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13.E £

AV ITNT URBOBGTFRERBREFITICRIETTEERIZOWTRRNT 2 BAIT, LEBET X
FNTA RZA4 KRR OECD 7R A KA 407 %2312 Bromodichloromethane @ 28 H
RIRERORSEEARE ER L. COYO,REN AR AVWCRARTORER LB LT,

5 BERORED Crl:CD(SD)T v MI = — U {HIC¥EA# & £ 72 Bromodichloromethane % 28 H ]
FEHEARORE L., EAEIZ0 (23—0) | 40 RTR200 mg/kg/day & L, 1 8EHZ Y
SIEERFERA L, BREHHTIIEFAIZ O OWT—BREEE, Sl —RIREEE, HithE
FEEAEROEEEHEZITV., REESB0ZRICREER L CRBEZTo 2%, 1Y
TNT CRREET TR Z BB L 7o %S LT, MRE, REEFNRER VECTREER
Mr D7z 8 OFEHELE 2 EhE L 7=,

—RIRIBBLZE T, 40 X TU* 200 mg/kg B THFEET. 200 mg/kg B TR IR, ¥
AR % ONERFFE] D PRFED A b LTz,

FEHE 22 — B RBBLES TId 200 mg/kg BE TR S 2~4 B BITHREELS & Shuiz,

FE TR 5 MR 218 U T 200 mg/kg B TEESUMREBER 24 b,

FEETITERE 3 B BT 200 mgkg B CIERMER A b,

JRIRZE T 200 mg/kg B CIREDEEN A LT,

M#&F B A T 200 mg/kg B CHRRRMEREHLEOERMER A STz,

MR EACFERIRE TIiX, 200 mg/kg 3T AST. ALT, »-GTP, Z L 7F =", BREU LV
EOMIEAEOSEE. ) 7V E) FEUMBEOEKER & 5L,

FEEETIE 200 mgkg TR, B CRIBOMEIEEOERENS A LT,

R TlX 200 mg/kg B TR R OB IROER A 5 1Tz,

FREER AR A TiX. 200 mg/kg B THFIRD/NEF OIEFFHIRRISIA A, EHRREET K
WhAZFE, BlROREOEMRME ERENE, BREEROBENRD BN,

BEERE CIIERYERE I 2BBRIL N 2T,

PLED EBY | RERBESEMTIZHV T Bromodichloromethane #5172 L 0 Rl & gz
T H2BEMEERRD LN, BHEFEREICBWTHREMNEDE W (Y 7VT UFREEXT
COYO, 1BAE T ARRER) IZ X DEEIRD LN oT,
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141 #HEBRWE
a) AWE
A Bromodichloromethane
CAS &5 75-27-4
b) BETLETRrY NEE
BETT Sigma-Aldrich
oy hEE MKBD4885V
c) HEERE
EiEX
cll
CH
B al
H3F CHBrCl,
STE 163.83
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M EE 98.3%
TN Tl K4 0.02%
BBV IR 100% & LTHRY Ho 7z,
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SHARERRE (BN AR
AR -55°C
B A 87°C
FRICBT 2R EEEHRE
TEME REFETCEE
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W MSATBHE NEEBEITRE MR OB EEN D AT MLF —F =2 b A
FLEARZ PV EEREBRBRICBWTHEE LT — 2 28T 5 Z LI L W EESR
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& THIATRY
F1L—FK fL¥H
7y hES V2A7661
d &k &
RESSAT REREE
RERE =R
143 fEREW

REBME LTI SNEBY THY | —BEMERBICIE Sh. MREBHERICHBNT
LERT—FERAEL TS CL:CDSD)F v b (SPF) % BAF v —/L % « U S— A B4
BEVI—PBbAFELE,

4 BEROET v b2 BIEAFL 17y —VH7-0 3 XL S EOBEE TARF 6 B ET
B - Bfb 21T o7z, EHIC, BERE 1 BANCHSTAAT O B ECEL L, 3T
DEWNCREDRH IR holcizd, YABE L EER AV CHREBERSTHHET
BT L. ISR RBRICHEA Lz, BT RITRE BT CERAS TBIL L7, BT
L VINICBITHABRO ORI Lz, 2, SANSOHBEEEIEE Tl —BRERD
Pt 2R 1 B EBE LT,

BV, B UTRNIRE A~ 7 2B L, BESTRITEESTIT TR L, &
=V TAVEFT, Ty 7 3RBERS SRR L CENERER LT,

BREFSEROBY OBEEIL S B, FEHFEIT 1473~1671g TH Y . LHOEERL
EDOEIJEEL20%DEFHNTH S Z L 2R LT,

144 fERE

BT, BE - BT 2 E 2R EHMAEL T, IBE 21~25°C, HXHEE 40~
70%. BEEL 10~15 BRI, BARE YA 2 4 12 BRRIRARG (7 BRAAT. 19 BEMSAT) o
LNV T =V AT LAOFEEE (BRESFTIIREE |, REKTRIEIFSE 3) A
L7c, IBERUMESHEE OEBEIZ, T2 22.5~24.0°C KT8 50.0~622% T -7,
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TN BOUTRNEAT V RABEERR 7 —Y (W260xD380xH180 mm) | EE4 T
IIAT vV ABIERER 77— (W165xD300xH150 mm) %/ L7z,

P UA I RS TRER OB TR U B T 18 2 [EI D BEEE TR LTz,
SHIZ, BMERBEENOMBIIEIIRETARICO M LT, REERE. 7T —VRUT v
. B ITRRICASHE LTS,

FRHIERER MF (2 v FEE 120411, 2V o X LEERTE) 2, SEKIZA AT
EAKTEKITHRAK R COBRFRIEREN 3~5 ppm & 2D KD WCREERHE T ) v A (K=
—Z v 7 R) BEMUILAKEZ, TRENBBRERS G-, SERUEERSMIEA— M7
U—T7WE (121°C, 30 5f) LizbozEhnehfEM Lz,

FRHI, ST L IRAMOSITT — 2 2 AF L KERERETEEWERFNED 16
PR OBEAEOBE R EREE] (1979) 22EI1C, YHBER TEDZEEENTHEIZ L
rHERLIcey hEFERLE,

EAKIZOWTIE, BEFEED DKEEEICET 245 (BEEHBESS 101 5)
WL L - KEREZE2BOHEETER L TRY , S ATIICAFE LEREEREED
REREEFERE CTICAF LERERER?, AEATOEEEZHRZL TSI L 2HER L.

15. BB HiE
15.1 BEHERE

LA CTEM L7- B10-0092 L F UL #BMERER L LT 2 AEFEHRT A1,
BARD B e B 53 DA REEZRE Lz, UT., SHEREIIBEE L & T D,

- BR5RE | RERE %&%ﬁ%%’f& EL7/E-de
(mg/kg/day) | (mL/kg) | BE(WN%) (B EE)
LAt R 0 5 0 5(1-95)
"R | IKAE 40 5 0.800 5( 6 - 10)
WE | mRE 200 5 4.00 5(11 - 15)
152 #E®

a) WRYWEROFEE ORE

BESTCHBRWELREL, = —VHBEMATEYAOEBRMEI %, =—
ZMZER L 4.00 W% DEBRWER A LTc, I BIT. 4.00 W% DEBRYERD—
HAHEBRL, 2= HlEM2 THRL, 0.800 wv% DR EIR Z AR L7,

T U7 R E ORI EIR R DR STV BRI Y 5 2 AU AMEICE L Z N
ST L. HEBRMERBMEORMGE 7I2THET (ERIfE 2~10°C, #F&E#HE 1~10°C) T
RE Lz, HEBRWERITFARE 10 BURICER L7,

NG T RE LB REOEBRWERE MEEIT, £&RE5 B ICREICLERERZRE
GO ERO L, AEEE CERTCERLESICA VW,

b) HRMEIROEZENE

LHABRFESE TEM L 72 X02-0248 T, 5.00 &1 0.0500 wv% D#EER ) E R INE TIZE

TAMFTRE C 14 AFZEETHAZ L2 HRLT VD,
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¢) REIZAWV2EBRMEIRORER
AENZFREL L7z 4.00 KT 0.800 wiv%DIEBRMEIRIC OWT, LB ER CRNER
DEBRHEREZBE Lz (RHER  BLFEABRRERESR) |
BIE U7 B E IR EDSER IS L 4.00 T8 0.800 wAY%DIERMIEIR TFNER
97.5%K% TF98.1% & 100£10% LN TH o778, BENCTHAR TE - L HE L THREICH
AVt
153 & &

28 BEIEH 1B, BHEREA®RS Lz, &EIX 13:03~14:34 12T > 7=,
BREIIRT AT =T (FE) BB AT ERE GAe) 2EV, BIEL
TeERH DIEELZEIZ, Smlkg THRE L,
154 —RiREBEE
BEHHETIIER 3 B (RS0, REEHR~1 FEZ, &5 2~6 BEE) | £%%2S
e— MR EBE LT,
15.5 FEM2—oiRieslE
EFNZ OV T REFAINC | B BREBEZITE 1 BOEE TREDEE 2BE L,
RERBEROBZEIBWELE (REBHEES) ZEIMT. BHOXOEL 2T -1,
AEBRENHRTERWVIRE (BHRE) TfT-o 7

TF=UMNbOWMY | F—VIZFEANTHDL, B8E S — 5B BT E TORG (K
HIBERDORIG LESRUEF) . 2Aa7 ) v JETHHE

' EREMERETOFE, HHEORE (IE, EOBFENLEUEE
HAED . FERUHECE (BE. BREVFT /) —F) | ROR
B ORE. REEHRVELR) | MERVSUYOFELES
% 90 cmx60 cm OBER LI 1 HFLLE (5 5LURN) B X BE
TU—=TATO | EBE. R, HTORE, IRBEAK. RE - 84 - €2, ERT
TEOEE BROREITEHORELEE

1 SROHEERE (ZEo$) RUOHEREE (Ro7—18) ZEIE

FlZ Lo TODEE
e ElER
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15.6 HEEERRE

EZPIconT, 5 4EE (®E2BH) IK1E, KEROEBEZRE L,
B R OB /TITFEM 2 — R BB BLAR & RIS BB HIBI T R VWIREE CRE L T2,

. |BEARI 3 om [ZR— AN DEEE ST 4 BERELIZEEOR
R s aary L rmcE
B % |BAECTHEEZELLELEOREEADT ) V7 ETHEAM
FOSHE | B B |BEAYITRED 1B ERBAIZEAR L ORGP EE
B |IR2FECTB-T-%., BILICERZ Y T XORISOEELEE
ZZ 1 K30ecm DEmENL, BOERHE EICLERETEE LIZLED
ERRS | BEERGOFELZEE
P BAA—FFGC2 (AAT 4 R) AV, siEEROEBEDEN% 2
ERIZE L. SFHE CHHE
7 v NAEHERFEEE ACTIMO-10 (77 /) AV, B
HHEE=E DOEZEZ 1 R (10 2HRT 6 B BIE L, RIMR (42.6 cmx26.5
cm DOEIFHZHERE S cm BB TRA) 2B - -EE M

157 EERE
2z oNT, EFELRE (FAL YT 2) 2AG, TROBICEKERZEE L,
. %i‘éz\ﬁa
- BE5 1 14, 21 K28 H H

- fEEH (ﬁﬁ’kiﬁ%@%ﬂxﬁﬁu FERIREE)
15.8 fEEHZHIE

ZHNZONT, BEFEMRE (FAV RV TR) AV, TROBICEEEEZHE L,
- BSTEOKEE
51,3, 7. 14, 21 KO'28 HEOBEEE
®E5 7, 14 K%U21 B EILIIEREERERICEZHAEL., FEBEOKEELRE L,
BIE L /R E L REEEDOABIERRTO 1| BEHEHEELZ RO,
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159 RBE
a) & R
EFNZONT, %528 B B OFEIZ W 150xD 200xH 263 mm OEERIFE 7 — 10
BZNAEL, BHRIKRUEERETER TN 15 BREOSHE SR L,
b) BREHEEBKUFIE
ERLUICEBREAVKEROER ZRE LT, 28, RIEINBREROS HE8S
BRELICRER. mAEH CHBRYDEOREICEE LB (hEbhi-7-». (&8

