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13.E &

Potassium bromate DM FER R FE R VBEFRBICRIETEEICOWTHRET S BH T,
{BEET A MITA RFA LV RONOECD TA M A KT A 407 #BE12 28 ARIRERO#E
EERMERBREZEE L7,

5 BERDRED Crl:CD(SD) 7 » MMTRERIKIZEEAR S ¥ 7 Potassium bromate % 28 B fi45 H iR
g ARE Lz, ®REAEIZ0 (FBRIK) | 20 RN 100 mg/kg/day & L, 185720 5 L&
R Ll7c, ®EMBTITEFNTONT—RREBELE, M2 —RREBER, BiERE, KEH
EROBEERUELZTV., BREEROBBICREZER L, COYO, IBA N A BB T CILk %
R LIBRET LT, RRE, MIRRE, FEZORER CEEFRBRERT O D ORE
BREE FEhE Lz,

—RRRRBIEZ TIL, 100 mg/kg B CTHFEEE T, BB, FRRERA, BIE R UHLEN &
biviz,

BEREMRE CIX 100 mg/kg B CTHREEA DRENR S b,

A T 100 mg/kg BETHE 21 B BHEKIZIBRD UTEER A iz,

FEEE T3 100 mg/kg B THE- 21 A B MBI U BEER R A bk,

FREEZE TIE 100 mg/kg B TRILEH O BiERE OB 2 5 iz,

MEFEIRE TIL, 100 mgkg BT MCV OIEE, WRFMEBEEROEE, FHEREE,
PR EBR IR CHEIREEERORME, UV BREROEERS bz,

MRAFERIRE TIL, 100 mgkg BT AST, »GTP, BUN KU E U LE Y OBE, K
KON Cl DEERA BT,

FHEEE T, 100 mgkg B TERBOMEN R OHMEROEE, FRE VBB OHETEER
DEME, BEREOWE EEOEMEMER. RO R OFENERDOEREN S DLk,

B TIZ, 100 mgkg BETHIAK, ATE OEFEEE, BRMOBARCEEERTOEEHN
H iz, :

TREMEBFARIRE TIiX, 100 mg/kg # TBBMOBENE O RHE OBEMEE, K&
ROBENEORMEFEROBENEOSLEINE, MTEOERGORE LEBFR. BE
DB EREROFRDZEEM, BIBOD S oifl, ~EDTF Y LI BEROBINEMTE. Bk
BROOE AR ERABRIER S % bl ign, B TROBREMAER, RHBOMBER,
FFEg oD /N AT HRBR NG . BB ORI O L ERIEE K O R BVE T O BEHFRE,
FEARE DMK CER NF R OE S, B LEORBHRBER EFRD. BB
i, BERBOBEEROHEER. BOBRKEROERE CEEHENN LN, Fik,
20 HTX 100 mg/kg BET -7 0 7 U DEFRIC & 5 BB O RAE OB FHEN A bz,

MR EBERE CIIEBRMER S X BB A BN o T,

PlED LBy, AREREMETIZE VT Potassium bromate D5 L 0 . Big. 8& OULK
~OBMERENHER SN,
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14.1 HBRWE
a) AWME
& FR BRIV 7 A
CAS & & 7758-01-2
by BETENry FEE .
RET ER{F
oy NEE 402U1647
o) HEEXE
HIER
+ O-
K Blr=0
5
HF= KBrOs
DFE 167.00
d) HMiEE
B 99.8%

RV I IHE 100% & L TRV o7,
e) WELFAGHIR

R ES AR B 7% (20°C)
AR 5rfi& (370°C)
R G1R
FIRIZBIT 2R B0 E IR EMERE
TREM B D &R L BRI L TR 2R3,
BRI T D RMRE (WAfRE)
O BRE (BfEME)
& J)—)b EE
B OE 3.26 g/mL (20°C)
) HRESH
B LIZKREARICAN, BRYEFREEDORBEICCTATT AL 1~10°C) T
HRE LTz,

g) B\ EDEE
BERVCE~DEMENIBRALZ ST 5720, FR, w27, BF. BEDIRFEN
BREZER L,
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142 % ik
a) 4 W
FERK
b) FEREH
URBRHER CTHRICE LTz REEGFRBEMENT D72 D Potassium bromate D k
IZRIT S 28 ARIRERORSEERER] (REBRES B10-0112, 3E GLP ®HE) i\
T, BEUKZEE L LTRAWEZ &b, ARBICBWTHDRBRK Rk e Lz,

c) BliEw, JU—F, uy hEERWMRE

& Fr g JV—F | vy b &S| REEFT RERE
FEELK R K AAZKRS | PC140310 | REHEE=E =R
143 {FHEY

EREME L THRLSNZEY TH D, —BEERBICIA Sh, YRBER TN T
bERT—ZERE LTS Cl:CDSD)T v b (SPF) & BAF ¥ —/L2 « U \— A B
BV E—nbAFELE,

4BEDORET v M2 IBIEAF L, 1 7 —Vbh 3 UL S ILOBABE TAR 6 ARET
B - Bk ziTo7c, sbiz, HEBLE 1 BRNCHYTAAMN 7 B ETEILL, 3T
DEMICRERH DR oTcizd, ¥EJE LAEELZ AV THREERE/ELAHEET
BEST L ISIRERBRICHER Ui, BOTRITREGE CENES CBIML Lz, BEo0
R VANTBTHARD ORI Ui, Fe, AR LRERSE T, —BRERD
PEit R E R 1 EL R8I L,

BT, B URNIREA~MMEA v 7 2B L, BOTRIIEES T TR Lz, &
=V T NVEBST Ty 7 IIRBRERERRR L TENRERERI L,

REFRMRFRR OB ORENL S B, FELEIT 1364~1568g TH Y., 2FHIDEBERE
EDOFEEEL0%DEEANTH 5 Z L 2R LT,

144 FABEE

B, E - BMEHFP 2 S 02ABTHM 28 LT, 1B 21~25°C, fAXHRE 40~
70%, HEREEL 10~15 BI/BER, BERFY-A 7L 12 RERGRIRE (7 BRAUT. 19 BEYYIT) IoRE
LIENY 7=V R T ADORBTE (REHEFIIRERE 1. BREKTRIIFTE 3) KA
L7z,

TV, BEOTRNERT VU AREHER S~ (W260xD380xH180 mm) . B4 IT1%
IERT UV ABSHBR 7 —Y (W165xD300xH150 mm) ZfEH Lz,

b A REHIR TR R O T RIS L, B V108 2 B OSEEE TAs LT,
Sz, BB EN OMTIEICIRETABICL R LT, HBHER, F—VROT v
I, BT LT,

FEHIEREAS MF (2 y MES 131209 KON 140411, Z D = ZVEERTE) %, &
BRI B BT EAGEAKICRRACRIE COERIBEN 3~5 ppm & 725 X 5 ITREEERT b
JUh (Ea—Jv7R) ZBIRMUEZKE, T ThBEBERS S, FRROEE RS
Fidad— b7 Vv —T78E (121°C, 30 /) LizbozEnFhEm Lz,
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SN, BEETE D B RAMODNT —# & AF L, K ER SRR E S WEREED
PR OO RMERE] (1979) 225, YRBHERTED - ERENTHD - b
R Licny bR L,

BRIV T, BAENBE D INEEEICET 284 (EESHESE 101 5)
(L LT KRB R 2 EOBEE TEBL TR Y . BMARIIICAT L RERER O
BB E TIAR L REREN, AESOEEREL LTS - & 2B LI,

15. BB HE
15.1 HBRMEORERE
YRR TER L7z B10-0112 1238\ T, AR L L 150 mgkg/day T 5 17 H B
IC—RRFR DAL R A b S 18 B BIZIE T IIBSCIREE & 22 o 7228, EFE L LT 30
mg/kg/day Ti& 28 HEIKEREICL DB LLREHITRD DAL o T,
L7z > T, AFRERTIL 100 mgkg/day #RAEE L, EFAEL LT 20 mgkg/day 258
Ell,
152 BEHERL
WEOERERHL LC2 AEFERIT o, RO 2 R 5T S AT RBELRE L,
LU, st BB RRE L 5o 5,

- REFAE | REEE %&%ﬁ%g{& B%
. (mg/kg/day) | (mL/kg) | IREE(W/NV%) (B
50t PR 0 10 0 4(1-5)
gﬁ EAE 20 10 0.200 4( 6 -10)
Z mAE 100 10 1.00 4 (11 - 15)
153 #®REHK

a) WERMEIR OFELR ORE 4

WRME 2 HER, BRUKEZMA CTRE LR IE, To%, BEAkEZMZ TER
L 1.00 wv% DR ER R Lz, & 51T, 1.00 wv% DR EIR D—E 2 8E L,
FERUKZ M CTHRL, 0.200 wv% DR ER 2/ L,

AL B RBEOWBRMEREOEEICH WS EEIIBNE TS A F v 7 BRBICE
NZHANG T U BRI ERBEORGE 7 12 THET GFAEEHE 1~10°C) THRE L,
BRI E R IIFRRE 11 BURICER L,

INGT T ERAE LT B R EE OB BEIR R O &4 5 B ISR S I LB EE 2 RE
BEHOLEBYHL, AFEE CEIECER LREICHVE,

b) EEBRMEIE DL ENEDORER
WEABRIEFR C5EHME L7z Potassium bromate DIXERME WK D2 EME K OB EERER B |
(REBRE B X02-0273, FE GLP HER) 128V T, 2.00 KT 0.0200 w/v% DHEERME IR A
FRECI3 HFMEETHDIZ L 2HRLTWVWAE,

-10-
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0) REIZAW2HEBRMER DR ERER
FIENCHREL L7z 1.00 TN 0.200 wA%DHEBRMEIRORMES OBEL ., LRBRER
ICBWTHER L, IKBRWERO—MEHRER U THOMRBHEfR8L L, S TR ILE
BIZEVEBERELZRE L., (RAEE: B3 RBERER)
BIE U7 AR B R E DS EEICKT L 1.00 T 0.200 wh%DHEBRWER TEREh
102% K% T 101% & 100£10% AN Th ooz, BENCHRLITX - L HE L THREICH
Wz,
154 # &
28 HFIER 1|, MHERO®RE L, #51%9:16~11:09 1217 o7,
BEIZIIRT ST =TV (TE) BB AT ZERE (FA') 2BV, BIEL
TeEH OEREZEIC, 10 mL/kg THRE Lz,
15.5 —fiRReEER
BREHFTIIER 3 B (FE551, REEH~1 BE%, &5 2~6 BE%) | £HES
Te—RIREEEBIE LTz,
15.6 FEM2—RRIREEEIE
2FNZON T IREBAARNIC L Bl B 5B 138 1 B OEE TREDEE 2818 LT,
FERMBROBEIIEDICEHE REBVES) 2ET, BHOL VL 2ITo 7254,
RBEIHBITERVRE (BRYE) TfT-o7z.

T=UNOWY | VIR ANTHD, Bl R r —VOMCEY HTE TORE (H
H BROBUG LG SRUEE) &, Aa7 ) V7T
FBRBEROERIETOFE, HEORE (IH, BOERROMES
HAD |\ REEROHEOR (FA., BREROFT7T ) —F) | ROR
B OORE, REREHEOEALR) | MER WY DR E 5 B2
B % 90 cmx60 cm O E LI 1 HRELE (5 458R) B 8%
T YU —=FRNTO | EEME, R, SITORE, IBIREAS. BE - 894 - 8. ZRT
ITEhDHEIER BROBRETSHORELBE

1 pEOHEEES (Eo$) ROEREE (ROF—LE) 2HE

FlzLoTDE
kA =E

-11-
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EZPICONT, 5 48F (%522 HE) 2 1E, KROEBERE L, KSR
B ITFM 2 — RN ABBIER & MARICRBRBE N HA CE 2VWREBTRE L,

_— BEERTH 3 em IZR— R D EESIT A BRERE L X OK
JSE AT ) 7B CEIE
B K |ELETHEEZEL L-LEXORGEER AT v 7 BTG
KittE | B R (|REAYITRD 15 BRBAZEEAL L 2ORG 2B
BN B2 FECEo B, BILICEEZ Y T XORBOEELBE
2E2h K30 em DFEND, BPOIERE LI LIREBTE L L&
ERRE | RERBOFEPBE
= BHA—Z FGC2 (AT 4 R) BHV, BIEOEEOE % 2
ERIE L, EHECHME
7 v MREBEREERE ACTIMO-10 (3 '>5 27 7) AV, B
BR¥EEE DEENE% 1 R (10 4R T 6 [|) JIE L, AR (42.6 cmx26.5
cm DEEFH Z HEE 5 om HIFRCHA) 280 - - [E8 TR

158 BEHE

Z2FICONT, BFELRFE (FA MY UR) AV, TROBICEKEZRE L,

- BT R

- 51, 3, 7, 14,

- BB OMET A
159 TBEEERIE

21, 23, 25, 27 R (*28 AR
(FREE» b ORHRT, HERRER)

