymus (mg/100g) 145.3 219.6 177.4 . 140.1 146.2
Pituitary gland {mg/100g) 3.3 3.0 3.2 34 3.6
Thyroid (mg/100g) 3.2 4.2 5.4 3.8 4.4
Adrenals (mg/100g) 17.7 14.8 171 16.4 16.1
Fnalbodyweight (@ ses o smr o meo o we T T T

ss: scheduled sacrifice animal.
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B10-0086
Appendix 12-5  Twenty-eight-day repeated-dose oral toxicity study in rats
Relafive organ weights of individual animals:Male

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

ltems Animal No. 18 ss 19 ss 20 ss 21 ss 22 ss
Liver (g/100g) 273 2.65 2.83 305 2.88
Heart ) (g/100g) 0.35 0.31 0.35 0.35 0.34
Kidney(R) (g/100g) 0.34 0.32 0.35 0.36 0.37
Kidney(L) (g/100g) ' 0.35 . 0.32 0.34 0.34 0.36
Testis(R) (g/00g) 0.48 0.42 0.51 0.45 0.45
Testis(L) (9/100g) 0.48 0.42 0.50 0.45 0.46
Epididymis(R) (9/100g) 012 .10 0.12 0.11 0.10
Epididymis(L) (a/100g) 0.12 0.10 0.12 0.12 0.11
Ventral prostate (g1100g) 0.1 0.07 0.14 0.12 0.15
g;’:gt:tm‘ (g/00g) 0.13 0.09 0.12 0.10 0.10
Seminal vesicie (g/100g) Q.32 0.26 0.28 0.28 0.28
Brain (g/100g) 0.62 0.51 0.60 0.59 0.60
Spleen (g/100g) 0.20 0.21 Q.19 0.22 0.19
Thymus (mg/100g) 167.1 180.6 116.3 162.1 176.3
Pituitary giand (mg/100g) : 3.0 26 3.0 2.8 2.9
Thyroid (mg/100g) 6.8 7.5 4.2 5.9 6.3
Adrenals (mg/100g) 16.0 10.4 15.0 17.0 17.2
Finalbodyweight @ sors . sess  a:s . sesd . we4

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-6  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group One-day treatment
Dose (mgfkg/day) 200

ltemns Animal No, 23 ss 24 ss 25 s§ 26 ss
Liver ) (g/100g) 3.53 3.67 3.63 3.68
Heart (a/100g) 0.50 0.55 0.55 0.49
Kidney(R) (g/100g) 0.53 0.51 0.57 0.51
Kidney(L) (g/100g) 0.51 0.49 0.54 0.49
Testis(R) {g/100g) 0.57 0.52 0.58 0.60
Testis(L) {g/100g) 0.55 0.52 0.59 0.49
Epididymis(R) (g/100g) 0.05 0.07 0.07 0.05
Epididymis(L) (9/100g) " 0.08 0.06 0.08 0.06
Ventral prostate (9/100g) 0.08 0.05 0.086 0.07
E;":;‘f;e’a' (g/100g) 0.04 0.04 0.04 0.03
Brain (9/100g) 1.38 1.31 1.28 1.26
Spleen (g/100g) 0.32 0.27 0.28 0.29
Thymus (mg/100g) 3434 385.6 278.1 364.6
Pituitary gland (mg/100g) 4.3 4.0 4.6 : 4.0
Thyroid (mg/100g) 7.9 7.6 8.6 10.6
Adrenals (mg/100g) 19.4 35.0 26.2 23.5
Finalbodyweight (@ A8 dms o wes o 1mo

