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o ha YR EFATLOT NI IO ERFRNREERUVERTRER IRIITEEIC
DWTHRFT HEBT. ((FETAMIA FTA VK OECD 7 A MIA KFA 2 407 %
Z2E|Z28 FEREROBEEEHEEEZERE L

SIEEOBED Crl:CD(SD)7 v MIa— VMBS -y = ra YRV EAFLUT T
IUELT 4TS BEREEREAROKES L, REHEIZ 0 (2— ) | 40 RTR200
mg/kg/day & L, 1. 7RO 14 BRERERICHERT 597 74 FEEICIZ 1 BEHT2 D 4L, 28
BEREGEIIZIEDTY SIERER L, BESRRIE20IC O W T—RIREBEE, K&
BIE R OEEEREEZITV. SR EHBK THIZ COJY0, IBEH AFREET Tk 25 L= %
f2E LT, MEBRE. REFHIBRERVEGCTFERERITOLOORBERZER L1z, M
Z T, 28 BEIREEICOVWTIL, BREHMTICHER— B REEERUVEBEREZITV. &
BEGEROFERICRZHERL TRREEZTo 7,

—IREEEZE TIE. 40 XU 200 mg/kg BECHIEE. 200 mgkg B CEREBHETLEVE - O
BEOENLIZ LI,

FERE 2 —BOIRAEERIE TIE. 200 mgke HETRE 2 EEICEOFEN (B - nAE) | #53
BEICHRE., BF4EBICEOEN (8- OFAHEH) RUWMERL LI,

{FE T3 200 mgkg BETHRE 3 B B UREICREXIIEEER A A ST,

EEEE TIE 200 mg/kg BT E 3, 21 R0028 B BICEEIEEERR & 5Tz,

FRAEZE TIE 200 mgkg B TREDOHER CREFEEDKRENR A bivE,

MEFRIEE TIE, 200 mgkg BT 7 HREHRS% 0 b ERFR MBS EO S E IS EE
M. 28 BHREHREEICHNIEDOSEROL/IMEOEEER 2 6,

FEEE TIL 200 mgke BT 28 FEESZICRIBOENEEORENRA LN,

R TIE, 40 mgkg BT 7 BEKREE OB OEFZEERE. 200 mgke # T 1 Bl&E5#%
DHAETE OEFGRERE., | ERSHICHESEES, 28 BERSRICRE OREREENA L
iz,

FREERFAIRE TIT. 40 XU 200 mgkg BT 1 ERESEN LI OBERBEOBE LFH
FER. 200 mg/kg 35T | BHRESHIBE OREBEEERTEEEL, | BREE1LEEOE
FIEEOHEE FRER. | BRU 7 BRARERICHBEOEASOMEEEBEOKERUVIEE
OERBEEOEERSSEER, 7 KU 28 BEREZICEEOEMERO EERER. 28
AEZRSHICBREOREEOEERER. HRBERVCHMEZ LT,

BERER UCLBRACFIORE T, BBRYERSILL2EEIARA N 21T,

UEDERY ARBEFTIZEVWTY = b YRUIRFLUT R TIVDREICEY,
B~DEENL LN,
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a) AWE
% FF NN-=ha YU FAFLUTF R TI
CAS &= 101-25-7
by EETKRUry NES
SETT FYERIEET 2
0y hEE KWL0187
c) BEXE
BE
/N
ON—N < N—NO
\\
FER CsH} N0,
TFE 186.17
dy MES
fioEE 96.9%

WeBR B IIHE 100%E LTV -7,
e) WER{LFERUMELR
SHREEEE (RN Bz v,

BOR £ 200°C (43fiE)
EEITBIT A MR I TVWEEBOHFE
ZEM YLV EET B,

BECAHT S RMRE (BHEE)

O CRE (SRR
TE b EiT5
& )= Eiiz<w
) HRESEH .
EXLIZKRERRIIAN., FBRODEREEORGEICTHATRE LTz,
FEREOERE 1.7~7.0°C GFAE#MHE 1~10°C)
HEBITERUHME FHE 005, 201344 H 24 H~201345 8 8 H

{RIDEE 007, 201345 H 8 A~20134 10 A 25 A
g) WEME DR MR MRERMFTIZBIT D LREEDHER
URBHRTER L V= YRZAF LT NI VORTENS, HBRHER
DH—E, BEERCRERRRER] FEBRES X02-0274, FEGLP RHB) ITB\W\TH
7 LT,
MIATBIE NEEXEENREMEFTOFBRILEHD AT MT —F ~—2Z (Spectral
Database for Organic Compounds: SDBS) 735 AF L2 RAMRIN A kL & BRBHER
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7. BERBEMRUOEREHBRTHEORARR AN ML aEET5Z ik,
RERFETICBTO2EHBYEDLEESELFER LI, B ERIER L LB L THREHFERT
BDOARY MAZEITRBD bR 2 0o BB EIRESRTPEETH-
e & HET LT,
h) BV EDEE
BEIMAROBAREELZEZ RV LML BRBIT T TBRYH-o7, T,
EREROE~OEHITNNIRAZ IITD20, FE, ~27 BF. FEORRREOH
KEZFALE,
142 # &
a) & W
o— 8
b) TIREH
ERYEIIKTETITKCVEOFEBRBH D Z L b HRUMEROREET = —
PRAVWTRE L, TORER BYWEIT = — B 5 Wy DEE TH—IZEB LT,
Fo ERBRWERIITRESE 7T BROGITTRE CEROE(LEDRER A LN -T2
b, a—UMEEAES UTRR L,
c) BT, FL—FR, vy hEBRURE

& R BT JL—F vy bEE | REEF RERE
o— il FHSATFZY | {LFERA V2T0152 | RERE= =B
143 fEAEY

EBRFME L THELINTEY THY | —BEERBRICAA Sh, ¥EBRERICBVT
BYEET —FEEBELTVDCCD(SD)Z v b (SPF) % BAF vy —/L R - U \—HEH
B 6 AFLE,

4 BEHOET v FESSIEAFL, 17—V S0 SEOESE TARN 6 B TRE -
BlftzAT o7z, &6, BERE I BRICHBETAAWS BEZTIHL L., TXToeH

WCEERLoNRPo7ccd BRAELEEZ AV TEHEERNEESHEETES T
L. SUIEZRABRICHER Lc, o0 RITR5MEE CEMEAS THHE Lz, BE450ICkY
ANTEIFEBE N ORI LT, F72. SANDORERAETE TR, —RIRER Ot
EH 1B ERE L,

. EOURNIEHA~HMEA 7 28 A L, o0 BRITEESZHTTE L, 7

— VNI TAINEHT, Ty ITRBREF TR L TCENTNER LT,

B 5 RBREOEOEEIT S BE, FEEEIT 133.2~1664g TH O, 2HIDEERS
EOFHEEL20%DEAENTH D Z & ZREE LT,
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144 HEEE

i, 8% - BUEHEPZ E02ATHEZEL T, BE 21~25°C, fHBXHEE 40~
70%., BREE 10~15 B/FE. B A 70 12 BRI (7 BEA4T. 19 BeileT) 1082 T
LR T =V AT LAOEBTE (BEHMPIIREE |, BEKTREIFETE ) ITE
L7, IRERUHEAMEEDEREIL., ZE122.7~23.4°C KT 49.5~61.6% ThH -7,

TR BERTRNEAT U REEERKR 7 —Y (W260xD380xH180 mm) | EE4iTH
AT U RBEHEKR T —2 (W165xD300xH150 mm) Z{FEH L7,

M UA L BRERRRE TR R OB TR L B 138 2 BOEE TR L,
EHIT, I EETENOMRECHETABRICORBR L, BER F—VROT v
X BRI L., £7o, 774 MEE (1. 7ROV 14 BRERER) T\ TILfE
BISITHRHT DBRICH T v 7 23T LT,

FEHIERER MF (2 v FES 130612 X1 130809, AV = Z VERTE) %, &
BRI B BT KB KICHE KRS TOEREED 3~5 ppm & 725 £ 5 ICREERET b
VoL (B¥a—TFv7R) ZHRMLIZKEZ, ZRENEBRERS Y, SAERUEE At
MIiZA— b7 V—78E (121°C, 30 08) LE=bozZnThER L=,

fEHT, ETL N ORAMOSITT — 5 2 AF L KERREETEEMERFED M
BER OB EOERMERE] (1979) 22312, SHBRERTEDLEEENTHDL Z L
wHERR Loy MEERA LT,

FEKIZOWTIE, BAFEE O TREEEBICET 244 (BEAEFBHESE 101 5)
WYL LK EREZFE 2EOHEETER L TRV . B ARRINCAFELEBRERER N
REREEEME TICAFLIERERRS, AESOEEZHZ LTV EZ L 2R LE,

15. RERFIE
151 HEBYWEOREAE
AERTARBRLE LT, BRBRERT (V=2 bn YU AF LT I3 00T v MC
BIT2 7 BHRERORSEEFRER) RBEES P12-0113, JEGLPRB) 2=k L7, B
ERERBRTHI -V ETHE L KB ERY . EFH 3O SEHO Crl:CD(SDYET »
MZ 0. 125, 250 RTF500 mgkg/day DHAET 7 BEEERS L=, BEHEPIT—a3E
EEERUEEREZTV. . ERXRE I BRICERBRRVBREEERE»To -, TORE,
250 mg/kg/day LA E THEEDEMBEITEEMER. 500 mgkg/day TriiE, BREBET. 7t
R’ &  OAROCHENRVOBEEBRMBESL, 18I3%RE S BRICEE Lz, -, HE
FHRIRA TIL 500 mgkg/day CHEIBROMBEMSEERMENR A LNIIEN, HRHEREHEOL
BITHIE OEFEEER L LN Z L0 b HRYELBTHE~OREM AT EE2
720 250 mg/kg HETI—RREBIZEFIIA LN o2 b O D (KEDKEMBm A S,
BIE~OHOPREENRO LN L b, #WEWME % 250 mykg/day LL_EDFHET 28
AMRERSTHLACREEREOEELREMUNRE T O ARENLRH S EEZ T,
L7eio T, ARERTIL 200 mgkg/day 2@ HE L L, EAEL LT 40 mgke/day 253
EL.
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152 EHEAK
KBEVEREHL L T2 ARt BEEOL 2B 5T 0 EEGRBEZZE L.
E7o. BEERRBERVCEHAEHIC. 1. TRU 4 BHARERIERTI T 74 MR
72, DT, SAEREIIRE L RET D,
V774 VEORSHMTFOBEROHEET — #1328 BRHREHICED TRV HFoT,

- BERE | BREEE &%%gﬁ R

(mg/kg/day) | (mL/kg) | EE(w/iv%) (EhhED)

iR (1 ERS) 0 10 0 4(1 - 4)
HiExR (7 BEEE) 0 10 0 4(5- 8
AR (14 BE&E) 0 10 0 4(9 -12)
EAER (28 AE&RS) 0 10 0 5(13 - 17)
EAE (E&RS) 40 10 0.400 4(18 - 21)
KHAE (7 BE®RS) 40 10 0.400 4(22 - 25)

#® | EFE (14 BEES) 40 10 0.400 4 (26 - 29)
B EAE (28 BEEE) 40 10 0.400 5(30 - 34)
¥ mRE 1ERE) 200 10 2.00 4 (35 - 38)
2| SHE (7 BREES) 200 10 2.00 4(39 - 42)
EHE (14 BR®E) 200 10 2.00 4 (43 - 46)
=mHAE (28 BREES) 200 10 2.00 5(47 - 51)