EFICONT, EFEILRE (FA ) UR) 2HV, TROBICEEEZRE L,

- BT ROKRER

- E 103, 7, 14,

57, 14 ROl

21 X288 B E@%éﬁ%
A EICIIREBERERICHEEZER L, BRBOREELZRE LT,

PE LT B L REAENOAWERHTO 1 BESBEEL RO,
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15.10 RRE
a) B R
2HNCONT, #4528 B H OFHIT W 150xD 200xH 263 mm OEERAEH 7 — iz
BEINAL, BRFKRUESRECERE COM 16 B OERE 2R Lz,
b) BREHEBRUFE
B L EEHERERAWKREROER #HIE LT,

H H 5 ik e
JRE (Urine volume) ARAVY UE =X BRE —
@3 (Color)
Y (Turbidity) AR B
RiZ#EE (Uosm) KRBT A
pH
EH (Protein) RERARIE
7 k{8 (Ketones) FRBEITIE T TAT 4 v 7 A (—R | —
& (Glucose) vR) BER)
M (Occult blood)
JRUEFE  (Urinary sediment) Sternheimer 215 B

ERE A BENRZBERT OM-6040 (77— 27 L o)
B: VAT NEWBSEE BX41 (FV o %R)

15.11 MEHB=E
a) BRI ORE B
EHNTONT, BB E B OFHPOIER L, BH (AL 16~20 K1) . COy0,
BAN A (COx0 IBAH=4:1) FRELT CHMABIIRD HRED LBV M L, BESE
EER LT, £, N7 AV— RNA BILE (BARZ v - FroFr YY) 2H
WTIIK ZER B LESERFI L, S|IR T 2 ReI DL BB, -20°C T 24 BERIRE L=, 7
D, -80°C TRE L. NI4T A REFE L CLEMIMEHIZCETIZENS L,

RAERE TERLSE

EDTA-2K WIIERM A SB-41 (1w FEE G2030, A A v 7 R) TH
i U 7z ik

RAAVB=ZT MU U LZKMY (7 y bES WEI0101, FitiigiT)
Mmoo 5| D32 wh%AKERZ 100 pL B0 L7247 A BERBE THRML L, 3045
(3000 r.p.m.x10 mins) L CH57= 1%

m & | U7 AERRE CHM LiEOSBE (3000 rpm.x10 mins) L CE-IMTE

& I
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b) MIEKFRIRE
2k OnEEZ BAVREOEBEZRIE Lz, £/, T_XTOEE IZHOWTHERBRRET
o, 2ME BV BEHFERIIER LR o7,

H H 5 ¥ B
FRfLERE (RBC) R EP IR R
~ES P VRE (Hb) VT VA RNES vV
RBCxMCV
~ b2 Dy ME (1Y) —
SEHRIMBREE (MCV) R REFARE
Hb
FHFRMEANE S 0 VB (MCH) 510
Hb 10° C
SEEFRIMERANE v B BE (MCHC) RBC x MCV %
f/vR%Ek (Platelet) RREFARE
HRAR M ERBEL . (Reticulo) RNA QL& ik
HinEk$ (WBC) Zu—%A A M) —¥
HIMLEKE 4% (Differentiation of leukocyte)
FHER (Neutro) . U 223k (Lymph) .
HTBEFK (Bosino) . A (Baso) i e
EEK (Mono) | RAEGEGETK (LUC)
7'a hrEURE (PT) FEE RRE R
EHEEED b R T AF VB (APTT) LS (LR 7 D

BERE Cclicid4fl., DIicikmiEsrER
RS C RAMRFERELERE ADVIA120 (3 — A > R)
D: 2 HEMKEEERRAR ELEE STA Compact (W= « FALT 7 ) A5 4
v 7 R)
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o) MRA(LFERIRE
mEEFAVWTKRERDERZHIE LT,

‘ H H ‘ 5 & Bas
Ty TYRT R RTIAT =TT i ascc mmpisit
TI=VT/) 7R T7=F—F (ALT) | UV A JSCC B btk
TNAIETH A7 7 Z—E (ALP) p-Nitrophenyl phosphate ¥
a2y x27 7 —E (ChE) Butyrylthiocholine iodide ¥
RINHE I T UARTFF—F (:GTP) ﬁltfog;;tﬁm@yg roarboxy-4-
#2 LA m—L (T-Cho) COD-ESPAS 3 E
MY ZUEY R (TG) il;g'ESPAS 7 Ut —HE
RPFZEHR (BUN) Urease + GIDH ¥
7 7= (Creatinine) Creatininase * F-DAOS &
MEH (T-Protein) Biuret {55
77 2 (Albumin) Bromocresol green ¥
. Albumin
AG 5 (A/G ratio) T - Protein — Albumin -
m#E (Glucose) Hexokinase * G-6-PDH &
A UL EY (T-Bil) BERIE
KAEME2 (TBA) Ry A7V T E
4L L (IP) Fiske-Subbarow &
TN (Ca) ) OCPC &
7Y UL (Na) Crown-Ether JE &%
FY oA (K) Crown-Ether JEERIE F
HwFE (CD) MO &k

MR B ALZEEBOIEE 7170 % (B STRUYERT)
F: EBREEHHTEERE PVA-EX T (A&T)
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15.12 JWEZERRE
a) 3 ®
2N ONTRKFRE B OB B ORMBIT, B E EEREINRD bR L TEEE S
¥, FE, BRI, KT, BEERE, MR EEROERIEE ZORNFICOWTAIRRE
BEiToTz,
b) MBEBREOREEENE
FIREFICIR B DZRE - R E R L7z,

2 B BE
PR S, i
E{LER R BT, B, BB (H2THEBPLER. S ViREET) |
g, R
L ml%ﬂ;:fﬁ /L\Hjﬁ*
BRER B, b

FEIR, RER bfAx JEZERTSIMR*. HIIZERTIIAR*,

e

PR B (BEREST)

R Wr AR, B O ST . 8. LR

o R RREE) . D K. BBREY oo SE. R
K |

AU TR, BB (LRMEERT) | BIE

R ARER

i ERR BHE CKEEE) B (CKERE)
BE - tEE | W

K[E . MR OBERE 10% B E RV~ ) VIR EEABICER L, BROBIT 10%F
PHERE R~ U VIR EEA L TRIRICRE Lz, RNESE KERE L,

FORBREASE D T*] %A U728 EN. BERNIIRFERICEET 2RNICEFRE (¥
NRU D) TEEZHIE L, B, BREEROBEREEIEAZRHXICHEL, £
DEFEREH L, BIBRELEE S LD THE L, TREMIBIREC—EE2ED
THIE Lic, REBIDEERZED TEENEZ A THELTERL, EEBZAELE, ¥
WIRIZ ER/MEZ B D TRED D HBEETIC 10%FHERE RV~ U VIRICBRE L, BH.
EROEZRENOHHE L CEERZRIE Lz, EEZRIE LEBEIZOWTIL, fBEHA
WHIE L AER R EELEE L,
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c)

d)

B10-0117

KRR DO EER OMRE

A L7Z8E - @BiL. UTO XS cEERMEEFE L,

Frigid, EEZRER., SMIEEOFREM S (FIIRMA & Z DKt & i S5t i
B> 7T) 2~3 mm BOMEBA 4 ERIR L, BERETHRAEBTACH L, 28TH5D
BEEN1S5gUTTHD I L2 RERR. ENTNEED 5 F &Ll LD RNAlater® (Ambion,
Inc.) ICRES ¥, 1.5g 2B 2EAITEMA OFm 2R LTS L, BFEIKA
%, -80°C THRAEF LTz, SMULEIEDB IR T HEEANT A B OBEE D& Y 14 Kk O
D DEE 10%FHEBE L~ ) K TEE L,

g, EEBAICEERRRIES, HROPRENSLEL ST L 5 ICHEE T 4~5
mm EOMMA 2RI LT, BB H»OEEERY BRW%, ERF Ty Lk, ¥45%
18 3 mm PAPSICAHESD L RNAlater 2838 U7, 220 0¥l LA, BEENE, BIESE
RUOREEZT T T 7L, £R2H RNAlater ([ZRE LT, B0 O TIKA
. -80°C THRAF LT, AR 10%FHEE RNV~ VK CTEE L,

FRIT, ERJ4 CERZRESR. HRE 4 5L, A D¥40% RNAlater (218
B’ LT, RO D¥ESIIKEBHE, -80°C THRF L, ERIREETE Y VY URTEEL
7=,

R EEIT, BERZHER, EALLVEETEY MY UIKRTEE L,

FEZERTSIBME, EERER, EF T4 L., —FH% RNAlter ICEE Lz, BV 1T 10%
HEARE RV~ U VIR TCEE L,

Brx, EEZRER, KB LEAZD—H (XRE ) —: 7 aak)VsEREAL
=6:3:1) [TRE L7z, KT TSRS 5 LI, A= Z ) — Iz Lz, &5
WK TTIRE D LR D, 1 RERBEIC2E, BRkoy ) —VE2HLE, KATFTT
—BRIR E O L7t AKX /) — VB BERBL 4°C THRE Uiz, BELEREHIES
Fl % [F#E UCHRRBIRFCEM L,

TEET, EEZHAIER. RNAlater [ZEELTZ,

RNA/later IZIZ18 U 72 K HERRE RNAlater % EFRICIRTE S8 2729, 4°C T 24 BREkE
L7, RNAlater \ITRE S T2 £-80°C THIE L, FTA T4 R &FH L TREME
BB FERTIC AT L, -80°C BAERE LB OWTIEI RS A TA R2RS LT
MR BN RN LT,

T OMOIFE « EIL. 10%FHEEE RV~ ) VK CEE LT,

TR B O

MBHEEOEAEHICONT, MEROTEAEZROTERR LT _TORE XITER
DRT 7 4 AEEDGR ZER L, HE R6%, BEREREMRE L, BRUE
B8 (KBRE) 13800 H LATIC 10%85E - R~ ) R KB BIK 21T 277,

E7o HTB, 8. KB, MR, DI, Bhg, BR, B LA ME Wik, FIRER,
BB EOREREICOWTIE, BAER CHRBRYEOHRGICEE LB kb iz
D, BAREICOWTHRBRBRENREZIT . |

T DIED, EAEHOMIED HE eEERICBWTHAAR OBEMBIRD bil, ~F
DT U DLRERREDNIZ Linh, MBERUEAEROS 161 (No.3 EU'No. 11)
IZDOWTRL Y VERBIZLZIREZITo T, SbIL, BHEROERD HE Yk

-17 -



B10-0117

WWBWTHFHEIRBD LI, a2u-7 ) v oEEEZRETANERND -T2 H
ﬁ%ﬁ&@%%%ﬁ@%&ﬁ]@a&&vNaw)uowfﬁamﬂm7)/#wu
DB ERREZIT o 72,
15.13 HEEHFRISIE
RE, BEE BH, BREHE, IKFHORE, LKELENRE, RE. RESEE
RUOBEEEOHMKIC OV TIL, Bartlett HEIC L AESBREZITV, SHEBKIETE Y
BB BN H AL, Dunnett HEIC K SREEIT o7, SREBRD S RWEERIL/
XT A MY v 7 @ Dunnett {EIC X DREEIT o 72, FFERE (E0H) RUOSERER (R
DT —NE) 1L %5 A Y w7 @ Dunnett HEIC X AREZITo 77,

16. REREGREDOERIEICEE L RIT LT L B 2 BEER R ORBREHEE) b OB
RBEEREOFREICEELRIE LT L BDOh 2BEER K ORBREED b ORI
E %’b foe 73)”3 fCo

17, SBRAR
17.1 —f%IREE (Table 1. Appendix 1)
100 mg/kg BETHFEEBERT A 5 GI&F, FIR2 3 6, FRRERD R OYIED 2 61, 4
B2 1 FICBESNT, ZhbDERITES 23 B B UBICEBENIEE L TRD b
7eo 20 mgkg HROSTREICEE IO bhvkho Tz,
172 FE#l72—%IRRE (Table 2, Appendix 2)
WRWER SR THERE R OCSEREBICEBEREENIRD b, thossmei2E e
WCRWTHIRBME R EHE O REICER IO bhviaho T,
173 H4EEMRZE (Table3, Appendix 3)
100 mg/kg BECTHRBROBHOFEREMER AN, 728, 20 mgkg HTITH R ESE
DEFHEICEERBEXIRD b, AEEFEEN 2N L DERNEH L E 2T,
FISHREIZSOD CIIEBRYER SHER O BHICEE IR bhiho iz,
174 {& E (Fig. 1. Table4, Appendix 4)
100 mg/kg # T G- 21,23,25,.27 K 28 H BICHEREME (TN ZHHAFREED 84.4%,
80.3%. 75.9%. 73.5%K U 72.7%) KA biv, #E5-21 B BUABRIZIL 5 FH 4 4] CHEBEAI X
IEEEANCHTERIEMED b OB R Hivi, 20 mgkg BICHE B R EBNIERD b s
277,
17.5 fEEEE (Fig. 2, Table 5. Appendix 5)
100 mg/kg B T E-21 % U028 B BICEEM M IIHE B2EE (Zh 2 FBEE D 88.6%,
KON T72.8%) HbiLic, 20 mgkg BICHEEREZENIERD bhviahotz,
17.6 JRIRZE (Table 6, Appendix 6)
100 mg/kg BEC S B 3 BNCRIELE S 0 BB OBEMARD bhiz, 728, 20 mgkg
HCIIREDHFERBERCREBZEDCHRRBENRL LN, AEREEMEDIRWEE
Thol, IIBHICEEIIRD bhkedol,
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177 mMEHRE

a)

b)

MEZEERRE (Table 7, Appendix 7)

100 mg/kg B THEHRMEREFE MCV) ROV VBREROAERMEME, FHRMEK
~NEZBEVRE (MCHC) | #RARMERE LR, BRI, A EEBR bR R ORBEER
WEROFRREERA LIz, MCHC OBEMEIRSABHEROTRENOLE TH o7,
20 mg/kg BEICHBREDIIRD b o7z,

BRI D Crl:CD(SD) 7 v t DMK AR AL & E
BREHHETR (0

H H | BiE | B | Mean-2S.D. | Mean+2S.D.

