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BEFREBEERENT O D Potassium bromate DT v MIBIT5 28 BERKERDBESEER
B

& B —REEEMUEDEI S eI ERERT s
FTTEHN T345-0043 BHERIBHEEZFET TEE 1600 Fih
B ER |
& o —ERMEEMOE R IoEE B REERT
FTTEHY T877-0061 KRB BHEMAINET I THE 822 FH#
HEEE R

Potassium bromate 7 7 » MI28 HEEHRERORS Lz & SIZHEN D EEOBEER OF
RBOT2BETDHZ LITX Y  Potassium bromate DEMEZHE ST AI L2 ERHE TS,
/2. BEEFREERTO-OORB 2T 5,

UTFORBREZSEZIZER LT,

a) [HRCEHESIRIRBDFEICOWT) (ER 2343 A 31 B, EE% 0331
875, FRL23-03-29 BFHE S B, BHEAESE 110331009 5, —HkIE: AL 24 €
4528, BREF04025 15, T 240328 BUFE 2 &, BIHRAERE 120402001 &)
IZED B HILEE V5 28 B O RIEREEERER

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

GLP %%

BWR L2027,
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7. EVWEE
LT OER, B, RS2 E I YA BmESMER L7 [0 BELFRam=ERICET 5

|| [t -> TER L,

a) [EBMpOFTERVEBRICETHER) BESE 1055, B4 5)

b) [EBREYOSEERRETWVICERORBICET A EE| (BELETSE 885, T
18 48)

o) [EAEFEEOMET 2 EMEEICRIT28MERSDOEMRICET HEREH (£
HEE. FEL 18 &)

d) T[TEWKEEOET 2MARBSICR T 280 ERSEOERICE T2 ELKEL) (B
MAKEE. AL 18 )

e) [WEEEFICBITIBMERSOERICETIERES) IHBEEETE 71 &,
TR 18 4F)

0 [EMEBROBERERIZEITENA FT4 ] (BREHESE. Fk18E)

N

8. REREE
HERBALS B 203 % 9 A 12 H
Eul/ PNl 20138 9 A 17 H
k&R H 2013 £ 9 A 24 H
1 E& 5% B 2013 & 9 A 25 H
7 B M5 #ES A 2013 £ 10 A 1 H
14 B G#ES B 2013 &= 10 A 8 H
28 B G#ES B 2013 £ 10 A 22 H
BT B 2014 £ 3 A 25 H
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BH%L E A Giv= e sy
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HBREYLE B F Ot
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HBFTEE (EX), &8BEE (ER) . £7—%, 20MoiE&E. EARUEEDE X
WURABR MR I HRE T D,
REFRIIEBRK TR 1I0FERL T2, 2B REHRTOEBRDEOLTEEITER L2V,
REHRRTHROLE MEFEERE. BEXORA) 11, RBRETLE LBEO LRET 5,
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13.8 &

Potassium bromate DA FHI R EE R VELFRERICERIITEEBIIOWTRANTHEMT,
{LEET A MHA RTA LV ROECD 7T A hAA KT 4 407 285|228 BRARERO®
SEEMERBRETER L

5 BEDOHED Crl:CD(SD) 7 v MIBEIKIZHEAE I 72 Potassium bromate % 1, 7, 14 XX
28 HEEARAERO®RE Lz, BEAEIZ 0 (BRA) | 30 KUV 150 mgkg/day & L., 1, 7
EN14 BREHBEZICETTA2 T 74 MEICIZ 1 BEEHT2Y 4L, 28 ARBRERITIT 1 ED
=0 SIEEERLE, BEHBTRERLFAIC > W T—RREEE, FEAERVEEERNEY
TV, EREHEK TEIZ COY0,IBE N ARET CEE I L/ %ES LT, mKRE.
REFIRER NECTFRRAEFET OO OREHERE £ Lz, Mx T, 28 BREHRERIC
DOWTIE, BREFFPISERER —RRBEERVEEREL TV, BERESBOERIZKE
ER L CTRBREZITo7,

—IRRBEIE TIE. 150 mgkg BED 1 FITRE 16 B BIZHE, 8517 B BICERERE
T, BERE, EERLORUERERDNA B, &5 18 BBIZRTC 2R L, 7.
TOMOEFEDICONT LIRS 17 B BOBER THI—RRBOB(LR AL, BE 18
HBIZHEFERAE L n o T,

FETIX 150 mghkg HETHEES 7 XKV 14 B BIZEER A B,

BEHETIX 150 mgkg B THR S 14 B BIZEEERIA BN,

RIEETIX 30 mgke HE CTREOEENRH LI,

MEFARE TIL, 150 mgkg BT 7 &R 14 BREIHE#IZ Hb, Ht. MCV R MCH D&
ERHZ LI,

MRAE(LFRIRE TIE, 150 mgkg BT 1E, 7RO 14 BEHREZIZ ALP OFEXIHE
fEF. 7 RO 14 BREBREHIC AST RURE VAL U OEE, 14 BRE5#IZ BUN OFE
MR L 5Tz,

FEEETIL 150 mgkg BT 7 RV 14 BRARSHZICBRBROENEEOHE. 14 AEES
BICRERBROMBIEEOEENL L b,

FFETIE, 150 mgkg B T 1 BIREHITHIE OBROKEEREE(L, 1 BEE£LEIE OFER
BIER, 14 BREBRSEPOBIROEBEANRL LN, 512, &5 18 B BICHES L-#ErE)
Y TBBOEERUFRE ARERARLR S bNTz, 30 mgkg B TIE 28 AERS®ICER
DORERRERABRILRZ b,

TREMEB RO TIX. 150 mg/kg BT 1 BI&EESZICHTE OFEET B OKER OF kg
H., BEOMETEOKER HEBEKEE. 7 AMEERICRE ORETBOKE, 1 EE
E%MORIBOBEREORT LEBFSE. 7 BEREENLBIBOBENEDRMBERL,
14 B &R EZ DD BIROBEE SN O RMEZEME, JRBE BHREE R CILEILE R A b,
bz, WY CIIBROEEIZ a7 a7 ) OERBIZ L DM EME O FEN AL
ﬂkowm@gﬁfﬁwEﬁ%ﬁ%*@ﬁmﬁgwﬁﬁ%mﬁmﬁ%ﬁﬁﬁaﬂko

FHML—RRREEE, BRERE CIIEBRMERSICLAEEIRLA N0 T,

DEDERY KERBSEHETIZEV T Potassium bromate D52 LY | H 5B OFHEIA
5B RUBRBA~OSHEEENHER SN2, 150 mgkgday TR 5 18 BEETILEELE
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MEERL LI, 28 BRARETORBBERAGEON o7 cd, BER5AETOELRD
EBROERPLE L HET LT,
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14. R
14.1 #BWE
a) ALWE
& R EFBHY UL
CAS &%= 7758-01-2
by HEWETEOrY NEE
&7 BR{LF
0y NES 40201647
c) MHENE
g
-+ O—
K Plr:O
5
AR KBrO;
DFE 167.00
d) MEZ
fi 99.8%

B E I THE 100% & LTER V-7~
e) WE(LFEAVER

KSR 7% (20°C)
i = 53f& (370°C)
W= ol
BRICBT AR BRI IEREDR
TEM TMEAT B LR L TR 2 HH L TREE T,
VI3 D ERE (FERRME)
w O ERRE (ERE)

7 /)= PN

B E 3.26 g/mL (20°C)
f) HREEMHF

BYE LIZREASRICANL., HRVEREZEORGEIC THIMRE LT,

REREOEHME 1.7~7.0°C GFE&F 10~30°C)
FEBFTROEE RAE 005, 201344 A 18 B~201344 8 22 H
RESEE 007, 201344 H 22 H~2013410 A 11 R
g) BV EDOEE
BB ENE ~OFEMIT NZRAE ST A0, F4& < X7 18F, HEORRED
BREEALL,
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142 # &

14.3

14.4

a) &

FEEK

b) ERFEMH

BEICHKBRETOEEABREERIINLTND Z &0 b BRI EROBEIEITFR
KERWTRE L7z, ZORKER. HRWEITREAKIZ S wyveDRE CTHEME LT, 248
FRETRE RICITARIE T ISR E ORE LA NN ZRTRET 2 L BEEHE
L7z, 7z, AR 7 AR TEROEMLZEORENRZ b holcZ Linb, A E
BEE LTBERR LU,

) BEmL., ZV—F, By FMESRURE

& W /g 7N oy NEE | BRESA RERE
FE Rk AR AAZEETS | PCI30508 | AEEE= =5
= FHEMY

EREM L L THRLINZEW TH Y | —EEMERRICAA S, HEBHRIZBWT
LERT —FEHRE LTS Cl:CD(SD)7 v b (SPF) # BAF v —/L A - U \—HEFE
Bt —nbAFELE,

4@%@K3y%%ﬁSEA$L/1&—9%t@5@®ﬁﬁ§?ﬂﬁ68%ifﬁg'
bz T o7z, TN TOBHICEERLbN2dozb, YRHEL-EREZ AV THE
i%%%@%%ﬁ&fﬁ%ibdl@%ﬁﬁ CEER Uz, B 213 5-Bth & CE RIS
BETHHL L7z, BT VANZEMIIRBE N OB Lz, 72, ZANL RSB
E T, —RREROSREY 2EE 1 B EBE L,

BIL, BEOUTRNIESAEEAS 7 2R L. BRI EEE T TR L, 7

— VIR TANVEMT, Ty 7 I3 BERZET L TERTRER LT,

B 5 FRBRFOEY OBEET 5 Hiks, EESFIL 125.7~1485g TH U | £@@¢§#
RO IEGIEEL0%DEFEEN TH D = LA LI,

FAERE

L. HE - BEEFY 22 02AEFMAE LT, BE 21~25°C, fHEXHEE 40~
70%., BREEL 10~15 /R, RV 70 12 BfERERE (7 BESAT. 19 BRilLT) 125RE
L7 T =V AT AORBE (BREFEFIIREE | BERKRTRIZATE 1) KWRE
L7, BERUHEMNEEDOERMEIL, T T4 22.6~23.4°C K 1149.2~60.8% TH -7,

=i, BEOTRNEAT VUV RABLEHER 7 —Y (W260xD380xH180 mm) | B4y iT#
AT v VABERBIR 77— (W165xD300xH150 mm) ZfEA L7,

%ijzﬁﬁ@ﬁ%Tﬁ&Uﬁ fﬁ’”ﬁbﬁib%%iLzﬁwﬁﬁffﬁbto
EHIT, B EEEENORIEICRETABICO B L, HRElRR. 7V RUIT v
m\ﬁﬁﬁﬁmﬁﬁbtoit\ﬁ774kﬁ(L7&UME%&5ﬁ>Komfm%
FIEICRHET BRI T v 7 BB LT,

FARHIEERFAR MF (2 v NEE 130612, AV = ZLEERTE) 2. &BbKiZE A
EAKEAKITHACRIE COERIBEN 3~5 ppm &725 L 5 \ITREEERT MU 7Ah (B

- 10 -
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—J v 7 RA) ZEMLUICKEZ, ZNFNEEERS Y-, SEROETERSH I — 7
L—7RE (121°C, 30450) LzbvozznTh#ER LR,

FIEHI. BET O OCIRADOSITT — & # AF L, XKEBRERETEEDERFEDO A
BIEROEEOFERERE) (1979) 22510, YRBHBR TED-EEERNTHSHZ &
FHER LTzey bEER L,

BRI OWTIE, BEFBED KEEEICET 244 (BEEFEBESE 101 5)
WL L7 KBEREZF 2 EOHEE TER L TEY . BARIICAFE LERERERD
REBRESFRETIIAFLIERERRY, BESOEEZH - L TWAZ L 2R L,

