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BEFREEMENT D7D O Phenolphthalein 7 v MIBIT 5 28 ARRER DB 5EEMER

& W —REEENMOEYE OSSR EEA S ET
R —ER
AL T345-0043 HERIBEHEEL T TEE 1600 it

& —BREEAEAMCEYER S B EEER
ATTEH T877-0061 KR4UBHEMAEFET3TH 822 FH#

. AEBREH

Phenolphthalein % 7 »v M2 28 BB B RERARES Lic & 1B 5 EROKEER O RE
DELEBET D Z LITX Y., Phenolphthalein OEMEZHA LN TAZLEERMET A, &
7o, BETFRAEHETOOORB2ERT 5,

. REBRE

UTORBRIEZSEITER LT,

a) [FHRIEVESITRIRBOFEICOWT) (Fk 23 £3 8 31 B, EL% 0331
557 %, PR 230329 RUFE 5 5, BRREFEE 110331009 5) ICED D HALEZ A
W5 28 BRRIORERSEERR]

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

. GLp £E%
wWHLR- T,

. BEE

LABORATORY ANIMAL SCIENCE (1987) by the American Association for Laboratory Animal
Science # 2B URBRIER A ER L7z [H AEEFBMERICE T 588 RO [~ vv
FEE] Q008 FY ULUET) DEBITH> TRBREIT 7,
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H 5B A . 201148 118 10H
1Bl 5% ##E R 20114 11H 11H
TH M5 EET R 20114 118 17R°
14 B % 512425 B 20114= 114 24R
28 H & 51485 A 20114 128 8H
BT H 20124 38 26H

9. RBREMLE

gL £ A (FrE RABRETH

10. HRERBIRE R UEH o
REBRELE % B oM ¥
EORE - LR UEEEHE, HBRYEROFR, &5, —#K
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RBEEE (ER). BEHREE (ER)., £7—F., TOMORE, EAROHBEYEIL
WAB IR ICRE T B,
REHMIEBRK TR I0FERM L T5. 28 RELHMTOWERDE DL EMEITHER L2V,
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138 &

Phenolphthalein DA FEH REER VBEFRBRICKIETEEIZOWVWTHRET 5 BT,
CWEBET A INHA RTAVEROECD T A MHA KT A v 407 #BEI1228 BREIRERD®K
B ERBR A M LT,

5 B#ERORED Crl:CD(SD)7 v MI 22— B2 8% X ¥ 72 Phenolphthalein %2 1. 7. 14 3UZ
28 Bl AEGIRO®RSE Lz, EAEIZ 0 (=— ) | 200 &1 1000 mg/kg/day & L. 1,
7RON4 BEBRERICHERHTAYT 74 MEICIZ 1 BEH 2D 48, 28 BREBRERITIT 1 B
b1z STLEFER U, #5HETIEEI oW T—REHE, FEHER CEEEE
BT BB B BRI T 1212 CO,/0, BAH A BRER T CILIE 2 528 U 7- 44253 L C ik,
FREFNRERVECTFRERAERT OO OREEREERK Lz, Mx T, 28 BEESEIC

DWTIE, BEHRFICGER 2 —RREEERUOHMERE 21TV, BKEBEROZFRICRE
BB L TRBEEZTo 7

200 B T} 1000 mg/kg BEIT 351\ T #5178 005 e | I B D (R AE A N AR E O M LI
ERAASNTZREAEL OBEEIIABE TR,

JREFRIRAE TIX, 200 XU 1000 mg/kg BT 1 EHREZICFFIBOMBITEEDOEME. 1000
mg/kg HT 7 BB ESRIUFROMNEEOHBERVERNA LN, 14 BAEHREHZIC
BEIIFRO Do Tz, 28 ABKEEH%ITIE 1000 mgkg BT Eﬁb“ﬂy%maxfig@mﬁ‘#
bz, MEABREIRE TV Th ORI LR EREICER LA IR0 b h
TR T,

—RIRRBEREE ., PR — IR, HEERE, RRE. MRFENHRER O MKRE(LER
BRECIEBRMERSICLIBEBIA N1,

PUEDrih, ARBEMAETITEV T, Phenolphthalein DI 512 L 2 EMEEIIZRD S
oI,
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141 #HBWE
a) AWE
& Phenolphthalein
CAS &%= 77-09-8
b) fETROr Y MEE
BhETT TS T 2
ay &S DCL2577
o) HEXE
BE=
0
0
O
HO
¥ CaoH 1404
PTE 318.32
d) s
B 99.8%

BB EIIME 100%E LTERY -7~
e) MEALZAGMER

SHKIEHRE B
= =1 # 262°C
EIRIZBIT A MR Hf, fEamiEiR

f) RESME
B L-RERSBICAN, #RMEREZEDOF v Xy MO TEREREE L,
REBEEOERE 18.7~21.2°C (FFE#H 10~30°C)
REBITROEIE FrExy b5, 20011410 A 24 ARV
2011 4210 A 26 H~20114E 10 A 27 H
FrEry M1, 2011410 B 24 H~2011 511 A 28 H
g) WEMEOR MR MRERETICBIT 2 EEHOHER
URBR SRR THEM L7z [Phenolphthalein DZZEME, WEBME IR OW —1E, ZEMER
REERAR] FEBEES X02-0249, JEGLP #5) 1BV THER LT,
R E DE—MIZ DV TUT RNITEIE N EERTR AT R OB LAY D 2~
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7 "V F =&~ —2R (Spectral Database for Organic Compounds: SDBS) 75 AFE L7 &
N7 MV ESEBBRICBWTEIE LT —F 28T LICk VR L. B 5
ERNZHIE L 72 RAARILA 7 M Lid SDBS O AFE LAY M ERIETH T,
Flo, RERBRAIIROREHRE TEORNRINASRT NAEFRETHZ L1 X Y,
RERGTICBIT 2EBRHEOLREN FHER Ui, S BAHT & el U TR 58I T
BDAXRT SIZELITRRD b o7c 2 L b R E IR EHE T EETh-
7o L HIEr LTz,
h) BV EOEE
WRMEOBROFIE RER B ~OBEMY NCR AL ST 570 FR <27,
BF. REDIRROVOBEKREZER L,
142 # (&
a) % ®
o—
b) BREH
WEMWEITKIIRE L DBEREHDZ b, a— HERAWERREZRI L,
T OFRER. WHRPMEIL 20 W% DBETa—VBICH—ICEB LT, T/, BRYER
TARER 7T BRI CEROEEDRERA LN oo Enh, a— Vil aEEE L

TER L7,
) BEwx, L —FEUOoy hEE
BUETT FATAT ALY
ZA N e==3z:
= V1P6999
d & &
RE ST REREE
HREIRE E$-]
143 fEFASMY

EREML LRI ESNEEY THY | —EERBRICA S, YRBHERITBNWT
bERT—FEHRERAE LTS CllCDSD)T v b (SPF) & HAF ¥ — /L + U _— A4
BRI —MBAFELRE,

4 BEDOHET v bESSIEAFL, 1 7—VH720 5 IEOEFE CTAR 6 B S TRE -
Bt z1To7z, SHI2, 5L 1 BRIOAT 8 BEETHIHL L, T _Tomic BEM
HONRMol o, BARBELEERES AV CHRERERLSHEETEST L, 51
PLZ e BRI U, B T RIS RRMA S CREBISAS THIL L, STz L v sbhr-
BTN LIRS LT, £, RANDORERGE Tk, —RER OB 2 R
1B EBE LT,

B3, B TRNIRE A v 2 L, BT RITEERS T TR L, o
—VNIE TN EMFT, Ty 7 ERREEERRLUTENFRER LT,

RERBEREOBIY) OEENL S B, REFRIT 137.1~1619g TH Y, 2HIDEERS
EOFIEEL0%DOEFANTH D Z & 2R LT,
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144 FRERE

BT, BE - BHLERT 2 S 02T ZE LT, IRE 21~25°C, MXHEE 40~
70%, BRREIE 10~15 BI/ESR, BEREYA 7L 12 BRI (7 BRAUT. 19 BRIEAT) ITRE
LEANY 77—V 27 AOREE (REMETITREE 1. REKTRIZEEE 1) CE
Ui, IREROMHEIHEE OEREIX, F1EH 22.5~23.3°C HT51.6~61.1% ThH > 7=,

T VN BRI A T VL ARGRER 7 — (W260xD380xH180 mm) | #5317 #%
XA T L ABEHER 7 — (W165xD300xH150 mm) % Lz,

B LA T B AR T R R O T RIS AR U B4 1T 120308 2 E O SEEE CR#; LTz,
EHIC, BMEEREENLHEFEICMET ARICORBR L, HER. r—VROT v
W, BRI LT, £, VT T4 M (1, 7 ROV 14 BERER) 2oV TILfE
FIZEICHHE T ABRICL T v 7 2T LT,

FFHIERER MF (7 v FES 110705 B0 110906, VU = X LEERT¥) &, &
BEKIE B BT EAREKITREARR COERREN 3~5 ppm & 725 X D ICREERET H
VUL (Ea—F v R) ZHRMULIKE, ZREhEBBEERSSE, SREUESHS
MixAd— b7 L—78E (121°C, 30 00) LiebozZznZhER LT,

FEHE, ET N DBADODNT — 2 2 AFE L, KERERETEEVERFEDE
B R OEEOIBE R ERE ] (1979) 22810, YRBHEHR CEDEEERNTHEZ &
RS Loy bEFEALE,

BRI OWTIE, EETEE D KEEEICRET 2485 (BEEFSBESE 1015)
W LK EREZE 2 EOHBETER L TRY , BMATIICAFE LZRERERERD
REMEEFRETICAFLERERERYE, AEASOEEEH-Z L TWAZ L 2R LE,

15. REBAIE
151 HBYEORERE
ERTERB L LT, URBMERT Phenolphthalein T v MZBiT 5 7 BEKERD
BEEERR] FRBRES P12-0093, FEGLP RBR) 2EMH Lz, AERERBR TlIoa—r
HMCHRE LR ERE . FBE3EO SEEO Crl:.CD(SDYH#E T » M2 0. 100, 300 K
1000 mg/kg/day DHET 7 BRIEE®RE Lic, B5HATII—BREFEEROEEREE
TV, REEE 1 BRICHREOBEEEIESTo, TORKE. 1000 mg/kg B THIE
DI EEOBER CERTRD bR, BERELTH 722 LA 5, 1000 mgkg/day
Z 28 HRIREHRES L THEECHTEOEELEEEEIIRFA L2V EHR L,
L7ch3 o> T, ARERTIL 1000 mg/kg/day @ A& S L, EHAEL LT 200 mgkg/day &
HE LT,
152 EEHERR
WBRMERESHELE LT 2 AEMERIT. SR Z R ET DA BRELZRE L
o, e, BESRBEROEHERC, 1 7RU14 AMRSEICRETAYT S 4 M
AT, LT, B BREEI I REE L SRE T 5.
V774 MEOEREHMFOBELORIET —#13, 28 BEEREHIIED TR HFK-o
7=
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—— BERE | BERE %&%@%g@z EULY/b

(mg/kg/day) | (mL/kg) | BEE(WN%) (B EE)

R (1 ERS) 0 5 0 4(1- 4
BARTER (7 BE#RS) 0 5 0 4(5- 8
BEARTER (14 BRE#%RE) 0 5 0 4(9 -12)
FERTTEE (28 HR#®RS) 0 5 0 5(13 - 17)
EAE (1 E&®S) 200 5 4.00 4 (18 - 21)
KHE (7 HE®RS) 200 5 4.00 4 (22 - 25)

| BAE (14 BE#&E) 200 5 4.00 4 (26 - 29)
B | (K& (28 BRE®RES) 200 5 4.00 5(30 - 34)
| BEE (1EERE) 1000 5 20.0 4 (35 - 38)
H | EHE (7 BEKRS) 1000 5 20.0 4 (39 - 42)
=RE (14 BEA®RE) 1000 5 20.0 4 (43 - 46)
EHE (28 HE&RE) 1000 5 20.0 5(47 - 51)

153 5K

a) WEHRYMERORERRE

R E L HER ASENTHRL, 2 —Vlz b ET oML TBB IS, 01k,
T—UEEMZATERL 200 W% DOHEBHERYRE Lz, &5I1T, 20.0 wv%DEEER
MER < T RTF v VA =T —THBLRNO—HMEERL. 2 — 2 M2 TER
L. 4.00 wv%DHEBEMER A L7z, BEIIEBRDEROZEMHEROEEND 9
~11 BREIC 1 BOEE T{To 7=,

PR LS BEEOHBRMERREOBREICE OV AEEITIY S R8I FNE/ ST
L. B EFRMEDRGE 710THAT (ERME 3~9°C, HFAEHE 1~10°C) THRE
L. FARE 11 BLWNICER Lz,

NG TRE LA REOHRBRDERR CERIL, &85 B ICREI U ERERZ 3T
BEHAORYH L, FHEEE TEERE TERLFRSICH V.,

b) BB OE—ER VL EE O

LRBAMEER CZEME L7z Phenolphthalein D& EME, HBRWER OB —., EEER D
RERSERRE) (UBRES X02-0249, JE GLP #BR) T. 20.0 KT 0200 wi%DHEER
WEBE DR OGETHRE COREM T BERES o~ N7 57 4 — (HPLC) %
VWTHERR LT,

=2 OV T, BRRERICEE LB ERO L, PROTEOHSRYEEE
DEENMRE (CV) B S%UUANTH o772 E 5, 20.0 KT 0.200 wivsDHEERYEIRIE
Y— LT L7,

TR OBIEREDIZHE RZ=

CV(%) = - - %100
= R REN TS &

-10 -
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BRYEIR OB — R R
RERE B E IR B (W/v%)
(WIv%) =] N T ) BERZ | CV(%)
20.0 20.6 20.8 20.5 20.6 0.15 0.7
0.200 0.216 0.212 0.203 0.210 0.007 3.2
FEMICOWTIE, AR 13 ARICHEE LR ERO R RO EIRED,
BE# OBIEREIZH L 100210% LN TH o722 Enb, 20.0 FTON0.200 wivye DR
VERITGFTRE T 2 BMEETH 5 Z &R S,
WD EROBFTRE COREMDOHEEER
S (i) FARE L %@Lsmﬁ of TR LB
I E R BE (wWivYe) | TP T TR TE I BE (wiv%) (%)
20.0 20.6 20.0 97.1
0.200 0.210 0.208 99.0

¢) WEIZAVOEBRMER DR EHR
FIENZ AR L 72 20.0 KT 4.00 wv% DB EIRIZ OV T, YRBR I TERE LR
B (RRBRES X02-0249) T, AEELOEBRYEREZHE L,
TRMERE < I X T v IV AZ—F—THBLRPL—HMEER L CorRE 2 #
"ML, HPLCZAVWTHERDEREZRE Lz, BIE LB ERENREEITH L
100£10% LA TH o 7o 7ed, BENCFRBRCEX 7 LHE L TREICH W,

PENC TR U R ER OB ERERRER

] REE
= % b 0
EREE (i) BIERE (who) HEEE C4)
20.0 194 97.0
4.00 3.99 99.8

154 & &
1. 7. 143328 BHffER 1[0, MEREO®RE LZ, B&E5iT 13:18~14:50 12{T-> 7,

BENIRT ST =T N (TE) FRO AT ZESE (FAw) 2RV, BlEL
TeRFTDEELEIZ, S mlkg TRE Lz, BBROERII~/XF v I 24 —F—TiEH
L7e A BIEREICER L,

155 —RRAEEIE

BEHMETIIER 3 B (RS0, BEEHZ~1 BEE%, B 2~6 BEEE) | £rE

r—ARIRRER B LT,
15.6 FEMBZ2—MIRRBELE

28 AFIRERICIOVWT, REMMANC 1| B, RE5FFEEILE | HOBE CTKRERDER
BRI, BERBROBEIHWICEHE REBNES) 28T, BHOTUEL
ATtk BEBRENHBITE RVRE (§%iE) TfTo7.

-11-
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TV BY | SV FEANTHL, B s —UMIER Y TS ToORM (Y
BT BEORIG LBEERUVERE) 2, 2a7 ) v 7 ETEM

S %%%&w%&@?wﬁ%\W%ﬁﬁﬁ(ﬁ%\%@Eh&@&%
I HAD [\ RERUHEORE (FE. BRERUT T —F¥) | BO&
HORR, IREREHROEARE) | RO OF 2 B2
% 90 cmx60 cm OELEA BT 1 HRLLE 5 5LUR) B X &8,
TU—=TARTO | FEE, Rk, STORE, IBREASE. RE - 85 - g8 ERT
TEhDOBIE ERUEBITE O BB

L EOFERE (E0H) RUBERESHR (ROT—1E) 281E

15.7 HEBERRE

28 HEA®EHIZOWT, 85 43HE (&E520HE) 21 H, KEDEE*RBRE LT,
FOSMER OB — R EEE L FHRICERBRENHB TERVIRETRE L,

BEATK 3 em (2R — AR OBEE ST A BERE L EOR

Ry e
B B |BELTEZELLZLEEORIGERTT Y v/ ETHEE
et | B B |TREAYI TR IR EEHAIZEATL & 2ORG2EE

LS |[R2FTE--%, BILICKE YL 2OREOEEX B
ZH M30em OFmINL, BWOERE LICUIRETEL Lz ED
ERRS | EERISORRZEBE

- BAA—FFGC2 (AT 4 R) #FV, AEEVCEROES % 2
ERIE L, FHECTHM

7 v MRESERIEER ACTIMO-10 (3057 /) AWV, &
H R EDHE DEENER 1 K (10 2B T 6 =) BIE L, F7ME (42.6 cmx26.5
cm DOFFHZ FERE S cm BB TRAE) 29 - /- EE T

15.8 (REHIE
2HNZONT, EFELRFE (FA MU TR) 2AV, TROBIZEEZEIE L,
- BT H
- BE5 1, 03,7, 14, 21 RU28 HE
- BRBREEOMEIE (FBED D OWHET. EAIREE
159 fEEHEHE
7. 14 RO 28 AMBREBICOWT, BFLELEXHE (P UmR) 280V, FROAE
WCEEBEEEBEIE LT,
- BT HORKREEE
- BE5 1,3, 7, 14, 21 RUN28 H B DEEHE
FE T, 14 RU21 BEICHERBEATHRIZEELZHEL, MhEOKEELREIE L,
BIELT-REELEZEENOFRERRTO | R EAEEEL R,
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15.10 JREEE

a) B IR
28 BRIEEGEIC OV T, #4528 B B ORI W 150xD 200xH 263 mm OB 5145~
—VICEYTINAL, BREFKEUHEERECTERETOMN 1S EIOEERZER L
77
by HBEEARVFGE
BRI L7 ERRE AVIREROE B 2 HIE Uiz, RILEITBEROER B2 RE L
TofE R, AR CTERYE OREICEE LA (LITRBd b ok, [RFERE
WZOWTIIRELZ Thleho T,

BH H RS 2R
& (Urine volume) AR U E—IZ L ARE —
‘@EE (Colof) . IR B
&Y (Turbidity)
pRiZZEE (Uosm) KRBT A
pH
ZEH (Protein) HRERHRIE
47 b A& (Ketones) FEBREIIXTTRAT 4 v 7 A (—HF | —
& (Glucose) v v R) EfER)
% (Occult blood)
RULVE (Urinary sediment) Sternheimer ZE £ B

fE A2 A BENEZELEST OM-6040 (7 —2 L 1)
B: R T AEMBEMEE BX41 (VU v 3X)
15.11 MEBE
a) B E OWERE
FRBEIOVWTIEKESEOR»LHEAE L. B H (A 16~20 BERI%) . CO,/0,
BETA (COx0,iREH=4:1) T TEHMKENRN DRED LBV L, BEREZ{E
L7z, V774 PEZOW T EOREHER T e by o 1=,

BREFE TERL Gk

EDTA-2K ¥RIEM N SB-41 (v hER G059, LA A v 7 R) TH
U 7= ik

SAABR=FT I ULZAKF (o vy hEE STP5940, FEHIER T %)
M #E | D32 w%KEERZ 100 pL @S0 L= 5 A RISERE T L 3= 0408
(3000 r.p.m.x10 mins) L T/~ 4

M {E | W7 AR CEIM LiE OB (3000 rp.m.x10 mins) L CE-IME




b) MiEFRIRE
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EnRUCnEZRKEOEEZBE L, 554 MEIO W 7e har ey
RERIROVERLS b u v RT T2 F VEROBIEIRTh R o1, 2. T_TOHE
BICOWTHRAE TE 2, M2 AW 7 BERERITER L hro 72,

H H RS BEs
FRiEREL (RBC) SR IR E ‘
~FEZ ¥ EEE (Hb) VT A RNEZBE VA
RBC x MCV
~< 7 Vv ME (H BT
FEFRMERAEFE (MCV) RERERE
Hb
FHFRMERAE 7 2 LB (MCH) ox10°
Hb 10° C
FEHFRMEATE 7 1 £ L EE (MCHC) RBCxMCY
/) RE (Platelet) R ERIE
HRIR MBS L= (Reticulo) RNA %61k
H I Ek#E (WBC) Za—%A A KN —E
BIERE 52 (Differentiation of leukocyte)
FHFER (Neutro) . Ul SEk (Lymph) .
#FERSK (Eosino) . JTHEEEHR (Baso) TR=VARA Bk
EEK (Mono) | RAEFEREERK (LUC)
7aha VR (PT) FEE AR
EECES e R T T XF R (APTT) HEE LR P

BRERS Clzizfem., DIITmnEEFER

EA#EE C RAMEEREERE ADVIA 120 (37— A > )
D: £ B8 MKEEFEREERE STA Compact (2= -

v 7 R)

- 14-
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o) MiRENMFRIRE
MEEZANVTHRROEBZBE LT, VT 74 PEEICOWTIET ARSEUBT I/
NV RT 25—, TI9=20TI) TV RT=25—F, PV IMET A AT 7 72—
B, REZER, JLT7F=VRURE VALV ZRRIE L, FOMOERITEIE LR >

77
B H ¥ ik HEr
TANRTX VBT I ) NIV AT =27 —F . ] i
UV {% JSCC 12 ¥{bxt i ik
(AST)
T7=VTI) b7 AT7=F—% (ALT) | UV 1 JSCC Bt iniE
TNVAVMET AT 75 —E (ALP) p-Nitrophenyl phosphate 15
2 Y X5 Z—+F (ChE) Butyrylthiocholine iodide &

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

FINFINETLYARNTFE—E (1GTP) | oo e v

#2327 a—1 (T-Cho) COD-ESPAS ¥ E
JK3EZEZ% (BUN) Urease * GIDH £

7 L7 F = (Creatinine) Creatininase * F-DAOS &

¥EH (T-Protein) Biuret ¥

77 2 (Albumin) Bromocresol green %=

v o Albumin
A/G A/G ratio T - Protein — Albumin B

m#E (Glucose) Hexokinase * G-6-PDH £
BeUarey (T-Bil) EERIE

FAEYTER (TBA) BV A7V E
Y > (IP) Fiske-Subbarow & |
v 5 (Ca) OCPC &

FrU A (Na) Crown-Ether [EE B E

HV U (K) Crown-Ether [RERE F
() MO fEVE

ER#EE E A(CFRDHOWERE 7170 % (B 28UYERT)
F: ERESHTEERE PVA-EX T (A&T)

15.12 JREREATRRE
a) ¥ &
FRBECOVWTRAREROEBOWTR bERMEZIC, B % KE IR 5 B
U CREFLEE, AR, B, KT, EEME fiE, BEEROEBREL ZONEICD
WTRIRMBE#1To 72,
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b) MR USHEEEENE

() V774 NEE

1. 7Kk 14 BE#EEEIZOWT,
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FIREFICRROSHE - B2 R LT,

» B - MRk
LR TR
D - MEFR DB
W R#E TR E liek
AFEdE % R, R LR JEREASIR, ERIZERLE
eSS B CRB, MR UEZST0)
=R HEE ORBRE) JEiE. MR
P53 IR TEE FRE (ERMEEED) | BIT

BERLEZZEEDY L, FFE.
AINZAR, BX. BEBR, MORR. TEEERUVEIF
‘{EZE L/‘f;fﬁ &\._

AR B ER

Dig, B, R, BRLE BEENLIE, HAE

EEERSUIRFRIZRET 20, B

BTRTE (PRI UR) TEEZHE L. BRE.
BREOER EEIERZR 2 ICBIE Lz, BIF

EEZE L OTRE Lz, EF

TR TREDO—H 28 0 TRE L7z, BRI ER/IMEEED TREN BB

Iz

10% FPEREm R A~ U LRICEE L.