153 #&E5®

a) WRHEROFEE MEE
EEMEZRER, 2 —MEMX THRY Gz, To%, a—VEENZTER
L 2.00 W% DHEBEMERZRE LTZ, 51T, 200 WWhDERMER 2~ 7R F v 7
AZ =T —THEELRPO—HEZHER L, a—lEMLTHERL., 0.400 wv% DB
WEREZRE LI,
AL -EREOEBEVERREUOBREIZAVAEEKIIN S ABBERICETAFN
ST L. #BEYERREEOKRGE 7 1 2THFT (Z8E 3~9°C, FE&H 1~10°C) T
BRE Lz, HEBEDERITASSE 12 BURICERLE,
INGTRE LTS REOHEBWERRKR VEERIT EBERICRSICLEREEEZRE
bRV L, AFEE CTER CERLERSICHVW:,
b) HBRUERDOH MR OLEMDOHER
5.00 2T 0.100 whv%DEBEDEIR DB —H R OENE TICRBIT 2B FTRE COREM
. BERBRRICEVT X02-0274 TEREGE 2~ 777 4 — (HPLC) 1T X W #ER
L7z,
B—HEIZOWTIE, BBRHERO L, FROTROAE L-#BMERE DEENRE
(CV) 235.00 ZTF0.100 wv%DHEBEMER TENEN 1.1 KT 0.9% & S%LANTH-
e, H—ThHDHI LR INT,
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SRDOBEREOEERE
FZEDREEEDOFTHE
ZEEHEIZOWVWTIL, SFRECTHE 4 BRICBEL-FBHEREY. REEED
BIEREIZR L 5.00 B 0.100 whV%DFEBRIER TEILEN 95.7% KN 972% &
100£10% AN TH -T2 b, REFET T EHEEETHH Z & BER I L,
c) BEICRAVWIHEBRDERORERS
FIENZFAE L 72 2.00 X T 0400 wh% DEBRMEROARELOBELY . LRABRRER
{28 T X02-0274 THPLC\Z X W FESE L7,
HE L ERDERENREMITT L 2.00 K T0.400 wh% DB EIR TENTIL
98.0% &% TN 101% & 100£10%LINTH o727, BEICHR T/ L HE L TREICH
Y
154 & &

1. 7. 14 XX 28 BEIER 1 EH, BREO®RE Lz, £5139:08~11:20 12T -7,
BEICEXR T oA T =T (TAE) 2ZBROMTEERRE (FAx) 2HA0, #lEL
TEFOEEZEIZ, 10mL/kg TRE Lo, BBYERII~ I/ XF v 7 A8 —TF —THERE
L7203 DERREICERE L7,
155 —heikeeEE
REHFTIIED 3 E (K501, BR5ER~] %, 85 2~6 BEf%) | £EE
D—RRREEEE L,
15.6 BEAEZZ—ARIREEELE

28 BREFBEEICOVWT, REFRMBRNC | B, RERBHEIDE | HOBEE TREDER
FEE L, BERAEOBREISNICEHE (BREDVES) EMT. BHOLTEL
2T o7, REBRESHBITERVIRE (EMIE) TiTo7,

CV(%) = 100

TR | FUICFEE AT, BWES—USMIE) T E TORIS (H
HI RO R LB IRUER) =, 227 ) v JETHEE
HBEERVMERETORE, HEORE I, EOFENRERUEE
HAD | KERUHEOCE (FE. BREUFT7 ./ —F) | ROE
% (GiE, RERELRUELE) | RERUVSUHOFTEZEE
)% 90 cmx60 cm DEEE FIZ 1 S E G HEUR) B B8,
TYU—=FTHTO | EEptE. R, HTORE, REBFS. RE - 8F - 52, BRYT
TEN DB BERUCEETHORELBE

1 DEOFEER (E0F) RUSHREE (ROT7—LE) FEIE

FIZE - TDEE
R ==
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RERE

fr

28 BFEREEIIOVWT, 5488 (K52 88) 18 AROEEZBRELL,
RIER DENTFHAZ - BREER LRRICERESARITE R VWRETRE LT

BEERRN3cm IR — A O EE ST APBRELI-ZEEDR

A T e
B OE | ELCREABL UL ORGSR 2T LS T
RSt | B %

EEAY ITED 13 BERHEMZEHEAL L EORICEEBE
BALRS |B2FETE- %, BALICKZ Y TR EORSOEELBE
ZEd K30em OEmIND, OB E LICLIRETE L LI ED

ERRH EERCOGEZEE

= BHA—FFGC2 (AAT 4 R) RV, IR UPEROENZ 2

EEIE L. FHE TFMm

7 v N AEBERIEERE ACTIMO-10 (77 /) RV, 8%

BREE DEEEE | Bl (10 2R T 6 E) BIE L., R4 (42.6 cmx26.5

cm OEEF 2 fERR 5 cm FRETEA) 2R - 7-EE CEHm

15.8 EERIE

2HNoONT, EBFELXRE (VA Y TR) ZAV, TROBICEEZREE L.
- BT H

- 51,3, 7, 14, 21 RU'28 A B

- FRBRBEOMFEHR HBT=ED 0 O EAREE)

159 ZEERE

7. 14 RO 28 BEBEEEEICOWT, EFEIMRE (P MY UR) ZHEW, TRORB
WZEEEERBEIE LT,
- BoTBOKRER
- BE1.3.7. 14, 21 RU28 BEORBEE
BE7, MRV BEIIREEERNERIEZHET L., LAEOREEZBIE L,
BIEL-HREELBREENLZBERETO 1 BFEEEEL RO, 2B, FAEH
IZHEEZIT OOV TIHREEEDLZRE L., SEOBTEEUEEOREIZITHR N

27,




15.10 FREBE
a) B &
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28 BEBREEIZOWT, %528 HBOF%IZ W 150xD 200xH 263 mm D& &5
T=UIlEEIAE L., BREKEOERIKETER E TOH 16 BERHOERER = 5

L7,
b) REEERUFHE

BERLUEBREZ AVWREROEBZBE L, 2B, RILEIINBHEIUSAEHY
BELHER sAEF TEBRYEORSICEEL BB biiehro oo, K

AERICOWTIEIREZITOR o -,

B H RS B
FkZ (Urine volume) ARAVY =L BEE —
&3 (Color) i
BV (Turbidity) PR S -
RiEFEE (Uosm) KB TE A
pH
ZEH (Protein) S ERALE
7 b f& (Ketones) FEBBIIRT TAT 4 v 7 R (=R | —
¥ (Glucose) VA) EEHR)
P (Occult blood)
FR{E¥E  (Urinary sediment) Sternheimer 225 B

EFHEEE A BENESFEEST OM-6040 (7 —27 L A)
B: AT LEWTEIEE BX4l (U ot R)

15.11 mikmsEE
a) M EURBRERE

ERBFIIOVWTEKRSROFENOERE L, ZA

(fefpath 16~20 BEfEEE) .

CO/OIBE T A (COxOBEH=4:1) FREFTF CERRERNOHFEDO L BVEML . &
EHREZER L, 2B, 5554 FEIZIOWTIINEOREHERNITH A2 no -, =

7=, 28 HE®REEIZDWTIL,

N A=V RNAEBEME (BEXT b - F o uFy

V) ZRWTHEZER LEFEM L, EE T2 B EEEE. -20°C T 24 EEE
BT, TOHE, -80°C TIRE L. FIA4 T4 ZA%xRAE L TEAETHmERFEITIcSE

177,
BAEFE ESRLF 1k
o EDTA-2K #SI0EEM VA SB-41 (2 v h&ES G2008, A A v 7 ) TH
=

U7 mik

SAAB=T M) ULZXKFMY (o> hES WEI0101, FyfiET )
m 4% | ©32wh%AKERZ 100 uL B L7 4 5 R BB CHl L . 304 B
(3000 r.p.m.x10 mins) L CHE7-1mE

m & | A7ARERETHEM LELCSEE (3000 rpmx10mins) L TELME
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2MEUVMBEZEVWVREOERZBEL-, Y774 rEZHOoWTE T2 bz By
BEEEUNEELETSS bR 77 2AF U EROBIEIXTh o7, £72. TXTDE
BIZOWTHESRBAIETE--D, 2oz AW=gBHFERITER L2 o7,

E H VRS s
IRIMEREL (RBC) R EFRE
~EJ B EURE (Hb) ST URARNET B
RBCxMCV
~< rZ7 Uy ME (Ht) T
FHFRMEREFE (MCV) R ERE
LT K~ 4 V- 103
T RME~T 7 o & (MCH) RBC -
___El_b___.x 10° c
SEHIRMERA~E 7 o B BE (MCHC) RBC x MCV
/% (Platelet) AR B R IE
IR MBS L= (Reticulo) RNA 4653k
HmzkEr (WBC) Ta—%A A MU —IE
HImMEKE 5% (Differentiation of leukocyte)
FeRER (Neutro) . U 7Bk (Lymph) -
FEEER (Bosino) . HFHEEEK (Baso) 7R=VA AR —iE
EZk (Mono) . FAEFEL AR (LUC)
o b rEE P FEEE LRSI
EMEEES ey R T T AT B (APTT) LR T = b

BESRE Clzligm. DIz
fERA%ER

I3 EE T A

C: BEMRFRELERE ADVIA 120 (3 —A &)

D: £ EEMKEEHFEEELE STA Compact (B¥ = « AT T ) AT «

v 7 R)
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¢) MEAELFRIBE
MEZzAVWTHREROEEZBEE L, 7 74 FEIZOVWTRT ARSI X UET I/
NGV RT 25—, T7=2VTI) bV ART25—8, TAHIIMT+ AT 7 F—
Y. REFER. JVTTF=VRUREIAMEVZRE L, TOMOEBERIZRIE L7202
7=

B B RS B
1237%/@7:/F7/27I7—t A ——
TI7=TX) NIRRT 2T —F (ALT) UV £ JSCC ZEL X iE
TNHIET + A7 7 Z—F (ALP) p-Nitrophenyl phosphate %=
2T R7T 77—+ (ChE) Butyrylthiocholine iodide ¥
FINE NS UANTF Y (pGTR) | SR -earbony-t
@=L 25 13— (T-Cho) COD-ESPAS ¥ E

] ‘ GPO-ESPAS 7 £ o —/Li&
rUZUEY K (TG) £
REEZEZ (BUN) Urease * GIDH &
27 V7 F = (Creatinine) Creatininase * F-DAOS &
¥WEH (T-Protein) Biuret &
77 3 (Albumin) Bromocresol green 15

_ Albumin

A/G 5 (A/G ratio) T - Protein — Albumin o
M (Glucose) Hexokinase * G-6-PDH £
BEY LY (T-Bil) EERiE
#AEEE (TBA) BRYA 707k E
ERY >~ (0p) Fiske-Subbarow %
Ay b (Ca) OCPC #
T rU A (Na) Crown-Ether [EERRiE
7 7A (K) Crown-Ether IEERE F
E'x @) MO fEE

ERA%EE E E(LFESWEE 7170 % (B STE/ER
F. EREESHTERE PVA-EX T (A&T)
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15.12 REFRIRE
a) = %
EHREBEIIDVWTIEARSHOZEROWTNOEMNEIZ, B E EMRENRY S Hum
LTEEFESE, Rk, BILE. KT, BEEE B, BERUEBELTOREICS

WTHIRHEEZT o7,
b) HEREREUSREEERTE

(@) Y771 MEE

1. 7RUN4 BRABRERICOWT, FIRFICKEORE - MBREHER LT,
5 B B - AR

BEILERR B. frhg*
L - ME R Dofig*
W PR 25 =g
AETERRTR R, R EEx IR, TR
FEFER f* (KR, /MR ONEZ &)
1E M ERR B ORRE) | iR MapR*
P iR TEE, FRE (ER/MEEZED) | BB

