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— IR YR N AT S A BT
T877-0061 KAy HBEWAFIT 3 TH 822 FHh

Phenylbutazone % 7 v MZ 28 FM@ARBERARG L L & BN D AR OBEER U IR
DL BT 5 Z LI L V., Phenylbutazone NEMEFHALNICTHLZHRIL TS, &
7. BEFREREMRTOTDORBZERT 2,

5. RERE

UTORBIEEZSEZICER LT, ,

a)  TEHEMESTRLSRBOFIEICOVWT] (FR 23 43 A 31 B, /% 0331
@78 Rk 23-03-29 BUFE 5 B, BRRMARE 110331009 B, —HREIE: YAk 24
4 B2 8. ®ATO0402E 1B, Tk 24-03-28 BUFES 2 5, BIRAFEE 120402001 &)
WED B EEEE AW S 28 A RO KERGHEHERER)
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o) T[E&%EEEOFTET 5 EREECR T 2BMERSOEMICHET 2 EARELN (BE
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d)  [EHKELSOFET HERESICRT 2B ERSOERICET 2 EREHt (B
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3.E K

Phenylbutazone DAMZER 72 FER EETFRBUCKIETREIC OV TREAT 5 BHT,
LEIET A NTA FFA VKR OECD T A MAA KT A4V 407 2551 28 BAIRKERD&
EEMERBREER LT,

5 WEOHED Crl:CD(SD)T v M= — L {HIZREE X &7~ Phenylbutazone % 1, 7. 14 XiZ
28 FREHBmERO®RE Lz, #EAEIZ0 (=— ) | 40 X200 mgkg/day & L, 1,
7RO 14 BRIRER IS AT T4 FEACIT 1 DD 41T, 28 BHEREHITIT 1 8#
Hicy SEEERLE, BEHRTIZEIc VW T—RIREBEE, AEAEROEERAE
IV B BB T H#IT COY0, IBE T A RREET TR 2B L 2 %S LT, IWRRE,
SRESERBRE R OBETREEENT OO ORBEIE 2 Lz, AT, 28 B FHRERIC
DNWTIE, BEHIR IR — R ERUOHEEREZITV. FRIREEOIFHITRE
BB L CTRREZT o7

—ARIRAEBILZ TIE, 200 mg/kg B THRBEBRTAL b 7cidds, 40 KT 200 mgkg BT
e 515 EREHE TR b T,

SE 7 — AR BEBIER T 200 mg/kg B TS 4 38 B ICIRER A b iz,

FER OB E T 200 mgkg TR S 3 B BITEER AL,

MEHFAIRE TIX, 200 mgkg BT 1 EXR V7 B ERS %I A MERE R CFHEREEOR
&, 7 B 28 HRRE#%IC Hb RO Ht OKEE IR AR MR R ORE, 28 BE&RE
BICHRMEREE DEER 3 BTz,

MIFECFRIRE TI, 40 mghkg BT 7 BEIREZICRE Y VEV ORIE, 28 B F&RE#%
I ALP ROYR E Y VB OfEME, 200 mgkg T 1 E#&5#IZ ALT, BUN KO L7 F=
VOEE, 7T BEREENLRE Y LV E Y OKE, 28 BERERIC BUN OFRELTNT ALP
KON TBA OEERH b,

BEEETIE, 40 mykg BT 7 ABREZICBIROMENS R O EEDORE, 200 mgkg
BEC 1 B 540 b IFIROME ITHMNEEOREME., 1E, 7 X028 AEKRERICEROWE
I EEOBEXIIFEEMER, 14 K128 BEHESHZICFRIROMES KON ERD
EENRH BT,

TR TIE. 200 mg/kg BEC 1 B 5% ICERBOBER, 1 BIR 5% 0 b IFROBEXRE A b,

FREEERRE T, 200 mg/kg T 1 E&REZICEROIESEE, REXIIEEINE
O RAETEE, IO/ ERDHEFRIER, 7RO 14 BARERICHIBO OVE AT/
e DERFRIREIE R, 14 ARIRERICBIBORER OBENFORMBEILR, 28 BERE
T IR /NEE R DERT IR IR, B0 B ORMEILR, RO R0 ERHEH
K OREGE I OBEHEE, 7 RO 28 A H&RE-% I RO BIMELTTEDR 2 b vz,

BRERE R ORRE TR EREIC L 2BBIIED bhiho T,

Ubo ey, ARERSEMTIZIVVT Phenylbutazone DI EIZ L V|, Blg. FFigKk OiLik
IZRT A BMEEENRD bILIEh, BREEOFRBA~ORENRR S,
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14, HEBAEE
14.1 #HBWHE
a) AHE
& W Phenylbutazone
CAS &E % 50-33-9
b) HETKRONe v FEE
33 R EE
oy hES 8GNMI
c) HWERXE
HEER
0]
mﬁA\/\g%y/[:]
N
e
47 Ci1sH20N202
SFE 308.37
d) MES
whoEE 99.8% (HPLC area)

BB I 100%E L TRV H- T,
e) WEALFERIMER
RKISIREE (BSfEME) AW (0.2 g/L. 25°C)

BOR 106.6°C
BRICBT AR BAa~FAOKE~MEREE
REM BE R TIZB W TIIRE
R AAREE (EARE)
w K VBIRE (BRI
AR ) =) T
f) RESM:
N L= EBABICAN, HRMEREROBREICTHET Gra%HE 1~10°C) T
& LT,

g) WRYWEOR—MERMRERETITRIT 2R EROHERS
WsRBA ISR -GS L7z [Phenylbutazone D& EM:., WRMWEKROH—M, BEERV
EERERRER]  (REBREE X02-0285, FE GLP HEY) ITRBWTHER LI
WSTATEOIE N FEERATA ST ER OB LAY DAY bV T —F ~—Z (Spectral
Database for Organic Compounds: SDBS) 7> AT L7z RAMEIN AT L & LERBRIER
WCBWTHIE LAY MARKEBTAZ LiIck ) HRMEOR—EZ2 R Uiz, €
DR S BEARICHIE Uiz A2 FUIX SDBS B AF LAY VL RERTH
5T EBRERINT,
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T, BEBEEMEREHER TROFRNMRRANT MELET D ZEICLD,
BB EETICRT 2 EBYEOREMEZHER Uiz, B 5BRAET L LB U CIREHFAKT
BDARY NATEGIEERD bR oz 2 &0 D RO EIIREHEFEE Th o
To LW L7z,
h) B\ EOREE
BEROE ~OEMYTNCRAL ST B0, R, <A77, BT, REODPIQRDT
BREZER L,
142 # &
a) & W
a—
b) BREH
WER IR OTRELE S BEUK R O a — il AV TRE LTz, T ORER. SBRIEIX
FERUK DFREITRE L TRB LR, 2— U lIZiX 6.0 w%DRE TH—IZK
BT, £, HRYERIITENG 7 B ROATHRE CATHOELEDRE N LR
MoleZ &inb, a—rmEEe L TRR L,
c) BgE7x, FL—F, vy MESFROMRE

&4 fET JL—FK vy bES| RESE PRERRE
a— M | FATGATAZ | LA (CP) | V3T2547 | RERE= =ik
143 fEHREY

EREM L L TR ShZBH TH Y . —BEERBRICAA sh, HRBRERICRNT
HLWET—Z B RE L TW5 Crl:CD(SD)7 v + (SPF) # BAF ¥ —/V A - U \—HEH
By F—nbAF L,

4BBOES v N2 S55EAFEL, 1 7—VdH D SILOMHHAETATR 6 BERE THRE -
Bltx4T o, Ebic, HEBE 1 BRNCHEY T2 AN 8 B ETEML L., T T O
WWRERL ORIz, YAHE LZEES BV CERERRIE/ER S TS
L. SLIEZRBICEHER Uiz, BT HRIIRESE CHEBIFE TBUL Lz, BaTicd
ANT-BIERBR DRI Lz, £, AN BHREBMAE TIid, —RIREBRUHIY
@A 1 EUEBE L,

BiE. BESITRNIREA~TMEA v 7 28 L, BESTRITESRZ T TR L, 7
—DIIET_INVEMT, Ty 7 IRBREFER R L TER TR LT,

B EBERE OB ORENT 5 B, FEHFEIT 138.0~1632g Th V., &IOKENE
EDOFIHEEL20%DOFEHANTH D Z & 2B LT,

144 fFRABERE

Bid. % BEEE T 22D aFEHM 2@ L T, BE 21~25°C, FEXEE 40~
70%. BASEIE 10~15 [E/RERE. BRREY- A 7L 12 BRREIRIRE (7 ReadT, 19 BEIELT) ICRE
LN 7=V AT ADFBTE (RESFTIIRES 1. REKTRIIEETE 3) WA
L7,

= . BEASTRTTE W260xD380xH180 mm, EE4y 1T %1% W165xD300xH150 mm D A
oL RBLEHER 7 — DR L ERRRRE W150 X D200 X H263 mm DARE 7 — V& A
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Lz 2B, &R —VERRCIE S VA 20 LT,

FUA I BRI TR R OSBRI AR L, B T 441338 2 BIOEE CR#| LT,
EHiT, BEEEENORHSRICRETAIBRICH R LT, KRR, FT—VRUTT v 7
X, BRI LT, £, VT T4 MEE (1, TR 14 BRERER) 1T OoWTI#E
HIRITHRHET AL T v 7 2R LT,

FEHIEBRER ME (2 v MBS 140411, 4V =V X VEHBTE) %, SCBbkiZE BT
EAREAITHEAKIE TOEBERED 3~5 ppm 725 L HICKREERBET M) VA (Ba
—5 v R) BEMLUIKEZ, ThEThBEBABERSE, fREKOFEERSMIA— N2
L—T7E (121°C, 30 0F) LieborkzhEhER L,

FRHT, BEE T DIEAO ST — 2 # AFE L KERERETESWERED M
BROEAAOIBEYLmERE] (1979) 258\, YRBRER CED-EEBENTHLZ L
EHER Ly NEERA L ,

FREKICOWTHE, BEFBE O DKEEEICETIES] (BEFEESE 1015)
WCHERL UT- K ERERE 2 BOMEE CTEB L TR Y | BMARRNCAFE LIEREFREN
BRBEEERE AR LERERRER, AEFOEELWIZ L TNIZ L ERER L.
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15. R FIE
15.1 #HBYWEORERE
HERERR L LT, YRRHMEZ T Phenylbutazone ®F v MIBIT 2 7 HHRERED
B EEMSE | (RBEE P12-0121, #EGLPRER) 2EE L, AEREARTX=—V
WCERAL L - BRI R . AR 3 TED S EERD Crl:CD(SD)#E T » M 0, 100, 200 &Y
300 mg/kg/day D B & T 7 BEE BRE Ui, S5 HH R —RREBEEX CFENE 21T
W, BRE 1 ARICEBREROBEERAER T o, TORRE, 200 mgkg L EDEET
B ISERE T, 300 mgkg BETHAERE, 100 mgke B 1 Fl TEROILIED Bk, 300
mg/kg BEDAHTEIMOER, 200 & Ut 300 mg/kg #OEH CHIRDEXR D bilic,
300 mg/kg BECHAEEME, FIREROCBIROBRRA bl Z L h b, 300 mgkeg/day LA E
DEET 28 ARIRKERST 2 LR TSOELELERFERRIT S RENH D
EEZT, '
L7285 T, ARERTIE 200 mgkg/day ZEHEE L, EAEE LT 40 mgkgday %8
E LT,
15.2 BEMERR ' ,
WERMERERL U2 AERERIT i, BEOHERET IEARRBEEZRE LT
T BAKNBREOEBEERIC, 1, 7RV 14 AERSRICHEHNTIYT 514 MERR
F T, BAF. SRSk ERERE R & FUEUT D
Y754 MEOBREHHTOBEERVOHET —F 1% 28 BRREHICED TRV Fo T,

