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3. RBAERR
& B —REEBAMUEYERmAE B REERT
FrfEH  T877-0061 KUK BHEWAHET I TH 822 Fih

4. ABRER
Cisplatin 2 7 » 228 A HE A KEFIRNERE Lz L BN EEOBRER TEREROE
bEBETHZLICL D, Cisplatin OBEEZHALNCT I 2B E T2, ¥, BT
FEREMMT O D ORBEZHIT 5,

5. RBRIE

BEFEEZRNT, UTORBRELZSEITER L.

a) [EHLEMEEIROIBRBROFEICOWT) (FRL 23 3 A 31 B, E&Z 0331
75, TR 23:03-29 BEE 5B, BHAARE 110331009 5, —HHIE: AL 24 F
4828, A 04025 15, T 24-03-28 BFE 2 5. BEEMRE 120402001 &)
WED B EILEE AV 5 28 B0 REREEMERER]

b) OECD Guideline for the Testing of Chemicals, No. 407, October 3, 2008, “Repeated Dose
28-day Oral Toxicity Study in Rodents”
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c) [EAEFBEEOFE TS EMMBEICRIT 2EMERSOEMICET 2 EREEH] (BE
FEE. FRL 18 ) |

d) TEHKEEROFE T HEEESI R 28 ERSEOERICET LA (B
WKER. Ak 18 £F)

e) [HFFEBEISICR T 28 EREDOEMICE T HERIEEH ] CUEHHEEERE 71 &
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13.E B

Cisplatin DM /2 B R CEETFRRICKIETEEICOVWTRET 2 BT, LFE
FRANHTA RFAVKRROECD T & b HA RT4 2 407 25512 28 ARIRERHRNKRES
PERBR 2 i LTz,

5 BERDOHED Crl:CD(SD) 7 v MIABRRIERICYEE S 7= Cisplatin Z 1, 7, 14 XX 28 H
R4 HEARANRE L, REFEIT 0 (EEAHK) | 015 R1U0.75 mgkeg/day &L, 1, 7
BN 14 BRIBERICHEETHYT T4 MRCIX 1 BEHTD 41T, 28 BEZREREICIT 1 BD
=0 SPLERER L, REHHTIXLFc oV T—RREEE, AEAEREEEAEZ
TV, BB EHRIETHRIT COJO, IRA N ARRELT CHLR & BB L7 A28 LT, MBRE,
REZIIRE R OEGFRREBIT O O ORBHREE il Uiz, Ma T, 28 BEKREEIT
DWTIE, RS TR —ARREBHER CEERELZ{TV., REREEDOERICREZ
BRLUCTRREEZT> 7

— IR EBEIER TIX, 0.75 mg/kg BECEERD . BEFREBRET., TEMOEN, FERET.
W, B, REREED, FIREUSLENR DN

B2 —RRRREBIER TIX 0.75 mg/kg BE TR 5 4 BEICTHRRE T ROEOHENLE AL,

HEEERRZE TIT 0.75 mg/kg BECHREBEDRERZ LT,

EETIL, 0.75 mg/kg BT E 3~21 A BICEENR A b, &5 28 B BICIREIERIEE
B OWD B OMEIED A DALz,

BATETIX 0.75 mg/kg BE TR E 3~28 B BITIEER A b,

R T, 0.75 mg/kg B CTRBZBEOKME. BILE CRILEF ORROHEREL AL,

MIRZFEIRZ T, 0.15 mg/kg BT 28 B R EG%ICHMERKOIEME, 0.75 mg/kg BT 7 B
R 540 DB R EREC LR, 14 ARG R IC I/ MREDIEME, 28 BRAKRERIC MCV,
MCH % O'H LRI DAREDS A b LTz,

MR AL ERIRZE T, 0.75 mg/kg BT 14 BRR 5% 5 BUN OF{E, 28 B MZE%IC
JVTF=VORE, TRV VARUH Y U ADEENH LT

BEEETIL.0.75 mgkg BT 14 A E#RE%0 b EIROMEST R OEx EE O REIIEE
&R, 28 BREIRERICEBIEOEN R UHMEEOHME., BEOEN K ENEEDKE.
BRI R OB ERDEEN A b v,

FH T, 0.75 mg/kg BT 28 ARG %ICHIE, BIBROER GBER CREERAMOEE,
BB/, BED v SEROBIBRO/NEER I DI, |

REMABZIRE TIX, 0.15 mgkg BT 14 BERE% O MIBORIELET., 28 BHE
BB B RS R O RS OBA, 0.75 mgkg BT 1 BERE%H» D BIBROFEN S
BT, 7 BRERES D OBRORME OEMER OB BESEFE O RAEE OBEMRES., B
BRRL. 14 BREHRESHELBIEO REERRORME OBF4E, 28 BHHRERITTFHEED
FREMEREIEEESE, + B R OEBOKIESENE, Bk KEEENMORME OILEKR OIE
K. BEENEORME OEMMEETL, BEROEIER, BEOEHE. RE Y v 8., BHE
U v REROROZENE, LBROEMERH b,

bEn LBy, ARBEEMETIZINT Cisplatin DEIRAIRS1Z Blig~DEELREM
BENRERD b, EMER OB~ OEEREL NN BIATE &U%%mwwﬁm& L T
b,
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14. RERFTE

14.1 HEBRWE
a) AWE
& cis-PT VIV nu B4
Bl 4 VAT TF
CAS &= 15663-27-1
b) BETERVOm Y FEE
BET itz
oy hEE TLNO0107
c) HERE
s
H Cl
\ f .+ 7
H—/N—ll)tz—N\—H
H (1 H
M PtCly(NHs),
DFE 300.05
d) MEE
o 99.7% (HPLC)

B IIHEE 100% & LTERY o7,
e) WE LEEAYMEIR

w4y 0.253 g/100 mL (25°C)

FIRIZB T Bk #a, K

ZEM ¥, BRIZKVEET 3,

WX DUSIRE  (FRAR1E)
B IREE (FRRME)
TF =) PN
TE M N
hz v YA

DAFNLANEFY F (DMSO) ¥ =100 mg/mL
0 HRESRME

EX L ERERRIIAN, HRUEREZEDOX ¥ Xy MITERRE L,
REEEDOERME 17.8~23.1°C (FFAE#EH 10~30°C)
HRESFROHME YRy b5 201348 H9H~20134E8H 15 H
FrERry b1, 201348 A 15 E~201344F 12 H6 H
g) WBRYHBEORELETIIRIT 2REEOME
WRBRMERY CHEM L7= [Cisplatin DR EM, WBRUWEK OB —IE, BEMEKR RER
R FBRES X02-0275, FEGLP RER) 2B\ THER L,
BEBRERTAOREHER T RORNARINARS M EHET2Z LICh ) RES
BTFICBT 2R EOREME LR L, K5 & i L TR EHMKE THRO R
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R MACELIERD bR oo Z e R EIIRESHFLZE TChH oo & ¥
Wr L7z, :
h) BV EOEE '
HEROE~DOEMY NIRAZ STDD, FE, v X7, BF, REDOHPREDT
AREER L, £, H#BRPEIERATT TRV HFo7.
142 # &
a) & W
AR
b) RIRFEH
BRICEEASERPEEAL L BRNRECTOBERBRRERINTNDZ 05,
WBRYEROREEIIERAEELZ AV TR L, TOKR. BBRYEIIEERRK
12 0.02 W% DR TR LTc, 7o, WRYWERIIFAR®% 7 BEOELT TOMETE
ECETAOEIEORENRD bR b EHAEREZERLE LTERL
77
¢) BT, FL—F, vy MEFRURE

& L& JVv—F | ey bFES | RESFH | RERE

ABAEK | KRESETE e opd 3C83N RERE=E =I5

143 fEREW

EREWE L TR SNEZEH TH Y . —BEEERBRICLA sh, SRBRERICRWT
bR —F BHREALTVWS Crl:CD(SD)F v + (SPF) % AARF ¥ —/VR - J/N\— BB
BV F—0bAFELE,

AEBOWET v M & SSIEAFEL, 1 7 —Yhiey 5 IEORREE CAR 6 F&E THRE -
Bt 24T o7, TRTOBMMICEERHR LNz, Y AREE LiEEL BV TE
EEVEELTEECES T L, 51EERBRICEA U, o0 ®IIREREE CTREE
ETHHE LTz, BSTIZX 0 AN-BMIsR B bR Lic, £, ZALL LRGSR
E T, —RREROHEY 2 EE 1 B EBE L,

Bid, BRI RE A 7 2B L, BT RITESEEMITTRRILE. 7
— IR S ANV EMFT, Ty 7 I3RBESERF L TERENEN LT

# BRI OB OEENT 5 B, AEHEIT 122.7~1442g TH Y, 2EOKEENE
{EDEHIEEL20%DFEANTH D Z & ZHER LT,

144 FHERE

Bk, BE - BEIE T 2SR EHEE2E LT, BE 21~25°C, HXHEE 40~
70%. BAREE 10~15 EI/FEER. IR 71 12 BERIRIRE (7 BRAUAT. 19 BRRVEAT) ICRE
LAY T —V AT AOFEEE (RESFTIIREE 1. REKTRIIFETE 1) IIE
Uz, BEROHEMPEEOEREILX, ThEh 22.8~23.9°C K 47.9~63.0%TH o7z,

=D, BEATRNERT L RBLEEEK S —Y (W260xD380xH180 mm) . B4 1T
IZRF v VAR —Y (W165xD300xH150 mm) A L7,

R LA RERRE T B R OB T BRI U, B T 418 2 Bl OB TRBA LT,
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EBIT, BMERTEN LEHBICHETARICO B L, BER, r—VROT v
X, BRI L, £, VT4 MEE (L 7ROV 14 HREREE) ITOWTITAE
BRI T RIS L T v 7 B LT, |

FRHIEZEE MF (2 y FE5S 130809 X TF 131004, &V = X VEERTE) %, &K
Bk B BT EAGEKIZHEK RS TOERIRED 3~5 ppm & 725 X 5 ICREERET T
U h (Fa—Fv7R) 2HBMLEKE, ThEThBBREERS Y, SRRUEE RS
Mid— b7 V—78E (121°C, 30 o) Liboz2ZhThHE Lk,

RN, BET LD IRAMOSTT — & & AF L KERERETE EWERENED 14
B OBAR O EIREE ) (1979) 22FC, HRBER CTEDEEENTHDZ L
EHEERLI=ay NEER L,

REKIZONWTIEL, BEFEE O KEERICET244 (BEEFEHESE 101 5)
WCHERL LT KERERZE2EOEECTEMLTRY  BMATRNICAFZ LERERERERO
BERBRESERE CCAFLERERERY, AIESOEELZHWIZ L TWLZ L 2R L,

-10-
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15. RER 5 1E

15.1

15.2

WRWBEORERE

AERERR L LT, YRR T Cisplatin D7 v MIBIT 5 7 BEIKEFIRAZR S
=MERBR) (RBRES P15-0006, JE GLP 3B % FEhi L7z, AERERR CIIEERIER
TR LR ER Y., FFE3LO 5 BEHO Crl:CD(SD)# T » MM 0, 025, 0.5 XU 1
mg/kg/day DFHET 7 BEER®RE Uiz, B EHM I —BREBEEROEERIEZITV.
Biits 1 BRICEHREOCREEERRERTom, TORR. 1 mgkg B TBIROFENE
EDOEEROBENEOENFE OBER OEENED b, BiE~OFEFEDHER
ENT-iED, 0.5 mgkg PAE DR CRRARMEEL LB DIRMES % Hiv, ElEE~DEEH L
Lz,

