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L2o4-_RyvE bYALRVBNIA7FLD 0 (EE) | 30, 125 H LT 500 mg/kg
% Sprague-Dawley 5 v b OMEHE (£130C/8%) (ZXXEAI 2 B o XE 2T, HElZ
DWTIEF2AR., oW TREREMZEL TS 4 B TRIERS LT, fiES)
Wizt s B RIRIR S B2 S CICEBREEBMEIC OV TRET L7z, BRIBUTOL D IZE
wans,

1. RIEHR5HEE

500 mg/kg HEBEOME | FIAEIR23EICFET L7zLISMT . FETHNEERD Sz fz,
—REOELE LT, B5EEZOREL 500 mg/kg BSBOMEICRE I NI,
500 mg/kg #EBEDOMETIZ. IR 7 ~14H OEEBMBMEEE R L2, HOKEHE
BLUOMHEOBEEICIIHEBRINEOLEIRD oNLd -7z, MTIIFRMHRBOED B £
URFBEEOWMA 125 mg/kg G T, MHPERREORD . 7 FIHEREDH
hnat 500 mg/kg WEHTRD LN/, BTIMPEABEORD. TILhY T+ 2
Ty —EiEED LREH 500 mg/kg HEHTRD SNz, REMABRERE T, /)
E oM ORI XA D 500 mg/kg RSB THREINIA, EEBERITIIHER
WEORSIGER LI EZ OoNSEREIRDONAED -T2,

2. HrERABMN

MOMREN., MHEOTER, ZHR, X SICBPHOIMES L UHEIREICHERYE
DEEETRET HELIRBO oNnad o/, £loo HER, HIRHAB. ERERE. BR
BB LUERBICOLEBRYEOREBIRD ONRh o7z, o0, HEROEEM, I,
FELLUHREICE L CHEBMEICERT 2 BB D ohish o 1z,

3. EIEHE

DEOHBERI O, FRBEHTICHITS L2L,4-RVEVINUDILEVEDY
T FNVORERGERICET SBIEBRIE. BT 125 mg/kg/day. METIE 30 meg/kg/
day, AFERAEFMICHT 2 BIEAER. BB L OHERE $1C 500 mg/kg/day & ¥
Wrans,
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OECD BiF b ELT MR RF RO SBHABTEO—REL T, L2, {-RvEV b
YUHNLKRVEEN YA 7 FLDORIERSEN - EEREFBHEHEFEBRZITL. REHLEH DM
W7y MR T RERSEEL O VCICERREZSHIC OV TR LIz T, ZDER%E

WET B,
% NN XN

ABiE) (19964 3 A22H) H LU,
B9, ERE 2205, bOEFHHS. BHMOESEIIAISHIE., IRAEME 2335, #

FOECDILEMBERBRET 1 N 74 v/ RIEHR S BN - £ERETHHS
MeZ#HE GLP1 (HBFN59% 3 A31H. &RRXE

385, 63FRH 8235) I[CHERL TEEL/,




(5 %)

1. #5hE
HEHEE L THAVWE L4 RVEVMIALRVENYA 7 FL (LU BCTO &
B&EC) DM, TEEDRED TH 5,

{b2E% ,2,4-RvE MU AHILKRVBEN YA 7FIL
M4 FUX Yy FEENY-n-74 7 FIL
g% A 1, 2, A-Benzenetricarboxylic acid, trioctyl ester
CAS No. 89-04-3
NTE 546. 78
ﬁ?‘it C3 3H5 406
WL
7N W BB B ARTR AR
TRE) A -50C
HE
COOC:H, -
COOCsH, -
COOCsH, -
SABRIIE. SR EINHE 99 wtwll E CREEYD ;
FIZEMMA) @ BCTO (v FES ) TRV, ZELUCEBDE ., FREE T

HRYEZTHEEEZICPNC, BE*ERL. TERTHEE L, R LU-EEBRYE L.
bW, BE, RBERBREEREL . ABHEToRESE %
R L 7= (Appendix A),

2. EREYS LUEBRNE

ABRIZIZ. 78#5D Sprague-Dawley F [Crj:CD(SD)IGS, SPF] MERES v M & HAF ¢
—IWR - UN—BASHEREET -2 oBALTER L. BALLEWII. A
%6 HRE. MR LBtz FRTREE Lz, MERETIE. BE—RRELEEL. A\FER
BLOBEKTHICAEZREL G RE) . &b, WD Iz —REORE %
RLIZBMEERD onisd o Tz, MR THRIE. AU HE CO4BM. BRES U
_3_



BREEBE L, #HTd, B9 E (RSHEE) OFEICE D EENBILEE
RHHEIC I DITO, BB DMESIT LR L, b, WERMZBRARICER Lh,
o 7ol RERT RO SN HE TILRY A SNl 1 B, B K UIRERE RS % 5 h
M 1N, BT ORSED OBz, BAURIZ. BBIC7 2L bRVEHOTRR
ERESZFERL. BT LBORRIHYH — NcRBHEES S L VEXRNES 251
ALT, SEF 7 —VIcENI 7z, b, BERICOOWTIEGFRER L ah > 7z, #5514
BRI, MHE L & 108 TH - Tz,

B BHERE22~25C . BRI L0~65%. BXUBEGRI150E /B, FREA1285RT (7
B~ 1985 fUT) IcHl S N @B E T, SBESMAK — (220w x 270d % 190h mm)
TR DYNEL . ERAER (CE-2. BAZ L 7#H#Aan) S L okEK (EHHKER
¥7K) ZEHHBICENIETHE L, HIRI8H (XEMRH=R0H) LIEDHIzo
T, 7y VAT I RFy BT — Y (350w X 400d X 180h mm) IZHNA L. K&
LT/ SIVTEF v 7 (ALPHA-dri. EtkXatt) 2@4E L7, b, AFHED.
FBZEOREL 22.5~24.0C . EEZ 51.5~66. 0% DEENICH 0 . BEIZ—BEICE
B (Fd) S osntcdt, &L 7cEMIZ0RLATH -2 &0 6, BRERRE~DE
B3V U, 48 L7, AR S KORBUICIZERBRIC X a2 R aRElt D H
BRI 2D 5 Tz,

3. BEBABDOFHR

AR, HEBMBELOKITETIZCY [0.1%UAT (25C)] 72, a—vilz&ERL,
BEREIT. BRI N BB RBEESLIHRL., FIEOBREEA LI ICa—
W (FH T4 TR, BEES VIFI209) BB L CRBE L, RlcEkL
72 TBCTO o F v b ZHWAHEBHRSHEMER (RBFHEEFES 1 A-99-059) 1 ZH v
T 1 BLU25% w/v) ORBMBRABICOVT, Rk EAEZETTO 8 HEDOEEMHHE

(i&F) B AT H : 2000 4 A12H
UNCIE k5 : HEG2PTL, MET3PT

Afar A e E B : M 235.5~208.6g. U 170.0~201.2g %
WIS TS REEE « 1 282.5~319.2g. M 191.2~242.5¢
®5HsH :20006E5 A 2 H

&%Fyﬁﬁ’*ﬁ?ﬁ%i@@ HE 377.1~433.0g . It 225.2~283.8g

O HEOFERIE, ABETEEICEED 308 LN o Sk Lizhl, ks
L 2EET, HBANORE TV BT LI,

_4_




BEnTLBEHS (Appendix B). FELEBAE. BE. BAT CREERICA
NTERE L. FRES BURICES Lz, SEEORSHRIKIIOVTIE, BHREFICH
WCHBMEOSRAME L. HERENICH ST & £HR LI (Appendix (), HE
Bk O BRI B R O BT S 12O W Tl Appendix D ICHEBE B R LTz, B E.
B SRR CH B 2 Eh b H—HRBRIEER L o/,

i)

4. B58, Bk, REWRMS LURSHE

BRI, JEROKRSEN - AERESEHE TR GUREEES  R-99-009)
DIERICESWTHRELZ, T7bb, 500 LU 1000 mg/kg D BCTO % Zh¥ 5 PLoDif
By MCIARMKEROHRSE LR, 1000 ng/kg =58 H W THREDEININF]
NRERHOoN, A0V TRBSRIC—EEOREIEEINZ, £/, BT 500
mg/kg UL LDTEBHICHWTHEERDQEMARD o, 1000 mg/kg SR DOIIEIC
IREEBSBE SN, D 500 ng/kg LA EHB L UHED 1000 mg/kg 5HE TIIHI
BHBEDOEFE B oMz, ULDFEREAFRBRTORSHMZzERL ., ECEZRELT,
o EUEEZRT SIS N/ 500 mg/ke ZERAEEL L. ITAKN 4 TRLU
T 125 BEU 30 ng/kg eHB L UCEARICRE L/, &b, MRECZ -z
WERYWBERSH LR —&HFTHRS L,

TR E =T,
L (EES)

B B5YE B’55

(mg/kg) H ifi
1 #E (3-v ) 0 13 (MX01001~MX01013) 13 (FB01001~FB01013)
2 BCTO 30 13 (MX02001~MX02013) 13 (FB02001~FB02013)
3 BCTO 125 13 (MX03001~MX03013) 13 (FB03001~FB03013)
4

BCTO 500 13 (MX04001~MX04013) 13 (FB04001~FB04013)

1 SRS . Bl LT AR 2B A R A BT, BIRATE £ TR A,
7o, WECH LT STRERT 2 B SRR E BT, 2 ELTHE LB (HE =
WEO0E) T, HLAH - AHESERLE2 T, BH LE. 7y FAEE2A
WCHREEORS L, 15, BEHORSE I B~ 2BOMITL . SHMICRET 5K
B (AT | kg 470 20l) 2. BEMOGEEEICEE L,



5. BEHE

1) #Hg

O— RO B

efliconT, BH 1 EP L, #EHMTEEEmEOBHE 2B FREL 2,

TR

HSES | (GESEAE) . 7. 14, 21, 28, 3. 205 L ORI, HIZES | .
7. UBBEUEHRO . 7. 14, 20812, SHOIEWEE 0. 4 H & RS IcHE &R
o Ute, feb5, RAPIARIGEIRS F o, & /=FE0 B4 5 FIHC AR 205 L 7e.