- HRERE | REFE f&’%ﬁ%gi&‘ Bk
B (mg/kg/day) | (mL/kg) | TBEE(W/v%) (BEE)
AR (1 ERE) 0 5 0 4(1- 4
SAxtR (7 A E&RE) 0 5 0 4(5- 8
BARE (14 BERYS) 0 5 0 4(9 -12)
AR (28 BRHEE) 0 5 0 513 - 17
EAE (EERS) 40 5 0.800 4(18 - 21)
EHE (7 BE®E) 40 5 0.800 4(22 - 25)
# | EAE (14 BERE) 40 5 0.800 4(26 - 29)
B | EHE 8 HEEZES) 40 5 0.800 5(30 - 34)
¥ | BAE (1 ERE) 200 5 4.00 4 (35 - 38)
g | mHE (71 AERE) 200 5 4.00 4(39 - 42)
EHE (14 RS 200 5 4,00 4 (43 - 46)
ERE (28 FEERS) 200 5 4.00 5(47 - 51)
153 #®&E5H& '

2) WBRMERORUR ORE
WERME LIRS, UM AV TR La— U BEMATHEY bk, TO%, &
IR B T o T B IT 1 — AN X TREA L 4.00 w% DR AR (BIK) %W
B, EHIT, 4.00 WWHOEBMERE~ /X T v I A =7 —TRELBRBL—

-11-
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HAEHEBRL, a—VHEElATHERL, 0.800 wyhDEBRYEIRZRAR LT,

PR LB BREDEBRMER R BBV AEEIENE T T RAF v I BHITL
NEN/IST L BRI E RS ORGE 710 CTHET GFEEEE 1~10°C) TRE LT,
PRER R AR 10 BUARICEER LT, .

INSTHRE LT BB E ORI EIR R CREIL & B/ E BICREICLEREL 2 RE
BFAOIRYHL, FFEE CERTER LEEICAWVWE,

b) WBRHEIROH R R EMDHER
5.00 J Tt 0.100 w/v% DB IR DB — R NGFTHRE COREMEL . HRBRIERIC
FBUNVT X02-0285 TEEEE 7 n~ v 77— (HPLC) ICX VRERB L7z,
B—MIZoWTIL, HBRWERO L, FRUOTREORE LI KR ERE DEERE
(CV) #%5.00 Z180.100 wv%DEBRIER TENLTH 1.9 R 1.5%L 5% AN TH -
o b, W—ThHBZ LR INT,
%8 ORI ERE OIRLE RZ=
VO = B oWEREDOTARIE |
LEMIZOWVTIZ, WITRE CHE 14 BRICHE LI RBWEREDR, BRERO
I E P EE Tt L 5.00 B2 Tr0.100 wivs DHBREIR TENEHN 96.1 R 1199.4% & 100+£10%
PURNTholl ehb, RELHET T3 AMELETHD Z LR SN,
c) é%i.i uﬂ% b\é%ﬁ%ﬁ%’ﬁ&@{%)ﬁﬁm
BB L7 4.00 1N 0.800 wA%DHBRYER OFHMERORE L, LRABMR
M‘ovvc X02-0285 CHPLC IZ L W FERR L T,

I U T-4rEaiy E e e ASER EME T L 4.00 ZTX 0.800 w% DB EIR TENTh
101%KE N 98.0% & 100£10% AN Tholofod, WENCHR TE 2 LHE L TREICH
VW,

154 & &
1. 7. 14 X% 28 BRIEHE 1 EH, #BERO#EE Lz, BEIX9:15~11:05 21T 27,
BEIZIZRT hobTF—F N (FAE) ZRYVMTREERSE (FAE) 2BV, JlEL
FEHOEEREIC, Smlkg THRE L, HBRUERKII~ /X TF v 7 RF—F —TH#E
L7228 BEFRICERIR L,
155 —fiRiBEIE
HEHETEER 3 B (REE, REEH~1 RBEK, &5 2~6 KK | £REE
D—RREEBE L,
15.6 EEAEs—RIRiEEIE
28 BREIHREEICOWT, BEBAANC | B, BREBRHHRITE | BOFEE TREDEE
REE LT, BERBBEOBERIIEMICEE REBMES) 2EITT, @J%o)jttﬂé%x
BT ok, RBEIEGITERVIRE (BRIE) TITo7.

-12-
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F—=UhbRY | —VIFEREANTHL, B R — UAMNCEY T TORG (B
HIBEORE | LBISRUOER) £, 227 )V 7ETHE

Stk ST OB %%ﬁ&@ﬁﬁ@?@ﬁ%\W%®ﬁ%(ﬁ%\%@ﬁﬂ&@%@
i HAD  RERUHEKEOE (BB, BRROFT /—F) | ROA
¥ ORR, REREHEOELR)  MERVCOMYOREZBE

B % 90 cmx60 cm DBLE S LT 1 HFELLE (S HBRN) B& | B5,
TV —FRNTO | EEE, MR, HTORE, RGBS, R - 8 - 8, BRT
1TEIDBLE BROERETEOR ELELE

1 5 oPERE (FE0$) RUOHEREH (RoO7—1E0) 2RE

157 HERERE

28 BRBERICOWT, /5 4EE (&E2HEB) I21E, REOEBEEZKREL,
RISHER OB IS — R BB L RARICRBREEDS MBI TERVWIREBTRE LT,

- BRI 3 om ICR— AR OB EIESIT 4 DRIRF L L EDOK

EAaT ) v CEMh

B ¥ |ELTHERELLEZLEOREERAAT Y VIETIHA

Rt | B B VBV I CEO 15 BRBHERAL L X ORGSR EE
BEILRS |IREFCB-oT2%, BHLICREZ Y T EORMOFELEE
Zett |H30cm DEEND, B OEHE EIC LIDREBTHEL L&D

ERRE |REREOFEZHE '

= BHA—HF FGC2 (AT 4 R) RV, MK OREOE % 2

EHIE L, FHECEHE

F v N AEBEREERE ACTIMO-10 (772 /) AV, 814

HHEHE OEEES 1 B/ (10 2R T 6 /) JIE L, FRIMR (42.6 cmx26.5

om DELFH % HERE 5 cm HIFG CTH4A) 2o 72 EE CFHE

158 HERE
2HNCONT, BFEOLRE (P oR) 2RV, TROBIEEZHE L,
- BEOTR
- #5513, 7. 14, 21 XKU'28 HE
- HRBEOMEH A (\EEN D OWRHRT. EERER)
159 BEERE
7. 14 RO 28 BRIRERIZOWC, BFLIRE (FA MY UX) ZAVW, TROH
WCEHEERRIE L
- BT R OKEEE
- BB, 3, 7. 14, 21 RON28 B EOEREE
57 14K021 BEICHBEERNERICHEEAL, BABROKREEZAIE L,
BE L REELBEENSERERRTO 1| B EAEBHEEL RO, 2B, FRER
TR EIT O EMIC OV TIIBHEEDAZHIE L, EOMAR CHREEDORIEITORD

27,
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B10-0121

15.10 RIE
a) B R
28 A EIHEHIZIOWVWT, #4528 B EOFRICRB I —VIKBMEZ AL, BBEYK
BUONERINEETEHA £ TOR 16 RFHIOEBR ZHI LT,
b) HREEEB KUFHE
BRLZEERE AVKREOEBZHE L, 2B, RIERINEHEUOEAERY
BRELLER BAER CHBDEOREICEE LEEBBBO bR N0 Ticd, &
AEBICOWTIREZ TR o7,

H H 5 & B
JRE (Urine volume) ARV Y U E—IL L DEE —
&34 (Color)
¥ (Turbidity) AR B
RiZZEE (Uosm) KRBT A
pH
ZEH (Protein) ' RERAKIE
7 b 4E (Ketones) FEBRITIZT T AT 4y 7 A (—A | —
¥ (Glucose) VR) BER)
¥ (Occult blood) .
JRUEHE  (Urinary sediment) Sternheimer 815 B

ERHEEE A BENRSEER OM-6040 (7—7 L A1)
B: VAT AAMEEMEE BX4l (F ) R R)
15.11 MRHRE
a) HRILK OHRERS}
FRBEICOVWTERKESEIOFENOHBAEL, BB (RS 16~20 FFHEE) |
CO/OIRAH A (COu0 IEA H=4:1) BRELT CHEMKEMRDRERD LBV EM L. #&
BB EERL LT, 2B, 7 T4 MEIZOWTIREEOREHERII TR0 Tz, E
7r. 28 BEIBERICOWTIE, N7 AV— RNARIE (AR b - FovFr
V) ERWTIEEZ R LEEIRR L, SR T 2 B E#HER, -20°C T 24 MR
B, FD%, -80°C THRE L., FI4 74 RX&FEH L TCREEFMBATHZRTIC

f+ L7z,
BAERR YERLUF 1
& 0 EDTA-2K IO SB-41 (12 v F&E G2030, YA A w7 R) TE
i U7 fuik

AABR=T MY U AZAFH (my MES CTR6101, FIEMETS)
m 8 | © 32 wh%KEIEZ 100 uL ¥ L7e A T A RIBRBRE cHm L B OBk
(3000 r.p.m.x10 mins) L T Mg

M ¥ | FT ARBRERE O LiELOBE (3000 rpm.x10 mins) U CHLMLIE

-14-



b) MKFRIRE

B10-0121

Sf KOS AVWKREDCER ZJE Lz, 774 M OWTIET e hrir By
R R ONE LSSy b v R 5 A F VERIORIEI Th R o1, Fic, T TORE
BIZOWTHSRRIE TE i), &fEAVWcBHRERIIER LehoT,

H B RS e
FRmEkE (RBC) AR ARIE
~EZu e BE (Hb) VT VA IANET v E U
RBCxMCV
~< ;7 Uy ME (H) IRt
FHFRIMERERE (MCV) FE AR B ARIE
Hb
THFRIMEA~E 7 1 B (MCH) x10°
. ___jﬁl___ 10° C
SEHFRMERA~E 7 0 v iBE (MCHC) RBC x MCV X
/iR (Platelet) R IRIE
R AR MBS LR (Reticulo) RNA Yufa ik
B EkEx (WBC) Ju—% A FA MY —{E
HImERE4 2 (Differentiation of leukocyte)
fFHER (Neutro) . U 238K (Lymph) .
B3R (Eosino) . WFHEER (Baso) 7a—YA FA R R
BEERK (Mono) | KAEGEZL@ER (LUC)
“u hry ey (PT) EE LA F R
V(LIRSS P a7 T AT VB (APTT) | R ALk st D

BERP ClidAm, DiciihieER

AR C BRAMKFEREIERE ADVIA 120 (3— A X)
D: 4B iR E AR ELERE STA Compact (R¥/ 2 « ATV ) AT 4

v 7 R)

-15-




o) MiEALEMRE

B10-0121

MEZAVWTKROEBEZRIE Llc, V7 74 FEIZOWTIRT ANT X UVBT I/
FSGVvART2F5—F, TI5=20T3I) NGV AR T25—F, FVHIIETF AT 7 H—
¥, REEELE LT FoVRUBEYAEVERHIE L, ZOMOEER IZHIE LR M-