MCHC (g/dL) T 65 33.34 |- 31.22 35.46

MKAEAFRIHRZE (Table 8, Appendix 8)

100 mg/kg HETT ANRTE VBT I ) h TV AT7 =25 —F (AST) , pIAZ IV
VARTFZ—E (1GTP) . REREFE (BUN) . AIG HRUHRE UL LV OEERE
B, 2V U AREROREREMEN S Bz, 20 mgkg BICHERLEIIRD bk
Mo T, '

17.8 JREZERE

a)

b)

FREEE (Table9 KT 10, Appendix 9 TN 10)

100 mg/kg B CTHTIBO M EEOFRREME GFBED 107.1%) | BlEOKEST K OE
NEBOHERBE (RHEBREED 1143% K0 170.5%) | BEOEN EEOEEER (%
FREED 81.1%) | MR O R ORI EE OB B RMEME CHRBEED 442%K 10 62.1%) |
BIBOMIEEOFTERBME GIREED 154.7%) 1BH bIL-IEh, BLBEERES
IRMEME CHRRBED 69.1%) Z R L., FFlE, g, BEEMSIBRE O TREOHEN OFE
BE. BREARDMOEMEEDOEEREMERA LN, 20 mgke BICHEERTEIT
B Lol
| #& (Table 11, Appendix 11)

100 mg/kg B THI'E OREFIEMEIE R OB IO BRI DR 5 Flaf], BAR O
DFUIMED KB RO L EA% 2 BIZERD DT Ehs, ISP o B G2 1 4]
IZH b7z, 20 mgkg BER O RRE CIXEREIRO bhiahrot,

REAIEIORE (Table 12, Appendix 11)

100 mg/kg BECTRIBIC R E OTALRME O T (BE~TEE) | BB SO
FRARE OBEAIAEIE (BE) YONRERUHENEORMEEE (RE~PEE) 23
5 flepl, MEMTOSEILE BE~EE) 4 5ICRBD o730, #E CERME
DRFELRGETER (BE) 235 fl&fl, BRE OB EREMOARSZUeHEM BE) i
280, BIETANEDT Y LE BE) 2552, 5o (BRE) 2344, BESEmn
Tt (BRED) 232 ), BRI OYE AR LR IE A (BREE) 23 1 2388 Biis,
o, RTHROBEMIRIER EE~PEE) 233 41, BIBOMSBEENR &) 2 14,
FFIB D /INEHR DETHEIOZENE (BRE) 23 4, DIRORBMELGR BRE) 2146, B
ROBFHIEOEEAEN BE~PEE) RORREFHBOBHIEE ($RE~hg
BE) 25 3 . BHE OBMER OER (FEE) TONCRERAIROEME BRE) 384 141,
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BE EEOHAMEORBMIREE (BE) ROBRAEOREFRY (BRE) 154 14, Bk
DENE (BE) 216, BEGOEEROGRIER BE) 214, BOBERKERD
ZFim (BE) ROEEHEN &E) R 268 bhiz, T, BROBEZIER
VIR DOEIER 232 1 Blic B biviz, FANEEOBENA LN EEIBICEFIIRD LN
AR EY el

20 mg/kg B TIXBIRD KB OIALRAE ORSFIE (ERE) 233 FITRD biE,
R D/ NAFER CDBORRE OB RNE 1 FlicH bz,

xtHREE CIXBIROBEEANF OERN 1 flicH bz,

7B, JTREER 100 mgkg BEOE 1 4] (No. 3 U No. 15) 12D\ TER L7 Elgo
Taw 07V UHFEIC L B REMRRERARE TIX, TRBEICBVCRE ORI
FERICBEDENDVERD DN DI L, 100 mgkg BETIZ L 0 2 < OBMHE
BOLN, BFRN aw/m7 VOB RIZILDLOTHD Z L BNHER SN, SRR
BN 100 mg/kg BEDE 1 6] (No. 3 ZTUNo. 11) IZ2OWTEH L EIgo~L ) v HERa
T, ARBEICIIFARENZEALRBD N2> 720X L, 100 mgkg BETIIR
BB EMENVERD b, BBEOATDT Y VIEENELTWAZ ERHERSh
7o

18. % £

FICHUHRER CEM Lz DEETFRREMENT O ® O Potassium bromate D5 v MZBIT
% 28 BRIRER DR GZERER]  FREBREE B10-0112) 128V TiX 150 mg/kg/day THE5H1
FIFICEM DIET 35 H L2 A, ABRBRIZE VO TIE 100 mg/kg/day THE DR ik sgimim
fill, HIERZ ORI b DD, BTIFH LTz, LA LR S, B10-0112 & R Bl
~DERLREMERER VBRI T 2 RS N MK HESR S ciEh, FIRE O
FRBA~OEE L RBR I, ,

BRICRT o8 L LT, momwgﬁfﬁﬁﬁvﬁﬁiﬁwﬁﬁ N A IRE 7R FER
BORREFAROEERH DT, FHEMARENRE T, 100 mykg B CRIZS & OIFAL
PRADE DEHIAEIE, REROBRENE ORMEBERVHESN S OHBEILENRD bILE,
REBRETIIRILEST O BBk OMEM, MKALENRETIX BUN OBERAR Hh, BEE
BRI NT, 7238, 20 X100 mg/kg BECTREDEMNRME I an-2 07 ) v OBEREIC L
DHEFEPRBD O, BERETHEICIIEEEEIER A LN R 2T L b, T
FIIB DR EE(LICEE S LT W Uz,

BT 58 L LT, 100 mgkg B CTRIE DENGERE N A b, HREERENRE
TIEETE OREAE DR F LB ARK CIRE OB ERSEH O RS2 HEINNED b
oo THNHDPETRIZ, BRMEREIC LY BHENEESINRICBERISNE LD L %
TTHOEEZ L., WRYEITHEREE AT L HER L,

MR 288 L LT, 100 mgkg & T MCV OIEIE K UHBR IR ML ERE L 2R 00 BB 28 7
BNTIED, BB FROREICB W THIED 5 o, ~EVF U L ihE R OB E T 7o
MFECFRIBREICBWTRE YAV E VORERR DN Eh b, BRE OIS IS4
CTWz LRI LTz, 723, BMOBKEREL 2D ROLEKEK, ~E/ oV BEROA~Y b
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7V MEICERBRETBO DN, SIRFRCBKRHONZZ &b, KRN
WCE DB EBER SN b D EE X,

ZOMDFEL LT, 100 mg/kg BT AST R U-GTP DEENRA b, FFEZENFRIN
Tz 2B, MEEETIMEMEROBRELRA bNN, FEARENREICRW T/ ET
DD FFRIAZEREN 2 bivic, FFHRERIIBIOREEICHES B TH Y . HRWEHR
BIZ X 3EENEETIIaWEE L, £, 100 mgkg FETRRBEOOE AR E AR
FURERZS 1 Fli A Biv, B EREICIIZEENRELLNTEN, 1 HlOLDOETHD T
ERUBREBERICERREBFBD LN o7l b, BEFHNERIITHTH S,

HFEHIFFIT 100 mg/kg B TH DN EEOWA R OEMIH, FEEOEHE, HRED
BT, IR, FFRERED, HIE., MRROBREEDOERER., ZICBE~0EHEE L Rk
LicbDEEZ b, £, 100 mgkg BIZRB W CIIEELFRBRETL LN Y 7 A
EOEROKE, WEEBRENRE CAONZE T ROBEMIEIER., B OMEERE. &
BEOBFHBROEEAER &K ORRREFHROBEHRE, BT 05 R OEREE SR
MR DZEME FER B R OB MIRE R O TR BIBROZENE, B8 OBEER OHEER.
BFOERKEROERR O HINL, BEERVCINICERTHEERBICE VAU
BEEEORELEZ =, TOEMH, MFFHREIZIT 100 mgkg BETH b= iF Bk
B, FEEREER OBEREROGEME, U v SHREROEEITBRIXUIATE OBEREIC
XTARIREEZ bk,

BEHRF IR EHEE T RRIC AR b2 OO EIZ, BEEFEREORVWEETH S
Z&, MICBEETIERMENBOONRNI L IIERFEERE L LTRAESNEFRTH
L EEND, HRMERE L IEEDCLRWVELEE LT,

LlbEDE Y, AR TIL BI10-0112 & RfRIC, HBRHERSIZL V BE~OEELREME
R OB RS 6 4 2 W R IE O IR B MEDSFR 8 DAL IE D, TR VR R R~ D s
HREE ST,
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of general clinical observations

B10-0117

Sex Signs Administration period
mg/kg/day 0 20 100
Male ss ss s8
59 5 5
No abnormailities detected 5 5
Decreased spontaneous locomotion 5.
Reddish tear 1
Decreased respiratory rate 2
Incomplete eyelid opening 3
Emaciation 2

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 detalied clinical observations (scoring scale for detailed clinical observations)

B10-0117

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  Vocallzation during handling
+2  Continuous vocalization
Handling obsevations ~ Muscle tone -1 Decreased
' 0 Normal
+1  Increased
Subnormal temperature - Absent
+ Present
Plioerection - Absent
+ Present
Stalning hair - Absent
+ Present
Unkempt hair - Absent
+ Present
Paleness - Absent
+ Present
Reddening -~ Absent
+ Present
Cyanosls -~ Absent
+ Present
Lacrimation - Absent
+ Present
Exophthalmos -~ Absent
+ Present
Pupiltary 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 positlon 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 Insufficlency
Lid closure - Absent
+ Present
Gait - Normal
S  Staggering gait
T  Tip tose galt
P Shuffling (paralytic) gait
GD  Galt disturbance
Tremor/twitch/convulsion 0  None
+1  Tremor
+2  Twitch or convulsion
+3  Systematic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotyplc behavior - None
C  Circling
G  Grooming
S  Sniffing
H  Head bobbing
Abnormal behavior - None
8  Self-blting
B  Backing
C Circling
R Rolling
W Wirithing
V  Vocalization
ST  Straub tall
T  Tall lashing behavior
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- B10-0117

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 20 100 0 20 100
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
Eassof g 5 5 y 5 y
Removal femoval +1 0 0 0 1 0 0
from cage +2 0 0 0 0 0 0
0 5 5 3 P 4 4
Vocalization  +1 0 0 2 1 1 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
Plloerection + 0 0 0 0 0 0
N 5 5 5 5 5 5
Stalning halr N 0 0 0 0 0 0
- 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 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
- 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
Puplilary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- 5 5 5 5 5 5
Sallvation + 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 0 0 0 0
Motor activity 0 3 4 4 4 4 3
+1 2 1 1 1 1 2
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
. +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Galt T 0 0 0 0 0 0
P 0 0 0 0 o] 0
Observation €D 0 9 0 0 0 0
0 5 5 5 5 5 5
Inarena  Tremor/
+1 0 0 0 0 0 0]
‘W“"hll | 2 0 0 0 0 0 0
convuision .3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g g 8 g g
behavior s 0 o 0 0 0 0
_H 0 0 0 0 0 0
- 5 5 5 5 [ 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal g 8 g g g g g
behavior W 0 0 0 0 0 0
\% 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.8+1.1 0.6 £0.9 0.6 +0.8 1.0+1.2 02+04 0.0 £0.0
Urination ® 34132 14322 26128 34138 0.8 +0.8 0.4 +0.5

a): (count/min, meantS.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 toxiclty study in rats
Summary of detalled clinical observations

