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Bromodichloromethane 7 » NMZ28 BRI B RERO®RE L & ITRNAEEOBRE
UFEREOEEZEET D Z £12L Y, Bromodichloromethane DEMABE SN T A2 & % B
BET2, £, EEFREREETOLDORBZHET 5,

UTORBIELSEICTER LT,

a) [FHHRFDESIRLIABOFEIIONT] (F 23 £3 A 31 B, EE&%K 0331
75, FAL23-03-29 B 5 5. RAMHEE 110331009 &) 1ZEH S MEHEEH
W5 28 BRIOREREGEMFER)

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

. GLp E¥%
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. BMEE

LABORATORY ANIMAL SCIENCE (1987) by the American Association for Laboratory Animal
Science #Z& [T HHRBRMERVMER Lz [A BEEFMBYERICE T 2158 RO [~
FEE] Q008 FY VLUET) DEEITh-> TRBRETo7/,



B10-0092

8. RBmHEE
BB H 20114 108 27H
B} AT H 201148 118 1H
515 B 20114 118 8H
1B % 5% EH 5 20115 11H  9H
7H F& S EET A 2011€E 11R 15H
14 B &5 %S A 20114 11H 22R
28 H A& 54 MS B 20114 12H 68
BT H 20124 3A 228

9. REBREMLE

ZHRil H A (Frle =BERR)

10. RERBEE R UEESE

R L -
@WORE - BILRUHEER, SRWEROME, £5, —K
S, GENE. BERNE. BAL—RREEER CRERE
DN T OBRBRIETICH L TEELH )

FERERLE K B %
(B AR, SE ERNER CRBARENREIT OV T Ok
BREEHIT L TEEEE)

WAREEEE = F B T
(RBE. MEEHRER M (L ENREIC SV T OBRREE
B L CEE R )

11 REEORE '
RBEEZ (ER)., BEREEE (ER) . £7 4. ZOMORE, ERARUEBRYEIT
WRBHEERICRE T D,
RELMIIERBR TR 10FEM L T2, 2B REPHTORBHEOLEMIIHER L2,
REHBETHOLE MHEETE. BEXRA) 13, RBRELE L HEO LRET S,

12. R EZOER
20/ » A X2 H

RBELE 8w AR




B10-0092

13.E #

Bromodichloromethane DAY ZFHIREER NEGCTFRBRIIKIETERBIZ OV THRET 2 E
BT, {LFET A M HA RT A4 VROOECD T A hHA R4 v 407 25512 28 BRERIE
ROoEEERRE Em L1,

SEESORED Crl:CD(SD)T v M = — I VEfE X ¥ 7= Bromodichloromethane % 1, 7. 14
Xix28 HEEEBRAROBE L, EHAEIT0 (Z—7) | 40 U200 mgkg/day & L.
1. 7RO 14 BEREGEBRICEN T2V 7 74 MEIZ L EHD 4L, 28 BRERESEHITITL
BhHie sEzESR Lz, #EHMFII2FIc OV T—RRESEE, FERERVOEEER
ERTV, EREHRET 51T CO./0, 184N A BREL T CHLK 258 Li- %8 L <. ik
. REFIORERCECTFRREET OO ORBEERE EE L7, X T, 28 BE&RS
FIZOWTIL, BEHREFISEER —RREBEERUBEREZITV., EXEEBOZEBIC
REHFBR L TRBEEZIT> 1,

—MORREBIE TIE, 40 KT 200 mg/ke BETHEEENE T, 200 mgkg B CRARERAD D38
BEXNTIED, 40 BT 200 mykg B CHEFEOFRIE D A b iLiz,

R — AR EEBIZE TIL. 200 mgkg BHETRE I X4 BEIZT UV —TFTHNTOEEBEDE
THRHZ BT,

EETITRESHE 28 U T 200 mg/kg B TIREN A BN,

FEEETIIHRS 3 B BIZ 200 mgkg BETEEN A BN,

PRI%Z T3 200 mg/kg B TREDOEBEMEm R A B,

MEALFIIRZE TIE. 200 mgkg BT 1 EHRE5#7225 AST, ALT RURE U LE LV OF
ESIEEER, 7 BEREEICALP OEE., 28 BEBREHICR I VAT o — VR UNIEH
B DEEN N p-GTP OFfEMER, BUN ROV L7 F = OEERH LT,

BREEETIL. 40 mgkg BT 28 A MRS RICERBOES R UEHEEDEE. 200 mg/kg
BT 1 EREEBELLFBROMBIEECEME. 14 BEBRSRICFRBOEIEEDCEME. 28
HEREZICRERBOES K BN EECHET NZRIBEORNEEDCEEN A b,

HIfETIL, 200 mgkg BT 7 BEIREE D DAFEOER, 28 AMBERIZBIBROER I &
BT,

B FEVRE TIE, FFIRICR VT, 200 mekg BT 1 R E#£IT/NERDEFRE
K. 7 BERSH? /NEROEFMRIE R CERMREEE, 7 KU 14 BRE®REZIZ/D
ERLHERFHRRAE R, 14 K128 BEZRERZIT/NAZFENRD bz, 72, BigIZBW T,
200 mg/kg BT 7 A &S ®ZITEARBE OMREZ R, 28 ARBRERIGEARMAE DZE
RS M R OB B ANRD vz,

BERER VLB FIBRE CIIEBRYERSIZLDBEIIL bR T,

Pk LBy AEERSE T8V T Bromodichloromethane D512 L 0 . g R OB i&
AT OEMEREENRD b, HREUBERBA~OEE TV TN OEEHFE O LR
i, BEEHEOEMNE & HITREOETIE B UIE AT (LR ST,
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14, EEaE
14.1 #EERME
a) &WE
% Bromodichloromethane
CAS & & 75-27-4
b) EETERUr Y NEE
fET Sigma-Aldrich
0y NEE MKBD4885V
o) HEEAE
HEER
(‘:1
CH
B Nl
FFE CHBrCl,
TFE 163.83
d MESE
foE 98.3%
N K4 0.02%
BB E I THE 100%E LTRY -7,
e) WEA LFERIMER
KB RRE EE
MR -55°C
A 87°C
FRICBIT 2R EEFHEE
LZEM REFGETTEE
wE 1.98 g/em® (25°C)
f HRESEF

g)

EYE L ZRERSRIIAN., BROEREEOHEGEICTATRE L,

REREDOERE 2.0~59°C (FFE#HE 1~10°C)

RESHRUHE REE 005, 2011410 B 19 B~2011410 & 20 H

PRIGEE 007, 20114510 B 20 E~20114E11 A 24 H
FERME DR—MER MRE L TICE T 2R EEOHSR

éﬁ%ﬁﬁ@m’(%ﬁm L 7z [Bromodichloromethane MZEME, BERME K D22 EME K VR
B (REBRES X02-0248. JE GLP &) IRV THER L7z,

BERME DR —IEIZ DOV T RS ATEIE A EE TR A EFROF LA D 22
7 M VT — & ~—2Z (Spectral Database for Organic Compounds: SDBS) 75 AFE L7= %
NI MV EEEBRBRICBOTHE LT — AR TAZ LI L VER L B 5
PERNZBIE LI RARIN ALY hLZ SDBS B AFE LIZ AT ML ERETH -7,

Fiz, BERGBFIRURSEHME T EORNARINALZ ML EHETHZ L2k,
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FRERETICRBIT 2BBEMEOREEERER Ui, REBRIEHT & B L TR 5K T
BDAAT PCEMITRBO BN -T2 2 L0 BB E IR EHETEEThH-
7o &HIBT LTz, ‘
h) BV EFOEE
WEME OTHRVEEL RERUE ~OEMIT NI AR S T2 28 v 27,
7. REOVRRVERTERAL, BRI T CRY Ko7,
142 # &
a) & R
a— 1l
b) BINFER
BHEDEIIKICER EOBBRRHA 21, a— e BV -BEEL RS LT,
ZTORER. HBRDEIL3 WhNDRETI— U BICEME Lz, T, 6 WWhOEETY
- URICER L R ERIRREL T B TAROBEDRE RS LN o T
. Tlmb, IR EEE UTBIR L,
o) Biw, JL—FEURrYy MEE

BT FHIAT RS
J1r—F =]
= V1K6344
d & &
RE ST RERE=E
RERE ZEiR
143 A&

EREME L TRLSNBHTHY | —REMERABRICAE Sh. YRBHEZICBNT
bERT —FEHREBELTVAS CrliCD(SD)T v b (SPF) % BARF ¥ — /L2 « J N—HE4
BEUvFZ—mbAF LT,

4 BEDOHET v FE SSIEAFL, | 7—Vbhioh) 5 EOEEB TAR 6 AR TRE -
Wm%ﬁotoﬁE-W%%%¢\?&Twﬁ%ﬂiﬁﬂ&6hﬁﬂottb\Eﬁ%%
1 BATICAHES T AR 6 BRICKBEE L-EELZ BV CTHRERBREEAREETES T
U, STIRZRRBRICER Uiz, B TRITRSFSE CENEET Tk L, BEoTicky
ANTZEITRERD ORI LTz, 2, ZAND LREBEMAE Tk, —RER OB
ZER 1 ELEEE L,

B3, BEOURMIRE~EMEAS v 2B L, BT RIEERY AT TR L, &
— VIR TNVERMT, Ty 7 RRBRESERT L TCEREREY L,

BERGRE OB OBENIT 5 B, FESEREIT 121.6~1439¢ TH Y . £FOEERS
EOFHEEL0%DOHENTH D Z L ZHER LT,

144 FREHRE

BT, RZ - BLEIET 2 2 02ME R 2@ L T, BE 21~25°C, FSHEE 40~
70%. HAKUEIEL 10~15 [E/FFR, BARE S 7L 12 RERIRERE (7 BEAUT. 19 BET) oS
LN T =V A7 LAORBE (RESETIIRES 1. BERTRIEHESE 1) TE
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L7z, RERUHMEEOEREIX, ThFh 22.5~233°C RU51.6~61.1%TH -7,

T=UNE, BEATENIAT UV ABLERER 7 — Y (W260xD380xH180 mm) . EE4 T
AT U ABERER 7 —Y (W165xD300xH150 mm) Z{EH L7,

PUAT BRI TRER OB T RO AR U BT 18108 2 E 4B TR #L LT,
ShIC, BMEFEEENLHESIEICHRETABRICORHB L, RER. F—VRUT v
. BOURICRBE L, £72, 3T 74 M (L, TR 14 BEREEE) 2oV TITE
FIZITRET 2L T v 7 2 L,

FEHIEAEE MF (2 v FES 110705 BTN 110906, ) = Z VEERTE) %, £
BT B BT EAKEKICR AR COERREN 3~5 ppm & 725 & 5 ICREHEERET b
Vb (Ea—F v 7 R) 2BMULIKE, ThETNBEBEERSEZ, SERUHAST RS
MIZZ— 27 b—7BE (121°C, 30 5M) Lizb0zFnFnER L,

FEHI BUETL N L RADOSITT —F 2 AFE L KEBRERETEEWEREIED (4
BEE OEAEOERMEIRE ] (1979) 25512, YRBHBR TED-EEERNTHELZ &
rHER Loy NEER L,

FOBARIZOWTIE, BEFBE O REEBICETIES] (BEEFBESE1015)
W LK EREZFE 2EOEETER L TEY . B ARINICAFE L-REREELD
REREEFRE TICAF LERERRY, AESOEELZH- L TWA I L 2ER L,
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15. R 5k

15.1

15.2

EBEWEOBRTERE

AERTERE L LT, URBER T [Bromodichloromethane @ F » MIRIT 3 7 BREK
EROxEEERER] EBRES P12-0092, EGLP RE) #EH L7z, FERERBRTIX
a—VHTTHRE LR ERY AEE3TO 5850 Crl:CD(SD#E S » Rz 0,30, 100,
150 XU 300 mgrkg/day DR ET 7 BEE RS L AT —RREEEROTE
REZITV., BEEE 1 BRICHREOBEEENEZITo-, TORERE. 100 mgkg LA
LOETERESHETROFRBROMMEEDEME. 150 mgkg Pl EDEE THEE HRED & O
FrligDRER. 300 mgke BETHE, AERKE. BREOBEIEEOEENLRD BN, 7 H
M OB G RICERERD R OHERITERA LIZ S DD, 300 myke B TrIEEENMH
DOTHTET L2 b, 300 mgkg/day & 28 BREIRERET S L EERSHEEN
HETOHAEERDD EE X,

L7chi> T, FEBETIX 200 mgkg/day TEmAEE L, EFAEL LT 40 mgkg/day 5%
E LT,
BB R

BWROEREHL LT AEEELRIT. SOITEKOL 2R ETHEERELREL
Too Elo, BEMREROEAERIC, 1. TRV 14 BEEBRSBICBITIVT 54 MR
ZRITTZ. AT, ST RREEIIRREE & ET 5,

P77 A MEOBREHEFTOBRERVEIET —F 1%, 28 BEBREEHIZED TRV H-
776

- RERE | BREEE %&’%%E{&‘ B

(mg/kg/day) | (mL/kg) | BE(WN%) (EED)

B (1 BlEE) 0 5 0 4(1- 4
AR (7 BEES) 0 5 0 4(5- 8
BERTER (14 BR®RS) 0 5 0 4(9 - 12)
BLESTER (28 B EHE) 0 5 0 5(13 - 17)
BHEE (ERE) 40 5 0.800 4(18 - 21)
KHAE (7 BR&EE) 40 5 0.800 4 (22 - 25)

W EAE (14 BEEE) 40 5 0.800 4(26 - 29)
B EAE (8 BE&ZS) 40 5 0.800 5(30 - 34)
| sRE (1 E&E) 200 5 4.00 4 (35 - 38)
2 =HAE 7 BHEBS) 200 5 4.00 4 (39 - 42)
=BHAE (14 BE®RE) 200 5 4.00 4 (43 - 46)
mAE (28 HHERE) 200 5 4.00 5(47 - 51)

-10 -
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153 #E5®
a) FEMEROFEL RE
BEJ T TEBRYELZREL, 2—VBzOETOMZBEEDYE, = —HE
MMAZER L 4.00 W DHEBRMERERE Uiz, & 512, 4.00 wv% DHEBRWEIRD—E
ZERL, a—lEMNZTHERL, 0.800 whY% DB ERYFHE L7-, FEImkE
WEROZEEMRORERNDS 6~14 BREIZ 1 EIOEE TIT- 7,
ﬁ@bt@ﬁﬁ@&%@ R R OB AV BRI T 7 2B BRI E N F
ST L. HBWEREEORLE 7ICTHET (EEME 3~9°C, A& 1~10°C) T
RE LT, BRMERIIRESE 14 BUNICER LT,
INFITRE LTe B RE OB ER R BRI, £8E5 BICR SN ERER L RE
SO RYHL, BEEE CTERETERLERSICA VW,
b) WERWMEIROEEMDHESR
YRR TEE L7~ [Bromodichloromethane M%=
ERERRE] FRBRES X02-0248, FEGLP E) T. 5.00 KT8 0.0500 wivve DHEERS)
BEOBEXTICBITOOEFRE CORELE, TAZ 0~ NF7 4 —EESITE
(GCMS) ZRWVTHER L7z, TORERE. FH8 15 BRICHE LI- B ERO TE D
FEYEREZ, FREHOBEREICS L 100£10% A TH 722 Lk, 5.00 &
T 0.0500 W% DB EIRIZATTRE T 14 BERIEETH D Z L BNHERENT-,

. EBRYBEROZEER OB

PR E R DINFHRE TORERDRERRE R
FAE R

B ETR B (Wiv%)

BB E IR E(W/v%)

=

SEE 15 A

J& I TE B BE (wivh)

HFARIE

% (%)

5.00

4.79

4.82

101

0.0500

0.0475

0.0479

101

o) REIZAVIEBRMEIROEEMED
FIENZFREL L 72 4.00 K T* 0.800 wivve DFEBMIEIRIZ OV T, LFBRIRR THEM L 72
AR (RBRES X02-0248) T, AHEROEBRWERELRE L,
TWEMERO—HEHER L THMRBZHEE L. GOMS & AV THBRmEERE % #
E LT, BELERDERENREMBIII L 100210% N TH-> 7=/, EEIZE

BUCE 7o L T A
W HIA | S R O S R TR
FEER
= I (WivY% SHER (%
R (i) R (w/v%) HREIE()
4.00 3.87 96.8
0.800 0.744 96.8
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154 & &

1, 70 14 X228 HEIER 1 E., BHEROERS Lz, &51313:16~14:51 12T > 7,
BEICIIRT b T =T (TAE) EBVMTREERE ) 2RV, BIEL
TR OEERZEIC, Sml/kg TRE L,
155 —RiREeElE
BEMRETIIER 3 B (RE51. BREEE~] BR%, 85 2~6 BEE%) | £XES
iR EEE LT,
15.6 FEAI7ZR2—RRIREEELE
28 BREBEEIZOWT, BEBAAANC 1 [E, HE5BE%ITE 1| BOEETKREDEE
ZRE L, BRERBEOBEIHMICEYE BREDWES) 2ETT. BHOTUEZ
ZATolctk, RERENHBITERVIREE (BEREE) TITF- 7

F=VUDORY | F=VIFEANTLL, BE r — IR T ETORR (H
HI RO RIG LB SRUEF) 2, a7 ) v JETHHA

PR BEEEMFERETORE, WEORE (X2, EOBELRUHE
(- D B N
P HAD . FERORENCE (BB, BREOFT ) —8) | ROR

& R, REREHROELR) | MERVOMIOEEL S
% 90 cmx60 cm DEEE FIZ 1 S E 5 HLR) Bx &5,
TU—=FTATO | ESE. R, SITOREE. RIS, R - 86 - 58, ¥RT
TE DB BROEETEOFELHE

| ZHAOHERH (EoH) RUHERER (RoOF—1LE) 2HEIE

15.7 HggEmE

28 HRIREGHIZOWT, &5 48E (RE52308) K1E, REOERZRE L,
FOGHE B MBI VSRR — AR RS BLER L RRR IR RS MBI TE 2 O REE TR E L 7=,

BEEI 3 om TR — A O8EF ST ADEGRSFLLZLEOR

I Ny rua
| B ¥ |BEECEPELLELEOREE AT ) v/ ETHEE
FUOGHE | 58 B ([BEAYITED 1B BRHMAEEAFL L 20O 2EE

BARS |B2FTE- SN BICEZ ST L 2 ORIEOFELEE
ZH K30em OFm NG, BIOERE EICLImREETEE LEE X0

ERRE EERGOREFEE

_— BAA—F FGC2 (AAT 4 R) AV, HEEUVEKEOENY 2

BRI L, FHE CEHE

7 v N EEEBEREEE ACTIMO-10 (> 5727 /) 2B, 89

H¥ESHE OIEENEZ 1 B (10 BB T 6 @) BIE L. FRIME (42.6 cmx26.5

cm OFFEZHiHE 5 om BB THA) 2488 - - B TG

12 -



B10-0092

15.8 FEHEIE :
EFINZONT, EFELRE (FA U T R) AV, TROBICEERHIEL-,
- B4 H
- |5 1.3, 7, 14, 21 RUM28 HE
- ERBEOBEE EFE»DOREET. EARE)
159 ETEHEHE
7. 14 B0 28 BEREEIZOWT, EFEIMRE (FAL U UX) 2Hv., TROA
WEEEEABEIE LT,
- BT ROKEE :
- BE 13,7, 14, 21 RU28 HEDORBEE
B5 7, 4RO BECHEREERNERICELZHAE L, BREOREEFHE L,
BELIREELREENOZBIERHETO | B ESEEEPRD -,
15.10 RBZE
a) B IR
28 HEREREICOVWT, 85 28 B B ORI W 150xD 200xH 263 mm OB (&R 37
—VICEEIRNE L. BREFARNESRETER ZTORHN 15 BEOEER 28R L
77
b) BREEERUVFE
Bl L-EERE AVREOER 2HIE L, RICEITSBER O EHEERABREL
e, mARE CHEBRYE OB EICEE LB i bz, [EEEEICIOWT

bBREZToT,
H H 5 & HaE

K& (Urine volume) AAVY UH—Z X BEE —
&3 (Color) .
Y (Turbidity) PIRE o
PRIZFEE (Uosm) KRBETE A
pH
EH (Protein) ' RIS
7 b & (Ketones) FEBREIZIEZ TAT 4 v 7 2 (—A | —
¥ (Glucose) Y R) EER)
#m (Occult blood)
FRIUEVE  (Urinary sediment) Sternheimer ZE £ B

ERBEE A BENRBELF OM-6040 (F—2 L o)
B: VAT LEMEEMEE BX41 (FV L 8R)
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a) BRI R OB EE
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ERBEICOVTRREEAIOERNOIER L BB (BB 16~20 BI%) . CO/0,
BE T ARREE (COy0, iREH=4:1) T THEEREMR) DRED LB VML, BERE
ZERL L7, 7 74 MR OW TR OREHERLIT b 22 2o 72,

BmERE TERF 1
- EDTA-2K H#AIERIIM A SB-41 (2 v h&EE G059, S A A v 7 R) TH
o U7 i
SAAMB=T I ULAKFY (2 v hEE STP5940, FIYHiE T %)
m 4% | D32 wh%AKETRZE 100 ul 30 L7- 4 5 2 SUsE e cHEm L a0 o8k
(3000 r.p.m.x10 mins) L T/~ Mg
m & | A7 AERBRETHRLD LEOSEE (3000 rpmx10mins) L THEEIMmE

b) MEFERIBRE

2k OmiEE AVKRECERZBIE LTz, Y754 FEIZOWTIE T e har By
e R OVEMEILI S b a v R T T 2 F VR OBIE I Th e otz 7. TRTOIE
BIZOWTHEAIE TE 720, 2MZ AW BEERITER L2 o7,

B H B 25
FrIEkE (RBC) R B AROE
~ES o EE (Hb) VT A RMNESu U
RBC x MCV
~< hZ U > ME (Ht) BT
SEHIIRIMEREFE (MCV) R R BRI
Hb
THHRME~E S o EL B (MCH) z x10°
. ___H_b__ x10° C
EHFRMER~TE 7 0 B EE (MCHC) RBC x MCV
/R (Platelet) FER B R L
MR RMEBE LR (Reticulo) RNA L%k
HinEkEk (WBC) Ta—%A AN —1E
HIMMEKE 432 (Differentiation of leukocyte)
FHEk (Neutro) . U /XER (Lymph) .
SFEER (Eosino) . #FHEEEE (Baso) TE=ARA )R
B3 (Mono) . KEFER@EER (LUC)
7u horEUEER (PT) MEEEE TR b
EMELE S h e R T T A5 U BER (APTT) FEE (LR A