1 mgkg BETIX—FRERVCEHBRTIIRENBD bR hro2b D0, FEDKEMR
DB, REEBFOBREICRBWTEIEOEMNRME ORI EENRRD NI &
Db, HBRYE % 1 mg/kg/day A EDOFET 28 BEIRERE T2 LT R EDEE
REMENRBETOWEERD D LE R,

L7=28o T, AREBRTIX0.75 mgkg/day ZEAEEL L, [EHEL L TO0.15 mgkg/day %
BmE LT, A
BEAERL

WRHERER L U2 HERER M, SEDHZ2RE T 2EAENBELRE L
Eir. EAMBEROSHAERC, 1. TR0 14 BARERICHEIN T2V T 74 NEEER
iz, AT, Sk RRERIE REE L SRR S,

VT4 MEOBREHMFOBEROCEET —# 1% 28 BEREFHIED TRV H o7,

—— BRERE |BREAE &%%EW ELE~

(mg/kg/day) | (mL/kg) | IEBEE(W/V%) (EmEE)

AR (1 ERE) 0 5 0 4(1- 4
kxR (7 BRERS) 0 5 0 4(5- 8
xR (14 ARE#RSE) 0 5 0 4(9 - 12)
AR (28 ARI#RS) 0 5 0 5(13 - 17)
EAE (1 ERE) 0.15 5 0.00300 4(18 - 21)
KHE (7 HE#®E) 0.15 5 0.00300 4(22 - 25)

#% | BAE (14 BRERS) 0.15 5 0.00300 4(26 - 29)
B | EAE (28 BMEERS) 0.15 5 0.00300 5(30 - 34)
| EmRE (1 ERE) 0.75 5 0.0150 4 (35 - 38)
2| BHAE (1 BERSE) 0.75 5 0.0150 4(39 - 42)
ERE (14 BRE&RE) 0.75 5 0.0150 4 (43 - 46)
EHE (28 BHREHRE) 0.75 5 0.0150 5(47 - 51)

-11-
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153 #&5H&
a) WRYEROAMUE RE
BRYERTES, EBREERE N2 TEFRLABZTWEBHR I, T0%, £H
BIERE M TERL 0.0150 whV%DHHRMEIR ZTAE Uiz, EHIT, 0.0150 wv%DHK
BREIRO—E R L, AEAEREMZ THR L, 0.00300 wv% DY E IR % R
L7,
FE U= FBEEOWBRYER KR OREICA VAL ABBE Lk A — b7 L—
TEE LA T AMBEREICENTIVINT L, SR ETRREDCRBE 7 ITTHET
(EHME 2~10°C, FE#FH 1~10°C) THRE L7z, HRWERIIFARE 11 AR
EA L,
NS TRE LT S RE OB EIR R OB, £ 5 B IR SICLERERERE
BN LERYHL, AR TR CERLESICAWE,
b) WEBRMEIRDLEMEDOHER
0.200 KUY 0.00200 w/v% DR E R O TIZB T W FRE COREMZ, 4R
BREER 2B\ T X02-0275 Tk a~< b5 74— (HPLC) ITXVRERR LT,
B TWATRE TR 13 ARICHEE L-EBRYERER. REEROREREICS
L 0.200 & TX 0.00200 w/v% DEEBMER TENE I 103%K T 97.0% & 100£10%LAAN T
Hol-Z b, RESMFT TR ABMEETHS Z L BIHER SN,
c) HBEIZAVDEBRMER DR ERER
FIENZFHEL L 772 0.0150 J 10 0.00300 wv% DR EIROFARESR OBREY, LHR
FRIZBUNT X02-0275 THPLC IZ L W ERE LT,
PUE U7 R B BE SR E MBI L 0.0150 J2 TR 0.00300 wiv% DIRBRMEIR CTE
I 99.3%% TR 99.0% & 100£10% AN Th o 7o iz, WINICHRE TE - L HEL TRE
Rz, '
154 & &
1, 7. 14XjX28 BiEH 1 [E, #IRNERE L7z, &51%9:02~12:33 21T o7,
WEITIIEMERE ') EBROMIEERE (TAE) RV Y VPR T (K
Scientific) Z V), HIE LIz HKFOMEEL EIC Sml/kg THEE LT,
15.5 —iikiegisE
BEHEFIER 3 E (REE. R5EER~1 FBEZ, &5 2~6 BER) | £XEE
r—MRREZ B LTz,

-12-
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15.6 FEREZ2—ARIRREEIE
28 ARBERICOWT, HEBBINC 1 B, REBRHZITE 1 BOHEE TKREOEE

REE LT, REBRMROBEIEMCEL REBWES) 2EIMT, BMOLETEX
BAToTth, RBREAHBITE RVIREE (BRIE) TIToTk.

F—=UMbBY | F—VRFEEANTHD, 8% — UMY T TOG (B
HI DS LB SRORE) %, 2a7 YU ETHHME

Y BREEERMEEETOERE, HEOKE (L&, %@7’?%&0#&%
—— HAD  KERUHEOR (BR. BREVTFT/—8) | ROA
(R, BEREHEVOEALR) | RERUSWY OF B2 B
B % 90 cmx60 cm DBLEES R 1 LI E (5 5UURN) B X, B8,
TU—FATO | {EEE, MRk, SHITORE, RIGEAHE. HRE - 8 - &8, EFRAT
TEIOBIE BROBRETEORELEE

1 syROFEEEE (Eo$) RUHEREH (RO7—1E) ZAE

15.7 HEEERE

28 HREHBERHICHOWT, #5488 &E52588) I1E, RROEEEZRELT,
B R OB I3 72 — IR RE LR & AR IR BN HIB T E RWIRBTRE L7

i BEEET 3 cm IR — VXU DB ZIESIT . 4 DEGRFLIZE E DR

SR AT Y v B CEHE

B O |EECHEEBELLELEZORSEARADT UV ETHHME

FIGHE | B B |BREAYITRED 13 BREAZEATE L XORGEBRE
BILRS [IR2FETBoT-#%, BALICKREZY L EORIGOFEZBIE
ze (30 em DFEIND, BOEHE I LIREBTE L L&D

ERRE | RERCOFELZHE

B 5 BAA—H FGC2 (AT 4 R) ZRV, BIRRUTEREROEN % 2

EREIE L., FHETFHE

S v N BESHEAEERE ACTIMO-10 (> 77 /) ZHV., 8

BREHE DEEEZ 1 R (10 2R T 6 =) BIE L, FRIME (42.6 cmx26.5

cm O Z MR 5 om FIFR THAE) 20 - - EECCEHHE

-13-
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158 FEAE
LFNTONWT, BFLIRFE (FAL Y TR) AV, TROBICGEZRE L,
- BT HE
- BE 1,3, 7 14, 21 K*28 HE
- FRBEOMHEIE @FED D OB, ERIRER)
159 BEEERAIE
7. 14 RO 28 BEHBEEICOVWT, BFLEILRE (P Y U R) 2AW, TRrOB
WHEEFRAIE LT,
- BT HOIGEEE
- 51, 3.7, 14, 21 KU 28 H B DKREEE
BE 7. 14K021 B BICHBEENERICELHAEL. HAROREEZAELL,
BE LR BEENOARERRTO 1 B ESEHEEL RO, 2B, FRER
CHEA BT O BIC OV CIIBREEO A EE L, HORMAR MEEEOREIIITHO 20
27,
15.10 RIRZE
a) & K
28 AEEEEICOWT, 5 28 B B OFEIT W 150xD 200xH 263 mm 18 A3 (5
r—JIBRINE L. BEKKRNERRIECTEE £ TOK 16 RHEOERR ZHRE
L7,
b) REEEKRUHE
B U-EERE AOKRECEBE ZHIE L, 28, RICEIINBERVEHERZ
BE LR, BAER CERYEORSICEE LB Rb ), ERAERIC

DWTHBREZIT 27,

2 H 5 ¥ MR
JRE (Urine volume) ARV U E =K BEE _
38 (Color)
Y  (Turbidity) PERELS —
RFEZFEE (Uosm) KA T A
pH
EH (Protein) RERRIE ,
r b & (Ketones) FEBRIIETTAT 4 v 7 A (=R | —
# (Glucose) VR) EER)
¥ (Oceult blood)
RiE#E (Urinary sediment) Sternheimer 215 B

A A BENEZEES OM-6040 (T —2 LA)
B: ¥ AT LMAEMEEMEE BX41 (AU V/RR)
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15.11 MigHRZE
a) BRI ORRERE
ZRBRBECOVWTEKBREBOFEMOEE L, BR (R 16~20 FHEK) |
CO 0, BEH A (COz0, BAH=4:1) BT CHEHKBRO DRED LBV ML, &
ERBRER U, 2B, V7 74 MR OW TR ORBHERII T e o7, F
7. 28 AR EBICHOVWTIE, N7 AV— Y RNARIE (AR v T4y T
V) BAWCIREZEER LEERf L, SET2 B EEER, -20°C T 24 KR
B, TO%., -80°C TREL. FIA 74 A &RE L TREEFHEEMRFATICE

L7,
RERE} VERLG
s M EDTA-2K WML A SB-41 (17 v F&ES G2008, VA A w7 R) TH
1 U 7= R

X B=F NY AT (2y MBS WEJ0101, FRLHEETIZ)
M 5 | D32 whN%KIEKR % 100 pL RN Lo 4 T A BB CHM L & Doy Bk
(3000 r.p.m.x10 mins) L CH/z i if

B ¥ | F T ARRBRE CRM UL (3000 rpm.x10 mins) LAk ME

-15-



b) MKFERIRE

B15-0006

2m kR OMELAVKEROEBE ZRE L, 774 MO W T v burey
R R ONEMEALER ) b o R T AF VR ORIEI TR olz, e, $XTOE
BIZOWTHBRHE TEicd, M2 AW BHRERIIER Liad o7,

H H

5 &

%BD

FRiERE (RBC)

BT AR

~EJS o VRE (Hb)

VT UARNET O EUE

RBCxMCV
~< 7V v ME (Ht) 100
SEERIMERATE (MCV) FE R EPIR A
Hb 3
EHFRMER~E S 2 & (MCH) o 10
) L %10° C
SEHFRMERANE Y 1 B EE (MCHC) RBC x MCV
/%L (Platelet) REAREFIRIE
BRI MEREL L (Reticulo) RNA Jefa 1k
B ImEkE (WBC) 7a—3% A v A M) —ik
HMmEE 42 (Differentiation of leukocyte)
FHER (Neutro) ., U >738K (Lymph) ,
FFEREK (Eosino) . HFHEEEBR (Baso) 7a=FA AR
BAER (Mono) . RAGEREIK (LUC)
“7u hur EUERE (PT) FEEE v E A5 b
EHEES ba R T T AF UREHE (APTT) EEEE LR R 4

BAERE Cizidam, DIZimigEs#EH

RS C REMLKFEREEE ADVIA120 (—A U X)
D: 2 HENmiREERSEEEERE STA Compact (R = « XA T T ) AT 4

v 7 R)

-16 -



c) MEEMFHIRE

B15-0006

MEFZFAWTHREOEBAZBIE Lz, 3T 74 FEIZOWTET ARSI X UVEET I/
KNG v RT25—F, TIT=VTI) NG RT 25—, FVIIET AT 7 X —
¥, REEE JLTFoVEROREIAECR2RIE L, FOMOERITEE LRI

