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13.2 &

Cisplatin D&M FH R ZER VBEFREBICRIETREIZOVWTHRETT 2 BT, LTk
TAMITARTA VRO OECD TR MTA KT A 407 25E1C 28 HREIRER D EEEMHE
RERE £l LT,

58 E DHED Crl:CD(SD)T » MIABE R ICIRE X7z Cisplatin % 14 XiX 28 BEEH
RMERARE L., REAREIZ0 (EEAER) | 0.75 KU 3.75 mgkg/day & L, 14 BE#&
BRI 18D 4L, 28 BMBRERIOIZ 1B DY SIERER L, REHRT X206
WOWT—RIREBERE, FEAERCEHEEREXTV., FREHMKTRIZ CO/0,BEN
ZARREET TR Z TR L7 R8T LT MRRE., HEFIRER CEETFRAEMET O
D OFEBHREE M LTz, MM T, 28 BEBRERICOWTIX, BEHIE I3 — R
BEROHERELZITV., BRBREBOZERICREZERL TRBE LT

—RREBBETIL, 375 mgkg HTEERD . BREBHET, WEERED. HELEM, §
B, ¥R, BETRRUI T EVAADIL, BEERUEERALNT 1 fINHEE 26 BB
ICHEFEIRRE & 72 o T, ‘

R — O IBBLEE T 3.75 mgkg BE T 5 4 B ICHEBERIN A b iz,

BEEERE TIL3.75 mgkg HCTREEN RV BRETHEDRMENR A LT,

EETIL, 3.75 mghkg BETIRE 7~21 B BITEER A b, #5 28 B BICIERTERIE @D
B O e OMEMEH A b LTz,

BEEE TIL 3.75 mgkg BT E 3~28 A BICEKERA DI,

PRIBZE T 3.75 mg/kg B TRIBZEEDEME R CRILEF ORROBERRIA L,

MRFRIRAE TIX. 0.75 mg/kg BT 28 ARIREHKIC MCV OIEME, 3.75 mgkg BT 14 H
3 514 0> SRR AR MBREUL R R OV B Bk O IRME, 28 B BIRE541C MCV R L/ MRE D
BERAZ BN,

MRAMFRIRE TIX, 3.75 mghkg#ET 14 BEBREENLZ LT F =0 DOFEE, BUN D
BEXIIEEERRRS N,

B EETII, 3.75 mgkg # T 28 HEREZ ICBROE KON ERORE. RISLRK
UBE DT R O ER OMRAE, FEIRER OB R 0 #axh & OME <t B B O SE U XS E-E m 28
HHiiz,

FIRRTIE, 3.75 mghkg BET 14 BRIR SR ICBRORBREFRTOEE, 14 AHEEEH®HD
BB OEREMERE, 28 AERERICHAK, BIE, BEORARNEY. BROBAKRUHEE,
rEEO/NUL, RED ] 8, BREOBERO/NYL, BIBOERNR BN, BT
X, HIE, BEORAARY., BIROBREONEE, BER MR/ NYEIE DN BIZK 235

biviz,

AR FHIMRZ TIL, 0.75 mg/kg BT 28 B MR EHZICBIRO R EEEFE O RME DFAE
R OIROBESMERET . 3.75 mg/kg BT 14 A MR 5% T8 OBEFZRO RE LB,
FRE D RAE DM, REERFIORME O BHEE, BAERUEER, BHOBRRK
VR OBESMEMIKRT . 28 B MR SHITIRE QWP IREEEEOIEE, + 3815 DR B Mk E
HIE, ZERBOEENE. BRORBERMORMEILE, BEENEORMEE O EMREST,
BAERUEIER, BEOEN. KED v 81, BREED %8, BIREROBEROZERE,. B3I
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DREER, HLIROFENS DT, VB TIX, + 2B~ EBOMESE, BliRoR
B OB, BRI ORME O EMRER, BE, HIERXROYE, BENSORME
DOHEAIIEE, BAEROKER, BROVEAMEERELEROEME, BE LA
HRRZRE., MEZERTAZAR. FBE. REY v 8, BEEYD 38, MRk OMROZERE, i
DIEFEEIE BB REDIERNH b,

PUEDLRY | ARBREMETIZRVNT Cisplatin DR EIZ LV, BIE~DEE R EMEEEN
T b, EMEROEBA~DOEEREN N BIATER R OILE~D R R EES L bl
77



B10-0114

14. RERHH}
14.1 #EBRWE
a) 4HE
& cis-VT IV 7 nuBAE&0)
Bl & VRTTF
CAS &E& 15663-27-1
b) BEETEROrY FNEF
BT Ttk T3
7y hEE TLN0106
c) WERE
- HEER
H Cl
\ | = 7
H—/N—~1|3t2———N\—H
H O H
aFR PtC1,(NHs),
SFE 300.05
d) HMiES
fo B 99.7% (HPLC)

W IIHEE 100% & LTERY o7z,
e) MELZFEAIEIR

KK AREE 0.253 g/100 mL (25°C)
FRICBIT AR EA, BR
TEM ¥, BRICKL VW EET B,
W3 2EMRE (RN
B VRREE (WSARME)
TH )=V R
T T
[\ %= A
CAFNLANEFYF (DMSO) | F¥ 2100 mg/mL
£ RERE

B L RERTIIAN, HRYEREZEOF ¥ EXy MITERRE Lz,
REREEDERE 18.4~23.1°C (FA%H 10~30°C)
REBFTROHM ¥Ry b5, 201344 H24 B~2013%5H 8 H
Frbxry M1, 201345 H 8 H~2013411 25 H
g) WRMEOREFGTICRIT 2REMDOHER
YRERERR CEME L7z [Cisplatin DR EME., HWRMERDOH—MH, BEMERORER
WRER (RBREE X02-0275. 3E GLP #ER) 1ZRBWTHER LT,
BEEBIT R OREHER THRORMRN AN MLERETHZ 2iIck by HFES
BTICRT 2R EDOREMEZTER Uiz, REMEATE i L TREHBR TH DX
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A7 MVIZEGIIRD bR Te 2 e b R E MR EYRTRECh oz L ¥
Wr L7z,
h) BV EOEE
FEROE ~OEFMITNIRAZ ST HD, R, v 27, 18F, REDBRRED
BREER L, £2. HRPEIIFRAIT T TRV Kol
142 # &
a) &
EBERIR
b) EREH
BERICEBRRERZ AL LEHRNES TOFERBAER SN TNDZ b,
R EIR ORBEIX AR SRR E AWV TRE Lz, TORBR, SR E I AERER
IZ 0.3 WAN%DIEE TEME LR TN —ICB L, £7-. WBRYERIIFHE®% 7
BREDEXLT CORFERE CEATADELEDRENRD bR PoTe 2 b ABRE
WK EEE L UTRIR L,

c) BER, FL—F, vy bESERURE

& W BT JU—F |y bEE | RESFT RERE
AEAER | KRERMETS H i A 3C83N REEAE = =R
143 fEHEMY
EREMLE L THRLEINT-EHTHY ., BRI S, URBRERIZBWT

bEET—F BRE LTWS Crl:CD(SD) T v b (SPF) % BAF ¥y —/L R « U \—H B
HEUE—MbAFELE,

4 BEOHET v FEIOLAFL, 1 77—V HY SEORFAE CAR 6 AR E THRE -
Bl %47 o7, SbiT, &G 1 BANCHEET AR 8 BERE THIMLL, T _XTOEWY
IZBERB NPT, YARE LFEEZ AW TERERBEEAMHE TELS T
L, 27 EZRBICHER L, BT HRITRERAE CHEEET CBL Liz, oLy
ANT BT DR LTz, £, ZAND OBREREE Tk, —RREROHERY
#EH 1B EEE L,

BiE, BELTRNIIEEA~MEAS 7 28 L, BT RIIESRE T GRI Lz, 7

—DRIEZANVEMT, Ty 7 IdBREFEZRRILTERENHEBI L,

RSB OB OB T 5 B, FESFEIX 137.7~1569g TH Y, £FDEENRE
EOFHEER20%DOFEHENTH D Z & 2R LT,

144 FRERE

L, B% - BMEEIM T 2 S8 D2ATHM 2 LT, BE 21~25°C, HAXHEE 40~
70%., HEKEEK 10~15 [E/FERE, BIRFY A 7V 12 BRRIREIRE (7 BEAUT. 19 BRIEAT) & cﬁ““m‘
LN 7=V AT LAOFREE (RESFHFIIREE 1. BREKTRIIFEETE D |
Uiz, BRERUHEINEE OERIEIX, £E1122.8~23.4°C K 1149.9~63.0%Th - 7‘:

=, BOURNIAT vV ABERER S —Y (W260xD380xH180 mm) | By iTHE
AT UV AREREK 7 —Y (W165xD300xH150 mm) Z 46 L7z,

-10 -
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b UA R R T R R OB T RIS L, B0V 113 2 B O#EEE TR i LTz,
I HIT, B EFEEY OB EICRET BRI ORI LT, BER, 7 —VRBT v 7
I S ITRICRB L, £72, 14 BEREFIC OV I EICiHE T 2Bz b T v 7
R LT,

FRHIEEREE MF (7> FEE 130809, 2V =2 X VEERTE) %, #BbKIZE HET
EAKEKICHEARE COERIREDN 3~5 ppm & 725 X 5 ICkEERR T R v s (=
—T v R) ZIRMUIKE, ThENEBBRIE T, FERUCETHABMIIA—12
V—T73RE (121°C, 3045 LieborZznThER Lz,

FENT, BLETT A DIBAMOSIT — ¥ 2 AF L KERERETEEWEREIED 4
B R MR OB EIRE | (1979) 2281, YRBER CED-EEBENTHSZ &
R LIy NEFEALE,

BBIAKICOWTIE, BEFBE O DKEEEICHET &S (BEEFEESE 1015)
R LK EREZF 2EOHEECTER L TR Y, BMARIICAFELZRERERD
REREEFRE TICAFLERERERN, AEFOEELZHZ L TWDLZ L 2R LE,

-11-
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15. RBR 5=
15.1 #HHREWEORERE

