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1. £ H
BRTFRIREMAT D72 D Benzyl Acetate 7 v MIEIT 5 28 B ERER D &5 =MHRER

& o —REEEMOEE MBI e RHMEE IR SCET R
FTTEH T345-0043 HEEICEEERFE T EE 1600

4 B —RMEAEAMOEE RIS A EEERT
FTTEH T877-0061 K4yEHEMEHET 3 TH 822 &FHl

4. ABRER
Benzyl Acetate &7 v MZ 28 AE R ERORE L & S ICHEN L AR OBREKR UTERE
DEAEBET D Z LIZL Y  Benzyl Acetate DFEMEEZHLNICTHZ L2 BRIET5, T2,
B TFREERENT OO ORE 2B 5,

5. BRIE

LIF DRBRiEZ BB ITER LT,

a)  [HHLEHEEIRHRBEOHFEICOVNT] (Fak 23 £ 3 A 31 B, EEH 0331
87 5. WAL 23-03-29 ®FE 5 5. BROREIESE 110331009 5, —HBUUE: Rk 24 4
4728, BEFO002E 15, Tk 24-03-28 RFE 2 5 BRIREFE 120402001 =)
\ZE D D ASEE AV 2 28 B O KIER S FHERER]

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

6. GLP E¥E
WA LRho T,

7. EWEE
AT DR, 188, EEELSBICYRABMRNER L7 [HBAEEFBMERICET S

R 1> CTRBR A EE LTz,

a) [EWOEBEROERICET HIEE] (EEE 105 5. 1B 48 )

b) [EBRIHYOABEROMEEL NCERBORBICHET L EE] EEEERE 88 5.
R 18 4E)

¢) THISCHEEZIC BT 2B ERLE OERICET 5 EATRE) CUEHRFEERE 71 5.
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dy TEMHEBROBEEARE/RCETZHA T4 ) (BRZFMEE. Tk 18 )
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8. HERHE
AERBALA H 2013 £ 6 H 27 H
B AT H 20134 7 H 2H
& 5F%H 2013 % 7 H 9H
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28 H % 51 H 2013 ¢ 8 A 6 H
HEKETH 2014 %= 3 A 10 B
9. HBREMLE

TRl A Gl )

10. FABRBRE K OFEHE»H
ESTSiEE WO FE 2
B ORE - IMb R OEREEE, KB EROME, &5, —&iIR
REELER, (RERIE. BEENE, M2 —BoREBIE R ORI
DWTOEMWRBRER IR L TEEZ R D)
RERERTE K Ig %
GEIFR, FAREREL, #3E EERIE R OB ERRAEIC OV TR
EMRAEZER I L TEELZFD)
RRREERLE £ F B F
(RAE , MK R MR A (LR REIZ DWW T ORI
Bloxt L CEEEFFO)

1. RE B ORE
RERGEE (EAR), BEHREE (EAR)., £5F—4. ZToOMomsEk, ERXROCERYET
URBIERICRE T 5,
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FEHRKTHOLE FEERE. BEUDEH) 13, RBREHE L HEO LRET 5,
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13. 2 &

Benzyl Acetate DAEY)FRIRFER NBETFRBRICKITTREIZ OV TREFTT 2 BT,
LFET A NHA RTA4 U KOECD 7 A MAA BT A2 407 2551228 ARIRKERD &
HaEMERER L = LT,

SIEEOHED Crl:CD(SD)7 v MZ 2 — U HICIEfE X 72 Benzyl Acetate % 1, 7, 14 XX 28
AfERREIREORE Lz, B5EAEIT0 (2—9H) | 200 2T 1000 mgkg/day & L. 1.
7RO 14 BB GRS T YT 74 FERICIL 1 BEb7o0 4 U0, 28 AR SEEICIT 1 8
H7=0 SICAEAFER L7z, #EHEP I >V TR, KREHE R B EHIE
AT BB EHIRE T2IT COJ0, IBA 7 A Bl T Tk & 528 L 7= %8 LT ik,
REAARE R OER T RBERIT O 720 OREHREE EiE L7=, M T, 28 AMHEEEIC
DWTIE, B EHRFICEEE 2 — R SR OHERERE LTV, BEGAOEBICREY
BELL CTRBEZIT 7,

— IR AEEIES CI, 200 & TN 1000 mg/kg BE TR EE % OERFRIOFREE, 1000 mgkg #ETH
HEBHETRALNT,

MR AR TiZ 1000 mg/kg BE T 14 B R 51412 AST OBER A BT,

ZRE EE TIX 1000 mg/kg #£ T 28 HEEGRZICEHIFE OEMEEOEEN A LN,

HIHETIX, 1000 mg/kg # T 28 AEIHEZICIEE OREREAIHA 4 i, RERE 0%
BEIZBWT, REMED S ERERREIEDN R I,

PR REEIE, HeEmA. FE. BEE RRERCLIEFIRE TIT, HBRYE
BEICLDEBITA LN D 0T,

PlED kY | RARBRSEM TIZHBW T Benzyl Acetate DR EIZ LY | HER VS ~D R
PIRE SIS, 5D HIERBERD bhar T,
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14. FHERA B
14.1 tHERWE

a) AWE
2 Benzyl Acetate
CAS &= 140-11-4

b) HETKOR Y &S
& BRALR T3
oy hEE LPBND

o) WHEXE
s

0
)
H;C

5FE CoH,00,
DFE 150.18

d) MESE
M B 99.8% (GC)
BER VB TR 100% & L CHEY - 7=,

e) WE LFRIMEIR
ARE 0.25 kPa/60°C

XEARIERRE (FRAREME) IR
1-378) -V 5 ECARE 1.96

2 - -51°C
WA 214°C
BIRIZBIT AR EBE~DLT NI TWEAERKRE
ZEME W72 Stk FIZB W TITRE
Skt D MRS (FARIE)
WO VERRE (AR
FLa—)L 1RF0
T—7 ) {EFN
TRy A
ZA=2=: VW YA
NP A
b &E 1.0575 (20/20)
B E 1.06
TR
W LERERRICAN., HBRYEREZEOX v Exy MO TEIREE Lz,
FEEEOEIME 19.5~23.0°C GFE#F 10~30°C)

BREBFFEOHE Frvvxry h5, 201344 15B8~2013F4H 16 8
FybEry 1, 201344816 H~20134F7H29H
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o) WEBRWE ORI OMRE & TIZR T 5 L EMEDHER

WEKBR iR TFEMi L7 [Benzyl Acetate DZZENE, #WBRMEIR DL EMR NREEMHER
AR GREBRES X02-0268. 3E GLP #ER) (R W THEGB LT,

MSATBUE NEERNR AT OERED DAY MT —FZ =X (Spectral
Database for Organic Compounds: SDBS) 76 AT L2 RIMKUL A~ L & L akERfaaR
WCBWTHIE LAY MLV ERE T Z LII28 Y, B EOR —ME R Lo, £
DR FEBBENCREIE Lz 227 MUE SDBS O AF LAY ML EFEKTH
DT EDRERINI,

Fio, BERBETR ORGEHBKE TRORINIINAR T SAZ BT D2 L1280,
RE SR TSR T 2R E OREMZ R LT, % 5-B8681 &t L TREBIFK T
HBDOART FIAZEILIERD bR o= 2 o b B E TR EMBPLE TH -
7o LfT LT,

h)y Bk EOEE
KRR O E ~OFEMIT IR AL ST 520, BE, v A7 B F, REDHRRV
BREZEM LI
142 & Ik
a) & W
a—
b) ERIRFEH

WRWEIIKICRE E OFERPH D Z &0 b R EIROFRIE T2 — v lE v
THRE LTz, ZORER, HRVEIX T — T 10 W% ORE TR LT, Eio. B8R
WERITFREE 7 AMOGIFRE CRADELEDRENA LN T2l &b 2
— AR B S UTRIR LT,

o) B, JL—F, By MEFERORE

) BT JL—F |ny b EBE | RESH | R
143 fEFEBH

EREY L LT SN THY | —EBEERRICA S, SRBRICBNT
LEET—FERA LTS Crl:CD(SD)Z v b (SPF) # BARF ¥ —/L A « U \—HEH
B —0bAF LT,

4EEORET >~ R & SSIEAFEL, | 7—VbhizV 5 ICORAE CTAR 6 Ak E THRE -
B{LZITWV, TR COBICEER L LN o722, ¥ERE L-EKEL AV THRE
JB R EEVE AR TR L, ST IR RBRICHER Lz, BEo 1T 513586 £ CEMEF
THL L7z, BED IS L AN 8T B ORI Lz, £, AN OEGREE
T, —RREER O 2 ER 1 B EBE L,

WL, B UTRNIRE A~ 7 2B L, BT RITESRZ T TR Lz, 7
— VI T VBT, Ty 7 TR BRE S EFR R L TENENGER] LT,

B GBRERF OB OMEENL 5 B, FREEFIT 121.6~1427 g TH Y . 2FOKEIE
EOEEEEL20%DOFEFHENTH S5 Z & AR LT,
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144 fRERE

L. HE - BEEIRT 2 EafE M 2@ L T, IRE 21~25°C, FERHRAE 40~
70%, HRK[EEL 10~15 [EI/EER], BARE 1 7L 12 BERIREIRE (7 BARUAT. 19 BRVEAT) 128 E
LIz T =V AT LAOFRBE (RESIMTIIREE | REKTRIIFEETE 2) [JE
Lo, 1BEE K OFERHEE OEREIX, FiLE4 22.7~24.0°C KN 48.9~66.9% T -7z,

=ik, BESUTRNIE AT v UV ABLERER 7 — (W260xD380xH180 mm) | #E57 114
IZAT L R BEHEEK 7 —Y (W165xD300xH150 mm) Z A L7z,

b LA VL, AR TR (B0 1T Re) (ASHL L, BE T I30E 2 BIOBE TRB LT,
IHC, A FEEENOMIIEICHRE T O2BRICO M LT, BEigR. 7 —VRTT v 7
W, BESTUTRRICASHA LT, £, T A REE (1, 7 ROV 14 BRERER) (2 OWTIIR
HZITHRHE T ABBICL T v 7 2 LT,