BREADEZRENOLBELTE

EZRELL, £, BERICAELEELZEICETEELEH LT,

(b) 28 H & E5EE

FIREFICREDORE - REFEER L,
5 B BE - AR
R 55 R &, W
— TR, B. BB (+"EB»SER. A o REET) |
RiEsR Bl I
L - MR Lo
WA PR 7 R EheE, PERE
_ FEEL, RER LR, BEIERISLR. HRZERTSIIR,
R HE (EEREED) |
FRAE R B (KM, R OB EZETe) | T, LEHR
EMER R B (KIRE) . &Y )80, BHEEY 58, g,
fifa i
W6 R TEME, FRE (ER/MEEED) | B
R IRER
- BBER B (KRR . & (KERE)
KE - TRz | R

SE OB 10% T EE R L~ U VIREPEABICER L. B RUEIE 10%

HHEEE AL UIREEAL CRRIZEE LT,

%, WEBZKERELE,
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EERLEBFED O b, g DR, B, BE. BE LA BIER, B
AISCAR, M. MM, MEER. iR, TEAERURIBIXEERIIAFRICEET 5/
W BRBIIEERICRE LERICETFRE (P ) UR) TEEZBELE,
B ERERORE LEEREEZR 2 ICHE LT BIBEEAEZ E L O TRE LT,
BRIZERNIBRIIREO—H 25D THE Lz, BERITEERE S (RHAEHSERT
fedk LCERIRL, EELZEFE Lz, FRBIZER/MEEZEDTREREN LSBT TIC
10%HHFEER L~ ) VRICRIEL, BB, EADELZRENODEEL TCEELA
ELT, £, ERICHE L-EEZRICHETEELEHR L,
c) HERROEE R OMREF

BB L7-2E - L. DTo X2 ICEERORE Lz,

gL, EE2RER., SMIEEOFREI L (FIAREI & Z O RAHA Z S0 BRI
B-0) 2~3 mm BOMEEST 4 2RI L, BEETREREFFTAICHE L, 2KTHo0
BEEN1SgUTTHDZ L 2HERE. TNETNEED 5 EEL LD RNAlater® (Ambion,
Inc.) IZIBEE W7z, AEIIKGHE, -80°C THRE L, MIEEDELFRREETH
AL OB OE Y B R UEY DXL 10%FHEREE R L~ ) VK TEE Lz,

FhgiL. EAR4ICEETZRIER., AAOFREHLIELET L ) ITHEET T 4~5
mm B0 ZHI L, BEA P OEEZRY RV %, EF T4 Lk, ¥o%iE
3 mm LAIRIZHE] U RNAlater |23 8IE L7o, 790 O bELEE, MENE., BEIHR
OEREESTTH 7Y 7 L, ZREH RNAlater ITIBIE L7z, 7B 10 OB IIKETE.
-80°C THRAEFE LTz, AN 10%FERE S~ U VIR TEE LTz,

RBREIL, BRI« ICEEZHER. HAl% 4 HEIL, BT 0345 % RNAlater 1213
BEL7Z, &Y OESITKGH, -80°C THRELL, EMIREETEY PV UERTEEL
77 ~
R EET, EEZAIER, EALVEETEY PV UVIRTEE L,
REZERISCIE, EERIER, EF T4 L, —F% RNAlater IZEE L 72, &Y 1% 10%

R E R L~ U VIR TCTEE L,

iE. EEZRER. KB LEAZ =K (A F 7 — 7k s ERIEA
=6:3:1) [CBELRE, TO%, KETTSERIEL Y LEKZY ) — oSl Lz, S
LIKBTTIRE D Lendh, 1 BB XIC2E, Bk ) —LE2RHB LT, KET
T—BiRE O Lictk, A=Y /) —NEBEZHRL 4°C TREL, #F LI-RARNIER
@HIZREE L CHRRETRFICENMS L,

RERE L, Z201% BB b REEETEMEE TR Lz, Wi2 00k L. RPMI1640
(Invitrogen) 5 mL CE#MZEVEHL, 70 um DA v a2Z2@BLTCa=hLFa—7IC
EIY L7z, 4°C Timls (1100 rpm, 5 43f) %, EEZEFRVZ, & 512 5mL @ RPMI1640
WCHEEE L, 4°C TiED (1100 rpm., 5 20F) %, EIEZ R, EE% SmL © RNAlater
ICHFESY T, FRIRBEGZE I 5 ICERL., 10% P EEE L~ U VR TEE
L7,

PRl EEEBIER ., PIED SEET TR 1~2 mm OB %2 1 BeERE L. RNAlater
WCRE L. BT 10%FEEE L~ ) VIR CTEE LT,
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FafRi, EEZREH, ERTIH L, —F % RNAlater IZBIELTZ, V1T 10%H
HEREE AL~ ) VIR TEE Lz,

TEERIL, EEFHEIER. RNAlater IZEE LT,

RNAlater |ZiR1E L 7= BHARIE RNAlater % ERICEE ST 2129, Mg 4°C T 72
M. DOMOMRBIT 4°C T 24 FELE L%, RNAlater (Z1RE S87-E £-80°C T
BfE L. F7AT A4 2% RS L CREMMBMIFERTICEM Lz, -80°C EREREL
TEARREIC DWW TS NI A T A R EEE L TR MBI e 0% Lz,

TOMDERE - HBIZ. 10%FHEFEER L~ ) VR TEE L,

d) FREAEREEORE |
(a) 7 74 Mgt
1. 7RO 14 BERESHOMBEEOEAERICOWT, iR, Bk BE. &
SRR, BRE (KERE) . S, BRRO T 7 ¢ VEEEEYA 2L, ~< ¥
YUvezFAYYy (HE) 6%, RFEMENICRE L, Bl (KE®) 1389
H LATIZ 10%I%E. - R~ U RIZE DHIK 21T - 7=,
2B, TRY 4 BEREEOS A& CTHRDEOREICEE LR
D ONRMoT D ARAEBIZOVWTIHEIREERTh 2o,
(b) 28 H & EEE
MBHEERUERERIZONT, BMEVTERZBRVWTERLZTRTOREXT
HBDONT 7 0 o ABEEE T2 ER L, HE L8, HEBEMEMIRE L,
BEROER (KERE) 13810 H LATIZ 10%88 - B~ U URIZ K BBRIRE4T - 7,
REB, BRAERTERYEOREICEE LEEARBO LN o722, (&
BRI OVWTIEIREZ{TOR o7,
15.13 HEHFERNFIE
mE, EEE, BH. ERXEBE. LIEFEORE, MKRELENRE, RE. FESTE
RUZFREEEOREIZ OV TIL, Bartlett IEIZ L 2E5BBERITV., 5S%E BAKETES
BB 5N 2EE X, Dunnett IRICE ARERITo 7. SEHEMRD HILVERIT
X7 A MY w7 O Dunnett YEIZ K DBREXTo 7, PFEREE (E0H) ROHRESR (R
DT —NE) 13X/ /%7 A FY v 7 @ Dunnett FEIZ L ARER 1T 77,

16. ABRFE DIEFEMI %Z ERIE L Boh 5 REERKR ORBREFEED b OB

RERRAEDOEBEEICEELZ R Lz BN ABEER K ORBEEED O ORBLITTED
bIZEho T,
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17.1

17.2

173

17.4

17.5

17.6

17.7

—fIREE (Table 1. Appendix 1)

BEHE P, TN TOEBRYERSHEROBHICETIIRD b h o7,
Sl 72 —ARIRAE (Table 2. Appendix 2)

R ER S CHRENE R OERERICAEBEREHIIRD b T, tho g ZE
WRBW TSR E R EHR O REICEE IR bhzno 7z,

HEEERRA (Table 3. 4 X TVS, Appendix 3. 4 KOVS)

200 mg/kg B THIE 0~10 5 ORFEHFIC B RBHEOFEZEEN L Lo, A&k
FEDRWEE Tholc, BATIIHBEMERSHICEERLHEIRD LT RUSER
BIIBWTHEBMEREHL ORI BEICEFTIIRD bhznoT,

f& E (Fig. 1. Table6. Appendix 6)

200 mg/kg B THRE 21 KU 28 HEICHERKME GHBEED 934%K% 10 92.0%) H3& 5
N7z, 1000 mg/kg BETIIREREINITED b2 7203, %521 K028 H BIEEE
M CFRREED 94.0% K% T 93.6%) BH b7,

EEEE (Fig. 2. Table 7. Appendix 7)

200 mg/kg #E THRE 21 R U 28 B BIZH B2 EME Cof FREED 85.0% K% 1183.3%) . 1000 mg/kg
BFTHRE 14, 21 RU'28 H BICHERIEE (HRED 92.2%, 87.8% K11 89.1%) MAH b
77
JRT%EZE (Table 8, Appendix 8)

RO EREH TRERVREZFECAEREZFIRAD LT MOREEBITB T
bR ERGHER O REICEEIFED bz,

MR

a) MKFEIME (Table 9, Appendix 9)

1 B EEEIZIBVNT, 200 K TN 1000 mg/kg B TR MEREH RO EE 2 EE,. 1000
mg/kg B CEHFRMEAE /o LV BEOEEREENRL LN,

7 B REHRERIZRVT, 200 KT 1000 mg/kg B CHRERE OFE RS ER OFEEER L
ROFERBEERL LN,

14 BABREH CRIEBRYERSHICERREDTIIRD biehoiz,

28 BT EEIZIEVT, 1000 mekg B CEHRMIEANT /v Vv BOEEREER
UBHMEREDOEEREEN A DN, 2B, FED 16 (No.51) TH/RENEES
ARLTEN, HOERIEA SN, 1 BOATOREETH S = LT NCFDOMOKREE
BIZIZRELRRD bR olc Z &0 b, HBRHERS LIIERORVWELEE T,
200 mg/kg BETIXHEREDIRD bhlehoT,

b) MKAE(LFEIFRA (Table 10, Appendix 10)

1, 7R 14 BHRSE CIIHBRYERSHICEERETEIGID b ro T,
28 H IR GEFITRVNT 1000 mg/kg B THIAHBE OF B 72 {RMEM 2 iz, 200 mg/kg
HCIITEERELEIRD NN T,
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17.8 HEZORE
a) #EEE (Table 11 XU 12, Appendix 11 TN 12)

1 EEFIZHVT, 200 KU 1000 mg/kg B CHIBOMT EEOE B2 EE CofiBEE
D 105.6%K VN 108.4%) BNH Bz, ZDIED, 1000 mykg BE CEMBIBE DM EED

BEREERLONTED A AOZLOEEH TH 122 L LB ERS & IZEED
WELEEZ T,

7 HEESEIZBWT, 1000 mgkg #HTHIBEOMSEEODEELRESE (HEBEOD
110.6%) A3 Hivfz, 200 mgkg B CIIHEERLEENIIRD bRd-72,

14 HREHREFIZB VT, 200 mgkg HECEMBERE LAEOBIEEDEERREN LS
NEBR FROBTOEHTHY AL OBEEELRD b Lo BRYERS
EIIBROLRWELLEE X T2, 1000 mg/kg BETIXEEREHNIZD b o,

28 AEHREHIZEB VT, 1000 mgkg BHETHRRBOMNEECAERFME CIHRED
138.4%) D3AH Bz, ZDIED>, 200 TN 1000 mg/kg B TR OMN BEEDE E 1 EHE.
200 mg/kg B TEARER LEOHEMEEOHTEREE. 1000 mgkg B CEABEDOFN
EEDOHERBEENRA LI, 200 BT 1000 mgkg B TS BAEENREEIEE (R
BED 91.4% K TN 92.2%) #R L7z, 200 mgkg BETULBE OEREBROETEEDES
RIEERZ O NN AEEOBEEENIFED bRV L bR ER S L IXERO
OB EE X T,

b) #| f& (Table 13, Appendix 13)

7 HE&REBIZBV T, 1000 mg/kg B THIBROEKRA 4 19 1 FIIZRD b= s, %

DOMOBR G TIINBEEZED TEEITRD b2 ho 7z,
¢) REMEMRFERME (Table 14, Appendix 13)

1 FREFETI, BAEEOFEZEEE TR LT 1000 mg/kg BEOFFELE M. 1000

mg/kg BER O RBEBEETEF IO o2 o7z,

7 HEREEIZRW T, XREO 1 fl CEIRICBEE 0ERA S S Uiz, 1000 mg/kg BE

TR ARMIZERR A OB EEL AR REEL R LEZFEEZ 8D TRELZT- -
TRTORE - BRICEFE IR D b7,

14 A &R E5EE T 1000 mgkg B R USHREICEFIIROD SR o T,

28 HEHRGEICHE VT, 1000 mgkg B CREREORBIEDREME SRS 5 HF 1 F)C
HOIIZB, 1 OB TORBETHIVRERENLThHo2Z b, HBWERS &1

 BERORVEREFTRL BRI BN EEOEE R EENA LN FRETIZERIIR
DO To, RREECIIMEIERIIIRDO U v ERZER 1 flA bz,
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18. & £

WEDEIBREELETEL LTESAVWSNIERLAEY THY . EEN AFIEHE
(International Agency for Research on Cancer, IARC) DF MR AMFHETIZZ A—7 2B (& b
IRt LTRBAENR S D FRENRD D) IZHEINTW5, EREYEAVWREEREICL
DEDAMERBRTIE. 7y FOMEICSWTRIBER (BMEIBHEBEMRE) | Tk
DEEZRBWTCEREE (RAFREXIINA) | =7 X DOHEREZ I CHRERERME R RE R OE
Y R, v U ADHEC W TINERIEE (BRUEMERMEREE) OFERSHEM LI Z &2
WESNTWL, AERERRE LTERINTZT v MO 14 HEREER SHEL O 138
MR 53R B CII By ERE & BE L REORIILR D 5T/ (NTP, 1996)
AREIZBW O HEBRYERSICL AL REEEEIIRO b o T,

200 & UF 1000 mg/kg BRI BV TR EHF O % F B EORFET I EE ORE X IHRE
ERAH b, 28 BMBEEHOMEI A AENRELZ R LS, BELOBEEERHAL M TR
<. FAEHOMOBREEEICBVW THRERVEHEEDKEICEET I L EX LN EENR
DONRPOTZENE, TNOOEDOEERFHIRERITE & HE Lz,

MIEFAREICR VT, 1 ERE5ETIT 1000 mg/kg B TEHRMEEA~E 7 0 v B E DK
. 200 % TF 1000 mg/kg B CiEMTTE X T MR MERE LR OFRER AL L1, 7 BFEAEE
FETIE 200 101000 mg/kg B CHRIMLERBOFENR A L1722 &b HEHFE OWEIZE R
MIEH L ZOREIEELE LTHAMTE L TREEREZ b, LaLeRb, BiRE
B DR MERDOFARIZIZ 4 BEZET S L3N TRY (FHE, 1994) | 1 EHZELZZER
ICEMTUOERHER IND Z & XV EEBx bz, T72bh, Zhb OB LITBRYERE
CIIBRDO B WERBEEI L E 2 bl 77, 28 BEEEEIZE W TH LI 1000 mg/kg
BHEOVHRORAE /vt E0RBERVCALKEOKMEDL ., thoRmekigk (EHRimEk
BERUFELRMOERAE S 7 EVRE) IWXEERA LR o7 2 & T NTRERBRFERN
BREICBWCGEMRICEENRO N7 2 &b, WBRYWERS L IZBREORVER
BYZ{b & Il Lz,

MEAECFRIREIZBV T, 28 BREHEEET 1000 mg/kg BEICREHBROREN A 5T
N, HFEEZFTEEE( TR, FERICEET 2MOREEE IZEE D LN
Mol Z DB ERS L IIBERO R WEL LM LT,

REBFIREICBWT, 1 BEHRSEETIZ 200 XU 1000 mgkg B CHIBOMTEEDEE.
7 B A& EFTIE 1000 mgkg B THIBOMEMEEDHERERNRA LN, BEHORE
ROFBEENMEL | MEAFIORER YREEBZIREICB O TEFERRD bhenr
ST e, BEFMEECRVWE(LEE X1, £z, 28 AREHEEEIZIEVT 1000 mgkg
BHTAHALNZFRIEOMMEZEDEEIZOWT S FRIEE OFTIRICEENELNR D b

RN ENSEREFNERIIENEE X, ZOED, 200 KT 1000 mg/kg B CRAOIE R E

EDEE. 200 mgke BECARIRERE LEOHMEZDEE, 1000 mgkg B CERBRE OB
BEOBERALNEN, WTINLERICL > TEER—EOHBL RTRETHAZ &0
b, BIROEEREBHEEORMEICER L L8 L E 272,

Uk by, RREEBRTIZ, WRER, HLBR, L - MER, WRSER, £ERR.
TR, EMEFR, ADWER. BES. - BER. ABREZE0VTHORE - BRI LER
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WEESIC L 2EMZBIIRO oo T,

19. & ik

NTP (1996) Toxicology and carcinogenesis studies of phenolphthalein (CAS No. 77-09-8) in F344/N rats
and B6C3F; mice (feed studies). NTP TR 465.

FHRIEITR (1994) . EHREOBEMRE(Q), MRKOERER. I [RHFSEFRES) , fl
EJE, B, p. 263.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of clinical signs

B10-0093

Sex Signs Administration period
mg/kg/day 0 200 1000
Male ss ss sS
172 17 17
No abnormalities detected 17 17 17

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

-25.
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Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations (scoring scale for detailed clinical observations)

REMOVAL FROM CAGE

Ease of removal

-2 No reaction

-1 Very easy

0 Easy (slight resistance)

+1 Difficult

+2 Very difficult
Vocalization

0 None

+1 Vocalization during héndiing

+2 Continuous vocalization

HANDLING OBSERVATIONS

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
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Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats

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

HANDLING OBSERVATIONS-continued

Exophthalmos
+
Pupillary size
-1
0
+1
Salivation
+
Secretion
+

OBSERVATIONS IN ARENA

Posture
0
+1
+2

Motor activity
2
-1
0
+1
+2

Respiration

+1

+2

+3
Lid closure

Gait

Absent
Present

Miosis
Normal

Mydriasis

Absent
Present

Absent
Present

Nommal

Crouching position or hunchback pesition
Prone position or lateral position

Significantly decreased
Decreased

Normal

increased

Significantly increased

Normal

Slightly insufficiency
Moderately insufficiency
Severely insufficiency

Absent
Present

Normal

Staggering gait

Tip toe gait

Shuffling (paralytic) gait
Gait disturbance

=27 -




Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats

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

OBSERVATIONS IN ARENA-continued
Tremor/twitch/convulsion
0
+1
+2
+3
- Stereotypic behavior

n O 0

H
Abnormal behavior

49 <smo wow .