DT HRELTo 7,
H B 5 i PhER

/& (Urine volume) AR B =z L AEHE —
58 (Color) "
BV (Turbidity) PR '_
JRiZFEE (Uosm) KRFETE A
pH
EH (Protein) HEBRIE
7 b1 (Ketones) FEBRIZIIT T RAT v 7R (v—2% | —
& (Glucose) vR) EER)
71 (Occult blood)
PRIEHE  (Urinary sediment) Sternheimer 255 B

KRR A BENRBERT OM-6040 (77— L o)
B: VAT MEMEEREE BX4l (U L 3R)
15.10 MikH#E
a) Rk OHERE

EFNZOVTEHEBEAOFEIOHEE L. TR (WAL 16~20 BFfEIER) . Y
TNT BT CIEMABIRD SRBEOL BVRM L, BERBEER L, S/,
JAV—=V RNABRME (BAERZ by Fy ooy y) 2RGTIIKE R LEEE
BRL., =R T2 MU EHER, -20°C T 24 BRERE L7z, #0%. -80°C TIRE L.
RT AT A 2z EE L TR TERARFRTICE M LT,

RAERE TERLG ¥

EDTA-2K IR A, SB-41 (B v &S G9059, VR A v 7 ) T
i U7z Mg

CRABZFT M) ULTAKTY (7 FEE WEQ6248. Flytilisk T 1)
M 5% | D32 wh%IKEIRE 100 pL 0 L7 0 5 = BUSRERAE CHEM L | 320400k
(3000 r.p.m.x10 mins) L T/57- Mm#E

M % |7 AERBRE RO LELSEE (3000 rp.m.x10 mins) L TE7- %
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2R Ol EE AVRKROER ZRIE L, T COEBICOWTHBAE Tz

O, 2 EAWTCEHRERITIER L2 o7,

B H

A~

5 ik

%DD

FRIMEkE (RBC)

R REFIRIE

~NES U EE (Hb)

VT UARMESO Y E

RBC x MCV
~< 7 Uy ME (HY) T
FIFRMEKERE (MCV) R RERE
Hb
FHFRmEA~T S m & (MCH) C“m
R ____i_lbi___ %10° C
EHFRMERA~E 7 o B EE (MCHC) RBC x MCV
/R (Platelet) R REFIRIE
MR IMEKER L (Reticulo) RNA Jufaik
B EkE (WBC) Za—%A A MY —E
HIMEE 53 (Differentiation of leukocyte)
FFHER (Neutro) . U 3%k (Lymph) .
UFBREK (Eosino) . #F¥EZEEER (Baso) 7Y A bA YR
BEK (Mono) . RAEGEGLEER (LUC)
7u ko (PT) HEE AT
TEHE(LES b VR T T 25 B (APTT) FEE(LEA b

AR Clidam, DICXmEsER

EAMEE C REMRFERELERE ADVIA120 (3 —A U R)
D: £ BB MIREEHERELERE STA Compact (B2 - FAT 7 ) AT 4

v J R)
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¢) IMmEAEFERNIRE
&z AW TKREDEE ZBIE L,

B B 5 & B
Ty RIS RTEATET TRy i asce s
TI7=VT/ 7R T7=F—F (ALT) | UV % JSCC EE(LRTE
TN IVET+ A7 7 Z—F (ALP) p-Nitrophenyl phosphate %
2l =275 —+% (ChE) Butyrylthiocholine iodide %

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

FINEIN KT YARTFL—E (pGTP) | oo do e

#2LXF B —/1 (T-Cho) COD-ESPAS ¥ E
MU ZUEY R (TG) in'ESPAS 7o —/LiH

REZEE (BUN) Urease * GIDH &
7 V7 F=> (Creatinine) Creatininase * F-DAOS &
¥EH (T-Protein) | ‘Biuret £
77 2 (Albumin) ' Bromocresol green

Albumin

A/G I (A/G ratio) T - Protein — Albumin o
Mg (Glucose) ‘ Hexokinase * G-6-PDH £
WeUey (T-Bil) EERIE
#AEYTER (TBA) BERY A7V T E
mEY - (IP) Fiske-Subbarow 7%
AN 5 (Ca) OCPC £
7 rU UL (Na) Crown-Ether FEERE
BV P A (K) Crown-Ether JREARIS F
() MO [EiE

fERAgS B A(LFEBLIEE 7170 (B SLRUERT)
F: EfEE TR PVA-EX T (A&T)
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15.11 mEZEHIRE

a)

b)

H o
EHNCONWTERERER O B OFMmEIC

B, EBER, BILE. KT, EHER, R

. BV AR BEE REINRAD b FLi L TR S
ERER OVERRIE & 2 ORI OV T B IRAYEL

Br2{Tol,
R U BRI
BB KR ORE - ST LI
5 H BE . AR
RS 2. M
s ETR. B 15 (- 558 bEm. 1 = AREEE)
BEl. Al
o mER | L
BRER Tl B
KEEL HEBL [fRe. BEZERTSTIRY. 2 UIERNTSIAR.
TR
= I (EEREET)
R Bir O, MR R ST | A5k, LA
EmE e (jﬁﬁgf?) feam Y o gL BBREEREY o ER, R,
s
MR TEGE, PR (LEEEET) | BE
B R
% BHE | BED OGEN) . B )
RS- HEE | L

F. MR OBEREE 10% B E RV~ U VIR ZEARICER L., 8RUEIT 10%F
MERREIAL~ U R EEA L TRIRICIRE L=, ARYE KkRE L,
RARBRLSI D T*) 2+ LB, BERXIIRFRICBET 2ECEFRE (¥
VR UOR) TEEZAE L, Bl BEEROEELEIEAZH4ICEIEL, £5
DEFTEEH L, BIBIIEEZ L LD THE L, FRIEMIBIIFRED—T+E D
THEIE LT, REIEERZ D TN Z A TRHRELTERL, EEZRELE, B
RIERIZ ERAAMEZED TRED D OB TIC 10%FHERER L~ U RICEEL, EH.
EEDEZRENOHBEL TCEERZREIE L, EEZEELZBEIZOW T, &2 e
WCHIE L-GREXEICHESEEVEH L,
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c) HMMOEEKMRE

B L7%E - AT, L To X2 AR ORE L,

gL, EEXRIER. MIEEOP RIS (FIARE & F O Z # St AR
B-T) 2~3mm IBOMHEBA 4 BEHRL, BETFREEMTAICHE L, 28>0
EEN1SgUTTHDZ L 2HERE. TNTNEED 5 {FELL_ED RNAlater® (Ambion,
Inc) ICRES®T, 1.5 g 2B 2R OWM 20k LR Lz, AEIKE
%, -80°C THRIF L7, IMULEEDEEFREEMIT AL ORI O Y #55 R U%%
D DEE 10%THEEERL~< Y VIR TEE Lz,

FhiL. EER 4 ICEEZRER. AROTRENSHABELE2ET & 5 ITEBT 4~5
mm EOEA Z B Uiz, A M OEELZRY Rk, EFTo L, $o%
& 3 mm PAPNIZHEE] L RNAlater [IZIBE LTz, BB O¥E5sH3FE. BIENE. BEN &
RUORBZZTTH 7Y 7L, EREN RNAlater IZIRIE LTz, Y OS5Ik
#%. -80°C TRTF L7z, EMNZ 10%FHERE L~ VIR CTEE LT,

BRI, ERRXICEEZRIER. A% 4 5EIL, A 0¥ % RNAlater |23
LT, &Y OESITKBE, -80°C TRELE, EMIREETE Y bV URTEEL
77

R EEIT, ERZUER. AL VEEF Y PV UETEELE,

FEZERTSCARIT, EEREHR., EFTIH L, —FH% RNAlater [IZRE LT, &V X 10%
hERE AL~ U VIRTCEE LT,

Biix, ERFEER, KB LIEAZ =K (XA F ) —N 7 aafl s FERIEA
=6:3:1) ICRE LTz, TDH., KB T TSHEIEE 5> Lz, Bk ) — /B L
oo SHITKETTIRED LML, 1 REEREIZ 26, 8k ) —NEXHLE,
KETT—BIEE 5 Lz, k¥ ) — NV E2FESHL 4°C TRELE, RELER
FHIRG A Z RS L CREETRFICEMN L,

REEEIX, ERZ BB b REREEEMATE TR L7, MikE 8k L, RPMI1640
(Life Technologies) 5 mL TEHZHEVVHL, 70 pm DA v =@ L TCa=IF =
—7ICENY L7z, 4°C TiEls (1100 rpm, S 73FH) % EEZBRWZ, BE%2 mL ©
RNA/DNA Stabilization Reagent for Blood/Bone Marrow (Roche Diagnostics) (Z BV X H,
FREHE TE#IZ-80°C THAERF Lz, FHAIXBEE 2S5 X O ICHER L. 10%F1EE
ERNL<Y) VR TEELR,

PERRIT . EEZ BIER ., H I D W CIE 1~2 mm OB % 1 HERE L. RNAlater
WCRE L7z, 2D I13K 5 mm IR CHI VAL % AN T2 B IT 10%F iR E &L~ U ViR T
EHE L7z,

MfRix, ERBZAER, EF T L. —F% RNAlater ICBE LTz, &V IX 10%H
MEERL~ ) VIR CEE L,

TEEIX, EEEZEIER. RNAlater \IZRE LT,

RNAlater \ZR1E L7 &0 1L RNAlater ZHBICEE T 2720, ML 4°C T 72
BefE], £ OAOFERIL 4°C T 24 BFEARE L7-% . RNAlater |IZBIE S W7 F £-80°C T
&fs L. RIAT A R EE L TLREMFHMEMIFFRETICRES Lz, -80°C EAHRAEL
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TERRRIZOWT S RIA 74 22 FE L TRl 2o 25 L,
TOMDERE - ML, 10%FEEER L~ Y VK CEE LT,
d) JREMERFAIRE
HRBELUBRARRICONT, ME O TEAZBRTEER L+ T 0O%RE X dEs
DT T 4 EABETTRZERL, ~= YUy =23V (HE) B@Eig. it
TEMEERICRE L, BROES (RBRE) 12810 H LATIC 10%8ERE - A< U UIRIC
L DBLIKEIT -T2,
o, FRE BRI OWTE AR CHRBYE OB 5ICEE LB Liibni -
O ERERIC OV T ORERBRENRELTo, Sbic. BAEMNO HE REEA
IZRWT, R THMROZE[™EN, B TRME LR MROERERNL b, &1
(ZEERE OERMEDN= 720, HBED 18] No.2) RUOEHAERED 14l No.12) o
DWW THIEE OBIROA A Wik O fefalz L ARERIT -7~
15.12 HEEHFERIFIE
HE, BHE B, BREDE. MKFORE. KESEHRE. FE. FESTE
&(ﬁ%ﬁ’é’i;‘%@ﬁi%&:ob\“ﬂi Bartlett {512 & D ESHREEZITV., 5% B BEKETESY
B b + Dumnett {EIC X BREEIT o 72, EHENTWD LNLWVESIT )
YARTARY “/70) Dunnett {5IC L S E £ 1T o 7o, PeEEE (FE0EK) ROHERER (F
DT =N 13/ 2787 X MY v 7 D Dunnett 3512 & B EZ T 7,

16. ABRBGROEHEEICHEL RIE L L Bbh 2 BEERE ORBEEH 5 O
ABRBROGFEMICEEL RIS L L BEbN A BEERE URBEHEE) b 0% 133
BT,

17. FHBRAGR
17.1 —#%IREE (Table 1, Appendix 1)

200 mg/kg BT HBEERE T, FPREDRD R UERER 5 fl&fl CEESh-IEHh, #5
E#DOERHEOMIER 4 fICHLNT-, BFREBETITREHEAE L CoRmicEs S
o, FEREEAERE 1. 2 ROV B E, FRITERE 1RO ABICARbNT, TR
59 B B LARBICHEBEA SUSRREROIC 2 DT, 40 mgke BETIZRE 1~3 BEIM T A
FEEHET 23 3 Gl TR U BRI A bz, STRETIIBEITED b o7,