FEHIERE R MF (2 v FES 130403 KON 130515, AU = X AVEERITEE) % K
BT B BT _EAKEKICHEARE COEBRIRED 3~5 ppm & 725 K 5 ICIREERERET T
VoA (Ea—F v R) BRMLEKE, T E BERS Y-, @R OEE AR
MiZA— 27 L—78E (121°C, 30 7)) Li-borxEnEhER LR,

RN, BE T D IRAD OGN T — & 2 AT L KEREEETHE EWERFNED 1
BHE R OB ETRE] (1979) 22510, YRBER CEDEEENTHDL Z &
AR LIcuey NEEH L,

BBHAKIZOWTIE, [EESBE O DKEERICET 2845 (BEFEHESE 101 5)
IZHERL L 7o KEREZF 2 B OHEE CTER L TR Y | BARRICAF LIEREFRERD
RAEREEERE TICAF LIERERREN, AETOREELHZL TS Z L eiER LT,
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15. B

15.1

15.2

153

WEHHE DR ERE

FERERABR L LT, HYRABRMR T Benzyl Acetate D7 v MIBIT 2 7 HEIRERD
B HEMER] GUBRE S P12-0107, JEGLP ABR) 2% Lz, AERERBR CId=—r
MR- Bk 4. B30 5 BEO Crl:CD(SDYHET »~ M T 0. 250, 500 Y
1000 mg/kg/day D& T 7 AfEA Y Uiz, BEHMPIT—RREBER MEERE %
TV, BES 1 BRICHBREOBREEENELTo7, £ OMHR. 1000 mgkg/day TH
57 BRICEBRESRE TABEINLN, fAE, FEEELROEIRIZBWCOIERBRYE R
H\Z X BEBIIRO LN o 722 & D 1000 mg/kg/day % 28 HEIRER L L THYEE
RHCEDOEEREMFEBIIRBR LN EE T,

L7edio T, AR TIL 1000 mg/kg/day i AEE L, EKAES LT 200 mg/kg/day &
BIE LT,
BERERK

W E R L L C 2 ABBARIT o, TR O L 253 DI AT BB 2 30E LTz,
£, BASTREROEHAEREIC, 1, 7RO 14 ARBRS®RICHENT 2T 714 MEERR
Fi, DT, AR RRBFI PREE L SRR 5. ks, BRI L A D FTHEMED
HBHTH, BEREIX10mLkg & LT,

VT T4 MEOBR ST OBEROBET — X%, 28 AMKRSHIIED TR HF-
77

- BERE | REEE %ﬁ%ﬁ%g{& ELZ/Ex

(mg/kg/day) | (mL/kg) | EEE(wvY%) (e

AR (1 B85 0 10 0 4(1- 4
BEORKTER (7 BE#E) 0 10 0 4(5- 8)
BEAXTER (14 BR#®S) 0 10 0 4(9 -12)
AR (28 B R#&RS5) 0 10 0 5(13 - 17)
ERE (1 E&E) 200 10 2.00 4(18 - 21)
KAZE (7 BRA®ES) 200 10 2.00 4(22 - 25)

# | EHE (4 BE®RS) 200 10 2.00 4 (26 - 29)
B | IKHE (28 HIEES) 200 10 2.00 5(30 - 34)
| EHAE (ERS) 1000 10 10.0 4 (35 - 38)
g BHE 7 BRES) 1000 10 10.0 4(39 - 42)
BAE (14 BRRE) 1000 10 10.0 4 (43 - 46)
EHE (28 HEHE) 1000 10 10.0 5(47 - 51)

B 5K

a) HERMEIR OB ORE

R E A ES, a— V2N TER LM IEZ, 20%, a— 2 lENZT
TERL 10.0 W% DEBRHE IR T L=, 512, 10.0 W% D BB E IR D—il & £
BL, a— MEmz THIRL, 2.00 wyv% DY E IR 28 LIz,

-10 -
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PR L 7= KR E OB ER L O SICHAV BRI BEME T T RAT v 7 FERIZE
NEIINGT L, HBRYERMUEORMGE 7 1 CTHBT (FERIE 2~9°C, RS 1~
10°C) THRE Uiz, #HRERYERITFARE 13 HUNICER L=,

NG ITRE LT AR E ORI E R K OB, &% 5 B ICR S IR ERER L RE
BB L, AEEE CERCERLERSICHV,

b) WEERMVE IR D TEME DOHERR

10.0 & T* 0.100 wv% DIEERME R DOIRFTRE COLEEMZ, HBRBREHICB N T
X02-0268 TEEEAK n~ 757 4— (HPLC) Ik W #ER LT,

MPTIRE CRREY 14 BRICHEIE LB EIRED . ARNEZROBEIEREICHS L 10.0
T2 O 0.100 W% DIEBRETL T L HIZ 103% & 100£10% LN ThH o722 b, RESR
BT TBHEZEETHS Z LRI,

¢) BEIZAWVZHEBRMEIROREMHER | '

FIENZFARL L7z 10.0 TN 2.00 wiv% DHEBRMIEIR OB % ORRE L | HBRERIC
FUNT X02-0268 T HPLC (2 L 0 FEsE L7z,

BIE LR E R EE SR EMIZH L 10.0 B 2.00 wh%DHBRMERTE HIZ
101%& 100£10% AN TH - 7o 7zsd, BUNTTRR TE 72 LHIE L TR EICHW,

154 % &
1, 7. 14 XX 28 HfEEH 18, WHEEO#RE L, #E51X9:04~11:22 12T o7,
BEIZIERT N T =T (TAE) R T ERE (FAE) 2RV, JEL
TeERFTOEEL I, 10mL/kg THRE LT,
15.5 —melRasgl e
EE5HMTIIER 3 B (B5a1. REEE~1 FEEE, &5 2~6 %) | £XxE
T—oREEEBE LT,
15.6 FEAE7Z2— ok REEIE
28 AR EEICOWT, REFBANT 1 B, ®RERBHITE 1 BOEE TREDEA
AR L, REFBBROBEZIIHMICEE (REBWES) 25HT, Bt
EATo %, RBRESHBITERVIREE (BRiE) TiT-o7z,

F=UNLERY | F—UICFEEANTHL, BE S —UAMIEY BT E TORIG (B
I BEORIS LS ERVKER) 2, 2a7 ) o 7 ETHE
BHEERMNEETORE, HEORE (LT, EOHEREOWE
D [ RERCHECR (BH. BREKOFT /—E) | RO&
wOGRE, REREHEROELR) | MER W OR B2
% 90 cmx60 cm DBEE L2 1 pBILIE (5 L) B, EBE5
TYU—=FTHTO | IGFEME, Rk, SITOWRRE, RS, Rk - 8 - <8, BRI
ITEIDBIER R OB EITE O EL B

| S OPEEEE (FEOH) EUOHEREZ (RO7—1Lv#) ZEE

FITE > TOEE
M7 e

-11 -
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15.7 HERERRAE

28 BIEIRERIZOWT, BE 4B (&E2HE) 1B, "KEOCHEAZHREL,
FORE B OB 1135600 722 — AR iR BB B 22 & FARICRBREE ) R T X RV REBECRAE L T2,

BEERTRI 3 cm (2R — L2 OB AT 4 ORGRE LT & XD

e TP Ty |
B M |9 L CIERBL Ll X ORIEE AT Y o RO
Bt | B B |2 RO 13 BIREE R AR b & DRSS B

BEILS S |IRA2FTB 7%, BALIORE Y TR EORIEOFELBE
Zeth (30em DEING, BWOIEHE RICLIRETERLE LLEEZD

EMH | BRERCOFEZBE

_— BHA—H FGC2 (AAT 4 A) AV, FIEKOEKEOE% 2
ENAIZE L. SFE CEHE

Z v hFESEREEE ACTIMO-10 (> 7 27 /) ZHW., &
DOEBNEE 1 KFE (10 2[R T 6 B HIE L, 7RO (42.6 cmx26.5

cm OFEFH % {EHE 5 om MR CHA) H Y - /- EIEC TR

H 3 EH)

e

15.8 fAEHEE
EFIZONT, EF EMKE (Fr b vR) RV, FrROBICEREZRIE LT,
- BT A
- #5113, 7. 14, 21 K28 A H
- ARBREEOMTIE (FEED D OMHRET, HEARE)
159 BEEEAE
7. 14 RO 28 BREHEERICOWT, BF EIRE (FAL MY vR) 20, FROH
ICEFEEZE LT,
- BT BORER
- #5 1, 3. 7. 14, 21 RO'28 HEHDFREEE
57, 14 X021 B BIZIIZREERERICEZHT L, MABOKEELZRIE L,
BEL-HBEEELZEENOCFBEBRTO 1| BEWEEHELZ RO, 2B, FHEH
IZHEB 21T D BIC DWW TCIIFREEE DO LA JIE L, SRR L O EEE O RIE IT1T 785

27,

- 12 -
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15.10 JRFEZE
a) B IR
28 AR GEIC OV T, #5528 H HOF%IZ W 150xD 200xH 263 mm O & (&5 3
r=UICEHEIRNE L, BEPOKERUHEERIECTE A £ T/ 16 R OZHER & 5 E
L7,
b) MREIEE K OHIE
BB L-EREREZAWVKEDOER ZHIE L, 28, RIEIIBER R ALY
BEL-ER. BN CHERMEORSICEE LB inEbh /-0, (RAERIC

DWTHIREXIT o7,
H A ¥k s

JR & (Urine volume) ARV Y U E LD E —
éﬁ)ﬁ (CO]OI") . S— .
¥ Y (Turbidity)
PRiZZEE (Uosm) Kb T IE A
pH
EH (Protein) ABRARTE
7 bk (Ketones) FEBREIZIITTRAT 4 v 7 A (=2 | —
B (Glucose) YR) EER)
1. (Occult blood)
PRILIE (Urinary sediment) Sternheimer 2 1% B