QEHEAE

HEIEE1~2. 7~8. 14~15, 29~30, 35~36F L U41~42HIz, MIHE5 1 ~2 .
7T~8. U~I5HBLUHEIRO~ 1. 7T~8. 14~15, 20~21HIZ, EBFIIHE 3 ~ 4
HIZZNThigBEB L VBREERZAEL. ToEroEBEBTETIL,

@ REIHR

ETOWMIIO>WT, BAUHE TORERBEICS &, BX A7 2EHREHL. B
FBk. TR HERIN s A zRE L, AT ABEAR (4 BMETEEx2EH
J8) BRURERE (4 £/235 QLS ORRTRIEZER) 08U, R5mMakich
AL LB ORE S L UEERERR B (B> oRBIFEEH L ToFIH
B ERHEILICER L,

O3B

REIIRES158 (ML H12848) 0FE» 6, BFEANOE 131 TEHRES
TiTo7z. KEDHERIZ, BROGED S VIBEXATHOBTFOREEFARLZ Lizk
DTV, XEIVHEREI NI, TOEEIR0OBEEBEL THELSHREL, ERICHE
Lic, KEOHERL S, XEBE [(XEBHVE /RAEHWE) x100]. ZhE [(Ek
B ZEBHYHE) x100]. AEHAE» SXEZ CICELBAS LU oMIcE
RLEREHOBHZ KD,



©nthd L UHEREBORE

REEHB LI LM & BRAM RS i, SHROBERIER2IE» SF BTV, FAl
1B E TIZHRAET LizflizcouwTid, 2OHEMME EREL. Hik0 BA S50 H
FTOHH (R 2BH Lz, BB, FRlIKEZAES THSHRERT LB
DV, BRESKRA & Lz, HRRENERBETE B DV TIRT DREZ R
BB L, BEEBETELD SFEYII OV TH, HREIBEO—RRES LUVERD
REED & 55 REE-OEIE L & DS RIEE OFEZHIBT L (iR Lz, MEICOV T,
HE | ~4 HOWERRE (FERO—RELE0) 2BABELIL.

ORBE
BE 58I, BHELEMEZDEVIE, SIS 5 F %580, R#Ey — VI 4 BRI
AL, REERLUCLUTOEBIZOWTRE L 72,

] H | I - B # 23
- REE #H =
pH - &I - EF - §& - 7ty 4K HERHNE 7zyy 200+ (M1 - =3%)
oty )-4y - EYREy E- BE
@K F A

HIIRS542HOBHIZ, pkL-EIMmE 4 HOBRIC, XEZ LIS BR LG -1
WESEIR26 B MM BIC. ZRENETH & 0 18~ 24FRIEE I Bk, XV ML ESY—L
F U LRER T, RS AR O EREE & LT/ T B LU A% O TR
L. UFERdEEOS 570 b0y € BRS L OEIES L o v KT 27 v EHE
W Lle, 0T, BEESHE KBBIR L D BTBEERI & LT EDTA-3K # AL CHRM L, BUF
AT EOMOER > WTHRE Lz, A5, MEEHHFTERIC L 5 MRS EOBE
E LT, BIRMEHEAR (Wright-Giensa @) Z/EM L. LB UCHSIEMEI T
EE (T 1o

TH H #MOE B ® A B &5
JotovEy BERE (PT) FERUELIR & SHEMBREHERE
CA-1000 CREEEEREF)
IEMEER ) bovRTIAF BEFE (APTT) & _E il o
FRINEREL (RBC) B8 (BXIEHTE) MR E B EE

CELL-DYN3500SL (#4 v })




] =| @ E & m A #® &5

HmERE (WBC) BE (Jo-$ M- L-PEBENE/ DBRBBOITEE
BRURHUE) CELL-DYN3500SL (¥4 %+ 1)

HIMmER D4 EE) (7o0-%4 M M- LR ERELTR) iR

MmtszE (Hb) B# (TEEZE) il

FIGIRIMERE R (MCV) BE (BXUEHIE) &Lt

i/ R BE) (BXURIER) Cills

ARy 18 (Ht) & (RBCXMCVx0.001)

SEH R M ER I £ 35 8 (MCH) =& (Hbx 1000/RBC)
TR MEKMBEERE MCHC) & (Hbx100,/Ht)
HEIR IR MmER HE =R Brecher % JCEREINER

QOm#ELELERE
MEFIRED /D DERMICT] Ehe & . BEEERREIRE D HIEEH & LTANNY VAL
THRIML ., Mz 5L TUTOEBIOVWTIRE LT,

I H #l TE *® £ B # 2=
BEARE Eby b & HEOAXEEEHONEE
COBAS- FARA (1 =)

VI B BCG & Eils

aliro- EBrE COD - DAQSY: il

Tty WERE TVa%+-¥ G6PDH 3 Eill=

FREZEZREE (BUN) 7-¥ G2.DH & Eil=

TTFZ v Jaffé & Bk

VB 74477 5-¥iE M (ALP) GSCC & @

GOT (AST) &M IFCC & il

GPT(ALT) &M & _ Eill=

v —GTPi& 7 =TI IN-3-hhREy-4-choro) PRV il

MITYETA FERE GPO - DAQS: Eills

M) VR (Inorg. phos. ) 77y BREEE El=

Brney BE Jendrassik/Grof &k

ML R 0CPCi& ' Eill=

A/GLE HE

UYL ERE 1ty Bk SEBEMRESNTEEE BAS A&T)

NInLEE Gl El

EREE Eils Eil
OREFERE

AFEpITRmMEIC, FETFIZERRZRIC, EPMCBRL, BE - EROARNEZE 21T
o7, ZTOMBE, ERFNIOWTIEMN. OBE. RIR. FFE. BE. R, B8, BRIV
BREELAOEEZREL., L TIHAERE ENER) 2EH L, BTRIPRERBLUF
EEAH L. IDBEEASEMET CRREASE Y. FEIRBEREZ TN ENEA . BRR
[(BERE EREARE) X 100] 2EHE L, OB, TEICERRIHERE SN > 28

—g—




EIER L Lz, 260, TEA, S8, PRIE. O, [E. JEX. i, iR
B, iR, R, 2B, B, T285. 25, BB, 8B, #5. BB, B, THY
VNER, BGREIIEY Lo SH, LFME, KBREEBE. BORNIREER o ICHE (BEERR
#ED), HOWE, FEASTIIE, BLUREBIE. 0. IMY v EBEEHI0% L=
D UBRICEE L TRE LT, T OB, FSEABE#1To 7, ORI OBEE LRI
77 URICEER. REPREDDHIC 0. IMY VBEEI %R L< Y VRICER Lf:OA
B, MED LUWE ARz O W TIERZ ML, FEASREZEB Lz, K
BlzovTid, B4, HIIRES LU 500 ng/kg BEHOLH. BicowT
. A, BIEREE S XU 500 mg/kg RS HOLHICD W ORIBHEBRE 2 X
LI, ZDOMODREREICOWTIE. XBEB LU 500 mg/kg REFHDEYES D
BVIED S HEHIE S Flc DV T, HEEAEFI 2R <& 6 6 (Y0 LEFIC T EME, B,
MaRRODIER DB 0 1 FLEM L) IZ oW TRERSMEEZER Lz, 2H, JIRIFICER
MERD SNt 125 mg/kg RSB O | Fllc oW TR, . BREEY L EiB &
UKEEE BHEOREMAGRE 2 BB 1§12 oW TRERBORE S DREHEBIRE
EENTEMLUTCERL, £0M, RENEEINHELZRER L L TREL .
WERNBOREETET 5B TR L HN U, RIEESERE R ER L b - 7,

2) HER

OER#S L O

WE 0 HICEROEMNS KUNRGHEOFEL R L&, EERES LURCRE®
MEHERICE A . R [(ERE/BEREH) <1001, EREER [(WEERE
ERRE) X100], AR [GREEREERE X100] Lol [HER
&/ 2EIRE) X100] 2R,

OB R

HWE | ~4 BICERKEFETREZMERNICEEAR, HELHOHEREER
[((FE4 HOERE /HEOHOERYE) x100] LUl [((HERE /£4£R
B0 X100] 23k, ETRIZ. BRERCHTERRL, 0. IMY VEBEI0%TL<Y v
RICEIE L TRELT,



