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Anthraquinone D&Y FH 2 ER NEGFRBRICRIETEE I HOVWTHRET A2 EHT. 1L
FETAMIARTAVEROECD TR AL RIA4 2 407 5% 28 ARRKERODBS
SRR EEM L7,

5 BERDOHED Crl:CD(SD) 7 » MZ = — I fEE & ¥ 7= Anthraquinone % 1 [H, 7. 14 i
28 A RMEROERE L, BEAEIZ0 (2— ) | 200 KT 1000 mgkg/day & L, 1
E, 7RO 14 BEREGERICHES T2V T 74 MBI 1 BEHT- 0 4L, 28 BB EREICIT ]
BEHID SICEER Lz, BEHBTIIEENT O W T—RREESE . KRERER OEEER
EZITV., FHREHEHIE THEIZ CO0, IBA N ARREL T TR 25 H L= %8s UC. mikhk
B REFIBRER OCEBRFREERTO-OORBERE ER L=, M T, 28 BEKRE
BIZOVWTIE, REHMPICEERZ —BRERER OBERE 2TV, RKBEEROZEAI
REBER L TRBREZTTo 72,

—RRIRAEEI 22 T35 200 ROV 1000 mg/kg BETBERNB L S,

fRETIE. 200 mg/kg BETH S 28 B BICIEMER. 1000 mgke BETHE 3 B B URICEE
OHMEERE R 3 & & vz,

R TI 200 X TF 1000 mg/kg BECTHRE 3 B BICIRER L b=,

PRARZE T3 200 % UF 1000 mg/kg B TR O EFHOYBEAITBELRH BT,

MEFEIRRE TIE, 200 mg/kg BET 7 BB 541 Ht OIE(E. 28 B B 54 28k R Bk
BHERORE, PT KO APTT OIEE., 1000 mg/kg BT 7 BB 5% IC/R MBS, Hb KU Ht
DIEME, FRRMEREELEORME, 28 AREIHESHIC Hb R Ht OIEIE, #@ik7R kR
DOEIE, PT RN APTT DEENH LT,

MR AECFAIRE CiX 1000 mg/kg BT 28 B HR5#£I1Z 9-GTP OEENR L ST,

FEEETIE, 200 XT* 1000 mgkg BT 1 EHR5#% 2 5O R O EEOEHE.
28 B R 5 R IEBOFEMNEEOEME. 200 mgkg FHT 14 HEEE%H,» D BROMBHNEED
EfE. 1000 mg/kg BT 7 AMBREE NS ERMOMEMEEDOSE. 28 AR ERZICEIB O
BEEORENRA LI,

BT, 200 mg/kg BT 14 B 5% 5 FROEKR, 1000 mg/kg BET 7 B REIHB 5%
SHFIROIER, 28 H M 5% ICEIBRO AN OER KR OPIED B &N L i,

IREHE R B A T, 200 BTN 1000 mg/kg BT 7 H RIS 5 b FFR D /N E o U AT
fa< b VTR, 28 ARBRSRIBBRONT DT Y L ihE R UBESMEMTTHE, 200 mgkg
BT 7 BHEHREHD O IFRO/NEFUIERFAIIE R, 14 BRIB5%H» 5B 5 o, 28
A M&E5RICEROBESINE OWTOLRAME Z2HZ M, 1000 mg/kg BET 1 [E#5% 5 5 gD
NEFDERFIER, 7 BERESE»LMEED 5 > M. 14 BEH 5%, D BROBEN &
DRI ZERE R A BTz,

R —ARCREEEE R OB RERE CIIEBRMER I X 3B E IR b N5 T,

UlbnEBy, KHBESEMHTIZEBW T Anthraquinone D512 LV . IFiE. Big. Mk,

gl DBIB~DEENED bz, Rk OME~DEEITZSHE O, LB Hh
77
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14. HEBTE}

141 WRWE
a) ZAFRE
% W Anthraquinone
CAS E& 84-65-1
b) BETK Vv EE
BhETT RR{bR T
2y hEE GZO7C
o) HENZE
HiE=X
0
¢
5T C14H;50,
TFE 208.2121
d) MiELE
AR 99.9% (GC)

BB E IR 100% & LTHY $- 7=,
e) WEALFAIMER
RIKERRE (BN RE

B 286°C
W = 377°C
FIRIZEBT AR ITVHEE~ TALREDOEER R~
ZENE B REHETIZBWTIREE
BT 2R ES
B VRS
=haRrPy I
h= Al

fH wREEE
I LI RERBICAN, HRWEREEDRAEIC TATHRE Li-,
REEEOERME 2.3~6.8°C (FFAEHHE 1~10°C)
REBIRUERE  RSE 005, 201246 A 19 H~201246 A 22 A
PRI 007, 2012426 A 22 H~20124£10 B 3 B
g HBRMEOR—MEMEERGTICB T 22 EMORS
L BRHiER CEM L7z [Anthraquinone DRENE, WRWBEROH—E, ZEERD
IREFERHER]  URES X02-0264, JE GLP 3#B) 123V CRER LT~
WEERY)E D[R —1E1Z DV Ti, National Institute of Standards and Technology (NIST)
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FERMTICBT 2BV EOLEME MR Ui, 5B B L TR SHEKT
BORAY MVCBLIERD SRR 2T 2 LD BB EI RS SRR EETH -
7o &l LT,
h) BV EDOEE
KEXRE~OEMIENIRAL ST S0, FE <27 BF, REDODAREDN
HXREZERLE,
142 # ik
a) %4 W
a— 2 H
b) FEIRHEH
R ER OREELRBEKR O a— Vv lEAVWTRE L, ZORE, #BRWEIL
FERUKITIL 20 wiveDIREE TR T, —HANREL T e, —J5, 22— ilicit 20
WAVGRORETH—ICRE LT, $ic, BBRPERIIHANE 7 B TEROLLEDR
ERHB NPT bbb, a—VlziE: U TRR LE,
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&I FHTAT AT
JL—F LA
0y NEE V2H8729
d & #
REBAT REREE
RERE E=$/7)
143 fEAEY
EBREWE L THRIINZETH Y . —BEERABRICE Sh, URBERICBNT
bERT—F2HRAL TV CrliCD(SD)7 v b (SPF) # HAF ¥ —/L R - U N — R B

BV A —bAFELE,

A BEEDOHET v bPESSIEAFL, 1 7=V H72) S IEOHFEE TAT 6 B4 E TRIE -
Btz To7z, sbiz, 5B 1 BRENCHE T A AR 8 HEETHHL L, T _TDEW
WCERERHONRPoT20, YEBEIE LEEL AV CTEERBEEAT S CRS T
U, S1IEZRBRICHER L, B0 %ITREREE CEBAEET T Lz, BTk Y
ANTBTFER N DR LTz, 7o, AN OEBREREE TiT, —ARREER Ukt
@A 1 EUEEE L,

. BEDITANIRE A~ A 7 28 L, BT BITESRY T TR L, 7
— VNI T ANV EMT, Ty 7 IIRBEEEZR T L TER NS L,

BERMARE OB OBEENE S B, KEHEIT 1319~1614g ThHY . LHDEENL
EDOREL20%DOEANTH 5 Z L 2R LT,
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144 fFABEEE

BT, wE - BLHE T 2 E02FAE MR A E L T, BE 21~25°C, fHEXHEE 40~
70%., BREE 10~15 E/EERE ., BREE A 70 12 BN (7 BT, 19 BRMAT) 10 E
LN T =V AT LADOEBE (REHHETIIREE 1. REKTRIIFEETE 2) A
U7z, RERUHEIHEEOEREIZ. 2T 22.5~23.6°C H 1 50.4~67.0%TH > 7z,

T=U0 R BEATENERT UV ABEREK 7 —Y (W260xD380xH180 mm) | BESyIF#
IR TV L ABERR 7 —Y (W165xD300xH150 mm) 28 L7,

FUA T RESFR TREOESTRICRHE L BT RITE 2 E0OEE TR L,
BT, BMEERETENGREIIEICHRETARICORB Lz, i, BERIA LN
P oOWTIE, ROBEVPHRD K 51T, BAROERRCH B L, BN, 77—
BROTZ 2703, BoTRCaEm L, £/, ¥ 774 b (1 E, 7 R0V 14 BRHREE)
WZOWTITERZEICHRET AL T v 7 25 LT,

FIRHIERE R MF (2 v MER 120611, 4V = ZLVEERTE) %, ek B BT
EAKEKITHAKEE COEBIREN 3~5 ppm 2D X HICREEZERT NI UL (Fa
— T v R) BERMUIKE, ENENEBHERIEZ, ARUEERSBHIIA— 7
L—7E (121°C, 30 0f) LEeborkZhEnEA L,

FIRHE BETN DIR A OGN T — % 2 AF L, KERERETEENERFEDH
Bt R OEEOBELERE] (1979) 22512, YRBRER CEDZEEENTHD Z L
THER LIy NEER L,

EIKIZOWTIE, BEFBE O KEEEIZRET 245 (BEA¥BESE 101 5)
WCERLTKERELZE2EOHEECTEML TR, BMARIIICAF LZBRERERD
REBREEFERE TICAFELLBRERERDS, AESOEERH L VD2 2R LL,

15. AERT1E

15.1

15.2

WRYEORTEHE

HERERAR L LT, YRBHRT [ Anthraquinone D7 > MZBIT2 7 BRIRERO#
GEMRER] RBRES P12-0104, JEGLPRB) 2EM L7z, AERERBR T —
TR L-EBRMERE, SFE3EO 58ERO Crl:CD(SDYHES » Rz 0. 50, 250, 500 &
T 1000 mg/kg/day DHET7 BMERRE Lz, BEHETII—RREEEROEERAE
2TV, &5 1 BRICHIREOBREEENERIT o2, TORE. 250 mgkg/day 2L E
DRAETHREEDHER OFFRERBFED bz, —RIREBER MEEHERICB
THRVEREHICEEREESRD N2 L 225, 1000 mgkg/day DFEET 28
BRINERS L CHBAESCATEOEERBEHEEIRIA LRV E LT,

L7c3-> T, AFEBR TIL 1000 mgkg/day ZmAEE L, EAEL LT 200 mgkg/day %
B®RE L,
BEIERL

TBRMERGHE LT 2 AEELRT M, BHEOL 2B ET HEEMBELRE L,
Eo BEEGREROEAEEIC, 1B, 7RO 14 BERERICEITIVT T A M xR
BTz, LUTF. SR B BREE & e T 5,
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V774 MEOREHRTOBRERCHET — #1328 BRREHICED TR H-oT,

st p BRERE | BEEE @%%Eﬁ ENL7E S

(mg/kg/day) | (mL/kg) | IEEE(wiv%) (B ES)

AR (1 E#RS) 0 5 0 4(1- 4)
AR (7 ARE®&RS) 0 5 0 4(5- 8)
AR (14 BE®RE) 0 5 0 4(9 - 12)
AR (28 BR&E) 0 5 0 5(13 - 17)
BAEZE (1ERE) 200 5 4.00 4 (18 - 21)
ERE (7 BE®RS) 200 5 4.00 4(22 - 25)

| EAE (14 HRE®RS) 200 5 4.00 4(26 - 29)
B | K= (28 BREIRE) 200 5 4.00 5(30 - 34)
W EAE (1 ERE) 1000 5 20.0 4 (35 - 38)
2| =mHE (7 BE#RE) 1000 5 20.0 4 (39 - 42)
=HZE (14 BR#&S) 1000 5 20.0 4 (43 - 46)
EHE (8 Ff&RE) 1000 5 20.0 5(47 - 51)

153 ®EHK

a) WBRYEROFAML ORE

HEDEZFEL, AHENTHHE LB, a— Bz TREI Y, Zo%, =
—UHEZMATERL 20.0 WY DEBRYEREZFAE LTz, S HIT. 20.0 W% DHEERY)
BlRE~IRXF v I AZ—F—CHEBLENO—HEHERL, 2—HEMX THFRL,
4.00 w/vY% DHEBRME IR Z B LT,