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-7  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) 200

ltems Animal No. 27 ss 28 ss 29 ss 30 ss
Liver (gM00g) 3.50 352 3.38 374
Heart (g/100g) 0.55 0.47 0.47 0.48
Kidney(R) (g/100g) 0.45 0.48 0.49 0.47
Kidney(L) (g/100g) 0.43 047 ~ 0.47 0.51
Testis(R) (g 609) 0.62 0.57 0.54 0.58
Testis(L) (g/100g) 0.61 0.56 0.54 © 047
Epididymis(R) (g/100g) 0.07 0.08 0.08 0.07
Epididymis(L) {g/100g) 0.07 0.08 0.05 0.08
Ventral prostate (g/100g) 0.05 0.04 0.07 ] 0.11
E;’:t::em' (g/100g) 0.05 0.06 0.05 0.05
Brain (g/100g) 1.00 1.07 0.97 1.02
Spleen (9/100q) 0.33 0.30 0.32 0.23
Thymus (mg/100g) 342.3 266.1 334.0 2822
Pituitary gland (mg/100g) 3.6 3.5 37 3.8
Thyroid (mg/100g) 55 57 6.6 5.3
Adrenals (mg/100g) 221 18.8 21.6 228
Final body weight (@ 4884 716 1823 isao

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-8  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) 200

ltems Animal No. 31 ss 32 ss 33 ss 34 ss
Liver (g/100g) 3.66 343 353 3.51
Heart (g/100g) 0.43 0.43 0.44 0.44
Kidney(R) (g/100g) 0.41 0.47 0.46 0.43
Kidney(L) (g7100g) 0.38 0.49 0.46 0.45
Testis(R) {9/100g) 0.56 0.51 0.55 0.52
Testis(L) (97100g) 0.55 0.51 0.51 0.50
Epididymis(R) (g/100g) 0.07 0.08 0.08 0.09
Epididymis(L) (g/100g) 0.06 0.07 0.07 0.08
Ventral prostate {g/100g) 0.10 0.09 0.08 0.12
g;’:gtfe’a] (g/100g) 0.08 0.08 0.07 0.07
Brain (9/100g) 0.73 0.80 ‘ 0.79 0.71
Splean (g/100g) 0.21 0.22 0.23 0.35
Thymus {mg/100g) 182.9 184.7 253.0 304.0
Pituitary gland {mg/100g) 3.5 3.8 4.0 3.2
Thyroid (mg/100g) 55 46 7.2 6.7
Adrenals {mg/100g) 18.2 18.3 19.9 C 78
Finalbody welght @ 2680 2ma e T ey T

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-0  Twenty-eight-day repeated-dose oral toxicity study in rats
Retlative organ weights of individual animals:Male

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose (mglkg/day) 200

ftems - Animal No. 35 ss 36 ss 37 ss 38 ss 39 ss
Liver (g/100g) 3.13 3.06 3.00 359 3.08
Heart (g/100g) 0.41 0.34 0.40 0.33 0.35
Kidney(R) (g/100g) 0.40 . 0.40 0.39 0.42 0.43
Kidney(L) (g/100g) 0.40 0.39 0.39 0.42 0.44
Testis(R) (g/100g) 0.51 0.54 0.44 0.42 0.48
Testis(L) (g/100g) 0.51 0.54 0.45 0.43 0.49
Epididymis(R) (g/100g) 0.11 0.12 0.14 0.10 0.11
Epididymis(L) (g/100g) Q.11 Q.11 .12 0.10 0.12
Ventral prostate (g/100g) 0.14 0.15 0.11 0.15 0.16
E;’:;’taete’a' (a/100g) .10 0.10 0.12 0.08 0.10
Seminal vesicle (g/100g) 0.31 0.26 0.28 ‘0.24 0.31
Brain {g/100g) 0.58 0.65 0.61 0.48 0.59
Spleen (9/100g) 0.27 0.23 0.21 0.24 0.20
Thymus (mg/100g) 2021 177.0 211.9 228.9 167.4
Pituitary gland (mg/100g) 3.0 3.0 26 36 3.1
Thyroid (mgr100g) 6.0 6.8 3.1 4.2 3.5
Adrenals (mg/100g) 17.9 20.8 16.0 18.5 13.1
Finalbody weight (@ 3208 a0s4 wmo  sesd . sme