AEFRERBR L LT, YRBMEFR T (Cisplatin @7 v MIBIiT5 7 BREKERDEESSE
PERER] (RBRES P12-0114, JEGLP RER) %EHE L=, AERERBR CIXEBREER T
TR LB E IR A EE3TED S ER D Crl:CD(SDY#E T ~ MZ 0,5,10 & TX 15 mg/kg/day
OHETT BMERERELE, ZORER. 5 mgke B CERMOBEEIE DILALRME DE
PER OMESE, 10 mg/kg B CTRIBOMMERBOERER CREEFATOLENED b, B
~OBEEHENHER SN, £, 10 mgkg UL EOBETIY, BERE, HIE, BREORD,
P & R OV DN IR D /INBE R B Dbz Z L 23D, B~ DB LY
BN ER Loobb EEXL LN,

5 mgkg BHTII—RRE, BEEERCFRTREEXIREDONRP>T2bDD, FE
DIREER R A S, FHEERFZAREICE O TEIROIEALRAE DMK LN
bz &b, HRWEY S mgkg/day LA EDOFET 28 BARIRERE T2 &R0
REDEERBENPEBRETHFREND D LE X T,

L7223 - T, ARERTIL3.75 mgkg/day ZmAEL L, EFEE L TO0.75 mgkg/day %
BRE LR,
152 EEHERL
BWRWERESRE LT 2 BERERIT oM, fEDOL 2R ET D HAMBEEZRE L,
Fio, BEEGREERCERERIC, 4 BERSRICER T T4 FEERRITE, U
T, S RE I REE & BT A,
14 ARREHOBREHHFOBERCRIET — #1328 AFMREHICIED TRV F o7,

- BREAE |(HRERE %&%%E{&‘ Eub7/b e

(mg/kg/day) | (mL/kg) | JEEE(WNY%) (BT
AR (14 BHRE) 0 5 0 4(1- 4
BAR R (28 B RE#RE) 0 5 0 5(5-9)
#w% | BRAE (14 BFE#®E) 0.75 5 0.0150 4 (10 - 13)
B | (KHE (28 HEEE) 0.75 5 0.0150 5(14 - 18)
| &F& (4 BE&S) 3.75 5 0.0750 4(19 -22)
2 | BHE (28 BR#HS) 3.75 5 0.0750 5(23 -27)

153 #®&5H#&
a) WERMEROREKR RE

WBRHE RS, SERERE ML TEBERAEZITOSHES S, T0%, A3
BB ZMATERL 0.750 W% DHEBRMBEIRZRM L1z, & 51T, 0.750 wv% DHER
WERE~ X F v I AZ =5 —THBLEPL—RE2HER L EESEKRENZ TH
WL, 0.0150 wv% DI EIR 2 T L 7=,

T R BEORBRDER R OREICH VIR EIIEMNE T T A8BE L T
NENNGIT L. R EFRREORIDE 712 THET (ERIfE 2~10°C, FAEH 1~
10°C) THRE L7z, HRWERIIFAEEL 10 BLNIZER L,

-12 -
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ING T RE LT B R E OB EIR R OBAIT, &85 B ICR BT LERER 2 RE
SFNOMY ML, MEEE TEERTERLESICHAVE,
b) HRMEROE—MR L EEDOHER
0.200 } T* 0.00200 w/v% DARERYVE IR D — IR O TICRIT 2B FHRE TORE
HE, BRBRMRICIBVT X02-0275 THREREZ < v 7'5 70— (HPLC) 12X
R LTz,
=M OWTIE, #HBRMERO L, FEROTEORIE LR E R E DLEMR
o (CV) 25 0.200 B T* 0.00200 wv% DR EIR TEN TN 1.3 BT 0.5% & 5%LINT
HoleZ inh, BH—THDZ LRFERENT,
8 DRITER B DIRYE F2=
FRORIEREDOYH E
BEMITONTIL, EIETHETRE CHRE 13 BRICHIE LRy RN, F5
B ORIEREITR L 0.200 % TU00.00200 wivY% DR E IR TEILEI 103%KZ N 97.0%
E100£10% AN TH -T2 L3 b RELFHFT TR ABRETH D Z L BHER & iz,
c) BREICAVWIHERDERDOEERER
FIENZFRRL L7z 0.0750 K T* 0.0150 wiv% DIEBRYE IR DFRBLER DB E % WU
BRITEVT X02-0275 THPLC IZ X W FER L7z,
BIE U= B IR EE DS BR EMEIT 3 L 0.0750 2 T00.0150 wivse DIEBRMEIR T & BT
100% & 100£10% AN TH o 7e /e, BENTFTHRLCE 72 L HE L TR EITHVZ, |
154 #& &
14 X328 HFEER 1 B, BAEROEBRE Lz, 851X 9:22~11:20 12T o 7=,
BREZIIRT bW T =T (TAE) BB TR (TAE) 2HW, BIEL
TeBRFOBELEIC, Smlkg THRE Lz, BRWERII~ X F v 7 ¥ —5—THE%
L7203 b EFREICERR L,
155 —fikaeElE
HREHFPIIER 3 B (&ERT. REE%~1 BEEZ, &5 2~6 BRI%) | £FXEE
e—RIRE B LTz,

CV(%) = x100

-13 -
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15.6 FEM7—ARIRREBLE

28 HEREEICOWT, REBMARNC 1 B, BEBE%ZITE 1 BoEE CKREDIER
ZBE LT, BRERBROBEIIEYICEE (REBMEE) 2EIMT. B0 Uz
ZITo Tk, RERESHBITE VR (SRE) TfF-ok,

r—YhbEY
HIBEDO R s

TVIFERZANTEL, 8% 7 — VMR By ECORG (B
LB SROHER) &, Aa7 ) U JHETHM

FITE o TODEE

HEERERETORE, HEORE (IR, BOBLRUOES
HAD . KEROHESCE (BAH., BRROFT/—18) | BOE

RAS R =3 e o \ N . N
® (R, REREHER OELE) | MERUHWIOEELER
B % 90 cmx60 cm DOELERA LIZ 1 HELILE 5 HNN) B B3
TV —=TFTATO | EEE, R, STORIE, RRE. B - 8 - =%, ¥FEfT
TEI DL BROEREITSOFELHE

| HOHEES EOR RUOBEREHR ROF—AEK) ZHRIE

15.7 HERERE

28 H&E#ICOWT, &5 48E (&527HH) IC1H, KECEE2BREL,
RO B OB T 338 e — AR BB AR & R IR BB MR X Ao W REE TR ZE LT,

ok

BEATHR 3 cm IR — AR DOBEESIT A BERELEE ZDOR
BERRaT Y v ECEE

HAETHEZRO L L XDOREER 2T Y v HETHMA

@ B | &
|

Bt

BNV ITED 13 ERBAIZHARL L X ORGEEE

L

[REFTHE- R, BILICHE S T L XORGOEELBE

=

TEmRE

F30ecm OFEIND, BOBEEEL Iz L REETHEE L XD
AERIGOFEL B

7 N

BIIA—F FGC2 (AL T 4 R) ZRAV, BIEROEEOES% 2
EIHIE L, FHECRME

HREEDE

7 v NAESEREER ACTIMO-10 (3 '>5F 27 7)) # AV, i
DOEHEL 1 R (10 BT 6 ) HlIE L. FRAME (42.6 cmx26.5

cm DFEFHZ M S cm FIRTHRA) 280 - 72 B8 CEME
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15.8 FEAE
2HNCONT, EFEMRFE (FAL M) v R) 2HV, TROBIZEEZBEE L,
- BT H
- H&E 1,3, 7, 14, 21 RV'28 HE
- ERBREOMEIA (FEFEHN D OWHAT, EAIREE)
159 EEERE
EFNCONWT, EFLEIRE (FA MY UX) 2BV, TREOBIEEEZAIE Lk,
- BOTBOREE
- ®E 1,3, 7. 14, 21 RU'28 B EDREEE
#E7, 14 R021 B BICIIEREENERICEEZHAL, WAROKEEZHE L,
BIELBEELREENLSRERMTO 1 HEHEEELRD T, 2B, FHEHR
WCHERZIT OBMIZ OV TIIEREREOLZRIE L, BEOMAROREEEOEIEIX T2
27,
15.10 RIRE
a) B &K
28 HEHREHOETEMIZOWT, 5 28 B B OFHIZ W 150xD 200xH 263 mm D
BEIRE T —VICEZINAE L, BEFARUERRETER L TOR 16 R OE
BREBER LT,
b) REEBRUFHE
BB LU-EREREAVKREROEEZHE L, 28, RILEIIHEEROEHERY
RELCHER. BRAER CTHERDEORSICEE LB LR RN izizn, EAERIC

DWTHBREZRITo T,
H A | 5% Ham

& (Urine volume) ARV U E—IZ L DEHE —
#38 (Color)
%Y (Turbidity) RiRER B
RiEFHE (Uosm) KRETE A
pH '
ZEH (Protein) HEIRIE
47 h & (Ketones) FEBRRICIITTAT 4 v 7 2 (—RA | —
$£ (Glucose) YR) EER)
1M (Occult blood)
JRIEE  (Urinary sediment) Sternheimer 2% B

FRBEEE A BENEFEES OM-6040 (7—27 L A1)
B: VAT AEMEMEE BX41 (F U 2 RR)

-15-
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15.11 IMEHRE
a) BRILZ ORBRAERE

FRBHICOVWTERKREBOFHMOEAEL, B (ERBS 16~20 FEEHE) |
COYO {BEH A (COyO,IBE=4:1) BT T KBRS DREO LBV ML, &
ERPEZER L, BAERO 14 (No.27) 1385 26 B BITHIERIEL 22 o 72729,
X H., COYOIRE N AT CIHEEKREIRD bR L, REREZ/ERM L, 2B, 14
H B SRS OW XM ORBHERII T ey o 72, £z, 28 BRERER (BELEMW
ZER<) 1ZOoWTIE, N7 RAU—2 RNA 8#ILE (BRI v T ooFryy) %
AWTIEZ R LERERf I L, =R T2 REELLEF#EH%, 20°C T 24 BERE LT,
D%, -80°C THRE L. NI4T A RERE L TR BITHFERTIC S Lz,

BRERP EBRLG %

s 0 EDTA-2K #IERILTNA SB-41 (1 M &R G2008, YR A w7 R) TH
i1 U 7= ik

S ZABE=F Y v ATKFY (v FEES WEI0101, Fiyemisk T 3)
m | D32 whY%KEETRZ 100 pL #I0 L72 0 T 2 BIAERE G L. 3D 2Bk
(3000 r.p.m.x10 mins) L CH&7=Mm#f
M F | V7 AERBRE CRILLELSBE (3000 r.p.m.x10 mins) L CTHA7=IME