Male
Dosing week 2 Dosing week 3
Dose (mg/kg/day) 0 20 100 0 20 100
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
e A N S S S S S
Removal ~ 'emoval 1 1 0 1 0 0 0
from cage +2 0 0 0 o] 0 0
0 3 4 3 3 5 4
Vocallzation — +1 2 1 2 2 0 1
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Piloerection + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Staining hair N 0 0 0 0 0 0
- 5 5 5 5 5 5
Unkempt halr + 0 0 0 0 0 0
- 5 5 5 B 5 5
Paleness + 0 0 0 0 0 0
Handiing - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
- 5 5 ) 5 5 5
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
Pupliiary 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 0 0 0 2
Motor activity 0 4 4 5 5 5 3
+1 1 1 0 0 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
Lid closure + 0 0 0 0 0 0
- 5 5 5 [ 5 5
S 0 0 0 0 0 0
Galt T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation b 0 0 0 0 0 0
Ny 0 5 5 5 5 5 5
inarena  Tremor/ 0 0
twitch/ +1 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
Stersotyplc c 0 0 0 0 0 0
behavior ¢ 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 0 0 0 o] 0 0
B 0 0 0 . o] 0 0
Abnormal g‘ g 8 g g g g
behavior W 0 0 0 0 0 0
\Y o] 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.4 0.9 0409 0.0 0.0 0.20.4 0409 0.4 :0.9
Urlnation ¥ 18+3.5 0.4 0.8 0.0 20.0 3.4+33 1.01.7 18135

a): (count/min, meantS.D.) '
*: significantly different from vehicle control at p<0,05
** . significantly different from vehicle control at p<0.01
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detalled clinical observations

Male
Dosing week 4
Dose (mg/kg/day) 0 20 100
Number of animals 5 5 5
-2 0 0 0
Ease of '3 1 § 1
Removal removal +1 0 0 0
from cage +2 0 0 0
0 4 4 4
Vocallzation  +1 1 1 1
+2 0 0 0
-1 0 0 0
Muscle tone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 5
temperature + 0 0 0
Piloerection ; g g g
Stalning halr . : :
Unkempt halr ; g g g
Paleness _; g g g
Handling - 5 5 5
observation Reddening + 0 0 0
Cyanosis ; g g g
Lacrimation ; g g g
Exophthalmos ; g g g
-1 0 0 o]
Pupillary size 0 § 5 5
+1 0 0 0
Salivation ; g g g
Secretion ; g (5) g
0 5 5 5
Posture +1 0 0 [0}
+2 0 0 0
-2 0 0 0
-1 0 0 1
Motor activity 0 . 5 5 4
+1 0 0 0
+2 0 0 0
0 5 5 5
Resplration :; g g g
+3 0 0 0
Lid closure _;_ g g g
- 5 5 5
s 0 0 0
Gait T 0 0 0
P 0 0 0
Observation GOD g g g
inarena  Tremor/ 1 0 0 0
twitch/ 2 o 0 0
convulsion +3 0 0 0
- 5 5 5
Stereotyplc g 8 g 8
behavior s 0 0 0
H 0 0 0
- 5 5 5
8 0 0 0
B 0 0 0
Abnormal g g g g
behavior W 0 0 0
\Y 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 04405 02104 0.0£0.0

Urination ® 1419 0613 02104

a): (count/min, mean+8.D.)
* . significantly different from vehicle control at p<0,05
** " significantly different from vehicle control at p<0.01
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations

B10-0117

Male
Dosing week 4
Dose (mg/kg/day) 0 20 100
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
o +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 o ' (@) 327 £ 88 300 + 94 293 £ 107
Hindlimb (g) 478 £ 41 425 + 34 408+38 *
0-10 (min) 135+£49 214 £ 64 173 £ 110
10-20 (min) 122 £30 131 +£66 142 +£75
... 20-30 (min) 75 £ 21 68 + 21 85132
Motor activity )
[Interval] 30-40 (min) 34116 96 +54 74 £54
40-50 (min) 42 £ 26 56 + 48 7+5
50-60 (min) 25 +25 21 +18 27 £28
Total 433 +21 586 £96 * 508 £ 141

"Approach contact/touch response”, "Pinna response” and "Pam response“

-1: no reaction, 0: normal, +1: hyper reaction

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

"Grlp strength” and "Motor activity": 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 4 Twenty-elght-day repeated~dose oral toxlcity study In rats
Summary of body welghts (g) : Male
Dose
20 100
(mg/kg/day)
Administration 1 143,66 145,34 : 146,86
period (day) 5,59 (5) 45.53 (5) +B.56 (5)
3 163,60 165.08 162,36
5,87 (5) 8.75 (5) £7.09 (5)
'7 201.48 201,28 198,80
7,44 (5) +12.51 (5) 7,34 (5)
14 266.28 267.66 251,42
£6.32 (5) +15.85 (5) +10.38 (5)
21 326.64 325,34 275.70 **
+11.86 (5) +14.43 (5) £31,83 (5)
23 340.72 - 337.90 273.68 **
113,17 (5) £11.51 (5) +40.23 (5)
25 357.10 362,72 271,12 **
+12.85 (5) +13,39 (5) 45,53 (5)
27 370,36 363,80 272,30 **
14,54 (5) +10.85 (5) 44,43 (5)
28 375.50 369.86 272.82 **
+14,52 (5) +11,52 (5) 445,23 (5)

Values are shown as Mean ¢ S.D.,

Figure(s) In parentheses indicate number of animals used for the statlstical analysls,
* Slgnificantly dlfferent from vehicle control at P<0.05.

**  Significantly different from vehicle control at P<0,01.
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Table 5 Twenty-elght-day repeated-dose oral toxicity study in rats B10-0117
Summary of food consumption (g/rat/day) : male
(mg?f;;y) 0 20 100
g:rr]‘:g‘(s;r:;i;” 18.48 18,99 18.74
t 1,56 (5) + 0.76 (5) t 1.33 (5)
3 20.69 21.52 20.71
+ 1.60 (5) + 1.96 (5) + 1.96 (5)
7 23.03 23.50 2358
+ 142 (5) + 2.05 (5) t 1.34 (5)
14 24,62 24,73 24.19
t 152 (5) t 1.92 (5) t 1.68 (5)
21 26.23 26.95 23,24
+ 1.83 (5) + 168 (5) t 2,65 (5)
28 26.88 26.77 10.58 **
t 144 (5) + 1,17 (5) + 3,66 (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-elght-day repeated-dose oral toxicity study In rats
Summary of urlnalyses:Male
Dose Twenty-elght-day treatment
items
(mg/kg/day) 0 20 100
26.8 10.6 * 13.2
Urine volume (mL) +13.2 (5) 5.2 (5) 16.8 (5)
429.8 1051.8 ** 661.4
Uosm (mOsmL) £159.5 (5) £361.2 (5) £101.2 (5)

Values are shown as Mean & S.D,,

Figure(s) In parentheses indicate number of animals used for the statistical analysls,
* Slgnificantly 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 B10-0117 .
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 20 100
ltems No, of animals 5 . 5 5
Color

SY 5

Y 0 3 2
Turbidity

Clear 4 4

Cloudy
pH

6.0 0 0

6.5

7.0 2 0
Protein

- 0

+

1+ 0 5 1
Glucose

- 5 5 5
Ketones

+

1+ 0 0
Occult blood

- 2 5 4

+ 1

2+ 2 0 0

Color: SY: Slightly yellow,Y : Yeliow.
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0117
Summary of urlnalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 20 100
Items No. of animals 5 5 5
Urinaly sediment
Red blood cells

0 5 5 5
White blood cells

0

1-5
Epithellal cells ®

0 5 5 5
Casts

0 5 5 5
Crystals ©

+

2 Number of cells/10views(x400),
®:Number of casts/18%18 mmZ
°: Incidence of crystals/18x18 mm?
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Table 7 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of hematological examinations:Male
ems Dose Twenty-eight-day treatment
(mglkg/day) 0 20 100

RBC (x10%pL) 1:;; ) et ®) 1985 5)
Hb (g/dL) lgii (5) lggg (5) :gg ()
Ht (%) A (5) :?g? ®) wts (5)
McV (fL) i?:gg (5) :::lg (5) ii:gg *(5)
MCH (p9) iﬁi? (5) :ggg (5) 1‘353 6
MCHG (/dL) otz 5 022 ) 05t ®
Platelet (x10*uL) l}ggg (5) 112:‘: (5) l::?g (%)
Reticulo (%) iggg (6) tg?: (5) :g;g *(5)
WBC (x10%uL) l;gﬁ ) lgggg ) lgg:gg (5)
Differentiation of leukocyte

Neutro (%) lﬁfg (5) lggg (5) :::sg *(*5)

Lymph (%) ZZ::? (5) ggg (5) ::::; *(*5)

Eosino - (%) ig:gg (5) d:gg? (6) igﬁg ()

Baso (%) ig;{? (5) :tg(g)g (5) 1(1)2: *(5)

Mono (%) iﬁ:ﬁg (5) iﬁlgg ®) :tg:gg *(*5)

LUC (%) iéjgé’ ® :‘:2):(23: ®) 2030 ®)
PT (sec) l;;g ®) lggg ®) igig ®)
APTT (sec) l;i; (5) ig:gg 5) :;:ig ©)

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.

-35-




B10-0117

Table 8 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of blood chemical examinations:Male
ltemks Dose Twenty-eight-day treatment

(mg/kalday) 0 20 100

AST (IU/L) :ig () :38 5) lggg *(5)
ALT (un) 27 6 74 ® 4 9
ALP (uny 1?533 (8) :§;§ ®) 2323 ®
ChE U -115;13:2 (5) tﬁ:? (5) :tﬁ:g (5)
y-GTP (o) ig:g (5) :l::):SZ ) ;:g? *(;)
T-Cho (mg/dL) ;?21‘7‘ ) iﬁ:g (5) Igg (8)
TG (mg/dL) igg:g 5) sﬁ:g ®) i§§j§ ®)
BUN (mg/dL) lf:g ®) :j:gg ) ;g:gg *(5)
C;eatinlne ‘ (mg/dL) tggg: (5) igiig (5) tgiig (5)
T-Proteln (grdL) iﬁ:ﬁg ®) :g:gg ®) t?::g (®)
Albumin (g/dL) ig:gg ) iﬁﬁgg (5) igg: (5)
A/G ratlo ¢ ig:g:g (5) igigiz (5) i:,:?gg *(5)
Glucose (mg/dL) l;g:g (5) lg;i (5) lgg:g ©)
T-8il (mg/dL) 181333 ) iggg§ ®) tg:m *(5)
TBA (molt) 228 6 w2575 219 ®
P (mg/dL) S:ZS (5) lﬁfg ®) ﬁ;g (5)'
Ca (mg/dL) lﬁgi (5) lﬁ:gg ®) l;:gg (5)
Na (mEg/L) 1:32 5) 1:?:2 ®) 12352? ()
K (mEa/L) 13123 (5) i;:é? ) :eg:i? *(*5)
o ‘ (nEq) 101.96 102.66 84.60 *

+1,35 (5) £1.17 (5) +6.68 (5)

Values are shown as Mean £ S.D..

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

** Slgnificantly different from vehicle control at P<0,01.
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Table 9 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of absolute organ weights:Male ’
it Dose Twenty-eight-day treatment
ems
(mg/kg/day) 0 20 100
Lver o 10.784 10.732 7.988 *
g £0.844 (5) 0.335 (5) £1.727 (5)
Heart © 1,302 1.242 0.982 **
e g 0,099 (5) +0.090 (5) £0.114 (5)
1378 - 1.418 1,560 *
Kidney(R) @ £0,128 (5) £0.079 (5) £0.127 (5)
1,336 1,390 1,542 *
Kidney(L) @ £0.141 (5) £0.090 (5) £0.124 (5)
Kidnove @ 2.714 2.808 3.102 *
4 g 0.269 (5) 0167 (5) 10.251 (5)
' 1.514 1.454 1.236
Testis(R) @ £0.127 (5) 0,103 (5) +0.292 (5)
1,530 1.450 1.234 *
Testis(L) @ 0.108 (5) 0.004 (5) 0.267 (5)
Testos © 3.044 2.904 2.470
g $0.232 (5) +0.197 (5) $0.556 (5)
o 0.350 0.372 0.308
Epididymis(R) © £0.019 (5) 0,036 (5) £0.063 (5)
. 0.338 0.380 0.292
Epididymis(L) © $0.011 (5) 0.033 (5) 0,062 (5)
, 0.688 0.752 0.600
Epididymides © 0.026 (5) 0,068 (5) 0,114 (5)
0.412 0.374 0.252 *
Ventral prostate () 10,077 (5) £0.032 (5) £0.051 (5)
Dorsolateral @ 0.346 0.324 0.252
prostate 9 0.062 (5) £0.091 (5) 0,059 (5)
semialvesicle (g 0.946 0.972 0.770
9 0,152 (5) £0.105 (5) £0.180 (5)
Brain © 2.022 1.968 1,930
9 +0.059 (5) 0072 (5) £0.075 (5)
Solean . 0.744 0.750 0.596
P g 0.116 (5) 0,113 (5) $0.178 (5)
v ) 633.32 636.94 279.78 *
Y g £133.47 (5) 50.38 (5) +139.83 (5)
11.76 11.12 8.38 **
Pltuitary gland (mg) 10,67 (5) 055 (5) £0.97 (5)
22,56 19.72 18.58
Thyroid (mg) £2.48 (5) +4.56 (5) 221 (5)
Adrenals ma) 52.80 56.18 55.06
r g 6,36 (5) £9.67 (5) 5.53 (5)
349.18 343.68 241.24 *
Final body welght  (g) £16.23 (5) 10,56 (5) +46.44 (5)