7o
H H \ RS HEs
IS TYRT RS RTIATETTE gy s ssce it
T5=VvT73) v AT7 =5 —E (ALT) | UV i ISCC LX)k
TNVHIET + R 775 —E (ALP) p-Nitrophenyl phosphate 5
2) X5 5 —+¥ (ChE) Butyrylthiocholine iodide ¥4
RINE IR T URARTFHE—F (£GTP) ﬁgﬁﬁﬁgwm““*
4= 125 m—L (T-Cho) COD-ESPAS 15 E
LY 2T K (TG) g;@ﬁ%sﬁUtm—w%
R¥EZEE (BUN) Urease * GIDH &
7 V7 F = (Creatinine) Creatininase * F-DAOS &
#EH (T-Protein) Biuret 15
77 2 (Albumin) Bromocresol green 15
* Albumin
A/G I (A/G ratio) T - Protein — Albumin -
m#E (Glucose) Hexokinase * G-6-PDH &
WY Lrey (T-Bil) BEsRIE
AT ER (TBA) BRIA 27 V7 E
Y o (IP) Fiske-Subbarow {5
AN (Ca) OCPC £
F RV UL (Na) Crown-Ether FEEARIE
HYU A (K) Crown-Ether [EEARIA F
R (CD MO &k

fEAMEE E: A{LFEEBOITERE 7170 % (B L8ERT)
F: BfREOHTEERE PVA-EXTT (A&T)

-17-
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15.12 FREFHRE
a) H &
ERBRBIZOVWTERKEEROZ IOV TN LEROEIC, B % S KERD b Bl

L CREFL I, R, BTLE. KT, EEME, Mk, BEEROESRES ZOREICD
WTHIRIBEZTo T

b) HMBHEREROREEENE
(a) 774 MEE

1. 7RO 14 BEREEICOWT, FIRFICREOHRE - k2 HER LT,

o B FRE - AR
EkIETES iin L
D - MEFR Lol
WR AR Bl
A FEER R FEEL, KRB BARx MEZERTSIAR*, FRIZERTZ AR
RER fod* (KRB, MR OEZE L)
E 2R BhE CRBRE) | B, Fafs
NEWH TEE*, FRE (ERAMEZETD) | BB

FRBREISN D T*] %A L8R E 1L, BEBRSUIRARIORE T 2NICEFRE (¥
VRUDR) TEERZHE L, B, BERUERLEIIES 2R~ ICHEL,
EEOGFEEHR Lz, BIBRIELRELE LD THE Lz, FRIZERMIAIIRED—
BWEZHOTHE L, FRBIZER/MEZE O TRED D IBEE I 10%F IR E
BV Y CRICREL, BB, EROELZRENOHBLTCERZAE L, EE
ERE LBREICOWTIE, MBS RICRE L AEZEICENEELRH L

-18 -
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(b) 28 A& B

FIREFICRER DRRE - HBRZERER L 72,
& B BE - R

PEIR 25 R K[E. M

B ETE. B, B (+ZHEBOrOER. M ZAREST) |
g, Tl

D - MR LR

WA IR %8 F Bl R

R FEEL* REEL BfA* | BESERUSCAR*. EAIZERTSIAR*,
BE EEEEZSD)

R Be* R, MMEOEE ST | B, LR

e BEE (KBEE) . &Y v 3, IBREY v E, PR,

Fi R

TEE* FRE (LRNMEZET) | BIR*

akeg’s

R IR K
R BHS (RBEE) . B (RERE)

KE - (HEa | FLBR

B (500

S IR OBEREL 10% MR E R L~ U VIR B EEARICER L, B R OWRIX 10%
MR E R L~ U UIREEA L CRRICRE Lok, NEDZ KBRS L,

FORBRSAS D T+ 2+ L2 8RBT, BERIIRFRICEE T 2RICEFRE (F
VEUTR) TEEZHELE, BR. BEEROEEEEIIEEZHIAICRIEL.
EEDEHEER LI, BIRRERE2E O THE Lz, HRELRIIIRED—
BEE»THE Lz, BEIDNEEREZ SO TRFHZ R THERLTERL, EE%L
HIE Lz, BRI ER/MEEZED TREN» DABEETIC 10%FHEEE L~ Y
WCRIEL, BH, EFOEZRENOABEL CEEZHE L, EEZRAIELL
BEIZOWTIR, S RICHE L-AERZRICESERVER L,

-19-
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¢) OB ER MR

BELUZBE - BRI, UTo X ICEERUREF LT,

FRigi. EEZBER. MUEEOTREID (FINRRAI & 2 O BRHA % S5 ARRIC
BoT) 2~3 mm IBOMERA 4 HERR L, EERTHERAEMETAICE L, 2&T2oD
BEEN1SgUTThHDZ L EHERE. FNEFNEED 5 fFELL LD RNAlater® (Ambion,
Inc.) \CEESH T, 1.5 g &8 2 5B O 280k LA Lz, FEIIKE
%, -80°C TIRTE LTz, IMIEEOEZTFRAEMRIT AT ORIE D) Mo KUK
D DEE 10%FHERER L~ Y VIRCEE L,

By, EARAICEERHIER. HROTRENLILEL ST X O ITHETT 4~5
mm R 2R Lz, A L OHEERD BRWietk, EFCh L, ¥o%
& 3 mm BAPIZHEE] L RNAlater [IZFE Lz, 70 O340 bHE, BEENT., SENE
EORERSTTH U FI 7L, ZRFH RNAlater I[IZRIE LT, &Y ORZIIKE
%, -80°C TIRME L7z, ERNT 10%HHERE R~ Y VIR CTEE LT,

BHEIT, EANACEERZRIESR, AR%E 4 SEIL. BT 0¥ % RNAlter 1212
Bz, BY OESITKEHE, -80°C THREL, ERIEEETEY Y UERTEEL
7o

R ERT, BEEZHER,. EFLLEET Y MY UVIRTEE L

REERTILIRIT, EEBRIER, EFTH L, —F5% RNAlater [ITRE LT, 729 13 10%
RHERRE S~ ) VIR CEE L,

Bk, BEERRER, KBLIEAZI—IK (AF ) =7 makVAERES T
=6:3:1) I[CBE Lz, TO®%, KB T TSHMEREE 5 Lz, Bk ) —/cRH]L
7o SBITKHETTERE D Liaddn, 1 B EIC2E, BkTF ) —VE2RHB L,
KETT—HIEL 5 LI-%, AT X ) —VEBESZHL 4°C THRELRL, RELEZR
EHIEAH % RS L CRRE T RRICEM L, |

TEMEL, EEZEER. RNAlater [ITRE LT, |

RNAlater (23R8 L 12 4881 RNAlater ZHRHCRE S 5729, 4°C T 24 KK E
L7=%#%. RNAlater ICEESE2E£-80°C THEEL., K74 74 A &2RH L TEEMEET
TEEAFRFFRFTICES LT, -80°C BORRTE LICHBRICOWVWTH FTA TA RERE LT
T EMEPHE BN RETIC M LT,

ZDOMORE - HBRIZ, 10%FHEEE RV~ ) VIR CTEE LT

-20 -



B15-0006

d) FEMERFERIRE
(@ V7741 N
1. 7 R0 14 BREBREHOMBREROEAERICOWT, R, B, B, fl
SRR, BRE (RBREE) . B, MBRONT T 4 oEEEEER Z/ERIL, ~v b
YUy -xF Yy (HE) Refath, RFEMSENICHRE L, B (KBS 3909
H LB 10%&88 - R< ) R E DRIKRZTT o7,
X hiz, 1 EREETIEMBICOVWT, 7&0 14 BEBESHTIIRRE. BHEEAT
Iz >V, BREBER THRYEORSICEE LAk bhicicn, BHE
HIZOWTHREEBRFIRE LT o7,
(b) 28 H M58
HBHEOEAERICOVT, MEOTERZRWTER LT TOREXT
DT 7 4 ABEYY A 2 /BB L, HE Rtk RFBEBRENICRE L, F
ROVERE (RERE) YONCREEAL (B) 13800 H LAMT 10%8&8 - &~ Y K
WX BBIKEAT o1,
F, MNE BlE. BRE EBEREPEL) . B, REYU N BRRED N
g, . BEROLBIC OV T, BHAER CHBWME OREICEE L7 &L
Sz, EEERICOW T HIREEBFORERTo 2,
15.13 HEEHERFE
KE. BEE, BH. BRERE. MREHNRE. MRELENRE, RE. REBE
ROSBEEEORBEICOVTIL, Bartlett B X 2E0BIREZITV. 5% 8 BKETES
RO HIL-EATE, Dunnett HIZ X AREEITo/c, EHHIRD bNRWEEIL/
V5 2 WU v 7 @ Dunnett 312 L DREZRIT o7, PREEE (E0E) RUBERER (&
DT —NEK) X 235 A MY v 7 @ Dunpett IEIZ L AREERITo T,

16. RERREOSHEIEICHE L RIE Lz L Bbh 2 BEER K ORBREEED b OB
RBEEOEEECEELRIE L L Bbh 3 REERIIFRD bR 272,
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17. RERAAR
17.1 —f%IRAE (Table 1, Appendix 1)

0.75 mg/kg BECEERD, BREBHETROTEROFENNLE 461, FRIETROHEE
HRINE 2 B, L OEHORE, BB, WRERED, FIREOILERE 1HICH LN
7oo EERAIXRE23 BEND. BREHET, TEBOHENETEEREETIIRE 25 H
Bab, BEIIHRE 27 BE»D, HREREA, FiR, HEAMKXROLEITERSE 28 BEIC

BEINT, 015 mgkg HERUSRETIIEFT IR b oT,
172 FEMA72—A%IRRE (Table 2. Appendix 2)

0.75 mg/kg BECHEL 4 38 B ICRRE T R OBOENRN 5 Flh4 2 flicH bz, fos
MBEEBICRBV T, TR TORIEFRNEIRD b ARN-T, F72, 0.75 mgkg B T&K
5 38 B OSBRI EEREMELET Uiz, 0.15 mgkg BOPEEE K OHEREKICER
REENIZED b do Tz,

17.3 H4REMRZE (Table 3, Appendix 3)

0.75 mg/kg BETHIE 10~20 Ly ORI #H RN 60 5y HDOAF O B R EBENFEREES
RLT, 0.15 mghkg HETITEREREHIRD bR o T,

BHCBO T, HBRYEEERCFEREHIIRD bNT, KIEHEREIZBWTHHEK
BROEREHR O BEICERE TR D bhRdoT,

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

0.75 mg/kg BETH 53,714 K21 H BIZHE B RIKE (ENEH X REED 95.4%. 89.2%.
83.8% K% N 773%) NAH LI, 5 28 B BIZIIRIEHEIEMED D OB K OEEREE
FBEED 65.6%) DFBHOLNTZ, 0.15 mgkg HETRAERBRREBIIFT DO ORI o7,

17.5 fBEEE (Fig. 2. Table 5, Appendix 5)

0.75 mg/kg BETHRE- 3, 7, 14, 21 R 28 A BICHEREME (FNEhXRED 86.2%.
81.2%. 77.1%. 67.1%K TN 45.5%) HBRD LTz, 0.15 mgkg HTIIHERE 3 HRICEFER
1B (RHRBEED 92.6%) BHONTEN, TNURBIIFERESIIFED b ki o7,

17.6 RFRZ (Table 6, Appendix 6)

0.75 mg/kg BECTRIBEEDOA B RMEMEMRRD HNIEh, Bl 3+) 285 FF 2 Fl, K
WEF OREFOIEEN 5 FIEFIzH bz, 0.15 mgkg B CTIIREBEEEICIIEERETENT
BOLNT, RECBOTEBYEERSHICARREDIIRO bhahole, TOMOK
I8 H 1 0.15 mgkg BER O REAC BE IR bhAaho T,

17.7 MEHRE
a) IMKFRIRRE (Table 7. Appendix 7)
| E#R S CIIERYERERICEREREEIGD b h oz,
7 BRERERIZBW T, 0.75 mgkg BECHRIMERE DA E 72 B E R OSBRI M ERE LR
DEEBREERSR DN, 0.15 mgkg B TIRFFPEREEROFEREERL LN, A

