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3.2 8

2-Amino-4-nitrophenol DEMZEH R FER UVBEFRERICRIETEEBIZOVWTREITS B
BT, (LEBET A MTA KT VEROECD T2 FHA RS54 407 25E |2 28 BREIRE
ROREEHERBREER L,

5 B DRED Crl:CD(SD)? v MZa— MBI S ¥ 72 2-Amino-4-nitrophenol & 1, 7. 14
Xix28 B RERARES Lz, #EAEITZ 0 (=—) | 150 RO 750 mg/kg/day &
L. 1. 7TRU 14 BERERICHERT 29774 MEEICIX 1 BEH T 0 4L, 28 ARIREEEC
X 1EEHED SIEEER L, BEHBTIZEFAIC O W T—RREEE, AEATERVELE
BRAIEZITV, FREHMEE TRIZ COJO IRA N ARREL T TR ZHBR Lz %A L <, o
BRRE. REFIRERVEGTFREEERT OO ORBHEREZER Lz, MZ2 T, 28 HE
BREFIIOVWTIE, RESHTICHEMR—BREEERUHEEREZTV., BREEROHE
BIZREZHEB L TRBRERZ{T-> T

—RIRBELETIT. 150 RV 750 mghkg B TERRBR, TH., BERVREESZ D&
DIRFER F B LTz,

FETIIHRE 3 8 B LEIC 750 mg/keg B TEEXIEEERS A bR,

FEETIIHRE 3 B BIT 750 mgkg BETRER L b,

RIEZETIZ 150 mghkg B TROEFDBE(, 750 mgkg HETROGFHDBEIIFERS
BN H BT,

MERFERETIT, 750 mekg BT 1 EREHICHFFIREER VARFELERLEROEE
B U RNBREEORER R bz, 7 ARBRERICEEE XA DN, 14 BE#E
E#2 bR FMEREEORE, 28 BERERICANREOEHEERIN S b,

MREMFEIRETIZ, 150mgkg BT 7 BERERIZZ VT F=U OEE, 750 mg/kg B
TIE&RSGRICZ VT F=OEERTCBUN OFEER.7 BEREZICI LT F=0 DR
., 14 BEBRERIBRE IV EVOIEE, 28 BEREHZIZBUN, ZLT7F=r, BREA,
BEVAEVRURBEHBOEERA b,

FEEETIE, 750 mghkg HET 1 EERV 7 BEBRERICEABRBROEINEEDEIE,. 14 B
FRER»OFROEMERNORE, 28 HHBR SR IEEBROBNEEDEENRA LN,
150 mg/kg B¥TIE 28 B ARERICEABROMBEIEEOEENRA LN,

Bl TIE, 750 mg/kg BT 1 BHRERICEHOREEA G, 7 BEREEITHTE OREERM
BRUEBOKENEY, 7 BEHRSEE»DEROEE, 28 AMBRERICEBOER, &
REDBRROBEBEER VERTICRTE OBEFREREN A BN,

| ORERAREREORE T, 750 myke BET, 1 E56 10 B O IR I AT R OSE AL IR AR
TR, THRBOEE. ZBEROERBORE LEAREZRE, 7 BERERICHIEOW
LA, 7 BERER» OBRBROTMREEELE. BHERVEBOMBERT R, o/ ER
WHEATAERE R R O b 0 B FEET N EIED 5 oM, 14 BE&RES#£:OH1E OERRR
Y ERIBFER. 28 B HREZRICBROEMIRMECRILE., BEHOKERFRE OKE T
BARE, FROBROGRTLE. BROFEHEERITER OB ELTER L b,
150 mg/kg £ Tid 14 B R ERITHFIRO/NERDEFMIRERE UL b BFEERA BN
7o
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AR ER UHEERE CREBRYERSIC L AL LN T,

UED LB ARBREME TIZHBVNT 2-Amino-4-nitrophenol DEIZ L v | Blig, 1E{LE .
Jrig, MR OMEIRICR T 2 BERERR D bivl, BT, B%. Fig. MKk OB~
DEEIINWThLREHFOTHAN LD b,
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14. RERH R}
141 HBEWE
a) AWE
4 W 2-Amino-4-nitrophenol
CAS &= 99-57-0
b) HEZTERURrY FNES
BIYETT ez T 3
=N PEN0268
c) BEAXE
EEX
‘0
\N‘* OH
4
NH,
FE CeHeN,O5
SFE 154.12
d MEE
MOE 99.3%
Nt K 02%
TR EITME 100% & LTERYH -7,
e) HEEHER
K KEERREE BTz v
1-475) MK 5EER SR 1.26
AR %7 140°C (4 fE)
FRICBIT 2R EBeEEERR~BHE
EEM HIZELVEETS
) HREZMEF

EXLRERRIIAN, BRYEREEDOF Y Xy MITEREE L,
FEREDOEAE 183~223°C (FFE&H 10~30°C)
RESHTROEE FTyERy b5 20114882 A~201148 526 A
20114511 H9B~2011411 B 14 B
F¥ xRy b1, 201148 26 HE~20114E 11 B 22 H
20114511 A 14 B~20114 12 A 13 H
g) HERMEDORA—MERURELRGTICRIT 2 REMDHER
LB AR CEHME L7z [2-Amino-4-nitrophenol DREEME, #BRHER OB —itk, &E
HERNEERERRR] FBRES X02-0251, 3EGLPRE%B) BV CRERLE,
WEHE ORI —HEIZ W T I ATEIE N EEE R ATFEFRTOERLEH D 2~
7 hVF—Z~N—2R (Spectral Database for Organic Compounds: SDBS) 5 AE L7z 2
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AR M EEERBRBERICRB VT LT — 2 BT A LT VR L= B 58
PRETICEE L 72 RAMRIR A X7 R ViZ SDBS b AFE L7 ZAY "NV ERETH - T,
£, RERBARUBREHER TROFRARNARY bAEZHETAZ EITLD,
REFETICRBT 2EBYEOREME R Ui R EHMERET L L L TREHMKT
BORAT MVCELIIRD bR T2 2 L b B EIMEE SRR EETH-
7o & T L7z,
h) B#HWEOEE
K. BOERMEORAL ST B0, FE v AL BT, BEOIRRVEK
EAL. BBRYEIIBRCT T TR ST,
142 # &
a) %4 FF
o — i
b) BHFREH
EBRDEIIKIIRELOERERDHDZ b, a— L HERWEREESRE L,
ZTORER, HHEOWEIZ 10 whNDBE Ta— BIZH—ITBRE Lz, £, #BRWER
IR 7 BRI CEROEMEDRERAONRN o722 b, a— U lEHEEE L

TER LT,
¢) BlER, JL—FRUry hEE
BlE5T FTHTATRY
Jr—F fb2H
oy hEE V1P6999
d & %
RESZAT BRERET=E
RERE =R
143 EREY

EREME L THRISNEMTHY ., —BEERBRICAA S, YRBHERICBWT
LERT—FEHRELTNWS CLCDSD)Z7 v + (SPF) # BAF vy —/L X » UV \—HEH
B Z—mbAELE,

4 BEEDRET v "2 SSEAF L, 17—V d7) S IEOBEETAT 6 BT TRE -
Bt ziTo7c, SbiT, B5HE 1 BRIOAR 9 B ETHHL L, T_TOEMICEEMR
HoRhrolizd, YAWELLEEZ AV CAERBREFELAMEETHES T L, 51
lEERBICER L, B0 R%IIRERGE CEEE CEL Lz, otk vithe
BIIRBEN ORI L, Eie, AL OERERBE T, —BREROEN 2 &R
1 B EBE LT,

EiE. B URNIRRA~MEAS V7 28R L, BOTRITERP T TR LE, &
—VIETA_AVEMSFT, 7y 7 IRBRESER T LU TERENERA L,

R EFERF OB DEEL S BE, EFELEIT 143.0~1703g ThH Y, 2HDEENE
EDEHEEL20%DOFEEHNTH S Z & 2RER LT,
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144 HERE :

i3, RE - BILERT2E02AEEMEZ2E L T, BE 21~25°C, BXHEE 40~
70%, FARUEEL 10~15 E/RERH, AR A 7V 12 BRRIRERE (7 BRAUT. 19 BRIELT) I0RRE
L7 7=V AT LAOREE (REHFEFIIREE 1. BREKRTRIIFEETE 3) IKE
L7z, RERVHMBEOERAEIZ. £ 2 22.0~23.7°C KT 49.9~634% T > 7z,

TV BEATENEIRT UV RBEEHER S —Y (W260xD380xH180 mm) | BEA T
IEAT VUV RABEREEKR 7 —Y (W165xD300xH150 mm) ZfEH Lz,

P UA I BRI T R R O T RIS L BV I0E 2 [ OB TAsH LTz,
SHIT, BMEEEENOHETEICHRHTARICO B Lz, £, BBER, MEXIL
THREHLNEMC OV TIL, EROBENHED X 510, BEEHRMY ORI LA
L7, WRER, r—VROT v 713, BOUTRBRIIKSHBR L, £/, Y554 FEE (1. 7
KO 14 BERERE) COVWTIIEIAZICHRET 2RIV T v 72 K#H; LI,

FERHIERSS MF (2y MBS 110705 BTN 110906, 4 U =V ZLERTE) %, £
BRI B BT EAKEKICHEARF CTOEREEN 3~5 ppm & 725 & 5 ICREHEKET »
VUL (Ea—Fy7R) ZBFRMLILKE, ENEFNEEERSE, SERUFEERE
x4 — 7 U—78E (121°C, 3058 LE-b0orxFnZhER L,

FRHI BET RO BRAD OGN T — 2 2 AF L XERERETEEMEREEDIF
PR OMEEOELRERE] (1979) 22E(C, YRBER CED-EBENTHAZ L
TR Loy NEERLE,

FURKIZOWTIE, BEFBE D KEEEICETES] (EEHEFELSE 1015
WL KEREEZF 2EOEETERLTRY  BWATIIICAZE LERERERD
ERBEEERETIIAFLIRERRY, REFOEELZRZ L TWAZ L 2R L,

-10 -
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15. HB ik

15.1

15.2

BBRHEORERE

HAERTERBE LT, YRR T [2-Amino-4-nitrophenol DT v MIBIT 5 7 BEK
EEOBREEHRE] RBES P120095, EGLPRR) 2ER L7, AERERBRTIX
a— TR L R EIR Y A3 T 5 BERD Crl:CD(SDYE S » M T 0,50, 250,
500 XU} 750 mg/kg/day DFRET 7 BMEEHRE L, REHMTIE B RESEROGEE
REZITV., BRREE 1 ARIHBRROCBEEEEAEXIToz, TORRE., 500 mgkg 2
EORTTH, &E. & - FEEOHENETHEE, 750 mgkg BT TEHEOEN, FEE
&, 818 ORMEREMEBARD bz, FEOEIRETHY, BEEERVEIRTA
WCITEERREERBO LN o722 &b, 750 mgkg/day % 28 AEIRERE L THER
FERECEDEEREMEREIIRRA L2V R L=,

L7282 T, ARBR TIL 750 mg/kg/day ZmFAE L L, (EFE L LT 150 mg/kg/day # 5
E LT,
AR R

HHRMERSEL L T2 AEEZRIT. SOIBEEOAR 2 RETIHETRELZREL
Too ETo, BEENBEEAVSHERIC, 1. TRV 14 BEREBIESTAYT 54 M
R, UT., BEAETREIISRE L BT 5,

774 MEOREHFFOBRERVEIET — 1T, 28 AEBERHIIED TRV &E-
7

—— BREHRE | BRERFE f&ﬁ%@& EULp e

(mg/kg/day) | (mL/kg) | BE(WN%) (EHES)

EAENE (1 EHES) 0 10 0 4(1- 4
AR (7 FEEE) 0 10 0 4(5- 8
AR (14 BERE) 0 10 0 4(9 -12)
BT (28 BE®RE) 0 10 0 5(13 - 17)
BAE (1 EES) 150 10 1.50 4(18 - 21)
BAE (7 HE®RS) 150 10 1.50 4(22 - 25)

| EFE (14 EE®RE) 150 10 1.50 4 (26 - 29)
& | BEFE (28 AEEE) 150 10 1.50 5(30 - 34)
W | BEE (1 ERE) 750 10 7.50 4(35 - 38)
2| EHE (7 S 750 10 7.50 4(39 - 42)
EAE (14 BRE#E) 750 10 7.50 4 (43 - 46)
EHE (28 BR®RS) 750 10 7.50 5(47 - 51)

“11-
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153 #®E5®&
2) WERYEROFEERE

BRI T CHEBRYEZHER, LA THRL, a— 1V EZ PET M2 TREI®
o TDH, a—VHEMZTERL 7.50 wh%DHREBEDER ZRE Lz, & 51T, 7.50
WNNDEBRDBEIRE <~ S X TF v 7 AZ—F —CRELABNL—HMEERL, =—H
EMATHERL, 1.50 wWhHOEBWERZHE L 7z, FRIIHERYERO L EMERHER
DOFERM B 10~11 BRI 1 BEOHEE TIT- 7=,

PR T B BEOHBDERE R SICHW AT T AR AR ENFh/h
ST L. HBRMERBEEORGE 7ICTHAET (EHIE 3~9°C, FFEHE 1~10°C) T
RE LT, BBRWERIIFRESE 11 BERICER L,

NG TRE L EREOEBRMERE MEEIZ. EBEEBIIREICHNEREHZRE
BEHORYVHL, fAEEE TR TERLBRSICAVWE,
b) HEHEROBH R UOEREEDOHER :

LB SR TEM L7 [2-Amino-4-nitrophenol DEZEM, HBMEIRDH—ME, BE
EREERRRAER] @FEBEES X02-0251, FE GLP RE) T. 10.0 XU 0.100 wiv%
DEBHEROH—ERVEN, BFRE COREEE2RERE e~ /T 7 4 —
(HPLC) ZRAWTHERR LT,

H—PEIZOWTIE, FAEERICEE L-EBIERO L, FRUOTEBORBRYEEE
DOEEMRE (CV) B SULURTH o722 &5, 10.0 KT 0.100 wv%DEBRWERIT
BH—EHE LT

J& D B TE R B DEEE
BB EIR D — R R
REEE BB EWVY%)
(Wv%) LB B TE ) BERZE | CV(%)
10.0 10.0 10.0 9.95 9.98 0.03 0.3
0.100 0.0937 0.102 0.0973 0.0977 | 0.0042 4.3

1l

BEMIZOVWTIE, B 12 FRIZAE L-BBRYEROTBOWRYETEEN. 5B
RE#ZOBTEEEICX L 100210%UNTH-o722 236, 10.0 BN 0.100 W% DB
YERITGERE T BRRETHD Z L BRI,

WEDEROBFTRE COREMORERER

s FRIER TR 12 A% PO =R
RTEREWN%) . .
FHRIERE(wivve) | T BRI ER B (wivs) (%)
10.0 9.98 103 103
0.100 0.0977 0.0949 97.1

-12-
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) BEIZAVOIEBRMERDRERER
FIENZFRE L7z 7.50 B 1.50 W% DB EIRIC OV T, YRBRHEsY C=Ef L=
B (RBRES X02-0251) T, BEECOEBRYEBRELAELE,
BEDERE~ X TF v I RAZ =T —TRBBLADO—BEER L TOWRE %
B, HPLC Z AW THBHERELRIE L, BIE L2 EBRYERE PR EMEICH L
100£10% AN TH o Tofz s, BWENCTRE TE 7= L HE L THREICAVW,

it}

FIENC ToRL U7 3R B O W B M B J e e

FREER
RERBE (W) e, SR EME (%)
B ' BIEEE (wiv%) °
7.50 7.50 100
1.50 1.53 102
154 & &

1.7, 4Xi328 BEFiER 1 B, BAROKRE L, |/E51T13:19~14:59 12T > 7=,
BEIERT AT =T (TAE) ZRYMTZERE (FAE) 280, BIEL
TeEFTOEEZEIC, 10mL/kg THRE L, BBRYERII~ I/ RXF v 7 22 —5—TigE
L7208 DIERBICHER L,
155 —RiREEE
BREHHETIIER 3 E (BEA. BEEER~ BEE, B/E 2~6 BEEK) | £%2%
—RIRELBE L,
15.6 FEM2—RIREEE
28 BAIREFEICOWT, &RERBINC 1 BH, B5EA%IIE | HOEETREDER
ZEE L, BERBBROBEIEMNIEE BREBHES) 2EMT. BHOLTVEZ
ZITolzt, BBEMHBITERVWIRE (BERE) TiTo7.

T=URbEY | F=VIFEANTHD, BE s —OMIEY HTE ToORG (B
| HTBRORG LESRUHEE) 2, 2a7 ) v JETEM
HREERMERETOFE, HEORE (I, 2OFNEUEKE
HED ( RERUHECE (BFE., BREVOFT ./ —E) | ROA
B R, REERHRVEAR) . MERVYWHOEELBE
B % 90 cmx60 cm OEEHR LI 1 HRILLE 5 HDIRN) BXx, &5,
TU—FTHRTO | EEME, R, HTORE. BB, R - 85 . 5E, ¥RT
ITEIDEIE BRUERBITHORFELEE

1 Sy OBEEEE (E0$) ROHREE (Ro7—1%) 2HEE

FEiTE o TOE
R ==

-13-
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157 HEERE

28 BRHBEEEHICOVWT, 5 48BE (#5258 E8) K1EH, RROERZRELT,
RISHER RSN — R BBIE & ARICRBRH I HBI TERVWREETRE L,

BRI 3 em LR — AU OB 2T SIT ABEREL-LEDOR

R R roryrecnE
B E |BECTEZ2ELLELEORIEER T Y v/ ETHE

RIGHE | B B |TREAYITED 18 BRBRZEATL L XORGPEE
EILRST |IR2 R CB o8, B2 Y (e XORISOE BB 8
Zd | K30em OFmEIND, BOERE EICLIZRETEL L&D

ERRHE | BERSOEECEE

_— BNA—FFGC2 (AAT 4 R) 2RV, FIRERUVEROEH% 2

ERE L. FHETHM

7 v NAEBEREERE ACTIMO-10 (3527 /) W, B

BREHE DEBEZ 1 K (10 2R T 6 E) BIE L. R4 (42.6 cmx26.5

cm DOEFE ZHHE 5 om B TRE) 284 - - E CEHE

15.8 FERE
Nz ONT, EF LR (FA MU TR) 2BV, FTROBICEKEEZRE L.
< BESTH
- BE 1,3, 7, 14, 21 RUN28 HE
- HRBEOHENE (FEE2 0 OERT. EARE)
159 HEERE |
7. 14 RO 28 HEREEIZOWT, EFELENRE (FA IV TR) 2BV, FTEOH
WCEEERBEIE L.
- BT HOKREER
- BE 13,7, 14, 21 RUN28 HEDOREE
BE57, UERUP2] BECREBHEEANCRICELZEEL, BAEOKREEFEE L,

BEL-REELREENOFRHTEERTOD | BEHEHEEL RD -,
15.10 [RERZE

a) B K
28 BREBEEIZOVWT, %5 28 H B O&KIZ W 150xD 200xH 263 mm OB KRR E 2

—VIEWMERA L, BRIKRUEERET, BRETORN 15 REOERR & HR
L7, |

b) BREEERUVFIE
HBL-EERZAVREOER R RE Lz, RICEIINBER OB ER L REL
R, BRAEH CEBRMEOREICEELEBIIRD DN o, R ER
IZOWTHREZ TR Mo T,
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B B 5 ¥ B2

JRE (Urine volume) ARV U F—IL L BEE —

&34 (Color)

BV (Turbidity) IR B

JRIEZEE (Uosm) KRETE A
| oH

ZEH (Protein) HEBRRE ;

7 b4k (Ketones) BBIICIET TAT A v 7 A (V=2 | —

& (Glucose) YR) BER) .

#ifm (Occult blood)

RULYE (Urinary sediment) Sternheimer Z £ B

RS A EENRZELE OM-6040 (7 —27 1A)
B: VAT LAEYBRME BX41 (FJ X))

15.11 mER=E
a) MR UBERE

FRBHEICOVWTIEKREEBOR»HHER L. B H FEARRLL 16~20 BEE#£) .CO,/0,
BE T AR (CO.0, BEH=41) FTTHEHRERNLORED LB VEM L., BER
BRI Lz, 554 FEETHOWTIZMEEDRBHERLITH 2 0o T2,

REFFE

IEBL S5

£ M i L7z ik

EDTA-2K #AIZEM TR A SB-41 (2> hEE G059, YR A w7 A) TH

SAABE=FT NV UATKFY (2y NEE STPS940, Tl TE)
m #F | ©32wNhN%KERZ 100 pL 00 L7 0  AREREE T L. im0 o8k
(3000 r.p.m.x10 mins) L CH7/-M#E

m F | A7AEBRECHEML LELSEE (3000 rpm.x10mins) L TELIME
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b) MEFRIRE

B10-0095

2mFOnELr ANRROEEZEE L. TT 74 FBEIZoVWTHR T ke ey
BRI R OVEIER S e v R T T2 F VREIORIEI ThR o, S0, T_XTDE
BIZOWTHRERETE e, 202 AV EBHRERIIER L 2o T,

BRERE Cizii&im, DiciximiErEA

FEABE C BREMKFERETERE ADVIA120 (— A X)
D: 2B BMREEFERIELIERE STA Compact (B = « FAT V) RF 4

v 7 R)

-16-

H B 5 R
FRmEkEL (RBC) R R BF AR IR
~EZa v EE (Hb) VTR MNET Uk
RBCxMCV
~~< 7 V> ME (Ht) BT
SEEIIRMERERE (MCV) R R B AR
. Hb 3
MZ PN 5 Tl a s - 10
FEHFRME~NE S & (MCH) vl
. . oo s — X100 C

FHRIMEBEA~E S 0 L EE (MCHC) RBC x MCV
M/ R (Platelet) FEREIRE
R M BB L (Reticulo) RNA #efik
HImEE (WBC) TJo—%A4 MR R -
HIMBKE %% (Differentiation of leukocyte)

#FHEK (Neutro) . U /3% (Lymph) : y

FEEE (Eosino) . #FHEEH (Baso) TR=FA AR R

EIZK (Mono) . KEGERETR (LUC)
7o oy e rER (PT) FEERLRAE TR 5
EECES bR T T 2F EERE (APTT) EEER R R



B10-0095

o) MRAE(LFHRE
MEZANVWTERROEEZ2BE LIV T 74 M OWTHRHT ARG UBET I/
NS VRT 258 T5=20T3I) MGV RT=25—B . FAD VT + 2T 7 54—
Y. REEZ. JLTF=VRUBEIAEVRHEIEL, Z0O/MOEBXREIE L2 -

7o
H B 5 ik R

TANGEXUVBTI ) NV AR T7=257—F . . .