7o
H B RS B
TARGEXVBTI ) NFVRAT7=2T—8 . . .
(AST) UV # JSCC #Z (b3t ik
T5=vT )5V AT7 25— (ALT) | UV ¥ ISCC EHE(Laf ik
TNH VT + A7 77 —¥ (ALP) p-Nitrophenyl phosphate
al) x>z RX79—¥ (ChE) Butyrylthiocholine iodide #&
. _ . NN L-y-glutamyl-3-carboxy-4-
}‘yﬂ/5 SNVKINTUARTFHE—F (}‘-GTP) nitjr/oinilidg&‘ Y
@1 251 —1 (T-Cho) COD-ESPAS ¥ E
. GPO-ESPAS 7'V & wu —/Li¥
FUZ7UEY R (TG) Sk
RmFEEF (BUN) Urease * GIDH £
7 V7 F =) (Creatinine) Creatininase * F-DAOS &
WEH (T-Protein) Biuret {&
772 (Albumin) Bromocresol green 15
AJG He (A/G ratio) Albumin
ratio T - Protein — Albumin -
m¥E (Glucose) Hexokinase * G-6-PDH &
wBr YLy (T-Bil) EERIE
MAEMER (TBA) BRYA ) T8 E
|V (IP) Fiske-Subbarow ¥
B (Ca) OCPC £
F FU®A (Na) Crown-Ether [EEfRE
HU A (K) Crown-Ether [EEARE F
HFE (CD MO L

FR#EE E £FEBNWER 7170 % (B L8YERT)
F: BfEEOWERE PVA-EX T (A&T)

-16 -
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15.12 FREERIRE
a) ¥ M’
FRBRBICOVWTERKESBOE R OWTILbERLEIC, B E EHKEINRD b Huf
LTREIE S, R, B, KT, EEWE, MikE, BEEROEEEL ZORNFICD

WTHIRRBE LT o 7z,
b) MBEBREVHREEEAE

() V771 bt

1, 7RO 14 BEESEHIZOWT, HIRFICKEORE - MREHR LT,
& B BE - MR
THILERR B, B (FZEBR>OER. M = VIREET) FFigx
D - &R D
W RERTR Gl
AETERRR FEEL* . FERL BfR+ FEZERNSIAR*. T IUZERTILRH
PR fiod* (KIM, /MR O E &)
PRI BR (CRERE) | Mg+, Mg
WNOWHR TEEF, FRE* (ERMSEET) | BB
B R ORI 10% @ E R~ U VIR EEA L CRIRICEE L%, N EK
BekRE Lz,

FARBRSI D T*] 24 LT8R E 1, BERIRFRICRET 5 &EFX]E (F
VMEDDR) TEEZRE L, Bl BREEOEREEEZELGER 4 IRIEL,
EEOEFEEH L, BIBIIELGEZEL O THE L, TRZEMLRIIRED—
M2 G THE Uiz, FREIZEB/MEZE D TERE D DABEE I 10%H iR
BV ) ARICREL, BB, EADERZLENPLOOBLTERLAE L, ER
ZRE LEHEBEICOWTE, B BICE LAEZ BRI ERHEH L,

-17-




B10-0121

(b) 28 HRI& 58
FIRRRICIRE DEE - T BRI LT,

7 E #E AR

Ik 25 &,

N R B B (FZEBIOER, S VREET) |

HILE% -

O - MR Lol

WIRAR R Bhg*, BERE

TR FRER*, FERL LAF MEZERTILARY. FUZERTSIAR*,
BEY (EERZET)

PREFR B (ORBM, NBROEZST) |\ . SLEHR

5T B (RERE) | BE Y o381, BEIRY o386, R,
Fh i+ ‘

N WHR TEE BRER (ER/MEZETD) | BIF*

BEHE IRER

- BHER B ORERE) | B (KEER)
B - (tEEs | AR

K[E R OB 10%F MEEE RV~ U VIR EEARICER L, 8§ RO 10%
HMERE AL~ ) REEA L CEIRICEE L%, NEYEKETERE L,

FRARBREASE D T#] 247 L7228 B 1d, BERIIRFRICEE T 2RNICEFRE (F
NVMPUDR) TEEZHAE L, B, BRROBE LEIIEEZRLICHIEL,
EREOEFEEHLE, BIBIIEREZE LD THE L, HRIZERIBIIRED—
HEEDTHE Lz, BEIDREERZ SO CREERZ R TERLTERL, EE%
RIE LTz, FIRBIZ EER/MEZE D TRE N OB I 10%FERE L~ U v
RREL, BH, EAOELZIENOOM L CEERLZRE Lz, EEZHELL
BEICOVTHE, FHRICHELAEZRICHASEELEH L,

-18 -



B10-0121

¢) KAk D EE R MR

BB LSRE - HRkiZ. DLToL S ICEEROMRE L,

FrlgiL, EEZRER, IMIEEOTIEN S (FIARHA & & O KRHA % St ARRIC
BoT) 2~3 mm IBDOMEBA 4 AR L, BETFREAEETFICHE L, 220
EEN 1S5gUTTHDZ &L 2HERE. ENENERED 5 fFELL_ED RNAlater® (Ambion,
Inc.) ICEES®TZ, 1.5g 2B DB 1EBAT OMEZ IR LIRS Lz, AEIKE
#%. -80°C TIRFF L7z, SMAIZEZEDBR FREEMT AL OREHE DR Y 85 &k U5
D DIEE 10%FHEAEE S/~ U R CEE L,

g, ERHLICERZRIES, ARIOFRENSHBEL ST L 5 ICHEIT 4~5
mm EOMBF ZEEBR L, AP OHELIRY) BR\Weth, EF T LE, ¥45%
18 3 mm PAPIZHEED L RNAlater IZIEE LTz, R0 O¥00 bR, BENE, WENFE
ROBRBEEST T T 7L, F0EH RNAlater ([ZRIE LT, 7BV OB I0KS
%, -80°C TR L7z, ZEMIZ 10%HHEREE R~ ) VIRTEE L, 228, EHVT
NHDOHITIRERTRD DN HEIE, WEME 10%FHEEE L~ U VIR TEEL. K
SHA % B s T RE BT R U-80°C BRERAEICHE Lz,

FRIL, B4 ICEESRIER, A% 4 8L, BT 0¥ % RNAlater 12E
Bl B O¥SIIkEHE, -80°C THRELZ, EMIREET Yy Y URTEEL
72e

R EET, ERRZHER. EALLVEETEY N Y VETEE L,

FEEERTSIARIT, EERIER, EF TS L, — 5% RNAlater [IZIBE LT, 01X 10%
MR E RV~ ) VIR TCEE Lz,

Bix, EEEZRER, KELIZAZ -V (AF =7 aai)vNEEBES
=6:3:1) ICRE LT, KT TSHERIRE 5 Lk, Bkoy /) —Viciliz, &b
KB TCIRE D L b, 1 RERIREIC2E, kg ) — e L, KETT
—BERE 5 L7k, BAk=F ) —VEBERHL 4°C TREF L, =T LIZRBHIRS
FlZRE U CHRRBLIRFECRESRM Lz,

TEEIT, EELZHER. RNAlater ICFE LT,

RNAlater \Z33E L 72 &#E#R 1L RNAlater % MRRICTIEE S 5728, 4°C T 24 RERETILE
L72%% . RNAlater IZRE S Y72 F £-80°C THEMEL, NI4T A X &ERE L TLEME
MEEANTIF FRRTIC %A Lz, -80°C HAERTE LIERRRIC DWW TII R T A4 T A X2 RAE LT
REMEFMERTFFRTIC AT LT,

ZTOMDOIRE - BT, 10%FEEEF L~ ) VIRCTEE LT,
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d) REERENRE
(@ 771 hEE
1. 7 RO 14 BEBREEOMBHROEAERICOVWT, . Bk, BE. /
MR, BERE CRBEE) | BEIR, WIRORT T 4 CEEETA ZERL, ~v b
VY =AUV (HE) Refath, HEFRECRE L, B (KEE) 118y
H LATIZ 10%8588 « S~ U RIS X BRIREITo 72, £z, 1 EERV 14 B RS
RTIIFEE OBRIC, 7 BRASRSRTHFBEOERC, BAERCERMED
BEICHE LEE R RbN 2D, EBAERICOVWT L YUEHRE - EkoRER
BFRRELZIT o7, DI, ARARERHE LT 14 BERSHOEHEHRD 1
% (No. 45) DBREBIZHOWTHREZRIT-> 7,
(b) 28 H Hitt 58
HRHEROEARRICOVT, MEROTEREZBROTERR LIZT_TORE XX
DT 7 4 AEETE R Z/ERL L, HE efafd, HFEMERNICRE L, B
EOVE#E (KERE) 13800 HURTIC 10%I88 « &b~ U RIC X B BR 24T - 7z,
o, BAEECHE., B, BRE. BEEEROBRBICERDEORSICEEL
B EBRBbnizizd, BABRICOVTHYUERE - BB OREARZORE S
1Folz,
15.13 HEEHERIFGIE
RE, BEE, B, BREDHE, MKFNRE, IKELFHRE, RE REZE
EOBEEEORBIC OV TIX, Bartlett 1512 & DE458BERITV., 5% EHBKE TS,
BB HIIZHEIEL, Dunnett JEIZ K AREZITo T, SEXEMBRO b aWEAIT/
V8T A MY w2 @ Dunnett BIC & DIREE1T o 7o, SEEER (E0K) RUSERER (R
DT =N 1 %5 A MU w7 @O Dunnett 1R X D REEIT 2 77,

16. RERFEDOEREICEEL RIT L &L Bbh 2 BEER K ORBREHEED b OB

RBRFEOERMEICRE L ]I Ui & Bbh 2 BEER K ORBREEED b OR®PLITFED
6 ntﬁ 753"3 f:o

-20-
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17. REBRE

17.1

17.2

17.3

17.4

17.5

17.6

17.7

—fBKEE (Table 1, Appendix 1)

200 mg/kg BETHGER 9 i, BREBE TR 4 fICHESh ., HREEHETIIRES 11
B B URBRICEFEIC A DTz, WL, #5-7 B B2 bEENIIMRNCA L, &5
EE DM E &b ICHBERFFNER T 2HMBFED b izi, Hhks% 1 FRELINICTE
H LTz, 40 mghkg # TIXIRIEAD 5 B TR bivie, WMEE, %57 BB DBEMICH D
. BEhER 1S URICER U, STREICEEISRED bhiahotz,

FEAM 72 —MOIRRR (Table 2, Appendix 2)

200 mg/kg #HETHRE 1 RO 4 B BICHREBROFERBER AL, 40 mgkg BEICH

EREENIRD bR h o e, HRWER SR CIIHEEEKICEERTENIRD b h
o 7o, OFEHBIETEE T, 200 mgkg B TS 4 38 BICHEN 5 Bl 3 flich bhic,
40 mg/kg BHRURRBEICRF IR D O id o7,

BEEERRZ (Table 3, Appendix 3) .