-16 -



b) IMEFRIRE

B10-0114

2k OMiEr BVKREROEE ZRIE Lz, 14 BRERERHICOVWTIE e burey
R R OVEMHEEER 2 b ey R 7T A F VERIOBEIEIX fTh R o7, £, T_TOHE
BIZOWTHERRIE TE 2720, 2z AW BEERIIER Lo,

EH B 5 IE Has
FRinEkE (RBC) KSR EFARIE
~NES T EE (Hb) ST UARNES BV
RBC x MCV
~e b2 Yy ME (1) —
SEHFRMEREE (MCV) FEAR BF AR IR
Hb
EHHRMBA~EZ B E (MCH) c x10’
, NN 2 10 C
FHARMERA~E 7 v E U EE (MCHC) RBC x MCV
/i (Platelet) R RETHRIE
R MBS LR (Reticulo) RNA $efa7k
HiBkE (WBC) Zu—% A hRA MY —¥E
HIMEKE 23 (Differentiation of leukocyte)
FHFER (Neutro) . U ¥ 73%k (Lymph) o
IFEAER (Bosino) . MFHEEEK (Baso) 7= bA YR
BE (Mono) . KEGEYLAER (LUC)
u huer Ul (PT) ' FEER LRGN 3K
FEALERS hE RS T AT B (APTT) | MR (R b

BERE CiZidfm, DIZiximigs A

R C RAEMKEFERELERE ADVIA120 (3 — AV X)
D: & BENMKEEEHRERELERE STA Compact (B2 « XA T T ) AT 4

v 7 R)

-17-



c) MiEAEFERBRE

B10-0114

MEZAWVWTREROER ZRIE Lz, 14 BREREBICOVWTIRT ARG EUBT I )
NGVRT 25—, TI7=2VT ) NGV RT25—F, FAHIET R T 7 H—
Y, REER, JLT7FoVRURE ALV RHEE L, ZOMOEEIZAIE LR

7o
H H ‘ 5 B B
i;$7%/@7;/%7/X717—?IWﬂHKE%@%ﬁE%
TI7=VTI/) IV ARTZ7=F—E (ALT) | UV ¥ ISCC BB Ltk
TINVH VT + X757 &—F (ALP) p-Nitrophenyl phosphate ¥
a2l = XF7 55— (ChE) Butyrylthiocholine iodide ¥&
FINE IV N T UARTFF Z—F (GTP) ﬁ§$$2g£mmw¢
@=L AFa—/1 (T-Cho) COD-ESPAS # E
y7rere ki
RFEZEZFE (BUN) Urease * GIDH &
7 V7 F=> (Creatinine) Creatininase * F-DAOS &
¥EB (T-Protein) Biuret ¥4
77 XY (Albumin) Bromocresol green ¥
Albumin
A/G B (A/G ratio) T - Protein — Albumin _
%% (Glucose) Hexokinase * G-6-PDH %
WEeUALEY (T-Bi) BERIE
#AETER (TBA) BRVA 2V T E
&Y v (IP) Fiske-Subbarow £
HINT UL (Ca) OCPC ¥
Fh UL (Na) Crown-Ether JEEIBIE
BV A (K) Crown-Ether JEEAREE F
HB/FE (C) MO &k

EAE B EFEEEOWNEE 7170 % (B 284ER)
F: EffE SR PVA-EX T (A&T)

-18 -
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15.12 JREFRIRE

a) & B,
FRBRBEIIOVWTEKES A OEROWTN b EMEZIT, B E KBk & i
LRI SR, R, BILE. KT, EElE, i, EEEROEEREL Z0RAEICD
WTHIRHBIE 2T o7, 728, 526 B BICHBREEL o7 AERED 1 7 (No.
27) 1%, BB, SRR ICEEREINRD b ORIMLIC & Y REIES &, RIEICEIREZ1T - 77,

b) MBMEIKOREEERE
(a) 14 B G8¢

FIRERICIRR DERE - AREEBR LT,

5 B #E - R
THILERR B (No.1 EU'No.2 <) | FFhg*
D - MER DolE*
WIRER R R i
TR TR FEEH . R LA, BEZERNSTRR* . W IBERTST R
FRAE R fiet* (CRBX. /MR OB Z & Te)
TS MER R B CRBRE) . Mg, Pojz*
P WHR TR BRERr (ER/MEZET) | BIT*

BIX 10% MR ER L~ ) VIREEALCRIRICBE L-%. NEWE KBRS
L7z,

FARBRCISN D T* ) & U788 E1E. BB U RIS BB RN EFRE (F
NMEIDR) TERBZRE L. B, BEEOCERLARELEZI 2 IZHEL,
ERDEFEREH L, BIBIXEAZ LD THE L, TREMIBIIRED—
Bead D THE Lz, FRBITEE/MEERE D TRED DS TIT 10% M521E
RN ARICREL, BH, EAOERZRENLOHELCEERZHAE L, BEE
ZRE LIZBEIZOWTIE, MR BICHE L ZAE2RICHIEELEH L,
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(b) 28 B fA#& 57
FIRRFFICRERDORE - A E BT L,

o E = E - MR

PR 2 R SE., M ‘

Wi BT B, B (FZHEBLOER. M= AREET) |
BERR, AT

D - EFR LafjEe*

W IR 2R B, BERE

ferEsE FEE*, RBR LA JEZERTSIAR. HRIZERTSIR,
BE (BERZED)

R B* (R, MR MEZET) | TR, SEMHR

Ve 52 BhE (KERE) « W& D o 80 IBRBEY v YE, PR,
o

&R T, FRE (ER/MEZET) | BB

BHE iRER

B - BHR B CRERER) B CRERE)
BE - HR#s | FUR

7o, TOMORREPEERR L LT, BAEHD 1 ] No. 23) Z2OWTKE%R
BE LT,

KE R ORI 10% B E R L~ ) VIR Z EARICER L. B R OBIE 10%
FHERERL~ ) VIREEA LU CRKRICEE L%, AR & KEERE L,

FARBRLISI D T+ ) 24 LB E 1L BERXIIRFRICBE T AANCEFRE (¥
NMRUDR) TEEZAIE L, BliE. BERUBELEIIERZ 2 IZHE L.
EEOEHEEH L, BIBEERF2 T LOTHE Lz, HRZENSIRIZREED—
HexEoTHELE, BEIEERZED TEBTZATRERLTERL, EE%
HE L, BRI EE/IMEEZED TRED D ABEETIC 10%FHERE S~ v
WREL, BB, EEOEZIENOHBLCEEZAE L, EEZHELE
BEIWICOVWTL, BHAICHE L-FESZERICEIEERELVEH L,
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c) HERRDOEE R ORT

BERLZEBE - L. UTO LS CEERMRE LR,

FrigiE. ERZPER., SMUEEDO RIS (FIARRAI & 7 DR & fE S5t AT
o0 2~3 mm BDOMEMA 4 MEFRR L, BETFRIAEMRTAICH L, 2KTo0
EEN15gTTHDZ L2HRE. TN TNEED 5 ZELL LD RNAlater® (Ambion,
Inc.) IZRIES W, 1.5 g #BX 2 BEITEMA OFM A28 LFS L, HEIIKA
%, -80°C THRHF Uiz, SMIEZEDBETHREEMIT A OIS DOEY B R OB
D DEE 10%FHEEE R~ Y VIR TEE L,

BigiL. EEAICEEEZRESR. FROFRENLAEL ST XL 5 ITHEBC 4~5
mm 18 DR ZERIR U7z, MRA 2 DHWIELZ R B2, EP T Lz, ¥5%
18 3 mm LAPYICAEE) L RNAlater 1088 Ui, 720 040 bIE, BENY. BENE
ROEREZERTTYH 7V 7L, ZRFN RNAlater IZEE LT, BY OESIEKE
&, -80°C TIRTF L7z, EMIIZ 10%FHERER L~ ) VK CTEE LTz, 2B, EAVT
NPDBITIREDBRD DN HEIL. FERE 10%FHERE L~ VIECTEEL, K
SHA % B A5 T BB K O-80°C BAERFICHE L7z,

FBRIT, EARXICEERRIE®R, HR%E 4 5L, B D¥4s% RNAlater 1218
Bl BYOEZITKEE., -80°C THRE L, EMIXEETE Y NYVIETEEL
77

R LEIT, EEZAIER. EALLEET Yy MY UVIETHEE L,

FEZERTSRIT, EEHIESR,. ERTIH L, —7F% RNAlater ITEIE LT, 22013 10%
FMERE R~ U VIR CEE LT,

fiiZ, EEZPER, KB LIEAZI—VIK (RF ) —N7 oo i b FERIEA
=6:3:1) ICRE LTz, £0%, KB TTSERIRE 5 Lz, B Z ) — IR #mL
Teo SHIKETTIRED L0D, 1R EIZ2E, BAkoF ) —LE2TH LT,
KT T—BIRE 5 Lk, Bz ) — L 2BELHL 4°C THRELE, HELER
FHIRGH % RS L CHRRBITRREITEN Uiz, 238, BB OV T 10% 51452
EHRL< ) VIRTEE LR,

TEAENX, EEZHIER. RNAlater IZBE L,

RNAlater |ZI2IE L 7= &HE#kIE RNAlater ZHBRICTIRE S 5729, 4°C T 24 BREH%E
L7, RNAlater \IZRIBEI VT2 E £-80°C THBE L, FIAT7A X2 RAH L TLLMT
AT FRRTIC AT Lz, -80°C BAERE LIZEMIZOWTS RS TA REREE LT
BB AT FRETIC =M LT,

ZDMODEE - BIE, 10%FHEEER L) VIR CEE L,
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d) WEMEMRFARE
(2) 14 A& G ‘

MEBEEOEHAERICOWNWT, B No. 1 XUNo. 2 2E<) | FHE. B, BE.,
BISCAR. BB (CRERE) . IR, MIRO/T 7 ¢ o EEEGE A 2ERIL, ~< |k
XUy x2F VU (HE) Bk, RFBEMENICRE L, BH (KIRE) 1380
D H LRMNZ 10%I8E - S~ U VRIS X AR EIT -7,