BIX 10%FHEREFRL <) VA EA L TRKICERE LEE. AEWEKEERE
L7z,

FRBRES O 1) 24 L2813, BEE U RERICBET M ETFFE (F
WRUDR) TEEZRE LR, BiR. BERUFEELETELEZH < ITEIE L.
EEOAFEFEH L, BIBIXEREZE O THEIE Lz, SRZENIBRIZIFRED—
HaEEO THE L, FRIRIZ EE/MEEE D TRE D b OB 10% P IHRE
BT ARICREL, BH, EADERZRENOHDELTCEEZAE L, EE
%WELK%EkOwTi\%ﬁﬁﬂ@ibk%ﬁ%%uﬁﬁ%g%ﬁﬁbto
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(b)28 BEE®REE
HREIIRROSRE - EZER LT,

5 B 2B AR
PR #8% JE. M
w(penz BT, B. B (H2HEBLOER. A UiREET) |
ez, FTig>
O - MER Dol
WREE R Bl RERE
g FEE* R LA BEERISIE*. HRZERTLRY.
BE (BERZED)
FEAE R Berr (KRR, MR OEZETr) | FE, LEERE
R B ORBRE) . &Y "8, IBEEY V5E, iR,
= lLss R
B R+
BRI TEE FREB (ERNMEZED) | BT
REE IRk
- BRR RS (KB . & (KERE)

K& - HEH | LR

RE MR OEEDT 10%PHEEER L~ ) U IREEABICER L ERUBIT 10%
FHERES L Y CREEAL TERICEE L2k, NEWZKEERE L,

FORAREISI D T 245 LTC BB 1, BERXITRFRICEET 2RICETFRE (¥
VU T R) TEEZAIE L, B, BREUERLERERZ4ITRIZE L.
EADOEZREH L, BIBIIELZE O THE L, HRIZERRIZFED—
HEzaoTRE L, BEIIEERZED TEEHZ A TRELTERL, EE%
BIE Lz, FRBIZ ER/IMEZE D TRED OB TIC 10%HIEEE S~ U o
BWITREL, BA, EEOEEZRENODBELCEERHE L. EEFHELE
FTEIZOVWTHE, BHBICHE L AEZEICEMEELEH L,
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HMEROBERMERE

ERLZEE -AFEI LTI tBEERVREL

g, EEZ28IE®. SMIEEOTRE» S (FIREl & T ORI ZESARRIC
5o T) 2~3 mm IBDOMERR 4 ZHERL, BEFRREFETAICHE LR, 2KTHD
EEN1S5gUTTHD I L2RERE. TNENEED 5 ZEL LD RNAlater® (Ambion,
Inc) [ZRBEISHE, 15 g 2B 28 BITEBFOmMRL IR LES L-. BE kA
&, -80°C THRF LTz, MIEEDOEETFRAERTABMOERE DR H5 R UE
D DEE 10%THERERL~ ) VIETEE L.

FhE. EAMAICEEZRER. ARAOPEEGHEEZ ST L D ICEKT 4~5
mm EOMEBA ZEHRIR LTz, BABADPOEEZRVEBRW%, EF TSk, ¥o0%
18 3 mm APNIZHIED U RNAlater IZBE LT, 0 OESHGITE, BERNE., BE &
EORBEZST T T I 7L ERE RNAlater ICBIE LTz, BY OESITKE
%, -80°C THRF L7, BT 10%FHEEES L~ ) VIRCTEE L, 2B, EAWT
NPDOHITRENRRBD bNTCHEIL, FER T 10%FTHEEER L~ U VB TEEL. K
xHAl 2 B Am R B EHENT K U-80°C EREREICH L,

BREIL., ERBAICEERRER., FAZ 4 HBIL. A D%45 % RNAlater 1213
Bl BV OES5I1TkmE, -80°C THREF L, EAREET Y PV UVRTEEL
7=

BREET, EEXHER,. EFLVEETE Y MY URTEE L,

FEZERTSIAR, EERIER, EFTIA L, —F % RNAlater IZIBE L7z, BV 1% 10%
ERE R L~ U IR CREE L,

ik, EEFREIEER. KB LEZAZ = (RF ) —: 7 ma il s ERES T
=6:3:1) ITRE LT, £0H%, KB T TSRS 5 Lz, EATZ ) —LIIRHL
Too EDITKIMTTIRE D L7220, 1 BB EIC2E, Aoy ) —LERHB LT,
KB TT—HIRE O Lictk, ATy ) — N E2BELHL 4°C TRELE, BELER
BHIfREH Z FE L TERETRFICEMN L,

TEMEILZ. EE7EEE. RNAlater (IZEE LT,

RNA/arer (2218 L 72 58813 RNAlarer ZMARKICEE S E 579, 4°C T 24 BEKE
L7-%. RNAlater \(ZREIET-EF-80°C THEFEL, RIA4TA ZAZRAHL TELET
FEEATRFFEARIC A L7, 80°C BERE L&t S\ TIE FT 4 T4 AZFEH LT
MR BT ZCATIC AT LT,

TOMDEE - EREIT. 10%FEEES L~ VIETEE LT,
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d) REEZFHRE
() Y774 ~E
1. 7TRU 14 HREBREHOGRBERUEAERIOWVWT, B, ik, Bk, BE.
AINAR. BRE (KERE) | BlE. MEOAT 74 o aBE s 2/ERL, ~<
Vv xF Uy (HE) REH. AFBEHENICRE L, BH (KE®) 139
D H LAETC 10%888 - A< Y SRICK BBRIRZ{To 7=,
Fo. 1L TR 14 BEBEEHOBIIOWVWTIE. SAEH CEBRYEDR5IZH
E LR ERELN-D, BAEFICOWTHREAGRFIREY T, &b
(2. AIRFIAER L LT 1 HREHEOFAEED 1 fl (No.38) OFRE. 7 BR®R
SEOKBED 1] (No.8) OFRIBIZOVWTRELIT-7-,
(b) 28 A& EE
HMEEROSHAERIIOVT, MEUOTEERZBRVWTER LT TORE XL
MBEDNT 7 4 o OBENTA AER L, HE 8%, LEBEHENIIREL, B
ROVERE (RERE) X800 H LENZ 10%EEEE - R~V VRIC X BBIKEIT - 7=,
E72. B BRRUBELEIIOWTIE, SAEH CTHEBYEORSICEEL-
BledgEbhnizzo, BRAERII OV T L REERENRE ST 77,
15.13 #EHFHIHE
FE, EEE #H, BREHE. MIERFIRE., MIFE(FHRE. RE. REET
ROBREEEDOREIZOWVTIL, Bartlett IRIC L DELEBELITV . S%E BKIETESL
BSRO o e HmE 1L, Dunnett BIZE AREEIT o2, EHEMNRD LILRVERIT
YN A MY w7 @ Dunnett ¥EIZ L AREZ1To 2, BEEEE (Eo) RUSEREL (F
DF—NE) 13 /3T A MY v 7 @ Dunnett VEIZ K AR EZTo 72,

16. ABAEDEBREICREE L KT Lz L RO 2 BEER K ORBREED b O®H

RBEREOEEEIIEEZREI L EDNIBEEREURRBRIEE) S OBHIIRD
BT,
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17. RBRGE

17.1

17.2

173

17.4

17.5

17.6

17.7

—AX{RE (Table 1. Appendix 1)

200 mg/kg BETHLEED 10 . BERESHET 46, & - oBAEOBAN S HTEESN
7o TLEEL, 5 6 B BURIIBRNUIHENICA O, REREOEME & LITKR
RIS IER 3 5 EMMARD b=, 513 B BUREREEIMCERT A0 2 b,
BERESHETIIRE 10 BEIC 1 FITRERL, 85 16 B B UEITBIEA I Emc8s
SN, B - AABEOENITRS 17 A BUBRICERNIUIBRENICA BN, 40 mykg
BT S EROEREORES 4 flTH LI, REITRS 16 B B UEICEEN T
BEOICHA LN, BRETIIEBIIZD O 2ho T,

72 —ARIREE (Table 2, Appendix 2)

R ERE B CHERNMR CERERICEERTEIIRD SN2, thOREE
SEBIZBWTIE, 200 mgkg HETHRE 2 EBICEDBEN (& - OB 5 #4224,
HEZBEEIZHREN 24, 54 BBIZEOFEN (£ OFE) RUWRENRE 1 FIIHD
7z, 40 mgkg BHEEURBREIZEE IR D b7,

BEBERE (Table 3. Appendix 3)

EEMEREHTENCAEEREDERD 1T, RISHEREICB T LR TR S
BERUSREICEBIRD N1 o, BREHEICEVTIL, 200 mgke BETHEIE 30
~40 S DOFFFERE LT 60 2O EEHIABE RBERA LI, 40 mgke BEICH B TEIT
RO LI T7,
= E (Fig. 1. Table 4. Appendix 4)

200 mg/kg #E THE3.7.21 K U'28 B BICABERIEE (FHENBEED 95.2%.94.3%.,
84.3%K% U0 81.8%) | 5 14 B BITIEMEMER GITRREED 94.6%) 23A 57, 40 mg/kg B
WCHEREESIFO oz,

EEE (Fig. 2. Table 5. Appendix 5)

200 mgkg HTHRE 3 BHRICEEREE (RrEBED 78.8%) . H521 KU 28 A BIZIE
EfEm (T THREED 81.5%K T 80.5%) D& b/, 40 mgkg BEICA S 2 T8HIIR
O HEhoT,

FRIZE (Table 6. Appendix 6)

200 mghkg HFTREDHERHERUVREEENDHEEREMEN 2 51172, 40 me/kg B
RERVREFEDHEREBILZON T, ZOMOREERIZD wf%\&ﬁ%aﬁﬁ
HEUBEHICETEIRD bR ho iz,

MmikkRZE

a) IMKFHIFRZAE (Table 7. Appendix 7)

I IR GBICRV T, 200 mgkg B CHERLEOTE R (EE, KEFELEREROH
BEumEN A DN, 40 mgkg B CIIFHHRMIAE S 0 E L EE (MCHC) RUEE
HEOFEREER S L2, REEFEALZV ENLBROLEE L EX /-,

7RU14 BREIESRICE VT, 200 mgkg B TRRFRMEREEEORELESENH L
iz, 40 mgkg HTITHEERERNIRD N7,

28 H & SEHICH T, 200 mg/kg B TMCHC O F B R EE, AMEEOFE 2 SIE.
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mM/NRER B RLEREEZEDOSEEM NS 5172, 40 mgkg HETIZHEFEREZEOST
EnmE. V" HREROFEREREXRA NS, AEREENL2VIENSERED
Teh b Ex7-,

MRAE{EFRIRE (Table 8. Appendix 8)

1EEYT HRREHE TRERYERSHICEEREBERD berol,

14 BEEEEIZBWT, 200 mgkg BETT AN I T + XA 77 A —EOEE R EEN
H BT, 40 mgkg BETIIEEREEFIR D N2 noT,

28 AEIHREFICRV T, 200 mgkg EETRER., TLATIVRERUINV T LADOFEER
EENZONTZ, ZDIFED, 40 K200 mghkg BT LT F=L OAEEREERA LR
=0, AELOBEEENZ LW EnLERHESHEE X -,

17.8 JREZERBEE

a)

b)

FFEEE (Table9 XUV 10, Appendix 9 Z T 10)

1EL7 BREV 14 BRAREH CIIERYERSHICEERETIIRD b2 o7z,

28 HEBREEICBVWT, 200 mgkg HTCRIBOHEMNEEDEFERZRE (FBED
137.1%) 2O bTiEn, BHIFEENEERIEE GHERED 80.5%) xR, BIE
BN AR DES R UM EEOCFEEREME, Ui, BiR. BERUMOBTEEDCEER
BERA LN, 40 mgkg BETIIEEREBIZRD bR o1,