200 mg/kg BETHIE 30~40 L5 DRI IC B R EBBEOFELRBMEN S bR, —i@E
ThHV, 60 PHOEFCHEEREHNRDON2NWZ &b, BEBEESHEEL T, 40
mg/kg FHICEFEREEIRO Db ote, £io, HRWEREH CEANCERREEIX
BOONT | GEREICBO TR ER SR ONBRICEERIRO bhvkho 7z,
f& E (Fig. 1, Table4, Appendix 4)

200 mg/kg B THRE 3 A BICHBRMEME CSRRAEED 93.8%) RH LN, T
BFEREENIIBOD Doz, 40 mgkg BICHEBREENIFRD bR o7,

#EHE (Fig. 2. Table 5, Appendix 5)

200 mg/kg B THE 3 B BICHERMEME CFREEED 79.9%) BHL7H, ZhUEiX
FREREENIBD N2 o7z, 40 mghkg BHICEBREENIRD N2 oT,

JRIRZE (Table 6, Appendix 6)

RN EREH TRERVREZECERERENIZEO LT, MOBREEHIZBWT
bR EREHR U RBEICRABEIIRD bhd o,

MR
a) IMIKRZFEAIMRZE (Table 7. Appendix 7)

1 B EHIC VT, 200 my/kg BT HIMEREL, fFFEREER ORI ERARLEDF
BREE, VU REROFBEREENRH LN, 40 mgkg HICHFEREBIIRDOH
o,

7 BREBERIZBVT, 200 mgkg BECNEJ BV EBE (H) . ~~ 27Uy ME

(Ht) ROV U BREEROFBREME, M/, SRRLERE LR, Rk O4F

FERLLBOFERLBEN S ST, 40 mgkg BICHBREFIIRD bhiznol,

14 BHBEFHBVT, 40 mgkeg B TEHRMIREE L MFHERLEBOFEREE, U
VBRI OFRREENHONTE WINODOEE b ARERFEER RV & HEFE
HEBN L E 2T, 200 mghkg BICERBRENIRVD b ehoT,

28 A RGBT, 200 mg/kg B CRIERE., Hb RO Ht OFRRMEME, fRFRM
B ROFERBENA LI, 40 mgkg BEICHEBREIIRED bhido iz,
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b)

B10-0121

MK AE(LERIIRZE (Table 8, Appendix 8) A

1 EHEEICBWT, 200mgkg BHETT =073 ) T AT7=25—8 (ALT) R
RER BUN) RO VT F = OFBREENAR LIz, 40 mgkg BICHE R REEIX
BObznoT,

7 BE#EEIZEVT, 200 mgkg B TRE U AV E LV OFBRIEMENRA L, 40 mgkg
HETHLREINVEVOFERIEMENBD bk,

14 AE#ZEHBVT, 200 mgkg BETRE U LBV OFBEREEN A bz, 40 mg/kg
BCRTARNTIEUVBTI) VI A7 25— (AST) OFERMEERR LM,
REREERN 2N EMDBRENEE L E X T, |

28 BRIRERERBWVT, 200 mgkg BETT NV I VT + 277 & —F (ALP) . BREV
NMEVROWRIEEE (TBA) OFEREME, BUN OFBLEBENA LN, 40 mgkg
BETIXALP RUYAL U L v OF B REER A b,

17.8 REEMKRE

a)

b)

FHEEE (Table 9 X110, Appendix 9 X1} 10)

1 EHEBIC BT, 200 mg/kg BETHIBROMEN R CHEN EEOEE R EME (RHRED
123.0%K % 119.4%) . BIROES R OCHNEEOFBEREME (RHBRHEHED 1228%K W
1192%) WA bz, 40 mgkg BICEBEREEIIRD b7z,

7 B HHEBEIZE T, 200 mg/kg BECHFIBOMX R O EEDHE B REE I RE
D 1243% KT 128.3%) | BIROMHER K OHEMEROFERBEIFMEERN IR
D 1122% KT 116.1%) BB HIVIZIED, FEE LEOEN R O EEOF B2 BEEN
HbITz, 40 mg/kg FETITBROMSN R UMM EEOFE R R EHME (RHEEOD 116.5% KW
120.2%) WA bz,

14 B EB BB T, 200 mykg BECRHEOMN R R BEROAE RBIE (B
D 124.6% KT 128.5%) . FRBOMER R OB EEOFRRBME HREED 135.0%%
U 136.8%) B3FH bz, 40 mghkg BICHBREEBNIIRD bzho 7,

28 A M5BT, 200 mg/kg BE CHHROAENERDOH B R EME CHBEED 127.6%) .
BIROMNEEROFEZRBME CEEED 108.1%) . FRBOHES R UHENEROFE R
BE CRPRREED 1623% KT 173.3%) BB b iEds, SR EEMIEEN TR
BED 91.8%) ZRL. MBOENEROHEREENA LN, ZDI1EH, 200 mgke
HETREOEMERDOARRIEME, 40 mgke # CREDH R OMHMEEDA B R {EE
BH LI, AEBEFEEICZ L, ioAEBRRICEENBD LRV L2 b, &
ENEBIEE X T,

# #& (Table 11, Appendix 11)

1 EI&EFITBT, 200 mgkg B TREBOFRIMEDERD 4 615 3§, FFIROERH
1BNZH BTz, 40 mgkg BER UK RERICEF IO v oz,

7 B E#EEICRV T, 200 mg/kg B CHIBOEKRD 4 FIEFNZRD HziEh, MR
BECHRAUBROBRILEY 1 flICH b, 40 mgkeg BHICEREIIRD bhieh o7z,

14 A RE#REERBVT, 200 mg/ke B THIBOBEX 4 FIEFIIRO b IEd, BRE
DYPEEEE N 1 FlIcH iz, 40 mg/kg BECRFIBOFHIED/NELN 1 FllcH i
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Too X TIIRMORE DE KRB H B IV,

28 B BRIV T 200 mg/kg B CHIBDERS 5 &N b7z, 40 mgkg #
RO RBEICERIIRD bhianoiz,

FREAERRFEAIIRZE (Table 12, Appendix 11)

1 EERIZRBV T, 200 mg/kg BECRIBOILIELEL (BE) 2 4 6% 2 6], FEDOR
MEHRER (BE) 24, BEANFORMEILE (BE) 25 161, FRO/NERDMEF

ARRRER (FEE) 28 1A bitl, 40 mg/kg BER U FREHICE R IIRR 0O b iad

277,

7 BREI#&EFITRBVYT, 200 mg/kg # THIBRO OVE AERFRIIER (BREE) 254 F9F 3
B, NEER ORI AER (RE) 23141, RSMEMIEE (BE) 2314, o
B EmMTTE (BRE) 232 ISR bz, xHBEE CIIRRMICERIEIR O B RILER
Fpivie 1B THEBFERIC b B RINESRERR Sz, 40 mgkg BICRE IR D O
277,

14 B E#EEIBVT, 200 mg/kg B CHIEO/NER LAERFHIER BRE) 24 FF
341, ONE AMERFHIRIER (PR 25 1 61, BIgOER OBENEORMEIE (2
ERE) BN 1HNCERD bhizigh, RIRMICIRE ORREAHRA b 1 FITRBME
BERHRBIER R 4 bz, 40 mg/kg B CIIWIBRIC IR O FHIED/NULR A BT
72 1 B CHIROSEEILE & 44 5 WSRO HR SNz, SBBEICEEREIRD bhaho
7o

28 HF#&EHBVT, 200 mg/kg B CHIBO/NER LEFFAERRER (BRE) 235 fle

B, EROREORMEIE (2 EE) 2 15l BEOMMELTRE BE) 224,

FE R ORI O EEAER K O R BWE FHEIg O BEH R E W N B R _EE o BEIMED
FEHRRAEN 1 IR bz, SRETIE. BRoOREOREDN 14, BEEINIER
OERIZERTSLIRD U o NBRIBENRE 1 A BTz, 40 mgkg BEICEE IR O b

27,
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B10-0121

18. & £

WEBWEIL, AT o4 NREKEETH Y, b N TEEECELEELOIEHHFHERE
PESDOMFERBEZFER TS & STV (NTP, 1990; #A7, 2009) , EEREMMICRT LTI,
F v bERWE 13 ERRDRSEBRIZBVT, 200 X300 mgke/day THREKME, TH.
WEMR, DER OB REHET, FEEANEEDEME, 100 mgkg/day Ul E TEIEKR OREE
WIRE R H B, 200 mg/kg/day TIEETHRE 5EEB ., MT&E 1 KV 1238 B. 300 mg/kg/day
TIIHERE S b RE T EENORERA LN EHESHL TV (NTP, 1990) , AHER TIL,
g, FRRE CIMKICRTT 2 BHERENRD biEh, BRI ORI~ DOZEN R X
iz,

BRCRT A EE L LT, 200 mykg BEIZRWT 1 EHREZICHIRARERRZRD b,
BEEEIT 1 EROT7 BEBRERICHES R OMEEEORMEIIHMEMER, 28 AEFRE%IC
FHHNEEOEHELR L, HREABRZOREICRW T, LESER, RERUHEENEDOR
METLENRD b, 2B, LEERIT 1 BREZOLORHFTH -7, REXIIHE
HEDRMETEEIL, 1 MREZICRD bhiiEs, J<EETIED 52 14 X 28 B H#
BERICHBEINT, MREFRORETIX, | BEEREHZICBUN KO V7 F=r OEfHE.,
28 B E1%IZ BUN ORERL I, BREPFICERENRZBR L LARR SN,
BERREIZRBWNT, 1 HEY 7 BERERICAH LIV BILERE R OFHER LR OB ENE,
B OMRREEI TS LI REMDOEL & & % T, Bk 13 BREE A HRERBRIZBVT 100
mg/kg BEDBEMBAEY CHEER R OKERA LN Z LD, ARBRICBWCBlEEME
REBEICEFEICE L D ICRALER, REFHTIIERE TICIELRVEHE L, &
B, 40 mg/kg BT 7 B HIR SR ICEBROMR R O EEDOREN S Dizdd, thoREE
HCTREEIIRDLNLRNo T,

FRIBIZ 33 28 & LT, 200 mg/kg BT 1 EREHD DS UIHENEEOBER A B
. RIRMZRERPEESh . REEBRZIREICBWTIE, 1 BERS8I/NERD T
AERRAER, 7 BN 14 BRBRGHBRICOE AR R OVNEFR DERFRRER, 28 A
B EZRT/NEROHETFRIIER 3RO bivie, MKECFEHRETIX, 1 BRERIZALT ©
EEN A B FHIREENTRR IR, Z0RIIEEN 2 <, FFHREROESROZE L
EHIHFIBTOEDRHBBROFEICLY, BEPER LB, —F, 7 BH®REHR
DHME VNV OEME, 28 BERE%IC ALP XN TBA DIEENH b, FFEEET bR
Divlz, 40 mg/kg BBV T HRE U AL U R U ALP DIEERZ b,

Mm¥EIZxr3 258 L LT, 200 mg/kg BT 7 A M#%5%12 Hb ROV Ht O{KfE, 28 A MRS
#ICHRMBRE, Hb ZOVHt DIEER A b, BBRE LT\, 28, MKELENRE T
TR EY VEVREEERLEZ D, BEROBRRIZEL TIXRWEE L bl Hifn
WCBEE T B EENERD b, FIRFICRERIR MERE Fh 2R 0 5 1 K OV o> BE S . FUxE 238 A
bhizZ &b, EMBEELRDLNLRVWEZD, BROLOFERIIRATSHS,

FERICHRT BB L LT, 200 mg/kg BT 28 B R 5B IR O FIR O L EANE
B ORESE FHIROBEHIEEY VIR R LEORBMRERERN A b, ZIWHOFFRIZER
BEFREL L THHAEINIBDOTHY, 1 FIOHLTOBRELRRE TH DA, BRO 13 HEH
BORERBRTHONIEROEMHIC SRR AELTHAFREMENH V| HRHERSIC X
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DEBEBETER,

%&%E&@Kié%@@@%kkLfgmm@mﬁﬁﬁuE%E%&m%&%hkﬁ%
BREEOEEIT, FRTHESNEYRBEEERIC LY FRESRVE L ORBITIE LTk
B, TEE» DO TSH WNTUHE LFRRSIEX L (B, 2009) FREMER H D LB X T,
728, 28 BRI ES OFREEBRIOREICBVTIE, FRIBICEERRD bhiaholkzz e
Nh, BEENERIINEVWEEL bR, £, 1 BRSRICA DN Y SBKEEROEK
B, FFREBEOREICHEELZEB LB X T,

F BRI 200 mg/kg BECHE SN B REHE T FEROEEEO—EMEDKEL,
B, FFE~OBEMREL KM LR EE X, 728, 40 K11 200 mgkg B TH bV
B, REBERMTHEEL., MEEE2E T2 ERERDRE LIEEIC LI LITE
FISRE L R ARTEICRENBD bR oTeZ &, HEIIHREHEO®REIC L > Thi &
ZENDBAERDHD (Matsuo, 2000) T i b, HBRHEORICIVERLZLDOTHYE
HZHERITINESVEE X,

BEHMP IR R EHR TRICAR b2 EOMOZE LI, ARKEEOZRVWEHTH
e, —EBMOEBTHAZ L, HUICEETIEMLBIBO ORI &, XITERRBER
BLLTHASNAFRTHDZLEND, HBRMERE LIIBEEDRWELLEE X,

PED LB, AR CITERYEREIC LV REHOTH» L BIE, FFRE ik~
DEMFZENRD biv, BEROFRBA~OEELRR SN, £OMOEILEER, PR
FR, D MR, PRER, BESR. § - BHR. LBR~OREIIRHE Sh2d o7,

53 3

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

National Toxicological Program (1990) NTP technical report on the toxicology and carcinogenesis
studies of phenylbutazone (CAS No. 50-33-9) in F344/N rats and B6C3F; mice (gavage studies).
NTP TR 367. .