ERMEE A BEINREEE OM-6040 (7—2 L A)
B: VAT LAEMBEMEE BX41 (4 ) R R)
15.11 Mk
a) BRI & ORRERE
FRBEIZOVWTREREBOFELOIEE L, BH (EELE 16~20 FFRIE) |
COYO IEATT A (COpn0, IREt=4:1) FREF T CHEEHKBIRNOIRED LBV ML, &
ERBIAERILT-, 723, 7 T4 MECOWTIRMIEOREHERIIITh e o T2, £
7. 28 BRI EEECOWTIE, 737 AV— 0 RNA BRI (AR by 5 4 v ¥y
V) ERWCTIEZ R LEENEF L, iR T2 FERELLEFER . -20°C T 24 Fef R
BLIz, FD%. -80°C TIRE L. FIA 74 A&REE L CEEMT MBI %

+U7=,
VY 1ERL 51
EDTA-2K IR TNA SB-41 (2 v h&ER G1056, A A w7 R) T
2 I \
U7~k

KZABE=F NV U LATAKFY (7y NES WEJ0I01, FIOEAEZET3E)
4| © 3.2 wh%KIEKR % 100 L N L= 0 7 A BERERE TR L, 53008
(3000 r.p.m.x10 mins) L CTH7- Mm%

m | A7 AREBRE CRm LiE GOS8 (3000 r.p.m.x10 mins) L TH/ZIE

-13 -




b) MKRFRIBRE

B10-0107

2l X OMmEEE AVREDOEE #ME L, V774 bEIZOWTIE T e hrr ey
FFRI R OVEIME(EE D b R T 2 F VRO REIITh R o7z, Elo, TTOHE
BIZ oW THSRAIE T& 72720, 2l z VW= BEHERIER L h -,

H H 5 I B
FRMLERE (RBC) R Bt v
NET I EE (Hb) VT UAMNETBE U
RBC x MCV
~< 7 Uy ME (Ht) BT
RIS E (MCV) R EFIRIE
Hb
FHIFRMEA~E 7 0 B (MCH) x10’
EAIFRMERATE 7 7 E L (MCHC) RBCxMCY
/MR (Platelet) KRB HOE
HRIR M Bk E L= (Reticulo) RNA etk
B g% (WBC) Tua—H% A hA MY —E
HIMEKE 532 (Differentiation of leukocyte)
FHER (Neutro) . U »73EK (Lymph) -
SFEEER (Bosino) . JFHIEEER (Baso) Ta=YA RA Y=k
BB (Mono) REGEREEK (LUC)
7a ha v R (PT) B LR 5K
FAE(LES hu o RS S AF LB (APTT) | ks (L ok b

RAFE Cliidad, DIZiTmiEs

S C: MAMRFHRELERE ADVIA120 (3 — A R)
D: & BB MREFERERIELEE STA Compact (R¥ = « XA T F ) AT 4

2 7 R)

-14-
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¢) MKE(FIORE
MEEZAWTKREOEBAWE LT, V774 MERZOWTIET AT F BT I/
NTGVAT2F—8, TI7=20TI) b FT A T8, TAHIEETH AT 74—
Y, REER, JVT7F=VRURE U LECEZEIE L, ZOMOER ITHE Lo
770

H H 5 ik s
i;@7%/ﬁ7:/}7/le7wkIW%HK@@@M%W%
TI5=vTI) 7 A7 =5 —% (ALT) | UV ¥k JSCC (xS
T VET 327742 —F¥ (ALP) p-Nitrophenyl phosphate {%

) A7 7 —+E€ (ChE) Butyrylthiocholine iodide %

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

pINE NN T UANRTFL=E (pGIP) | o o

%o 27 2—1 (T-Cho) COD-ESPAS i E
FUZ U R (TG) QPOTESPAS 770k ==/
5

R=ZEE (BUN) Urease *+ GIDH 1k
2 L7 F =2 (Creatinine) Creatininase * F-DAOS =
#E B (T-Protein) Biuret £
77 3 (Albumin) Bromocresol green £

) Albumin
A/G H (A/G ratio) T - Protein — Albumin o
4 (Glucose) Hexokinase * G-6-PDH £
Wy ey (T-Bil) | BERIE
TeAEYHER (TBA) BERV A7V Tk E
Y - (p) Fiske-Subbarow %
SV 7 5 (Ca) OCPC &
F U U2 (Na) Crown-Ether FEER{E
H oA (K) Crown-Ether RS F
e (S MO JEk

fEAME B A{LFEEOWERE 7170 & (H LEAERT)
F: BRREOITEERE PVA-EX T (A&T)
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15.12 WEFAMRE
a) Hl &
ERBEICOWTREESHEOEBOWT O ERIMZIZ, B & G5 KEINRD b i
L CEHEIFE IR, kK, AW, KT, EEME. miE EEROEEBEE EONEICD

WTHIRABIZ 21T o 7,
b) FHMBERER O EEERE

() Y771 MEE

1. 7k 14 BEBEEEIZOW T, FIRFFCREDORE - kR L7,
. #E - MR

THLER R T g+
L - &R Lol
W IR #5 g
ATEZR R FEELx R B JEZERISIE . T RIZERT L
PRI ‘”(ﬁ% /NI R 0GB i)
15 M5 R A OCRERE) . WlE. Bafpx
P53 s % TﬁW*ENM%(L§¢W%EU) I

FURBRLIAN D T* ] 2T L7 8B 1T, BEERSUIRFRISRIE T SN EFRE (F
VU T R) TEEEZAE L, BiE, BREOEREFTER 2R 2 ICHE L.,
ERDEFZEH L, BIBIIELEEZ E L OTHE L, FRZEMBIIRED—
WaE O THE L, BRI ER/NMEZ &0 TRE D DB 312 10% RS
F= ) ARICREL, B, EAOELRENOLOML CEEZNE L, EE
ZRELBEICOWTL, M RICHE L-FREZEICHGEELREH L,
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(b) 28 H & 5-R
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B IZIRKROIRE - 2SI LT,

by B FE - AER

IR 2R R ]E. M

s TR, B. B (+2HBroEE., A = AREET) |
FEENR ., R

D MEFR Lofii*

WAPR 25 2 FhE . EE

pa— FEH | OREEL bR REEERTSZAR . TZERTILIE.
B (EEREET)

PR AR o (KRB, MR OB ZETe) | FRE. LEwik

8 B (CKEEE) . E Y N80, IBRIEY >/ E, Pk,
i+

PSR TEE*, PR (ER/MEEED) | RIS

R ARER '

- BRER B OB | B (CRERE)

BE - TBR | LR

KB R OBEMIE 10% R MARE L~ ) IR ZEARICER L, B RO 10%
HMERRE R L U IR A A L CRNRICIEE L%, WEHE KERE L,

FRIRLISN D T % L7283 BT, BERIIRFRICEET DA ETF R (F
VU UR) TEHELZHEE L, BiR. BREOREE LETELZR 4 ZHIE L,
EREOAGFEEHLE, BIBIEAZ L O CHIE Lz, SRIZEIIEIZRED —
Hago CUE Lz, BEIIEERE SO CRBHE L TRIELTERL, B8
HIE Uiz, FRBIE EBUMEZ B TRE D b BEE T2 10%F EEE ALV~ U
RIZRIEL, BH, EAOELZZEN OB CEELXRIE L, EEXHE L
BEIZOWTIL, MY RICEE L-RELZRICETEELEH L,
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c) HBOEEKR MR

BERLU-BE - B UToOX ) ICEERMRE LI,

FrigiL, EELBEIER, SMULEDOFIREN S (FIIRMAI & F OB % S S A ki
HB-o7TC) 2~3 mm BOMERA 4 et L, BEFREAEFITRICHELZ, 28>0
BEEN1SgUTTHD I L EHERE. TNENEED 5 &Ll LD RNAlater® (Ambion,
Inc.) IZRESHT, 1.5g 2B 2B ETMBF O &2 Uk LR Uiz, AZEIIKS
#%. -80°C THRFEL T, SMAEIEDBE TR ELEMENT FHERA OBEUR DR V) #50 K Uk
D DIEER 10%PHREERL~ U R CTEE L,

gL, EERAICEEEZRIER. AROFREHLHAELEGT L 5 ITHE T 4~5
mm BB Z BB Lz, A OEELZERY R, ERFTio Lz, 0%
& 3 mm LAPIZHEE) L RNAlater |23 37 LTz, 720 O LA, BEENE ., BRESME
FOEEZGT T 7Y 7L, ZRE4 RNAlater ([ZI21E LT-, R0 OESIIOKE
. -80°C TRIF L7z, AT 10%HHEEE R L~ IR CEE L,

FERIL, EABIXICEEEZRIER. A% 4 5B, M 0355 % RNAlater 127
B L7, 38D O¥SIIKkmE, -80°C TRIF L7z, AENIEETE Y bY VIRCHEE L
776

R LT, EEANER, AL VEETEY Y VIRTEE LT,

FEZERTNBRIE, EEBIE®R., EF T L, —JF% RNAlater IZRIE LT, B0 1% 10%
ch MR E R L < ) R CREE LTz,

ix, EEEFRIEER., KELIEAZI—K (AZ 7 — 7 aakn s EgEe
=6:3:1) [CEE L, F0%, KETTSEEREIRE 5 L-tg, BAkT ) —/LICAH L
oo SDIOKIBTTIRE D LA s, 1 K&z 2B, MKk ) — NV ERZH LT,
KT CT—BIEE 5 LIz, BKkey ) — VA HESH L 4°C TIRIFELE, BELZR
BHIRG A% RE U CHRRBE T RFICEN L,

TEMEIL, BEELHER. RNAlater IZBIE LT,

RNAlater |28 L 7= Z/EHRIEL RNAlater % fAIZIEE & 5720, 4°C T 24 FRERE

- L7cf&. RNAlater [ZiRIE S/ E £-80°C THAE L. FTA 7 A Az RE L CREMRT
AT IR IS AT Lz, -80°C WAREERIE LIZMRC W TH KT A4 7 A A 2RE LT
MR EAN T SCRT IC 5 A L 7,