172 FEAB/2—MRAE (Table 2, Appendix 2)

200 mg/kg B TERE 2~4 38 BITHREES 5 B]F 18] (No. 15) TH BT, 40 mg/kg B &
USHRERICE B IIER O bivieho 7z, SEEEE R UHERERIC >V CIdER B 1 55
BEREEBEIRD b7,

173 HEREMRE (Table 3. Appendix 3)

200 mg/kg B THEIZE 0~10 S OFFRIEC B 35 %@ﬁif;mrﬁ% LT, —i@tE
DEBTHY | ZOMOBERIER R IESH &I ,S'ia-%? RO BN T & D BIEFRA
REHLEZ T, BAOCTIIHBYEREBICEERE :tai’&b LT KEHEBREIZRBWT
LRI EREHRUSTREICERIIRD b o7,

-17 -~
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174 f& #E (Fig. 1, Table4, Appendix 4) :

200 mg/kg BETHERE 3, 7. 14, 21 R('28 B BIA B EEMEEER (ThZhxt
REED 91.1%. 91.5%. 92.5%. 90.7%K& 1\ 86.9%) MWD BNz, 40 mgkg BHETIIHERR
EENIWD b hoTz,

17.5 #ZfE=E (Fig. 2. Table 5, Appendix 5)
200 mg/kg BECTHE 3 HBICEERIEKE (FRREED 66.3%) 2580 billz, 40 mgkg &
TIEEREHIRD LR 2T,

17.6 JRFRE (Table 6. Appendix 6)

200 mg/kg BECREDHERREDFR biLiz, Fio, 200 mgkg B 5 FEFTRILE
PICRERPBES DT, 4 PIT pH60, 1 FIT pHS.0 AR L7=AS, pH KU & b EF0
EEE L B L CABNEESOFHEHN TH o7, 40 mgkg R ORBREICEF IR O O
2o Tz,

D Crl:CD(SD) 7 v b DRIREE = fE
BEHRK TR (9E5)

IHE H T % £ | Mean-2S.D. | Mean+2S.D.
FRZ(mL) T 205 8.4 0.0 19.0
E %
H M M| Bk £ %)
5.0 6.0 6.5 7.0
pH HE | 205 1.5 26.8 57.6 132
B 5%
= B w | s (%)
- + + +
fEem URIEE) He | 205 439 23.9 18.0 10.7

17.7 MEHRE
a) MRFHAIFRZE (Table 7. Appendix 7)
200 mg/kg BECARMERE, Hb, Ht, BEIRLEROKBFERERNEOFE 2EHE.
WARMEBRE SRR Y VS BREEOFEREME., APTT OBELREMI AL, 40
mg/kg BETIIBEEREHIRD N2 o7,
b) MKAE(FRIRE (Table 8, Appendix 8)
200 mg/kg BET AST, ALT, 1GTP, 7 V7 F =V YUYV HIEHER EHEY
VEOEEROFEREME., N 7 Uk FEROMEDOH B REMENFTED bir7z, 40 mgkg
BT Y Y AREEOEEAEEN S S,
17.8 REFIIRE
a) #8BE= (Table9 XU 10, Appendix 9 KT 10)
200 mg/kg FETHIBOMEAEEOFEREME CHREED 122.5%) . BIEOMEGTEED
HEZEIE (%T%’%i‘@ 1173%) FURIBEOHEMEEDAEELHME (XTBREED 126.4%)
BRBO BN, ZDIEh, MEBEENTEREE FRED 83.8%) L. LIED

- 18-
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M EEDR B REME, REOHEMEEDHEREME. BIEMIROMEN R UIENEER
DEEREE. HREROENEEOFEREKME, FEOENEEDEEZIKE.
MO EEOEELEE. TEROHMMEEDCAEBEREMENRA LI, 40 mgkg FHT
TEBREBIIRD N2 o1z,

b) #| # (Table 11, Appendix 11)

200 mg/kg B CHFIEDOERD 5 Blaf], BIROBAIMEORRD 3 BICERD biLtl, 40
mg/kg R UK RECTIREEIRRD bR o7z,

¢) AESEMFAIRE (Table 12, Appendix 11)

200 mg/kg B CHIRIZ/NEF OEFRIZEFZEE BE~PSE) K UOFFHER B
I (BE~TEE) XS HEf. NAFE @E~TEE) BRI3IfTROLNT, F
7o, BIECIIEEOEMEREZERESE (DS BRE~RE) RUKEOEIRMERE
i (BRE) B 46, REOEMREMERE (T BE~FEE) BRS5HALFICRDLN
Te. BB, BEERICENRLONEIE. LK BE, fizBRECRBECIERIIR
O bhoTz, 40 mgkg B TIIBREZITo 2B E OBIRICEFEIIRD bviero T,
SR TITOROR B LHR R ORIRBOMEERSE 1 fllcHbitl,

BB, HBEEOEREEOE 1 Bl OWTER L4 A A5k 0 Rz X 5 REDRE
R, BAEHOR TI/NER OEIC B E OBINATRS b, FHlilnoZEfaZEiEs
ERFOERBIZ LD D THD I L BHERINTA, BIRTIXBEDE RO biLT KA
ELRMROZEREOFERIIFETE eh ol

18. & £

CO,/O, IR E H A% Fl\ - T BIEFFHBEMRHT D 72 % @ Bromodichloromethane @5 » k
IZRIT 5 28 FRRERDRESEERR] (FEBRES B10-0092) [ZBWTHELIL-ERER
EERIC, ARBICBVWTHLEBYEREICL Y ZITFREOCBBR~OEENTED b,

Pz xt3 2828 & LT, 200 mgkg BT, MEA(CFHAREICB O CTHMEOEE 2R
FAST RUNALT OFEE, FHREESUIEHN O > 2R~ TR E VLBV RORBIEHEOR
B, TNTBHEFEE %7 =GTP ORENRA LN, REFMOREICBWTIL, oM
HEEORERURIRIZBERE A Hiv, BRI/ NER OEFF IR, T
HHIfREE R OVNRZFFERRD bz, £, MRAELFAIREICBWN RO N 7
UtV FROMBEDOEMEL, FERETE2RET 28 EE X7,

BRI 528 L LT, 200 mgkg BT, RBREICBW TURMAEEEIC L3 REDHIE.
MEAECEAIREICRBWCBEELRTZ LT Fo U OEERR LI, HFEFHOBEICR
Wik, BROMENEEDCHER ORIRBAZRIERR A b, FHEARFEARE CIIEE DI
(LIRAE ZERAE M, R R OFENRBD b, iz, MKRFHNREICBVNTRED B
FRRMERE LR OEEL, BEECLI ) Au R F U ELADRB LR L2 ELEE
z b, ‘

BEHARFIC 200 mgkg BETH LN BREBE T, MREED, ¥E, AERVEEE
DIEMEIZ, FIER BRI T 2BMEEELRM L2 D L E X b, BFREEMETIX 40
mgkg FHETHEIEIND | B TIIFRE VBB~ OEEEEBIIH LN TR o7, 72,
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200 mg/kg FETHONBEBEEOSEIKBMNERSICLEZA NV ADEELEZ DN
N, BENEIIRD bR o7z, TOWEN, OE. BEERE, SRERIE, BER
O TERAEOCHEMEERME, WOITERERUMOEMEEFEN A DN, 27 B EENME
ETHY . WEARFIRELZITDRP TR O TEEEZ RV CING DOEREICERENE
ERRBDOONRNTZ D, FEREICEELZEEIEE X7,

%@ﬁ#\wﬁwgwﬁﬁmié%%kbf\WOmMgﬁfﬁ%ﬁﬁahkoﬁ%mm
THOHREHE 15 SLURNICHEELTRY, fEEE2E T2 602 KERDBE LIZHEIC
LI UISERSRE L R 5R1BICEERRBD Doz Z & MIIBREME Ok Lic X
STHBERIENDIEERHD Matsuo, 2000) = L2xh, KRB TH LI HEEITHEER
MEOWRIZIVERLEZLOTH Y EEFENESITENLE X -,

B EHM P IR EHRE TRICA D=2 OO EIL, AEEEEORWEETH S
&, MICEET AEMARDOONRNI & NIBARAKEREL LTHAINAFATH
B EENDL, HRYERE L IIEEORWELEE LT,

PUlko by, ARBTIX B10-0092 & FEIC, #BRWEKREICLY Rk OERicESE
EEDPRD DNEIBE~DEEL L LD, £OMOELEER R OMRE R, FRIER, L -
mER, AJESR, PR, EMER. KER. - BER. LBR~OBEIIRE SN2
2Tz, FEiz, REIFFBREIZE WV TREHEDEN (1 YV 7V T VRREEXIE COy0, BE T AR
B ICXBAEBIRD ORI oT,

19. Z2E3CHR

Matsuo R (2000) Role of saliva in the maintenance of taste sensitivity. Crit. Rev. Oral Biol. Med., 11,
216-229.
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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 40 200
Male ss ss s
57 5 5
No abnormalities detected 5 2
Decreased spontaneous locomotion 3 5
Decreased respiratory rate ' 5
Incomplete eyelid opening 5
Salivation 4

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




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

B10-0103

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
Pupillary size -1 Miosis
0 Normal
+1  Mydriasis
Salivation - Absent
+  Present
Secretion - Absent
+  Present
Observation in arena  Posture 0  Normal
+1  Crouching position or hunchback position
+2  Prone position or lateral position
Motor activity -2 Significantly decreased
-1 Decreased
0  Normal
+1  Increased
+2 _ Significantly increased
Respiration 0  Normal
+1  Slightly insufficiency
+2  Moderately insufficiency
+3 _ Severely insufficiency
Lid closure - Absent
Present
Gait - Normal
S  Staggering gait
T  Tip toe gait
P Shuffling (paralytic) gait
GD  Gait disturbance
Tremor/twitch/convulsion 0  None
+1  Tremor
+2  Twitch or convulsion
+3 _ Systematic tonic convulsion (opisthotonus or episthotonus etc.)
Stereotypic behavior - None
C  Circling
G  Grooming
S  Sniffing
H  Head bobbing
Abnormal behavior - None
S  Self-biting
B Backing
C  Circling
R Rolling
W Writhing
V  Vocalization
ST  Straub tail
T Tail fashing behavior

-4 -



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

B10-0103

Male
Predosing Dosing 1 week
Dose (mg/kg/day) 0 40 200 0 40 200
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 0 0 1 1 1
iﬁ:g 0 5 5 5 4 4 4
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
) 4 5 5 3 4 5
Vocalization +1 1 0 0 2 1 0
+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
L L. 5 5 5 5 5 5
Staining hair . 0 0 0 0 0 0
L. 5 5 5 5 5 5
Unkempt hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness . 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
) - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos . 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
o - 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 0
Motor activity 0 5 5 5 4 5 3
+1 0 0 0 1 0 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
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
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
sesrpe § 5 5 5 1 ¢
behavior
S 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 o] 0
B 0 0 0 0 0 0
Abnormal ¢ 0 0 0 o 0 0
behavior R 0 0 0 0 0 0
W 0 0 0 0 0 0
\' 0 0 o] 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 02+04 0.6+0.8 0.4 +£0.5 04205 0.6+0.8 0.0+0.0
Urination @ 4.6 5.1 1.8+1.8 5416.9 0.8+0.8 0.2+04 0405
a): (count/min) *. significantly different from vehicle control at p<0.05, **: significantly different from vehicle cantrol at p<0.01