OFEME
HWE OB LV 4BIERICHEZRAEL ., SEIT LICHEEROFIGELZEH LT,

@R
WE 4 Hiceflz t—7 LIRAIC L D BFEE L7z,

6. #EEHERAT

HRHOEL LB OSEE., TREZ S VICZHBEKRIZ OV T Fisher DEBEHERR
EZiT> 1z, HBRYWERSHOREABERERRDOI B, JL—-F30FL7—5d
Mann-Whitney O UMEICE D, B L — FDEEH{EIZ Fisher DEEEHEZR D F Ak
FleL OB L OMTHEEME LTz, TOMOT—513. BRI LB N
HBVIT litter TLDOFEHER 1AL LT, &7 Bartlett OFEICE D ZREDHH
D—REHEIZDOVWTREZITV., DB THAEEIZ3. — B EBE DL &£l
L. BEIcHEBE,ZES o nizigEid, Dunnett KIc & ) BERK#IT>72, —H. VT
NODEETHEN0 LR IGEE IUSED B TR VEBEIZIE., Kruskal-Wallis @
IBAIMEE 24TV BEFEICEEML R SN 21581213, Dunnett BOBEEICL ) ZELH]
BZiT-o7c, BEKEZIVWINLb%E LT,

B

Tt




[t £]

1. RiERS M
1) —#%IRRE (Tables 1. 2; Appendices 1-1~2-4)

500 mg/kg 5B 1 4 (B¥ES : FB04009) X, #5428 (HFiR23H) 05
BIET LTz, EC LB, BREBERORE (Bd) PRE4AD SERFIICS oN
fofth. FECH OB SRNCIIAIES L CIRERBREERIMBEEI N,

BEEHITE. BESERORES 500 mg/ks HSBEOMIFIS KU 4 FlICBE S NI,
R, BHRVEYTIRES I HL SIS 6N, WIN BRSO 2 ~ S IFRHRIZIHE
KB —BUDOELTH >z, TOM, HENEHRIFHOMESOE T2 ~bHI. HIE.
WE 5 & ORI EBE R BR o | flicBR I hit,

2) {kE (Figs. 1. 2; Tables 3~6 ; Appendices 3-1~6-4)

BT, AREOXEHANE (Table 3) B L UHEIME (Table 4) oW T, xfEEE L
BCTO &32 58 & OMICHBEERD Shish »fe, M. BEOEHAE (Table 5) i<
BEERBDONED o 7HY. 500 mg/kg BERHCH T AHIRT ~14H DEMEDL . R
HEHERL CHEERRMEZRL (Table 6).,

3) #EfHE (Tables 7. 8 ; Appendices 7-1~8-4)
BAEET., Mg, CTHhoBicEwTh, MBS B(T0 BR5HEOBIZCEEE L
BEHoNnEh -1,

4) FR¥Z (Table 9 ; Appendices 9-1~9-2)
FROPUDEE % /R LT BNAY, 500 mg/kg REBDHMTE HoNlh, ZDMDMRE
HBIDWTiL, #BMEORE L RETA2EERED NI -T2,

5) MEFHZERR (Tables 10, 11; Appendices 10-1~11-4)

BT, WIFhoBREBEEBIZ>WTH, WMEHE BT0 SREFLOMICEEEIIRD
SN o7z, T, RMOKBOBERRDH 125 mg/kg LLEDRSEET, F 1z,
BB OB EZFBDAH 500 mg/ke BEFHTEAD SNz, Tofh. MERES LU



ThI7Yy MEDFEREDHY 125 mg/kg REFHICH VT, BMKAHEIZEB T 5FH
HROBERBDH 30 ng/kg HEBTHONIZH., #BHWBOBREIIKELLZEETIER
Moz,

6) MEAE(LFMREFE (Tables 12, 13 ; Appendices 12-1~13-4)
BRERBREOAEZBEDH 500 mg/ke BEHOMETED O, S SICEAFOH T,
TWVAY TR 775 —CEEMOBEER LA, MTRILTF=VEEDORERRED. &
ST P BEEOREREMIED NIz, TOM, » —GTPEHOEEREKT
A 30 mg/kg WEBOBEICH LNTZH., BEIIKELLZELTIR D -1z,

7) REZBERR

3

a) HIKEPATR (Table 14 ; Appendix 14)

HIEBRORBE L LT, BEO/NE LS X UKIES 125 mg/kg #SEHD 1 Flic.
B FADEEHEID 500 mg/kg BEBO 1 Fliz, Wb FAMKIcEEI N, LTERL
NORFEE L TR, MBOER, 5 CEEIEHEREOREES LURAED 500 mg/kg &
S#0E 1 Flic. BIBOSEERICEERANNEEED 1 PlIcBZRIN/D . BBRYEOR
ZREY HEIRB onEdh o1,

b) 2SEEE (Table 15; Appendices 15-1~15-4)

BREEEODAEBERKTA 125 ng/kg BEFHIZED oND, BEIKELELT
37 . FOMDEEICHO>WTH ., MBEEE B(TO SRE5BHEOBICEEZERBD SN
75‘07:0

o) JRIEMER AR R (Table 16 ; Appendix 16)

BETIZ, MAEOREEEREINBHES LU 30 ng/ke HE5BHOE 1 Flic. FED
WEEENED 125 ng/kg 5B D 2 HlB XV 500 ng/kg REHED | PlicBRE I N/, ¥
B EkTid, BEEEHORENEDY - 1BlIERE LAEA OB FRDPHRAE " ERE
Eh, SSIHETAFES 500 mg/kg G5 1 flic, ME~NDY vEREENER
G801 ~2flcRD o5l TOMOBYICREIZBDONT, BRIEELLEL




Bah-7z,

<. NEDOEOFMEEIEARS 500 mg/kg BERD 5 FlIZRD S,
WINLBELETH >, £, MREABEEORHEIEH L baflicd onddt,
500 mg/kg 5Bz BT AHRRHLORREIT. BB T 5 LERBICRE Lz, £0M,
K BEO/NATFENERD 4~ b FlicBE XN,

B cld. FEM/IMAS KUK EICIFEEMRMED ., HEEEEE L -RBHEb &
U 500 mg/kg WEHTHEINY, MHEMICEESLUHEEOE R b o7, £
Dfth, EEEEERESICHEIREED 1 fITHE I N,

MR T, BESMENL S L UBEBEROLE D XTIEBES LU 500 mg/kg BEHOE
PllcEigE s nich, WHEICEREDEZR LD o7,

AR T, FEH AW EEICY vERB L UTEEMIROEEN ., XBRES LU
500 mg/kg S THREI N/, WHEICEES LUHEEDER D 57,

fficiX, YREMRO EFES, MBS LU 500 ng/kg BEBICEHRINH, Wi
MRS LUHEEDERIZDONRI o7, TOM. BIRICHEILES 500 mg/kg
RSED | piTHE I N,

FEDADIFE TR, DEHDEMD & UM REE D | flic, BEROMEEFREIC
U VNERREDREED 2 Flic, BUGICRREASNERED | flIBE I N/,

)i
a) H#EpR R (Table 17 ; Appendix 17)

FER23EICFET L7z 500 mg/kg H58ED | 4 (B14&ES : FB04009) 2l BROKBE
b, BEg BB ZE S NEYE, ORI E M4 BEA. BRDO/NE L. BB DEXS
Honffh, IS B LUBRBHEOHE, HEDBNIBEEI NI,

EEFITE, BENEOCRESH 5 VWIIEHREAN. 30 ng/ke BEHO I HlBLUV
500 mg/kg 5B D 2 FllcBEa NSz, F/z, 125 mg/kg BHEHO 1§l (BHBES !
FB03012) Tid. EXL 7B IcEQEEA# N, B, HE. BB L UKEHEZL
BELTWzEs, FlE. BEEY VR EoBEAS L UBBORE(EMEEI N, 7O
ftu. FARROD/NEE D IRERED 2 BB L U 125 mg/ke BREFO I HlICBHEI N, 20)
BXIRBED 2 Hlicid. /N L, BROWEL, FEOKRBLLENRE I N,



b) 23EEE (Table 18 ; Appendices 18-1~18-4) ,

FrEEEOAEQLEMA 125 mg/kg LI LOBREHTESH 5N, 500 mg/kg 5B TR,
O ER b BBEICHEM Lz, Tofh. BT & 58 COBOHENEEH* REY
FDBEEIET LY, BEEICIAEREAZT(LEED SN -T2,

c) AR ARERT R (Table 19 5 Appendix 19)

SETH (B¥#ES 1 FBO4009) Tid. BEOKRBEICEMIRMEE ORIED L UERE
ML RN REIE |\ HIRETRE % 1 - 7B DILRAGED S T3 H . EALRME [ ERiE &
ROUWE. KES LUBEICIFREOMEN SRR SN, BH, FREDERS LUV
FI#EiE. Benzidine reaction (ZRFMET, PAS BEIZREETH >/ &D b NET O
BV TH s Lz, RAFIOMREIZIZ. B/NENS K UBBERDILENA oNT2D,
BldED L ORI EREL T, Tof, REOZEHE. SIEMEREOTSA. BIBOR
PWHEIc BT B REMMEOEM, FRICFIIRE B ORI LN ERES .,