BERE CloidAam, DITZmEEER
EAE C RAEMEFEBRELERS ADVIA 120 (3 — A 2 X)

D: £ HBIMEEEHERIELERE STA Compact (2= -

v 7 R)

AT T ) AT 4
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o) MRAEFNRHRE
miFZHANTHREOEEZRE L, ¥ 774 MEZOWTIRT AT FUEBT I/
NGV AT2T—8, TI=2UT I )b TR T25—F, TV I TR T 7 F—
Y, REEZE, JLT7F=UVREUREIALVRRIEL, ZOMOEBITEE LD

7o
H B 5 Bas
TARGX VBT ) b7V RAT7=27—% \ \ \
UV {5 JSCC BB IR E
(AST)
T7=VT ) 7R T =T —E (ALT) | UV I& JSCC (LIS
TNAVET + A7 7 Z—E (ALP) p-Nitrophenyl phosphate %
a2y A57 53—+ (ChE) Butyrylthiocholine iodide &

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

$INEINRTURNTFE—E (1GTP) | o e v

@=L 25 m— (T-Cho) COD-ESPAS i E
NUZUEY R (TG) if;z'ESPAS J U‘TZTJ“—/I/YIQ
R#=ZEH (BUN) Urease * GIDH &

7 V7 F =2 (Creatinine) : Creatininase * F-DAOS %=

#E B (T-Protein) Biuret

77 2 (Albumin) Bromocresol green V&

o o) Albumin
A/G Ko (A/G ratio T - Protein — Albumin =

Mm#E (Glucose) Hexokinase « G-6-PDH &
Beyary (T-Bil) EESRIE

#RETHEE (TBA) BRYA 2V 7k E
EY - (Ip) Fiske-Subbarow ¥

TN (Ca) OCPC £

7 hU A (Na) Crown-Ether [EERRE

HV s (K) Crown-Ether [EERE F
() MO fE¥E

fEA#EE B £{FEBRBOWERE 7170 % (B L&ERT)
F: EfFE5HTEEE PVA-EX T (A&T)

15.12 WEFIRE
a) B ®
FRBEIIOVWTEKEREROEBOWT N LEMEIC, B E ESRENRY: S
LCRHEIFLSE, fEx=, FBILE. KT, BEE, W, EEROEREE L ZOREICD
WTHIRHBIE 2T o 7,
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b) MEBHEERRUSFEEEEAE
(a) T 74 bEE

1. 7RG 14 BRREFHIIOWT, BIREFICRERDOHRTE - TR LT,
n B FnE - AR

HILER R T Hie

O - IR OlE

WhRz% g

AFEEE R B BRE L EEAE. TRIZESLIE

PERER B ORB, MR OB Z S D)

=Mk e ORBRE) | IR, MR

W% TEE FRR (LR/MEzEl) | BIF

BERLERBED I b, FE, Ok, BiR. BE. BRELE. EEIR, HAaE
BTSCAR. MM, A&, BORR. TEARUVEIBREERSIIRFRICGEIET Sr1IC, F
WRITEBRICGREE LZRICEFRE (P MU oR) TEEFHE L, B
BEERURRE EEIERZRXICRIE L, BIBRRERZ T O THE L, &l
ERTVRIIRED—HEE O THE Lz, BRBRI ER/INMEEZEDTRE D LB
I 0% FHEEER L~ ) ARICEEL., BH, EFOEZKENOHBEELCE
EXHEELE, 72, B BRICHE LAEZEICENEELEH L

(b) 28 HE#& B

HREICAEORE - B EER L,
5 | B .

PRIk 22 SE. M

S TR, B, B (FTEBOLER. S I AREET) |
Wk, FFNE

e MER N

52 Bl FEBE

e SR R L MEENIIR. IR,

TR BE EEREET) |

TR B ORRN, DNMEOEEET) | F8. LEWRE

- B (RERE) . REY LoE BBRREY LoSE, Bl

EinzRH
B

PR TEE, BRE (ERMERET) | BB

AR 2 IREK

5 - BT B (RBRER) . B (RBRE)

S - ER | LB

S AR OBEMIL 10% P EEE R~ ) R EZEARICER L. BRI 10%
MR ER L~ ) AREEAL TREEICEE L%, REMZ KEREL,
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B LIZSRED Y B, . LI, TR, BE. BE LG I, SR
HISZER, FEE. WM. B, W, TEARUVBIERIEERUMRERICEET 58
2, FRBRIEERICRELEZRICEFRE (FA MY wR) CEERHELE,
B REREEOBRE ERITEREZR 2 \CHE L BIBIXEE 2 T L HTHIE L.
BRI RIIRED—H 25D CHE Lz, BEIEERZSD CEREE AT
RERLTHERL, E87HE L, FRBIZER/MEEZED TEE» DABETFIC
10%FHEREER L~ U ARICEEL, BR, EEOELZRENLHELTEELH
ElLTc, /o, BABIZHE L EEXRICHEIEELEH L,

©) MEBOEERMEE '

RELL728E - MiRIEL. UTO X2 CEERVDERE L,

gz, EEZRER., MUEEOFREL» L (FINRE & 70 KeHll 2SR AT
B>T) 2~3 mm BOMEBF A KEER L, BEFRREENAICELE, 2 KFo0
EEP 15gUTThHhD I L 2HERE. TNTNEED 5 FEL_ED RNAlater® (Ambion,
Inc) |TRIES W7, AEIIKDHE, -80°C THRE LI, IMALEZEDBEET I BB
EALOEEER DRV B RUE Y OEE 10%THEE L~ ) VK CEE L,

Bt EERN A ICEEREEER. AROTREISLE L ETe L 5 IEE T 4~5
mm DKM 2 BB L, MR DBIEE IO R o, BT Lk, RARiE
3mm PIPNICHEED U RNAlater IZRIE LTz, BY OS50 L95E, BENE. MENER
UCREZST T T 7 L, 2021 RNAlater 1288 L=, 78 0 OB I3KAE.
-80°C THRIF Lz, EIT 10%TEEE L~ ) VIR CEE L, 28, £V
DHITIRERTED bNIZHEITL, FERE 10% T HEEE L~ ) ViR CEE L. FHl
BT RBEEMN L O-80°C BREREICE L,

RRIZ, EARXICEERZHIEHE, A% 4 HE L, EER 0¥ % RNAlater 1712
BTz &Y OXGIIKEE, -80°C TREF L, EMREETCyY FYUBETEEL
2o B, EEVTHUNOHIRENRD bNTHEE. FEA2EETE Y Y Vi
TEE L. Rz EnTFREEMRNT & -80°C BREEFIZH L,

BREET, EE2HER. EALLVEEFT Yy N URTEE LR,

FEEERTIARIE, EERER. EF TS L. —F% RNAlater IB1E L=, BBV 13 10%
FHEEE R~ ) VIR TEE LT,

WL, EEBZRER. KB LEAF D= (AF ) —rankil s FRESH
=6:3:1) ITREL, Z0O%, KRBT TSEMRE S LEKZY ) — LI, S
DITKIMTTIRE O Led e, 1 BEREIC2E, EAT¥ ) —NLEXH L, kBT
T—BEIRE 5 Licth, A= ) — L2 EESHR L 4°C TRE L, 55 LESEHIE
mAlZ EE L TREEBIRZICEN Lz,

REEE L. EQl % BB O RBEEBE AT E THER L, Miss% L. RPMI1640

(Invitrogen) 5 mL TEEEZEVHL, 70 ym DA v P23 BLTI=HAF 2 —7 |
[EUY L7z, 4°C TiEL (1100 rpm, 5 43F) #%. EEZBVVE, & 5125 mL © RPMII640
(CEBE L. 4°C TELD (1100 rpm. 5 7yf) %, EEZ2 BV, BiES SmL ® RNAlater
CEEESET, AATREHREEL X 0 ITERL, 10%PHEEE LY VIETEE

=17 -
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L7,

ffigl L, EE % BIERE ., FRED SHEW TIE 1~2 mm O % 1 #EER L. RNAlater
WCEE LTz, BV IT10%PERER L~ ) VIR CTEE LT,

ML, EEZRIE®R, EF T4 L, —F5F% RNAlater IZBE L7, BYIX 10%+
HEEERAL~ Y VIR TEE L,

TRz, EEZBEEH. RNAlater (BB L7z,

RNAlater |ZIE7E L7- & HBIT RNAlater ZHEMBRICEE S ® 570, BEIgIT 4°C T 72
Brf, £ Ot ORERRIE 4°C T 24 FEREILE L7-%%. RNAlater |[ZBIE S ¥7- % £-80°C T
BiE L. FoAT7A A% RS L TR MBI ZERTIC &M Lz, -80°C BREHEEL
TRRKICOWT Y R4 7 A R & RE L CEEMEHm BT 2SI &t Lz,

TOMOIE - FBRIT. 10%FERER L~V B TEE LT

d) WEAMARERE
(a) 7741 hEE . _
1. 7 kU 14 BRAREHEOMBHE S AEFIZOWT, TR, B, BE. 8/
SRR BRE O(CRERE) | IR, BiRE0 T T 4 ABETA A ER L, ~v MY
YUy ezF Uy (HE) LAk, RFEBEMICRE L, B85 (KEE) 181v
LA 10%ERE - b~ Y URIC E AR 21T - 7=,
f7o. 1 EREFETIEME, 7 X014 BERSETIIFREOBRICOWT, &
REETHERDEOREICEE LR EbNZ), FREEREREIC OV
THREBEBFIRELZTo7-, 612, WIRMRET L LTERAERED 14 (No.
23) ORBEE R EEIZOWTHRERT- 7,
(b) 28 B RH5
HREERCESAEREIIONWT, BEUTEEZBROVTERLZTRTORE T
MBDONT 7 4 EBEEE A ER U, HE et EBEMEMNIRE L, B
ROVERE (KREFE) 13800 H LATIC 10%88RE8 - R~ U ARICE BBRE1T o 7,
£, FBRE ORI OWTIR, BAER TEBRME OREICEE L-Tngk
biviziz), BAEEII OV THLREBESRZEMNREL T2, &5, FEERUE
Bz >WT, mAEHO HE LEAERIIBV T IIRESE ERianzE=ias
HeSAH BV, RSB OEEA RN, SHBBEED 2 1 (FFB& - No. 15, B : No.
16) RUBmAERED 2 f (Tl : No. 51, B& : No. 47) oW THEBHF 2 BT
FTANVTRORBIZLABREERIT o7,
15.13 MEHFHFHIE
FE, BEE, B, EREHE, MKRFORE., MKEFIRE, RE. RESBE
FUOBEEEDHMRIZOVTIE, Bartlett 1512 L 2 ZE5 BB ELITV, S%E BKETES
B2 b HE1L, Dunnett IRIZ L AREET o2, EHENRD bRARVESIT/
YXT A MY w7 @ Dunnett Y512 K A REZ{To 72, SEEEE (E0#) RUBERES (R
OT—E) 13 2 %F A MU w7 @ Dunnett IEIZ L ABREFITo 7=,
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16. RBEEOEEEICEEE RIE L L Boh 2 BEERE ORBEHEES: b 0%

RBREEOFEEIIEELRIFI L2 BN IBEER R URBEED b OBRIIIH

LI o Tz,

17. B AKAE

17.1

17.2

17.3

17.4

17.5

17.6

—MBIKEE (Table 1. Appendix 1)

200 mg/kg BFETIIHRE 1 B B2 0 BREHE T 17 FlEF TEE S U-I1EH, FERER
LuiE 4 B BLEIZ 9 6, m@#&@zLEUV 6 BITEBENT, £, BE1E
BICKRBEERDMEN 1 I THONTZN, HE2BEITIIWEE L2 L bR ERE L
i%@@&m%ﬁk%xtommygﬁfig%ﬁﬁﬁTﬂﬁﬁzaauh 5B, FEHE
D519 B BURRIZ 2 A4 b, METWTNORERITRE L, B5% 15 5N
THELZ25, 200 mgkg BETIHBEERMIbER SN, SRETIREEIIZD b
D77,

FEMR72 —ARCIRRE (Table 2. Appendix 2)

200 mg/kg B THRE 2 3 B ITHREED 5 B 1 6] (No.50) THLNFIZh, BE3 K4
BEIZT U =T N TOEEBMEDE TR ZNE1 3 il (No. 49, 50 TR 51) BTN 1 45 (No. 50)
TH BTz, 40 mghkg BHER USRHREEICEE IR SNeh o -, SEEEE R OHEREEIC
DWTIIHBRMEREHICEERLEIIRO bhviahnoT,

PEBEMRE (Table3. 4 XT'S. Appendix 3, 4 FT5)

200 mg/kg B THEIE 30~40 D OREHFICERESHEOABERSEN H b=, —BHE
DEETH Y, TOMOREHERRESZICIIEEIIRD Dozl &5 b IBRE
RE L EZ 7z, BACHEBMERSHIAELREHEIRD b, SEREIZRBNT
LRBWERSEROHBEICEE ISR bheroT,

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

200 mg/kg HTHRES 3 B BURICEE R EEOEEERAERD biv, BEEEIEL
DITONTHIREED 92.7%7> 6 87.7% & BEEIORENYER Lz, 40 mgkg ETIIEERE
BNIFRD bhviehro iz,

EEEE (Fig. 2. Table 7. Appendix 7)

200 mg/kg HTIRE 3 HBICEERIEERAONZN, TORITEELRLEIRD LN
Ripolz, 40 mgkg BETIIEERESIIRD b an-oT,
ﬁffﬁﬁ (Table 8, Appendix 8)

200 mg/kg HETREVPEUFTOEREOHLR LB 2N L b, REDEMEERIRE
Doz, REEEICZEFEIIRD biveh o/z, £72. 200 mgkg BED 5 FI&FTRIE
EPICFEEABEINT, pH2 6.0 2R LA, pH RO & b UFTOEEE L kL
TEHENEBOHEERNTH o7, 40 mgkg BER O RBEICEZIIRD bk ho T,

HETD Crl:CD(SD) 7 v N ORBELEEHE
BEHRETRE (98B

E B 3 FI% | F¥ | Mean-2S.D. | Mean+2S.D.

JKZ(mL) e 205 8.4 0.0 19.0
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YETD Crl:CD(SD)T v b DR EEE (EE)
‘ BEHETE (9B

B %
= B | i %)
5.0 6.0 6.5 7.0
pH | 205 1.5 26.8 57.6 13.2
E %
H H M| FlE %)
- x + ++
e URUEE) T | 205 439 23.9 18.0 10.7

17.7 MIEHRE
a) IMERFAIEZE (Table 9. Appendix 9)
1 EHREFICBWT, 200 mgkg BETY VS EREROFERMEENH SN, 40 mgkg
HCIIREEREHIED NN o T2,
7T BB SHTIIEBRMERSHICERIIFRD N o T,
14 BERESEIZBV T, 200 mgkeg BT/ MEERE CBEMBROBERSERL LN
72o 40 mgkg HETITAERERIIRD b 2h o7,
28 BB EBIZRBW\ T, 40 mgke B THEILEOFEZEME. 200 mg/kg B THRIRR
M BRECEL SR O BRER LR O F B R E N IR EO R EREER A b,
b) MRAE(LFAIEZE (Table 10, Appendix 10)
1 EREFHICBNT, 200 mgkg ETRE VAL L OBEEREEDIE), AST KT ALT
DEBEMITRD bz, 40 mgkg BETITEERLTENIFRD bzh o7z,
7 BE®SHICBWT, 200 mgkg BT AST, ALT, ALP RO E UV LE L OFEER
BENERD bz, 40 mgkg BHETIIAERLTHIZERD b o7,
14 BRBEEIZEBV T, 200 mgkg BT AST, ALT KU E D LB OFE R EEN
O DI, 40 mgkg HETIIFEREENIBD bz h o7z,
28 AFHBEEIZRBWT, 200 mgkg H#TAST, ALT, =V vz XF5—F, Lol X
T u—/, BUN, ZV7F= BV A, BIETE, BE) VREROFER
BEN L LNTZIER, 1GTP DEEMEAMRD b, 40 mgkg B TIIAE SR LTENIH
D BRI,
17.8 REFIRE
a)mgégﬂ%kH&UH<MmMmH&UU)
1 ERSEIZREVT, 200 mgkg B THFIROMIEEOCOFELREME GHBED 111.1%)
VRO LI, 40 mgkg HTIXEELREEIFZD b hoTz,
7 BEIREEICB VT, 200 mgkg B CHIBO MY EED A E L EE GHBEED 121.2%)
BEBO LIz, TDIED, 40 mgkg HETHAREERE LEOHEINEECFEREERA LN
e, ARIOZTOEBTH Y AEL DBEERLRO IR NI LN LERNEEEE
Z 717,
14 BEBEEBEIZBWT, 200 mgkg BTHEBEOHRMEEOEELSE GIRBED

=20 -
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129.4%) RUOHRBEOEKMEEOCHEEREME CHRED 142.0%) BZRH L, Z0
127, AR LEOHT R UG ERDOABEREEN A LN, FAOHRTOLEE)
ThHYAELOEEELRO LNV LN EBRYMERS LITBEROLRWEREE
ztoit 40 mg/kg BETIIMOEREEDAERIEKESL LN, AEL OBERE
BOLNRNI EPLBEFENESEE 2T,

28Eﬁﬁﬁﬁu%“f\ﬂmmwgﬁfﬁﬁ®mﬂ§§@ﬁﬁﬁ%@(ﬁ%ﬁ®
123.1%) . FRBOENEER VBRI EEDFEREE GHRED 141.2%K% 1 168.0%)
ROBBOBEMEECAEEREME CHFRED 130.7%) AR 5N, ZO1E, DiEo
Mt R O EEORERRE, BEMLBEOES X ENEEOCTEREME, BAZE
AR O EEOCTEREE, BEOEN R UENEEDE B RIKME. TEEDOHEX
BEUFENEECHERKENRA LN, R BEENTEREME CIRED 84.0%) R
L7z, 40 mgkg B TIXTFRB O R UHEMEEDCFEEZREE TRED 131.9% KW
133.5%) 23 bz,

# # (Table 13, Appendix 13)

1 EREETIIEBRDERSICEE L EITRD 6272, 200 mgkg BED 1
il (No. 36) TEMBIEDLIMER, 40 mgkg D 1 4] (No. 19) TTFEMEDOERDN
HENTB, FRAOATOELIIREL OBFEENRD LNRNWELTHEZ &b,
EHICBEMFTRLEEZ -, HBHTIEEEIRDbNho7,

7 B MFEEFIZB T, 200 mg/kg B TR DO IERD 4 F5 3 FlIZFRD HiLiz, 40 mg/kg
HETIIARBEDERD 1 fllcAhbnizR, FRAIOXTOFRRTHY BEL OBEMEL
ROONZRNT LD DR ERS L ITBERORVITR L E 2 -, STRETIIEEIIR

?Sb HIEro T,

14 B & EEEIZHB T, 200 mgkg B THIBROERD 4 Bl 3 FIIZFE O b7z, 40 mg/kg
B 1 PITTEREOER. XREO 1 fI THBEA R A LIS BRENFTA LB 2 T,

28 BRESEEICEVVT, 200 mgke BECTHIROERD 5 flefl, BROBERD 1 FIC
b, 40 mgkg R USHRETIIEFTIRO b o7,

B EAURE  (Table 14, Appendix 13)

1 EHREEEIZRV T, 200 mg/kg B CHFIRIC/NERDMEFAIBE R (B2E) 284 F1H2
fl, 2 BMERTHERAEESE 1 IR0 b, SEMFFIEIENS bl | flITBRC 2

(ZFMER) BB LNEEW No. 36) Thotr, HBETIZ 1 FICBRICHET
TRV L b7, 40 mgkg BETREFITFEO IR o7,

7 B RHEEEIZR VT, 200 mg/kg B THHRIC/ N ZEFLMEFFHIRRAERF B (B~ E) |
NEFDEFFRIEIER (BE~TEE) RUFMEETIEELR (BE) 4626, B
RTERTHRERAEESE (BRED) 23 1 BB binre, $£70. BB TIENRAE OMInE =ik
(B0 28 4 Bl 3 FICERD b7z, 40 mg/kg BE CIXHRRNICERIBEDERN A L
72 1 Bl CRMBEILENFESR SNIZIEh, 0 1 fI TEIEICIRBEDOREN S b, Xt
BETIIEFEEIRD bNhoT,

14 BEHBEFIZB VT, 200 me/ke BE TR/ NER UDIEFBRABIF A (B8 |
ANZERLETRIE R (BRE) KON EMIRESE (BE) 24 Flefl, N AZFE (8
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B) RUSLEMATAISEE (BE) 2% 165D bhi, B CILEAREE OMRE
zefafl (BEMK) 2% 4 B 1 BIICER® bz, 40 mgkg BROKRBH TIREERIRD LN
Rhyo T,

28 BT EEIZRV T, 200 mg/kg B THIEIC/NEF.OIEFRIRRAERAENE (BE~F
ZE) | SAFE (BE~TEE) RUTFHEREMREEE @RE~DSE) 255 flef
TED LN, T, B CILEMRME DZEREN Mg~ TEE) RUB4E (8%
~BRE) A5 BBl EARME ORIEBRE (BE~TEE) 22 fICRBD b, 2B,
REEEBILENALLNEFRIR. BT, U ATIBROBECREAREIRD AR
3572, 40 me/kg BECIEAFIRICFR/BMEFFAIIREEFEA 1 4, BIRICHIE TR 2 f5 5
iz, STEBEE TR BT AREEIEA 1 4 b,

R RHBEEROEAEEDE 2B OWTER LA A Lk O @2 L ABREDR
2. BREBROITR CII/NED LI BEYE OB Hiv, FFHRIa0ZEazEiE s
FERFOERC LA LD TH D 2 L AR SNZR, B CIXBMEYE B3R bR
& L RAROZEBORRIZBETE o7,

18. &% £

WEHBEIZI N ) a2 20 1 2THY ., EENAFEEEE (International Agency for
Research on Cancer, JARC) DZE R AMFMAI TIZZ A —7"2B (B MIXF L TRBIAMELRH A H]
MR D D) IIHBEESNTWD, EREMWMZ AV BAMRR T, 7 v ORI
TERBEUCKRBOER. ~ U XAOEIBWCERER. v~ U AR W THIRERZORA
RPEMLUIZZ ERRESN, 7y Mo 13 BERRERSIRE DR ERER CIIABRO/NEFRL
MEDZEMEN N BIROEMR U S 5L TS (NTP, 1987) . ARBRICEBWTHHKER
WEHREICL ) EIFRE OBRA~OEENRD b, A