-11-
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15. BB A&
151 #HBYEORTRAE
FAERTEREE LT, YREBEMR T [Potassium bromate D7 v MIBIT 5 7 B BRER
OxREHEHERR) FEEES P12-0112, JEGLP RE) »EH L7z, AERETRBR TITHER
KCHRE L - HBEWERE ., FFE 350 5 EEHO Crl:CD(SD)# T » M 0, 15, 50 TN 150
mg/kg/day OHETT BEERRE L H5HATIT—RREREERMEERE LTV,
BREES 1 BRICHBREOBREEENEZIT 72, TORE. 150 mgkg/day (BrOs & LT
115 mg/kg/day tH¥) THIB OEAZMEREN 3 FILFIERH 52 & 25, Potassium
bromate |ZRIBMHEZF L 150 mg/kg/day DFRAET 28 HEIRER S T2 L B{LEZEITT L H
DEEEELRITTETFH L,
L7z o> T, AR TIX 150 mgkg/day ZmAEE L, EAE L LT 30 mgkg/day 5%
E L7,
152 BEERK .
WEHRWEREHL LT 2 AEELR T, BEOL 2B ET A RELRE L1,
Fio, BAESBEROSHERIC, 1. TR 14 AFERSRICERNT YT T4 FEEEFR
J7o, BT, S RE I REE L SR8 T 5,
V774 MEOBREHHTOBRERCEET —Z 13 28 BRREEICEZH TRV FE -7,

—— BRERE |BK5F=E %&%%E{&' EULZEx
(mg/kg/day) | (mL/kg) | EBEWN%) (BB
R (1 E&RS) 0 10 0 401 - 4)
AR (7 BE®RES) 0 10 0 4(5- 8
AR (14 BERE) 0 10 0 4(9 -12)
BExTE (28 BRS) 0 10 0 5(13 - 17)
EEE (1EES) 30 10 0.300 4(18 - 21)
BEHEE (7 BREERS) 30 10 0.300 4(22 - 25)
W IERAE (14 BE®RE) 30 10 0.300 4(26 - 29)
B | KEAE 28 BHEES) 30 10 0.300 5(30 - 34)
Y| mHAE (1EERS) 150 10 1.50 4 (35 - 38)
2 | 5HE (7 BE®RS) 150 10 1.50 4(39 - 42)
SHE (14 BR®E) 150 10 1.50 4 (43 - 46)
SHE (28 BEKRE) 150 10 1.50 5(47 - 51)
153 ®E&

a) WERHEROFEL MRE
WHRMEETER, BEKEMZ TER LERIE T, To#%, BREAEZNZ TER
L 1.50 wh%DIEEEHER 2 TR L=, & BT, 1.50 wh% DB ERO—E 2 L,
FEUKEMZTHR L, 0300 Wy DB ER 2R LT,
FREL-EREOEBRYEREVOREICHVAEFEIENE S 7 XF v 7 2BICT
NEIWINT L, EREYEREEORSE 7 ICTHET (EBME 1~9°C, FE&HE 1~
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10°C) THRE L7, WEWERITRES 11 BLURICER L,
IFTRE LIS REOEBRDERE VEEIL, £BEBICREICLERER L RE
BEOROEL, AFEE CERETERLRSICA W,
b) HERMEROLEMEDOHER
2.00 XU 0.0200 wv%DFEBRMERDWEATRE TOREMEY, YRBREHIZBNT
[Potassium bromate DHFERME IR DL EM R NEEMHRRE] (HBES X02-0273.
GLP &) THEAFESIHLEE (UV-VIS) ICX VR L,
IDRTARE THAEL 14 BRICHIE LR EREN, FAEESOBEREICH L 2.00
KTR0.0200 wiv%e DFEERME IR TEIEIL 100%% 1096.7% & 100£10% LN TH o722 &
b, REFHFETTIB AREZETHD Z &L BRI NT,
o) BEICAVWZHEBRMEROBRERR
FIENZFEEL L 72 1.50 X TF0.300 whv% DB E R OFREER OEE Y, LS
IZHBV T X02-0273 TUV-VISIZ X VY RESE L 7=,
BIE L7 ERE R EMIZI L 1.50 RN 0.300 wh%DEBRMER TEFREN
98.7%K ) 97.7% & 100£10% AN TH 72720, BENICTHE T~ LHEL THREIZH
Ay
154 % &
1. 7. 140328 BB R 1 |, BEROES Lz, #5513 9:15~11:46 1217 o 7=,
BEIIRT N AT =TV (THAE) BB ATEESRE (FAE) AV, BIEL
TRFOEEZEIC, 10 mLkg THE L, 7B, BAERIIRES 17 B BIC—&RED
Benboniizod, &5 18 HBUEORELRIE LT,
155 —RIRaBE
BEHMTIIER 3B (&E5a1. BREEH~1 BE%, BE5 2~6 BEK) | £XEE
AR EBE LT,
15.6 FEHEZ2—RRIKREEIE
28 BEFEEICOWT, EFHEENT 1 B, HE5BA%ITE | BOHEE TREDERB
ZBRE L, RERBEOBRIIBYICELYE BREDHES) 22T, BHOILVEL
Tk, RBESHBITE2VRE (BERE) TiTo7-. k. BHAEEIIRS 18
AERICEFEEHYE L TER T LZ-D, BE4BEDEEIIfTbhbh o1z,

T=UNEERY | F—VIFEFEANTNE, BE s — VMR T ToRE (B
HIBEORIG LS ERUER) &2, 2a7 ) v/ ECEE
RERMEBETOEE, #HEORE GIE. EOBENRUEE
HAD | REROHEOCSE (FR. BARUFT ./ —F8) | ROE
w ORE, IREEEROBELR) . MERUSWOFELEE
B % 90 cmx60 cm DEEE FIZ 1 HEIUE G HLIW) B, B8,
T U—=TRTO | EBE, Rk, STORRE. RS, RE - 25 - 28, 5RIT
TEhOEE BRUEETHOFEZEE

1 HEOHEEEE (FE0H) RUHERELZK (RO7—1#) Z2HE

FlZ Lo TOE
B

-13-
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157 #HeeRE

28 HEIBEOXMBEEWMEAERIZOWVWT, 5 48E (523 HE) 216E, k&
DIEEEZBRELR,

FOGHER OB ITFEM 2 — KRB & ARICHBREC R TR VREBTRE L

o |BEREA 3 em IR — R DR SIT 4 DERFELIZEEDOR
B R Ty R
B B |EETEZELLELEOREEATT Y V/ETHHE
FUGHE | B B |BREAYITED 13 BREBIZEEAT L XORIGEEE
B |IREFTEo-%, BILICEZ Y TR L EORGNDEELBE
ZEH | K30em OFmEILL, BMOETE EICLZRETEE LILLED
ERRHE |BERCOFEZEE
o EHA—F FGC2 (AAT 4 R) ZHAV, IR OEKROENZ 2
EIRIE L. FHE CHMm
7 v N AESERTEERE ACTIMO-10 (3 >77 /) RV, &
BRETE DOEBEZ 1 KR (10 4FFET 6 [|) BIE L., RIME (42.6 cmx26.5
cm OFFHZ R S om FIRTHRA) &880 - 72 [E$ CTFHE

158 {(FEAIE
BEFEORE (FA MV OR) ZHW, TROBIEEZRELE, LEEBHIZONWT
IR RRRCEEZRE LT, '
- BT H
- #5103, 7. 14, 21 RUA28 HE
- SRBEORIIE (FFEH»LOMME. AR
2R, 28 AEBREOERAEHOAFEHMICOVTIL. #E5 18 HBIZEREEL LV ke
THEEZREL., FRREEL L,
159 fEEEERIE
7. 14 XU 28 BEEEIZOWT, EF LR (FAr U ox) 2HV, FTROHB
WCEEEETRIE L, 28 BREKREORAERIZ OV T, &5 21 B BUBROBREIXfTH
o,
- BT ROKREER
- BB 13,7, 14, 21 RUN28 HEDOREEEE
857 14Kk02 BEICHEBHENTERICEZEEL., BREOREELAIE L,
BEL-HEELEEENOFEERRTO 1 BEEEEEL RO, B, FRIER
ICHERZAT OB OWTIIEREEDAZRIE L, BHOBAR OBEEORIEIX{TH 20

ST,

-14 -




15.10 JREE
a) B IR

B10-0112

28 AMKREORBERLMEAERICOWT, 8528 BEOFH#IZ W 150xD 200xH
263 mm OEEFRBE S —ICE8HEINE L. BRFKEEERETEEI =T 16

R DERIR 2B L7,
b) HREEERUGE

R LUICERRE AWREDOEE ZRIE Lz,

B H

~

7 ik

0
{s]

& (Urine volume)

ARV U E I BEE

38 (Color)

BV (Turbidity) ARE= o
Rig%EE (Uosm) KAERET A
pH

Z 8 (Protein) ShESUT I

7 b 4E (Ketones) FEBRRIZIIT TAT 4 v 7 R (r—A | —
¥ (Glucose) VAR) EEHR)

#im (Occult blood)

PRULHE (Urinary sediment) Sternheimer {5 B

FEAME A BENRFELE OM-6040 (7T—27 L o)
B: VAT LAAEMTEMEE BX41 (U 2 8R)

15.11 MiEHRE
a) ERILE ORBRERE

ERBRBEOETHMI OV TEREEIOFENSHERE L, BH (BAEBELE 16~20
FEfEITR) . COYO,IBE AR (CO.0,iEAH=4:1) BREET CIEM KEIARIDKED LB Y
B L, BRERBZER L, 28 BEREOSAEEOAFETY 4 FllzoWVWTiL. &E
18 H BIZ COYO, IREN AREE T T ARERY bHFM L BRERB A ER L, 728,
TT 74 PRI OWTIMEORBHERNI T o7z, 72, 28 BEMBEONBEL
WEAERIZOWTIHE, N7 AXV— RNABELE (BEARZ b FooFrJy)
ZRWTIEZEHR LEERR L EIR T2 EHE% . 20°C T4 BERERE Lz,
T D%, -80°C THRE L. FI7A T A A &EE L TEREWFHEEANTHIFERTIC &4 Lz,

AR

TERGIE

& M
= i1 U7 i

EDTA-2K #RIIERMTNA SB-41 (= v &S G2008, YA RX v 7 R) TH

SAABRZT M) U LZTAKMY (7 &S WEI0101, FItiiETH)
m 4% | D32 wh%KER % 100 pL 0 L7- 0 & A BEKBRE Tl L 3 O BE
(3000 r.p.m.x10 mins) L CHE7/-imiE

m F | A7 AEERE THM LiE LS8 (3000 r.p.mx10mins) L CTHELIME

-15-




b) MEFRIRE

B10-0112

2MEVmErAVWKREOEEZHE L, V7574 FEEIZTHOWTII 72 hur vy
B AR OVEI (LR S b v R 7T A F VERORIEIZThRhol-, 7. TXTHDIE
BIZOWTHESRAIETE 20, 2fx AVW-BEERIIERL L o7,

B B 5 IE s
ARMEREL (RBC) R EiRE
~EJ o UBE (Hb) VT URAMNETBE R
RBC xMCV
~< 27Uy ME (HY) BT
IR IMBRKAFE (MCV) B RERE
TR M ~EZ B & (MCH) x10°
. _.__HL__Xl 5 C

EHFRMER~E 7 0 B RE (MCHC) RBC x MCV
m/EEx (Platelet) R BRI
HERIR MEBkE = (Reticulo) RNA L1k
HImEkE (WBC) Tua—%A AN —3E
HmEH 5% (Differentiation of leukocyte)

FHER (Neutro) . U >7%2K (Lymph) i

#FEIK (Bosino) . AFHEEER (Baso) ZE=YA ALY

BEEK (Mono) . REFERERK (LUC)
7o ko UEEE (PT) AEEE LG T
EMELER S b e v BT T AF R (APTT) | BEEZS (LA = D
BRERE CiZid&m, DICiXniErFER
ERKE C REMKFREEE ADVIA120 (3 —A LX)