None
Tremor
Twitch or convulsion

Systematic tonic convulsion (opisthotonus or episthotonus etc.)

None

Circling
Grooming
Sniffing

Head bobbing

None

Self-biting

Backing

Circling

Roliing

Writhing
Vocalization

Straub tail

Tail lashing behavior

-8 -
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Table 2-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

B10-0083

Removal from cage

Sex Period Dose Number of Ease of removal

Vocalization

(mg/kg/day) animals -2

0
—
Q
+
-
+
N

+
—_

+
N

0
Predosing 200

1000

[$)}

0
week 1 200

1000

0
Male week 2 200

1000

0
week 3 200
1000

0
week 4 200
1000

O O OO0 O Oj]O O OO O OO0 O Q
O O O|lO O OO O O]~ O |0 O O
oo jor o oo o vl ROV Ol
O 0O 0OjO O DO O OO O ©O|O0 O ©
O O Ol O Ol O OO © OO © O
A A @Plw w MO Oy MO A OB O O

- 2 NN sl O A0 =2 O O =

O O Ol O Ojo O OO O OO0 O O
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Table 2-2  Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of detailed clinical observations

Handling observations

Sex Period Dose Number of Muscle tone Subnormal temperature Piloerection
(mg/kg/day) animals -1 0 +1 - + - +
0 5 0 5 0 5 0 5 0
Predosing 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0] 5 0
week 1 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
Male week 2 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0
o 5 0 5 0 5 0 5 0
week 3 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 4 200 5 0 5 0 5 0 5 0
1000 5 0 5 0 5 0 5 0
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Handling observations

Sex Period Dose’ Number of  Staining hair Unkempt hair Paleness Reddening
(mg/kg/day) animals - + - + - + - +

0 5 5 0 5 0 5 0 5 0

Predosing 200 5 5 0 5 0 5 0 5 0

1000 5 5 0 5 0 5 0 5 0

0 5 5 0 5 0 5 0 5 0

week 1 200 5 5 0 5 0 5 0 5 0

1000 5 5 0 5 0 5 0 5 0

0 5 5 0 5 0 5 0 5 0

Male week 2 200 5 5 0 5 0 5 0 5 0
1000 5 5 0 5 0 5 0 5 0

0 5 5 0 5 0 5 0 5 0

week 3 200 5 5 -0 5 0 -5 0 5 0

1000 5 5 0 5 0 5 0 5 0

0 5 5 0 5 0 5 0 5 0

week 4 200 5 5 0 5 0 5 0 5 0

1000 5 5 0 5 0 5 0 5 0
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Table 2-4 Twenty-eighi-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Handling observations

Sex Period Dose Number of Cyanaosis Lacrimation Exophthalmos
(mg/kg/day) animals - + - + - +
0 5 5 0 5 0 5 0
Predosing 200 5 5 0 5 0 5 0
1000 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
week 1 200 5 5 0] 5 0 5 0
1000 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
Male week 2 200 5 5 0 5 0 5 0
1000 5 5 0 5 0 5 0
0 5 5 o} 5 0 5 ]
week 3 200 5 5 0 5 0 5 0
1000 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
week 4 200 5 5 0 5 0 5 0
1000 5 5 0 5 0 5 0
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Table 2-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

B10-0083

Sex

Period

Dose
(mg/kg/day)

Number of

animals

Handling observations

Pupillary size

Salivation

Secretion

|
-

0

+1

'

4

Male

Predosing

0
200
1000

5

week 1

0
200
1000

week 2

0
200
1000

week 3

0
200
1000

week 4

0
200
1000
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B10-0093

Table 2-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Observations in arena

Sex Period Dose ~Number of Posture ) Motor activity
(mg/kg/day) animals 0 +1
0 5
Predosing 200
1000

0
week 1 200
1000

0
Male week 2 200
1000

0
week 3 200
1000

0
week 4 200
1000

+
—
+
N
'
N
t

—
+

N
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B10-0093

Table 2-7 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Observations in arena

Sex Period Dose Number of Respiration Lid closure
(mg/kg/day) animals 0 +1 +2 +3 - +
0 5 5 0 0 0 5 0
Predosing 200 5 5 0 0 0 5 0
1000 5 5 0 0 0 5 0
0] 5 5 0 0 0 5 0
week 1 200 5 5 0 0 0 5 0
1000 5 5 0 "0 0 5 0
0 5 5 0 0 0 5 0
Male week 2 200 5 5 0 0 0 5 0
1000 5 5 0 0 0 5 0
0 5 5 0 0 0 5 0
week 3 200 5 5 0 0 0 5 0
1000 5 5 0 0 0 5 0
0 5 5 0 0 0 5 0
week 4 200 5 5 0 0 0 5 0
1000 5 5 0 0 0 5 0
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B10-0093

Table 2-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Observations in arena
Sex Period Dose Number of Gait
(mg/kg/day) animals
0 5
Predosing 200
1000
0
week 1 200
1000
0
Male week 2 200
1000
0
week 3 200
' 1000
0
week 4 200
1000

l’

(@)
|w]

o o ofon o ajforo o ol oo il an
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B10-0083

Table 2-9 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of detailed clinical observations

Observations in arena

Sex Period Dose Number of Tremor/twitch/convulsion Defecation Urination
(mg/kg/day) animals 0 +1 +2 +3 (count/min}®  (count/min)®

0 5 5 0 0 0 0.0 +0.00 0.8 +1.10

Predosing 200 5 5 0 0 0 04 +0.55 1.0 £1.41

1000 5 5 0 0 0 0.2 +0.45 0.6 +0.89

0 5 5 0 0 0 0.6 +1.34 0.4 0.89

week 1 200 5 5 0 0 0] 0.6 +0.89 1.0 £1.41

1000 5 5 0 0 0 0.4 £0.88 1.4 219

0 5 5 0 0 0 0.2 +0.45 0.4 £0.89

Male week 2 200 5 5 0 0 0 0.2 *0.45 0.4 x0.55
1000 5 5 0 0 0 0.8 +1.10 1.4 +2.61

0 5 5 0 0 0 0.4 +0.89 2.8 £3.83

week 3 200 5 5 0 0 0 0.2 045 0.4 10.89

1000 5 5 0 0 0 04 *0.55 2.0 #2.35

0 5 5 0 0 0 0.2 +0.45 0.2 +0.45

week 4 200 5 5 0 0 - o} 0.2 +0.45 0.0 +0.00

1000 5 5 0 0 o] 0.4 £0.55 1.0 +1.41

a) Mean £S.D.
*  Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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B10-0083

Table 2-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Observations in arena
Sex Period Dose Number of Stereotypic behavior

G

(mg/kg/day) animals
0 5

Predosing 200
1000

0
week 1 200
1000

o}
Male week 2 200
1000

0
week 3 200
1000

0
week 4 200
1000

oo |l oo gjor v v an
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Table 2-11 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

B10-0083

Sex

Period

Dose
(mg/kg/day)

Number of

animals

Observations in arena

Abnormal behavior

i

Py

w

[92]
-

Male

Predosing

0
200
1000

5

week 1

0
200
1000

week 2

0
200
1000

week 3

0
200
1000

week 4

0
200
1000
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of reflex (scoring scale for reflex)

SENSORIMOTOR FUNCTION

Approach contact/touch response

-1
0
+1
Pinna response
-1
0
+1

Pain response (tail pinch)

-1

0

+1
Pupiltary reflex

+
Air righting reflex

+

No reaction
Normal

Hyper reaction

No reaction
Normal
Hyper reaction

No reaction
Normal
Hyper reaction

Normal
Abnormal reaction

Normal
Abnormal reaction

- 40 -
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B10-0093

Table 3-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of reflex

Sensorimotor function

Sex Period Dose Number of  Approach contact/ Pinna response
(mg/kg/day) animals fouch response
-1 0 +1 -1 0 +1
0 5 0 5 0 0 5 0
Male week 4 200 5 0 5 5 0
1000 5 0 5 0
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B10-0093

Table 3-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of reflex

Sensorimotor function
Sex Period Dose Number of Pain response (tail pinch) Pupillary reflex Air righting reflex
(mg/kg/day) animals -1 0 +1 + - + -
0 5 0 5 5 0 5 0
Male week 4 200 5 0 5 0 5 0 5 0
1000 5 0 5 5 0 5 0
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B10-0093

Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of grip strength

Sex Period Dose Number of Forelimb Hindlimb
(ma/kg/day) animals (@) ()
0 5 456 +37 442 +22
Male week 4 200 5 467 27 432 £31
1000 5 443 160 455 29
Mean £S.D.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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B10-0093

Table 5  Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of motor activity

Sex Period Dose Number of Interval (min)
(mg/kg/day) animals 0-10 10-20 20-30  30-40 40-50 50-60 Total

o) » 5 130 a7 79 64 51 17 437
+32 +35 +40 +30 +18 +18 +109
Male week 4 200 5 191 * 112 109 56 40 18 526

+25 136 +46 +43 40 £33 147

1000 5 145 81 48 46 24 13 356
' +35 24 32 43 +36 15 . 178

Mean £S.D.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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B10-0083

Table & Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
(mg/kg/day) 0 200 1000
Administration 151.48 150.05 161.64
period +6,72 (17) £5.57 (17) +5.61 (17)
3 168.34 167.22 168.03
+6.43 (13) +6.49 (13) £5.50 (13)
7 204.02 202.01 201.89
+8.41 (13) +8.01 (13) +6.90 (13)
' 1 266.79 26273 259.59
+16.33 (9) £9.91 (9) *10.55 (9)
21 340.86 318.28 * 320.52
+9.44 (5) +12.00 (5) +18.58 (5)
28 388.38 357.18 * 363.40
£13.34 (5) +12.10 (5) +23.82 (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 7 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0093
Summary of food consumption (g/rat/day) : male

Sex Dose
(mg/kg/day) 0 200 1000
Adminisration 1 20.00 19.51 19.85
period . :
+ 1.60 (13) + 1.78 (13) + 123 (13)
3 19.68 19.26 18.75
+ 1.65 (13) + 175 (13) + 075 (13)
7 22.90 22.16 21.74
+1.28 (13) + 1.84 (13) + 124 (13)
14 24.13 22.77 2224 *
+ 1.85 (é) + 1.62 (9) + 114 (9)
21 2582 21.95 * 2267 **
+1.12 (5) + 0.99 (5 £ 142 (5)
28 25.83 2159 = 2311 *
+ 1.02 (5) + 065 (5) + 196 (5

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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B10-0083

Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male '
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 200 1000
. 12.0 11.4 13.0
Urine volume (mb) 6.2 (5) 5.9 (5) £7.5 (5)
Uosm (mOsmiL) 89B85.2 795.6 902.6
+558.1 (5) +352.0 (5) +515.7 (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 82  Twenty-sight-day repeated-dose oral toxicity study in rats B10-0083
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 200 1000
ltems No. of animals 5 5 5
Color

sY 3 2 2

Y - 0 3 2

YB 2 0 1
Turbidity

Clear 5 5 5
pH

6.0 1 1 1

8.5 3 0 1

7.0 1 4 3
Protein

=+ 4

1+
Glucose

- 5 5 ]
Ketones

- 1 0

= 3

1+ 1 2
Occult blood

- 4 5

+ 1 0

Color: SY : Slightly yellow,Y : Yellow, YB:Yellow-brown.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0083
Summary of urinalyses; Male .

Group Twenty-eight-day treatment

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

4] 5 —_ 5
White blood calls

0 5 —_ 5
Epithelial cells ®

0 5 — 5
Casts

0 5 — 5
Crystals

- 1 —_ 0

+ 1 — 2

1+ 2 —_ 1

2+ 1 — 2

= Number of celis/ Oviews(x400).
®): Number of casts/18x18 mm?.

% Incidence of crystals/18x18 mm2.
—:Not examined.

-49-



B10-0083

Table 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
’ 735.8 7225 700.3
4
RBC (1077uL) £23.6 (4) 1384 (4) 238 (4)
15.80 15.13 14.80
Hb (grdL) +0.67 (4) £0.80 (4) 10.63 (4)
49.63 48.53 48.10
0,
it %) £2.58 (4) £1.99 (4) £210 (4)
67.45 67.20 68.58
McV @ £1.89 (4) £2.02 (4) 206 (4)
21.53 20.95 21.15
MCH (pg) £0.38 (4) £0.83 (4) £0.75 (4)
31.88 31.20 30.78 *
MCHC (o/dL) £0.53 (4) 048 (4) $0.22 (4)
138.03 140.83 118.35
4
Platelet (x107uL) £13.30 (4) £22.00 (4) £12.73 (4)
10,13 11.90 * 11.88 *
1 0,
Reficulo (%) £0.41 (4) £0.57 (4) £1.17 (4)
122.83 134.40 130.40
WBC (10%l) £21.34 (4) £27.52 (4) £11.13 (&)
Difierentiafion of leukocyte
8.13 8.60 873
0,
Neutro (%) £2.76 (4) .71 (4 087 ()
. 85.03 85.55 85.53
D,
Lymph %) £2.59 (4) £1.30 (4) £1.00 (4)
0.63 0.40 0.45
b Q
Eosino %) £0.13 (4) $0.14 (4) 019 (4)
0.85 0.88 0.83
()
Baso (%) +0.33 (4) $0.50 (4) $0.29 (4)
223 2.60 2.18
C,
Mono %) £0.67 (4) +1.25 (4) +0.50 (4)
UG %) 1.00 0.98 1.33

+0.14 (4) £0.25 (4) £0.43 (4)

" 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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B10-0083

Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
fems Dose Seven-day treatment
(mgrkg/day) 0 200 1000

RBC (x10%uL) :??3 (4) :1153 t(4) Zg? *(4)
Ho (g/dL) foe oo @ 74 1
He (%) igﬁ‘éi @ :?g: @ gig? @
MCV (L iﬁﬁf @ iigg @ iﬁ;gi @
MCH %) iﬁiﬁ @ igig @) iggi @
MCHC (o/dL) 2822 @ Zﬁii @) :gi: @
Platelet (x10%uL) lﬁ;z 4 113;: 4) lltgl-; 4
Reficulo (%) iﬁﬁ; @ t?:ig @ tgizg @
WBC (x10%/pL) Eégﬁ 4 ;i::i: (4) gégg )
Differentiation of isukocyte

Neutro (%) lg:g () lfg: 4 ljgg @

Lymph %) e @ 08 @ s

Eosino (%) igfg 7 tgﬁ T4) igég *(4)

Baso (%) ig?: (4) :ggg @) i(olz: @)

Mono (%) ;gi @) :;:i @) i;;g 4

LuC (%) i} ;23 @ i:;::i @) ié;ﬁi @

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.

-51-




B10-0083

Table 8-3 Twenty-sight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Fourteen-day treatment
(mg/kg/day) 0 200 1000

RBC (e10%uL) ZZZ @) 122:2 (4) 7?2 )
Hb (g/dL) P lﬁ;g @ lg;g ) lggg @
H (%) i?jZZ @ Ziﬁi? @) 2233 @
MCV i) iigg 4 ffiii (4) ifgg )
MCH (Pa) lﬁjii @ :g:ssg @ lg:i? @
MCHC (9/dL) 2322 (@ :gﬁg 4 :g:: (4
Platelet x10%u0) g;ii (4) Qi?: 4) 1:23 (4)
Reticulo (%) i:g: (@) ‘ :g:? @ ig;i 4)
WBC (x10%pL) oo @ ey @ ot @
Diﬁereniiation of leukocyte

Neutro (%) lg:g @ ;_é;g (4) ggi (4)

Lymph (%) ::fg; () ii:gg 4 :ji:gg ()

Eosino (%) ig?? ) igfg @) iggg G

Baso (%) jgg (4) t;:g @ igig 4

Mono (%) té;g (@ tés.: @ iég? ()

Luc %) oz @ Ry 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.
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B10-0083

Table 84 Twenty-eight-day repeated-dose oral toxicity study in rats
" Summary of hematological examinations:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 200 1000
791.2 818.6 780.2
4
RBC (x107/uL) £30.9 (5) +64.4 (5) 146.5 (5)
15.08 15.66 15.54
Hb (g/dl) £0.62 (5) +1.11 (5) +0.94 (5)
. 48.74 438,64 49,58
Ht (%) £2.33 (5) +3.82 (5) +3.49 (5)
81.58 61.06 63.56
MCV (L) +1.18 (5) +1.64 (5) +2.06 (5)
18.04 18.12 19.84 *
MCH (pe) +0.23 (5) +0.54 (5) +0.55 (5)
30.96 31.36 31.34
MCHC (g/dL) £0.40 (5) +0,40 (5) £0.38 (5)
118.72 105.58 88.18
4
Piatelet (107l £3.85 (5) £16.89 (5) £45.94 (5)
. : 3.18 2.86 3.08
0, .
Reticulo (%) . #0.33 (5) £0.30 (5) *0.32 (5)
145.06 143.02 103.70 *
WBC (x10%uL) £22.39 (5) £32.18 (5) +11.34 (5)
Differentiation of leukocyte
12.94 16.30 19.85
0,
Neutro (%) +6.17 (5) £3.70 (5) +6.76 (5)
81.74 78.86 78.76
0,
Lymph (%) £7.17 (5) £3.32 (5) £7.07 (5)
. , 0.68 0.54 0.44
)
Easino (%) £0.19 (5) £0.15 (5) £0.18 (5)
1.02 0.94 0.80
0,
Baso (%) +0.65 (5) 0,36 (5) +0.88 {5)
2.32 1.82 1.86
0,
Mono %) £0.71 (5) £0.60 (5) +0.55 (5)
’ 1.26 1.48 1.28
0y
Luc (%) +0.32 (5) 042 (5) £0.20 (5)
17.12 21.68 19.62
PT (sec) £2.47 (5) 6.27 (5) £3.93 (5)
APTT (se0) 10.66 24.18 25.04
+2.42 (5) +6.68 (5) +2.56 (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 controf at P<0.05.
** Significantly different from vehicle contral at P<0.01.
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B10-0083

Table 10-1 Twenty-eight-day repeated-dose ora! toxicity study in rats
Summary of blood chemical examinations:Male
Dose : One-day treatment
Items
(malkg/day) 0 200 1000
83.0 82.3 90.5
AST () ‘ 7.5 (4) 4.3 (4) 5.3 (4)
26.5 30.5 34.5
ALT (an) £3.9 (4) +3.7 (4) 7.3 (4)
851.0 921.3 968.8
ALP (L) +739 (4) $110.3 (4) +140.9 (4)
11.63 12.98 12.23
BUN (mg/dL) £2.13 (4) +0.65 (4) +1.04 (4)
0.128 0.128 0.128
- y
Creatinine (mg/dL) £0.022 (4) £0.010 (4) +0.010 (4)
] ‘ 0.080 0.058 0.073
g d
T-Bil (mg/dL) £0.014 (4) £0.005 (4) +0.018 (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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B10-0083

Table 10-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 200 1000
83.3 81.0 86.3
AST ) £3.0 (4) 77 (@) 6.1 (4)
27.8 33.0 33.5
ALT (v +4.6 (4) +4.1 (4) 26 (4)
833.8 - 8725 748.8
ALP (o) +103.7 (4) £31.5 (4) +135.7 (4)
11.08 11.10 11.40
BUN (mg/dL) £1.38 (4) £1.00 (4) £2.08 (4)
- 0.133 0.145 0.143
Creatinine (mg/dL) £0.010 (4) 10013 (4) £0.010 (4)
. 0.070 0.085 0.080
T-Bil mg/dL)
' (mg/dL) £0.012 (4) £0.013 (4) £0.014 (4)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.
= Significantly different from vehicle control at P<0.01.
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B10-0083

Table 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of biood chemical examinations:Male
Dose Fourteen-day treatment
ltems
(mglkg/day) 0 - 200 1000
80.0 63.8 72.5
AST (o) £20.0 (4) 87 (4) 66 (4)
28.5 24.3 25.8
ALT - +14.3 (4) 4.2 (4) +4.9 (4)
748.3 673.3 701.8
ALP (L) +254.6 (4) +176.0 (4) +164,1 (4)
10.00 10.98 12.08
BUN (mg/dL) £1.54 (4) £2.54 (4) +1.98 (4)
. 0.165 0.158 0.168
Creafinine (mg/dL) £0.010 (4) £0.021 (4) £0.022 (4)
" 0.043 0.038 0.035
T-Bil fdL
(mg/dl) £0.013 (4) £0.017 (4) £0.017 (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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B10-0093