EEREEN2NZEND, BRAZEELE X,

14 BEHBEEICBVT, 0.75 mgkg B THROLKE, ~E/ vV RE Hb) KU~

Yy ME H) OFERSME. /MR OCHRR LR LR OF B REERH 5

iz, 0.15 mgkg BIZH B REBNIIA LN 2D 0T,
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28 ARSI BV T, 0.75 mg/kg BECHEHIRMIRETRE (MCV) | FHRMIERA~E S
o V& (MCH) | fRARMEEILER O E OB OFERIEME, THRLHE~ES 1
EUVBERUVEREROEEREBEN R LN, 0.15 mgkg HTIXELEKEOFERK
ERABNT,

b) MEAEIFRIRZE (Table 8. Appendix 8)

1 R T AEHRSE CIIEBRYERSHIIFREREDIRD b o7,

14 BREBEBICBWT, 075 mgkg B CTANRTIX VBT I TV AT7=25—8
(AST) RUYREZER (BUN) OFERFEMENA LN, 0.15 mgkg BETIIEERED
IEERY biviedyo T,

28 HERSHBWVN T, 0.75 mgkg BT ) V=R T 7 —E 3 VAT v—/L BUN,
IVTF2VROTNT I VORBRBME. I NVE IN T VAT FF—E (+GTP)
FUZ VY FRORE Y VEVOREMER, 7 M) VARCH Y U LOEERIEER
BBz, 0.15 mgkg B TIHRBEHBOFEERBEENR S DIV, BEERFER2ND
EMBBENEEEE 2T,

17.8 FEFIRZE
a) #REEE (Table 9 X110, Appendix 9 KT 10)

1 B S # TR EREHICERREHIIRED bhan o7,

7 BREBEEICB VT, vmmwgﬁT%Jﬁwihﬁ RRIE CRPEREED 86.1%) %
FU. B, Dl BERORIBOENEEOFE2EE, MEROMOMNEEDE
BEREES DN, 0.15 mgkg BETIIMBOBENEEDERREENRA LR, AE
BREERRNWZ ENDEROER LB X T, ~

14 BE#BEEICB VT, 0.75 mg/kg B THIBROHES R MM EEOH EREME CR
BED 66.1% K% 1) 78.8%) M5B LILIEH, fEFHFEERERRIERE CHREED 83.1%)
RL, g DR, Bl TERRUCFRBOEGEROERREME, MOEMNER
DEERBERA LI, 0.15 mgkg HETITAERRENIRD b2 oT,

28 HREIRERIZRB\V T, 0.75 mg/kg B CRIBROMR R OB EE O HEMERN (Oof fREE
D 158.7%K W 2502%) . FBEOHEXN RO ERDOE BEREME CHREED 40.0%K% T
58.5%) . MIBROMET R O EEOFEREME (RHREED 263% K 1U37.3%) L TNTHE
JBOHMEEDEEREERVOHEIEEDCEMEMER (HRED 58.6%K% T 89.6%) 37
Do, iz, EEHRFEENERERIEME IR 65.5%) L, MR LE &
BBk, BRI, TREMIR. TEFARVRIBOENERDCHBRIEME. B,
KRR LA BEOCFRBOMIEECHFEZRME. HROMMEEDOHERREH2ON
72o 0.15 mg/kg B CIIERIZEANLROMEN K O EEDABREEL A LI

b) # M (Table 11, Appendix 11)

1 ER S TR EREER O RBICAEIIRD b Rno T,

7 BREREBIZBW T, 0.75 mgkg B TERO A AMEDOBERILED 4 FlF 1 FlIIZH L
iz, 0.15 mghkg BER O REICEFEIIRO oo,

14 BREIREBITB VT, 0.75 mygkg B CTEIRO R A OB RILIRD 4 FiF 1 FlICH D
iz, 0.15 mgkg HEROSHREICRE RO bived o7z,

-23-
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28 B FEIRE-BEICIRV T, 0.75 mg/kg B TEIRD FANE DR K ONEEADS 5 4+ & 4 41,
HIYE & O RR O/ NEUERE 2 B, BIROFERIED KEFETOE R, BREO/NUL, K
&Y EONEYE, BB ORERELNE 1 FIICED b7z, 0.15 mgkg B & O REE
WEBNEIRD b1,

REERRFAYMRE (Table 12, Appendix 11)

1 EREEICEBWT, 0.75 mehkg B THIBOMIELRT BE) 254 614 1 #1IZF8
D HIZIED, HRZERSIRO U Vo BREED 1 fllCH iz, 0.15 mgkg BER O
BICEEIFED DR 0T,

7 BB EFICRBW T, 0.75 mgkg B THRIBORNEMIRT BE~FEE) 24 41
26, BRORMEOENE BE) RUOBMEMBORME OEMIAEE (BE) TT
WCEBDIER RE) 2 1 ISR bigh, BIROBIZILER 1 flick bz,
0.15 mg/kg BER USKTRECEE IO b hr o7,

14 A B EEICBWT, 0.75 mgkg B CHEIBROBAEMET EE~FEE) ROF
gD B BEE R E O RAME OBE (T BRE~RE) 23 4 526, BiRORME DR (8
BE) ROBRESREANORME OBMRER BE) 23 6, FROERR 8&E) 251
BB LN T2IEh, BIROBERILES 1 fllcHbiviz, 0.15 mgkg B TIE, MEEORE
ABIMET BRE) 21 IR bivie, SHREETIE, FFRORBMAFMRREEFED 1 4
AR bIT,

28 ARIHBERICRBV T, 0.75 mgkg B CTERBORME OEE BE~PEE) | KH
BREORMEOIEE BE~EE) | REERTORMEOZER (FEE) | ki
BREMORMEDEL (TEE) . HENFORMEOHE BRE~TEE) BS5Hle
B, Bl KR O RME O BEMIREE BE~PEE) K& 446, BROBEN
EORMEDHIER (BRE) ROMENT ORME OBEHREL BE~FEE) K&
3 PNCERD bz, EMERR T, BHOBEER EE~EE) ROMEBEOHIIEDRK
T (8E) 25 6Ef, MROSERE EE~FEE) N34, KEY o EHoER (&
) | BBREEY U EOERE (RE) KOO 5 o3& 2 flicB bivl, HksE
R, FERBORBMEEREE BRE) 24, FTIEBOMESRE &E) kU
ERSDOREZER (BE) B& 1RO L, ZOMORE - B TIX. BEOERHE
(BREE) A 26, ILIROFEHE (BRE) 23 HICRO biv, WEMALTHILA 3 41, A
BN 1 FicABN, 0.15 mgkg BETIX, BIROKEERMORMEDEE (I8
EE) 2140, BigEosAMEmRT EREE) B2 b, XHBE TR, g/
WEEE R O EEALO B A& 1 FlIIC R b,
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18. & £

WRWEISHESREREETHY ., b N TIHMEER, BEERUREBELS|IZEZ 52
ERFBNTWVWD (EHE, 2009) , ARBRTIZ, BRICHT2EELZHEEERRD LN
1Eh, BRI~ OBERERA LI,

BIICRT BB E LT, 075 mykg BT 28 HEREHICER, BARCEEERTO
T, ESRUHENERORBEERNA LN, FREEBFOREICB VO TIE, 7 BHRE
B> b RIRE OEME R O BESE S o JRARE O BAHIRASESE, 14 B RIHR5% 0 5 REHEFmO
RHE DEA, 28 AR 5141 BB RN O R DR R ORI, BEENE O RIS D
HAIREEE, BARUOBERBTED bil, #EEHOEMIIAENERERORETHED LF
W NTREEIROTERB A b, MKAELFEHREICBNTYH, 14 BE#EE%M S BUN
DEE, 28 BARERIZ VT F=r ORERZ LI, BEERFRI I, 28 BFR&RS
BICHA DN RELIY, BENLOHEMIZEAbDEHE L, 2B, 14 BEEREEID
AST OFEME, 28 BEZREZICTV VAT T—E, BRaLATa—VRRT LTIV OF
B, »GTP. FVZ7 U EY FRUKRE YL DOEEERR S LIIFESEEDORENELIT
2, BEZEIC X EEIER LIEEBHESE 20D TH Y, FFHEEDORE TIXRW & kT
L7z, MRFERIREICEVT, 0.75 mgkg BT 7 Xid 14 BREREHRICH DL RILEREL,
Hb RO'Ht OFEELFRKREZZ b, TR VARCY Y U AOKME, RFFEOKED
BEEICLVERENT VAPENEZZ EERRTHLDEE LT, Eiz, MEEHNREIC
BT 0.75 mg/kg BT 7 BEREE D b A DR BRFR MRS LR OKE, 28 B B EHZIT
bt MCV RO MCH OfEfEIZX, BEFICLY =) AR R=F UV EENMET LT~ES
o UERAMET L, ROLEROEEBIH ShizZ 2 RTELEB XN GFED,
2013) 28, MIREMEIZX V., RS H OFER S & BT3B (LR H 520>
To LR LT, 0.15 mgkg BEIZRB W TS, 28 HHIREGRICBIROK BRI ORME OFA
BERDLNIZZ LD, FHEOEERELTVWA LD LHELE, 2B, BRETOEESE
PLILEALRABE (S;) BEMBE ShTWwad (AR, 2009) 3, ARBRIZBWTIIRENIR
FICH LD LN, B ERETHZ LIXTE Rhol,

BMB~OFEL LT, BRFRLIERESEROBEMITIMZ T, 0.75 mgkg BT 1 H&RE-%H
bIEROBESMERET., 7 BEREE» O FHOERR, 14 HEREZIC /MR DIEE,
14 BRE#5-%5 b RO R OEx EEOKMEIEMEMER., 28 A M 5% mERkE
DIEME, BBROMER R UMM EEDKME, REY 38, BHEY v E R OHROZERE
DO BN, HROEIHEERTH D Z b, HEIEEENEV IEMER TOMES 254
<IHlEN=LEx T, £, BEHHEOKBIZEBIIER/ICME o722 LI/, U 38k
BB LIZZ EbEFOUE DL LTEX BN, 0.15 mgkg BT W TS 14 BERE®ZH
b EROBESMEMIRT, 28 BMIRERZICH BB OEREN A bz,

HILBRR~OFEL LT, 0.75 mgkg BT 28 AMRERIC+ZHRIB R OEB OHEZER
DH BN, HRASEHOMAENC L BB EE X T2, 728, 28 HEBRER I+ B ORBIERS
JESEFEN A DTN, RBEOHRETHD Z L OWBRMEOEMEEITHEI A FL ALK
BEEEXT,

0.75 mg/kg B TREHHEFICH biv/ B REB R TOHEEE TEOER., BREHEDK
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. FERCEEEOEE, 28 BRRSRICA N EREOEEKE,. BEOEN, Lk
DEMIL. FICBRA~OBHEEEE KB LICELE BT,

B 5L I A B SR TRIC A b e 2 OO B ix, ARKEEDRVWEEH TH
AL ITEETAERED LRV L, UIEBRBERE L LTHRASNDETAT
HHILEND, HRNERS LIIBEECRVWELEE X T,

PLED LB Y, ARBRCIIERWEREC L BE~OEELREEPENIBD Oh, &
B2 IB~ D EEREN QN BIETER R ORLE~D TR EE L H DI, £ OMOE
(VR%, WRER, O - IER, EEER BER. § - BERA~OESNEZEIIRHIN
Fednote, BB, ARBRICEIT L TER L-EERORSIC L 5ER REBRES B10-0114)
k. BERAERARRO S ETh5 0.75 R1N3.75 mgkg/day ICRE LTz L 25, ARERL
FREOEENBRE S h, ERRERLERKEICREFEOBWVICL 2 ZRITRD bIR»2
776

19. & 3CER

$h R, BEREE (2013)6.14 B I [EREEMWREY] (BHEA, BRREGRE) , LE
Fl, B, p. 273-288.