ZOMOFE - MHREIL. 10%FHEREER L~ Y AR TEE L,

d) FEERRFARE
(a) V771 MEE
1. 7 kO 14 BEREHOMBELR O EmHAEREICOWT, iR, Bk, BE. fl

MR, BB CRBEE) | PR, MR T T 4 ARSI A AERIL, ~~ R

YUz F Yy (HE) Yfafk, SCFBEMERNICHRE Lz, Bt CRIRE) 1381Y

H URMIZ 10%88E8 - Rv~ U KIZ L ABIRE4T - 7,

(b) 28 A GEE
XTRREE R ORAEHICOWT, MEUTEEEZRODTERLEZTXTOHRE X
DT 7 4 S 2 ERL L HE Yefath, RFEBEMBENICRE L, &
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KOVERE (KERE) 13800 H LANC 10%888: - AL~ U RICK DK AT - 72,
F BIZOWTII EAEH CTHBMEOREICEE LBk bn iz,
BRAEFEIC SV T HREAREIRE LT o 72,
15.13 HEHFRY TR
RE, BEHE, BH, BXREHE. MRFORE. MRELFORE, RE REEE
FOGEEEORBEIZ OV T, Bartlett 1EIZ X DESEREEZITV., S%EEKETES
BRSO HILIZEE L. Dunnett HEIZ K DMEEIT 272, BSRRRD HARWEEL/
Y oRF A NU v 7 @ Dunnett VEIZ K DREEIT - 70, HEEEE (FEDH) ROHEREE (R
DT =)V X/ T A MY v 7 @ Dunnett JEIZ L BRREETT -T2,

16. REAFAEDEEMEICREL R L & B 2BREER K CRBRETEE D) b OEMi

HBAEOEEMEICEEL KT L & B AREER LK ORBRGEE) O O®PIIFED
e ho T,
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17. FRBRRHE

17.1

17.2

17.3

17.4

17.5

17.6

17.7

—f%IRAE (Table 1. Appendix 1)

1000 mg/kg B TR EEEZOEFREMOTEKR B FEEK T A% 8 flTH LN, 200
mg/kg BB W T H S EZ OERMOTEED 4 B TH ALz, FEEEIX, 1000 mg/kg BT
%5 9 H B UARBRICIEIZHEGAYICBIER S, 200 mg/kg BECIIHR S 15 B B LIREIZHERIZ 2
bivz, BREEBHETIIRS S B BURICEENUTISIEMRIICH b, SRETIE
HE IR O Dol
FEAM 72— IRARE (Table 2. Appendix 2)

B B e 5B CHEE RIS R OHERBEIEUCA B REBNIRD b T | O MBIEE

ZRWTH BB E B R R OSSR IREEIC R F IR0 ra:m,eb:o 72,
H4RERRZ (Table 3. Appendix 3)

WRYERGHTENRVCEREDHZICHFEREIFRD 5T ISHREICE T
bR E RGN ORREICEATIIRD bk o f:o
{& = (Fig. 1. Table 4, Appendix 4)

PR E R SRR BEREEIZRD bR oT,

e E (Fig. 2. Table 5. Appendix 5)
R ERSFICEBERERIRED b o T,
JRAEFE (Table 6, Appendix 6)
- EBMEREHCRERVREBELEICHEEREHIIRD bieh oo, RICEICEWNT
1000 mg/kg B CERE/N O RBE D S FIH 2 Bl LI, WEOREILTE 2ho
7o MOBRBEBICBW CIIERYERSHICETIIRO b0 7o, MRETIIRO
B DS HIH Bl SNT,
MmiKwEE
a) IMEFAIMAE (Table 7. Appendix 7)

1 [E#EREIZ BT, 200 mg/kg BECHFTEREROFEREER Y VR HREROFE
REERRLNTZN, AELOBEELSRD LNV L LEBIBIEEI & E X T,
1000 mg/kg BECIXABEREEBIRD bR o7,

7 BB IR E R ERICEBERZFIERD Do iz,

14 HREBEER VT, 1000 mg/kg B CHHEREEKIEOFE RBMEN A DIV, 200
mg/kg BHEFETH Y, AEL OBEENH L TR, BIERKICLEEN AL
WIENLEROEE L E -, 200 mgkg BETIIAEELREIIGRO bR oTz,

28 A SHE CII B E R EHICER R EHIIRD oo T,

b) MEELFEEMRE (Table 8, Appendix 8)
1 ERON7 BR&EGEH TR ER GHICEEREBIIRD b o7,
14 BEHEREIZBWVL T, 1000 mgkg BECT ANTX VBT ) 7V A7 27—
(AST) ODBEELREENA BNz, 200 mgkg BHTIEZ VT F = OFBEREERHL
iz, AEL OREENBD NN ENLEEHNER B R 7,
28 ARG CIIEBRYERGHICAEEREDTFR O bR o7,
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17.8 HRHEFAIRE

a)

b)

18. %&

FREEE (Table 9 21 10, Appendix 9 KT8 10)

1EL 7 &0 14 BEIREGHETIIHBYERSHRICEREREBITRO bnahroT,

28 HREBEEREIZBWT, 1000 mgkg HCREIROMIMEZEOFE EE (FRED
116.7%) MNAHBITz, ZDIEHN, 200 mg/kg BETHIRB O RO EEDOHE RS
B, BIEOMMTEEOAEREENA LA, AEL OBEAENFED bRV L
LB EE L E X T,

@ # (Table 11, Appendix 11)

1EL7 RO 14 BB G# CIIERDER SR O REICEE IO bhkho T,

28 H IR EEEIZIBV T, 1000 mg/kg B THRE ORIRE AT 5 FlF 2 FIIZFED b
FE0, THAIBIRO B TIEES 1 fICA DAz, 200 mg/kg BER O BREE CIXEFIIER
LIV T,

FRERAA R SEAOMREE (Table 12, Appendix 11)

1 B GEEC BT, 1000 meg/kg BE CHEMRIZERTLARD U 2/ BRIZEAS 4 B 1 FlIZH
LT IEh, KRB CHFIRO REMEAFHfaEE R CBIRO KEOERIE 1 flicAbh
77

7 B RE#EEETIX 1000 mg/kg B L ORI BEAIZ B IR b hviado 7=,

14 B EEEICIVT, 1000 me/kg B THNRO (R R HEIFAHAESEDS 4 19 1 FliZH b
MTziEn>, RTEREECHIFEO R BMEITARREE, BROBEE 0L O RIZERTZ RO Y
NERE DS 1 BN BT,

28 HREIBEEIZBVIT, 1000 mg/kg B CARAIICIRE OREE AN A LT 2 FIT
FREMEE R EREIEEESE (BRE) | WA IR OB ZILRN A b e | fI TR RILIRN HE
RENTEH, Mo 5 FHF 16, FFRORBMEFARREED 1 flicsbii, 72
B, BHEEOBERLLNBIBICEF IR SN2 o, STREETCIEMOHmA
1 3], FFligoo/NZEREDS 1 Bl A BTz,

-
%

WEBRMEIIERI O & LTRSAWLI TS (TARC, 1999) , FAAMEIZ- DU TR,
EREMICEBNT RESNIFENH D] EENTNDER, b N TORBAMEIZETLE
RIIGEONTEDLT, EHEDAMIHES (International Agency for Research on Cancer, IARC)
DFENAMEFHITILZNA—T 3 (B MIRT DHEPAMEIZONWTIESETERWY) IZHES
T3 (IARC, 1999) , ERIFME AW BAMERRE LTL, v~V ARG T Yy F2H
W 2 FERBBRFIRE A R ERBRIMTONTE Y | ~ U 2O CIFREIER ORI E O/RFE L
KIS, 7 v b ORETH D WMERERR O W5 AR R E O R A RBMNAEHRE S Twd  (NTP,
1986) . KEHEHEL LTX. 7y b 13 BREKEBRGREOHRERBRIZE VT, 1000
mg/kg/day TREKME, REL. EZRHFH., TEH. BEOILENL AL, &5 86 HHEIZ 10
Bl 2 FINFEL Lz L@ S Cnd (NTP, 1986) . AREBRICEB O CTix, —RIREEEIZEIC
BOWTEROERDBRBOONIZb DD, FERMERGICL DO 1REFHITFED bR -

7

_21 -
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B EHIRFIZ 1000 mg/kg B THBEESHETHBEE SN, MEACFROREIZBVNT 14 B
M EZIC AST OBERAONTZZ &G, HBRMEREIZ L5 FE~OFEN RSN
Too LINL72MS, FEHEBICEF I/, AST DXL —BEASEMTHY . RO
HYABREICBW TS BARBERELUSMNCEENRDO GNRNPo7Z Lvh, BREEHET
KON AST OEEITEEFIIICERORVEEZ 2 2, o, REHRFIZ 200 X T 1000
mg/kg BECHBIE SNTIRIEIL, BERERETHR LI Z Lo HBRHEDORIC IV EH L
7z (Matsuo, 2000) HDEE X bl-h, LV EHORERERBRIZIBWTE~DEENR
HINTWD (NTP, 1986) Z &NOHEBRMBEDBRIE~DOEEL TR T HERTHDL LE
Z T 2B REEARAEIZE VT 1000 mg/kg BED 5 5 2 FITIRE O B ERRREREEEIE)S
RO LN, REEOEBDFETHHZ b, BIBROMEGEROEME LAY TR K
VALK BEEEZT,

B SR P ISR SRR TRICA D2 OMOE T, BEERFEOLRWEETH
B b, MICEETAEMARO ORI & UTEARREFRELEE LTEAINAFIAT
HDHZEEND, WRMERE LIXEEDORWEL LB X T,

PlEn LBy | ARBR TIIHBRMERES LV FIREOE ~OFENRE IS, AL
DRI b o Tz, £2, TOMOMELER. FEREER, L - &R, WE
Fh, AETERRSR, EIME R, KESR. B - BER. AR~ OREIIRE SN R oT,

19. & 3Tk

IARC (1999) IARC monographs on the evaluation of carcinogenic risks to humans. 71, 1255-1264.
Matsuo R (2000) Role of saliva in the maintenance of taste sensitivity. Crit. Rev. Oral Biol. Med., 11,

216-229.