Table 104 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
ems Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000
AST () s 6 vios 5 0
ALT (un) s =t ® Ly
ALP (un) ;22;2 ®) 1322 (&) i:i::i ®)
ChE (oL ;2!,15 5) 08 & :::‘31 (5)
V-GTP un) s 5) stz 5) w18 5)
T-Cho {mg/dL) j:; (5) if::g (5) ifg:: (5)
TG (mgfdL) jg: (5) ig:g 5) iggg {5)
BUN (mg/dL) o ) oy ) 2% ©
. Creatinine (mg/dL) ig:ﬁg (5) igﬁ:: (5) ig:;g: {5)
T-Protein (g/dL) i::g (5) iggz (5). *—'ggz 5
Albumin (g/dL) iﬁﬁé ®) iii: 5) i‘?}ﬁf ()
AG ratio o) igfgi (5) ig:ggg (5) :g:ggé {5)
Glucose (mg/dl) lg:i (5) liig () ;ig (5)
T-Bi (mgfdL) s0008 ) o () mor2 )
TBA (umoliL) i_g;? ®) l:?? ) :2?;5 *(5)
IP (mg/dL) 1332 (5) :fg 5 11 ;g (5)
ca (mg/dL) l??i ) l}:i (5) 18;2 ®)
Na (mEq/) e e e
K (mEg/l) ig;: (5) ,»j?f (5) i?g: (5)
ci (mEq/L) 121:2 5) i?:?i ®) 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 contral 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 absolute organ weights:Male
It Dose One-day treatment
ems
(mg/kg/day) 0 200 1000
U 4510 4725 4.925
ver @ £0.244 (4) £0.162 (4) £0.350 (4)
0.663 0.655 0.640
Heart @ £0.036 (4) +0.047 (4) £0.037 (4)
: 0.655 0.663 0.720
Kidney(R) © £0.058 (4) +0.029 (4) +0.061 (4)
A 0.633 0.653 0.703
Kidney(L) @ £0.061 (4) £0.021 (4) £0.044 (4)
. 0.680 0.690 0.778
Testis(R) @ +0.004 (4) +0.080 (4) +0.067 (4)
. 0.663 0.683 0.783
Testis(lL) @ £0.085 (4) £0.070 (4) +0.039 (4)
T 0.070 0.078 0.080
Epididymis(R) C) £0.012 (4) £0.005 (4) £0.020 (4)
o ‘ 0.070 0.078 0.083
Epididymis(L) @ +0.008 (4) £0.010 (4) £0.005 (4)
0.065 0.058 0.078
Ventral prostate @ +0.006 (4) +0.026 (4) £0.013 (4)
Dorsolateral @ 0.075 0.075 0.078
prostate g £0.024 (4) +0.026 (4) $0.017 (4)
Brain B 1.785 1.790 1.690
g £0.054 (4) +0.080 (4) £0.061 (4)
Solsen @ 0.383 0.378 0.395
P 8 £0.051 (4) £0.050 (4) +0.019 (4)
—_— (o) 471.98 428.75 463.03
y 9 £23.07 (4) +65.97 (4) £85.99 (4)
- 5.35 5.65 550
Pituitary gland (mg) +0.57 (4) £0.37 (4) £0.36 (4)
) 7.78 8.48 9.45
Thyroid (ma) £1.05 (4) £1.36 (4) £2.19 (4)
34.68 31.58 32.15
drenal
Adrenals (mg) +4.12 (4) £2.79 (4) £3.05 (4)
. ‘ 132.45 131.58 133.38
dy weigh :
Final body weight  (g) £6.43 (4) +4.47 (4) 518 (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 11-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 200 1000
Lver @ 6.373 6.848 7.205
g +0.114 (4) £0.744 (4) +0.659 (4)
0.835 0.813 0.825
Heart @ +0.030 (4) +0.093 (4) - £0.042 (4)
] 0.858 . 0.818 0.848
Kidney(R) @ £0.038 (4) £0.106 (4) £0.030 (4)
. 0.830 0.805 0.823
Kidney(L) © £0.059 (4) £0.113 (4) £0.022 (4)
‘ 0.910 1.008 1,020
Testis(R) @ £0.071 (4) £0.095 (4) £0.070 (4)
: 0.893 0.988 0.983
Testis(L) @ £0.088 (4) £0.112 (4) £0.040 (4)
o 0.120 0.110 0.128
Epididymis(R) @ +0.014 (4) £0.012 (4) £0.010 (4)
_— 0.115 0.113 0.128
Epididymis(L) @ £0.019 (4) £0.010 (4) £0.015 (4)
0.115 0.118 0.133
Vi
entral prostate @ +0.010 (4) 10.017 (4) £0.033 (4)
Dorsolateral @ 0.100 0.108 0.080
prostate 8 +0.037 (4) £0.028 (4) £0.012 (4)
Brain @ 1.813 1.865 1.830
s £0.022 (4) £0.070 (4) £0.053 (4)
Soieen @ 0.520 0.468 0.423
P 9 £0.050 (4) £0.008 (4) £0.058 (4)
Thymus ) 516.63 434.98 472.10
v 9 +58.77 (4) £99.36 (4) £74.86 (4)
- 6.53 6.98 6.70
d
Pituitary glan (mg) +0.76 (4) +0.63 (4) +0.54 (4)
. 11.85 10.15 12.40
Thyroid (mg) £1.06 (4) £1.76 (4) 235 (4)
Adrenals mg) 45.35 37.95 39.15
£10.83 (4) £0.54 (4) +4.04 (4)
. . 177.28 177.73 181.08
Final body weight
ywelg © 4,47 (4) £10.70 (4) 8.39 (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 11-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose ‘Fourteen-day treatment
ltems
(mg/kg/day) 0 200 1000
Liver @ 8.708 9.223 8.820
¢ S +0.664 (4) +0.929 (4) +0.588 (4)
4 1.025 1.025 0.988
Heart © £0.082 (4) £0.066 (4) +0.035 (4)
1.010 1.013 1.030
id
Kidney(R) @ +0.080 (4) £0.074 (4) £0.078 (4)
. 1.003 1.003 1.015
Kidney(L) @ £0.043 (4) +0.072 (4) £0.060 (4)
. 1.285 1.338 1.375
Testis(R) @ £0.045 (4) £0.075 (4) £0.084 (4)
. 1.280 1313 1.363
Testis(L) @ £0.052 (4) +0.001 (4) £0.085 (4)
_— 0.188 0.193 0.195
Epididymis(R) © £0.031 (4) £0.019 (4) 0,017 (4)
_— 0.183 0.170 0.198
Epididymis(L) © £0.015 (4) +0.008 (4) £0.015 (4)
0.240 0.230 0.203
Ventral prostate  (9) +0.047 (4) £0.014 (4) £0.028 (4)
Dorsotateral @ 0.195 0.198 0.183
prostate 9 £0.010 (4) £0.017 (4) £0.030 (4)
Brain @ 1.885 1.895 1.868
g £0.050 (4) £0.067 (4) £0.104 (4)
Spioen @ 0.653 0.620 0.563
£0.115 (4) £0.063 (4) £0.056 (4)
Thymus ma) 593.03 599.55 595.65
Y 9 £92.99 (4) £131.35 (4) £72.33 (4)
- 7.93 8.08 8.25
Pituitary gland (ma) £0.49 (4) +0.72 (4) $0.49 (4)
) 19.55 20.18 17.38
Thyroid (mg) +4.74 (4) +2.55 (4) £2.22 (4)
43.65 4378 45.70
Adrenal m
renais (mg) 6.06 (4) +4.41 (4) £2.42 (4)
. . 238.35 24250 235.40
Final bod ‘
nal body weight  (0) £20.80 (4) £6.72 (4) £7.07 (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 11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
it X Dose Twenty-eight-day treatment
ems
(mg/kg/day) 0 200 1000
g 12.150 11.772 11.762
iver @ £0.598 (5) +1.350 (5) £1.193 (5)
1.368 1.188 * 1316
Heart @ +0.055 (5) +0.050 (5) £0.136 (5)
. 1.382 1.252 * 1.282
Kidney(R) ©@ £0.084 (5) +0.060 (5) £0.077 (5)
. 1.350 1238 1.284
Kidney(L) @ +0.045 (5) £0.086 (5) £0.080 (5)
. 1.568 1.538 1.662
Testis(R) © £0.121 (5) +0.061 (5) £0.157 (5)
. 1.570 1532 1.640
Testis() @ +0.119 (5) +0.054 (5) £0.122 (5)
o 0.354 0.356 0.362
Epididymis(R) @ £0.011 (5) +0.019 (5) £0.041 (5)
o 0.344 0.368 0.362
Epididymis(L) @ £0.017 (5) £0.022 (5) £0.043 (5)
0.412 0.358 0.358
vena(prosiais - (9) 20,111 (5) £0.079 (5) £0.031 (5)
Dorsolateral @ 0.318 0.296° 0.320
prostate g +0.061 (5) +0,038 (5) £0.041 (5)
Seminalveside (@) 0.930 0.856 0.918
g £0.139 (5) £0.119 (5) £0.127 (5)
Brain @ 1.996 2.008 2.064
. +0.107 (5) +0.050 (5) £0.078 (5)
Soreen @ 0.722 0772 0.622
P g £0.033 (5) £0.102 (5) £0.099 (5)
Thymus me) 552.00 552.86 521.68
Y 9 £58.88 (5) £54.61 (5) +104.68 (5)
. 11.58 11.28 10.26
Pituitary gland (mg) £0.98 (5) +1.27 (5) +1.44 (5)
. 14.90 16.12 19.18
Thyroid (mg) £2.44 (5) £2.88 (5) +4.69 (5)
Adrenals ma) 55.46 50.18 59.28
+4.52 (5) £11.38 (5) £5.19 (5)
. . 367.24 335.84 % 338.54 *
Final body weight  (g) +11.33 (5) +11.58 (5) £21.12 (5)

Values are shown as Mean + S.D..

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

* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
It Dose One-day treatment
©iems
(mg/kg/day) 0] 200 1000
, 3.403 3.595 * 3.690 **
Liver (9/100g) 0,080 (4) £0.051 (4) 0419 (4)
0.498 0.498 0.478
Heart (6/100g) £0.010 (4) +0.024 (4) . £0.028 (4)
: 0.493 0.505 0.538
 Kidney(R) (g/100g) £0.029 (4) £0.030 (4) £0.030 (4)
0.478 0.498 0.525
Kidney(L) (6/1009) £0.034 (4) £0.029 (4) £0.013 (4)
. , 0.515 0.525 0.583
Testis(R) (67100g) £0.049 (4) £0.073 (4) £0.036 (4)
. 0.498 0.520 0.585 *
Testis(L) , (¢/100g) +0.045 (4) £0.065 (4) £0.021 (4)
T 0.055 0.058 0.063
Epididymis(R) (9/1009) £0.006 (4) £0.005 (4) £0.015 (4)
. 0.053 0.060 0.063
Epididymis(L) (g/100g) £0.005 (4) £0.008 (4) £0.005 (4)
. 0.050 0.043 0.058
Ventral prostate  (g/100g) £0.000 (4) £0.017 (4) £0.013 (4)
Dorsolateral (a100g) 0.058 0.080 0.058
prostate 91195 £0.021 (4) £0.022 (4) +0.010 (4)
‘ 1.350 1.383 1.270
Brain (6/100g) £0.098 (4) £0.095 (4) $0.041 (4)
0.288 0.288 0.298
Spleen (6/100g) $0.033 (4) £0.042 (4) £0.017 (4)
356.93 327.18 347.60
Thymus (mg/1009) £23.94 (4) +59.74 (4) 66.98 (4)
o 4.08 430 413
Pituitary gland {mg/100g) £0.46 (4) £029 (4) £0.22 (4)
‘ 5.90 6.45 7.08
Thyroid (mg/100g) £1.01 @) £0.82 (4) £1.40 (4)
26.13 24.05 24.08
Adrenals (mg/100g) £2.04 (4) £2.59 (4) £1.77 (4
Final body weight (@) 132.45 131.58 133.38
6.43 (4) +4.47 (4) £5.18 (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 12-2 N Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
e Dose Seven-day treatment
(mg/kg/day) 0 200 1000

Liver {g/100g) iﬁjgii ) i—g:ggi ) ig:?g: *(4)
Heart (9/100g) igigi ) igigg?/ (4) i—gjgg? )
Kidney(R) {g/100g) / ig:g?g (4) ig:gig (4) tggfg @
Kidney(L) (g/100g) ig:ggg @) tgggg (4) :tg‘.ggg )
Testis(R) (9/100g) igglg 73 ig:g;g (4) tgsgg (4)
Testis(L) (9/100g) ig:gg? ) i&i;i (4) tg:ggi 4
Epididymis(R) (9/100g) ig:gfg v(4) igggg 4) igﬁggg {4)
Epididymis(L) (9/100g) igg?g @) tggg: ) tg:g?g (4)
Ventral prostate (g/100g) iggfg ) tggfg 4 | igg:i (4
Erzrsstgltiteral (a/100g) igﬁgig @ j:g:g?g @ tg:ggg )
Brain (g/100g) igg;g @ i;gig (4) tég;g )
Spleen {9/100g) ig:igg @ ig:cz)ig 4 tgﬁZ: @
Thymus (mg/100g) g;;g 4 iﬁg; (@) iiggz (@
Pituitary gland (mg/100g) igg: (4 izgf (4) 4.—3:2 4
Thyroid (mg/100g) ﬂg ) ig:;g 4 t?:gg (4
Adrenals (mg/100g) zggg ) 3 ;g 4) Z:gg (4)
‘Final body weight  (g) 11—4155 (4) 117;;2 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 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Fourteen-day treatment
Items
(mg/kg/day) 0 200 1000
. 3.658 3.800 3.748
Liver (g71009) +0.003 (4) +0.302 (4) +0.230 (4)
0.430 0.423 0.420
Heart (6/100g) +0.022 (4) +0.022 (4) +0.008 (4)
. 0.423 0.418 0.435
Kidney(R) (g/100g) +0.005 (4) £0.022 (4) £0.033 (4)
0.423 0.413 0433
' o
Kidney(L) (6/1009) £0.021 (4) £0.021 (4) £0.022 (4)
0.543 0.553 0.585
i /
Testis(R) (6/100g) £0.046 (4) +0.038 (4) £0.047 (4)
, 0.540 0.543 0.578
0
Testis(L) (9/100g) £0.042 (4) £0.046 (4) £0.043 (4)
_— 0.080 0.078 0.085
Epididymis(R) (g/100g) £0.008 (4) £0.010 (4) £0.010 (4)
, 0.078 0.068 * 0.085
idi 00
Epididymis(L) (g/100g) £0.005 (4) £0.005 (4) £0.006 (4)
0.100 0.095 0.088
Vi
entral prostate  (g/100g) +0.014 (4) £0.006 (4) £0.015 (4)
Dorsolateral 0.083 0.080 0.068
(g/100g)
prostate £0.005 (4) £0.008 (4) £0.013 (4)
. 0.793 0.783 0.795
Brain (g/100g) £0.063 (4) £0.031 (4) £0.066 (4)
0.275 0.255 0.240
Spl /100
pleen (97100g) £0.026 (4) £0.021 (4) £0.027 (4)
250.33 247,65 253.03
Thymus (mg/100g) +46.07 (4) +55.98 (4) £30.13 (4)
o 3.33 333 3.53
Pituitary gland (mg/100g) £0.26 (4) 022 (4) £0.15 (4)
8.35 8.33 7.38
i /100
Thyroid (mg/100g) £2.66 (4) £0.87 (4) £0.92 (4)
18.35 18.03 19.43
Adrenals mg/100
(mgf100g) 252 (4) +138 (4) £1.24 (&)
Fralbody welght (@) 238.35 242.50 235.40
£20.80 (4) 6.72 (4) £7.07 (4)

. Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.

-64 -




B10-0093

Table 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 200 1000
, 3.306 3.506 3.468
Liver (g/100g) £0.098 (5) +0.388 (5) £0.157 (5)
0.374 0.354 0.388
Heart (g/100g) £0.011 (5) £0.015 (5) £0.023 (5)
. 0.378 0.372 0.376
Kidney(R) (g/1009) £0.029 (5) £0.013 (5) £0.015 (5)
0.368 0.368 0.380
K
idney(L) (6/1009) £0.016 (5) - +0.029 (5) £0.020 (5)
. 0.428 0.458 0.490 *
Testis(R) (g/1009) £0.038 (5) £0.018 (5) £0.037 (5)
. 0.428 0.456 0.486 *
Testis(L) (6/100g) $0.037 (5) . 0.009 (5) £0.035 (5)
o 0.098 0.108 10.106
Epididymis(R) (6/100g) 0.004 (5) £0.009 (5) £0.005 (5)
o 0.094 0.110 * 0.106
Epididymis(L) (9/100g) £0.008 (5) +0.007 (5) +0.011 (5)
0.110 0.106 0.106
/
Ventral prostate  (9/100g) £0.028 (5) £0.024 (5) £0.008 (5)
Dorsolateral ‘ 0.086 0.088 0.094
prostate (g/100g) £0.017 (5) £0.011 (5) £0.009 (5)
. . 0.252 0.256 0.274
|
Seminal vesicle (o100g) £0.033 (5) £0.034 (5) £0.047 (5)
A 0.542 0.598 * 0.610 =
/
Brain (9/100g) £0.034 (5) £0.028 (5) £0.028 (5)
0.196 0.230 0.184
Spieen (g/100g) £0.009 (5) £0.026 (5) £0.027 (5)
150.38 164.68 - 155.66
y .
Thymus (mg/100g) £16.27 (5) £16.32 (5) £39.52 (5)
. 3.14 3.38 3.04
d
Pituitary glan (mg/100g) £0.27 (5) £0.45 (5) £0.30 (5)
. 4.06 4.80 562 *
Thyroid (mg/100g) £0.73 (5) £0.82 (5) £1.23 (5)
15.12 14.92 17.50
Adrenal mg/100
renais (mg/100g) £1.39 (5) +3.26 (5) £0.97 (5)
Final body weight  (g) 367.24 335.84 338.54 *
£11.33 (5) £11.58 (5) £21.12 (5)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 13-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

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

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 13-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Seven-day treatment

Male
Findings 0 200 1000  (mg/kg/day)
ss ss ss
43 4 4
No abnormalities detected 4
Liver
Enlargement 0 0 1

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 13-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen-day treatment

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

No abnormalities detected 4

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 134 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 200 1000 (mag/kg/day)
sS sS Ss
53 5 5
No abnormalities detected ‘ 5 5 5

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 14-1 Twenty-eighi-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: One-day treatment

Male
Findings Grade 0 200 1000  (mg/kg/day)
ss ss ss
43 4 4

Liver

No abneormalities detected 4/4%) — 4/4
Kidney

No abnormalities detected 4/4 — 4/4
Testis

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

No abnormalities detected 4/4 — 4/4
Dorsolateral prostate

No abnormalities detected 4/4 — 4/4
Bone marrow

No abnormalities detected 4/4 — 4/4
Spleen

No abnormalities detected 4/4 — 4/4
Thymus

No abnormalities detected 4/4 — 4/4

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

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

—-, Not examined.
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Table 14-2 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of histopathological examinations: Seven-day freatment

Male
Findings Grade 0 200 1000 (mg/kg/day)
sS ss ss
4? 4 4

Liver

No abnormalities detected 4/42 — 4/4
Kidney

No abnormalities. _d_c?@(_ac_tgc_i ______ o 34 -— i 4/4

CystMedulia " 77 7
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 abnormailities detected 4/4 —_ 4/4
Spleen

No abnormalities detected 4)4 - 4/4
Thymus

No abnormalities detected 4/4 -— 4/4

ss, scheduled sacrifice animal.

a) Number of animals autopsied.

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

+, slight.
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Table 14-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 200 1000 (mg/kg/day)
SS SS SS
47 4 4

Liver

No abnormalities detected 414> — 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 4/4 - 4/4
Bone marrow

No abnormalities detected 4/4 - 4/4
Spleen

No abnormalities detected 4/4 - 4/4
Thymus

No abnormalities detected 4/4 — 4/4

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

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

-—, Not examined.
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Table 14-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 200 1000  (mg/kg/day)
sS SS SS
53 5 5

Trachea

No abnormalities detected 5/5°) -— 5/5
Lung

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

No abnormalities detected 5/5 — 5/5
Forestomach

No abnormalities detected 5/5 —_ 5/5
Glandular stomach

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

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

No abnormalities detected 5/5 -— 5/5
lieum

No abnormalities detected 5/5 -— 5/5
Cecum

No abnormalities detected 5/5 — 5/5
Colon

No abnormalities detected 5/5 - 5/5
Rectum

No abnormalifies detected 5/5 — 5/5
Pancreas

No abnormalities detected 5/5 -— 5/5
Liver

No abnormalities detected 5/5 - 5/5
Heart

No abnormalities detected 5/5 —_ 5/5
Kidney

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

No abnormalities detected 5/5 — 5/5
Testis

Noabnommalifiesdetected 55 e .. _

Atrophy, tubular/FécaI o O.IS"-" T "1/;5 --------------------
Epididymis

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 14-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 200 1000  (mg/kg/day)
ss ss SS
. 5% 5 5

Ventral prostate

Noabnormaliies detected . 48? = S5 e,

deHular infiltration ) + 1/5 ~—- 0/5
Dorsolateral prostate

No abnormalities detected . 5/5 -— 5/5
Coagulating gland

No abnormalities detected 5/5 -— 5/5
Seminal vesicle

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

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

No abnormalities detected 5/5 — 5/5
Bone marrow

No abnormalities detected 5/5 — 5/5
Axiltar lymph node

No abnormalities detected 55 — 5/5
Mesenteric lymph node

No abnormalities detected 5/5 — 5/5
Spleen

No abnormalities detected 5/5 - 5/5
Thymus

No abnormailities detected 5/5 — 5/5
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

No abnormalities detected 5/5 - 5/5

88, scheduled sacrifice animal.
a) Number of animals autopsied.