Ehiz, B, Bl BHEROMBICOWT, BEEHCHRYEOREICEEL
I kb, EAERIC OV T bIREEBRFIRE R To 7,

(b) 28 H & &5

MBHEOEHAERICOWT, MEVTEEZBROTER L TRTOBE X
MO 7 4 o EEEGE 2 ER L, HE Yetath . KFEEHENICRE L, &
BOVER (KEEE) 12800 H LUATIC 10%58E - L~ U ARIC X B BKR 21T - 7z,

F7o. B, B, Bl BE. BRELE sk BE BERZED) . BH.
MR D LoNE, BBRIEEY oS, MR MR ORIV TIE, BAER THER
WEOHBEICEHE L BN Rb -7, BAERIC OV T HHEEESREORE
2{To 7z,

15.13 HEHFRIFIE
RE, BHEE, B)., BREHE, MRFEORE., MIRELFHIRE, RE. REZE
EOBEERBOBEICOVTIL, Bartlett HIC X AEHEMRELITV., S%H BAKETELSL
BFRD HALTZE S, Dunnett JRIZ X DREZRITo 7o, EOBMBRD DNRWESIT/
VRF A MY v @O Dunnett I X AMREEIT o7z, HEFEEE (E0) RUOBHREE (R
DT —=NE) 13/ 2%F A R U w7 @ Dunnett IEIZ X ABREZITo 77,

16. BB DEEMICEE L RIT LTz & BbON 5 REER K ORBREEED b OB
RERAEDOEREICEEERIE L L BOIOIREERIIRD bivkhoTz,
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17. RERER

17.1

17.2

17.3

17.4

17.5

17.6

17.7

—f%KHE (Table 1, Appendix 1)

3.75 mg/kg HTEERAD . BREDRT. WREELD, HEEMKROEERE S 5, %
RS 3 Bl BERRRUD T LB 2 4] i, EEROEENRE | fiTHEEIN,
ZDH 14 (No.27) Tik, #5224 BEANLEEBORVOERESHET AL, &E
25 B BICEEERR, MRERDROEBERA LN, #4526 A BICIZHE. BA. EF
ROHEMARATRD b, HREBL 2o, YRER L, TOMOEMTIT, 2
ERADIIHRE 24 BEND, BREBHETIIHRSE 25 B A0, HIE, $BHRIROBEIX
526 HED D, BEARITES 27 B APLEESN, ¥BERVH T E913#k5 28
B EIZBEINT, 0.75 mgkg A USHREICEE IR bhiahro iz,

SEAE7R—BOREE (Table 2, Appendix 2)

3. 75 mgkg HTIRE 1 BRICHERKOFTEREEN A O, £, HE54BEITH
EAAID 4 FIF 4 FllcHr BTz, 0.75 mgkg BER OSRIREETIX, $MBIEERICEENIR
Doeholz, £, 0.75 mgkg BEOHEEHR OBEREEICE B LREBIIRO b
Mot

BEBERRZ (Table 3, Appendix 3)

3.75 mgkg BETHEBEOEALONTHIE 0~10 25 DR R 60 45RIDAEH 0 B RIEE

BIZBWTHERREERA LN, 0.75 mgkg BEIZHBREENIZRD bR d o7, KIS
HERE IR EREHERONRBHEICEE IR D bhiedo i,

{& E (Fig. 1, Table4, Appendix 4) ,

3.75 mghkg BETIREG 7, 14 K21 A BIZHEBREE (ENEHRREED 88.3%, 80.4%
B 71.4%) BHbh, &5 28 HBICIIRIERIEEY S OB R OEEREE B
D 58.0%) MEBH LI, 0.75 mgkg B TITAEREBIRD bhvieho 7z,

EEEE (Fig. 2. Table5, Appendix 5)

3.75 mg/kg BE T 5 3.7.14.21 B X 28 H BICHEERMEME (FN xR 88. 7%\
79.0%. 70.3%. 56.9%K% T\ 32.0%) MWD BILTz, 0.75 mgkg HETITHEELREHIIERD
niehot,

FR¥&ZE (Table 6, Appendix 6)

3.75 mg/kg B TRIFFZFEDHE B RIEMENRBD SNTIEH, 4 Fl2F] TRILES DRSO
HRBF/D DT, 0.75 mgkg BR U RBHC R IIRRD bh b o 7,
iR

a) IMKFEAHEZE (Table 7. Appendix 7)

- 14 BEREEEITIVVT, 3.75 mg/kg B THMR AR MBR LR R OV A MERER D F B 2R EN
Hbiviz, 0.75 mghkg BICHEREHNIRD b ied oz,

28 H & E#EIZIVT, 3.75 mg/kg B CEHRMERARE MCV) | /M, Rz
MBI, BMmMERER CORBFELAERROEBEREEN S SNI1EH, FHHRMERA~
EuEVRE MCHC) OFEREME. v b BVl (PT) RUEEERS
v YRS T AT R (APTT) OFBREMENSH BT, 0.75 mgkg B TIXMCV 0F
EREERALNE,

-23 -



b)

B10-0114

MRAE(LFERIRE (Table 8, Appendix 8)

14 BREIZREBACIVT, 375 mgkg BTTANRTGELVBT ) hF VR T =5 —F

(AST) RUZ v7 F=r OREREME., REZEFR (BUN) OBREERAIA LN, 0.75
mg/kg BETIXFEREHIRD bR o T,

28 BEIREHRBWT, 375 mghkg HETT 72073 ) bS50 R 7 =5 —F (ALT) .
BYERT TR pIAVEINKNT AT FE—E (-GTP) . BUN, 7 LT F
=V, MEROERY COFEREE, AST, RaLXFa—A KON ZUED RO
BIEER, TAHVET+ X772 —F (ALP) . # U DAROF R ) 7 AOEERE
EDRH DL, 0.75 mg/kg BETIXA R LREENIIRD b o 7,

17.8 FREFEORE

a)

b)

FREHEE (Table9 XU 10, Appendix 9 &} 10)

14 BREIRERIZIVT, 3.75 mg/kg BECRIIFEENEEREME CHREED 84.0%)
2 Ly BFig. DR, BBR O TREOHENEECA R REME, BEEOMOMETEER

DEERBERHR L, 0.75 mgkg B TIIFROMEGEEDKER L D2, HE
RFER RN ENDBENEE L E X T,

28 HFRERIZE VT, 3.75 mg/kg BETBIBROMMN R OHERBEEDEEREE (R
BED 158.8% KT 282.8%) |\ REDEMN R OHENEEDOFERIEME CHRED 21.9%K
U 38.1%) « MBROHERN R OHEMEEDOFTEREME GHEEED 19.1%K% 18 33.2%) FW
(B EEDE B R BER OB EEOREMER GHRED 43.1%K% N 75.7%)

BFEBO bz, Fiz, MBHREENERREME CHREED 56.8%) #RL. BENIE
Mot RO EEO BB REME GHREED 33.8%K T 58.0%) . HRIZERTSZ RO &
OMAEEOHERIEME (RHREED 38.1% KT 68.6%) DIFhy, FFlE, LE. REE Lk,
R O TEREDHGEEDOHEREME, . . BE, BREE M FREERD
BIEOHENEEDEEREENRA LN, 0.75 mgkg B TIIEERLEHIIRD Len
77,

#] B (Table 11, Appendix 11)

14 BF#RERITINT, 3.75 mg/kg BETRIE OB 4 615 3 41, BiROEMA
MO RBEHEFEOLEEDN 3 6, A AEOBRILEY 1 fllcH bz, 0.75 mg/kg BER O
RBEHICEEIIRO b 2ho Tz,

28 HREEITI\VT, 3.75 mg/kg BEDAEFEMW TRIED FRIME DR K USRS 4
BIEBNIFROD D TIZD>, BRRO/NEAED 3 FI, Bk, B, BEO/NELRE 2 f,
B ORGSR, ZR~EBROREANEY. BEY v ERUEIEO/NEY L, BIgD
FER, BEDRE 1 I TH b, SEFREY T, BIEDIEH, ZB~SB0EENEY.
RENB D WA ME DRER e UNE PRl OB BR D /NEU LR DN IR 23 B HL7, 0.75 mg/kg
BCEF IR DN R0 Te 3, RETZEBOBEN 1 flicibhi,

FRERA AR E (Table 12, Appendix 11)

14 BEIREEIZIVVT, 3.75 mg/kg BECTBIRORME LM (BRE) | REEREO
RAEOBE (BE) | REETORME OBMMRERE (JBEITEE) | B
FEOBESMEMRT (BE~PEE) 245126, si8O0EABRORELRERK (<
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BRE~BRE) | BROEBEERASORMEOMIER (Z<EE) 2% 346, BEOER
B (BREE) 23 1 BICERD biviziEh, BIEOBEILIEN 1 flici bz, 0.75 mgkg B
EOSREICER IR bhzno iz,

28 HEREHITIVT, 3.75 mglkg HOEFEW T, BIRORME OEME (BE~F
LE) | REEFRBORMELE (TEE~EE) | REELHNORMEOZIEX (F
L) | REERBORME OBEL (PEE) | HENEORMBEDOFE (BE~FE
BE) RUOKBEESMORME OBMIEE (RE) 24526, BEENTORME O
JEXR (BRE) RUBEEN® ORME OBEMBENR BE~FEE) BEL20RBD LN
7o IR TIE, BHOBERE BE~EE) RUWBROERE BRE~FE) 244
2], REY o EOFER BEE) 346, BROER BE) | >oM BE~F%
BE) RUOBSMEMET (BE) 2% 261, BREED o 8i0FERE BE) 231 FI289D
bivlz, HILBRTIE, ATEDEABORELRBFR (BE) | BRE QWP RHREE
DIEE (BE) | +THREBOREMEREER (BE) 1% 1§, ZRORESEE (RE)
N2PNIBD DNz, TOMOIE - B TIX, BEBOZENRE (EE~TEE) K444
B, BIBOREREKR (BRE) 26, LBROEHE BE~PLEE) 3 RO b,
WIRAREE & L CREORBEDBEEREN 1 fllckbhiz, BB TIX, Bigo
RAE DEME (FEE) | RESEFHORMEIRR (BEE) . REERTORME O
BR (F%E) | BENHFORME OER RE) | REERSOREEOHLE (F
LE) | HENFORMEOHLE (FEE) | KEEMHORME O EMREL (BE)
BROBERNF ORME OEMIREE (BRE) B8O bhizigr. +ZHB~EBOKEK
EE (BE) | BROVIAMEEREEYE (FEE) KUEME &E) . BELED
EHRIME A ARTRE (BRE) | MEZERIZIR. R, IKE Y 81 BEEY 38, BiRX
VR OZENE (BE~EE) | FROBER (BEE) TORRIBRECEXR EE) A
Hoiiz, 0.75 mgkg HETIT, BROKBEEFBORMEDELE (ZBRE~RE) »
SEIH 4B, BIROBEIERET (ERE) 233 U bhvizigd, BERNIROY v
SNERRES 1 B D, HRREETIL, ERORBER OIEERINIRO Y v SBRIZE 3
F 1B H DL,
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18. % £