NTP (1986) Toxicology and carcinogenesis studies of benzyl acetate (CAS No. 140-11-4) in F344/N rats

and B6C3F; mice (gavage studies). NTP TR 250.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of general clinical observations

Sex Signs Administration period
mg/kg/day 0 200 1000
Male $S SS ss
179 17 17
No abnormalities detected 17 13 9
Salivation 4 8
Decreased spontaneous locomotion 8
ss, scheduled sacrifice animal.

a) Number of animals examined.
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Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations (scoring scale for detailed clinical observations)
Removal from cage Ease of removal -2 Noreaction
-1 Very easy
0 Easy (slight resistance)
+1  Difficult
+2  Very difficult
Vocalization 0  None
+1  Vocalization during handling
+2 _ Continuous vocalization
Handling obsevations  Muscle tone -1 Decreased
0 Normal
+1 _Increased
Subnormal temperature - Absent
+ Present
Piloerection - Absent
+  Present
Staining hair - Absent
+  Present
Unkempt hair - Absent
+ Present
Paleness - Absent
+ Present
Reddening - Absent
+  Present
Cyanosis - Absent
+  Present
Lacrimation - Absent
+ Present
Exophthalmos - Absent
+  Present
Pupillary size -1 Miosis
0 Normal
+1  Mydriasis
Salivation - Absent
+  Present
Secretion - Absent
+ Present
Observation in 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
Respiration 0  Normal
+1  Slightly insufficiency
+2  Moderately insufficiency
+3 _ Severely insufficiency
Lid closure - Absent
Present
Gait Normal
Staggering gait
Tip toe gait
Shuffling (paralytic) gait
Gait disturbance
Tremor/twitch/convulsion None
Tremor

Twitch or convulsion
Systematic tonic convulsion (opisthotonus or episthotonus etc.)

Stereotypic behavior

None

Circling
Grooming
Sniffing

Head bobbing

Abnormal behavior

48 <EP0WO [TV |EHio8v—n |+

None

Self-biting

Backing

Circling

Rolling

Writhing
Vocalization

Straub tail

Tail lashing behavior

=26 -
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Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Predosing Dasing week 1
Dose {mg/kg/day) 0 200 1000 0 200 1000
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 1 0 0 o] 0 0
f;fivc; 0 3 4 4 5 5 5
Removal +1 1 1 1 0 0 0
from cage +2 0 0 0 0 0 0
0 3 5 4 4 3 4
Vocalization +1 2 0 1 1 2 1
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
L . - 5 5 5 5 5 5
Staining hair + 0 0 0 0 0 0
.- 5 5 5 5 5 5
Unkempt hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
- - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos . 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- - 5 5 5 5 5 5
Salivation + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion . 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 o] 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 o]
Motor activity 0 4 4 4 4 4 4
+1 1 1 1 1 1 1
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
- +1 0 0 0 0 0 0
Respiration 42 0 0 0 0 0 0
+3 0 0 0 0 0 0
R - 5 5 5 5 5 5
Lid closure . 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
inarena  Tremor/
twitch/ +1 0 0 0 0 0 0
convulsion *2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g g g g g
behavior S 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal c 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
w 0 0 0 0 0 0
\'% 0 4] 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.0 +0.0 02104 1.0+1.4 04109 0.2+04 0.4 +0.9
Urination ® 0609 1.6+1.8 5.0+8.0 0.00.0 24+3.4 0.8+1.8

a): (count/min, mean+S.D.)
* . significantly different from vehicle control at p<0.05

** : significantly different from vehicle control at p<0.01 _27-
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Table 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing week 2 Dosing week 3
Dose (mg/kg/day) 0 200 1000 0 200 1000
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
Ease of -1 0 0 0 0 1 1
removal 0 4 B b 5 4 4
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 3 2 5 5 5 5
Vocalization +1 2 3 0 0 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle tone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Piloerection N 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Staining hair N 0 0 0 0 0 0
L. 5 5 5 5 5 5
Unkempt hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling ) - 3 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis . 0 0 0 0 0 0
R - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
. - 5 5 5 5 5 5
Salivation . 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion + 0 0 0 0 0 o
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 2 0 1 0 0
Motor activity 0 5 3 4 4 4 4
+1 0 0 1 0 1 1
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
A +1 0 0 o] 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. 5 5 5 5 5 5
Lid closure . 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 o} 0
Observation GOD g g g g g g
in arena Tremor/
twit +1 0 0 0 0 4] 0
ch/
convulsion *2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g g g g g
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal ¢ 0 0 0 0 0 ¢
behavior R 0 0 0 0 0 ¢
w ] 0 0 0 0 0
\' 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.6+0.8 04105 0.0+0.0 0.2+0.4 02+04 0.0+0.0
Urination 1.0+14 3.2+1.9 20+3.1 0.0+0.0 1.2+16 2.0+3.9

a): (count/min, meanzS.D.)
*: significantly different from vehicle control at p<0.05
** : significantly different from vehicle control at p<0.01 _28 -
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male

Dosing week 4
200 1000
5

Dose (mg/kg/day)
Number of animals

Ease of

Removal removal +1

from cage +2

Vocalization  +1

Muscletone 0

Subnormal -
temperature

Piloerection

+ oo+ |+

Staining hair

Unkempt hair

Paleness

Handling

observation Reddening

FR FE

Cyanosis

Lacrimation

E O

Exophthalmos

)
=N

Pupillary size

to

Salivation

Secretion

Posture

+ +
N =

oL

Motor activity
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Defecation® 12418 0.0+£0.0 0.0+0.0
Urination ¥ 0.0+0.0 06+13 0.4 £0.9

a): (count/min, meantS.D.)
* : significantly different from vehicle contro! at p<0.05
** . significantly different from vehicle control at p<0.01
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations

Male
Dosing week 4
Dose (mg/kg/day) 0 200 1000
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
. +1 0 0 0
Sensorimotor v 0 5 0
function Pain response 0
(tail pinch) 5 S 5
+1 0 0 0
+
Pupillary reflex S 5 5
- 0 0 0
o+
Air righting reflex 5 5 5
- 0 0 0
Forelimb
Grip strength | 00" (9 451 £33 409 + 57 424 + 66
Hindlimb (g) 425 £ 52 402 £48 446 + 46
0-10 (min) 204 £ 110 221 +103 206 £ 54
10-20 (min) 135+ 39 179 £ 62 154 +51
.. 20-30 (min) 93 +27 67 £62 88 + 37
Motor activity S
[Interval] 30-40 (min) 51 %33 69 +65 102 =37
40-50 (min) 76 £28 60 £57 42 +65
50-60 (min) 68 £55 23 £17 63 + 41
Total 627 * 123 620 +284 655 + 150

"Approach contact/touch response”, "Pinna response” and "Pain response";
-1: no reaction, 0: normal, +1: hyper reaction ‘

"Pupiltary reflex" and "Air righting reflex”; +: normal, -: abnormal reaction

"Grip strength” and "Motor activity": meanzS.D.

* . significantly different from vehicle control at p<0.05

**: significantly different from vehicle control at p<0.01
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Table 4

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

Summary of body weights (g) : Male

B10-0107

Dose
o] 200 1000
(mg/kg/day)

Administration 1 132.84 133.44 133.41
period (day) +5.04 (17) 1+4.41 (17) +5.62 (17)

3 150.24 150,95 149,77
16.62 (13) 16.72 (13) 19,43 (13)

7 186.46 187.63 186.28
+12,10 (13) 19.85 (13) +14.75 (13)

14 247.58 251.33 251.48
+18.85 (9) 118.02 (9) +27.44 (9)

21 © 31242 322.32 315.20
124,19 (5) +36.48 (5) 1£27.09 (5)

o8 366.92 378.82 369.54
+32.45 (5) +50.96 (5) +32.68 (5)

Values are shown as Mean + S.D..
Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

%

Significantly different from vehicle control at P<0.01.
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Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0107
Summary of food consumption (g/rat/day) : male

Sex Dose
(mg/kg/day) 0 200 1000
Administration 1 19.29 19.00 19.28
period (day)
+ 1.56 (13) + 145 (13) + 135 (13)
3 19.14 18.68 18.56
t 1.76 (13) + 165 (13) + 2.08 (13)
7 21.34 21.04 21.00
+ 234 (13) + 178 (13) + 244 (13)
14 21.99 22.58 22.95
+ 235 (9) + 228 (9) + 285 (9)
21 22.70 23.49 23.39
+ 179 (5) + 312 (5) + 2.09 (5)
28 22.45 2332 23.64
+ 220 (5) + 359 (5) + 233 (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.

-32-




B10-0107

Table 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 200 1000
. 15.4 7.2 12.0
Urine volume (mL) 163 (5) £5.4 (5) 5.4 (5)
563.0 1282.8 805.0
Uosm (mOsmiL) £221.1 (5) £861.5 (5) £387.1 (5)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0107
Summary of urinalyses: Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 200 1000
ltems No. of animals 5 5 5
Color
SY 1 4
Y
YB 0 0
Turbidity
Clear 4
Cloudy 1
pH
6.0
6.5 5 2
Protein
- 0 0 1
+ 4 3 3
1+ 1 0 1
2+ 0 2 0
Glucose
- 5 5 5
Ketones
el
Occult blood
- 5 5 5

Color: SY : Slightly yellow,Y : Yellow,YB: Yellow-brown.
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0107

Summary of urinalyses: Male

Group Twenty-eight-day treatment

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

0 5 5 5
White blood cells ?

0 5 5 5
Epithelial cells ®

0

1-5
Casts

0 5 5 5
Crystals

+ 4

1+ 0 1 0

3 Number of celis/{ Oviews(x400).
. Number of casts/18x18 mm?.
9:Incidence of crystals/18x18 mmZ.
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Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
o Dose One-day treatment
(mg/kg/day) 0 200 1000

RBC (c10*/pL) jig:: @ ;2?:2 @) Igg:g @)
Hb (9/dL) s @ 5 (o 276 @
Ht (%) i?gi @) iﬁlgg 4 :zéi 4
Mev ) B @ o @ e @
MCH (pg) i??g @) iggg 4 zggg 4
MCHC (g/dL) s @ 270 @) 08 @
Platelet (x10%/pL) 1:31: @ lig:g 4) lgggg 4)
Reticuio (%) 113(1) () ;czygg @ ::?(15(7) 4
WBC (x10%/L) 3222 @ :232 ) i:ggg )
Differentiation of leukocyte

Neutro (%) i}?gg () ::gg *(4) ljg 4

Lymph (%) j}fﬁ @ 22133 *(4) :l:;g @)

Eosino (%) i:gg () 1822 ) ig?g 4)

Baso (%) i:)gg (&) 1(1);2 (4) tggg @

Mono (%) ;:gg (4 tg:gg e iﬁ:gg 4

LUC (%) ig:g () iggg ) iggg 4

Values are shown as Mean £ S.D..