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

—, Not examined.
+, slight.
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Appendix 1-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals
0 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
192, 3,4,
- 56,78, g' ?’07'1? 910,11, 13 14,15, 13,14,15
No abnormalities detected Male 9,10, 11 o A 12,13, 14, LT o
P 12, 13, 14, 16, 17 16, 17
12,13, 14 15,16, 17
A 15, 16, 17
15, 16, 17

a) Animal number.
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Appendix 1-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals

200 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
a)
$ES S 25 26,27, 26,27, 28,
No abnormalities detected Male 2+2526. 53'59'35 29 30,3¢ °%31.32 30,3132

27,28, 29 33, 34 33,34
€929 31,32 33, 32 33,34

30, 31, 32, 34
33,34

a) Animal number.
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Appendix 1-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animal;

1000 mg/kg/day
Administration period
Signs Sex 7 27 814 1521 2228 (day)
a)
%%éfig’ 89,40, 41,
: 13940, 4o 43,44, 43, 44, 45, -
No abnormalities detected Male 41,4243, 45 46 47 45 47 48, T 4849 47,48,49,
44,45 46 50, 51 50, 51
» 49,48, 48 49,50, 49, 50, 51
47,48, 49, o
50, 51

a) Animal number.
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Appendix 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Predosing)

Dose . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 0 0
14 0 0
0 15 0 0
16 0 0
17 0 +1
30 0 0
31 0 0
Male 200 32 0 0
33 0 0
34 o] 0
47 0 +1
48 0 0
1000 49 0 0
50 0 0
51 0 0
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Appendix 2-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 1)

Dose i Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 0
14
0 15
16
17
30
31
Male 200 32
33
34
47
48
1000 49
50
51

'
—_

o O oo O O o

0O 0o 0ojo 0o O O OO O O O

1
—_—
O O O O 0O1o

o

=79 -



B10-0083

Appendix 2-3  Twenty-eight-day repeated-dose oral foxicity study in rats

Detailed clinical observations of individual animals (week 2)

Dose . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 0 +1
14 0] 0
0 15 0 0
16 0 0
17 0 0
30 0 0
31 0 0
Male 200 32 0 0
33 0 0
34 0 0
47 0 0
48 0 0
1000 49 0 0
50 0 0
51 0 0
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Appendix 2-4  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

Dose . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 0 - +1
14 0 0
0 15 0
16 0
17 0
30 0 +1
31 0
Male 200 32 0
' 33 0
34 0] +1
47 0 0
48 0 +1
1000 49 0 0
50 0 +1
51 0 0
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Appendix 2-5  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

Dose . Removal from cage

Sex Animal No.

(mg/kg/day) Ease of removal  Vocalization
13 0 +1
. 14 0 0
0 15 0

16 0 +1
17 0 0
30 0 0
31 0 0
Male 200 32 0 0
33 0 +1
34 0 0
47 o] 0
48 0 0
1000 49 0 0
50 0 +1
51 0 0
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Appendix2-6  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Predosing)

Handling observations

Sex Dose  -AnimalNo. Muscle Subnormal Piloerection Staining Unkempt = Paleness Reddening
(mg/kg/day) tone  temperature hair hair

13 0 - - - -

14

0 15

16

17

30

31

Male 200 32
33

34

47

48

1000 49

50

51

O O O 0O 0Ol O O O OJlo O O O
]
'
'
1
T
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Appendix 2-7  Twenty-eight-day repeated-dose oral toxicity study in rats
' Detailed clinical observations of individual animals (week 1)

Handling observations
Sex Dose Animal No. Muscle  Subnormal Piloerection Staining Unkempt Paleness Reddening
(mg/kg/day) : tone  temperature " hair hair

13 0 - - - - -

14

0 15

16

17

30

31

Male 200 32
33

34

47

48

1000 49

50

51

O O 0O 0 0Ojlo o 0o O Ol O O O
'
]
'
v
f
1
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Appendix 2-8

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

Detailed clinical observations of individual animals (week 2)

B10-0083

Sex

Dose
(mg/kg/day)

Animal No.

Handling observations

Muscle

fone

Subnormal Piloerection  Staining
temperature

hair

Unkempt

hair

Paleness Reddening

Male

13
14
15
16
17

0

200

30
31
32
33
34

1000

47
48
49
50
51

0O 0O 0O 0O 0OjoO O O Ol © o O©
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Appendix 2-9

Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

B10-0093

Sex

Dose
(mg/kg/day)

Animal No.

Handling observations

Muscle

fone

Subnormal Piloerection  Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

200

30
31
32
33
34

1000

47
48
49
50
51

O O O O oOjJo ©O O O ©OjOC O O ©
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Appendix 2-10  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed ciinical observations of individual animals (week 4)

) Handling observations
Sex Dose Animal No.  Muscle  Subnormal Piloerection  Staining Unkempt Paleness Reddening
(mg/kg/day) tone  temperature hair hair
13 0 - - - - -
14
0 15
16
17
30
31
Male 200 32
33
34
- 47
48
1000 48
50
51

O O 0O O Oj0O O O O 0Ojo © o ©
'
]
il
'
i
1
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Appendix 2-11  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Predosing)

Handling observations

Sex Dose Animal No. Cyanosis Lacrimation Exophthalmos Pupillary ~ Salivation Secretion
(mg/kg/day) size

13 - - - 0
14 - . - '
0 15 - - -
16 - - -

17 - - -
30 - - -
31 - - -
Male 200 32 - -
33 - - -
34 - - -
47 - - -
48 - - -
1000 49 - - -
50 - - : -
51 - - -

1

O 0o 0 0o olo o o 0O oo o o o
L}
1
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Appendix 2-12  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 1)

Handling observations
Sex Dose Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation Secretion
(mg/kg/day) size

13 - - - 0 -

14 - - -

0 15 - . _

16 - - -

17 - - -

30 - - -

31 - - -

Male 200 32 - - -
33 - - -

34 - - -

47 - oo- -

48 - - -

1000 49 - - -

50 - - -

51 - - -

O O O O OO0 O O O 0Ol ©o O O
'
[

-89 .-



Appendix 2-13  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

B10-0093

Sex

Handling observations

Dose . Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation Secretion

(mg/kg/day)

size

Male

13
14
15
16
17

- 0

200

30

31

32
33
34

1000

47
48
49
50
51

'
O O O O OO0 O O O OO0 O O O

-90-
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Appendix 2-14  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

, Handling observations ]
Sex Dose Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation Secretion
(mg/kg/day) size

13 - - - 0 - -
14 - - -
0 15 - - -
16 - - -
17 - - -
30 - - -
31 - - -
Male 200 32 - - -
33 - - -
34 - - -
47 - - -
48 - - -
1000 49 - - -
50 - - -
51 - - -

0O O 0O O Ol O O O Ol O o O
]
'
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Appendix 2-15  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

Handling observations
Sex Dose Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation Secretion
(mg/kg/day) size
13 - - - 0 -
14 - - -
0 15 - - -
16 - - -
17 - - -
30 - - -
31 oo - -
Male - 200 32 - - -
33 - - -
34 - - -
47 - - -
48 - - -
1000 49 - - -
50 - - -
51 - - -

O O O O Oj0O O O O OO0 O O O
1]
1
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Appendix 2-16  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Predosing) -

Observations in arena

Sex Dose Animal No.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
13 0 0 0 - -
14 0 +1 0 - -
0 15 0 0 0 - -
16 0 0] 0 - -
17 0 0 0 - -
30 0 0 0 - -
31 0 +1 0 - -
Male 200 32 0 0 0 - -
33 0 0 0 - -
34 0 0 0 - -
47 0 0 0 - -
48 0 0 0 - -
1000 49 0 0 0 - -
50 0 0 0 - -
51 0 0 0 - -
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Appendix 2-17  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 1)

Observations in arena

Sex Dose Animal No.  Posture Motor  Respiration Lid
(mg/kg/day) activity closure

Gait

13
14
0 15
16
17

0

ojlo © O O

30
31
Male 200 32
33
34

+
N

47
48
1000 49
50
51

0O O O O 0Ol O O O Ol © © © O
0O O 0O O Ol O O 0O Ol O © 0o O

0O O O 0O Ol O O

-04 -
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Appendix 2-18  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

Observations in arena
Sex Dose Animal No.  Posture Mofor  Respiration Lid Gait
(mg/kg/day) activity closure
13 0
14
0 15
16
17
30
31
Male 200 32
33
34
47
48
1000 49
50
51

0O 0O 0O 0 OO0 0O O Ol o O O O
O O 0O 0O OO0 O O © Ojlo O © O
0O 0O 0O 0O 0Ol OO0 Ol O © O O
1
1
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Appendix 2-18  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

Observations in arena
Sex Dose Animal No. Posture Motor  Respiration Lid Gait

(mg/kg/day) activity closure
13 0

14

0 15

16

17

30

31

Male - 200 32
33

34

47

48

1000 49

50

51

O 0O 0O 0O 0Ojlo 0O OO0 Ojo ©O © O© O
O O 0O 0O 0Oj0 O O O O|lo O © ©
'
1
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Appendix 2-20  Twenty-eight-day repeated-dose oral toxicity study in rats
_ Detailed clinical observations of individual animals (week 4)

Observations in arena

Sex Dose Animal No.  Posture Motor  Respiration Lid
(mg/kg/day) activity closure

Gait

13
14
0 15
16
17

30
31
Male 200 32
33
34

47
48
1000 49
50
51

O O O O OjO O O O Ol O O O ©o
O O O 0O OO0 O O 0O Ol © © o O
O O O O OO O O O O|lo O © o O
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Appendix 2-21  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individua! animals (Predosing)
Observations in arena
Sex Dose Animal No. Tremor/twitch/ Defecation  Urination Stereotypic Abnormal
(mg/kg/day) convulsion  (count/min) (count/min) behavior  behavior
13 0 0 2 - -
14 0 0 2 - -
0 15 0 0 0 - -
16 0 0 0 - -
17 0 0 0 - -
30 0 1 3 - -
31 0 1 2 - -
Male 200 32 0 0 0 - -
33 0 0 0 - -
34 0 0 0 - -
47 0 0 1 - -
48 0 o] 0 - -
1000 49 0 1 2 - -
50 0 0 0 - -
51 0 0 0 - -
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Appendix 2-22  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 1)

Observations in arena

Sex Dose Animal No. Tremor/twitch/ Defecation  Urination Stereotypic Abnormal
(mg/kg/day) convulsion  (count/min) (count/min) behavior  behavior

13 0 0 2 - -
14
0o . 15
16
17
30
31
Male 200 32
’ 33
34
47
48
1000 49
50
51

0O 0O 0O 0O 0ol o OO OO O O O
O ON O O0OjlO OO N »-|O O O W
O O O IO O O W NO O O O
L}
'
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Appendix 2-23  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

Observations in arena

Sex Dose Animal No. Tremor/twitch/ Defecation  Urination Stereotypic Abnormal
(mg/kg/day) convulsion  (count/min) (count/min) behavior behavior

13 0 0 ) 0 - -

14 0 1 2 - -

0 15 0 0 0 - -

16 0 0 0 - -

17 0 0 0 - -

30 0 0 0 - -

31 0 1 1 - -

Male 200 32 0 0 0 - -

33 0 0 1 - -

34 0 0 0 - -

47 0 2 1 - -

48 0 0 0 - -

1000 49 0 2 6 - -

50 0 0 0 - -

51 0 0 0 - -
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Appendix 2-24  Twenty-eight-day repeated-dose oral toxicity study in rats
‘ Detailed clinical observations of individual animals (week 3)

Observations in arena

Sex Dose Animal No. Tremor/twitch/ Defecation  Urination Stereotypic Abnormal
(mg/kg/day) convulsion  (count/min) (countmin) behavior  behavior

13 0 0 7 - -
14
0 15
- 16
17
30
31
Male 200 - 32
33
34
47
48
1000 49
50
51

O 0O 0O 0O 0OjO O O O O|l0O © © ©
0O 0O - 0O ~,|j0O 0O O~ OjJO ©O ON
o -~ 0 O AjfO O O M OjO ©O O N
'
'
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Appendix 2-25  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

Sex

Dose
(mg/kg/day)

Animal No. Tremor/twitch/ Defecation
convulsion

Observations in arena

B10-0083

Urination ~ Stereotypic Abnormal
(count/min)  (count/min)

behavior

behavior

Male

13
14
15
16
17

0

0

200

30
31
32
33
34

1000

47
48
49
50
51

O O O O OO0 O O O O|]© ©O O O O

0O 0O 2~ 0O |00 0 ~ 0|0 O O -~

O O N O WO O O 0 OJO0O O O
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Appendix 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Reflex of individual animals (week 4)

Sensorimotor function
Sex Dose Animal No. Approach contact/  Pinna  Pain response Pupillary  Air righting
(mg/kg/day) touch response  response (tail pinch): reflex reflex
13 0 0 0 +
14 0 0 0 + +
0 15 0 0 0 + +
16 0 0 0 + +
17 0 0 0 + +
30 o] 0 0 + +
31 0] 0 0 + +
Male 200 32 0 0 0 + +
33 0] 0 0 + +
34 0 0 0 + +
47 0 0 0 + +
48 0 0 0 + +
1000 49 0 0 0 + +
50 0 0 0 + +
51 0 0 0 + +
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Appendix 4 Twenty-eight-day repeated-dose oral toxicity study in rats
: Grip strength of individual animals (week 4)

Sex Dose Animal No. Forelimb (g) Hindlimb (g)
(mg/kg/day) Trial1  Trial2  Mean Trial1  Trial2  Mean
13 525 466 496 447 470 459
14 500 489 485 472 410 441
0 15 401 435 418 416 421 419
16 - 444 411 428 461 479 470
17 447 436 442 373 473 423
30 478 485 482 472 390 431
31 523 464 494 459 439 449
Male 200 32 - 395 471 433 400 368 384
33 491 385 443 488 443 466
34 491 473 482 440 424 432
47 405 458 - 432 500 449 475
48 383 483 433 428 443 436
1000 49 353 361 357 425 420 423
50 489 470 480 541 444 493
51 496 533 515 459 432 448
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Appendix 5 Twenty-eight-day repeated-dose oral toxicity study in rats
Motor activity of individual animals (week 4)

Sex Dose Animal No. Interval (min)
(mg/kg/day) 0-10 1020 2030 3040 4050 5060  Total
13 97 91 55 114 23 1 381
14 152 93 62 40 45 31 423
0 15 118 123 123 64 53 0 481
16 108 43 35 44 61 15 306
17 174 134 120 56 72 40 596
30 158 141 169 83 71 77 699
3 222 60 45 26 18 0 371
Male 200 32 179 144 89 39 5 12 468
33 208 124 123 117 94 0 666
34 190 89 121 16 10 0 426
47 134 73 42 80 28 0 357
48 178 80 0 14 2 7 281
1000 49 148 111 47 5 1 313
50 175 96 88 103 2 21 485
51 91 47 62 26 85 35 348
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Appendix 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male
Group One-day treatment
Dose (mg/kg/day) 0
Animal No. 1 2 3 4
Administration 4 137.1 147.3 157.3 157.5
period
3 —_ — —_— —
7 — — —_ —
14 — — — —
21 — — —_ —
28 — — —
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Appendix 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Seven-day treatment
Dose (mg/kg/day) ' 0
Animal No. 5 6 7 8
Administration 146.4 148.4 150.6 151.9
period
3 164.4 163.3 168.6 163.8
7 199.8 196.1 206.4 197.6
14 — - — —
21 -~ — —_ —
28 - - - —
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Appendix 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male
Group Fourteen-day treatment
Dose (mg/kg/day) 0
Animal No. 9 10 11 12
Administration 139.5 150.7 154.5 159.9
period ]
3 155.6 164.5 175.5 175.0
7 186.3 198.6 208.7 214.8
14 235.7 250.2 263.9 285.8
21 - — — —
28 — — —

- 108 -
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Appendix 6-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 0
Animal No. 13 14 15 16 17
Administration 4 148.6 151.0 154.8 157.7 161.9
period .
3 165.1 168.3 170.5 175.6 178.1
7 205.6 200.6 2135 210.6 2136
14 268.0 261.7 282.4 280.2 275.2
21 339.0 329.1 353.3 346.9 336.0
28 383.8 381.5 4121 384.0 380.5
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Appendix 6-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group One-day treatment

Dose (mg/kg/day) 200

Animal No. 18 19 20 21

Administration

. 1 . 1465 146.0 150.7 153.8
period

14 — - —

21 - - -

28 — — -
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Appendix 6-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male
Group Seven-day treatment
Dose (mg/kg/day) 200
Animal No. 22 23 24 25
Administration 144.0 142.9 154.0 1553
period
3 156.2 159.0 169.0 171.5
7 183.4 193.7 210.6 203.9
C 14 — — — —
21 —_ — — —
28 —_ — —
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Appendix 6-7 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Fourteen-day treatment
Dose (mg/kg/day) 200
Animal No. 26 27 28 28
Administration 145.7 149.7 151.4 155.9
period
3 165.4 166.5 169.1 173.8
7 202.7 205.7 204.5 202.8
14 260.5 260.4 2746 257.0
21 — — — —_
28 — — — —
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Appendix 6-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 200
Animal No. 30 31 32 33 34
Administration 140.1 147.0 154.7 151.5 161.7
period

3 157.5 165.0 170.8 172.8 177.3
7 189.4 196.3 207.0 213.5 212.6
14 248.1 251.5 262.2 273.0 278.3
21 302.1 309.2 325.7 324.2 330.2
28 3441 350.3 371.1 351.4 369.0
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Appendix 6-9 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group One-day treatment

Dose (mg/kg/day) 1000

Animal No. 35 36 37 38"

Administration

. 1 143.6 146.4 152.2 160.5
period

14 - — — —

21 - — - -

28 - - —
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Appendix 6-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Seven-day treatment
Dose (mg/kg/day) 1000
Animal No. 39 40 41 42
Administration ‘ 147.6 149.1 1543 158.5
period
3 S 1617 165.5 167.9 170.7
7 : 192.7 199.8 204.2 207.9
14 - — — —
21 — — — —
28 — — —
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Appendix 6-11

B10-0083

Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Fourteen-day treatment
Dose (mg/kg/day) 1000

Animal No. 43 44 45 46

Administration 143.8 149.2 152.4 155.9
period

3 161.4 166.4 167.8 174.8

7 180.8 197.3 202.5 208.8

14 254.3 248.3 252.8 261.3

2 — — — —

28 — - — —
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Appendix 6-12

Twenty-ejght-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

B10-0083

Group Twenty-eight-day treatment
Dose (mg/kg/day) 1000
Animal No. 47 48 49 50 51
Administration 146.0 1475 152.2 158.6 160.1
period
3 162.1 167.9 164.2 175.2 178.8
7 199.3 201.7 1857 211.0 212.9
14 260.9 261.3 2455 276.3 274.6
21 314.1 315.0 2955 338.5 338.5
28 361.4 353.8 329.6 386.2 386.0
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Appendix 7 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0093
Food consumption of individual animals (g/rat/day)
Sex Dose . Administration period
Animal No.
(mg/kg/day) 3 7 14 21 28 (days)
5 20.45 20.61 22.58 - - -
6 18.29 17.27 21.16 - - -
7 19.11 20.46 23.37 - - -
8 18.09 17.84 21.80 - - -
9 16.78 18.23 20.79 20.78 - -
10 22.01 20.39 22.80 22.88 - -
0 11 21.99 21.92 23.79 24.01 - -
12 21.55 19.39 24.01 26.00 - -
13 19.54 17.52 22.48 22.98 25.16 24.87
14 20.16 19.10 21.74 23.08 24.34 2483
15 19.99 19.59 23.90 25.65 25.81 27.04
16 20.93 21.37 24.60 26.12 26.65 26.54
17 21.05 22.18 24.68 25.67 27.13 26.38
22 18.80 17.45 18.75 - - -
23 16.25 16.30 20.37 - - -
24 20.37 19.45 24.33 - - -
25 19.69 20.70 23.06 - - -
26 19.78 20.39 22.69 22,98 - -
27 20.34 19.65 21.85 21.34 - -
Male 200 28 19.51 19.47 22.40 24.72 - -
29 21.39 21.85 22.28 22.59 - -
30 16.48 16.67 20.54 21.14 21.63 22.21
31 17.80 17.30 19.96 21.08 20.98 20.79
32 22.02 20.16 23.68 21.80 21.99 22.31
33 19.86 20.69 25.25 25.53 23.59 21.30
34 21.36 20.30 22.90 23.73 21.55 21.35
39 19.36 18.85 20.42 - - -
40 20.08 17.78 22.10 - - -
41 21.14 19.12 23.14 - - -
42 21.91 17.80 22.38 - - -
43 18.27 18.45 20.01 22.25 - -
=44 17.99 17.69 19.47 20.10 - -
1000 45 20.33 19.68 22.79 22.20 - -
46 18.32 19.59 22.45 21.90 - -
47 19.26 19.19 21.79 23.14 22.21 23.05
48 19.96 19.36 22.54 23.34 21.71 22.03
49 20.16 18.55 20.51 20.88 21.20 20.50
50 19.70 18.07 21.86 23.29 23.63 24.57
51 21.55 19.68 23.22 23.04 24.62 25.40
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B10-0083
Appendix 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalyfic data of individual animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0
ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
Urine volume (mL) 19 5 16 B 14
Uosm (mOsm/L) 508 1502 640 1679 ) 586

ss: scheduled sacrifice animal,
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Appendix 8-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male

B10-00€3

Group Twenty-eight-day treatment
Dose {mg/kg/day) 200
ltems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
Urine volume (mL) 18 5 12 6 15
Uosm (mOsmi/L) 504 1317 664 988 505

ss: scheduled sacrifice animal.
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Appendix 8-3  Twenty-sight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male

B10-0083

Group Twenty-eight-day treatment
Dose (mg/kg/day) 1000
ltems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
Urine volume (mL) 17 9 5 24 10
Uosm (mOsmiL) 528 ’ 1132 1630 318 905

ss: scheduled sacrifice animal.
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B10-0083

Appendix 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 0
ltemns Animal No. 13 ss 14 ss 16 ss 16 ss 17 ss
Color SY YB SY YB SY
Turbidity Clear Clear Clear Clear Clear
pH 8.5 8.5 8.5 6.0 7.0
Protein + 3 - ) 1+ . -
Glucose - - - - -
Ketones b * - 1+
Oceult blood S - - - -
Urinaly sediment
Red blood celis @ 0 0 0 0 0
White blood celis @ 0 0 0 0 0
Epithelial cells @ 0 0 0 0 0
Casts 0 0 0 0 0
Crystals ® + 2+ - 1+ 1+

ss:scheduled sacrifice animal.