D: 2B B MREERERELERE STA Compact (B¥ /= « ¥4 T 7 ) AT 4

v 7 R)
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B10-0112

mEx*AVTHREOBEERRIE LT, YT 74 FEEIZOWTIIT AT X UEET R )
NIV AT 2F5—F¥ TI5=20TI) 730 RAT725—F TAHIM TR T 7 X —
Y. REESR JLVTF=VRUBEIAEVEZRIEL., FOMOEB IZEIE LMo

726
H H 5 & RS
Tsny | CBTRINTIATETTE gy s asce mateasi
7527 bFUAT =T (ALT) | UV I ISCCEMELASEE
TNAVET AT 7 5—F (ALP) p-Nitrophenyl phosphate £
2 A7 77— (ChE) Butyrylthiocholine iodide ¥
R INE NN TURANTFF—F (1GTP) ;ﬁﬁﬁgﬁww@A
#2 L 27— (T-Cho) COD-ESPAS ¥ E
e ) gg@ﬁ%SﬁUtn~»ﬁ
REZER (BUN) Urease * GIDH ¥
2 L7 F =2 (Creatinine) Creatininase * F-DAOS ¥
#ZE B (T-Protein) Biuret {5
TNA7 XY (Albumin) Bromocresol green 15
A/G t (A/G ratio) Al'bumin . —
T - Protein — Albumin
M#E (Glucose) Hexokinase * G-6-PDH {&
Beyarry (T-Bil) | BERIE
KeREYTEE (TBA) By 4207k E
ERY () Fiske-Subbarow ¥
B (Ca) OCPC £
T FU DA (Na) Crown-Ether [EEB1E
F VL (K) Crown-Ether [EE 1A F
el (i) MO &
ﬁﬁ%ﬁiEf%%%ﬁﬁAW%%VUM%(EiQWW)

BRREE OITEE PVA-EX T (A&T)
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15.12 mEFRE
a) #H #®&

ERBE OV TEEES BOTEOVFRBERMEIT, B FEE KBRS b KL
LCEEIR SR, R, HILE. BT, EE. e, ERROERELZONEICD
WTHIRMBIER T/, 28, &5 18 A BICHSEREL 2 5B REED 4 FliT,
L H, HFMBRICETKERD O OKMIZ LY ZEFESE, SRriTo7-, ETEYICD
Wb RIS BB 21T o 7,

b) MEEEREREEERE
(@ 771 it .
1. 7RO 14 BEBEREIISON T, SREICREORE - @R2ER L,

5 B BE - MR
ekl Es 5. JiFhg*
L - &% Do
WA PR 28 F = fig
AETEER TR FEEr, RER B IEZERTSIAR* . W RIZERTSI AR
PR Joix (R, /NME OB RS Tr)
IEM2R% BHE CORBRE) . Mg, BuiRe
AR TEE PR (ER/NMEEET) | BB

Bl 10%FHRER/L< ) VIREEAL TRIRICRE L%, AEWEKERSE
L7z

FARIRLSN D T 244 U722 B, BERSUIRARICIRET 28N EFRE (F
NWRUDR) TEEBZBELR, BliE, BEEAURERELEIERFZ 2 ICEIEL,
EEDOEHEZEH L, BIBIIEREZ SO TRIE Lz, SRZEIBIIRED—
HeadTHAE L, FREIIER/NMEEZED TKE L OB TIT 10% T 1iEE
FA=) ARICREL, B, EROELZRENLLB L CEERBRIELE, EE
ZHELLHEEICO>WTIL, BEHBICHE L-EEZ ZICENEELEH LT,
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(b) 28 B IR EEE
HIREFIZREOSRE - s L7,

5 B 8E - ARk
B EEER SE.
— BT, B. B (TTEBILER. A = VREET) |
PERgE. PPl
D MER g
WIRIBR Bhir, Rt

FEERY . RER B REZERTSZER*. FRZERISLARY,

PR B (BERT &)

FERE TR B (R, MR OWEEETe) | T, LEMRE

S BB CRRRE) . WEE YU 3. IBRIEEY oSER. BEfiEx.
Fia iz

N WFR TEE, BRE* (ERMERET) | BB

R 2 IRER

i - ERER B OKIRED . & (KBRE)

BJE - B | LR

KE R OB 10% - IERE R~ ) SRR EARICER L, B RUOET 10%
HERE R ) IR EEA L TRRICEE Lk, WEME KERE L,

FARRRLAN D T*) 4 LT BB 1T, BERITRFRICRET SANCEFRE (F
VRV DR) TEEZRELE, B, RERORE LEIERZH & IHEL.
EREOEHEZEH LE, BIBREEZE LD CHEIE LTz, HRZERRIIRED—
BErE2OTRELE, REIRERZEO TESASZ A OEELTERL, EE%
BIE Lz, BRI ER/NMEEE D TRE D b OBEETIZ 10% T EEE R L~ U
RIZEEL, BR, EAOEZRENOHBE L CTEEXBHE L, EEFRIELL
BEICOVWTIE, EHBICAEL-REZRICETEELEH LT,
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c) FEREOETERORTF

FERL-#E - 8T, UTO XS CEERMRE L,

frigs, EEZBIER. SMUIEZEOFRIEH» L (FIIRE & Z OFHA & RS ARIC
B-oT) 2~3 mmBOEBRF 4 BEERL, EETRAEMRTAICHE L, 2KT>o0
EEN1S5gUTTHD I L 2HRE. TNTNEED 5 {FELL ED RNAlarter® (Ambion,
Inc) ICEEI VT, 15 2B 25 IXERAIOMGE LU LA Lz, AZIkE
. -80°C THRIF LT, IMAEEDBEEFRBAERENT A OTRE OE Y o R0
D DEE 10%THERE LY VIKRTEE L,

Figix. EABAICEEZBHER. ARAOTRELLABEE ST L 5 ITHEE T 4~5
mm B Z I LTz, MBAPOEEZERY Bk, ER TS L, ¥o0%
12 3 mm LAPITHEE] L RNAlater IZRE LTz, &V O bILEE, BENE. BEE
RORBEZZTTH T 7L, ENF RNAlater \ZIBE LTz, 7Y OESIIKE
#. -80°C THRFF LTz, EANZ 10%FIEEE L~ VIR TEE LT,

RBRIX, EER4ICEEZBER. A% 4 HEIL, BEH O¥45 % RNAlater 1272
ELZ, BV OEFIDKBE, -80°C THREL, EMIIEET Y MY UVETEEL
Too BB, ERENVTUDORITIAENRD bNTHEE, BEFL2EETE Y bY UK
TEE L. RAHll% & nTREREMRNT & U-80°C BHERFICH L,

BEEET, EEXRER. EFALVEETEY MY UKRTEE L.

MEZERTSIARIE, EEREHR. EF T L. —F % RNAlater \IZBE LT, BV 1T 10%
FHERE R~ U VIR TCEE LT,

fiid, BEEZRER, KB LTZAZ I (A ¥ ) =7 uadvERES
=6:3:1) I[ZIRELTC, 0%, KIGTCTSEMIEL 5 Lk, BT ) — /It
T2 SDIOKMTTIRE D LMo, 1BERE 2@, ks ) —L a7,
KETT—BIRE 5 Lictk, BARTY ) — L 2BEEXHEL 4°C THRELE, BELEZR
BHIRMAZ FE L TORREBIRFICERM L,

TEMERIT, EEFRIER. RNAlater (IZBE LT,

RNAlater \Z{R{E L 72 ZH#AREIT RNAlater 2 HRRIZEE S 2720, 4°C T 24 BREGE
L7c#. RNAlater IZIRIES ¥/ FF-80°C THME L., FIA T4 A% RE L TLEMST
EATHFFRRTIZZE AT Lz, -80°C HRERE LRI OWTII RS A TA XREZRF LT
TR FRRTICE T L7,

FOMOEE - BT, 10%FEEER <) VIETEE LR, 2B, mEsER O
FEEEC OV TIEEFREERT A ORBHIRRE T, 0% HEEE R L~ ) VK
XIIEETE Yy b Y URTEE LT,
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d) FREEBFAORE
(@) ¥ 774 M EE

1, 7O 14 BRREHEOTBELUOERAERICOWT, B, TR, Bk, B3,
AINCAR. BBE (KERE) . BlE. MBS 7 4 Al 2Rl L., ~~ b
Vv -xA Yy (HE) 6%, RFEHENICRELE, B8 (KEE) 139
D H URIZ 10%I5EE - R~ U R X AR E T -7,

Ehiz, 1EHREHETIEE. 7RV 4 BRESETRERVOBRICOWT, &
EFTHEBMEORSICEE LBz, EREHIZOVWTHHEER
BEOREET-o 72,

(b) 28 HIE®EE

MBHEERUREAERICONT, MEUTEEZRODTERLZ TR TORE UX
D NT 7 ¢ o DBENY T AR L, HE 36, BEBEMENIIRE L, B
EOVERE (KREEE) 13810 H LENC 10%EEE - R~V VIEIC X AR Z1T- 7=,

Tz, BRUBRICOWT, SAEH THERDEOREICEE LI-BrgEbh
e, BAERIC OV THREBEBFZORELZT -, 510, BRAEERUE
HEFOERO HE LEERIZBWTHTRELIRO LI, ay /a7y s
EZRATOLERH o772, MR, BEFAEERVEREROE 1 4] No. 13,
No. 33 BU'No. 47) IZ2WTHl a2 0 7 VU UHEIC & B EEARLZ20RE 21T
T,

15.13 MEFHFEITIE

BE1~14 BEOEERESE, V7 74 MNEOBREEE, MIKFHIBREROMLKE
LRI E DOBFRIZ OV TIL, Bartlett JEIC X 2 0BBRELITV., 5%E BEKETESH
DRBO LT E L, Dunnett IEIZ X DR EEITo72, ELHBRD LN VIESIT v
X7 A MY v 7 ODunnett HRIC X DIREZITo 7. B 521 RU28 B B DEEROELEE,
B, BRESHE. REXVREZE, 28 FRBREHOMKEIRE., MKE(LEHRE
FOSBEBEEEOHBEICOWVWTL, FFREICLE 2 0BEOBRELITV., S%EFEKETHEEE
DIRVE AT Student D HREZTT o7z, SHABKETHEZELRH 5BA 13 Aspin-Welch
D HREEZIToT, BEMEUERS 1~3 #E 0EEHR (FoX) RUHEREHK R0
T=NE) 1Z T A MY v 7 O Dunnett (RIC X BRERIT o7z, 85 438 E OHEE
R UER EI# X Mann-Whitney @ U R E 24T - 72,

16. RBRAGROEREICEE L KT L L BOh 2BEER R URBEHEED 5 DGR
REBAREOEEEICEELRIEI L EEDNIBEERIIZRD b n o,
ARBREEFICBW T2 B TORBEREFEEED TVRD 57223, SOP {24V, Student