TR R REOHBHERR REICHVCABEIENE T 2F v 7 BRICE
NENWINGT L, HEBRMERREORGE 7 ICTHET (ERIE 1~10°C, FE&H 1
~10°C) THRE L7, HBRWERIIFARE 12 BLINIZER Lz,

N T RE LT BREOHEBRYER K CERIT A% 5 B ICREICLERERE RE
SRRV L, AEEE CEERTERLEEICHVE,

b) HRMEIROH MR NEEEOHER
20.0 X1 0.200 wiv% DHERMEROE—HER ONGETRE TO 12 BROZERE, 4
HRERMEFR I3\ T X02-0264 TEIRIEE v~ 7 F 7 ¢— (HPLC) WZ XV FERR LTz,
B—MEZoWTIL, B ERO L, PROTEOYV T MOV THEIE L5
BREOEBMRE (CV) 23 20.0 BT 0.200 wh%DHERMEIR TEHLFN 1.3% KT 1.0%
ES%URNTH -7 binb, H—ThHDHZ ERHERINTZ,

v - EROMERE DI R |

I8 DR TE R D B

TEMEIZOWTIX, AFTRE TR 13 BRICHIE LB EREN, FARERZD
BIERBEIZR L 200 T 0200 whv%DHEEBRME IR TENE 100%K% TN 99.5% &
100£10% N TH-T=Z b, RESLET TR BEEZEETHD Z EMNFERENT,

-11-
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) BEICAVIERYEROBERER
FIENZFRE L7z 20.0 BT 4.00 wh% DB ER ORMER OBRE 2, YRBRERIZ
FV T X02-0264 THPLC IZ X W EER LT,
BIE LB ERENFREMEICT L 20.0 ZN 4.00 wy%DHEBRWER TFNEh
100% K% TN 102% & 100£10% AN Th o2z, BUICTHE TE - L HEL TR EICH
AV
154 & &

LEL 7, 14328 BfElER 1 B, BARBO®RE Lz, #5139:16~11:55 1X4T - 7=,
REIZIEIRT N BT =T (TAE) BT 2EHE (F4T) 2BV, BlEL
TeRFTOEELZREIZ, Smlkg TRE LZ, BWERII~ S RXF v 7 24 —5—CHEE
L7228 HIERBICHER LT,
155 —iikreglE
HEHETIIER 3 E (BE5a1. B5EEZ~1 FBEK, B5 2~6 BE%) | £E S
e—REEEBE LT,
15.6 FEMBZ2—ARIREBELES
28 HRERERICOWT, BEBRLGENC 1 B, #5BE%ITE | BOEE TREDEE
BRI, RERGBEOBEIIDWEHE RESWES) 2EIMT. 8oLt UEL
EIToTct,. RBREIHBITE 2VIRE (BRE) TfT-o7-,

T=UNLBY | F—VRFEEANLTHD, BE T — MR BT TORE (B
H RO UG LB EROEE) 2, 2a7 U v ECEM

PR N— %%%&U@ﬁ@T@ﬁﬁ\ﬁ%®%%(ﬁ%\%®5ﬂ&@&%
P D |\ KERUHERECE (R, BAKOFT /—8) | ROE
®H LR, IREREEROELE) | MERVOWHOFELEE
% 90 cmx60 cm DB A £ 1 L E 5 HLR) BX . B3,
TU—=TFTRTO | EEE PR, STORE, RIGFH., RE - 85F - 8, ¥RIT
ITENDEE BRUOEETHOREZEIE

1 SRIOHEERS (Eo¥) RUHEREE (RO7—1%) 2BIE

-12-
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15.7 HERERREE

28 HEBGREIZOWT, #54BE (5 2HE) 01 H, RKEOCEE*RE L,
FOGHER OB ANTEE 2 — BORIEBR L RERICRBRE DS HB TE R VIRETRE L=,

o |BEAK 3 om TR AU OB SIT 4 BERE L ZDK
R R
W B |BEECEIELLELEORIGERaT U V7 ETHM
FISHE | B B |REANYVITED 18 BERHAZEAR & xORIS2EE
AR B2 P CTE %, BLIIKEZY T E0ORGOEELBE
ZEH | K30em OFm IS, BMOERE LICLZRETEL LZL XD
AR |BEERGOREELEE
P BAA—FFGC2 (AT 4 R) 2RV, BIEROEEOEBHZ 2
ERE U, FHE CE A
7 v NAEBEREERE ACTIMO-10 (5727 /) RV, &
BREH= DEBEL 1 FEE (10 2RI T 6 E) BIE L. FAE (42.6 cmx26.5
cm O Z it 5 cm MR CTRA) 2489 > [T T

15.8 FEHIE
2HNIONWT, BFEORE (P U R) A, FTROBICEKEZREL-,
- B4R
- TE5 1,3, 7, 14, 21 K28 H A
‘ - HRBRBEOMEIE (FHFED)DOWHA. EARE)
15.9 fEEEEEIE
7. 14 RO 28 HREREGEIZOWT, EFEIMXE (FL hU U R) 2V, FEOH
WCEEEEZHEIE LT,
- BT HOKEEE
- BE 1,3, 7. 14, 21 RN 28 HEDOREEE
#E5 7, 14 K021 BEICREEENTRICEZHE L, BREOKEEFEE L,
BIELT-AHEELZEENOFRERRTO | BEHEHEEY KD, 28, FHER
ICHERZAT O BT OV TIREEDO AL ZHE L, O TR OO E I T 720
277,
15.10 jRigE
a) & R

28 HEREEEIZDOWT, &5 28 B B OF#%I2 W 150xD 200xH 263 mm D E &R {35

TeVEMEE L, BRFUKROERRETER £ TOH 16 BEREIOEHER » 5K
L7,

b) BREHEEBRUFE
R LIcEBREAVWKEOER ZEE Lz, RICEIHBHEROESHERIRE L
iR, BAER CTHERPEOREICEE LA kR Rb o, BHEEREICOWT
bRELXITo T,
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H B 5 B s
JRE (Urine volume) AR U Z X BEE —
éﬁﬁ (Colof). IR 2 _
¥ Y (Turbidity)
RiZZEE (Uosm) KAETIE A
pH
EH (Protein) HEREE
2 b & (Ketones) FEBRIZIITZT T AT 4 7 A (—RA | —
¥ (Glucose) Y R) EER)
P& (Occult blood)
PRILFE (Urinary sediment) Sternheimer Z5{E B

EAES A BENESEEE OM-6040 (7—2 L o)
B: VAT AAEMEMEE BX41 (VU VR R)

15.11 Mk
a) R ORERE

FRBHICOVWTERKREBOFE» LA L, BH (A 16~20 BERIHE) |
CO,/O, {BETT A RREE (COx0, 1R A H=4:1) T CEHRBMRNSEXRFED LB VML, #
ERBEERM Lz, 2B, V754 FMECHOWTIEMEDOREHERL I Th R d o -, £
7o, 28 BEBEEIZ OV T, N7 AV —U RNABRME (AAXY by« FooFy
V) ERVCTIR AR LEEIEF L, =B T2 BB LB %, -20°C T 24 BEfEE
ElLlz, ZDH, -80°C THRE L. FIAT7TA X&RH L TELMETEEMTIERTIC %

F17=,
BRAERE YERLY5 4
- EDTA-2K #MERIM A SB-41 (1 v FBEE G1056, A A v 7 R) T
==

i U 7= 1k

RAAMBR=ZFT P UK (2y NES WEQ6248, FItMZET %)
Mm $E | D32 wh%KEERZ 100 L 30 U720 5 R BIERERE CHm U, 0508
(3000 r.p.m.x10 mins) L C/E7-MM5E

M 3EF | T ARREBRE CHRM LR 0SB (3000 r.p.m.x10 mins) L CE7-MiE
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b) IM¥EFAIRE

B10-0104

SMBUMIEY BVKECEERHE L, 4754 MW TIE T e her By
BEER R ONEME(LE Sy b e v R T 2 2R F U OBIEIZ Th o T, £, T_TODIHA
BIZOWTHBREIE TE 272, £z AV BEERITIER L2 2o T,

H H 5 Ik ET

FRIfEEL (RBC) R REARIE
~EJ o UEE (Hb) VT URA MANES O EUNE

' RBCx MCV
~T 7Yy ME (HY —
SEHIRIMEREFE (MCV) SR B AR IR

Hb

FHRMBA~E S 2 L& (MCH) ox10°
SRR~ o v EE (MCHC) . RBC xMCV X
M/ RE (Platelet) R AR B AR A
MR MEREC LR (Reticulo) RNA et ik
HiEk# (WBC) TJa—H%A FA N —¥k
HIMEKE 72 (Differentiation of leukocyte)

FHEk (Neutro) . U 2 73EK (Lymph) .

R (Eosino) . AFHEIEER (Baso) Ta=FA AT

BE (Mono) . REFELEER (LUC)
v hue v rEER (PT) FEELR G
EHEES b e R T T 2F R (APTT) FEEE LR R D

BRERE CiZidam, DITTmEs A
S

C: RAEMKRFHBEIER ADVIA 120 (3 — A X)

D: 2 HBREERERELERE STA Compact (R¥/= « ¥ T 7 ) AT 4

v 7 R)

-15-
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o) MRAEFAIRE
mEZAVWTREROERZBEIE L, 774 PEEIZOWTIRET AT UBRT X/
TG RT2F5—8, TI9=20T I ) M7V ART2T—8B, TLAHIETF R T 75—

Y. REZER, JULTFoVRURBEILEVEHIE L, FOMOER IZBIE LA -

7= :

\ H A ‘ 5 & BEER
T TIBT S RTEATET TR (b ssec i
T53=V7) M7 UAT7=2F—E (ALT) | UV ¥ JSCC EX(LxbinE
TN VT + 27 7% —F (ALP) p-Nitropheny! phosphate ¥
2y xR 7 7 —F (ChE) Butyrylthiocholine iodide £
FINE NN FURANTFH—E (pGTp) | LB carbony-d-
#2L X7 1)1 (T-Cho) COD-ESPAS E
FYZUEY R (TG) g ESPAS 70 R TR
RE23% (BUN) Urease * GIDH
7 V7 F=> (Creatinine) Creatininase - F-DAOS £
BEE  (T-Protein) Biuret %
773> (Albumin) Bromocresol green {5

) Albumin

A/G Ht. (A/G ratio) T - Protein — Albumin o
4 (Glucose) Hexokinase * G-6-PDH ik
BevUarey (T-Bi) BERIE
#RETHER (TBA) BRV A7V T E
MY o (IP) Fiske-Subbarow %
I 5 (Ca) OCPC ¥&
FrU A (Na) . Crown-Ether [EEMIE
AU UL (K) Crown-Ether [EE 15 F
e (e)) MO &%

FERMEE E: AFEEEOITERE 7170 % (B &1ERT)
F: BEfEEOPTEE PVA-EXTT (A&T)

-16 -
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15.12 REFAIRE
a) T &
ERBEICOVWTEKEREROE A OWT N LEMEBIZ, S E B KEIRY b A

U TREE S, AR, BRI, BT, BEME, E, EEROCERELZOREICD
WTHIRIBIEZ T o7,

b) HEBEDEROREEERE
(@) V774 hEE

LE, 7 &0 14 BRRGEICOVT, AIRBICREORE - MBEZHER L,

7 s H - AR
{H{kz R il
O - MR Lofii*
WK B fje+
AFEZEFR FER R bf+, MEEERISIIR* . T RIZERT SR
FRRER e ORB, /MR O E &)
EMEEFR BEE ORBER) | BREE*. B>
PR TEE FRE (ERAMEEED) | BIB