EFEFIOE TR, FIBORELEMIDBIEA . XBE D 3 Hl. 30 ng/kg 5 H
D 4Pl 125 mg/kg-ﬂffﬁ@ 285 LU 500 mg/kg WERED b PlIZEE I N, O
TNOFIHIREIITKBETH > /o, TOfth, FIBMEOEEL 30 mg/ks SFHIC,
S5AD 500 mg/kg BEBEICE 1 PIH onTe,

g ik, PRI oOBASBE S NEY (BWES  FB03012) 2. BEslE
3 L OBEEEOLEICMA, FHERB LU <707 7 — Y 0ORE &GS MigoIE8TE
ZAEI RBUOEEENSHERD oo, 7, EHIOFRICE. ERICERLZT v /3
—HfRDOERE, RIS KUY L BROEE, BEOREE., NRFESBD oncft. 1
MY v/ SEICERO < 707 7 — 0 CHROFEMROEES, KEEEOERICIEHE
PEKRMEOEMITENRE I Nz, SRS LU 500 mng/kg BEFHOLHIZB VT
LEIMNENS L UBEBRRDILE IS S0, MEMICEEOZT L) o7/, £ O,
FRIEREDEMEOHIREED 2 flICBRE S N,

i cid. FIRREIBEE O L N BR S LU 500 mg/kg BEBDLHlIcH SN
2. WEMICEEOZIRD oL Tz, 20, T<BEDQ/NHNFELSTWEOD 2~ 3
FlicgiEanre,

B cld. RECHFREEMRAEN SRS LU 500 ng/kg REBTHEIN
A, MBEICEES KUHEEDOZEZRD> 572, 500 mg/kg HEFH TR, & 50, EALRM



BoZEREEN 1P, LBREN LHAICREI NS, WINd T<{RERE(LTH -
foo ZOM, SEBEED 2 BT, AARME DEES L OZEREMY ., EARMEE QYRS
gEans,

TR TIZ. EWAABEE D 1 fls &0 500 ng/kg 58D 2 BlIcB SNicfth,
B IR D/ NEUE B S v fe 125 mg/kg EGFFD | HIT L EEAS MRS N7,

i, RIAMIROEREN RIS LU 500 mg/kg BEBEICHOoNA, WEHEO
BESIUHEICEIRDONE D >z, ZOM., BIRICIIEILE "BE O | I TE%E
Entz,

ERPSOBEICOVTIE, IPRZECHRENSBFEICERIBRE NI o7, 45,
I (BHES : FB01002) i, FFEEICPIRRE FME D RERAE S & OVNRZFRES <
BElAONID, ZTOMOIREICEE IR, -1,

2. HIEFEHEHMN

1) Hé#hh

O (Table 20 ; Appendices 20-1~20-4)

FIEENFOE S L O RIFEFE R, #BEYEOREIIRED ongh o7z,

QZBCRAR (Table 21 ; Appendices 21-1~21-4)

2P CTRIERIN, BELSKRETICELZBRICOVWTH B & BCT0 &%
SEEOMIcEEREERED ONRh o, T, ZHER, BEMGEL, SXEEZ TOREL
BILUZOMICENGE L /- FIEHIDORIE (Table 20) (2. xFPEEE L BCTO £#R5EE & D
CHBERRD oD -T2,

ONthd L UHEREE

500 mg/kg S5 BED 1 F (BMHES : FB04009) AEIR23BICFELE Lizht, T D4t
DEWIZIE, HBRREBOEF AR IN L) -7, HEREICOWTIE, BE3~4HIC
HE ROBIEARBEED 2 6 (E1FES : FB01004. FB01005) TEREBEInizh, Fofho
Bz, HEREORBRIERINALL o1,



@HERS L UELRIAR (Table 22 ; Appendices 22-1~22-4)

500 mg/kg ERED | BIAEHRTIZFET Loz, EEDHERIE 02, 3% T - 2 A1,
ZOMOBTITHERIT 100%TH > 7, FIRABIZOWTIE, xIFBEF & BCTO £k 5 8¢
LOMICBEBAERD 0D Tz,

OREARE. FREPB L UEKREK (Table 22 ; Appendices 22-1~22-4)

REAEL EREB LJUERRICE, REE L BCT0 SRS L OMICAREZILR
oNBh o7,

2) haER

D47 (Table 22 ; Appendices 22-1~22-4)
- ERE. AR, ERMER, HAEEK, HE 4 HOERES SURERATROED,
WE 0 LU 4 BRI, BB BCT0 SR 5H L OMICAEERRED SNih -
1ze

@1kE (Table 23 ; Appendices 23-1~23-4)

HE 0B LU 4 Hich T HMHERNOWHE RAEEICIT. xR L BCTO FHR 58 & DRI
AREZIRD o -T2,

QR

WE OBICBTAEERONEEE, WEAHE CIRIATLEROEE, & 5I12I3WE
ABICBIAEEROEETIE. BEERDONLEDI T2,




€5

R
[ 5]

1. REERSEMH

500 mg/kg WEBEDME | FINIHIR2IHICFET L7z, SROER. FERNICRRESED &
N, BREOREASFRE CIREAIRME O S & URREN . EREE OILRAER
Hanizh, BROBEIBETH 722 &5 6. BREMNTERIC D2 5 AT EN
LEZontz, ABTREOMOBYICEROERITRS KOS RRECET IBRES
9. NREHC BN TS 2 BISEARME DEFFES L UVEREM., & O IIGENRME DL
BRAVBEINTVWSZ LD 5, 500 ng/kg BEFHDIETHIIHBYEDOEM 278 < REd
HHDTIIRVWEEZONS,

HEFHICB W TR, 500 mg/kg BEBOMHE CHRSHRO—BEOREISRE SN, R
- OHET IR P IR B IS A S Sz, 72, 125 mg/kg LI LD SR OMETHF
WEE0HMAIED SNfc, FFERICALLBER L FHARICHEVNTH, AROELN
HoNTVWAZ o, —ABWEORIE. AEEMING S L UHBREREDEMT. HERYE
DEGITRRLELEEZ OGNS,

MBFREICH T, FORBORD 5 125 mg/kg LIEDREHOM TRD 5
nrch, FPRFRMERLLE, BES & UBBROERZRE CEMBRAEIRT & 5 W Id MERHE
TLEZ RETAEIBO Nz eh o, BEOEMEEZONS, BB,
500 mg/kg FEBDETHICH VT, HBFHIRETANE /O E VRIBEINTHS
ZEMSBEMICER L B2 S b 45, MBERE TH 5N /-RMERE DR & DR
RIGASH TR o7, TDOM, HMIRE DDA 500 ng/kg BEHOMTH SN
fzA, BIEKER LS L UBHOMBFRE CRER IR o nT | BHAZLTH -k,

RIRFETIE, 500 ng/kg REBDOHE T EME LR LIHINZ L HOND, FEREOILE
IZIIERRDMEMAIZERD SN T WIRBROREMAMFREIC L BB IHEI LD -T2,

RIBHBFREORR. 500 ng/kg REFDR T/NEP LD FHREANEHE S N,
FIE TIIFIREIEEORER (L0 BR L 7oA, FFREIROEE 2 R8T 3 B Tidid -7z,
FREEDOEMAED SN TIIAROMRIZRD SN THRWA, MEELFREC
HBOTH, 500 ng/kg HEBHOMBETREDREORD, TT LAV T7+RT75—¥
EEDO LR, MTT P IEREDEBNIED SN, WEMEDOFEICX T 2 HEINRE S
nrzh, EHELTRBERZLOEEZSNS, B, 500 mg/kg BEBHOMTH LN



JLT7F=vEEOEIT., EMTRAVW A OEBUENEREDL WELEHIM L1z,

2. HrERAEHN

MEOWREM ., MHEDOXER, RIERICKBYEOZEIRDONT ., BEYOHER,
SRR, DRI, WERE., MIREAE. ERES JUERBIZOEBYEDESIC
BRLIEEZ oNSIE(LIBREIN LD T, £z, EBEBROREHEBEEHREICE L
TH. BEMEOREEREY AFRRBEEINAD o /c, HERIZOWTH ., EFH.
YLt RES JUTRRICHEBRYMER S ORBIIBD S0 uh o T,

3. BIFFE

PEofERN S, ARBRTCIRIERSEM L LT, 125 mg/kg PLEDRSEF O THHE
EROENS L UBREORMARD 5N, 500 ng/kg B5R TN T—& DR, M
THRERMINE], #T/hEROEOFMRRIERNED o, AfetdEt e L Tid#Es
Wb L OCHERICHEBMEOREBLEZ SNAEITED SN d oTz, Licd > T, &K
RBEGTIESTARERSESHICE T S2HBIEREREDL 125 ng/ke/day. HEAH 30
mg/kg/day. HEEFELEBEICHTLAREBEZEIVS LOCHER L H1Z 500 mg/kg/
day £EAXA 6N 5,
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[TABLE INDEX 1]

Combined repeat dose and reproductive/developmental toxicity
screening test of BCTO by oral adiministration in rats

Table no. (Appendix no.) Table Title

1 (1-1~1-4) Clinical signs of males

2 (2-1~2-4) Clinical signs of females

3 (3-1~3-4) Body weight of males

4 (4-1~4-4) Body weight gain of males

5 (5-1~5-4) Body weight of females

6 (6-1~6-4) Body weight gain of females

7 (T-1~7-4) Food consumption of males

8 8-1~8-4) Food consumption of females

9 9-1~9-2) Urinalysis values in animals

10 (10-1~10-4) Hematological findings in males
11 (11-1~11-4) Hematological findings in females
12 (12-1~12-4) Biochemical findings in males

13 (13-1~13-4) Biochemical findings in females
14 (14) Macroscopic findings in males