Values are shown as Mean * S.D.,

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

** Significantly different from vehicle control at P<0.01.
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Table 10 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Hems Dose Twenty-eight-day treatment
(mg/kg/day) 0 20 100

Liver (g/100g) ig?ig (5) igggg 5 igfgg *(5)
Heart (a/100g) iﬁjgﬁ 5 c0025 ®) ig:gg ®)
Kidney(R) {g/100g) igggg (5) ig:g:; (5) ig:?gg *(*5)
Kidney(L) {g/100g) igggg (5) ig:g(:; (5) ig:?gg *(*5)
Kidneys (9/100g) ;tg:;;g () ;tgg;? ) i;g;—g *(*5)
Testis(R) (a/100g) igj‘éﬁi ) ig:gii 5) ig:g;? *<5)
Téstis(L) (9/100g) igggg (5) igggg (5) igg;f (5)
Testes (g/100g) ig:%i (5) ig:ggg (5) :t:):?fg ©)
Epididymis(R) (g/100g) ig1o(1)2 (6) igggg (5) ;{:8(1)?3 *(5)
Epldidymis(L) (a/100g) i.gjgﬁg (5) 18:2)33 (5) ig::jg *(5)
Epididymides (g/100g) 132,33 (5) igﬂg (%) ig§§§ *(5)
Ventral prostate - (g/100g) ig:;;g ) ig;;}g ®) 1312,22 )
Er%rsstc:feteral (g/100g) ig:g?g ®) :I:g:gg; ®) :}:g:;gz ®)
Seminal vesicle A(gl1009) iggﬁ ®) igtz)gg 5) igggi (5)
ol @100) ookt mom© s @
Spleen (9/100g) igg;g (5) ig§;§ (5 igzggz (5
Thymus (mgr100g) w2000 warm e (0
Pltultary gland (mg/100g) igﬁgi (5) ig:?g (5) igj: (5)
Thyrold (mg/100g) ig:;g (5) i?;é (5) i::gg (5)
Adrenals (mg/100g) lgg: (5) 1222 (5) ﬁg: *(*5)
Final body weight  (g) i:g:;g (®) ;::1‘(3):22 (5) i:;:i: z;)

Values are shown as Mean + S,D..

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

** Slignificantly different from vehicle control at P<0,01,
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Table 11 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 20 100  (mg/kg/day)
sS SS SS
59 5
No abnormalities detected 5 5
Dehydration 0 0
Forestomach
Elevation of limiting ridge 0 0 5
Kidney
Dlscoloratipn of cortigo- 0 0 5
AUy NGO, Dl al e ere s
Enlargement, bilateral 0 0 5
Spleen
Whitish region on capsule 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: Twenty-eight-day treatment

Male
Findings Grade 0 20 100  (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 '
Nogbnormalities detected 65 55 25
] + 0/5 0/5 2/5
Hypertrophy/Acinar cell SR o FY 1/5 ----------------------
Forestomach
Nosbnomaliesdetected ... AT N L T
Hyperplasia/Squamous epithelium/
Liﬁ)itini; g P 055 075 5/
Glandular stomach
Noabnormaliies detected 55 o 555
Mitosis, increased/Neck of fundic
gland 0/5 0/5 2/5
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 5/5
Colon
Nogbnommaltiesdetected ... 505 .05 45
Atrophy/Mucc;s'a + o5 o5 5T
Rectum
No abnormalities detected 5/5 5/5 5/5
Pancreas
No abnormalities detected 5/56 - 5/5
Liver
Nogbnormalities detected &5 45 25
AtrophylHepatocyte/Centriobular "+ 0/s 05 yE
Mic;ogranuloma 0/5 1 ol
Heart
Noabnormallties detected 85 45 45
‘Myocarditis/Focal ¥ 0/5 1/5 1/5

ss: scheduled sacrifice animal,

a) Number of animals autopsied.

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

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

Male
Findings Grade 0 - 20 100 (mgl/kg/day)
ss ss S§
5a) 5 5
Kidney
No abnormalifies detected .48 .26 O eeeeeeeeaeecs
CystOutermedulla ot B o5 ... 05 o
Dilatation/Pelvls " fo OB O s
Hyaline droplet/Proximal tubule/ ~  + o5 . 35 28
Cortex e o5 | s 5
""""""""""""" f O s s
Mineralization/Outer medulia + o5 os s T
R .UM .- OO S - N
- Regeneration/Renal tubule/ Lhoooas o5 Mo o
Cortex and outer medulla ++ 0/5 0/5 4/5
Single cell necrosis/Proximal tubule/
Outer meduls 0B 0/8 55
Urinary bladder
No abnormalities detected 5/5 - 5/5
Testis
No abnormalifies detected ... BS ... AT L1
Deep retention/Spermatid SRR T, 8 e 205 e,
tmmeseeseereeesesenneeneeseeneenneeeees S O OB A
Degeneration and
atrgphy/Seminiferous tubule * 0/5 L 15
Degeneration/Spermatocyle Ty s TGS T T
e + 0/5 0/5 215
Spermiation, inhibited e ST GeT T g T
Epididymis
Noabnomalties detected 85 &5 %5
Germ cell debris/Bilateral "+ o5 OB AT
Sper-mat('azoa, decreased/Bilateral + 0/5 o5 15 T
Ventral prostate
No abnormalities detected 5/5 - 5/5
Dorsolateral prostate
No abnormalities detected 5/5 - 5/5
Coagulating gland
No abnormalities detected 5/5 - 5/5
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 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 20 100  (mg/kg/day)
ss s§ sS
58 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 :
No abnormalities detected oo B8 B OB .
Cepsulis W ol e s
Congestion T ¥ o5 o5 4 .
Deposit, hemosiderin T ol o TEs T
il—ri‘i:gzioep;mesrs, extramedullary, N 0/5 0i5 2/5
Thymus
No abnormalities detected 55 ... AT A5 e
‘Atrophy T o5 o kT
Thyroid
No abnormalities detected 55 5/5 4/5
'Hypertrophy/Follicular celiDiffuse ¥ o o5 s T
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
Nozabnormalties detected .56 85 . 45
Necrosis and myophagia + o5 s 1/5 -------------------
Bone
No abnormalitiei d-Ef_i?p_t.Ed _______ 5/5 5/5 3/5
‘AtrophyiGrowth piate, epiphyseal & o TR T g T
Osteois, increased + om0 o5 25 T
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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Appendix 1-1 Twenty-elight-day repeated-dose oral toxicity study in rats
General clinical observations of individual animals

B10-0117

0 mg/kg/day :
Administration period ,
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
1E)|2' 3, 1121 31 1121 31 . 1121 3! 1121 31
No abnormalities detected Male P 45 45 "t

4,5

a) Animal number,
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Appendix 1-2 Twenty-elght-day repeated-dose oral toxicity study in rats
General clinical observations of individual animals

B10-0117

20 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
. 69,7, 8, 8,7, 8, 6,7, 8, 8,78, 8,7, 8,
No abnormalities detected Male 9,10 9,10 9, 10 9, 10 9, 10

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

B10-0117

100 mg/kg/day
Administration period
Signs Sex 1 2-7 8-14 15-21 22-28 (day)
119, 12, 11, 12, 11, 12, 11, 12,
No abnormalities detected Male 13, 14, 13, 14, 13, 14, 13, 14,
15 15 15 15
Decreased spontaneous Mal 1;' ﬁ'
locomotion € P
15
Reddish tear Male 13
Decreased respiratory rate Male 12, 13
Incomplete eyelid opening Male 12}]:3'
Emaciation Male 12,13

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

Male

B10-0117

Predosing

Dose (mg/kg/day)

20

100

Dosing week 1

20

Animal No.

8 10 11

12 13 14

15

10

14

15

Ease of

Removal removal

00 O

0 00

+1

0

from cage
Vocallzation

+1 +1 0

+1

Muscle tone

Subnormal
femperature

Plioerection

Staining halr

Unkempt hair

Paleness

Handling

observation  <eddening

Cyanosls

Lacrimatlon

Exophthalmos

Puplliary size

Sallvation

Secretion

Posture

Motor activity

Respiration

Lid closure

Galt
Observation 2

In arena Tremor/twitch/

convulslon

Stereotypic
behavior

Abnormal
behavior

Defecation
(count/min)

Urination
(count/min)
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B10-0117

Appendix 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Detalled clinical observations of individual animals

Male
Dosing week 2 " Dosing week 3
Dose (mg/kg/day) 0 20 100 0 20 100
Animal No. 1. 2 3 45 6 7 8 9 10 1112131415 1 2 3 4 5 6 7 B 9 10 11 1213 14 15
Ease of
Removal removal #4400 00 00 0O O 0+4400O0 O0O0OOOO O0O0OO0OO0OTO 0000
from cage -
o Vocaltzation +1 0+ 00 00O0O0O+ O0+1+ 0 0 +#1 0+ 0 0 000 0 O 0 +1 0 0
Muscle tone 0 0O0OO0OO0O OOCOOTPO 0' 0000 ODODOOC OO0ODODOTO 0 0 0O
Subnormal oL L ... ... ... . L . oo
temperature
Piloerection - e e e . - - e e . - . e e - - e e e . .- e e e . - - -
Stalning hair L L - - - - . - e e e . L - - -
Unkempt hair L - - - - . - e e e s - e . L - - -
Paleness L - - e e . R -~ - = - . L - - .
Handling
observation Reddening A, A " ' T Tt -t T T
Cyanosls L - - - - - - e e . . - = - . L - - -
Lacrimation - e e e . - - e - . - . e e . - - e e . L - - .
Exophthalmos L L L N - - s = . - - .
Pupliiary size 00bO0OO0OO0O OOOCODO OO0OCOOGO OO0OOOODO 0D OOOO 0 0 0O
Sallvation e e e . - - e - - - - e e . - - - - . - e e e . - - -
Secretion - = - = - L L L N - - -
Posture 0 0O0O0OO0O OOOCOTO 000O0O OOOOO O0OOOU OO 0 00O
Motor activity 00O+ 00 0 O0+10 0 0 000O0O OO0OOOO OOOOO O 0 <110
Respiration 00000 O0O0OOTOUOOO 00000 OODOODO 0O0O0OODDO 0 0 00O
Lid closure - e e . L L - - e .. - . e e - - - . .. - - .
It - e e e . “ e e e e e e e - e e = . - e e e . - - .
Observation )
in arena Tremor/twitch/
convulsion 00000 OOTUOOG OO 0000O OOCDOOO O0OOCOTO O 0 0 00O
Stereotypic . .. oL L e ... .. . ... o
behavior - -
Abnormal e . .. e e .. ... . oL .. e ... ...
behavior
Defecation
(countmin) 00020 02000 0O0O0O0TUO 40 0100 02000 0 2 00
Urination '
(count/min) 00180 20000 0 000CO 7 06 40 10040 0 8 00
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Appendix 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals

Male

Dosing week 4

Dose (mg/kg/day)

20

100

Animal No,

8

7 8 8 10 11

12 13

Ease of

Removal ~ removal

-1

0

-1

-1

o 0

0

0

from cage
Vocallzation

+1 0

+1

Muscle tone

Subnormal
temperature

Plloeraction

_ Stalning halr

Unkempt halr

Paleness

Handling

observation Reddening

Cyanosis

Lactimation

Exophthaimos

Puplilary size

Salivation

Secretion

Posture

Motor activity

Respiration

Lid closure

Galt
Observation el

" In arena Tremor/twitoh/

convulsion

Stereotyplc
behavior

Abrormal
behavior

Defecation
(count/min)

Urination
(count/min)
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Appendix 3 Twenty-eight-day repeated-dose oral toxicity study in rats

Functional observations of individual animals

B10-0117

Male
Dosing week 4
Dose (mg/kg/day) 0 20 100
Animal No, 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Approach contact/
touch response 0 0 0 0 0 0 0 0 O 0 0 0 0 O
Pinnaresponse 0 0 0 0 0 0 0 0 0 O 0 0 0 ©0 O
Senspnmotor Paﬁn response 00 0 0 0 00 0 0 0 00 0 0 0
function (tail pinch)
Pupillary reflex + + o+ o+ 4 + + + + 4 + + + o+ o+
Alr righting + o+ o+ o+ o+ S T T T T S
reflex
Forelimb (g) 353 394 176 384 327 210 232 284 325 447 444 149 322 254 297
Grip strength
Hindlimb (g) 477 518 409 496 488 398 429 460 454 384 452 407 348 407 424
0-10 (min) 118 175 85 98 198 215 118 298 220 219 273 48 167 84 293
10-20 (min) 134 93 127 165 93 82 163 212 46 151 175201 93 35 205
20-30 (min) 43 66 84 90 94 39 57 70 91 84 81123 35 88 97
Motor activity -
‘ 30-40 (min) 48 53 30 18 19 51 187 63 103 78 0 100 60 147 65
[interval]
40-50 (min) 41 52 74 3 41 121 0 83 25 50 11 14 7 0 5
50-60 (min) B3 1 47 22 0 37 12 8 3 44 0 1 40 27 67
Total (min) 437 440 447 396 445 545 537 734 488 626 540 487 402 381 732
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B10-0117