HRYEIITIREEEERCTH Y. b N TIHMER/ER. BEERUMERELZS| BT
EBEBNTWS (e, 2009) . EREMW % AV e BERBREROS IXEHRNEE X
BREABREICLD2HDOTHY, BOFETOHREIXT » D LD50 28 25.8 mgkg & DIFHRLL
STIZ & A E72V (HSDB, 2013) . ARBR T, BliRICHT2EEREMEENTD bhiz
F0, BEMBRROBEB~OEREERNL LN,

Bigic X 5B L LT, 3.75 mgkg BET 14 BRI 5B ICREEERTOZLE, 28 B EH
BERICERKRUEA, ESEOHGEREORENRS LI, REABRFHREICBV T,
14 BRIRE®HORMEOEM., REENMORME O BEMRER, BEROELR, 28
A i 5% I RSO RMEILIRE, BEENH ORME O BMIREL, BARUBERN
B b, FEEEROEMICECERSER OKBEE O LR TR BRI OIERR % bh
7oo MIREMFRIREICBN TS, 14 BEARSEND 7 LT F= R O'BUN OFEERA L
v, BEENTHRIN, 2B, 28 BEHEERIZALT, =V V277 —E, ~GTP, Mm¥E
DOFEfE. AST, BaL2Ta—ARONY 7V &Y FOEMEER S A SITFHEEEDRE MR
PR, FRIZBOTHARRD bz Z &b, BREEIC LD ERESIEL U ILIREE
EL7bDTHY, FFEEORE TIXRWEHE Lz, MKFMREICBWTHLILE PT
EOAPTT OEMHRAKE B DLz, BHY CORMELNICH Y T LR b 7LD
B, REEEOEELBEEEICLVERENT VARENTZZ L E2RRTEIEDEE LT,
Fio. MERFAREICBWT 3.75 mgkg BT 14 B REREE DDA D BRR M ERE R
DIEEIE, BEFICI V=) 2uR=F U EANMET UCRILEROEERTH SN2 &%
ATEEB 2 DN, MKEMEIC LY, ROLEREO~N~ 7 ) v MEDOKER E& ML
WS DB B SN2 o T LHER LTz, 0.75 mgkg BB W TH, 28 B R 5% I ElE
DRBEREFHORME OBENBDO LN L0, REEDEENEL TS H O LHE
Uiz, 2B, BRTOEERMILEMRME (S) ERMiaE ShTnd (4, 2009) 23,
ARBRICBWTIIRERNERICH & D b, B ERET 2 Z LIXT& Lol

EER~OFEL LT, BRFRMEREEEEOEMIZMZ T, 3.75 mgkg BT 14 HREHRE
%0 b BILEREOKE, BROBER AR OCBBOMIEMIKT, 28 AMZERZIZ MCV B
/MR DOEME, FiER OMR O R O EEOKEXIIEEER., MED v &, B
I D > 1Ei, MR ORROEREIRD biviz, HROEISHIEEE TH I b,
FETEMEDS BV VE LSS TOMBEAHI B MBI SN B2 -, o, BREHFOKBICEE
WWEBICMHES T2 Z EZHEN, UV RERBBD L2 L b FOUE 2L LTEZ BN, 0.75
mg/kg BIZBWTH 28 B REIRERIC MCV OEMER OMEIROSESSEMIE T A4 bz,

HLBBRA~DEEL LT, 3.75 mgkg BT 14 BRREE»HEIE OBERBEEROER
BORBELRIBEEARD b, FHRWE OREREMER R R I, £, 28 BF&RE%
WZII IR E O W P BRI DIB I K O ZHR 5 OIR AR TE AN 4 S 7= 23, [RBMEDORE
THHI b, BIBOREIEKRE L HICEBRMEOBMEREICHEI R NV RIZ LB ELE
Exlz, BEORBNEYIIEE UIERE» b OHMZRET D L0 LHE L, 728,
ZERR DRI ISR EH A MB SN RELZ b D EE L T2,

3.75 mg/kg B TR EHEHICAH b BRERR TSR ERAD S OER, BEEBARD
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BEREHEORME, FERVEEEDOKE,. 14 XU 28 HERERICH LN AT RCRKE
LOEERE. REOEN, WROFEHEL. ZICBBA~OBEEELTRB LR E X7,
it\ VESEEN TITR RO UE AMREME SR OCEMROTRR A ben, £FE T

IBDOONRDPO IR TH D Z Lnb, BFRBBE~DEENREECIIR CREBEL
uﬁf 5 ZIRBY7RZL L L,

BEHET X IEBREHEK TRICA DN ZZEOMOE(IZ, AEEREEORWEETH
5L, MIZEETAIEIRBOONZNT &, IBRREFREL LTHAINAFAT
HDHZEEND, BRYWERE LIIBEORWEEE X T,

DED &R ARRTIHRMERSICL Y BR~OEERBERENRD %if’b EIn
R OB B~ OEMHERET CCRIAETER X OHBRA~DO R FE L B b N ), ZOMMD
HEER, HRkER, O - MER, EFERR, BRERE. - BER~OEENEEITRE S
NiRnoTe, '

19. & 3Tk

HSDB (2013) Hazardous Substances Data Bank. National Library of Medicine.
http://toxnet.nlm.nih.gov/cgi-bin/sis/search/f?./temp/~9bHFNS: 1 :animal

FEEE, BEEFEE 2013)6.14 Bl I [FREEFEE] (BHEA, BEEER , LEH
FR, B, p.273-288.

&%ﬁ;@;wm951§£mzhr%m%%/:u/mj(Hi%k/jm/_%Aﬁﬁé

, BIEEIE, BT, p. 83-115.

%Kﬁ%(mwwm4%%ﬁb1r%mp%y:my_J(BKF%y:Dy_ AT S A

® , BIAEIS, ER,p.293-303.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of general clinical observations

Sex Signs Administration period
mg/kg/day 0 0.75 3.75
Male ss ss ss m
g¥ 9 8 1
No abnormalities detected 9 9 4
Decreased stool volume ' 4 1
Decreased spontaneous locomotion 4 1
Decreased respiratory rate 4 1
Incomplete eyelid opening : 2 1
Anorexia 1 1
Unkempt hair 4 1
Emaciation 4 1
Loss of hair 1
Paleness : 1
No stool 1
Crouching position 2
Moriband state ‘ 1

ss, scheduled sacrifice animal, m, moribund animal during the administration period.
2) Number of animals examined.
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Table 2

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

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

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
Plioerection - Absent
+  Present
Staining hair - Absent
+  Present
Unkempt halr - Absent
+  Present
Paleness - Absent
+ Present
Reddening - Absent
+  Present
Cyanosis - Absent
+  Present
Lacrimation - Absent
+ Present
Exophthalmos - Absent
+  Present
Pupillary size -1 Miosis
0 Normal
+1  Mydriasis
Salivation - Absent
+  Present
Secretion - Absent
+  Present
Observation in arena Posture 0  Normal
+1  Crouching position or hunchback position
+2 _ Prone position or lateral position
Motor activity -2  Significantly decreased
-1 Decreased
0  Normal
+1  Increased
+2  Significantly increased
Respiration 0  Normal
+1  Slightly Insufficiency -
+2  Moderately insufficlency
+3 _ Severely insufficiency
Lid closure Absent
Present
Calt Normal
Staggering gait
Tip toe gait
Shuffling (paralytic) gait
Galt disturbance
Tremor/twitch/convulsion None
Tremor
Twitch or convuision
Systernatic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotypic behavior None

Circling
Grooming
Sniffing

Head bobbing

Abnormal behavior

49%<saowoTeueo (Lol v1m |+

None

Self-biting

Backing

Circling

Rolling

Writhing
Vocalization

Straub tail

Tail lashing behavior

-31-
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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 week 1
Dose (mg/kg/day) 0 © 075 3.756 0 0.75 3,76
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 1 0 0 0 0
F:;gvc:, 0 5 4 5 5 5 5
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 4 [ 5 5 4 4
Vocalization  +1 1 0 0 0 1 1
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
- 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
- [3 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 [3 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 &
Cyanosis + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- 5 5 5 5 5 5
Salivation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 ‘0 0 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 4 4 4 5 5 5
+1 1 1 1 0 0 0
+2 0 0 0 0 0 0
0 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
s 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 o] 0 0
Observation GOD g g g g g g
inarena  Tremor/ +1 0 0 0 0 0 0
twitch/ 0 0 0 0 0 0
convulsion 2
+3 0 0 0 0 0 0
- [ 5 5 5 5 5
e - S S -
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- ] 3 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal c 0 0 0 0 0 0
R 0 0 0 0 0 0
behavior W 0 0 0 0 0 0
\Y) o 0 0 0 o] 0
ST o} 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.0 £0.0 0.0 £0.0 0.2+0.4 0.0 0.0 0.0 £0.0 1.0£10 *
Urination ® 0.0 £0.0 2.0+3.1 0613 0.0 £0.0 0.4 +0.9 22+33

a): (count/min, meanzS.D.)
* . significantly different from vehicle control at p<0.05
= . significantly different from vehicle control at p<0.01
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Tabie 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of detailed clinical observations