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

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

RBC (x10*pL) Jfg:ﬁ o) ng? 4) g:g (C)]
Hb (g/dL) : l?:gg () lf:gg (3] lg:gg @)
Ht (%) o2 & w566 @ 235
MCcV (fL) Z?g (4 22:? ) :gﬁ? (4)
MCH ) ig::g @ ig:gg @) i:);g @
MCHC (g/dL) Zgjii @ iggg @) 28:;2 @)
Platelet (x10%uL) l;g?? @ lgﬁ? @) l;ggg “)
Reticulo %) ;122 @ igﬁgg @ lgif @)
WBC (x10%/uL) iig:?g (@) _ l?i?g (@) lgiﬁgg @)
Differentiation of leukocyte

Neutro (%) l‘;;g () ) l;;g 4 l?gg 4

Lymph (%) 22;3 @ Zii @) 2(132(8) @

Eosino (%) ig;if @) :I:g:gg @ *_g:gg @

Baso (%) ig;g @ tggg 4 iggg 4

Mono (%) iggg @) iégf 4 13!192 0]

LuUC %) ig::g @ iggg @) ig::g @

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
tems Dose Fourteen-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%uL) :222 ) 132? 4) :t:jgg “)
Hb (g/dL) lg:;i @) l?;g o lflg @)
Ht (%) :;133 (4) :;fg ) i;ig 4)
MCV ) e @ aris @ w16 4
MCH (pg) igjii @ ig:;g @ i??g (4)
MCHC (g/dL) iﬁjﬁi @) igﬁg @ ig:gg @)
Platelet (x10%/uL) J_jg?g (@) :11332 @ l?ggg (4)
Reticulo (%) i;gg (4>) :(6)‘11?) (4) tgig @
WBC (<10%7uL) c1488 (4 Hage (o 2650 (4
Differentiation of leukocyte

Neutro (%) 122:75 () lggg @ ligg (4)

Lymph (%) IZ?? @ 1223 @ g (4

Eosino (%) 12'153 ) :tgig @) tg?i 4)

Baso (%) tg:gg () 1(1):;,(7) e 1(1):12 *(4)

Mono (%) jgi (4) i:_?g e :E?Z? (4)

Luc %) r03 & 01 @ w052

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

RBC (x10%uL) 22;2 (5) z;?f (5) i;;:i %)
H (9fdlL) s ®) w021 © 08
Ht (%) i?:g (5) :g;? (5) :g§2 (5)
MoV (") e oo 5 s248 ®
MCH (pg) lﬁjﬁi ®) lg::g ®) lg;i ®)
MCHC (g/dL) :;?2 (5) 2:;‘113 (5) igzg (5)
Platelet (x10%uL) l:g?g (5) 1?3:2 5) 1:12:; (5)
Reticulo (%) izgi (5) :tggg (5) :tgig ()
WBC (x10%yL) e ) o ) ta008 )
Differentiation of leukocyte

Neutro (%) e 5) o ®) o (5)

Lymph (%) Igj/g (5) :gig (5) Zggg (5)

Eosino (%) tggg (5) ig:.;{ (5) :tg;g )

Baso (%) ig?? (5) ig?g (5 1:(1)(132 (5)

Mono | (%) iggg (5) iii? (5) 153(15 ©)

Luc (%) 13,1;3 ®) -_»_812‘11 (5) igii; ®)
PT (sec) 12128 ®) l?gg ) lg‘l'; ®)
APTT (sec) lgfi (5) l;gg (5) l:gg %)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
108.3 83.3 104.3
AST (U +12.3 (4) +10.9 (4) $21.0 (4)
38.0 33.5 34.5
L
ALT (urL) +0.8 (4) +12.0 (4) £7.1 (4)
1196.0 1012.5 1103.3
ALP () +187.3 (4) +276.4 (4) 162.5 (4)
10.90 9.45 9.75
BUN (mg/dL) £0.28 (4) £1.24 (4) £2.55 (4)
: . 0.143 0.138 0.135
Creatinine (mg/dL) £0.005 (4) £0.022 (4) £0.017 (4)
. 0.085 0.073 0.088
T-Bil /dL.
! (mg/dL) £0.013 (4) £0.013 (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 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 200 1000
102.5 93.0 92.0
AST aun)y 166 (4) 8.4 (4) 61 (4)
42.0 : 41.8 41.0
ALT (uL) £7.0 (4) 5.5 (4) 6.2 (4)
1169.8 1091.0 1207.3
ALP (un) +288.3 (4) +61.4 (4) 1+254.0 (4)
9.45 11.05 8.35
BUN (mg/dL) £1.05 (4) £1.27 (4) £0.66 (4)
- 0.153 0.163 0.158
Creatinine (mgfdL) £0.028 (4) £0.021 (4) $0.021 (4)
. 0.053 0.063 0.053
T-Bil /dL.
! (mg/d) £0.013 (4) £0.017 (4) £0.010 (4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
Items
(mg/kg/day) 0 200 1000
78.0 75.3 90.3 *
AST (L) 5.0 (4) £8.0 (4) 5.0 (4)
30.0 26.0 325
ALT (un) 9.4 (4) 4.2 (4) +4.7 (4)
1062.0 898.3 977.8
ALP (v +84.4 (4) +118.9 (4) £161.2 (4)
8.30 7.98 7.28
BUN (mg/dL) £0.59 (4) +0.71 (4) +1.44 (4)
- 0.173 0.143 = 0.170
Creatinine (mg/dL) +0.005 (4) £0.017 (4) +0.008 (4)
. 0.065 0.065 0.055
- /
T-Bil (mg/dL) £0.013 (4) £0.010 (4) £0.010 (4)

Values are shown as Mean = S.D..

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

** Significantly different from vehicle control at P<0.01,
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Table 8-4 Twenty-eight-day repeated-doée oral toxicity study in rats
Summary of biood chemical examinations:Male
tems Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000

AST oy o 25 © s ®
ALT auL s e ® 23 )
ALP (lun) zg?g (5) Jigg (5) :t;/:‘z‘g ®)
ChE (VD) 1;: ) jg; ®) t;i; (5)
v-GTP (luL) tg:?g (5) ig:?g (5) igzgg (5)
T-Cho (mg/dL) 18? (5) :ns:gg (5) ::? ()
TG (mg/dL) iigﬁg (5) ﬁ?]ﬁ (5) x?g:; (5)
BUN (mg/dL) l?j§§ 5) l?:gg ®) l?:?g )
Creatinine (mg/dL) iggi () igé?g (5) :1:8(2)(25‘11 (5)
T-Protein {g/dL) iggg (5) tggs (5) igg? ®)
Albumin {g/dL) ig?g (5) é:s (5) iﬁgg (5)
AJ/G ratio Q) *gﬁ?g (5) tg?gi (5) iggzg (5)
Glucose (mg/dL) lg?g (5) lggg ) lgfg ()
T-Bil (mg/dL) i‘;ﬁﬁ’f ) igf,ﬁg ®) ig:ggg ®)
TBA (molrL) jﬁj?ﬁ ®) lggg ®) i?:g? ®)
P (mg/dL) lﬁ:;: (5) lgéf (5 lg:gg 8)
Ca (mg/dL) lggg (5) 1(1):: (5) légg 5
Na (mEq/L) 1:::? ) 1:;:2 ®) 1:::? ®)
K (mEqil) ig:lg (5) tg:gg (5 1222 (5)
cl (mEg/L) 12?;3 (5 1::?: (5) 12::; (5)