FFigl x4 288 L LT, 200 mgkg B ClE, MBRALFIREIZB T 1 BEREE?L
PR DIEE %7~ AST RN ALT OEEXIIEEMER, FFEREE IEHR 5 o2~
MEVLEOEE. 7 BEREHRICIEN 5 oF%2 77T ALP OEfE, 28 HEZEHZIZITHH
JEEE XM D o2 R TR I L AT o — L EOREHBROSE., N BEFEE 2R
T»-GTP OFEERIA LNz, FEENREICBV TR, 1 BREE»LFBROENEE
OEfE, 7 BEREENOIFEROARZERRA b, BEFEOCT 1 ERERICEED
ANERNDMERFRRAE R, 7 BE&RE% 5 b8~ FEE O/NEF TR LN X O
FIEMRIZEESE, 7 RO 14 B R SR IITEM~FEEO/NEF MEFMRIER. 14 RO
28 HERERIIBEW~FEED/NRAFELIRD oM, Thbb, E5HEORD THH
P OFHBEEEDORR L E X b EMNERO LENRA LN, BREEEIHETIZ ON T
FDEMR EROEEENE L, KIS LI AFEBOBRD & 5 ICBERE~ LR
BPET LI EEZ DN, 2B, 14 BERE%IT 200 mg/kg B, 28 BEHESH#IZ 40 RO
200 mgkg HETHONCFRBEEOHMEIL, IR TOEMHBESRTEETEIC L5 kW
REZBLEZTN, WEABFIRE CIIERIIED b o7,

THRICKT T 2B L LT, 200 mgkg BIZBW T, 28 AR SZ OB TERNRA LI,
TREAERRFRRE TIIEM A~ T EE OIS RME O RN R E ~ P % E OKIRE
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ROLNTZ, T, RRECRENEEEC L 2REOEEER. KA FHRETIX
BUNEKOVJ LT F oV OBERALGNZI LD HBEMEREICIVEEENE L LE
Rz, 2B, REEBRFIRE TILETHELE(L TH 2 RAE OB L & bICEB~BRED
BARMEL O, EELBEVRERIEER L QWL £, 7 BRARERIOTEME
fLRABE DHREZEREPBO bNTRY | Big~OEERESHEOTHICEER L TW5D
TENTRBENT, BB, SEEAEL L7 40 mgkg BETIIBBA~OEEIIRD bR
T2 NTP TEE LT v b TOHERAMERE TIX 50 mg/kg/day D AE CTEREEORAEN
HOENTRY, BEREHTOREOFEDCHERIC OV UIMRERE ~— 1 — 2 AW RER
MIEFEDO LI VFEMBRBRENLETH D,

BEHIEFIZ 200 mgkg FETAHA DN BREERT ., FERERED R OEEREZ, FFiEX
ORI T 2EMEEPRMLZ b0 LEZ bz, BRESHER TIL 40 mgkg HETHEE
I h, AECIEHHEROERBR~OEEEEIIHA O LTI o7, £, 28 BEEEREIC
200 mg/kg HETHONRBEEOREREFMEREIZLIOA N ADOEELEZ b
D, BEREMERD N2 o7, ZOWEh, DR, EEAE. TRIZERIE. BER
UTEEOEERENAOIZY, BHABFENMEETHY .. WEERFOREZ TN
ST TEEZERNTINL OHFEILHFEENEMRRBO behr o7 2 &b, FEIKEIZES
HELUEEE L E X 72,28 BEREZIZ200 mgkgBETHONZ2 ) V2 AT T —EDEHEIL.
FRgToZ v EERBITEICREELTEELTH D B2 Nz, ARKRECER L SN
LB DE N BREE R TREZ N BIZREITH LT, FEICERERLE
COEMERTRENELLRER TE o2 b, BEFENESRITRV L HE L,

ZDIED, HERMEOHREIC L AFEL LT, 40 X1 200 mgkg B THIEENRA DI, i
BTN THHEEHE 15 SLUNICERLTEY, FEEEZE T2 ERERDEE LT
BAEICLIELITENSRE L 2A0IBICEERRD bbb o7z Z L | METHREYE O
FIZL o THEIERIENABEEDNRH A (Matsuo, 2000) Z &b, BEREBR THLNI- K
SERMEORIZEIVERLEZBOTH Y BEFNERITE N BT,

BEHE T IS HEHER THICA DN T OMOE i, MIZEET SRR 5
NRWZ e bR ERE LIZBEEORVWE{LEE 2T,

PUED LRy, KRB TIIHBRYERE LV RESE O 25 FEE ORISR
ERBOOIL, FRBEORIBE~DEEL A LN, ZTOMOELEREVWIREER, F
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B10-0092

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

Sex Signs Administration period
mg/kg/day 0 40 200
Male ss ss ss
179 17 17
No abnormalities detected 17 12
Decreased spontaneous locomotion 5 17
Decreased respiratory rate 9
Salivation 2 6

Loss of hair (femur)

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

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

REMOVAL FROM CAGE

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

Vocalization
0
+1
+2

HANDLING OBSERVATIONS
Muscle tone
-1
0
+1

Subnormal temperature

+

Piloerection

Staining hair

Unkempt hair

Paleness

Reddening

Cyanosis

Lacrimation

No reaction

Very easy

Easy (slight resistance)
Difficult

Very difficult

None
Vocalization during handling
Continuous vocalization

Decreased
Normal

Increased

Absent
Present

Absent
Present

Absent
Present

Absent

Present

Absent
Present

Absent

Present

Absent
Present

Absent
Present
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B10-0092

Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats

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

HANDLING OBSERVATIONS-continued
Exophthalmos

- Absent
+ Present
Pupillary size '
-1 Miosis
0 Normal
+1 Mydriasis
Salivation
- Absent
+ Present
Secretion
- Absent
+ Present
OBSERVATIONS IN ARENA
Posture
0 Normal
+1 Crouching position or hunchback position
+2 Prone position or lateral position
Motor activity
-2 Significantly decreased
-1 Decreased
0 Normal
+1 Increased
+2 Significantly increased
Resbiraﬁon
0 Normai
+1 Slightly insufficiency
+2 Moderately insufficiency
+3 Severely insufficiency
Lid closure
- Absent
+ Present
Gait
- Normal
S Staggering gait
T Tip toe gait
P Shuffling (paralytic) gait
GD Gait disturbance

-28 -



B10-0092

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-biting

B Backing

o Circling

R Rolling

w Writhing

\Y Vocalization

ST Straub tail

T Tail lashing behavior
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B10-0092

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

(mg/kg/day) animals
0 5
Predosing 40
200
0
week 1 40

200

Vocalization

'
[\
]
-
o
+
-
+
[\S]

Male week 2 40
200

week 3 40
200

week 4 40
200

g o gl o aajoro o ol v v n
o olX
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B10-0092

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 40 5 0 5 0 5 0 5 0
200 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 1 40 5 0 5 0 5 0 5 0
200- 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
Male week 2 40 5 0 5 0 5 0 5 0
200 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 3 40 5 0 5 0 5 0 5 0
200 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 4 40 5 0 5 0 5 0 5 0
200 5 0 5 0 5 0 5 0
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B10-0092

Table 2-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Handling observations

Sex Period Dose Number of  Staining hair Unkempt hair Paleness Reddening
{mg/kg/day) animals - + - + - + - +

) 0 5 5 0 5 0 5 0 5 0
Predosing 40 5 S 0 5 0 5 0 5 0

200 5 5 0 5 0 5 0 5 0

0 5 5 0 5 0 5 0 5 0

week 1 40 5 5 0 5 0 5 0 5 0

200 5 5 0 5 0 5 0 5 0

0 5 5 0 5 0 5 0 5 0

Male week 2 40 5 5 0 5 0 5 0 5 0
200 5 5 0 5 0 5 0 5 0

0 5 5 0 5 0 5 0 5 0

week 3 40 5 5 0 5 0 5 0 5 0

200 5 5 0 5 0 5 0 5 0

0 5 5 0 5 0 5 0 5 0

week 4 40 5 5 0 5 0 5 0 5 0

200 5 5 0 5 0 5 0 5 0
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Table 2-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Sex

Period

Dose
(mg/kg/day)

Number of
animals

Handling observations

Cyanosis

Lacrimation

Exophthalmos

+

+

Male

Predosing

0
40
200

S

week 1

0
40
200

week 2

40
200

week 3

40
200

week 4

40
200
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B10-0092

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

Handling observations

Sex Period Dose Number of Pupillary size Salivation Secretion

(mg/kg/day) animals -1 0 +1 - + - +

, 0 5 0 5 0 5 0 5 0
Predosing 40 5 o 5 0 5 0 5 0

200 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 1 40 5 0 5 0 5 0 5 0

200 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

Male week 2 40 5 0 5 0 5 0 5 -0

200 5 0 5 0 4 1 5 0

0 5 0 5 0 5 0 5 0

week 3 40 5 0 5 0 5 0 5 0

200 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 4 40 5 0 5 0 5 0 5 0

200 5 0 5 0 5 0 5 0




B10-0092

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 40 5 5 0 0 0 0 5 0 0
200 5 5 0 0 0 0 5 0 0
0 5 5 0 0 0 ] 4 1 0
week 1 40 5 5 0 0 0] 0 4 1 0
200 5 5 0 0 0 0 5 0 0
0 5 5 0 0 0 0 5 0 0
Male week 2 40 5 5 0 0 o 0 5 0 0
200 5 5 0] 0 0 0 5 0 0
0 5 5 0 0 0 0 5 0 0
week 3 40 5 5 0 0 0 0 5 0 0
200 5 5 0 0 0 3 2 0 0
0 5 5 0 0 0 0 5 0 0
week 4 40 5 5 0 0 0 0 4 1 0
200 5 5 0 0 0 1 4 0 0
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Table 2-7 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Sex

Period

Dose
(mg/kg/day)

Number of

animals

Observations in arena

Respiration

Lid closure

+1

+2

+
w

+

Male

Predosing

0
40
200

(4]

week 1

0
40
200

week 2

40
200

week 3

40
200

week 4

40
200

o 0 ool o ol oo gl o Lo G
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Table 2-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

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

Predosing 40
‘ 200

0

week 1 40
200

GD

Male week 2 40
200

week 3 40
200

week 4 40
200
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B10-0092

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/convuision Defecation Urination
(mg/kg/day) animals 0 +1 +2 +3 (count/min)®  (count/min)®

0 5 5 0 0 0 0.0 +0.00 0.0 £0.00

Predosing 40 5 5 0 0 0 0.4 +0.89 2.6 £3.44

200 5 5 0 0 0 0.0 +0.00 0.2 x0.45

0 5 5 0 0 0 0.2 £0.45 1.6 +2.07

week 1 40 5 5 0 0 0 0.4 £0.55 1.2 £1.30

200 5 5 0 0 0] 14 +1.52 1.0 +1.22

0 5 5 0 0 0 12 +0.84 26 £3.13

Male week 2 40 5 5 0 0 0 0.4 +0.55 0.4 +0.55
200 5 5 0 0 ] 0.6 +0.89 0.6 +0.89

0 5 5 0 0 0 0.2 x0.45 1.0 +1.00

week 3 40 5 5 0 0 0 12 +1.79 1.4 x1.52

200 5 5 0 0 0 0.0 +0.00 1.4 +1.67

0 5 5 0 0 0 0.0 +0.00 0.4 +0.89

week 4 40 5 5 0 0 0 0.2 +0.45 0.6 +1.34

200 5 5 0 0 0 0.0 +0.00 0.0 +0.00

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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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 - Cc G S H
0 5 5 0 0 0 0
Predosing 40 5 5 0 0 0 0
200 5 5 0 0 0 0
0 5 5 0 o] 0 0
week 1 40 5 5 0 0 0 0
200 5 5 0 0 0 0
0 5 5 0 0 0 0
Male week 2 40 5 5 0 0 0 0
200 5 5 0 0 0 0
0 5 5 0 0 0 0
week 3 40 5 5 0 0 0 0
200 5 5 0 0 0 0
0 5 5 0 0 0 0
week 4 40 5 5 0 0 0 0
200 5 5 0 0 0 0
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Table 2-11 Twenty-eight-day repeated-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 R w

2]
h]

0 5
Predosing 40

200

0
week 1 40

200

Male week 2 40
200

week 3 40
200

week 4 40
200

a0 ot v gllor v ot Oy gvpov Oy
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of reflex (scoring scale for reflex)

SENSORIMOTOR FUNCTION

Approach contact/touch response

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

No reaction
Normal
Hyper reaction

No reaction
Normal

Hyper reaction

No reaction
Normal
Hyper reaction

Normal
Abnormal reaction

Normal

Abnormal reaction
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Table 3-1

B10-0092

Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of reflex

Sensorimotor function

Sex Period Dose Number of  Approach contact/ Pinna response
(mg/kg/day) animals touch response
-1 0 +1 -1 0 +1
0 5 5 0 5 0
Male week 4 40 5 0 5 0 5 0
200 5 5 0 5 0
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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 + - + -
0 5 0 5 5 0 5 0
Male week 4 40 5 0 5 5 0 5 0
200 5 0 5 5 0 5 0
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Table 4  Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of grip strength

Sex Period Dose Number of Forelimb Hindlimb
(mg/kg/day) animals @ (@
0 5 404 40 405 +28
Male week 4 40 5 422 +32 415 #43
200 5 430 +40 371 36
Mean +S.D.

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

Summary of motor activity

B10-0092

Sex Period Dose Number of -

Interval (min)
(mg/kg/day) animals 0-10 10-20 20-30 30-40 40-50 50-60 Total
0 5 163 81 42 8 8 14 317
35 +49 54 +16 +16 22 +136
Male week 4 40 5 198 91 65 11 7 15 387
53 +51 +38 19 +12 27 +85
200 5 246 152 103 57 * 38 3 599
+110 £72 169 39 54 +4 +308

Mean +S.D.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
(mg/kg/day) 0 40 200
Administration 1 135.20 135.06 134.85
period +4.62 (17) +4.26 (17) +5.84 (17)
3 152.62 150.88 141.45 =
+6.00 (13) +6.23 (13) +6.72 (13)
7 186.82 184.09 171.10 >
+10.05 (13) +10.20 (13) +10.76 (13)
14 246.29 244.99 22542 *
+14.65 (9) £17.99 (9) +17.61 (9)
21 305.64 303.86 276.36
+21.49 (5) *25.69 (5) . +35.28 (5)
28 350.44 347.02 307.18
+24.05 (5) +30.66 (5) +37.97 (5)

Values are shown as Mean + S.D..

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

**  Significantly different from vehicle control at P<0.01.
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Table 7 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0092
Summary of food consumption (g/rat/day) : male
Sex Dose
(mg/kg/day) 0 40 200
Administration 1 18.07 17.76 1761
period ’ ) ’
+ 163 (13) + 1.05 (13) + 154 (13)
3 ' 18.56 17.72 14.83 =
+ 164 (13) + 158 (13) + 175 (13)
7 2137 - 21.85 19.69
+ 1.93 (13) + 2.01 (13) + 227 (13)
14 2277 23.63 23.26
+ 2.00 (9) + 246 (9 282 (9)
21 23.36 23.16 25.56
+ 261 (5) + 238 (5) + 433 (5)
28 2263 22.46 25.32
+ 225 (5) + 214 (5) + 428 (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 B8-1 Twenty-eight-day repeated—doée oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
ltems
(ma/kg/day) 0 40 200
. 11.8 126 25.8
Urine volume (mL) £7.7 (5) 5.4 (5) £12.4 (5)
838.2 701.4 500.6
Uosm mOsm/L
( ) +548.7 (5) +194.4 (5) +296.2 (5)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicie control at P<0.01.
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Table 8-2  Twenty-eight-day repeated-dose oral toxicity study in rats B10-0082
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dosé (mg/kg/day) 0 40 200
liems Na. of animals 5 5 5
Color

SY 2 3 4

Y 2 2 1

YB 1 0 0
“Turbidity

Clear 5 5 5
pH

6.0 2 1 5

6.5 1 4 0
. 7.0 2 0 0
Protein

- 2 0 3

=+ 2 5 1

1+ 1 0 1
Glucose

- 5 5 5
Ketones

- 4 4 4

+ 1 1
Occult blood

- 5 5 4

=+ 0 0 1

Color: SY: Slightly yeliow,Y : Yellow,YB:Yellow-brown.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0082
Summary of urinalyses; Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 40 200
ltems No. of animals 5 5 5
Urinaly sediment
Red bioog cells

0 5 5 5
White blood cefls ¥

0 5 5 5
Epitheiial cells ®

0 5 5 5
Casts

0 5 5 5
Crystals ©

- 1 5

=+ 4 3 0

1+ 1 1 0

% Number of cells/1 Oviews(<400).
©): Number of casts/18x18 mm’.
% incidence of crystals/18x18 mm?.
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Table 9-1 ' Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
- Dose One-day treatment
(mg/kg/day) 0 4 2%

RBC o (x10%L) E‘éi @ 12‘;‘; @ QZ? @
Hb (g/dL) rots @ 1070 @ o
" (%) o0 @ 25 0 g
MoV (®) ot @ e 20
MCH (pg) 323 @ 3 gi @ - :23:2 @)
MGHC (g/dL) :;:ég @ :ggg @ :23:3 )
Platelet (x10‘lpL) ) 1225? @) l;zgg ) lgigg 4)
Reticulo (%) lfgg ) ;‘ljgﬁ 4 :jg: (4)
WBC (x10%uL) é:ﬁgg (4 23223 (4) g}:i 4
Differentiation of leukocyte | .

Neutro (%) é:ig (4) lgjz 4 l;:gg (4)

Lymph (%) :g',gi (4) iiﬁg 4 Zgigg 14)

Eosino (%) ig:g @) igig @ :tg?: (4 -

Baso (%) iggf (4) ig;g ) ié;Z (4)

Mono (%) iﬁ;i’i @ ié::g @ ;if @

LUC (%) i;:;i @ ig'ff 7 igji: @

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals 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 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Dose Seven-day treaiment
liems
(mg/kg/day) 0 40 200
756.0 761.3 732.3
4
RBC (1077uL) £24.0 (4) £63.0 (4) £54.0 (4)
15.63 15.18 14.55
Hb (grdL) £0.68 (4) £1.18 (4) +1.28 (4)
51.63 50.48 47.78
Q,
At (%) £2.72 (4) £3.42 (4) £435 (4)
68.23 66.43 65.18
MCv () +1.52 (4) £2.70 (4) £1.59 (4)
20.68 19.93 19.88
MCH (pg) £0.32 (4) £1.05 (4) $0.34 (4)
30.33 30.03 30.48
MCHC (grdL) £0.38 (4) 045 (4) +032 (4)
108.00 113.30 122.35
4
Platelet (x10°/uL) £7.36 (4) £20.48 (4) £2541 (4)
_ 9.80 9.33 8.83
Q,
Reticulo (%) £0.43 (4) £1.20 (4) £0.98 (4)
121.53 123.33 164.15
2
WBC (x10%/uL) £24.81 (4) £30.79 (4) +44.44 (4)
Differentiation of leukocyte
10.83 12.23 14.60
O,
Neutro (%) +440 (4) $4.63 (4) $6.32 (4)
84.28 82.05 78.00
0,
Lymph (%) £3.72 (4) £3.93 (4) £7.15 (4)
. 0.58 0.58 0.48
()
Eosino %) $0.17 (4) 031 (4) 021 (4)
0.88 1.13 1.10
0,
Baso %) 017 (4) $0.39 (4) 045 (4)
2.25 2.58 3.18
0,
Mono %) $0.31 (4) +0.81 (4) +0.99 (4)
LG ) 1.23 1.38 1.73
£0.40 (4) +0.25 (4) $0.40 (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.



B10-0082

Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
tems Dose Fourteen-day treatment
(mg/kg/day) 0 40 200

RBC (x10%pL) 12213 @ Egg @) Sgg @)
Hb (g/dL) lﬁ;ﬁ @ lg:Zi @ l‘é;f; @
" ) res @ tos 212 @
MCV (") i‘}jﬁi @ 22:? @ i‘:l;g @
MCH (pg) e @ g @ oy @
MCHC (@dy) Zﬁii @ 2823 @ ig;g @
Platelet (x10%L) 13;;2 @) 13,(1)2 4 1:32? *(*4)
Retcuo %) jf,g @ iﬁjﬁi @ iﬁ;;ﬁ @
wec (x10%/pL) l;zjiz @ l;iii @ lgéj: ’(4)
Differentiation of leukocyte

Neutro | (%) ig:gg ) l;g: (4) ig:gg (4)

Lymph (%) iﬁii (@) Zgig @) ::22 4

Eosino (%) i.gﬁ: ) ig?? 4 igfg (4

Baso (%) ;;i (4) i;:i @) jfg 4

Mono (%) ;:3‘8«,,(4) :ﬁ;i (@) t?g: 4

LuUc (%) ' tl:gi (4 ig;? (4) iilgi {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.