EREE—B (2009)5.1 EES In Fbxvanv—) (AR MFVanP—228EE
) , BEEE, B, p. 83-115.
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B15-0006

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

Sex Signs Administration period

mg/kg/day 0 0.15 0.75

Male ss ss ss
179 17 17

No abnormalities detected 17 17 13
Loss of hair (chest to abdomen) 1
Decreased stool volume 4
Decreased spontaneous locomotion . 4
Subnormal temperature 2
Staining lower abdomen 4
Paleness 1
Decreased respiratory rate 1
Incomplete eyelid opening 1
Unkempt hair 2
Piloerection ‘ 1

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

-29.



B15-0006

Table 2 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of detailed clinical observations (scoring scale for detailed clinical observations)
Removal from cage Ease of removal -2 No reaction
-4 Very easy
0  Easy (slight resistance)
+1  Difficult
+2  Very difficult
Vocallzation 0  None
+1  Vocalization during handiing
+2  Continuous vocalization
Handling obsevations ~ Muscle tone -1 Decreased
0  Normal
+1  Increased
Subnormal temperature - Absent
+  Present
Piloerection - Absent
+ Present
Staining hair - Absent
+ Present
Unkempt hair - Absent
+  Present
Paleness - Absent
+ Present
Reddening -~ Absent
+ Present
Cyanosis - Absent
+ Present
Lacrimation - Absent
+ Present
Exophthalmos - Absent
+  Present
Puplliary size -1 Miosls
0  Narmal
+1  Mydriasis
Salivation -~ Absent
+  Present
Secretion - Absent
+  Present
Observation in arena Posture 0  Normal
+1  Crouching position or hunchback position
+2  Prone posltion or lateral position
Motor activity -2  Signlificantly decreased
-1 Decreased
0  Normal
+1  Increased
+2  Significantly increased
Respiration 0  Normal
+1  Slightly Insufficiency
+2  Moderately insufficiency
+3  Severely insufficiency
Lid closure - - Absent
+  Present
Gait - Normal .
S  Staggering gait
T  Tiptoe galt
P Shuffling (paralytic) gait
GD  Gait disturbance
Tremor/twitch/convulsion 0  None
+1  Tremor
+2  Twitch or convulsion .
+3  Systematic tonic convulsion (oplsthotonus or episthotonus etc,)
Stereotypic behavior - None
C Circling
G  Grooming
. 8  Sniffing
H  Head bobbing
Abnormal behavior - None
S  Self-biting
B  Backing
C  Circling
R Rolling
W Wirithing
V  Vocalization
ST  Straub tall
T

Tail lashing behavior
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Table 2-1 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of detalled clinical observations

Male
Predosing Dosing week 1
Dose (mg/kg/day) 0 0.15 0.75 0 0.15 0.75
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
e I T T S S
Removal removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 2 4 4 3 5
Vocalization +1 0 3 1 1 2 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 3 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
Piloerection + 0 0 0 0 0 0
- 5 5 5 5 5 5
Staining halr - 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
Handiing - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
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 3 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 o] 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 ]
-1 0 0 0 0 0 0
Motor activity 0 4 5 5 4 5 5
+1 1 0 0 1 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
. +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Galt T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation D 0 0 0 0 0 g
0 5 5 5 5 5 5
inarena  Tremor/
+1 0 0 0 0 0 0
twitch/
convulsion 2 0 0 ¢ ¢ 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
s S5 S . S p 5}
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
. B 0 0 0 0 0 0
Abnormal c 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
w 0 0 0 0 0 0
v 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.8:08 0405 0.4+0.9 18186 0.8 +0.8 0.B%1.1
Urination ® 46+54 1.2+1.3 1.2+1.8 3251 3.0+5.2 22118

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

Male
Dosing week 2 Dosing week 3
Dose (mg/kg/day) 0 0.15 0.76 0 0.15 0,75
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
Easeot g 5 5 5 5 5
Removal oMoVl 1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 5 5 5 4 4
Vocallzation  +1 0 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
Piloerection N 0 0 0 0 0 0
- 5 5 5 5 5 5
Staining hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 o 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 [3 5 5 5 5
Exophthaimos + 0 0 0 0 0 0
-1 o] 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
Secretion + 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 o] 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 1 0 0 0 0
Motor activity 0 5 4 5 5 5 5
+1 0 0 0 o} 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 [3
. +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 o] 0
P 0 0 0 0 0 0
. GD 0 0 0 0 0 0
Observation 0 5 3 3 5 5 5
inarena  Tremor/ 1 0 0 0 0 0 0
twitoh/ 2 0 0 0 0 0 0
convulsion
+3 0 0 0 0 0 0
- . 5 5 5 5 5 5
Stereotypic c 0 0 ¢ 0 0 0
behavior G 0 0 0 0 0 0
S 0 0 0 0 o] 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 0 0
\ 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 120.8 0.8x11 0.6+0.8 1.020.7 08:08 0.0:00*
Urination * 4257 1014 0.2+04 46 +£3.8 1.0+1.0 2.0+18

a): (count/min, meant8.D.)

*: significantly different from vehicle control at p<0.05
= . significantly different from vehicle control at p<0.01
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B15-0006

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

Male
Dosing week 4
Daose (mg/kg/day) 0 0.15 0.75
Number of animals 5 5 5
2 0 0 0
Ease of - 0 0 0
removal 0 5 & 5
Removal +1 0 0 o]
from cage +2 0 0 0
0 5 4 5
Vocalization  +1 0 1 0
+2 0 0 0
-1 0 0 0
Muscletone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 3
femperature  + 0 0 2
Piicerection  ° & 8 5
+ 0 0 0
Staining hair ] : g :
Unkempt hair ;_ g g g
- 5 5 5
Paleness + 0 0 0
Handling . - 5 5 5
observation Reddening + 0 0 0
Cyanosis + (5) g g
Lacrimation ;_ g g g
Exophthalmos | H : g
-1 0 4] 0
Pupillary size 0 5 5 5
+1 0 0 0
Salivation ; g g g
Secretion ; g g g
0 5 5 5
Posture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 o} 0
Motor activity 0 5 3 5
+1 0 2 0
+2 0 0 0
0 5 5 5
A +1 0 0 s}
Respiration 2 0 0 0
+3 0 0 D
Lid closwre g g g
- 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
Observation GOD g g g
inarena  Tremor/ 1 0 0 0
twitch/ 2 0 0 0
convulsion +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 0 0 0
Abnormal g g g g
behavior W 0 0 0
\' 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.6 +1.3 0.0 £0.0 0.4 +0.8
Urination 0613 0.0£0.0 0.0 £0.0

a): (count/min, meanS.D.)
* . significantly different from vehicle control at p<0.05
= . significantly different from vehicle control at p<0.01 -33-
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Table 3 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of functional observations

Male
Dosing week 4
Dose (mg/kg/day) 0 0.1 0.75
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 5 5
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupillary reflex 5 5 5
- 0 0 0
+
Air righting reflex 5 S 5
- 0 0 0
Forelimb
Grip strength ?re fm (9@ 276 £120 380 £62 325 76
Hindlimb (g) 491 +53 577 £ 56 470 £63
0-10 (min) 176 £119 197 £31 90 + 34
10-20 (min) 143 £ 55 154 +72 5322 *
.. 20-30 (min) 87 £55 71 £47 27 17
Motor activity .
[interval] 30-4Q (min) 62 +47 28 £20 16 £17
40-50 (min) 3337 21 +31 13 £16
50-60 (min) 27 +28 28 + 36 1+3
Total 529 261 500 £ 146 198 £37 *

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

"Pupillary reflex" and "Air righting refiex"; +: normal, -: abnormal reaction

"Grip strength” and "Motor activity": mean£S.D.

* . significantly different from vehicle control at p<0.05

** gignificantly different from vehicle control at p<0.01
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Table 4 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of body weights (g) : Male
Dose
o] 0.15 0.75
(mg/kg/day)
Administration 1 135.63 135.89 134.85
period (day) +5.85 (17) +4.88 (17) 16,38 (17)
3 152.84 161.13 145,87 *
16.76 (13) +5.71 (13) 16,36 (13)
7 188.17 182.81 167.85 **
£10.35 (18) 48.21 (13) £11.11 (18)
14 248,22 234,87 208.10 ™
$14.93 (9) +16.11 (8) £13.19 (8)
21 287.24 284.02 229.66 **
+24.12 (5) +21.22 (5) +17.62 (5)
28 341.30 323.20 224,04 **
1+26.67 (5) +28.52 (5) +31.16 (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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Tabie 5 Twenty-eight-day repeated-dose intravenous toxicity study in rats B15-0006
Summary of food consumption (_g/rat/day) : male
Sex Dose
(mg/kg/day) 0 0.15 0.75
Administration 1 19.73 19.26 19.57
period (day) ’ ) '
+ 1.53 (13) + 1,35 (13) + 1.34 (13)
3 21.46 19.88 * 18.50 **
£ 1.78 (13) + 1.46 (13) + 1.62 (13)
7 23.08 21.74 18.73 **
+ 2,05 (13) + 2,00 (13) + 1.99 (13)
14 24.66 22.53 10.01 **
t 1.91 (9) t 2.24 (9) + 1.90 (9)
21 24.25 22.65 16.27 **
+ 2,36 (5) + 1.83 (5) + 2.38 (5)
28 24.93 23.16 11,34 **
t 223 (5) + 208 (5) t 349 (5)

Values are shown as Mean % S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-1 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of urinalyses:Male
ltems Dose Twenty-eight-day treatment
(ma/kg/day) 0 0.15 0.75
9.2 8.4 12.0
Urine volumsa (mb) 34 () 1.9 (5) 4.1 (5)
. 908.4 914.4 439.0 *
U mOsm/L.
osm (mOsmiL) £354.1 (5) £110.8 (5) 1127 (5)

Values are shown as Mean = S.D..