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Maie

Group Twenty-eight-day treatment (Isoflurane anesthesia)
Dose (mg/kg/day) 200 k

ltems Animal No. 40 ss 41 ss 42 ss 43 ss 44 ss
Liver (g/100g) ) 3.12 3.13 3.00 3.60 3.08
Heart (a/100g) 0.36 0.32 0.36 0.34 0.33
Kidney(R) (9/100g) 0.36 0.40 0.39 0.43 0.39
" Kidney(L) (g/100g) 0.37 0.39 0.39 0.43 0.38
Testis(R) (g/100g) 0.44 0.57 0.54 0.39 0.43
Testis(L) (g/100g) 0.45 0.58 0.55 0.40 043
Epididymis(R) (g/100g) 0.11 0.14 a.11 0.09 0.11
Epididymis(L) (9/100g) 0.11 0.12 0.11 0.10 0.11
Ventral prostate (g/100g) 0.08 0.14 0.09 0.12 0.12
g;':t‘::e'a' (9/100g) 0.14 0.11 2.10 0.10 0.1
Seminal vesicle (9/100g) 0.26 0.28 0.20 0.27 0.26
Brain {9/100g) 0.54 0.84 0.54 0.47 Q.53
Spleen (9/100g) .21 0.21 0.19 0.24 0.21
Thymus (mg/100g) 177.3 176.6 215.3 163.0 164.7
Pituitary gand (mg/100g) 2.8 3.1 34 2.9 2.8
Thyroid ~ (mgn oogj 5.0 5.1 52 5.4 5.3
Adrenals {mg/100g) 14.0 17.4 15.3 20.7 186.2
Finalbody weight (@) 8283 eore et aee o mre

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-11  Twenty-eight-day repeated-dose oral foxicity study in rats
Relative organ weights of individual animais:Male

Group One-day treatment
Dose (mg/kg/day) 1000

ltems Animal No. 45 ss 48 ss 47 ss 48 ss
Liver (g/100g) 3.39 3.76 3.60 3.86
Heart (a/100g) 0.53 048 0.64 0.59
Kidney(R) (g/100g) 0.57 0.49 0.53 0.62
Kidney(L) {g/100g) 0.53 0.48 0.50 0.62
Testis(R) (g/100g) 0.47 0.52 0.49 0.58
Testis(L) (g/100g) 0.47 0.52 0.52 0.59
Epididymis(R) . (9/100g) 0.05 0.08 0.05 0.07
Epididymis(L) (9/100g) 0.08 0.08 0.06 0.07
Ventral prostate (a/100g) 0.08" 0.06 0.08 0.08
Eg:gfete’a' {g/100g) 0.04 0.03 0.04 0.06
Brain (9/100g) 1.49 1.43 1.24 1.35
Spleen (9/100g) 0.29 0.26 0.28 - 0.34
Thymus ) (mg/100g) 329.0 304.7 325.3 375.1
Pituitary gland (mg/100g) 37 48 42 4.4
Thyroid (mg/100g} 8.3 6.4 7.4 8.1
Adrenals (mg/100g) 22.5 30.3 19.6 247
Final body weight @ 1243 1288 1ads 1o

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-12 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) 1000

ltems Animal No. 49 ss 50 ss &1 ss 52 ss
Liver (g/100g) 3.63 " 391 418 3.49
Heart (g/100g) ‘ 0.48 0.51 0.51 ‘ 0.51
Kidney(R) (g/100g) 0.48 0.54 ‘ 0.48 0.49
Kidney(L) (9/100g) 0.46 Q.54 0.47 0.51
Testis(R) (g/100g) 0.55 0.56 0.52 0.53
Testis(L) (g/100g) 0.56 0.55 0.52 0.54
Epididymis(R) (a/100g) 0.05 0.07 0.08 0.06
Epididymis(L) (g/100g) 0.08 0.07 0.08 0.06
Ventfral prostate (9/100g) 0.09 0.05 0.10 0.07
E;’:gfetem' (g/100g) 0.06 0.07 0.06 0.06
Brain (a/100g) 1.03 1.07 1.03 0.98
Spieen (9/100g) 0.25 0.27 0.36 0.27
Thymus (mg/100g) 2853 2721 311.6 298.1
Pituitary gland (mg/100g) 37 4.0 36 3.4
Thyroid (mg/100g) 45 6.5 8.6 7.4
Adrenals (mg/100g) 19.3 20.2 23.6 20.7
Finalbody weight (@ 1887 tes2 2 asd