BERER (2009) 6.15 WOWEME In [FR XL ard—) (BRI VanP—2aH
BZBSR) , BIRENE, 3%, p.303-317.

MATETR (2009) 6.10 KT In THFR X aad—] (BRI FVand—208H
EELR) , FIREE, BN, p. 254-261.
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Table 1 Twenty-elght-day repeated-dose oral toxicity study in rats
Summary of general clinical observations

Sex Signs Administration period
mg/kg/day (0] 40 200
Male ss ss ss
179 17 17
No abnormalities detected 17 12 8
Salivation 5 8
Decreased spontaneous locomotion 4

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 detalled clinical observations (scoring scale for detalled clinical observations)

B10-0121

Removal from cage Ease of removal =2 No reaction
-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
Cyarnosis - Absent
+  Present
Lacrimation - Absent
+ Present
Exophthalmos - Absent
+  Present
Pupillary size «1 Miosis
: 0. Normal
+1 _ Mydrlasis
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 Signlficantly decreased
-1 Decreased
0  Normal
+1  Increased -
+2  Significantly increased
Respiration 0 Normal
+1  Siightly insufficiency
+2  Moderately insufficiency
+3  Severely insufficiency
Lid closure - Absent
Present
Gait - Normal
S  Staggering galt
T  Tip toe gait
P Shuffiing (paralytic) gait
GD  Gait disturbance
Tremor/twitch/convulsion 0 None
+1  Tremor
+2  Twitch or convulsion
+3  Systematic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotyplc behavior - None
C Circling
G  Grooming
-8 Sniffing
H  Head bobbing
Abnormal behavior - None
8  Self-biting
B  Backing
C Circling
R Roliing
W Wirithing
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 clinical observations

Male
Predosing Dosing 1 week
Dose (mg/kg/day) 0 40 200 0 40 200
Number of animals 5 5 5 5 5 5
-2 ] 0 0 0 0 0
-1 0 0 0 0 0 0
Ease of removal 0 5 5 5 5 5 5
Removal from +1 0 0 0 0 0 0
cage +2 0 0 0 0 0 0
0 3 4 5 4 4 4
Vocalization +1 2 1 0 1 1 1
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle tone o] 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
Plioerection + 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
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 b] 0
Puplitary 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 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 5 5 5 5 5
+1 0 0 0 0 0 0
+2 0 0 0 0 0 0
0 5 5 [ 5 5 5
" +9 0 0 0 0 0 0
Respiration 42’ 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure N 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 o 0 0 0
Galt T 0] 0 0 0 o} 0
P 0 0 0 0 0 0
. GD 0 0 0 0 0 0
(i)bservanon 0 3 5 5 3 5 5
n arena Tremor/ twitch/  +1 0 0 0 0 0 0
convuision +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic G 0 0 0 0 0 0
behavior G g 0 0 o 0 0
] o} 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 g g g g g g g
behavior W 0 0 0 0 0 0
\Y 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 04105 0,000 0.4 £0.9 0.8+1.8 0.4 £0.9 1.0%£1.0
Urination ® 0.8 £0.8 20114 1.8+15 0.2104 0.8 £0.8 5033 "
a); {count/min) * 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 detalled clinical observations

Male

Dosing 2 week Dosing 3 week
40 200 40 200
5

Dose {mg/kg/day)
Number of animals

Ease of removal 0
Removal from +1
cage +2

Vocalization +1

Muscie tone 0

Subnormal -
temperature

Plloerection

Staining hair

Unkempt hair

Paleness

Handling

observation Reddening

Cyanosis

Lacrimation

Exophthalmos

ER T S R T N B R N I

[
-

Puplllary size

o

Salivation

Secretion

Posture +1

Motor activity 0

Respiration

Lid closure

Gait

Observation

inarena  Tremop twitch/
convulsion

Stereotypic
behavior

Abnormal
behavior

oOl+ v |+ ¢
000000 OO0OMOOOOMNMOOOMNMODOOCO O MOOOWMOOMO OO O MO OO o O O|lo MO GO IO CI|lO MO GO OO MO CIjO MO0 O IO O 1 O O
000000 O0CNMO0OOMOOOUVMOOOOMO MO OO NONWO OO0 o MO o U1 Ojlo GO IO OO O GO GO OO GO OO 01 OO N WO O 01O OjuL
OO0 O0OOCOoOoOWmoocoOGiloDoDoOMooo oMo MODO O MO O Mo oo vo .o ’lo o1 0o UI|o Mo O1lo GO IO YI|O GO O ila 1 O|O = AlO O MO Ot O
ooocooocoocomoooconoooojooocogonjlooc oMo O A~ Ol0OC OO o ;Mo 1 OjO MO O OO TI|o ;O O MO OO IO U1 O|O = AlO O 1 O O]t
CO000C00OUOCoOMOOOoOMODOOOMOMOOO VOOV 0o O Mo 0o GO il OO GO GO GO V|0 VIO IO KO IO VIjO 1 O|0 W N0 © g1 OO0

4f<sHowo |Toeo |EHLol8v—n |+

-0
Defecation® 12+18 0.2+04 1.0£07 0.2+0.4 0.8£13 1.0£1.0
Urination ™ 10214 1417 ~42+3.0 1.0£1.0 0.2104 42147

a): (count/min) * slgnificantly 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-elght-day repeated-dose oral toxiclty study in rats
Summary of detailed ciinical observations

Male
Dosing 4 week
Dose (mg/kg/day) 0 40 200
Number of animals 5 5 5
-2 0 0 0
-1 0 0 0
Ease of removal 0 5 5 5
Removal from +1 0 0 0
cage +2 0 0 0
0 5 5 3
Vocalization +1 0 0 2
+2 0 0 0
-1 0 0 0
Muscle tone 0 5 5 5
+9 0 0 0
Subnommal - 5 5 5
temperature + 0 4] 0
- 5 5 5
Piloerection + 0 0 0
. . - 5 5 5
Staining hair + 0 0 0
. - 5 5 5
Unkempt hair + 0 0 0
- 5 5 5
Paleness + 0 0 0
Handling - 5 5 5
observation Reddening + 0 0 0
- 5 5 [
Cyanosis + 0 0 0
- - 5 5 5
Lacrimation + 0 0 0
- 5 5 5
Exophthalmos N 0 0 0
-1 0 o] 0
Pupillary size 0 5 5 5
+1 0 0 0
- 5 5 2
Salivation + 0 0 3
. - 5 5 5
Secretion + 0 0 0
0 5 5 5
Posture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 0 0
Motor activity 0 5 5 5
+1 0 0 0
+2 0 0 0
0 5 5 5
. +1 0 0 0
Respiration .2 0 0 0
+3 0 0 0
. - 5 5 5
Lid closure + 0 0 0
- 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
GD 0 0 0
Qbservatlon 0 3 5 E
inarena  Tremorf twitch/  +1 0 0 0
convulsion +2 0 0 0
+3 0 0 0
- 5 5 5
Stereotypic g g g g
behavior s 0 0 0
H 0 0 0
- 5 5 5
S 0 0 0
B o} 0 0
Abnormal c 0 0 b
behavior R 0 0 0
w 0 0 0
\Y 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.410.9 0.0 +0.0 0605
Urination ®_ 0.2:04 0B:1.8 5844 *

a): (count/min)

* significantly different from vehicle contro! at p<0.05, **: significantly different from vehicle control at p<0.01
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B10-0121

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

Male
Dosing 4 week
Dose (mg/kg/day) 0 40 200
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 1 0 0 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupillary reflex 5 5 5
4 - 0 0 0
+
Air righting reflex 5 5 5
- 0 0 0
Forelimb
Grip strength | 00" (@) 418 +76 349 +73 429 £ 144
Hindlimb (g) 419 £113 482 + 62 426 £75
0-10 (min) 129 £ 36 180 £ 62 166 + 55
10-20 (min) 89 £47 7935 93 £30
_ .. 20-30 (min) 61+£22 58 + 47 78 £45
Motor activity . .
[Interval] 30-40 (min) 27 +26 3223 68 +24
40-50 (min) 34 +£39 3359 67 £27
50-60 (min) 33+28 23 £47 29 £32
Total ' 372+ 86 406 + 145 501 +60

* significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01

Scoring scale for sensorimotor function

Approach contact/touch response -1 No reaction
0 Normal
: +1 Hyper reaction
Pinna response -1 No reaction
0 Normal
Sensorimotor l Hyper refaction
function Pain response (tail pinch) -1 No reaction
0 Normal
+1 Hyper reaction
Pupillary reflex + Normal
- Abnormal reaction
Air righting reflex : + Normal

Abnormal reaction
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Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body welghts (g) : Male
" Dose
40 200
(mg/kg/day)
Administration 1 161.35 150,57 151.25
period (day) +6.81 (17) +5.86 (17) £5.10 (17)
3 166.92 166.77 158,55 **
9,90 (13) £7.83 (13) £7.48 (13)
7 201,22 200.62 - 181.30
+13.66 (13) +11.60 (13) +11.85 (13)
14 257.92 264.80 253.42
#29.49 (9) +13,68 (9) +19.05 (9)
21 325,30 317.12 30040
£13.60 (5) 0,36 (5) 428,76 (5)
28 368.78 361.66 344,00
£17.63 (5) 49,84 (5) £34.24 (5)

Values are shown as Mean £ S.D..

Figure(s) in parentheses Indicate number of animals used for the statistical analysis.
* Signlificantly 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 B10-0121
Summary of food consumptioL(g/raﬂday) : male
0 40 200
Administraion 18.69 19.36 19.16
period (day)
+ 2.02 (13) + 1.60 (13) £ 1.27 (13)
19.63 19.96 15.68 **
t+ 2.14 (13) + 1.39 (13) + 2.22 (13)
21.38 21.75 21.07
+ 2,23 (13)° + 2.07. (13) + 2.17 (13)
22.21 22.84 22.70
+ 2.08 (9) + 2,02 (9) + 1.80 (9)
22.86 22,21 22,50
t 1.63 (5) + 1,33 (5) + 2.23 (5)
22.42 21.96 22,69
+ 2,02 (5) + 0.94 (5) + 254 (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.
** Slgnificantly different from vehicle control at P<0.01,
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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 40 200
' 10.4 11.4 17.8
Urine volume (mb) 15,6 (5) 8.3 (5) 12,1 (5)
886.6 939.8 679.2
Uosm (mOsmiL) £279.6 (5) 1571.0 (5) 3456 (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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Table6-2  Twenty-eight-day repeated-dose oral toxicity study in rats B10-0121

Summary of urinalyses: Male

Group Twenty-eight-day tréatment

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

sY 2 3 4

Y 3 2 1
Turbidity

Clear 5 5 5
pH

6.5 5 i 4

7.0 0 -
Protein

- 0 1 1

+ 1 1 2

14 4 2 1

2+ 0 1 1
Glucose

- 5 5 5
Ketones

- 4

+ 1

1+ 0
Occult blood

- 4 5 5

+ 1 0 0

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

-Summary of urinalyses: Male '

Group Twenty-slght-day treatment

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

0 5 - 5
White blood cells

0 5 —- 5
Epithelial cells

0 -— 4

1-5 0 — 1
Casts ¥

0 5 — 5
Crystals ©

- 0 -— 1

+ 4 -

1+ 1 - 2

o), Number of cells/1Oviews(x400),
®:Number of casts/18%18 mm?, -
%) Incidence of crystals/18%18 mm?,
--:Not examined.