-25-




B10-0103

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

Male
Dosing 2 week Dosing 3 week
Dose (mg/kg/day) 0 40 200 0 40 200
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
-1 0 1 0 0 1 0
Fase of 0 5 4 5 5 4 5
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 5 4 5 4 4
Vocalization +1 0 0 1 0 1 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
. L. 5 5 5 5 5 5
Staining hair . 0 0 0 0 0 0
L. 5 5 5 5 5 5
Unkempt hair N 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness 5 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis . 0 0 0 0 0 0
- - 5 5 5 5 5 5
Lacrimation . 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos + 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
s - 5 5 4 5 5 4
Salivation + 0 0 1 0 0 1
. - 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 1 o] 0 0 1
Motor acfivity 0 5 3 4 5 4 4
+1 0 1 1 0 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 o 0 0
- 5 5 5 5 5 5
S 0 0 0 0 o] 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 [
Observation C"'JD g g g g g g
inarena  Tremor/
) +1 0 0 0 0 0 0
bwitch/ 2 0 0 0 0 0 0
convulision +3 0 0 0 0 0 0
- 5 5 5 5 - 5 5
Sesaope 50 2 p 0o
behavior s 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 s} 0 0 0
Abnormal g 8 g g g . g g
behavior W 0 9 0 0 0 0
\ 0 0 o] 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation” 0.0+0.0 0.8+1.8 0.4 £0.8 0.2+0.4 0.2+04 0.0£0.0
Urination * 2011.2 12+1.8 16126 0.6 +1.3 1.0+22 0.6 +1.3
a): {(count/min) *; significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0,01
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing 4 week
Dose (mg/kg/day) 0 40 200
Number of animals 5 5 5
-2 0 0 0
Ease of '3 g g g
Removal removal +1 0 0 0
from cage +2 0 0 0
0 5 4 3
Vocalization +1 0 1 2
+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  ° 5 S 5
+ 0 0 0
L . - 5 5 5
Staining hair : 0 0 0
.- 5 5 5
Unkempt hair . 0 0 0
- 5 5 5
Paleness s 0 0 0
Handling . - 5 5 5
observation Reddening + 0 0 0
. - 5 5 5
Cyanosis + 0 0 0
N - 5 5 5
Lacrimation + 0 0 0
- 5 5 5
Exophthalmos + 0 0 0
-1 0 0 0
Pupillary size 0 5 5 5
+1 0 0 0
s - 5 5 4
Salivation + 0 0 1
. - 5 5 5
Secretion + 0 0 0
0 5 5 5
Posture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 0 0
Motor activity 0 5 5 5
+1 0 0 0
+2 0 0 0
0 5 5 5
A +1 0 0 0
Respiration +2 0 0 0
+3 0 0 0
. - 5 5 5
Lid closure + 0 0 0
- 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
Observation GOD g g (5]
in arena Tremor/ +1 0 0 0
twitch/ +2 0 0 0
convulsion +3 0 o 0
- 5 5 5
Stereotypic g g g 8
behavior S 0 0 0
H 0 0 0
- 5 5 5
S 0 0 o]
B 0 0 0
Abnormal g g g g
behavior W 0 0 0
\'% 0 0 o]
ST 0 0 0
T 0 0 0
Defecation® 0.6+0.8 02104 0.2+04
Urination ® 0.2:0.4 22144 0.8+1.8
a): (count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations

Male
Dosing 4 week
Dose (mg/kg/day) 0 40 200
Number of animals 5 5 5
A hoontact) 0 0 0
pproach contac
touch response 0 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
. +1 0 0 0
Sensorimotor P 0 5 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
+
Pupillary reflex S 5 S
- 0 0 0
+
Air righting reflex ° 5 °
- 0 0 0
Forelimb
Grip strength - I (9) 356 + 91 435 + 120 403 +80
Hindlimb (g) 460 + 18 486 +115 413 25
0-10 (min) 109 £45 175 £42 227 +65 *
10-20 (min) 68 + 56 92 +55 109 + 121
... 20-30 (min) 3750 28+22 . 85 +59
Motor activity )
[Interval] 30-40 (min) 7+9 8+11 29 +63
40-50 (min) 33 8+16 7+13
50-60 (min) 8+15 4+3 3+3
Total 233 +73 315+ 116 460 + 255

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

Scoring scale for sensorimotor function

Approach contact/touch response -1 No reaction
0 Normal
+1 Hyper reaction
Pinna response -1 No reaction
0 Normal
Sensorimotor - o . l Hyper rea ction
function Pain response (tail pinch) -1 No reaction
0 Normal
+1  Hyper reaction
Pupillary reflex + Normal
Abnormal reaction
Air righting reflex + Normal

- Abnormal reaction
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Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
0 40 200
(mg/kg/day)
Administration 1 . 158.06 158.28 157.98
period +5.43 (5) +7.07 (5) 6.70 (5)
3 © 173.90 173.38 158.38 *
+6.04 (5) +10.93 (5) +9.57 (5)
'7 204.74 205.92 187.36
+7.87 (5) +15.44 (5) +14.38 (5)
14 258.26 265.24 238.88
+5.88 (5) +18.03 (5) +19.65 (5)
21 308.32 315.68 279.60
+6.47 (5) £23.05 (5) +20.73 (5)
28 343.32 351.32 298.46 *
+7.92 (5) 123.61 (5) +34.35 (5)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
**  Significantly different from vehicle control at P<0.01.
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- Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0103
Summary of food consumption (g/rat/day) : Male
(mg[/)I?gS/Zay) 0 40 200
Administration 1 20.64 19.58 19.84
period
+ 0.84 (5) + 124 (5) + 156 (5)
3 20.15 18.82 13.36 = .
+ 126 (5) + 191 (5) + 313 (5)
7 21.50 21.98 19.24
+ 158 (5) + 271 (5 + 283 (5)
14 21.32 2222 2261
+ 0.82 (5) + 172 (5) + 293 (5)
21 22.28 21.99 2348
+ 0.85 (5) + 112 (5) + 3.43 (5)
28 21.62 21.31 23.60
+ 075 (5) + 111 (5) + 257 (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 40 200
. 6.4 8.4 314
Urine volume (ml) £3.4 (5) £7.2 (5) £15.8 (5)
1324.8 1403.2 390.6
U Osm/L,
osm (mOsmL) 1662.5 (5) +836.2 (5) 1276.5 (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 62  Twenty-eight-day repeated-dose oral toxicity study in rats B10-0103
Summary of urinalyses: Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0 40 200
ltems No. of animals 5 5 5
Color
SY 1 1 4
Y 1 1
YB 3 3 0
Turbidity
Clear 4 5
Cloudy 1 0 0
pH
5.0 0 0 1
6.0 3 3 4
6.5 2 1 0
7.0 0 1 0
Protein
- 0
+ 4
2+ 1 2
Glucose
- 5 5 5
Ketones
= 2 4
1+ 2 0
Occult blood
- 5 1 1
+ 0 3 3
1+ 0 1 1
e

Color: SY: Slightly yellow,Y : Yellow, YB:Yellow-brown.




Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0103
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 40 200
ltems No. of animals 5 5 . 5
Urinaly sediment '
Red blood cells @

0 5 5 5
White blood cells

0 5 5 5
Epithelial cells 2

0 4

1-8
Casts

0 5 5 5
Crystals ©

- 1 0 5

* 2 2 0

1+ 0 2 0

2+ 2 1 0

2 : Number of cells/1Oviews(x400).
®: Number of casts/18x18 mm?.
9: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
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 40 200
775.0 767.0 851.0 **
4
RBC (x10%/uL) +37.7 (5) 327 (5) 345 (5)
14.74 14.62 15.78 *
Hb (g/dL) +0.27 (5) +0.67 (5) +0.48 (5)
43.82 43.54 47.08 *
0,
Ht (%) £0.48 (5) £2.15 (5) £1.52 (5)
56.64 56.78 55.30
mev (i) +2.50 (5) £1.05 (5) +0.80 (5)
19.04 19.04 18.56
MCH (P9) £0.82 (5) £0.38 (5) +0.30 (5)
33.58 33.56 33.54
MCHC (g/dL) +0.41 (5) +0.35 (5) £0.37 (5)
108.44 101.38 106.80
4
Platelet (x107/uL) 9.39 (5) +11.68 (5) £13.91 (5)
2.88 3.00 2.04 *
H 0,
Reticulo %) £0.54 (5) £0.54 (5) +0.46 (5)
84.56 107.62 105.34
, ,
WBC (10%uL) +16.99 (5) £21.99 (5) £33.71 (5)
Differentiation of leukocyte
18.78 23.98 25.08
0,
Neutro (%) +4.55 (5) +3.13 (5) 6.03 (5)
75.94 70.16 67.44 *
0,
Lymph %) +£4.88 (5) £2.81 (5) £5.77 (5)
. 0.90 0.72 1.10
E 0,
osino (%) +0.41 (5) £0.16 (5) +0.37 (5)
0.60 0.68 0.78
0,
Baso (%) £0.12 (5) +0.08 (5) +0.19 (5)
2.40 3.00 3.70 *
0,
Mono %) £0.65 (5) £0.42 (5) £0.75 (5)
1.38 1.44 1.94 *
LuC %
(%) +0.36 (5) +0.09 (5) +0.53 (5)
17.36 15.28 15.56
PT (sec) +2.16 (5) £3.40 (5) +0.77 (5)
APTT (866) 24.16 21.12 19.28
+2.34 (5) £2.43 (5) +1.28 (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 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
toms Dose Twenty-eight-day treatment
(mg/kg/day) 0 40 200

AST (un) t:iz (5) 1?‘11: (5 l::g *:5)
ALT () o 5 o (5) 74 *<s)
ALP (lun) ;iig (55 i‘:gg:g (5) iggé:g (5)
ChE (un) ii'_g 5) iﬁj‘; ) ii:g ®)
y-GTP (uL) ig:gg (5) ig;g (5) i;'gg *('5)
T-Cho (mg/dL) ig:g 5) i;:i 5) ;3:2 5)
TG (mg/dL) t:g: (5) igg (5) i;g *(5)
BUN (mg/dL) j_j:gg (5) l;:g; (5) E:gg (5)
Creatinine (mg/dL) 'igﬁg ) tgﬁ;: ) ig:gig *(*5)
T-Protein {g/dL) ig?g (5) igfi (5) :tggg (5)
Albumin (ordl) iﬁﬁ (5) iﬁgg (5) tﬁ?g (5)
AJG ratio O] igggg (5) iggzg 6} igggg (5)
Glucose A (mg/dL) l?g; ) 3133 (5) i?zz *(5)
T-Bil (mg/dL) ig:gg; (5) tg:gﬁ ®) «:&823 75)
TBA (umolL) 11323 5) ;gég ®) tg:ég *(*5)
P (mg/dL) ;,12‘; 5) tﬁjii ) lgig *(*5)
Ca (mg/dL) ig:i (5) ig:: *(*5) i?)?i (5
Na (Eg/L) 05 © Pl e )
K (mEg/L) ié:i; (5) 13:22 () tgjgg (5)
o (mEaL) ne mmm 0