Color: SY: Slightly yeliow,YB: Yellow-brown._
% Number of calis/1 Oviews(x400),

B Number of casts/18x18 mm?.
:Incidence of crystals/18x18 mm>,

-122-



B10-0083

Appendix 8-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 200
ltems Animal No, 30 ss 31 ss 32  ss 33 ss 34  ss
Color SY Y Y Y SY
Turbidity Clear Clear Clear Clear Clear
pH 7.0 7.0 7.0 8.0 7.0
Protein - * * + +
Glucose - - - - -
Ketones + - + 1+ 1+
Occult biood - - -

Urinaly sediment

Red blood cells ¥ - - —
White biood cells ? — - -
Epithelial cells ¥ — — —

Casts ¥ —_ — —

Crystals @ — —_ R

ss:scheduled sacrifice animal.
Color: SY : Slightly yellow,Y : Yellow.
% Number of celis/1 Oviews(x400).
Y. Number of casts/18x18 mm2

9:Incidence of crystals/18x18 mm?
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B10-0083

Appendix 8-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 1000
ltems Animal No. 47  ss 48  ss 49  ss 50 ss 51 ss
Color SY Y YB SY Y
Turbidity ) Clear Clear Clear Clear Clear
pH 7.0 7.0 6.0 6.5 7.0
Protein S 1+ i 1+ - +
Glucose - - - - -
Ketones + 1+ 1+ t +
Occult blood - - - - -
Urinaly sediment
Red blood cells ¥ 0 0 0 0 0
White blood cells ¥ 0 0 0 0 0
Epithelial cells ¥ 0 0 0 0 0
Casts ? 0 0 0 0 0
Crystals ® 2+ 2+ + + 1+

ss:scheduled sacrifice animal.

Color: SY: Slightly yeliow,Y: Yellow,YB: Yeliow-brown.
. Number of cells/1 Oviews(x400).

% Number of casts/18x18 mm?,

9 Incidence of crystals/18x18 mm?.
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Appendix 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

B10-0083

Group One-day treatment
Dose(mg/kg/day) 0

ltems : Animal No, 1 ss 2 ss 3 ss 4 ss
RBC (10%/pL) 709 738 730 766
Hb (gfdL) 14.8 16.2 157 16.4
Ht (%) 459 50.7 50.1 51,8
MCV (fL) 84.7 68.7 88.7 87.7
MCH (pa) 21.1 22.0 218 21.4
MCHC (g/dl) 3286 31.8 314 316
Platelet {(x10%uL) 141.7 1346 122.0 153.8
Reticuio (%) 10.6 98 10.1 10.2
WBC (x10%uL) 98.7 139.8 140.7 114.1
Differentiation of leukocyte

Neutro (%) 8.8 6.9 13.1 7.7

Lymph (%) 875 . 88.7 82.2 87.7

Eosino (%) 0.6 0.6 05 0.8

Baso (%) 0.5 1.3 1.0 1.0

Mono (%) 1.7 32 N 2.1 1.9 -

Luc (%) 0.8 1.2 1.0 0.8

ss: scheduled sacrifice animal.
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Appendix 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0083

Group Seven-day treatment
Dose(mg/kg/day) 0

ltems Animal No. 5 ss 6 ss 7 ss B ss
RBC (x10%uL) 715 692 711 718
Hb (g/dL) 14.9 14.4 14.6 14.4
Rt (%) 48.0 46.4 48.2 472
MCV (L) 67.1 67.1 67.9 5.7
MCH (pe) 20.8 208 20.5 20.0
MCHC (g/dL) 31.0 311 30.2 304
Platelst (10%uL) 127.0 110.3 137.7 123.9
Reticulo (%) 8.6 8.6 8.5 8.0
WBC (x10%uL) 164.7 98.0 128.8 118.7
Differentiation of leukocyte

Neutro (%) 15.7 20.0 15.2 18.2

Lymph (%) 79.8 743 75.9 80.0

Eosino (%) 0.5 0.4 0.5 0.7

Baso (%) 0.8 0.5 0.7 0.7

Mono (%) 2.0 2.7 45 1.3

Luc (%) 1.0 22 3.1 1.0

ss: scheduled sacrifice animal.
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B10-0083

Appendix 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male
Group Fourteen-day treatment
Dose(mag/kg/day) 0

tems Animal No. g ss 10 ss 11 ss 12 ss
RBC (x1pﬂpL) 792 744 750 743
Hb (g/dL) 15.8 14.3 15.2 15.1
Ht (%) 51.5 47.4 49.7 50.0
MCV () 65.0 63.7 66.3 67.4

- McH {pa) 20,0 19.3 202 20.3

MCHC {grdl) 307 30.2 30.5 30.1
Platelet {x10%L) 142.9 128.3 125.1 113.0
Reticulo (%) 40 44 43 5.8
WBC {(x10%uL) 157.1 148.5 154.7 148.4
Differentiation of leukocyie

Neutro (%) 21.7 11.0 14,3 30.2

Lymph (%) 70.5 81.1 80.8 63.7

Eosino (%) 0.5 0.5 0.4 0.8

Baso (%) 40 3.7 1.8 1.7

Mono (%) 24 2.8 1.3 2.4

Luc (%) 0.8 1.1 14 1.3

ss: scheduled sacrifice animal,

- 127 -




B10-0083
Appendix $-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group Twenty-eight-day treatment
Dose(mg/kg/day) . 0

ltems Animal No, 13 ss 14 ss 15 ss 16 ss 17 ss
RBC (x10°/L) 811 802 752 766 825
Hb (g/dL) 15,7 15.3 14.2 14.7 155
Ht (%) 50.9 50.4 455 47.1 48,8
Mcv (L) 62.7 62.8 . 805 614 A 60.4
MCH (pg) 18.4 19.0 18.9 18.1 18.8
MCHC (gfdl) 30.9 303 31.3 31.2 31.1
Platelet (x10%uL) 127.8 111.4 1317 1184 108.3
Reticulo (%) 34 3.6 32 29 2.8
WBC (x10%uL) 176.2 121.2 128.2 141.6 158.1
Differentiation of leukocyte

Neutro (%) 11.1 23.1 _ 100 8.8 138

Lymph (%) 82.0 70.1 84,8 89.5 82.3

Eosino (%) 0.7 0.8 0.5 0.4 0.8

Baso (%) 1.6 1.8 0.8 0.6 03

Mono (%) 2.8 2.7 28 15 16

Luc (%) 1.7 1.4 0.9 1.0 1.3
PT (sec) 20.5 14.4 16.8 15.3 18,6
APTT (sec) 203 17.2 18.3 19.0 235

s&: scheduied sacrifice animal.
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Appendix 8-5 Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0083

Group One-day treatment
Dose(mg/kg/day) 200
Items Animal No, 18 ss 19 ss 20 ss 21 ss

RBC (x10%/uL) 670 733 725 762
Hb (g/dl) 14.0 15.7- 15.7 15.1
Ht (%) 456 495 50.0 48.0
MCV () 68.1 67.5 68.9 4.3
MCH (pg) 20.8 21.4 21.7 18.8
MCHC (g/dL) 30.7 317 315 30.9
Platelet (x10%uL) 141.8 134.7 116.5 169.5
Reticulo (%) 11.6 12.1 12.6 11.3
WBC (x10%/4L) 117.1 167.5 107.1 145.9
Differentiation of ieukocyte

Neutro - (%) 11.1 7.2 10.5 8.6

Lymph (%) 83.7 85.7 86.1 86.7

Eosino (%) 0.3 0.4 0.6 0.3

Baso (%) 0.8 1.6 0.5 0.6

Mono (%) 2.8 42 1.2 2.2

Luc . (%) 1.3 o.s 1.0 0.7

ss: scheduled sacrifice animal.
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B10-0083
Appendix 9-6 Twenty-eight-day repeated-dose oral toxicity study in rats
. Hematological data of individual animals:Male

Group Seven-day treatment
Dose(mg/kg/day) 200

lterns Animal No. 22 ss 23 ss 24 ss 25 ss
RBC (<10%uL) 752 728 742 749
Hb (g/dL) 14.6 14.7 15.8 15.1
Ht (%) 47.6 49.2 52.1 48.5
Mmcv (fL) 63.2 67.5 70.2 64.8
MCH (pg) 18.5 20.2 21.4 20.2
MCHC (g/dL) 308 30.0 304 31.1
Platelst ' (x10*L) 132.4 131.7 102.0 0e.8
Reticuio (%) 7.4 2.6 10.0 7.4
WBC (x10%uL) 207.8 138.0 133.5 89.6
Differentiation of leukocyte

Neutro (%) 14.8 12.6 12.4 14.4

Lymph (%) 81.1 83.0 82.9 81.7

Easino (%) 0.2 0.1 04 0.2

Baso (%) 07 12 0.7 0.5

Mono (%) 15 17 25 1.7

Luc (%) 1.8 1.8 1.0 1.3

ss: scheduied sacrifice animal.
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Appendix 8-7 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

B10-0083

Group ) Fourteen-day treatment
- Dose(mg/kg/day) 200
tems Animal No. 26 ss 27 ss 28 ss 29 ss
_ RBC {(x10*uL) 694 725 781 793
Hb (g/dL) 145 14.6 16.2 15.4
Ht (%) 46.8 47.2 52.0 51.1
MCV o 67.4 85.0 56.5 645
MCH (pg) 208 20.1 207 19.5
MCHC (g/dL) 31.0 30.9 31.2 30.2
Platelet (x10%uL) 102.9 101.4 122.7 128.4
Reticulo (%) 44 41 5.3 45
WBC (x10%uL) 128.1 86.1 105.9 168.9
Differentiation of leukocyte
Neutro (%) 7.7 16.2 10.8 13.8
Lymph (%) 87.0 77.9 84.8 81.4
Eosino (%) 0.4 0.5 0.4 0.7
Baso (%) 22 1.4 0.7 1.0
Mono (%) 1.4 2.3 1.8 2.1
Luc (%) 1.4 1.7 1.5 0.8

ss; scheduled sacrifice animal.
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Appendix 9-8 Twenty-gight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

B10-0083

Group Twenty-eight-day treatment
Dose(mg/kg/day) 200

ltems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
RBC (x10*uL) 794 762 915 770 852
Hb (gdL) 156 15.0 17.5 14.6 15.6
Ht (%) 49.0 48.1 56.2 46.1 503
MCV ) 61.7 83.2 61.5 5.9 58.0
MCH (pa) 19.8 19.6 18.1 18.0 18.3
MGHC (g/dL) 318 31.1 314 31.8 31.0
Platelet (10%uL) 116.3 108.3 76.4 117.3 111.6
Reticulo (%) 27 3.9 3.0 24 3.1
WBC (x10%uL) 102.2 184.7 122.3 145.4 160.5
Differentiation of leukocyte

Neutro (%) 22.1 13.5 12.7 16.7 165

Lymph (%) 73.9 81.3 80.8 704 79.6

Eosine (%) 0.4 0.7 0.7 0.5 0.4

Baso (%) 0.8 1.0 1.2 0.4 1.3

Mono (%) 2.3 2.0 24 14 1.0

Luc (%) 1.2 15 2.1 16 1.0
PT (sec) 22.8 19.0 16.6 32.1 17.9
APTT (sec) 276 23.1 14.3 324 235

s scheduled sacrifice animal.
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Appendix $-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

B10-0083

Group One-day treatment
Dose(mg/kg/day) 1000

ltems Animal No, 35 ss 36 ss 37 ss 38 ss
RBC (x10*uL) 697 715 721 668
Hb (g/dL) 15.3 15.3 14.6 14.0
Ht (%) 48.6 487 47.8 45.2
mcv (L) 71.1 69.5 86.4 67.7
MCH (pg) 22.0 21.4 20.2 21.0
MCHC (a/dL) 30.9 30.7 30.5 31.0
Platelet (x10%uL) 118.3 136.0 106.4 112.7
Reficulo (%) 10.8 11.2 126 13.1
WBC (x10%uL) 143.0 117.2 126.3 135.1
Differentiation of leukocyte

Neutro o (%) 8.3 8.6 10.2 10.8

Lymph (%) 86.7 85.8 85.3 84.3

Eosino (%) 0.4 0.8 0.6 0.2

Baso (%) 1.0 0.9 1.0 0.4

Mono (%) 1.5 26 . 2.4 2.5

Luc (%) 1.2 1.5 0.8 1.8

ss: scheduled sacrifice animal,
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B10-0083
Appendix 9-10  Twenty-eighi-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group Seven-day treatment
Dose(mg/kg/day) 1000

ltems Animal No. 398 ss 40 ss 41 ss 42 ss
RBC (x10%/uL) 769 744 760 712
Hb (g/dL) 15.2 15.3 16.1 14.3
Ht (%) 50,1 48.9 53.0 474
mMcv (fL) 85.1 85.8 69.8 86.6
MCH (pg) 18.7 20.5 21.2 20.1
MCHC (grdl) 303 31.2 304 30.2
Plateiet (x10%uL) 110.1 125.0 112.3 131.6
Reticulo (%) 7.7 8.8 8.3 8.8
WBC (x10%/L) 1207 132.0 86.6 147.9
Differentiation of leukocyte

Neutro (%) 10.3 18.5 18.7 10.8

Lymph (%) 86.4 79.6 74,1 86.0

Eosino (%) 0.2 0.3 0.3 0.2

Baso (%) : 0.6 0.5 0.5 0.5

Mano (%) 1.1 1.3 2.8 1.8

Luc (%) 1.3 1.7 2.8 0.6

ss: scheduled sacrifice animal.
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Appendix 8-11  Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0083

Group Fourteen-day treatment
Dose(mg/kg/day) 1000
Items Animal No, 43 ss 44 ss 45 ss 46 ss

RBC (x10%/uL) 779 776 787 782
Hb (grdL) 15.1 157 152 15.7
Ht (%) 48.7 51.2 49.4 50.8
MCV (L) 82.6 85.9 628 64.2
MCH (pg) 19.4 20,2 19.3 19.8
MCHC {grdL) 308 0.6 30.7 30.9
Platelet (x10%/uL) 124.4 127.2 144.4 138.4
Reticulo (%) 3.9 4.2 4.3 4.2
WBC (x10%L) 124.5 149.1 145.0 132.6
Differentiation of leukocyte

Neutro (%) 11.5 14.4 13.2 11.7

Lymph (%) 83.2 79.4 81.8 82.0

Eosino (%) 0.6 0.4 0.5 0.5

Baso (%) 2.8 2.5 14 1.1

Mono (%) 1.3 2.5 1.5 2.4

Luc (%) 0.7 1.0 15 2.2

ss: scheduled sacrifice animal,
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Appendix 8-12  Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

B10-0083

Group Twenty-eight-day treatment
Dose(mg/kg/day) ) 1000

ltems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
RBC (x10%/uL) 838 820 760 729 754
Hb (gdL) 17.1 157 - 15.2 14.9 14.8
Ht (%) 55.5 50.0 47.8 47.3 47.3
MCV (L) 66.3 1.0 62.8 64.9 82.8
MCH (pg) 204 18.2 20.0 205 18.6
MCHC (g/dl) 308 314 31.7 316 31.2
Platelst (x10%L) 115.4 96.5 118.2 102.1 7.7
Reticulo (%) 3.5 29 2.7 3.3 3.0
WBC (x10%uL) 118.0 104.1 111.0 20.0 95.4
Differentiation of leukocyte

Neutro (%) 18.4 o221 29.1 18.3 10.4

Lymph (%) 74.2 728 67.4 78.3 86.3

Eosino (%) 0.6 0.5 0.6 0.3 0.2

Baso (%) 2.3 0.8 0.2 0.3 0.3

Mono (%) 2.4 24 1.1 18 1.6

Luc (%) 1.4 1.5 15 1.1 12
PT (sec) 24.4 15.5 1587 20.5 22.0
APTT (sec) 27.8 21.8 23.3 248 274

ss: scheduled sacrifice animal.
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Appendix 10-1  Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0083

Group One-day treatment
Dose(mg/kg/day) 0
ltems - Animal No. 1ss 2 ss 3 ss 4 ss
AST () 86 75 79 V)
ALT (1UL) 26 23 25 32
ALP (u/L) 842 947 848 767
BUN (mg/dL) 12.4 13.8 8.8 11.1
Creatinine (mg/dL) 0.12 0.18 0.12 0.11
T-Bil (mgidL) 0.10 0.08 0.07 0.07

ss: scheduled sacrifice animal.
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B10-0083
Appendix 10-2  Twenty-eight-day repeated-dose oral foxicity study in rats
Blood chemical data of individual animals:Male

Group Seven-day treatment
» Dose(mg/kg/day) o]
ltems Animal No. 5ss 6 ss ' 7 ss 8 ss
AST (1U/L) 84 82 87 80
ALT (1U/Ly 28 30 31 21
ALP (Iu/L) 869 858 712 798
BUN (mg/dL) - 10.2 12.8 114 2.8
Creatinine (mg/dL) 0.12 0.14 0.14 0.13
T-8i  (mg/dL) 0.08 0.08 0.08 0.08

ss: scheduled sacrifice animal.
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B810-0083
Appendix 10-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

Group Fourteen-day treatment
Dose{mg/kg/day) . 0
ltems Animal No. S ss 10 ss 11 ss 12 ss
AST (IUL) 108 77 64 70
ALT (IU1L) 48 27 17 21
ALP (uiL) 565 651 : 655 1126
BUN (mg/dL) 12.1 8.5 9.3 10.1
Creaﬁnine_ (mg/dL) 0.15 0.17 0.17 0.17
T-Bil (mg/dL) 0.04 Q.08 0.03 0.04

ss; scheduled sacrifice animal,
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Appendix 104  Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0083

Group

Twenty-eight-day treatment
Dose(mg/kg/day) 0
ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
AST (i) 66 87 82 53 53
ALT (un) 23 27 18 20 18
ALP (iu) 759 748 533 524 366
ChE (U 84 54 84 40 37
y-GTP (UL 0.7 0.4 0.2 08 0.2
T-Cho (mg/dL) 87 77 58 48 47
TG (mg/dL) 87 64 52 50 47
BUN (mgidL) 12.3 13.4 13.8 103 126
Creatinine (mg/dL) - 0.25 0.26 0.24 047 0.18
T-Protein (o/dL) 6.3 6.2 8.3 49 44
Alburmin (o/dL) 2.8 2.9 2.8 2.3 22
A/G ratio ¢ 0.85 0.88 0.85 0.88 1.00
Glucose (mg/dL) 183 188 168 128 171
T-Bil (mgfdL) 0.06 0.08 0.05 0.05 0.05
TBA (umolfL) 30.3 207 18.9 10.7 20.0
i (mg/dL) 11.5 12.4 10.9 104 87
Ca (mgfdL) 11.8 12.0 11.5 10.3 8.3
Na (mEa/l) 148 148 148 144 147
K (mEg/L) 6.4 7.0 8.8 786 59
Cl (mEg/L) 100.9 104.0 98,8 100.8 101.8

ss; scheduled sacrifice animal.
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Appendix 10-5  Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0083

Group One-day treatment
Dose(mg/kg/day) 200
ltems Animal No. 18 ss 19 ss 20 ss 21 ss
AST (uiL) 88 80 83 78
ALT (un) 35 31 30 26
ALP (luiL) 975 787 883 1040
BUN (mgfdL) 12.8 13.9 12.7 12.4
Creatinine (mg/dL) 0.14 0.12 0.12 0.13
T-Bil (mg/dL) 0.07 0.06 0.07

0.07

- ss: scheduled sacrifice animal,
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Appendix 10-8  Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0083

Group Seven-day treatment
Dose(mg/kg/day) 200
ltems Animal No, 22 ss 23 ss ‘ 24 ss 25 ss
AST (iuL) 79 88 86 71
ALT (lunL) 34 36 35 27
ALP (lurL) 867 869 915 839
BUN (mg/dL) 11.2 12.4 10.8 10.0
Creatinine (mg/dL) 0.14 0.18 0.13 0.15
T-Bil (mg/dL) 0.06 0.05 0.07 0.08

ss: scheduled sacrifice animal.
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B810-0093
Appendix 10-7  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

Group Fourteen-day treatment
Dose(mg/kg/day) 200
ltems Animal No. 26 s5 27 ss 28 ss 29 ss
AST (IUL) 82 66 82 69
»ALT (L) 30 20 24 23
ALP (lU/L) 858 494 555 ’ 786
BUN (mg/dL) 142 8.2 8.7 11.8
Creatinine (mg/dL) . 0.18 0.17 0.14 0.14
T-Bil (mg/dL) 0.04 : 0.03 0.02 008

ss; scheduled sacrifice animal.
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B10-0083
Appendix 10-8  Twenty-sight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