B10-0082

Table 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
tems Dose - Twenty-eight-day treatment
{mg/kg/day) 0 40 200

RBC (x10%uL) s 5) fos 5 oy (5)
Hb (@/dL) s © 1029 5 w78
Ht %) e w050 @ 2% ©
MCV (fL) 2;23 ®) :gﬁi ®) i;ﬁ (5)
MCH (Pg) lﬁlﬁ 5) 1223 ®) l??g ®)
MCHC (g/dL) Z;gg (5) :.;:g (5) :13:(1323 (5)
Platelet (x10%uL) l:f;g (5) l};:g (5) 1:335 (5
Reticuio (%) izgg (5) :1:(3]22 (5) iézg *(5)
WBC (x10%pL) 11232 ®) :;;:g? ®) l@]’;ﬁi ®
Differentiation of leukocyte

Neutro (%) ig:gg (5) S{Z: (5) ig:gj (5)

Lymph (%) Zg;g (5) :ilg (5 122: (5)

Eosino (%), ig;g 5) ig:ﬁ (5 tg::’(zi *(5)

Baso (%) igi: (5) :ggg (5) igz (5)

Mono (%) ti?g (5) i:ngg *(5) izgg *(5)

Luc (%) i;:;; (5) ié:gi (5) ié?ii (5)
PT (sec) lffﬁ ®) ggg (5) lg’;i (®)
APTT (sec) 223 (5) . iggs (5) :1522 )

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
liems
(mg/kg/day) 0 40 200
88.8 86.3 155.8
AST o) 45 (4) 5.3 (4) 617 ()
27.5 26.5 51.8
ALT (au 1.0 (4) 3.7 (4) 20.3 (4)
' 911.8 933.5 1526.3
P
A L) +276.0 (4) 1294.1 (4) +515.8 (4)
10.65 11.28 12.85
BUN (mg/dL) +1.00 (4) £1.37 (4) +1.62 (4)
- 0.143 0.135 0.158
Creafinine (mg/dL) £0.019 (4) 0,019 (4) £0.025 (4)
. 0.070 0.073 0.133 =
T-Bil /d ’
' (mgldL). £0.012 (4) £0.010 (4) £0.034 (4)

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 vehicie control at P<0.01.
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Table 10-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 40 200
88.0 90.8 104.8 *
AST (uL) 0.1 (4) 25 (4) £76 (4)
30.3 32.3 48.8 =
ALT aur) +46 (4) 5.2 (4) 36 (4)
912.0 1097.3 1308.3 *
ALP (U +119.3 (4) +131.0 (4) +201.0 (4)
11.85 10.28 15.85
BUN (mgfdL) £1.22 (4) £1.34 (4) £3.35 (4)
- 0.140 0.130 0.168
Creatinine (mg/dL) $0.014 (4) £0.023 (4) +0.010 (4)
. 0.080 0.078 0.148 *
T-Bil /dL
(mgfdL) £0.000 (4) £0.010 (4) £0.043 (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 repeated-dose ora! toxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
Iltems
(mg/kg/day) 0 40 200
80.8 72.8 845 ™
AST (UL} 5.0 (4) 6.4 (4) £3.9 (4)
. 26.0 22.5 37.0 =
/!
ALT (uiL) +4.2 (4) 2.4 (4) +37 (4)
971.3 683.8 898.8
ALP (urL) +276.5 (4) £100.5 (4) +199.6 (4)
9.88 8.33 12143
BUN (mg/dL) +4.53 (4) £1.04 (4) £2.55 (4)
- 0.155 0.150 0.175
Creatinine (mg/dL) +0.006 (4) £0.014 (4) £0.017 (4)
. 0.0585 0.055 0.098 *
T-Bil /dL)
' (mg/dL) £0.017 (4) £0.021 (4) £0.024 (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 10-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
- Dose Twenty-eight-day treatment
(mglkg/day) 0 40 200

AST (un) ji:; 5) :t?g:g (5) hogy *(*5>
ALT oy o ® s a5
ALP (lun) jf—éjg (5) ZZ::E (5) :L-ﬂg:: (5)
ChE (/L) ifg:g (5) 1?51;:: 5 t?i:g *(5)
¥-GTP (187/8] iggg (5) ‘ tg?g (5) iﬁgg (5)
T-Cho : (mgrdL) ;}22 ) élﬁg ) i:f:: *(5)
TG (mg/dL) ;‘32 5) 2;:; ®) i?jﬁ ®)
BUN (mg/dL) j:gg (5) lg::: (5) 322 *(5)
Creatinine (mg/dL) ig::)?j 5) tg:;g; ®) igﬁgg ’(5)
T-Protein (g/dL) ;:gi (5) ;:?S (5) igﬁgg (5)
Albumin (g/dL) | iﬁig (5) iégg (5) ﬂz)gg &)
A/G ratio ) | ‘ ig:gig (5) ig:ggg (5) ig:ggé (5
Glucese (mgrdL) 1222 ®) l;iﬁ (5). 122:2 (5)
T-Bil (mg/dL) ig:gg; ) ig:gfg (5) iglégg ’;5)
TBA (Hmol/L) jg:gi (5) i:gigg (5) é::gg 75)
P (mgrdL) lﬁjﬁé (5) l?;g (5) g:ﬁ *(5)
Ca {mg/dL) l?gg (5) jig (5) 1122 (5)
Na ~ (mEgl ’2213 ) 1:;:‘21 ®) 1:?:? ®)
K {mEg/L) ig:;g (5) ig:ig (5) :S:;; (5)
al (MEQ/L) - - g ) oy ?5)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle contro! at P<0.05.
= Significantly different from vehicle control at P<0.01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 40 200
L @ 4.293 4.368 4725
ver g $0.447 (4) +0.194 (4) +0.331 (4)
Hoart @ 0.620 0.608 0.598
g £0.036 (4) £0.028° (4) $0.031 (4)
: 0.620 0.618 0.645
Kidney(R) @ £0.070 (4) £0.055 (4) $0.040 (4)
i 0.590 0.613 0.655
Kidney(L) @ : £0.059 (4) $0.046 (4) $0.041 (4)
. 0.645 0.615 0.593
Testis(R) @ £0.044 (4) +0.062 (4) £0.043 (4)
. 0.653 0.605 0.615
Testis(L) © +0.047 (4) £0.051 (4) 0.053 (4)
o 0.070 0.063 0.070
Epididymis(R) © +0.024 (4) £0.015 (4) +0.008 (4)
o 0.073 0.073 0.063
Epididymis(L) @ +0.010 (4) £0.010 (4) £0.010 (4)
0.083 0.080 0.075
Ventral prostate  (g) £0.021 (4) $0.018 (4) $0.029 (4)
Dorsolateral © 0.063 0.063 0.058
prostate g £0.010 (4) £0.019 (4) £0.005 (4)
Brain @ 1.808 1.710 1.688
9 £0.097 (4) +0.054 (4) £0.036 (4)
Soioen 9 0.363 0.385 0.365
P 4 +0.022 (4) £0.034 (4) $0.031 (4)
_— ma) 491.90 453.73 467.80
Y g +105.30 (4) +61.28 (4) +82.05 (4)
o 5.15 4.65 5.38
Pituitary gland (mg) £0.38 (4) +0.82 (4) £0.38 (4)
: 12.00 10.53 13.33
Thyroid (mg) +1.47 (4) +1.46 (4) £3.58 (4)
' 30.65 27.90 28.63
Adrenal
renais (mg) +1.47 (4) £2.69 (4) +1.76 (4)
. . 121.40 121.08 120.63
Final body weight
inal body weight (o) £6.28 (4) +4.35 (4) +1.67 (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
Dose Seven-day treatment
Items
(mg/kg/day) 0 40 200
U @ 5.943 6.135 6.658
ver 9 +0.300 (4) £0.402 (4) - +0.710 (4)
Hoar @ 0.780 0.843 0.695
9 +0.064 (4) £0.048 (4) £0.051 (4)
. 0.773 0.808 0.778
Kidney(R) © +0.025 (4) £0.042 (4) £0.061 (4)
; 0.775 0.798 0.753
Kidney(L) @ £0.013 (4) £0.089 (4) $0.057 (4)
. 0.845 1.005 0.820
Testis(R) ©@ £0.107 (4) $0.214 (4) £0.045 (4)
. 0.830 0.943 0.805
Testis(L) _ © +0.005 (4) £0.095 (4) +0.053 (4)
o 0.108 0.090 0.090
Epididymis(R) @ +0.010 (4) £0.014 (4) +0.008 (4)
o 0.103 0.100 0.085
Epididymis(L) @ £0.010 (4) £0.014 (4) +0.010 (4)
0.100 0.103 0.080
Ventral prostate  {g) +0.014 (4) $0.033 (4) £0.014 (4)
Dorsolateral © 0.080 0.090 0.055
prostate g +0.014 (4) +0.037 (4) +0.013 (4)
Brain @ 1.808 1.825 1.750
d +0.082 (4) £0.113 (4) £0.047 (4)
Soleen @ 0.445 0.440 0.418
P g +0.037 (4) £0.107 (4) £0.063 (4)
_—_— (ma) 463.78 580.53 368.95
4 9 £23.83 (4) £109.11 (4) +103.55 (4)
. 6.13 6.23 523
Pituitary gland (mg) $0.36 (4) £0.97 (4) £0.57 (4)
4 12.43 14.88 14.28
Thyroid (mg) £3.09 (4) £0.84 (4) £2.36 (4)
34.28 33.45 35.43
Adrenal
renais (mg) £3.45 (4) £1.42 (4) 5.36 (4)
4 . 167.50 169.90 154.60
Final bod ht ’
' yweight  (g) £7.95 (4) £8.56 (4) 9.59 (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 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 40 200
Liv @ 7.640 8.185 8.930
ver g +0.639 (4) +1.196 (4) +0.708 (4)
Heart 9 0.940 0.945 0.848
9 +0.062 (4) £0.045 (4) +0.043 (4)
A 0.988 0.985 0.980
Kidney(R) © +0.004 (4) +0.117 (4) +0.078 (4)
. 0.980 0.990 0.950
Kidney(L) ©@ £0.078 (4) £0.112 (4) £0.061 (4)
‘ 1.198 1.200 1.183
Testis(R) @ +0.036 (4) +0.099 (4) £0.035 (4)
. 1.183 1.213 1.200
Testis(L) @ +0.031 (4) £0.116 (4) +0.065 (4)
- 0.148 0.155 0.168 *
Epididymis(R) @ +0.010 (4) £0.013 (4) +0.010 (4)
_— 0.155 0.163 . 0.160
Epididymis(L) © +0.013 (4) +0.013 (4) +0.008 (4)
0.180 0.180 0.150
Ventral
entral prostate  (g) +0.023 (4) +0.028 (4) +0.032 (4)
Dorsolateral @ 0.153 0.143 0.155
prostate g +0.021 (4) +0.025 (4) +0.045 (4)
Brain @ 1.935 1.830 * 1.875
8 +0.066 (4) £0.044 (4) +0.019 (4)
Soleen © 0.600 0.623 0613
P 9 +0.022 (4) £0.152 (4) +0.068 (4)
Thymus mg) , 676.78 588.95 594.05
v 9 £152.37 (4) +145.12 (4) 8326 (4)
- 8.15 7.53 6.95
Pituitary gland (mg) £0.79 (4) +0.95 (4) £0.64 (4)
) 12.43 16.78 15.93
Thyroid (mg) £2.10 (4) £3.79 (4) £3.69 (4)
40.15 4283 37.90
Adrenals .
ren (mg) £3.49 (4) £5.07 (4) +1.88 (4)
- . 224.30 221.38 . 202.23
Final body weight
: ywelg © +9.88 (4) +18.11 (4) 9.09 (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 11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absoiute organ weights:Maie
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 40 200
L 10.410 10.812 10.780
ver @ +0.956 (5) +1.322 (5) +1.733 (5)
1.244 1.164 0.974 =
Heart © +0.004 (5) 0,112 (5) £0.118 (5)
. 1.288 1.192 1.284
Kidney(R) @ £0.140 (5) +0.082 (5) +0.250 (5)
) 1.272 1.166 1.256
Kidney(L) © +0.109 (5) 0,070 (5) . #0214 (5)
: , 1576 1.518 1.440
Testis(R) @ +0.103 (5) £0.110 (5) £0.104 (5)
) 1.552 1.506 1.456
Testis(L) @ +0.123 (5) £0.115 (5) +0.093 (5)
- 0.336 0.346 0.312
Epididymis(R) @ +0.022 (5) £0.027 (5) £0.029 (5)
T 0.332 0.338 0.308
Epididymis(L) @ +0.013 (5) +0.033 (5) +0.033 (5)
0.374 0.298 0.202 *
Ventral prostate @ +0.078 (5) +0.089 (5) +0.033 (5)
Dorsolateral @ 0.306 0.300 0.190 *
prostate 9 +0.047 (5) +0.047 (5) £0.034 (5)
Seminal vesicle ()] 0.968 0.764 0.416 =
9 £0.135 (5) £0.197 (5) +0.126 (5)
Brain @ 1.938 1.914 1.854
9 £0.044 (5) £0.097 (5) +0.115 (5)
_— @ 0.672 0.682 0.554
p 9 . :0122 (5) £0.120 (5) +0.063 (5)
Thvmus o) 608.10 636.08 560.34
4 g +135.95 (5) +125.50 (5) +43.55 (5)
_ : 10.54 ' 9.26 7.48 =
Pituitary gland (mg) +0.98 (5) +0.62 (5) £0.92 (5)
) ' 13.40 17.68 * 18.92 *
Thyroid (mg) £2.67 (5) £2.44 (5) £2.73 (5)
49.36 53.84 53.68
Ad | m
renas (mg) © 1888 (5) 6.77 (5) £4.97 (5)
. A 329.58 328.66 276.80 *
Final body weight
natbocy weig @ £22.95 (5) £28.80 (5) £34.62 (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
(mg/kg/day) 0 40 200
_ 3.528 3.605 3.918 *
Liver ~ (9/100g) $0.226 (4) +0.066 (4) +0.229 (4)
0513 0.500 0.498
Heart (971009) £0.015 (4) £0.018 (4) £0.017 (4)
. 0513 0.513 0.535
Kidney(R) (9/100g) +0.036 (4) +0.048 (4) £0.034 (4)
. 0.485 0.505 0.545
Kidney(L) (6/100g) +0.039 (4) £0.040 (4) +0.037 (4)
‘ 0.530 0.508 0.493
Testis(R) (g/100g) +0.037 (4) +0.049 (4) £0.031 (4)
. 0.538 0.498 0510
Testis(L) (971000) £0.042 (4) £0.041 (4) +0.035 (4)
S 0.055 0.053 0.058
Epididymis(R) (9/1009) £0.019 (4) £0.015 (4) £0.005 (4)
- 0.058 0.063 0.053
Epididymis(L) (g/100g) +0.005 (4) £0.010 (4) £0.010 (4)
0.068 0.065 0.063
Ventral prostate  (9/1009) +0.021 (4) +0.013 (4) +0.025 (4)
Dorsolateral 0.053 0.050 0.048
(g/100g)
prostate +0.010 (4) +0.014 (4) +0.005 (4)
. 1.493 1.418 1.398
Brain (gr100g) +0.123 (4) +0.097 (4) +0.015 (4)
0.303 0.318 0.300
]
Spleen (g/100g) +0.013 (4) +0.017 (4) £0.022 (4)
403.33 375.00 387.40
o
Thymus (mg/100g) +69.90 (4) £51.38 (4) £64.16 (4)
» 423 3.85 4.45
Pititary gland (mg/100g) +0.15 (4) +0.69 (4) +0.35 (4)
. 9.88 8.65 11.03
Thyroid (mg/100g) £0.79 (4) +0.93 (4) £2.86 (4)
25.28 23.05 23.75
Adrenal /100
renais (mg/100g) +1.14 (4) +2.25 (4) £1.59 (4)
. ‘ 121.40 121.08 120.63
Final bod ht
inal body weight (@) +6.28 (4) +4.35 (4) +1.67 (4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 12-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
It Dose Seven-day treatment
ems
(mg/kg/day) 0 40 200
, 3.548 3.610 4300 =
Liver . (g/100g) £0.091 (4) £0.172 (4) | £0.238 (4)
0.463 0.493 0.450
Heart (8/1009) +0.024 (4) +0.013 (4) +0.029 (4)
. 0.463 0.478 0.503
Kidney(R) (g7100g) +0.032 (4) £0.033 (4) +0.025 (4)
! 0.465 0.470 0.485
Kidney(L) (gr100g) +0.031 (4) +0.056 (4) +0.029 (4)
. 0.505 0.590 0.533
Testis(R) (g/100g) £0.077 (4) £0.112 (4) +0.053 (4)
. 0.495 0.555 0.523
Testis(L) (9/100g) +0.070 (4) +0.037 (4) +0.057 (4)
N 0.065 0.053 * 0.058
Epididymis(R) (9/1009) +0.006 (4) £0.005 (4)  +0.005 (4)
o 0.060 0.060 0.055
Epididymis(L) (9/100g) +0.008 (4) £0.008 (4) £0.010 (4)
0.060 0.060 0.053
Ventral prostate (g7100g) +0.008 (4) £0.018 (4) +0.005 (4)
Dorsolateral (g/100g) 0.048 0.053 0.035
prostate 915k $0.010 (4) $0.022 (4) +0.006 (4)
. 1.080 1.073 1.133
Brain (9/100g) +0.047 (4) £0.054 (4) +0.080 (4)
0.268 0.260 0.268
Spleen (07100g) £0.029 (4) £0.054 (4) £0.041 (4)
276.85 340.35 237.30
Thymus (mg/100g) +3.04 (4) +49.74 (4) £50.55 (4)
. 3.65 3.68 3.35
Pituitary gland (mg/100g) £0.30 (4) 4049 (4) +0.'3 4 @
. 7.40 8.80 9.20
Thyreid (mg/100g) £1.69 (4) $0.76 (4) +1.04 (4)
20.48 19.73 23.05
Adrenals (mg/100g) +1.61 (4) £1.09 (4) +4.44 (4)
, ) 167.50 169.90 154.60
d
Final body weight (g +7.95 (4) +8.56 (4) +9.59 (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 123 Twenty-eight-day repeated-dose oral toxicity study in rats

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

(mg/kg/day) 0 40 200

Liver (a/100g) ig:;g: (4 | i?):ggi 4 ig::;g ?4)
Heart (g/100g) w00t @ s0.091 @ igggg @
Kidney(R) (9/100g) igggi @) igg;i (4) tgggg (@)
Kidney(L) (9/100g) ‘ _.,:gggi @) iggj? (4) igg;g ()
Testis(R) (9/100g) i.gg?g (4 igggi e iggfg ()
Testis(L) (9/100g) igg?g (4) igggg (4) igggz (4)
Epididymis(R) (9/100g) ig:gg: (4 igﬁggg (4) tgﬁgﬁz ’(*4)
Epididymis(L) (g/100g) tﬁ%‘; @ igggg @) igggg %)
Ventral prostate (9/100g) igg?g @ igggg (4) igg:?z @
Dorsolateral (g/100g) 0.068 0.063 0.075
prostate $0.010 (4) +0.010 (4) 0.021 (4)
Brain (9/100g) igggg (4) igggg (4) igggg (4)
Spleen (9/100g) - igﬁ?g ) igizg It igﬁzg? (4)
Thymus (mg/100g) 22:;2 (4) | Zi?ii (4) iiilgg (4)
Pituitary gland (mg/100g) iﬁjgf (4) 13123 4) :(3):‘113 (G
Thyroid (mg/100g) i§;§§ @ Jﬁgi @) J:gi *<4>
Adrenals (mg/100g) lgg‘?' @) l?;g (4) l?;g (4)
e - P

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
Dose Twenty-eight-day {reatment
items
(mg/kg/day) 0 40 200
, 3.154 3282 3.884 *
Liver (9/100g) £0.119 (5) £0.155 (5) +0.236 (5)
0.376 0.356 0.350 =
Heart (g/100g) +0.005 (5) +0.026 (5) £0.012 (5)
L 0.390 0.366 0.464
Kidney(R) (g/100g) £0.019 (5) £0.026 (5) £0.071 (5)
. 0.386 0.356 0.456
Kidney(L) (g/100g) £0.011 (5) +0.027 (5) +0.055 (5)
. 0.478 0.464 0.526
Testis(R) (9/100g) £0.031 (5) +0.039 (5) +0.058 (5)
0.472 0.460 0.536
i /

Testis(L) (9/100g) +0.030 (5) +0.047 (5) +0.080 (5)
o 0.102 0.108 0.112
Epididymis(R) (g7100g) 0.008 (5) +0.008 (5) £0.011 (5)
. 0.102 0.104 0.110
Epididymis(L) (g/100g) +0.008 (5) +0.011 (5) £0.010 (5)

0.114 0.094 0.072 *
Ventral prostate  (g/100g) +£0.025 (5) £0.027 (5) +0.008 (5)
Dorsolateral 0.092 0.092 0.068
(g/100g)
prostate £0.019 (5) +0.018 (5) +0.013 (5)
. 0.294 0.234 0.152 *
i o
Seminal vesicle (6/100g) +0.053 (5) +0.064 (5) $0.042 (5) .
. 0.588 0.584 0.682
Brain (9/1009) £0.037 (5) +0.044 (5) £0.128 (5)
0.202 0.206 0.202
Spleen (g/1009) £0.026 (5) +0.026 (5) £0.023 (5)
- 185.10 192.90 203.82
Thymus (mg/100g) +42.36 (5) £29.90 (5) +15.89 (5)
3.20 2.84 272 %
ituitary gl /100 '
Pituitary gland (mg/100g) +0.19 (5) £0.19 (5) +0.34 (5)
. 4.06 5.42 6.82 %
Thyroid (mg/100g) +0.82 (5) +0.94 (5) 024 (5)
14.94 16.34 19.52
Adrenals mg/100
(mg/100g) £2.10 (5) +0.98 (5) +1.66 (5)
. . ‘ 329.58 328.66 276.80 *
Final body weight .
yweig © £22.95 (5) £28.80 (5) +34.62 (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 40 200  (mg/kg/day)
sS sS ss
43 4
No abnormalities detected 4
Kidney
Cyst, unilateral 0 0 1
Pituitary gland
Cyst 0 1 0

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

Male
Findings 0 40 200  (mg/kg/day)
Ss Ss Ss
49 4 4
No abnormalities detected 4
Liver
Enlargement 0 0 3
Testis
Enlargement, unilateral 0 1 0

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

Male
Findings 0 40 200  (mg/kg/day)
sS Ss SS
42 4 4
No abnormalities detected 3 3 1
Liver
Enlargement 0 0 3
Pituitary gland
Cyst 0 1 0
Thoracic and abdominal cavity
Visceral inversion 1 0 0

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

Male
Findings 0 40 200  (mg/kg/day)
SS sS Ss
59 5 5
No abnormalities detected 5 5 0
Liver ) ‘
Enlargement 0 0 5
Kidney
Enlargement, bilateral 0 0 1

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

Male
Findings Grade 0 40 . 200  (mglkg/day)
sS sS sS
43 4 4
Liver
Noabnormalities detected 44?44 VA o
Hypertrophy/Hepatocyte/Periportal |+ 04 . 04 . 24 e,
Necrosis/Hepatocyte/Multifocal + 0/4 0/4 1/4
Kidney
No abnormalities detected ... 34 e 3 e,
Cysthauttiple A VA VA
Cyst/Subcapsule + 1/4 — 0/4
Testis
No abnormalities detected 4/4 —_ 4/4
Ventral prostate
No abnormalities detected 4/4 -— 4/4
Dorsolateral prostate
No abnormalities detected 4/4 - 4/4
Bone marrow
No abnormalities detected 4/4 - 4/4
Spleen
No abnormalities detected 4/4 - 4/4
Thymus
No abnormalities detected 7 4/4 — 4/4

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

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

+, slight; ++, moderate.
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Table 14-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings Grade 0 40 200  (mg/kg/day)
sS SS ss
4? 4 4
Liver
No abnormalities detected . 447 44 04 e
Degeneration, fatty/Hepatocyte/ Ly 04 04 24
Centrilobular + 0/4 0/4 2/4
Hypertrophy/Hepatocyte/ Ly o4 04 24
Centrilobular ++ 0/4 0/4 214
NecrosisiHepatooyte/Focal v o4 ol g T
Single cell necrosis/Hepatocyte + 0/4 0/4 4/4
Kidney
No abnormalifies detected 4 3 . VA e,
SearfFocal . SO O S S,
acuolization, ¢ lasmi
groc)?ironezllatubtjleytop el * 0/4 0/4 34
Testis ‘
Noabnormaliiesdetected . s S S SO
Dilatation/Seminiferous tubule «+ o4 an T os T
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 abnormailities detected 4/4 — 4/4

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

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

*, very slight; +, slight; ++, moderate.
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Table 14-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 40 200  (mg/kg/day)
ss SS $S
4% 4 4
Liver
Noabnormalities detected  __ ___....44) A4 04
neration, fatty/Hepatocyte/
Condtomiar RS
Hypertrophy/Hepatocyte/
Contobalar ! _ o 04 o woe
Microgranuioma e 0k o A
Necrosis/HepatocyteMultiocal + 04 04 14
Single cell necrosis/Hepatocyte + o 0/4 4/4
Kidney :
No abnormalities defected YA AA A
Vacuolizatio toplasmic/
Proximal tubrix'lgy P * 04 0/4 14
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 - 4/4
Dorsolateral prostate
No abnormalities detected 4/4 - 4/4
Bone marrow
No abnormalities detected 4/4 — 4/4
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

Male
Findings Grade 0 40 200  (mg/kg/day)
SS ss sS
59 5 5
Trachea
No abnormalities detected 5/5°) — 5/5
Lung ,
No abnormalities detected 5/5 — 5/5
Submandibular gland
No abnormalities detected 5/5 -— 5/5
Forestomach
No abnormalities detected 5/5 — 5/5
Glandular stomach .
No abnormalities detected 5/5 - 5/5
Duodenum
No abnormalities detected 5/5 - 5/5
Jejunum
No abnormalities detected 5/5 — 5/5
lleum
No abnormalities detected 5/5 — 5/5
Cecum
No abnormalities detected 55 - 5/5
Colon
No abnormalities detected 5/5 — 5/5
Rectum
No abnormalities detected - 5/5 — 5/5
Pancreas
No abnormalities detected 5/5 - 5/5
Liver
Noabnommalities detected v M O
Degeneration, fatty/Hepatocyte/ L 5 os k-
Centrilobular ++ 0/5 0/5 2/5
T . o5 o5 a5 T
Microgranuloma e
.............................................. LS O M
Necrosis/iepatocyte/Focal | M5 L O e,
Single cell necrosis/Hepatocyte S o 0 25 e,
++ 0/5 0/5 3/5
Heart
No abnormalities detected 5/5 -— 5/5

ss, scheduled sacrifice animal.

a) Number of animals autopsied.

b} Number of animals affected / Number of animals examined.
—, Not examined.