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 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 40 200
U | 9.506 10.266 9.758
ver © +0.828 (5) 0.960 (5) $1.229 (5)
: 11412 1.092 0.926 *
Heart @ +0.054 (5) +0.148 (5) +0.078 (5)
, 1.194 1.202 1.168
Kidney(R) @ +0.047 (5) +0.145 (5) +0.126 (5)
. 1.210 1.166 1.184
Kidney(L) @ +0.078 (5) £0.144 (5) +0.132 (5)
Kidnevs @ 2404 2.368 2.352
4 g +0.120 (5) +0.288 (5) £0.256 (5)
i . 1.540 1.580 1.472
Testis(R) © +0.135 (5) +0.160 (5) +0.084 (5)
, 1.536 1,562 1.440
Testis(L) @ +0.142 (5) +0.179 (5) £0.082 (5)
Testes @ 3.076 3.142 2912
9 +0.276 (5) +0.337 (5) £0.164 (5)
S 0.382 0.394 0.370
Epididymis(R) @ +0.028 (5) +0.018 (5) +0.027 (5)
o 0.368 0.380 0.350
Epididymis(L) @ +0.019 (5) +0.028 (5) £0.012 (5)
. 0.750 0.774 0.720
Epididymides @ +0.045 (5) +0.043 (5) +0.032 (5)
0.444 0.384 0.202 *
Ventral prostate  (9) +0.083 (5) +0.074 (5) £0.038 (5)
Dorsolateral @ 0.312 0.366 0.218 **
prostate 9 £0.016 (5) £0.052 (5) £0.050 (5)
Seminal vesicle 9) 0.860 0.974 0.538 *
9  £0.185 (5) $0.148 (5) $0.154 (5)
Brain @ 1.926 1.968 1.914
g £0.075 (5) 0.088 (5) +0.069 (5)
Soleen @ 0.708 0.698 0.568
P g +0.083 (5) +£0.065 (5) £0.129 (5)
Thymus ) 487.82 491.88 389.30
Y _ g +124.46 (5) +154.83 (5) £107.85 (5)
. 10.56 10.30 8.08 *
Pituitary gland (mg) £1.31 (5) +1.48 (5) $0.77 (5)
, 20.30 2034 18.90
Thyroid (mg) +1.78 (5) £2.33 (5) £2.54 (5)
48.46 59.68 51.36
Adrenal
renais (mg) £3.72 (5) £9.99 (5) £7.25 (5)
A . 325.20 333.30 272.60 *
Final body weight
nal body weight  (g) 6.3 (5) £22.57 (5) £31.24 (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 10 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
foms Dose Twenty-eight-day treatment

(mg/kg/day) 0 40 200

Liver (g/100g) iﬁgﬁg (5) -_pgggg (5) :tzggg *(*5)
Heart (9/100g) iﬁﬁﬁ ®) iggig (5) ig:Eg ®)
Kidney(R) (g/100g) igf}?g (5) ig:ggg )] igigzg *(*5)
Kidney(L) (9/100g) ig:;;sz) (5) igzgg 5) igigi? *(5)
Kidneys (9/100g) igﬁgig ®) t&gg (5) :tg:gsg *(*5)
Testis(R) (9/100g) ig:g;; (5) igig:g (5) ;31332 *(55
Testis(L) (g/100g) iggg ) igggg (5) i—ggzi 5)
Testes (9/100g) igg;g 5) tgiﬁig (5) ::1:%2 *(5)
Epididymis(R) (9/100g) ig:g:)g (5) 131353 5) ig::)?g (5)
Epididymis(L) (g/100g) ig::;:;; (5) ig::)lf (5) i?):;?g )
Epididymides (g/100g) ig';?g ® £j§?3 ®) igﬁg: ®)
Ventral prostate (9/100g) ig;gg (5) .,_.g:)?]g (58 tgg‘ﬁ *(*5)
Dorsolateral (g/100g) 0.096 0.110 0.080
prostate +0.005 (5) +0.010 (5) +0.016 (5)
Seminal vesicle (g/100g) ig(z)gg ) igigg (5) tgigg (5)
Brain (9( 100g) :tg:ggg ®) ig:gig 5) ig:;?g *(*5)
Spleen (9/1009) igﬁ;_g ®) igﬂg ) tgf)lg ®)
Thymus {mg/100g) ligﬁli 5) lgfg (5) l;;jg 5)
Pituitary gland (mg/100g) ig:ig (5) iﬁﬁgg (5) ﬂz):gg (5)
Thyroid (mg/100g) igg: (5) i»gcs)i (5) iggg (5)
Adrenals (mg/100g) j_:gg (5) l;ig (5) l?:gg *(5)
Final body weight @ ) 3_,2;2§g (5 22223 (5) gfgz ;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 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 40 200  (mg/kg/day)
sS SS sS
52 5 5
No abnormalities detected 5 5 0
Liver
Enlargement 0 0 5
Kidney
Enlargement, bilateral 0 0 3

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 40 200  (mg/kg/day)
SS SS ss
59 5 5
Trachea : :
No abnormalities detected 5/5% - 5/5
Lung '
No abnormalities deteted ... S5 e
Inflammation/Focal ) T+ o5 - 1/5
Submandibular gland
No abnormalities detected 5/5 -— 5/5
Forestomach
No abnormalities detected ' 5/5 -— 5/5
Glandular stomach
No abnormalities detected 5/5 - 55
Duodenum
No abnormalities detected 5/5 - 5/5
Jejunum
No abnormalities detected 5/5 — 5/5
lleum -
No abnormalities detected 5/5 — 5/5
Cecum
No abnormalities detected 5/5 -— 5/5
Colon
No abnormalities detected 5/5 -— 5/5
Rectum
No abnormalities detected 5/5 - 5/5
Pancreas
No abnormalities detected . 5/5 - 5/5
Liver
No abnormalities detected 85 S .. O
Degeneration, fatty/Hepatocyte/ ot I an
Centrilobular ++ 0/5 0/5 1/5
_ + 0/5 os s T
Microgranuloma =~ e e
.............................................. w5 Vs s
Single cell necrosis/Hepatocyte e 0/5 --------- O /5 --------- 3/5 ----------------------
: ++ 0/5 0/5 2/5
Heart
Noabnormalities detected 45 T S e,
Myocarditis/Focal + s = 0/5 -----------

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 40 200 (mg/kg/day)
s$ SS SS
53 5 5
Kidney
No abnormalities detected .87 85 . 05 .
Degeneration, vacuolar/ o 5 o5 wo
Proximal tubule/Cortex + 0/5 0/5 3/5
"Pyknosis/Proximal tubule/Cortex ¥ o5 o5 45
"""""""""""""""""""""""""
Regeneration/Proximal tubule/Cortex +0/5 -------- 0 /5 ) 2/5 _________________
T o o5 2/5
Urinary bladder
No abnormaiities detected 5/5 - 5/5
Testis
No abnormalities detected 5/5 - 5/5
Epididymis
No abnormalities detected 5/5 - 5/5
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
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

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

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

~ ---, Not examined.

+: very slight, +: slight, ++: moderate.
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Table 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 40 200  (mg/kg/day)
SS ss ss
5% 5 5

Spleen

No abnormalities detected 5/5°) - 515
Thymus

No abnormalities detected 5/5 -— 5/5
Thyroid

No abnormalities detected . S B

Ultimobranchial rest - 0/5
Parathyroid

No abnormalities detected 515 - 5/5
Adrenal

No abnormalities detected 5/5 - 5/5
Eye ball

No abnormalities detected 5/5 — 5/5
Skeletal muscle

No abnormalities detected 5/5 — 515
Bone

No abnormalities detected 5/5 -— 5/5
Mammary gland

No abnormalities detected 5/5 — 5/5

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

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

—-: Not examined.
+: slight.
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Appendix 1-1  Twenty-eight-day repeated-dose oral toxicity study in rats
General clinical observations of individual animals
0 mg/kg/day
Administration period
Signs Sex 1 2 3 4 (week)
No abnormalities detected Male 19,2,3, 1.2.3, 123 1;12’53’

45 4,5 4,5

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

B10-0103

40 mg/kg/day
Administration period
Signs Sex 1 2 3 4 (week)
- 6,7,8 6,7,8 6,7,8
a) 1 £y 9 3 0y Oy y 1y Oy
No abnormalities detected Male 6% 10 9,10 9,10 9, 10
Decreased spontaneous Male 7.8.9

locomotion

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

B10-0103

200 mg/kg/day
Administration period
Signs Sex 1 2 3 4 (week)

No abnormalities detected Male 12,13 14
Decreased spontaneous 113 12, 13, 11, 12, 14, 11,12, 13,
locomotion Male 14, 15 1,14 15 15
Decreased respiratory rate Male 1, 12, 13, 14

14,15

. . 11, 12, 13,

Incomplete eyelid opening Male 14, 15
Salivation Male 11a,15 PO 41131

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

Predosing Dosing 1 week
Dose (mg/kg/day) 0 40 200 0 40 200

Animal No. 1 2 3 4 5

Ease of
Removal from removal
cage

»

7 8

w

10 1112131415 1 2 3 4 5 8 8 10 11 12 13 14 15
6ooo0oo00 O0OOOCO O0OOGOO OOOO-1 0O0OOGOC-1 0O0D0O0 -1

(2]
~

Vocalization 0 0 0 +10 0 00 00O 0 0o0o0O OO0+ 0 O0 0+ 00 0 O0O0O0O0

Muscle tone 00000 OOOOO ©0O0OOOSO 0OOO® OO OOOO@ O O0OOOUOO

Subnormal
temperature

Plloerection = e e e e e e e e e e e e e e a

Staining hair - - - - - - - - - < < - - - - .

Unkempthair - - - =« - & « o < o <« & o & - = a

Paleness = e e e e e e e e e e e e e e -

Handling
observations

Reddening - = e e e e e e s e e e e e e .

Cyanosis - e e e e e a e e e e e e e e e a

Lacrimation - = e e e e e e e e e e e e A

Bxophthalmos - - - - - - - - . - - . .+ < - .

Pupiliary size 0 ¢ 00O OOOGCOOWO 0000O0O OOOOO OOOOO ©0OOOU OOWO

Salivation - e - = e e e 4 e e e e -

Secretion c = e e e e e e e e e e e e -

" Posture ooo0oo0oo0 0OOOO OOOOOG O0O0OOOO O OOOTODO O0O0COOO

Motor activity 000O0O0O OO0OOOO O0OOOOGO OOOUO+ 0 O0OO0OOTU O O0+14+00

Respiration 000O0O OOODOO O0OOOO OOOOO OOOUOT O OOODOOU OO

Lid closure - - e e - e e e e e e e e e .

ait L . T T S

Observation

in arena Tremor/twitch/
convulsion 0 0 0 0O 0 00 00O 0 0o00O0GC OO0OOUODO OOOOO O0OOODOTV OO

Stereotypic
behavior

Abnormal
behavior

Defecation
(count/min) 00001 20100 61010 10001 10200 O0O0O0OUO0TDO

Urination
(count/min) 30 4 51 3 4200 1130130 101 2 0 o o100 11000
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Appendix 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals

Male

B10-0103

Dosing 2 week

Dosing 3 week

Dose {(mg/kg/day)

40

200

40

200

Animal No.