D -FEFE. Aspin-Welch O -2 7E X IX Mann-Whitney ® U B E X 1T > 7=, RBEHEZE)H 0%
Bl 7pofc iy, MEFFRNFEE LTHERZ2WZD, RBRICRITTEE T2\ EHE LT,
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17. HERAGE
17.1 —#%{REE (Table 1. Appendix 1)
¥5 15 B B £ T30 KU 150 mg/kg B NI BEOEFIZBVWTEFIIRD bnied
7253, 150 mg/kg B D 1] (No. 48) T#5- 16 B BICHIE, %5 17 B BICBERESHET.
BEHETR. EEROROERERD BH 0L, &5 18 H IR TEER L, £72. 7%
DD ABFIZHONTHRE 17 BEDBRERTRIC—MRKEBOEARLLN, HE 18 BB
BEIERFE L RoTe 2 enh, BEHEZ L, V754 MEEIEONT 28 BRI 5D 30 mgkg
BROSTRBICEERRD bhviahoTz,
172 M7 —M%IRAEE (Table2, Appendix 2)
TARTOFMBEER IRV T, KB ERSHERUSTREICERT IR D b ikd o7,
Flo. BRYERSHOFEENER CHREHICEEREEIRD bk o7,
173 H4RERRZ (Table 3. Appendix 3)
BAROBRESHERE TIX 30 mgkg HICAEREZENIZO bNT, RGHEREICE
WT b 30 mgkg BER U REICEFE ITFO bivieh o7z,
17.4 f& = (Fig. 1. Table4. Appendix 4)
150 mg/kg BEIZBWTIRE 7T KN 14 B EICABREE (TRED 94.0%K 0 82.4%) »3
RO DNT, 30 mgkg BHIZEBERENIVO LR oT,
17.5 15EEE (Table 5. Appendix 5)
150 mg/kg BHIZRWTHRE 14 B BITKERER (FEREED 89.1%) M7 Hitiz, 30 mg/kg
HICABRRTENIERD bk oT,
17.6 JR#ZE (Table 6, Appendix 6)
30 mg/kg BHEIZBWTREOEEREENRD bz, REBBEIZBV T 30 mgkg &
WCEERESIRDLNT, TOMOKREEEIZBW TS 30 mgke HEOXRBEICER
IO N7,
17.7 rmmﬁﬁ
a) MIEFEAIRE (Table 7. Appendix 7)
1 E®&RSFHICBVT, 30 KT 150 mgkg BHECRMEEBOFEREE. 30 mgkg BT~
BB EVRE (Hb) OFERSE. KREFLEKREEOFEREEN LN, U
T AEEREEORVWIIA LN TRWEE ThH o7,
7 BRI SEECHB VT, 150 mgkg BETHb, ~~ b2 Uy ME (H) . EHRMOKA
B (MCV) | FHFRMERA~E o8& (MCH) | MIRIRMERE LR OF B Bk L 2R
DHEERKE, M/MREOEEZRBENSA LI, 30 mgkg B TIIHFBERLEOFE R
BENA DT,
14 BE#EERIZBVT, 150 mg/kg BT Hb, Ht. MCV, MCH K OMFERER LR O FE
RIRE., BIEBEOFERSELH LI,
28 BE®REEICB VT, 30 mgkg B TRKFRMEELEOFE LBEN A LN,
b) MRA({LFRIMEZE (Table 8. Appendix 8)
1 B EEIZRBWT, 150mgkg ETTA D VET A7 7 4 —F (ALP) OFELS
EnHbiic, 30 mgkg HETITAEREZERNIRD b o7z,
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7 BE®RESEICBWT, womwgﬁf7XA§¥V@7¢/b§yz7li~f
(AST) RUBE Y LVEVOFERGEE. ALP OEEERABSRD SN, ZDIiEh, 30
m@gﬁfﬁ?%%(mm)@ﬁ%ﬁﬁﬁ\N&Uﬂ%m%@#fﬁVT%ﬁ/Qﬁﬁ
RARERL LN, AEEEEDR VIR LN TRVWEEThH - 7,

14 BARSEEIZBVT, 150 mgkg BT AST, ALP RO E ) L E LV OFEE R EE.
BUN OREMAAH b, 30 mg/kg BETIIERREBIRD bivieh o7,

28 HR&GEIZB W T, 30 mgkg B CTBUN OFEREER EROEE LR SEMN &
bz,

17.8 REZORBRE

a)

b)

#ZFBEEE (Table 9 XUV 10, Appendix 9 KT 10)

1 B®REFHICRN T, BB ERSBHICEEREHIIA N2 -T2,

7 BB EEIZBWT, 150 mgkg HCTERBROBEMN R UMEMNEECEERSE (R
D 113.0%K T 118.3%) 233D b TziFh, FHEROBHNEEDFEZSENRH BN,
30 mg/kg B TIEMBROEM R O EEO A ELRBER A b,

14 BRBREEIZBWT, 150 mgkg B TEROBEMNEEDEELRSE CHRED
138.0%) RURRBEOHEMEENDHERE L&EME IRIEED 149.4%) 23O 5NTIFD,
FETIRFAE D H B REME (HRED 83.6%) 2L, MOMKNEEOHEERSE. FE
IS ROESEEDHEREME, MROMNEEOFEREMERA N, 30 mg/ke B

IR BRESBITIH NPTz,

28 HHBEEHIZB W T 30 mgkg B TRERURERE LEOHEMNEEDAERIEEN A
SITZH, EHEEIITEEREBIIED bhiho i,

# # (Table 11, Appendix 11)

1 E#H ST T, 150 mg/kg BETHIE OBEDKEREZ (LR USE FUEMEEN 4 5P 4
3PNCH LT, 30 mg/kg BER U BBERIZEE IR bz o7z,

7 BEHREREIZRVT, 150 mgkg B TRIE OERZGEEN 4 fleplicixbhni-, 30
mg/kg BHEROSRREICEFIIRD bh2doT,

14 BRREBEICRVT, 150 mg/kg BETHTE OEFGEEE R 4 flapl, Bi&RoO makE
FERD 3 BIZERO biids, BERUWEE EEDOFRIMEONEER 1 Flich b,
30 mgkg HERORRBEICEEITIRD bz no7z,

28 HRAIREEEICRVNT, 150 mgkg BEDOYEFLENY Tid. 518 OEERBEER D 4 F 2105,
k23 161, Bl FHAINE DR E A RIEERBAB L 1 5, mREMEOZEEMN 141, mak
FERDS 1 . BEREDRIC X DA% 1 #, ez iRR OEEO/NER 1 flick bz,
SETEM (No. 48) Tid, BIE DEMEER., TROMAMEK, BEOBAM N L
DBH LI, 30 mg/kg B TITBIRO KR E ARBERRARLD 5 FilF 4 FllcHr bz, TR
HTHRERIIRDLNE)»-T,

IREAEBFAOMRE (Table 12, Appendix 11)

1 B 5EIZHBV T, 150 mgkg B TRIE OBEFR GO RE ERBFR (8RE) &R UE
TROKE BEE~PEE) M 4620, 518 0FPEHRE B&E) 214, BEo0F
BREKRE (BE) 2240 MEOKETBOKE BBE) 214618 bN=iEs.

'
[N}
(V%]




B10-0112

JBOBEEOER (BE) 214, FREMSIROY U KEE BE) B 1FICAbR
Too T BB TERZERIRO LR ORBHEZER{L 4 69 1 F12 5 5172, 30 mgkg
HETIEERIRDoN2ho T,

7 BREH®EEIZEV T, 150 mgkg B THIE DEABEO R LRBF AL (BRE~ D)
RUBRBOBENTORMBERE (Z<RE) P 440020, REOKETEOKE (8
BE) B 1AICHR O, £, XRETBROWE T OB 2 flicH b7, 30 mgkg
BHETIRERIIRD 2o 7,

14 BE®REEHITB VT, 150 mgkg HTRIB OEAORB LR BER (BEF) KO
BROBMESNFORMEFE (KE) 24 flepl, BIROBMENEOFRMELME (ZX
BEE~EE) 23 6, BROBENEORME EMEEL (DCEE~RE) 22 4,
BROBESNFEOHELE (FPEE) B 1AICRD LN, ZoiE), BEMNICERER
OHRER EEDFAED/INEER L B 1 I, BROBHREDUEAMERE. 5A4F
+ v EMROUEAMBRA. BT OERRUSLELE. BEEHEORBFHEERSLD
72, 30 mg/kg BER URTRERICEEIIZFRD bz ho Tz,

28 AR EBIZIVT, 150 mgkg BEOBEREY T, 1B ORELEBFE (E&E)
D34 61t 3 6, BIEOESNEORMESE (RE) 226, BEAEORMEEME
g (BE) 234, BEATOLEILE (FEE~EE) 136, BENEORME
BE BE~PEE) B4 FLfl, REOFEMBEMREOWTFHE (PE£E) A bilz,
FETEMW (No. 48) Tid. RIB DR LEBEFR (BE) | BROMENEORMELE
tH (EE) | BEATOHELE (FEE) | HEAEORMEEE BE) Kabh
72D DIBOOHOENRE (FEE) | BROBHEOVEAEER (BE) RUTA
T4 v e MROUEAMEBER (FTEE) | BREAOETFEES (BE) . BEOZEE
(BE) RUD ol (FEE) BA LN, 30 mgkg B TiX, BIEO R E DA RS
DOEFHE (Z<EE~EE) BS5FAF 4N, SRECEEIIZD O
77

723, 28 AR SEHOXRE, 30 RO 150 mgkg BEOE 1 4] (No. 13, No. 33 RO
No.47) IZ2OWTERE LEZBRBROM a7 2 7 ) UHIUEIC & 5 aEEa L FaBRE T,
MBI W TREDOIRMERME EERICBEDERN DT NCRObNZOICT L. 30 &
O 150 me/kg HETIE LV Z L OBMEHERRD b, WTFER a7/ 07 ) OEFEIC
EB2b0THDZ LRREREINT,
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18. & £

BBEOWEOEPAMEIC OV TR, T v Ol CBIHORMEEER T REEE, BT
BIROTKE, v~V ADETERORAEREE., NARAF—CTEBROREEEEDRERD
BMBAHESNLTEY ., £ NCTERTSRIR LME SN TWARWE, EBREY TIE+47
AP FT LN TVD & UTEEDR AMFFE#ES (International Agency for Research on Cancer,
IARC) DENBAMFETIEIZNA—72B (& MIH L TREBPAMDNHAFREELRH D) 105
EINTWD (IARC, 1999) , £/, T v b~ 13 BREBAZRERRICBW T, AR
T LRRNOGEBEO/NEROEERRAEOBFAMTILAR LN TS (Kurokawa et al,
1990) . ARBRIZEWTYH, HRHEREIZ L BIR~DOEMEFER OB KK 5 5K
HERFRD bTZIEZD, HR~OEEROEM & RS SN,

BIRIZH T D& L LT, 150 mghkg BT 7 R0 14 BAEBREHITEIEEOSME, 14 H
FIRERICARNMZERAL b0, £, %5 18 B BICHES L-Ewey <, REmahk
BRI, REERVERERD b ETB TN L bz, Rl AR EERE LI,
28 HAR S D 30 mghkg HETHRD b/, FREMEBRFARE TIL. 150 mgkg BT 7 BRE#E
%5 bHENEORMEEE. 14 BREREHD 5T EORMEE OIS E O B 55
WNTHLEILE VRO biv, REEHROEMMEVCEEERUORERBED EENRL LT,
MEAE(LFRIRE TIX, 150 mg/kg BT 14 B MES%12 BUN OSEER. 30 mg/kg BE TR
EOEMENRL LI, BEENRINZS, 30 mgkg B TIHEEEEMITRD beho T,
2B, 150 mg/kg FEDOBRFLEM LT 28 AR5 D 30 mgkg BETILRE DEARMAEN o s
a7y o OERBICLDHETREIFED N, REICIEEEERL bR 0T 2 b
0. HEFREITEYOREEMICES LTy - LTs,

BICH 4588 E LT, 150 mgke BT 1 EREE»HLATE OEREEREINED S, 1
ElE#ITIIATE OB OKEREL D A b, FEESRFEORE T, 1 BRESE% 5T
B OEFEDRTE LRIBANEED biv, 1 BEHESHICIIEE ORIE TR O AR R O%F FER
REL T ORIET B OKER CFBENRE, 7 BEREZIZEE ORETBOKIED
Hbilz, BIE DEFFEEER ERRORTE LR BRAIIRE 18 B BITHES L35k K
USETE TOLRO LN, TNOOFRIL, HBRHERE IV BEENMEE S L. £E
EBEERIGHRELTLILETTHLOLEEZ b, HBRYWEITEREELE 5 & HERI L7
B, RERU L AREEEOEERFAEILL bRl L2, B0 REEICES
L= DOTEERWEHBI L,

FrlgITat9 2828 L LT, 150 mgkg BT 1 EAHREEMD ALP O EIEEER. 7 B
FRE#1 D AST RUME YL EVORERA LN, FFEENTREhZS, BEHE(L
HRO RNl 7y FTO 13 BESKZSHABRIZE VTS, 600 ppm TAST. ALT.
HERIHKRBER, ALP OREXIHE SN TV AR, FROBENEIC>WTIEBRE SN T
V72U (Kurokawa et al., 1990)