Group Twenty-eight-day treatment
Dose(mg/kg/day) 200
ltems Animal No. 30 ss 31 ss 32 ss 33 s8 34 ss
AST (L) 59 41 67 54 65
ALT (lur) 29 18 20 2 26
ALP L) 408 456 591 413 ' 503
ChE (IUL) 63 28 76 54 80
Y-GTP (UL 0.4 0.2 0.5 0.4 05
T-Cho (mgidL) 61 55 75 57 82
TG (mg/dL) 41 45 89 34 81
BUN (mg/dL) 15.0 14,1 10.2 10.8 11.0
Creatinine (mgfdL) 0.24 0.21 0.20 0.22 . 0.22
T-Pratein (g/dL) 8.5 4.5 6.4 8.4 7.9
Albumin (g/dL) 2.8 2.1 3.0 3.0 3.2
AG ratio O] 0.81 0.88 0.88 0.88 0.82
Glucose {mg/dL) 128 20 180 180 204
T-Bil (mg/dL) 0.08 0.07 0.06 0.04 0.04
TBA (umollL) 20.1 21.8 18.2 6.0 10.5
P (mg/dL) 11.2 8.7 12.8 1.8 12.3
Ca (mgrdL) 12,0 8.2 12.2 125 12,7
Na (mEqlL) 147 147 145 148 145
K (mEq/L) 6.7 8.9 6.9 6.8 7.0
cl (mEg/L) 99.4 101.4 100.6 8.8 98.9

ss: scheduled sacrifice animal.
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B10-0093
Appendix 10-8  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

Group One-day treatment
Dose(mglkg/day) 1000
ltems Animal No. 35 ss 38 ss 37 ss 38 ss
AST (fun) 87 96 94 85
ALT (UL 25 42 ’ 33 38
ALP (L) 1042 1058 1016 759
BUN (mg/dL) 12.4 1.7 136 11.2
Creatinine (mg/dL) 0.13 0.12 0.12 0.14
T-Bil (mg/dL) 0.10 0.07 0.08 0.08

ss: scheduled sacrifice animal.
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Appendix 10-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

B10-0083

Group Seven-day treatment
Dose(mg/kg/day) 1000
ltems Animal No. 39 ss 40 ss 41 ss 42 ss
AST (luL) 93 89 84 79
ALT (lun) 32 37 34 31
ALP (1un) 840 782 646 927
_ BUN (mg/dL) 9.4 137 9.9 12.6
Creatinine (mgfdL) 0.13 0.15 0.14 0.15
T-Bil (mg/dL) 0.05 0.08 0.08 0.05

ss: scheduled sacrifice animal.
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Appendix 10-11 Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

B10-0093

Group Fourteen-day treatment
Dose(mg/kg/day) 1000
tems Animal No. 43 ss 44 ss 45 ss 46 ss
AST (i) 79 76 71 64
ALT (UML) 32 5 26 20
ALP (1U/L) 691 798 475 843
BUN (mgrdl) 1.3 15.0 11.4 108
Creatinine (mg/dL) 0.18 0.19 0.14 0.16
T-Bil (mg/dL) _ 0.03 0.06 0.02 0.03

ss: scheduled sacrifice animal,
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B10-0083
Appendix 10-12  Twenty-eight-day repeated-dose oral toxiclty study in rats
Blood chemical data of individual animals:Male

Group Twenty-eight-day treatment
Dose(mg/kg/day) 1000
ltems Animal No. 47 ss 48 ss 48 ss 50 ss 51 ss
AST (luny 46 58 55 44 ) 53
ALT ) (1) 18 25 25 18 20
ALP (tUL) 492 461 660 308 358
ChE (IUL) 50 40 52 38 51
Y-GTP (JUL) 0.4 0.6 0.3 0.7 0.3
T-Cho (mg/dL) 60 73 58 40 88
TG {mg/dL) 54 53 107 44 44
BUN (mg/dL) 11.4 14.7 10.1 0.1 11.0
Creatinine (mgfrdL) 0.22 0.23 0.20 0.17 0.17
T-Protein (g/dL) 5.0 6.2 8.0 4.7 5.3
Albumin (o/dL) 2.3 28 2.9 23 24
AIG ratio O] 0.85 0.88 0.94 0.85 0.83
Glucose (mg/dL) 183 185 175 89 126
T-Bil (mg/dL) 0.08 0.05 0.03 0.05 0.08
TBA (umollL) 7.7 11.5 8.6 11.0 5.8
P (mg/dL) ‘ 11.8 12.4 11.5 10.5 8.3
Ca (mgfdL) 10.7 11.7 11.2 10.0 10.0
Na (mEqglL) 145 144 146 147 148
K (mEqft) 7.8 7.3 5.8 7.3 54
cl (mEalL) 101.1 98.9 101.1 88.0 101.4

ss: scheduled sacrifice animal.
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Appendix 11-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

B10-0083

Group One-day treatment
Dose (mg/kg/day) 0
ltems Animal No. 1 ss 2 ss 3 ss 4 ss
“Liver (@) 4.31 433 4.83 457
Heart (9) 0.63 0.64 0.71 0.67
Kidney(R) (@) 0.64 0.58 0.71 0.69
Kidney(L) (Q) 0.61 0.56 0.66 0.70
Testis(R) @) 0.61 0.59 0.74 0.78
Tesfis(L) Q) 0.58 0.60 0.72 0.75
Epididymis(R) @) 0.06 0.06 0.08 0.08
Epididymis(L) (@ 0.06 0.07 0.08 0.07
Ventral prostate (9) 0.06 0.06 0.07 0.07
E;r:g;terai =) 0.05 0.10 0.08 0.08
Brain (@) 1.86 174 1.75 1.79
Spleen (g) 0.31 0.43 0.40 0.39
Thymus (mg) 488.5 438.7 474.2 488.5
Pitutarygland  (mg) 57 45 55 57
Thyroid (mg) 8.3 8.7 7.8 6.3
Adrenals (mg) 29.2 34.6 391 35.8
-_ﬂf_________————————————————.——..—.——--—-————————
Final'body weight [(¢)] 124.8 128.5 138.3 137.2

ss: scheduled sacrifice animal.
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B10-0083

Appendix 11-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male
Group Seven-day treatment
Dose (mgfkg/day) 0
ltems Animal No. 5 ss 6 ss 7 ss 8 ss
Liver (9) 8.37 6.26 6.53 6.33
Heart (@) 0.87 0.81 0.81 0.85
Kidney(R) (@ 0.89 0.82 0.89 0.83
Kidney(L) (g) 0.88 0.75 0.87 0.82
Testis(R) (@) 0.86 1.01 0.91 0.86
Tesiis(L) [(°)] 0.80 0.99 0.54 0.84
Epididymis(R) (@ 0.1 0.14 0.12 011
Epididymis(L) @ 0.10 0.14 0.12 0.10
Ventral prostate (@ 0.11 0.13 0.11 0.11
gg:t‘:f;er-a' (@) 0.08 0.14 0.12 0.08
Brain @) 1.80 1.84 1.82 1.79
Spleen (9) 0.58 C.51 0.53 0.46
Thymus {mga) 581.6 474.0 535.1 465.8
Pituitary gland (mg) 7.6 6.1 8.5 59
Thyroid (mg) 11.9 10.5 11.8 13.1
Adrenals (mg) 61.1 40.7 43.0 36.6
Final body weight (@ 4788 728 ieze  was

ss: scheduled sacrifice animal.
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Appendix 11-3

Twenty-eight-day repeated-dose oral foxicity study in rats
Absolute organ weights of individual animals:Male

B10-0083

Group Fourteen-day treatment
Dose (mg/kg/day) o

items Animal No. 9 ss 10 ss 11 ss 12 ss
Liver (g9) 8.10 8.27 8.90 9.56
Heart (9) 0.98 0.95 1.02 1.14
Kidney(R) (@ 0.92 0.98 1.03 1.11
Kidney(L) @ 0.96 0.98 1.01 1.06
Testis(R) (@ 1.28 1.23 1.34 1.29
Testis(L) ) 1.26 1.22 1.34 1.30
Epididymis(R) @ 0.17 0.16 0.19 0.23
Epididymis(L) (@) 0.17 0.17 0.19 0.20
Ventral prostate (@ 0.18 0.23 0.26 0.28
E;r:;z‘era’ o) 0.18 0.20 0.20 0.20
Brain (@ 1.88 1.82 1.90 1.94
Spleen @ 0.51 0.62 0.70 0.78
Thymus (mg) 515.6 715.8 614.2 526.5
Pituitary gland (mg) 8.0 7.3 7.9 8.5
Thyroid (mg) 26.4 15.5 18.4 17.9
Adrenals (mg) 443 34.9 48.1 47.3
Finalbody weight (@ 2445 2821 2425 243

ss: scheduled sacrifice animal.
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B10-0083

Appendix 11-4  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0

ltems Animal No. 13 ss 14 ss 15 ss ~ 16ss 17 ss
Liver ’ (@) 11.62 12.09 13.17 11.85 12.02
Heart (a) 1.43 . 135 142 1.34 1.30
Kidney(R) @ 1.38 1.28 1.32 1.46 1.47
Kidney(L) @ 1.33 1.29 1.35 1.37 1.41
Tesiis(R) (g 1.54 173 1.65 143 148
Testis(L) @ 1.54 1.75 1.61 1.43 1.52
Epididymis(R) (9@ 0.37 0.36 0.34 0.35 0.35
Epididymis(L) @ 0.36 0.34 0.32 0.36 0.34
Ventral prostate @ 0.44 0.22 0.51 0.44 0.45
5;':3;“3“"" @ 0.38 0.22 0.33 0.31 0.35
Seminal vesicle @ 0.96 Q.73 1.08 0.86 1.01
Brain (9) 2.08 1.99 1.98 210 1.83
Spleen (@) 0.77 072 0.73 0.71 0.68
Thymus (mg) 564.1 556.3 558.0 €227 458.9
Pituitary gland (mg) 10.0 12.1 12,86 11.3 12.0
Thyroid (mg) 14.0 18.0 11.6 15.6 18.3
Adrenals (mg) 58.0 50.2 51.0 60.0 58.1
Finalbody weight (@ 854 sees o seee o mme ey T

ss: scheduled sacrifice animal.
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B10-0093

Appendix 11-5  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group One-day treatment
Dose (mg/ka/day) 200

ltems Animal No. 18 ss 19 ss 20 ss 21 ss
Liver (@ 4.51 469 4.86 ) 484
Heart (@ 0.64 0.61 0.72 0.65
Kidney(R) ' 1)) 0.70 0.63 0.66 0.66
Kidney(L) (@ 0.67 0.64 0.67 0.63
Testis(R) (@) 0.71 Q77 0.58 0.70
Testis(L) ()] 0.69 077 0.60 0.67
Epididymis(R) )} 0.08 0.08 0.07 0.08
Epididymis(L) @ 0.07 0.09 0.07 0.08
Venfral prostate @) 0.08 0.02 - 0.07 0.06
S;’:t‘;'taetera‘ @ 0.06 0.11 0.05 0.08
Brain (9) 1.78 1.81 174 1.75
Spleen @ 0.45 0.34 . 0.37 0.35
Thymus (mg) 4419 516.7 373.8 382.6
Pituitary gland (mg) 5.9 55 5.2 6.0
Thyroid (mg) 72 7.4 9.8 8.5
Adrenals (mg) 302 355 ) 29.1 31.5
Finalbodyweight (@) AZm2 s s me

ss: scheduled sacrifice animal.
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Appendix 11-6

Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

B810-0093

Group Seven-day treatment
Dose (mg/kg/day) 200

ltems Animal No. 22 ss 23 ss 24 ss 25 ss
Liver (@ 6.90 5.98 7.79 6.72
Heart (@ 0.78 0.77 0.95 0.75
Kidney(R) (@ 0.75 0.74 0.97 0.81
Kidney(L) (g) 0.72 0.70 0.93 0.87
Testis(R) (@ 0.96 1.1 0.90 1.06
Testis(L) (@ 0.93 1.10 0.86 1.08
Epididymis(R) ) 0.10 0.10 0.12 012
Epididymis(L) @ 0.1 0.10 0.12 0.12
Ventral prostate (a) 0.10 0.11 0.12 0.14
Src;rsstc;tta:eral @ 0.09 0.12 0.08 0.14
Brain (a) 1.81 1.82 1.80 1.83
Spleen (@ 0.47 0.35 0.59 0.46
Thymus (mg) 328.1 373.2 528.2 510.4
Pituitary gland {mg) 6.8 6.2 7.2 17
Thyroid (mg) 7.8 11.5 11.6 8.6
Adrenals (mg) 38.1 38.0 38.5 37.2
Finalbodyweight @ AeTB 4708 1e14  1ss

ss: scheduled sacrifice animal.
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k Appendix 11-7  Twenfy-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

B10-0093

Group Fourteen-day freatment
Dose (mg/kg/day) 209

Items Animal No. 26 ss 27 ss 28 ss 29 ss
Liver (g) 9.02 8.51 10.58 8.78
Heart (9) 1.08 0.99 ) 1.08 0.85
Kidney(R) =) 0.99 0.99 112 0.95
Kidney(L) (@) 0.98 0.96 1.1 0.96
Testis(R) @ 1.23 1,37 1.35 1.40
Testis(L) (@) 1.20 1.37 1.28 1.40
Epididymis(R) {a) 0.18 0.22 0.18 0.19
Epididymis(L) (@) 0.17 0.18 0.16 0.17
Ventral prostate (@) 0.22 0.25 0.22 0.23
Eg:::{:te’a' @ 018 - 0.20 0.18 0.22
Brain (@ 1.93 1.80 1.5 1.90
Spleen (@) 0.63 0.60 0.70 0.55
Thymus (mg) 790.6 574.6 496.0 §37.0
Pituitary gland (mg) 8.3 7.5 : 9.0 7.5
Thyroid (mg) 1¢.9 17.9 23.8 19.1
Adrenals (mg) 40.3 44.8 48.6 40.4
Finalbodywelght (@ 2412 2s3 2508 246

ss: scheduled sacrifice animal.
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B10-0083
Appendix 11-8  Twenty-eight-day repeated-dose oral foxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mglkg/day) 200

tems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
Liver Q) 11.44 10.58 10.46 13.09 13.28
Heart @ 1.12 1.22 117 1.25 1.18
Kidney(R) (@ 1.16 1.25 1.30 1.31 1.24
Kidney(L) (@) 1.19 1.21 1.25 1.38 1.16
Testis(R) (9) 147 1.57 1.54 1.49 1.62
Testis(L) @ 1.46 1.55 1.55 1.50 1.60
Epididymis(R) (@) 0.34 0.39 0.35 0.35 0.35
Epididymis(L) (@ 0.34 0.40 0.36 0.37 0.37
Ventral prostate (@ 0.25 0.40 0.36 0.46 0.32
Er‘;’:g:e‘a‘ (@ 0.24 0.28 0.34 0.30 0.32
Seminal vesicle {g) 0.71 0.85 0.88 1.04 0.82
Brain (@ 1.97 2.09 2.02 1.99 1.97
Spleen (g) 0.61 0.78 0.83 0.88 0.76
Thymus (mg) 470.4 . 598.9 5351 604.7 5552 -
Pituitary gland {mg) 10.6 12.4 10.2 . 12.8 10.3
Thyroid (mg) 11.5 18.6 17.4 17.9 16.2
Adrenals (mg) 32.8 53.7 453 61.0 58.1
Finalbodyweight @ e2is  ame s e T T

ss: scheduled sacrifice animal.
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B10-0083
Appendix 11-8  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group One-day treatment
Dose (mg/kg/day) 1000

ltems Animal No. 35 ss 36 ss 37 ss 38 ss
Liver (a) 4.68 4.57 5.25 5.20
Heart (9) 0.60 0.66 0.62 0.68
Kidney(R) (@ 0.69 0.66 0.80 0.73
Kidney(L) (g) 0.66 0.67 0.75 0.73
Testis(R) [(¢)] 0.68 0.79 0.81 0.83
Testis(L) (Q) 0.73 0.78 0.80 0.82
Epididymis(R) (@ 0.09 0.09 0.09 0.05
Epididymis(L) () 0.08 :0.09 0.08 0.08
Ventral prostate ()] . 0.08 0.09 0.06 0.08
s;’:gzem' ) 0.07 0.06 0.08 0.10
Brain (@ 1.60 1.71 1.73 1.72
Spleen (9 0.42 0.38 0.38 0.40
Thymus (mg) 555.0 3B4.5 395.2 517.4
Pituitary gland (mg) 5.0 57 : 5.8 5.5
Thyroid (mg) 8.6 6.8 107 117
Adrenals (mg) 27.8 32.5 335 34.8
Finalbody weight (@ 1283 1285 1se  1re

ss: scheduled sacrifice animal.
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B10-0093
Appendix 11-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Seven-day treatment
Dose (mglkg/day) 1000

ltems Animal No. 39 ss 40 ss 41 ss 42 ss
Liver : (9) 6.57 6.71 7.68 7.86
Heart (9) 0.81 0.78 0.88 0.83
Kidney(R) (9) 0.84 0.81 0.86 0.88
Kidney(L) (@) 0.85 0.80 0.81 083
Testis(R) (g) 0.99 S 1o 1.12 0.96
Testis(L) (a) 0.98 0.96 1.04 0.95
Epididymis(R) @ 0.12 0.14 0.12 0.13
Epididymis(L) (g) 0.1 0.14 0.12 0.14
Ventral prostate (9) 0.15 0.10 0.11 0.17
Erz’:t‘:ze'a' @ 0.09 0.07 0.08 0.07
Brain @ 1.90 1.80 1.78 1.84
Spleen (g) 0.41 0.36 0.42 0.50
Thymus . (mg) 481.1 572.0 397.4 437.9
Pituitary gland (mg) 6.1 6.6 6.7 7.4
Thyroid (mg) 12.6 11.6 156 9.9
Adrenals {mg) 33.3‘ 411 39.8 42.4
Fralbodyweight (@ 4704 a7me o amed s

ss: scheduled sacrifice animal.

- 158 -



Appendix 11-11  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

B10-0083

Group Fourteen-day treatment
Dose (mg/kg/day) 1000

ltems Animal No. 43 ss 44 ss 45 ss 46 ss
Liver (q) 9.40 8.43 8.21 9.24
Heart (9) 0.97 0.95 1.00 1.03
Kidney(R) (9) 1.03 0.94 1.13 1.02
Kidney(L) {g) 1.02 0.93 1.04 1.07
Testis(R) (@ v 1.50 1.34 1.34 1.32
Testis(L) (@) 1.48 1.28 1.33 1.36
Epididymis(R) @ 0.17 0.20 : 0.20 0.21
Epididymis(L) (g) 0.18 0.21 0.18 0.21
Ventral prostate @ 0.23 0.22 © 047 0.19
E;’:gf;e’a’ o) 0.19 0.12 017 0.17
Brain ()] 1.84 2.00 1.88 1.75
Spleen (g) 0.58 0.60 0.59 0.48
Thymus (mg) 481.5 656.6 607.3 627.2
Pituitary gland (mg) 8.3 8.3 o 7.6 8.8
Thyroid (mg) 177 14.5 19.9 174
Adrenals (mg) 42.9 46.2 48.7 45;0
Finalbodyweight @ 2317 208 28z 2468

ss: scheduied sacrifice animal.
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B10-0083
Appendix 11-12 Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 1000

ltems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
Liver (@) 11.88 11.64 2.84 12.48 12.97
Heart (g 1.35 1.35 1.08 1.37 143
Kidney(R) (@) 1.22 1.28 » 1.20 1.38 1.32
Kidney(L) (9) 1.23 1.28 1.20 1.41 1.29
Testis(R) ) 1.52 1.83 1.48 1.69 1.79
Testis(L) (@) 1.47 1.77 1.57 1.66 1.73
Epididymis(R) (9) 0.32 0.33 0.35 0.40 0.41
Epididymis(L) [(=)] 0.33 0.31 0.36 0.40 0.41
Ventral prostate @ 0.33 0.41 0.34 0.36 0.35
Eg:gf;em' @ 0.27 0.29 0.32 0.36 0.36
Seminal vesicle (9) 0.94 0.75 1.08 0.84 0.98
Brain Q) 2.03 2.14 1.97 2.03 215
Spleen o) 0.48 0.59 0.61 0.73 0.70
Thymus {mg) 4 , 53826 405.8 659.5 5074 4431
Pituitary gland (mg) 8.7 8.9 8.2 12.0 11.5
Thyroid (mg) 13.8 15.8 186 25.5 221
Adrenals (mg) 64.2 58.1 50.9 60.9 62.3
Finalbodyweight (@ 8se  ss7  s08s sz . %8

ss: scheduled sacrifice animal.
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Appendix 12-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