10 11

12

13 14

15

6 7 8 9 10

11

12

13 14

Ease of
Removal from removal

00

cage
Vocalization

Muscle tone

Subnormal
temperature

Piloerection

Staining hair

Unkempt hair

Paleness

Handling

observations Reddening

Cyanosis

Lacrimation

Exophthalmos

Pupillary size

Salivation

Secretion

Posture

Motor activity

Respiration

Lid closure

Gait
Observation

in arena Tremor/twitch/

convulsion

Stereotypic
behavior

Abnormal
behavior

Defecation
(count/min)

Urination
{count/min)
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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 4 week

Dose (mg/kg/day)

40

200

Animal No.

o0

7 8

10 1

12

13 14

15

Ease of
Removal from removal

0 0O

00

cage
Vocalization

Muscle tone

Subnormal
temperature

Pilloerection

Staining hair

Unkempt hair

Paleness

Handling

observations Reddening

Cyanosis

Lacrimation

Exophthaimos

Puplliary size

Salivation

Secretion

Posture

Motor activity

Respiration

Lid closure

Gait
Observation

in arena Tremor/twitch/
convulsion

Stereotypic
behavior

Abnormal
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

Male
Dosing 4 week
Dose (mg/kg/day) 0 40 200
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 O 0 0 0 0 O 0O 0 0 0 O
Pinnaresponse 0 0 0 0 0 0 0 0 0 O 0 060 0 0 O
Sensorimotor Pain response
function (tail pinch) 0 0 0 0 0 0 0 0 00 0 0 0 00
Pupillary reflex + o+ o+ o+ 4+ + 4+ + o+ O+ + + + + +
Alr righting + + o+ + o+ o+ o+ 4+ o+ + o+ o+ o+ o+ o+
reflex
Forelimb (g) 242 492 328 377 343 572 376 264 448 513 429 344 472 474 296
Grip strength
Hindlimb (g) 484 450 437 461 468 521 402 559 334 613 419 402 397 455 393
0-10 (min) 89 162 97 51 146 238 138 135 190 176 317 145 258 221 196
10-20 (min) 141 88 85 0 27 142 12 91 70 145 205 47 15271 5
20-30 (min) 9% 0 4 87 0 56 18 44 22 0 77 851001865 O
Motor activity
30-40 (min) 1 2 02112 25 11 0 1 1 0 0 0142 4
[Interval]
40-50 (min) 2 5 0 0 8 37 0 0 1 0 0 0 3 30 2
50-60 (min) 03 0 4 0 0 4 2 6 8 0 0 2 5 86
Total (min) 329 292 186 163 193 498 183 272 290 330 599 277 378 834 213
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Appendix 4-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

B10-0103

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0
Animal No. 1 2 3 4 5
Administration 1503 1574 1583 158.7 165.6
period
3 165.3 172.0 176.3 174.1 181.8
7 191.7 207.1 204.9 207.1 212.9
14 250.5 258.7 2544 264.3 263.4
21 304.2 307.9 300.8 317.6 3111
28 343.6 347.5 332.1 353.2 340.2
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B10-0103
Appendix 4-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individudl animals (g) : Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 40
Animal No. 6 7 8 9 10
Administration -, 147.3 159.0 159.3 158.7 167.1
period
3 156.7 177.0 171.1 175.4 186.7
7 182.6 210.7 198.9 216.3 2211
14 240.0 271.9 253.1 280.7 280.5
21 285.2 3241 299.2 342.4 3275
28 3245 3557 333.6 385.0 357.8
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B10-0103
Appendix 4-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Body weights of individual animals (g) : Male

Group Twenty-eight-day treatment
Dose (mg/kg/day) 200
Animal No. 1 12 13 14 15
Administration 150.0 153.0 157.8 163.0 166.1
period :
3 146.4 155.3 153.9 169.3 167.0
7 180.7 1743 176.0 203.0 202.8
14 2414 220.8 217.1 253.1 262.0
21 285.7 267.6 238.9 285.4 320.4
28 . 310.8 290.2 246.7 303.8 340.8
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Appendix 5

Twenty-eight-day repeated-dose oral toxicity study in rats B10-0103
Food consumption of individual animals (g/rat/day)
Sex Dose Animal No. Administration period
(mg/kg/day) 1 3 7 14 21 28 (days)
: 1. 19.55 18.50 18.75 20.12 21.61 20.98
2 20.94 21.19 22.78 21.55 21.86 22.61
0 3 20.55 20.75 22.11 21.51 21.58 20.92
4 20.31 19.13 21.85 22.36 23.50 22.18
5 21.84 21.20 22.02 21.07 22.84 21.41
6 17.74 16.19 18.41 20.06 20.54 21.19
7 20.24 19.61 2224 23.17 22.26 21.01
Male 40 8 19.54 18.35 20.15 20.68 21.24 20.61
9 19.27 18.53 24.43 23.83 23.39 23.23
10 21.09 21.42 24.65 23.38 22.54 20.50
11 17.61 9.1 18.20 22.66 22.57 23.20
12 19.89 12.92 16.84 19.81 21.08 22,53
200 13 19.20 12.34 16.69 19.88 21.34 21.13
14 20.85 17.55 22.83 23.93 22.98 23.19
15 21.66 14.90 21.66 26.78 29.45 27.94
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Appendix 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Urinalytic date of individual animals:Male

B10-0103

Group Twenty-eight-day treatment
Dose (mg/kg/day) 0
Itemns Animal No. 1ss 2 ss 3ss 4 ss 5 ss
Urine volume (mL) 12 [ 5 3 6
Uosm (mOsm/L) 538 1403 1179 2362 1142

ss: scheduled sacrifice animal.
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Appendix 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic date of individual animals:Male

B10-0103

Group Twenty-eight-day treatment
Dose (mg/kg/day) 40
ltems Animal No. 6 ss 7 ss 8 ss 9ss 10 ss
Urine volume (mL) 4 3 20 4 11
Uosm (mOsm/L) 1433 2572 406 1758 847

ss: scheduled sacrifice animal.
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Appendix 6-3 Twenty-eight-day repeated-dose oral foxicity study in rats
Urinalytic date of individual animals:Male

B10-0103

Group - Twenty-eight-day treatment
Dose (mg/kg/day) 200
Items Animal No. 11 ss 12 ss 13 ss 14 ss 15 55
Urine volume (mL) 12 20 3 47 47
Uosm (mOsm/L) 840 478 213 216 206

ss: scheduled sacrifice animal.
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B10-0103

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
ltems ) Animal No. 1 ss 2 ss 3 ss 4 ss 5 ss
Color sy YB YB YB Y
Turbidity Cloudy Clear Clear Clear Clear
pH 6.0 6.5 8.5 6.0 6.0
Protein + + + 2+ kS
Glucose - - - - -
Ketones * 1+ 1+ - *
Occult blood - - - - -
Urinaly sediment
Red blood cells ® 0 0 0 0 0
White blood cells ? 0 0 0 0 0
Epithelial cells ? 0 0 0 0 0
Casts” 0 0 0 0 0
Crystals® - 2+ 2+ £ £

ss:scheduled sacrifice animal.

Color: SY: Slightly yellow,Y: Yellow,YB: Yellow-brown.
3 Number of cells/10views(x400).

5 Number of casts/18x18 mm?.

9:Incidence of crystais/18x18 mmZ
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B10-0103

Appendix 6-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) ' 40
Items Animal No. 8 ss 7 ss 8 ss 9 ss 10  ss
Color YB YB sY YB Y
Turbidity Clear Clear Clear Clear Clear
pH 6.0 6.0 7.0 6.0 6.5
Protein + ‘ 1+ - 1+ +
Glucose - - - - -
Ketones - S + t +
Occult blood - - * 2+ -
Urinaly sediment
Red blood cells ¥ 0 0 0 0 0
White blood cells ? 0 0 0 0 0
Epithelial celis 0 0 0 0 2
Casts” 0 0 0 0 0
Crystals ® * 1+ £ 2+ 1+

ss:scheduled sacrifice animal.

Color: SY: Slightly yellow,Y: Yellow,YB: Yellow-brown.
3. Number of cells/10views(x400).

" Number of casts/18x18 mm>.

9. Incidence of crystals/18x18 mm>
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B10-0103

Appendix 6-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Urinalytic data of individual animals:Male
Group Twenty-eight-day treatment
Dose (mg/kg/day) 200
items Animal No. 11 ss 12 ss 13 ss 14 ss 16 ss
Color Y SY SY SY SY
Turbidity Clear Clear Clear Clear Clear
pH 6.0 6.0 5.0 6.0 6.0
Protein + * - - -
Glucose - - - - -
Ketones - - - - -
Occult blood + - 1+ * +

Urinaly sediment

Red blood cells @ 0 0 0 0 0
White blood calis @ 0 0 0 0 0
Epithelial cells ® 0 0 0 0 0
Casts? 0 0 0 0 0
Crystals @ - - - - -

ss:scheduled sacrifice animal.
Color: SY': Slightly yellow,Y : Yellow.
3: Number of cells/10views(x400).
®: Number of casts/18x18 mm?.

% Incidence of crystals/18x18 mm?.
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Appendix 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Hematological date of individual animals:Male

B10-0103

-59.

. Group Twenty-eight-day treatment
Dose(mg/kg/day) 0
ltems Anima! No. 1ss 2 ss 3 ss 4 ss 5 ss
RBC (x10%uL) 733 735 809 799 799
Hb (g/dL) 14.5 147 15.2 14.6 14.7
Ht (%) 43.8 433 446 437 43.7
MCv (L) 59.8 58.9 55.1 546 54.8
MCH (pg) 19.8 20.0 18.8 18.2 18.4
MCHC (grdl) 33.1 34.0 34.0 333 335
Platelet (x10%uL) 99.6 100.4 122.8 110.1 108.3
Reticulo (%) 3.4 29 2.0 2.9 32
WBC (x10%uL) 80.7 720 77.2 785 114.4
Differentiation of leukocyte
Neutro (%) 23.9 22.0 12,7 15.8 19.5
Lymph (%) 89.7 733 82.2 781 75.4
Eosino (%) 0.4 0.7 1.0 0.9 1.5 :
Baso %) 08 06 06 05 05 -
Mono (%) 33 2.0 2.7 24 16 |
Luc (%) 1.9 13 0.9 1.3 15
PT (sec) 16.0 15.8 15.9 18.4 20.7
APTT (sec) 23.9 23.1 21.0 25.8 27.0
* ss: scheduled sacrifice animal.




B10-0103
Appendix 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological date of individual animals:Male

Group ) Twenty-sight-day treatment
Dose(mgrkg/day) 40

Items Animal No. 6 ss 7 ss 8 ss g ss 10 ss
RBC (x10*uL) 760 756 787 723 809
Hb (ordL) 14.2 14.5 15.4 13.8 15.2
Ht (%) 422 425 45.9 41.3 45.8
MCV ) 55.5 56.3 58.3 57.2 56.6
MCH (Pe) 18.6 19.2 196 18.0 18.8
MCHC (g/dL) 336 34.1 336 333 33.2
Platelet (x10*L) 101.8 104.1 84.3 117.0 99.7
Reticulo (%) 31 286 2.7 3.9 2.7
WBC (x10%/uL) 121.5 84.2 1344 111.8 86.2
Differentiation of leukocyte

Neutro (%) 27.9 20.0 21.7 24,9 254

Lymph (%) 66.8 73.8 122 68.7 69.3

Eosino (%) 07 0.6 0.6 1.0 07

Baso (%) 0.7 0.7 0.8 06 0.6

Mono (%) 25 34 3.2 3.3 2.6

Luc (%) 1.4 1.5 1.5 15 1.3
PT (sec) 12.8 14.6 21.2 145 13.2
APTT (sec) 17.5 20.9 24.3 21.2 21.7

ss; scheduled sacrifice animal.
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B10-0103

Appendix 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Hematological date of individual animals:Male
Group Twenty-eight-day freatment
Dose(mg/kg/day) 200
ltems Animal No. 1ss 12 ss 13 ss 14 ss 15 ss

RBC (x10%L) 793 861 872 849 880
Hb (o/dL) 15.1 16.1 15.8 16.5 16.3
Ht (%) 44.8 473 475 46.8 49.0
MCV (US) 56.5 549 54.4 55.1 55.6
MCH () 19.0 187 18.3 18.3 18.5
MCHC (o/dL) 338 34.1 336 332 332
Platelet (x10%pL) 99.3 1129 86.5 1217 1136
Reticulo (%) 25 23 1.3 2.0 21
WBC (x10%/L) 144.8 79.6 721 2.4 137.8°
Differentiation of leukocyte

Neutro (%) 213 313 225 317 186

Lymph (%) 72.4 61.9 69.8 80.6 725

Eosino (%) 0.8 0.8 1.4 0.8 1.6

Baso (%) 0.9 0.7 1.0 05 0.8

Mono (%) 3.1 3.3 36 35 5.0

Luc (%) 1.6 2.1 1.7 28 1.5
PT (sec) 15.2 16.3 16.1 158 14.4
APTT (sec) 18.0 20.9 203 19.0 18.2

ss: scheduled sacrifice animal.
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B10-0103
Appendix 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical date of individual animals:Male
Group Twenty-eight-day treatment
Dose(mg/kg/day) -0
ltems Animal No, 1ss 2 ss 3 ss 4 ss 5 ss