TOMOEEE LT, 150 mgkg BT 7 XV 14 BRE® 5% Hb, Ht. MCV T MCH @
EERHR O, ERZHEELAH LN, ARBRICBOWTHRZNELZERIZRBATHS
B, BETEREOTARXIIRMICEIVAELA LS TWS, £/, 150 mykg BET 14 AR
RERICFREOENEEORER L DN, T v b OMETRREEEORAENRE SN

-25.-




B10-0112

TWEH, 14 BRABRERIIFRBOFRERZBRERTo TRV, EMFENERIIRHT
HB, '

BEHMFIC 150 mghkg B THON-EAEQEER EEEOKEER. BFRESHET.
BEAR, EERD RUMREREIZ, FICBBA~OEMEELZRBR L LD EEZ LT,

BEMM P ISR AR TRICA DN T OMOE(IT, —BEITAEERFEED
WEBITHDZ &, HUIBEETAEERRDO NN &, NIFEARERET L LTHRAS
NOFATHDLZ LENDL, HRHERE LIIEEDCRWELLEE 2T,

UED LBy, ARBRTIIEBRYHERE L VREHHOTH 1O B RUBB~OELE
EPFEE SN0, 150 mgkg/day TR S 18 HE S CICEERESHEERL L, 28 AR
RETORBBRIBONRP -T2, BRDHABETOI LR EROEMRILE & Hkr
L7z,

19. ZE 3k

TARC (1999) IARC monographs on the evaluation of carcinogenic risks to humans. 73, 481-496.
Kurokawa Y, Maekawa A, Takahashi M, Hayashi Y (1990) Toxicity and carcinogenicity of potassium

bromate-A new renal carcinogen. Environ. Health Perspect, 87, 309-335.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of general clinical observations

Sex Signs Administration period
mg/kg/day 0 30 150
Male ss ss sS m
179 17 12 4
No abnormalities detected 17 17 12 4
Salivation
Decreased spontaneous locomotion
Decreased respiratory rate
Anorexia
Decreased stool volume
Moribund state 4

ss, scheduled sacrifice animal, m, moribund animal during the administration period,
d, dead animal during the administration period.
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)
Removal from cage Ease of removal -2 No reaction :
-1 Very easy
0  Easy (slight resistance)
+1  Difficult
+2  Very difficult
Vocalization 0 None
+1  Vocalization during handling
+2  Continuous vocalization
Handling obsevations ~ Muscle tone -1 Decreased
0  Normal
+1  Increased
Subnormal temperature - Absent
+ Present
Piloerection - Absent
+  Present
Staining hair - Absent
+ Present
Unkempt hair - Absent
+ Present
Paleness -~ Absent
+ Present
Reddening - Absent
+ Present
Cyanosis - Absent
+ Present
Lacrimation - Absent
+ Present
Exophthalmos - Absent
+  Present
Pupiliary 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 ciosure - Absent
Present
Gait Normal
Staggering gait
Tip toe gait
Shuffling (paralytic) gait
Gait disturbance
Tremor/twitch/convulsion None
Tremor

Twitch or convulsion
Systematic tonic convulsion (opisthotonus or episthotonus etc.)

Stereotypic behavior

None

Circling
Grooming
Sniffing

Head bobbing

Abnormal behavior

“4%<sEzmowo jToo0 Z,,’\“,_*.og-u—unv

None

Self-biting

Backing

Circling

Roliing

Writhing
Vocalization

Straub tail

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

Male
Predosing Dosing week 1
Dose {mg/kg/day) 0 30 150 0 30 150
Number of animals 5 5 5 5 5 5
-2 0 1] 0 0 0 0
Esseot g s 5 5 5 5
Removal v +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
o] 5 5 4 5 5 5
Vocalization +1 0 0 1 0 0 0
+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
- . - 5 5 5 5 5 5
Staining hair . 0 0 0 0 0 0
s 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness N 0 o 0 0 0 0
Handling . - 5 5 5 5 5 5
observation eddening 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 N 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- - 5 5 5 5 5 5
Salivation . 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion N 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Motor activity 0 5 5 5 2 5 5
+1 0 0 0 3 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
- +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure . 0 o 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 D 0 0 0 0 0 0
N 0 5 5 5 5 5 5
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 0
- 5 5 5 5 5 5
Sersopic ¢ g 0 0 0 0 0
behavior P 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal c 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
W 0 0 0 0 0 0
\% 0 Y 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 16x1.5 0.8+1.3 0204 0.6+0.8 0.020.0 0.0£0.0
Urination 52+2.8 3.8:33 22+23 28132 2.6+4.2 0204

a): (count/min, 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 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of detailed clinical observations

Male

Dose (mg/kg/day)

Dosing week 2

Dosing week 3

30

30

-

o] 150 o] 50
Number of animals 5 5 5 5 5 5
2 0 0 0 o] 0 0
Esseot g : 5 ; : :
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 4 5 2 3 5 3
Vocalization  +1 1 0 3 2 0 2
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscietone 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 - 5 5 5 5 5 5
Staining hair . 0 0 0 0 0 0
.- 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 o
- 5 5 5 5 5 5
Paleness N 0 0 0 0 o 0
Handiing K - 5 5 5 5 5 5
abservation Reddening 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
N - 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 o 0 0
Pupiliary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
. - 5 5 5 5 5 5
Salivation . 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion - 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 1 0 0 0
Motor activity 0 4 5 4 3 4 5
+1 1 0 0 2 1 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
- +1 0 0 0 0 0 0
Respiration 2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure . 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GD 0 9 0 0 0 0
X 0 5 5 5 5 5 5
inarena  Tremor/
twitch/ +1 0 0 0 0 0 0
convulsion *+2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic ¢ 0 0 0 0 0 0
behavior G 0 0 0 0 0 0
S 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S o] 0 0 0 0 0
B 0 0 0 0 0 0
oS S S S S S
behavior W 0 0 0 0 0 0
\'% 0 0 0 0 0 0
ST 0 0 0 0 0 0
T o] 0 0 0 0 0
Defecation? 1.6+1.8 0.6 +0.5 1411 0813 0.6 £0.5 08213
Urination 16x1.5 12218 2822 0.8 +1.3 0.0 0.0 2219

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

* . significantly different from vehicie control at p<0.05
** . significantly different from vehicle control at p<0.01
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dasing week 4
Dose (mg/kg/day) o] 30 150
Number of animals 5 5 0
-2 0 0 0
Ease of ’(; ; § g
Removal removal +1 1 0 0
from cage +2 0 0 0
0 3 5 0
Vocalization  +1 2 0 0
+2 0 0 0
-1 0 0 0
Muscletone 0 5 5 0
+1 0 0 0
Subnormal - 5 5 0
temperature  + 0 0 0
Pilogrection  ° 5 5 0
+ 0 0 0
L - 5 5 0
Staining hair . 0 0 0
.- 5 5 1}
Unkempt hair N 0 0 0
- 5 5 0
Paleness N 0 0 0
Handling I - 5 5 0
observation Recdening + 0 0 0
. - 5 5 0
Cyanosis + 0 0 0
o - 5 5 0
Lacrimation . 0 0 0
- 5 5 0
Exophthaimos + 0 0 0
-1 0 0 0
Pupillary size 0 5 5 0
+1 0 0 0
s - 5 5 o]
Salivation . 0 0 0
) - 5 5 0
Secretion + 0 0 0
0 5 5 0
Posture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 0 0
Motor activity 0 4 5 0
+1 1 0 o
+2 0 0 0
0 5 5 0
N +1 0 0 0
Respiration +2 0 0 0
+3 0 0 0
R - 5 5 0
Lid closure 0 0 0
N 5 5 0
S 0 0 0
Gait T 0 0 0
P 0 0 0
Observation GOD g g 8
inarena  Tremor/
N +1 0 0 0
twitch/
convulsion 2 0 0 0
+3 0 0 0
- 5 5 0
Stereotypic g 8 g g
behavior s 0 0 0
H 0 0 0
- 5 5 0
S 0 0 0
B 0 0 0
Abnormal ot o 0 0
behavior R 0 0 0
W 0 0 0
\Y 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.8+13 0.4£0.9 —
Urination ® 18240 0.0£0.0 —
a). (count/min, mean+S.D.)

> : significantly different from vehicle control at p<0.05
== : significantly different from vehicle control at p<0.01
— not conducted, -32-
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations

Male
Dosing week 4
Dose (mg/kg/day) 0 30 150
Number of animals 5 5 0
-1 0 0 0
Approach contact/ 0
touch response 5 5 0
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 0
. +1 0 0 0
Sensorimotor 3 0 0 o
function Pain response 0
(tail pinch) 5 S 0
+1 0 0 0
+
Pupiltary reflex 5 5 0
- 0 0 0
+
Air righting reflex S 5 0
- 0 0 0
Forelimb —
Grip strength | ¢ l (@) 379 +62 368 £70
Hindlimb (g) 497 + 64 496 + 68 -
0-10 (min) 188 £ 70 153 +60 -—
10-20 (min) 113242 88 +33 -
.. 20-30 (min) 62 +26 64 £23 -—
Motor activity i
[Interval] 30-40 (min) 39 +41 52 £29 -—
40-50 (min) 35 + 51 36 +24 -
50-80 (min) 15 +24 27 +41 —
Total 451 £ 141 420 £127 -

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

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

"Grip strength” and "Motor activity": meantS.D.

* . significantly different from vehicle control at p<0.05

**: significantly different from vehicle control at p<0.01

—: not conducted.




B10-0112
Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
0 30 150
(mg/kg/day)
Administration 1 137.61 137.83 138.63
period (day) 15.20 (17) 5.04 (17) +4.78 (17)
3 156.99 156.39 153.43
£5.71 (13) 6.54 (13) +7.01 (13)
7 185.44 194.95 183.72 *
+7.41 (13) +10.37 (13) +8.39 (13)
14 255.01 259.37 210.22 =
+9.66 (9) 118.33 (9) +18.55 (9)
21 308.68 329.36 —
+14.08 (5) +19.08 (5) —_
o8 349.08 379.18 —
+17.55 (5) £24.90 (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.




Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0112
Summary of food consumption (g/rat/day) : male
Sex Dose
(mg/kg/day) 0 30 150
Administration 1 19.34 18.39 19.46
period (day) ’ ' ’
+ 1.33 (13) + 1.21 (12) + 1.75 (13)
3 21.18 20.89 20.11
‘ * 1.76 (13) + 1,59 (13) + 1.64 (13)
7 23.69 23.13 22.29
+ 1.46 (13) + 1.75 (13) + 167 (13)
14 23.56 25.38 21.08
+ 211 (9) + 238 (9) + 256 (9)
21 25.95 28.22 -
+ 269 (5) + 1.39 (5)
28 25.79 29.02 -
t 2.86 (5) + 188 (5)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 30
. 9.2 244 *
Urine volume (mbL) 26 (5) £9.1 (5)
937.6 513.6
Osm/L)
Uosm (mOsmiL) £295.5 (5) 3211 (5)

Values are shown as Mean £ S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses: Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 0 30
ltems No. of animals 5 5
Color
SY 3 4
Y 2
Turbidity
Clear 3 4
Cloudy
pH
6.5 5
7.0 0
Protein
= 4 3
1+ 1
Glucose
- 5 5
Ketones
=+
1+
Occult blood
- 4
+
1+ 1

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

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 30
ltems No. of animals 5 5
Urinaly sediment
Red blood cells 2

0 5 5
White blood cells ®

0 5 5
Epithelial cells ¥

0 5 5
Casts

0 5 5
Crystals ©

=+

1+ 2

#:Number of cells/10views(x400).
5: Number of casts/18x18 mm’.
9:Incidence of crystals/18x18 mm?,
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Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
- Dose One-day treatment
(mg/kg/day) 0 30 150