B10-0083

Group One-day treatment

Dose (mg/kg/day) 0
ltems Animal No. 1ss 2 ss 3 ss 4 ss
Liver (g/100g) 3.45 3.34 3.49 3.33
Heart (a/100g) 060 0.49 0.51 0.49
Kidney(R) (g/100g) 0.51 0.45 0.51 0.50
Kidney(L) (g/100g) 0.49 0.43 0.48 0.51
Testis(R) (g/100g) 0.49 0.4 0.54 0.57
Testis(L) (9/100g) 0.46 0.46 0.52 0.55
Epididymis(R) (g/100g) 0.05 0.05 0.06 0.06
Epididymis(L) {g/100g) 0.05 0.05 0.08 0.05
Ventral prostate (g/100g) 0.05 0.05 0.05 0.05
S;’:t‘:f;era' (g/100g) 0.04 0.08 0.04 0.07
Brain (g/100g) 1.49 1.34 1.27 1.30
Spleen (g/100g) 0.25 0.33 0.29 0.28
Thymus (mg/100g) 391.4 338.8 342.9 354.8
Pituitary gland (mg/100g) 46 3.5 4.0 42
Thyroid (mg/100g) 8.7 6.7 5.6 4.6
Adrenals (mg/100g) 23.4 26.7 28.3 26.1 '
Final body weight (@) 4248 1285 tsss w2

ss: scheduled sacrifice animal.
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B10-0083
Appendix 12-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group ' Seven-day treatment
Dose (mg/kg/day) 0

ltems Animal No. 5ss 6 ss ' 7 ss B ss
Liver . (g/100g) 3.56 3.62 357 3.63
Heart (g/100g) 0.49 0.47 0.44 0.49
Kidney(R) (a/100g) 0.50 0.47 0.49 0.48
Kidney(L) (9/100g) 0.49 0.43 0.48 0.47
Testis(R) (9/100g) 0.48 0.58 0.50 0.4¢9
Testis(L) (a/100g) 0.45 0.57 0.51 0.48
Epididymis(R) (g100g) 0.06 0.08 0.07 0.06
Epididymis(L) (9/100g) 0.06 0.08 0.07 0.06
Ventral prostate (0/100g) 0.06 0.08 0.06 0.06
E;:ggem' (g/100g) " 003 0.08 0.07 0.05
Brain (9/100g) 1.01 1.06 1.00 1.03
Spleen (g/100g) 0.32 0.29 0.2¢ 0.28
Thymus (mg/100g) 330.7 274.4 2027 266.9
Pituitary gland (mg/100g) 4.2 A 35 C 38 : 34
Thyroid (mg/100g) 6.7 6.1 65 7.5
Adrenals (mg/100g) 34.2 235 235 210
Fnalbody weight @ 7B mze o deme e

ss: scheduled sacrifice animal.
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B10-0083
Appendix 12-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Fourteen-day treatment
Dose (mg/kg/day) ' 0

ltems Animal No. 9 ss 10 ss 11 ss 12 ss
Liver (g/100g) 3.78 3.56 3.67 3.62
Heart (g/100g) 0.46 0.41 0.42 0.43
Kidney(R) (g/100g) 0.43 0.42 0.42 042
Kidney(L) (g/100g) 0.45 0.42 0.42 0.40
Testis(R) (g/100g) 0.60 0.53 0.55 0.49
Testis(L) (g/100g) 0.59 0.53 0.55 0.49
Epididymis(R) {g/100g) 0.08 ‘ 0.07 0.08 0.08
Epididymis(L) (g/100g) 0.08 0.07 0.08 0.08
Ventral prostate (g9/100g) 0.08 0.10 0.11 0.11
Eg:t:ifem' (g/100g) 0.08 0.09 0.08 0.08
Brain (g/100g) 0.88 0.78 . 0.78 0.73
Spleen (g/100g) 0.24 0.27 0.29 0.30
Thymus {mg/100g) 240.4 308.4 253.3 - 199.2
Pituitary gland (mgMo0g) - 37 3.1 a3 - 3.2
Thyroid (mg/100g) 12.3 8.7 7.6 6.8
Adrenals (mg/100g) 207 15.0 19.8 17.9
Finalbodyweight (@ 2145 s aaas o mas

ss: scheduled sacrifice animal.
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Appendix 12-4

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

Relative organ weights of individual animals:Male

B10-0083

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0

ltems Animal No. 13 ss 14 ss 16 ss 16 ss 17 ss
Liver (9/100g) 3.18 3.39 3.41 3.24 3.31
Heart (g/100g) 0.39 0.38 0.37 0.37 0.36
Kidney(R) (g/100g) 0.38 0.36 0.34 0.40 0.41
Kidney(L) (g/100g) 0.36 0.36 0.35 0.38 Q.39
Testis(R) (g/100g) 0.42 0.49 043 0.38 0.41
Testis(L) (g/100g) 0.42 0.49 0.42 0.39 0.42
Epididymis(R) (g/100g) 0.10 0.10 0.09 0.10 0.10
Epididymis(L) (g/100g) 0.10 0.10 0.08 0.10 0.09
Ventral prostate (g/100g) 0.12 0.06 0.13 0.12 0.12
Er‘:’sgf;e’a' (g/100g) 0.10 0.06 0.09 0.08 0.10
Seminal vesicle (g100g) 0.26 0.20 0.28 0.24 0.28
Brain (g100g) 0.57 0.56 0.51 0.57 0.50
Spieen (9/100g) 0.21 0.20 0.19 0.19 0.19
Thymus (mg/100g) 154.5 156.0 144.4 170.5 126.5
Pituitary gland (mg/100g) 27 3.4 3.2 3.1 3.3
Thyroid (mg/100g) 3.8 4.2 3.0 4.3 5.0
Adrenals (mg/100g) 15.9 14.1 13.2 16.4 16.0
Finalbodyweight @ 884 sses  oss  sess  se2r

ss; scheduled sacrifice animal.
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Appendix 12-5

Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

B10-0083

Group One-day treatment
Dose (mg/kg/day) 200

ltems Animal No. 18 ss 19 ss 20 ss 21 ss
Liver (g/100g) 3.55 3.66 3.61 3.56
Heart (g/100g) 0.50 0.48 0.53 0.48
Kidney(R) (g/100g) 0.55 0.49 0.48 0.49
Kidney(L) (g/100g) 0.53 0.50 0.50 0.46
Testis(R) (g/100g) 0.56 0.60 0.43 0.51
Testis(L) (9/100g) 0.54 0.60 0.45 0;49
Epididymis(R) (g/100g) 0.06 0.06 0.05 0.08
Epididymis(L) (9/100g) ' 0.08 0.07 0.05 0.06
Veniral prostate (g/100g) 0.06 0.02 0.05 0.04
Eg:;'tife’a' (g/100g) 0.05 0.09 0.04 0.06
Brain (g/100g) 1.38 1.49 1.29 1.29
Spleen (g/100g) 0.35 0.27 0.27 0.26
Thymus (mg/100g) 347.4 402.7 277.3 281.3
Pituitary gland (mg/100g) 48 43 3.9 4.4
Thyroid {mg/100g) 57 5.8 7.3 7.0
Adrenals (mg/100g) 237 277 216 23.2
Finalbodyweight (@ 22 1283 148 1o

ss; scheduled sacrifice animal.
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B10-0083

Appendix 12-6  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Seven-day treatment
Dose (mg/kg/day) 200

ltems Animal No. 22 ss 23 ss 24 ss 25 ss
Liver (g/100g) 4.11 3.50 4.07 371
Heart (g/100g) 0.46 0.45 0.50 041
Kidney(R) - (g/100g) 0.45 0.43 : 0.51 0.45
Kidney(L) (g/100g) : 0.43 0.41 0.4¢ 0.48
Testis(R) (a/100g) 0.57 0.85 0.47 0.59
Testis(L) {g/100g) 0.55 0.64 0.45 0.59
Epididymis(R) (9/100g) 0.06 0.06 0.06 0.07
Epididymis(L) (g/100g) 0.07 0.06 0.06 0.07
Ventral prostate (g/100g) 0.06 0.08 0.0é 0.08
S;r:;ztm’ (g"100g) 0.05 0.07 0.04 0.08
Brain (a/100g) 1.08 1.12 0.94 1.07
Spleen (gM00g) 0.28 0.20 0.31 0.25
Thymus (mg/100g) 195.5 218.5 276.0 282.1
Pituitary gland (mg/100g) 4.1 36 3.8 Lt 4.3
Thyroid (mg/100g) 47 6.7 6.1 53
Adrenals (mg/100g) 227 222 20.1 20.6
Finalbody weight (@ AeTs  mos o ea o ams

ss: scheduled sacrifice animal.
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. B10-0093
Appendix 12-7  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Fourteen-day treatment
Dose (mg/kg/day) 200

ems Animal No. 26 ss 27 ss 28 ss 29 ss
Liver (a/100g) 374 3.50 422 374
Heart (al100g) 0.45 0.41 0.43 0.40
Kidney(R) (g/100g) 0.41 0.41 0.45 0.40
Kidney(L) (9/100g) 0.41 0.39 0.44 ‘ 0.41
Testis(R) (9/100g) 0.51 0.56 0.54 0.60
Testis(L) (g/100g) 0.50 0.56 0.51 0.60
Epididymis(R) (g/100g) 0.07 0.09 0.07 0.08
Epididymis(L) (a/100g) 0.07 0.07 0.06 0.07
Ventral prostate (g/100g) 0.09 0.10 0.09 0.10
g;’:;‘:era' (9/100g) . 008 0.08 0.07 0.08
Brain (g/100g) 0.80 0.74 0.78 0.81
Spieen (g/100g) 0.26 0.25 0.28 0.23
Thymus (mg/100g) 327.8 236.2 197.7 228.9
Pituitary gland (mg/100g) 3.4 31 - 3.6 3.2
Thyroid (mg/100g) 8.3 7.4 9.5 8.1
Adrenals (mg/100g) . 187 184 19.8 17.2
Finalbodyweight @ 2at2 o 2es o mse o T e

ss: scheduled sacrifice animal.
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B10-0093
Appendix 12-8  Twenty-eight-day repeated-dese oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 200

lterms Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
Liver (g/100g) 3.56 3.23 3.00 3.91 3.83
Heart (g/100g) 0.35 0.37 0.34 0.37 0.34
Kidney(R) {g/100g) 0.36 0.38 0.37 0.39 0.38
Kidney(L) (g/100g) 0.37 0.37 0.36 0.41 0.33
Testis(R) (g/100g) 0.48 ‘ 0.48 0.44 0.44 0.47
Testis(L) (g/100g) ’ 0.45 © 047 0.45 0.45 0.46
Epididymis(R) (g/100g) 0.11 0.12 0.10 0.10 0.10
Epididymis(L) (g/100g) Q.11 0.12 0.10 0.11 0.11
Ventral prostate (9/100g) 0.08 0.12 0.10 0.14 0.09
g;’;‘:;tam' (5/100g) 0.07 0.09 0.10 0.09 0.09
Seminal vesicle (g7100g) 0.22 Q.26 0.25 0.31 0.24
Brain (g/100g) 0.61 0.64 0.58 0.59 0.57
Spleen (g/100g) 0.19 0.24 0.24 0.26 0.22
Thymus (mg/100g) 146.2 182:8.... 183.7 180.6 160.1
Pituitary gland (mg/100g) 33 3.8 2.8 39 . 3.0
Thyroid (mg/100g) 3.6 57 5.0 5.3 4.4
Adrenals (mg/100g) 10.2 16.4 13.0 18.2 16.8
Finalbodyweight (@) 828 ame | sasz o aas o smr

ss: scheduled sacrifice animal.
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Appendix 12-9

Twenty-eight-day repeated-dose oral toxicity study in rats
Relafive organ weights of individual animals:Male

B10-0083

Group One-day treatment
Dose (mg/kg/day) 1000

ltems Animal No. | 35 ss 36 ss 37 ss 38 ss
Liver (g/100g) 3.62 3.56 3.81 3.77
Heart (g/100g) 0.46 0.51 0.45 0.49
Kidney(R) (9/100g) 0.53 0.51 0.58 0.53
Kidney(L) (a/100g) 0.51 0.52 0.54 0.53
Testis(R) (g/100g) 0.53 0.61 0.59 0.60
Testis(L) (g/100g) 0.56 0.61 0.58 0.59
Epididymis(R) (9/100g) 0.07 0.07 0.07 0.04
Epididymis(L) (9/100g) 0.06 0.07 0.06 0.06
Ventral prostate (9/100g) 0.06 0.07 0.04 0.06
E;’Ss;afra‘ (g/100g) 0.05 0.05 0.06 0.07
Brain (g/100g) 1.24 1.33 1.26 1.25
Spleen {9/100g) 0.32 0.30 0.28 0.29
Thymus (mg/100g) 429.2 299.2 286.8 375.2
Pituitary gland (mg/100g) . 3.9 4.4 42 4.0
Thyroid (mg/100g) 6.7 5.3 7.8 8.5
Adrenals (mg/100g) 21.5 25.3 24.3 25.2
Finalbody weight (@ 1293 125 aame . awe

ss: scheduled sacrifice animal.
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Appendix 12-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

B10-0083

Group Seven-day treatment
Dose (mg/kg/day) 1000

Items Animal No. 39 ss 40 ss 41 ss 42 ss
Liver (g/100g) 3.86 3.76 413 4.15
Heart (g/100g) 0.48 0.44 0.47 0.44
Kidney(R) (g/100g) 0.49 0.45 0.46 0.47
Kidney(L) (g9/100g) 0.50 0.45 0.44 0.44
Testis(R) (g/100g) 0.58 0.57 0.60 0.51
Testis(L) (g/100g) 0.58 0.54 0.56 0.50
Epididymis(R) (g/100g) 0.07 0.08 0.08 0.07
Epididymis(L) {a/100g) 0.06 0.08 0.08 0.07
Ventral prostate {g/100g) Q.08 0.08 0.08 0.09
S;';‘:fetem' (gr100g) 0.05 0.04 0.0 0.04
Brain (9/100g) 1.12 1.01 0.96 0.87
Spieen {g/100g) 0.24 0.20 0.23 0.26
Thymus {mg/100g) 282.3 320.3 2135 231.4
Pituitary gland (mg/100g) 3.6 37 3.6 3.9
Thyroid (mg/100g) 7.4 6.5 8.3 52
Adrenals (mg/100g) 19.5 23.0 21.4 224
Finalbody weight (@) 4704 aTee e e

ss: scheduled sacrifice animal.
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Appendix 12-11

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

Relative organ weights of individual animals:Male

B10-0083

Group Fourteen-day treatment
Dose (mg/kg/day) 1000

ltems Animal No. 43 ss 44 ss 45 ss 46 ss
Liver (g/100g) 4.06 3.65 3.52 376
Heart (g/100g) 0.42 0.41 0.43 0.42
Kidney(R) (g/100g) 0.44 0.41 0.48 0.41
Kidney(L) (g/100g) 0.44 0.40 0.45 0.44
Testis(R) (g/100g) 0.65 0.58 0.57 0.54
Testis(L) (g/100g) 0.64 0.55 0.57 o.sé
Epididymis(R) (g/100g) .07 0.09 0.09 0.09
Epididymis(L) (g/100g) 0.08 0.08 0.08 0.09
Ventral prostate (9/100g) 0.10 0.10 0.07 0.08
S;ft:;teml (g/100g) 0.08 0.05 0.07 0.07
Brain (9/100g) 0.79 0.87 0.81 0.71
Spleen (g/100g) 0.25 0.26 0.25 0.20
Thymus (mg/100g) 2121 284.5 260.4 255.1
Pituitary gland {mg/1 OOQ). 3.6 3.6. 3.3 3.6
Thyroid {mg/100g) 7.6 6.3 8.5 7.1
Adrenals (mg/100g) 18.5 20.0 20.9 18.3
Fralbodyweigni @ ey e e T T T T e

ss: scheduled sacrifice animal.
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Appendix 12-12  Twenty-eight-day repeated-dose oral toxicity study in rats

Relative organ weights of individual animals:Male

B10-0083

Group Twenty-eight-day treatment
Dose (mg/kg/day) 1000

Items Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
Liver (g/100g) 3.54 3.50 3.19 3.54 3.57
Heart (g/100g) 0.40 0.41 0.35 0.39 0.39
Kidney(R) (g/100g) 0.36 0.38 0.39 0.39 0.36
Kidney(L) (g/100g) Q.37 0.38 0.39 0.40 0.35
Testis(R) (9/100g) 0.45 0.55 0.48 0.48 0.49
Te‘stis(L) (9/100g) 0.44 0.53 0.51 0.47 0.48
Epididymis(R) (9/100g) 0.10 0.10 0.11 0.11 0.1
Epididymis(L) {g/100g) 0.10 0.08 0.12 0.11 0.11
Ventral prostate {g/100g) 0.10 0.12 0.11 0.10 0.10
sr‘;r::;ge'a' (g/100g) 0.08 0.00 0.10 0.10 0.10
Seminal vesicle (9/100g) 0.28 0.23 0.35 0.24 0.27
Brain (9/100g) 0.60 0.64 0.64 0.58 0.59
Spleen (g/100g) 0.14 0.18 0.20 0.21 0.19
Thymus (mg/100g) 176.6 122.0 213.9 144.0 121.8 '
Pituitary gland (mg/100g) 286 3.0 3.0 34 32
Thyroid (mg/100g) 449 47 6.0 72 6.1
‘Adrenals {mg/100g) 19.1 17.5 16.5 17.3 1741
Finalbodyweignt (@ wme | smr o ams o me T T T mm

ss: scheduled sacrifice animal.
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B10-0083

Appendix 13-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: One-day treatment

Sex Dose Animal Fate Macroscopic findings ‘

(mg/kg/day) No Histopathological findings®

1 ss No abnomalities detected No abnormalities detected
0 2 ss No abnormalities detected No abnormalities detected
3 ss No abnormalities detected No abnormalities detected
4 ss No abnormalities detected No abnormalities detected
18 ss No abnormalities detected Not examined
19 ss No abnormalities detected Not examined
Male 200 e e
20 ss No abnormalities detected Not examined
21 ss No abnormalities detected Not examined
35 ss No abnormalities detected No abnomalities detected
1000 36 ss No abnormalities detected No abnormalities detected
37 ss No abnormalities detected No abnormalities detected
38 ss No abnormalities detected No abnormalities detected

a) Organs/tissues examined as foliows for the 0 and 1000 mg/kg/day groups: fiver, kidney, testis, ventral prostate,

dorsolateral prostate, bone marrow, spleen and thymus.

ss, scheduled sacrifice animal.
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B10-0093

Appendix 13-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Seven-day treatment

Sex (mgl.;);gs/zay) A:]I:al Fate Macroscopic findings Histopathological findings®
5 ss No abnormalities detected No abnormalities detected
6 ss No abnormalities detected No abnormalities detected
0 7 ss No abnormalities detected Kidney
Cyst/Medulla +
8 ss No abnormalities detected No abnormalities detected
22 ss No abnormalities detected Not examined
200 23 ss No abnormalities detected Not examined
Male 24 ss No abnormalities detected Not examined
25 ss No abnormalities detected Not examined
39 ss No abnormalities detected No abnormalities detected
40 ss No abnormalities detected No abnormalities detected
1000 41 ss Liver No abnormalities detected
Enlargement Liver
No abnormalities detected
42 ss No abnormalities detected No abnormmalities detected

a) Organs/tissues examined as follows for the 0 and 1000 mg/kg/day groups: liver, kidney, testis, ventral prostate,

dorsolateral prostate, bone marrow, spleen and thymus.

ss, scheduled sacrifice animal.

+, slight.
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B10-0093

Appendix 13-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Fourteen-day treatment

Sex (mgl:/)}?gs/zay) Am:al Fate Macroscopic findings Histopathological findings®
9 ss No abnormalities detected No abnormalities detected
0 10 ss No abnormalities detected No abnormalities detected
11 ss No abnormalities detected No abnormalities detected
12 ss No abnormalities detected No abnormalities detected
26 ss No abnormalities detected Not examined
27 ss No abnormalities detected Not examined
Male 200 T :
: 28 ss No abnormalities detected Not examined
29 ss No abnormalities detected Not examined
43 ss No abnormalities detected No abnormalities detected
1000 44 ss No abnormalities detected No abnormalities detected
45 ss No abnormalities detected No abnormalities detected
46 ss No abnormaiities detected No abnormalities: detected

a) Organs/tissues examined as foliows for the 0 and 1000 mg/kg/day groups: liver, kidney, testis, ventral prostate,

dorsolateral prostate, bone marrow, spleen and thymus.

ss, scheduled sacrifice animal.
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B10-0093

Appendix 13-4 Twenty-eight-day repeated-dose oral toxicity study in rats

Pathological findings of individual animals: Twenty-eight-day treatment

Sex (mg?;gs/:ay) A:]l:a[ Fate Macroscopic findings Histopathological findings®
13 ss No abnormalities detected No abnormalities detected
14 ss No abnormalities detected No abnormalities detected
0 15 ss No abnormalities detected Ventral prostate
Cellular infiltration +
16 ss No abnormalities detected No abnormalities detected
17 ss No abnormalities detected No abnormalities detected
30 ss No abnormalities detected Not examined
31 ss No abnormalities detected Not examined
Male 200 32 ss No abnormalities detected Not examined
33 ss No abnomalities detected Not examined
34 ss No abnormalities detected Not examined
47 ss No abnormalities detected Testis
Atrophy, tubular/Focal +
1000 48 ss No abnomalities detected No abnormalities detected
49 ss No abnomalities detected No abnormalities detected
50 ss No abnormalities detected No abnormalities detected
51 ss No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows for the 0 and 1000 mg/kg/day groups: trachea, lungs, submandibular gland,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, liver,
heart, kidney, urinary bladder, testis, epididymides, ventral prostate, dorsolateral prostate, coagulating
gland, seminal vesicle, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric iymph
node, spleen, thymus, thyroid, parathyroid, adrenals, eye ball, skeletal muscie, bone and mammary gland.
ss, scheduled sacrifice animal.
"+, slight.

- 176 -