AST () 76 7 81 57 98
ALT (L) 19 23 19 18 20
ALP (L) 802 479 433 597 523
ChE (tun) 54 57 43 63 43
y-GTP (L) 0.6 0.7 0.4 0.3 1.0
T-Cho (mg/dL) 51 54 66 55 49
TG (mg/dL) 75 47 31 47 21
BUN (mg/dL) 13.9 15.4 106 1.7 11.8
Creatinine (mgfdL) 0.25 0.24 0.23 0.22 0.20
T-Protein (grdL) 55 54 5.1 5.3 53
Albumin (g/dl) 2.6 24 2.5 25 23
AJG ratio Q] 0.80 0.80 0.96 0.88 0.77
Glucose (mg/dL) 134 162 137 125 108
T-Bii (mgfdL) 0.05 0.05 0.05 0.04 0.03
TBA (umolfL) 30.4 172 . 305 13.3 7.3
P (mg/dL) 8.2 8.2 8.1 8.8 8.4
Ca (mgdL) 95 9.4 9.3 96 9.3
Na (mEq/L) 144 142 142 143 142
K (mEg/L) 5.0 4.6 s.é . 4.9 4.9
Ci (mEqiL) 106.0 105.0 108.7 106.3 106.1

ss: scheduled sacrifice animal.
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B10-0103
Appendix 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical date of individual animals:Male

Group Twenty-eight-day treatment
Dose(mg/kg/day) 40
ltems Animal No. 6 ss 7 ss 8 ss 9ss 10 ss
AST () 82 59 71 55 57
ALT i) 21 16 18 17 20
ALP (un) 710 408 432 480 400
ChE (luL) 61 70 59 46 62
y-GTP () 0.3 0.6 1.2 0.8 0.8
T-Cho (mg/dL) 61 57 60 66 62
TG (mg/dL) 33 38 51 43 30
BUN (mg/dL) 11.8 10.8 15.1 10.8 9.7
Creatinine (mgrdl) - 0.26 0.22 0.25 0.28 022
T-Protein (g/dL) 52 5.1 5.4 5.1 53
Albumin (g/dL) 24 2.3 25 2.3 2.3
AJG ratio ©) 0.86 0.82 0.86 0.82 0.77
Glucose (mg/dL) 103 149 146 107 135
T-8il (mg/dL) 0.06 0.05 0.03 0.05 0.04
TBA (HmoliL) 411 27.2 9.8 41.6 1.8
P (mgfdL) 8.6 8.1 8.4 9.0 7.9
Ca (mgfdL) 9.8 9.8 9.5 9.7 9.9
Na (mEqlL) 141 141 141 142 141
K (mEg/L) 49 5.0 5.4 49 47
Ci (mEaqll) 110.0 1142 114.4 113.2 112.4

ss: scheduled sacrifice animal.
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B10-0103
Appendix 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Blood chemical date of individual animals;:Male

Group Twenty-eight-day treatment
Dose(mg/kg/day) ’ 200
ltems + Animal No. 11 ss : 12 ss 13 ss 14 ss 15 ss
AST (iun) 94 125 110 137 108
ALT (L) 54 58 66 59 97
ALP (IUL) 561 776 704 391 930
ChE () 72 63 66 51 77
y-GTP () 15 2.0 15 1.1 1.7
T-Cho (mg/dL) 81 67 41 40 55
TG (mgrdL) 25 30 14 18 24
BUN {mg/dL) 12.6 15.4 10.6 155 15.7
Creatinine (mgfdL) 0.30 0.40 0.31 0.40 0.35
T-Protein (g/dL) 5.4 5.9 52 53 56
Albumin (g/dL) 2.4 27 24 25 25 -
ASG ratio ) 0.80 0.84 0.86 0.89 0.81
Glucose (mg/dL) 106 119 82 85 104
T-Bil (mg/dL) 0.12 0.08 0.12 0.06 0.11
TBA (umoliL) 92.8 14.1 89.0 736 86.7
P (mg/dL) 100 100 108 04 12
Ca (mg/dL) 9.6 9.7 9.6 9.4 9.8
Na (mEqfL) 144 141 142 142 140
K (mEaiL) 44 49 45 47 4.4
cl (mEg/L) 123.2 1215 1257 124.1 1222

ss: scheduled sacrifice animal.
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B10-0103
Appendix 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Absolute organ weights of individual animals:Male

Dose (mg/kg/day) : o

ltems Animal No. 1ss 2ss 3 ss 4 ss S ss
Liver » (9) 9.07 10.59 9.00 10.18 8.69
Heart (9) 1.1 1.20 1.06 141 1.08
Kidney(R) (@) 1.21 1.12 1.18 1.22 1.24
&dney(L) (9) . 1.1¢ 113 . 1.18 1.21 1.34
Kidneys (@) 2.40 2.25 2.36 2.43 2.58
Testis(R) (9) v 1.33 1.66 1.52 1.66 1.53
Testis(L) @ 1.34 1.66 1,50 1.69 1.49
Testes (@ 2.67 3.32 3.02 3.35 3.02
Epididymis(R) Q) 0.35 0.38 0.36 0.41 0.41
Epididymis(L) Q) 0.34 0.36 0.37 0.39 0.38
Epididymides (@) 0.69 0.74 0.73 . 0.80 0.79
Ventral prostate (9) 0.50 0.30 0.47 0.45 0.50
Eg;‘:f‘;era' @ 0.33 0.32 0.29 0.32 0.30
Seminal vesicle (@ 1.04 0.59 0.95 0.97 0.75
Brain Q) 1.84 1.96 1.86 1.95 2.02
Spieen (Q) 0.74 0.67 0.61 0.69 0.83
Thymus (mg) . 680.3 450.5 5071 337.6 463.6
Pituitary gland (mg) 10.1 9.0 10.1 12.5 11.1
Thyroid (mg) 20.6 214 A 225 18.6 18.4
Adrenals (mg) 49.0 42.0 50.9 49.4 51.0
Finalbodyweight (@ ees 8308 3les svs @208
ss: scheduled sacrifice animal.
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B10-0103
Appendix 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Absolute organ weights of individual animais:Male

Dose (mg/kg/day) 40
ltems . Animal No. 6 ss 7 ss 8 ss 9 ss 10 ss
Liver (g) 9.21 10.81 9.29 11.34 10.68
Heart (@ 0.94 1.32 1.02 1.15 1,03
Kidney(R) (9) 1.05 1.37 1.05 1.29 1.25
Kidney(L) )] 1.03 1.34 1.02 1.28 1.16
Kidneys (9) 2.08 2.71 2.07 2.57 2.41
Testis(R) (9) 1.39 1.57 1.50 1.82 1.62
Testis(L) @ 1.38 1.48 1.48 1.84 1.63
Testes ) 2.77 3.‘05 2.98 3.66 3.25
Epididymis(R) (@ 0.39 0.40 0.37 0.39 0.42
Epididymis(L) (9) 0.37 0.36 0.37 0.37 0.43
Epididymides (@ 0.76 0.76 0.74 0.76 0.85
Ventral prostate {@) 0.34 ] 0.38 0.29 0.43 0.48
?g;‘;';teral ) 030 0.39 0.35 0.44 0.35
Seminal vesicle (a) 0.86 0.97 0.80 1.09 1.15
Brain (@) 1.93 207 - 1.85 1.95 2.04
Spleen (9) 0.61 0.68 0.68 0.74 0.78
Thymus (mg) 4314 378.7 374.9 528.8 745.6
Pituitary gland (mg) . 9.9 11.9 8.0 11.1 106
Thyroid (mg) 17.9 19.4 18.0 21.7 237
Adrenals » (mg) 55.6 72.6 45,6 63.6 61.0
Finalbodyweight (@ 814 ss0  e27 o sees  mssd
ss: scheduled sacrifice animal.
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B10-0103
Appendix 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Absolute organ weights of individual animals:Male

Dose (mg/kg/day) 200
ltems Animal No. 11 ss 12 ss 13 ss 14 ss 15 ss
Liver ) 10.39 " 961 7.77 9.99 11.03
Heart ) 0.99 0.82 0.87 1.00 0.95
Kidney(R) (@) 1.18 1.16 1.04 1.09 1.37
Kidney(L) (@ 1.15 1.21 1.08 1.08 1.40
Kidneys (@) 2.33 2.37 2.12 247 277
Testis(R) (@ 161 1.40 1.42 144 1.49
Testis(L) (9) 1.56 1.39 1.38 1.38 1.49
Testes ()] 3.17 279 2.80 282 2.98
Epididymis(R) (@) 0.41 0.38 0.37 0.35 " 0.4
Epididymis(L) (@) 0.36 0.33 0.36 0.35 0.35
Epididymides @ 0.77 0.71 0.73 0.70 0.69
Ventral prostate {g) 0.25 0.20 0.16 0.23 0.17
Eg;:‘f‘etem' (@ 0.29 0.19 0.18 025 0.18
Seminal vesicle (g) 0.78 0.41 0.564 0.56 0.40
Brain [(¢)] 1.98 1.83 1.88 1.89 1.99
Spleen (9) 0.78 0.43 0.54 0.56 0.53
Thymus (mg) 471.3 4127 2577 298.5 506.3
Pituitary gland (mg) 9.2 7.3 7.4 8.2 8.3
Thyroid (mg) 21.3 14.8 18.5 19.3 20.6
Adrenals (mg) 48.2 46.9 43.6 60.0 58.1
Finalbody weight (@ 2887 2508 286 288 s0s0
ss: scheduled sacrifice animal.
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B10-0103
Appendix 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Dose (mglkg/day) 0

Items Animal No. 1ss 2 ss 3 ss 4 ss 5 ss
Liver (9/100g) 277 3.20 2.84 3.08 2.71
Heart {g/100g) 0.34 0.36 0.33 0.34 0.34
Kidney(R) (g/100g) 0.37 0.34 0.37 0.37 0.39
Kidney(L) (g/100g) 0.36 0.34 0.37 0.37 0.42
Kidneys (a/100g) 0.73 0.68 0.74 0.74 0.81
Testis(R) (g/100g) 0.41 0.50 0.48 0.50 0.48
Testis(L) '(g/100g) 0.41 0.50 ’ 0.47 0.51 0.46
Testes (g9/100g) 0.82 1.00 0.95 1.01 0.94
Epididymis(R) (g/100g) 0.1 0.11 0.1 0.12 0.13
Epididymis(L) (g/100g) 0.10 0.11 0.12 0.12 0.12
Epididymides (9/100g) 0.21 0.22 0.23 0.24 0.25
Ventral prostate (g/100g) 0.15 0.08 0.15 0.14 0.16
E:’;:gtaetera' (g/100g) 0.10 0.10 0.09 0.10 0.09
Seminal vesicie (g/100g) 0.32 0.18 0.30 0.29 . 0.23
Brain (9/100g) 0.56 0.59 0.59 0.59 0.63
Spleen (g/100g) 0.23 0.20 0.19 0.21 0.26
Thymus (mg/100g) 208.1 136.1 160.1 102.0 144.6
Pituitary gland (mg/100g) 3.1 27 3.2 3.8 3.5
Thyroid {mg/100g) 6.3 6.5 71 56 57
Adrenals (mg/100g) 15.0 12.7 16.1 14.9 15.9
Finalbodyweight (@ aze 808 . aes o mos o ss

ss: scheduled sacrifice animal.