(AST) UV £ JSCC ¥ bRt
75207 87U A7 =25 —8 (ALT) | UV ¥ JSCC B¥A(LRGiE
TNAH VT + 277 % —F (ALP) p-Nitrophenyl phosphate ¥
2z A7 55— (ChE) Butyrylthiocholine iodide ¥

. — . . . L-y-glutamyl-3-carboxy-4-
FINEINNTYRNTFH =Y (GTP) | L oy
B L XFa— (T-Cho) COD-ESPAS E
. GPO-ESPAS 7'Vt u—/{§

NI ZU%ED KR (TG =5
%%%% (BUN) ' Urease * GIDH I
7 L 7F=> (Creatinine) Creatininase * F-DAOS ¥
¥WZEH (T-Protein) Biuret £
FAT I v (Albumin) Bromocresol green £
A/G H (A/G ratio) Albumin

G G ratio T - Protein — Albumin -
m¥E (Glucose) Hexokinase « G-6-PDH &
wevUary (T-Bi) BERE
KRBT+ EE (TBA) BV A 7V 7% E
i DIy Fiske-Subbarow &
TN 75 (Ca) OCPC ¥
F FU A (Na) Crown-Ether [EEMRE
HU A (K) Crown-Ether [EEMBE F
() MO &

ERKE E SFEESLTERE 7170 % (B 84ERT)
F: EfEFE/OHTERE PVA-EXTT (A&T)

15.12 FmEFERE
a) ¥ & ‘
FRBEEICOVTRREE RO R OWT R ERMEIC B & IERBMRD & Bl
LTRER S, R, BAH. KT, B, BiE BEROEBREL ZOREICD
WTHIRHNBEZTo T,
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b) HEBEBEVEEEERE

(@ ¥ 774 hEE
1. TRU 14 BERSHICOVNT, HRBICREORE SRR L,
5 H BE - a5
WILER 5. B (FERBrLER. AT UERPED) | R
D+ R Dol
W AT B p
AEFEZER R, BE R, I, SRZEIS
FEER BB, R OB RS T
EMBE% R O(CKBEE) . BRI L E, B, fai
RSWH TEE FRE (LRMEEET) | BT

BERLEBEOS B, Fig, DR, BhE, BE, BELE EETiR, T
RISZRER. . FEEE. MiR. TEERUVRIRIEERUIERKIOEET 28, B
REIEERICERELZBICEFRE (FAL PV URX) TEEFBEIELE. T,
BREERUVER EEIEREZJIAICBE L, BIBRRIERELZELOTHELE, T
ERMBIIREO—HEED THIE Lz, FRBII LR IMEEZEDTEE M D OB
BT 10%FEREER L~ ) VIRICBEL, B, EADEZRENOHBLCE
BZRE L, £/, BHBICAE LEAEZEICHENEEVEH L=,

(b) 28 HE®EE

HIRRFIIREDRE - 2R L1,

S5 B’ B . %
PRIR R S, B
I T 5. B (FTEB»SER. S TAEPED) |
BN, R
D BT N
WRER B, FERE
s W OBE Rk EETTR. RN,
ETRER BB (EEREYET) |
R OO, MR OMERST) | 58, SEWE
s BE (KERE) | BEED L oE. BRI LS. fElg.
R MR
M
PIAS R TEE FRE (LRMPED) | BIR
BEE ARk
5 - BT BRE KBS . B (REEE)
B HEE | L

[E R OEEREIE 10% T ERE R L~ ) VIREEARICER L. SRV 10%
FHERER LY VBREEAL TERIZEEL-%., NEWE ALERE L,
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BRLEBED D b, R, LR B, B, BELE BEEIR, FRE
BN AR, RE. M. R, R, TEARUVRIBIRXEEEIRERICEET S/
W2, FRBIEERCBE LABRICETFRE (FLV M) UR) TEERZHEIE LR,
B BRERUERE LEIER 24 ICHE L BIBEREE O THIE L,
FREMYBEIIREC—HE2ED THIE Lz, BEIIEEREZ S D TRIEHEZ AT
%%bfﬁﬁL\E%%Mﬁbtoﬁ%%it&&ﬁ%@bf BEh bR
0% FHREES L~ ) VRICEEL, B, EAOEZKENLOBEL CEELH
ELT, T, BEHBICHE L EE2EICHEMEELEL L,

c) MBOEERMRAE

R LZE8#E - 8. LToLS ICEERMRE LT,

gL, EEZRER. MIEEOFREH» L (FIIRME & ZORIMAZHESTHBBRIC
Ro0) 23 mm IEDOMEMRA 4 MEHER L, EEFREERTAICME L, 28>0
EEN1SgUTTHDZ L2 HERE. TNENEED 5 {FEL LD RNAlater® (Ambion,

Inc.) IZEES ¥, AEIDKEHE, -80°C TREFL, MIEEDOBGFREREMRT
REMLOFEE DRV FORUEY OEE 10%FHEEER LV~ ) VR TEE L

g, EERAICEELRES, EAOHREAOELELEST L 5 IS T 4~5
mm B DA ZHEB L7z, BRI OHEEZR R\ Z%, EF T4 L, ¥459%
& 3 mm SAPNICHEED L RNAlater ICIRIE LTz, BY OESNLLE, BEAE., BES
ERUVREZZTTH LTI T L, FRFN RNAlater ITEE L. BY OBSITK
k. -80°C THRF L7z, EIIZ 10%FHEFEF L~ ) VIRTEE L, 2B, EAN
THNPDOHRIRERRBD bNTHEEILFERE 10%FEEER L~ ) VIETEE L.
RxHAl % BT RBREMRT & U-80°C B EEIctt L,

BRIZ, EABXICEERRIER. A% 4 55 L. A D¥45 % RNAlater 1218
EL7z, BY O¥ESIKEHE, -80°C THRE L, EMIIEETEy NYUVRTEEL
Teo BB EEVWTNOORTHRERRBD bNEAIL. FEREZLEETE Yy NV VK
THEL. RAaHlz BETFRRERENT R U-80°C BEHARFEICE L,

RREEI EEZAIEHR, ERLVEET Yy N UETEE L

FEERISLRIE, EERER. EFTIH L, —F% RNAlater IZIEE L7, BV 1T 10%
HERE R ) VIERTCEE L.

Bz, EEZREER, KELEAZI—IK (AF ) =7 aakL N ERES T
=6:3:1) ICRE L, KXBTT 5 BERL Y LEKTZ ) —/UMIKHE L, SbIok
MTTIRE D LR G, | BB EIC 2@, Bkx=g ) —Le2XH L, KETT—H
RED LIk, BTy ) —NVEBEXZHL 4°C TRELZ, BELEREHIEAH
ERE U CHERREBTRZBICEMN Lz,

REREI1L, ERZEREE O KEBEBEMIE CHER L7, AEZ oL, RPMIL1640
(Invitrogen) S mL THEEEZIEVHL, 0um DA vV 22BLTa=IrFa—7 T
EY U7z, 4°C TED (1100 rpm. 5 50fH) %, EEZBRVZ, 51T 5mL © RPMI1640

WCHEEE L, 4°C TIEL (1100 rpm, 5 77/ #. EEZ2BR\\ 2, BE%L SmL @ RNAlater
WCEERESE T, AAEESEZED L O ICERL, 10%THEEER <Y VIR TEE
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L7z,

PEfgid, EE % BIER  HREH HAERT CTE 1~2 mm O A % 1 KE L. RNAlarer
ICRE LT, &V I 10%FHEEFER AL~ Y VIRCTEE LT,

ML, EEZRER, EFTIH L. —F5% RNAlater ICBE L7z, BV I 10%H
HERE R~ U W CTEE LT,

TEEIL, EEREER. RNAlater ICFEE LTz,

RNAlater {21278 L7 K48 1E RNAlater %8I EE S50, JlEIL 4°C T 72
Brffl. T OMMOKERIL 4°C T 24 FeRHLE L7z %, RNAlater (T8 &€ 72 F $-80°C T
s Ly F74 74 R RE LU TR MEANFIERTICEM Lz, -80°C HREREL
TARERBITOWT S N T4 7T A A& EE L CREM BRIz S Lz,

ZDMDEIEE - MRERIT. 10%FEEER V<Y VK TEE L,

d) REHEBRENRE
(@) V774 MEE

1, TRV 4 BEFREEORBERVCEAERICOWVWT, B, B (+ZHEB®H
EB. M AREET) | R, TR, BE. AR, B (KRB | BEE
U g, BREVBBEDO T 7 ¢ VEEEGYA 2L, ~~+FY Uy
ZVv (HE) RaE#, LFEBEBENIIRE L. B8 (KEBE) 13899 H LN
10%88E « R~ U ARICE DBKE1To 72,

Eo, |EREETIIVME (F2EB»bEB. A AREET) | FRED
Big. 7 kU 14 BEREHTIIE. XIF (EB»OEB. M ZAREZED) |
Frig. Eigk CEBICOWT, RAER CTERYEOREICEE LB %bNh
lele®, TR ENEREBICOVWTHREABRENRELTo 72, Sbiz, ZBIT
DWTIE, 1 BREFEOEAERD HE LEEARIIE W TRE LR HIROZRLAR
H i, EHOEBRREDNZ-®, TRED 246 (No. 1 E2) RUERERED
261 (No.35 RUN37) IZoWTHERDAZANWTEZ A VRO BREILLARELT-
7o

(b) 28 BHFEi& 55

HMBEROSRAERICOVT, BEUTEAZRVWTERLZTRTORENIT
MRDONT 7 4 o AEBTARZER L, HE L%, XEEBMENITRE L,
FROEEE (KEEE) 1280 H LRTIC 10%8E8E - S < U URIC & BBIR & 1T - 72,

Er, B, KB (BEBIOER. AT URE2ST) | g, BRE ORI
WTIE, BARR CERDEORSICEE LS LaEbN ), BRI
WTHREERFIRELTo7z, 612, g, BREREROEREICOWT, BRE
B HE EEZERICBWCERAR, REE EEAR IR CEaEEDILE
BHLI, ~EVT V) UOLERRDNZID, STBED 26 (FFlE: No. 13, Bl#
RO No. 13 RN 14) | BHEEED 26 (FFi&E: No. 49, R UElE: No. 49
EO51) IZoWTARLY VEREILLARERT- 7,
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15.13 HEHFHIFIE
FE, FHE, £, BREHE, LRFORE. MKRELENRE, RE. REEE
EUOBREEEORKEIZOVTIL, Bartlett IR X 3 ESBRERITV., 5% E B AKETES
BB bI2E AL, Dunnett RIC K AREZIT o7, EHEIRD bNRVWESRIL/
227 A MY v 2 @ Dumnett IBIC X BREEIT o 7o, PrEREE (E0¥) RUSEREE (R
DT —=NE) X X5 A MY v 7 @ Dunnett IRIZ X BRBREEIT 277,

16. REREEDEHRMEICEEL RIT L L B 2BEER K OREFTEEN b O
REAEOEEIEI B RIE L L BN 2 BEERR URBRHESE) b ORBIIED
Ehiﬁﬁkg 7-;0

17. RBREAE
17.1 —f&IR%E (Table 1. Appendix 1)

750 mg/kg BETII®R S 1 BEICREEERRD b7, 52 BEUERIZTAK
UERERMNE 13 61.8%5 5 B B RRICEE 12 F1 FEEN 9 i TEE SNz, 150 mgkg
BIIOWTHRE ] BEILIERERRD N o e &5 2 B BUBICEBERN 13
Bl THRIR OEES A 11 #3185 19 B B IRRICHREDR 3 f1TH b, 150 R T* 750 mg/kg
BETHLNZMEIN TS RERICRE L, BEH 15 SURICHEE L, NBETIX
EFIRO b7,

17.2 FEMER—BIKEE (Table 2, Appendix 2)

PFERE X OSEREE CIIRBRMER ERICEE R L8 imu Db,
MOBEETEE TIX 750 mgkg B TT U —F N COEBMEDETAEE 2 BE I 5 4

T3, BE4EBIC 1AL LN, FIRO—BREEETIIEREDHRETRER SN
TELT, BROBREREILRVTH BREFEORELIRBD NP0l Enb,
BYERE LIIBEROZVWELLEE X, 150 mgkg BEOSREICEZIIRD bnh
27,

173 HEEEMRZE (Table3. 4 KTU'5, Appendix 3, 4 RTNS)

HEEBEREICRB VT, 150 mgkg B TRIE 50~60 5> OREEEEURESEICEER
BE. 750 mg/kg BETHIE 10~20 ZOREFICEFEREMERL NN, —BETHES
DEERELHALNTRNI L2 b, HRYERS LIIBERORVWELLEE LT, BHTIR
HROERSHCEEREGFZTED LT, KINMEREILB VW TH BB ER SRR U
REICERIIFEDO N0 T,

17.4 f& E (Fig. 1. Table 6, Appendix 6)

750 mg/kg FETHRE 3. TR 14 BBICHRREME GHBEED 93.1%. 91.9% K% T} 91.7%)
RUO%RE 21 X028 B BIC{RERRR CRHEBEED 91.1%K& 1 89.9%) 23385 b iz, 150 mg/kg
HCIIAEREHIEO bR Mo T2,

17.5 $&€E& (Fig. 2. Table 7, Appendix 7) ,

750 mg/kg FHETHRE 3 BEICHEREE (HBED 78.6%) NALNZMN, FORITE

EREEIRD RN, 150 mgkg BETIIEEREEIIBD bR o7,
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17.6 JIRMRZE (Table 8, Appendix 8)
ERWEREH CTRERVRBZEICAEELREEIIRD bR o7z,
OBRERE T, 150 mghkg H TROEFADEEID 5 HIF 4 51, 750 mg/ke BETET
DBED 2 B, FEBEAR 3R bR,
17.7 - MRRE
a) M¥EFRJRE (Table 9, Appendix 9)

1 Bl EEITBV T, 750 mg/kg B CHFEHRERF ORI ERGEREROEEREHER
Y U BEREBROFEREKER A DIV, 150 mgkg BETITEERLTENIRD b h
-7,

7 BE#REFETIL 150 K 750 mg/kg BHICHEEREENIRD b do T,

14 B FRERIZEV T, 750 mg/kg B TRER R ERE L ROFEREENRD b,
150 mg/kg BHETIEEEREENIIR D bhehr o7z,

28 HEHRESEITIHVT, 750 me/kg B TRRFRMERE LR & A MERE O S EEm AR
BODIT, 150 mghkg HETIIEERETENEIRD b2 o7z,

b) MKE(LFHRZE (Table 10, Appendix 10)

1 EEBIZBWT, 750 mgkg HETI LT F = DAEEREEE U BUN O EEER
W AST OFBEREER A BT, 150 mgkg BETIZTEERETENIRDD b h o7,

THEBEEIIBWT IS0 RN 750 mgkgBET I LT F= v OFERIEERSL b,

14 BEBREEIZEBWT, 750 mgkg ETREV LV E LV OEERIEERZED biviz, 150
mg/kg ETILZ VT Fo= Vv OFERIEBERAR NN, BEE OBEEENRED bt
LML EROEH EEZ T,

28 HEIREEIIBWT, 750mgkg B#ETBUN, Z L7 F=r, BEH. BV ALY
RUMEHBROEERIEE, AG . BRI VEUEROEERGER AL, 1
mg/kg HETIIREBPAEREERVEROERERRENSR LN,

17.8 JREFIRE
a) #sEE& (Table 11 ZT'12, Appendix 11 R 12)

1 E#REBICBNT, 750 mgkg B TAMBROENEEDEELBE (HEBEOD
1142%) »& b7z, 150 mgkg BETIXEBERLTENIRD b2 oT,

7 BRATEHIZBWV T, 750 mgkeg HETEABRBROMENEEDAERSE (HfRBED
112.4%) HHbiiz, £72. 750 mg/kg # CHROEN R UMM EET NC TEEDRE
HNEEBODFERMBRENA LN, EHAREREEREME GHRED 92.0%) 2R L7,
150 mg/kg B TIIE B REIRD N2 o7,

14 AEHREGBEEICBWV T, 750 mgkg B CTHBOHEMTEECEE BRRE (RO
117.4%) D33 b, FERIRMEEIMEEMER (RIREED 89.2%) %R L7, 150 mgkg B
TIHEMBR EERVMOMENEEOFERBENA LN, AEL ORBEENTD
BARWZ L EBENEE LE LT,

28 HEREHIZB W T, 750 mgkg HCTHBROBIEEDEELREE (HRED
114.7%) ¥ TICEREVEABRROENEECHFELEE (HEED 1B0LI%EN
123.5%) A@BO LNz, TDIEH, BEEMIER VS AZEMNTEOENTEENDEE L
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ERH LI, BHREEIMEMEER FRED 87.2%) %77 Lz, 150 mgkg B TITAMR
BROMNEEDHEEREE (TRE®D 109.7%) BHbhi,
H] % (Table 13, Appendix 13)

1 EHREFEICBWT, 750 mg/kg B CEIFOXEE A G 4 51t 2 5], BBRIEEY 38
DHEAD 3 BICFRD bill, 150 mgkg HRUORTRE TIRERRRBO bh2d o7,

7 BEREFICEVT, 750 mgkg B TRIE OFSREMRMERAS 4 10 3 5], SBOKEN
Apn 161 BROBEMLS 1BFICRD b, SBETIT 1 ATHUBROBEIE
BB BT, 150 mgkg HTIIEFITFRO bhvehroTz,

14 HFAREFIZIBW T, 750 mgkg #% CHERD 2GS 4 FIF 1 HIIRD iz, 150
mgkg BHERUXBETIIERIIRD bhiahoiz,

28 BEIREHEIZIVT, 750 mgkg 3 TR O 26K ORI 0N FHEMHE O Blgo
Rk’ 5 BF 3 Fl. MIEEOBIROERY 2 6, 518 OEFEEEN 1 fIzEZD 5
N7 35 ARIBRO B TR NCARBEO/NEL R UL 1 i Th bz, 150
mg/kg B TIXERIRIBOB ZIER OBAIEORBEO/NYLR 1 fITH b, TR
TREENEIRED N 21T,

JREEAARRFEAURRZE (Table 14, Appendix 13)

1 EIREFIZB VT, 750 mgke B TRBOTARMETER (hEE) 34 filep, =
LRMEGLRD 16, +ZHBOBE (FTEE~EK) 124, ZEBOMELEHIEE
zEfaflt (BE~TEE) 2346, BEBORE ERMIREZRL @E) 21635
NIE, FROBREEFMIRESL (BE) RUEROERELRE (FE£E) 2% 1
BITH LN, ARMICEE(AARLONZBEED VA AFICIERIIRD b2 hoiz,
FTig& DR BT AERREESEIL 150 mgkg BETH 1 FlicH bz, HBRETIIEZIIED D
WiRdsoTe, 2B, STRER T 750 mgkg BEDOE 2 FIIZOWTER L7244 Lk O Rt
IZELDBREORR., NRETIIBEDENRD b2h o728, 750 mgkg B TIERE
ERARICEBEMERRED N, MREOZERINEHDOEB LA LDTH B Z &M
FER X7z,

7 BATEEEICB VT, 750 mghkg B TRROITAFERE OB A& (TEE) 2 4 Fl24),
HIEDUbA (BE) 36, BBERVEBOKERTR (BE) 2824, FFEO/NE
FELOERFRRIRIER (BE) 2% 4 flepfl, NNERDMEFMEL b VTS BE) 22
B, BEERD 5 oi (BRE) 231 RS biviigd, FEOBEEITHISER (BRE)
016 BIROWE R OKIE T O 1 fITH LI, FAROR B ML 150
mghkg FETH 1 flH LTz, XRETIIBIROBE R CHET OB NCBESIEN
E1fFITHLNT,

14 BAHREEITIBN T, 750 mgkg B TRIBOERAE OBFE (BE~PEE) »
4B 2 61, A OEFERELEEFRR (BE) 28146, BEOKBESEKR (BE)
2301 EROHKBEETRE (BE) 226, FRO/NERDETHEIRIEAR BRE) 24
Blepl, NERDMEFHE b VEFENE 8E) RS20, BED S o (BRE) 21
BUZFRD b LT, 150 mg/kg B TIZFFRO/NERIDMEFHBER R L b ) B FEHE (8
WO A5 16 RO S o (BE) 23 1 FIRD biLizigss, FFROBSETHMESE (82
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E) R1fTHbN, SBETRERERIEDON o7,

28 BEBREFIZEWT, 750 mgkg B CTRIBOEMNRHEGRLE (EF) 1 5FF
361, ERMEORLE (BE) 116, B 0EABRRTYLEBEFE EE~TZE)
201, EBROMEERR BE~FEE) B34, BETEGOMEEE &E) »
261, BEEROCEBOEBMR ) 2446, FFEO/NERDMEFRIaER (BRE)
P35 e, NERLBDETIES bV ETEME (BE) 4 41, BIROBRILEN 14,
EIBORIEHERILE BE~EE) B4, S>-ol (BE) RUBIEMTE (BRE
~HEREE) M3 FIIRRD LNTEIE, BIROBEIGEN 1 6. BEOIREMERE T ER
ROREER LEDOEENMIRERED 1 6] TH bz, 150 mgkg B TIXFFEO/NRZEED 1
B, BIRROBERILRY 1 6], BEOUE AMERMESNE RO RMRBEHERS 1 flickb
Nic, XRETIIFRO/NRFER 2 flH b,

2B, ARERV 750 mgkg HOFFIE, BTREUMEBICOWTER L~V &R
BIZEIZBREORR., FIBEUMERIC SV CIIRE TR ERNZD Lo
23, 750 mgkg BETIIERROMBRAN I IFERICEEDER OCBERISE T S RWER
BERPROLNTCI LD, HE REERTHEEINLBEEARIINEYT I VED
BEHEXITOREITH I LE 2 b7z, BRTITTBER D 750 mgkg B & LB
EHEIIRED 5T, 750 mgkg HTRME EEMRICBERIGERERVEBEAR
BROONIZZ &inb, RME ERICIIERMEIZTOREHBRUEEL TS EEL
bz, ‘

18. & £

BWEMEITLRER L LTEREINLTWALEHTHY . ATy AV RERERER
BRCIE7 VX —MEEBEREAEZS EE D L L HE STV 5 (Dinardo and Draelos, 2007) .
EFREWE BV ERAMSERBR T, 7y POBIZBWTRMAE REDRAEENHEI L3,
7 v bDHER U< U R TIEIRERAMEDOT+SRERAE N2 -T2 2 &5 (NTP, 1988) |
EESAMFSEH4ES (International Agency for Research on Cancer, IARC) D%78 A MG T3/
V=73 (& MZHTRRPABZOVWTIIHETE 2V IHESNTWS, £, Sy
D 13 BERERGREOIREER CIIME CEREECLEULERVFRME LR 0L, 2
EFRRBTIIBICERE LR BFEROREROEME AL 5L THY (NTP, 1988) . ARER
RBWTHHEBWERSICL Y ICBR. HLE, FiR. MERCEBR~DOBENED bl
77 '

BRI 2 E L LT, 750 mgke BT, MRAECFAIREICB T 1 EREZICH
WEEELZRTZ LT F=rOBEMERD BUN OFEEANA b, FEEGZHREICS
WTBBROEARAE EFER NEMRAEIENER SNz, LarLenb, 7 BERE#
I RAEEFEIIRO b1, o> GELRMEEFTENRD biviz, MIKE(LFERR
BIZBWTS 7 BHARERICIZZ VT F= U BRMEEICE U BUN ICIIEBEREHNRD b
R0l &mb, BERZZITRMEOEERSERIEATL LE L b, TRMAED
BEITI YRV 28 BERAREETLEE SN, BBRYEICI2EEICH L TEEREEL TW
DHDLERE LT, 728, 750 mgke B TIE 28 BEARSBICBBROBBENZERRUEEE
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LB H LT, BREMIIFERGEFNRE CORURMEERILELRB LEFRALS
A, RBEIZEBWVT 150 T 750 mgkg # TROBEMNANIIHBEILNZ DN Z &,
REHFRF IO —RIRBBETERBRIBEEINZZ D, BFBRWE I T oREMM
Rp~HREENLE L, BEEETIE., 1 ERV7 AEHREH£IZ 750 mekg BETEMAE
BOMMEEDOEEN A 511,28 AFFREZICIT 150 mgkg B THRIBROHIEEDHIE,
750 mgkg #H CEABROENEEDHERA LN,

HALE T 228 L LT, 750 mgkg BETIX, 1 EREZICREERFOREICBNT
FZRRBOEBENFE D bil, MEFRIRE CIHIBEE~DRER G2 RET 5 FHEREER O
REFFLEIREBOBEER A DN, TOHIT, TREREEBRFBREICBWT, 7 H
BREZICETE OMBERIREOOS A, 7 BEIRESUBRICRERE CEB OB,
14 BEBRERURICHEDEABRR L LRIEFRK, 28 AERELICHE 0ERBEEER W
BB ORE TS IREER CHEBF AP EBD bz, b ORT RITT N THRERRD
BELENIHTHIBEERG B2 b, HBROEITARIEZE T ENFRENT, 72
B, BB RBRUEB TIIEEEEMIIER SN2 o720, KB OKEEAITEEE
BALDEEBREL LTHBN2 (Gopinath et al., 1987) Z &35, KIBREIC & ESHEL
WELTWELDEHEELE, 150 X750 mgkg B THREHETITEE SN THXIE
fE, 750 mghkg BT 7 AEBRERICHBR TALNEEBOERIT. BILEREDEES T KM
LIFTREZE 2T, F72. 150 BTN 750 mgkg BETH LN HREER O—IBHEDFIE b 58
WEOFBMICEE LR EE L2, 750 mgkg BT 1 BRELICL bNEZHBEUEE
DIEE LR MIREZERMIE, A VR O RETOREIZLY LEMBEATOEFOEEIC L
5 LRRERSINER, BEORREUCRBEICHT2HBHEOREETIIR ., BWVEESS
FTZ I L AEEE ORI R EEER T & T L7,

FRIBIC A4 288 & LT, 750 mgkg B TiE, 7 BERSE£UBIOFEEBREOREICE
WD /N FER DA E R R OFF /AR < &V B FEMENTEH b, 14 BREREEIC
MEEEPBEL 2o, MKECENRE CIIFFHEOEE 2 RTEHER D EEIIR
IR 7228, 14 BREBRSHUBICRE ULV DORE, 28 BEBRELICREEROR
PEHBOEERZ LN Ehb, FFEERTOFmEERE 2 b, 2B, 1 BRERIC
H ol AST DEREIIMUICEETAEEARBOLNRNVI L b, HBEWERE L IZEEK
DIRVEL L HET L7z, 28 BERERICHEERFINRE TRD b EROERILEIT,
7y N—HBICRDIRAENTZAEDT Y VRUOHBRHEIZZOREMH L E 2 bz, 150
mg/kg FHTiT 14 BEREZIVREARZNREICBV CHFIRO/NER B MEFHEERE O
AR < b 0 BT EERRD bvTz,

Mk K ORISR 282 e LT, 750 mgkg BIZBWT, 14 RN 28 BB E#O MK
FRBREICBWTHERARLERSEHEOBER A LI, BT 28 BREREZDOREHERS
HBRAEICB W TRIZMEMTIERED b vk, MEFNRE TITRMERE, Hb RO Ht OEE
RERLMNREMITFRD b0, 7 BEBRES» L EED 5 -, 28 BE®E5%IC
TREHTANEDT ) VEEDEREERALNLZ 00, HBRYEREIC LY BVNEKS
ERRR L, BB TORMROWERTELZEELZ, 2B, B#BYEIIT=V L OB
fCEMTHD7D, MOFFET IV ERBICBELOERERIZA h~ES ot L BRTH D

-25.