-38 -




B10-0121

Table 7-1 Twenty-eight-day repeated-dose oral toxiclty study in rats
Summary of hematological examinations:Male
Homs Dose One;-day treatment
(mglkg/day) 0 40 200

RBC (x10%4L) ZZZjﬁ @ :i;:g @) 3615:3 @
Hb (g/dL) @ - om @ se @
e %) B0, w26 @ a0 (o
Mcv (L) 2322 ) 2322 4 :323 4
MCH (pg) 23122 @ ig:g: ) :;g: )
MCHC ‘ (g/dt) igig (4) 28},3 (4) :g;jg )
Platelet (x10%uL) llg;g {4 ggig 4 l;j/;g )
Reticulo (%) lg:gg ) lg:;: 4) lg:;g )
WBC (10%L) i;i:lg 4 i?g:;g (4 lgi::: *(4)
Differentiation of leukocyte

Neutro A (%) tg?? ) lgﬁgg o)) ig:?/g Z‘)

Lymph (%) izgg (4) :g;g @ :gg ?4)

Eosino (%) ig?g ) igjg 4) iggg @

Baso (%) ;12 (4) :I:l;:i? (4) 1313? 4

Mono () ig;g @ :tfgi (4) '-tggg 4)

LUC (%) oo @ 1028 @ cro *(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
- Dose Seven-day treatment
(ma/kg/day) 0 ._40 200

RBC (x10*/uL) Igi? @) Zgg ) 2:22 )
Hb (@/dL) b 070 @ w02 @
" ) @ t0s @ 48 (@
ey () 2739 (4 et @ 2t @)
MCH () igg? @ :ggg 4 i;:;g 4
MCHG (g/dL) Tosh @ st @ 1040 (4
Platelet (x10*/uL) 12222 @ 11325? @) l§§i§§ *;4)
Retlculo (%) *g:lg @ Jgg (4) lggg *(*4)
WBC (x10%7uL) g @ 179 4 Ho1s *(4)
Differentiation of leukocyte | .

Neutro (%) 1-3,;: 4 lggg ) . Z??i *(4)

Lymph (%) Z;g 4) Z;;g (4) :?ig *(4)

Eosino (%) co9 @ 1028 @ 2010 8

Baso (%) i.g)fg 4) 1(1);2 @ ig}g (4)

Mono (%) iﬁgg ) ;gg (4) ;2(5) “
Luc (%) ig:ii @) 1(1):22 ) tg:lg )

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 toxiclty study in rats
Summary of hematological examinations:Male
. Dose Fourteen-day treatment
(mglkglday) 0 40 200

RBC (x1047uL) 1233 @ 1;23 @) Egi )
Hb (g/dL) 1323 @ l??g 4) 13:23 @
Ht (%) ::gg @ :ﬁ:i 4 iggg (4)
MCV (L) :::;g @ :‘11:;3 *(4) Sj:gg (4
MCH {pg) :g:gg ) lgﬁ: ) igjg @
MCHC (grdL) 2322 @) :3;3 @) igii @
Platelet (x10%pL) e @ iy @ Hort (4
Reticulo (%) . ig:gg 4) *gﬁgg 4 t::g: (4)
WBC (x10%/pL) liijf,i @ 1?2122 ) lggig )
Differentiation of leukocyte

Neutro (%) lg;g ) l;gg *(4) lg'f'g @

Lymph (%) Zggg @) 2::2 *(4) Ig:gg “

Eosino (%) ig;g ) . tg:?g “ ig:?g O]

Baso (%) ig:ig ) izigg 4 ig:‘gig 0]

Mono (%) ig:gg @) . iﬁig 4 iz:gg (4

LUC (%) tg:?? @ i:):ii ) i;:gi )

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle contro! at P<0.01.
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Table 7-4 Twenty-eight-day repeated-dose oral toxiclty study in rats
Summary of hematological examinations:Male
Dose Twenty-eight-day treatment
Items
(mglkg/day) 0 -40 200
. 806.0 793.4 720.8 *
RBC (x107/uL) £63.5 (5) £30.1 (5) £43.4 (5)
15.96 15.66 14.20 *
Hb (g/dL) £0.90 (5) +0.71 (5) £0.70 (5)
50.30 49.54 44.44
(+
Ht (%) £2.90 (5) £2.37 (5) +1.85 (5)
62.50 62.42 60.96
Mev L £3.11 (5) .76 (5)  #1.72 (5)
19.86 19.74 ' 19.46
MCH (p9) £0,79 (5) " £0.50 (5) +0.44 (5)
3178 31.62 31.92
McHC (g/dL) £0.45 (5) £0.53 (5) +0.36 (5)
107.36 111.28 117.54
4 . B
Platelet (x107/uL) 1876 (5) £11.70 (5) £15.29 (5)
3,06 3.38 468 *
0,
Reticulo (%) 0.35 (5) £0.52 (5) $1.20 (5)
123.46 142,12 133.46
2 . 8
WBC x10AL) +47.40 (5) £18.20 (5) £21.33 (5)
Differentiation of leukocyte
14.40 18.36 19.74
0,
Neutro %) 4,12 (5) +3.53 (5) +4.80 (5)
] 80.82 76.06 74.96
Lymph (%) 3.69 (5) £321 (5) +4.30 (5)
0.52 0.78 0.48
. .
Eosino (%) 0.1 (5) £0.42 (5) £0.24 (5)
1.28 130 1.14
0,
Baso ) 0.5 (5) £0.38 (5) £0.32 (5)
. 212 232 2.78
Meno (%) £0.61 (5) . £0.61 (5) $0.67 (5)
0.84 1.20 0.92
. .
Lue (%) £0.17 (5) £0.49 (5) £0.33 (5)
18.00 19.64 19.50
PT (sec) £4.39 (5) 5,56 (5) £2.66 (5)
18.70 20.06 18.10
APTT (sec) £7.24 (5) 3,58 (5) £2.94 (5)

Values are shown as Mean £ S.D., )

Figure(s) in parentheses Indicate number of animals used for the statistical analysls.
* 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 40 200
90.5 87.5 94.8
AST (UL 6.2 (4) 52 (4) 19.4 (4)
37.5 33.0 49,5
ALT (un) 2.1 (4) 2.8 (4) 5.4 (4)
933.0 847.0 1048.3
ALP auiL) +210.9 (4) +86.0 (4) £236.2 (4)
9.85 10.75 27.55 *
BUN (mg/dL) £0.79 (4) $0.95 (4) £7.83 (4)
. 0.130 0.158 0.240 **
Creatinine (mg/dL) £0.018 (4) $0.010 (4) 0,041 (4)
. 0.073 0.053 0.058
T-Bl (mg/dL) *"£0,021 (4) £0.010 (4) 0010 (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.

** Signlificantly different from vehicle control at P<0.01.
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Table 8-2 Twenty-eight-day repeated-dose oral toxiclty study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 40 200
‘ 84.5 80.0 63.0
AST (ui) 8.6 (4) £5.0 (4) +25.0 (4)
32.5 32,5 26.0
ALT aur) £3.4 (4) 2.6 (4) +13.4 (4)
820.8 845.0 570.8
ALP (i) +118.1 (4) +279.5 (4) +193.9 (4)
11.25 11.65 11.98
BUN (mg/dL) 2,18 (4) +3.44 (4) +6.08 (4)
. 0.193 0.168 0.163
Creatinine (mg/dL) £0.021 (4) 10,035 (4) £0.082 (4)
. 0.063 0.045 * 0.035 **
T-Bil (mgfdL) 0,010 (4) +0,006 (4) 0,006 (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,

** Signlficantly different from vehicle control at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose ofal toxicity study In rats
Summary of biood chemical examinations;Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 40 200
79.5 715 * 78.3
AST o £2.5 (4) 3.0 (4) 139 ()
29.0 23.8 ‘ 31.8
ALT (o) 4.7 (4) 1.5 (4) 5.3 (4)
826.5 847.3 735.5
ALP o) £230.0 (4) £31.2 (4 +1386 (4)
10.03 9.70 - 1340
BUN (mg/dL) £2.19 (4) $1.78 (4) 1224 (4)
0.200 0.193 0.223
 Creatinine (mg/dL) 10,026 (4) £0.010 (4) £0.040 (4)
0.055 ° 0.045 0.033 *
T-Bil (mg/dL) 0013 (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 vehicie control at P<0.01,
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Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
- Dose " Twenty-eight-day treatment
(mg/kg/day) 0 40 200

AST (un) jZﬁS 6 :2:‘25 ®) 22:; ®)
ALT (uiL) o5 6 555 @ 2o ®
ALP () o0t ©) oo 0 1800 @
ChE (IUL) 222 (5) jgi (5) ;S: (5)
y-GTP (luiL) ig:?: (5 i;:gg (5) i;:;g (5)
T-Cho (mg/dL) jiﬁ 5) ;3:? ) igg (5)
6 (mgfdL) o (5) 4250 ®) y (5)
BUN (mardL) g "o © 138 ©
Creatinine (mg/dL) ig:ﬁi? ) tgj?: 6) tgf)gg ®)
T-Proteln .(Qldl-) tggg (5) :tggg (5) tggz (5)
Albumin (g/dL) tﬁj?i ®) tiﬁ (5) :t(z):gg (5)
ASG ratio ¢ ._I.gcg);g (5) iggz (5) iggzg (8)
Glucose (mg/dL) lglg (5) lgfg (5) ligg (5
T-Bil (mg/dL) igﬁf‘} ®) igigﬁg *(5) d:g:giz)g *(‘5)
TBA (Hmol/L) iﬁgj}‘? ®) t:?:ii 6) l: :gg *(5)
P (mé’dL) lﬂf (5) 'l;:gg ) lﬁ:gg )
ca (mgla) N E . w040® 1068 )
Na (mEq/L) 1:?:2 ®) 1:3:; () 11313 ®)
K (mEg/L) 13125 ®) :{:g:ii 5) ig:g'zl ®)
o (mEd/L) 40 & P40 (&) w074 ©

Values are shown as Mean £ S.D..