RBC (x10%uL) :Zi @) Z;gl? *(4) gg: *(4)
Hb (g/dL) 13123 @ lﬁ?g '(4) lf:zg @
Ht (%) ::gg @ :;gg @) ig:g 4
MCV (fL) iffﬁ @) igg @ ig::g @
MCH () iéjgg @ igii @) iggg @
MCHC (g/dL) iﬁfi @ 23223 @ ig;g @
Platelet (x10%L) lﬁgg @ 1:;:2 4) lgzgg 4)
Reticulo (%) lﬁig @) légg 4) ;gg: )
WBC (x10%/uL) Jijég @ 5233 @ ifgi;g @
Differentiation of leukocyte

Neutro (%) lgig ,(4) 122: @ lggg (4)

Lymph (%) ::‘:g 4 3;3'6:/ ) :gg: )

Eosino (%) ig:;g (4 ig:g? 4 ig:ﬁ 4

Baso (%) igcs)g (4 13?(05 23] i:)gg ;4)

Mono (%) _ji? 4 j?g ) iﬁ;g (4)

LuUC (%) i;?g (4 ig?g .(*4) iggg 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 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Seven-day treatment
(mg/kg/day) 0 30 150

RBC (<101 e @ s @ 2e5 @
Hb (g/dL) lg;g (@) :j:i 4 1312 '(4)
Ht (%) 0% & e w070 @
MCV ) trez @ So5 @ 218 @
MCH (°9) ot @ s @ s
MCHC (g7dL) i;:gg @) gsg 4 i;g? @)
Platelet (x10*/pL) l?;;g @) 3222 4 1?212 ?4)
Reticulo (%) ,jﬁ (@ igzg e)) ig:? ’(4)
WBC (10%/uL) iﬁ;&g @ 123133 @ lgggg @
Differentiation of leukocyte

Neutro (%) l;gg @ i?;i 4 :jgg (4)

Lymph (%) :;gg () :?gg @) :?;? (4)

Eosino - (%) ig?g @ igjg *(4) ig?g ?4)

Baso (%) i:,g: @) :;;g 4 ig?g (4)

Mono (%) ig;g @) iﬁig 4 iﬁgg 4

LuC (%) ig::: @ igﬁfi @ igigg (@)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Fourteen-day treatment
(mg/kg/day) 0 30 150

RBC (x10*uL) o @ e @ , ogd @
Hb (g/dL) lg:ig 4) lg:;: @ lﬁj?f *(*4)
e %) tas o 3 (o Hes @
McVv (fLy Sjgi (@) ﬁfg 4) 322 *(*4)
MCH (rg) iéig @ igfg @ lggs ’(*4)
MCHGC (o/dL) 2323 @ i&fg @) : gg @
Platelet (x10%uL) :ggi @ l::ég @ l::gg @)
Reticulo (%) igii 4) :I:g:ig () tggg @
wac (x10%/yL) g @ s2n07 @ ool ?4)
Differentiation of leukocyte

Neutro (%) l:gg 7 :112: (4 lig: (4)

Lymph (%) :3?: @ :: :gg @ Zi;g (4)

Eosino (%) ig:?g 4 ig:;g @ igﬁg *(4)

Baso (%) ig?g (4) :1:2)2? @ ig?g C)]

Mono (%) iﬁgg ) i:];? @) iégg 4

LUC (%) iggs @ :g;? (4 tég *(’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 7-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
toms Dose Twenty-eight-day treatment
: (mg/kg/day) 0 30
RBC (c10*/pL) Ii;ﬁ ) :2:3 ®)
Hb (g/dL) lﬁiﬁ ®) l(s)gg ®)
Ht (%) :g::g (5) :gég ®)
Mcv (L) i?g; (5)V A i??g (5)
MCH (pg) iggi ®) lgtig ®)
MCHC (g/dL) igii (5) Z:)?Z (5)
Platelet (c10*L) lf;:gg ) lﬁﬁi )
Reticulo (%) ig;i (5) :ggg *(5)
WBC (x10%uL) éggﬁ (5) l;?:: (5)
Differentiation of leukocyte
Neutro (%) li:i? ) lgig (5)
Lymph (%) ﬁfé (5) Z:gg ®)
Eosino (%) iggg (5) ig‘g (5
Baso (%) tg:g (5) i:)gg (5)
Mono (%) t;;g (5) igig (5
LuC (%) igjgi 5) «.Lé::g ®)
PT (sec) lg:;g ) igg; ®)
APTT (sec) 1233 ®) i?:? (5)

Values are shown as Mean + S.D..

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

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
Items
(mg/kg/day) 0 30 150
94.3 92.5 101.3
AST (uL) 128 (4) 90 (4) 8.8 (4)
31.3 30.5 31.5
ALT o 2.6 (4) 154 (4) 4.4 (4)
743.3 867.5 1004.5 *
ALP un) +164.9 (4) +46.9 (4) +94.0 (4)
11.85 11.40 13.30
BUN (mg/dL) £3.10 (4) +0.96 (4) $2.33 (4)
- 0.135 0.120 0.125
Creatinine (mg/dL) £0.025 (4) £0.012 (4) $0.017 (4)
. 0.075 0.075 0.083
T-Bil /dL
' (mg/dL) £0.010 (4) £0.006 (4) £0.005 (4)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 30 150
82.8 89.3 1315 =
AST (o) 62 (4) 5.9 (4) +10.8 (4)
34.3 35.0 36.0
ALT (o) +33 (4) +4.7 (4) +3.6 (4)
948.5 790.5 2425.8
ALP (o) +85.8 (4) £200.2 (4) +1518.9 (4)
: 15.25 11.30 * 14.43
BUN (mg/dL) +1.71 (4) +1.96 (4) £1.44 (4)
- 0.180 0.150 * 0.155 *
Creatinine (mg/dL) £0.000 (4) £0.014 (4) £0.013 (4)
. 0.063 0.048 0.090 *
-Bil /
T-Bi (mg/dL) +0.019 (4) £0.013 (4) £0.008 (4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of 'animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-3 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 30 150
71.5 89.5 103.5 =
AST : (L) 26 (4) +159 (4) £12.0 (4)
225 29.8 315
ALT (un) 1.0 (4) +4.7 (4) +7.6 (4)
792.3 763.0 1166.8 =
ALP ) £51.0 (4) £1163 (4) £81.7 (4)
; 13.00 12.65 21.95
BUN (mg/dL) £2.19 (4) £247 (4) £9.33 (4)
N 0.188 0.168 0.205
: /
Creatinine (mg/dL) +0.010 (4) £0.022 (4) +0.048 (4)
. 0.043 0.043 0.085 **
T-Bil /dL
: (ma/dL) £0.017 (4) £0.028 (4) £0.013 (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 84 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of blood chemical examinations:Male
e Dose Twenty-eight-day treatment
(mg/kg/day) 0 30

AST qun) Zﬁi ®) 1:2 ®)
ALT (u) igé ®) i::? )
ALP (o) j;?,jg ®) i;g:g ®)
ChE (o) ‘:hgl:: ®) :;:g (5)
y-GTP (un) ig:ﬁ ®) tgfgg ®)
T-Cho (mg/dL) as @ 51 ®
TG (mg/dL) 1-1,‘::3 ®) iggi? ®)
BUN (mgidL) rioh ) 234 @
Creatinine (mg/dL) 18525 (5) ig?):)i (5
T-Protein {g/dL) ig;:f ) tﬁ?? (5)
Alburmin (g/dL) iﬁ?g (5) :té(g)i (5)
A/G ratio O] ig:ggg (5) iggig (5)
Glucose (mg/dL) l;:g ) g;: (5)
T-Bil {mo/dL) 18:3?? ®) tgiggg (5)
TBA (moliL) ;3:;; ) lg:;; )
IP (mg/dL) lfgi ®) lﬁ:gg ®)
Ca (mg/dL) l;?g ®) l;ig (5)
Na (mEall) 138 ) 11::‘11 )
K (mEql) igjg 5) tg:gg ®)
o (mEq/L) 1213? ) o *(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 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 30 150
L 4.255 4.263 4328
ver ) £0.190 (4) £0.213 (4) £0.219 (4)
Heart © 0.613 0.600 0.603
g +0.033 (4) +0.037 (4) £0.049 (4)
. 0.635 0615 0.668
Kidney(R) © +0.077 (4) £0.044 (4) $0.025 (4)
: 0615 0623 0.653
Kidney(L) © +0.042 (4) +0.034 (4) $0.037 (4)
Kidne @ 1.250 1238 1.320
¥s 9 +0.115 (4) +0.076 (4) $0.062 (4)
. 0.640 0.663 0.588
Testis(R) © +0.024 (4) +0.078 (4) +0.066 (4)
. 0.630 0.670 0.608
Testis(L) @ +0.022 (4) +0.077 (4) +0.048 (4)
Testos 9 1.270 1.333 1.195
9 0.038 (4) +0.153 (4) +0.114 (4)
o 0.075 0.088 0.070
Epididymis(R) © +0.006 (4) £0.010 (4) +0.008 (4)
o 0.075 0.080 0.083
Epididymis(L) © +0.006 (4) +0.008 (4) +0.013 (4)
o 0.150 0.168 0.153
Epididymides © +0.008 (4) +0.017 (4) $0.017 (4)
0.073 0.075 0.075
Veniral prostate  (g) +0.017 (4) +0.019 (4) £0.010 (4)
Dorsolateral © 0.043 0.060 0.058
prostate 9 +0.010 (4) +0.022 (4) +0.005 (4)
Brain © 1.683 1.728 1.710
4 +0.069 (4) £0.059 (4) +0.067 (4)
Socen © 0.358 0.358 0.375
P 9 £0.043 (4) +0.050 (4) £0.056 (4)
v g 411.15 446.80 453.73
d 9 £50.43 (4) £91.61 (4) +46.55 (4)
o 5.48 5.55 533
Pituitary gland (mg) $0.46 (4) £0.31 (4) +0.91 (4)
) 13.15 11.20 11.10
Thyroid (mg) +2.96 (4) +1.75 (4) £216 (4)
27.63 29.60 29.25
Adrenal
renais (mg) +3.57 (4) +3.25 (4) £263 (4)
. 117.13 117.68 119.05
| h
Final body weight () +5.02 (4) +358 (4) +1.48 (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 controt at P<0.05.