B10-0095

(Hejtmancik et al., 2002; Khan et al., 1993; Stefanski et al., 1990; BEA 5,2004) L#HEE L7, =
72 750 mg/kg B2 T 7 B RSB LRICHED bR EE( KR 28 BB ESZDOEKRIL,
FIL) o MRVBRULEEZRMLEELEE X DL, 150 mg/kg B TIE 14 HEIHERICE
JRD 5 oA H b,

FREHFFIT 750 mg/kg FHETH LN EEOBEEILKEENIL, LEOE®EEL Kk
Lizb D BB LB, «

B EFHE P IE R EHER T RICA D2 OMOEIL, fICEET A3E(RRD b
NIRNZ L OEBERS L IIBEEDRWELEE X T,

UEDEBY, ARBRTRIHBRYEREIC LV REGH O LER., HE. ik,
MR OERICEERERRO bNicnd, BRER, O ER, £FEBR. #ER, RS
WHR, BEE. - BER. LBR~OEEIRE SN2 10T,

19. Z2& Bk
Hejtmancik MR, Trela BA, Kurtz PJ, Persing RL, Ryan MIJ, Yarrington JT, Chhabra RS (2002)

Comparative gavage subchronic toxicity studies of o-chloroaniline and m-chloroaniline in F344 rats
and B6C3F1 mice. Toxicol Sci, 69, 234-243.

Khan MF, Kaphalia BS, Boor PJ, Ansari GAS (1993) Subchronic toxicity of aniline hydrochloride in rats.
Arch Environ Contam Toxicol, 24, 368-374.

Dinardo J, Draelos ZD (2007) An animal model assessment of common dye-induced allergic contact
dermatitis. J Cosmet Sci, 58, 209-214.

Gopinath C, Prentice DE, Lewis DJ (1987) The Alimentary System and Pancreas. In “Atlas of
Experimental Toxicological Pathology”, Gresham GA (ed.), MTP Press Limited, Lancaster, pp.
72-74.

NTP (1988) Toxicology and carcinogenesis studies of 2-amino-4-nitrophenol (CAS No. 99-57-0) in
F344/N rats and B6C3F; mice (gavage studies). NTP TR 339.

Stefanski SA, Elwell MR, Stromberg PC (1990) Spleen, Lymph nodes, and Thymus. In “Pathology of the
Fischer Rat”, Boorman GA, Eustis SL, Elwell MR, Montgomery CA, Jr, Mackenzie WF (eds.),
Academic Press, Inc., San Diego, California, 382-383.

BAmT, SEEE, REAS, BEBE REVE, NFEX 2004 BEFZorre T 7 A
I X BWMAERM & BRI 31T DRBENE(LOTHE. FRERF 4, 55,319-326,
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of clinical signs

Sex Signs ) Administration period

mg/kg/day 0 150 750

Male ss ss 88
179 17 17

No abnormalities detected 17 4 4
Yellow-orange urine 13- 13

Soft stool ) 11 12
Diarrhea 11 13
Sailivation 3 9

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

-29.
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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 handiing
+2 Continuous vocalization

HANDLING OBSERVATIONS

Muscle tone
-1 Decreased
o Normal
+1 increased

Subnormal temperature

- Absent

+ Present
Piloerection

- Absent

+ Present
Staining hair

- Absent

+ Present
Unkempt hair

- Absent

) + Present

Paleness

- Absent

+ Present
Reddening

- , Absent

+ Present
Cyanaosis

- 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

- Absent
+ . Present
Pupillary size
-1 Miosis
0 Normal
+1 Mydriasis
Salivation
- Absent
+ Present
Secretion
- Absent
+ Present
OBSERVATIONS IN ARENA
Posture
0 Normal
+1 Crouching position or hunchback position
+2 Prone position or lateral position
Motor activity
-2 Significantly decreased
-1 Decreased
0 Normal
+1 Increased
+2 Significantly increased
Respiration
0 Normal
+1 Slightly insufficiency
+2 Moderately insufficiency
+3 Severely insufficiency
Lid closure
- Absent
+ Present
Gait
- Normal
S Staggering gait
T Tip toe gait
P Shuffling (paralytic) gait
GD Gait disturbance
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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)

OBSERVATIONS IN ARENA-continued
Tremor/twitch/convulsion

0 None
+1 Tremor
+2 Twitch or convulsion
+3 Systematic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotypic behavior

- None

Cc Circling

G Grooming

S Sniffing

H Head bobbing

Abnormal behavior

- None

S Self-biting

B Backing

C Circling

R Roliing

W Writhing

\% Vocalization
ST Straub tail

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

Removal from cage

Sex Period Dose Number of Ease of removal Vocalization
(mg/kg/day)  animals -2 -1 0 1 42 0  +1 42
0 ' 5 0 0 5 0 0 4 1 0
Predosing - 150 5 0 0 5 0 0 3 2 0
750 5 0 0 5 0 0 5 0 0
0 5 0 1 4 0 0 3 2 0
week 1 150 5 0 1 4 0 0 5 0 0
750 5 0 0 5 o] 0 5 0 0
0 5 0 0 5 o] ] 3 2 0
Male week 2 150 5 0 0 5 o] 0 3 2 0
750 5 0 0 5 0 0 4 1 0
0 5 0 1 3 1 0 4 1 0
week 3 150 5 0 1 4 0 0 4 1 0
750 5 0 1 4 o] 0 5 0 0
0 5 0 0 5 o] 0 4 1 0
week 4 150 5 0 0 5 0] 0 3 2 0
750 5 0 0 4 1 0 5 0 0
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Table 2-2 Twenty-eight-day repeated-dose oral toxicity 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 150 5 0 5 0 5 0 5 0
750 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 1 150 5 0 5 0 5 0 5 0
750 5 0 5 0 5 8 5 0
0 5 0 5 0 5 0 5 0
Male week 2 150 5 0 5 0 5 0 5 0
750 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 3 150 5 0 5 0 5 0 5 0
750 5 0 5 0 5 0 5 0
0 5 0 5 0 5 0 5 0
week 4 150 5 0 5 0 5 0 5 0
750 5 o} 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 150 5 5 0 5 0 5 0 5 0
750 5 5 0 5 0 5 0 5 - 0
0 5 5 0 5 0 5 0 5 0
week 1 150 5 5 0 5 0 5 0 5 0
750 5 5 0 5 0 5 0 5 0]
0 5 5 0 5 0 5 0 5 0
Male week 2 150 5 5 0 5 0 5 0 5 0
750 5 5 0 5 0 5 0 5 0
0 5 5 0 5 0 5 0 5 0
week 3 150 5 5 0 5 0 5 0 5 0
750 5 5 0 5 0 5 0 5 0
0 5 5 0 5 0 5 0 5 0
week 4 150 5 5 0 5 0 5 ¢ 5 0
750 5 5 0 5 0 5 0 5 0
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Table 2-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Handling observations

Sex Period Dose Number of  Cyanosis Lacrimation Exophthalmos
(mg/kg/day) animals - L - + - +
0 5 5 0 5 0 5 0
Predosing 150 5 5 0 5 0 5 0
750 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
week 1 150 5 5 0 5 0 5 0
750 5 5 0 5 0 5 0
0 5 . 5 0 5 0 5 0
Male week 2 150 5 5 0 5 0 5 0
750 5 5 0 5 0 5 0
0 5 5 0 5 0 5 0
week 3 150 5 5 0 5 0 5 0
750 5 5 0 5. 0 5 0
0 5 5 0 5 0 5 0
week 4 150 5 5 0 5 0 5 0
750 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

Handling observations

Sex Period Dose Number of Pupillary size Salivation Secretion
(mg/kg/day) animals -1 0 +1 - + - +

0 5 0 5 0 5 0 5 o]

Predosing - 150 5 0] 5 0 5 0 5 0

750 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 1 150 5 0 5 0 5 0 5 0

750 5 0 5 0 5 0 5 0

0 5 o] 5 0 5 0 5 0

Male week 2 150 5 0 5 0 5 0 5 0
750 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 3 150 5 0 5 0 5 0 5 0

750 5 0 5 0 5 0 5 0

0 5 0 5 0 5 0 5 0

week 4 150 5 0 5 0 5 0 5 0

750 5 0 5 0 5 0 5 0
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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 +2 -2 -1 0 +1 +2
0 5 5 0 0 0 0 5 0 0
Predosing 1560 5 5 0 0 0 0 5 0 0
750 5 5 0 0 0 0 5 0 0
0 5 5 0 0 0 0 5 0 0
week 1 150 5 5 0 0 0 0 5 0 0
750 5 5 0 0 0 0 5 o] 0
0 5 5 0 0 0 0 5 0 0
Male week 2 150 5 5 0 0 0 0 5 0 0
750 5 5 0 0 0 3 2 0 0
0 5 5 0 0 0 0 5 0 0
week 3 150 5 5 0 0 0 0 5 0 0
750 5 5 0 0 0 0 5 0 0
0 5 5 0 0 0 0 4 1 0
week 4 150 5 5 0 0 0 0 5 0 0
750 5 5 0 0 0 1 4 0 0
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- Table 2-7 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of detailed clinical observations

Sex

Period

Dose
(mg/kg/day)

Number of
animals

Observations in arena

Respiration

Lid closure

+1

+2

+
w

+

Male

Predosing

0
150
750

5

week 1

0
150
750

week 2

0
150
750

week 3

0
150
750

week 4

0
150
750
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Table 2-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Sex

Period

Dose
(mg/kg/day)

Number of

animals

Observations in arena

Gait

@
o

Male

Predosing

0
150
750

5

week 1

0
150
750

week 2

0
150
750

week 3

0
150
750

week 4

0

150

750
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Table 2-9 Twenty-eight-day repeated-dose oral toxicity 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 43 (count/min)®  (count/min)®
0 5 5 0 0 0 04 +0.89 2.2 £2.49
Predosing 150 5 5 0 0 0 0.2 £0.45 1.2 +1.10
750 5 5 0 0 0 0.0 +0.00 24 +378
0 5 5 0 o 0 0.2 £0.45 0.6 %0.89
week 1 150 5 5 0 0 0 0.0 +0.00 1.6 +2.30
750 5 5 0. 0 0 0.2 +0.45 1.8 £3.49
0 5 5 0 0 0 04 +0.89 0.2 +0.45
Male week 2 150 5 5 0 0 0 0.2 +0.45 0.2 £0.45
750 5 5 0 0 0 0.0 +0.00 1.2 +2.68
0 5 5 0 0 0 04 +0.89 0.4 +0.89
week 3 150 5 5 0 0 0 0.2 £0.45 0.2 £0.45
750 5 5 0 0 0 0.4 +0.89 - 0.2 *0.45
0 5 5 0 0 0 0.2 +0.45 0.0 £0.00
week 4 150 5 5 0 0 0 0.4 +0.89 0.0 +0.00
750 5 5 0 0 0 0.0 +0.00 0.4 +0.55

a) Mean £8.D. .
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 2-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Sex

Period

Dose
(mgfkg/day)

Number of

animals

Observations in arena

Stereotypic behavior

G

Male

Predosing

0
150
750

5

week 1

0
160
750

week 2

0
150

750 .

week 3

0
150
750

week 4

0
150
750
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Table 2-11 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Observations in arena

Sex Period Dose Number of Abnormal behavior

(mgrkg/day) animals

1

X
2
w
]

0 5
Predosing 150
750

0
week 1 150
750

0
Male week 2 150

750

0
week 3 150
750

0
week 4 150

750
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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
Pupillary 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
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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 touch response
-1 0 +1 -1 0 +1

0 0 5 0 5
Male week 4 150 0 5 0 5
750 0 5 0 5

- 45 .
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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 4 150 5 0 5 0 5 0 5 0
750 5 0 5 5 0 5 0
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Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of grip strength
Sex Period Dose Number of Forelimb Hindiimb
(mg/kg/day) animals (9) (9)

0 5 446 +17 454 144

Male week 4 150 5 470 £30 476 £20
750 5 449 +46 455 142

Mean £S.D.

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

- 47 .
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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 3040 40-50  50-60 Total

0 5 17 63 33 19 23 1 256
%61 27 27 +26 29 +1 182
Male week 4 150 5 175 68 70 40 58 27 ** 438 *
58 +35 29 16 29 21 +114
750 5 179 121 * 29 26 9 2 366
+58 32 26 £33 =11 2 62

Mean £S.D.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
(mg/kg/day) 0 150 750
Administration 1 158.03 159.80 159.04
period +6.99 (17) +5.20 (17) +6.04 (17)
3 173.58 173.62 161.66 **
+8.16 (13) 16.85 (13) £6.45 (13)
7 209.22 208.54 192,22 **
+12.99 (13) - +8.89 (13) £10.55 (13)
14 271.64 265,48 249.10 *
+19.97 (9) +17.54 (9) +17.90 (9)
o1 320.62 323.78 292.00
+25.71 (5) +27.49 (5) +25.88 (5)
28 35534 361.44 319.30
+34.02 (5) £38.37 (5) +31.40 (5)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 7 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0085
Summary of food consumption (_gf/raf!day) . male
Sex Dose
(mg/kg/day) 0 150 750
Administration 1 19.65 20.67 20.26
period ’ ’ i
+ 1.76 (13) + 2.34 (13) + 141 (13)
3 19.39 18.74 1524 **
+ 1.86 (13) + 1.99 (13) + 234 (13)
7 21.51 20.86 2052
+ 223 (13) t 1.74 (13) + 169 (13)
14 21.95 20.66 21.01
+ 219 (9) + 2.30 (9) + 201 (9
21 20.53 20.71 20.26
+ 3.08 (5) + 3.01 (5 + 2.83 (5)
28 18.90 19.75 20.10
+ 2.64 (B) + 2.82 (5) + 354 (5

Values are shown as Mean = S.D.,

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table &1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
liems
(mg/kg/day) 0 150 750
, 8.8 5.0 10.6
Urine volume (mb) 3.6 (5) £3.2 (5) 8.0 (5)
1283.2 1431.2 981.6
U Osm/L
osm (mOsmiL) 18526 (5) £864.0 (5) £748.2 (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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Table8-2  Twenty-eight-day repeated-dose oral toxicity study in rats B10-0085
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Daose (mg/kp/day) 0 150 750
ltems No. of animals 5 5 5
Color

Y 3 0 0

YB 2 1 0

B 0 4 2

DB 0 0 3
Turbidity

Clear 4 5 4

Cloudy 1 0 1
pH

8.0 3 ) 5 4

6.5 1 0

7.0 1 0 0
Protein

- 0 0

£ 4 4

1+ 1
Glucese

- 5 5 5
Ketones

- 3 4

= 2 1

1+ 0 1 0
Oceult blood

- 5 4 3

kS 0 0 1

1+ 0 i 1

Color: Y: Yellow, YB:Yellow-brown, B : Brown, DB : Dark Brown.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0085
Summary of urinalyses: Male
. Group Twenty-eight-day treatment
Dose (mg/kg/day) 0 150 750
ltems No. of animals 5 0 5
Urinaly sediment
Red biood celis @
0 5 —_ 5
White blood cells ®
0 5 — 5
Epithelial cells ®
0 5 — 5
Casts
0 5 — 5
Crystals ?
=+ 4 —_ 3
1+ 1 — 1
2+ 0 —_ 1

®: Number of cells/ Dviews({x400),
&) Number of casts/18x18 mm>.
%:incidence of crystals/48x18 mm?.
~—:Not examined.
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B10-0085

Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose One-day treatment
(mg/kg/day) 0 150 750

RBC (x10%uL) jﬂﬁi @ :Zég @ Z;?: @
Hb (afelL) 0 @ o @ s @
Ht (%) 2222 @ 22:22 @) :23 @)
MCV (fL) 22222 @ 313? @ iz:zg @
MCH (pg) ig:;? (4) ig:g (4) iéﬁg 4
MCHC (g/dL) :ggg @ ig:gi (4) 3’.33 ()
Platelet x10%uL) 11:?: (4 Sigg @ lﬁgi (4)
Reticulo (%) ;:gg 4 i::f (4) :32: (4
WBC x10%uL) ;ﬁii @ ji:;g @) 322 4
Differentiation of leukocyte

Neutro (%) iijgg @ élg‘: ) iigg *(4)

Lymph (%) ::gg @) :St;::g 4 Zgjig *(4)
" Eosino (%) ig:z (4 iﬁfg (4) 12132 4

Baso (%) jg; (4 1?..32 (4 i;;: 4

Mono (%) ;gg () ;:2 (4) ig:f o

Luc %) s54 (© o @ a1 ©

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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B10-0085

Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
fems Dose Seven-day treatment
(mg/kg/day) 0 150 750

RBC (x10%uL) zs; @ Eig @) 1?;}54 @
Hb (9/d) 1332 (45 1?2? @) 1323 @
i (%) g @ s (o it
MoV M) 208 © 2o @ P
MCH (Pg) iﬁii @ igi: @ lgzg @
MCHC (g/dL) 28:2 @ iggg @ ig:ig @
Platelet (x10%L) l}f::g @ tizi (4 l:ggg {4)
Reticulo (%) iz;z @) :?:? (4 ig;g 4)
WBC (x10%uL) lil?i 4 ;?;;g ) ;:1:: @
Differentiafion of leukocyte

Neutro (%) li;g @ if?i (4) ;igz (4)

Lymph A (%) i:gi (4 22?? 4 :gfg (4)

Easino (%) igig @ igzg 4 i'g:zg 4

Baso (%) e @ 0.2 @ o )

Mono (%) ;gz () tig (4 ig?g 4

Luc (%) ié:g (4) :;:E. (4) i;:zg 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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B10-0085

Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Fourteen-day treatment
(mg/kg/day) 0 150 750

RBC (x10*uL) Z;gﬁ: @) ::izg 4 Ziz:g (4)
Hb (g/7dL) l?:gg () lg:iz (4) lgigz o)
Ht (%) 2222 @ 1332 () i;.ig @
MCV (L) ii;;? @ i:g @ :g:;; z
MCH (pg) iﬁlg @ lggg @ lﬁii @
MCHC (g/dL) Zg; (@ :g:i 1) 2852 (4)
Platsiet (x10%uL) lfi?i 7 :Zg @ l?ifg @
Reticulo (%) iggg (4) ig:g (4) iggg *(4)
WBC ' (1 0%l lfg;g (4) lﬁig (4) gggg {4
Differentiafion of lsukocyte

Neutro (%) ;222 @ 1222 @ 222 “

Lymph (%) e ot 2% @

Eosino (%) ig:g (4 igfg 4 igjg {4)

Baso (%) iéig @ iggg (4 4_-:1?? (4)

Mono (%) ;:g @) ié?? {4) tg:g 4

Luc (%) téﬁi @ :;::g @ tgzgg @

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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B10-0085

Table 94 ' Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
o Dose Twenty-eight-day treatment
(mgrkg/day) 0 150 750

RBC (x10%pL) E:S (5) :‘113:2 (5) Zggi (5)
Hb (g/dL) lg?g 5 lggg (5) :1422 (5)
Ht %) ot epag a8
McV (L) iéjzf ) iiﬁgﬁ ®) :::1: )
MCH (P lﬁjﬁ (5) li;g (5) l§§§ O]
MCHC (g/dl) iéjii (5) :g::i (5) iﬁjgﬁ {5
Platelet (x10%uL) l??::g (5) 1;::2; 65 lgzz (5)
Reticulo (%) ié:g? ®) ﬁ:f 5) :Z:g: ()
WBC {(x10%L) SS:Z (5) li;g? (5) :12:252:35 (5)
Differentiation of leukocyie

Neutro (%) ;2;8 ) ;;2 (5) l::g (5)

Lymph (%) Z_ijﬁ 5) iiﬁiﬁ ) :é;: )

Easino (%) ig:g (5) tgfs (5) tgg; (5)

Baso (%) ié:: (5) tggj (5) igi? {5

Mono (%) iéjgi &) zg::; ®) té;i (5)

Luc - (%) téj,f_i 5) ﬁgg (5) tg;? (5)
PT - (se9) lﬁjgi &) l?::: 5) E:i )
APTT (sec) 3:2 5) ig:?.: ) l:g; 5)

Values are shown as Mean = S.D..

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

** Significantly different from vehicle control at P<0.01.
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B10-0085

Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats
' Summary of blood chemical examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 150 750
89.5 92.3 68.0 *
AST (un) £10.3 (4) 62 (4) 87 (3)
34.0 33.5 38.3
; u
ALT (o) 5.0 (4) 48 (4) 31 (3)
1088.3 1034.5 1038.0
ALP (o) £342.6 (4) #2305 (4) +88.1 (4)
11.28 10.33 28.85
BUN (mgrdL) 061 (4) 108 (4) +18.26 (4)
- 0.135 0.138 0.253 *
Creafinine (mg/dL) £0.033 (4) £0.017 (4) £0.083 (4)
. 0.113 0.105 0.087
-Bil /dL
T-Bi (mg/dL) £0.025 (4) £0.024 (4) £0.006 (3)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05,
== Significantly different from vehicle control at P<0.01.
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Table 10-2

B10-005

. Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 150 750
88.3 83.3 78.3
AST ) 5.9 (4) $17.8 (4) £75 (4)
32.5 36.3 38.0
ALT (v £1.3 (4) +15.3 (4) +8.0 (4)
8951.0 1003.8 779.5
ALP (o) +188.0 (4) +181.2 (4) +163.6 (4)
7.68 7.43 8.30
e (mg/dL) £0.94 (4) £0.50 (4) £0.95 (4)
_ 0.150 0.115 * 0.015 =
Creatinine (mo/dL) £0.024 (4) £0.013 (4) £0.006 (4)
- 0.058 0.080 0.035
T-Bil mg/dL)
(mg/dL) £0.010 (4) £0.022 (4) £0.018 (4)

Values are shown as Mean + S.D..