Male
Dosing week 2 Dosing week 3
Dose {(mg/kg/day) 0 0.75 3.75 0 0.758 3.76
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
Ease of -1 1 l 1 1 2 2
removal 0 4 4 4 3 3
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 4 2 4 4 5
Vocalization  +1 0 1 3 1 1 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
. - 5 5 5 5 5 5
Staining hair + 0 0 0 0 0 0
L. 5 [ 5 5 5 [
Unkempt hair + 0 0 0 0 0. 0
- 5 [3 5 5 5 3
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 o 0 0 0 0
- - 5 5 5 § 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthaimas + 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 o] 0 0
- 5 5 5 5 5 5
Salivation . 0 0 0 0 0 0
i - 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 4 5 5 5
+1 0 0 1 0 0 0
+2 0 0 0 0 0 0
0 5 5 5 [ 5 5
\ +1 0 0 0 0 0 o]
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 [3 [
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 o} 0 0 0 ]
Observation GDD g g g g g g
inarena  Tremor/
+1 0 0 0 0 0 0
twitch/
convuision 2 0 0 0 0 0 0
+3 0 0 0 0 0 0
B 5 5 5 [ [ [
Stereotypic c 0 0 0 0 0 0
behavior ¢ 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
Abnormal ¢ 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
w 0 0 0 0 o} 0
\Y o] 0 0 0 0 0
-ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 06409 0.0 £0.0 02104 0.4 +0.8 0.0 0.0 04 £0.5
Urlnation * 0.0 0.0 0.0 £0.0 1.6 £3.0 0.0+0.0 0.0 £0.0 0.0 0.0

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 oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing week 4
Dose {mg/kg/day) 0 0.756 3.75
Number of animals 5 5 4
-2 0 0 0
Ease of 'g g g ;
removal
Removal +1 0 0 0
from cage +2 0 0 0
0 4 5 2
Vocalization  +1 1 0 2
+2 0 0 0
-1 0 0 0
Muscletone 0 5 5 4
+1 0 0 0
Subnormal - 5 5 4
temperature  + 0 0 0
. - 5 5 4
Plloerection + 0 0 0
- 5 5 4
Staining hair + 0 0 0
I 5 5 0
Unkempt hair + 0 0 4
- 5 5 4
Paleness + 0 0 0
Handling - 5 5 4
observation Reddening + 0 0 0
- 5 5 4
Cyanosis N 0 0 0
e - 5 5 4
Lacrimation + 0 0 0
- 5 5 4
Exophthalmos + 0 0 0
-1 0 0 0
Pupillary size 0 5 5 4
+1 0 0 0
X - 5 5 4
Salivation + 0 0 0
. - [ 5 4
Secretion + 0 0 0
0 5 5 4
Posture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 0 0
Motor activity 0 5 5 4
+1 0 0 0
+2 0 0 0
0 5 5 4
+4 0 0 0
Respiration 2 0 0 0
+3 0 0 0
- 5 5 4
Lid closure + 0 0 0
- 5 5 4
S o] 0 0
Gait T 0 0 0
P 0 0 0
Observation GOD g g 2
inarena  Tremar/ +1 0 0 0
twikor/ 2 0 0 0
convulsion +3 0 0 0
- 5 5 4
swetpe S 0SS
behavior
S 0 0 0
H 0 0 0
- 5 5 4
S 0 0 0
B 0 0 0
Abnormal g g g g
behavior
W 0 0 0
A 0 0 0
ST 0 0 0
T 0 0 0
Defecation” 0.0+0.0 0.0£0.0 0.0+0.0
Urination 0.0+0.0 0.0 0.0 0.0+0.0

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

Male
Dosing week 4
Dose (mg/kg/day) 0 0.75 3.75
Number of animals 5 5 4
-1 0 0 0
Approach contacl/ 0
touch response 5 5 4
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 4
. +1 0 0 0
Sensorimotor 1 0 0 0
~ function Pain response 0
(tail pinch) 5 5 4
+1 0 0 0
+
Pupillary reflex 5 5 4
- 0 0 0
T
Air righting reflex 5 5 4
- 0 0 0
Forelimb
Grip strength e. (@ 32383 383 30 264 + 74
Hindlimb (g) 550 + 41 522 +73 445 +51 *
0-10 (min) 227 +54 20856 133x11 *
10-20 (min) 140 £17 114 £ 50 88 + 34
. 20-30 (min) 53 +39 56 +39 47 £15
Motor activity . .
linterval] 30-40 (min) 21 %30 3521 29 +26
40-50 (min) 53 £33 24 £ 36 109
50-60 (min) 38 £22 1215 13 £19
Total 531 + 147 449 + 91 319+78 *

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

"Puplliary reflex" and "Air righting reflex"; +: normal, ~; abnormal reaction

"Grip strength” and "Motor activity"; 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 4 Twenty-elght-day repeated-dose oral toxiclty study |n rats
: Summary of body welghts (g) : Male
Dose
0 0.75 3.75
(mg/kg/day)
Administration 1 145.82 145,97 147.83
period (day) 1543 (9) 46.56 (8) +6.85 (9)
3 165.52 163.38 168.70
£7.76 (9) +8.08 (9) £7.71 (9)
7 200.81 196.30 177.34 **
£11.73 (9) £0.75 () +10,16 (9)
14 258.57 251.17 207.82 *
+14,09 (9) +12.41 (9) +12.22 (9)
21 308.22 294,00 220.66 *
+8.70 (5) +16.17 (B) +14.42 (5)
28 343,76 323.42 196,43
+14.64 (5) +19.56 (5) +16.99 (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 5

Twenty-eight-day repeated-dose oral toxicity study in rats B10-0114
Summary of food consumption (g/rat/day) : male
Sex Dose
(mgrkg/day) 0 0,75 3,75
Administration 1 18.04 18.09 18.15
period (day) ' ' '
+ 1.38 (9) + 2,02 (9) + 1.85 (9)
3 20.83 20.14 18.48 *
+ 1.92 (9) t 1.95 (9) + 1,50 (9)
7 22.76 21.82 17.97 *
+ 227 (9) + 1.89 (9) + 1,73 (9)
14 24,53 23.29 17.25 *
+ 2,33 (9) + 1.82 (9) + 1.90 (9)
21 24.73 23.56 14.08 **
+ 1.68 (5) + 1.80 (5) + 1.91 (5)
28 2475 22.80 7.92 **
+ 1.51 () + 1.84 (5) + 133 (4)

Values are shown as Mean £ S.D..

Figure(s) In parentheses indicate humber 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 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
ltems Dose Twenty-eight-day treatment
(mg/kg/day) 0 0.75 3,75
6.8 11.0 10.8
Urine volume (mL) 29 (5) £6.4 (5) 4.7 (4)
1112.4 7186 516.8 *
Uo! mOsm/L,
sm ( ) +400.2 (5) £267.5 (5) £125.9 (4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle contro! at P<0,05.

* Significantly different from vehicle control at P<0.01.
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Table 6-2 Twenty-sight-day repeated-dose oral toxiclty study in rats B10-0114
Summary of urinalyses: Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0 0.758 3.75
Items No. of animals 5 5 4
Color
SY ©1 2
Y 4 3 0
Turbldity
Clear 5 2 2
Cloudy 0 3
pH
6.0 0 2 1
6.5 5 3 3
Proteln
- 0 1 1
=+ 2 3 3
1+ 2 1 0
2+ 1 0 0
Glucose
- 5 5 4
Ketones
- 3 4
+ 2
Occult blood
- 5 4 4
1+ 0 ) 1

Coior: SY: Slightly vellow,Y : Yellow.
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study In rats B10-0114
' Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 4] 0.75 3.75
ltems No. of animals 5 5 4
Urinaly sediment
Red biood cells ®

0 5 5 4
White blood cells

0 5 5 4
Epithelial cells ®

0 5 5 4
Casts ®

0 5 5 4
Crystals ®

- 0 3 4

+= 2

1+ 1 0 0

*): Number of cells/1 Oviews(x400).
b Number of casts/18x18 mn.
%:incidence of crystals/16x18 mm>
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Table 7-1 Twenty-sight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Dose Fourteen-day treatment
ltems
(ma/kg/day) 0 0.75 3.75
740.5 786.3 803.0
4 3 .
RBC (x10°/uL) 425 (4) £75.7 (4) 0.8 (4)
15.15 16.08 16.43
Hb (o/dL) £1.01 (4) 115 (4) 0,42 (4)
49.68 52.10 52.25
0,

Ht (%) £3.82 (4) 4,15 (4) £2.80 (4)
' 67.00 66.35 65.08
Mev e 2,33 (4) +1.98 (4) 3.03 (4)

20.43 20.53 20.45
MCH (pg) 0.67 (4) £0.87 (4) £0.39 (4)
30.53 30.88 31.45
MCHC (g/dL) $0.39 (4) $0.43 (4) £0.89 (4)
160.40 139.80 112,73
4
Platelet (x10°/uL) £30.71 (4) £30.59 (4) 20,30 (4)
5.65 473 2.68 ™
H 0,
Reticulo %) 1031 (4) £0.64 (4) £1.31 (4)
108.08 86.23 50.88 **
) .
WBC (107 £10.61 (4) £23.73 (4) £17.45 (4)
Differentiation of leukocyte
16.05 13.23 14,20
0,
Neutro 04) 42,43 (4) £2.72 (4) £5.29 (4)
78.63 82.20 80.83
0,
Lymph %) £2.58 (4) £2.99 (4) +4.73 (4)
0.65 0.38 0.35
H ()
Eosino (%) £0.35 (4) $0.05 (4) 019 (4)
1.25 1.00 0.85
0,
Baso C6) $0.42 (4) $0.32 (4) $0.40 (4)
1.85 1.98 2.68
0,
Mano %) 041 (4) 0.50 (4) £0.31 (@)
] 1.45 1.20 1.13
Lue (%) 0,59 (4) £0.24 (4) 0.05 (4)

Values are shown as Meanx 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 Twenty-eight-day treatment
(mglkg/day) 0 0.75 3.75

RBC (x10*yL) Z?Zg ) :igg ®) ;ggg @
Hb (g/dL) | lﬁi? 5) lg;f ®) l:;i @
Ht (%) eyrip w224 ® e @
MCV (fL) oy 5) oy *(s) : st *(*4)
MCH ) lﬁi? ®) lg?;: ) lﬁgg @
MCHC {g/dL) 22,133 (5) :(1323 (5) ig:ig *(;)
Platelet (x10%uL) :2;2 ) 1222(2) (5) 1-2/222 *(4)
Reticuio (%) i::gg (5) :}:(23:(533 ) 12:22 *(*4)
WBC © (x10%/uL) lig;g (5) i‘ﬁﬁgg (5) tfg:?g *(4)
Differentiation of leukocyte '