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

* Significantly different from vehicle control at P<0.01.
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Table 8-2 Twenty-eight-day repeated-dose intravenous toxicity study in rats B16-0006
Summary of urinalyses: Male )

Group Twenty-elght-day freatment

Dose (mp/kg/day) [ 0,16 0.75
tems No. of animals 5 5 5
Color

SY 1 3

Y 4 2
Turbldity

Clear 4 4

Cloudy
pH

6.5 5 4 5

7.0 0 1 0
Protein

- 0

4

1+
Glucose

- 5 5 5
Ketones

- 0 0 5

+ 1 0

1+ 1 4 0
Occult blood

- 5 4 2

1+ 0 1

3+ 0 0 2

Color: SY: Slightiy yellow,Y: Yellow.
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Table 6-3 Twenty-eight-day repeated-dose Intravenous toxicity study in rats B15-0008
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 0.16 0.75
ltems No. of animals 5 5 5
Urinaly sediment
Red blood cells ®

0 5 5 5
White blood cells ®

0 5 5 5
Eplithelial cells

0 4 2

1-5 0 1 3
Casts

0 5 5 5
Crystals ©

- 5

+ 4 3 0

1+ 1 0 0

®; Number of cells/10views(x400),
5 Number of casts/18x18 mm?,
9:incidence of crystals/18x18 mm®,
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Twenty-eight-day repeated-dose intravenous toxicity study in rats

B15-0006

Table 7-1
Summary of hematological examinations:Male
- Dose One-day treatment
(mg/kg/day) 0 0.18 0.75

RBC (x10%4L) oy @ hoogs @ ey (@)
Hb (g/dL) s @ e @ f24
Ht (%) iﬂﬁi @ :::gf 4 :::gg (4)
MoV (L) Z‘iﬂ’ @ Qa?g @) 2323 @)
MCH (Pg) 2323 4) Zéj'éﬁ (4 ig:;? “)
MCHC (g/dL) :(9)::: ) 282(1) 4 :g:ég (4)
Platelet (x10%/pL) l??ﬁ: @ lg::;: @ 12332 @
Reticulo (%) e @ ran @ 1050 @
WBC (x10%uL) jggg e Zgzg (4) iggg 4)
Differentiation of leukocyte

Neutro (%) l:;g (@ tgﬁ (4) ig:g (4)

Lymph (%) :gﬁ: () :ggg 4) :gii @

Eosino (%) ;.’113 @ 028 @ Iy @

Baso (%) o2t w03 @ 019

Mone (%) ;:3 @) tiﬁ 4 tg:gg (4)

Luc (%) tégg ) :!::)'2/'? (4) *‘132’:; @

Vaiues 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 intravenous toxiclty study in rats
Summary of hematological examinations:Male
Dose Seven-day treatment
Iitems
(mg/kg/day) 0 0.15 0.75
707.8 7255 740.0 *
4
RBC (x10°/L) £7.0 (4) 6.7 (4) 22,0 (4)
14.95 15.15 15.63
Hb (g/dL) £0.30 (4) £0.75 (4) £0.54 (4)
49.45 40,63 50,63
0,
Ht (%) £0.95 (4) £2.29 (4) £1.88 (4)
69.88 68.38 68.38
mcv ) £1.97 (4) £267 (4) 0.6 (4)
21.13 20.90 21.13
MCH (pg) £0.53 (4) £0.88 (4) 028 (4)
30.25 30.55 30.83
MCHC (g/dL) $0.39 (4) +0.48 (4) $0,22 (4)
121.43 12835 137.60
4
Platelet (x107/uL) £22.98 (4) £16.15 (4) £17.30 (4)
. 8.60 7.83 5,30 **
y _
Reticulo (%) $0.78 (4) +1,06 (4) 20,82 (4)
83.10 75.85 77.83
2
wBe (x107/uL) 25,53 (4) £12.47 (4) £19.49 (4)
Differentiation of leukocyte
19.35 10.63 * 12.13
0,
Neutro (%) £7.01 (4) 2,12 (4) +2.99 (4)
74.73 83.60 81.35
] .
Lymph (%) 16.70 (4) +2.30 (4) +4.79 (4)
0.68 0.53 0.45
0
Eosino (%) 015 (4) 0,13 (4) 0,10 (4)
0.90 0.78 1.10
0,
Baso (%) 0.18 (4) £0.13 (4) 1024 (4)
. 3.18 2.85 3.33
Mono (%) +0.85 (4) 076 (4) 0,87 (4)
LUG %) 1.13 1.63 1.70

$0.17 (4) +0.43 (4) $0.80 (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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B15-0006

Table 7-3 Twenty-eight-day repeated-dose intravenous toxicity study In rats
Summary of hematological examinations:Male

- Dose Fourteen-day treatment
({ma/kg/day) 0 0.15 0.75

RBC (x10%L) o @ Ry @ w5 *;4)
Hb (g/d) Tt 4 H @ 035 (0
H (%) iﬁii @ :igi @ 2323 *(4)
McV | () :;?(1) @ :i;g @) ifzg @
MCH (pg) iﬁ?g @ iﬁ;‘; @ igig @
MCHC (g/dL) 2823 (@) . :g:i @ 223;2 @
he  sme  sme
Reticulo (%) tggg (@) igzi @ :tggg *;4)
WBC (x10%pL) lg:::g (@) iz;:gg @ t:i:?? )
Differentlation of leukocyte

Neutro (%) l::i ) lfgg (4) ;::i @

Lymph %) o et @ 22 W

Eosino (%) ig:ﬁ () ig:?g “ ig::g @

Baso (%) tg:gf ) ig:gg ) igjgg @

Mono (%) igfg: @ iﬁﬁgg @ igg: (4)

Luc (%) cor0 @ w004 @ w024

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.

** Slgnificantly different from vehicle control at P<0.01.
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Table 7-4 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of hematological examinations:Male

- (mg[j:;: By x Twenty-ecif:\;-day treatment —
RBC (x10%uL) :3222 (5) Zgig (5) ;;Zﬁg (5
Hb (gfel) o 271 (8 285 )
Ht (%) g ®) 218 (5) Ar4a ®)
MCV (L) 2;:22 (5) :ig‘: (5) :ffg *;5)
MGH_ (pg) ig:;g ) igﬁi ®) lgg? '(5)
MCHC (g/dL) ZQZ? (5) :E;_; (5) iggg *(*5)
Platelet (x10%uL) lgggg (5) 11‘;?; (5) tgggf (5)
Reticulo (%) iggg (5) ig;g (5) igg; *(*5)
WBC (x10%L) l;::gg ®) t?::g? *(5) 22;? *("5)
Differentiation of leukocyte

Neutro (%) i:;; (5) 13:; (5) l::jg (6)

Lymph (%) I:;g (5) :gﬁg (5) Iggg (5

Eosino (%) tg?g (5) 1822 (5) 1823 (5)

Baso (%) i:)ig (5) tg?g (5) tggg (5)

Mono (%) t;:g: (5) :l:;gg (5) ig:g *(5)

Luc %) w042 & 2058 277 6
PT (sec) 1323 ) l;gg (5) g:gg ®)
APTT (sec) l?g?/ @ l??g ®) lg;i ®)

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 intravenous toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
Items
(mg/kg/day) 0 0.16 0.75
97.8 86.0 g7.8
AST (L) £13.4 (4) 5.6 (4) £12.9 (4)
31.3 28.5 31.5
ALT (ui) £7.1 (4) 1.3 (4) 16.6 (4)
982.5 1021.3 911.0
ALP (uiL) £275.5 (4) £177.9 (&) £104.8 (4)
11.08 11.03 11.10
L.

BUN (mgfdL) £2.82 (4) £1.39 (4) £1.17 (4)
- : 0.120 0.095 0.110
Creatinine (mg/dL) 0.023 (4) £0.010 (4) £0.008 (4)
. 0.075 0.073 0.070

a /dL
T-Bi (ma/dL) £0.024 (4) £0.015 (4) 0,008 (4)

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animal

* Significantly different from vehicle control at P<0.05.
* Significantly different from vehicle contro! at P<0.01.
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B156-0006

Table 8-2 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of blood chemical examinations:Male

- Dose Seven-day treatment
(mg/kglday) 0 0.15 0.75
CAST auny a7 @ =7 © 75
ALT (u) e s @ s @
ALP (IUL) tgggg 4 :{7)?:3 @) l?:ig )
BUN (mgfdL) l;;—s, ) lggg (4) l;::f (4)
Creatinine (mg/dL) *8833 (4 :l:g:::g (4) tg:cgi (4)
T-Bi (mg/dL) iﬁgfg @ tﬁiﬁ?ﬁ @ :g:gg: @

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose intravenous toxicity study In rats
Summary of biood chemical examinations:Male

ltems Dose Fourteen-day treatment
(mo/kg/day) 0 0.15 0.75

AST o et s @ s
ALT quL) s 28 s @
ALP (lun) jigﬁi ) £§§i§ @ 13322 O]
BUN (mg/dL) lggg ) l:):;: ) lggi *{4)
Creatinine (mg/dL) igigg () ig:)?g @) tggfl)g 4
T-BIl (mgfdL) ig:g;_g ) ig:gis: ) :tg:g?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 8-4 Twenty-eight-day repsated-dose intravenous toxicity study in rats
Summary of blood chemical examinations:Male
o Dose Twenty-eight-day treatment
(mg/kg/day) o 0.15 0.75

AST (uLL) jfﬁ'é ) o (5) tgg;g ®
ALT (UL il ) iy ) s (5)
ALP (L) st1e0 ) et 5) e (5)
ChE (urL) jg:g (5) jﬁ:g ®) ;gg:g *(5)
y-GTP au) 2034 (5 0z © o
T-Cho (mg/dL) ,§§j§ (5) ji:g (5) ligg *(*5)
16 (mg/dL) 2285 6 203 (8 512 <5$
BUN (mg/dL) l;g; (5) lﬁtzsg (5) jg;ﬁ *(5)
Creatinine (mgldL) 12:(13:2 (5) 18:(1322 (5) ;;:; *(*5)
T-Protein (g/dL) tg:gg (5) :tg:;g (5) tg::g G)
Albumin (g/dL) tggg (5) ti:gg (5 :tg:g; *(5)
A/G ratio 8] tgjgif (5) tg:?gg ) :822;8 ®)
Glucose (mgldL) lg:: (5) li:? (5) lggg (5
T-Bil (mg/dL) :tg:g:g () 1818':'3 ®) ig:g: (5)
TBA (umol/L) iljii (5) égfg *(5) Sgg ()
P (mg/dL) 11 :32 (5), l;::g (5) l;:‘?g (5)
ca (mgleL) e ® an ® 278 ©
Na (mEq/L) 1:?:: ®) 1:?:: ®) 1:;:; *(3)
K (mEq/L) i;::? ®) iglgg ®) jjﬁi ?3)
cl (MEqIL) 1:23? (5) 1:::2; 5) 2:::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 control at P<0.01.

-47-



B15-0006
Table 9-1 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of absolute organ weights:Male

It Dose One-day treatment
ems
(mg/kg/day) 0 0.15 0.75
L 4120 3.958 4.005
iver @ $0.231 (4) £0.200 (4) £0.201 (4)
ot © 0.590 0.580 0.585
9 $0.045 (4) £0.029 (4) £0.029 (4)
, 0.633 0.628 0.643
Kidney(R) @ £0.028 (4) £0.021 (4) £0.054 (4)
0.620 0.585 0.620
Kidney(L) @ © 40,029 (4) 0,040 (4) 0.048 (4)
Kid © 1.253 1.213 1.263
laneys g £0.057 (4) +0.057 (4) $0.007 (4)
L 0.610 0.603 0.618
Testis(R) @ +0.086 (4) +0.062 (4) 0,053 (4)
. 0.600 0.598 0.618
Testis(L) @ £0.078 (4) +0.043 (4) $0.021 (4)
Testos © 1210 1.200 1.235
8 +0.161 (4) £0.102 (4) £0.068 (4)
- 0.070 0.073 0.075
Epididymis(R) ) 0.008 (4) +0.010 (4) +0.026 (4)
. 0.073 0.070 0.073
Epididymis(L) @ £0.010 (4) £0.014 (4) £0.005 (4)
0.143 0.143 0.148
Epididymides © £0.013 (4) +0.022 (4) +0.028 (4)
0.083 0.070 0.083
Ventral prostate () £0.010 (4) 0,024 (4) £0.040 (4)
Dorsolateral @ 0.048 0.043 0.048
prostate g £0.010 (4) £0.015 (4) £0.010 (4)
Brain © 1.750 1.733 1,708
g 0,057 (4) +0.046 (4) +0.039 (4)
Sojeen © 0.378 0.368 0.373
P 9 £0.056 (4) 0.039 (4) £0.032 (4)
s mg) 358.80 477.58 373.00
Y g 64,01 (4) +86.16 (4) $02.32 (4)
420 4.95 5.03
Pituitary gland (mg) £1.10 (4) 017 (4) $0.59 (4)
, 9.35 10.40 8.28
Thyroid (mg) +1.20 (4) +1.95 (4) +1.07 (@)
25.88 26.38 26.35
Adrenals (mg) £2.45 (4) £3.75 (4) 1273 (4)
. 115.68 114.80 114.18
Final body weight  (9) 5,64 (4) +4.42 (4) +5.83 (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 control at P<0.01.
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Table 9-2 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of absolute organ weights:Male