Appendix 4-1  Twenty-eight-day repeated-dose oral toxicity study in rats
. Body welghts of individual animals (g) : Male
Group Main group
Dose (mg/kg/day) 0

Anlmal No, 1 2 3 4 5

’::r'l"cfgizf;;m 1 137.5 1409 140.7 1495 149.7
3 160.8 160.9 156.9 168.4 171.0
7 188.7 199.2 101.6 208.3 208.5
14 2678 264.5 252.0 269.4 2776
21 331.6 332.4 305.6 329.'( 333.9
23 346.9 346.3 317.2 3457 347.5
25 361.3 3681.5 3343 361.6 366.8
27 376.7 376.8 344.4 378.2 375.9
28 380.8 383.1 349.6 380.9 383.1
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B10-0117

Appendix 4-2  Twenty-elght-day repeated-dose oral toxicity study In rats
Body welghts of individual animals (g) : Male
Group Main group
Dose (mg/kg/day) 20
Animal No, 6 7 8 9 10
Administration ¢ 136.4 144.3 146.6 150.6 148.8
period (day)
3 1562.1 160.3 168.,5 171.7 172.8
7 181.2 197.7 207.2 . 213.2 207.0
14 242 4 266.6 269.1 285.3 274.9
21 301.6 323.6 328.6 338.5 334.4
23 318.1 334.9 345.7 347.0 342.8
25 332.6 3461 359.1 366.1 3597
27 345.8 361.5 370.0 372.2 369.5
28 352.0 368.8 377.0 382.0 372.0
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B10-0117

Appendix 4-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of Individual animals (g) : Male
Group Main group
Dose (mg/kg/day) 100
Animal No, 11 12 13 14 15
:‘:;";2’?;?;;” 1 140.6 141,0 1461 1448 156.8
3 157.4 157.4 162.8 159.8 174.4
7 198.5 189.5 195.3 192.6 208.6
14 253.1 2374 2487 251.5 266.4
21 297.1 2457 236.2 301.0 208.5
23 293.4 234.5 228.0 310.7 303.8
25 286.4 228.3 217.8 319.1 304.0
27 277.2 232,2 222.6 324.5 306.0
28 278.6 230.0 224.4 328.2 302.9
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Appendix 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0117
Food consumption of individual animals (g/rat/day)
Sex Dose . Administration period
Animal No.
(mg/kg/day) 1 3 7 14 21 28 (days)
1 16.80 21.28 23.46 24.84 25,53 26.20
2 17.29 18.43 21.94 24.07 27.27 27.12
0 3 18.07 18.77 21.27 22.57 23.36 24,75
4 20.02 21.21 23.87 24.84 27.09 28.25
5 20,20 22,78 24.83 28.77 27.92 28.07
6 18.14 19.48 20.43 21,90 25.11 26.22
7 19.23 19.61 22.61 23,83 25,75 25.51
Male 20 8 18.23 21.70 24,29 25.03 26.87 26.76
9 19,65 23.05 25.76 26.49 27,61 26.70
10 19.71 23,78 24.41 26.40 29,40 28,65
11 17.45 19,38 23,52 24.33 25.28 18.82
12 19.43 21.01 23.43 23.11 21.76 18.51
100 13 18.71 20.57 23,34 24,25 19,56 14.40
14 17.50 18.78 21,93 2241 23.51 23.54
15 20.59 23,83 25.68 26.83 26.10 22.65
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Appendix 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Urinalytic data of Individual animals:Male

B10-0117

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0
ltems Animal No, 1ss 2ss 3 ss 4 ss 5 ss
Urine volume (mL) 15 19 44 38 18
Uosm (mOsmiL) 555 541 225 289 539

ss: scheduled sacrifice animal,
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Appendix 6-2 Twenty-elght-day repeated-dose oral toxicity study in rats

Urinalytic data of individual animals:Male

B10-0117

Group Twenty-eight-day treatment
Dose (mg/kg/day) 20
Items Animal No, 6 ss 7 ss 8 ss 9 ss 10 ss
Urine volume (mL) 14 8 7 18 6
Uosm (mOsmiL) 680 1049 1209 751 1670

ss: scheduled sacrifice animal,
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Appendix 6-3  Twenty-eight-day repeated-dose oral toxicity study In rats
Urinalytic data of individual animals;:Male

B10-0117

Group Twenty-eight-day treatment
Dose (mg/kg/day) 100
tems Animal No, 11 ss 12 ss 13 ss 14 ss 156 ss
Urine volume (mL) 12 8 11 25 10
Uosm (mOsm/L) 607 767 702 513 718

ss: scheduled sacrifice animal.
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B10-0117

Appendix 6-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 0
Items Animal No. 1 ss 2 ss 3 ss 4 ss 5 ss
Color sY sY sy sY. sY
Turbidity Cloudy Clear Clear Clear Clear
pH 6.5 7.0 8.5 8.5 7.0
Protein + + - - +
Glucose - - - - -
Ketones * + - - -
Occult blood 2+ - - 2+ +
Urinaly sediment
Red blood cells ® 0 0 0 0 0
White blood cells 0 0 0 0 0
Epithelial cells ¥ 0 0 0 0 0
Casts” 0 0 0 0 0
Crystals 9 + £ - - e

ss;scheduled sacrifice animal,
Color:SY: Slightly yellow,

%) Number of cells/10views(x400),
5: Number of casts/18%18 mm?,
9:Incldence of crystals/18%18 mm?
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Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0117

Appendix 6-5
Urinalytic data of individual animals:Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 20
Items Animal No, 6 7 ss 8 ss 9 ss 10  ss
Color sY Y Y sY Y
Turbidity Clear Clear Clear Cloudy Clear
pH 8.5 6.5 8.5 6.5 8.5
Protein 1+ 1+ 1+ 1+ 1+
Glucose - - - - -
Ketones 1+ 1+ + + *
Occult blood - - - - -
Urlnaly sediment
Red blood celis ¥ 0 0 0 0 0
White blood cells ¥ 0 0 0 0 0
Epithelial cells ® 0 0 0 0 0
Casts ? 0 0 0 0 0
Crystals t + % + +

ss;scheduled sacrifice animal.
Color; SY': Slightly yellow,Y: Yellow,
2, Number of cells/{Oviews(x400).
% Number of casts/18%18 mm?.
%:Incidence of crystals/18x18 mm?,
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B10-0117

Appendix 6-6 Twenty-elght-day repeated-dose oral toxicity study in rats
Urinalytic data of Individual animals:Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 100
ltems Animal No. 11  ss 12 ss 13 ss 14  ss 16  ss
Color ) sY Y Y sY sY
Turbidity Clear Clear Clear Clear Clear
pH 8.0 6.0 8.0 6.0 6.0
Protein + + 1+ + +
Glucose - - - ~ -
Ketones - - - - -
Occuit blood + - - - -

Urinaly sediment

Red blood cells ¥ 0 0 0 0 0
White blood cells 0 1 1 2 0
Eplthellal cells ¥ 0 0 0 0 0
Casts® 0 0 0 0 0
Crystals® - - - - -

ss:scheduled sacrifice animal,
Color: SY: Slightly yellow,Y: Yellow,
: Number of cells/10views(x400),
®): Number of casts/18%18 mm?,

% Incidence of crystals/18x18 mm?,
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B10-0117

Appendix 7-1 Twenty-elght-day repeated-dose oral foxicity study In rats
Hematological data of Indlvidual animals:Male
Group Twenty-sight-day treatment
Dose(mg/kg/day) 0
Items Anlmal No. 188 2ss 388 4 88 6 ss

RBC (x10*uL) 709 760 778 726 784
Hb (g/dL) 147 15.4 16.8 15.1 156
Ht (%) 46.4 476 485 479 48,6
Mcv ) 65.4 62.8 624 66.0 81.9
MCH (pg) 207 202 20.3 20.8 18.9
MCHC (o/dL) 317 32,3 326 316 32,2
Platelet (x10*pL) 129,0 104,1 1253 99.8 125.2
Reticulo (%) 43 33 2.8 38 3.6
WBC (x10%/L) 73.2 87.2 89,5 1617 139,0
Differentiation of lsukocyte

Neutro (%) 18.1 18,5 17.9 24,0 16.2

Lymph (%) 76.8 78.8 77.2 715 78.6

Eosino (%) 02 0.4 1.0 0.3 06

Baso (%) 06 0.8 0.8 0.7 0.8

Mono (%) 3.4 26 24 2.7 2.2

Luc (%) 1.0 0.9 07 0.8 1.6
PT (sec) 207 15,9 14.7 16.1 18.3
APTT (sec) 14.9 18,7 15,6 208 18.5

ss; scheduled sacrlfice animal.
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B10-0117

Appendix 7-2 Twenty-elght-day repeated-dose oral toxicity study In rats
Hematological data of individual animals:Male

Group Twenty-eight-day treatment
Dose(mg/kg/day) 20

Items Animal No, 6 ss 7 s8 8 ss 9 ss 10 ss
RBC (oYL 767 738 759 733 749
Hb (g/dL) 154 15.4 15.8 15,1 15.8
He (%) 47.7 48,1 48,7 48,5 491
Mcv (L) 82.1 652 64.2 63.5 66.8
MCH (pg) 20.1 20.9 20,8 20,7 21.1
MCHC (g/dL) 324 32,0 32.4 328 323
Platelet (x10*uL) 109,0 1214 123.3 124.4 120.8
Retioulo (%) 3.3 3,5 36 3.1 3.4
WBC (x10%uL) 129.6 108.7 110.9 121.7 164,8
Differentiation of leukocyte

Neutro %) - 13.9 126 21.7 14.7 121

Lymph (%) 81.6 81.1 73.0 78.2 825

Eoslno (%) 0.6 0.9 0.4 i 05 0.4

Baso (%) 0.9 0.8 0.8 10 - 0.8

Mono (%) 2,3 33 2.8 3.1 2.8

Luc (%) 0.7 1.2 1.4 18 1.3
PT (sec) 19.8 214 14,7 17.6 16.9
APTT (sec) 211 246 14,7 234 18.4

ss; scheduled sacrifice animal,
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B810-0117

Appendix 7-3 Twenty-elght-day repeated-dose oral toxicity study in rats
Hematological data of individual animals:Male
Group Twenty-elght-day treatment
Dose(mg/kg/day) 100

Items Animal No, 11 ss 12 ss 13 ss 14 ss 16 ss
RBC (x10%pL) 919 972 803 721 836
Hb (gfdL) 18,2 15.2 13.8 13.5 18.8
Ht (%) 55,6 47.3 422 40.4 50.1
Mcv (fL) 60.5 48,7 528 56.0 50.9
MCH (rg) 19.8 15,6 17.2 187 19.9
MCHC (g/dL) 32,7 32,9 32,7 334 332
Platelet (x10%pL) 135.1 130.4 110.1 111.0 102.4
Reticulo (%) 54 39 49 8.4 5.1
WBC {x10%pL) 87.1 66.4 1487 2371 1327
Differentiation of leukocyte

Neutro (%) 48,2 37.3 37.8 20.3 40.4

Lymph (%) 413 50.8 51.8 64.9 53.4

Eoslno (%) 0.5 0.2 0.1 0.3 0.2

Baso (%) 23 1.1 0.7 1.1 1.0

Mono (%) 6.6 8.2 8.7 34 44

Luc (%) 1.0 1.4 0.8 1.0 0.6
PT (seo) 19.6 14.8 18.8 18.8 204
APTT " (sec) 26,8 17.1 18,6 237 357

ss! scheduled sacrifice animal.
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B10-0117

Appendix 8-1 Twenty-eight-day repeated-dose oral toxiclty study In rats
Blood chemical data of individual animals:Male

Group Twenty-elght-day treatment
Dose(mg/kg/day) 0
items Animal No. 1ss 2 ss 3 ss 4 ss 5 ss
AST (i) 70 70 81 69 . 63
ALT (IUL) 23 24 26 29 19
ALP (L) 651 596 794 603 500
ChE () 36 45 70 47 58
y-GTP (IUnL) 04 0.7 0.8 0.9 0.8
T-Cho (mg/dL) 59 76 59 55 78
TG {mg/dL) 56 126 585 61 76
BUN (mg/dL) 14.8 12.3 14.4 111 12,2
Creatinine {mg/dL) 0,25 0.22 0.23 0.26 0.21
T-Protein (g/dL) 6.3 8.2 8.4 6.3 8.2
Albumin (g/dL) 28 2.9 3.0 3.0 3.0
AJG ratlo -) 0.80 0.88 0.88 0.91 0.94
Glucose (mg/dL) 108 178 148 119 162
T-BIl (mg/dL.) 0.08 0.05 0.05 0.05 0.04
TBA {Hmol/L) 547 18.9 61.1 62.9 17.8
P (mg/dL) 152 10.7 127 11.6 12.8
Ca (mg/dL) 124 126 12,7 12.1 124
Na (mEqlL) - 148 150 149 150 148
K Kmﬁm 8.5 6.8 7.8 7.5 7.5
cl (mEg/L) 1034 101.8 101.8 102.8 99.9

ss; scheduled sacrifice animal,
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B10-0117