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

* Significantly different from vehicle contro! at P<0.05.
** Significantly different from vehicle control at P<0.01.
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B10-0085

Table 10-3 Twenty-sight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dese Fourteen-day treatment
ltems
(mg/kg/day) 0 150 750
76.3 64.3 65.3
AST () 8.2 (4) 571 (@4) 46 (4)
26.0 22.3 25.0
ALT (u) £3.6 (4) 22 (4) 2.9 (4)
713.0 668.8 793.3
ALP (urL) +120.4 (4) +57.7 (4) +220.1 (4)
7.55 €.88 6.58
BUN (mg/dL) £0.71 (&) 222 (4) +0.64 (4)
-, 0.183 0.145 * 0.203
Creatinine (mg/dL) £0.018 (4) £0.025 (4) £0.010 (4)
. 0.085 0.083 0.048 >
T-Bil fdL
! (mg/dL) +0.006 (4) £0.010 (4) £0.005 (4)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01,
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B10-0085

Table 10-4 Twenty-eight-day repeated-dese oral toxicity study in rats
Summary of blood chemical examinations:Male
. Dose » Twenty-eight-day treatment
(ma/kg/day) 0 150 750

AST (o) i?g (5) :? (5) ifé:g 6)
ALT QunL) iig ®) lig ) ig:g ()
ALP (L) j?z:g (5) ;s?ﬁ (5 ;:Zi (5)
ChE (o) ;2:: ) i;:g ®) iﬁ:g )
y-GTP (L) iﬁ;;i ®) ig:?j 5) tg'.;: ®)
T-Cho (mg/dL) ;Zg ) 255 (5) ;E (5)
TG (mg/dL) J;:? ) éﬁiﬁ 5) i;;:; ®)
BUN {mg/dL) iﬁ;ﬁf (5) ﬁﬁi (5 s:g:;g *(5)
Creatinine (mgf/dL) tg:é;z (5) ig:ggg (5) :g:;g: *(5)
T-Protein (o/dl) ,:1:2 (5 ;);Z *(5) tijts) *(5)
Albumin {g/dL) iﬁ?g (5 :Egg (5) ii;g (5)
ASG ratio ) ig:g:g (5) igﬁ:g (5) i;:g;i TS)
Glucose {mg/dL) 222 (5) Zgg (5) S&;ﬁ (5)
T-Bil (mg/dL) ig:g?g (5) igg?g (5) :tg:ggf *(5)
TBA {pmollL) iﬁgg (5) :;g (5) i:ig t(5)
P (mg/dL) om0 ®) Ry fo0 ©
Ca '(mgldl-) lggz (5) lsgi ) 12123 (5)
Na (mEg/L) 132 5) 13: ®) 15:2 ®)
K (mEgll) ig:zg (5) ﬂ?igg (5) i;igi (5)
cl (mEal) 12?:22 (5) 12?:52 *(5) 123:22 ?5)

Values are shown as Mean = S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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B10-0085

Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose - One-day treatment
ltems .
(mg/kg/day) 0 150 750
L 4.980 4.995 5.410
ver © +0.574 (4) £0.247 (4) $0.353 (4)
0.690 0.680 0.698
Heart @ £0.062 (4) £0.042 (4) £0.053 (4)
. 0.723 0.748 0.783
Kidney(R) @ £0.085 (4) £0.028 (4) £0.093 (4)
0.688 0.705 0.790
Kidney(L) @ £0.075 (4) £0.017 (4) £0.003 (4)
. 0.710 0.745 0.698
Testis(R) © £0.120 (4) £0.024 (4) £0.042 (4)
. 0.720 0.738 0.715
Testis(L) @ £0.130 (4) £0.036 (4) £0.048 (4)
- 0.083 0.083 0.085
Epididymis(R) @ £0.017 (4) £0.010 (4) +0.013 (4)
S 0.078 0.073 0.083
Epididymis(L) @ £0.019 (4) £0.013 (4) £0.013 (4)
0.075 0.088 0.085
Ventral prostate (g £0.006 (4) £0.026 (4) £0.024 (4)
Dorsotateral @ 0.085 0.060 0.073
prostate g £0.017 (4) £0.008 (4) +0.013 (4)
Brain @ 1753 1.763 1.780
g £0.046 (4) +0.039 (4) £0.102 (4)
Soleen @ 0.383 0.373 0.395
P d £0.078 (4) £0.040 (4) £0.059 (4)
Thymus ma) 472.43 562.98 475.55
¥ g +95.86 (4) £134.00 (4) £82.54 (4)
o 5.55 5.95 575
Pituitary gland (mg) £0.62 (4) 031 (4) £0.48 (4)
. 9.15 9.95 11.53
Thyroid (mg) +1.23 (4) £0.87 (4)  £3.04 (4)
35.18 32.68 33.05
Adrenal ~
renais (mg) 557 (4) £2.54 (4) £1.85 (4)
. . 138.93 141.03 140.20
Final body weight
nal body weight  (9) 8.88 (4) £3.96 (4) +5.09 (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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B10-0085

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) 0 150 750
U 6.335 5.468 6.220
ver @ $0.581 (4) £0.418 (4) $0.252 (4)
Hoart @ 0.825 0.848 0.735
g +0.056 (4) £0.078 (4) +0.051 (4)
: 0.870 0.905 0.855
Kidney(R) @ £0.095 (4) +0.040 (4) £0.068 (4)
. 0.833 0.875 © 0.860
Kidney(L) @ +0.072 (4) £0.044 (4) +0.047 (4)
. 1.108 1.143 1.100
Testis(R) @ £0.008 (4) +0.067 (4) £0.042 (4)
. 1.103 1.108 1.078
Testis(L) @ £0.067 (4) £0.102 (4) £0.043 (4)
S 0.138 0.153 0.130
Epididymis(R) @ £0.026 (4) £0.040 (4) £0.000 (4)
o 0.138 0.125 0.123
Epididymis(L) CY £0.017 (4) | $0.013 (4) +0.005 (4)
0.143 0.163 0.130
Ventral prostate ~ (g) +0.017 (4) +0.042 (4) £0.018 (4)
Dorsolateral @ 0.128 0.100 0.100
prostate g +0.022 (4) +0.008 (4) £0.014 (4)
Brain @ 1.853 " 1.858 1.808
9 +0.063 (4) +0.075 (4) £0.050 (4)
Spleen @ 0.480 0.490 ' 0.443
P 4 +0.057 (4) £0.035 (4) £0.126 (4)
— mg) 546.03 511.60 392.90 *
4 g +112.77 (4) £29.54 (4) £13.58 (4)
. 7.68 7.05 6.53 =
Pituitary gland (mg) +0.55 (4) £0.31 (4) £0.36 (4)
. 9.78 11.20 10.10
Thyroid (mg) £2.20 (4) £1.11 (4) £1.71 (4)
37.93 39.75 34.38
Adrenal
renas (mg) £3.89 (4) $3.81 (4) £4.21 (4)
Final body weight (@) 187.33 189.10 172.35

+10.98 (4) +4.89 (4) +4.83 (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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B10-0095

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) 0 150 750
U 8.680 8.443 9.010
iver C) £1.906 (4) 10,844 (4) £0.825 (4)
1.050 1.033 1.035
Heart @) +0.133 (4) +0.124 (4) +0.121 (4)
. 1,080 0.998 1.100
Kidney(R) @ £0.146 (4) £0.105 (4) £0.132 (4)
, 1.080 1.020 1.070
Kidney(L) © £0.122 (4) £0.084 (4) £0.1412 (&)
. 1315 1413 1.225
Testis(R) @ £0.103 (4) £0.173 (4) £0.177 (4)
. 1.308 1.390 1.208
Testis(L) @ £0.100 (4) 0,148 (4) £0.170 (4)
o 0193 0.205 0.185
Epididymis(R) (@ +0.010 (4) +0.017 (4) +0.030 (4)
T 0.180 0.203 0.175
Epididymis(L) @ £0.000 (4) £0.015 (4) £0.021 (4)
0.248 0.248 0.185
Veniral prostate (@ +0.049 (4) +0.054 (4) +0.034 (4)
Dorsolateral @) 0.175 0.170° 0.133
prostate g £0.085 (4) £0.032 (4) +0.015 (4)
Brain 9 1.858 1.975 1.838
g £0.085 (4) £0.116 (4) £0.085 (4)
Soleen @ 0.665 0.675 0.605
P g £0.159 (4) £0.100 (4) £0.082 (4)
e mg) 718.08 827.65 524.75
4 g £120.59 (4) £127.10 (4) +116.92 (4)
. 8.83 7.85 7.55
Pituitary giand (mg) £0.96 (4) £1.33 (4) £0.77 (&)
. 12.23 12.98 11.15
Thyroid (mg) +1.79 (4) +1.68 (4) +262 (4)
41.85 42.28 41.38
Ad l m
renais (mg) £8.42 (4) £2.07 (4) 6,62 (4)
. . 258.98 238.03 230.90
Final body weight :
inal body weight (g) £24.26 (4) +15.84 (4) +15.15 (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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B10-0085

Table 114 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Maie
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 150 750
Lver o 10.554 10.686 10.564
g +1.675 (5) +1.738 (5) +1.475 (5)
1.266 1210 1126
Heart @ £0.194 (5) £0.126 (5) +0.181 (5)
. 1.190 1314 1.360
Kidney(R) @ £0.149 (5) £0.144 (5) £0.152 (5)
. 1.208 1.298 1312
Kidney(L) ©@ £0.162 (5) £0.146 (5) £0.153 (5)
. 1.600 1372 1.450
Testis(R) © £0.102 (5) £0.441 (5) +0.318 (5)
. 1.578 1.410 1.526
Testis(L) ©@ £0.111 (5) £0.483 (5) £0.176 (5)
0.376 0.370 0.334
Epididymis(R
pididymis(R) @ £0.021 (5) £0.070 (5) +0.067 (5)
I 0.360 0372 0.354
Epididymis(.. @ +0.034 (5) £0.095 (5) +0.038 (5)
0.424 0.408 0.288 *
t
Ventral prostate  (g) +0.088 (5) £0.093 (5) £0.062 (5)
Dorsolateral @ 0.328 0.330 0.252 *
prostate 9 £0.029 (5) £0.025 (5) £0.040 (5)
Seminalvesice (@) 0.850 0.914 0.698
g £0.135 (5) +0.098 (5) 0,154 (5)
Brain @ 1.946 2.014 1.942
g £0.098 (5) £0.064 (5) £0.034 (5)
Soleen @ 0.634 0.582 1.056
P g +0.054 (5) +0.108 (5) £0.448 (5)
Thymus o) 537.20 523.10 517.32
4 9 £119.07 (5) £69.40 (5) +44.24 (5)
. 9.82 10.04 8.28
Pituitary giand (mg) +0.59 (5) +1.32 (5) £1.11 (5)
. 15.84 20.18 14.14
Thyroid (mg) +4.27 (5) 2,33 (5) £2.00 (5)
53.72 48.60 47.28
Adrenals
e (ma) £3.15 (5) £3.10 (5) 18.16 (5)
Finalbodywelght (3] 338.46 342.60 295.30
+33.94 (5) +37.44 (5) £25.48 (5)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.

**Significantly different from vehicle control at P<0.01.
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B10-0085

Table 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
ltems Dose One-day treatment
(mg/kg/day) 0 150 750
, 3.580 3.543 3.855
Liver (8/1009) £0.236 (4) £0.107 (4) £0.122 (4)
0.498 0.483 0.500
Heart (g7100g) +0.038 (4) £0.039 (4) £0.048 (4)
. 0.518 0.530 0.560
Kidney(R) (6/100g) £0.029 (4) £0.022 (4) £0.050 (4)
. 0.493 0.500 0.563 *
Kidney(L) (9/1009) +0.025 (4) £0.023 (4) £0.050 (4)
. 0.508 0.530 0.495
Testis(R) (67100g) £0.060 (4) £0.026 (4) £0.034 (4)
. 0.515 0.523 0.513
Testis(L) (6/100g) +0.062 (4) +0.029 (4) £0.032 (4)
- 0.060 0.058 0.080
Epididymis(R) (6/100g) £0.008 (4) +£0.005 (4) £0.008 (4)
S 0.055 0.050 0.060
Epididymis(L) (6/100g) +0.010 (4) £0.008 (4) £0.008 (4)
0.053 0.083 0.060
Ventral prostate  (9/100g) +0.005 (4) £0.021 (4) £0.014 (4)
Dorsolateral (9/100g) 0.045 0.043 0.053
prostate /1% +0.010 (4) £0.005 (4) £0.013 (4)
. 1.265 1.248 1.270
Brain (6/100g) £0.082 (4) £0.025 (4) £0.038 (4)
0.278 0.263 0.283
Spleen (gr100g) +0.055 (4) £0.029 (4) £0.043 (4)
34378 398.10 338.65
Thymus (mg/100g) +87.94 (4) £87.97 (4) £53.23 (4)
. 4.00 423 4.08
Pituitary gland (mg/100g) 10.29'(4) £0.28 (4) £0.22 @
. 6.58 7.05 8.18
Thyroid (mg/100g) £0.83 (4) £0.54 (4) £1.94 (4)
25.28° 23.18 23.58
Adrenal 1100
renais (mg/100g) £3.17 (4) +1.94 (4) +1.62 (4)
. . 138.93 141,03 140.20
Final body weight ’
nal body weight — (9) 8,88 (4) £3.96 (4) +5.00 (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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B10-0085

Table 12-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Seven-day treatment
ltems -
: (mglkgiday) 0 150 750
. 3.375 3.420 3.605
Liver (9/1009) $0.126 (4) +0.196 (4) $0.079 (4)
< © 0.440 0.448 0.428
Heart (g/100g) £0.008 (4) +0.040 (4) $0.025 (4)
. 0.468 0.480 0.498
Kidney(R) (g7100g) £0.045 (4) +0.016 (4) £0.035 (4)
. 0.445 0.463 0.500 *
Kidney(L) (9/100g) £0.034 (4) $0.015 (4) 20024 (4)
. 0.590 0.605 0.638
Testis(R) (9100g). £0.026 (4) £0.019 (4) - 0.036 (4)
: 0.588 0.585 0.625
Testis(L) (9/100g) $0.013 (4) £0.042 (4) £0.034 (4)
_— 0.073 0.080 0.075
Epididymis(R) (97100g) £0.010 (4) £0.022 (4) £0.006 (4)
e ’ 0.073 0.068 0.073
Epididymis(L) (g/100g) £0.010 (4) £0.010 (4) +0.005 (4)
' 0.075 0.085 0.075
Ventral prostate  (g/100g) +0.013 (4) £0.025 (4) +0.013 (4)
Dorsolateral (/100g) 0.068 0.053 0.058
prostate 971909 £0.015 (4) £0.005 (4) £0.010 (4)
A 0.993 0.983 1.050
Brain (9/100g) +0.046 (4) £0.046 (4) +0.047 (4)
0.263 0.258 0.255
o
Spieen (97100g) £0.021 (4) £0.013 (4) £0.069 (4)
291.73 270.95 22813 *
Thymus (mg/1009) £57.89 (4) £22.06 (4) £9.95 (4)
. 413 3.73 3.78
o
Pitultary gland (mg/100g) £0.33 (4) £0.15 (4) £0.25 (4)
: 5.28 5.95 5.85
Thyroid (mg/100g) +1.50 (4) £0.71 (4) £0.83 (4)
20.23 21.03 19.95
Adrenal mg/100 '
renais (mg/100g) £1.06 (4) £1.82 (4) £2.13 (4)
. . 187.33 189.10 172.35 *
Final body weight
nal body weight  (g) £10.98 (4) +4.89 (4) +4.83 (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 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male

foms Dose Fourteen-day freatment

(mg/kg/day) 0 750
Liver (a/100g) o @ co.101 *(4)
Heart (9/100g) igggz ) igggg
Kidney(R) (g/100g) ig:gi?, @ :g:g;fx
Kidney(L) (8/100g) Jhpe @ iS’éii
Testis(R) (g/1009) oo @ 20078
Testis(L) (a/100g) gt @ co.080
Epididymis(R) (g/100g) tﬁjﬁﬁ ) ifol:g:§
Epididymis(L)  (g/100g) P @ s0010
Ventral prostate (9/100g) tgg?g @ igg:g
e — =D o
Brain (97100g) iggig @ tgggg
Spleen (9/100g) tgéig @ :tgigg
Thymus (mg/100g) ZZ:;? @ iégii
Pituitary gland (mg/100g) ig:g @ igig
Thyroid (mg/100g) Jhpes @ oy
Adrenals (mg/100g) l?gg @ ;-_;Zg @)
Final body weight  (g) igigg o) i?g?g )

Values are shown as Mean + S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 124 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
" Dose Twenty-eight-day treatment
ems
(ma/kg/day) 0 150 750
A 3.106 3.108 3.564 **
Liver (871009) 0211 (5) +0.199 (5) £0211 (5)
0.372 0354 0.380
Heart (¢/1009) £0.035 (5) £0.018 (5) £0.042 (5)
) : 0.352 0.386 ** 0.458 **
Kidney(R) (6/1009) +0.013 (5) £0.011 (5) £0.013 (5)
. 0.358 0.380 0.442 =
Kidney(L) (g/100g) £0.016 (5) £0.014 (5) £0.019 (5)
. 0.474 0.394 0.490
Testis(R) (¢/100g) 0034 (5) . 0113 (5 £0.091 (5)
: 0.468 0.406 0.516
Testis(L) (6/100g) £0.041 (5) £0122 (5) . +0.040 (5)
o 0.112 0.110 0.112
Epididymis(R) (¢/1009) £0.016 (5) £0.012 (5) £0.018 (5)
o 0.106 0.110 0.122
Epididymis(L.) (o7100g) £0.013 (5) £0.019 (5) £0.008 (5)
0.126 0.122 0.098
Ventral prostate  (g/100g) £0.027 (5) £0.026 (5) £0.016 (5)
Darsolateral (g/100g) 0.100 0.096 0.086
prostate 9/19% £0.014 (5) £0.005 (5) +0.009 (5)
. . 0.250 0.270 0.236
Seminal vesicle (6/100g) £0.621 (5) £0.048 (5) £0.051 (5)
. " 0578 0.596 0.660
Brain (6/1009) £0.038 (5) +0.089 (5) £0.044 (5)
: 0.188 0.168 0.360
Spiesn (g7100g) £0.018 (5) £0.018 (5) £0.162 (5)
157.50 152.60 175.90
Thymus (mg/100g) £21.46 (5) +11.85 (5) £18.06 (5)
N 2.94 2.92 2.80
Pituitary gland (mg/100g) £0.21 (5) +0.22 (5) 022 (5)
. 470 5.98 4.84
Thyroid (mg/100g) £1.20 (5) £1.10 (5) £0.99 (5)
15.96 14.34 15.94
d /100 .
Adrenals (mg/100g) £1.29 (5) +1.86 (5) +1.55 (5)
. . 338.46 342.60 295.30
Final body weight  (q) £33.94 (5) +37.44 (5) £25.48 (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 0 150 750  (mg/kg/day)
SS sS sS
4 4 4
No abnormalities detected 4 4
Jejunum
Whitish change of mucosa 0 0 2
Mesenteric lymph node
Whitish change 0 0 3

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 0 150 750  (mg/kg/day)
ss sS ss
4?) 4 4
No abnormalities detected 3 4 1
Forestomach
Recessed region of mucosa 0 0 3
Cecum ]
Watery contents 0 0 1
Kidney
Pelvic dilatation, unilateral 1 0 0
Spleen
Blackish change 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 0 150 . 750  {mg/kg/day)
SS SS Ss
43
No abnormalities detected 4 4 3
Spleen
Blackish change 0 0 1

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 13-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 150 750  (mag/kg/day)
SS ss ss
52) 5 5
No abnormalities detected 5 4 1
Forestomach
Elevation of limiting ridge 0 0 1
Kidney
Dark brownish chage, biateral 0 0 3 e
.E'nlarge‘ment, bilateral 0 0 2
Pelvic dilatation, unilateral o 4T T
Testis :
Small, bilateral | o 1 o
Small, unilateral 0 o 1 T
‘Softening, unilateral o o T 1T
Spleen
_Blackish pha_nge _________ o 0 3
Enlargement 0 o s T

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

Male
Findings Grade 0 150 750 (mg/kg/day)
ss ss S8
49 4 4
Forestomach
No abnormalities detected 4/4" — 4/4
Glandular stomach
No abnormalities detected 4/4 — 4/4
Duodenum
‘No abnormalities detected 4/4 4/4 2/4
T ol o4 e T
Ulcer e e e
+++ 0/4 0/4 1/4
Jejunum
Noabnormalities detected oLV
Vacuolization, cytoplasmic/ r o4 o4 v o
epithefium/Villus ++ 0/4 0/4 2/4
lieum
No abnommalifies detected . YA MY
Vacuolization, cytoplasmic/
epi’theiiumNiI’Iusyt P " 04 0/ 14
Cecum :
No abnormalities detected 4/4 - 4/4
Colon
No abnormalities detected 4/4 -— 4/4
Rectum
No abnormalities detected 4/4 — 4/4
Liver
No abnormalities detecied 4/4 3/4 3/4
Necrosis/Hepatocyte/Focal + o 7 ya T
Kidney
No abnormalities defected 44 A4 A4
Dilatation/Distaltubule VAo
Necrosis/Proximal tubule + 0/4 ------- 0 /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 -

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

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

—, Not examined.
+, slight; ++, moderate; +++, severe.
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Table 14-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: One-day treatment

Male
Findings Grade 0 150 750  (mg/kg/day)
] ss Ss
4?) 4 4
Bone marrow
No abnormalities detected 4/4‘? _ — 3/4 .
Fibro-osseous lesion o4 - a0
Mesenteric lymph node
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 animats autopsied.

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

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

Maie
Findings Grade 0 150 750  (malkg/day)
SS Sss SS
4% 4 4
Forestomach _
Noabnormalities defected .. 4M4? 44 L A
Erosion + 0/4 0/4 304
Glandular stomach :
No abnormalities detected 4/4 4/4 4/4
Duodenum
No abnormalities detected 4/4 — 4/4
Jejunum
No abnormalities detected 4/4 -— 4/4
lleum
No abnormalities detected 4/4 - 4/4
Cecum
No abnormalities detected - 4/4 4/4 4/4
Colon
MNoabnommalies detected ... aa A A
Hyperplasia/Mucosa o + 0/4 /4 24T
Rectum ’
Noabnommalities detected A SR, S
Hyperplasia/Mucosa -+ 0/4 0/4 214 T
Liver
No abnommalifies defected e A YA YA
Ground glass appearance/
Hepatoc?/te/ Perippportal + 04 0/4 2/4
‘Hypertrophy/Hepatocyte/Periportal  + o4 o4 7S
Necrosis/Hepatocyte/Focal L o 14 e T
Kidney
Noabnormalities defected 24 44 o
L S SO SO SO
CysYSubcapsule e WA o4 e
Dilataton/Pelvis = 14 o4 o4 T
'Regeneration/Proximal tubuie 7 o4 4T
Testis
No abnormalities detected 4/4 -— 4/4

ss, scheduled sacrifice animal.

a) Number of animals autopsied.