Neutro (%) l;gg (5) lgi: (5) l;:?: (4)

Lymph %) e ® v s @

Eosino (%) ,g:;: (5) ig:gg (5) tg:?g (4)

Baso (%) 1823 (5) 1;8?‘11 (5 iggg (4)

Mono (%) i;:gi (5) tg:sg (5 t?:::: 4

LuUC (%) ié:‘é? ®) 1(1::;: ®) ' 181?3 *(4)
PT (o) 2% ) 55 ©) At *(*4)
APTT (sec) i;;: 5) iigé (5) lggg *("4)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
Items
(mg/kg/day) 0 0.75 3.75
. 73.3 75.0 95,5 **
. (uL) 4.6 (4) 5.1 (4) 7.5 (4)
26.0 265 25.8
ALT (uL) +2.8 (4) 2.6 (4) 1.5 (4)
747.3 751.5 736.3
ALP (U £124.1 (4) £110.2 (4) 872 (4)
12.75 11.48 24.90
BUN (mgdL) £3.35 (4) £2.20 (4) £10.42 (4)
. 0.163 0.183 0.308 *
Creatinine (mg/dL) £0.024 (4) 0,013 (4) $0.124 (4)
) 0.040 0.048 ' 0.040
_ L
-8l (mgdL) £0.014 (4) £0.005 (4) £0.008 (4)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle ‘control at P<0.01,
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Table 8-2 Twenty-eight-day repeated-dose oraf toxicity study in rats
Summary of blood chemical examinations:Male
s Dose Twenty-eight-day treatment
(mg/kg/day) 0 0.75 3.75

AST qurL) s 5 1135 ® 78 @
ALT (/L) l;g (5) lig 5] :Ij’g: *(4)
ALP (lun) ::22 (5) ﬁgg? (5) igjg *(*4)
ChE (lun) 121 ? (5 :z’?g 5) t?f;: *(4)
y-GTP (/L) tg;g (5) ig:‘; ®) 5:3:: *(4)
T-Cho (mgld) 4150 ®) 172 ® ez @
TG (mg/dL) iSS ©) :;:g ®) :t:-?,:g @
BUN (mg/dL) l?:g (5) :;2 Q) i::::g *;4)
Creatinine (mg/dL) 121332 (5) ig:ggg (5) ﬁ?g? *(*4)
T-Protein (o/dL) iﬁjﬁ? (5) ;::g (5) :hggg @
Alburin (g/dL) ot ®) s050 ®) 020 )
A/G ratio ¢ ig:g:g 5) :g:gzg (5) tg:ggi (4)
Glucose (mg/dL) ligg (5) l::g (5) ;gsg *(4)
T-Bll (mg/dL) tgggg ®) tg:gﬁ ®) tgg?: @
TBA (umol/L) 12132 ®) j:gg ®) 12:3: @
P (ma/dL) o ® 1140 5) op *<4>
Ca : (mg/dL) l?:ig ®) l?::g ®) l?gs %)
Na e e s ® s o
K (mEg/L) J?g (5) s:g:gg. (5) :hg:; -(*4)
Cl (mEg/L) 1:?:;(2) (5) 122:3: (5) 22223 *(*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 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) . 0 0.76 3.76
L 8.613 7.938 7.165 **
iver @ £0.639 (4) £0.201 (4) £0.299 (4)
Hoart © 1.040 1.000 0.845 *
g $0.116 (4) +0.074 (4) +0.068 (4)
1.070 1,058 0.965
Kidney(R) @ 0070 (4) $0.021 (4) £0.102 (4)
. 1.003 1.043 0.953 *
Kidney(L) © 0.095 (4) £0.062 (4) +0.061 (4)
Kidnevs © 2.163 2.100 1.918
Y 9 £0.155 (4) £0.081 (4) £0.156 (4)
. 1.235 1.243 1.243
Testis(R) @ +0.079 (4) +0.095 (4) $0.083 (4)
) 1.240 1.250 1.203
Testis(L) @ +0.068 (4) +0.089 (4) 0,081 (4)
Testes @ 2.475 2.493 2.445
g $0.142 (4) +0.183 (4) £0.163 (4)
0.175 0.183 0.163
Epldidymis(R) @ £0.006 (4) 0,029 (4) £0.010 (@)
o , 0.178 0.190 0.153
Epididymis(L) © $0.036 (4) $0.022 (4) £0.017 (4)
o 0.353 0.373 0.315
Epididymides © 0,032 (4) +0.049 (4) $0.026 (4)
Ventralprostate. () 0.203 0.243 0.200
P d +0.019 (4) +0.038 (4) £0.027 (4)
Dorsolateral ) 0.175 0.168 0.138
prostate g : 0.039 (4) +0.054 (4) £0.015 (4)
Brain © 1.880 1.875 1.903
g 0.018 (4) £0.087 (4) £0.035 (4)
Sojeen © 0.650 0.508 0.460 *
P g 0,139 (4) 0,056 (4) £0.041 (4)
Thvms %) 534.58 498.83 431.68
Y 9 63.11 (4) +125.48 (4) £04.81 (4)
, 9.13 8.80 6.98 *
Pituitary gland (mg) £0.89 (4) £0.95 (4) £0.92 (4)
. 18.45 16.35 16.08
Thyroid (mg) £1.40 (4) +1.06 (4) £1.91 (4)
. 46.20 43.03 49.98
Adrenals (mg) +4.46 (4) 5,32 (4) +10.51 (4)
. 228.98 230.68 192.25 **
Final body weight (@) £16.62 (4) +3.73 (4) £7.15 (4)

Values are shown as Mean £ 8S.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 Twenty-eight-day treatment
Items
(mg/kg/day) 0 0.75 3.75
L 9.532 9.194 7.125
ver @ +0.760 (5) +1,009 (5) +1.134 (4)
Heart © 1.258 1.102 0.850 **
&a g 0.122 (5) 0,100 (5) 0.170 (4)
. : 1.306 1.214 2.060
Kidney(R) ) £0.101 (5) 10155 (5) 10414 (4)
1.264 1.208 2.020 **
Kidney(L) © 10.152 (5) £0.124 (5) 0343 (4)
Kidnevs © 2,570 2422 4.080 *
4 g $0.251 () 0,276 (5) $0.757 (4)
1.514 1.560 1.188
Testis®) @ 0114 (5) 0,266 (5) £0.196 (4)
. 1.524 1.566 1.195 *
Testis(L) © $0.120 (5) 0.223 (5) $0.220 (4)
Testes @ 3.038 3.126 2.383
9 £0.229 (5) +0.486 (5) 10414 (4)
0.360 0.356 0.243 *
Epididymis(R) @ 0.025 (5) 10.035 (5) +0.034 (4)
_ 0.366 0.362 0.235 **
Epididymis(L) © $0.022 (5) 0,040 (5) $0.017 (4)
o 0.726 0.718 0.478 **
Epididymides @ $0.044 (5) +0.075 (5) £0.050 (4)
0.444 0.386 0.150 *
Ventral prostate  (g) 0.086 (5) 0.056 (5) £0.041 (4)
Dorsolateral @ 0.328 0.336 0.125 **
prostate g : 0.024 (5) 0.054 (5) £0.041 (4)
Seminal vesicle ((3)] 0.994 1.030 0.218 =
g $0.108 (5) 0,090 (5) £0.046 (4)
Brain " 1.968 1.888 1,798 **
g 0.040 (5) 0.080 (5) £0.040 (4)
Soleen @ 0.650 0.600 0.280 **
P g $0.119 (5) 0.055 (5) $0.106 (4)
Thvmus () 493.68 488.06 94.25 **
Y g £124.25 (5) +127.99 (5) £29.46 (4)
- 10.76 10.06 5.93 *
Pituitary gland (mg) 0.60 (5) £0.80 (5) £0.24 (4)
. 17.16 17.86 16.53
Thyroid (mg) £2.41 (5) £3.10 (5) £1.82 (4)
51.92 54,58 60.23
Adrenals (mg) 517 (5) 6.11 (5) £9.19 (4)
e e ——— =
Final body weight  (g) +16.41 (5) £18.02 (5) £20.93 (4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Heme Dose Fourteen-day treatment
(mg/kg/day) 0 0.75 3.75

Liver (g/1009) ig;gg @) igggg 14) iggzg @
Heart {g/100g) d:g:ggi @ ig:ggg @ ;32333 )
Kidney(R) (g/100g) ig:g;g @ ig:g?g “@ tg:ggg (4
Kidney(L) (g/100g) igg;f “4) igggg @ igggg 4
Kidneys (g/100g) :tgg;i 4 igg;g @) ig?gi @
Testis(R) (g/100g) iggg? @) iggj,g 4 tgggg *(4)
Testis(L) (@/100g) o (;) 10048 @ 10,002 @
Testes (g/100g) i;ggg @) igggg 4) i;gg *(4)
Epididymis(R) (g/100g) 10,008 @ 20014 @ 0.0 @
Epididymis(L) (9/100g) ig:g:g ) 13:8?2 @ ig:ggg “
Epididymides (9/100g) igslgg @ :8}1322 @ ig::)?g @)
Ventral prostate (g/100g) ig:gsg o) ig::)(:'al @ :tg::)?g @)
E&ﬁ?@era' (g/100g) 0017 @) w00t @) w0013 @
Bl @100 oo o o
Spleen (g/100g) igﬁgf ) igﬁig ) ig:s‘:g @)
Thymus (mg/100g) iﬁ?,fg @ i;g:g: ) iﬁ:? )
Pituitary gland (mg/100g) tg:zi @ iﬁﬁg (4) igfg 4
Thyroid {mg/100g) t?:g @ - tggg (4) :tggg &)
Adrenals (mg/100g) iggg @) lggi @ iggg @
Fln;b:t;;v'veight () i?g:gg (4) 2:2:32 (4) 125?2 ;)

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 10-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
s Dose Twenty-eight-day treatment
(mg/kg/day) 0 0.75 3.75