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

-47 -




B10-0112

Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
ltems Dose Seven-day treatment
(mg/kg/day) 0 30 150
N 5.970 6.038 5.590
ver @ +0.358 (4) +0.214 (4) +0.417 (4)
Heart @ 0.785 0.793 0.813
9 +0.040 (4) +0.046 (4) £0.063 (4)
i 0.823 0.840 0.910
Kidney(R) © $0.071 (4) £0.042 (4) £0.048 (4)
v 0.798 0.820 0.820 *
Kidney(L) C) +0.069 (4) +0.052 (4) 10.047 (4)
4 1.620 1.660 1.830 *
Kidneys C) £0.138 (4) +0.004 (4) £0.093 (4) -
_ 0.880 0.913 0.873
Testis(R) ©@ £0.074 (4) +0.022 (4) £0.046 (4)
) 0.888 0.903 0.868
Testis(L) © £0.071 (4) +0.021 (4) +0.061 (4)
Testes @ 1768 1.815 1.740
g : £0.143 (4) +0.024 (4) +0.107 (4)
- 0.113 0.123 0.115
Epididymis(R) @ +0.005 (4) +0.005 (4) £0.024 (4)
- 0.115 0.115 0.110
Epididymis(L) @ +0.010 (4) +0.006 (4) £0.014 (4)
_— 0.228 0.238 0.225
Epididymides @ £0.010 (4) +0.010 (4) +0.038 (4)
0.138 0.140 0.108
Ventral prostate (g £0.022 (4) +0.038 (4) £0.010 (4)
Dorsolateral ) 0.075 0.085 0.058
prostate 9 $0.013 (4) +0.019 (4) +0.010 (4)
Brain @ 1,858 1.805 1.788
9 +0.090 (4) +0.108 (4) £0.026 (4)
Soreen @ 0.543 0.550 0.528
P g +0.005 (4) +0.037 (4) +0.077 (4)
_— ) 493.95 681.75 * 654.15
Y 9 +58.94 (4) £108.43 (4) £11062 (4)
o 7.30 6.83 6.65
Pituitary gland (mg) £+1.11 (4) +0.50 (4) +031 (4)
. 14.60 14.03 13.60
Thyroid (mg) 218 (4) +1.84 (4) +0.70 (4)
37.50 37.78 34.78
Adrenals (mg) £3.49 (4) £1.75 (4) +151 (4)
. A 167.83 170.58 159.85
Final body weight - (q) £7.10 (4) 631 (4) +6.32 (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 30 150
L 7.778 7.883 7.143
iver @ £0.107 (4) +1.009 (4) £0.818 (4)
Ceart 9 1.020 0.970 0.873
g £0.093 (4) +0.045 (4) £0.127 (4)
i 1.023 1.043 1.168
Kidney(R) ) +0.103 (4) +0.090 (4) $0.138 (4)
. 0.998 1.028 1.168
Kidney(L) @ +0.079 (4) £0.122 (4) +0.138 (4)
Kidnevs 9 2,020 2.070 2335
4 9 +0.180 (4) +0.205 (4) +0.274 (4)
) 1.225 1.155 0.938
Testis(R) ©@ +0.066 (4) +0.033 (4) | £0.588 (4)
. 1.198 1.138 1.208
Testis(L) @ +0.077 (4) +0.026 (4) +0.084 (4)
Testos @ 2423 2.203 2.145
g $0.141 (4) +0.054 (4) +0.619 (4)
o 0.185 0.173 0.143
Epididymis(R) @ . £0.024 (4) £0.022 (4) +0.028 (4)
. 0.168 0.165 0.158
Epididymis(L) @ £0.017 (4) +0.025 (4) +0.017 (4)
o 0.353 0.338 0.300
Epididymides © £0.040 (4) +0.042 (4) £0.024 (4)
0.233 0.203 0.148 *
Ventral prostate  (g) £0.048 (4) £0.030 (4) £0.034 (4)
Dorsolateral @ 0.163 0.165 0.123
prostate g . :0.033 (4) +0.006 (4) +0.031 (4)
Ban @ 1.940 1.840 1.870
a £0.067 (4) +0.022 (4) £0.073 (4)
Sorcen @ 0.640 0.643 0.538
P g £0.029 (4) +0.116 (4) £0.123 (4)
Thvmus o) 641.90 530.85 485.78 *
Y o +81.36 (4) +08.97 (4) +51.82 (4)
N 8.68 8.30 8.33
Pituitary gland (mg) +0.25 (4) +1.21 (4) +0.57 (4)
) \ 15.95 20.08 20.03
Thyroid (mg) £2.50 (4) +4.38 (4) +422 (4)
45.55 47.50 40.78
Adrenals (mg) 6.23 (4) +4.73 (4) £5.22 (4)
. . 226.23 218.68 189.20 *
Final bod
inal body weight  (g) £7.62 (4) £17.43 (4) £17.31 (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.

> S’igniﬁcantly different from vehicle control at P<0.01.
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Table 94 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 . 150
N 10.216 10.968 -
er )] +1.020 (5) +0.997 (5) -
1.150 1.262 -
Heart )] +0.085 (5) £0.123 (5) —
) 1.284 1.480 * -
Kidney(R) (9) +0.146 (5) +0.112 (5) -
] 1.288 1.464 -
Kidney(L) )] +0.159 (5) +0.136 (5) —
] 2.572 2.944 -
Kidneys 9) £0.295 (5) +0.248 (5) —
) 1.538 1.524 -
Testis(R) @ +0.067 (5) +0.149 (5) -
. 1.542 1.528 —
Testis(L) (@) +0.078 (5) £0.141 (5) —
) 3.080 3.052 -
Testes @ £0.139 (5) +0.288 (5) -
- . 0.358 0.338 -
Epididymis(R) @ +0.036 (5) +0.024 (5) —
- X 0.346 0.338 -
Epididymis(L) @ £0.024 (5) +0.026 (5) -—
.,_ 0.704 0.676 —
Epididymides @) +0.056 (5) +0.047 (5) -
0.422 0.392 -
Ventral prostate Q) +0.077 (5) +0.054 (5) -
Dorsolateral @ 0.324 0.326 -
prostate 9 +0.029 (5) +0.044 (5) -
Seminal vesicle @) 002 PP _
g +0.160 (5) £0.040 (5) -
Brain @) o o -
g £0.059 (5) +0.061 (5) -
Spleen @) oo 0126 —
p g +0.086 (5) +0.126 (5) -
544.96 627.98 -
Thymus (mg) +88.99 (5) +69.03 (5) -
o 10.72 11.08 -
Pituitary gland (mg) +0.72 (5) +1.34 (5) -
) 20.20 23.60 -
Thyroid (mg) +2.87 (5) +5.41 (5) -
49.48 53.76 -
Ad |
renals (mg) +10.56 (5) +10.20 (5) -
Final body weight  (g) 320.99 O _
+13.37 (5) +22.38 (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 controt 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
Dose One-day treatment
ltems
(mg/kg/day) 0 30 150
] 3.635 3620 3.635
Liver (971009) £0.054 (4) $0.109 (4) £0.181 (4)
0.525 0.510 0.505
Heart (9/100g) £0.024 (4) 0,037 (4) £0.044 (4)
i 0.543 0.523- 0.560
Kidney(R) (¢/100g) £0.061 (4) +0.052 (4) +0.024 (4)
) 0.525 0.530 0.548
Kidney(L) (9/1009) £0.026 (4) +0.044 (4) $0.037 (4)
. 1.068 1.053 1.108
Kidneys (9/100g) +0.087 (4) 0005 (4) . +0.061 (4)
. 0.548 0.563 0.490
Testis(R) (g/100g) £0.028 (4) +0.075 (4) +0.052 (4)
: 0.538 0.570 0.510
Testis(L) (g7100g) +0.010 (4) +0.076 (4) +0.034 (4)
1.085 1133 1.000
Testes (9/1009) £0.037 (4) £0.150 (4) +0.085 (4)
. 0.065 0.078 0.060
Epididymis(R) (g/100g) +0.006 (4) +0.010 (4) £0.008 (4)
o 0.065 0.070 0.070
Epididymis(L) (9/100g) £0.006 (4) +0.008 (4) +0.008 (4)
_— 0.130 0.148 0.130
Epididymides (9/1009) +0.008 (4) +0.017 (4) $0.014 (4)
0.063 0.063 0.065
Ventral prostate  (g/1009) £0.017 (4) +0.017 (4) $0.010 (4)
Dorsolateral 0.035 0.048 0.048
(g/100g)
prostate +0.013 (4) +0.017 (4) +0.005 (4)
: 1.438 1.468 1.438
Brain (g71009) £0.056 (4) +0.034 (4) 0.056 (4)
0.305 0.305 0315
Spleen (g71009) +0.033 (4) +0.040 (4) +0.048 (4)
350.20 379.28 381.10
"
Thymus (mg/100g) £29.84 (4) £72.54 (4) +38.67 (4)
468 473 4.48
o y
Pituitary gland (mg/100g) £0.40 (4) £0.36 (4) +0.79 (4)
] 11.18 9.53 9.30
Thyroid (mg/100g) 221 (4) £1.56 (4) 176 (4)
23.58 25.15 2455
Adrenal /100
renais (mg/100g) +2.81 (4) £2.34 (4) 2,06 (4)
‘ . 117.13 117.68 119.05
Final body weight
inal body weight (@) 5.02 (4) £3.58 (4) +1.48 (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
tems Dose Seven-day treatment

(mg/kg/day) 0 30 150

Liver (9/100g) tg:ggg @) igzg;g @ igl.:zg )
Heart (9/100g) ;tg:g;g 0} tgggg ) ig:gg? @)
Kidney(R) (971009) igiggg @ ig:ggg @ tg:ggﬁ *(*4)
Kidney(L) (g/100g) :g'.gg @ ig:gig @ tg:igg T4)
Kidneys (9/100g) ig:gig @ :tgﬁ;g ) 18:2);2 74)
Testis(R) (g/100g) igzgzg @ :tg:ggg @ ig:g:g @
. .
Testes (9/100g) i:)ggg @ i;:ggi (4) 1(1):(1]3: 4
Epididymis(R) (9/100g) igﬁgﬁg @ -_tg:ggg (4) ig:g:‘?- @
Epididymis(L) (g/100g) igiggg @ tg:ggg @ :tg:gfﬁ (@)
Epididymides (9/100g) ig:ggg @ | ig;;gﬁ @ tg;;ﬁi @
Ventral prostate (g/100g) iggfg @ igg?g @ igg?g @
Dorsolateral (g/100g) 0.043 0.053 0.038
prostate v +0.010 (4) +0.010 (4) +0.010 (4)
Brain (9/100g) i;:);g 4 j—_?)ggg (4) i:l:)ig )
Spleen (9/100g) iggiz (4 tggi “ tgggg )
Thymus (mg/100g) Ta020 @ PP *(4> o '(4)
Pituitary gland (mg/100g) ig:iz @) ig:gg @ ig;? )]
Thyroid (mg/100g) i?:g (4 ;:13;; (4) isgg e
Adrenals (mg/100g) ﬁ?g @ ﬁ?g (4) i: -27? (e)]
Final body weight (@) 1:;183 @) 1122? (4) 1152:?;2 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 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 30 150
, 3.443 3593 3.773
Liver (/1009) 0.005 (4) £0.262 (4) $0.173 (4)
0.450 0.445 0.460
Heart (g1009) £0.032 (4) +0.034 (4) +0.028 (4)
) 0.453 0475 0.618 =
Kidney(R) (g/1009) £0.030 (4) £0.017 (4) £0.078 (4)
. 0.443 0.468 0.618 =
Kidney(L) (9/100g) £0.019 (4) +0.022 (4) +0.082 (4)
i 0.895 0.943 1.235 =
Kidneys (g/1009) £0.047 (4) +0.029 (4) +0.160 (4)
) 0.540 © 0530 0.493
Testis(R) (g/1009) £0.029 (4) +0.043 (4) $0.320 (4)
, 0.528 0523 0.643
Testis(L) (g/1009) £0.029 (4) +0.046 (4) +0.005 (4)
1.068 1.053 1.135
Testes (gr1009) +0.057 (4) +0.089 (4) 10.347 (4)
S 0.083 0.080 0.075
Epididymis(R) (9/1009) £0.010 (4) +0.008 (4) +0.013 (4)
o 0.073 0.075 0.083
Epididymis(L) (6/100g) +0.005 (4) +0.010 (4) £0.015 (4)
T 0155 0.155 0.158
Epididymides (g/100g) +0.013 (4) +0.013 (4) $0.017 (4)
0.103 0.093 0.080
Vi
entral prostate  (9/100g) +0.019 (4) +0.005 (4) +0.022 (4)
Dorsolateral 0.070 0.075 0.068
(9/100g)
prostate £0.014 (4) +0.010 (4) £0.022 (4)
. 0.858 0.845 0.995 *
Brain (er1009) +0.025 (4) +0.065 (4) +0.073 (4)
0.283 0.293 0.283
Spieen (g/1009) +0.015 (4) +0.033 (4) +0.043 (4)
283.93 242.73 257.33
Thymus (mg/100g) £37.01 (4) +38.31 (4) 2513 (4)
o 3.85 3.78 4.43
Pituitary gland (mg/100g) 013 (4) +0.34 (4) £0.60 (4)
) 7.03 9.28 10.50 *
Thyroid (mg/1009) £0.92 (4) £2.60 (4) +1.43 (4)
20.18 2175 21.68
Adrenals /1004
(mg/100g) £2.98 (4) £2.06 (4) £3.27 (4)
. ) 226.23 218.68 189.20 *
Final bod ht
ody weight - (g) £7.62 (4) +17.43 (4) +17.31 (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 10-4 Twenty-eight-day repeated-dose oral toxicity study in rats .
Summary of relative organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 30 150
] 3.182 3.166 —
Liver (g/100g) £0.186 (5) £0.173 (5) —
0.358 0.364 -
/1
Heart (g/100g) +0.025 (5) +0.018 (5) -
. 0.398 0.426 -
Kidney(R) (g/100g) +0.029 (5) +0.022 (5) —
0.400 0.424 . —
i /100!
Kidney(L) (g/100g) +0.031 (5) £0.027 (5) —
i 0.798 0.850 -
Kidneys (g/100g) +0.055 (5) +0.048 (5) —
) 0.482 0.438 * -
Testis(R) (9/100g) +0.013 (5) +0.032 (5) —
) 0.480 0.444 -
/1
Testis(L) (9/100g) +0.022 (5) +0.029 (5) —
0.962 0.882 * -
/
Testes {g/100g) £0.034 (5) +0.060 (5) —
- . 0.112 0.098 -
Epididymis(R) (9/100g) $0.013 (5) +0.008 (5) -
. . 0.108 0.098 ** -
Epididymis(L) (9/100g) +£0.004 (5) +0.004 (5) -
- 0.220 0.196 * —
Epididymides (9/100g) +0.016 (5) 10.011 (5) -
0.132 0.114 -
Ventral prostate (g/100g) $0.018 (5) +0.018 (5) —
Dorsolateral 0.102 0.094 it
/
prostate (e/100g) +0.008 (5) £0.011 (5) -
.‘ 0.332 0.274 -
Seminal vesicle (g9/100g) £0.052 (5) +0.027 (5) —_
) 0.606 0.582 -
Brain (g/100g) +0.032 (5) £0.023 (5) —
0.178 0.208 —
/
Spleen (g/100g) +0.020 (5) +0.029 (5) —
169.70 181.36 -
/
Thymus (mg/100g) £22.70 (5) +17.31 (5) —
3.36 3.20 -
itui land /1
Pituitary glan (mg/100g) £0.21 (5) +0.25 (5) —
) 6.34 6.88 -
/1
Thyroid (mg/100g) +1.11 (5) +1.79 (5) —
Adrenals (mg/100g) 1548 o _
+3.43 (5) $2.29 (5) -
Final body weight  (g) 320.% s _
+13.37 (5) 122.38 (5) -