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

+, slight; ++, moderate.
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Table 14-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings Grade 0 150 750  (mg/kg/day)
sS sS ss
43 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
Mesenteric lymph node
No abnormalities detected 4/4 — 4/4
Spleen .
No abnommaiifies detected e A4 A
Congestion + 0/4 0/4 s
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 14-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 150 750  (mg/kg/day)
ss ss ss
43 4 4
Forestomach
Noabnommalitiesdetected 44d A4 M
ll-{_yp.grpla;la, squamous cell/ . /4 /4 1)4
imiting ridge
Glandular stomach
No abnormalities detected 4/4 4/4 4/4
Duodenum
No abnormalities detected 4/4 — 4/4
Jejunum
No abnormalities detected 4/4 — 4/4
lieum
No abnormalities detected 4/4 -— 4/4
Cecum
No abnormalities detected 4/4 4/4 414
Colon
_[\lo atgno_rmglities dett_ac_tggi _________________________ 4/4_ . _4/4 1/4
Hyperplasia/Mucosa + o4 o4 R
Rectum
No abnormalities defected . 4a A4 24 .
Hyperplasia/Mucosa + 0/4 " 0/4 Y/
Liver
No abnormaliies detected Y4 DA O
Ground glass appearance/ oz o4 14 o4
Hepatocyte/Periportal + 0/4 0/4 2/4
. * 0/4 1/4 0/4
Gt T S T S
Necrosis/Hepatocyté/- Focal YT o4 s T oa T
Kidney
Noabnormalies detected ... aa_ A4 A
Regeneration/Proximal tubule SO SRTR.. S. O (Lo S
++ 0/4 0/4 1/4
Testis
No abnormalities detected 4/4 - 4/4

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

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

---, Not examined.
+, very slight; +, slight; ++, moderate.
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Table 14-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 150 750  (mg/kg/day)
ss ss ss
4 4 . 4
Ventral prostate
No abnormalities detected 4/4 — 4/4
Dorsolateral prostate _
No abnormalities detected 4/4 — 4/4
Bone marrow
No abnormalifies detected 4/4 — 4/4
Mesenteric lymph node
No abnormalities detected 4/4 - 4/4
Spleen
Noabnommalfies detected ... s SOOI o SO .. SR
Congeston + 0/4 1/4 1-/4 ------
Thymus
No abnormalities detected 4/4 — 4/4

ss, scheduled sacrifice animal.

a) Number of animals autopsied.

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

+, slight.
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Table 14-7 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 150 750  (mg/kg/day)
ss ss ss
52 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 sbnormalifies detected 55 .85 35 .
Hyperplasia, squamous cell/ o o5 o5 v
Limiting ridge ++ 0/5 0/5 1/5
Glandular stomach
No abnormalities detected 5/5 5/5 5/5
Duodenum
No abnormalities detected 5/5 — 5/5
Jejunum
No abnormalities detected 5/5 — 5/5
lieum
No abnormalities detected 55 -— 5715
Cecum
Noabnomnaities detected 55 S5
Cellular infitration/Submucosa ¢ 05 05 2B
Hyperplasia/Mucosa S U8 ! A 25 e
++ 0/5 0/5 1/5
Colon
Noabnommaliesdetected . T TN
Hyperplasia/Mucosa + os ol as T
Rectum
Noabnomaltiesdetected 55 o S0 M
Hyperplasia/Mucosa + 0/5 0/5 a5 T
Pancreas
No abnormalities detected 5/5 -— 5/5

ss, scheduled sacrifice animal.

a) Number of animals autopsied.

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

+, slight; ++, moderate.
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Table 14-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 150 750  (mglkg/day)
ss SS ss
5% 5 5
Liver _ .
Noabnormalties detected . 350 45 05 .
Deposit, pigmentSinusoid T
Ground glass appearance/
Hepatoc?/te/ Penppportal ¥ 055 055 415
‘Hypertrophy/Hepatocyte/Periportal  +  0/5 o5 s T
Microgranuioma . O 25 155 os T
Heart
No abnormalities detected 5/5 - 5/5
Kidney
No abnormalifies detected ... 55 ... 45 2/5
Deposit, pigment/Proximal tubule ¥ 05 055 35 T
Dilatation/Peivis & o5 15 B
'Regeneration/Proximal tubuie + s os ws T
Urinary bladder
No abnormalities detected 5/5 — 5/5
Testis
Nogbnormalties detected .85 01 45
Asophy, tbwarDifuse T ET R T
Arophy, tubularfFocal e OB 0N s T
Hyperplasia, interstitial cell Diffuse  + 0/5 T os T
Epididymis
Noabnormalifies detected .55 . .45
Cell debris/Lumen/Unilateral + o5 - s
Ventral prostate
No abnormalities detected t 5/5 - 5/5
Dorsolateral prostate
No abnormalities detected 5/5 — 515
Coagulating gland
No abnormalities detected 5/5 - 5/5
Seminal vesicle
No abnormalities detected 5/5 — 5/5
Spinal cord
No abnormalities detected 5/5 - 5/5
Sciatic nerve
No abnormalities detected 5/5 - 5/5

ss, scheduled sacrifice animal.

a) Number of animals autopsied.

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

+, slight; ++, moderate.
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Table 14-9 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 150 750  (mg/kg/day)
ss ss ss
58 5 ' 5
Bone marrow
No abnormalities detected 5/59 — 515
Axillar lymph node
No abnormalities detected 5/5 - 5/5
Mesenteric lymph node ’
No abnormalities detected - 5/5 - 5/5
Spieen
No abnormaiities detected 565 5/5 1/5
Congesion LT o5 o5 as
R s T
_ + 0/5 0/5 1/5
Jeposth pgmentRedpdp e L A
e RO OB B
Hematopoiesis, extrameduliary, s o5 os 25
increased ++ 0/5 0/5 1/5
Thymus
No abnormaiities detected 5/5 —_ 5/5
Thyroid
No abnormailities detected 5/5 — 5/5
Parathyroid :
No abnormaiities 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

ss, scheduled sacrifice animal.

a) Number of animals autopsied.

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

+, very slight; +, slight; ++, moderate; +++, severe.
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Appendix 1-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animais

0 mg/kg/day
Administration period
Signs Sex 1 - 2-7 8-14 15-21 22-28 (day)

2)

Sers  8TE gy

No abnormalities detected Male 9, 16, ,11' 9,10, 11, 12, 13, 14, 13, 14, 15, 13, 14, 15,

! ! 12,13, 14, 16, 17 16, 17

12,13, 14, 15, 16, 17
v 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

B10-0095

150 mg/kg/day
Administration period .
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
18,219, 20,
21, 22, 23,
" 24, 25, 26,
No abnormalities detected Male 27 28, 29,
30, 31, 32,
33, 34
22,23, 24,
25, 26, 27, 28, 27, 28,
Yellow-orange urine Male 28, 29, 30, 29, 30, 31, 30:;33 13"22‘ 303:3?' 13;432'
31, 32,33, 32, 33,34 ! '
34
22,23, 25, 30, 31, 32,
Soft stool Male 26, 29 28, 31 33, 34
22, 23, 24,
Diarrhea Male 25, 28, 30, 26, 27 30, 31 30, 32,33
31
Salivation (disappeared within Male 31 30, 32

15 minutes after dosing)

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

B10-0085

750 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
35,7 36, 37,
38, 39, 40,
i 41, 42, 43,
No abnormalities detected Male 44, 45, 46,
47, 48, 49,
50, 51
39, 40, 41,
42, 43,44, 43,44, 45,
Yellow-orange urine Male 45, 46,47, 46 47, 48, 475;0485149' 475;0‘”85149'
48,49,50 49, 50, 51 : '
51
39, 41, 42
TS 43,44, 45
45, 46, 47, . TTTTT 47,48,49, 47,48, 49,
Soft stool Male 48,49 50, 48, 47, 48, 50 50, 54
49, 50, 51
51
39, 40, 41,
42,43, 44, 43, 44, 45,
Diarrhea Male 45, 46,47, 46, 47,48, 475;;'85’ 149’ 475;;85'149'
48,49,50 49, 50, 51 : '
51
Salivation (disappeared within 43,44,45, 4, 48 49, 47 48,49,
. i Male 50, 51 46, 47, 48,
15 minutes after dosing) 49 50 51 50, 51 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 150 32 0
33 0 +1
34 0 +1
47 0 0
48 0 0
750 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 . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal  Vocalization
13 . 0 0
14 0 +1
0 15 -1 0
16 0 0
17 0 +1
30 0 0
31 -1 0
Male 150 32 0 0
33 0 0
34 0 0
47 0 0
48 0 0
750 49 o] -0
50 0 0
51 0 0
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Appendix 2-3  Twenty-eight-day repeated-dose oral toxicity 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 0
14 0 0
0 15 0 +1
16 0 0
17 0 +1
30 0 0
-3 0] 0
Male 150 32 0 +1
33 0 0
34 0 +1
47 0 0
48 0 +1

750 49 0

50 0

51 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 +1 0
14 0 0
0 15 -1 +1
16 0 0
17 0 0
30 -1 0
31 0 0
Male 150 32 0 0
33 0 0
34 0 +1
47 0 0
48 -1 0
750 49 0 0
50 0 0
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 0
14 0 0
0 15 0] +1

16 0

17 0

30 0

31 0
Male 150 32 0 +1
33 0 0
34 0 +1
47 0 0
48 0 0
750 49 +1 0
50 0 0
51 0 0
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Appendix 2-6

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

Detailed clinical observations of individual animals (Predosing)

B10-0095

Sex

Dose
(mg/kg/day)

An’imal No.

Handling observations

Muscle

tone

Subnormal Piloerection  Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

150

30
31
32
33
34

750

47
48
49
50
51

O O 0O 0O 0Oj0O O O 0O Ojo © O O
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Appendix 2-7  Twenty-eight-day repeated-dose oral foxicity 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 150 32
33

34

47

48

750 49

50

51

o 0o 0o 0o ojlo o o 0 Oojlo O o Q
]
1
'
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Appendix 2-8

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

Detailed clinical observations of individua!l animals (week 2)

B10-0095

Sex

Dose
(mg/kg/day)

Animal No.

Handling observations

Muscle
tone

Subnormal Piloerection  Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

0

150

30
31
32
33
34

750

47
48
49
50
51

O 0O 0O 0O 0Ojlo O O O 0Ol © © ©
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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)

B10-0095

Sex

Dose
(mg/kg/day)

Animal No.

Handling observations

Muscle

tone

Subnormal Piloerection  Staining
temperature

hair

Unkempt
hair

Paleness Reddening

Male

13
14
15
16
17

150

30
31
32
33
34

750

47
48
49
50
51

o 0o 0O 0o 0o|loo O o ol O © o o

-94 .
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Appendix 2-10  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical 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 150 32
33
34
47
48
750 49
50
51

o 0O 0O 0O o0l OO 0O OO0 O O ©
L}
'
L}
'
)
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B10-0095

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 150 32 - -
33 - - -

34 - - -

47 - - -

48 - . -

750 49 - -

50 - - -

51 - - -

1

o 0O O O ol o O O Ol O O O
'
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 - - -

14 - - -

.0 15 - - -

16 - - -

17 - - -

30 - - -

31 - - -

Male 150 32 - - -

33 - - -

34 - - -

47 - - -

48 - - -

750 49 - - -

50 - - -

51 - - -

o
'
1

O O O O OO0 O O O Ol ©O O O
'
1
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Appendix 2-13  Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

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 150 32 - - -

33 - - -

34 - - -

47 - - -

48 - - -

750 49 - - -

50 - - -

51 - - -

O 0 0o 0O oOjlo O O O ol o o O
'
'
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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 150 32 - - -
33 - - -
34 - - -

47 - - -

48 - - -

750 49 - - -

50 - - -

51 - . - -

0O O O O ojlo O O 0O Ol o O O
[
[
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B10-0095

Appendix 2-15  Twenty-eight-day repeéted-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

Handling observations
Sex Dose Animal No. Cyanosis Lacrimation Exophthalmos Pupilary Salivation Secretion
(mg/kg/day) size
13 - - - 0
14 - S - -
0 15 - - -
16 . ; -
17 - - -
30 - - ' -
31 - - -
Male 150 32 - S-
33 - - -
34 - - -
47 - - -
48 - - -
750 49 - - -
50 - - -
51 - - -

'

O O O O O|l0oO O O O Ol O O O
[
'
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B10-0095

Appendix 2-16  Twenty-eight-day repeated-dose oral foxicity 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

14

(0} 16

16

17

30

31

Male 150 32
' 33
34

47

48

750 49

50

51

O 0o 0o o olo oo o ojJlo oo oo
o 0o 0o o ojloo o o ojoo oo o
O 0 0o o olo oo o o0o]j]o oo o o
1
L}
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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 Gait

(mg/kg/day) activity closure
13 0

14

0 15

16

17

30

31

Male 150 32
33

34

47

48

750 49

50

51

O 0O C 0O Ol 0O OO0 OO 0 O o O
O 0O 0O O |0 0O O 0O Ol © © ©
0O 0O 0O 0O 0Ol 0o 0O 0O 0|0 O O o O
'
[
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B10-0085

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  AnimalNo. Posture Motor  Respiration Lid Gait
(mg/kg/day) ’ activity closure
13 0 0 0 - -
. 14 0 0 0 - -
0 15 0 0 0 - -
16 0 0 0 - -
17 0 0 0 - -
30 0 0 0 - -
31 0 0 0 - -
Male 150 32 0 0 0 - -
33 0 0 0 - -
34 0 0 0 - -
47 0 -1 0 - -
48 0 0 0 - -
750 49 0 0 0 - -
50 0 -1 0 - -
51 0 -1 0 - -
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B10-0095

Appendix 2-19  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 150 32
33

34

47

48

750 48

50

51

O 0O 0O 0O Ol 0O 0O 0O 0Ol © o o ©
0O 0O 0O 0O OjO O 0O O Ojo © O O
O 0O 0 0 0Ojo o OO OJ]O O © © O
[
]
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B10-0095

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 Gait
{mg/kg/day) activity closure
13 . 0 0 0 - -
14 0 0 0 - -
0 15 0 0 0 - -
16 0 +1 0 - -
17 0 0 0 - -
30 0 0 0 - -
31 0 0 0 - -
Male 150 32 0 0 0 - -
33 0 0 0 - -
34 0 0 0 - -
47 0 -1 0 - -
48 0 0 0 - -
750 49 0 0 0 - -
50 0 0 0 - -
51 0 0 0 - -
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Appendix-2-21

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

Sex

Dose
(mg/kg/day)

Animal No. Tremor/twitch/ Defecation

convulsion

Observations in arena

Urination

(count/min) (count/min)

Stereotypic Abnormal

behavior

behavior

B10-0095

Male

13
14
15
16
17

0

0

0

150

30
31
32
33
34

750

47
48
49
50
51

0O 0O 0O 0O 0Ol o0 0O 0ol o o O

0O 0O 0O 0O 0Ojo O ~ O Ol N O O

A 0 O N Ol = A O Wl W o N
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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)

Sex

Dose
(mg/kg/day)

Animal No. Tremor/twitch/ Defecation

Observations in arena

convulsion

Urination

(count/min) (count/min)

Stereotypic Abnormal

behavior

behavior

B10-0095

Male

13
14
15
16
17

.0

0

2

150

30
31
32
- 33
34

750

47
48
49
50
51

O 0O 0O 0O 0Ojo O O O 0Oj0Oo O o ©

0O 0O -~ O 0l0O OO O O OC O©C Q

— O P O OO0 W O O Oj0o O O =
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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)

Sex

Dose
(mg/kg/day)

Animal No. Tremor/twitch/ Defe

convulsion

Observations in arena

cation

(count/min)

Urination  Stereotypic Abnormal

(count/min)

behavior

behavior

B10-0085

Male

13
14
15
16
17

0

0

0

150

30
31
32
33
34

750

47
48
49
50
51

o 0o 0o o olo oo O ojo o o o

O 0O 0O 0O 0ojlo O -~ 0O 0OjlOo © ON

oo o o olo oo -~ ojo o -~ O
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B10-0095

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) (count/min) behavior  behavior

13 0 0] -0 - -
14
0 15
16
17
30
31
Male 150 32
33
34
47
48
750 49
50
51

O 0O 0 0 0ojJloOoOo O O © O O
N O 0O O 0Ol O - 0 0Ol ©C O N,
0O 0 2 0 0Ol0o0 -~ 00l o0 oN
t
1
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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)

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 15
16
17
30
31
Male 150 32
33
34
47
48
750 49
50
51

0O 0O 0O 0O Ol O O O Ojo © O O
o 0O 0O O ojo O N O Ol O O O
- 0O > 0 0OjlO O O O Oj0O © ©O O
L
'
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B10-0085

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  Painresponse Pupillary  Air righting
(mg/kg/day) fouch 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 0 0 0 + +
31 0 0 0 + +
Male 150 32 0 0 0 + +
33 0 0 0 + +
34 0 0 0 + +
47 0 0 0 + +
. 48 0 0 0 + +
750 49 0 0 0 + +
50 0 0 0 + +
51 0 0 o] + +
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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 Tral1  Tral2  Mean
13 456 439 448 536 481 509
14 427 419 423 . 373 405 389
0 15 441 429 435 416 476 446
16 476 454 465 473 436 455
17 426 488 457 451 489 470
30 514 498 506 451 476 464
31 431 436 434 517 465 491
Male 150 32 479 411 445 459 448 453
33 489 477 483 485 478 472
34 491 489 480 509 492 501
47 362 401 382 369 422 396
48 436 411 424 453 433 443
750 49 489 466 478 475 452 464
50 501 488 495 420 496 458
51 487 449 468 525 501 513
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B10-0095

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 10-20 20-30 30-40  40-50 50-60 Total
13 54 55 65 65 54 0 293
14 117 107 11 6 57 0 208
0 15 61 34 12 15 4 0 126
16 160 53 18 0 231
17 194 66 60 8 2 3 333
30 ' 246 64 120 61 88 12 591
31 105 59 53 49 36 10 312
Male 150 32 170 129 61 43 61 58 522
‘ 33 218 41 68 21 21 14 383
34 135 49 50 27 83 40 384
47 181 113 14 5 318
48 219 69 21 1 318
750 49 230 132 47 ' 46 2 457
50 179 142 0 1 13 0 335
51 84 150 65 75 27 2 403
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B10-0085

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 143.0 156.3 162.4 167.4
period
3 —_ — —_ —
7 — — — _—
14 — —_ —_ —
21 - — — —
28 —_ — —
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B10-0095

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 1496 154.1 159.5 166.9
period
3 161.2 175.0 172.7 181.5
7 187.6 213.9 206.5 219.7
14 — — — —
21 — — — —
28 — — —
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B10-0095
Appendix 6-3 . Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animais (g) : Male

Group Fourteen-day treatment
Dose (mg/kg/day) ' 0
Animal No. 9 10 11 12
Administration 153.9 151.7 161.9 164.4
period
3 163.9 164.1 182.9 179.9
7 199.6 194.1 227.2 222.9
14 262.8 249.9 299.5 296.9
21 - - — —
28 — —
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B10-0095

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 156.5 159.9 165.9 162.1 168.0
period
3 162.8 172.6 178.6 176.9 184.4
7 191.0 205.5 216.5 212.8 222.5
14 2452 259.1 274.6 266.8 290.0
21 285.8 312.5 338.8 3137 352.1
28 3094 345.3 385.5 3440 3925
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B10-0095
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) 150

Animal No. 18 19 20 21

Administration 153.6 160.7 158.6 162.7
period

14 - — —

21 — — -

28 — — -
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B10-0095

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) 150
Animal No. 22 23 24 25
Administration 152.9 159.3 162.0 164.5
period
3 165.0 175.6 176.9 178.8
7 201.4 ) 212.7 2127 209.8
14 - — - —
21 - — - —_
28 — — —
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B10-0085
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) 150
Animal No. 26 27 28 28
Administration 147.9 - 157.7 158.6 164.4
period
3 160.3 168.4 1747 177.2
7 188.4 199.8 204.6 212.4
14 238.3 248.2 269.1 281.0
21 —_ — — -
28 - - — -
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: B10-0095
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) 150
Animal No. 30 31 32 33 34
Administration 158.5 158.7 162.5 168.3 167.4

period

3 168.6 168.3 178.8 182.0 182.5
7 196.6 199.3 213.7 214.7 218.9
14 250.9 254.0 2839 2794 283.5
21 283.5 295.6 353.3 341.5 335.0
28 319.6 327.7 408.1 390.1 361.7
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B10-0085

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) 750
Animal No. 35 36 37 38
Administration 4 150.3 158.2 158.0 166.6
period R
3 — — — —
7 — — — —_
14 — — —_ -
21 - — — —
28 —_ — -
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B10-0095
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) 750
Animal No. 39 40 41 42
Administration 4 150.3 156.8 1613 164.4
period
3 156.4 163.5 163.9 162.9
7 177.2 188.3 185.6 197.7
14 — — — -
21 —_ — — -
28 —_ —
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Appendix 6-11

B10-0095

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) 750
Animal No. 43 44 45 46
Administration 4 149.4 159.1 163.1 163.5
period
3 151.9 164.6 166.7 163.1
7 178.4 201.1 199.5 201.3
14 228.2 267.6 255.2 261.2
21 — - — —_
28 — — —
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Appendix 6-12

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

B10-0095

Group Twenty-eight-day treatment
Dose (mg/kg/day) 750
Animal No. 47 48 49 50 51
Administration 4 151.9 158.9 157.6 163.9 170.3
period
3 150.5 '164.3 161.7 157.1 175.0
7 173.4 196.3 187.2 1951 207.8
14 2253 - 250.1 233.1 2448 276.6
21 265.7 302.0 273.3 288.0 331.0
28 299.5 327.5 295.1 303.6 370.8
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Appendix 7 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0095
Food consumption of individual animals (g/rat/day)
Sex Dose Animal No. Administration period
(mg/kg/day) 1 3 7 14 21 28 (days)
5 17.06 16.07 17.77 - - -
6 16.85 19.67 21.35 - - -
7 19.76 19.52 21.04 - - -
8 21.43 21.05 22.40 - - -
9 19.90 18.49 20.46 21.22 - -
10 17.43 17.31 19.17 19.86 - -
0 11 20.64 22.61 25.91 2522 - -
12 21.75 21.29 23.79 2493 - -
13 18.87 17.34 18.56 18.78 16.34 15.16
14 19.53 18.02 21.09 20.62 20.11 18.52
15 22.39 18.36 22.86 22.03 22.51 21.41
16 19.35 20.49 22,35 21.61 19.32 17.95
17 20.47 20.79 22.88 23.31 24.39 21.45
22 19.66 18.52 21.76 - - -
23 19.13 19.87 20.91 - -
24 21.92 21.15 23.30 - - -
25 21.87 19.81 21.49 - - -
26 16.46 16.75 17.99 17.65 - -
27 19.99 17.36 18.58 17.51 - -
Male 150 28 18.58 18.24 19.18 20.76 - -
29 20.69 18.29 20.74 21.78 -
30 21.20 16.40 19.95 19.17 17.44 16.35
31 26.15 14.94 19.52 19.81 17.75 17.21
32 19.43 20.82 2217 23.60 24.36 23.40
33 20.78 20.13 22.03 2210 21.70 21.20
34 22.85 21.37 23.55 23.58 22.32 20.58
39 19.29 16.65 19.36 - - -
40 18.82 15.78 18.29 - - -
41 22.03 15.78 20.29 - - -
42 21.35 11.69 20.84 - - -
43 18.53 13.70 18.40 19.57 - -
44 19.89 16.95 21.58 22.44 - -
750 45 20.72 16.24 21.55 21.44 - -
48 22.41 15.74 22.42 22.58 - -
47 18.28 11.12 18.37 18.76 17.10 18.55
48 20.61 15.82 22.08 20.79 20.78 21.08
49 18.77 16.70 18.74 18.12 18.29 16.62
50 21.34 12.54 22.74 20.90 20.65 18.48
51 21.29 19.38 22.08 24.50 24 47 25.75
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Appendix 8-1 = Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male '

B10-0085

Group Twenty-eight-day freatment
Dose (mg/kg/day) 0
ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
Urine volume (mL) 5 9 3 2 10
Uosm (mOsm/L}) 655 648 2116 2312 684

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

B10-0025

. Group Twenty-eight-day treatment
Dose (mg/kg/day) 150
ltems Animal No. 30 ss 31 ss . 32ss 33ss - 34 ss
Urine volume (mb) 5 1 5 4 10
Uosm (mOsm/L) 1141 2854 1112 1496 553

ss: scheduled sacrifice animal.
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Appendix 8-3  Twenty-eight-day repeated-dose oral toxicity study in rats

Urinalyfic data of individual animals:Male

B10-0085

Group Twenty-eight-day treatment
Dase (mg/kg/day) 750
ltems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
Urine volume  (mL) 22 13 2 4 12
Uosm (mOsmiL) 253 559 2146 1270 680

ss: scheduled sacrifice animal.
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Appendix 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats

Urinalytic data of individual animals:Male

B10-0095

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0
ltems ) Animal No. 13 ss 14 ss 15  ss 16  ss 17  ss
Color Y Y YB YB Y
Turbidity Clear Clear Clear Clear Cloudy
pH 6.0 6.5 6.0 8.0 7.0
Protein _* t 1+ i+ £
Glucose - - - - -
Ketones - + - - +
Oceult blood - - - - -
Urinaly sediment
Red biood 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 @ S * * t 1+

ss:scheduled sacrifice animal.
Color:Y: Yeliow,YB: Yeliow-brown.
3 Number of cells/10views(x400).
®: Number of casts/18x18 mm?.