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

1 EHREFITIBIT, 200 mg/kg FECRIE OB 4 FlF 3 61, REORERE
B3 2 Bl H BT 1Ehy, FRIROEEEF RN 1 HlicH b7z, 40 mgkg BER U
HTIHERIRD N0 T,

7 HREHREFIZIBW T, 40 KT 200 mg/kg B TRITE OREFEEEN Z T 4§25
(A HITIED, 200 meke B THEBIBOBEZILEN | fllckbhiz, SRETIIE
WERDOEZED /N 1 BlH BT,

14 BRAHEEIZH VT, 40 K1 200 mg/kg BETRIE OBEFEFEE N ZNFN 4 5125

\ZH DT, MRETIIEZEIRD bhiholz,

28 HRERSERIZHVT, 40 RTF 200 mg/ke B THIE OERBZEEN Z TN 5 Fl2F
(& DILTZIED 200 mg/kg B TRRE OFERETH 1 6, FFIEOIMAEZD /NERLMR |
Bl BEOBMBEMED/NELEN 1 Flizibni-, IBERETIIRSOMERESN 1 4, =
EOREN 1 6], RRBOEED/NELH 1 FlIcA b7,

JRERAHEERIRRE (Table 12, Appendix 11)

1 EREEHIZBNT, siBRUIRE ORBAREICTIET 32L& LT, 200 mgkg
HETRIBDERABROKERAEBOKE (I BE~KE) N40d 24, EREORFE
EROBE (BE) 253 f]. IRE OMEMEROEE FRER (BE) 21 F. S
OB ERTHEER (T RE~RE) M3 4], REMESERTEEE (8EF) 22
BUIRO O, ZDiEd, BROFET OERAN 1§, AIEMICFERIBEOLEEEL K
NH LT 1 FITHBEFRICEERFEIHER Sz, 40 mgkg B TIXATE OERED
R LEEMR (BE) R2fickhbil, SBETREFIRD AL -7,

7 BEIRSEIZBW T, sIE ORIRAREISTIET 22 E LT, 200 mgkg ETHIE
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DEFFORFELREFR (PEE~EE) B 4626 EREOHEFFTRBOKE (8
) B FIIROENTZIED, BEOEMEEROEERSS (8EF) 21 4. %ﬁﬁﬁ
DEELRER (BE) 233 f1, Pﬁﬁﬁmﬁﬁﬁﬁﬁﬁﬁﬁ(ﬁﬁ)ﬂlﬂmﬁ
ntoit\%m%mﬁﬁ%ﬁ®ﬁmmﬁb&6nt1%1ﬁmt%mﬁméﬂtom
mg/kg FHETITRIE OEFAZRORF LRBEFR BE~FEE) Beflichabiiz, B
HTIE, FRO/DAFERUCREREORBEREAEERLE | flicx b3, WIRH
\CRRIROEZED/NEUE R B bz | FICTEEEFERIFER Shi,

14 BEEEBICB VT, #TE OREBABEICHIET 525 L LT, 200 mgke BETH]
BOEABDORFELRBHR (FEE~EE) 14 FIEFICRO bNIEs, RE O
FESEI DS FRERE (BE~TEE) N 26RO bN, T, FEOR BT
R ZEs 2 B, BIRROBE OERMM 1 A bhiz, 40 mgke HETIZHIE OEREDOR
FERBER (FEE) B2fllchbivic, STRE TR B BEATMEAEIE 1 4
IZH b,

28 HEHRGEICRBWT, FIB0ARMREICTSTHELE LT, XMmJbﬁfw
a@ﬁﬁ@@%ﬁt&L%ﬁ(¢$§~Eg>#sﬁéﬁ_mbEnt&# BRE DOrE

MO BERZENE BE~TEE) 24 6l BREOCBERER (PEE) 281§,
ISP OHE ERENE (EE) 236, MREE @EE~PSE) N34, Hin @
E) 1R ok, £z, RIRAICEROTRNED /MU Z b 1 5l TR
EFEOVEAMEEREOTAT 4 » b HBROVE AR, BE EEOR TN FER
SNTiED FFIEO/NREFER ORI AR A E 1 F, FRIZERTSIRD U o 3Bk
FE R OFARIR O BT RS 1 B & Bz, 40 mg/kg BETITETE OERED
RELERBFR BE~FEE) BNeflich bz, SBRETCIIRBAREICHET S
Zibe LTIRE ORBES EIREFEEESR, ZBOBEERVREREOEERERNE 1
BHNCERD bz IEh, FFIEO/NAZFEN 1 Flich b,

B
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18. & =
EBEYWEI RATL, 6T L, ERBEBEOERKARRALLTEREN
TWDDR, ERAEIIOWTIE, & hTOREBRAMICETAERIIELNATELT. EHEMN
AMFFERERS (International Agency for Research on Cancer, IARC) DORENBAMFTM TIZ I/ L—7
3 (B MEHTAEBAMIZOWVWTIISETER2W) I8 ENTW5S (IARC, 1976) . T
> MZ 9mg/animal | FFRERAFEL 6 »r ABBEL-EERETILEEOHERITRD 5
nzho7z (IARC,1976) . £z, 7y P TOROREIZL D LD50 13 940 mg/kg & R &
LTW5 (IARC, 1976) 23, ZOMOFBHICETA2ERIIHDITE LN TV, KRB
BWTIE, #HBHERSICLY E~DEENRO LN,

BICHT28E8L LT, 200 mgkg BT 1 [EHFEE%E) LARMICHTE OERBEEEN A
NIIED 1 BEHREZIEE OREREEE. 28 BEREHIEE OMERATNERD b,
o, FEERFOBRE TIIRET | ER5#,» 018 0ERRORT EEBEAE GRS
OREFEERDOEE ERERELA O, BEEEOBIMIEVWEEERUORTEE O 72358
Do, ZOiEN, 1EEV 7 BEREZICEE OEAROSEEERBOKERUVEE O
REFIREIE D B B SIEEESE, 1 B 5 HRICIRE ORI B ERMEEESL, 7 X128 B
FERZRITIRE OEMEEO B ERERE. 28 BRRERICRS ORBED B ERENR. MR
EROHMARD bz, B8 OR¥LEEBERIIMSEOCEZS T EERIGEEZ LN
o3, FRHCRE ICERM IEREE PR b TR Y . BEBEYEIXBREICH L T
BRI 2 E 32 LRI Lz, £72. 200 mgkg BET 1 HRERITHONT-EE O
EEGEH T 2bLIREM T R, 28 B RBREZONBETLRD SN, %
BHEERSWVWI LN, HBRPWERSICIAEERZT[ETE R, 2B, BREHBSIC 200
mg/kg B TBEINMIEIZ, BEHEORIZL > THEIERBISNI I EBRHREEIN T
% (Matsuo, 2000) , ARERTHOLNZMERIIEBRDE OERKR OB RE~ORIEMEIC &
DVEBELLZLOTHY, MER~OEETII VL EZT, 40 mgkg BEIZB TS, 1 @
EE&NOETE OBRERBGORFE LEBFERARD b, B~OEENER SN,

B EHFFIZ 200 mgkg HTBE SN-BRESHET. FERVOEEEOKEIZ. BTy
TORBLEELIFRLEZONTY, & - OAEOENIZEIIDWENZERIZL D
THRAIRFTR EHEEINTD, £7-. 200 mgkg BT 7 BREIREE A OB RLERE
HEOSEXITISEEMECIC 28 BRAZEZICA DN -I/IMREOSEEmIZ. §rE):
SOHM~DRISHEZELTH Y | 28 BEREZICHbN-ARKEOSEEIZ, 2 b DA
TOEECHTOIRENEERB LI b D EE X, 728, 28 ARRE4IT 200 mgkg BT
APVARZEEALLEELEEZ ON2EIBOENEEOHENA LN, REAZFOR
ETIIEERRDONR o2 et EMENERITINIVEHET L, Z01Fh, 28
A 5#17 200 mgkg HE CREOBER A LN, FEFZNRE CERICEEIIZD 5
Y. MRAMFIREICBWTOEET AEBICABREEILA LN ZN -T2 L0 b,
EMFHERIFATHS, 7o, BELHBTIZ 200 mgkg HTHREHEOSENTED 5
N, ZORET, FHLBAELZ SO BRREBSICENELTTET S X ) BB IR
RREDERPRBDOLNRNT &2 b, BEEFENIIEEORVWELEE LT,

EREHEE TR NI ZOMOEIZ, AEREEORWEES THA Z &, —iBE
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DEENTHD &, IBETIE(RRD bV &, XIBARERETLLTHAS
NOFRTHLILENS, KBEVMERS LIIBEORWE{LES 1T,

UEDEBY ARETHIEEVERSICL Y BRESEONENLE~OEENREO LN
2. TOMOIBEBEFR, FERIER, O - MER, WRBFR., £ERSR. EMBR. #FRK.
NRWHR, BER. - R, ABR~OEEBIRE SN2 -7,

19. 2EEL

TARC (1976) IARC monographs on the evaluation of carcinogenic risk of chemicals to man. 11, 241-245.
Matsuo R (2000) Role of saliva in the maintenance of taste sensitivity. Crit. Rev. Oral Biol. Med., 11,
216-229.

-25-




eLio-olg

oley :syybiam Apog
sjel ul Apnis AJ101xo) |BI0 asop-pejeadal Aep-jybia-Ajuam|

(kep) pousd uonessiupy
8z 4 vl L

“10°0>d 1B [04]U00 3[OjUaA Woij juaiey|p AJUeoiubIS s«
‘G0'0>d 18 [03U0O BjOjaA ol JUalayp Apuesyubls .

Aep/By/Bw 00z ——

Aep/6y/Bw oy —e—

Aep/By/Bw o —o—

0s

0ol

0G1

00¢

06¢

0o¢

0G¢E

0ovy

1 B

(6) yybrem Apog

- 26 -



gLio-olga

ale\ :uondwnsuod poo-|
sjel ul Apnjs A)10xo) |elo esop-pejeadal Aep-1ybie-Ajuam|

(Aep) pousad uonensiLILPyY

8¢ le 14 L 0

T T L ] L]

"10°0>d 1B |041u00 ajoiyaa wolj jualayip Apuesiubls .y
‘G0’'0>d }e (01100 8jolyaA woly Juaieyip Apueosyiubls

W/W\\g -

Aep/Bx/Buwi 00Z ~—

Kep/By/Bui oy —@—

Aep/By/Bw 0 —0—

oL

Sl

414

74

o€

Ge

z bi4

(B) uondwnsuoo poo4

-27-



B10-0113

Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of general dinical observations