Appendix 8-2 Twenty-elght-day repeated-dose oral toxiclty study in rats
Blood chemical data of indlvidual animals:Male

Group Twenty-elght-day treatment
Dose({mg/kg/day) 20
Items Anlmal No, 8 s5 7 ss 8 ss 9 ss 10 ss
AST (UiL) 64 68 59 72 77
ALT (un) 26 19 23 38 31
ALP (L) 603 668 590 477 570
ChE (UL 49 53 38 59 33
y-GTP (IUAL) 0.8 12 1.1 1.1 0.8
T-Cho {mgfdL) 50 51 53 50 47
TG {mgldL) 45 75 a7 87 68
BUN (mg/dL) 14.8 12,0 11,4 12.4 14.6
Creatinine (mg/dL) 0.24 0.26 0.21 0,22 0.23
T-Proteln {o/dL) 8.1 8.2 8.1 6.1 6.2
Albumin (g/dL) 3.0 2.9 2.9 3.0 2.8
AG ratio ) 0.97 0.88 0.91 0.97 0.88
Glucose (mgldL) 159 175 113 135 177
T-Bit (mg/dL) 0.05 0.04 0.06 0.05 0.08
TBA (umol/L) 88,7 23,7 48,0 88.2 92,5
P (mg/dL) 127 11.9 12.8 13.1 125
Ca (mgfdL) 124 11.9 12,6 12.3 12,4
Na: (mEq/L) 149 148 150 160 147
K (mEqrL) 8.2 6.8 . 7.6 7.0 6.8
cl (mEq/L) 101.6 . 104.4 103,1 102.6 101.6

88: scheduled sacrifice animal,
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Appendix 8-3 Twenty-eight-day repeated-dose oral toxlcity study in rats
Blood chemical data of individual animals;Male

Group . Twenty-eight-day treatment
Dose(mg/kg/day) 100
ltems Animal No, 11 és 12 ss 13 88 148 - 15 s8
AST (L) 117 144 202 113 108
ALT (lury 33 38 34 37 22
ALP (Uit 628 631 436 677 647
ChE (uiL) 46 67 35 48 53
y-GTP (o) 2,9 3.8 4.3 14 1,8
T-Cho (mgldL) 92 82 88 80 73
TG (mg/dL) 68 . 60 142 72 58
BUN (mg/dL) 643 . 39,0 28,0 25.8 32,9
Creatinine (mg/dL) 0.58 0.35 0.21 0.27 0.23
T-Protein {g/dL) ) 86 " 74 6.5 6.1 6.8
Albumin {g/dL} 41 3.8 2.9 3.0 3.3
AJG ratlo ) 0.91 1.15 112 0.7 1.00
Glucose (mgrdL) 166 ) 17 105 200 138
T-Bl (mg/dL) 0.11 0.15 0.22 0.10 0.15
TBA (umol/lL) 10.2 26.4 28,8 247 8.1
P (mordL) 16.1 1.0 10.8 12,6 1.3
Ca (mg/dL) 12,9 11.8 10.5 12.4 11.7
Na (mEqiL) . 150 145 136 134 141
K (mEqlL) 42 5.1 4.2 4.9 48
cl (mEqiL) 95.4 85.0 78.4 79,8 84.4

ss; scheduled sacrifice animal,
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Appendix 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animals:Male
Group Twenty-elght-day treatment
Dose (mg/kg/day) 0

ltems Animal No, 1 ss 2 ss 3 ss 4 ss 5 ss
Liver (9) 11.14 10.79 9.569 10.51 11.89
Heart (9) 1,33 1.45 1,18 1,28 1,27
Kidney(R) (9) 1.50 1.40 1.20 1,30 1.49
Kidney(L) (@) 1.46 1,36 1,14 1,25 1.47
Kidneys (9) 2,96 2,76 2,34 2.55 298
Testis(R) (g) 1.61 1.61 1.67 1.40 1.38
Testls(L) (9) 1.56 1.51 1.70 1.44 1,44
Testes () 3.17 3.02 3.37 2.84 2,82
Eplididymis(R) (9) 0.338 0.34 0.37 0.37 0.34
Epldidymis(L) (9) 0.34 034 - 0,34 0.356 0.32
Epldidymides () 0.67 0.68 0.71 0.72 0.68
Ventral prostate (@) 0.42 0.34 0.39 0.54 0.37
Dorsolateral

prostate Q) 0.33 0.40 0.35 0.40 0.25
Seminal vesicle (9) 0.99 1.07 0.91 1.08 0.70
Brain (g) 2.08 1.98 2,08 1.96 2.00
Spleen (9) 0.74 0.71 0.57 0.85 0.85
Thymus (mg) 583.3 697.1 464.7 600.8 820.8
Pitultary gland (mg) 11.8 11.0 12.6 12,3 11.3
Thyroid (mg) 24.9 18.8 214 243 23.4
Adrenals (mg) 55,1 424 59,2 51.9 55.4
e B ottt o T T o i S et P P ot P e ot o i b i i i e i S o B Wt O S B S St Wt . ot st o o st
Final body weight ((¢)] 354.2 3627 321.6 349.0 358.4

s8: scheduled sacrifice animal,
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B10-0117
Appendix 9-2 Twenty-elght-day repeated-dose oral foxiclty study In rats
Absolute organ weights of individual animals:Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 20

items . Animal No, 6 ss 7 ss 8 ss 9 ss 10 ss
Liver . (@ 10.31 10.88 10.64 10.62 11.21
Heart (g) 1.19 1.23 1.40 1.18 1.21
Kidney(R) (@) 1.31 1.43 1.53 1.43 1.39
Kidney(L) (9) 1.27 1,36 1.52 1.39 1.41
Kidneys (9 2.58 2.79 3.05 2.82 2.80
Testis(R) (9) 1.42 1.58 1.54 1.33 . 1.40
Testis(L) (9) 1.42 1.56 1.53 1.33 1.41
Testes (9) 2.84 3.14 3.07 2.66 2,81
Epididymis(R) (9) 0.32 0.38 0.42 0.36 0.38
Epldidymis(L) (@) 0.33 0.39 0.42 0.39 0.37
Epididymides (@) 0.65 0.77 0.84 0.76 0,75
’Ventral prostate (9) ' 0.36 0.40 0.41 0,33 0,37
E;’:;’;"e’a' ) 0.31 0.30 0.48 0.24 0.20
Semln;al vesicle (@ 0.94 0.93 1.14 0.86 0.99
Brain (@) 1.96 1.95 1.99 2,07 1.87
Spleen (g) ‘ 0.65 0.68 0.69 0.81 0.92
Thymus (mg) 5721 711.8 619.1 637.6 644.3
Pituitary gland (mg) 11.3 10.4 ‘ 10.7 11.7 11.5
Thyrold (mg) 141 17.4 25.2 235 18.4
Adrenals (mg) 40.4 57.6 67.2 57.0 53,7
Finalbodywelght (@ 8268 o407 sst4  esa1 . aare

ss; scheduled sacrifice animal.

-67-



B10-0117

Appendix 8-3 Twenty-elght-day repeated-dose oral toxicity study in rats
Absolute organ weights of lndiyldual animals:Male
Group Twenty-elght-day treatment '
Dose (mg/kg/day) 100
ltems Animal No, 11 ss 12 ss 13 ss 14 ss 15 ss
Liver (9) 7.85 6.31 6.63 10,63 8.82
Heart (a) 0.81 0.88 0.93 1.16 1,03
Kidney(R) (9) 1.37 1.52 1.62 1.68 1.71
Kidney(L) (9) 1.35 1.51 1.64 1,56 1.68
" Kidneys (9) 2,72 3,08 3.23 3.14 3.39
Testis(R) (@) 1.38 1,06 0.83 1.56 1.36
T.estis(L) (@) 1.42 1.10 0.83 1.47 1.35
Testes (@) 2.80 215 1.66 3.08 271
Epldidymis(R) (@ ' 0.25 0.28 0.26 0.36 0.39
Epididymis(L) (g) 0.24 0.28 0.25 0.33 0.36
Epldidymides (9) 0.49 0.56 0.51 0.69 0.75
Ventral prostate Q) 0.22 0.30 0.18 0.29 0.27
g;’;;'gem' (@) 0.19 0.29 0.18 0.27 0.32
Seminal vesicle (9) 0.50 0.82 0.69 0.81 0.93
Brain (9) 1.88 1.90 1.85 2,01 2.01
Spleen (@) 0.59 0.37 0.561 0.85 0.66
Thymus (mg) 274.3 140.3 223.9 513.3 2471
Pituitary gland (mg) 8.4 7.0 7.8 8.9 8.8
Thyrold {mg) 19.1 14.9 20,7 18.5 19.7
Adrenals - (mg) 61.8 49,9 56.4 48,9 58,3
Finalbodywelght (@) 2488 A984  1e48 woas zo64

ss: scheduled sacrifice animal.
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Appendix 10-1

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

B10-0117

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0
ltems Animal No. 1ss 2 ss 3 ss 4 ss 5 ss
Liver (g/100g) 3.5 2.07 2,08 3.01 3.32
Heart (g/100g) 0.38 0.40 0.37 0.37 0.356
Kidney(R) (g/100g) 0.42 0.39 0.37 0.37 0.42
Kidney(L) (g/100g) 0.41 0.37 0.35 0.36 0.41
Kidneys (g/100g) 0.83 0.76 0.72 073 0.83
Testis(R) (g/100g) 0.45 0.42 0.52 0.40 0.39
Testis(L) (a/100g) 0.44 0.42 0.53 0.41 0.40
Testes (g/tl 00g) 0.89 0.84 1.05 0.81 0.79
Epldidymis(R) (g/100g) 0.08 0.09 0.12 0.11 0.09
Epldidymis(L) (g/100g) 0.10 0.09 0.11 0.10 0.09
Epldidymides (g/100g) 0.19 0.1 B 0.23 0.21 0.18
Ventral prostate (g/100g) 0.12 0.09 0.12 0,15 0.10
Dorsolateral (g/100g) 0.09 0.11 011 0.11 0,07
prostate
Seminal vesicle (g/100g) 0.28 0.30 0.28 0.30 0.20
Brain (g/100g) 0.59 0.55 0.85 0.56 0.56
Spleen (g/100g) 0.21 0.20 0.18 0.24 0.24
Thymus (mg/100g) 164.7 192.2 144.5 1724 229.0
Pituitary gland (mg/100g) 3.3 3.0 3.9 3.5 3.2
Thyrold (mg/100g) 7.0 6.2 6.7 7.0 6.6
Adrenals (mg/100g) 16.6 11.7 18.4 14.8 16.5
Finalbody welght (@ 8sdz  sear . amie a0 ased

ss; scheduled sacrifice animal,
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Appendix 10-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of Individual animals:Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 20
ltems Animal No, 6 ss 7 ss 8 ss 9 ss 10 ss
Liver (g/100g) 3,16 3.19 3.03 3.02 3,22
Heart (g/100g) 0.36 0.36 0.40 0.34 0.35
Kidney(R) (g/100g) 0,40 0.42 0.44 0.41 0.40
Kidney(L) (a/100g) 0.39 0.40 0.43 0.39 0.41
Kidneys (9/100g) 0.79 0.82 0.87 0.80 0.81
Testis(R) (g/100g) 0.43 0.46 0.44 0.38 0.40
Testis(L) (g/100g) 0.43 0.46 0.44 0.38 0.41
Testes (g/100g) 0.86 0.92 . 0.88 0,76 0.81
Epldidymis(R) (g/100g) 0.10 0.11 0.12 0.10 0.11
Epldidymis(L) (g/100g) 0.10 0.11 0.12 011 - 011
Epididymides (g/100g) 0.20 0.22 0.24 0.21 0.22
Ventral prc?state (g/100g) 0.1 0.12 0.12 0.09 0,11
Dorsolateral (g/100g) 0.09 0.00 0.14 0.07 0.08
prostate
Seminal vesicle (g/100g) 0.29 0.27 0.32 0.24 0,28
Brain (g/100g) 0.60 0.567 0.57 0.59 0.54
Spleen (g/100g) 0.20 0.20 0.20 0.23 0.26
Thymus A (mg/100g) 175.2 208.9 176.2 181.1 186.4
Pitultary gland (mg/100g) 3.5 3.1 3.0 3.3 3.3
Thyrold {mg/100g) 43 5.1 7.2 6.7 5.3
Adrenals (mg/100g) 12.4 16.9 19.1 16.2 15.4
Finalbodywelght (@) 926 eAoT e wnt T ame T

ss: scheduled sacrifice anlmal,
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Appendix 10-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ welghts of Individual animals:Male