15 (15-1~15-4) Organ weight of males

16 (16-1~16-2) Histological findings in males

17 an Macroscopic findings in females
18 (18-1~18-4) Organ weight of females

19 (19-1~19-2) Histological findings in females
20 (20-1~20-4) Estrous cycles
21 21-1~21-4) Reproductive performance
22 (22-1~22-4) Development of pups up to day 4 of lactation
23 (23-1~23-4) Body weight of pups up to day 4 of lactation



Table 1

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Clinical signs of males

Compound

BCTO

Groups (mg/kg) 0¥ 30 125 500
No. of males examined 13 13 13 13
No. of males with abnormality 1 2 2 11
Category of abnormality; N
Salivation 0 0 0 11
Loss of fur 1 2 2 0

a) vehicle control, corn oil (2mL/kg)



Table 2

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Clinical signs of females

Compound _ BCTO

Groups (mg/kg) 0¥ 30 1925 500

No. of females examined 13 13 4 13 13
No. of dead females 0 0 0 1

No. of females with abnormality 3 1 ' 3 5
Category of abnormality; N

Salivation

Loss of fur

Emaciation

Loose stool

Soiled perineal region
Soiled fur around eyelid
Reddish tear

OO === NO
OO -0
QOO OCOWCo
- - OO ONO;

a) vehicle control, corn oil (2mL/kg)




Table 3

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Body weight of males, g, mean®S.D. (N)

Compound BCTO

Groups (mg/kg) 0* 30 125 500

Days of treatment
1 (initial body weight) 406.3 = 144 (13) 4037 £ 159 (13) 4054 £ 150 (13) 403.8 = 13.7 (13)
7 436.2 = 16.7 (13) 4369 £ 212 (13) 4359 = 166 (13) 429.2 * 144 (13)
14 4657 £ 230 (13) 468.2 += 285 (13) 4641 £ 230 (13) 4566 + 179 (13)
21 4827 £ 272 (13) 4865 + 315 (13) 4862 = 234 (13) 4770 = 220 (13)
28 508.2 + 334 (13) 5156 £ 365 (13) 512.2 * 26.7 (13) 506.7 &= 246 (13)
35 530.1 £ 370 (13) 5374 £ 438 (13) 533.6 = 29.1 (13) 527.1 £ 247 (13)
42 5463 £ 428 (13) 551.6 £ 53.6 (13) 5534 £ 316 (13) 5434 £ 243 (13)

a) vehicle control, corn oil (2mL/kg)



Table 4

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Body weight gain of males, g, mean=S.D. (N)

Compound BCTO
Groups (mg/kg) 0¥ 30 125 500
Days of treatment
1-7 299 = 170 (13) 332 £ 65 13) 305 £ 5.2 (13) 254 + 48 (13)
7-14 29.5 £+ 8.1 13) 312 + 92 (13) 282 + 8.1 13) 274 =54 13)
14-21 17.0 = 93 13) 183 £ 112 (13) 22.1 = 6.0 (13) 204 =60 (13)
21-28 255 + 89 13) 29.1 = 84 (13) 260 = 6.7 13) 29.7 £ 65 (13)
28-35 220 + 6.7 13) 218 + 9.8 (13) 215 £ 50 (13) 204 =56 13)
35-42 - 16.2 = 89 (13) 142 + 111 (13) 19.7 &= 3.2 (13) 16.3 x 6.2 (13)

a) vehicle control, corn oil (2mL/kg)




Table 5

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Body weight of females, g, mean=S.D. (N)

BCTO

Compound
Groups (mg/kg) 0® 30 125 500
Days of treatment
1 2547 £ 103 (13) 2556 =+ 153  (13) 2596 *+ 175 (13) 259.0 = 142 (13)
7 2616 = 186 (13) 263.7 &= 15.9 (13) 269.8 & 18.2 (13) 2675 = 14.2 (13)
14 2713 =208 (13) 2742 £ 193 (13) 2834 + 225 (13) 2787 £ 173 (13)
Days of pregnancy
0] 2780 £ 222 (12) 283.1 £ 17.7 (13) 2876 *= 19.6 (13) 2830 = 16.2 13)
7 3182 =173  (12) 3215 =180 (13) 3309 = 215 13) 3218 =174 13)
14 3568 + 183 (12) 3594 +17.3 (13) 3678 £ 25.2 13) 353.1 &= 22.1 (13)
20 4329 £ 224 (12 439.1 = 204 (13) 4434 + 284 (13) 4226 += 285 13)
Days of lactation _
0 3114 = 259 (12) 3227 £ 2713  (13) 3356 * 289 (13) 3274 += 234 (12)
4 3257 +£396 (12) 3464 += 184 (13) 3528 £ 258 (13) 3464 = 175 (12)

a) vehicle control, corn oil (2 mL/kg)



Table 6

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Body weight gain of females, g, mean®S.D. (N)

Compound BCTO

Groups (mg/kg) 0? 30 : 125 500

Days of treatment

1-7 69 £ 110 (13) 8.1 74 (13) 10.2 &= 105 13) 85 + 8.2 (13)
7-14 97 + 172 (13) 105 + 6.1 (13) 135 + 76 (13) 113 £ 79 (13)
Days of pregnancy
0-7 40.2 = 7.2 (12) 385 + 4.7 (13) : 433 1= 6.8 (13) 388 + 75 (13)
7-14 38.6 = 53 (12) 37.9 &= 52 (13) 369 = 82 13 31377 * (13)
14-20 76.1 = 9.6 (12) 79.7 = 9.2 (13) 756 = 115 (13) 69.5 = 175 (13)
Days of lactation
0-4 143 £ 370 (12) 23.7 £ 25.1 13) 172 = 19.7 (13) 19.0 + 16.8 12)

a) vehicle control, comn oil (2 mL/kg)
* sighificantly different from control, p<0.05




Table 7

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by administration in rats

Food consumption of males, g, mean=S.D. (N)

Compound BCTO
Groups (mg/kg) 0 30 125 500
Days of treatment ,
1-2 26.3 = 3.7 (13 263 = 28 (13) 268 = 2.8 (13) 260 = 2.7 (13)
7-8 271 £ 29 (13) 274 + 3.1 (13) 273 + 29 (13) 267+ 19 (13)
14-15 27.2 = 3.0 13) 269 = 4.2 13) 26.7 £ 29 (13) 265 = 25 (13)
29-30 273 = 43 (13) 278 = 40 13) 281 =+ 30 (13) 277 £ 35 (13)
35-36 215 £ 3.7 (13) 263 =+ 42 (13) 268 = 34 13) 259 = 2.3 (13)
41-42 26.1 = 3.0 (13) 265 = 4.3 (13) 276 £ 3.2 (13) 262 £ 26 (13)

a) vehicle control, corn oil (2 mL/kg)



Table 8

Combined repeat dose and reproductive/developmental toxicity screening test of MBA by oral administration in rats

Food consumption of females, g, mean==S.D. (N)

BCTO

Compound
Groups (mg/kg) 0 30 125 500
Days of treatment
1-2 189 = 3.1 (13 16.9 = 3.1 (13) 20.3 = 3.1 (13) 189 * 36 (13)
7-8 182 =+ 42 (13) 186 = 2.0 13) 180 = 24 (13) 19.0 % 3.1 (13)
14~15 19.1 £ 28 (13) 19.1 £ 3.1 (13) 20.2 & 36 (13) 192 =25 (13)
Days of pregnancy
0-1 180 £ 2.7 (12) 186 = 34 13) 19.7 £ 19 (13) 194 + 3.1 (13)
7-8 255 + 40 (12) 248 + 3.2 13) 26.0 = 3.6 (13) 260 = 28 (13)
14-15 249 *+ 4.1 (12) 247 = 3.1 (13) 236 = 30 (13) 249 + 34 (13)
20-21 163 = 5.2 (12) 205 =39 13) 207 = 47 13) 198 = 5.4 (13)
Days of lactation
3-4 334 + 16.1 (12) 418 =113 (13) 37.7 + 101 (13) 374 £ 9.7 (12)

a) vehicle control, corn oil (2 mL/kg)




Table 9
Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Urinalysis values in animals

Sex Group Number of Color ¥ Turbidity o pH @ Total protein o Glucose ? Ketone ¥ Bilirubin » Oceult blood ” Urobilinogen »
(me/kg)  animals ly - 60 65 70 75 80 85 290 £+ 4+ - =+ -+ - =+
Male 0 5 5 5 0o 0 0 o0 1 2 2 0 0 3 2 5 [} 1 2 2 5 0 5 3 2
30 5 S 5 0o 0 o0 1 ¢ 2 2 0 0 4 1 5 0 3 2 0 4 1 5 4 1
125 S 5 5 0 1 0 ] 1 1 2 0 0 2 3 5 0 1 4 0 3 2 5 2 3
500 5 5 5 0 0 0 0 0 0 5 g 0 4 1 5 1 3 1 0 5 0 5 5 0
Female 0% 5 5 5 2 1 1 0o o 0 1 o 1 4 0 5 1 4 0 O 5 0 5 2 3
30 5 5 5 o o 0 4 0 1 0 o 0 4 1 5 1 4 0 O 4 1 5 1 4
125 5 5 5 ¢ 0 o0 1 2 2 0 2 1 2 0 5 4 1 0 0 5 0 5 3 2
500 5 5 § 0 0 2 1 0 1 1 2 0 3 o0 5 4 1 [ 5 0 5 3 2

a) vehicle control, corn oil (2 mL/kg)

b) ly, light yellow

¢) -, negative

d) 6.0, 6.5)n=6.0; 6.5, 7.0>n=6.5; 7.0, 7.5>)n=7.0; 7.5, 8.0>n=17.5; 8.0, 85>n=8.0; 85, 9.0>n=8.5; 29.0,29.0
e) -, negative; &=, trace; +, 100>n=30 mg/dL; ++, 300>n=100 mg/dL

f) -, negative

g) - negative; =, trace; +, slight; ++, moderate

h) -, negative; +, slight

i} =, negative

j) &, 1.00n20.t EU/dL; + 2.00




Table 10

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Hematological findings in males, mean=S.D. (N)