Sex Signs Administration period

mg/kg/day 0 40 200

Male ss ss ss
172 17 17

No abnormalities detected , 17 13 7
Salivation 4 10

Decreased spontaneous locomotion 4

Staining around nose and mouth 5

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 dlinical observations)
Removal from cage Ease of removal -2 No reaction
-1 Veryeasy
0  Easy (shght resistance)
+1  Difficult
+2  Very difficult
Vocalization 0 None
+1  Vocalization during handling
+2  Continuous vocalization
Handling obsevations  Muscle tfone -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
Pupiliary 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
S  Staggering gait
T  Tip toe gait
P Shuffing (paralytic) gait
GD  Gait disturbance
Tremorftwitch/convulsion 0  None
+1  Tremor
+2  Twitch or convulsion
+3  Systematic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotypic behavior - None
C Circling
G  Grooming
S Sniffing
H  Head bobbing
Abnormal behavior - None
S  Self-biting
B Backing
C  Circling
R Rolling
W Writhing
V  Vocalization
ST  Straub tail
T Tail lashing behavior
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Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of detailed dlinical observations
Male
Predosing Dosing week 1
Dose (mg/kg/day) 0 40 200 0 40 200
Number of animals 5 5 5 5 5 5
-2 0 0 0 o] 0 0
E of -1 A 0 0 1 1 0
removal 0 4 5 4 4 3 4
Removal +1 0 0 1 0 1 1
from cage +2 0 0 0 0 0 0
0 4 4 2 5 4 5
Vocalization +1 1 1 3 0 1 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
femperature  + 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 i - 5 5 5 5 5 5
observation [eadening 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis | 0 0 0 0 0 0
L - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos . o 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 N 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 .0
-1 o] 0 0 0 0 0
Motor activity 0 3 3 4 4 3 3
+1 2 2 1 1 2 2
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
- +1 0 0 0 0 0 0
Respiration 2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation 6D 0 0 9 0 0 0
- 0 5 5 5 5 5 5
inarena  Tremor/
N +1 0 0 0 0 0 0
twitch/ +2 0 0 0 0 0 0
convulsion +3 0 0 0 0 0 0
- 5 5 5 5 5 5
smvpe S5 S 3 00O
behavior P 0 0 0 0 0 0
H 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
Abnomal g g 8 8 g 8 g
behavior W 0 0 0 0 0 0
\Y o] 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.8+1.1 04+09 12+13 1.0+1.7 0.0+0.0 0.020.0
Urination 1.011.0 1.021.0 0.8 1.1 06 +0.8 1.021.7 1621

a). (count/min, 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 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing wesk 2 Dosing week 3
Dose (ma/kg/day) 0 40 200 0 40 200
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
Ease of -1 0 ] 0 0 0 0
removal 0 5 5 5 5 5 5
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 4 4 5 5 5
Vocalization +1 0 1 1 1} 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
" ) - 5 5 5 5 5 5
Piloerection . 0 0 0 0 0 0
L - 5 5 3 5 5 5
Staining hair . 0 0 5 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
Handiing . - 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
Exophthatmos + 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
o - 5 5 5 5 5 3
Salivation N 0 0 0 0 0 2
: - 5 5 5 5 5 5
Secretion . 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 o} 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Motor activity 0 5 4 4 5 5 4
+1 0 1 1 0 0 1
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
- +1 0 0 0 0 0 0
Resplratxgn +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Onser e
i Tremor/
in arena iy +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
. c 0 0 0 0 0 0
E;’:\f’fg’f’c G 0 0 0 0 0 0
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
C o] 0 0 0 0 0
’;‘;’Egﬁgf’ R 0 0 0 0 0 0
W o] 0 0 0 o] 0
\ 0 0 0 0 8] 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.2+04 0.0+0.0 00:£0.0 0.4 +0.8 0408 1.0+1.7
Urination 04 +0.8 04209 06213 06113 0.0+£0.0 3.6 +5.0

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

Male
Dosing wesk 4
Dose (mg/kg/day) 0 40 200
Number of animals 5 5 5
-2 0 0 0
Ease of -1 1 1 1
removal 0 4 4 4
Removal +1 0 0 0
from cage +2 0 0 0
0 4 5 4
Vocalization +1 1 0 1
+2 0 0 0
-1 0 0 0
Muscietone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 5
temperature  + 0 0 0
. ) - 5 5 5
Piloerection . 0 0 0
L . - 5 5 4
Staining hair . 0 0 1
L. 5 5 5
Unkempt hair + 0 0 0
- 5 5 5
Paleness . 0 0 0
Handiing R - 5 5 5
observation Reddening + 0 0 0
. - 5 5 5
Cyanosis + 0 0 0
L - 5 5 5
Lacrimation . 0 0 0
- 5 5 5
Exophthaimas . 0 0 0
-1 0 0 0
Pupillary size 0 5 5 5
+1 0 0 0
L - 5 5 4
Salivation . 0 0 1
. - 5 5 5
Secretion . 0 0 0
0 5 5 5
Pasture +1 0 0 0
+2 0 0 0
-2 3} 0 0
-1 0 1 1
Motor activity 0 5 4 3
+1 0 0 1
+2 0 0 0
0 5 5 5
N +1 0 0 0
Respiration 2 0 0 0
+3 0 0 0
. - 5 5 5
Lid closure . o 0 0
- 5 5 5
S o} 0 0
Gait T 0 o] 0
P 0 0 0
— R
inarena  Tremor/ '
oy +1 0 0 0
. +2 0 0 0
convulsion +3 0 0 9
- 5 5 5
Stereotypic g g 8 g
behavior s 0 0 0
H 0 0 0
- 5 5 5
S 0 0 0
B 0 0 0
Abnormal g g g g
behavior W 0 0 0
\% 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.0+00 0.010.0 0.0 +0.0
Urination * 0.0 £0.0 0.6 1.3 34%55

a): (count/min, mean+S.D.)
* . significantly different from vehicle control at p<0.05
** . significantly different from vehicle control at p<0.01



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 40 200
Number of animals 5 5 5
Ap h contact/ K 0 0 0
proach conta
touch response 0 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
i +1 0 0 0
Sensorimotor 7 5 5 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupillary reflex S S S
- 0 0 0
+
Air righting refiex 5 S 5
- 0 0 0
Forelimb
Grip strength | ') (@ 474 +37 435 +47 473 £15
Hindlimb (g) 507 +34 497 £42 469 + 61
0-10 (min) 207 £22 189 £ 27 250 +47
10-20 (min) 117 £ 35 84 £17 166 + 45
.. 20-30 (min) 74 £22 57 £22 117 £ 56
Motor activity . .
[Interval] 30-40 (min) 48 £ 31 45 18 108 £42
40-50 {min) 68 +29 44 £ 45 108 £ 36
50-60 (min) 29 +27 50 + 39 71+25
Total 543 + 94 469 +67 821171 **

"Approach contact/fouch response”, "Pinna response” and "Pain response";

-1: no reaction, 0: normal, +1: hyper reaction
"Pupillary reflex” and "Air righting reflex"; +: normal, -: abnormal reaction
"Grip strength” and "Motor activity": 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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Tabie 4 Twenty-eight-day repeated-dase oral toxicity study in rats
Summary of body weights (g) : Male
Dose
0 40 200
(mg/kg/day)
Administration 1 154.00 154.41 154.22
period (day) +7.29 (17) 5.49 (17) £5.19 (17)
3 170.16 167.20 162.03 *
+7.53 (13) 17.42 (13) +7.66 (13)
7 204.17 199.93 182.63 *
+11.28 (13) +11.73 (13) +11.47 (13)
14 259.60 255.41 24564
£23.09 (9) 122.84 (9) +15.61 {9)
21 328.22 313.80 27788 *
£21.20 (5) +45.78 (5) +10.59 (5)
28 372.48 355.62 304.58 *
+30.90 (5) 158,72 (5) £11.69 (5)

Values are shown as Mean = S.D..

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

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

*

-34-




Table 5 Twenty-sight-day repeated-dose oral toxicity study in rats B10-0113
Summary of food consumption (g/rat/day) : male

Sex Dose
(mg/kg/day) 0 40 200
Administration 1 20.72 19.79 20.06
period (day)
+ 150 (13) + 116 (13) + 147 (13)
3 19.57 17.92 15.42 =
+ 1.62 (13) + 1.96 (13) + 263 (13)
7 21.57 20.52 19.87
+ 1.85 (13) £ 2.05 (13) + 2.62 (13)
14 20.34 19.87 20.28
+ 273 (9) + 292 (9) +202 (9)
21 21.79 20.28 17.75
t 2.73 (5) + 483 (5) + 182 (5)
28 20.77 20.02 16.73
+ 2.54 (5) + 480 (5) +270 (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 &1 Twenty-eight-day repeated-dose oral toxisity study in rats
Surmmary of urinatyses:Maie
lte Dose Twenty-eight-day treatment
ms
(mg/kg/day) 0 40 200
. 2.6 8.4 214 *
Urine volume (mL) £1.1 (5) 16.9 (5) 7.8 (5)
2339.2 1040.0 308.0 **
U mOsm/L]
osm ( ) £646.4 (5) 618.8 (5) 755 (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 toxichty study in rats B10-0113

Summary of urinalyses: Male

Group Twenty-eight-Gay treatment

Dose (mg/kg/day) 0 40 200
tems No. of animals 5 5 5
Color

sy 0 2 5

Y 1 2 0

YB 4 1 0
Turbidity

Clear 5 3 5

Cloudy 0 2 0
pH

6.0 5 0

6.5 0 5

- 7.0 0 0 3

Protein

- 0 0 4

+ 0 2 1

1+ 1 2 0

2+ 4 1 0
Glucose

- 5 5 5
Ketones

- 4 3

+ 1 2
Occult blood

- 4 3 3

+ 1 1 1

1+ 0 1 1

Color: 8Y: Slightly yellow,Y : Yeliow,YB: Yellow-brown.
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Table -3 Twenty-eigm-cay repeated-dose oral toxicity study in rats B10-0113

Summary of urinalyses: Male

Growp Twenty-eight-day treatment

Dose (mg/kg/day) 0 40 200
ems No. of animals 5 0 5
Urinaly sediment
Red blood cells ¥

0 5 — 5
White blood cells ®

] 5 — 5
Epithelial cells

0 5 — 5
Casts

0 5 — 5
Crystals ®

- 1 — 1

+ 2 — 4

1+ 1 —_ 0

2+ 1 — 0

®: Number of celis/10views(x400).
®: Number of casts/18x18 mm>

) Incidence of crystals/18x18 mmt.
—:Not examined.
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Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
. Dose One-day treatment
ems
(ma/kg/day) 0 40 200
7245 7523 682.3
4
RBC (x10°/uL) +48.1 (4) +48.4 (4) +60.1 (4)
15.53 15.70 14.60
Hb (g/dL) £1.09 (4) $1.10 (4) £1.67 (4)
50.25 - 51.85 47.33
0,
Ht (%) +3.23 (4) £3.71 (4) £5.80 (4)
68.40 68.83 69.25
MCV (fL) +1.61 (4) +1.98 (4) 262 (4)
21.43 20.85 21.38
MCH (P9) £0.50 (4) +0.51 (4) 059 (4)
30.88 30.28 30.88
MCHC (gfdL) £0.22 (4) +0.22 (4) $0.35 (4)
4 151.20 133.28 163.33
Platelet (x107AuL) 123,64 (4) 128.05 (4) £35.60 (4)
11.50 10.80 10.85
. 0,
Reticulo (%) +0.91 (4) £0.22 (4) +1.02 (4)
67.38 68.45 94,23
2
WBC (x10%/uL) +6.32 (4) +16.08 (4) 121.21 (4)
Differentiation of leukocyte
15.20 12.35 16.38
0y
Neutro (%) +1.76 (4) +2.07 (4) +6.02 (4)
79.50 83.28 78.88
0,
Lymph (%) +1.76 (4) +1.89 (4) +5.41 (4)
0.68 0.70 0.33 *
. o,
Eosino (%) £0.10 (4) £0.18 (4) £0.13 (4)
0.90 0.95 0.85
0,
Baso (%) $0.22 (4) +0.30 (4) +0.45 (4)
3.23 2.20 ¢ 268
0,
Mono (%) +0.67 (4) +0.61 (4) +0.30 (4)
0.85 0.53 0.88 *
c %.
LU %) =006 (4) =010 (4) +0.21 (4)

Values are shown as Mean +S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
= Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
o Dose Seven-day treatment
(mgka/day) 0 40 200