FARBRLISN D T 243 L2 8B 13, BER IR FRICEE T DA EF R (F
VR R) TEREZRME L, BliE, BRERUBEE ERITERZRH < ICHIEL,
EAOEFEEH L, BIBRIELGEE LD THE L, HFRIZEIRIIFEED—
HEEFOTHE L, FREIZER/MEEZED TRED OB 10% P HERE
B~ ARCRIEL, BH, EADELZRENOHH L CEERHE L, EE
ZRELICREICOVTIE, SR BICRE LFEL RN EELEH L,

-17-
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(b) 28 HREH& 58
FIBRRICIRR ORE - A BB L 72,

o B E - AR

PPOR e R SE. fb

s BTl B, B (T2EBE»OER. S VIREED) |
N '

D - MER Cofi*

WIRER R Bhgr. Bt

o TR, R LA MEZERTSIAR*, T UZERTIIRR* .
BE (EEEZ2T)

FERESR B ORB, /MR OEEZET) | B LFmHE

e sE BRE (RBRE) . BEY » )8, BREEY <87, Rl
e i+

IR TEE, FRE (ERMEEED) | BB

AR ARER

B - BHER BHH ORERED) | B (KRRE)

KE - R | 3R

SE R OBEREIL 10%F HEEE S L~ U R AR L8 RO 10%
FIERE SV Y R EEA L TRIRICRIE Lk, NEYZKERE L,

FARBRLISN O T+] 243 LT3R BT, BEBRUIRFRICRET 23N EFRR S
VI DR) TERZRAE L, B, BERORBE LEIZELEZH 2 ICBIE L,
EREOEFZRH LU, BIBRELEE LD THE L, HFRIENIRIIRED—
B0 THE L, BEIEEREED CEBHZ R TRELTERL, E8%
BIE LT, FIRBMIERAMEEZ SO TRE D bOBEETIC 10% T HEE L~ U o
BICREL, 2R, EE0EZ2KENPOOB L CERZRHEL-, EEZAELE
SEWCOVTIE, BEIRICAIE L-REX RICHETEELER L,
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¢) MEBOETE KRR

B L-E3E - BT, UTO LY ICEERURE LT,

fHigis. EEZRER., IMUEED FRENS (FIIRMAI & DR HE % S A RIC
B> 2~3 mmiEDMEB 4 AR L, BEEFRAEMTAICE L, 2750
EENIS5gUTTHDI L EHERE. TNTNEED 5 FEL LD RNAlater® (Ambion,
Inc.) ICRES®T, 15g 2B 2BATEMA OFISEZ 0% LTS L=, HEikA
%, -80°C TR LTz, SMAEZEDBEFRBEEMIT AT ORRE DK SR UE
D DELE 10%FHEEER L~ ) VIRCTEE Lz,

T, EAR L ICEEZRER., AROFREHALIAELET L 5 ITHEM T 4~5
mm EOMERA Z I Lz, A DHEERY BV 2, ER TS L, 5%
8 3 mm CAIPIZHIED U RNAlater [ITIEE L7z, Y QX5 LHMHE, BENS, BEE
EUORBEZZTTH 7Y 7L, ZREh RNAlater IZBE LT, Y OESITKA
#. -80°C THRIF L7z, EBNX 10%FHEBEE R~ U VK CTEE L,

RRIT, EABXICEEZBEIER. A% 4 5B, kA O¥5% RNAlater I[Z
B L7z, &Y O¥5iokntk, -80°C TRIF Lz, ERIIREETEy bV UETEEL
77

BREKI, EEXRER. EFLVEETE Y PY URTEE L,

REZERTI AT, EERER, EF T L. —F5 % RNAlater ICRE LT, 2V 13 10%
FHERE AL~ ) VIR CEE L,

fix, BEEZRIER, KGLEAZ D=8 (A EF ) —:raakl s BREST
=6:3:1) IKRIEL, £DH, KET TSRS 5 LIz, AR Z ) — I L
2o SHITKIMTTIRED LML, 1 BEBEIC2E, By ) — 12 LT,
KIGTT—BIRE 5 L7cth, |k F ) — L EHESZHEL 4°C TRE L, BELER
BHIGRA 2 RS U CREB T RFEICENN L,

KERBIE. 720 % BEREE A b AR BT SE T L7, W% 40k L. RPMI1640

(Life Technologies) 5 mL TEHBZHLWVEL, 70 pm DA v =253 @LTCa=hLF
—ZIZEMR L7z, 4°C Tl (1100 rpm. 5 o) #%. LExXBRWE-, BE® 2 mL O
RNA/DNA Stabilization Reagent for Blood/Bone Marrow (Roche Diagnostics) (2 Bl & 8,
FREIRE TIERRIZ-80°C THMRF Lz, FANEES 2 ST X 5 IR L., 10% PR
BEL<Y VR TEE L,

PEfgI S EEERIER. PREH LT CIE 1~2 mm OE#A % 1 #H L. RNAlater
WCRIE L7z, 220 1360 5 mm FIRE TEI 0 IA A% AN 7281 10% R L~ U LR T
BEE L7,

fappit, EEZAER. EFTIH L, —F% RNAlrer IZBE L7-, BV IX 10%F
PHEREE R~ Y VIR CEE L,

TEMET, EEEEIER. RNAlater ITEE LT,

RNAlater \ZiR18 U 72 B0k E RNAlater Z I S B 5728 4°C T 24 BEEHE L
72%. RNAlarer IZRIES W EE-80°C THIEL., RIA T4 22 RE L TLLMTME
BRI FRRTIC AT LTz, -80°C BERE LIZERIC DWW TS FSA T A A5 RAE LTE

-19-
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MR IEATIZRTICE M Uiz, 728, 28 B AR SEEOMIEIZ >V Tk RNAlater 1213
BSEIREET 4°C T4 BERIRE 5%, MBAF 2RV HE L TREEE T THEEREL
oo MRIKZFR THFERT LTERIZ N 7 4 o v S TR MR ENITIFERTICEN Lz,
TOMDIEFE - ML, 10%FHEEER L~ ) ETEE L,
d) REMEMFRE
(@ V774 MR

LEL 7RO 14 BRAREHEOIBEREAERICOVT, . BlE BHE.
ASZAR, BRE (KBRE) | Mg, WO T 740 o ABEgy A 2 ERL, ~~ b
FUU -3V (HE) ek, AFBEBENICRE L, B8 (KEE) 1324
D H LENZ 10%I5EE - S~ Y VIR E AR 21T - 7=,

F7e, 1 ERERETIINE. 7 BHESETIIFRE MR, 14 BEAREHETIZ
TS, B OIRIC OV T, AR CHRBME O 5ICBE LB ksl Ebh
e, TNETNEAERIC OV T L REABRFEINREEZT- -,

(b) 28 B Hi&E5#

MEHEEOSHEREIZOVT, MEOTEEARZBRODTERLEZTNTOSEE X
MRRDNT 7 ¢ B 2 ERL L, HE e td, SR mMEMIcRE L, &
ROVER CRBRE) 13810 B LATIZ 10%8588 - i< U VI X A BIK &2 T 7=,

7o ilE. BIEEROERIZOWTIE, BAER CHBRYEORSICEhEL-F
ERgEb 2z, BRAEFICOWTHREABRFEORE LT, 2. ARH
AR OBEERE & L TEAERED 1 ] (No. 32) DORBERUMEE LEICHOWT
BEZTo, SbiT, Eigic>W T, EEERVERERD HE LEERIZBNY
THREBERICBEERDOILENRL LN, ~EVTFT U L OWRERSDILE- D, STREE
D 2 ] (No. 13 T 14) IERFAERED 2 ] (No. 32 B 33) RUERERED 2 4 (No.
49 KR5TSNV Y v ERAICLIBREZTo T

15.13 BREHFRITTIE
FE, EEE, #H, BREHE, MRFORE, LIRELFIRE. RE. RESBE
RUOBREEEDHREIZ OV TIL, Bartlett 152 L DESBBELITV. 5% E BAKETES
B DN HEIE Dunnett HEIZ L BREEZITo 70, SHENRD bNRVEEIT/
X7 A YU v 7 @ Dunnett {512 X AREETTo 7=, PrEES (B0 RUHERER (R
DT —=NE) 1%/ %7 A MU w7 @ Dunnett IEIZ L ABREZ T 72,

16. RBREBEOEEEICEELZRIT L L EbNABEER K OREBRIIEEZ) b OB
RBRABEOBEIEICEELZRIZ L BN ABEER K UOSRBRIEE) b OEBIIRD
LR T,
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17. R AR

17.1

17.2

17.3

17.4

17.5

17.6

17.7

—f%IREE (Table 1. Appendix 1)

1000 mg/kg B THRERD 13 B, THIA 1 FllCH bz, 200 mgkg B TIIBERD 13
Bl bz, BERIIRE 3 AEURICREHMMZE L CHESR, THIZRE3 |
BICHEEIIZA OGN, MRETIIEEIIRD b0,

FEME72—RIKEE (Table 2, Appendix 2)

IR 5 R THEEER O RERIC A B R AR bR, hosEmE s E B
IBWTHHBRMERGHROBHICETEIRD b0,

FERERRZ (Table 3. Appendix 3)

ERYERSGHETEARVERESEICERREDIIRD b T, FOSEREIZBWT
LR ER SHERUONBEHICET IR b hoTz,

f&. E (Fig. 1. Table 4, Appendix 4)

1000 mg/kg BETIRE- 3, 7. 14, 21 K128 A BICHEREEIEMEER (HREEO
94.7%. 95.6%. 92.6%. 90.4%K% T* 88.0%) 234 Hiviz, 200 mgkeg BETITHEE 28 A BITIK
EMER GHEBEED 91.9%) BAHLNT-,

ZEEE (Fig. 2. Table 5. Appendix 5)

200 XU 1000 mg/kg BETHRE 3 H BICHEREME (ZRTHRBED 90.0%& T 83.4%)
BIHLNTH, TORBEEREBIRD b RhroT,

FRFEZE (Table 6, Appendix 6)

1000 mg/kg B TROGADBE(LD 5 Bt 3 FlITAH LI/, 200 mgkg B TITROETH
DB 141, Beafbd 4 FlCH DN, ZDIEh, 200 KU 1000 mg/kg B TRILE
s L IXE R DREOHHERIT R b0 ed, ZORRN D, ROZEFICHER
WEXTEOREMPTHLIcb D LB X -, RERVRBBEEIZ OV TCIIERDERS
HICAERZEHIRBOONT. TOMOBREER CIIBEICEFIIED bR o7,
iR Ty

a) MERFAIFRZE (Table 7. Appendix 7)

b)

1 B 5TV T 1000 mg/kg B CHRERERMROFE L2 BEN A BTz, 200 mg/kg
HTITHEEREHIIRD oo T,

7 BF&REEITIBVT, 200 XU 1000 mg/kg BT Ht OF B2 {EME. 1000 mg/kg B TR
MERE KR Hb OFEREME, M/IMRER CIRARMEREEOFERBENRD B
72UED>, 200 KON 1000 mg/kg B THHEERMEORF B RIKEN AL LT,

14 B RBEEICB VT, 1000 mg/kg B CHBERLEROFEREKMERH LN, 200
mgkg B TIXEERENIZED bhied o7z,

28 HEREEIZRVT, 200 X O 1000 mg/kg BE TR FRMEEHROAE 2 EE., PT
KON APTT OFERIER, 1000 mgkg B T Hb X O Ht OF B/ EENFED biviz,
MRAEILZERIFRE (Table 8, Appendix 8)

| B BB IR ERERICEERTHIIERD N o T,

7 BB ERIZBW T, 1000 mgkg BT ALP OF BREEN A -, 200 mgkg B
TIHEBEREBIRD N2 o7,
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14 BREH&EEIZBVT, 200 ZT 1000 mgkg BET AST, Z L7 F=URUAE U L
B OFERKERAR LN,