Compound BCTO
Groups (mg/kg) 0* 30 125 500
Red blood cells
RBC(x10%/ L) 834 = 39 (13) 833 £ 26 13 823 + 30 (13) 816 =X 52 13)
Hemoglobin{(g/dL) 151 = 0.6 13 149 = 05 (13) 149 = 04 (13) 150 = 0.8 (13)
Hematocrit(%) 446 = 1.7 (13) 443 = 1.6 (13) 443 =13 (13) 442 + 23 13)
MCV(fL) 535 £ 1.7 (13 53.2 =+ 1.1 (13) 53.8 =22 (13) 543 = 14 (13)
MCH(pg) 18.1 &= 0.6 (13) 17.9 =04 (13) 18.1 = 0.7 (13) 184 = 05 (13)
MCHC(g/dL) 338 =03 (13) 33.7 £ 03 (13 33.7 £ 03 (13) 339 0.2 (13)
White blood cells
Count(x100/ ¢ L) 623 £ 220 (13) 646 =222 (13) 711 178 (13 69.5 =238 (13)
Neutrophil(%) 24 = 13 (13) 28 = 12 13) 22 = 11 13) 20 = 6 (13)
Eosinophil(%) 2 1 (13) 2 +1 13) 2 +1 (13) 10 (13
Basophil(%) 00 (13) 0xt0 a3 0%0 (3) 00 13)
Monocyte(%) 73 (13) 7+3 13) 5+ 4 13) 4 2 (13)
Lymphocyte(%) 66 X 14 13) 64 =+ 14 (13) 71 =+ 14 3 74 £ 7 (13)
Platelet
Count(x104/uL) 105.8 =95 (13) 1044 = 13.6 (13) 104.2 =104 (13) 112.8 = 16.0 (13)
PT(sec) 18.1 = 3.0 (13) 166 = 1.9 (13) 16.0 = 2.7 (13) 19.1 = 35 13
APTT(sec) 234 = 1.6 (13) 222 *+ 22 13) 219 £ 2.2 (13) 247 = 55 (13)
Reticulocyte(%) 23 + 04 (13) 2.7 £ 09 (13) 29 £+ 1.2 (13) 1.9 + 0.8 (13)

a) vehicle control, corn oil (2mL/kg)




Table 11

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Hematological findings in females, mean=£S.D. (N)

Compound BCTO
Groups (mg/kg) 0° 30 125 500
Red blood cells
RBC(x10%/ u L) 681 + 67 (12) 656 + 31 (13) 622 + 39 *x (13) 632+ 44 * (12)
Hemoglobin(g/dL) 131 =09 (12) 1289 + 0.7 (13) 119+ 09 ** (13) 124 + 09 (12)
Hematocrit(%) 386 + 26 (12) 380 + 1.9 (13) 352 4+ 27 * (13) 368 *+ 24 (12)
MCV(fL) 56.8 + 2.9 (12) 580 + 1.5 (13) 56.5 4 1.8 (13) 583 * 1.8 (12)
MCH(pg) 193 + 0.8 (12) 19.7 + 06 (13) 191 + 0.7 (13) 19.7 + 0.6 (12)
MCHC(g/dL) 340 + 08 (12) 340 =03 (13) 338 + 06 (13) 338 + 0.2 12)
White blood cells
Count(x100/ u L) 1000 =222 (12) 841 + 288  (13) 894 =303  (13) 68.0 + 219 * (12)
Neutrophil(%) 30 =17 12) 166 * (13) 27+ 14 (13) 21 +9 12
Eosinophil(%) 1+1 (12) 1+1 (13) 1+ (13) 1 +1 (12)
Basophil(%) 0+0 (12) 0+0 (13) 0+0 13) 00 (12)
Monocyte(%) 7+5 12 7+3 (13) 7+4 (13) 7+3 (12)
Lymphocyte(%) 62 = 22 12 76 £ 8 (13) 65 = 17 (13) 71 £ 10 (12)
Platelet
Count(x10*/ L) 1054 + 168 (12 1176 £+ 11 (13) 1145 £ 165  (13) 1153 + 17.2 (12)
PT(sec) 129 £ 09 (12) 130 £ 07 (13) 129 + 04 (13) 12.6 =+ 0.6 (12)
APTT(sec) 17.2 + 1.2 (12) 234 212 (12) 17.7 £ 1.1 (13) 169 + 1.0 (12)
Reticulocyte(%) 69 £ 3.0 (12) 6.0 = 1.7 (13) 6.7 + 2.6 (13) 6.2 + 2.1 (12)

a) vehicle control, corn oil (2mL/kg)

*, significantly different from control, p<0.05
**, significantly different from control, p<0.01



Table 12

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Biochemical findings in males, mean=*S.D. (N)

Compound BCTO
Groups (mg/kg) 0¥ 30 125 500
Total protein(g/dL) 55 + 04 13) 54 + 03 (13) 54 -+ 03 (13) 51 =03 % (13)
Albumin(g/dL) 31 +0.2 13) 30 + 0.1 (13) 31 +02 13) 29 =02 (13)
A/G 133 £ 015 (13) 125 £ 012 (13) 1.35 £ 0.13  (13) 1.36 = 016 (13)
BUN(mg/dL) 17 +3 13) 17 £ 2 13) 17 £ 3 (13) 16 & 3 (13)
Creatinine(mg/dL) 0.7 = 0.1 (13) 0.7 = 0.1 (13) 0.8 + 0.1 (13) 07 =01 (13)
Glucose(mg/dL) 138 * 14 (13) 142 + 16 13) 145 + 16 (13) 141 £ 20 13)
Total cholesterol(mg/dL) 40 + 13 (13) 43 +7 . (13). 45 + 10 (13) 45 + 9 (13)
Triglyceride(mg/dL) 36 + 12 13) 38 + 13 (13) 38 + 14 (13) 38 =+ 11 (13)
ALP(U/L) 207 + 42 (13) 191 + 25 (13) 245 + 52 13) 290 & 110 * (13)
GPT(U/L) 32 +6 (13) 3245 13) 33+ 7 13) 38 +9 13)
GOT(/L) 72 4+ 12 (13) 71 + 13 (13) 73 + 17 (13) 70 = 10 13)
v -GTP(U/L) 0+1 (13) 00 =* (13) 00 13) 0=+0 (13)
Total bilirubin(mg/dL) 008 + 003 (13) 009 += 004 (13) 008 £ 002 (13 0.08 = 003 (13)
Inorg. phos.(mg/dL) 54 = 05 (13) 54 =04  (13) 57 £ 06 (13) 57 04 (13)
Ca(mg/dL) 88 =+ 0.1 (13) 88 +03 (13) 9.0 + 0.2 (13) 89 =03 (13)
Na(mEqg/L) 1454 = 10 13) 1458 + 1.4 (13) 1454 + 1.3 (13) 1457 £ 06 (13)
K(mEg/L) 393 £ 017 (13) 390 =027 (13) 399 =029 (13) 389 =028 (13)
Cl{mEq/L) 1084 + 1.3 (13) 1085 =+ 2.0 (13) 1078 £ 1.5 (13) 108.1 =+ 1.1 (13)

a) vehicle control, corn oil (2ZmL/kg)

*, significantly different from contro! p<0.05 -
**, significantly different from control p<0.01




Table 13

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Biochemical findings in females, mean=£S.D. (N)

Compound BCTO
Groups (mg/kg) 0? 30 125 500
Total protein{g/dL) 58 =03 12) - 56 03 (13) 55 £ 03 (13) 53 £ 02 #x(12)
Alburmin(g/dL) 3.3 += 03 (12) 32 £02 13). 3.1 £ 05 (13) 3.1 £ 0.2 (12
A/G 1.36 =% 0.21 (12) 137 £ 016 (13) 134 £036 (13) 145 &= 0.12 (12)
BUN(mg/dL) 30 = 37 12) 15 £ 4 13) 14 £ 5 (13) 16 = 3 (12)
Creatinine(mg/dL) 1.0 = 0.6 (12) 0.7 = 0.1 (13) 0.7 =0.1 (13) 06 01 * (12)
Glucose(mg/dL) 125 £ 11 (12) 123 = 12 (13) 129 = 8 (13) 139 £ 10 *x (12)
Total cholesterol(mg/dL) 51 = 10 2 47 £ 15 (13) 42 =10 (13) 49 £ 5 (12)
Triglyceride(mg/dL) 68 + 54 (12) 37 = 11 (13) 51 = 14 (13) 49 + 18 (12)
ALP(U/L) 117 £ 42 12) 103 £ 15 (13) 129 + 54 (13) 139 £ 48 (12)
GPT(U/L) 38 £ 6 (12) 85 (13) 43 £ 7 (13) 41 £ 9 (12)
GOT(/L) 76 £ 13 (2 71 =6 13) 76 = 10 (13) 77 £ 22 (12)
Y-GTPU/L) 00 (12 0£1 (13) 00 (13) 00 (12)
Total bilirubin{lmg/dL) 008 =003 (12) 008 £002 (13) 0.08 £ 0.02 13) 0.08 = 0.03 (12)
Inorg. phos.(mg/dL) 6.4 = 05 (12) 6.7 £ 05 13) 6.3 = 0.6 (13) 63 == 04 12
Ca(mg/dL) 9.6 = 0.3 (12) 9.6 = 0.2 (13) 9.6 = 0.2 13) 9.8 £03 (12)
Na{mEq/L) 1424 = 25 12 1425 = 0.9 13) 1423 £ 10 13) 142.7 £ 0.8 (12)
K(mEaq/L) 3.85 062 (12) 405 £028 (13) 3.92 = 0.39 (13) 3.82 % 0.21 (12)
CllmEqg/L) 106.6 £ 25 (12) 107.2 = 1.6 (13) 107.2 = 0.8 (13) 1075 = 1.8 (12)

a) vehicle control, corn oil 2mL/kg)