RBC (x10%uL) E?:g' @) 223:: @) 16-56;22 @
Hb (9/dL) fo38 4 o8 @ 3 @
Ht (%) o 5o © oy
MCV (L) Z:;: @ gﬁi @ z:sg )
MCH (pg) e @ s0as (@ soet @
MCHC (g/dL) 23:28 (4 2223 ) 23:12 4
Platelet (x10%pL) ggg: 4 2;?3 (4) ;‘Sgg 4)
Reticulo (%) i;ii () i:?i 4 i?)zg *(4)
WBC (x10%/pL) :2:32 4 Zgﬁgs ) iggj?? (4)
Differentiation of leukocyte

Neutro (%) li?g (@) ligg 4 ligg (4)

Lymph (%) :i;g (@) ZAE&:: 4 Zggg 4

Eosino (%) igg: (4) tggg 4 tggg (4)

Baso (%) 4_-(1}‘112 @ igfi 4 ig?g 4

Mono (%) ;:: @ iiég ) ié;g 4)

Luc (%) iggg @ tg?g S} :gfg (4)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 7-3 Twenty-sight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 40 200
745.5 773.5 7123
4
RBC (x10°/uL) +35.9 (4) +54.8 (4) +26.9 (4)
15.20 16.35 14.40
Hb (g/dl) $0.41 (4) +0.95 (4) +0.58 (4)
ht %) . 48.75 49.63 47.60
1164 (4) 12.79 (4) £2.96 (4)
65.43 64.20 66.75
MCcV ) £2.15 (4) $1.12 (4) $1.82 (4)
20.38 19.83 20.20
MCH (pg) +0.68 (4) £0.22 {4) +0.42 (4)
31.15 30.90 30.28
MCHC (g/dL) £0.37 (4) £0.22 (4) $0.78 (4)
144.35 148.18 154.88
4
Platelet (x10°/pL) +12.13 (4) +2B.05 (4) +17.83 (4)
495 5.25 6.50 *
. 0,
Reticulo (%) 070 (4) 0.64 (4) $0.75 (4)
121.38 121.93 127.03
\ .
WBC (x10°7uL) +15.48 (4) £21.63 (4) £24.41 (4)
Differentiation of ieukocyte
20.38 21.25 16.93
0,
Neutro (%) £3.28 (4) £7.95 (4) $4.72 (4)
74.75 73.78 76.53
0,
Lymph (%) £3.05 (4) 27.08 (4) +4.92 (4)
0.55 0.78 0.45
. ("
Eosino (%) £0.10 (4) $0.38 (4) £0.17 (4)
0.90 0.93 0.85
0,
Baso (%) $0.08 (4) 20.30 (4) +0.13 (4)
2.35 2.38 2.23
0,
Mono (%) +0.19 (4) +0.67 (4) +0.39 (4)
1.03 0.3 0.80
Luc ) £0.53 (4) 2050 (4) +0.08 (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 7-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
o Dose Twenty-eight-day treatment
(mg/kg/day) 0 a 2%

RBC (x10%uL) 212 (5) Ig;:i (5) Eili (5)
Hb (g/dL) lgi (5) lg:;: (5) :gg ©)
Ht %) N s 75 ©
McvV (fL) :22 {5) zgg 5) 23;8 5
MCH (Pg) lg;g ) lﬁii ®) 323 ©)
MCHC (g/dl) iéj_f,: (5) 22:; (5) igﬁjg *(5)
Platelet (x10%uL) 11;:?: ®) lﬁ:gg 5) 136;;2 ®)
Reticulo (%) ig;,g (5 :t?)ﬁ (5) ifl‘?? &)
WBC (x10%L) lﬁfii ®) l§§j§§ (5) li;:gg *(5)
Differentiation of iegkocyte

Neutro (%) oy ®) s *(5) oyl (5)

Lymph (%) :?:gg, (5) 232 *(5) 18:2:22 (5)

Eosine (%) igg? (5) ig;f (5) igzg 6)

Baso (%) ig?; (5) :8:; (5) ig;; ()

Mono %) g e Iy

Luc (%) tg?g (5) :;gg (5) tglnz (5
PT (sec) ng ®) l::;g ) :fg: )
APTT (sec) lg:ég (5) l?g (5) l:;i (5)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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B10-0113
Table &-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 40 200
88.5 97.5 79.5
AST aun) 9.4 (4) +11.0 (4) 52 (4)
333 37.8 283
ALT (o 8.2 (4) 8.1 (4) 15 (4)
958.0 1110.5 854.5
ALP (o) £152.9 (4) £307.7 (4) £124.9 (4)
110.38 12.88 14.00
BUN (mg/dL) +1.58 (4) £3.29 (4) $1.39 (4)
. 0.148 0.178 0.170
Creafinine (mg/dL) £0.015 (4) £0.031 (4) £0.026 (4)
. 0.063 0.088 0.070
T-Bil /dL.
' (mg/dL) £0.005 (4) £0.017 (4) £0.027 (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 controf 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 biood chemical examinations:Male
Dose Seven-day treatment
lterns
(mg/kg/day) 0 40 200
93.5 84.8 82.3
AST (iun) +15.4 (4) +10.1 (4) 1.7 (4)
338 30.8 29.8
ALT UM
() 6.7 (4) 141 (4) 35 (4)
995.0 909.0 989.0
A
LP (o) £259.0 (4) 2909 (4) $191.1 (4)
9.45 11.03 10.48
BUN /d
(mg/dL) 1226 (4) £1.47 (4) +1.87 (4)
. 0.183 0.170 0.188
/
Creatinine (mg/dL) £0.010 (4) £0.016 (4) £0.015 (4)
. 0.085 0.063 0.058
T-Bil ma/dL
! (mg/dL) £0.013 (4) £0.019 (4) £0.015 (4)

Values are shown as Mean % S.D..

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

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

B10-0113

Table &3
Summary of biood chemical examinations:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 40 200
70.8 738 66.3
AST (um) £7.1 (8) 1.3 (4) 7.2 (4)
24.0 25.0 220
ALT (i) £3.9 (4) +18 (4) 22 (4)
828.8 860.8 996.0 *
ALP o) 1767 (4) 543 (4) 925 (4)
8.50 8.23 8.88
BUN (mg/dL) 1267 (4) £2.74 (4) +0.84 (4)
i 0.175 0.175 0.195
Creatinine (mg/dL) +0.017 (4) 0.039 (4) $0.019 (4)
) 0.053 0.055 0.058
T-Bil /L
(mg/dL) +0.010 (4) £0.013 (4) $0.013 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 84 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of biood chemical examinations:Male
— Doce Twenty-eight-day treatment
(mg/kg/day) 0 40 it

AST () ig:; {5) j?:g 5) jg:g (5
ALT (lun) il:? (5) igé (5) ;i:g (5
ALP ) 158 & 575 %4 ©
ChE (un) ifi:g 5) ;2:? 5) ;2:3 ®)
y-GTP (U ig:g? {5) ig:gg (5) tg:g: (5)
T-Cho (mg/dL) ;:{g (5) jgg (5) :g?/ (5)
TG (mg/dL) iﬁ_?,ji - 12;2 &) :Zl:g &)
BUN (mg/dL) 132 ) é:gg ) t?:ig )
Creatinine (mg/dL) igjﬁgg (5) :g:?)g: *(*5) igﬁigg *(5)
T-Protein (g/dL) iﬁjli (5) igigg (5 ' ig:ii *(5)
Albumin (grdL) ié:;: (5) :ﬁ:ig (5) 13123 ,(5)
AJSG ratio ) igggi (5) iggi? (5) iggg (5)
Glucose (mg/dL) l:::: (5) lﬁg (5) l:g:; (5)
T8 (mgdL) 20015 5 w0004 5 0011 @
TBA (umol/L) jﬁ;ﬁ (5) Egg (5) ;g:?/f ()
1P (mg/dL) l;;f (5) l?j;g (5) lg: (5
Ca (mg/dL) Eg: ®) l?ii (5) lg;j '(5)
Na (MEq/L) 1:?:: 5) 1:3.: ©) 113:2 ®)
K (mEqll) ig:gg (5) igg (5) tg:gg ©)
cl (mEa/L) 12:22 5) 122::2 5) 12? :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.