®: incidence of crystals/18x18 mm?
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B10-0095

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) 150
ltems Animal No, 30 ss 31 ss 32  ss 33 ss 34 ss
Color B B B B YB
Turbidity Clear Clear Clear . Clear Clear
pH 6.0 6.0 6.0 6.0 6.0
Protein x 1+ t + +
Glucose - - - - -
Ketones : S - 1+ - E
Occult blood - - - 1+ -

Urinaly sediment

Red blood celis @ _ —

White biood cells @ — —

Epitheiial cells — —

Casts ® - —

Crystats © - —

ss:scheduled sacrifice animal,
Color :'YB :Yellow-brown,B : Brown,
3 Number of celis/ Oviews(x400),
5 Number of casts/18x18 mm?.

9. Incidence of crystals/18x18 mm?.
—:Not examined.
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Appendix 8-6 Twenty-eight-day repeated-dose oral toxicity study in rats

Urinalytic data of individual animals:Male

B10-0085

Group Twenty-eight-day treatment

Dose (mg/kg/day) 750
ltems Animal No, 47  ss 48  ss 48  ss 50 ss 51 ss
Color B B DB DB DB
Turbidity Clear Clear Clear Clear Cloudy
pH 6.5 6.0 6.0 6.0 6.0
Protein - E t + *
Glucose - - - - -
Ketones - - - -
Occult blood - - - 1+ E
Urinaly sediment
Red blood celis ¥ 0 0 0 0 0
White blood cells ¥ 0 0 0 0 0
Epithelial celis @ 0 0 0 0 0
Casts 0 0 0 0 0
Crystals ¥ + 1+ 2+ + t

ss:scheduled sacrifice animal,
Color:B:Brown, DB : Dark brown.
: Number of cells/1Oviews(x400).
B): Number of casts/418%18 mm?.

®: Incidence of crystals/18x18 mm?.
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Appendix -1 Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological data of individual animals:Male

B10-0025

Group One-day treatment
Dose(mg/kg/day) 0
ltems Animal No. 1 ss 2 ss 3 ss 4 ss

RBC (x10%uL) 872 885 751 842
Hb (gfdL) 16.8 18.0 15.4 13.1
Ht (%) 55.1 59.4 50.6 4.7
MCV (i) 63.2 67.2 67.4 69.5
MCH (Pg) 18.2 20.3 20.5 20.4
MCHC (g/dL) 30.4 302 304 28.3
Platelet (x10%uL) 123.6 117.4 107.7. 129.0
Reticuto (%) 7.0 7.0 8.4 11.0
WBC (x10%uL) 23.9 77.4 1236 84.5
Differentiation of leukocyte

Neutro (%) 7.2 58 .8 17.0

Lymph (%) 87.2 87.6 84.7 76.8

Eosino (%) 0.6 0.4 0.3 0.6

Baso (%) 2.1 4.0 2.3 1.1

Mono (%) 1.3 1.0 2.8 3.0

Luc (%) 0.6 1.1 0.8 1.4

ss: scheduled sacrifice animal,
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B10-0085
Appendix 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group ' Seven-day treatment
Dose(mg/kg/day) 0
ltems Animal No. 5ss 6 ss 7 ss 8 ss

RBC ’ (x10%7uL) 722 707 712 750
Hb (gfdL) 14.5 14.8 ~ 150 15.1
Ht (%) 47.8 49.4 49.2 : 49.4
MCV (fL) 66.3 69.9 £8.2 65.8
MCH (pa) 20.1 21.0 21.1 201
MCHC (grdl) 39.3 30.0 30.5 30.5
Platelet (x10%uL) 121.9 123.9 120.8 102.4
Reticuio (%) 7.0 8.7 . 7.6 7.0
WBC (x10%HL) 188.0 118.3 102.7 138.3
Differentiation of jeukocyte

Neutro (%) 18.2 12.0 8.7 8.9

Lymph % 76.2 82.9 88.7 85.7

Eosino (%) 0.6 0.5 . s 0.6

Baso (%) 0.4 0.4 0.5 0.5

Mono (%) 2.4 3.3 0.8 1.5

Luc (%) 1.3 ) 0.9 0.7 1.8

ss: scheduled sacrifice animal.
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Appendix 8-3 Twenty-eight-day repeated-dose oral foxicity study in rats
Hematological data of individual animals:Male

B10-0085

Group Fourteen-day treatment
Dose(mg/kg/day) o]
ltems Animal No. . 9 ss 10 ss 11 ss 12 ss
RBC (x10%/uL) 709 768 779 724
Hb (g/dL) 13.5 15.5 16.0 15.0
Ht (%) 44.4 51.6 52.7 50.2
MCV {fL) 82.5 67.2 87.7 69.4
MCH (pg) 18.0 20.2 20.5 20.7
MCHC (g/dL) 30.4 30.0 30.3 20.8
Platelet (x10%uL) 138.7 140.7 122.6 110.0
Reticulo (%) 2.8 35 47 5.0
WwBC (x1 0%uL) 173.0 158.2 133.4 161.0
Differentiation of leukocyte
Neutro (%) 21.5 16.1 13.1 52
- Lymph (%) 72.9 76.3 B1.4 90.4
Eosino (%) 0.3 0.4 0.7 0.3
Baso (%) 1.4 1.8 1.6 0.7
Mano (%) 2.3 4.0 1.9 1.4
Luc (%) 1.5 1.4 1.3 1.9

ss: scheduled sacrifice animal,
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B10-0095

Appendix 84 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*uL) 832 805 802 784 775
Hb (g/dL) 16.7 15.5 15.7 14.8 15.1
Ht (%) 52.4 48.3 50.4 48.0 476
MCV (fL) 3.0 51.3 62.9 812 61.4
MCH (rg) 20.1 19.3 18.6 188 18.5
MCHC (g/dL) 31.8 31.4 31.1 30,8 31.8
Platelet {x10%pL) 98.0 87.7 108.1 1216 118.3
Reticulo (%) 1.7 2.3 32 2.2 3.0
WBC (x16%uL) 144.1 128.7 158.4 1118 153.4
Differentiation of leukocyte

Neutro (%) 15.1 19.8 19.8 B R 10.8

Lymph (%) 80.1 725 74.8 82.0 ‘ 84.5

Eosino (%) 0.5 1.1 0.4 0.4 0.4

Baso (%) 1.5 2.8 1.1 0.4 1.1

Mono (%) 1.4 25 25 14 1.8

Luc (%) 1.4 1.3 1.5 1.0 1.8
PT (sec) 15.2 15.4 15.0 17.0 14.8
APTT (sec) 24.6 23.5 218 266 21.0

ss: scheduied sacrifice animal.
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B10-0085

Appendix $-5 Twenty-eight-day repeated-dose oral toxicity study in rats
: Hematological data of individual animals:Male

Group One-day treatment
Dose(mg/kg/day) 150

ltemns Animal No. 18 ss 19 ss 20 ss 21 ss
RBC (x10%uL) 780 744 718 762
Hb (g/dL) 16.0 146 145 15.4
Ht (%) 52,7 48.7 48.5 514
MCV (fL) 67.6 65.5 676 67.5
MCH (pg) 206 19.6 20.3 202
MCHC (g/dL) 30.4 28.9 30.0 28.9
Platelet (x10%uL) 153.7 122.3 138.8 143.4
Reticuio (%) 5.8 8.6 8.1 7.5
WBC ‘ (x10%uL) 108,7 76.8 924 108.8
Differentiafion of ieukocyte

Neutro (%) 8.1 5.7 4.2 6.8

Lymph (%) 80.3 88.6 82.4 88.5

Eosino (%) 0.4 0.2 0.1 0.2

Baso (%) 4.2 1.8 0.8 1.2

Mono (%) 45 1.7 1.2 2.2

Luc (%) . 1.4 . 1.8 1.1 1.1

ss: scheduled sacrifice animal.
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Appendix 86 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

B10-0085

Group Seven-day treatment
Dose(mg/kg/day) 150

ltems Animal No, 22 ss 23 ss 24 ss 25 ss
RBC (x10%uL) 866 850 713 765
Hb (g/dL) 17.6 17.5 14.8 15.1
Ht (%) 59.0 57.6 ‘ 48.5 48.6
Mcv (L) 8.1 67.7 8.1 3.5
MCH (rg) 203 20.6 20.8 19.7
MCHC (g/dL) 28.9 304 308 311
Platelet (x10%uL) 82.9 14.7 139.0 118.0
Reticuio (%) 7.8 10.8 8.2 7.5
WBC (10%uL) 114.4 140.8 114.0 118.7
Differentiation of leukocyte

Neutro (%) 105 1.1 10.8 7.3

Lymph (%) 855 83.8 B5.4 88.9

Eesino (%) 0.3 0.3 0.2 0.4

Baso (%) ’ 0.6 1.1 0.3 0.5

Mono (%) 2.1 2.7 2.5 1.2

Luc (%) 1.0 : 1.0 | 0.8 1.8

ss: scheduled sacrifice animal.
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B10-0085

Appendix 8-7 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male
Group Fourtesn-day treatment
Dase(mg/kg/day) 150
ltems Animal Na. 26 ss 27 ss 28 ss 29 ss
_RBC (x10*uL) 773 744 719 787
Hb (g/dl) 14.7 14.4 14.0 15.0
Ht (%) 487 47.3 47.0 48.5
MCV (fL) 62.8 83.6 B5.4 61.6
MCH (pg) 19.0 18.3 18.5 19.1
MCHC (g/dL) 302 304 29.7 31.0
Platelet (x10%7uL) 1252 128.7 165.2 125.3
Reticulo (%) 44 5.1 4.9 55
WBC (x10%pL.) 148.1 133.8 153.6 162.0
" Differentiation of leukocyte

Neutro (%) 17.0 21.4 14.2 13.5
Lymph (%) 79.7 74.8 82.0 80.0
Eosino (%) 0.3 0.4 0.3 0.5
Baso (%) 0.7 1.1 0.5 1.2
Mono (%) 13 1.8 16 . 2.9
Luc (%) 1.1 a7 1.4 2.0

ss: scheduled sacrifice animal,
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B10-0085
Appendix 8-8 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) . 1580

ltems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
RBC (x10%uL) 773 847 772 819 860
Hb (g/dL) 14.8 15.5 - 16.0 15.1 16.2
Ht (%) 47.0 51.4 52.9 49,1 51.8
MCV (L) 60.7 60.6 68.5 80.0 0.2
MCH (pg) 19.2 18.3 207 18.5 18.8
MCHGC (g/al) 318 30.2 30.2 30.8 31.3
Platelet (x10%uL) 110.8 120.8 141.8 104.6 117.8
Reticulo (%) 1.8 24 a2 2.2 2.3
WBC (x10%uL) ©oBl8 153.0 214.9 . 142.4 165.0
Differentiation of leukocyte

Neutro (%) 17.8 14,5 122 13.5 8.0

Lymph (%) 75.8 80.4 83.0 B1.14 84.6

Eosino (%) 0.7 0.6 0.7 0.3 0.5

Baso (%) 1.3 1.4 0.6 0.5 0.7

hono (%) 2.5 1.4 1.7 26 1.5

Luc (%) 1.7 2.0 1.8 2.0 3.7
PT (sec) 18.5 16.2 15.0 18.8 18.2
APTT (sec) 214 18.4 18.2 24.9 20.8

ss: scheduled sacrifice animal.
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B10-0085
Appendix S-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male

Group One-day treatment
Dese(mg/kg/day) 780
ltems Animal No. 35 ss 36 ss 37 ss 38 ss
RBC (x10%/uL) 651 758 698 758
Hb (g/dL) 15.9 14.9 15.1 15.6
Ht (%) 445 498 50.3 51.9
© MCV (fL) 68.3 5.7 72.1 68.5
MCH (rPg) 244 19.6 21.7 20.5
MCHC (g/dL) 357 23.8 30.1 30.0
Platelet (x10%L) 143.7 118.5 132.0 144.9
Reticulo (%) 14.2 8.1 108 10.2
WBC (x10%L) 85.0 95.9 120.3 114.1
Differentiation of Isukocyts
Neutro (%) 17.7 17.3 . 19.9 33.1
Lymph (%) , 74.6 75.3 72.9 58.6
Eosino (%) 0.5 0.2 0.4 0.3
Baso (%) 2.7 1.8 1.2 1.4
Mono (%) 2.7 3.8 3.7 3.6
Luc (%) 1.8 1.5 1.8 1.8

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

Hematological data of individual animals:Male

B10-0025

Group Seven-day treatment
Dose(mg/kg/day) 750

ltems Animal No. 39 ss 40 ss 41 ss 42 ss
RBC (x10%uL) 746 724 767 729
Hb (g/dL) 16.2' 14.5 15.0 14.4
Ht (%) 4838 419 49.0 46.0
MCV (L) 85.4 66.1 63.8 63.1
MCH (pg) 204 20.0 19.5 18,7
MCHC (g/dL) 312 30.3 30,5 312
Platelet (x10%/uL) 118.5 94,1 117.5 126.1
Reticuto (%) 8.0 8.7 8.9 7.1
WBC (x10%uL) 141.6 123.1 162.4 178.8
Differentiafion of leukocyte

Nettro (%) 8.8 14.0 11.5 21.7

Lymph (%) 78.3 2.3 84.7 73.8

Eosino (%) 0.3 0.8 0.2 0.2

Baso (%) 0.8 0.4 0.7 0.7

Mono (%) 22 16 1.2 2.8

Luc (%) 1.5 1.0 1.7 1.0

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

B10-0095

Group Fourteen-day treatment
Dose{mg/kg/day) 750
ltems Animal No. 43 ss 44 ss 45 ss 46 ss

RBC (x10%uL) 785 790 853 759
Hb {g/dL) 15.5 154 16.6 15.0
Ht (%) 49.3 51.3 85.3 49.2
MCV ) (L) 62.8 64.9 64.1 64.8
MCH (pg) 18.8 - 18.4 18.3 18.8
MCHC (g/dL) 315 ' 29.9 30.1 30.5
Platelet {(x10%uL) 99.8 107.6 %87 1202
Reficulo (%) &8 8.3 5.1 £.8
WBC (x1 0%l 152.3 185.1 170.8 149.7
Differentiation of leukocyte

Neutro (%) 12.4 18.0 12.5 11.9

Lymph (%) . B26 77.4 817 837

Eosino (%) 0.6 0.2 0.5 0.3

Baso (%) 2.0 1.6 2.0 0.5

Mono (%) 1.6 1.5 1.8 1.8

Luc (%) 0.8 1.2 15 17

ss: scheduled sacrifice animal.

-143 -



B10-0095
Appendix 8-12  Twenty-eight-day repeated-dose oral taxicity study in rats
Hematological data of individual animals:Male

Group Twenty-eight-day treatment
Dosg(mg/kg/day) ‘ 750
ltems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
RBC (x10%uL) 788 746 608 788 826
Hb (g/dL) 15.0 14.7 12,8 15.1 15,8
Ht (%) 488 48.0 423 482 51.1
MCV (fL) 62.1 64.3 69.5 62.8 61.9
MCH (pa) 18.1 19.7 20.6 18.7 18.2
MCHC (g/dL) 30.7 30.7 287 31.3 31.0
_Platalat (x10%uL) 97.2 107.5 116.1 118.4 128.6
Reticulo (%) 2.8 74 17.0 3.1 5.0
WBC (x10%uL) 188.2 316.1 232.7 134.9 202.0
Differentiation of leukocyte .

Neutro (%) 14.7 30.0 20.9 15.4 18.0
Lymph (%) 78.8 84.6 74.2 80.5 74.4
Eosino (%) 0.8 0.3 0.5 1.2 0.3
Baso (%) 14 1.4 0.8 06 0.6
Mono (%) 1.8 1.6 2.0 16 3.8
Lue (%) 15 2.1 1.7 0.7 28
PT {sec) 17.4 14.3 14.2 20,0 15.7
APTT (sec) 242 14.4 14.7 24.9 204

ss: scheduled sacrifice animal.
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B10-0085
Appendix 10-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

Group . One-day treatment
Dose(mg/kg/day) o]
ltems Animal No. 1ss 2 'ss 3ss 4 ss
AST (o) 101 91 76 90
ALT (UL 38 34 27 37
ALP () 1441 1231 635 1046
BUN ) (mgfdL) 11.5 1.4 10.4 11.8
Creatinine (mgfdL) 0.18 0.13 0.3 0.10
T-Bil (mg/dL) 0.13 0.14 0.08 0.08

ss: scheduled sacrifice animal.
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‘Appendix 10-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Biood chemical data of individual animals:Male

B10-0025

Group Seven-day treatment
Dose(mg/kg/day) 0
ltems Animal No. 5 ss 6 ss 7 ss 8 ss
AST (uny 89 94 90 8O
ALT (IUL) 32 . 34 33 31
ALP () 1010 1134 971 689
BUN (mg/dL) 8.8 6.9 6.9 8.1
Creatinine (mg/dL) p.18 0.13 0.13 0.16
T-Bll (mg/dL) 0.05 0.07 0.05 0.08

ss; scheduled sacrifice animal.
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Appendix 10-3 = Twenty-eight-day repeated-dose oral toxicity study in rats

Blood chemical data of individual animals:Male

B10-0095

Group Fourteen-day treatment
Dose(mg/kg/day) 0
ltemns Animal No. 9 ss 10 ss 11 ss 12 ss
.AST (1uiL) 83 85 71 66
ALT (1) 31 26 24 23
ALP (lun) 771 688 836 557
BUN (mg/dL) 8.0 8.3 6.8 7.1
Creatinine (mg/dL) 0.18 0.21 0.17 0.17
T-Bil (mg/dL) 0.08 0.09 0.08 0.08

ss: scheduled sacrifice animal.
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Appendix 104  Twenty-eight-day repeated-dose oral foxicity study in rats
Blood chemical data of individual animals:Male

B10-0025

Group Twenty-eight-day treatment
Dose(mg/kg/day) 0
Jtems Animal No, 13 ss 14 ss 15 ss 16 ss 17 ss
AST (o) 61 61 57 61 59
ALT - (uL) 28 21 26 25 18
ALP . (o) 692 411 644 466 517
ChE ©(lUL) 50 72 79 53 43
y-GTP (IU/L) 0.1 0.1 0.8 0.6 0.7
T-Cho (mg/dL) 66 51 71 56 44
TG (mgidly 82 58 95 91 62
BUN (mg/dL) 10.0 B.S &.8 106 8.9
Creatinine (mg/dL) 0.27 0.23 0.18 0.22 0.18
T-Protein (g/dL) 8.2 8.0 6.1 58 83
Albumin {g/dL) 2.8 2.7 2.7 27 3.0
AJG ratio O] 0.88 0.82 0.78 0.84 0.91
Glucose (mgrdL) 181 164 151 143 128
T-Bil (mg/dL) 0.08 0.08 0.07 0.08 0.07
TBA (umolll) 18.9 423 8.9 475 48.8
P (mofdL) 10.7 114 1.7 1.7 10.4
Ca (mgrdL) 11.6 1.7 1.5 11.2 11.8
Na , (mEg/L) 152 150 148 150 148
K (mEall) 8.8 7.1 8.4 66 6.2
cl (mEdglL) 102.1 98.3 100.7 98.9 100.8

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

B10-0085

Group One-day treatment
Dose(mg/kg/day) 150
ltems Animal No, 18 ss 19 ss 20 ss 21 ss
AST (un) 100 83 91 85
ALT (1un) 34 40 31 29
ALP (L) 1278 735 996 1129
BUN -(mg/dL) 1.1 9.4 9.4 114
Creatinine (mg/dL) 0.16 0.12 0.13 0.14
T-Bil (mg/dL) 0.12 0.08 0.08 0.13

ss: scheduled sacrifice animal.
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Appendix 10-6  Twenty-eight-day repeated-dose oral foxicity study in rats
Blood chemical data of individual animals:Male

B10-0095

Group Seven-day treatment
Dose(mg/kg/day) 150
ltems Animal No. 22 ss 23 ss 24 ss 25 ss
AST (lun.) B9 116 85 73
ALT (1umL) 26 58 36 25
ALP (un) 862 1211 842 1100
BUN (mg/dL) 7.3 8.1 8.8 7.4
Creatinine (mg/dL) 0.10 0.12 0.11 0.13
T-Bil (mg/dL) 0.04 0.08 0.05 0.08

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

B10-0085

Group Fourtesn-day treatment
Daose(mg/kg/day) 150
ftems Animal No, 26 ss 27 ss 28 ss 28 ss
AST (IU/L) 62 66 73 56
ALT (IUL) 21 23 25 20
ALP ) (L) 615 628 701 735
BUN (mg/dL) 8.9 5.1 55 10.0
Creatinine (mg/dL) 0.17 0.11 0.15 0.15
T-Bil (mg/dL) 0.08 0.08 0.08 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

B10-0085

Group Twenty-eight-day treatment
Dose(mg/kg/day) 150
ltems Animal Na. 30 ss 31 ss 32 ss 33 ss 34 ss
AST () 40 48 B84 57 54
ALT (L) 13 16 25 23 19
ALP (1unL) 427 443 385 591 807
ChE (lun) 26 45 48 48 40
y-GTP (lun) 0.2 0.3 0.4 0.3 0.5
T-Che (mg/dL) 38 52 54 83 54
TG (mg/dL) 26 42 87 28 36
BUN (mg/dL) 8.5 10.4 8.8 7.0 7.8
Creatinine (mg/dL) 0.17 0.18 0.18 013 0.13
~ T-Protein (ordL) 44 56 5.8 54 49
Albumin (g/dL) 2.0 27 2.8 28 2.4
AJG ratio &) 0.5 0.83 0.63 0,83 0.96
Gilucose (mgfdL) 148 176 207 211 151
T-Bil (mglfdL) 0.06 0.04 0.04 0.06 0.05
TBA (umollL) 11.4 16.0 10.0 16.8 11.6
P (mg/dL) 9.7 11.4 107 128 106
Ca (mg/dL) 8.3 11.3 11.7 1.8 105
Na (mEqlL) 150 147 151 150 150
K (mEqll.) 8.7 7.3 6.8 84 73
ci (mEg/L) 101.3 102.1 102.5 103.8 101.5

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 animats:Male

B10-0085

Group One-day treatment
Dose(mg/kg/day) 750
items Animal No, 35 ssa) 36 ss 37 ss 38 ss
AST (IUL) —_— 75 73 59
ALT (IUL) —_ 41 35 39
ALP gun) ' 1100 1082 1085 909
BUN (mg/dL) 207 17.3 216 58.2
Creatinine (mg/dL) 0.21 0.18 0.25 0.37
T-Bil (mg/dL) — 0.08 0.08 a.08

ss; scheduled sacrifice animal.
a): Pale red turbid serum was observed.
—:Not examined.
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Appendix 10-10  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

B10-0085

Group Seven-day treatment
Dose(mg/kg/day) 750
ltems Animal No. 39 ss 40 ss 41 ss 42 ss
AST gun) 82 83 81 67
ALT (IUIL) 49 35 38 30
ALP (lun.) 1018 750 676 673
BUN (mg/dL) 8.2 74 8.4 85
Creatinine (mg/dL) 0.01 0.02 0.02 0.01
T-Bil (mg/dL) 0.03 0.05 Q.01 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

B10-0095

Group Fourteen-day treatment
Dese(mg/kg/day) 750
ltems Animal No. 43 ss 44 ss 45 ss 46 ss
AST (IUL) 68 60 70 63
ALT () 22 23 27 28
ALP (UnL) 587 867 1070 648
BUN (mg/dL) 8.5 8.2 6.1 7.5
Creatinine (mg/dL) 0.18 0.20 0.21 0.21
T-Bil {mg/dL) 0.04 0.05 0.05 0.05

ss: scheduled sacrifice animal.
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B10-0085

Appendix 10-12  Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical data of individual animals:Male

Group Twenty-eight-day treatment
Dose(mg/kg/day) 750
ltems Animal No. 47 ss | 48 ss 48 ss 50 ss . 51 ss
AST (Iun) 86 53 78 54 54
ALT (U) 18 15 40 23 21
ALP (1WIL) 689 715 417 381 564
ChE (tun) 38 . 68 40 31 41
" V-GTP (unL) 03 0.1 0.4 07 0.7
T-Cho (mg/dL) 70 84 82 S42 68
TG (mg/dL.) 48 Rt 43 -2 36
BUN (mg/dL) 5.8 7.3 8.5 8.0 7.3
Creatinine (mg/dL) 0.17 0.18 0.21 0.09 0.08
T-Protein (grdL) 5.3 6.0 52 5.1 58
Alburmin (g/dL) 28 3.2 26 2.5 2.8
AJG ratio ) o 0.96 1.14 1.00 0.96 1.00
Glucase (mgidL) 231 238 196 132 181
T-Bil (mg/dL) 0.00 0.01 0.12 ) 0.05 0.00
TBA (#moliL) 10.7 44 10.2 8.7 8.5
P (mo/dL) 13.2 14.6 15.3 12.8 14.4
Ca (mg/dL) 11.7 12,0 11.0 10.8 X 11.8
Na (mEg/L) 150 148 - 147 148 148
K (mEall) 6.1 8.0 7.8 8.0 74
cl (mEqlL) 1041 102.8 105.0 104.6 1087

ss: scheduled sacrifice animal.
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B10-0085
Appendix 11-1  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) 0

ltems Animal No, 1 ss 2 ss 3 ss 4 ss
Liver Q) 4.48 4,52 5.64 5.28
Heart (9) 0.67 0.64 0.67 0.78
Kidney(R) (g) 0.61 0.71 0.76 0.81
Kidney(L) (g) 0.59 0.67 0.76 073
Testis(R) (@ 0.54 0.71 0.79 0.80
Testis(L) @ 0.55 0.69 0.80 0.84
Epididymis(R) (@ 0.06 0.08 0.09 0.10
Epididymis(L) ‘ (g) 0.05 0.08 0.09 0.09
Ventral prostate (@) 0.07 0.07 0.08 0.08
Eg:g:era’ @ 0.05 0.06 0.08 0.06
Brain (@) 1.74 1.73 1.82 172
Spleen () 0.41 0.31 0.48 0.33
Thymus (mg) 570.1 482.6 496.3 340.7
Pituitary gland (mg) 4.8 57 54 6.3
Thyroid (mg) 9.1 8.4 8.2 10.8
Adrenals (mg) 325 30.4 43.1 34.7}
Finalbodyweight (@ 4274 435 44 a4

ss: scheduled sacrifice animal.