Liver (9/100g) é:?gg ) iﬁﬁ’gg ) :tg:ggg *(*4)
Heart (9/100g) 20004 ) w0002 © w0090 *(*4>
Kidney(R) (g/100g) igigg: ) igiggg ©) i;:;gg *(4)
Kidnf-y(L) (g/100g) ig:gjg ®) igﬁgg (5) i:):;é: *(4)
Kidneys - (g/100g) ig:ggi ®) ig:(a);g ®) ﬁﬁisi *(4)
Testis(R) (9/100g) :hgg;g (5) iggzg (5 :tggj: *(*4)
Testis(L) (9/100g) igﬁ;g (5) igjgﬁg (5) xg:ggg ‘:4)
Testes {g/100g) igg:g (5) 1&?:2 ) i-:)?gg *(*4)
Epididymis(R) (g/100g) ig:g;i ) ig::)?l? (5 :tg::)g: *;4)
Epididymis(L) (a/100g) ig:;l: 6) igf)?g 5 tg:ggg “
Epididymides {9/100g) 18%?3 6) ig:égg ’) tg:ﬁgg *(4)
Ventral prostate (9/100g) ig:;g: (5) ig;?g (5) igg?g *;4)
Er?)rssggera[ (g/100g) ig:ggg ) ig::)g ®) ig:g;g *(4)
Seminal vesicle  (g/100g) ig::;g ) ig:g:g ) ig:;;g *(*4)
“Brain (g1100g) iSﬁ;‘é ®) | igﬁggi 5) igggj *(*4)
Spleen (g/100g) :!:&ﬁgg ) ig:ggg 5) :tg::):? @
Thymus (mg/100g) lgggg ) lgiig ) j;:;g *(*4)
Pituitary gland (mg/100g) izgi 5) iggi (86) iggg “
Thyroid (mg/100g) ‘ igﬁii (5) ig:?/g ) :lj:?g *(*4)
Adrenals (mg/100g) 1?12 (5) l?ég (5) ii;g *(*4)
Final body weight (9} i?gi: (5) i?:gg (5) lgg;g ;;)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen-day treatment

Male
Findings 0 0.75 3.75 (mg/kg/day)
ss SS ss
4? 4 4
No abnormalities detected 4 4 1
Forestomach
Elevation of limiting ridge 0 0 3
Kidney
Discoloration of cortico- 0 0 2

medullary junction, bilateral

Pelvic dilatation, unilateral 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: Twenty-eight-day treatment

Male
Findings 0 0.75 (mg/kg/day)
ss ss sS m
5 5 4 1

No abnormalities detected 4 5 0 0
Dehydration 0 2 0
Emaciation 0 0 2 1
Forestomach

Elevation of limiting ridge 0 0 1 0
Jejunum

Blackish contents 0 1 1

Diverticulum 1 0 0
lleum

Blackish contents 0 0 1 1
Cecum

Blackish contents 0 0 0 1
Kidney

Enlargement, bilateral ) 4 1

Pale, t;i!ateral ) 4 1
Seminal vesicle

Small 0 0 2 0
Axillar lymph node

Small, bilateral 0 0 -1 0
Spleen

Small 0 0 1 1
Thymus

Small 0 0 3 1
Adrenal

Enlargement, bilateral 0 0 1 0
Thoracic cavity

Hydrothorax 0 0 0 1
Skin

Loss of hair 0 0 1 0

ss: scheduled sacrifice animal, m: moribund 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: Fourteen-day treatment

Male
Findings Grade 0 0.75 3.75 (mgl/kg/day)
ss SS Ss
49 4 4

Forestomach
No abnormalities detected . . 220 44 VA e,
Hyperplasia/Squamous epithelium/ £ 072 | o4 o
Limiting ridge ' + 0/2 0/4 1/4

Glandular stomach :

. No abnormalities detected 2/2 4/4 4/4

Liver .
No abnormalities detected 4/4 - 4/4

Kidney
No abnommalties detected Y4 O
‘Begeneration/Renal tubls " ST o T
Diatation/Pelvis e OO A
Karyomegary/Renal tubule/
Corteo medullryuncton e
Regeneration/Renal tubule/
Cosr;tico-medullary junction * 0/4 0/4 aa
‘Single cell necrosis/Renal tubule/ & O/ 0/ AT
Cortico-medullary junction ++ 0/4 0/4 3/4

Testis
No abnormalities detected 4/4 - 4/4

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

Dorsolateral prostate :
No abnormalities detected 4/4 - 414

Bone marrow
Noabnormalities detected ya_ A4 4
Hypoplasia + 0/4 0/4 1/4

Spleen
Noabnommaltes detected ya_ A4 O
Hematopoiesis, extramedullary, . < . o4 14
decreased ++ 0/4 0/4 3/4

Thymus
No abnormalities detected 4/4 - 4/4

ss: scheduled sacrifice animal.

a) Number of animais autopsied.

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

1: 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: Twenty-eight-day treatment

Male
Findings Grade 0 0.75 3.75 (mg/kg/day)
ss SS sS m
52 5 4 1
Trachea
No abnormalities detected 5/5°) — 414 11
Lung
No abnormalities detected 5/5 -— 4/4 1M
Submandibular gland
No abnormalities detected 5/5 -— 44 1N
Forestomach
Noabnormalties detected . 55 BB A M.
Hyperplasia/Squamous epithelium/
Li‘r’rf’itm‘; g d P 0/5 o5 14 O/
Glandular stomach
Noabnormalities detected .55 565 34 U o
Ulcer/Pyloric mucosa + 0/5 0/5 114 0/
Duodenum
Noabnommalties detected 55 8534 oM .
AtrophyMMucosa + s s oA
Necrosis/Mucosa/Focal + 0/5 0/5 174 0N
Jejunum
Noabnomalies detected 45 S5 A OM
AtrophyMucosa tO5 o5 o A
Diverticulum 1/5 0/5 0/4 01
lleum
Noabnormalties detected . . 55 B8O
Atrophy/Mucosa + 0/5- 0/5 24 11
Cecum
No abnomalties detected oo 35O O
Atrophy/Mucosa + 0/5 0/5 0/4 1M1
Colon
Noabnormaliies detected .55 .. S5 LLAHALO e,
Atrophy/Mucosa + 0/5 0/5 0/4 11
Rectum
Noabnormalifles detected .55 . AT SR N
Atrophy/Mucosa + 0/5 0/5 0/4 1N
Pancreas
No abnormalities detected 5/5 - 4/4 111
Liver
No abnormalities detected 5/5 -— 4/4 11
Heart .
No abnormalities detected 5/5 -— 4/4 1N

ss: scheduled sacrifice animal, m: moribund 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: Twenty-eight-day treatment

Male
Findings Grade 0 0.75 3.76 (mg/kg/day)
ss Ss Ss m
58 5 4 1
Kidney
No.gbnormalities detedted e 88 B0 O
+ 0/5 0/5 2/4 0/1
Degeneration/Renal tubule  erseeemom eSS
O SO .- - S
Dilatation/Renal tubule/ Lk os o5 4 on
COTOMOINEY JNGHON e XFE O8O AT
Karyomegary/Renal tubule/
Corformedularyjunction T O 08w M
:;irgfngiﬂ’gRena' tubule/ + 0/5 o5 24 1N
Regeneration/Renal tubule/ fgggg ------- gﬁ ----- gﬂ --------------------
Cortico-medullary junction e e,
T SO -7 SO
Regeneration/Renal tubule/ Ly s o5 24 o
ST e FELOB OB TR
Single cell necrosis/Renal tubule/
Cortico-medullary junction RS
Single cell necrosis/Renal tubule/ LYy s o5 v oo
Inner medulla ++ 0/5 05 14 ON
Urinary bladder
No abnormalities detected 5/5 — 4/4 1N
Testis
Nogbnomalitesdetected 85 B 44 OM
Il;ieﬁ?uesneera'non/Sem»nn‘ercwus tubule/ . /5 0/5 4 1/
Giantcell T . o5 o5 o4 an T
Epididymis
Nosgbnormalties detected 55 55 A O
Cell debris/Bilateral + 0/5 0/5 04 11
Ventral prostate ’
Nogbnormalifes detected Y5 A5 A O
ACODNY TN S D
Cellufar infiltration, lymphocyte + 1/5 1/5 0/4  0/1
Dorsolateral prostate
No abnormalities detected 5/56 5/5 4/4 11
Coagulating gland
No abnormalities detected 5/5 5/5 4/4 11
Seminal vesicle
No sbnormalties detected oo LN, SO L N
+ 0/5 0/5 34 0o/
Atrophy e e,
akd s o5 AT

ss: scheduled sacrifice animal, m: moribund 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 0.75 3.75 (mg/kg/day)
ss SS ss m
5% 5 4 1
Spinal cord
No abnormalities detected 5/5° - 4/4 11
Sciatic nerve
No abnormalities detected 5/5 — 4/4 1M1
Bone marrow
Nogbnomalfiesdetected 85 65 o4 O
........ GO O O ST S
Hypoplasia U7 S
+++ 05 055 A4 A1 ]
Axillar lymph node
Nobnormalties detected 65 S5 A o
+ 0/5 0/5 3/4 oM
Atrophy B S R —
Mesenteric lymph node
Noabnormalities detected .. S5 O8O
+ 0/5 0/5 174 oM
Atrophy T o T o5 o4 T
Spleen
Noabnommalifes detested 65 .25 04 oM oo
+ 0/5 0/5 2/4 0N
S ST N SN S /S
Congestion et O 05 A O
U JO O SO N Z SO A
dH::r)::;ggesns, extramedullary, + /5 3/5 o oM
Thymus
No abnormalifies detected 55 55 ... 04 O e,
++ 0/5 0/5 3/4 0N
Atrophy T Y7 S A —
Thyroid
No abnormalities detected 5/5 -— 4/4 111
Parathyroid ‘
No abnormalities detected 5/5 -— 4/4 11
Adrenal
Nogbnommaltiesdetected &5 65 24 oM
Hypertrophy/Cortex + 0/5 0/5 214 1M
Eye ball
No abnormalities detected 5/5 - 4/4 11

ss: scheduled sacrifice animal, m: moribund 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 . 0.75 3.75 (mg/kg/day)
SS sS sS m
5% 5 4 1
Skeletal muscle
No abnormalities detected 5/5°) - 414 11
Bone
No abnormalities detected 5/5 -—- 4/4 11
Skin ’
Atrophy/Hair follicle/Focal ++ - - 171 -
Mammary gland
Nogbnormaltiesdetested 55 .5 WA
Atrophy + 0/5 0/5 3/4 01

ss: scheduled sacrifice animal, m: moribund animal.

a) Number of animals autopsied.

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

+: slight, ++: moderate.
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