28 HEREFIZIBT 200 R TN1000 mg/kg BE T LT F= o RUNMLEOH E 2 KHE.
1000 mg/kg T2 Y V2 X7 53— M) Z U ) FROKREHEBEOAEERIKE. »GTP.
BRY VRN T AOFERRENA LN,

17.8 REFRIRE

a)

b)

ZREEE (Table9 & TU'10, Appendix 9 KT 10)

1 E&REEIZRBV T, 1000 mgkg B CHIBEOENEER ENEEOAERSME GF
FREED 122.6% K TF 120.0%) DF8D SN2, FBE EEOHAEEOEE RIERENR L
b7, 200 mgkg B TIIFFIROM R UM EEOEEREE GHBED 115.9% K
115.1%) 3% b hie, |

7 B FREREIZIV T, 1000 mgkg 3 CHABOMEXI EER RN EEDOE B2 S (it
FBEED 166.7% KT 1724%) . BIROBNEEOFEREME GIREED 112.0%) 3R
b7, 200 mgkg B TIIFFBROMEX R OFIREED A BEREE CHBEED 1342% K0
138.4%) DA BT, |

14 BREHEEIZIHVT, 1000 mgkg HCHRMOBTEER BRI EBDES R SHE

(RFFREED 1652% KX N 177.8%) . BIROHENEEOFELHE GHRED 117.4%) 2
O HALTZ, 200 mgkg FIZRWTHFIROMES R UM EEOEELEME GFRED
142.7%K% 1 144.7%) | BROHESEEOFTEREME CHREO 1122%) BAHE5hT-,

28 HE®EEEICBVT, 1000 mgkg B CHBOESEER CHNEENDEE L SHE

CRFBREED 156.5%K% 1 179.6%) . BIROHEMNEEOAEREE CHBED 127.6%) .
PIROMMEEDH B REE CHREED 1324%) | BIBOHEMEEDES T EE (TR
BED 122.1%) RO LT, 200 mgkg BT W TS PO R M EEDO T S/
EESUTEEER CHREED 134.4% KN 146.3%) . BROBEMSEEOEEREME (of
RREED 1179%) | BIBEOHMEEOCFELEME CHRBED 1333%) B’RD LI, =
DIEH>,200 KT 1000 mg/kg £ THREFIRAE LA B2 EE TR EE R CHBEED 91.6%
RO 87.6%) L. D, MEOTEREOCHESEEDEHEEREEN A HILE,

# #& (Table 11, Appendix 11)

1 Bl G # CRERVERSH RO BRICET XL N2 oT,

7 B EHEEICEV T, 1000 mg/kg B THIRD AR A 4 Fl2F1258 S 1177, 200 mg/kg
HRUHBETIEERIA N 22T,

14 B EHREEIZBVNT, 200 KT 1000 mg/kg B THFREDIER DS F L FHL 4 HlI2EIER
Db, RETIIRTIIALN -T2,

28 HAIFEREICEV T, 1000 mg/kg BE THFIRDIERA 5 FlEF, BIRO FENEDEX
BOBIEOBEIHE 1 BIZFED biviz, 200 mgkg BETIRAFIROIERD 5 BIZZ2D 5
N7Eh, AREREEOBER? 1 FlIcA bz, SRETIIEZIIRD bh2ho
77,
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¢) JRERAEMKFERIRE (Table 12, Appendix 11)

1 B SRV T, 1000 mg/kg B TRAE O /NET OEFARRIER (BRE) RUTRRE
PERTHERRERSE (BRED) 2% 4 4 1 FlIZER bz, 200 mg/kg BETIRAFIE DO RBHERF
MRSt (BE) B 1FICROonic, SBRETIIEMOERELREN 1 flichbh
77

7 BRI EFIZI T, 1000 mg/kg BE TGO/ NEF DMEFFRIRIER (FEE~EE)
ROVNEFODHERTMAIA b DI FENE (BE~FEE) 284 Flefl, REMEIFRIaEST
(BEE) 216l BigO S ofl (BE) B 1HICRDOONT, BEEEEEHRALN
BB TIIRE LA DR Do 72, 200 mg/kg BETIE. FFEO/NER OERFMEE K (8
BE) ROVINESLMERFMR b VAN &E) N401280 6N, dtBEETIEE
BROBEOEIRD 1 Flici b,

14 A FEREREIZIV T 1000 me/kg B CHFIR O /INE P UMERFHIAAE K (i pr~ E )
FOVRNEROERTMIES & D IFENE (FEE~EE) 24 Flef, BEETFmaEEst
() 25 141, BROBESNFOEAIRAE AN BE) 233§, B0 > -Mm
(BEE~PEE) 233 IR bivz, 200 mgkg BETIX, B /INE 0 FFHT A AR
K (BEE~FEE) ROVNEFLEFARS b EFEE @E~F%E) R446, B
RVERTHEREEESE () 2261, gD 5 oM (BREE) M3 FIcmd bz, WMBEET
FEFIIFRD N7,

28 HHHREHIZI T, 1000 mg/kg B TGO /N ES DT E K (P2 E~TE)
R OVNER OIS 0 B TENE (hESE~TE) 25 HL6. NHAEE REF)
EOMRBEIEEEIE (BE) 2% 16l BROBEINE O RME e (RE
~FEE) P36, BRSO ol BE~FEE) NS5H, ~EDFY LihE (BRE)
261, BEAMEMTTE (BE) B3FIED LN, BEERCSHRLLN-EBT
FEEITRO ORI o7, 200 mgkg BETIE, FFIEO/NEF LMEFFIDIE R (BRE~
FEE) ROVNETOERFMIE b O RETENE EE~PEE) 2546, REBEFRE
;I (BE) 25 16, BROBENE OEAIRME LN EE~T%E) 2R 2 4,
PN 5 - (BE~FEE) B5H, ~EJF UL E ERE) 283 6. BAEDTT
# (EE) B4R oI, Z0iEh, ARMICEREE LEOBEHENHR BN
1 I CHEMEDREFAFESHER SN, £z, 1000 mg/kg BE K Ukt BEE CREERT IR
U REROFIREERE 1 FlICH BT,

725, 28 AR EREDOKRREE, 200 X TN 1000 mg/kg BEDE 2 FHIZ-2WTERE L7 &
DAY FEREIE DRETIZ, STBEICB W TEREME N b h o - T
DEFRD B NTZDITH L, 200 KT 1000 mg/kg B TILARIEREIC S IEME OHEIIAZED 5
. BBEABENRANTVOFT IV THDL I EAERSHE,

i
[\
W
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18. & £

R BITERRREE LTESERASNTEY, b M TIRERAMEDF4 72 E S

NTW2nd, ZEREV TR +ARIERRIELNTWVWSD L LTEERAFIEEE

(International Agency for Research on Cancer, IARC) DFENAMETMETILZ A —7 2B (b b
WX L THEBAMEDRH D FIREENH D) IZH5EShTWS (ARG, 2012) , EBREMWZ AW
TEREBAERRLE LTI, 2 FHREESHBIMTbN TR Y . ~ U2 DlfkE CHaRE
FOWB A, HETHEFMAE, 5y NORTERORMEEER OBEROBIT LR ILEE. 1
TEBORMEREL OB A, BEOBIT ERILBEER U5 A. FFHREE D3 4 AN
Lzt ®mESNTNS (NTP, 2005) o ABBRICKV T, AR Big, g, MR OE
B~DEENRD I,

T3 282 L LT, 1000 mgkg BT 1 HES%2 OB RUOENEEDSE. 78
F&ERSE»ORIRMRERE 2 b, FEABRZORE IV T, | BRE#ENG/NE
FOOMERTERRIER. 7 BREIREED B/ANEF OMETAIREC b 0 B FEMNED b, BEH
igtwi%‘ﬂu&aﬁéb\E%E&U%ﬁﬁ&f@_tﬁﬁi&fahm NERIAEFMBERE L & DAY
FEEIEDREARROFTEIC L 2EEMEL L E X b-73.28 BRIREZIZ )-GTP D&
E. PT X' APTT DEERH LN Z E D, FEEXIFEEET LA LT LE X T,
2B, FHEEBRFIREICEOT 1 BRSO REEFREEER L N8, Wb
BEDRETHY . BREEHOEMIEE ) BECECRUORBMBEED FARL LRV &
MEECFRREICBOTFARBERO LA RRD NN enb, BRRERE L
M U7, BRI~ OFEIL, 200 mgkg BB T H 1 ERE5% b FFEOES R O E
BEORME. 7 BERESED O/NERMEFHEIER RO b 0 FEME, 14 BRIBEE»D
PIRAIER. 28 AMHEHIZ PT R APTT DIER & L TR D b,

EhEICR T 5 EE L LT, 200 mgkg BT 14 HREAREEH SHMEEOSE,. 28 B LR
BERICBEESVE ORI E 2R M. 1000 mgkg BET 7 BRI E# O LHEGEEDOSHE.
14 B 5% 0> 6 BB OITALIR S 22 R0 Z5 0, 28 B R 512 I WIRRE RS 5 5 -,
MEEFAIREICBOTIBES 27 T/35 A — 2 OBEIIRD Lo -8, B8R
RALDBHER SN s, BERE CIIBUERORBRICORNRAFREERD S L E X -,
728, 200 XU 1000 mgkg FHTHEEHEOMH NS A LN ROEE BEFE) 1X. BHiC
PR S - B ERE O RIER LB &£ 2 7=,

MRITKT28E L LT, 1000 mgkg BETIHW T, MREHRE T 7 B RERE5Z 2R
#%. Hb XU Ht O&fE, 28 BE#EE%IZ Hb RO Ht DIEENZED Sh., BEBR O
HEMMPE LI LIVRENT, BMORRMF L L TiL, FEEOREICE VD TRILEKD
BERTTEZ R T 52 (7 BRRESLEIZEIED 5 >, 28 A B ESZICERDO A~
TUEE) BHRONZZ D, BRTOBELATTE LD EEL2 -, ZhicsT L, &
5 7 BRUBICH b= BRI R OBER O 28 B EH 5515 5 - g0 st
M TCERE, BMERMA~DORISEELE E 21, F7-. 28 BREIBRERLICRD 5z BED
BENAROEMSEEOCRMEIZ. 5o, ~EDF U L bER OBEIMEL TTE S K L7251k
EEZ b, MIKR~DEEIE, 200 mg/kg BEICBWTE 7 BREIRS£IC Ht ORE. 14 HiS
BERUBEICERO 9 oM, 28 BHHSHICBRFLREEEROSE, BROEESME, ~

N
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FEVT Y LERUHIMELTTE S LTRD 5N,

BEHIR T 200 KUY 1000 mg/kg B TH LN EERER C—BHEOBEEEETL. FF
g, B IR 2B EL R L2 b D EEZ b, 2B, 1000 mgkg BET 1
BHCTHRDFEBEN L ONTZD, BEOTHD L1 HERMFTR M L, £/~ 28 B
FEH#IZ 1000 mg/kg HETA ML RIZERA LZELE EZ LN ARIBROETEEDSEN L
DI, REMERFIRECIEERRD N o7 2 b b, BRZEHESRIIS W
CHIMT L7z, Zf, 28 ARSI 200 KT 1000 mgkg BET O, MR O TFEREOMS
BEEOSHENRLONTN, BHBEENMEETH Y | HEEREIRE 21T - 7= LIER O
ICBENELDNRBD NN 2 b, FRERMEICEE L -L8EE2 -,

BAREINHEFRDEITHEEE» LRI SNH%, 25 0ME. & < ICIEHREICSH
T5, BRTRABIBRBESN, HFEORBICERE TS &<, AP, EHRORES
~PRE S D, RPICHEE S4B E 22 REMIT 2-Hydroxyanthraquinone T 5 & 4 ST
W5 (NTP,2005) . 7o, MORFRBHM & L THE SN T3 1-Hydroxyanthraquinone 1=
DWTHL 7 v MZBWTKRE, R OB ICEEL25 &R TL 0RENH S (Mori et al,
1990) 23, ARBRCTROONE(LL OBEENIZIRBETH S,

BEHE T IR EHRR TRICA DN F DM OEE, AEEEED2\WEETH
DT L, MUICEAET OEMAED LNV &, IBRRERLEL LTHESNAFAT
HHZLEND, HRMERS L IXEEDRWE(L L E 27,

UEDLBY | ARBRCIIERMERSIC LV B EHEONL L. T, Mgk 0
IR~ DEFMEEZERRDO b1, BB ~OEELL LN, FOMOWELER, FEER L -
ME%R, AFEIRR. R, KRR 5 BHRR. LB~ ShA»-T,

19. 25 30k
IARC (2012) IARC monographs on the evaluation of carcinogenic risks to humans. 101, 41-70.