*¥, significantly different from control, p<0.01



Table 14

Combined repeat dose and reproductive/development toxicity screening test of BCTO by oral administration in rats

Macroscopic findings in males

Oa)

Groups (mg/kg) 30 125 500
Grade - - - -
{Testis) [13] [13] [13] [13]
Small, right side 13 13 12 13
Edema, right side 13 13 12 13
(Epididymis) {13] [13] f13] 13]
Nodule, left side 13 ‘ 13 13 12
(Spleen) {13] [13] (13] [13]
Enlargement 13 13 13 12
(Stomach) ; [13] [13] [13] [13]
Thickening, mucosa,
forestomach 13 13 13 12
Whitish cloudy, mucosa,
forestomach 13 13 13 12
(lleum) [13] [13] [13] [13]
Elevated area, on serosa 12 13 13 13

a) vehicle control, corn oil (2mL/kg)
-, negative; +, positive
[ 1, number of animals examined




Table 15
Combined repeat dose and reproducutve/developmental toxicity screening test of BCTO by oral administration in rats

Organ weight of males, meanS.D. (N}

Compound BCTO
Groups (mg/kg) 0o 30 125 500
Terminal body weight (g) 5185 + 41.4 (13) 5242 + 47.9  (13) 5220 = 320 (13) 5103 £ 239 (13)
Brain ) 208 £008 P (13) 204 £ 007 (13) 205 +£006 (13) 2,05 + 0.08 (13)
041 004 ° (13) 0.39 =003 (13 0.39 £003 (13) 040 = 002 (13)
Heart ® 1.44 £ 0.10 (13) 146 £ 012  (13) 145 £ 009 (13) 137 £ 011 (13)
0.28 =+ 0.02 (13) 028 £0.02 (13) 028 =002 (13) 0.27 =002 (13)
Thymus (mg) 3055 x 62.8 (13) 269.3 = 665 (13) 3179 =781  (i3) 2992 + 724 (13)
59.0 + 11.8 (13) 515 £ 133 (13) 613 £ 161 (13) 585 + 133 (13)
Liver ® 13.80 + 2.1 (13) 13.83 =204 (13) 1478 £ 127  (13) 1414 =113 (13)
2.65 £ 0.25 (13) 263 +£022 (13) 283 £0.13  (13) 277 £017 (13)
Kidneys (g 3.12 + 023 (13) 314 £025 (13) 312 +024 (13) 297 + 024 (13)
0.60 * 0.06 (13) 0.60 = 0.03 (13) 0.60 =006 (13) 0.58 + 003 (13)
Spleen ) 0.87 =+ 0.20 (13) 080 £ 0.11  (13) 091 £012 (13) 092 +0.18 (13)
0.17 + 0.03 (13) 0.17 £003 (13) 0.17 £003 (13) 0.18 = 0.03 (13)
Adrenal glands (mg) 552 + 85 (13) 503 + 7.6 (13) 59.2 + 8.2 (13) 595 + 7.8 (13)
107 £ 15 (13) 114+20 QA3 113 + 1.2 (13) 117 =16  (13)
Testes (g 343 +0.16 . (13) 334 020 (13) 3.22 4+ 0.21 * (13) 342 +0.22 (13)
0.67 =+ 0.07 (13) 064 £ 006 (13) 062 =005 (13). 0.67 =005 (13)
Epididymides ) 1.25 + 007 (13) 126 £ 0.10 (13) 120 £ 013 (13) 1.27 £0.13 (13)
0.24 + 0.02 (13) 0.24 =003 (13) 023 +£003 (13) 025 £ 003 (13)

a) vehicle control, corn oil (2 mL/kg)

b) absolute weight

¢) relative weight (g or mg per 100g body weight)
* significantly different from control, p<0.05



Table 16

Combined repeat dose and reproductive/development toxicity screening test of BCTO by oral administration in rats

Histological findings in males

Groups (mg/kg) o” 30 125 500
Grade B VR S S Pos. - /- 4 H Pos. = H- o+ Pos. - -+ b Pos.
(Testis) [13] [13] [13] [13]
Atrophy, seminiferous tubule,
bilateral 12 0 1 o0 0 1 12 1 0 0 o 1 13 0 0 0 O 0 13 0 0 0 0 0
Atrophy, seminiferous tubule,
unilateral 13 0 0 0 O 0 13 0 0 0 O 0 it 1 0 o0 1 2 t2 0 1 0 o 1
(Epididymis) (13 [tat (13 {13
Cell debris, lumen, bilateral 12 6 t o0 0 1 13 0 0 0 oO 0 13 0 0 0 O 0 13 0 0 0 0 0
Cell debris, lumen,
unilateral 13 6 0 o0 O 0 13 0 0 0 0 0 12 0 0 o0 1 1 12 0 1 0 © 1
Decrease, sperm,
lumen, bilateral 2 0 1 0 © 1 13 0 0 0 o0 0 13 0 0 6 0 0 13 0 0 0 o0 0
Decrease, sperm,
lumen, unifateral 3 0 0 0 O 0 13 0 0 0 O 0 12 0 0 o0 1 1 12 0 0 1 O 1
Spermatic granuloma,
left side 2 ¢ ¢ ¢ ¢ 0 13 0 0 0 o 0 18 0 ¢ o0 0 0 12 ¢ 0 1 0 1
Cellular infiltration,
lymphoeyte, interstitium i1 2 0 o0 O 2 11 2 0 0 0 2 2 1 0 0 0O 1 12 1 0 0 0 1
(Liver) [13] [13] [13] N3}
Hypertrophy, hepatocyte,
centrilobular 13 6 0 o0 o0 0 13 6 0 0 © 0 13 0 0 0 O 0 8 5§ 0 0 o0 5
Fatty change, periportal 0O ¢ 7 6 0 13 ¢ 0 7 6 0 13 0 ¢ 6 7 0O 13 0o 7 6 0 0 *=* 13
Microgranuloma 9 4 0 0 0O 4 8 5 0 0 o0 5 S 4 0 0 O 4 S 4 0 0 0O 4
(Stomach) (13 [0 [o] [13]
No remarkable change
(Kidney) [5] [o] [o] [5]
Eosinophilic body 3 ] 1 1] 1 2 2 1 1 1 0 3
Basophilic tubule, cortex 1 4 ¢ 0 0 4 4 1 0 0 0 1
Cast,
cortico-medullary junction 4 1 0 0 O 1 § 0 0 0 o0 0
(Spleen) [s] o] [0] [s]
Hematopoiesis, extramedullary o 0 3 2 O 5 0 0 3 2 ¢@© 5
Deposit, pigment, brown o 2 3 o0 0 5 0 5 0 o 0 5
(Ventral prostate) {s] [o] [a] (sl
Cellular infiltration, lymphocyte & plasma cell, .
interstitium/epithelium 1 0 0 4 ¢ 4 3 1 0 t o 2
(Urinary bladder) [sl fol [al [s]
Cellular infiltration,
lymphocyte, lamina propria 3 2 0 0 O 2 5 0 0 ¢ 1] 0
(Lung & Bronchus) [5] o] [0] [5]
Accumulation, foam cell 2 3 0 o0 0 3 1 4 0 0 0O 4
Mineralization, artery 5 o0 0 0 O 0 4 1 0 0 o0 1
(Heart) [5] [o] [ o] [5]
Degeneration/fibrosis,
myocardium 4 1 0 0 o 1 5 0 0 0 o0 g

a) vehicle control, corn oil (ZmL/kg)

-, negative; +/~, very slight; +, slight; ++, moderate; +++, severe; Pos,, total of positive grade

[ 1, number of animals examined

#*, significantly different from control p<0.01 (Two-tailed Mann-Whitney U test)
#, significantly different from control p<0.05 (One—tailed Fisher exact test)




Table 16 (continued)

Combined repeat dose and reproductive/development toxicity screening test of BCTO by oral administration in rats
Histological findings in males

Groups (mg/kg) 0 30 125 500
Grade = /- Pos. - ¥/~ + Pos, - 4/~ Lo sl Pos. - 4/~ Pos.