Figure(s) in parentheses Indicate number of animals used for the statistical analysis,
* Signlficantly 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-elght-day repeated-dose oral toxicity study In rats
: Summary of absolute organ weights:Male
Dose One-day treatment
ltems -
(mg/ka/day) 0 .40 200
4.603 4.748 5.660 *
Liver @ £0.321 (4) £0.300 (4) 0,659 (4)
0.635 0.633 0.660
Heart @ 40,019 (4) £0.085 (4) £0.037 (4)
0.673 0.680 0.818 *
Kidney(R) @ £0.030 (4) $0.070 (4) £0.004 (4)
0.668 0.660 0.828 **
Kidney(L) © £0.017 (4) 0.062 (4) 0,037 (4)
1.340 1.340 1,645 **
Kidneys @ 0,047 (4) 10,131 (4) 10,116 (4)
0.653 0.680 0.700
Testis(R) @ £0,095 (4) 0.056 (4) 0,042 (4)
0.640 0,693 0.688
Testis(L) @ £0.075 (4) £0.049 (4) 0,043 (4)
1.203 1.373 1.388
Testes @ £0.165 (4) 10,102 (4) 0,078 (4)
0,083 0.078 0.080
Epldidymis(R) ) £0.019 (4) £0.013 (4) 40008 (4)
. 0.083 0.080 0.093
Epididymis(L) @ +0.005 (4) 0,016 (4) '£0.005 (4) -
0.165  0.158 0.173
Epldidymides @ 0.024 (4) £0.029 (4) 10013 (4)
0.075 0.083 0.073
Ventral prostate  (g) 0,024 (4) £0.026 (4) £0.010 (4)
Dorsolateral @ 0.048 0.058  0.055
prostate g 0.015 (4) 0.015 (4) £0.013 (4)
Brain © 1.770 1.775 1.800
g 0,057 (4) 10,062 (4) 0,066 (4)
soreen @ 0.383 0408 0.440
P g 0,069 (4) 10.105 (4) 0.075 (4)
Thymus g 495.66 479.28 524,58
y 9 £72.90 (4) £74.42 (4) £65.86 (4)
5.20 5.23 5.53
Pitultary gland (mg) £0.63 (4) £0.15 (4) 017 (4)
9.18 9.00 9.18
Thyrold (mg) +0.46 (4) +1.21 (4) +1.10 (4)
‘ 26.73 2828 20.93
Adrenals (mg) 4,61 (4) 4,55 (4) £4.34 (4)
et bodywelgt. (@) 129.03 128.98 132.60

5.57 (4) 466 (4) #8309 (4)

Values are shown as Mean £ 8.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.

- 47 -




B10-0121

Table 9-2 Twenty-eight-day repeated-dase oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 40 200
: 6.188 6.390 7.690 **
Liver @ 0,642 (4) +0.350 (4) 0,382 (4)
0.793 0.790 0.808
Heart @ 0.085 (4) 0,045 (4) 0,039 (4)
0.773 0.920 * 0.873
Kidney(R) C) 0,059 (4) +0.075 (4) 0,066 (4)
0.763 0.868 * 0,850 *
Kidney(L) CY 0,051 (4) 0,046 (4) 0,044 (4)
1.535 1.788 * 1.723
Kidneys @ 0,107 (4) 0111 (4) 0,106 (4)
, 0,945 0.915 0.993
Testis(R) @ 0,058 (4) 0,066 (4) 40,026 (4)
. 0.860 0.895 0.965
Testis(L) @ 0,073 (4) 0.051 (4) 0,035 (4)
1,905 1.810 1.58
Testes : @ £0.129 (4) £0.108 (4) 0.061 (4)
0.113 0.113 0.143 *
Epididymis(R) @ £0.010 (4) 40013 (4) 40,010 (4)
0.115 0.133 0133
Epididymis(L) @ £0.013 (4) 0,026 (4) £0.010 (4)
0.228 0245 0.275 *
Epididymides ) £0.022 (4) +0.034 (4) 10.017 (4)
0.095 0.128 0.115
Ventral prosiate (@) +0,026 (4) 0,019 (4) £0.030 (4)
Dorsolateral @ 0.085 0.098 0.100
prostate 9 0,025 (4) £0.010 (4) 0,008 (4)
. 1,815 1.778 1.800
Brain @ +0.105 (4) +0.064 (4) 10,092 (4)
0.520 0.493 - 0.590
Spleen @ £0.108 (4) £0.088 (4) 0054 (4)
670.60 554.83 480.70
Thymus (mg) +167.26 (4) +162.23 (4) £41.26 (4)
6.20 6.65 5.88
Pluitary gland (ma) 0.64 (4) £0.52 (4) £0.70 (4)
‘ 1473 13.18 17.20
Thyrold (mg) £2.68 (4) £2.27 (4) £3.47 (4)
Adronal ma) 37.30 3718 33.73
renals 9 6,34 (4) +2.55 (4) £2.13 (4)
176.08 171.28 170.85
Final body weight  (g) £10.16 (4) £7.13 (4) £7.40 (4)

Values are shown as Mean £ S.D..
Figure(s) In parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0,05,
** Significantly different from vehicle control at P<0.01.
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Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of absolute organ welghts:Male
Hems Dose . Fourteen-day treatment

(mg/kg/day) 0 40 200

Liver (@ ig:gg (4 ;1;852 4 lgg;g ’(4)
Heart (@ ig:gz: @) 1:(1):8:;: @ tggg? @
Kidney(R) @ i:):ggg (4 i;:)g? “ i;:;gg “
Kidney(L) @ igjﬁig @ :tg:ggg @) i;:??i @)
Kidneys (9) J)ﬂg ) :t(z):;gg “) té:;?g @
Testis(R) @ igfgg 4 i;gig “ ﬂ:gg?g 4
Testis(L) @ i;:?;g @ i:):gzg (4 igfgg )
TesFes (9) iﬁ:g;g @ 13282 (4) ifzigg: 4
Epididymis(R) (@ igjégi @ ig:ﬁg (4)~ ﬂ:gg?g @
Epididymis(L) @ ig;;lg @ ig:gg ) ig:;gg @
Epldidymides (9 iﬂ.’jﬁig @ ig:ggg ) ig;gii (4)
Ventral prostate (9) igg:g ) ig?,gg (4') | ig:;gg 4)
Dorsolateral @ 0.163 0.178 0.1
prostate 0.033 (4) £0.029 (4) $0.013 (4)
Brain ) o000 () 4008 @ 081 @
Spleen @ 13333 @) 12322(4) igfgg (4)
Thymus (mg) ;:;g:ig @ i('li:g:gg ) :2223 @)
Pituitary gland (mg) ﬂa)g? @ igtzg @ iggg 4
Thyroid (mg) l;:gg ) l:gg 4) | lg:gg *(4)
Adrenals (mg) :j:g @ :;?g (03] 1?22 4
Final body weight  (g) igl:gg (4 'i?i:gg ) ﬁgig 4

Values are shown as Mean 8.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-elght-day repeated-dose oral' toxiclty study In rats
Summary of absolute organ welghts:Male .
Dose Twenty—eight~day treatment
ltems
(mg/kg/day) 0 40 200
10.770 10.850 12.706
Liver @ © 40,360 (5) £0.420 (5) +2.233 (5)
1256 1.180 1.150
Hearl @ £0.070 (5) £0.085 (5) 0,162 (5)
1.358 1.318 1.370
Kidney(R) ) £0,054 (5) 10,080 (5) 10156 (5)
. 1.362 1,300 1.350
Kidney(L) @ £0.064 (5) £0.085 (5) £0.207 (5) -
2.720 2,618 2720
Kidneys @ £0.108 (5) 10,163 (5) £0.361 (5)
1.620 1.636 1.590
Testis(R) @ £0.178 (5) £0.074 (5) £0.113 (5)
1.610 1,542 1,592
Testis(L) © £0.184 (5) £0.089 (5) | £0.007 (5)
Testes @ 3.230 3.078 3182
g +0.360 (5) 0.161 (5) 0,204 (5)
. 0.396 0.380 0.370
Epididymis(R) Cl £0.031 (5) 40,036 (5) £0.034 (5)
0.380 0.386 0.346
Epididymis(L) @ +0.027 (5) 0,023 (5) +0.046 (5)
0.776 0.766 0.716
Epldidymides @ 40,053 (5) £0.055 (5) £0.068 (5)
Ventral prostate (@) 0.444 0348 0.358
P 9 0,051 (5) £0.073 (5) 0,073 (5)
Dorsolateral Q@ 0.360 0.328 0.312
prostate 8 0,068 (5) 0,044 (5) 0,049 (5)
Seminal vesicle Q) 1,044 0822° ‘ 0.842
g £0.167 (5) £0.100 (5) £0.079 (5)
Brain o 1.996 1.934 1.974
9 +0.168 (5) 10,104 (5) £0.059 (5)
Solee ) 0.682 0.728 0.694
pleen (@ 10,118 (5) £0.119 (5) £0.135 (5)
™ o) 710.98 613.80 499.60 *
ymus 8 £180.91 (5) £132.93 (5) +42.02 (5)
. 11.58 10.90 10.80
Pituitary gland (mg) £1.04 (5) 10,52 (5) £1.34 (5)
14.90 18.20 24,18 **
Thyrold (mg) +1.42 (5) +4.61 (5) +5.67 (5)
54.14 51,84 46.76
Adrenals (mg) £5.11 (5) 16,80 (5) £10.53 (5)
Final body welght  (g) £14.71 (5) £10.40 (5) £33.43 (5)

Values are shown as Mean £ 8.D..
Flgure(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-




B10-0121

Table 10-1 Twenty-elght-day repeated-dose oral toxiclty study In rats

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

(mg/kg/day) 0 40 200

Liver (g7100g) ig:t:Z? %) ig:zg ) tgﬁgg *(:1)
Heart (¢/100g) r0.014 @ 40,080 ) :g:g?g (;t)
Kidney(R) (9/100g) xggig @) tgggg 4) :tg:g;s (4)
Kidney(L) (g/100g) ﬁg:gig @ ;tgg;g ) ig:ggi *(.4)
Kidneys (9/100g) 1(1,:8;3 @ iéﬁg;g 4 t;ﬁg *(4)
Testis(R) (g/100g) tg:ﬁgg ) 181222 (4) | :g:ggg (4
Testis(L) (g/100g) 131323 @ 13:2?: @) :tg:g:i @
Testes (9/100g) 1(1)333 @) iggig @ iggfg (4)
Epldidymis(R) (g/100g) :tgg?g ) igg(s)g @ ig:ggg (4)
EPididymls(L) (g/100g) igggg @ iggfg @ iggfg )
Epididymides (g/100g) ig:ﬁ'e/ o) ig:;? “ ;1:8(13?2 4
Ventral prostate (g/100g) igg?g (4) ‘ igg?g 4 | igggg 4
;?g:tg'taeteral (¢/100g) ' tg:g?g @ ig:g:g @ ig:g:g @
Brain (g/1009) 132332 @) | :z;ggi ) tggsg “
Spleen (g/100g) iggzg ) igg;g @ :tggig @
— BEe  ame  muu
Pltuitary gland (mg/100g) iggg ) igg: (4) tg;g )]
Thyrold (mg/100g) i;:;_i' @) 1322 @ ig:gg 4
Adrenals (mg/100g) :ggg ) ﬂg: @ - fjgi (4
e e e e e e e et e e e e 1 i o e e s . S e o e
Final body welght  (a) 122(5)3 @ 1322 %) 12:28 @

Values are shown as Mean % S.D.. .
Figure(s) in parentheses Indicate number of animals used for the statistical analysls,

* Significantly different from vehicle controt at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 10-2 Twenty-elght-day repeated-dose oral toxiclty study in rats

Summary of relative organ weights:Male
oms Dose Seven-day treatment
(mg/kg/day) 0 40 200