Mori H, Yoshimi N, Iwata H, Mori Y, Hara A, Tanaka T, Kawai K (1990) Carcinogenicity of naturally

occurring 1-hydroxyanthraquinone in rats: induction of large bowel, liver and stomach neoplasms.

Carcinogenesis, 11, 799-802.

NTP (2005) Toxicology and carcinogenesis studies of anthraquinone (CAS No. 84-65-1) in F344/N rats

and B6C3F; mice (feed studies). NTP TR 494.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of general clinical observations

B10-0104

Sex Signs Administration period
mg/kg/day 0 200 1000
Male ss sS ss
172 17 17
No abnormalities detected 17 4 4
Brownish urine 13 13
Diarrhea 1

ss, scheduled sacrifice animal.
a) Number of animals examined.
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Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations (scoring scale for detailed clinical observations)

B10-0104

Removal from cage Ease of removal -2 Noreaction
-1 Veryeasy
0  Easy (slight resistance)
+1  Difficult
+2  Very difficult
Vocalization 0  None
+1  Vocalization during handling
+2 _ Continuous vocalization
Handling obsevations  Muscle tone -1 Decreased
0 ° Normal
+1  Increased
Subnormal temperature - Absent
Present
Piloerection - Absent
+  Present
Staining hair - Absent
+ Present
Unkempt hair - Absent
+ Present
Paleness - Absent
+  Present
Reddening - Absent
+ Present
Cyanasis - Absent
+  Present
Lacrimation - Absent
+ Present
Exophthalmos - Absent
+  Present
Pupillary size -1 Miosis
0  Normal
+1  Mydriasis
Salivation - Absent
+ Present
Secretion - Absent -
+ Present
Observation in arena  Posture 0  Normal
+1  Crouching position or hunchback position
+2 _ Prone position or lateral position
Motor activity -2 Significantly decreased
-1 Decreased
0 Normal
+1  Increased
+2 _ Significantly increased
Respiration 0  Normal
+1  Slightly insufficiency
+2  Moderately insufficiency
+3 _ Severely insufficiency
Lid closure - Absent
+  Present
Gait - Normal
S  Staggering gait
T  Tip toe gait
P Shuffling (paralytic) gait
GD  Gait disturbance
Tremor/twitch/convulsion 0  None
+1  Tremor
+2  Twitch or convulsion
+3  Systematic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotypic behavior - None
C Circling
G  Grooming
S  Sniffing
H  Head bobbing
Abnormal behavior - None
S Self-biting
B Backing
C  Circling
R Rolling
W Writhing
V' Vocalization
ST  Straub tail
T Tail lashing behavior
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B10-0104

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

Male
Predosing Dosing 1 week
Dose {mg/kg/day) 0 200 1000 0 200 1000
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
rE:msgV‘;f' 0 5 5 5 5 5 5
Removal +1 0 o] 0 0 0 0
from cage +2 0 0 0 0 0 0
. 0 4 5 4 3 5 4
Vocalization +1 1 0 1 2 0 1
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle tone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
- . - 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
L L - 5 5 5 5 5 5
Staining hair + 0 0 0 0 0 0
L - 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness . 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
L - 5 5 5 5 5 5
Lacrimation . 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos . 0 0 0 0 0 0
-1 0 0 0 0 0] 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
L - 5 5 5 5 5 5
Salivation . 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
2 0 0 0 0 0 ]
-1 0 0 0 0 0 0
Motor activity 0 5 5 5 5 5 5
+1 0 0 0 0 0- 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
A +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
in arena Tremor/
" +1 0 0 0 0 .0 0
twitch/
convulsion *+2 0 0 0 0 0 0
+3 0 0 0 0 0 4]
- 5 5 5 5 5 5
Stereotypic g 8 8 g g g g
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
-8 0 0 0 0 o] 0
B 0 0 0 o} 0 0
Abnormal g g g 8 8 g g
behavior ™ 0 0 0 0 0 0
\Y 0 0 0 0 0 0
ST 0 0 0 0 0 -0
T 0 0 0 0 o] 0
Defecation® 0.2+04 0.2+04 0.0+0.0 0.0+0.0 0.2+0.4 1211
Urination 20x25 1.0+1.4 2021 2.8+46 1.0+1.0 0.6 +0.9
a): (count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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B10-0104

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

Male

Dosing 2 week Dosing 3 week
200 1000 200 1000
5 5

Dose (mg/kg/day)
Number of animals

wn
o

Ease of

removal
Removal +1

from cage i +2

Vocalization +1

Muscletone 0

Subnormal
temperature

+ 1

Piloerection

+ 1

Staining hair

+

Unkempt hair

+

Paleness

+ ¥

Handling

observation Reddening

+

Cyanosis

+

Lacrimation

+

Exophthalmos

Pupillary size 0

Salivation

Secretion

Posture +1

Motor activity 0

Respiration

Lid closure

Gait

Observation

inarena  Tremor/
twitch/
convulsion

Stereotypic
behavior

Abnormal

0
5
0
1
4
0
0
2
3
0
0
5
0
5
0
5
0
5
0
5
0
5
0
5
0
5
0
5
0
5
0
0
5
0
5
0
5
0
5
0
0
0
0
3
2
0
5
0
0
0
5
0
5
0
0
0
0
5
0
0
0
5
(4]
0
0
0
5
0
0
0
. 0
behavior 0
0
0

0
5
0
0
5
0
0
5
0
0
0
5
0
5
0
5
0
5
0
5
0
5
0
5
0
5
0
5
0
5
0
0
5
o]
5
0
5
0
5
0
0
0
0
3
2
0
5
0
0
0
5
0
5
0
0
0
0
5
4]
0
0
5
0
0
0
0
5
0
0
0
0
0
0
0

Ny
oooooooomoooomooomoooomomooomoomoooomomomomoomomomomomomomomomowooomooh
aploowoo
coooocococonoooonoooalooooanlonoooanowmoo|oouloanloveano|ouno alo nlo anlo ulo vjo njo vjo tjo 0 Olo = &
co
OOOOOOODUIOOOOU’\OOOU\OOOOU‘IOU’IOOOU'IO—\O)-AOOOU’IO0’\OU’IO(HOOO‘IOU’!OU’!OU’!OU!OU’IOUIOUIO(HOU’IOODU‘IOOW
OO0 0O O
OOOOOOOOU‘\OOODU‘IOOOU‘IOOOOU‘!OU’!OOOO‘ION(AJOOODU’IQ(J'IOU'|OU’!OOU‘!OU‘IOU‘\OO’IOWD(}!OU‘\OU’IOU‘IOUTDOAA

A% <smown Tueo [FEiol8vH0w.

o

0
Defecation® 0.0x0.0 0.4+0.5 0405 16+3.0 1.6+05 0.6+0.9
Urination 20+45 04+0.9 1211 02104 08208 1.2+£1.6

a): (count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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B10-0104

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

Male
Dosing 4 week
Dose (mg/kg/day) 0 200 1000
Number of animals 5 5 5
-2 0 0 0
Ease of - 0 0 0
removal 0 5 5 5
Removal +1 0 0 0
from cage +2 0 0 0
) 0 4 5 3
Vocalization  +1 1 0 2
+2 0 0 0
-1 0 0 0
Muscle tone 0 5 5 5
+1 0 0 o]
Subnormal - 5 5 5
temperature  + 0 0 0
. . - 5 5 5
Piloerection . 0 0 0
- . - 5 5 5
Staining hair + 0 0 0
L. 5 5 5
Unkempt hair - 0 0 0
- 5 5 5
Paleness + 0 0 0
Handling K - 5 5 5
observation Reddening + 0 0 0
. - 5 5 5
Cyanosis . 0 0 0
. - 5 5 5
Lacrimation . 0 0 0
- 5 5 [
Exophthalmos . 0 0 0
-1 0 0 0
Pupillary size 0 5 5 5
+1 0 0 0
s - 5 5 5
Salivation . 0 0 0
. - 5 5 5
Secretion + 0 0 0
0 5 5 5
Posture +1 0 0 0
+2 o] 0 0
-2 0 0 0
-1 0 1 o]
Motor activity 0 4 3 3
+1 1 1 2
+2 0 0 0
0 5 5 5
L +1 0 0 0
Respiration +2 0 0 0
+3 0 0 0
. - 5 5 5
Lid ciosure . 0 0 0
- 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
Observation GOD g g g
in arena Tremor/
. +1 0 0 o]
twitch/ +2 0 0 0
convulsion +3 0 0 0
- 5 5 5
Stereotypic g g g 8
behavior s 0 0 0
H 0 0 0
- 5 5 5
S o] 0 0
B 0 0 0
Abnormal g 8 8 8
behavior W 0 0 0
Vv 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 02+04 0.8+0.8 0.2+04
Urination ¥ 0.8+1.8 2.0+2.9 0.4 +09
a): (count/min) *. significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations
Male
Dosing 4 week
Dose (mg/kg/day) 0 200 1000
Number of animals 5 5 S
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
. +1 0 0 0
Sensorimotor 1 0 0 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupillary reflex 5 5 5
- 0 0 0
+
Air righting reflex 5 5 5
- 0 0 0
Forelimb
Grip strength @ ') (@ 418 +61 408 + 34 421 +52
Hindlimb (g) 454 + 47 436 + 56 405 + 40
0-10 (min) 149 £ 57 130 +54 164 + 41
10-20 (min) 97 £83 64 +63 86 £ 40
... 20-30 (min) 45 + 68 41 +18 59 £ 55
Motor activity )
[Interval] 30-40 (min) 69 £19 49 +£40 65 +42
40-50 (min) 29 +20 31+26 52+34
50-60 (min) 13426 25 +£29 44 +24
Total 403 £ 197 339 +148 469 + 103

B10-0104

*. significantly different from vehicle control at p<0.05, **: sig'niﬁcantly different from vehicle control at p<0.01

Scoring scale for sensorimotor function

Sensorimotor
function

Approach contact/touch response -1 No reaction
0 Normal
+1 Hyper reaction
Pinna response -1 No reacticn
0 Normal
+1 Hyper reaction
Pain response (tail pinch) -1 No reaction
0 Normal
+1 Hyper reaction
Pupillary reflex + Normal v
- Abnormal reaction
Air righting reflex + Normal

Abnormal reaction




Table 4

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

Summary of body weights (g) : Male

B10-0104

Dose
0 200 1000
(mg/kg/day)
Administration 1 149.72 150.92 151.35
period +7.69 (17) +5.71 (17) +5.28 (17)
3 167.00 161.27 158.18 *
£7.26 (13) +8.84 (13) +8.84 (13)
7 200.25 193.98 191.38
+11.62 (13) +10.74 (13) 112,66 (13)
14 258.19 247.33 239.10 *
+10.87 (9) +14.96 (9) +18.78 (9)
21 314.42 297.30 284.16
+16.13 (5) +12.91 (5) +28.51 (5)
28 359.10 330.00 316.18 *
+20.76 (5) +18.78 (5) +33.52 (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 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0104
Summary of food consumption (g/rat/day) : Male )
(mg?'fg/zay) 0 200 1000
Administration 1 18.88 19.85 19.85
period
+ 177 (13) + 1.69 (13) + 149 (13)
3 19.95 17.96 * 16.64 **
+ 128 (13) + 250 (13) + 235 (13)
7 21.52 20.82 20.56
+ 1.83 (13) + 1.86 (13) + 247 (13)
14 22.21 21.02 20.88
+ 1.56 (9) + 176 (9) +271 (9)
21 22.47 21.37 21.08
+ 106 (5 + 1.42 (5) + 368 (5)
28 22.07 20.23 20.96
+ 148 (5) + 151 (5) + 370 (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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B10-0104

Table 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
ltems
. (mg/kg/day) 0 200 1000
. 10.8 12.2 11.6
Urine volume (mL) 4.5 (5) £12.8 (5) £7.7 (5)
869.2 950.8 835.2
U Osm/L;
osm : (mOsmiL) £363.0 (5) 626.9 (5) £517.2 (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.