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-13 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) 1000

tems Animal No. 53 s5 . 54 ss 55 ss 56 ss
Liver (c/100g) 365 413 391 3.96
Heart (g/100g) 0.45 0.45 0.48 0.48
Kidney(R) (g/100g) 0.47 0.47 0.55 0.42
Kidney(L) (g/100g) 0.43 0.48 0.54 0.45
Testis(R) (g/100g) 0.59 0.52 0.62 048
Testis(L) {a/100g) 0.62 0.52 0.62 0.48
Epididymis(R) (g/100g) 0.10 0.08 0.09 0.08
Epididymis(L) {g/100g) " 010 0.07 0.08 0.08
Ventral prostate (g/100g) 0.13 0.12 0.12 0.11
gg:gfe‘em' (g/100g) 0.10 0.00 0.07 0.09
Brain (g/100g) 0.87 0.69 0.89 0.7s
Spleen (9/100g) 0.20 0.26 0.23 0.28
Thymus (mg/100g) 189.7 247.9 251.2 212.8
Pituitary gland (mg/100g) 3.6 3.2 3.7 34
Thyroid (mg/100g) 7.0 54 68 6.5
Adrenals (mg/100g) 22.8 17.7 255 23.8
i — i —— - I T i — T 0 o W s S N R M M WG W RO A e b i o o o o
Final body weight (@ 198.5 235.7 2115 235.8

ss: scheduled sacrifice animal.
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B10-0096
Appendix 12-14 Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Twenty-eight-day treatment (CO,/O, anesthesia)
Dose (mg/kg/day) 1000

ltems Animal No. 57 ss 58 ss 59 ss 60 ss 61 ss
tiver (a/1 bOg) 3.44 3.14 3.48 3.58 3.88
Heart (g/100g) 0.38 0.40 0.40 » 045 0.41
Kidney(R) (9/100g) 0.40 0.37 0.45 0.49 0.42
Kidney(L) (g/100g) 0.40 0.38 0.46 0.46 0.42
Testis(R) (9/100g) 0.50 0.49 0.56 0.50 0.46
Testis(L) {g/100g) 0.49 0.50 0.53 0.53 046
Epididymis(R) (9/100g) 0.11 0.12 0.12 0.10 0.1
Epididymis(L) (9/100g) 0.11 0.12 0.12 0.10 0.12
Ventral prostate (g/100g) 0.11 0.13 0.12 0.11 0.10
Sr‘:’:;‘taetem (g/100g) 0.10 0.10 0.1 012 0.1
Seminal vesicle (g/100g) 0.28 0.32 0.36 0.30 0.29
Brain '(9/1009) 0.59 0.65 0.63 0.59 0.56
Spieen (9/100g) 0.21 0.21 0.17 0.18 0.22
Thymus (mg/100g) 21586 200.8 195.8 160.0 182.2
Pituitary gland (mg/100g) 3.0 3.4 3.3 3.1 3.2
Thyroid (mg/100g) 4.1 4.6 4.9 4.4 3.2
Adrenals {mg/100g) 18.1 217 17.1 20.0 25.9
Final bodyweight (@) 818s  zer4 | soar o sams o assa

ss: scheduled sacrifice animal.

-193 -



B10-0096
Appendix 12-15 Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Twenty-eight-day treatment (Isoflurane anesthesia)
Dose (mg/kg/day) 1000