- 157 -



B10-0085
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 (mg/kg/day)” 0

ltems Animal No. 5 ss 6 ss 7 ss 8 ss
Liver (a) 5.52 6.71 6.32 6.79
Heart Q) 075 0.85 0.82 0.88
Kidney(R) (g) 0.80 1.00 0.88 0.80
Kidney(L) @ 0.76 0.82 0.86 0.78
Testis(R) ()] 0.89 1.07 1.14 1.22
Testis(L) ) 1.02 1.09 112 1.18
Epididymis(R) (@) 010 0.16 0.14 0,15
Epididymis(L) (g) 0.14 0.12 0.13 0.16
Ventral prostate (@ 0.16 0.14 0.12 0.15
S:;:;';‘e"a' @ 0.14 0.12 0.10 0.15
Brain (9) 1.78 1.93 1.87 1.83
Spleen @ 0.45 0.49 0.45 0.57
Thymus (mg) 502.6 714.6 480.3 486.6
Pituitary gland (mg) 7.2 7.8 B4 7.3
Thyroid (mg) 12.7 ) 10.0 7.5 8.9
Adrenals (mg) 32.8 40.9 37.0 41.0
Finalbodyweight (@ 4718 Aets o aese a4

ss: scheduled sacrifice animal.
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Appendix 11-3

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

B10-0085

Group Fourteen-day treatment
Dose  (mg/kgfday) 0

ltems Animal No. 9 ss 10 ss 11 ss 12 ss
Liver (@) 7.86 6.38 - 10.06 10.42
Heart (9) 1.03 0.87 1.14 1.16
Kidney(R) (9) 1.12 0.89 11 1.24
Kidney(L) @ 1.12 0.90 1.13 147
Testis(R) (g) 1.23 1.45 1.34 1.24
Testis(L) Q) 1.25 1.42 1.36 1.20
Epididymis(R) (g) 0.19 0.20 0.20 0.18
Epididymis(L) @ 0.18 0.18 0.18 0.18
Ventral prostate (9) 0.22 0.22 0.32 0.23
g:’:g;tem' @) 0.19 0.12 0.26 0.13
Brain © 1.78 1.78 1.95 1,91
Spleen ) 0.60 0.47 0.79 0.80
Thymus (mg) 690.3 572.2 861.9 747.8
Pituitary gland (mg) 8.0 8.0 8.5 9.8
Thyroid (mg) 12.0 9.8 13.8 13.3
Adrenals (mg) 40.0 30.8 48.9 497
Finalbody weight (@ 2440 zsz7 . Zeo o moz

ss: scheduled sacrifice animal.
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B10-0095
Appendix 114  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’

Items Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
Liver (@) 8.45 9.74 12.61 10.11 11.86
Heart (@) 1.02 1.14 1.52 1.36 1.29
Kidney(R) (@) 1.00 1.16 1.34 1.11 1.34
Kidney(L) )] 1.01 1.13 1.38 1.15 1.37
Testis(R) (@ 1.48 1.59 1.56 1.61 1.76
Tesfis(L) (g) 1.48 1.60 1.48 1.58 175
Epididymis(R) ©) 0.38 0.39 0.34 0.38 0.39
Epididymis(L) (@ 0.34 0.41 0.34 0.33 0.38
Ventral prostate @) 0.35 0.55 0.41 0.34 047
Sr‘::gta;era’ (@ 0.31 0.31 0.32 0.38 0.32
Seminal vesicle C)) 0.73 0.77 1.03 0.76 0.96
Brain @ 1.86 1.87 1.08 182 ’ 210
Spleen (@ 0.62 0.65 0.71 0.56 0.63
Thymus (mg) 441.1 429.0 654.8 485.2 675.9
Pituitary gland (mg) 9.6 8.2 10.5 9.4 10.4‘
Thyroid (mg) ' 174 10.3 17.9 127 20.9
Adrenals (mg) 48.8 57.5 . 838 53.9 54,8
Finalbodyweight (@ 2807 @saw0 eerd  ams a2

ss: scheduled sacrifice animal.
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B10-0085
Appendix 11-5  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Maile

Group One-day treatment
Dose (mgfkg/day) 150

ltems Animal No. " 1B ss 19 ss 20 ss 21 ss
Liver (9) 4.67 5.27 5.02 5.02
Heart () 0.69 0.63 0.73 0.67
Kidney(R) @ 073 076 0.78 072
Kidney(L) (@ 0.70 0.69 0.73 0.70
Testis(R) (9) 0.76 0.71 0.76 0.75
Testis(L) ) 073 0.69 0.76 0.77
Epididymis(R) (@ 0.07 0.08 0.09 Q.08
Epididymis(L) (@) 0.06 0.07 0.07 0.09
Ventral prostate @ o.11 0.08 0.1 0.07
gr‘:’:;‘taetem' (@ 0.0 0.07 V 0.05 0.06
Brain (9) 1.73 1.78 1.73 1.81
Spleen (9) 0.33 0.39 0.42 0.35
Thymus (mg) 438.5 747 .4 496.7 569.3
Pituitary gland (mg) 6.1 5.6 5.8 63
Thyroid (mg) 8.0 11.1 10.0 97
Adrenals (mg) 324 29.6 358 329
Finalbodyweight (@) 1384 &0 aate  1aaa

ss: scheduled sacrifice animal.
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B10-0095
Appendix 11-6  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Seven-day treatment
Dose {mg/kg/day) 150

ltems Animal No. 22 ss 23 ss 24 ss 25 ss
Liver (@) 6.07 625 7.03 6.52
Heart (9) : 0.86 0.77 0.81 0.95
Kidney(R) (@ 0.87 0.91 0.88 0.96
Kidney(L) (@) 0.81 0.89 0.88 0.81
Testis(R) (@ 1.05 1.14 1.18 1.20
Tesfis(L) (g) 0.99 1.06 1.16 1.22
Epididymis(R) (@ 0.15 0.12 0.13 0.21
Epididymis(L) (@) 0.14 0.11 0.12 ' 0.13
Ventral prostate (g) 0.22 0.12 0.15 0.18
Eg:t‘;‘f:e'a' (@ 0.08 0.10 0.10 0.11
Brain (9) 1.87 1.89 1.75 1.82
Spleen ' (@) 0.44 0.50 0.52 0.50
Thymus (mg) 548.9 521.4 484.8 4913
Pituitary gland (mg) 7.0 6.8 . 6.9 7.5
Thyroid {mg) 125 9.9 10.8 11.6
Adrenals (mg) 38.2 37.2 37.3 45.3
Final body weight @ 823 805 1ser . dwe

ss: scheduled sacrifice animal.
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. B10-0025
Appendix 11-7  Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male

Group Fourteen-day treatment
Dose (mgfkg/day) 150

ltemns Animal No. 26 ss 27 ss 28 ss 29 ss
Liver {9) 7.78 7.81 8.61 9.57
Heart (9 0.93 0.92 1.13 145
Kidney(R) (g) 0.87 1.11 : 1.0 0.96
Kidney(L) (@ 0.92 1.00 1.09 0.98
Testis(R) @) 1.16 - 1.51 1.54 1.44
Testis(L) (@) 117 1.46 1.49 1.44
Epididymis(R) (9) 0.18 0.21 0.21 ’ -0.22
Epididymis(L) @ 0.19 021 0.19 0.22
Ventral prostate ()] ‘ 0.23 0.18 0.28 0.30
pDrZr:g:e""' @ 0.18 0.14 0.15 0.21
Brain (@) 1.88 1.87 2.07 2.08
Spleen (9) 0.54 0.68 0.70 0.78
Thymus (mg) 840.2 820.0 669.9 880.5
Pituitary gland (mg) 6.0 7.8 9.0 8.6
Thyroid (mg) 11.5 12.5 154 12.5
Adrenals (ma) 425 40.1 45 45.0
Fnabodyweight @) 22 ees et mmee

ss: scheduled sacrifice animal.
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Appendix 11-8

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

B10-0085

Group Twenty-eight-day treatment
Dose (mg/kg/day) 150

ltems Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
Liver @ 9.28 9.26 13.49 11.04 10.35
Heart (9) 1.11 1.13 1.41 1.26 1.14
Kidney(R) (9) 1.20 1.14 1.47 1.44 1.32
Kidney(L) (a) 1.19 1.1 1.44 1.43 1.32
Testis(R) @ 0.62 1.41 1.73 1.45 1.65
Testis(L) @ 0.62 1.42 1.89 1.43 1.69
Epididymis(R) (@) 0.26 0.37 0.45 0.40 0.37
Epididymis(L) @ 0.23 0.35 0.45 0.47 0.36
Ventral prostate (9) 0.30 0.42 0.34 0.54 0.44
E;’:g;tera' (@ 0.31 032 0.34 0.37 0.31
Seminal vesicle (@) 1.04 0.94 0.88 0.83 077
Brain (@) 1.99 1.99 1.94 2.04 211
Spleen (@) 0.44 0.57 0.71 0.68 0.56
Thymus (mg) 410.8 518.6 583.6 5776 524.9
Pituitary gland (mg) 8.9 8.8 11.8 87 11.0
Thyroid (ma) 21.2 212 16.7 22.7 19.1
Adrenals (mg) 476 49.6 508 437 51.5
Fralbody weight (@ soas soss  sses  wees  saie

ss; scheduled sacrifice animal.
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B10-0095
Appendix 11-9  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) 750
ltems Animal No. 35 ss 36 ss 37 ss 38 ss
Liver [(¢)] 4.80 5.45 5.62 5.67
Heart (9) . 070 077 0.67 0.65
Kidney(R) @ ‘ 0.66 0.86 0.76 0.85
Kidney(L) (@ 0.68 0.84 0.75 0.89
Testis(R) (@ 0.71 0.64 0.70 0.74
Testis(L) (@ 0.72 0.67 0.69 0.78 -
Epididymis(R) (@) 0.07 0.10 0.09 0.08
Epididymis(L) (@ 0.07 0.08 0.08 0.10
Ventral prostate @ 0.08 0.07 0.07 0.12
Dorsolateral @ 0.09 0.07 0.06 0.07
prostate
Brain ) 1.67 1.72 1.84 1.89
Spleen © 0.39 0.35 0.48 0.36
Thymus {mg) 381.5 475.2 587.8 447.7
Pituitary.gland (mg) 5.2 57 5.7 6.4
Thyroid (mg) 7.9 11.0 11.9 15.3
Adrenals (mg) 33.7 334 30.4 347
Final body weight (@) 4330 1408 420 i4s

ss: scheduled sacrifice animal.

- 165 -



Appendix 11-10  Twenty-eight-day repeated-dose oral toxicity study in rats

Absolute organ weights of individual animals:Male

B10-0085

Group Seven-day treatment
Dose (mglkg/day) 750

Items Animal No. 39 ss 40 ss’ 41 ss 42 ss
Liver ) 6.03 5.98 6.48 6.39
Heart (g) 0.71 072 0.81 0.70
Kidney(R) (9) 0.84 0.79 0.84 0.95
Kidney(L) (@ 0.84 0.83 0.84 0.93
Testis(R) (@ 1.5 1.08 1.12 1.07
Testis(L) (@ 111 1.04 112 1.04
Epididymis(R) (@ 0.13 0.13 0.13 0.13
Epididymis(L) @ 0.12 0.13 0.12 0.12
Ventral prostate @ 0.14 Q.11 0.15 0.12
Eg:t‘:ge‘a' @ 0.10 0.12 0.08 0.09
Brain @ 1.84 177 176 1.86
Spieen (@) 0.34 0.44 0.37 0.62
Thymus (mg) 390.2 385.8 376.4 400.2
Pituitary gland (mg) 6.3 7.0 6.6 6.2
Thyroid (mg) 8.3 0.2 12.2 10.7
Adrenals (mg) 32.0 31.6 333 40.6
Finalbodyweight (@ deeo  A7iz  a7e4 4758

ss: scheduled s;cﬂﬁoe animal.
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Appendix 11-11

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

B10-0085

Group Fourteen-day freatment
Dose (mgrkg/day) 750

ltems Animal No. 43 ss 44 ss 45 ss 46 ss
Liver () 8.07 9.83 8.58 9.56
Heart (@) 0.87 1.16 1.04 1.07
Kidney(R) (@) 1.00 1.28 1.08 1.02
Kidney(L) @) 1.01 1.23 1.06 0.98
Testis(R) (@) 1.12 1.21 1.09 1.48
Testis(L) ) 1.08 1.20 1.10 1.45
Epididymis(R) @) 0.15 0.21 0.17 0.21
Epididymis(L) (g) 0.17 0.20 0.16 0.18
Ventral prostate (@) 0.15 0.23 0.19 0.17
Sr:;r:t:ltaeteral @ 0.15 0.12 0.14 0.12
Brain @) 1.87 1.75 1.79 1.94
Spleen (@) 0.51 0.73 0.60 0.58
Thymus (mg) 672.3 564.6 437.9 424.2
Pituitary giand (mg) 7.2 7.2 74~ 87
Thyroid (mg) 13.0 7.5 11.0 13.1
Adrenals (mg) 33.4 41.4 411 49,6
Finalbodyweight @ 2114 2a84 2817 2824

ss: scheduled sacrifice animal.
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B10-0095
Appendix 11-12 Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animats:Male

Group . Twenty-eight-day treatment
Dose (mg/kg/day) 750

ltems Animal No. 47 ss 48 ss © 48 ss 50 ss 51 ss
Liver (@) 9.33 11.08 . 9.96 9.54 12.91
Heart (@) 1.15 1.14 0.85 ‘ 113 1.36
Kidney(R) ’ (@) 1.26 1.45 1.21 1.30 1.58
Kidney(L) (@ 122 1.40 143 1.29 1.52
Testis(R) Q) 1.48 1.62 0.90 1.55 1.70
Testis(L) @ 1.50 162 124 1.57 1.70
Epididymis(R) (@) 0.34 0.37 0.22 0.35 0.38
Epididymis(L) (@ 0.37 0..36 0.29 0.36 0.3
Ventral prostate (@) 0.27 0.34 0.19 0.30 0.34
g;’:::e’a’ @ 0.23 0.30 0.22 0.22 0.29
Seminal vesicle @ 0.82 0.67 0.45 072 0.83
Brain ' © 1.90 195 1.95 1.82 1.99
Spleen (@) 0.67 1.31 1.68 0.61 1.01
Thymus (mg) 4472 560.2 518.0 549.4 510.8
Pituitary gland (mag) 77 77 ‘7.5 8.3 10.2
Thyroid {mg) 13.6 12,5 15.6 16.8 122
Adrenals (mg) 39.3 47.4 40.9 48.9 59.9
Finalbody weight (@) 27 ems  zre4 . zsas . ssas

ss: scheduled sacrifice animal.
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B10-00985
Appendix 12-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

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

ltems Animal No. 1ss 2ss 3 ss 4ss
Liver (a/100g) 3.52 3.31 3.88 3.61
Heart (g/100g) 0.53 0.47 0.46 0.53
Kidney(R) (0/100g) 0.48 0.52 0.52 0.55
Kidney(L) (g/100g) 0.46 0.49 0.52 0.50
Testis(R) (9/100g) 0.42 0.52 0.54 0.55
Testis(L) (9/100g) 0.43 0.51 0.55 0.57
Epididymis({R) (g/100g) 0.05 0.06 0.06 0.07
Epididymis(L) (g/100g) 0.04 0.06 0.08 0.06
Ventral prostate (g/100g) 0.05 0.05 0.06 0.05
Eg:gf:era’ (g/100g) 0.04 0.04 0.06 0.04
Brain (gr100g) 1.37 1.27 1.25 117
Spleen (g/100g) 0.32 0.23 ‘ 0.33 O.Z?f
Thymus (mg/100g) 4475 353.6 341.3 232.7
Pituitary gland (mg/100g) 38 42 37 43
Thyroid (mg/100g) 7.1 6.2 5.§ 7.4
Adrenals (mg/100g) 255 223 29.6 23.7
Finalbody weight (@ 1274 4365 1454 w4

ss; scheduled sacrifice animal.
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B10-0085
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. 5 ss 6 ss 7 ss 8 ss
Liver {g/100g) 3.21 3.50 3.35 . 344
Heart (g/100g) 0.44 0.44 0.43 0.45
Kidney(R) (g/100g) 0.47 0.52 0.47 0.41
Kidney(L) 4 (g/100g) 0.44 0.48 0.46 0.40
Testis(R) (g/100g) 0.58 0.56 0.60 0.62
Testis(L) {g/100g) 0.59 0.57 : 0.5¢ 0.60
Epididymis(R) (g/100g) 0.08 0.08 0.07 0.08
Epididymis(L) (9/1009) 0.08 0.08 0.07 0.08
Ventral prostate (g/100g) 0.08 Q.07 0.08 0.08
gg:g;‘e’a' (0/100g) 0.08 0.06 0.05 0.08
Brain (g/100g) 1.04 1.01 0.99 0.93
Spleen (9/100g) 0.26 0.28 0.24 0.29
Thymus {mg/100g) 292.5 3732 2547 248.5
Pituitary gland (mg/100g) 42 4.1 45 - 37
Thyroid (mg/100g) 7.4 52 4.0 4.5
Adrenals {mg/100g) 19.1 21.4 10.6 20.8
Finalbodyweight (@ A7 Asts o 1sse o4

ss: scheduled sacrifice animal.
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B10-0085
Appendix 12-3  Twenty-eight-day repeated-dose oral foxicity study in rats
Reiative 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 (9/100g) 3.22 2.74 3.61 3.72
Heart (g/100g) 0.42 0.37 0.41 0.41
Kidney(R) (g/100g) 0.46 0.38 0.40 0.44
Kidney(L) (9/100g) . 0.46 0.39 0.41 0.42
Testis(R) (g7100g) 0.50 0.62 0.48 0.44
Testis(L) (g/100g) 0.51 0.61 0.48 0.43
Epididymis(R) (9/100g) 0.08 0.09 0.07 0.08
Epididymis(L) {9/100g) 0.07 0.08 0.06 0.06
Ventra! prostate (g/100g) 0.09 0.09 0.11 0.08
Eg:gf:em' (9/100g) 0.08 0.05 0.08 0.05
Brain (9/100g) 0.73 0.77 0.70 0.68
Spieen (g/100g) 0.25 0.20 0.28 0.28
Thymus (mg/100g) 282.9 2458 308.9 266.9
Pituitary gland (mg/100g) 33 34 - 34 35
Thyroid (mg/100g) 49 42 49 47
Adrenals (mg/100g) 16.4 132 168 177
Finalbodyweight (@) 2440 2:27  zreo 202