Liver (g/100g) ig:?gg ) ig::;g “4) ig:gg;) ?4)
Heart (9/100g) igg?g “) igg?g ) :hgg:: e
Kidney(R) {g/100g) igjé'fﬁ @) igggg 2;) :g:g;g *(.4)
kldney(L) (g/100g) ig:ggg ) ig:ggg :t) tg:g?g '(:‘v)
Kidneys (g/100g) 20070 @ 10040 (4) 0030 *(.4>
Testis(R) (g/100g) 13133? @ :tg:ggi @) ig:ggg @)
Testis(L) (g/100g) igg;g ) igg:g @ :tg(s)gg C)]
Testes (g/100g) i;ggg (4). i;ggg (4) :l:;:);g 4
Epididymis(R) (9/100g) iggg: (4 iggg: 4 tg:gsg *(;)
Epldidymis(L) (g/100g) iﬁ:gﬁi ) :ggzg @) ig:ggg 6]
Epldidymides (9/100g) ig::)?g @ :l:&;:g 4 :tg::)?g *(*4)
Ventral prostate (9/100g) igg?g ) igg:g @ iggsg 4)
Dorsolateral (g/100g) 0.048 0.058 0.058
prostate 10.013 (4) 10.005 (4) +0.005 (4)
Brain (9/100g) i;:gg? ) i;ﬁgg: (4) i;:ggg (4)
Spleen (g/100g) igggg @) ig:égg 4 igg:g. 4
Thymus (mg/100g) 2;?:;2 “@ 223:153 (4) :i?;;g @
Pituitary gland (mg/100g) if;jgg ) 'ig:g? @) :eg:;: 4
Thyrold (mg/100g) t?g: (4) J;g [C)) . lggg 4)
Adrenals (mg/100g) i;:g @ 2133 @ l?:i @)
Final body weight . (@ l:gﬁg (4 | 1?:2 4) 113:23 4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01,
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Table 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
tems Dose ) Fourteen-day treatment
(mg/kg/day) 0 40 200

Liver (9/100g) tg:g;: 4 ‘:g:ggg @ :I:g:?:g 14)
Heart (g/100g) ig:ggg 4 igggg (4 ig:gsg )
Kidney(R) (g/100g) ig;:g (@) igg?g 4 . i:gggg “@
Kidney(L) (g/1009) ig:g;g ) iggjg (4) tg:ggg 4
Kidneys (g/100g) igggg (4) igg;? @ tg:ggi 4
Testis(R) (g/100g) iggig @ igg?g 4 igggg ()]
Testis(L) (61100g) ig:ggg @ ig:gfg @ tg:gzj @)
Testes (g/100g) i;gg: “ t;:ggg (4) igl?g )
pms®) (/1000 w0 00 0000 @
Epididymis(L) (g/100g) ig:g;lg @ tg:ggg ) 13:8?2 7))
Epididymides (g/100g) tg:;‘:’g @ 181,22 @ iﬁj&?? @
Ventral prostate (g/100g) igggg @) | 188?‘5/ (4) igﬁggg 4
;?rt:)rsstgltaeteral (g/100g) tg:g;g “) ig:g:?; (4) ig:gg: 4
Brain (g/100g) ig:gg? @ tgiggg ) ig:gig @)
Spleen (g/100g) igjﬁgg @ ig:g?g (4 s:g:gg: 4
Thymus (mg/100g) o @ e @ R @
Pitultary gland (mg/100g) 13122 @ igfg (4) ig::: (4)
Thyroid (mg/100g) :::g 4 iggg @ :tfa)gg *(4)
Adrenals (mg/100g) ::;3 @ 1-1,22 (4 l?gg (4)
Final body weight (@ ' i;lgg @ iiigg (4) ﬁ;ig 4)

Values are shown as Mean £ S.D..
Figure(s) In parentheses indicate number of animals used for the statistical analysls.

* Significantly different from vehicle control at P<0.05,
* Significantly different from vehicle ¢ontrol at P<0.01.
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Table 104 Twenty-eight-day repeated-dose oral toxiclty study In rats

Summary of relative organ welghts:Male
Hems Dose Twenty-eight-day treatment

(mglkg/day) 0 40 200

Liver (9/100g) iﬁjégi (6) ig:??: (5) iggg? t(*5)
Heart (g/1009) igg?: (5) tg:g:g (5) tg:gfg (5)
Kidney(R) (9/100g) ig:g?‘; (5) ;tg:g?g (5) tglgfg *(5)
Kidney(L) (g/100g) i.gg?; (5) 183?3 (5 tgg;g (5
Kidneys (g/100g) ig:ggs (5) ig:g;; {5) | 18:345; '(5)
Testis(R) (g/100g) *gjggg (5) ig:ggg (5 tgggi (5)
Testis(L) (a/100g) 10,081 ) 007 ®) 10082 )
Testes (g/100g) ;81323 ®) ig:zlg ®) i;:gg; ®)
Epldidymis(R) (g/100g) 1813,33 ®) ig;g ®) ig::):g ®)
Epldidymis(L) {9/100g) ig:):g (5) ig;}: (5 tg;:g (5
Epididymides (g/100g) igf)?; (5) igﬁﬁzg (5 tgﬁgg (5)
Ventral prostate (g/100g) :tg:j: ) tg;gg (8) i-g:)lg (5)
Egzggeral (6/1009) ig::)g: ) igigfg ®) ig:ggg (s)
Seminal vesicle (g/100g) igzgg ®) igggg ;5) igﬁgg (5)
Brain (g/100g) iﬁjﬁlﬁ ® tg:gzg ®) ig:ggg )
Spleen (g/100g) igﬁ;gf (5) 18:3;3 (5) tgﬁ;ﬁ (5)
e mme  mae
Pltultary gland (mg/100g) iggg (5 12.122 (5) tggg (5)
Thyrold (mg/100g) 18:: ) ;g? (5) :t;gg .('5)
Adrenals (mg/100g) l??g (5) l:if (6) l‘::gg ()
Final body weight () 346.49 23232 ®) i;g:gg ®)

£14.71 (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,
** Slgnificantly 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
4% 4
No abnormalities detected 4 4 0
Liver
Enlargement 0 0 1
Kidney
Enlargement, bilateral 0 0 3

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
No abnormalities detected 3 4 0
Liver
Enlargement 0 0 4
Kidney
Pelvic dilatation, unilateral 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 foxicity study in rats
Summary of macroscopic examinations; Fourteen-day treatment

Male
Findings 0 40 200  (mg/kg/day)
ss SS S
43 4 4
No abnormalities detected 3
Glandular stomach
Blackish region of mucosa 0 0 1
Liver
Decrease in size of quadrate 0 1 0
R
Enlargement 0 0 4
Cerebrum
Partial defect of cortex 1 0 0

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 sS
59
No abnormalities detected 5
Liver
Enlargement 0 0 5

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 40 200  (mg/kg/day)
sS ss S
49 4 4
Liver
No abnormalities detected 4/4" 44 4
'Hypertrophy/Hepatocyte/Periportal ~ ++  0/4 0/4 1/4
Kidney
No abnomalities detected . ... ... .. aa MA YA e
Dilatafion/Renal tubule/Cortex " Ao
:Lac}slt;:nmenal tubule/Outer + 0/4 0/4 1/4
‘Necrosis/Papila . o4 o4 o4 T
Testls
No abnormalities detected 4/4 -— 4/4
Ventral prostate
No abnormalities detected 4/4 - 4/4
Dorsolateral prostate
No abnormalities detected 4/4 - 4/4
Bone marrow '
No abnormalities detected 4/4 -—- 4/4
Spleen
No abnormalities detected 4/4 -— 4/4
Thymus )
No abnormalities detected 4/4 -— 4/4

ss; scheduled sacrifice animal.

" a) Number of animals autopsied. )

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

+. slight, ++: 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 ss
49 4 4
Liver
No abnormalities detected oo WA AL,
ertrophy/Hepatocyte/
giﬁtrnobztgr Py v 04 0/4 1/4
"Hypertrophy/Hepatocyte/Diffuse S o4 7N 34T
‘Necrosis/Hepatocyte/Focal T V7 o4 ya T
Kidney ’
No abnormalities detected L 34 - 49
Dilatation/Pelvis - R B
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 — 4/4
Dorsolateral prostate
No abnormalities detected 4/4 — 4/4
Bone marrow
No abnormalities detected 4/4 -— 4/4
Spleen
Noabnormallesdetested . . oSO SO, S
mi'r-r;:t;%mems, extramedullary, + /4 0/4 o/4
Thymus
No abnormalities detected 4/4 e 414

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 12-3 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
Glandular stomach
Necrosis/Fundic mucosa/Focal + — —_ 1/
Liver :
Noabnommalitiesdetected ... s SO AT S
Granu!a'tlor] tissue with -t 0/4 1/4 0/4
TNGIAIZENON ..o eeceeeaeercens e reneeeeess e e s ereneessae e
atocyte/
Contriobular e P04 o w
‘Hypertrophy/Hepatocyte/Diffuse  ++  0/4  0/4 1/4 )
Kidney v
Noabnormalifies defected ... a4 LML
Dilatation/Renal fubuieiCortex "~ I S S
Dilatation/Renal tubule/Quter N 0/4 0/4 1/4
medulla
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormaiities detected 4/4 - 4/4
Dorsolateral prostate
No abnormalities detected 4/4 --- 4/4
Bone marrow
No abnormalities detected 4/4 - 4/4
Spleen
No abnormalities detected 4/4 — 4/4
Thymus
No abnormalities detected 4/4 - 4/4

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

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

---: Not examined.

+: very slight, +: slight, ++: 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
59 5 5

Trachea

No abnormalities detected 5/5" e 5/5
Lung

No abnormalities detected 5/5 -—- 5/5
Submandibular gland :

No abnormalities detected 5/5 - 5/5
Forestomach

No abnormalities detected 5/5 - 5/5
Glandular stomach

No abnormalities detected 5/5 -— 5/5
Duodenum

No abnormalities detected 5/5 -— 5/5
Jejunum

No abnormalities detected 5/5 - 5/5
lleum

No abnormalities detected 5/5 — 5/5
Cecum

No abnormalities detected 5/5 — 5/5
Colon

No abnormalities detected 5/5 — 5/5
Rectum

No abnormalities detected 5/5 - 5/5
Pancreas

No abnormailities 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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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 S8
5% 5 5
Liver
No abnormalities detected | veeeeee BB LS8 OB
Hypertrophy/Hepatocyte/
contiondar £ 05 o5 sk
Heart
No abnormalities detected 5/5 - 5/5
Kidney
No abnormalifles defected ... a5 ... 55 ... UG e
Dilatation/Renal tubule/Cortex :....08 s ... LT
Scar/Cortex + 1/5 0/5 0/5
Urinary bladder
No abnormalities detected 5/5 -— 5/5
Testis .
No abnprma![tigs _d_gte_a_c_tgq ______________ 5/5 55  4/5
Deep retention/Spermatid  + o5 o5 5 T
‘Spermiation, inhibited . o5 oL AT
Epididymis
No abnormalities detected 56 5/5 4/5
‘Germ cell debris/Bilateral £ o5 o5 s
Ventral prostate
No abnormalities detectd a% - 5/5 )
‘Cellular infiltration, lymphocyte ¥y T os T
Dorsolateral prostate
No abnormalitles detected ... an.... e O e
Cellular infiltration, lymphocyte + 15 - s )
Coagulating gland
No abnormalities detected 5/5 -— 5/5
Seminal vesicle
No abnormalities detected 5/5 - 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: very slight, +: slight.
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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)
S sS SS
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

Noabnormalites detected 85 55 35

il;l\czr:;zic;zoiesqs, extramedulilary, + /5 0/5 o/5
Thymus

No abnormalities detected . 5/5 — 5/5
Thyroid

No abnormalities detected 5/5 - 5/5
Parathyroid

No abnormalities detected 5/5 -— 5/56
Adrenal

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

No abnormalities detected 5/5 - 5/5
Skeletal muscle

No abnormalities detected 5/5 -— 5/5
Bone . )

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

No abnormalities detected 5/5 - 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied,

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

+: slight.
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