ltems Animal No. 62 ss . 63 ss 64 ss 65 ss 66 ss
Liver (g/100g) 3.19 3.15 3.48 3.31 3.40
Heart (g/100g) 0.34 0.36 . 0.35 0.36 0.34
Kidney(R) (g/100g) 0.39 0.44 0.43 0.40 ‘ 0.44
Kidney(L) (g/100g) 0.39 0.41 0.39 0.37 0.47
Testis(R) (9/100g) 0.41 0.49 Q.47 0.48 0.47
Testis(L) (g/100g) 0.43 0.49 0.45 0.48 0.48
Epididymis(R) {9/100g) 0.08 0.08 0.12 0.10 0.12
Epididymis(L) (g/100g) 0.09 0.11 0.12 0.10 0.12
Ventral prostate (g/100g) 0.12 0.14 0.15 0.15 C.10
g;’:g:era' (g/100g) 0.08 0.11 0.10 012 0.14
Seminal vesicle (g/100g) 0.34 Q.35 0.32 0.28 0.38
Brain {g/100g) 0.56 0.58 0.58 0.51 0.57
Spleen (g/100q) 0.23 0.20 0.24 0.17 0.16
Thymus (mg/100g) 177.6 196.0 172.8 144.1 169.1
Pituitary gland {mg/100g) 3.1 3.6 3.3 3.1 3.2
Thyroid (mg/100g) 57 6.2 8.0 6.6 6.4
Adrenals (mg/100g) 17.3 19.4 17.6 19.9 18.3
Finalbodyweight (@ 8z szma o see o wae o ase

ss: scheduled sacrifice animal.
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Appendix 13-1  Twenty-eight-day repeated-dose oral toxicity study in rats

Pathological findings of individual animals: One-day treatment

Sex (m g?f ;/Z ay) A?\l'?_al Fate Macroscopic findings Histopathological findings®
o 1 ss No abnormalities detected No abnormalities detected
2 ss No abnormalities detected No abnormalities detected
Ventral prostate
0 Not available
(Note: Missing)
3 ss No abnormalities detected No abnormalities detected
4 ss No abnormalities detected No abnormalities detected
Male 23 ss No abnormalities detected Not examined
200 24 ss No abnormalities detected Not examined
25 ss No abnormalities detected Not examined
26 ss No abnormalities detected Not examined
45 ss No abnormalities detected No abnormalities detected
1000 46 ss No abnormalities detected No abnormalities detected
47 ss No abnormaiities detected No abnormalities detected
48 ss No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows for the 0 and 1000 mg/kg/day groups: liver, kidney, testis, ventral prostate,

dorsolateral prostate, bone mariow, spleen and thymus.

ss, scheduled sacrifice animal.
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Appendix 13-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Seven-day treatment

Sex (mg?:gs/zay) A:]l:al Fate Macroscopic findings Histopathological findings®
5 ss No abnormalities detected No abnormalities detected
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
27 ss No abnormalities detected Not examined
200 28 ss No abnormalities detected Not examined
29 ss No abnormalities detected Not examined
30 . ss No abnormalities detected Not examined
Male 49 ss Kidney Kidney
Peivic dilatation (right) Dilatation/Pelvis ++
50 ss Liver No abnormalities detected
Enlargement Liver
1000 No abnormalities detected
51 ss Liver No abnormalities detected
Enlargement Liver
No abnormalities detected
52 ss No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows for the 0 and 1000 mg/kg/day groups: liver, kidney, testis, ventral prostate,
dorsolateral prostate, bone marrow, spleen and thymus.

ss, scheduled sacrifice animal.

++ moderate.

- 196 -



B10-0096

Appendix 13-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Fourteen-day treatment

Dose Animal

Sex (mg/kg/day)  No. Fate Macroscopic findings Histopathological findings®
. 9 ss No abnormalities detected No abnormalities detected
10 ss No abnommalities detected No abnormalities detected
0 1" ss No abnormalities detected Liver
Microgranuloma +
12 ss No abnormalities detected Liver
Cellular infiltration, lymphocyte +
31 ss No abnormalities detected Kidney
Cyst/Medulla +
200 32 ss No abnormalities detected No abnormalities detected
33 ss No abnormalities detected No abnormalities detected
Male 34 ss No abnormalities detected ~ No abnormalities detected
53 ss No abnormailities detected Liver
Necrosis/Hepatocyte/Focal +
Kidney
Cyst/Subcapsule +
1000 54 ss Liver Liver
Entargement No abnormalities detected
Kidney
Hyaline droplet/Proximal tubule +
55 ss No abnormalities detected No abnormalities detected
56 ss No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows for the 0 and 1000 mg/kg/day groups: liver, kidney, testis, ventral prostate,
dorsotateral prostate, bone marrow, spleen and thymus.