-36 -



Table 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0104
Summary of urinalyses: Male

Group Twenty-eight-day treatment

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

SY 1 0 0

Y 4 0 0

YB 0 0 2

PB 0 1 0

B 0 4 3
Turbidity

Clear 5 5 5
pH

6.0 0

6.5 4

7.0 1
Protein

- 1 3

* 1

1+ 0 2 1
Glucose

- 5 5 5
Ketones

- 1 3

=+ 3 3 1

1+ 1 1 1
Occult blood

- 3

+ 1

1+ 1

Color:SY: Slightly yellow,Y: Yellow,YB:Yellow-brown, PB:Pale brown, B:Brown.
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Table 6-3

Twenty-eight-day repeated-dose oral toxicity study in rats B10-0104
Summary of urinalyses: Male

Group Twenty-eight-day treatment

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

) 0 5 5 5

White blood cells @

0 5 5 5
Epithelial cells ®

0 5 5 5
Casts ©

0 5 5 5
Crystals 9

+ 4

1+

: Number of cells/1 Oviews(x400).
& : Number of casts/18x18 mm?.
®:Incidence of crystals/18%18 mm?.
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B10-0104

Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
tems Dose One-day treatr‘nent
(mg/kg/day) 0 200 1000

RBC o 0*/uL) ::?g ) 123:2 @ zz;g “)
Hb (g/dL) s @ 1058 4) i1a @
Ht (%) vat & cao (o oy @
Mev @ 209 @ 0% © 25
MCH (pg) igiﬂ (4) igig 4 ig;? 4
MCHC (g/dL) iifi @ iggg @ i?l:: )
Platelet (x10%pL) lggii 4) l;g;: 4 113223 4
Reticulo %) 15’22 @ l?gg @) lﬁgg @
WBC (x10%/L) i;g:gg 4 ;;:Z:; 4 i?g:gz O]
Differentiation of leukocyte

Neutro (%) l:fg ) l;jg 4 lgfg 4)

Lymph (%) :igg ) ii:g (4) zgig (4)

Eosino (%) ig::'g @) ig:gg @ ig:;g @

Baso (%) ig:fg (@) igﬁgi 4 i:):?: *(4)

Mono (%) iggi 4 *_23: 4 tzgg 4

Luc (%) té:l; @) féigg (4) i:J:?g 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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B10-0104

Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Seven-day freatment
(mg/kg/day) 0 200 1000
RBC (x10%/uL) i;ig (4 SZ: 4) ig}tg *(*4)
Ho (@/dL) fost 4 f070 @ e
Ht (%) i?;g @ :?:22 *(4) ggg *(*4)
. MCV (fL) iZlg (4 fjig (4) :st?:?: 4

MCH (p9) Jj:: ) iggg (4 igii (4)
MCHC (g/dL) iﬁjig (4) iggg (4 Zggg (4)
Platelet (x10%pL) l;ﬁég @ lﬁ-ﬁ? @ l?;;g Z«,)
Reticulo (%) 13153 @ l?gf @ ligg =(4)
WBC (x10%pL) éijﬁg @ igi:g: @ jgﬁ @)
Differentiation of leukocyte

Neutro (%) liig () 122(5) ) ljzg @ -

Lymph (%) iggg 4 E;g @) :l?g )

Eosino (%) ig;g ) tggg 4) ig?g 4

Baso (%) :ggg @ igfg *(4) ' ig:g *(4)

Mono (%) 1222 () i:]gi (4) iii? 4

LuC (%) i;:gf @ i:):gg @ t;:;: @

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.

- 40 -




B10-0104

Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
o Dose Fourteen-day treatment
(mg/kg/day) 0 20 1000

RBC (10%pL) Ziji @) Iﬁif, @ gg:? (4)
Hb (afdL) food ) 08 @ 270 @
Ht (%) 313 @ :g:gg @) gé: @)
MCV (fL) iijf,g @ 2;:13 (4) iﬁ: O]
MCH (pg) 13125 @ lggg @ liiig @
MCHGC (9/dL) iﬁii @ iggg @ ii:;i @
Platelet (x10*/L) lg;i? (4) lﬁ;g (4) l:g::: @
Reticulo (%) tg:gg ) ig:gz (4) :gig; (4)
WBC (x10%yL) l§§§§ @ ﬁiﬁ? @ iggsg @
Differentiation of leukocyte

Neutro (%) N 208 @ 270 @

Lymph (%) o @ e @ g 4

Eosinc (%) ig?i () ig::g @ igiz *(4)

Baso (%) igg? () igfg @ iggg (C)

Mono (%) ig;i @) iggi 4 tgz: 4

Luc (%) i&j?i @ ié??) @ tg:gg @

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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B10-0104

Table 7-4 Twenty-eight-day repeated-dose oral toxicity study in rats
. Summary of hematological examinations:Male
ems Dose Twenty-eight-day treatment
__(mghkg/day) 0 200 1000

RBC (x10%7uL) Zﬁ;i ) Zggg 5) Zg:? ®)
Hb (@/dL) foes ®) fo & 1048
Ht (%) i;ﬁ ®) :ggg ®) :?'.Z‘g *(5>
MCV (fL) :: j§§ (5) :f;: (5) i;g; 5
MCH (Pg) Joped ) | oyl ) w07a (5)
MoHC (g/dL) 2036 ©) o 3 s ®
Platelet (x10%L) Sg:g (5) lgg;ﬁ (5) lf;:gg (5)
Reticulo (%) iggg (5) tggg *(*5) tggé *(5)
wsc (x10%/uL) l:ggi (5) lggzg (5) l;g;g (5)
Differentiation of leukocyte

Neutro (%) ﬁg? (5) i:gg (5) lg:: (5

Lymph (%) -17_-12? (5) :g;g (5) 17:2?(1) (5)

Eosino (%) ig?: (5) iggg (5) iggg (5)

Baso (%} iggg (5) :I:g?g (5) tgfg )

Mono (%) 12;;2 ®) igﬁgg 5) iﬁ;i‘; ®

LuC (%) i;::g (5) 1(1)::: ®) tgii; )
PT (sec) lg:: (5) iggg t(S) ;;g: *(5)
APTT (sec) lggg (5) ilﬁ *(5) i??;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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B10-0104

Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
ltems
(mglkg/day) 0 200 1000
85.0 88.3 94.0
AST (unL) 5.4 (4) £73 @) - £34 (4)
28.5 29.8 31.8
ALT (o) 4.8 (4) 136 (4) +2.8 (4)
840.3 973.8 1038.8
ALP (1) +87.0 (4) +133.7 (4) +121.4 (4)
11.18 13.25 12.28
BUN (mg/dL) £1.59 (4) £2.35 (4) £1.00 (4)
- 0.145 0.140 0.128
Creatinine (mg/dL) £0.013 (4) +0.026 (4) £0.015 (4)
. 0.068 0.085 0.103
T-Bil /dL
' (mg/dL) £0.010 (4) £0.013 (4) 0.031 (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.




B10-0104

Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
lterns
(mg/kg/day) 0 200 1000
84.0 79.5 72.8
AST (V) £0.9 (4) 9.4 (4) £7.2 (4)
31.5 28.3 26,0
ALT au) +8.3 (4) 1.7 (4) 2.4 (4)
860.5 713.0 666.5 *
P
AL (o) +110.4 (4) +88.0 (4) +102.0 (4)
13.18" 13.15 13.35
BUN (mgfdL) £2.94 (4) +1.89 (4) £1.37 (4)
. 0.173 0.158 0.158
Creatinine (mg/dL) +0.017 (4) £0.021 (4) $0.025 (4)
. 0.055 0.043 0.033
T-Bil /dL.
: (mgfdL) +0.013 (4) £0.013 (4) £0.017 (4)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.
= Significantly different from vehicle control at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 200 1000
68.3 56.8* 55.0 =
AST (IuL) 4.1 (4) 55 (4) 3.8 (4)
26.0 20.5 19.3
ALT (L) £7.3 (4) 2.5 (4) 3.1 (4)
712.3 740.5 554.0
ALP (o) +120.3 (4) +106.2 (4) +89.7 (4)
11.88 9.78 14.38
BUN (mg/dL) £2.37 (4) £1.76 (4) £1.62 (4)
- 0.195 0.138 ** 0.158 *
Creatinine (mg/dL) £0.013 (4) £0.019 (4) $0.015 (4)
. 0.060 0.038 * 0.038 *
T-Bil /dL
' (mg/dL) £0.012 (4) £0.010 (4) £0.010 (4)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
ems Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000