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 30 150  (mg/kg/day)
ss SS ss
4? 4
No abnormalities detected 4
Forestomach
Edematous change of wall 0 0 3
Elevation of limiting ridge 0 0

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 30 150 (mg/kg/day)
SS Ss SS
49 4 4
No abnormalities detected 4 4 0
Forestomach
Elevation of limiting ridge 0 0 4

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

-56-




Table 11-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen-day treatment

Male
Findings 0 30 150  (mg/kg/day)
SS sS SS
42 4 4
No abnormalities detected 4
Forestomach
Elevation of limiting ridge 0 0 4
Kidney
Enlargement, bilateral 0 0 3
Testis
Small, unilateral 0 0 1
Epididymis
Small, unilateral 0 0 1

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

Male
Findings 0 30 150 (mg/kg/day)
ss SS m d
52 5 4 1

No abnormalities detected 5 1 0 0
Dehydration 0 0 1 0
Forestomach

Elevation of limiting ridge 0 0 4 1
Kidney

Apparent spotty pattern of

surface biateral e

Discoloration, bilateral 0 0 1 0 -

Entargement, bilateral 0 0 1 1 N
Urinary bladder

Distended with urine 0 0 1 0
Testis

Small, bilateral 0 0 0 1
Prostate

Small 0 -0 1 0
Seminal vesicle

Small 0 0 1 0

ss. scheduled sacrifice animal, m: moribund animal, d: dead 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 30 150  (mg/kg/day)
SS ss SS
4? 4 4
Forestomach
Noabnormalities detected 44 44 08 e,
Cellular infitration, neutrophil LR O .~ S
Edema/Submucosa 000 eeeeeeeeeees o 0 e K
.............................................. LA SO - - N
Hyperplasia/Squamous epithelium/
Li}rlll'ljitinz ridge : P 0/4 0/ a4
Glandular stomach
No abnormaliies detected Aa _AMA A
Cellular infiltration, eosinophil ___ + 04 OA__ a4
Ede-r'n-a-/-S-u bmucosa ) N 04 0 /4 -------- 1/4 -------------------
Liver
No abnormalities detected 4/4 - 4/4
Kidney
Noabnormalties detected Y4 T e
Cyst/Medulla ) + 0/4 - RV
Testis
No abnormalities detected 4/4 — 4/4
Ventral prostate
No abnormalities detected 4/4 - 4/4
Dorsolateral prostate
Noabnormalities detected S Y4 eeeereeeeens
Celular infilzation, lymphooyte _______+ 04 A
Vacuolization/Epithelium/Focal Y7 T oa T
Bone marrow
No abnormalities detected 4/4 — 4/4
Spleen
No abnormalities detected 4/4 — 4/4
Thymus
No abnormalities detected 4/4 — 4/4

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

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

---. Not examined.
+: 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 30 150  (mg/kg/day)
SS ss sS
49 4 4
Forestomach
Noabnormalities detected .. 44?44 08 e,
Hyperplasia/Squamous epithelium/  + o4 o4 4
Limiting ridge ++ 0/4 0/4 1/4
Glandular stomach
No abnormalities detected a4 LM 3 e
Edema/Submucosa + 0/4 0/4 14
Liver
No abnormalities detected 4/4 -— 4/4
Kidney
No abnormalities detected | 24 A 04 e
CystiSubcapsule nPA A
ion/ al le/
Outer mociala e £ o4 o4 as
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 abnormazlities detected 4/4 — 4/4
Spleen ‘ ,
No abnormalities detected 4/4 — 4/4
Thymus
No abnormalities detected 4/4 -— 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

I very slight, +: slight, ++: moderate.
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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 30 150  (mg/kg/day)
sS ss ss
49 4 4
Forestomach
No abnormaiities detected 4/4° 44 o4
E_y;{érbié%ié’/’é&{dé’rn"o’h’s’ epithelium/ 0 /; 0,4 """" 4/4 """""""
imiting ridge
Glandular stomach
No abnormalities detected 4/4 4/4 4/4
Liver
No abnormalities detected 4/4 — 4/4
Kidney
No abnormaliies detected ... R .o S S
Degeneration/Renal tubule/ 04 4 s o
Outer medulla + 0/4 0/4 2/4
Wineraizatonioier meduia gl TG T
Regeneration/Renal tubule/
overmele A
Single cell necrosis/Renal tubule/ £ 04 o4 v
Outer medulia + 0/4 0/4 1/4
Testis
Noabnormalities detected YA
Alrophy/Seminiferous tubule/Diffuse _+++ 04— U4
Hyperplasialleydig cellDiffuse ++ 04 4T
Mineralizaion et 04— VA
'Necrosis/Seminiferous tubule """" 04 T 1a T
Epididymis
Loss/Sperm/Unilateral +++ - — 11
Ventral prostate
No abnormalities detected 4/4 — 4/4
Dorsolateral prostate
No abnormalities detected 4/4 — 4/4
Bone marrow
No abnormalities detected 4/4 — 4/4
Spleen
No abnormalities detected 4/4 — 4/4
Thymus
No abnormalities detected 4/4 -— 4/4

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 30 150 (mg/kg/day)
SS SS m d
52 5 4 1
Trachea
No abnormalities detected 5/5% — 4/4 1N
Lung
No abnormalities detected 5/5 — 4/4 111
Submandibular gland
No abnormalities detected 5/5 - 4/4 11
Forestomach
No abnormalities detected ST, WM,
Emz;ﬂaﬂs;z/:quamous epithelium/ . /5 05 Y4 11
Glandular stomach
No abnormalities detected 5/5 5/5 4/4 1N
Duodenum
AUOYSISY e o5 ... T YA
No abnormalities detected 5/5 -— 4/4 -
Jejunum
AOSIS 05 oM
No abﬁormalities detected ) 5/5 -— 4/4 -
lleum
AUOYSIS e O o O
No abnormaliies detected ) 55— a4 T
Cecum
Autolysis e O -4
No abnormalities detected 55 Ty T
Colon
AUOYSIS O mllOAL M
No abnorma'lities-defébted 5/5 -— 4/4"""-: -----
Rectum
AUOWSIS e 05 AW
No abnorma.litie-s-detected ) 5/5 — 4/4—— --------
Pancreas
No abnormalities detected 5/5 — 4/4 1N
Liver
No abnormalities detected 5/5 - 4/4 1M1
Heart
Noabnormalifies detected ... S Ao
Degeneration/Myocardium e 05 = oa T M

ss: scheduled sacrifice animal, m: moribund animal, d: dead animal.
a) Number of animals autopsied.

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

c) Not available for further histopathological examinations.

- Not examined.

+: slight, ++: moderate.
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Table 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 30 150 (mg/kg/day)
ss SS m d
53 5 4 1

Kidney
No abnormalities detected 557 NS oM 0N .
cD)e’gién'éré'tiéH/Rénal tubule/ . 0/5 ’ o5 2;"1 » )

U e e e

o | A0 A5 oo T )
g;cl)?tl;r;e droplet/Proximal tubule/ +0/5 ......... 3 /5 ------- 0/4 ----- 0/1 --------------------
O A UL« S O L3O
Mineralization/Outer medulla AT T 0 /52/4 ----- LA
................... U0 .. .- Lo AL A N
Regeneration/Renal tubule/ + 0/5 0/5 24 1M1
Outer medulla T o5 s 24 o TTTTT
Single cell necrosis/Renal tubule/
vt e dulis 0/5 o5 34 oA

Urinary bladder
No abnormalities detected - 5/5 — 4/4 11

Testis
No a_bnqrrrlgli_ties_dg‘gec_te_q _________ S5 - 44 o
‘AirophyiSeminiterous tbuielDifuse  +os 05 g T
Hyperplasia/Leydig cellDiffuse  ++ 0B —  om i

Epididymis
No abnormalities detected .. S T O
Loss/Sperm/Bilateral +4++ 0/5 - 04 1N

Ventral prostate
No abnormalities detected 5/5 - 4/4 1M

Dorsolateral prostate
No abnormalities detected 5/5 — 4/4 1M

Coagulating gland
AUOIYSIST e o5 ... S LA S
No abnormalities detected 5/5 — 4/4 —

Seminal vesicle
AUOYSIS O o
No abnormalities detected 5/5 — 4/4 —

Spinal cord
No abnormaiities detected 5/5 - 4/4 1N

Sciatic nerve
No abnormalities detected 5/5 — 4/4 11

ss: scheduled sacrifice animal, m: moribund animal, d: dead animal.

a) Number of animals autopsied.

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

c) Not available for further histopathological examinations.

-—-: Not examined.

t: very slight, +: 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 30 150 {mg/kg/day)
SS SS m d
52 5 4 1
Bone marrow
No abnormaiities detected 5/5° — 44 1N
Axillar lymph node
No abnormalities detected 5/5 — 44 1N
Mesenteric lymph node
No abnormalities detected 5/5 — 4/4 11
Spleen
Noabnormalities detected 85— 44 oM
ATONY e PO e
Congestion + 0/5 — o4 n
Thymus
No abnormaiities detected 5/5 — 4/4 11
Thyroid
AUOYSISY e 05 YA M
No abnormalities detected 5/5 -~ 4/4 —
Parathyroid
No abnormalities detected 515 - 4/4 1M
Adrenal
No abnormalities detected 5/5 — 4/4 1N
Eye ball
No abnormalities detected 5/5 - 4/4 1N
Skeletal muscle
No abnormalities detected 5/5 - 474 1M1
Bone :
No abnormalities detected 5/5 - 4/4 11
Mammary gland
No abnormalities detected 5/5 — 4/4 1N

ss: scheduled sacrifice animal, m: moribund animal, d: dead animal.
a) Number of animals autopsied.

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

¢) Not available for further histopathological examinations.

-—: Not examined.

+: slight, ++: moderate.
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