ltem Dose Seven-day treatment
ems
(mg/kg/day) 0 0.15 0.75
N 5.698 5.408 4,665 **
iver @ £0.261 (4) £0.168 (4) £0.237 (4)
Hoart © 0.755 0.735 0.653 *
9 £0.070 (4) 0.060 (4) £0.015 (4)
. 0.810 0.780 0.715
Kidney(R) @ +0.059 (4) +0.059 (4) £0.041 (4)
0.795 0.788 0.705
Kidney(L) @ £0.031 (4) 0.085 (4) £0.030 (4)
Kidnevs @ 1,605 1.568 1.420
aney g +0.088 (4) $0.144 (4) +0.067 (4)
0.790 0.880 0.933
Testis®) @ +0.075 (4) +0.090 (4) +0.094 (4)
_ 0.798 0.885 0.943
Testis(L) ) £0.070 (4) £0.085 (4) £0.107 (4)
Testes @ 1.588 1.765 1.875
g $0.142 (4) +0.175 (4) +0.200 (4)
B 0.113 0.108 0.103
Epididymis(R) © £0.017 (4) £0.015 (4) £0.010 (4)
B 0.103 0.100 0.108
Epididymis(L) @ £0.017 (4) 0.008 (4) $0.013 (4)
o 0.215 0.208 0.210
Epididymides @ $0.034 (4) £0.022 (4) 0.022 (4)
0.105 0.098 0.098
Ventral prostate  (g) £0.024 (4) £0.005 (4) $0.015 (4)
Dorsolateral @ 0.063 0.050 0.063
prostate g £0.017 (4) +0.008 (4) $0.013 (4)
Srain © 1.835 1.793 1.825
9 0.108 (4) 0,047 (4) +0.080 (4)
Soleen @ 0.433 0.403 0.328 *
P g 0.056 (4) 0,036 (4) +0.053 (4)
. 411.80 537.43 318,35
Thymus (ma) £92.90 (4) £104.11 (4) +38.27 (4)
- 6.45 6.38 5.78
Pituitary gland (mg) £0.51 (4) $0.41 (4) 049 (4)
. 12.63 13.55 12.08
Thyroid (mg) +1.73 (4) +0.77 (4) +1.24 (4)
34.80 36.78 27.10 **
Adrenals (mg) £2.38 (4) £2.40 (4) £1.26 (4)
. 162.20 154.90 139.68 **
Final body weight  (q) 6.69 (4) +6.75 (4) 8,38 (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 contro! at P<0.05.

* Significantly different from vehicle control at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of absolute organ weights:Male

ttems Dose Fourteen-day treatment
e
(mg/kg/day) 0 0.15 0.76
} 7.823 7.260 6.290 **
ver @ £0.282 (4) £0.780 (4) £0.520 (4)
o © 1.060 0.905 0.813 *
g +0.054 (4) +0.008 (4) £0.119 (4)
1.073 0.930 * 0.863 **
Kidney(R) @ £0.043 (4) £0.037 (4) £0.110 (4)
. 1,005 0.933 0.845 *
Kidney(L) © £0.048 (4) 0,066 (4) £0.009 . (4)
Kidnove © 2,078 1.863 1.708 =
¥ g £0.075 (4) £0.102 (4) +0.207 (4)
, 1473 1.168 1.130
Testis(R) © £0.104 (4) £0.060 (4) 10,074 (4)
. 1.185 1115 1.128
Testis(L) @ £0.120 (4) £0.044 (4) £0.090 (4)
restes © 2.328 2.283 2.258
9 £0.217 (4) 0.104 (4) $0.152 (4)
. 0.163 0.180 0.158
Epididymis(R) ) +0.026 (4) £0.022 (4) $0.024 (4)
o 0.150 0.170 0.148
Epididymis(L) @ £0.014 (4) £0.014 (4) £0.021 (4)
o 0.313 0.350 0.305
Epididymides © +0.033 (4) £0.029 (4) £0.044 (4)
Ventral prostate (@ 0.198 0.193 0.170
P 9 £0.040 (4) £0.045 (4) £0.023 (4)
Dorsolateral © 0.143 0.123 0.130
prostate 9 £0.010 (4) . £0.043 (4) £0.018 (4)
sl o 1.868 1.868 1.818
g £0.101 (4) +£0.082 (4) £0.032 (4)
Solean © 0.605 0.520 0.400 **
P g +0.026 (4) +0.001 (4) +0.066 (4)
hvmus o) 544.85 549.95 417.30
4 g +36.85 (4) £111.76 (4) +48.43 (4)
» 8.70 8.10 6.43 **
Pituitary gland (mg) £0.61 (4) 032 (4) £0.75 (4)
) 16.63 14.78 12.68 *
Thyroid mg) +1.16 (4) +1.63 (4) £1.53 (4)
38.03 37.50 38.58
Adrenals (mg). +1.98 (4) £2.70 (4) £6.49 (4)
. . 220.90 209.13 183.65 *
Final body weight — (g) £1.00 (4) +16.46 (4) +11.88 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analyss.
* Significantly different from vehicle control at P<0.08,

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

-50-



B15-0006

Table 9-4 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of absolute organ weights:Male
Dose Twenty-eight-day treatment
Items
(mg/kg/day) 0 0.15 0.75
L 0.838 9.078 7.836 *
Iver @ £1.078 (5) £0.947 (5) +1.003 ()
Hoat © 1.226 1.070 0.914 **
g £0.173 (5) £0.122 (5) $0.121 (5)
1.268 1.166 1.954
Kidney(R) @ £0.129 (5) £0.121 (5) £0.468 (5)
1.288 1.152 2.102
Kidney(L) @ £0.119 (5) £0.121 (5) 0.506 (5)
i ) 2,556 2.318 4.056
laneys @ +0.236 (5) $0.241 (5) +0.973 (5)
. 1.410 1.486 1.418
Testis(R) @ £0.103 (5) £0.107 (5) 10.227 (5)
1.432 1.460 1.396
Testis(L) @ £0.139 (5) £0.082 (5) £0.209 (5)
restos @ 2.842 2.946 2.814
g £0.238 (5) +0.183 (5) £0.434 (5)
, 0.344 0.346 0.266 **
Epididymis(R) ) £0.023 (5) £0.030 (5) £0.042 (5)
. 0.350 0.342 0.266 **
Epididymis(L) ©@ £0.016 (5) 40,038 (5) 0.051 (5)
. 0.694 0.688 0.532 *
Epididymides @ +0.034 (5) +0.066 (5) £0.092 ()
Ventral prostate () 0.364 0.360 0.242 *
niral pros g £0.062 (5) -  %0.068 (5) £0.080 (5)
Dorsolateral @ ) 0.350 0.258 * 0.192 *
prostate 9 $0.042 (5) +0.055 () £0.050 (5)
semnalveside (@) 0.986 0.832 0.394 *
em g £0.136 (5) 0,095 (5) £0.213 (5)
e © 2.000 1.938 1.848
. 10.078 (5) £0.046 (5) +0.156 (5)
Soleon @ 0.666 0.606 0.390 **
P g 0.078 (5) 0113 (5) 0,132 (5)
s ) 555.66 495.30 146.18 **
Y 9 +120.61 (5) £73.04 (5) +97.99 (5)
_ 10.80 10.40 6.24 *
Pituitary gland (mg) £1.89 (5) 144 (5) £0.18 (5)
18.60 15.26 14.80
Thyroid (mg) +3.62 (5) £1.46 (5) £2.55 (5)
54.46 48.34 4078 *
Adrenals (mg) +10.79 (5) 519 (5) +5.94 (5)
. . 311.36 295.66 204.00 **
Final body weight (@) +24.10 (5) +23.12 (5) 432,73 (5)

Values are shown as Mean x S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of relative organ weights:Male

e Dose One-day treatment

(mg/kg/day) 0 0.15 0.75
Liver (g/100g) st @ 10,050 4 r0.106 @
Heart (g/100g) iﬂjﬁl? @ iﬁjﬁ?ﬁ @ d—.g:g;‘i: @
Kidney(R) (g/100g) ig:g;g @ 18'.?):2 “@ | tggis 4
Kidney(L) (9/100g) igf)zg o) 18:3:13:13 @) :hgggg 4
Kidneys (g/100g) i:):ggg @) i:)ggg @ i:)::);]g 4
Testis(R) (a/100g) iﬁ:ﬁiﬁ @ igﬁgﬁfj- @ :tg:g;? @
Testis(L) (9/100g) iﬁjﬁlﬂm d:g:(s)ig (@) tg:(s)::; “
Testes (g/100g) 12,333 @ J,S‘;? @ :t:)ggz (4)
Epididymis(R) (g/100g) igg?g @ 13:36132 @ tgggg )
Epididymis(L) (9/100g) igjgﬁi “ 1223?2 @) 18:822 @
Epididymides {g/1009) ig::)?g @) ig::ég @ tg:z)gg (O]
Ventral prostate  (g/100g) ig:g;: @ ig:gg? @ igﬁgﬁ @
Dorsolateral 0.040 0.040 0.040
prostate (9/1009) £0.012 (4) £0.014 (4) 0,014 (4)
Brain (9/100g) i:):ggg @ :t;:g:?g ) d::):ggg @
Spleen (g/100g) :tg:gig @) ig:ggg ) ig:gig “)
Thymus (mg/100g) i;lgg @) i;g:gg @ isg?? @)
Pituitary gland (mg/100g) j:gi @ 13223 @ :I:g::g (4)
Thyroid (mg/100g) ig:g? @ :jgg 03} :t?)ig (4)
Adrenals (mg/100g) fji? @ iggg @ fjgg )
Final body weight  (g) 11::23 () 11:32 @ 112:33 (4)-

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-2 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of relative organ weights:Male

foms Dose Seven-day treatment
(mg/kg/day) 0 0.15 0.75

Liver (g/1009) iﬁﬁéi @ i(a):gg @) ig:?gi @)
Heart (/100g) iﬁjﬁii @ ig:g;g @) :tg:ggg @
Kidney(R) (g/100g) ig:ggg ) :tg:ggg @ ig:g;i @
Kidney(L) (g/100g) 1313?,3 @ 1-82252 @ :tg:ggg @
Kidneys (9/100g) igg?i 4 1(1)?)182 (4) :1:1081132 @
Testis(R) (9/1009) :tg:ggg @ :tg:g;g @ :tg:ggg *(4)
Testis(L) (@/100g) d:g:gig @) igf:;i @ ig:%g *(4)
Testes (g/100g) ig:g-?/g (4 1101:: (4) i:)ggg *(4)
Epididymis(R) (9/100g) igggg @) :hg:g;g (4) ig:ggg (4)
Epididymis(L) (g/100g) o @ 20006 @ 10010 @
Epididymides (9/100g) ig::)?:; @ ig::)?g (4) ig;?g» e
Ventral prostate (g/100g) ig:g??, @ igggg @ ig:g?g o)
gr%r:t(;ltaeteral (6/1000) ig:g?g @ - igtggg @ ig:g:(s) @
Brain (g/100g) ot @ s @ 1005 *(4)
Spleen {g/100g) ig:ggi ) igégi @ tggif (4)
Thymus (mg/100g) iiggg 4 ::gg: :4) zggg )]
Pitultary gland (mg/100g) ;3;22 (4) i‘;:;g (4) :tg::]lg (4)
Thyroid (mg/100g) i::?g @ igzg @) :tgsg O]
Adrenals (mg/100g) ﬂgg () i?;g () :1:1);3 (4)
Final body weight - (9) 122:23 4 12;:32 4 12&22 ;)