AST quiL) s ©) 1 © 101
ALT (UL 3:2 &) igi ) ig:g ()
ALP (un) ‘ iﬁgf (5) ::g:g (5) égii (5)
ChE (uiL) J;Zg () igg (5) :ﬁ *(5)
v-GTP ' (uL) iggz (5) iggi 5 iggg *(5)
T-Cho (mg/dL) i:zj s i?:é ) :gf) )
TG (mg/dL) l:jg ) igg (5) lii *(*5)
BUN (mg/dt) jjgg ®) lfiﬁ ®) lf:g ®)
Creatinine (mg/dL) ig:égi (5) igf)?g *(5) iggg *(*5)
T-Protein (grdL) iggj, (5) iggg (5) tg:g (5)
Albumin (g/dL) ig-:s (5) iéfg (5 ig?g (5)
AJG ratio ¢ igggi ®) :gg:g (5) tggg; 5)
Glucose (mg/dL) 1::5:2 (5) ig::g *(5) iggﬁg *(5)
T-Bil (mg/dL) iﬁﬁﬁﬁ? (5) tg:gfg 5) ig:ggg (5)
TBA (pmollL) j;:;g (5) lggf (5) igi‘?g *(5)
P - {mg/dL) létlg (5) lﬁ?;‘ (5) lggg 15)
ca (mg/dL) o3 © fo2s ) 1048 )
Na (mEa/L) P pergs e
K (mEa/L) -_t(?):: ) t:gg (5) 135? 5
cl (mEg/L) 1:1:2: 5) 13::: ®) 1:11?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 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
L 4625 5.360 * 5.668 **
ver @ $0.401 (4) $0.223 (4) +0.198 (4)
Héan © 0.643 0.675 0.683
9 +0.048 (4) $0.031 (4) +0.038 (4)
. 0.653 0.648 0.650
Kidney(R) @) +0.084 (4) £0.054 (4) £0.053 (4)
. 0.653 0.658 0.665
Kidney(L) @ +0.087 (4) +0.048 (4) +0.044 (4)
Kidneve o 1.305 1.306 1.315
4 9 +0.170 (4) +0.098 (4) +0.006 (4)
. 0.690 0.685 0.630
Testis(R) @ +0.067 (4) £0.077 (4) £0.107 (4)
. 0.690 0.673 0.625
Testis(L) @ +0.082 (4) +0.044 (4) +0.102 (4)
Testes © 1.380 1.358 1.255
9 £0.144 (4) £0.121 (4) +0.206 (4)
T 0.088 0.073 0.065 *
Epididymis(R) Y £0.005 (4) £0.013 (4) £0.010 (4)
T 0.083 0.083 0.075
Epididymis(L) © +0.017 (4) $0.013 (4) +0.021 (4)
. 0.170 0.155 0.140
Epididymides ©) £0.018 (4) +0.017 (4) +0.029 (4)
0.075 0.075 0.073
Ventral prostate  (9) £0.024 (4) +0.006 (4) +0.029 (4)
Dorsolateral @ 0.053 0.053 0.055
prostate 9 $0005 (4) - +0.013 (4) $0.013 (4)
Brain © A 1.748 1788 1.798
9 £0.085 (4) £0.031 (4) +0.084 (4)
Sojeen @ 0.373 0.353 0.425
P g £0.072 (4) +0.049 (4) +0.049 (4)
— ma) 455.58 455.43 44075
Y 9 +73.81 (4) 3124 (4) +89.71 (4)
N 5.85 5.68 5.68
Pituitary gland (mg) +0.25 (4) +0.44 (4) £0.96 (4)
. 10.60 11.25 10.85
d
Thyroi (mg) +1.48 (4) £0.35 (4) £2.60 (4)
Adrenals (ma) 33.45 29.05 3218
+5.15 (4) +3.14 (4) £0.76 (4)
. . 127.98 128.83 130.85
Final body weight
' Yy welg © +8.33 (4) £3.82 (4) 6,59 (4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 9-2 . Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-day treatment
ltems
(mg/ka/day) 0 200 1000
. 6.073 8.150 * 10.125 =
iver @ +0.699 (4) +0.422 (4) +1.095 (4)
Heart @ 0.835 0.793 0.765
‘ g £0.062 (4) +0.005 (4) £0.066 (4)
. 0.803 0.823 0.868
Kidney(R) @ £0.071 (4) £0.040 (4) £0.103 (4)
. 0.785 0.825 0.845
Kidney(L) © £0.079 (4) £0.042 (4) £0.088 (4)
Kidnove @ 1.588 1.648 1713
4 9 $0.147 (4) £0.071 (4) £0.190 (4)
. 0.980 0.898 1.015
Testis(R) © £0.082 (4) $0.121 (4) +0.094 (4)
i 0.955 0.890 10,998
Testis(L) @ 0.049 (4) £0.104 (4) £0.096 (4)
Testes © 1.935 1.788 2.013
9 £0.125 (4) £0.225 (4) £0.187 (4)
o 0.123 0.110 0.108
Epididymis(R) ©@ £0.005 (4) +0.022 (4) £0.013 (4)
e ' 0.118 0.105 0.108
Epididymis(L) @ £0.017 (4) £0.024 (4) £0.015 (4)
o 0240 0.215 0.215
Epididymides @ £0.022 (4) £0.045 (4) +0.024 (4)
0.148 0.118 0.105
Ventral prostate  (9) £0.039 (4) £0.037 (4) £0.024 (4)
Dorsolateral @ 0.080 0.080 0.070
prostate 9 £0.027 (4) $0.026 (4) £0.027 (4)
Brain © 1.893 1.835 1.838
g +0.079 (4) +0.026 (4) $0.084 (4)
Soleen @ 0.478 0.528 0518
P 9 £0.081 (4) £0.079 (4) +0.056 (4)
Thvmue mg) 558.28 508.25 . 462,90
Y 9 £140.44 (4) +33.61 (4) £76.50 (4)
. 650 6.63 6.90
Pituitary gland (mg) £1.22 (4) +0.51 (4) +0.36 (4)
. 16.10 13.50 1475
Thyroid (mg) £2.79 (4) +1.24 (4) +1.86 (4)
Adrenals (09 3413 36.38 40.25
£7.18 (4) 224 (4) £6.19 (4)
. . 172.88 168.10 167.50
| body weight
Final body weight (@) £13.28 (4) +7.36 (4) £10.74 (4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
: Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) -0 200 1000
U 8.018 11.443 ** 13.245 **
ver © +0.369 (4) £1.035 (4) $0.321 (4)
Heart @ 0.978 0.928 0.920
9 £0.057 (4) £0.057 (4) £0.070 (4)
. 0.993 1.095 1.083
Kidney(R) © +0.061 (4) £0.118 (4) £0.070 (4)
i ' 0.955 1.063 1.053
Kidney(L) @ £0.045 (4) +0.122 (4) +0.053 (4)
1.048 2.158 2135
Kidneys @ £0.098 (4) £0.235 (4) £0.119 (4)
. 1.223 1.238 1.198
Testis(R) ©@ +0.046 (4) £0.143 (4) +0.061 (4)
‘ 1.218 1.230 1.178
Testis(L) @ +0.103 (4) £0.112 (4) +0.032 (4)
Tostes @ 2.440 2.468 2.375
8 £0.143 (4) +0.253 (4) +0.003 (4)
. : 0173 0.185 0.170
Epididymis(R
pididymis(R) @ 0.043 (4) +0.006 (4) £0.014 (4)
o 0.165 0.185 0.158
Epididymis(L) @ £0.040 (4) +0.006 (4) +0.015 (4)
o 0.338 0.370 0.328
Epididymides © £0.083 (4) +0.008 (4) +0.026 (4)
0.195 0.210 0.170
Ventral prostate @ +0.051 (4) +0.012 (4) £0.037 (4)
Dorsolateral @ 0.140 0.163 0.130
prostate 9 +0.043 (4) +0.026 (4) £0.027 (4)
Brain @ 1.835 1.885 1.830
£0.034 (4) +0.067 (4) +0.057 (4)
0.635 0.595 0.640
| .
Spleen @ £0.073 (4) £0.112' (4) £0.067 (4)
Thvmus (mg) 654.40 557.25 534.78
v 9 12559 (4) +107.94 (4) +59.67 (4)
. 7.60 8.68 7.90
|
Pituitary gland (mg) £0.73 (4) +0.54 (4) £0.55 (4)
. 16.13 17.08 14.45
Thyroid
yrot (mg) +5.13 (4) £2.83 (4) +5.67 (4)
Adrenals mg) 38.40 40.70 39.78
£3.15 (4) 5.04 (4) +3.27 (4)
Final body weight _ (g) 226.48 223.35 211.30
+11.09 (4) +15.84 (4) £15.25 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Twenty-eight-day treatment
ltems )
(mg/kg/day) 0 200 1000
y 10.238 13.756 ** 16.026 **
iver @ +0.534 (5) £1.861 (5) +1.898 (5)
1.162 1.202 1.140
Heart @ £0.090 (5) +0.034 (5) £0.150 (5)
. 1.178 1.288 1326
Kidney(R) ) £0.141 (5) 0,128 (5) £0.137 (5)
. 1.188 1.262 1.302
Kidney(L) @ 0141 (5) 0.109 (5) £0.124 (5)
Kidnevs @ 2.366 2.550 2628
t4 9 +0.281 (5) $0.230 (5) +0.247 (5)
i 1.582 1.518 1.514
Testis(R) @ +0.084 (5) £0.149 (5) $0.142 (5)
i 1.586 1.548 1.508
Testis(L) @ 0.109 (5) 10.162 (5) £0.168 (5)
Tostos @ . 3.168 3.066 3.022
9 0.186 (5) +0.310 (5) £0.309 (5)
- 0.378 0.368 0.356
Epididymis(R) @ $0.024 (5) 0.052 (5) +0.023 (5)
. 0.372 0.354 0.350
Epididymis(L) © +0.042 (5) £0.032 (5) +0.025 (5)
o 0.750 0.722 0.706
Epididymides @ +0.056 (5) £0.079 (5) £0.048 (5)
0.382 0.358 0.290
Ventral prostate  (g) +0.075 (5) £0.087 (5) +0.053 (5)
Dorsolateral @ 0.294 0.280 0.296
prostate’ g $0.054 (5) . . 0.045 (5) +0.036 (5)
Seminal vesicle (9) 0.892 0.824 0.940
g +0.142 (5) £0.178 (5) £0.072 (5)
Brain @ 1.944 1.984 1.938
9 +0.057 (5) £0.036 (5) +0.088 (5)
Soleen @ 0.710 0.860 0.818
P S $0.133 (5) £0.115 (5) +0.142 (5)
v ma) 614.94 567.42 482.52
Y g +144.80 (5) +68.67 (5) +146.90 (5)
. 9.56 10.54 9.68
Pituitary gland (mg) +1.06 (5) +0.83 (5) 10.55 (5)
. 20.22 21.94 19.98
Thyroid (mg) 216 (5) +4.37 (5) £4.42 (5)
45.92 47.64 49.04
Adrenal m
renais (mg) +5.01 (5) £4.05 (5) £6.23 (5)
. . 335.14 306.98 293.54 *
Final body weight
e body weig © £19.48 (5) £16.91 (5) £31.81 (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 controf at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
ltems Dose ' One-day treatment
(mg/kg/day) 0 200 1000

Liver (gr100g) :g:?;g @) ig‘.jlgg :1) ig:gzi *(*4)
Heart (g/1009) igﬁggg @) tg:g??) @ :gg?g @
Kidney(R) (9/1009) tg:g;g @ igﬁﬁgg “) :g:ggi @
Kidney(L) (g/100g) »_,gigg: @) i-gg;g ) ig:g:(i @)
Kidneys (9/100g) 1(1):(0);2 @) :&gg “ tg:ggi @
Testis(R) (9/1009) igﬁigg @) ig:ggg @) ig:ggg @
Testis(L) (9/1009) :giggg @ »_rg:gig @) ig:g;g @
Testes (g/1009) ig:g;f @ .t:):ggg @) ig:?gg @)
Epididymis(R) (9/1009) i-g:ggg @) :g:g?g ) :giggg *(4)
Epididymis(L) (9/100g) -_tgtgfg ) tgg?g @ iggfg @)
e aE. e
Ventral prostate  (9/100g) ig:gg? @ tg:ggg @ :giggf @
E;rsstglta;eral (g/100g) ig:ggg “ tg:ggg @ igﬁgﬁ @)
Brain (9/1009) i:izgg ) Jﬁg ) 1:):322 @)
Spleen (9/1009) ig:égg ) tg:cz)zj @ :g:gig @
Thymus (mg/100g) 3_5322 @) ig;;g @) igiiig @
Pituitary gland (mg/100g) igg: 4) sg:gg @ igzg @
Thyroid (mg/1009) igﬁggv 0 ig:Zi ) i?:ég @)
Adrenals (mg/1009) e @) e @ - @
IFi”a' body weight  (9) - 12222 @ 1i§§§ @ 13:525(4)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-2 - Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
tome Dose Seven-day treatment

{mg/kg/day) 0 200 1000

Liver (9/100g) ig:fii (4) ig:?gg ;:1) i?)‘.gzg *(*4)
Heart (/100g) 12;2?(4) :gggi ) ig;?g @)
Kidney(R) (9/100g) igg?? (4 igggg 4 iggig *(4)
Kidney(L) (9/100g) igigfi (4 ig:ggg ) | ig:ggg *(4)
Kidneys (a/100g) igg;i (@) 18323 @ tg)gzg *(4)
Testis(R) (a/100g) tgf,g? (4) ig:ggg 4 :g:ggg (4
Testis(L) (9/100g) iﬁ:ﬁ?,ﬁ @ iﬁﬁﬁi? @) ig:gzg @)
Testes (9/100g) i:)ﬁg @ i:)?ig @) i;fg'i @
Epididymis(R) (9/100g) ig:ggg () ig:g?g (4) :g:ggg 4
Epididymis(L) (9/100g) tgigg: (@ tg:g?: “ 131822 )
Epididymides (9/100g) igf)gg 4 ig:ggg 4 «:gf)gg (4)
Ventral prostate (9/100g) iggg: @ :tggg? @ igg?g )
Dorsolateral (a/100g) 0.045 s 0.048 ' 0.040
prostate +0.017 (4) +0.017 (4) 10.014 (4)
Brain (9/100g) i&jgii (@ 1(1):322 @ :e:)::)gg (4
Spleen (/100g) igégz @) ig:glg @) tgg:g @)
Thymus (mg/100g) :35;?2 @) 2(1)3:4213 @) zzﬁgi @)
Pituitary gland (mg/100g) igﬁ @ ,_,g:ig @ i‘;}ﬁ @
Thyroid ‘ (mg/100g) iggg ey -_pggg 4) tgg? e
Adrenals (mg/100g) 122? @) ilgg () izjj ()
i T