J46 -




B10-0113

Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
fems Dose One-day treatment
(mg/kg/day) 0 40 200
U 4.658 4675 4.843
ver ) 10329 (4) +0.190 (4) +0.345 (4)
Heart @ 0.640 0.640 0618
9 +0.065 (4) +0.037 (4) £0.034 (4)
0.663 0.685 0.648
Kidney(R) © £0.109 (4) +0.030 (4) +0.057 (4)
. . 0673 0.670 0.635
Kidney(L) @ +0.075 (4) +0.037 (4) +0.017 (4)
Kidnevs @ 1.335 1.355 1.283
¥ 9 $0.184 (4) +0.065 (4) +0.074 (4)
i 0.703 0.763 0.645
Testis(R) @ +0.050 (4) +0.087 (4) +0.079 (4)
: 0.710 0.763 0.643
Testis(l) ©@ +0.064 (4) +0.090 (4) +0.066 (4)
Testes @ 1.413 1.525 1.288
9 £0.109 (4) +0.174 (4) £0.144 (4)
R 0.088 0.005 0.090
Epididymis(R) @ £0.010 (4) £0.013 (4) +0.008 (4)
o 0.083 0.090 0.080
Epididymis(L) @ £0.022 (4) +0.008 (4) £0.014 (4)
N 0.180 0.185 0.170
Epididymides @ £0.029 (4) £0.019 (4) +0.018 (4)
0.095 0.080 0.095
Ventral prostate @ +0.026 (4) £0.012 (4) +0.031 (4)
Dorsolateral @ : 0.073 0.073 0.075
prostate 9 +0.005 (4) +0.010 (4) $0.017 (4)
Brain @ 1.728 1713 1.740
S £0.102 (4) £0.075 (4) £0.061 (4)
Soleen @ 0.378 0.418 0.358
P 9 10.047 (4) £0.019 (4) +0.038 (4)
_— o) 479.70 462.03 492.90
ym g £36.38 (4) +52.00 (4) +64.23 (4)
. 6.03 5.80 5.43
Phuitary gland (mg) 077 (&) +0.16 (4) +0.43 (4)
X 9.05 8.78 9.33
fhyroid (mg) +1.55 (4) +0.39 (4) +1.46 (4)
29.70 28.80 32.90
drenal
Adrenals (ma) +4.82 (4) 321 (4) £2.38 (4)
. 131.15 135.18 132.15
I bod h
Final body weight — (g) +10.24 (4) 2,65 (4) +4.02 (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 freatment
tems
(mg/kg/day) 0 40 200
U ( 6.183 6.158 6.228
ver 9 +0.410 (4) +0.473 (4) +0.583 (4)
Heart @ 0.778 0.820 0.815
9 £0.057 (4) +0.044 (4) +0.006 (4)
‘ 0.855 0.843 0.835
Kidney(R) @ £0.064 (4) +0.025 (4) +0.087 (4)
0.818 0.828 0.785
Kidney(L) @ +0.048 (4) +0.042 (4) +0.065 (4)
Kidneve @ 1.673 1.670 1.620
4 g +0.108 (4) +0.067 (4) +0.143 (4)
. 0.873 0.978 0.988
Testis(R) © +0.057 (4) +0.007 (4) +0.025 (4)
. 0.875 0.973 0.948
Testis(L) @ +0.091 (4) +0.105 (4) +0.036 (4)
Testes @ 1.748 1.950 1.935
g +0.142 (4) +0.201 (4) +0.059 (4)
o 0.120 0.125 0.135
Epididymis(R) @ +0.014 (4) +0.021 (4) £0.021 (4)
- 0.120 0.123 0.133
Epididymis(L) @ £0.008 (4) £0.017 (4) +0.015 (4)
. 0.240 0.248 0.268
Epididymides @ +0.022 (4) +0.038 (4) $0.035 (4)
0.105 0.120 0.125
Ventral prostate (@ +0.024 (4) +0.016 (4) +0.026 (4)
Dorsolateral @ 0.108 0.115 0.113
prostate 9 £0.013 (4) +0.024 (4) +0.022 (4)
B @ 1.875 1.805 1.805
g £0.008 (4) +0.087 (4) +0.054 (4)
Sofeen @ 0.510 0.495 0.460
P 8 +0.123 (4) +0.126 (4) £0.084 (4)
_— ) 623.95 548.98 538.78
ym 9 +138.28 (4) +31.91 (4) £96.13 (4)
6.78 6.85 6.53
Pituitary gl
fuitary gland (mg) 021 (4) +0.97 (4) +0.59 (4)
) 12.58 15.58 14.08
Thyroid (mg) £0.91 (4) +3.15 (4) +1.93 (4)
35.63 34.05 34.30
Adrenal :
renais (mg) +6.37 (4) +3.98 (4) +1.92 (4)
4 ) 181.60 176.98 175.83
| t :
Final body weight  (g) £7.28 (4) +7.24 (4) +10.67 (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 83 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absotute organ weights:Male
Dose Fourteen-day treatment
items
(ma/kg/day) 0 40 200
i 7.850 7.738 8.385
ver @ +0.746 (4) +0.766 (4) +0.808 (4)
Heart @ 0.950 0.940 0.948
. 10.048 (4) +0.073 (4) £0.033 (4)
1.005 1.070 0.980
Kidney(R) @ 0.158 (4) +0.067 (4) £0.041 (4)
. 0.970 1.043 0.960
Kidney() @ £0.150 (4) £0.104 (4) £0.042 (4)
e © 1.975 2113 1.940
¥s g £0.306 (4) +0.170 (4) +0.080 (4)
) 1.223 1.250 1.363 *
Testis®) @ £0.073 (4) +0.037 (4) £0.094 (4)
i 1.213 1.253 1.355
Testis(L) © +0.072 (4) +0.042 (4) 0131 (4)
Testes © 2.435 2.503 2718
g +0.142 (4) +0.076 (4) +0.224 (4)
o 0.188 0.198 0.193
Epididymis(R) @ $0.013 (4) £0.015 (3) +0.005 (4)
o 0.185 0.190 0.205
Epididymis(L) © £0.017 (4) +0.008 (4) +0.017 (4)
o 0.373 0.388 0.398
Epididymides © £0.029 (4) +0.019 (4) +0.017 (4)
0.210 0.210 0.198
Ventral prostate  (g) +0.051 (4) £0.022 (4) £0.025 (4)
Dorsolateral @ 0.175 0.203 0.195
prostate 9 £0.060 (4) £0.038 (4) $0.024 (4)
Brain @ 1.818 1.868 1.855
g +0.087 (4) £0.077 (4) +0.062 (4)
Soreen @ 0.578 0.595 0.603
P g +0.110 (4) +0.122 (4) +0.216 (4)
— ma) 551.43 689.58 632.98
ym g +114.85 (4) 18273 (4) +157.33 (4)
o 7.58 8.45 8.58
Pituitary gland (mg) +1.01 (4) £1.02 (4) +0.87 (4)
, 17.55 18.33 18.23
Thyroid (mg) £3.18 (4) +0.83 (4) £2.12 (4)
44.00 42.30 43.85
Adrenal
renais (mg) +5.77 (4) +4.03 (4) 16.44 (4)
‘ 222.78 227.85 230.85
Final bod ht
' yweight (@) £20.75 (4) +13.55 (4) £20.01 (4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
" Dose Twenty-eight-day treatment
ems
(mg/kg/day) 0 40 200
L 11.104 10.872 9.110
ver @ +1.338 (5) +2.418 (5) +0.603 (5)
Heart o 1.218 1172 1.008 *
9 +0.073 (5) +0.151 (5) +0.092 (5)
. 1.250 1.242 1.020 *
Kidney(R) @ +0.042 (5) +0.257 (5) £0.132 (5)
. 1.238 1.210 0.992 *
Kidney(L) © +0.050 (5) 10241 (5) +0.104 (5)
Kidnevs © 2.488 2.452 2012 *
¥ g +0.090 (5) +0.495 (5) +0.235 (5)
. 1.558 1.620 1.310
Testis(R) © +0.099 (5) +0.158 (5) +0.489 (5)
. 1.530 1612 1.300
Testis(L) @ +0.124 (5) +0.150 (5) +0.500 (5)
Testes @ 3.088 3.232 2610
9 +0.213 (5) +0.308 (5) +0.987 (5)
- 0.380 0.366 0.318
Epididymis(R) @ +0.030 (5) +0.038 (5) +0.062 (5)
. 0.372 0.386 0.328
Epididymis(L) © +0.016 (5) £0.031 (5) £0.089 (5)
S 0.752 0.752 0.646
Epididymides @ £0.046 (5) +0.069 (5) +0.151 (5)
Ventral prostate (q) 0.454 0.362 0.264 =
P 9 +0.069 (5) 0.090 (5) +0.063 (5)
Dorsolateral © 0.338 0.296 0.284
prostate 9 +0.040 (5) +0.048 (5) +0.107 (5)
Seminal vesicle © 1.018 0.898 0.624 =
9 +0.044 (5) +0.148 (5) +0.213 (5)
Brain @ 2.000 1,994 1.868 *
g +0.070 (5) +0.065 (5) +0.054 (5)
Soleen @ 0.682 0.632 0.594
P g +0.053 (5) +0.146 (5) +0.046 (5)
Thvmus mg) 628.14 506.48 429.72
Y 9 £180.56 (5) +87.59 (5) +85.76 (5)
- 10.38 10.86 8.42
Pituitary gland (mg) +0.58 (5) +2.08 (5) +1.29 (5)
. 17.46 19.50 16.22
Thyroid (mg) +4.36 (5) +2.98 (5) +3.47 (5)
Adrenals o) 49.58 49.44 54.52
& 8.94 (5) 6.27 (5) 2,44 (5)
. 354.78 335.66 285.72 *
Final bod h
inal body weight (g £29.00 (5) £51.93 (5) +10.79 (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.

-50-




B10-0113

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

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

(mg/kg/day) 0 40 200

Liver (g/100g) zgfgg @) tz..ggg @ »_rg:?gi @
Heat (9/100g) ig:ggg ) ig:g:3 @ ig:gi @
Kidney(R) (g/1009) tg:ggg ) i’giggg @) igiggg @
Kidney(L) (9/100g) rg:g;.; ) igﬁziz @ igﬁ:g @
Kidneys (g/100g) 121:317? (@) «:{1)323 @) ig:zii @)
Testis(R) (g/1009) ig:ggg ) ig:gg:‘? @ ;,ﬁfj @
Tests(L) (@/1009) a_rg:ﬁ “) ig:ggz @ :tg:ggg @
Testes (9/1009) i;:ggg @ :;:122 @ 18:3;3 @
Epididymis(L) (9/1009) 1328:2 @ tg:ggz @) ig:g?g @)
Epididymides (g/1009) ig:g)?g @ zg::):g @ igiéfz @)
Ventral prostate  (9/100g) ig:g:g @ igg?g @ ig:g:g @
Dorsolateral (/100g) 0.055 0.055 0.060
prostate i +0.006 (4) +0,006 (4) +0.012 (4)
Brain (g/100g) if)ﬁzg @ i(;‘.igi @) 132312 @
Spleen (9/100g) :tg:é?g @) 13:332 @) :tgiigg @)
Thymus (mg/100g) 33:23 @ ﬁéig @ Zﬂg @
Pituitary gland (mg/1009) tf)gg ) ig?g @) £;§ @)
Thyroid (mé' 1009) :rg:‘gli ) igjg “) ;:3185 @
Adrenals (mg/100g) ggg @ g?g @) ig:gg )
e D S

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 refative organ weights:Male
tems Dose Seven-day treatment