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 intravenous toxicity study in rats
Summary of relative organ weights:Maie

e Dose. Fourteen-day treatment
(mg/kg/day) 0 0.15 0.75
Liver (9/100g) ig?gg @) ig:;g @ igg?; (4)
Heart (g/1009) i @ 20020 @ 10,062 @
Kidney(R) (9/100g) ig:gfg @ :tg:g;i 4) ig:gg? (4)
Kidney(L) (9/100g) ig:gfg @ igﬁggf 4) :\‘:g:ggg 4)
Kidneys (/100g) iﬁiﬁg @ ‘ iﬁﬁﬁiﬂ’ @) i‘()):ggi )
Testis(R) (9/100g) iggig (4) iggsg 4) igglg “@
Testis(L) (g/100g) 13222 @ iglng @) ig:g;g @
Testes (a/100g) iz,j?f,g @) igiggg 4 igfnzg @)
Epididymis(R) (g/100g) e @ 10018 @ 00 @
Epididymis(L) (9/100g) igg?g @ d:ggig @) tgggg )
Epididymides (g/100g) ig;:g (4) 18(1322 ) :tgglfg 4
Ventral prostate (g/100g) :tgg?g @ iggi?, ) igg?g @
Brain (g/100g) iggﬁ @) tggg: @) ig(g)gg ‘(4)
Spleen (g/100g) tg(z):g @ 18?);? (4 iggg *(4)
Thymus (mg/100g) i:g;g @) igzgg @ igs? “4)
Pituitary gland (mg/100g) 12:23 @ iﬁgg @) 13232 @
Thyroid (mg/100g) :tg::i @ i:::)g @ ig:gg (@)
Adrenals (mg/100g) 1335’ @ lg:gi @) igfg @)
Final body weight  (g) 2333 o) 2(1]212 (4 lﬁgg :4)

Values are shown as Mean x 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 104 Twenty-eight-day repeated-dose intravenous toxicity study in rats

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

(mg/kg/day) 0 0.15 0.75

Liver (g100g) iﬁ::ff; 5) ig:?(s)g ®) iglggi ®)
Heart (971009) ig:gg: ®) ig:ggé ®) tg:ggf ®
Kidney(R) (9/100g) ig:g?g (5) ig:?)gg () igligg *(5)
Kidney(L) (9/100g) igg;‘gs (5) igzgg (5) :tg):ggg (5)
Kidneys (g/100g) ig:gig (5) ig:;ig (5) :ti'?’?g (5)
Testis(R) (g/1009) ig:gi: ®) ig:ggg ®) ig:ggg *(*5)
Testis(L) (g/100g) ig:gjg (5) 18322 (6) 18:23(1’ *(*5)
Testes (g/100g) ig:ﬁ;g (5) i:)ggg ®) :t:)?:g *(*5)
Epididymis(R) (g/100g) ig::,gg ®) igf)ég ®) ig:ggg *(*5)
Epididymis(L) (971009) igf)ﬁ ®) 1822)12 (55 igig?g ®
Epididymides (971009) :gfﬁg ®) ig:égi ®) 13%2‘1‘ *:5)
Ventral prostate (g/100g) ig::):? () ig‘.(‘l)fg (5 ig:glg (5)
Dorsolateral (a/100g) 0.114 0.086 * 0.096
prostate +0.011 (5) $0.021 (5) $0.015 (5)
Seminal vesicle (g/100g) igglg (5 igggg (5) 1-.8(1)22 TS)
Brain (g9/100g) iggﬁ (5) :tg(e)gg (5) :kgf.l.g *(*5)
Spleen (9/100g) 1831:2; (5) igzg: (5) :tg:)gg ()
Thymus (mg/100g) lig:?g ®) l?g::sg ®) ﬂ:g;:;g *(*5)
Pituitary gland (mg/100g) ig:j,g ®) iﬁﬁgg (5) ig:;: (5)
Thyroid (mg/100g) iggf (®) :tggg & igﬁg *(5)
Adrenals (mg/100g) zgg (5) :1323 (5) :izzggg 5)
Final body weight (@) :;1?2 ©) 322?2 (5) ig;:gg (5)

Values are shown as Mean + S.D..

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

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

Male
Findings 0 0.15 0.75 (mg/kg/day)
sS sS $S
42 4

No abnormalities detected 4

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

Male
Findings 0 0.15 0.75  (mol/kg/day)
SS ss ss
49
No abnormalities detected 4
Kidney
Pelvic dilatation, unilateral 0 0 1

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

Male
Findings 0 0.15 0.75 (mg/kg/day)
sS ss SS
49
No abnormalities detected 4
Kidney
Pelvic dilatation, unilateral 0 0 1

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

Male
Findings 0 015 0.75 (mg/kg/day)
sS ss sS
5% 5 5
No abnormalities detected 5
Emaciation 0
Kidney
Discolorati_on of cortigo- 0 0 ’
[medullary junction, bilateral s
Enlargement, bilateral 4
Pale, bilateral 0 ) 0 ) — 4 ................
Seminal vesicle
Small 0 0 1
Axillar lymph node
Small, bilateral 0 0 1.
Thymus
Small 0 0 2
Adrenal
Dark reddish change, bilateral 0 0 1

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

Male
Findings Grade 0 0.15 0.75 (mg/kg/day)
SS SS SS
49 4 4
Liver
No abnormalities detected 44" — 414
Kidney
No abnormalities detected 4/4 _— 4/4.
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected - 4/4 — 4/4
Dorsolateral prostate
No abnormalities detected ... A e S,
Cellular infiltration, lymphocyte + 0/4 — 1/4
Bone marrow
No abnormalities detected 4/4 — 4/4
Spleen
No abnormalities detected a4 WA YA
?:g:;zzzms, extramedullary, N 0/4 /4 1/4
Thymus
No abnormalities detected 4/4 — 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: slight.
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Table 12-2 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings Grade 0 0.15 0.75 (mg/kg/day)
ss SS SS
4 4 4
Liver
No abnormalities detected 4/4°) -— 4/4
Kidney
No abnormalities detected a4 A 3 e
'Degeneration/Renal tubule + 0/4 o4 .
Dilatation/Pelvis "kt O 04 v
Single cell necrosis/Renal tubule/
Cor%co-medullary junction 04 0/4 114
Testis
No abnormalities detected 4/4 -— 4/4
Ventral prostate
No abnormalities detected 414 — 4/4
Dorsolateral prostate
No abnormalities detected 4/4 - 4/4
Bone marrow
No abnormalities detected ... o S . A A
Hypoplasia + 0/4 0/4 1/4
Spleen
No abnormalities detected . aa_ M O e,
Hematopoisis, extramedullary, Lt o4 o4 24
decreased 4+ 0/4 0/4 2/4
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 12-3 Twenty-eight-day repéated—dose intravenous toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 0.15 0.75 (mgl/kg/day)
SS sS ss
49 4 4

Liver
Noabnormalities detected . 342 M
Necrosis/Hepatocyte/Focal + 174 - 0/4

Kidney
No abnormalities detected 44 44 04
‘Degeneration/Renal tubule + 0/4 o g
Dilatation/Pelvis % o/ 04 T
‘Regeneration/Renal tubule/ 04 0/ A
[Cortico-medullary junction s o4 ... 0/ ... e S
Single cell necrosis/Renal tubule/
Corgtjico-mladullary 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 - 4/4

Bone marrow
No abnormalities defected va_ A YA
Hypoplasia + 0/4 04 1/4

Spleen
Noabnormalitiesdetected .. SO L AU, SO ROO
Hematopoisis, extramedullary, 04 14 24 -
decreased ++ 0/4 0/4 2/4

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

Male
Findings Grade 0 0.15 0.756 (mg/kg/day)
SS ss Ss
59 5 5
Trachea
No abnormalities detected 5/5°) — 515
Lung
No abnormalities detected 5/5 — 5/5
Submandibular gland
No abnormalities detected 5/5 — 5/5
Forestomach
No abnormalities detected 5/5 — 5/5
Glandular stomach
No abnormalities detected 5/5 - 5/5
Duodenum
No abnormalities detested . ..ooene.. 5 55 ... 3 e,
AtrophyMucosa P O s
Necrosis/Mucosa/Focal + 0/5 0/5 2/5
Jejunum
No abnormalities detected 5/5 5/5 5/5
lleum
Noabnormalies detected 55 .55 5
Atrophy/Mucosa + 0/5 os s T
Cecum
No abnormalities detected 5/5 — 5/5
Colon
No abnormalities detected 5/5 — 5/5
Rectum
No abnormalities detected 5/5 -— 5/5
Pancreas
No abnormalities detected 5/5 — 5/5
Liver
Noabnarmaiiesdetacted ... B8 e TSB!
Microgranuloma + 1/5 — o5
Heart
No abnormalities detected 5/5 — 5/5

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

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

-—: Not examined.
+; slight.
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Table 12-5 Twenty-eight-day repeated-dose intravenous toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 0.15 0.76  (mg/kg/day)
SS SS ss
52 5 5

Kidney
No abnormalities detected .. .5B7 45 O5 e,
Degeneration/Renal tubule S 008 AT 28 e,
.............................................. LS LLOs L B .
Dilatation/Renal tubule/ S — AR R LT
Cortico-meduliary junction . 5. 05 ....... 25 e
OO« SO OO S .-
Karyomegary/Renal tubule/
Corloo-medulay jurcton, A S
Karyomegary/Renal tubule/
Innrgr megu;}; * 0/5 0’5 3/5
Regeneration/Renal bule/ ¥ OB A o T
Cortico-medullary junction S T o5 ... 55 e
Regeneration/Renal tubule/ L . s k
Inner medulla ++ 0/5 0/5 2/5
‘Single cell necrosis/Renal tubule/ ¥ 0/ TG s T
(Cortico-medullary junction 4+ 055 o5 ... 25 e,
Single cell necrosis/Renal tubule/ ~ + o5 s 205
inner meduila ++ 0/5 0/5 115

Urinary bladder
No abnormalities detected 5/5 — 5/5

Testis
No abnormalities detected 5/5 - 5/5

Epididymis .
No abnormalities detected 5/5 — 5/5

Ventral prostate
No abnormalities detected 5/5 — 5/5

Dorsolateral prostate
No abnormalities detected 5/5 — 5/5

Coagulating gland
No abnormalities detected 5/5 5/5 5/5

Seminal vesicle ’
Nogbnormalities detested 85 &5 35
Atrophy ¥ o 0/5 25T

Spinal cord
No abnormalities detected 5/5 -— 5/5

Sciatic herve
No abnormalities detected 5/5 - 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 0.15 0.75  (mg/kg/day)
ss sS ss
52 5 5
Bone marrow
Noabnormalties detected &5 86 O5 oo
A S o5 ... S e,
Hypoplasia OO N
| +++ | 0/5 o5 s
Axillar lymph node
Nogbnormalities detected 55 55 )
Afrophy + 0/5 o5 205 o
Mesenteric lymph node
Noabnormalities detected 515 S B
Atrophy + 0/5 o5 25 )
Spleen
Nogbnormalities detected 55 5 O
. + 0/5 0/5 1/5
Congestion e e
A SO .. SNV os......... L1
?:;:;zzZBIS, extramedullary, + /5 2/5 5/5
Thymus
Noabnormaltiesdetected .. 5 B8 2
+ 0/5 0/5 2/5
Atrophy T T T g
Thyroid
No abnormalities detected 5/5 -~ 5/5
Parathyroid
No abnormalities detected 5/5 — 5/5
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
Noabnormalities detected 5 o S5 2
Atrophy + 0/5 /5 3/5 T
Administration site
Noabnormalies detected A5 e T
Celularinfilration 4 05 o B
Hemorrhage + 1/5 - 35 .

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

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

---: Not examined.
+: slight, ++; moderate, +++; severe.
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