Group A Twenty-eight-day treatment

Dose (mg/kg/day) 100
Items Animal No, 11 ss 12 ss 13 ss 14 ss 16 ss
Liver (g/100g) 314 3.19 341 3.46 3.32
Heart (g/100g) 0.37 0.44 0.48 0.38 0.39
Kidney(R) (g/100g) 0.56 0.77 0.83 0.52 0.64
Kidney(L) {g/100g) 0.65 0.76 0.83 0.51 0.63
Kidneys (g/100g) 1.1 1.68 1,66 1,08 1.27
Testis(R) (g100g) 0.57 0.53 0.43 0.51 0.51
Testls(L) (g/100g) 0.58 0.56 0.43 0.48 0.51
Testes (g/100g) 1,15 1,08 ‘ 0.86 0.99 1.02
Epididymis(R) (g/100g) 0.10 0.14 0.13 0.12 0.15
Epididymis(L) (g/100g) 0.10 0.14 0.13 0.11 0.14
Epldidymides (gi100g) 0.20 0.28 0.26 oo 0.29
Ventral prostate (g/100g) 0.09 " 045 0.08 0.10 0.10
Dorsolateral (g/100g) 0,08 0.15 0.10 0.08 0.12
prostate .
Seminal vesicle (g/100g) 0.21 0.46 0.35 0.27 0.35
Brain (g/100g) 077 0.96 0.85 0.66 0.76
Spleen (g/100g) 0.24 0.19 0.26 0.28 0.26
Thymus (mg/100g) ‘ 112.6 70.8 115.4 168.6 93,1
Pituitary gland (mg/100g) 3.9 3.5 . 4,0 2.9 3.3
Thyrold (mg/100g) 7.8 ‘ 7.5 10.6 6.1 7.4
Adrenals (mg/100g) 254 25.2 29.0 16.1 22,0
Finalbody welght (@ 2486 1084 1846 s0as e

ss; scheduled sacrifice animal,
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Appendix 11-1  Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals; Twenty-eight-day treatment

Dose Animal

Sex (moka/day) No. '@ Macroscopicfindings Histopathological findings®
1 ss No abnormalities detected No abnormalitles detected
2 ss No abnormalities detected No abnormalities detected
0 3 ss No abnormalities detected No abnormaiities detected
4 ss No abnormalities detected Kidney
Cyst/Outer medulla +
5 ss No abnormalities detected No abnormalities detected
6 ss No abnormalities detected Kidney
Hyaline droplet/Proximal tubule/
Cortex +
Male 7 ss No abnormalities detected No abnormalities detected
8 ss No abnormalities detected Kidney
Hyaline droplet/Proximal tubule/
20 Cortex +
9 ss No abnormalities detected Liver
Microgranuloma +
Kidney
Hyaline droplet/Proximal tubule/
) Cortex +
10 ss No abnormalities detected Heart

Myocarditis/Focal +

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

a) Organs/tissues examined as follows for the 20 mg/kg/day group: submandibular gland, forestomach, glandular
stomach, cecum, colon, rectum, liver, heart, kidney, testis, epididymides, spleen, thymus, thyroid, skeletal
muscle and bone.

ss; scheduled sacrifice animal,

+; slight.
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Appendix 11-2 Twenty-eight-day repeated-dose oral toxicity study in rats

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

Dose — Animal g Magroscopic findings Histopathological findings®

Sex (mg/kg/day) _ No,
11 ss Forestomach Submandibular gland
Elevation of limiting ridge Hypertrophy/Acinar cell ++
Kidney Forestomach
Enlargement (bilateral) Hyperplasia/Squamous epithelium/
Spleen Limiting ridge +
Whitish region on capsule  Glandular stomach
(8x11 mm) Mitosis, increased/Neck of fundic
gland +
Kidney
Hyaline droplet/Proximal fubule/
Cortex ++ '
Mineralization/Outer medulla ++
Male 100 Regeneration/Renal tubule/

Cortex and outer medulla ++
Single cell necrosis/Proximal tubule/
Outer medulla +

Testis
Deep retention/Spermatid +
Spermiation, inhibited +

Spleen
Capsulitis ++
Congestion +
Deposit, hemosiderin +

Bone
Atrophy/Growth plate, epiphyseal +
Osteoid, increased +

a) Organs/tissues examined as follows for the 100 mg/kg/day group: trachea, lungs, submandibular gland,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, liver, heart,
kidney, urinary bladder, testis, epididymides, ventral prostate, dorsolateral prostate, coagulating gland,
seminal vesicle, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph node, spleen,
thymus, thyroid, parathyroid, adrenals, eye ball, skeletal muscle, bone and mammary gland.

ss: scheduled sacrifice animal. ‘

+; slight, ++: moderate.
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Appendix 11-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Twenty-eight-day treatment

Sex (mg?l?gS}Zay) 'A\rllligfat Fate Macroscopic findings Histopathological findings®
) 12 ss Dehydration Submandibular gland
Forestomach Hypertrophy/Acinar cell +
Elevation of limiting ridge Forestomach
Kidney Hyperplasia/Squamous epithelium/
Discoloration of cortico- Limiting ridge +
medullary junction (bilateral) Liver
Enlargement (bilateral) Atrophy/Hepatocyte/Centrilobular +
Kidney
Dilatation/Pelvis +
Hyaline droplet/Proximal tubule/
Cortex ++
Mineralization/Outer medulla +++
Regeneration/Renal tubule/
Cortex and outer medulla ++
Male 100 Single cell necrosis/Proximal tubule/
Outer medulla +
Testis

Deep retention/Spermatid ++
Degeneration/Spermatocyte +
Spermiation, inhibited ++
Epididymis
Germ cell debris/Bilateral +
Spleen
Deposit, hemosiderin +
Thymus
Atrophy +
Bone
Atrophy/Growth plate, epiphyseal +
Osteoid, increased +
a) Organs/tissues examined as follows for the 100 mg/kg/day group: trachea, lungs, submandibular gland,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, liver, heart,
kidney, urinary bladder, testis, epididymides, ventral prostate, dorsolateral prostate, coagulating gland,

seminal vesicle, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph node, spleen,
thymus, thyroid, parathyroid, adrenals, eye ball, skeletal muscle, bone and mammary gland.

ss: scheduled sacrifice animal.
+; slight, ++: moderate, +++: severe,
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Appendix 11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals: Twenty-eight-day treatment
Dose Animal

Sex (mg/kg/day)  No. Fate Macroscopic findings Histopathological findings®
13 ss Dehydration Forestomach
Forestomach Hyperplasia/Squamous epithelium/
Elevation of limiting ridge Limiting ridge + ‘
Kidney Glandular stomach
Discoloration of cortico- Mitosis, increased/Neck of fundic
medullary junction (bilateral)  gland +
Enlargement (bilateral) Colon
Atrophy/Mucosa +
Liver
Atrophy/Hepatocyte/Centrilobular +
Kidney
Hyaline droplet/Proximal tubule/
Cortex +
Male 100 Mineralization/Outer medulla +++

Regeneration/Renal tubule/
Cortex and outer medulla ++
Single cell necrosis/Proximal tubule/
Outer medulla +
Testis ,
Degeneration and atrophy/
Seminiferous tubule ++
Epididymis
Spermatozoa, decreased/Bilateral +
Spleen
Congestion +
Deposit, hemosiderin +
Skeletal muscle
Necrosis and myophagia +
a) Organs/tissues examined as follows for the 100 mg/kg/day group: trachea, lungs, submandibular gland,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, liver, heart,
kidney, urinary bladder, testis, epididymides, ventral prostate, dorsolateral prostate, coagulating gland,
seminal vesicle, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph node, spleen,
thymus, thyroid, parathyroid, adrenals, eye ball, skeletal muscle, bone and mammary gland.
ss: scheduled sacrifice animal.
+: slight, ++: moderate, +++: severe,
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Appendix 11-5 Twenty-eight-day repeated-dose oral toxicity study in rats

B10-0117 |

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

Sex

Dose Animal

(mg/kglday)  No Fate Macroscopic findings

Histopathological findings®

Male

14 ss Forestomach
Elevatlon of iimiting ridge
Kidney
Enlargement (bilateral)

Forestomach
Hyperplasia/Squamous epithelium/
Limiting ridge +

Kidney
Hyaline droplet/Proximal tubule/
Cortex +
Mineralization/Outer medulla +
Regeneration/Renal tubule/
Cortex and outer medulla ++
Single cell necrosis/Proximal tubuie/
Outer medulla +

Spleen
Congestion +
Deposit, hemosiderin +
Hematopoiesis, extramedullary,
increased +

15 ss Forestomach
Elevation of limiting ridge
Kidney
Enlargement (bilateral)

100

Submandibular gland
Hypertrophy/Acinar cell +
Forestomach
Hyperplasia/Squamous epitheliumé
Limiting ridge +
Liver
Atrophy/Hepatocyte/Centrilobular +
Heart
Myocarditis/Focal +
Kidney
Hyaline droplet/Proximal tubule/
Cortex ++
Regeneration/Renal tubule/
Cortex and outer medulla +
Single cell necrosis/Proximal tubule/
Outer medulla +
Testls
Deep retention/Spermatid +
Spermiation, inhibited +
Spleen
Congestion +
Deposit, hemosiderin +
Hematopoiesis, extramedullary,
Increased +
Thyroid
Hypertrophy/Follicular cell/Diffuse +

a) Organs/tissues examined as follows for the 100 mg/kg/day group: trachea, lungs, submandibular gland,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, liver, heart,
kidney, urinary bladder, testis, epididymides, ventral prostate, dorsolateral prostate, coagulating gland,

seminal vesicle, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph node, spleen,
thymus, thyroid, parathyroid, adrenals, eye ball, skeletal muscle, bone and mammary gland.

ss: scheduled sacrifice animal.
+: slight, ++: moderate, +++: severe,
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1. RBFE
1.1 REIZHAW DB EIR OB ERERR
FIENZFRE L 72 1.00 KT 0.200 wivre BRIV EIRIC DV T, SRV LR EEEIC X 0 #%
BRYOEREEY 1 ERIE L,

a) DHTE
HRBRHERR 1233V TEEHE L 7= [Potassium bromate @?&ﬁ%g?&@ﬁﬁ M} OB EERESR
AR GABRES X02-0273, 2E GLP REBR) 1[ZBIT 2 0MENY F—va v icES& 5
PEZRE L,
1) EUREE

TROEENOY T 7 (FEn=1) L. BLEERELIT-,
(1) 1.00 wv%HEBRE IR
WEHRHEK 0.5 mL ZFEEUK T 25 mL ICER Lz, 0K 0.5 mL Ak T
5mL IZER LToiralll (FRfEE 500) & L7k,
(2) 0.200 wVY% KRB IR
HEERYVE IR 0.5 mL ZHEHUK T 50 mL I2ER L CHOWRE G]REZE 100) & L
7o
2) EEEKROFR ‘
WERYE 0.10049 g B D & 0 | FEHKT 100 mL 12 LT 1004.9 pg/mL AZ¥E
FREeHE L, BY¥REREZEEKCUTOEBVARLT 100, 201 BV
30.1 pg/mL FEXESIRE RSB L 72,

AR RYEVRR
FEFK (pgml)  #EE (mL)  EFE (mL) (ng/mL)
0.5 50 10.0
1004.9 0.5 25 20.1
1.5 50 30.1
3) PR
(1) Ak

BA RS EER: U-3300 (B SZBUERT)
() BIESMH
HIER & 440 nm (RIE#EFH 340~540 nm)
(3) WEE
BRI ST HTRE 0.5 mL 23R BREICH B L, 0.5 mol/L 3 10 mL B}
0.1 W% o- N U ¥ V¥R 0.5 mL %)ﬁuﬁﬁ# L7zt ZIE T 15~25 5% E Li-
L OERAERRE LT,
b) 5 — &
1) BRHEEROCEERSITE
W %#ﬁ&ﬁﬁ &L,
X02-0273 IZBIT B HWHENY F—3 g v ORE R, BRI RERMESRESR Sz,
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RREZEE Lo ld, S OEESITIL 3 ARETITo 72,
2) BIERECHEH
WROEBRORERE (C: wi%) IS 4 HTEZNUREAL CEDHTF
3HTTRAR LT,
C= (A-b)xD
ax10000
a: MEBOEIFRRY=aX+b DEX
b: MEBROEYER Y =aX+b D Y B H
A: BHTRBIORHE
D: SRR O FIRE R
3) fEXfEEOEH
RERBEITR T 2% (RN %) (AT 4 #7H 2B EA L CHSEF
3IHTTERRLE
RERE
AN = memE
) FIWrEE

RN.2% 100£10%LLNTH B Z &,

100

2. HBEAE
2.1  HBRWEROBERER
1.00 2 TF 0.200 w%HBRMEIR O RNIXZENEH 102 ROV 101% Th 0 J] WG 5 s /-
L7z (Table 1),

Table 1 Concentration analysis of the dose formulations

. Nominal concentration | Actual concentration RN.
Date of analysis
(W/v%) (W/v%) (%)
1.00 1.02 102
May 26,2014
0.200 0.202 101

R.N.: Rate to the nominal concentration
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