+, slight; ++, moderate.
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Table 14-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 40 200 (mg/kg/day)
Ss ss ss
5% 5 5
Kidney
Noabnormaliies detected 852 85 05 e
CystSubcapsule LS s s
De enerat;;n vacuolar/ S — 0/5015 --------- 1/5 ----------------
Proximal tublle et OO W
U SR .S LI 25 el
Pyknosis/Proximal tubule S LT, A — L —
.............................................. R U .. s SR
Regeneration/Proximal tubule SR AT AT L
+ 0/5 0/5 4/5
Urinary bladder
No abnormalities detected - 5/5 - 5/5
Testis
No abnormalities detected 5/5 — 5/5
Epididymis
No abnormalities detected 5/5 - 5/5
Ventral prostate
No abnormalities detected 5/5 -— 5/5
Dorsolateral prostate
No abnormalities detected 5/5 - 5/5
Coagulating gland
No abnormalities detected 5/5 — 5/5
Seminal vesicle
No abnormalities detected 55 — 5/5
Spinal cord
No abnormalities detected 5/5 — 5/5
Sciatic nerve
No abnormalities detected 5/5 -— 5/5
Bone marrow
No abnormalities detected 5/5 -— 5/5
Axillar lymph node
No abnormalities detected 5/5 -— 5/5
Mesenteric lymph node
No abnormalities detected 5/5 -— 5/5

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

Male
Findings Grade 0 40 200  (mg/kg/day)
ss ss ss
5% 5 5

Spleen

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

No abnormalities detected - 5/5 — 5/5
Thyroid

No abnormalities detected 5/5 — 5/5
Parathyroid

No abnormalities detected 5/5 — 515
Adrenal

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

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

No abnormalities detected 5/5 - 5/5
Bone

No abnormalities detected 5/5 - 5/5
Mammary gland

No abnormalities detected 55 - 515

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

b) Number of animals affected / Number of animals examined.
-—, Not examined.
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Appendix 1-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals
0 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
a)
15, 62,'73:':,' 567.8 940,11,
No abnormalities detected Male 2. 10, 11 9, 10,11, 12, 13, 14, 13,14, 15, 13,14, 15,
o 12,13, 14, 16, 17 16,17
12, 13, 14, 15 16. 17 15, 16, 17
15, 16, 17 o

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

40 mg/kg/day

B10-0092

Administration period

Signs Sex 1 2-7 8-14 15-21 22-28 (day)
18,219, 20,
21,22, 23, 22,23, 24,
o 24,25, 26, 25, 286, 27, 27,28, 29
No abnormalities detected Male 27 28,29 28,29, 31, 31,32 30, 31, 34 30, 33, 34
30, 31, 32, 34
33,34
Decreased spontaneous 26, 30, 33,
locomotion Male 30,32, 33 34 33
Salivation (disappeared within Male 39 32,33

15 minutes after dosing)

a) Animal number.

- 78 -



Appendix 1-3  Twenty-eight-day repeated-dose oral toxicity study in rats

Clinical signs of individual animals

B10-0092

200 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
BRI waa
VS 42, 43, 44, 43, 44, 45,
Decreased spontaneous 41,42, 43, 47,48, 49, 47, 48, 49,
8 Male 45, 46, 47, 46, 47, 48,
locomotion 44 45, 46, 50, 51 50, 51
48, 49, 50, 49, 50, 51
47, 48, 49, 51
50, 51
42,43, 44
. PR 45, 46, 47, 47,49, 50
Decreased respiratory rate Male 45, ‘511 50, 49 50, 51 51 51
Loss of hair (femur) Male 44 44
Salivation (just before dosing) Male 48, 50, 51 48
Salivation (disappeared within Male 46, 47, 48, 47, 48, 50 47, 48, 49,
15 minutes after dosing) 50, 51 51 50, 51

a) Animal number.
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Appendix 2-1

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

Detailed clinical observations of individual animals (Predosing)

Sex

Dose
(mg/kg/day)

al No.

Removal from cage

Ease of removal

Vocalization

Male

13
14
15
16
17

0

0

40

30
31
32
33
34

200

47
48
49
50
51

o 0o 0o 0o ol ©o O O Oj]o ©O O O

o olo o O O Oj0o O © O

o X

+
[y
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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 0 0
16 0 0
17 0 +1
30 0 0
31 0 0
Male 40 32 0 0
33 0 0
34 0 0
47 0 0
48 0 0
200 49 0 +1
50 0 0
51 0 0
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Appendix 2-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

Dose . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 0 0
14 0 0
0 15 0 0 -
16 0 0
17 0 +1
30 0 0
31 0 0
Male 40 32 0 0
33 0 0
34 0 +1
47 0 0
48 0 0
200 49 0 +1
50 0 0
51 0 0
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Appendix 2-4  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

Dose . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 0 0
14 0 0
0 15 0 0
16 0 0
17 0 +1
30 0 0
31 0 0
Male 40 32 0 0]
33 0 0
34 0 0
47 0 0
48 0 0
200 49 0 +1
50 -1 0
51 0 0
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Appendix 2-5  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

Dose . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 -1 0
14 -1 0
0 15 0 0
16 0 0
17 0 +1
30 0 0
31 0 0
Male 40 32 0 0
33 0 0
34 0 0
47 0 0
48 -1 0
200 49 0 +1
50 0 0
51 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)

B10-0092

Sex

Dose
(mg/kg/day)

Animal Na.

Handling observations

Muscle
tone

Subnormal Piloerection Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

30
31
32
33
34

200

47
48
49
50
51

O 0O 0O 0O 0|0 O O O Ojo 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 15

16

17

30

31

Male 40 32
33

34

47

48

200 49

50

51

O 0O 0 0 ol O 0O O OjO ©O ©O O
'
'
i
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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)

B10-0092

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

40

30
31
32
33
34

200

47
48
49
50
51

o 0o 0o o olo oo O OJlO O O O
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Appendix 2-9

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

Detailed clinical observations of individual animals (week 3)

B10-0092

Sex

Dose
(mg/kg/day)

Animal No.

Handling observations

Muscle
tone

Subnormal Piloerection  Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

30
31
32
33
34

200

47
48
49
50
51

o 0O 0 0O 0Ol 0O OO0 OO0 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)

B10-0092

Sex

Dose
(mg/kg/day)

Animal No.

Handling observations

Muscle

tone

Subnormal Piloerection  Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

30
31
32
33
34

200

47
48
49
50
51

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

Handling observations

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

size
13 - - - 0
14 - - -
0 15 - -
16 - - -
17 - - -
30 - -
31 - - -
Male 40 32 -
33 - - -
34 - - -
47 - -
48 - - -
200 49 - -
50 - - -
51 - - -

'
T

o 0O 0O 0O OO0 OO 0O Ol O O O
b
'
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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 - - -
30 - - -
31 - - -
Male 40 32 -
33 - - -
34 - - -
47 - - -
48 - - -
200 49 -
50 - -
51 - -

L}
'
O O O O 0Ojl0O O O O Ol © O© O
'
1
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Appendix 2-13  Twenty-eight-day repeated-dose oral toxicity study in rats
* Detailed clinical observations of individual animals (week 2)

Handling observations

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

size
13 - . - - 0
14 - -
0 15 - - -
16 - - -
17 - -
30 - - -
31 - - -
Male 40 32 -
33 - - -
34 - - -
47 - - -
48 - - -
200 49 - -
50 - -
51 - -

o 0o 0o 0o ol O o 0O ojo © © O
L}
'
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Appendix 2-14  Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 3)

Handling observations

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

, size
13 - - - 0

14 - -

0 15 - -

16 - - -

17 - - -

30 - - ‘

31 - -

Male 40 32 -

33 - -

34 - - -

47 - - -

48 - -

200 49 - -

50 - -

51 - -

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

B10-0092

Sex

Dose
(mga/kg/day)

Handling observations

Animal No. Cyanosis Lacrimation Exophthaimos Pupillary Salivation Secretion

size

Male

13
14
15
16
17

- 0

40

30
31
32
33
34

200

47
48
49
50
51

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

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

(mg/kg/day) activity closure
13 0

14

0 15

16

17

30

31

Male 40 32
33

34

47

48

200 49

50

51

O 0O 0O O 0|l 0O OO0 Ojo O O O O
o o o 0o 0ol oo O Ojlo O © O
o 0 0o 0o ojlo oo o ol o o o o
'
'
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Appendix 2-17  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed ciinical 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 - -
18 0 0 0 - -
17 0 +1 0 - -
30 0 0 0 - -
31 0 0 0 - -
Male 40 32 0 0 0 - -
33 0 +1 0 - -
34 0 0 0 - -
47 0 0 0 - -
48 0 0 0 - -
200 49 0 0 0 - -
50 0 0 0 - -
51 0 0 0 - -
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Appendix2-18  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

14

0 15

16

17

30

31

Male 40 32
33

34

47

48

200 49

50

51

o o o o olo o © 0o ojo ©o © o ©
o 0o oo olo o oo ojo o o o
o o 0o 0o clo o o o olo oo o o
1
1}
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Appendix 2-19  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

Observations in arena

Sex Dose Animal No.  Posture Motor  Respiration Lid Gait
(ma/kg/day) activity closure
13 0 0 0 - -
14 0 0 0 - -
0 15 0 0 0 - -
16 0 0 0 - -
17 0 0 0 - -
30 0 0 0 - -
31 0 0 0 - -
Male 40 32 0 0 0 - -
33 0 0 0 - -
34 0 0 0 - -
47 0 0 0 - -
48 0 0 0 - -
200 49 0 -1 0 - -
50 0- -1 0 - -
51 0 -1 0 - -
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Appendix 2—20 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

Observations in arena

Sex Dose Animal No.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
13 0 0 0 - -
14 0 0 0 - -
0 15 0 0 0 - -
16 0 0 0 - -
17 0 0 0 - -
30 0 0 0 - -
31 0 0 0 - -
Male 40 32 0 0 0 - -
33 0 +1 0 - -
34 0 0 0 - -
47 0 0 0 - -
48 0 0 0 - -
200 49 0 0 0 - -
50 0 -1 0 - -
51 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)

B10-0092

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

40

30
31
32
33
34

200

47
48
49
50
51

o 0O 0O 0 ojlo O OO ojo ©O OO

O 0O OO0 Ojlo o MO OjO ©O O O

o - 0 o olo o p 0 wm|lo o 0 ©
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Appendix 2-22  Twenty-eight-day repeated-dose ora! toxicity study in rats
Detailed clinical observations of individual animals (week 1)

Sex

Dose
(mg/kg/day)

Animal No. Tremor/twitch/ Defecation
convulsion

Observations in arena

B10-0082

Urination

(count/min) (count/min)

Stereotypic Abnormal

behavior

behavior

Male

13
14

15 -

16
17

0

1

2

30
31
32
33
34

200

47
48
49
50
51

o 0o 0o 0o ojlo o o o ojJo o o O

w w o o 2|l o0 o0 o0 ~l0o o0 o o

WO O = alo w =2 0 Mo O O =
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Appendix 2-23  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

- B10-0092

Observations in arena

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

13 0 2 2 - -

14 0 2 8 - -

0 15 0 1 1 - -

16 0 0 0 - -

17 0 1 2 - -

30 0 0 1 - -

31 0 0 1 - -

Male 40 32 0 1 0 - -

33 0 0 0 - -

34 0 1 0 - -

47 0 0 0 - -

48 0 0 0 - -

200 49 0 0 0 - -

50 0 1 1 - -

51 0 2 2 - -
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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)

B10-0082

Sex

Dose
(mg/kg/day)

Animal No. Tremor/twitch/ Defecation

Observations in arena

convulsion

(count/min)  (count/min)

Urination

Stereotypic Abnormal

behavior

behavior

Male

13
14
15
16
17

0

0

0
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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

B10-0092

(count/min)

Urination

(count/min)

Stereotypic Abnormal

behavior

behavior

Male

13
14

15 .

16
17

0

0

0

30
31
32
33
34

200

47
48
49
50
51

o 0O 0o o 0ol 0o O o OjJo O O O

o 0o 0o 0o olo O o 0o O O O O

o 0o o o olo oo o wWjo o oM

-104 -



B10-0092

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

Sensorimotor function
Sex Dose Animal No. Approach contact/  Pinna  Pain response Pupillary  Air righting
(mg/kg/day) touch response  response (tail pinch) reflex refiex
13 0 0 0 + +
14 0 0 0 + +
0 15 0 0 0 + +
16 0 0 0 + +
17 0 0 0 + +
30 0 0 0 + +
31 0 0 0 + +
Male 40 32 0 0 0 + +
33 0 0 0 + +
34 0 0 0 + +
47 0 0 0 + +
48 0 0 0 + +
200 49 0 0 0 + +
50 0 0 0 + +
51 0 0 0 + +
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B10-0092

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) Hindiimb (g)
(mg/kg/day) Trial1  Trial2  Mean Trial1  Trial2  Mean
13 335 333 334 399 401 400
14 458 392 425 377 407 392
0 15 360 472 416 395 365 380
16 417 447 432 371 430 401
17 406 422 414 452 456 454
30 402 375 389 497 399 448
31 491 427 459 424 350 387
Male 40 32 374 406 390 454 406 430
33 381 472 427 381 328 355
34 463 425 444 449 462 456
47 383 406 395 310 343 327
48 - 469 421 445 395 403 399
200 49 410 354 382 355 391 373
50 461 439 450 362 328 345
51 465 489 477 431 393 412
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B10-0092

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
13 210 135 36 0 37 53 471
14 190 79 25 3 3 6 306 -
0 15 131 74 15 0 2 1 223
' 16 136 6 0 0 0 10 152
17 148 112 136 36 0 2 434
30 180 72 48 3 29 63 395
31 205 70 39 0 0 314
Male 40 32 208 107 53 14 0 0 382
33 272 170 53 17 2 12 526
34 125 36 132 21 4 2 320
47 250 140 38 4 3 435
48 394 278 214 85 126 11 1108
200 49 193 120 83 85 55 2 548
50 101 108 61 27 0 2 299
51 293 112 119 73 8 1 606
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B10-0092
Appendix 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group One-day treatment

Dose (mg/kg/day) 0

Animal No. 1 2 3 4

Administration 1292 135.3 136.2 140.0
period

14 - —

21 — _

28 —_ —
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B10-0092

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 1255 132.6 130.9 135.8
period
3 144.0 152.4 157.6 157.6
7 177.8 187.8 197.2 185.6
14 — —_— — —
21 — — — —
28 — —
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B10-0092
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 129.0 1342 137.5 138.5
period
3 143.8 153.3 158.4 152.9
7 170.6 183.8 197.5 187.6
14 232.4 240.3 261.2 244.2
21 — — — —
28 — —
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B10-0092

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 131.0 136.4 135.3 138.1 143.9
period
3 144.6 151.1 149.2 156.4 162.8
7 170.1 185.6 180.0 196.7 198.3
14 226.6 2443 236.2 268.3 263.1
21 279.7 298.5 296.0 3347 319.3
28 323.2 332.8 347.9 382.2 366.1
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B10-0092
Appendix 6-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group One-day treatment

Dose (mg/kg/day) 40

Animal No. 18 19 20 21

Administration 126.8 1359 137.2 137.3
period

21 — —

28 — —
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B10-0092
Appendix 6-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Seven-day treatment
Dose (mg/kg/day) 40
Animal No. 22 23 24 25
Administration 127.4 134.0 137.8 139.4
period
3 141.9 151.5 157.1 155.0
7 171.5 190.6 195.5 192.4
14 — — — —
21 — — — —_
28 — — —




B10-0092
Appendix 6-7 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) 40
Animal No. 26 27 28 29
Administration 1336 132.9 1327 1396
period
3 1497 1432 1513 158.1
7 181.2 165.7 185.8 194.3
14 239.1 2155 253.3 267.9
21 — — — —
28 : — —
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B10-0082

Appendix 6-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 40
Animal No. 30 31 32 33 34
Administration 4 131.2 1336 136.4 136.7 1435
period :
3 141.8 152.2 148.2 149.5 162.0
7 169.4 183.9 185.1 180.8 197.0
14 2233 252.1 2449 2404 268.4
21 274.6 319.6 293.6 291.8 339.7
28 315.6 369.7 329.9 3314 388.5
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B10-0092
Appendix 6-9 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. 35 36 37 38

Administration 1287 136.5 135.0 140.3
period

14 — —

21 - -

28 — —
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B10-0082
Appendix 6-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Seven-day treatment
Dose (mg/kg/day) 200
Animal No. 39 40 T 42
Administration 1216 136.8 139.3 138.1
period
3 126.1 142.2 140.6 151.9
7 160.6 171.2 172.4 192.2
14 — — - -
21 — — — —
28 — —
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B10-0092
Appendix 6-11 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Fourteen-day treatment
Dose (mg/kg/day) : 200
Animal No. 43 44 45 46
Administration 131.4 132.3 135.5 140.8
period
3 138.1 138.3 140.9 149.0
7 166.1 161.7 172.9 178.9
14 213.4 2247 236.0 233.5
21 — - - —
28 -— —
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B10-0092

Appendix 6-12 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 200
Animal No. T 47 48 49 50 51
Administration 125.0 1326 134.6 140.1 143.9
period )
3 133.4 142.6 142.9 146.8 146.0
7 149.4 179.2 175.8 165.1 178.8
14 190.8 248.4 233.9 210.7 2374
21 219.6 309.0 283.9 268.9 300.4
28 2443 347.6 317.2 313.8 313.0
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Appendix 7

Twenty-eight-day repeated-dose oral toxicity study in rats B10-0092
Food consumption of individual animals (g/rat/day)
Sex Dose Animal No. Administration period
(mg/kg/day) 3 7 14 21 28 (days)

5 16.83 17.49 19.43 - - -

6 17.59 18.38 21.84 - - -

7 20.82 19.26 22.98 - - -

8 17.64 19.89 22.88 - - -

9 15.47 16.41 18.78 21.75 - -

10 16.96 18.28 20.18 21.65 - -

0 11 19.24 21.11 23.03 23.92 - -
12 19.79 18.00 21.53 23.38 - -

13 16.16 15.06 17.16 18.66 19.59 19.82

14 20.53 18.71 21.36 22.70 22863 21.28

15 17.75 18.42 22.50 22.76 23.98 23.69

16 18.38 20.19 23.08 25.62 26.82 25.69

17 17.79 20.05 23.04 24.49 23.80 22.66

22 15.68 17.07 20.22 - - -

23 16.93 19.16 23.48 - - -

24 19.44 19.87 24 85 - - -

25 17.72 17.24 23.27 - - -

26 17.32 16.59 20.56 22.35 - -

27 18.00 15.92 18.90 20.34 - -
Male 40 28 17.44 18.34 21.20 24.32 - -
29 19.68 19.48 23.25 26.57 - -

30 17.11 15.19 18.36 20.06 20.62 20.18

31 17.18 18.64 21.58 24.33 24.93 24.50

32 18.22 16.43 22 .81 24.96 22.88 21.51

33 17.74 16.57 21.31 22.73 21.20 21.12

34 18.44 19.80 24.28 26.97 26.18 24,97
39 16.61 12.01 18.04 - - -
40 18.07 15.77 19.85 - - -
41 19.35 14.61 19.84 - - -
42 17.32 16.48 23.08 - - -
43 17.17 15.70 19.05 21.21 - -
44 16.44 11.68 14.98 22.99 - -
200 45 16.73 12.97 19.86 22.91 - -
46 20.06 16.13 21.51 25.94 - -

47 15.41 14.26 16.75 18.02 18.67 18.75

48 16.81 14.99 22.30 26.96 27.94 27.79

49 16.42 14.81 21.39 24.30 24.12 23.29

50 18.01 17.66 18.37 21.33 27.48 25.04

51 20.58 15.71 20.97 25.72 29.59 27.75
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Appendix 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Urinalytic data of individual animals:Male

B10-0092

Group Twenty-eight-day freatment
Dose (mg/kg/day) 0
ltems Animal Na. 13 ss 14 ss 15 ss 16 ss 17 ss
Urine volume (mL) 19 21 4 9 8
Uasm (mOsm/L) 381 328 1452 1114 1420

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

B10-0082

Group Twenty-eight-day treatment
Dose (mg/kg/day) 40
ltems Animal Ne. 30 ss 31 ss 32 ss 33 s8 34 ss
Urine volume (mL) 18 8 -9 ] 18
Uosm (mOsm/L) 499 950 830 705 523

ss: scheduled sacrifice animal.
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B10-0082
Appendix 8-3 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. ' 47 ss 48 ss 49 ss 50 ss 51 ss
Urine volume (mL) 9 . 32 39 17 32
Uosm (mOsm/L) 988 330 288 578 319

ss: scheduled sacrifice animal.
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B10-0082

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/kg/day) 0.
ltems Animal No. 13 ss 14 ss 15 ss 16  ss 17  ss
Color SY SY YB Y Y
Turbidity Clear Clear Clear Clear Clear
pH 7.0 7.0 6.5 8.0 €.0
Protein + - 1+ - t
Glucose - - - - -
Ketones . - - * - -
Occult blood - - - - -
Urinaly sediment
Red blood cells ¥ 0 0 0 0 0
White blood cells ¥ 0 0 0 0 0
Epithelial celis ? 0 0 0 0 0
Casts” 0 0 0 0 0
Crystals @ + + + + 1+

ss:scheduled sacrifice animal.