Organs/tissues examined as follows for the 200 mg/kg/day group: kidney.
ss, scheduled sacrifice animal.
+, very slight; +, slight.
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Appendix 13-4  Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Twenty-eight-day treatment (CO,/0, anesthesia)

Sex (mgl:/)lfgs/fiay) A:::a.l Fate Macroscopic findings Histopathological findings®
13  ss No abnommalities detected Ventral prostate
Cellular infiltration, lymphocyte ++
Parathyroid
Not available
) (Note: Not in section)
0 14 ss No abnormalities detected Lung
Hemorrhage ++
15 ss Jejunum Jejunum
Diverticulum Diverticulum
16 ss No abnormalities detected No abnormalities detected
17 ss No abnormalities detected No abnormalities detected
35 ss No abnormalities detected No abnormalities detected
36 ss No abnormalities detected Kidney
Cyst/Medulla +
37 ss Kidney Kidney
Apparent spotty pattern Hyaline droplet/Proximal tubule +
200 of surface (bilateral)
38  ss Kidney Kidney
Male Apparent spotty pattern Hyaline dropiet/Proximal tubule +
of surface (bilateral) .
39 ss Kidney Kidney
Apparent spotty pattern Hyaline droplet/Proximal tubule £
of surface (bilateral)
57 ss Liver Liver
Enlargement No abnormalities detected
Kidney Kidney
Apparent spotty pattern Hyaline droplet/Proximal tubuie +
of surface (bilateral)
58 ss No abnormalities detected Kidney
1000 Hyaline droplet/Proximal tubule +

Ventral prostate

Cellutar infiltration, lymphocyte +
Thyroid

Ectopic thymic tissue +
Parathyroid

Not available

(Note: Not in section)

a) Organs/tissues examined as follows for the 0 and 1000 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 200 mg/kg/day group: kidney.
ss, scheduled sacrifice animal.
1, very slight; +, slight; ++, moderate.
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Appendix 13-5 Twenty-eight-day repeated-dose oral toxicity study in rats
: Pathological findings of individual animals: Twenty-eight-day treatment (CO,/O, anesthesia)

Dose Animal

Sex (ma/kg/day)  No. Fate Macroscopic findings Histopathological findings®
- 59 ss Liver Liver
Enlargement No abnormalities detected
Kidney ‘ Kidney
Apparent spotty pattern Hyaline droplet/Proximal tubule +
of surface (bilateral)
60 ss Kidney Kidney
Male 1000 Apparent spotty pattern Hyaline droplet/Proximal tubule ++
of surface (bilateral) Pyknosis/Proximal tubule +
61 ss Liver Liver
Enlargement No abnormalities detected
Kidney Kidney
Apparent spotty pattern Hyaline droplet/Proximal tubule +

of surface (bilateral)

a) Organs/tissues examined as follows for the 1000 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.

1, very slight; +, slight; ++, moderate.
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Appendix 13-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Twenty-eight-day treatment (Isoflurane anesthesia)

Sex (mg?l?gs/zay) A?\;Zal Fate Macroscopic findings Histdpathological findings
18 ss No abnormalities detected Not examined
19 ss Spleen Not examined
Whitish region on capsule
0 (multiple, spotty-¢$ 1 mm)
20 ss No abnormalities detected Not examined
21 ss No abnormalities detected Not examined
22 ss No abnormalities detected Not examined
40 ss No abnormalities detected Not examined
41 ss Kidney Not examined
Apparent spotty pattern
of surface (bilateral)
200 42 ss No abnormalities detected Not examined
43 ss No abnormalities detected Not examined
Male 44 ss Kidney Not examined
Apparent spotty pattern
of surface (bilateral)
62 ss No abnomaiities detected - Not examined
63 ss No abnormaiities detected Not examined
64 ss Liver Not examined
Enlargement
Kidney
1000 Apparent spotty pattern
of surface (bilateral)
65 ss Kidney Not examined
Apparent spotty pattern
of surface (bilateral)
66 ss No abnormaiities detected . Not examined

ss, scheduled sacrifice animal.
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