Values are shown as Mean & S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
L 4135 4.248 4318
ver @ +0.200 (4) +0.218 (4) +0.297 (4)
0.623 0.610 0615
Heart © £0.022 (4) £0.012 (4) +0.013 (4)
. 0.623 0.620 0615
Kidney(R) © +0.010 (4) £0.014 (4) +0.040 (4)
, 0.600 0610 0.603
Kidney(L) @ £0.028 (4) +0.023 (4) £0.042 (4)
Kidnevs © 1.223 1.230 1.218
4 9 0.032 (4) £0.032 (4) +0.082 (4)
: 0.628 0615 0610
Testis(R) @ 0,062 (4) +0.026 (4) +0.043 (4)
. 0.623 0.608 0.605
Testis(L) @ +0.056 (4) +0.038 (4) +0.037 (4)
Testes © 1.250 1.223 1.215
9 $0.116 (4) £0.062 (4) £0.079 (4)
S 0.073 0.065 0.065
Epididymis(R) @ £0.010 (4) +0.017 (4) £0.013 (4)
N 0.068 0.068 0.078
Epididymis(L) © +0.005 (4) +0.005 (4) £0.010 (4)
o 0.140 0.133 0.143
Epididymides @ £0.008 (4) +0.015 (4) £0.022 (4)
0.065 0.068 0.065
Ventral prostate  (9) +0.010 (4) +0.005 (4) +0.010 (4)
Dorsolateral © 0.058 0.053 0.048
prostate 9 ©20.022 (4) $0.019 (4) £0.015 (4)
Brain @ 1.750 1688 1.770
9 ' £0.080 (4) £0.017 (4) £0.090 (4)
Soleen @ 0.315 0.405 0.385
P 9 £0.057 (4) $0.053 (4) £0.078 (4)
v ma) 401.80 474.85 408.85
Y g +41.02 (4) +48.01 (4) £27.20 (4)
- 5.18 5.38 5.43
Pituitary gland (mg) £0.74 (4) +0.13 (4) £0.44 (4)
) 13.75 16.15 13.93
Thyroid (mg) £2.98 (4) +4.68 (4) 1472 (4)
Adrenals ) 27.78 26.83 30.15
+4.05 (4) +2.76 (4) +3.32 (4)
, . 115.43 116.65 116.08
Final body weight
yweight — (9) +5.03 (4) +4.95 (4) £4.10 (4)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-day treatment
Items
(mg/kg/day) 0 200 1000
L 5.658 5.815 5.853
ver @ £0.476 (4) £0.497 (4) +0.453 (4)
Heart o 0.790 0.825 0.825
S $0.072 (4) £0.047 (4) £0.122 (4)
. 0.800 0.813 0.790
Kidney(R) © £0.074 (4) £0.046 (4) £0.048 (4)
, 0.775 0.815 0.770
Kidney(L) © +0.086 (4) +0.069 (4) £0.067 (4)
Kidnovs o 1575 1628 1.560
4 9 £0.160 (4) £0.113 (4) £0.110 (4)
. 0.893 0.910 0.915
Testis(R) @ £0.076 (4) £0.032 (4) £0.034 (4)
, 0.868 0.880 0.890
TestisL) © £0.081 (4) +0.029 (4) +0.049 (4)
Testos @ 1.760 1.790 1.805
9 +0.153 (4) £0.057 (4) +0.082 (4)
A - 0.118 0.090 ** 0.120
Epididymis(R) @ £0.010 (4) £0.008 (4) £0.012 (4)
o 0.110 0.105 0.110
Epididymis(L) @ £0.022 (4) +0.010 (4) £0.012 (4)
— 0.228 0.195 0.230
Epididymides @ +0.029 (4) £0.013 (4) £0.016 (4)
0.083 0.108 0.090
Ventral prostate  (q) +0.017 (4) £0.005 (4) £0.018 (4)
Dorsolateral @ 0.095 : 0.095 0.103
prostate 9 £0.013 (4) £0.026 (4) +0.026 (4)
Brain @ 1795 1.800 1.775
9 £0.076 (4) £0.037 (4) £0.040 (4)
Sojeen @ 0.473 0.453 0.505
P 9 £0.166 (4) £0.123 (4) +0.069 (4)
Thvmus na) 579.28 481.85 519.70
y g £101.30 (4) +50.42 (4) +69.33 (4)
. 6.18 6.68 6.20
Pituitary gland (mg) +1.08 (4) +0.54 (4) +0.80 (4)
4 16.10 13.85 13.63
Thyroid (mg) £5.28 (4) +3.46 (4) £2.68 (4)
30.68 32.93 31.95
Ad ] m
renais (mg) £2.59 (4) 16.33 (4) +6.06 (4)
. . 162.95 165.23 161.35
Final body weight
inal body weight  (g) +11.14 (4) +6.16 (4) +6.64 (4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 200 1000
L ‘ 8.350 8.193 8.478
ver (@) +1.386 (4) +0.144 (4) £2.013 (4)
1.025 0.955 1.000
Heart @ +0.075 (4) £0.070 (4) £0.149 (4)
. 0.998 1.038 1.003
Kidney(R) @ £0.101 (4) £0.057 (4) £0.104 (4)
‘ 0.998 1.005 1.018
Kidney(L) @ £0.112 (4) +0.038 (4) £0.165 (4)
Kidnevs @ 1.995 2.043 2.020
4 9 £0.209 (4) £0.001 (4) £0.263 (4)
. 1.213 1.160 1.140
Testis(R) @ £0.082 (4) +0.101 (4) £0.111 (4)
. 1.213 1.168 1.140
Testis(L) @ £0.068 (4) £0.101 (4) £0.082 (4)
Testos @ 2.425 2328 2.280
9 £0.145 (4) £0.201 (4) +0.193 (4)
_— 0.155 0.168 0.150
Epididymis(R) @ +0.013 (4) £0.025 (4) £0.014 (4)
S 0.175 0.170 0.178
Epididymis(L) @ £0.013 (4) +0.024 (4) £0.005 (4)
S 0.330 0.338 0.328
Epididymides {9) $0.024 (4) +0.043 (4) +0.017 (4)
0.175 0.203 0173
Ventral prostate  (g) £0.037 (4) +0.048 (4) +0.035 (4)
Dorsolateral ) 0.175 : 0.163 0.185
prostate 9 +0.054 (4) +0.036 (4) +0.069 (4)
Brain @ 1,920 1.840 1.885
9 £0.022 (4) £0.050 (4) £0.073 (4)
Soleen @ 0.623 0.640 0.563
P 9 +0.146 (4) +0.036 (4) +0.205 (4)
Thvmds (mg) 632.33 665.80 630.45
Y o £15.31 (4) +119.98 (4) +178.79 (4)
o 8.68 7.73 8.75
Pituitary gland (mg) £1.21 (4) $0.71 (4) £1.22 (4)
. 15.93 18.48 17.23
Thyroid (mg) £2.42 (4) +4.89 (4) +531 (4)
Adrenals (ma) 42.68 40.03 39.45
£6.90 (4) +5.76 (4) +8.66 (4)
. . 226.93 229.00 225.08
Final body weight
inatbody weig © £21.72 (4) +0.88 (4) +36.16 (4)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 200 1000
] 11.456 12.026 12.168
ver @ +1.082 (5) $2.755 (5) +1.262 (5)
1.308 1326 1.316
Heart © 0,067 (5) £0.122 (5) +0.128 (5)
) 1.346 1.256 1332
Kidney(R) @ +0.068 (5) +0.150 (5) +0.102 (5)
. 1.320 1.232 1.304
Kidney(L) @ ’ +0.088 (5) +0.118 (5) +0.055 (5)
Kidnevs © 2.666 2.488 2636
¥ g £0.155 (5) £0.268 (5) +0.155 (5)
. , 1.552 1.540 1558
Testis(R) @ 0.080 (5) £0.146 (5) £0.072 (5)
. 1.522 1.540 1.530
Testis(L) @ +0.039 (5) £0.131 (5) +0.110 (5)
Testes @ 3.074 3.080 3.088
9 £0.112 (5) £0.276 (5) +0.177 (5)
o 0.364 0.340 0.378
Epididymis(R) @ +0.043 (5) +0.012 (5) £0.023 (5)
S 0.360 0.354 0.380
Epididymis(L) @ £0.032 (5) +0.017 (5) +0.027 (5)
o 0.724 0.694 0.758
Epididymides © +0.071 (5) £0.027 (5) +0.043 (5)
0.392 0.406 0.394
Ventral prostate (9) £0.074 (5) +0.071 (5) +0.073 (5)
Dorsolateral © 0.320 0.340 0.290
prostate 9 £0.038 (5) +0.072 (5) +0.055 (5)
Seminal vesicle Q) 0.994 1.002 0.944
9 £0.128 (5) 0.176 (5) +0.173 (5)
Brain © 2.010 1.968 1.956
9 +0.093 (5) £0.071 (5) £0.072 (5)
Soleen @ 0.688 0.732 0.638
P 9 £0.036 (5) £0.045 (5) +0.129 (5)
s o) 699.42 563.26 538.28
Y 9 +176.78 (5) +71.23 (5) +155.57 (5)
11.14 11.66 11.64
ituitary gland
Pituitary glan (mg) +1.25 (5) +2.04 (5) +0.88 (5)
‘ 15.54 21.40 * 20.40
Thyroid (mg) +1.52 (5) 1.08 (5) +5.77 (5)
46.36 52.00 53.26
Adrenals m
(mg) +5.75 (5) +8.87 (5) +4.56 (5)
. . 348.24 355.38 345.08
Final body weight
ywed © £31.52 (5) +47.44 (5) +30.46 (5)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
ltems Dose One-day treatment

(ma/kg/day) 0 200 1000

Liver (9/1009) tgigzg () tg:ggi @) :g;ii @)
Heart (¢/1009) tg:ggg @) ig:?)ﬁ @ ‘13:2?2 )
Kidney(R) (¢/1009) tg:ggg @ i(o):gzg @ ig:ggg @
Kidney(L) (¢/100g) ig:gf?t @ tg:gg @ igg;g @
Kidneys (¢/1009) i:):ggg @ i:):gig @ iz)‘.g;g @)
Testis(R) (¢/1009) tg:ggg @) tg:gi? @ igg;i @
Testis(L) (9/1009) tg'.gzg @ ig:gij @ igigi @
Testes (6/1009) 1(1):82 @) t?):ggz @ i;:gig @
Epididymis(R) (¢/1009) igg?:; @) ig:gfg @) ig:gfg @)
Epididymis(L) (¢/1009) ig:ggg ) :tg:ggg @) ig:g?g )
Epididymides (¢/1009) igig)ig @) 18:2)12 @ 13:2)22 @)
Ventral prostate  (g/100g) igigg: @) ig:ggg @ :t(o):g?g @
Dorsolateral (g/100g) 0.050 0.045 0.040
prostate £0.018 (4) £0.010 (4) £0.014 (4)
Brain (¢/100) i:):?fg ) :gigig @) t:):f%g )
Spleen (g/1009) igé:? ) ig:ggg @) ig:ggg @)
Thymus (mg/100g) 23322 “4) 122:(7)2 @) iiﬁgg @)
Pituitary gland (mg/100g) ig:g? 4) ig:?g ) ig:gg @)
Thyroid (mg/100g) l;:zg @) EZS @ ligg @)
Adrenals (mg/100g) ig:gj @) iiﬁgﬁ @ iggg @)
Final body weight  (g) 112:32 4 113:22 @ 1 li:?g 4)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 10-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
tems Dose Seven-day treatment
(mg/kg/day) 0 200 1000
. 3.470 3513 3.625
Liver (9/1009) £0.068 (4) £0.182 (4) £0.145 (4)
0.483 0.498 0513
Heart (g/100g) +0.015 (4) +0.029 (4) +0.088 (4)
. : 0.490 0.493 0.490
Kidney(R) (9/100g) +0.018 (4) +0.015 (4) $0.033 (4)
. 0.478 0.493 0.478
Kidney(L M
idney(L) (9/1009) +0.022 (4) +0.032 (4) +0.034 (4)
. 0.968 0.985 0.968
Kidneys (g71009) £0.040 (4) +0.047 (4) £0.062 (4)
. 0.545 0.550 0.570
Testis(R) (g71009) £0.039 (4) £0.018 (4) +0.045 (4)
. 0.533 0.535 0553
Testis(L) (9/100g) +0.046 (4) £0.013 (4) +0.053 (4)
1.078 1.085 1.123
Testes (g71009) +0.082 (4) £0.029 (4) +0.098 (4)
. 0.073 " 0.055 * 0.078
Epididymis(R) (9/100g) +0.005 (4) £0.006 (4) +0.010 (4)
U 0.068 0.065 0.068
Epididymis(L) (9/1009) +0.013 (4) £0.006 (4) +0.010 (4)
0.140 0.120 0.145
Epididymi 100
pididymides (971009) +0.016 (4) £0.008 (4) +0.017 (4)
0.050 0.065 0.058
Ventral prostate (9/1009) +0.008 (4) +0.006 (4) +0.015 (4)
Dorsolateral (@000 . 0.058 0.058 0.065
prostate g/1ev%e +0.010 (4) +0.017 (4) $0.017 (4)
: 1.103 1.093 1.103
B /100
ramn (9/1009) £0.061 (4) £0.057 (4) +0.028 (4)
0.285 0.273 0.313
Spleen (g71009) +0.082 (4) +0.069 (4) +0.034 (4)
353.95 292.03 321.58
Th 1
ymus (mg/100g) +41.78 (4) +33.30 (4) +35.48 (4)
. 3.78 4.05 3.85
Pituitary gland (mg/100g) £0.45 (4) 035 (4) 1037 (@)
‘ 9.85 8.33 8.40
Thyroid (mg/100g) +2.96 (4) +1.88 (4) +1.33 (4)
Adrenals (mg/100g) 18.83 19.88 19.73
+1.05 (4) +3.53 (4) £3.04 (4)
Final body weight  (g) 162.95 165.23 161.35
YW g +11.14 (4) +6.16 (4) +6.64 (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 controf at P<0.01.
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Table 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats

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

(mag/kg/day) 0 200 1000

Liver (9/100g) iﬁ:ggg ) 13:2::13 (4) 1322(7) (4
Heart | (9/100g) 1832? (4 1?)3132 (4) ig:g‘:g (4)
Kidney(R) (9/100g) ig:ggg ) ¢g:ggz ) ig:ggg 4
Kidney(L) (9/100g) igg;g () igg?i (4 tgggg (4)
Kidneys (9/100g) igf,g? (4 igﬁﬁig 4 ig:gig (4)
Testis(R) (9/100g) igjiég () ig‘,ggg (4) igﬂg (4)
Testis(L) {9/100g) igjg}f (4 igjggj @ 1g:?$? ©)
Testes (9/100g) i;?gg @ ig)g:;g () téggg (4)
Epididymis(R) (9/100g) ig:%g (4 igjgﬁ @) :gzgfg @
Epididymis(L) (9/100g) igjggi (@) ig:gﬁ (4) tg:g?‘? O]
Epididymides (9/100g) ig:gg @ ig:;?g @ igi;;g @
Ventral prostate (g/100g) iggzg @ iggig @) igggg @)
Dorsolateral (g/100g) , 0.075 0.070 0.083
prostate +0.017 (4) +0.014 (4) +0.022 (4)
Brain : (g/100g) igggi (4 igggz (4 igisig (4
Spleen (9/100g) igégz () tgi?g (4) tgégg (@)
Thymus (mg/100g) igggg (4 igg;g (4) iﬁ-ﬁ (4)
Pituitary gland (mg/100g) iﬁj?,i @ igjg (4) :gigg @
Thyroid (mg/100g) ;82 () iz:?g (4 iggg @)
Adrenals (mg/100g) 1?2 (@) j_;:z (4 Zzg (4)
e - - T 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.

-50 -




B10-0107

Table 10-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
It Dose Twenty-eight-day treatment
ems
(mg/kg/day) 0 200 1000
_ , 3.292 3.348 3.522
Liver (97100g) +0.159 (5) £0.368 (5) 0.086 (5)
0.378 0.376 0.382
Heart (g/1009) +0.036 (5) £0.025 (5) £0.011 (5)
. 0.388 0.354 * 0.386
Kidney(R) (91009) £0.018 (5) £0.019 (5) +0.018 (5)
. 0.380 0.350 * 0.378
Kidney(L) (9/100g) +0.012 (5) +0.021 (5) £0.022 (5)
. 0.768 0.704 * 0.764
Kidneys (g/1009) +£0.029 (5) £0.039 (5) £0.038 (5)
. 0.446 0.438 0.454
Testis(R) (97100g) +0.026 (5) £0.061 (5) £0.023 (5)
. 0.440 0.438 0.444
Testis(L) (9/1009) £0.035 (5) £0.061 (5) £0.011 (5)
0.886 0.876 - 0.898
Testes (9/1009) +0.059 (5) +0.121 (5) £0.031 (5)
I 0.106 0.096 0.110
Epididymis(R) (h00g) +0.011 () +0.015 (5) +0.007 (5)
_— 0.104 0.100 0.110
Epididymis(L) (g/100g) £0.011 (5) £0.017 (5) +0.007 (5)
I 0.210 0.196 0.220
Epididymides (971009) +0.021 (5) +0.032 (5) £0.007 (5)
0.112 0.112 0.110
Ventral prostate (/100g9) +0.023 (5) £0.013 (5) +0.016 (5)
Dorsolateral (g/100g) 0.092 0.094 0.084
prostate 9iivve) £0.016 (5) +0.015 (5) £0.015 (5)
) . 0.290 0.282 0.274
Seminal vesicle (971009) £0.061 (5) £0.038 (5) +0.039 (5)
) 0.580 0.564 0.570
Brain (9/100g) +0.055 (5) 0,085 (5) £0.043 (5)
0.200 0.208 0.184
Spleen (9/100g) +0.021 (5) +0.033 (5) +0.024 (5)
198.86 159.50 154.68
Thymus (mg/1009) £32.55 (5) +19.45 (5) £38.12 (5)
o 3.20 3.30 338
Pituitary gland (mg/100g) +0.10 (5) 0,57 (5) £0.16 (5)
A : 4.46 6.10 * 5.90
Thyroid (mg/1009) £0.42 (5) £0.75 (5) +1.51 (5)
13.28 14.64 15.50 *
Adrenals (mg/100g) 061 (5) . +1.63 (5) +1.54 (5)
. . 348.24 355.38 345.08
Final body weight  (g) +31.52 (5) +47.44 (5) +30.46 (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 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 200 1000  (mg/kg/day)
ss ss ss
49 4 4
No abnormalities detected 4 4 4

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

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

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen-day treatment

Male
Findings 0 200 1000 (ma/kg/day)
SS SS sS
4
No abnormalities detected 4

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 200 1000 (mg/kg/day)
SS SS S
5 5 5
No abnormalities detected 5 5 3
Glandular stomach
Blackish region of mucosa 0 0 2
Kidney
Pelvic dilatation, bilateral 0 0 1

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: One-day treatment

Male
Findings Grade 0 200 1000  (mg/kg/day)
SS SS Ss
49 4 4
Liver
Noabnormalties detected %4 o A4
Necrosis/Hepatocyte/Focal + 1/4 - 0/4
Kidney
No abnormalities detected | __._..%4 . s A e,
'CystICortex + 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 . a4 ... e 3 e,
Cellular infiltration, lymphocyte + 0/4 - 114
Bone marrow
No abnormalities detected 4/4 -—- 4/4
Spleen
No abnormalities detected - 4/4 - 4/4
Thymus
No abnormalities detected 4/4 -—- 4/4

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

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

---: Not examined.
+: slight.
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Table 12-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

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

Liver

No abnormalities detected 4/4” -— 4/4
Kidney

No abnormalities detected 4/4 — 4/4
Testis

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

No abnormalities detected 4/4 - 4/4
Dorsolateral prostate

No abnormalities detected 4/4 o 4/4
Bone marrow

No abnormalities detected 4/4 — 4/4
Spleen

No abnormalities detected 4/4 — 4/4
Thymus

No abnormalities detected 414 — 4/4

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

b) Number of animals affected / Number of animals examined.
---: Not examined.
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Table 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 200 1000  (mg/kg/day)
Ss S5 Ss
4? 4 4
Liver
No abnormalifies detected ¥4 A
Necrosis/Hepatocyte/Focal + 1/4 - 1/4
Kidney
No abnormalities detected ... ST SO T Y s
Cyst/Medulla + 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 . M oA
‘Cellular infiltration, lymphocyte + 1/4 -~- 0/4
Bone marrow
No abnormalities detected 4/4 - 4/4
Spleen
No abnormalities detected 4/4 - 4/4
Thymus
No abnormalities detected 4/4 - 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 200 1000 (mg/kg/day)
sS ss ss
5% 5 5
Trachea
No abnormalities detected 5/5) — 5/5
Lung
Noabnormalities detested . S T
Hemorrhage + 1/5 R 1/5
Submandibular gland
No abnormalities detected 5/5 -— 5/5
Forestomach
No abnormalities detected 5/5 5/5 5/5
Glandular stomach
Noabnormalifies detected ... ST L -
'Necrosis/F-undic muc-oéa/Focal + 0/5 O/é ------- é/S
Duodenum
No abnormalities detected 5/5 - 5/5
Jejunum
No abnormalities detected 5/5 - 5/5
lleum
No abnormalities detected 5/5 - 5/5
Cecum
No abnormalities detected 5/5 -—- 5/5
Colon
No abnormalities detected 5/5 - 5/5
Rectum
No abnormalities detected 5/5 - 5/5
Pancreas
No abnormalities detected 5/5 - 5/5
Liver
Noabnommaliies detected ... i e .. O
Microgranuloma x5 OB
Necrosis/Hepatocyte/Focal + 0/5 - 1/5
Heart
No abnormalities detected 5/5 - 5/5
Kidney
Noabnomalies detected ... SI5 T
Dilatation/Pelvis + o5
Urinary bladder
No abnormalities detected 5/5 - 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: slight.
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Table 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 200 1000 (mg/kg/day)
Ss Ss SS
52 5 5

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 5/5 — 5/5
Spinal cord

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

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

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

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

No abnormalities detected 5/5 -—- 5/5
Spleen

No abnormalities detected 5/5. . -~ 5/5
Thymus

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

No abnormalities detected 515 - 5/5
Parathyroid

No abnormalities detected 5/5 - 5/5
Adrenal

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

No abnormalities detected 515 - 5/5
Skeletal muscle

No abnormalities detected 5/5 -—- 5/15
Bone

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

No abnormalities detected 5/5 -— 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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