(mg/kg/day) 0 40 200

Liver (9/100g) ;,;?3 @ ;‘ZE (4) ;afgg @
Heart (9/100g) tggig @ igg?:; 4 t(o)ggi o)
Kidney(R) (9/1009) ig;;g () igg:g ) igg;g @)
Kidney(L) (9/100g) ig:;gi ) ig;fg @ ig:ggg ()
Kidneys (9/100g) ' tg?é': @) igf):g ) tgzgg (4)
Testis(R) (9/100g) ig:;ﬁi @ J_,g:giz (4 tg:ggg *(4)
Testis(L) (g/100g) iﬁﬁiﬁ @ igf.iz @ 131233 @
Testes (9/100g) ig:ggg @ ig):)gg @ i:):)gg @)
Epididymis(R) (g/100g) | ig:g?g (4 ig:g;g ) igﬁgﬁ 4
Epididymis(L) {g/100g) ig:ggg (4) 18:832 @) igtgzg 4
Epididymides (g/100g) ig:g?g (4 ig'_;?g @) ig:;gg O]
Ventral prostate (g/100g) iggfg “ igg?g ) 138:2 @
Dorsolateral (g/100g) 0.060 0.065 0.063
prostate +0.008 (4) . %0.010 (4) £0.010 (4)
Brain (9/100g) t;ggi @) igggi ) igggi (4
Spleen (g/100g) 18328 (4 igﬁzg @ i—gégg )
Thymus (mg/100g) i;;:;g () z:g;g @ igggg (4)
Pituitary gland (mg/100g) tg;f 4 ica)ig ) tgzg @
Thyroid (mg/100g) igz: @ 1?23 4) i?gg )
Adrenals (mg/100g) _1_:;3 ) l?gz @) l?:g (4
I 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 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
Dose Fourteen-day treatment
Items
(mg/kg/day) 0 40 200
) 3.528 3.390 3635
Liver (971009) +0.108 (4) +0.165 (4) +0.196 (4)
0.428 0.415 0.413
Heart (g/1009) +0.022 (4) +0.048 (4) +0.030 (4)
) 0.448 0.470 0.428
Kidney(R) (9/1009) +0.036 (4) £0.008 (4) £0.035 (4)
A 0.435 0.458 0.418
Kidney(L) (g71009) +0.038 (4) +0.028 (4) +0.028 (4)
. 0.883 0.928 0.845
Kidneys (g7100g) +0.073 (4) +0.034 (4) +0.062 (4)
. 0.553 0.553 0.593
Testis(R) (9r100g) $0.033 (4) +0.046 (4) 0.039 (4)
, 0.545 0.550 0.590
Testis(L) (g/100g) +0.029 (4) +0.041 (4) £0.057 (4)
1.098 1.103 1.183
Testes (g71009) +0.060 (4) £0.086 (4) 0,095 (4)
- 0.085 0.088 0.083
Epididymis(R) (g/1009) +0.006 (4) £0.005 (4) £0.010 (4)
o 0.083 0.085 0.090
Epididymis(L) (g71009) $0.005 (4) £0.010 (4) £0.014 (4)
o 0.168 0.173 0.173
Epididymides (9/1009) +0.010 (4) £0.013 (4) £0.022 (4)
0.095 0.093 0.085
Ventral prostate  (g/100g) £0.019 (4) £0.013 (4) +0.006 (4)
Dorsolateral (g/100g) 0.078 0.090 0.085
prostate 9 9 +0.024 (4) +0.022 (4) +0.013 (4)
. 0.818 0.823 0.805
Brain (9/1009) +0.046 (4) +0.069 (4) +0.052 (4)
0.258 0.260 0.258
Spleen (g7100g) +0.031 (4) £0.041 (4) £0.069 (4)
247.80 302.98 271.85
Thymus (mg/100g) +46.68 (4) £35.37 (&) +51.72 (4)
. 3.43 3.68 373
Pitultary gland (mg/1009) 031 (4) 026 (4) 1017 (4)
: 7.95 8.05 7.90
Thyroid (mg/100g) +1.87 (4) £0.26 (4) $0.70 (4)
19.75 18.53 19.05
Adrenals (mg/1009) +1.64 (4) 071 (4) 281 (4)
. 22278 227.85 230.85
Final body weight
inal body weight () £20.75 (4) +13.55 (4) £20.01 (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 vehicle control at P<0.01.
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Table 104 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relafive organ weights:Male
ltems Dose Twenty-eight-day treatment
(mg/kg/day) 0 40 200
, 3122 3.216 3.186
Liver (g/100g) £0.171 (5) +0.235 (5) £0.101 (5)
0.344 0.348 0.352
Heart (8/1009) +0.015 (5) £0.015 (5) £0.041 (5)
) 0.354 0.370 0.356
Kidney(R) (g/1009) £0.019 (5) +0.025 (5) +0.047 (5)
. ’ 0.350 0.360 0.348
Kidney(L) (g71009) +0.016 (5) £0.025 (5) +0.038 (5)
) 0.704 0.730 0.704
Kidneys (9/100g) +0.035 (5) +0.048 (5) +0.084 (5)
. 0.442 0.488 0.462
TestisR) (g100g) +0.031 (5) +0.043 (5) £0.176 (5)
i 0.434 0.486 0.458
Testis(L) (9/1009) +0.034 (5) +0.041 (5) +0.180 (5)
0.876 0.974 0.920
Testes (g/1009) +0.062 (5) +0.084 (5) +0.356 (5)
- 0.106 0.110 0.114
Epididymis(R) (97100g) +0.011 (5) +0.012 (5) £0.023 (5)
S 0.104 0.116 0.114
EpididymisL) (671009) +0.005 (5) +0.011 (5) +0.034 (5)
- 0.210 0.226 0.228
Epididymides (8/1009) +0.016 (5) +0.023 (5) +0.056 (5)
0.128 0.106 0.092 *
Ventral prostate  (9/100g) +0.022 (5) £0.017 (5) +0.024 (5)
Dorsolateral (@009 © 0.098 0.090 0.100
prostate 9/1%0g £0.008 (5) +0.019 (5) +0.037 (5)
‘ . 0.286 0.270 0.216
Seminal vesicle {g/100g) 0.030 (5) £0.027 (5 £0.072 (5)
: 0.568 0.604 0.656
Brain (91100g) +0.056 (5) +0.001 (5) +0.038 (5)
0.194 0.188 0210
;
Spieen (9/1009) +0.015 (5) +0.030 (5) £0.023 (5)
179.26 153.16 150.48
Thymus (mg/1009) +60.25 (5) 3324 (5) £29.86 (5)
» ' 2.94 324 294
Pituitary gland (mg/100g) 1030 (5) £031 (5 042 (5)
) 4.98 5.82 5.68
Thyroid (mg/100g) - +1.32 (5) £0.41 (5) +1.16 (5)
13.92 14.88 19.08 **
Adrenals (mg/100g) +1.85 (5) £2.00 (5) +1.03 (5)
) 354.78 335.66 285.72
Final bod ht
inal body welg © £29.00 (5) +51.93 (5) +10.79 (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 40 200  (mg/kg/day)
ss ss ss
42 4 4
No abnormalities detected 4
Forestomach
Elevation of limiting ridge 0 0 3
Glandular stomach
Blackish region of mucosa 0 0 2
Thyroid
" Aplasia of left lobe 0 0 1

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 40 200  (mg/kg/day)
sS ss ss
4 4 4
No abnormalities detected 3
Forestomach
Elevation of limiting ridge 0 4 4
Kidney
Pelvic dilatation, unilateral 0 0 1
Thyroid
Decrease in size of left lobe 1 0 0

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 40 200  (mg’/kg/day)
ss ss sS
4% 4 4
No abnormalities detected 4
Forestomach
Elevation of limiting ridge 0 4 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 40 200  (mg/kg/day)
SS ss $S
52 5 5
No abnormalities detected 2 0 0
Forestomach
Elevation of limiting ridge 0 5 5
Glandular stomach
Blackish region of mucosa 1 0 0
Reddish region Of’l-'l:l;JCOSG 0 0 1
Jejunum
Diverticulum 1 0 0
Liver
Decrease in size of left lateral 0 0 1
lobe
Testis
Small, bilateral 0 0 1
Thyroid ,
Decrease in size of left lobe 1 0o 0

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

-58-

B10-0113




Table 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: One-day treatment

Male
Findings Grade 0 40 200  (mg/kg/day)
ss ss ss
42 4 4
" Forestomach
Noabnormalities detected  _  _ ___44) 24 O/4 e,
Edema/lL.amina propria/ * 0/4 0/4 114
Limiting ridge YT o4 T o4 7 s T
Hyperplasia/Squamous epithelium/
Liﬁ’iﬁ% e 9 P 0/4 2/4 3/4
Glandular stomach
Noabnormalties detected YA
Atrophy/Surface epithelium/
Carcri)iaz E)O_rtign e * 0/4 OM.'”__ 14
Necrosis/Fundic mucosa/ x4 o4 a4
Cardiac portion + 0/4 0/4 2/4
‘Necrosis/Fundic mucosa/Focal ¥ o4 o4 a4 T
Liver
No abnormalities detected 4/4 - 4/4
Kidney
No abnormalities detected | . a4 e 3 e
Cyst/Subcapsuie + 0/4 - 114
Testis
No abnormailities 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 abnomalities detected 4/4 — 4/4
Thyroid
Hypoplasia/left lobe ++ — — 1/1

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 12-2 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 55
4 4 4
Forestomach
No abnormalities detected  ...44” 04 04 e,
Edema/Lamina propria o, 0/4 0/4 1/4- -----
Lmiting fdge
------------ ] + 0/4 3/4 0/4
H.yp_grpla.SIa/Squarnous epithelium/ T o T a7 3 T
Limiting ridge e L e,
' +++ 0/4 0/4 1/4
Glandular stomach
No abnormalities detected 4/4 s o4
‘AtrophylFundic giand/Cardiac porion 04 04 g T
Atrophy/Surface epithelium/
Carcﬁaz portion P _+ 0_/4 ____?/4“_ _3/4 _______
Necrosis/Fundic mucosa/
Cardiac portion * 04 0/4 4
Liver
No abnormalities detected . SO
Microgranuioma + 1/4 — 0/4
Kidney
MNoasbnormalities detected ... Y4 o T A eeeeereemenan.
Dilatation/Pelvis ++ 04 — 14
Testis
Noabnomaliiesdetected ¥4 - 44
Atrophy/Seminiferous tubule/Focal  + 1/4 — 0/4
Ventral prostate
No abnormalities detected 4/4 — 4/4
Dorsolateral prostate
No abnormailities detected 4/4 — 4/4
Bone marrow
No abnormalities detected 4/4 — 4/4
Spleen
No abnomalities detected 4/4 — 4/4
Thymus
No abnormalities detected 4/4 — 4/4
Thyroid
Hypoplasia/l_eft lobe + 1/1 — —

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: slight, ++: moderate, +++: severe.
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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 40 200  (mg/kg/day)
SS ss ss
49 4 4
Forestomach
No abnormalities detected ...44> 04 04 .
Hyperplasia/Squamous epithelium/  ++ o4 44 va4a
Limiting ridge 4+ 0/4 0/4 3/4
Glandular stomach
Noabnormalities detected ... da L AMa . 28 e,
Atrophy/Surface epithelium/ A 04 o4 va
Cardiac portion ++ 0/4 0/4 1/4
Liver ‘
Nosbnormalies detected . . . e SO .. S
Necrosis/Hépaté-C);t'e‘/l;ocal o + a4 — 24
Kidney
Noabnomaiities detected G4 e S
Cys.t}l\ﬁgc;[l-lla + 04 — a4
Testis
No abnormalities detected ‘ 4/4 -— 4/4
Ventral prostate
No abnormalities detected 414 -— 4/4
Dorsolateral prostate ‘
No abnormalities detected : 4/4 — 4/4
Bone marrow
No abnormalities detected 4/4 — 4/4
Spleen
No abnormalities detected 4/4 — 4/4
Thymus
No abnormalities detected 4/4 — 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: slight, ++: moderate, +++: severe.
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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 40 200  (mg/kg/day)
SS Ss ss
53 5 5
Trachea .
No abnormalities detected 5/5 — 515
Lung
No abnormalities detected 5/5 — 5/5
Submandibular gland
No abnormalities detected '5/5 — 5/5
Forestomach
Noabnormalifies detected o5 oS . O e,
HyperplasiarSaquamos sptelumy 05 4508 T
Li);fiti;% ridge ? P LS "W 25 .
+++ 0/5 0/5 3/5
Glandular stomach
Noabnormalities detected a5 85 M
Atrophy/Fundic gland/ . s s
Cardiac portion ++ 0/5 0/5 2/5
AtrophyiFundic gland/Focal T e s s s T
Atrophy/Surface epithelium/
Cardac porton IO AT
Cellular infitration SRR L . B S—
_____________________________________________ LS s A
Hemorthage T s s s T
Necrosis/Fundic mucosa/Focal  + 1/ os os T
Duodenum
No abnormalities detected 5/5 —_ 5/5
Jejunum
No abnormalities detected S e T 05
Diverticulum N 1/5 — os
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

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: slight, ++: moderate, +++: severe.
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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 40 200  (mg/kg/day)
ss sS sS
52 5 5
Liver
Noabnormalities detected  ...48Y  — . 35 e
Microgranuloma s e T
Necrosis/Hepatocyte/Focal R 0/5 — 1/5
Heart
No abnommalities detected 5/5 — 515
Kidney
No abnormalities detected 5/5 - 5/5
Urinary bladder
No abnormalities detected 5/5 — 5/5
Testis
No abp_oqng_litig; detected L 5!5 5/5 s
Atrophy/Seminiferous tubule/Diffuse  ++4  0/5 o5 v
Hyperplasia/Leydig celiDiffuse  ++ 0/ s s T
Epididymis
No g_lql_wg[r_qalitges_ detected 565 o5 .45 oo
Loss/Spern;I-I-Bil-éterél -------- PO 05 0/5 ...... s T
Ventral prostate
No abnormalities detected 5/5 - 5/5
Dorsolateral prostate
No abnormalities detected ... T e .. N
Cellular infiltration, lymphocyte + 0/5 - 1w
Coagulating gland
No abnormalities detected 5/5 — 5/5
Seminal vesicle
No abnormalities detected 5/5 — 5/5
Spinal cord
No abnormalities detected 515 — 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

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: slight, ++: moderate, +++: severe.
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Table 12-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 40 200  (mg/kg/day)
ss ss ss
5% 5 5
Thyroid
No abnomaliies detected 487 = U5 e
Ectopic thymic fissue LS s T
"Hypoplasia/Left lobe PO = 0/5
Parathyroid
No abnormalities detected 5/5 —_— 5/5
Adrenal
No abnormailities detected 5/5 — 5/5
Eye ball
No abnormalities detected 5/5 — 5/5
Skeletal muscie
No abnormalities detected 5/5 — 5/5
Bone
No abnormalities detected 5/5 — 5/5
Mammary gland
No abnormalities detected 5/5 — 5/5

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

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

—-. Not examined.
+: slight, +++: severe.
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