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

B10-0095

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

ltems Animal No. 13 ss 14 ss 15 ss 16 ss 17 ss
Liver (g/100g) 2.91 2.95 3.44 3.07 3.16
Heart (g/100g) 0.35 0.35 0.41 0.41 0.34
Kidney(R) (g/100g) 0.34 0.35 0.37 0.34 0.36
Kidney(L) (g/100g) 0.35 0.34 0.38 0.35 0.37
Testis(R) (g/100g) 0.51 0.48 0.42 0.49 0.47
Testis(L) (9/100g) 0.51 0.48 0.40 0.48 0.47
Epididymis(R) (g/100g) 0.13 0.12 0.09 0.12 0.10
Epididymis(L) {g/100g) 0.12 0.12 0.09 0.10 0.10
Ventral prostate (g/100g) Q.12 Q.17 0.1 0.10 0.13
g;r:;‘ta;eral (g/j 00g) 0.11 0.08 0.08 012 0.09
Seminal vesicie {g/100g) 0.25 0.23 0.28 0.23 0.26
Brain (97100g) 0.64 0.57 0.54 0.58 0.56
Spleen (9/100g) 0.21 0.20 0.19 0.17 Q.17
Thymus (mg/100g) 1517 130.0 178.4 147.3 180.1
Pituitary gland (mg/100g) 3.3 2.8 2.9 2.9 2.8
Thyroid {mg/100g) 6.0 3.1 49 3.9 56
Adrenals (mg/100g) 16.8 17.4 14.6 16.4 14.6
Finalbody weight (@ 207 800 ser1 sms . wse

ss: scheduled sacrifice animal.
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B10-0095
Appendix 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group One-day freatment
Dose (mg/kg/day) 150

ltems Animal No. 18 ss 19 ss 20 ss 21 ss
Liver (a/100g) 3.45 3.69 3.55 348
Heart (a/100g) 0.51 0.44 0.52 0.46
Kidney(R) (g/100g) 0.54 0.53 ) 0.55 0.50
Kidney(L) (g/100g) 0.52 0.48 0.52 0.48
Testis(R) (g/100g) 0.56 0.50 0.54 0.52
Testis(L) (2/100g) 0.54 0.48 0.54 0.53
Epididymis(R) _(g/100g) 0.05 0.06 0.08 0.06
Epididymis(L) (g/100g) Q.04 0.05 0.05 0.08
Ventral prostate (9/100g) 0.08 0.04 0.08 0.05
:g:;';tem' (g/100g) 0.04 0.05 0.04 0.04
Brain (ar100g) 1.28 1.24 1.22 1.25
Spleen (g/100g) 0.24 0.27 0.30 0.24
Thymus (mgr100g) 323.9 522.7 3515 394.3
Pituitary gland (mg/100g) 45 38 44 44
Thyroid (mg/100g) 6.6 7.8 71 6.7
Adrenals {mg/100g) 23.8 207 2583 22.8
Final body weight (@ 1384 1430 aats 1444

ss: scheduled sacrifice animal.
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B10-0085
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) 150

ltems Animal No. 22 ss 23 ss 24 ss 25 ss
Liver (g/100g) 3.33 3.28 3.71 3.36
Heart (g/100g) 0.47 0.40 0.43 0.49
Kidney(R) (g/100g) 0.48 0.48 0.46 0,50
Kidney(L) (g/100g) 0.44 0.47 0.47 0.47
Testis(R) (g/100g) 0.58 0.60 0.62 0.62
Testis(L) (g/100g) 0.54 0.56 0.61 063
Epididymis(R) (g/100g) 0.08 0.06 0.07 0.1
Epididymis(L) (g/100g) 0.08 0.06 0.08 0.07
Ventral prostate (g/100g) 0.12 0.06 0.08 0.08
Eg:ggeral {g/100g) 0.05 0.05 0.05 0.0
Brain ‘ {g/100g) 1.03 0.99 0.82 0.99
Spleen (g9/100g) 0.24 0.26 0.27 0.28
Thymus (mg/100g) 301.1 273.7 - 2558 253.4
Pituitary gland (mg/100g) . 3.8 3.6 3.6 ‘ . 3.8
Thyruid (mg/100g) 6.9 5.2 57 6.0
Adrenals (mg/100g) 215 19.5 19.7 23.4
Finalbodyweight (@ 4823 805 se7  1ese

ss: scheduled sacrifice animal.
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B10-0095
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) 150

tems Animal No. 26 ss 27 ss 28 ss 29 ss
Liver (gi100g) 352 : 3.38 . 356 371
Heart (g/100g) 0.42 0.40 6‘47 0.45
Kidney(R) (gr100g) 0.39 0.48 0.43 0.37
Kidney(L) (g/100g) 0.42 0.47 0.45 0.38
Testis(R) {9/100g) 0.52 0.65 0.64 0.56
Testis(L) (g/100g) 0.53 0.63 0.62 0.56
Epididymis(R) ~ (g/100g) " 008 0.09 0.09 0.09
Epididymis(L) (g/100g) 0.08 0.08 0.08 0.09
Ventral prostate (9/100g) 0.10 0.08 0.12 0.12
gg;‘:f;em' (g/100g) 0.08 0.06 0.06 0.08
Brain (9/100g) 0.85 0.81 0.86 0.81
Spleen (g/100g) 0.24 0.29 0.29 0.30
Thymus (mg/100g) 380.0 355.1 2767 380.0
Pituitary gland (mg/100g) 27 3.4 . 37 3.3
Thyroid (mg/100g) 5.2 5.4 6.4 4.8
Adrenals (mg/100g) 18.2 17.4 v 17.1 17.4
Fnalbodyweight (@ 224 zs0s  zazd o meo

ss: scheduled sacrifice animal.
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B10-0085
Appendix 12-8  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 150

ltems . Animal No. 30 ss 31 ss 32 ss 33 ss 34 ss
Liver (g/100g) 3.06 3.00 3.46 2.99 3.03
Heart (g/100g) 0.37 0.37 0.36 0.34 0.33
Kidney(R) (g/100g) 0.40 0.37 0.38 039 0.39
Kidney(L) (g/100g) 0.39 0.36 0.37 0.39 0.39
Testis(R) {g/100g) 0.20 0.{6 0.44 0.38 s 0.48
Testis(L) (g100g) 0.20 0.46 0.49 0.39 0.49
Epididymis(R) (g/100g) 0,09 0.12 0.12 0.11 0.11
Epididymis(L) (g/100g) 0.08 0.1 0.12 0.13 ) 0.1
Ventral prostate (a/100g) 0.10 0.14 ’ 0.09 0.15 . 013
E;';‘:f‘ete’a‘ (9/100g) .10 0.10 0.08 0.10 0.09
Seminal vesicle (9/100g) 0.34 0.30 0.23 0.256 0.23
Brain (9/100g) 0.68 0.65 0.50 0.55 0.62
Spleen {g/100g) 0.14 0.18 0.18 0.18 0.16
Thymus {mg/100g) 135.3 168.1 149.8 156.3 183.5
Pituitary gland (mg/100g) 2.8 29 3.0 26 3.2
Thyroid (mg/100g) 7.0 6.9 4.3 6.1 5.6
Adrenals (mg/100g) 1587 16.1 13.0 11.8 16.1
Final body weight (@ 3036 s085 sses  smes  sate

ss: scheduled sacrifice animal.
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Appendix 12-9  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Group One-day freatment
Dose (mg/kg/day) 750

ltems Animal No. 35 ss 36 ss 37 ss 38 ss
Liver (g100g) 3.68 3.87 3.96 3.91
Heart (g/100g) 0.53 0.55 0.47 0.45
Kidney(R) (g/100g) 0.50 0.61 0.54 0.59
Kidney(L) (g/100g) 0.51 0.60 0.53 0.61
Testis(R) (g/00g) 0.53 0.45 0.49 0.51
Testis(L) {9/100g) 0.54 0.48 0.49 0.54
Epididymis(R) (g/100g) 0.05 0.07 0.06 0.06
Epididymis{L) (g/100g) 0.05 0.06 0.08 0.07
Ventral prostate (g/100g) 0.06 0.05 0.05 0.08
E;':g::e'a' (M009) 0.07 0.05 0.04 0.05
Brain (g/100g) 1.26 1.22 1.30 1.30
Spleen (gr100g) 0.29 0.25 0.34 0.25
Thymus (mg/100g) 294.4 337.3 413.9 308.0

. Pituitary gland (mg/100g) 3.8 4.0 4.0 4.4
Thyroid {mg/100g) 5.9 7.8 8.4 106
Adrenals (mg/100g) 25.3 23.7 214 23.9
Finalbody weight (@ 1330 4408 420 wae

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

Group Seven-day treatment
Dose (mg/kg/day) 750

ltems Animal No. 39 ss 40 ss » 41 ss 42 ss
Liver (g/100g) 3.63 3.49 ’ 3.67 363
Heart (9/100g) 0.43 0.42 0.46 0.40
Kidney(R) (g/100g) 0.51 0.46 0.48 0.54
Kidney(L) (/100g) 0.51 0.48 0.48 0.53
Testis(R) (g/100g) 0.69 0.62 0.63 0.61
Testis(L) (9/100g) 0.67 0.61 0.63 0.59
Epididymis(R) (g/100g) 0.08 0.08 0.07 0.07
Epididymis(L) (g/100g) 0.07 0.08 0.07 0.07
Ventral prostate (g/100g) 0.08 0.08 0.09 0.07
Eg;;‘;te'a' {g/100g) 0.06 0.07 0.0 0.0
Brain (g/100g) 1.11 1.03 1.00 1.06
Spieen (g/100g) 0.20 0.26 a.21 0.35
Thymus {mg/100g) 238.1 231.2 213.4 232.8
Pituitary gland (mg/100g) 3.8 4.1 3.7 N 3.5
Thyroid (mg/100g) 5.0 5.4 6.9 6.1
Adrenals (mg/100g) 18.3 18.5 18.8 23.1
Finalbodyweight (@ 4880 ATz a4 s

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

Group Fourteen-day treatment
Dose  (mgkg/day) o 750

ltems Animal No. 43 ss 44 ss 45 ss 46 ss
Liver (g/t00g) 382 3.96 3.70 412
Heart (g/100g) 0.41 0.47 0.45 0.46
Kidney(R) (a/100g) 0.47 0.52 0.47 0.44
Kidney(L) (ar100g) ' 0.48 0.50 0.46 042
Testis(R) (g1100g) 0.53 0.49 0.47 0.64
Testis(L) (9/100g) 0.51 0.48 0.47 062
Epididymis(R) (g/100g) 0.07 0.08 0.07 0.09
Epididymis(L) (/100g) 0.08 0.08 0.06 0.08
Ventral prostate (97100g) 0.07 0.09 0.08 0.07
Eroor:gtaeteral (g/100g) 0.07 0.05 0.06 0.05
Brain (g/100g) 0.88 0.70 0.77 0.84
Spleen (g/100g) 0.24 0.29 0.26 0.25
Thymus (mg/100g) 318.0 227.3 189.0 182.8
Pituitary gland (mg/100g) 3.4 2.9 3.1 37
Thyroid (mg/100g) 6.1 3.0 4.7 56
Adrenals (mg/100g) 15.8 18.7 17.7 21.4
Finalbodyweight (@ 20ie o 2asa e T

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

Group Twenty-eight-day treatment
Dose (rg/kg/day) 750

tems Animal No. 47 ss 48 ss 49 ss 50 ss 51 ss
Liver (g/100g) 3.36 3.60 364 3.36 3.86
Heart (g/100g) 0.41 0.37 0.31 0.40 0.41
Kidney(R) (g/100g) 045 0.47 0.44 0.46 0.47
Kidney(L) (9/100g) 0.44 0.46 0.41 0.45 0.45
Testis(R) (g/100g) 0.53 0.53 0.33 0.55 0.51
Testis(L) {g/100g) 0.54 0.53 0.45 : 0.55 0.51
Epididymis(R) (g/100g) 0.12 0.12 0.08 0.12 0.12
Epididymis(L) (9/100g) 0.13 0.12 0.11 0.13 0.12
Ventral prostate {g/100g) 0.10 0.11 0.07 Q.11 0.10
gr‘::tgf:em’ (g/100g) 0.08 0.10 0.08 0.08 0.09
Seminal vesicle (g/100g) 0.30 Q.22 ‘ 0.16 0.25 0.25
Brain (g/100g) 0.68 0.63 0.74 0.68 0.60
Spleen {g/100g) 0.24 0.43 0.61 0.22 0.30
Thymus (mg/100g) 181.0 . 1822 1898 . - 1937 152.8
Pituitary gland {mg/100g) 2.8 25 27 2.9 3.1
Thyroid (mg/100g) 4.9 4.1 5.7 5.9 3.6
Adrenals (mg/100g) 14.2 15.4 15.0 17.2 17.9
Finalbodyweight (@) 27 eorh  zraa L mes s

ss: scheduled sacrifice animal.
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Appendix 13-1

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

B10-0085

Pathological findings of individual animals: One-day treatment

Dose Animal

Sex (mg/kg/day)  No. Fate Macroscopic findings Histopathological ﬁndingsa)
1 ss No abnormalities detected . No abnormalities detected
0 2 ss No abnormalities detected No abnomalities detected
3 ss No abnormalities detected No abnormalities detected
4 ss No abnormalities detected No abnormalities detected
18 ss No abnormalities detected Liver
' Necrosis/Hepatocyte/Focal +
150 19 ss No abnormalities detected No abnormalities detected
20 ss No abnormalities detected No abnormalities detected
21 ss No abnormalities detected No abnormalities detected
35 ss Jejunum Jejunum
Whitish change of mucosa Vacuolization, cytoplasmic/
Mesenteric lymph node Epithelium/Villus ++
Whitish change Kidney
Necrosis/Proximal tubule ++
Mesenteric lymph ncde
No abnormalities detected
36 ss Mesenteric lymph node lleum
Male Whitish change Vacuolization, cytoplasmic/
Epithelium/Villus +
Kidney
Necrosis/Proximal tubule ++
Bone marrow
750 Fibro-osseous lesion ++

Mesenteric lymph node
No abnormalities detected

37 ss Jejunum
Whitish change of mucosa
Mesenteric lymph node
Whitish change

Duodenum
Ulcer ++
Jejunum
Vacuolization, cytoplasmic/
Epithelium/Villus ++
Liver
Necrosis/Hepatocyte/Focal +
Kidney '
Necrosis/Proximal tubuie ++
Mesenteric lymph node
No abnormalities detected

a) Organs/tissues examined as follows for the 0 and 750 mg/kg/day groups: forestomach, glandular stomach,
duodenum, jejunum, ileum, cecum, colon, rectum, liver, kidney, testis, ventral prostate, dorsolateral prostate,

bone marrow, mesenteric lymph node, spleen and thymus.

Organs/tissues examined as follows for the 150 mg/kg/day group: duodenum, jejunum, ileum, fiver and kidney.

ss, scheduled sacrifice animal.
+, slight, ++, moderate.
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Appendix 13-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: One-day treatment

Dose Animal . . . . )
Sex (mg/kgiday)  No. Fate Macroscopic findings Histopathological findings

38 ss No abnormalities detected Duodenum

Ulcer +++

Jejunum

Male 750 ‘ Vaf:uoli.zatior‘l, cytoplasmic/

Epithelium/Villus +

Kidney
Dilatation/Distal tubule +
Necrosis/Proximal tubule ++

a) Organs/tissues examined as follows for the 750 mgfkg/day group: forestomach, glandular stomach, duodenum,
jejunum, ileumn, cecum, colon, rectum, liver, kidney, testis, ventral prostate, dorsolateral prostate, bone marrow,
mesenteric lymph node, spleen and thymus.

ss, scheduled sacrifice animal.
+, slight, ++, moderate; +++, severe.

-182 -



B10-0085

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

Dose Animal

Sex (ma/kg/day)  No. Fate Macroscopic findings Histopathological findings®
5 ss Kidney Kidney
Pelvic dilatation (right) Dilatation/Pelvis ++
6 ss No abnormalities detected No abnormalities detected
0 7 ss No abnormalities detected Kidney
Cyst/Medulla +
’Cyst/SubcapsuIe +
8 ss No abnormalities detected No abnormalities detected
22 ss No abnormalities detected No abnormalities detected
23 ss No abnormalities detected No abnormalities detected
150 24 ss No abnormalities detected Liver
' ' Necrosis/Hepatocyte/Focal +
25 ss No abnormalities detected No abnormalities detected
39 ss Forestomach Forestomach
Recessed region of mucosa  Erosion +
Male {multiple, spotty-0.5x3 mm)  Cecum
Cecum No abnormalities detected
Watery contents Liver
Ground glass appearance/
Hepatocyte/Periportal +
Hypertrophy/Hepatocyte/
750 Periportal+
Kidney '
Regeneration/Proximal tubule ++
40 ss No abnormalities detected Liver i
Hypertrophy/Hepatocyte/
Periportal+
Necrosis/Hepatocyte/Focal +
Kidney '

Regeneration/Proximal tubule ++

a) Organs/tissues examined as follows for the 0 and 750 mg/kg/day groups: forestomach, glandular stomach,
duodenum, jejunum, fleum, cecum, colon, rectum, liver, kidney, testis, ventral prostate, dorsolateral prostate,
bone marrow, mesenteric lymph node, spleen and thymus.

Organs/tissues examined as follows for the 150 mg/kg/day group: forestomach, glandular stomach, cecum,
colon, rectum, liver, kidney and spleen. ‘

ss, scheduled sacrifice animal.

+, slight; ++, moderate.
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Appendix 13-4 Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0095

Pathological findings of individual animals: Seven-day treatment

Animal

Dose
No. Fate

Sex (mg/kg/day)

Macroscopic findings

Histopathological findings®

41 ss Forestomach
' Recessed region of mucosa
(multiple, spotty-0.5%x3 mm)

Male 750

Forestomach
Erosion +
Colon
Hyperplasia/Mucosa +
Rectum
Hyperplasia/Mucosa +
Liver
Ground glass appearance/
Hepatocyte/Periportal +
Hypertrophy/Hepatocyte/
Periportai+
Kidney
Cyst/Medulla +
Cyst/Subcapsule +
Regeneration/Proximal tubule ++

42 ss Forestomach
Recessed region of mucosa
(1x1.5 mm)
Spleen
Blackish change

Forestomach
Erosion +
Colon
Hyperplasia/Mucesa +
Rectum
Hyperplasia/Mucosa +
Liver
Hypertrophy/Hepatocyte/
Periportal+
Kidney
Regeneration/Proximal tubule ++
Spleen
Congestion +

a) Organs/tissues examined as follows for the 750 mg/kg/day group: forestomach, glandular stomach, duodenum,
jejunum, ileum, cecum, colon, rectum, liver, kidney, testis, ventral prostate, dorsolateral prostate, bone marrow,

mesenteric lymph node, spleen and thymus.
ss, scheduled sacrifice animal. '
+, slight, ++, moderate.
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Appendix 13-5 Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0095

Pathological findings of individual animals: Fourteen-day treatment

Sex

Dose
(mg/kg/day)

Animal
No. F

ate

Macroscopic findings

Histopathological findings®

9

S

No abnormalities detected

No abnormalities detected

10

S§S

No abnormalities detected

No abnormalities detected

11

SS

No abnormalities detected

No abnormalities detected

12

SS

No abnormalities detected

No abnormalities detected

150

26

SS

No abnormalities detected

No abnormalities detected

27

Ss

No abnormalities detected

No abnormalities detected

28

ss

No abnormalities detected ‘

Livgr
Necrosis/Hepatocyte/Focal +

29

Ss

No abnormalities detected

Liver
Ground glass appearance/
Hepatocyte/Periportal +
Hypertrophy/Hepatocyte/
Periportal £

Spleen
Congestion +

Male

750

43

SS

No abnormalities detected

Colon
Hyperplasia/Mucosa +

Liver
Hypertrophy/Hepatocyte/
Periportal +

ss

Spleen
Blackish change

Liver
Ground glass appearance/
Hepatocyte/Periportal +
Hypertrophy/Hepatocyte/
Periportal +
Kidney
Regeneration/Proximal tubule +
Spleen
Congestion +

45

SS

No abnormalities detected

Colon
Hypemlasia/Mucosa +

Rectum
‘Hyperplasia/Mucosa +

Liver
Hypertrophy/Hepatocyte/
Periportal +

a) Organs/tissues examined as follows for the 0 and 750 mg/kg/day groups: forestomach, glandular stomach,

duodenum, jejunum, ileum, cecum, colon, rectum, liver, kidney, testis, ventral prostate, dorsolateral prostate,
bone marrow, mesenteric lymph node, spleen and thymus.

Organs/tissues examined as follows for the 150 mg/kg/day group: forestomach, glandular stomach, cecum,
colon, rectum, liver, kidney and spleen.

ss, scheduled sacrifice animal.

+, very slight; +, slight.
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Appendix 13-6  Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Fourteen-day treatment

Dose Animal v . : S . . a)
Sex (mg/kglday)  No. Fate Macroscopic findings Histopathological findings

46 ss No abnormalities detected Forestomach

Hyperplasia, squamous cell/
Limiting ridge +

Colon
Hyperplasia/Mucosa +

Rectum
Hyperplasia/Mucosa +

Liver
Ground glass appearance/
Hepatocyte/Periportal +
Hypertrophy/Hepatocyte/
Periportal +

Kidney
Regeneration/Proximal tubule ++

Male 750

a) Organs/tissues examined as follows for the 750 mg/kg/day group: forestomach, glandular stomach, duodenum,
jejunum, ileum, cecum, colon, rectum, liver, kidney, testis, ventral prostate, dorsolateral prostate, bone marrow,
mesenteric lymph node, spleen and thymus.

ss, scheduled sacrifice animal.

+, slight; ++, moderate.
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Appendix 13-7  Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0095

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

Sex (m g?fgs/z ay) Am:al Fate Macroscopic findings Histopathological findings®
13 ss No abnormalities detected No abnormalities detected
14 ss No abnommalities detected No abnormalities detected
15 ss No abnormailities detected Liver
0 Microgranuloma +
16 ss No abnormalities detected Liver
Microgranuloma +
17 ss No abnormalities detected No abnormalities detected
30 ss Kidney Kidney
Pelvic dilatation (right) Dilatation/Pelvis +
Testis Testis
Small (bilateral) Atrophy, tubular/Diffuse ++
Hyperplasia, interstitial call/
150 : Diffuse +
Male 31 ss No abnormalities detected No abnormalities detected
32 ss No abnormalities detected Liver
: Microgranuloma +
33 ss No abnormalities detected No abnormalities detected
34 ss No abnormalities detected No abnormalities detected
47 ss No abnormalities detected Cecum
Hyperplasia/Mucosa +
Liver
Ground glass appearance/
750

Hepatocyie/Periportal +
Hypertrophy/Hepatocyte/
Periportal +

Spleen
Deposit, pigment/Red puip +

a) Organs/tissues examined as follows for the 0 and 750 mg/kg/day groups: trachea, lungs, submandibutar 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 ilymph node, spleen, thymus,
thyroid, parathyroid, adrenals, eye ball, skeletal muscie, bone and mammary gland.

Organsttissues examined as follows for the 150 mg/kg/day group: forestomach, glandular stomach, cecum,
colon, rectum, liver, kidney, spleen and macrescopic lesion.

ss, scheduled sacrifice animal.

+, slight; ++, moderate.
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Appendix 13-8 Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0085

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

Dose Animal . .
Sex (mg/kg/day)  No. Fate Macroscopic findings

Histopathological findings®

48 ss  Kidney
Enlargement (bilateral)
Spleen
Blackish change
Enlargement

Colon
Hyperplasia/Mucosa +
Rectum
Hyperplasia/Mucosa +
Liver
Ground glass appearance/
Hepatocyte/Periportal +
Hypertrophy/Hepatocyte/
Periportal +
Kidney
No abnormalities detected
Spleen
Congestion +
Deposit, pigment/Red pulp ++
Hematopoiesis, extramedullary,
increased +

49 ss Forestomach

Elevation of limiting ridge
Kidney

Dark brownish change

Male 750 (bilateral)

Pelvic dilatation (right)
Testis

Small (right)

Softening (right)
Spleen

Blackish change

Enlargement

Forestomach
Hyperplasia, squamous cell/
Limiting ridge +
Colon
Hyperplasia/Mucosa +
Rectum
Hyperplasia/Mucosa +
Liver
Deposit, pigment/Sinusoid +
Ground glass appearance/
Hepatocyte/Periportal +
Hyperirophy/Hepatocyte/
Periportal +
Kidney
Deposit, pigment/Proximal tubule +
Dilatation/Pelvis +
Testis
Atrophy, tubular/Focal +++
Epididymis
Cell debris/Lumen/Unilateral +
Spleen
Congestion +
Deposit, pigment/Red pulp +++
Hematopoiesis, extramedullary,
increased ++

a) Organs/tissues examined as follows for the 750 mg/kg/day group: trachea, lungs, submandibular gland,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, coton, 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 lymph node, spleen, thymus,
thyroid, parathyroid, adrenals, eye ball, skeletal muscle, bone and mammary gland.

ss, scheduled sacrifice animal.
+, slight; ++, moderate; +++, savere.
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Appendix 13-9  Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0095

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

Dose Animal

Sex (mafkaiday)  No. Fate Macroscopic findings Histopathological findings®
50 ss Kidney Cecum
Dark brownish change Cellular infiltration/Submucosa +
(bilateral) Hyperplasia/Mucosa ++
Colon
Hyperplasia/Mucosa +
Rectum
Hyperplasia/Mucosa +
Liver
Hypertrophy/Hepatocyte/
Periportal +
Kidney
Deposit, pigment/Proximal tubule +
Regeneration/Proximal tubule +
51 ss Kidney Forestomach
Dark brownish change Hyperplasia, squamous cell/
(bilateral) o Limiting ridge ++
Entargement (bilateral) Cecum
Male 750 : Spleen Celiular infiltration/Submucosa +

Blackish change
Enlargement

Hyperplasia/Mucosa +
Colon
Hyperplasia/Mucosa +
Rectum
Hyperplasia/Mucosa +
Liver
Ground glass appearance/
Hepatocyte/Periportal +
Hypertrophy/Hepatocyte/
Periportal +
Kidney
Deposit, pigment/Proximal tubule +
Spleen
Congestion +
Deposit, pigment/Red pulp =
Hematopoiesis, extramedullary,
increased +

a) Organs/tissues examined as follows for the 750 mg/kg/day group: 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 lymph node, spleen, thymus,
thyroid, parathyroid, adrenals, eye ball, skeletal muscle, bone and mammary gland.

ss, scheduled sacrifice animal.
+, very slight; +, slight; ++, moderate.
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