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

B Number of casts/18x18 mm?,

9: |ncidence of crystals/18x18 mm®.
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B10-0092

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) ’ 40
ltems Animal No. 30 ss 31 ss 32 ss 33 ss 34 S
Color SY Y Y sY SY
Turbidity Clear Clear Clear Ciear Clear
pH 6.5 8.5 6.5 6.5 8.0
Protein * * * + +
Glucose - - - - -
Ketones - - - - *
Occult blood - - - - -
Urinaly sediment
Red biood celis @ 0 0 0 0 0
White blood cells ¥ 0 0 0 0 0
Epithelial cells 0 0 0 0 0
Casts 0 0 0 0 0
Crystals @ + 1+ t t -

ss:scheduled sacrifice animal. b
Color: SY': Slightly yellow,Y: Yellow,

3 Number of celis/1Oviews(x400).

5 Number of casts/18x18 mm?,

%: Incidence of crystals/18x18 mm’.
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B10-0082

Appendix 8-6 Twenty—eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group Twenty-eight-day freatment
Dose (mg/kg/day) 200
ltems Animal No. 47  ss 48  ss 49  ss 50 ss 51 ss
Color Y Sy Sy SY Sy
Turbidity Clear Clear Clear Clear Clear
pH 6.0 - 6.0 6.0 6.0 6.0
Protein 1+ * - -
Glucose - - - - -
Ketones - - + - -
Occult blood * - - - -
Urinaly sediment
Red blood cslis @ 0 0 0 0 0
White bload cells ? 0 0 0 0 0
Epithelial cells ¥ 0 0 0 0 0
Casts” 0 0 0 0 0
Crystals 9 - - - . R

ss:scheduled sacrifice animal.
Color: SY'; Slightly yeliow,Y : Yeliow.
2. Number of cells/1 Oviews(x400),
5 Number of casts/18x18 mm’.

®: Incidence of crystals/18x18 mm?.
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B10-0092
Appendix 9-1 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

ltems Animal No. 1 ss 2 ss 3 ss 4 ss
RBC (x10%pL) 41 721 648 809
Hb (g/dL) 14.1 15.1 14.3 15.5
Ht (%) 445 47.9 456 51.3
MCV (L) 69.5 66.5 70.4 63.4
MCH (pg) 22.0 24.0 22.1 19.1
MCHC - (grdL) 31.7 316 314 30.2
Platelet (x10%pL) 147.4 143.8 184.2 121.4
Reticulo (%) 1.4 131 13.2 10.5
WBC (x10%/pL) 90.5 87.3 656 126.1
Differentiation of leukocyte

Neutro (%) 6.6 10.5 © 96 11.4

Lymph (%) 89.3 85.2 87.8 82.3

Eosino (%) 0.2 0.3 0.6 0.5

Baso (%) 0.6 0.5 0.3 0.8

Mono (%) 2.2 2.7 1.3 3.0

Luc (%) 1.2 0.8 0.6 2.0

ss: scheduled sacrifice animal.
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B10-0082
Appendix 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

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

ltems Animal No. 5 ss 6 ss 7 ss B ss
RBC (x10%L) 721 - 760 772 771
Hb (g/dL) 14.6 15.9 16.0 16.0
Ht (%) ‘ 477 52.0 53.8 53.0
Mcv (i) 66.1 68.4 69.7 8.7
MCH (pg) 20.2 20.9 20.8 © 208
MCHC (g/dL) 30.6 30.6 29.8 30.3
Platelet (x10%uL) 103.7 115.1 95.9 113.3
Reticulo (%) 8.2 10.0 9.8 10.2
WBC (x10%L) 123.7 926 116.9 152.8
Differentiation of leukocyte

Neutro (%) 6.4 8.3 13.8 14.7

Lymph (%) 88.7 86.0 81.2 81.2

Eosino (%) 0.6 .8 0.4 0.5

Baso (%) 0.8 1.1 0.7 0.8

Mono (%) 26 - 24 2.1 1.9

Luc (%) 0.8 1.4 17 1.0

ss: scheduled sacrifice animal.
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Appendix 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

B10-0082

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

lterns Animal No. 9 ss 10 ss 11 ss 12 ss
RBC (x10*L) 821 840 731 752
Hb (g/dL) 16.8 16.3 14.7 15.1
Ht (%) 55.1 52.4 47.7 48.8
MCV () 67.1 82.4 85.2 64.6
MCH (Pg) 20.4 19.4 20.1 20.1
MCHC (g/dL) 30.4 31.1 30.9 31.1
Platelet (x10uL) 123.9 116.0 132.6 133.6
Reticuio (%) 52 44 6.7 8.5
WBC (x10%/uL) 159.9 114.0 119.5 86.0
Differentiation of ieukocyte

Neutro (%) 14.8 15.2 33.0 19.0

Lymph (%) 79.9 78.1 55,5 75.8

Eosino (%) 0.7 0.7 ’ 0.6 0.6

Baso (%) 5.8 3.5 1.7 1.6

Meno (%) 33 ’ 1.7 57 2.4

LuC (%) 1.3 0.8 3.4 0.8

ss: scheduled sacrifice animal.
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Appendix 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0082

Group Twenty-eight-day treatment
Dose(mg/kg/day) 0
ltems Animal Ne. 13 ss 14 ss 15 ss 16 ss 17 ss

RBC (x10%/uL) 809 804 786 804 825
Hb (grdL) 15.2 15.6 15.1 16.3 15.1
Ht (%) 49.9 49.8 48.4 52.4 48.5
Mcv () 61.6 81.9 61.5 85.2 58.8
MCH (r9) 187 19.4 18.2 203 18.3
MCHC (g/dL) 30.4 31.3 31.3 31.2 311
Platelet (10%uL) 133.6 105.9 111.3 109.3 120.8
Reticulo (%) 32 2.8 37 37 3.1
WBC (x10%uL) 132.2 111.3 121.8 112.8 1086.1
Differentiation of leukocyte

Neutro (%) 35.0 15.8 18.2 136 196

Lymph (%) 59.2 778 75.6 80.4 74.5

Eosino (%) 1.2 0.5 0.5 0.9 0.8

Baso (%) 0.8 0.6 0.6 1.3 1.3

Mono (%) 2.6 2.3 2.5 22 2.3

Luc (%) 1.2 3.0 1.5 15 1.5
PT (sec) 14.8 16,7 14.7 13.7 13.9
APTT (sec) 15.6 24.5 17.7 16.1 18.1

ss: scheduled sacrifice animal,
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B10-0082
Appendix 8-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group ' One-day treatment
Dose{mg/kg/day) 40

lterns Animal No. 18 ss 18 ss 20 ss 21 ss
RBC (x10%uL) - 6965 768 731 744
Hb (g/dL) 15.4 15.8 14.5 16.1
Rt (%) 49.0 52.3 453 52.2
MCV (fL) 70.3 68.0 63.4 70.5
MCH (pa) 222 20.6 19.8 21.7
MGCHC (g/dL) 31.5 30.3 312 30.8
Platelst (x10%pL) 144.7 135.8 158.2 99.6
Reticulo (%) 13.0 13.6 106 14.3
WBC (x10%uL) 98.3 91.1 83.7 101.4
Differentiation of leukocyte

Neutro (%) 7.0 13.9 13,1 8.3

Lymph (%) 88.9 82.1 82.5 88.5

Eosino (%) 0.3 11 0.6 0.3

Baso (%) 0.8 1.0 0.4 0.6

Mono (%) 2.3 1.2 23 1.8

Luc (%) 0.8 0.8 1.1 0.6

ss: scheduled sacrifice animal.
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B10-0082
Appendix 8-6 Twenty-eight-day repeated-dose oral foxicity study in rats
Hematological data of individual animals:Male

Group Seven-day treatment
Dose(mg/kg/day) 40

ltemns Animal Ne. 22 ss 23 ss 24 ss 25 ss
RBC (x10%uL) 784 . 723 ' 839 699
Hb (g/dL) 14.8 158.5 16.6 13.8
Ht (%) 49.8 50.6 54.9 46.8
MCV (fL) ’ 63.6 70.0 65.4 66.7
MCH (Pg) 18.8 21.4 19.7 19.7
MCHC (g/dL) 297 30.6 302 29.8
Platelet (x10%uL) 90.3 138.8 105.9 118.2
Reticulo (%) 78 10.2 10.1 9.4
WBC (x10%/pL) 101.3 154.9 144.2 92.9
Differentiation of leukocyte

Neutro (%) 15.8 6.0 11.4 15.7

Lymph (%) 78.7 87.3 82.8 79.4

Easino (%) 1.0 0.8 0.3 0.4

Baso (%) 1.3 1.5 1.1 0.6

Mono (%) 17 34 3.1 2.1

Luc (%) 1.4 1.1 1.3 1.7

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

B10-0082

Group Fourteen-day treatment
Dose(mg/kg/day) 40

ltems Animal Ne. 26 ss 27 ss 28 ss 28 ss
RBC (x10*uL) 767 722 708 683
Hb (g/dL) 15.3 15.2 13.9 14.9
Ht (%) 48.9 48.5 454 48.1
McV (fL) 65.0 67.1 64.2 705
MCH (pg) 20.0 21.0 19.6 21.8
MCHC (g/dL) 30.8 31.3 305 31,0
Platelet (x10*L) 128.1 118.9 126.6 122.6
Reticulo (%) 5.1 5.1 6.9 8.7
WBC {(x10%uL) 117.5 79.8 150.8 130.0
Differentiation of leukocyte

Neutro (%) 251 221 15.1 8.2

Lymph (%) 87.9 72.3 77.2 87.4

Eosino (%) 0.7 0.7 0.8 0.4

Baso (%) 2.3 1.8 24 1.2

Mono (%) 26 1.8 3.0 1.2

Luc (%) 1.2 1.1 1.5 1.5

ss: scheduled sacrifice animal,
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B10-0082

Appendix 8-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male
Group Twenty-eight-day treatment
Daose(mg/kg/day) 40
lterns " Animal Na. 30 ss 31 ss 32 ss 33 s 34 ss

RBC (x10%/pL) 814 768 837 780 768
Hb (ovdL) 155 15.1 15.9 15.4 158
Ht (%) 48.6 48.9 51.0 48.8 50.4
MCV (fL) 60.9 83.6 60.9 63.8 65.6
MCH ((=4)] 18.0 18,7 18.0 19.8 20.4
MCHC (grdL) 31.2 31.0 31.2 31.0 311
Platelet (x10%/uL) 104.4 135.9 83.9 101.0 1222
Reticuio (%) 24 3.3 2.8 3.2 33
WBC (x10%uL) 174.9 164.8 98.4 115.3 154.6
Differentiation of leukocyte

Neutro (%) 16.0 10.4 20.8 9.2 11.3

Lymph (%) 78.8 85.4 76.5 87.0 83.2

Eosino (%) 0.7 0.4 0.4 0.3 0.5

Baso (%) 0.6 0.6 0.5 0.4 1.3

Mono (%) 2.1 1.7 1.2 16 1.8

Luc (%) 1.7 1.4 0.8 1.5 1.8
PT (sec) 226 15.7 21.2 14.4 14.7
APTT (sec) 19.6 21.2 26.2 18.2 17.3

ss: scheduled sacrifice animal.



B10-0092
Appendix 9-9 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group One-day treatment
Dose(mg/kg/day) ‘ 200

ltems Animal No. 35 ss 36 ss 37 ss 38 ss
RBC (x10%uL) . 890 785 717 706
Hb {g/dL) 14.5 17.5 15.6 14.8
Ht (%) 458 56.0 49.4 48.5
MCV (L) 66.4 73.1 68.9 68.6
MCH (Gle)) 21.0 22.8 21.8 20.9
MCHC (g/dL) 317 31.3 316 30.5
Platelet (x10%uL) 134.2 80.6 138.4 143.2
Reticulo (%) ) 11.3 13.6 13.1 13.3
WBC (x10%L) 160.5 120.7 82.3 122.0
Differentiation of leukocyte

Neutro (%) 15.2 10.9 18.4 14.2

Lymph (%) 80.8 80.5 76.7 77.9

Eosino (%) 03 0.7 0.4 0.6

Baso (%) 1.0 2.0 0.6 1.1

Mono (%) 1.7 4.7 25 42

Luc (%) 1.0 1.4 1.4 2.0

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

B10-0092

Group Seven-day treatment
Dose(mg/kg/day) 200

ltems Animal No. 39 ss 40 ss 41 ss 42 ss
RBC e10%7uL) 683 714 809 723
Hb (g/dL}) 13.6 13.8 16.4 14.4
Ht (%) 45,1 45.1 54.2 487
MCv (L) 6.0 63.3 86.9 64.5
MCH (pg) 20.0 19.4 20.2 18.8
MCHC (g/dL) 302 307 30.2 30.8
Platelet (x10%uL) 138.2 145.3 88.7 117.2
Reticulo (%) 8.9 7.8 8.5 10.1
WBC (x10%L) 159.5 165.9 219.9 111.3
Differentiation of leukocyte

Neutro (%) 17.2 21.8 6.8 12.8

Lymph (%) 77.0 70.4 87.4 81.2

Eosine (%) 0.5 0.7 0.5 0.2

Baso (%) 1.2 1.1 1.6 0.5

Mono (%) 2.8 4.6 2.3 3.0

Luc (%) 1.4 1.7 15 2.3

ss: scheduled sacrifice animal.
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Appendix 9-11  Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

B10-0082

Group Fourteen-day treatment
Dose{mg/kg/day) 200
ltems Animal No. 43 ss 44 ss 45 ss 46 ss
RBC (x10%/L) 751 732 721 728
Hb (g/dL) 15.2 14.2 13.8 14.5
Ht (%) 49.6 461 447 47.8
MCV (L) 66.0 62.9 62.0 85.6
MCH (pg) 202 19.4 19.1 198.9
MCHC (9/dL) 307 30.9 30.8 30.4
Platelet (x10%pL) 147.4 144.4 144.8 165.1
Reticulo (%) 5.1 58 8.9 6.6
WBC (x10%/pL) 188.4 150.8 173.9 237.1
Differentiation of leukocyte
Neutro (%) 31.1 18.1 285 17.9
Lymph (%) 58.8 71.5 57.1 76.6
Eosino (%) 0.5 0.6 0.8 0.5
Baso (%) 3.0 3.5 1.4 1.2
Mono (%) 5.1 45 34 2.3
Luc (%) 1.5 1.8 8.7 1.6

ss; scheduled sacrifice animal.
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B10-0082
Appendix 8-12  Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

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

ltems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
RBC (x10%uL) 915 793 782 766 898
Hb (o/dL) 168 - 16.0 16.3 14.7 16.2
Ht - (%) 535 49.7 51.9 473 51.3
Mcv (L) 58.4 62.7 85.8 51.8 57.1
MCH _ (pg) 18.4 20.1 20.6 19.1 18.0
MCHC (g/dL) 31.5 32.1 315 31.0 316
Platelet (x10%L) 108.9 105.7 102.5 111.1 120.9
Reticulo (%) 2.3 27 27 33 1.5
WBC (x10%L) 198.3 125.1 142.0 121.2 135.5
Differentiation of leukocyte

Neutro (%) 23.0 22.3 18.2 155 252

Lymph (%) 69.8 72.2 76.5 78.6 68.0

Eosino (%) 0.5 0.2 0.5 0.6 0.3

Baso (%) 0.8 0.6 0.8 0.8 0.5

Mono (%) 35 2.8 2.8 2.6 a7

Luc (%) 24 1.8 1.3 2.4 2.3
PT (sec) 16.1 15.2 16.6 14,7 14.8
APTT (sec) 15.0 15.8 19.8 15.9 17.8

ss: scheduled sacrifice animal.



Appendix 10-1  Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Maie

B10-0082

Group One-day treatment
- Dose(mg/kg/day) 0
ltems Animal Na. 1 ss 2 ss 3 ss 4 ss
AST (un) 86 91 84 94
ALT (UIL) 27 27 27 29
ALP (IUAL) 743 1307 894 703
BUN (mg/dL) 11.4 10.8 1.2 9.2
Creafinine (mg/dL) 0.13 0.17 0.14 0.13
T-Bil (mg/dL) 0.08 0.08 0.08 0.08

ss: scheduled sacrifice animal.



Appendix 10-2  Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0082

Group Seven-day treatment
Dose(mg/kg/day) 0
ltems Animal No. 5 ss 6 ss 7 ss 8 ss
AST (UL 88 78 100 86
ALT () 37 28 27 28
ALP (IUIL) 1086 809 948 827
BUN (mgfdL) 13.6 12.0 11.5 10.7
Creatinine (mg/dL) 0.15 0.15 0.12 0.14
T-Bil (mg/dL) 0.08 0.08 0.08 0.08

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

Blood chemical data of individual animals:Male

B10-0082

Group Fourteen-day treatment
Dose(mg/kg/day) 0
ltemns Animal No. 8 ss 10 ss 11 ss 12 ss
AST (IUL) 78 B8 80 77
ALT () 27 31 21 25
ALP (IUR) 1232 1085 969 589
BUN (mg/dL) 16.2 10.1 8.3 6.8
Creatinine (mg/dL) 0.16 0.16 0.15 015
T-Bil (mg/dL) 0.07 0.04 0.07 0.04

ss: scheduled sacrifice animal.
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Appendix 10-4  Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0082

Group Twenty-eight-day treatment
Dose(mg/kg/day) 0
tems Animal Ne. 13 ss 14 ss 15 ss 16 ss 17 ss
AST (i) 72 64 38 45 47
ALT (L) 24 16 30 12 22
ALP (lunL) 763 570 461 385 481
ChE (UIL) 53 38 25 83 74
y-GTP (1) 1.1 0.6 0.6 0.5 0.3
T-Cho (mg/dL) 82 59 39 44 44
TG (mg/dL) 47 53 34 44 37
BUN (mg/dL) 116 11.0 8.0 10.4 8.4
Creatinine (mg/dL) 0.25 0.22 0.15 017 0.17
T-Protein (g/dL) 6.6 54 36 4.8 4.9
Alburnin (g/dl) 3.0 2.4 1.7 22 22
AJG ratio ¢ 0.83 0.80 0.89 0.81 0.81
Glucose (mg/dL) 168 187 119 113 96
T-Bil (mg/dL) 0.08 0.07 0.07 0.05 0.07
TBA (HmoliL) 385 13.7 451 2.8 6.5
P (mg/dL) 1.3 108 8.1 88 102
Ca (mg/dL) 11.4 10,7 8.8 9.6 9.9
Na (mEa/L) 148 147 147 147 146
K (mEa/L) 6.8 8.7 8.7 6.5 7.1
cl (mEalL) 101.0 99.1 100.1 100.1 99.3

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

Blood chemical data of individual animals:Male

B10-0082

Group One-day treatment
Dose(mg/kg/day) 40
ltems Animal No. 18 ss 18 ss 20 ss 21 ss
AST : (lun) 85 94 83 83
ALT (o) 24 28 23 31
ALP (1uiL) 564 962 25 1283
BUN (mg/dL) 12.2 9.3 12.2 1.4
Creatinine (mgrdL) 0.16 0.12 0.14 0.12
T-Bil (mg/dL) 0.06 0.07 0.08 0.08

ss: scheduled sacrifice animal.