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male

ltems Dose Fourteen-day treatment

‘ (mglkglday) 0 200 1000
Liver (9/100g) igggg () ig;gz ,;1) igizz T4)
Heart {9/100g) ig:?; () :gglg @ iggzg o)
Kidney(R) (9/100g) igggg () 13322 ;4) iggg *Z4)
Kidney(L) (g/100g) igg?)g (4) igg;i ;) iggi)g *:4)
aneys (1009 ows @  mom @ o @
Testis(R) (9/100g) ig:g?g @) ig:ggg @ ig:ggi (4
Testis(L) (g/100g) tﬁjﬁif @ tﬁjﬁiﬁ ) igigig @)
Testes (9/100g) iéjgﬁ (4) 131;3 @) ::):2123 (4)
Epididymis(R) (9/1009) igg:g (@) igg?g 4) igggg 4
Epididymis(L) (9/1009) iggﬁ (4) iggﬁg 4 tggﬁ (4)
Epididymides (g/100g) tg:égi @ ig::,?g @ igjéfg )
Ventral prostate (g/100g) ig:gi: @ igig?g 4 igﬁgf: @
Dorsolateral (g100g) 0.063 0.073 0.063
prostate $0.017 (4) +0.019 (4) $0.017 (4)
Brain (9/100g) ig:glg (4) ig:CB)Zg @ igiggg @
Spleen (9/100g) ._;8322 @ tg?)gg (4) 18232 4
Thymus (mg/100g) i?if;g @ iigfg o) iggs 4)
Pituitary gland (mg/100g) igif ) iggg (4) _tgzg @
Thyroid (mg/100g) i;;i (4) ;gg (4 ‘ ;23;2 (4)
Adrenals (mg/100g) Z?i (4) 121332 4 lgiig 4
Final body weight  (g) if?gg @) iﬁgi 4) 3;22 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 104 ’ Twenty-eight-day repeated-dose oral toxicity study in rats‘
Summary of relative organ weights:Male
tems Dose Twenty-eight-day treatment
{mg/kg/day) 0 200 1000
Liver (g7100g) tg:gg? ®) igfég ®) :g:gg? *(*5)
Heart (g/100g) ig:ggg ®) 1213?2 75) :tg:zgg *;5)
Kidney(R) (g/100g) igfég 5) ig:gig ;5) ig:gi; *(*5)
Kidney(L) (9/1009) ig:gg; ®) ig:g;? Zs) ;323:2 ?5)
Kicheys (@1009 wom® o e
Testis(R) (8/100g) «.»ggg ®) ig:gg: ®) igigég ®
Testis(L) (971009) igf,:g ®) '12:22: ®) igﬁgig ®)
Testes (g/100g) :tg:g:g ® ig:??Z ®) :'::):?gg ®)
Epididymis(R) (9/1009) ig:;cg ®) ig:;g ) igf)gﬁ )
Epididymis(L) (g/1009) tg::)gg ) ‘:I:g:gz)g 5) :tg::)zg ®)
Epididymides (g7100g) igﬁég ®) igﬁﬁzg ®) j:(o):ﬁf:i ®)
Ventral prostate  (9/100g) ig:;; ®) »_rg::);i ®) tgﬁgfg ®)
| Erﬁf;ff'a'» - (9/1009) zgggg ®) ) :g:gig ®) igﬁéfi ®)
Seminal vesicle  (9/100g) igﬁﬁzg ®) igiﬁgg ®) igﬁi? )
Brain (9/1009) ig:gg? ) ig:ggg 15) :g:ggg *(5)
Spleen (11009 wie® 008 ®  swm®
Thymus (mg/100g) lgggg ®) lggﬁ? ) lgéfg ®)
Pituitary gland (mg/100g) iiﬁgg ®) ig::z *(;) iggg *(5)
Thyroid (mg/100g) ig:gg ®) i::?g ®) igﬁgg )
Adrenals (mg/100g) g:g? ) lfgg ®) lg.'gg *(5)
Finalbody weight (0 NowE®  seste e

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.

-54 -




B10-0104

Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 200 1000 (mg/kg/day)
sS 35 ss
49 4 4

No abnormalities detected 4

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

Male
Findings 0 200 1000 (mg/kg/day)
sS SS 3
49 4 4
No abnormalities detected 4
Liver
Enlargement 0 0 4

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

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

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

Male
Findings 0 200 1000 (mg/kg/day)
ss sS ss
5% 5
No abnormalities detected 5 1 0
Liver
Enlargement 0 4 5
Kidney .
Enlargement, bilateral 0 0 1
Epididymis
Whitish region, unilateral 0 1 0
Spleen
Blackish change 0 0 1

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

Male
Findings Grade 0 200 1000  (mg/kg/day)
sS ss SS
49 4 4
Liver
Noabnormaliies detected . 440 M4
/
B AL
Necrosis/Hepatocyte/Focal * 0/4 1/4 7N
Kidney
No abnormalities detected 4/4 - 4/4
Testis
No abnormalities detected : 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 - 4/4
Dorsolateral prostate
No abnormalities detected 4/4 -— 4/4
Bone marrow
Noabnomnalitiesdetested . .. . S,
Fibro-osseous lesion ++ 1/4 — O/4 ------------
Spleen
No abnormalities detected 4/4 — 4/4
Thymus
No abnormalities detected 4/4 — 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 200 1000 (mg/kg/day)
ss 5 SS
42 4 4
Liver .
Noabnormalities detected 447 04 04 e
Ground glass appearance/ o o/4 44 4
Hepatocyte/Centrilobular ++ 0/4 0/4 3/4
o etronmeoatootel e O W4 o
Conobutar B N T S
NN 2 SO OO SO
Necrosis/Hepatocyte/Focal + 0/4 0/4 1/4
Kidney
Noabnommaliies detected e ... S
Cyst/Medulla + 1/4 - 0/4
Testis
No abnormalities detected 4/4 -— 4/4
Ventral prostate
No abnormalities detected 4/4 — 4/4
Dorsolateral prostate
No abnormalities detected 4/4 —_ 4/4
Bone marrow
No abnormalities detected 4/4 -— 4/4
Spleen
Noabnormaliies defected L S )
. Cénéestion ------ + o4 o4 wa T
Thymus
No abnormalities detected 4/4 -— 414

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 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 200 1000 (mg/kg/day)
ss sS SS
43 4 4
Liver
No abnormalities detected _ _ _....44) 04 YA
""" + 0/4 1/4 o4
(I_‘:l-round glass appearance/ ++0/4 """"" 34T Sy
epatocyte/Centrilobular ~ eeee e e e
RO S . SR o4 . 24 e,
H ertrophy/Hepatocyte/ S S Lo S —
ci‘:;trnobilgr P U 04 . 34 218
D8 T cs SRR o4 ... 24 e,
Necrosis/Hepatocyte/Focal + 0/4 2/4 1/4
Kidney
Nogbnommaltiesdetected i S« AL S
Degeneration, vacuolar/Proximal
tubilelMedulla, outer zone * 0/4 04 3/4
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 - 4/4
Dorsolateral prostate
No abnormalities detected 4/4 - 4/4
Bone marrow
No abnormalities detected 4/4 - 4/4
Spleen
Noabnommaiities detected _____o.roervee. AL ..
. + 0/4 3/4 v T
Congestion e e e
++ 0/4 0/4 2/4
Thymus
No abnormalities detected 4/4 - 4/4

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

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

+: slight, ++: moderate, +++: severe.
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Table 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment-

Male
Findings Grade 0 200 1000 (mg/kg/day)
ss sS ss
5 5 5
Trachea
No abnormalities detected 5/5% - 5/5
Lung
No abnormalities detected 5/5 - 5/5
Submandibular gland
No abnormalities detected 5/5 -— 5/5
Forestomach
No abnormalities detected 5/5 — 5/5
Glandular stomach
No abnormalities detected 5/5 - 5/5
Duodenum _
No abnormalities detected 5/5 - 5/5
Jejunum
No abnormalities detected 5/5 -— 5/5
lleum
No abnormalities detected 5/5 - 5/5
Cecum
No abnormalities detected 5/5 - 5/5
Colon
No abnormalities detected 5/5 -— 5/5
Rectum
No abnormalities detected 5/5 - 5/5
Pancreas
-No abnormalities detected 5/5 - 5/5
Liver
No abnormalities detected 85 | o5 . A
Ground lass appearance/ S ST LB O e
Hepatoc?/telCer}l)tf')ilobular A 0/5-4/5 --------- 2/5 ----------------------
O SO .- SO oS .. 3 e,
Hypertrophy/Hepatocyte/ +0/5 -------- 1 R 0/5 --------------------
Contriobutar N -
OO SO - OO, o5 ... 35 e,
Microgranuloma s O .. L
Necrosis/Hepatocyte/Focal + 0/5 15 15
Heart
No abnormalities detected 5/5 - 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

+: slight, ++: moderate, +++: severe.
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Table 12-56 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 200 1000 (mg/kg/day)
ss sS ss
5% 5 5
Kidney
No abnormalities detected &8 35 25 e
Degeneration, vacuolar/Proximal ~ + o5 - s 25
tubule/Medulla, outer zone ++ 0/5 1/5 1/5
Urinary bladder
No abnormalities detecied 5/5 -— 5/5
Testis
No abnormalities detected 5/5 " 5/5
Epididymis
Nosbrommalitiesdetected . S U B
Granuloma, spermatic/Unilateral +++ 0/5 11 ’ 0/;5 -----
Ventral prostate
Noabnormaliies detected A5 e T
Cellular infiltration, lymphocyte ++ 1/5 Y- .
Dorsolateral prostate
No abnormalities detected 5/5 -— 5/5
Coagulating gland
No abnormalities detected 5/5 — 5/5
Seminal vesicle
No abnormalities detected 5/5 -— 5/5
Spinal cord ‘
No 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, +++: severe.
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Table 12-6 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 200 1000  (mg/kg/day)
SS ss SS
52 5 5
Bone marrow
No abnormalities detected 5/5°) —_— 5/5
Axillar lymph node
No abnormalities detected 5/5 -—- 5/5
Mesenteric lymph node
No abnormalities detected 5/5 -— 5/5
Spleen
_[\!t_)_g_l?r_w_o_[r_qglities detected 5/5 0/5 0/5
T ¥ s a5 1
Congestion e e
........................................ VS S A
Deposit,hemosiderin fOs s A
;Iligztscr;nesus, extramedullary, + /5 4/5 3/5
Thymus
No abnormalities detected 5/5 — 5/5
Thyroid
No abnormalities detected 5/5 - 5/5
Parathyroid
No abnormalities detected 5/5 - 5/5
Adrenal .
No abnormalities detected 5/5 - 5/5
Eye ball
No abnormalities detected 5/5 — 5/5
Skeletal muscle
No abnormalities detected 5/5 — 5/5
Bone
No abnormalities detected 5/5 - 5/5
Mammary gland
No abnormalities detected 5/5 - 5/5

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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