-68 -



B10-0103
Appendix 10-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Dose (mg/kg/day) 40
ltems Animal No. 6 ss 7 ss 8 ss 9'ss 10 ss
Liver (a/100g) 2.96 3.20 2.97 3.10 3.16
Heart (g/100g) 0.30 , 0.39 0.33 4 0.31 0.30
Kidney(R) (g/100g) 0.34 ‘ 0.41 0.34 0.35 0.37
Kidney(L) (a/100g) 0.33 0.40 0.33 0.35 0.34
Kidneys (9/100g) 0.67 0.81 0.67 0.70 0.71
Testis(R) (g/100g) 0.45 0.46 0.48 0.50 0.48
Testis(L) (g/100g) 0.44 0.44 0.47 0.50 0.48
Testes (g/100g) 0.89 0.90 0.95 1.00 0.96
Epididymis(R) (g9/100g) 0.13 0.12 0.12 0.11 0.2
Epididymis(L) (g/100g) 0.12 0.11 0.12 0.10 0.13
Epididymides (g/100g) 0.25 0.23 0.24 0.21 0.25
Ventral pmétate (g/100g) 0.11 0.11 0.09 012 0.14
E;r:gfete’a’ (9/100g) 0.10 0.12 0.11 012 0.10
Seminal vesicle (g/100g) 0.28 0.29 0.26 0.30 0.34
Brain (9/100g) 0.62 0.61 0.59 0.53 0.60
Spleen (9/100g) 0.20 0.20 0.22 0.20 0.23
Thymus (mg/100g) 138.5 112.0 119.9 144.4 220.5
Pituitary gland (mg/100g) 3.2 3.5 2.6 3.0 3.1
Thyroid (mg/100g) 5.7 5.7 6.1 5.9 7.0
Adrenals (mg/100g) 17.9 215 14.6 17.4 18.0
Finalbodyweight (@ 814 aaso  azr e T e
ss: scheduled sacrifice animal.
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B10-0103
Appendix 10-3  Twenty-eight-day repeated-dose oral toxicity study in rats
Relative organ weights of individual animals:Male

Dose (mg/kg/day) : 200
tems Animal No. 11 ss 12 ss 13 s5 - 14 ss 15 ss
Liver (g/100g) 3.60 3.70 3.43 3.58 3.57
Heart (g/100g) 0.34 0.32 0.38 0.36 0.31
Kidney(R) (9/100g) 0.41 0.45 0.46 0.39 0.44
Kidney(L) (9/100g) 0.40 0.47 0.48 0.39 0.45
Kidneys ~ (g/100g) 0.81 0.92 0.94 0.78 0.89
Testis(R) (g/100g) 0.56 0.54 0.63 0.52 0.48
Testis(L) {g/100g) 0.54 © 0.54 0.61 0.49 0.48
Testes (g/100g) 1.10 ' 1.08 1.24 1.01 0.96
Epididymis(R) (9/100g) 0.14 0.15 0.16 0.13 0.1
Epididymis(L) (g/100g) -0.12 0.13 0.16 0.13 0.11
Epididymides (9/100g) 0.26 0.28 0.32 0.26 0.22
Ventral prostate (g/100q) 0.09 0.08 0.07 0.08 0.06
S:’;:gzera' (9/100g) 0.10 0.07 0.08 0.09 0.06
Seminal vesicle (g/100g) 0.27 0.16 0.24 0.20 0.13
Brain (9/100g) 0.69 0.70 0.83 0.68 0.64
Spleen (9/100g) 0.27 0.17 0.24 0.20 0.17
Thymus (mg/100g) - 163.2 158.9 1137 107.0 163.9
Pituitary gland {mg/100g) 3.2 2.8 3.3 2.9 27
Thyroid (mg/100g) 7.4 5.7 8.2 6.9 6.7
Adrenals (mg/100g) 16.7 18.1 19.2 21.5 18.8
Finalbodyweight (@ 2887 sses o zme mee o aeo
ss: scheduled sacrifice animal.
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Appendix 11-1

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

B10-0103

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

Sex ™ g?f;,zay) Ar,l,':a' Fate  Macroscopic findings Histopathological findings®
A1 ss No abnormalities detected Heart
Myocarditis/Focal +
Thyroid
0 Ultimobranchial rest +
2 ss No abnormalities detected No abnormalities detected
3 ss No abnormalities detected No abnormalities detected
4 ss No abnormalities detected No abnormalities detected
5 ss No abnormalities detected No abnormalities detected
6 ss No abnormalities detected No abnormalities detected
7 ss No abnommalities detected No abnormalities detected
40 8 ss No abnormalities detected No abnormalities detected
9 ss No abnormalities detected No abnormalities detected
10 ss No abnormalities detected No abnormalities detected
11 ss Liver Liver
Enlargement Degeneration, fatty/Hepatocyte/
Male Centrilobular +
Microgranuloma +
Single cell necrosis/Hepatocyte +
Kidney
Regeneration/Proximal tubule/
Cortex £
200 12 ss Liver Liver

Enlargement

Kidney

Enlargement (bilateral)

Degeneration, fatty/Hepatocyte/

Centrilobular ++

Single cell necrosis/Hepatocyte +
Kidney

Degeneration, vacuolar/

Proximal tubule/Cortex +

Pyknosis/Proximal tubule/Cortex +

Regeneration/Proximal tubule/

Cortex ++

a) Organs/tissues examined as follows for the 0 and 200 mg/kg/day groups: trachea, lungs, submandibular gland,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, liver, heart,
kidney, urinary bladder, testis, epididymides, ventral prostate, dorsolateral prostate, coagulating gland, seminal
vesicle, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph node, spleen, thymus,
thyroid, parathyroid, adrenals, eye ball, skeletal muscle, bone and mammary gland.

Organs/tissues examined as follows for the 40 mg/kg/day group: liver and kidney.

ss: scheduled sacrifice animal.
+: very slight, +: slight, ++: moderate.
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Appendix 11-2

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

B10-0103

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

Sex

Dose Animal
(mg/kg/day) No.

Fate Macroscopic findings

Histopathological findings®

Male

13 ss Liver

Enlargement

Kidney

Enlargement (bilateral)

Lung
Inflammation/Focal +

Liver
Degeneration, fatty/Hepatocyte/
Centrilobular +
Single cell necrosis/Hepatocyte +

Kidney '
Degeneration, vacuolar/
Proximal tubule/Cortex +
Pyknosis/Proximal tubule/Cortex +
Regeneration/Proximal tubule/
Cortex +

14 ss Liver

Enlargement

200

Liver
Degeneration, fatty/Hepatocyte/
Centrilobutar +
Microgranuloma ++
Single cell necrosis/Hepatocyte ++
Kidney
Degeneration, vacuolar/
Proximal tubule/Cortex +
Pyknosis/Proximal tubule/Cortex +
. Regeneration/Proximal tubule/
Cortex +

15 ss Liver

Enlargement

Kidney

Enlargement (bilateral)

Liver
Degeneration, fatty/Hepatocyte/
Centrilobular +
Microgranuloma ++.
Single cell necrosis/Hepatocyte ++
Kidney
Degeneration, vacuolar/
Proximal tubule/Cortex +
Pyknosis/Proximal tubule/Cortex +
Regeneration/Proximal tubule/
Cortex ++

a) Organs/tissues examined as follows for the 200 mg/kg/day group: trachea, lungs, submandibular gland,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, liver,
heart, kidney, urinary bladder, testis, epididymides, ventral prostate, dorsolateral prostate, coagulating
gland, seminal vesicle, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph
node, spleen, thymus, thyroid, parathyroid, adrenals, eye ball, skeletal muscle, bone and mammary gland.
ss: scheduled sacrifice animal.

+: very slight, +: slight, ++: moderate.
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B10-0103

1. RB®FE
1.1 #HBYEORESRGTICBIT 2REEDOHR
AEBR OB EHMK T RICHRARIN AR MERIE LT,
a) fFEA#ESR
RISy YESEERE FT-720 GRBELERT)
b) HAIE LK
4000 cm™ ~400 cm™
c) BIALERYE
B U U LIRS
d) HrErEe
ARBR OB EBHMERT (YRR T L7- [Bromodichloromethane D EM. K5k
WEROZEMR NEERRRE] FBRES X02-0248, £ GLP #HEBR) [ZBWTHIE
L= B S HIRR T %) ORNARRALT MR ORRBROFEHBHE T H#ICHEE LR
AR AZRT RIZEBRO bR L,
12 BEICAW R ER DR ERR
FENZFARL L 72 4.00 X 10 0.800 WV BEIRIZDOWT, HA < N 774 —EE
SITEIC L Y R ERT OREBRMERE %~ 1 BRIE Lz,
a) SHTEOE '
X02-0248 IZBWTER L /e a7 —3 3 NZESESIEEZRE LT,
1) RTAAEE
BWEMERNOT 7Y 7 (FEn=1) L. BIEBEREZIT o1,
(1) 4.00 W% BRI E IR
WEBWEIR 0.5 mL Z~F Y T50mL IER Lz, 20K 0.5 mL Z~FF
T40mL IZERE L THOWRAB (FREE 8000) & L7,
(2) 0.800 W% BRI E IR
WEBRMEIR 0.5 mL Z~F V> T20mL IZER Lz, 20K 0.5 mL Z~F Py
T20mL ICEAR L THIaE (FREE1600) & Lz,
2) IEEEROFEE
WERME 0.05472g Z BV &V ~FH 2 T25mL IZEA LT 2188.8 ng/mL B
FiRERE Uz, EERKO0.SmL Z2~F9 > T10mL IZER L T 109 pg/mlL 1Z%
WRERAE L, S5 &Y 05mL Z2A~FH 2 T10mLIZEZR L T5.45 ng/mL
TR AR LT,
3)  OrS&iE
(1) fEH#EZE (GC/MS) _
EELNET QP-2010 (SERIERT)
HAr7wv< R NS77: GC-2010 (SERIERT)
(

F—r APz FZ— AOC-20i (BEEIERT)
F—r YT AOC-20s (BERI/ERT)
F— Z G GCMSsolution (EEERERT)
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) BIESRME
BT I

F—7 RE:

RN.7Z5 100£10% LN TH B = &,

B10-0103

HP-1MS (F.T.0.25 um, 0.25mm L.D. x 30 m,

TOVUR T av—)
40°C

-75-

¥ T —HA: ~U T A
flEE— TE AR B
N7 LRE: 0.69 mL/min
TR EE 30.0 cm/sec
EA DREE: 200°C
EAFE: A7V v b (RZV v b 20:0)
EAE: 0.5 uL
VAIEEVA BT 3 min
A VB —T x—RBE: 250°C
A F U RIRE: 200°C
A F oAbk EI (positive)
AF AL R~ T0eV
B SIM
WA A m/z 85
b) 7 — &
1) BRHEERCEESIE
E“?ﬁﬁ%ﬁmﬁkbto
X02-0248 | LONENY T — 3 VORER, BALZBRT 5 BFRERME
DSHERR éﬂtt Aﬁ%ﬂ®*EAﬁﬁ15ﬁ5fﬁoto
2) RERECEH
ERMERORERE (C: wiv%) IXTADHF 4B ZUBHEA L TADEE 3
HTCT&RR L,
C= CsxAxD
As x 10000
Cs: BEEFRIEORE (ug/mL)
As: EEFRORHIE
A: Aﬁ%ﬂ®@mﬁ
D: TR ORRER
3) fExtLEOEH
BREREIC T M5t RN %) IESET 4 E2NEIA L THEDEF
3MTTCERLE
HEEW
RN.= SERE x 100
c) HIrELE



21 BBOEORESRETICRT 2 REMOHER

B10-0103

X02-0248 DHFESHME T H OFRMRINA 22 ML (Figure 1) BUARER D 5114
TREROFRNBINAZA RS hv (Figure 2) 1B W TELIZH bR - 7=,

22 HEBRWMHEROBERER

14.00 T 0.800 w%HERYIEIRD RNITZHILEI 97.5 RUN98.1% T do V) | WT Bt -7 7=

L7z (Tablel), .

Table 1 Concentration analysis of the dose formulations

Date of analvsis Nominal conc. Actual conc. R.N.
y (WIV%) (WN%) (%)
4.00 3.90 97.5
July 3, 2012
0.800 0.785 98.1
R.N.: Rate to the nominal concentration
118.3 200/ 12:27
g
5
=
R
2.100 |—————rrr e — — — :
4000 3000 2000 1000 400.0

(after the end of the dosing period (X02-0248))

103.6

Wavenumbers (cm?)
Figure I IR spectrum of the test substance measured before the dosing period

2012 9. (b

%TRANSHI TTANCE

0. 200 | —

1000

Wavenumbers (cmr')
Figure 2 IR spectrum of the test substance measured after the end of the dosing period (B10-0103)
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