Appendix 10-6  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

B10-0092

Group Seven-day treatment
Dose(mg/kg/day) 40
ltems Animal No. . 22 ss 23 ss 24 ss 25 ss
AST (uiL)y g2 87 g2 82
ALT (UIL) 40 30 29 30
ALP (L) 1045 955 1285 1123
BUN (mg/dL) 10.9 8.8 9.8 1.7
Creatinine (mg/dL) .11 0.11 0.15 0.15
T-Bil (mg/dL) 0.07 0.08 0.07 0.08

ss: scheduled sacrifice animal.
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Appendix 10-7  Twenty-eighi-day repeated-dose oral foxicity sfudy in rats

Blood chemical data of individual animais:Male

B10-0082

Group Fourteen-day treaiment
Dose(mg/kg/day) 40
ltems Animal No. 26 ss 27 ss 28 ss 29 ss
AST (IUL) 64 77 78 72
ALT (IU/L) 21 22 21 26
ALP (UL) 726 812 574 663
BUN (mg/dL) 8.0 9.2 7.0 9.1
Creatinine (mg/dL) 0.17 0.15 0.14 0.14
T-Bil (mg/dL) 0.05 0.08 0.08 0.03

ss: scheduled sacrifice animal.
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B10-0082
Appendix 10-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Maie

Group Twenty-eight-day treatment
Dose(mg/kg/day) 40
ltems Animal Na. 30 ss 31 ss 32 ss 33 ss 34 ss
AST (IUIL) 47 35 71 31 86
ALT (uL) 14 11 26 16 23
ALP (unL) 407 299 384 307 439
ChE aLuLj 41 3g 63 34 80
y-GTP (L) 0.4 0.4 0.2 0.1 0.6
T-Cho (mgfdL) 66 42 86 42 83
TG (mg/dL) 45 35 27 18 31
BUN (mg/dL) 9.6 11.1 10.5 104 10.1
Creatinine (mg/dL) 0.17 0.18 0.20 0.15 0.22
T-Protein (g/dL) 43 3.7 5.8 39 8.2
Albumin (grdL) 22 1.8 é.s 18 2.8
A/G ratio =) 1.05 0.95 0.80 0.86 0.82
Glucose (mg/dL) 118 128 152 %0 103
T-Bil (mg/dL) 0.06 0.05 0.08 0.07 0.04
TBA (#moliL) 315 33.1 50.1 30.6 56.6
P (mgldL) 10.4 8.2 1.8 8.8 12.4
Ca (mg/dL) 9.5 8.2 11.2 8.8 : 11.5
Na (mEglL) 150 148 148 147 144
K (mEalL) 6.6 5.8 8.3 8.5 8.0
cl {(mEq/L) 105.2 106.7 108.5 104.9 105.3

ss: scheduled sacrifice animal.
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Appendix 10-9  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

B10-0082

Group One-day treatment
Dose{mg/kg/day) 200
ltems Animal No. 35 ss 36 ss 37 ss 38 ss
AST (IUL) 133 224 82 184
ALT [(181;) 40 63 30 74
ALP (U/L) 15851 2172 1470 912
BUN (mg/dL) 11.5 14.4 11.4 14.1
Creatinine (mg/dL) 0.13 0.18 0.16 0.15
T-Bil (mg/dL) 0.10 0.18 0.12 0.13

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

Blood chemical data of individual animals:Maie

B10-0082

Group Seven-day treatment

Dose(mg/kg/day) 200
ltems Animal No, 38 ss 40 ss 41 ss 42 ss
AST (lun) 105 g7 115 102
ALT (1) 44 51 48 52
ALP (U 1230 1423 1515 1065
BUN (mg/dL) 13.4 20.8 13.8 14.8
Creatinine (mg/dL) 0.17 0.18 0.16 0.16
T-Bil (mg/dL) 0.13 0.14 Q.21 0.11
ss. scheduled sacrifice animal.
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B10-0082
Appendix 10-11  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

Group Fourieen-day treaiment
Dose(mg/kg/day) 200
ltems Animal No, 43 ss 44 ss 45 ss 46 ss
AST (IUL) 91 94 100 o3
ALT (VL) 35 41 33 39
ALP (IuL) 1056 1082 708 740
BUN (mg/dL) 12.5 15.4 9.3 11.3
Creatinine (mg/dL) 0.19 0.18 0.15 0.18
T-Bil (mg/dL) 0.10 0.08 0.13 0.08

ss: scheduled sacrifice animal.
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B10-0082
Appendix 10-12  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

Group Twenty-eight-day treatment
Dose(mg/kg/day) 200
ltems Animal No. 47 ss 48 ss 48 ss 50 ss 51 ss
AST (um) 80 78 101 91 147
ALT ) () 57 57 . 42 38 130
ALP (A 547 352 485 529 875
ChE (un) 79 73 96 72 114
Y-GTP (L) 1.1 1.8 2.7 1.6 35
T-Cho (mg/dL) 83 85 85 77 87
TG (mg/dL) 25 39 a3 36 21
BUN (mgfdL) 13.4 13.2 . 07 132 12.1
Creatinine (mg/dL) 0.28 0.27 0.21 023 0.27
T-Protein (g/dL) 5.3 4.6 5.8 6.4 6.8
Albumin (g/dL) 2.5 22 2.9 3.0 3.1
AJG ratio =) 0.88 0.82 1.00 0.88 0.82
Glucose (mg/dL) 112 112 110 110 104
T-Bil (mg/dL) 0.14 0.08 0.09 0.10 0.13
TBA (HmoliL) 74.8 70.6 27.7 62.1 92.3
1P (mg/dL) 12,0 10.8 12.8 15.9 15.5
Ca (mg/dL) 10.2 9.3 1.3 12.0 12.2
Na (mEq/L) 146 144 146 144 144
K (mEg/L) 6.6 59 6.8 7.0 74
ci (mEq/L) 1185 112.2 1132 113.3 113.7

ss: scheduled sacrifice animal.
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B10-0092
Appendix 11-1  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) 0
ltems Animal No. 1ss 2'ss 3 ss 4 ss
Liver (@ 371 418 469 459
Heart )] 0.59 0.59 0.66 0.64
Kidney(R) (g) 0.59 0.54 0.65 0.70
Kidney(L) (@) 0.59 0.51 0.61 0.65
Testis(R) (@) 0.63 0.61 0.71 0.63
Testis(L) 9 0.62 0.65 0.72 0.62
Epididymis(R) (9) 0.05 0.05 0.10 0.08
Epididymis(L) (@) 0.07 0.06 0.08 0.08
Ventral prostate (9) 0.10 0.06 0.10 0.07
Dorsolateral @ 0.07 0.05 0.07 0.06
prostate
Brain [(¢)] 1.75 1.85 1.79 1.74
Spleen (9) 0.34 0.35 0.39 0.37
Thymus (mg) 456.2 370.3 521.4 619.7
Pituitary gland (mg) 4.9 4.9 51 5.7
Thyroid (mg) 9.9 12.3 12.5 133
Adrenals (mg) 28.6 313 32.0 30.7
Finalbodyweight @ 1144 1186 =7 1me

ss: scheduled sacrifice animal.

-151-



B10-0082
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

ltems Aﬁimal No. 5 ss 6 ss 7 ss 8 ss
Liver (9) 5.53 6.15 6.18 5.91
Heart (@) 0.72 0.73 0.84 0.83
Kidney(R) @ 0.80 0.74 0.78 077
Kidney(L) ) V 0.79 0.7 0.76 078
Testis(R) @) 0.92 0.73 0.78 0.95
Testis(L) @ 0.89 073 077 0.93
Epididymis(R) (@ 0.41 010 0.10 0.12
Epididymis(L) (@ 0.11 0.10 0.09 011
Ventral prostate ()] , 0.08 0.09 0.12 0.10
Eg:t‘:tfem' (@ 0.07 | 0.07 0.08 0.10
Brain Q) 1.76 172 1.85 1.90
Spleen (9) 0.47 . 0.46 0.39 0.46
Thymus (mg) 4287 470.5 4743 481.6
Pituitary gland (mg) . 6.2 5.8 5.9 6.6
Thyroid (mg) 10.6 10.5 11.6 17.0
Adrenals (mg) . 31.6 32.6 336 39.3
Finalbody weignt (@ Ase0  1es4 4733 123

ss: scheduled sacrifice animal.
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B10-0092
Appendix 11-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

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

ltems Animal No. 9 ss 10 ss 11 ss . 12 ss
Liver (9) 7.72 6.76 8.29 7,79
Heart @ 0.91 0.87 1.01 0.87
Kidney(R) @ 0.88 0.95 1.02 1.10
Kidney(L) @ 0.88 0.99 0.98 1.07
Testis(R) (9) 1.19 1.15 1.23 1.22
Testis(L) (@ 1.14 1.18 1.21 1.20
Epididymis(R) (@) 0.15 0.14 0.14 0.16
Epididymis(L) (@) 0.15 0.14 0.16 0.17
Ventrat prostate (@ 0.16 0.20 0.16 0.20
Er‘;i‘;‘fe‘era' ) 0.18 0.13 0.15 0.15
Brain (@) 1.85 1.5 2.01 1.83
Spleen ) 0.61 0.60 0.57 0.62
Thymus (mg) 625.6 903.8 592.5 585.2
Pituitary gland (mg) 7.7 7.4 L 92 8.3
Thyroid (mg) 11.5 10.2 15.1 12.9
Adrenals (mg) 38.8 36.1 44.2 41.5
Finalbody weignt (@ 2168 2183 2385 2285

ss: scheduled sacrifice animal.
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B10-0092
Appendix 114  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment

Dose (mgikg/day) 0
ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
Liver (9) 9.72 9.27 10.49 11.70 10.87
Heart (@) 1.16 1145 1.25 ) 1.38 1.28
Kidney(R) (9 1.11 1.23 1.24 1.42 1.44
Kidney(L) (@ 1.13 1.21 1.26 1.38 1.38
Testis(R) @ 1.52 1.49 1.65 172 1.50
Testis(L) (@) 1.49 1.48 1.59 1.75 1.45
Epididymis(R) (@ 0.32 0.32 0.36 0.32 0.36
Epididymis(L) (9) 0.34 0.33 0.34 0.31 0.34
Ventral prostate (9) 0.34 0.37 0.50 0.29 0.37
Dorsolateral © 0.30 0.35 0.34 0.23 0.31
prostate
Seminal vesicle (9) 0.83 1.18 .1.01 0.91 0.91
Brain (9) 1.92 1.88 2.00 1.95 1.94
Spleen (@ 0.53 0.56 oo 0.78 0.79
Thymus {mg) 5337 521.3 835.2 515.5 634.8
Pituitary gland (mg) 10.0 9.1 11.0 11.5 11.1
Thyroid (mg) 127 11.4 16.1 10.5 16.3
Adrenals (mg) 50.4 39.2 46.0 63.4 47.8
Fmalbodyweignt @ ewzs  swe  sees  sme a0

ss: scheduled sacrifice animal.
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B10-0082
Appendix 11-5  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) 40

ltems Animal No. 18 s 19 ss 20 ss 21 s5
Liver (@ 417 443 4.26 461
Heart @ 0.59 0.64 0.58 0.62
Kidney(R) (9) 0.63 0.67 0.54 0.63
Kidney(L) (9 0.6 0.66 0.55 0.63
Testis(R) (9) 0.55 0.64 0.69 0.58
Testis(L) @ 0.56 0.62 0.67 0.57
Epididymis(R) ()] 0.04 0.07 0.07 v 0.07
Epididymis(t) (@) 0.06 0.08 0.08 0.07
Ventral prostate (9) 0.07 0.09 0.06 0.10
E;r:g::era' @ 0.05 0.06 0.05 0.09
Brain (9) 1.79 1.69 1.68 1.68
Spleen (9) Q.35 0.39 0.37 0.43
Thymus (mg) 482.9 419.0 388.7 524.3
Pituitary gland (mg) 4.4 53 - 53 3.6
Thyroid (mg) 9.1 111 9.6 12.3
Adrenals (mg) 26.1 30.4 30.0 25.1
Tldwant @ ama L ame . azmo o ass

* ss: scheduled sacrifice animal.

-155-



B10-0092
Appendix 11-6  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) 40

ltems Animal No, . 22 ss 23 ss 24 ss 25 ss
Liver (@ 5.02 6.07 6.72 5.83
Heart (@) 0.78 0.88 0.88 0.83
Kidney(R) (@ 0.79 0.87 0.78 0.79
Kidney(L) (@) 0.77 0.93 075 0.74
Testis(R) @ 079 1.29 1.0 oo
Testis(L) (9) 0.81 1.02 1.00 0.94
Epididymis(R) )} 0.08 0.11 0.09 0.08
Epididymis(L) (@) 0.09 0.12 0.10 0.09
Ventral prostate (@) 0.08 0.12 0.14 0.07
Eg;‘:gera' (@) 0.05 0.13 0.11 0.07
Brain () 1.68 1.95 1.81 1.86
Spleen (@) 0.42 0.44 0.58 0.32
Thymus (mg) 487.1 590.6 730.4 514.0
Pituitary gland (mg) 5.1 . 7.3 6.7 5.8
Thyroid (mg) 15.1 15.9 14,6 13.9
Adrenals (mg) 322 35.3 325 338
Tralbodyweignt @ st arta s s

ss: scheduled sacrifice animal.
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B10-0082
Appendix 11-7  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Fourteen-day treatment
Dose (mg/kg/day) 40

ltems Animal No. 26 ss 27 ss 28 ss 29 ss
Liver (9) 7.75 6.87 8.41 9.71
Heart (9) 0.94 0.89 1.00 0.95
Kidney(R) (9) 1.04 0.82 0.99 1.09
Kidney(L) (9) 0.97 0.85 1.02 112
Testis(R) (9) 1.34 1.12 1.20 1.14
Testis(L) ()] 1.34 1.10 1.28 1.13
Epididymis(R) (9) 0.15 0.16 0.14 0.17
Epididymis(L) Q) 0.15 0.16 0.16 0.18
Ventral prostate 9) 0.18 0.16 0.16 0.22
;)ro;sstoalta;eral (@ ‘ 0.1 0.14 0.15 0.17
Brain ()] 1.85 1.78 1.88 1.81
Spleen (g) 0.55 0.45 0.70 0.79
Thymus (mg) 592.5 3827 683.9 696.7
Pituitary gland (mg) 6.8 6.7 - 87 . 7.9
Thyroid {mg) 17.9 11.8 16.5 20.9
Adrenals (mg) 452 37.5 487 39.9
Fralbodyweight @ 2180 awo o zta 24

ss: scheduled sacrifice animal.
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B10-0092
Appendix 11-8  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose {mg/kg/day) 40

ltems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
Liver (g) 9.17 11.95 10.04 10.56 12.34
Heart (@ 1.12 1.08 1.4 112 1.36
Kidney(R) Q) 1.20 1.15 1.16 112 1.33
Kidney(L) (9 1.14 1.14 1.21 1.08 1.26
Testis(R) (9) 1.60 1.52 1.35 1.49 1.63
Testis(L) @ 1.63 1.48 1.35 1.46 1.61
Epididymis(R) @ 0.35 0.37 0.30 ] 0.35 0.36
Epididymis(L)' (@) 0.35 0.36 0.28 0.34 0.36
Ventral prostate (a) 0.32 . 0.20 0.21 0.37 0.39
gg:gfetera' @ 0.32 0.23 0.29 0.36 0.30
Seminal vesicle (g) 1.00 0.58 0.57 0.74 0.93
Brain (9) 198 1.93 1.75 1.95 2.01
Spleen (@ 0.67 0.73 " 0.68 0.50 0.83
Thymus {mg) 558.9 622.5 480.4 7257 792.9
Pituitary gland (mg) ' 9.1 9.3 8.3 9.7 9.9
Thyroid (mg) 17.8 15.4 ' 15.7 21.5 18.0
Adrenals (mg) 47.2 56.0 473 55.4 63.3
Finalbody weight @) 8022 s soss . sas  @ee1

ss: scheduled sacrifice animal.

- 158 -



B10-0082
Appendix 11-9  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) . 200

ltems Animal No. 35 ss 36 ss 37 ss 38 ss
Liver (9) 4.68 4.37 4.68 5147
Heart (@) 0.57 0.60 0.58 0.64
Kidney(R) (9) 0.70 0.65 0.62 0.61
Kidney(L) (9) 0.69 0.69 0.63 0.61
Testis(R) (@) 0.54 0.61 0.58 0.64
Testis(L) Q) 0.57 0.65 0.57 0.67
Epididymis(R) (a) 0.06 0.07 0.07 0.08
Epididymis(L) ()] 0.06 0.05 0.07 ) 0.07
Ventral prostate (9) 0.07 0.04 0.08 0.11
E;r:t‘:gera' (@ 0.0 0.06 0.05 0.06
Brain (9) 1.67 1.66 1.68 174
Spleen (9) 0.35 0.36 0.34 0.41
Thymus (mg) 375.7 429.0 504.6 561.9
Pituitary gland (mg) 5.0 57 57 5.1
Thyroid (mg) 14.8 10.5 10.3 17.7
Adrenals (mg) 29.6 26.3 30.3 28.3
T T T T TR T T T TRy T T T T e T T T T

ss: scheduled sacrifice animal.
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B10-0092
Appendix 11-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Seven-day treatment

Dose (mg/kg/day) 200
ltems Animal No. 39 ss 40 ss 41 ss 42 ss
Liver (@) 6.21 6.71 6.07 7.64
Heart (Q) 0.62 0.73 0.71 0.72
Kidney(R) ()] A 0.75 0.71 0.80 0.85
Kidney(L) . (9) 072 0.69 0.79 0.81
Testis(R) (@) 0.82 0.88 0.81 077
Testis(L) (9) 0.81 0.87 0.80 0.74
Epididymis(R) [(¢)] 0.08 0.08 0.09 0.10
Epididymis(L) (g) 0.08 0.10 0.08 0.08
Ventral prostate (9) 0.08 0.07 0.07 0.10
Dorsolateral @ 0.05 0.06 0.04 0.07
prostate
Brain @ 1.77 1.69 1.80 174
Spleen (g) 0.40 0.49 0.34 0.44
Thymus (mg) 263.4 297.2 466.5 448.7
Pituitary gland (mg) : 5.6 4.9 ' 4.6 : 5.8
Thyroid (mg) 11.2 14.9 14.1 16.9
Adrenals (mg) 423 29.9 36.7 32.8
Finalbody weight (@ dae2 stz s24  1es4

ss: scheduled sacrifice animal.
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B10-0092
Appendix 11-11  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Fourteen-day freatment
Dose (mg/kg/day) 200

ltems Animal No. 43 ss 44 ss 45 ss 46 ss
Liver Q) 7.88 9.37 9.13 9.34
Heart (@) 0.84 0.87 0.89 0.79
Kidney(R) (g) 0.82 ’ 0.98 1.09 0.93
Kidney(L) (@) 0.92 0.91 1.04 0.93
Testis(R) (g9) 1.14 1.20 147 1.22
Testis(L) @ 1.14 1.20 1.47 1.29
Epididymis(R) (9) 0.16 0.18 0.18 0.17
Epididymis(L) (@ 0.17 0.16 0.16 0.15
Ventral prostate (9) 0.14 0.18 0.17 0.11
Sg;‘:f:era' @ 0.10 0.21 0.16 0.15
Brain (9 1.89 1.89 1.85 1.87
Spleen (g) 0.56 0.65 0.69 0.55
Thymus (mg) 558.5 493 .4 870.2 654.1
Pituitary gland (mg) 6.1 6.9 7.6 7.2
Thyroid {mg) 11.9 14.1 20.3 17.4
Adrenais (mg) 38.9 394 38.1 35.2
Finalbodyweignt @ tes4 2022 2002 2084

ss: scheduled sacrifice animal.
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B10-0092
Appendix 11-12  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 200
ltems Animal No. 47 ss 48 ss 49 ss 50.ss 51 ss
Liver (@ 8.12 12.82 10.33 11.26 11.37
Heart (@) 0.79 1.12 0.97 0.99 1.00
Kidney(R) (@ 0.94 1.22 1.37 163 1.26
Kidney(L) (@ 0.95 1.23 1.40 151 119
Testis(R) (Q) 1.31 1.42 142 1.45 1.60
Testis(L) (@ 143 1.45 1.36 143 1.61
Epididymis(R) (9) Q.27 0.31 0.30 0.34 0.34
Epididymis(L) (@) 0.26 0.31 0.30 0.32 0.35
Ventral prostate (9) 0.16 0.24 0.23 0.20 0.18
Dorsolateral © 0.18 0.19 0.23 0.21 0.14
prostate
Seminal vesicle (9) 0.35 0.52 0.45 0.53 0.23
Brain (g) 1.97 1.85 1.67 1.93 1.85
Spleen (g) 0.48 0.55 0.59 0.51 0.64
Thymus (mg) 487.3 565.2 5687 603.8 576.7
Pituitary gland (mg) 65 72 8.4 85 6.8
Thyroid (mg) 14.4 21.5 19.3 18.9 20.5
Adrenals (mg) : 47.8 58.2 58.9 53.9 495
Finalbodyweight @ 2183 w04 z:00 2 281

ss: scheduled sacrifice animal.
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Appendix 12-1

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

Relative organ weights of individual animals:Male

B10-0082

Group One-day treatment
Dose (mglkg/day) 0

lterns Animal No. 1 ss 2 ss 3 ss 4 ss
Liver (g/100g) 3.24 3.52 3.79 3.56
Heart (9/100g) 0.52 0.50 0.53 0.50
Kidney(R) (g/100g) 0.52 0.46 0.53 0.54
Kidney{L) (9/100g) 0.52 0.43 0.49 0.50
Testis(R) (g/100g) 0.55 0.51 0.57 0.49
Testis(L) (g/100g) 0.54 055 0.58 0.48
Epididymis(R) (g/100g) 0.04 0.04 0.08 0.06
Epididymis(L) (g/100g) 0.06 0.05 0.06 0.06
Ventral prostate (g/100g) 0.09 0.05 0.08 0.05
Eg:gta;era' (g/100g) 0.06 0.04 0.06 0.05
Brain (g/100g) 1.53 1.64 1.45 1.35
Spleen (9/100g) 0.30 0.30 0.32 0.29
Thymus (mg/100q) 398.8 312.2 421.5 480.8
Pituitary gland (mg/100g) 4.3 4.1 4.1 4.4
Thyroid (mg/100g) 8.7 10.4 10.1 16.3
Adrenals (mg/100g) 25.0 26.4 259 23.8
Finalbodyweignt @ 144 1es A7 1me

ss: scheduled sacrifice animal.
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B10-0082
Appendix 12-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animais:Male

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

liems Animal No. 5 ss 6 ss 7 ss 8 ss
Liver (g/100g) 3.54 3.65 357 3.43
Heart (g/100g) 0.46 0.43 0.48 0.48
Kidney(R) (a/100g) 0.51 0.44 0.45 0.45
Kidney(L) (9/100g) 0.51 0.46 0.44 0.45
Testis(R) (g/100g) 0.59 0.43 0.45 0.55
Testis(L) (g/100g) 0.57 0.43 0.44 0.54
Epididymis(R) (g/100g) 0.07 © 006 0.06 0.07
Epididymis(L) (g/100g) 0.07 0.06 0.05 0.06
Ventral prostate (a/100g) 0.06 0.05 0.07 0.06
:;':t‘;‘gera‘ (a/100g) 0.04 0.04 0.05 0.06
Brain (g/100g) 1.13 1.02 1.07 1.10
Spleen (a/100g) 0.30 0.27 0.23 0.27
Thymus (mg/100g) 274.8 279.4 273.7 279.5
Pituitary gland (mg/100g) 4.0 3.4 3.4 3.8
Thyroid (mg/100g) 6.8 6.2 6.7 9.9
Adrenals (mg/100g) 20.3 19.4 19.4 22.8
Final body weight - @ 40 1es4 . A73s 728

ss: scheduled sacrifice animal.
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B10-0082
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. 9 ss 10 ss 11 ss 12 ss
Liver (g/100g) 3.56 3.10 3.48 3.49
Heart (g/100g) 0.42 0.40 0.42 0.43
Kidney(R) (g/100g) 0.41 0.44 0.43 0.49
Kidney(L) (g/100g) 0.41 0.45 0.41 0.48
Testis(R) (g/100g) 0.55 0.53 0.52 0.55
Testis(L) (a7100g) 0.53 0.54 0.51 0.54
Epididymis(R) (g/100g) 0.07 0.06 0.06 0.07
Epididymis(L) (g/100g) 0.07 0.06 0.07 0.08
Ventral prostate (9/100g) 0.07 0.09 0.07 0.08
gr";:t"a'taete’a' (g/100g) 008 0.06 0.06 0.07
Brain (g/100g) 0.85 0.89 0.84 0.86
Spleen (g/100g) 0.28 0.27 0.24 0.28
Thymus (mg/100g) 288.4 414.0 248.4 261.8
Pituitary gland (mg/100g) 3.6 3.4 : 3.9 - 3.7
Thyroid (mgr100g) 53 47 6.3 58
Adrenals (mg/100g) 17.9 16.5 18.5 18.6
Finaloody weight @ 2188 23 25 235

ss: scheduled sacrifice animal.
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B10-0082
Appendix 12-4  Twenty-eight-day repeated-dose oratl toxicity study in rats
Relative organ weights of individua!l animals:Male

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

ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
Liver (g/100g) - a 2.95 3.21 3.26 3.15
Heart (9/100g) 0.38 0.37 0.38 0.38 0.37
Kidney(R) (9/100g) ‘ 0.37 0.39 0.38 0.39 0.42
Kidney(L) (g/100g) 0.37 0.39 0.39 0.38 0.40
Testis(R) (g/100g) 0.50 0.47 0.51 0.48 0.43
Testis(L) (9/100g) 0.49 0.47 0.49 0.49 0.42
Epididymis(R) (g/100g) 0.11 0.10 0.11 0.09 0.10
Epididymis(L) (gr100g) 0.11 0.11 0.10 0.09 0.10
Ventral prostate (9/100g) 0.11 0.12 0.15 0.08 0.11
g;':t‘:ge'a' (g/100g) 0.10 0.11 0.10 0.06 0.09
Seminal vesicle (g/100g) 0.27 0.38 0.31 0.25 0.26
Brain (9/100g) 0.63 0.60 0.61 0.54 0.56
Spleen (g/100g) 0.17 0.18 0.21 0.22. 0.23
Thymus {mg/100g) 176.2 166.1 255.8 143.4 184.0
Pituitary gland {mg/100g) 3.3 2.9 3.4 3.2 32
Thyroid (mg/100g) 42 3.6 4.9 29 47
Adrenals (mg/100g) 16.6 12.5 14.1 17.6 13.9
Finalbody weight (@) 3028 8138 s sses  a450

ss: scheduled sacrifice animal.
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B10-0082
Appendix 12-5  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group One-day freatment
Dose (mg/kg/day) 40

ltems Animal No. 18 ss 19 ss 20 ss 21 ss
Liver (g/100g) 3.62 3.60 3.52 3.68
Heart (9/100g) 0.51 0.52 0.48 0.49
Kidney(R) (g/100g) 0.55 0.55 0.45 0.50
Kidney(L) (9/100g) 0.53 0.54 045 0.50
Testis(R) (9/100g) 0.48 0.52 0.57 0.46
Testis(L) (g/100g) 0.49 0.50 0.55 0.45
Epididymis(R) (9/100g) 0.03 0.06 0.06 0.06
Epididymis(L) (g/100g) 0.05 0.07 0.07 0.06
Ventral prostate (g/100g) " 0.06 0.07 0.05 0.08
E;fgf;em‘ {a/100g) 0.04 0.05 0.04 0.07
Brain (9/100g) 1.56 1.38 1.39 1.34
Spleen (g/100g) 0.30 0.32 0.31 0.34
Thymus (mg#100g) 419.5 ‘ 340.9 321.2 418.4
Pituitary gland (mg/100g) 3.8 4.3 - 4.4 29
Thyroid - (mg/100g) 7.9 8.0 7.9 9.8
Adrenals (mg/100g) 227 247 248 20.0
Finalbodyweight @ 484 1228 Azt0 23

ss; scheduled sacrifice animal.
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B10-0092
Appendix 12-6  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) 40

ltems Animal No. 22 ss 23 ss 24 ss 25 ss
Liver (g/100g) 374 3.54 3.76 3.40
Heart (g/100g) 0.49 0.51 0.49 ' 0.48
Kidney(R) (9/100g) 0.50 0.51 0.44 0.46
Kidney(L) (g/100g) 0.49 0.54 0.42 0.43
Testis(R) (g/100g) 0.50 0.75 0.58 0.53
Testis(L) (g/100g) 0.51 0.60 0.56 0.55
Epididymis(R) (g/100g) 0.05 0.06 0.05 0.05
Epididymis(L) (g/100g) - 0.06 0.07 0.06 0.05
Ventral prostate ~ (g/100g) 0.05 0.07 " cos 0.04
E:;:t‘:f‘e‘e'a‘ (g/100g) 0.03 0.08 0.06 0.04
Brain (g/100g) 1.06 1.14 1.01 1.08
Spleen (g/100g) 0.27 0.26 0.32 0.19
Thymus (mg/100g) 308.1 344.6 409.0 299.7
Pituitary gland {mg/100g) 3.2 4.3 3.8 3.4
Thyroid (mg/100g) 9.6 9.3 8.2 8.1
Adrenals {mg/100g) 20.4 20.6 18.2 18.7
Finalbody weignt @ 1881 174 478s s

ss: scheduled sacrifice animal.
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B10-0082
Appendix 12-7  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) 40

Items Animal No. 26 ss 27 ss 28 ss 29 ss
Liver (9/100g) 3.54 3.49 3.64 407
Heart (g/100g) 0.43 0.45 0.43 0.40
Kidney(R) (g/100g) 0.47 0.42 0.43 0.46
Kidney(L) (9/100g) 0.44 0.43 0.44 0.47
Testis(R) (g/100g) 0.61 0.57 0.52 0.48
Testis(L) (g/100g) 0.61 0.56 0.55 0.47
Epididymis(R) (9/100g) 0.07 0.08 0.06 0.07
Epididymis(L) (9/100g) 0.07 0.08 0.07 0.08
Ventral prostate (a/1000) 0.08 0.08 0.07 0.09
E;r:t‘:geral {0/100g) 0.05 0.07 0.0 0.07
Brain (g/100g) 0.84 0.90 0.81 0.76
Spleen (gM00g) 0.25 0.23 0.30 © 033
Thymus (mg/100g) 270.5 194.3 295.9 292.2
Pituitary gland {mg/100g) 3.1 3.4 3.8 33
Thyroid (mg/100g) 8.2 6.0 7.1 8.8
Adrenals (mg/100g) 206 19.0 211 16.7
Finalbody weight (@ 2180 ero . zatd4 zma

ss: scheduled sacrifice animal.
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B10-0092
Appendix 12-8  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 40
ltems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
Liver (g/100g) 3.03 3.43 3.25 3.36 3.34
Heart (g/100g) 0.37 0.31 0.37 0.36 0.37
Kidney(R) (g/100g) 0.40 0.33 0.38 0.36 0.36
Kidney(L) (g9/100g) 0.38 0.33 0.39 0.34 0.34
Testis(R) (g/100g) 0.53 0.44 0.44 0.47 0.44
Testis(L) (9/100g) 0.54 0.42 0.44 0.46 0.44
Epididymis(R) (g/100g) 0.12 0.1 0.10 0.11 0.10
Epididymis(L) (g/100g) 0.12 0.10 0.09 0.11 0.10
Ventral prostate (9/100g) 0.11 0.06 0.07 0.12 0.1
E;’:t‘:taetera' (g/100g) 0.11 0.07 0.09 0.11 0.08
Seminal vesicle (g/100g) 0.33 0.17 0.18 0.24 0.25
Brain (g/100g) 0.64 0.55 0.57 0.62 0.54
Spleen (g7100g) 0.22 0.21 0.22 0.16 0.22
Thymus (mg/100g) 184.9 178.6 156.5 230.7 214.8
Pituitary gland (mg/100g) 3.0 27 27 3.1 2.7
Thyroid {mg/100g) 5.9 4.4 5.1 6.8 4.9
Adrenals - (mg/100g) 156.6 16.1 156.3 17.6 171
Finalbody weight (@ 3022 sass5 soss  w4e  asedi
ss: scheduled sacrifice animal.
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B10-0092
Appendix 12-9  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group One-day treatment
Dose (mg/kg/day) 200

ltems Animal No. 35 ss 36 ss 37 ss 38 ss
Liver (g/100g) 3.91 3.64 3.92 4.20
Heart (g/100g) 0.48 0.50 0.49 0.52
Kidney(R) (a/100g) 0.58 0.54 0.52 0.50
Kidney(L) (g/100g) 0.58 0.57 0.53 0.50
Testis(R) (g/100g) 0.45 0.51 0.49 0.52
Testis(L) (g/100g) 0.48 0.54 0.48 0.54
Epididymis(R) (g/100g) 0.05 0.06 0.06 0.06
Epididymis(L) (g/100g) 0.05 0.04 0.06 0.06
Ventral prostate (g/100g) 0.06 0.03 0.07 0.09
';r‘c’::t";?etm' (g/100g) 0.05 0.05 0.04 0.05
Brain (9/100g) 1.39 1.38 1.41 141
Spleen (g/100g) 0.29 0.30 0.28 0.33
Thymus (mg/100g) 313.6 3572 4223 4565
Pituitary gland (mg/100g) 42 47 4.8 4.1
Thyroid (mg/100g) 12.4 B.7 8.6 14.4
Adrenals {mg/100g) 247 21.9 25.4 23.0
Finalbody weight (@) 18 201 1es 1z

ss: scheduled sacrifice animal.

- 171 -



B10-0092
Appendix 12-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Seven-day treatment
Dose (mg/kg/day) 200

ltems Animal No. 39 ss 40 ss 41 ss 42 ss
Liver (g/100g) 4.25 4.42 3.99 4.54
Heart (g/100g) 0.42 0.48 0.47 0.43
Kidney(R) (g/100g) 0.51 0.47 0.53 0.50
Kidney(L) (g/100g) 0.49 0.45 0.52 0.48
Testis(R) (g/100g) 0.56 0.58 0.53 0.46
Testis(L) (9/100g) 0.55 0.57 0.53 0.44
Epididymis(R) - {g/100g) 0.05 0.06 0.06 0.06
Epididymis(L) (g/100g) 0.05 0.07 0.05 0.05
Ventral prostate (g/100g) 0.05 0.05 0.05 0.086
Eg:;‘gem' (9/100q) 0.03 0.04 0.03 0.04
Brain (g/100g) 1.21 1.11 1.18 1.03
Spleen . (9/100g) 0.27 0.32 0.22 0.26
Thymus (mg/100g) 180.2 195.9 306.7 266.4
Pituitary gland (mg/100g) 3.8 3.2 3.0 3.4
Thyroid (mg/100g) 7.7 9.8 9.3 10.0
Adrenals (mg/100g) 28.9 19.7 241 18.5
Final body weight (@ %z 817 asz4 . tesa

ss: scheduled sacrifice animal.
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B10-0092
Appendix 12-11  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Fourteen-day treatment
Dose (mglkg/day) 200

ltems Animal No. 43 ss 44 ss 45 ss 46 ss
Liver (g/100g) 416 4.63 4.36 4.49
Heart (g9/100g) 0.44 0.43 0.43 0.38
Kidney(R) (g/100g) 0.49 0.48 0.52 0.45
Kidney(L) (g/100g) 0.49 0.45 0.50 0.45
Testis(R) (9/100g) 0.60 0.59 0.56 0.59
Testis(L) (9/100g) 0.60 0.59 0.56 0.62
Epididymis(R) (g9/100g) 0.08 0.08 0.09 0.08
Epididymis(L) (g/100g) 0.09 0.08 0.08 0.07
Ventral prostate (9/100g) 0.07 0.09 0.08 0.05
gg:gf:era] (g/100g) 0.05 0.10 0.08 0.07
Brain (9/100g) 1.00 0.93 0.88 - 0.90
Spleen (9/100g) 0.30 0.32 0.33 0.26
Thymus (mg/100g) 294.9 2440 320.4 314.3
Pituitary gland (mg/100g) 3.2 ‘3.4 3.6 3.5
Thyroid (mg/100g) 6.3 7.0 9.7 8.4
Adrenals (mg/100g) 20.5 19.5 18.2 16.9
Finalbodyweight (@ 1854 2022 202 21

ss: scheduled sacrifice animal.
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B10-0092
Appendix 12-12 Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mglkg/day) 200

ltems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
Liver (9/100g) 3.72 413 3.56 3.99 4.02
Heart (g/00g) 0.36 0.36 0.33 0.35 0.35
Kidney(R) (g/100g) 0.43 0.39 0.47 0.58 0.45
Kidney(L) (g/100g) 0.44 0.40 0.48 0.54 0.42
Testis(R) (9/100g) 0.60 l 0.46 0.49 0.51 0.57
Testis(L) (g/100g) 0.66 0.47 0.47 0.51 0.57
Epididymis(R) (g9/100g) 0.12 0.10 0.10 0.12 0.12
Epididymis(L) (g/100g) 0.12 0.10 0.10 0.11 0.12
Ventral prostate (g/100g) 0.07 0.08 0.08 . 0.07 0.06
Erc(’)r:t‘:ta;era' {g/100g) 0.08 0.06 0.08 0.07 0.0
Seminal vesicle (9/100g) 0.16 0.17 0.16 0.19 0.08
Brain (g/100g) 0.90 0.60 0.58 0.68 0.65
Spleen (g/100g) 0.22 . 0.18 0.20 0.18 0.23
Thymus (mg/100g) 2232 182.1 196.1 214.0 . 203.7
Pituitary gland (mg/100g) 3.0 23 2.9 3.0 24
Thyroid {mg/100g) 6.6 6.9 6.7 6.7 7.2
Adrenals (mg/100g) 21.8 18.8 20.3 19.1 17.5
Finalbody weight (@) 2183 si04 200 o mme s

ss: scheduled sacrifice animal.
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B10-0092

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

Pathological findings of individual animals: One-day freatment

Sex (mg?és,zay) Am?a' Fate  Maocroscopic findings Histopathological findings®
1 ss No abnormalities detected Kidney
Cyst/Subcapsule +
0 2 ss No abnormalities detected No abnormalities detected
3 ss No abnormalities detected No abnormalities detected
4 ss No abnormalities detected No abnormalities detected
18 ss No abnormailities detected No abnormalities detected
19 ss Pituitary gland No abnormalities detected
40 Cyst (¢ 1 mm) Pituitary gland
Not examined
Male 20 ss No abnormalities detected No abnormalities detected
21 ss No abnormalities detected No abnormalities detected
35 ss No abnormalities detected Liver
Hypertrophy/Hepatocyte/Periportal +
36 ss Kidney Liver
Cyst (left, multiple, ¢ 1-3 mm) Necrosis/Hepatocyte/Multifocal +
200 Kidney
Cyst/Multiple ++

37 ss No abnormalities detected No abnormalities detected
38 ss No abnormalities detected Liver
Hypertrophy/Hepatocyte/Periportal +

a) Organs/tissues examined as follows for the 0 and 200 mg/kg/day groups: liver, kidney, testis, ventral prostate,
dorsolateral prostate, bone marrow, spleen and thymus.

Organs/tissues examined as follows for the 40 mg/kg/day group: liver.
ss, scheduled sacrifice animal.
+, slight; ++, moderate.
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Appendix 13-2 Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0092

Pathological findings of individual animals: Seven-day treatment

Sex Dose

(mg/kg/day)

Animal
No.

Fate

Macroscopic findings

Histopathological findings®

5

SS

No abnormalities detected

No abnormalities detected

8

SS

No abnormalities detected

No abnormalities detected

5

SS

No abnormalities detected

No abnormalities detected

8

SS

No abnormailities detected

No abnormalities detected

40

22

SS

No abnormailities detected

No abnormalities detected

23

Ss

Testis
Enlargement (right)

Testis
Dilatation/Seminiferous tubule ++

24

SS

No abnormalities detected

Kidney
Scar/Focal +

25

Ss

No abnormalities detected

No abnormalities detected

Male

200

39

ss

Liver
Enlargement

Liver
Degeneration, fatty/Hepatocyte/
Centrilobular +
Hypertrophy/Hepatocyte/
Centrilobular +
Single cell necrosis/Hepatocyte +

40

SS

Liver
Enlargement

Liver
Degeneration, fatty/Hepatocyte/
Centrilobular £
Hypertrophy/Hepatocyte/
Centrilobular ++
Necrosis/Hepatocyte/Focal +
Single cell necrosis/Hepatocyte +
Kidney
Vacuolization, cytoplasmic/
Proximal tubule +

41

ss No abnormalities detected

.. Liver

Degeneration, fatty/Hepatocyte/

Centrilobular +

Hypertrophy/Hepatocyte/

Centrilobular ++

Single cell necrosis/Hepatocyte +
Kidney

Vacuolization, cytoplasmic/

Proximal tubule

42

Ss

Liver
Enlargement

Liver
Degeneration, fatty/Hepatocyte/
Centrilobular +
Hypertrophy/Hepatocyte/
Centrilobular +
Single cell necrosis/Hepatocyte +
Kidney
Vacuolization, cytoplasmic/
Proximal tubule

a) Organs/tissues examined as follows for the 0 and 200 mg/kg/day groups: liver, kidney, testis, ventral prostate,
dorsolateral prostate, bone marrow, spieen and thymus.

Organs/tissues examined as follows for the 40 mg/kg/day group: liver, kidney and macroscopic lesion.

ss, scheduled sacrifice animal.
+, very slight; +, slight; ++, moderate.
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Appendix 13-3 Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0092

Pathological findings of individual animals: Fourteen-day treatment

Sex (mgt,)f;zay) A?\;Zal Fate Macroscopic findings Histopathological findings®
9 ss No abnormalities detected No abnormalities detected
10 ss No abnormalities detected No abnormalities detected
0 11 ss No abnormalities detected No abnomalities detected
12 ss Thoracic and abdominal cavity No abnormalities detected
Visceral inversion
28 ss No abnormalities detected No abnormalities detected
27 ss Pituitrygind No abnormalities detected
40 Cyst (¢ 1 mm) Pituitary gland
Not examined
28 ss No abnormalities detected No abnormalities detected
29 ss No abnormazlities detected No abnormalities detected
43 ss No abnormalities detected Liver
Degeneration, fatty/Hepatocyte/
Centrilobular +
Hypertrophy/Hepatocyte/
Centrilobular +
Single cell necrosis/Hepatocyte +
44 ss Liver Liver
Enlargement Degeneration, fatty/Hepatocyte/
Male Centrilobular £
Hypertrophy/Hepatocyte/
Centrilobular +
Microgranuloma +
Necrosis/Hepatocyte/Multifocal +
Single cell necrosis/Hepatocyte +
200 45 ss Liver Liver
Enlargement Degeneration, fatty/Hepatocyte/
Centrilobular =
Hypertrophy/Hepatocyte/
Centrilobutar +
Single cell necrosis/Hepatocyte +
Kidney
Vacuolization, cytoplasmic/
Proximal tubule +
46 ss Liver

Enlargement

Liver

Degeneration, fatty/Hepatocyte/
Centrilobular £
Hypertrophy/Hepatocyte/
Centrilobular +

Single cell necrosis/Hepatocyte +

a) Organs/tissues examined as follows for the 0 and 200 mg/kg/day groups: liver, kidney, testis, ventral prostate,
dorsolateral prostate, bone marrow, spleen and thymus.

Organs/tissues examined as follows for the 40 mg/kg/day group: liver and 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

B10-0092

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

Dose

Animal

Sex (ma/kg/day)  No. Fate Macroscopic findings Histopathological findings®
13 ss No abnormalities detected No abnormalities detected
14 ss No abnormalities detected Liver
0 Necrosis/Hepatocyte/Focal +
15 ss No abnormalities detected No abnormalities detected
16 ss No abnormalities detected No abnormalities detected
17 ss No abnormalities detected No abnormalities detected
30 ss No abnormalities detected Kidney
Cyst/Subcapsule +
31 ss No abnormalities detected No abnormalities detected
40 32 ss No abnormalities detected Liver
Necrosis/Hepatocyte/Focal +
33 ss No abnormalities detected Kidney
Cyst/Subcapsule +
34 ss No abnormalities detected No abnormalities detected
47 ss Liver Liver
Enlargement Degeneration, fatty/Hepatocyte/
Centrilobular ++
Male .
Microgranuloma +
Single cell necrosis/Hepatocyte ++
Kidney
Degeneration, vacuolar/
Proximal tubule ++
Pyknosis/Proximal tubule ++
200 Regeneration/Proximal tubule +
48 ss Liver Liver
Enlargement Degeneration, fatty/Hepatocyte/

Centrilobular +

Microgranuloma +

Single cell necrosis/Hepatocyte +
Kidney

Degeneration, vacuolar/

Proximal tubule ++

Pyknosis/Proximal tubule +

Regeneration/Proximal tubule +

a) Organsltissues examined as follows for the 0 and 200 mg/kg/day groups: trachea, lungs, submandibular gland,
forestomach, glandutar 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 40 mg/kg/day group: liver and kidney.

ss, scheduled sacrifice animal.
+, slight; ++, moderate.
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Appendix 13-5 Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0092

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

Dose Animal

Sex (ma/kaiday)  No. Fate Macroscopic findings Histopathological findings®
49 ss Liver Liver
Enlargement Degeneration, fatty/Hepatocyte/
Centrilobular +
Microgranuloma +
Single cell necrosis/Hepatocyte +
Kidney
Degeneration, vacuolar/
Proximal tubule
Regeneration/Proximal tubule +
50 ss Liver Liver
Enlargement Degeneration, fatty/Hepatocyte/
Kidney Centrilobutar +
Enlargement (bilateral) Microgranuloma +
Male 200

Single cell necrosis/Hepatocyte ++
Kidney

Degeneration, vacuolar/

Proximal tubule +

Regeneration/Proximal tubule +

51 ss Liver
Enlargement

Liver ,
Degeneration, fatty/Hepatocyte/
Centrilobular ++
Microgranuloma ++
Single cell necrosis/Hepatocyte ++
Kidney
Degeneration, vacuolar/
Proximal tubule +
Regeneration/Proximal tubule +

a) Organs/tissues examined as follows for the 200 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.
£, very slight; +, slight; ++, moderate.
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