(leum) [6] ta ] L8]
Diverticulum 5 0 1 o 0 t 5 0 0

(Brain) [s] fo] [o] (5]
No remarkable change

(Trachea) [8) [a] [a] [5]
No remarkabte change

(Thymus) [5] Lo [a [5]
No remarkable change

(Mandibutar lymph node) [5) {o] [o] [5)
No remarkable change

(Seminal vesicle & Coagulating gland)

[s] [a [a] [5)

No remarkable change

(Duodenum) [s [o] (o] [s]
No remarkable change

(Jejunum) {5} fol o] [s]
No remarkable change

(Cecum) 2 [o [o] [5]
No remarkable change

(Colon) [53 [o] [o] [s]
No remarkable change .

(Rectum) [5] [0 [a] [5]
No remarkable change

(Mesentric lymph node) [5) [0] [o] [8]
No remarkable change

(Pituitary gland) [5] {o] [o [s]
No remarkable change

(Thyroid gland) [s] [a] [o] [8]
No remarkable change

(Adrenal gland) {s] [o] [0} [s]
No remarkable change

(Sciatic nerve) [ 53 [ 0] [0} [8]
No remarkable change

(Spinal code) 5] [o] [o] [5]
No remarkable change

(Bone marrow of femur) [ 5} {q [o] [s]

No remarkable change

a) vehicle control, corn oil (2mi_/kg)

-, negative; +/~, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade
[ ] number of animals examined



Table 17

Combined repeat dose and reproductive/development toxicity screening test of BCTO by oral administration in rats

Macroscopic findings in females

Groups (mg/kg) 0? 30 125 500
Grade - + - + - + - +
(Thymus) {12] [13] [13] [12]
Small 10 2 13 0 12 1 12 0
(Liver) [12] [13] f13] [12]
Pale 10 2 13 0 13 0 12 0
Enlargement 12 0 13 0 12 1 12 0
(Spleen) 12] [13} [13] [12]
Small 10 2 13 0 13 0 12 0
Enlargement 12 0 13 0 12 1 12 0
Pale 12 0 13 0 13 o} 12 0
Area, yellowish white 12 0 13 0 12 1 12 0
Adhesion {with kidney, ovary,
stomach & fat tissue} 12 0 13 0 12 1 12 0
(Kidney) {12] [13] [13] [12]
Pale 10 2 13 0 13 [o] . 12 0
Dark 12 0 13 0 13 0 12 0
Enlargement 1 1 13 0 13 0 12 0
(Stomach) [12] (133 (13] [12]
Thickening, mucosa,
forestomach 1 1 13 0 13 0 12 0
Spot, black/dark red,
mucosa, glandular stomach 12 o] 12 1 13 0 10 2
Yellowish, mucosa, forestomach
& glandular stomach 12 0 13 0 13 0 12 0
(Mesentric lymph node) [12} [13] {133 [12}
Enlargement 12 0 13 0 12 1 12 0
(Adrenal gland) [123 13 (13} [12]
Enlargement 12 0 13 0 13 0 12 0
(Bone marrow) [12] [13] [13] {12]
Pale 12 0 13 0 12 1 12 0
(Skin) [12] [13] [13] [12]
Soiled fur 11 1 13 0 13 0 12 0

a) vehicle control, corn oil (2mL/kg)
-, negative; +, positive
[ J, number of animals examined

One dead animal in the 500 mg/kg group and one non—pregnant animal in the control group were excluded.




Table 18

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Organ weight of females, mean+S.D. (N)

Compound BCTO

Groups (mg/kg) 0? 30 125 500

Terminal body weight  (g) 2938 = 31.8 (12) 3101 = 169  (13) 3200 = 216% (13) 3080 =150 (12)

Brain ® 192 +004 ¥ (12 193 =005 (13) 194 + 005 (13) 187 =006 (12
066 £009 ©  (12) 062 =004 (13) 061 £004 (13 061 £ 003 (12

Heart @ 0.93 + 0.07 12) 092 + 007 (13) 096 =009 (13) 093 005 (12)
0.32 + 0.02 12 0.30 = 0.02 ** (13) 030 + 002* (13) 0.30 =001 * (12)

Thymus (mg) 1523 + 74.3 12 2039 =862 (13) ‘2102 =872 (13) 2020 £ 594 (12)
50.0 + 22.7 (12) 658 =284 (13) 65.1 =245  (13) 653 +175 (12)

Liver (& 9.83 + 0.92 (12) 1012 =083 (13) 1143 + 241 % (13) 11.39 + 1.00 ** (12)
3.37 £ 0.31 (12) 326 2023 (13) 357 =069  (13) 370 =023 (12)

Kidneys (e 1.99 =+ 0.29 (12) 194 =016  (13) 202 +023 (13 204 =023 (12)
0.69 * 0.18 (12) 063 =005 (13) 063 007 (13 066 =005 (12

Spleen ) 0.66 %= 0.20 (12) 071 =009 (13) 0.85 =050 (13) 070 £ 010 (12)
0.22 = 0.06 12 023 003 (13) 026 =014 (13) 023 £003 (12)

Adrenal glands (mg) 840 * 137 (12) 750 + 87 (13) 774 £127 (13) 729 + 80 (12
294 + 8.7 (12) 242 + 3.0 (13) 242 + 3.9 (13) 237 + 26 (12)

a) vehicle control, corn oil (2 mL/kg)
b) absolute weight

c) relative weight (g or mg per 100g body weight)
*, significantly different from control, p<0.05
** significantly different from control, p<0.01



Tabie 19

Combined repeat dose and reproductive/development toxicity screening test of BCTO by oral administration in rats
H; t { Pps 1 F A in £ 1.

Groups (mg/kg) 0* 30 125 500
Grade - /= o+ Pos. - /=t Pos. = /- o+ ot Pos. - #/=- Pos
(Ovary) 2] - {13] 113] 2]
No remarkable change
(Liver) " (12} [a [11 [12]
Hypertrophy, hepatocyte,
centrilobular 12 0 0 0 O 0 1 0o 0 0 0. ] i2 o 0 0 0 0
Fatty change, periportal 0 9 1 1 1 12 1 0 0 0 O 0 ¢ 12 0 0 O 12
Microgranuloma 1w 2 06 0 O 2 o t 0 0 © 1 8 3 0 0 o 3
Necrosis, focal, subcapsule 12 0 0 0 O [} 1 0 0 o 0 0 11 1 0 0 o 1
Proiiferation, Kupffer cell,
with swelling, sinusoid i2 0 0 o0 O [} 0 0 o0 1 0 1 12 0 0 0 0O 0
Cellular infiltration, neutrophil
& lymphocyte, sinusoid 12 0 0 0 O 0 0o 0 1 0 O 1 12 06 0 0 o 0
Hyperplasia, bile duct 12 0 0 0 O 1] 0o 0o 1 0 0 1 12 6 0 o0 o 0
{Stomach) [123 13] [13] [12]
Squamous hyperplasia,
forestomach 8 3 0 0 O 3 8 4 0 0 O 4 i1 2 0 0 0 2 7 5 06 0 0 5
Ulcer, mucosa, focal, .
forestomach 12 0 0 0 O 0 12 1 0 0 O 1 13 ¢ 0 0 O 0 12 0 0 0 0 4]
Erosion, mucosa, diffuse,
forestomach 12 0 0 0 O 0 13 0 ¢ 0 o0 0 13 0 0 0 O 0 M1 1 0 0 0O 1
(Kidney) (6] [0] [0} [ 6]
Basophilic tubule, cortex 3 1 1 1t 0 3 4 2 0 0 O 2
Necrosis, proximal tubule,
cortex 4 0 1 1 0 2 6 0 0 0 O 0
Dilatation, lumen, diffuse, with cell debris,
distal tubule, cortex 4 1 0 1 O 2 6 0 0 0 O 0
Degeneration, vacuolar,
proximal tubule, cortex 4 0 0 2 0 2 5 1 0 0 0 1
Deposit, pigment, hemoglobin,
proximal tubule, cortex 6 0 0 0 O 0 6 0 0 0 O 0
Cast, hemoglobin,
cortex & medulla 6 0 0 o0 © 0 6§ 0 0 0 O 0
Mineralization 6 0 0 0 O 0 4 2 0 0 O 2
(Spleen) [6] [a] 1 [6]
Hematopoiesis, extramedullary 0 2 1 3 [1] 6 0 0 0 1 0 1 0 O 2 4 0 6
Deposit, pigment, brown 0 3 2 1 [+] 6 o 1 o 0 0 1 0 3 3 0 0 6
Atrophy, red pulp 4 0 0 2 O 2 i1 0 0 0 O 0 6 0 0 0 O 1]
Atrophy, white pulp 6 0 0 0 O 0 1 0 0 0 0O 0 6 0 0 0 O ]
Necrosis, focal 6 0 0 0 O ] o ¢ o 0 1 1 6 0 0 0 0 0
Cellular infiltration,
neutrophil & macrophage 6 0 0 0 O 4] 0 0 0 1 0 1 6 0 0 0 O 0
Proliferation, fibroblast,
necrotized area 6 0 0 0 O 0 6 0 1t 0 O 1 6 0 0 0 O 0
(Thymus) [4] [o] {1 : [ 6]
Atrophy 3 0 0 0 1 1 o ¢ 1 0 0 1 4 1 1 0 0 2
(Adrenal gland) [ 6] [o] [a [6]
Lipid droplet, increase,
zona fasciculate 6 0 0 0 o 1] 6 0 0 0 0 0

a) vehicle control, com oil (2mL/kg)
-, negative; +/—, very slight; +, slight; ++, moderate; +++, severe: Pos,, total of positiva grade
[ 1, number of animals examined
One dead animal in the 500 mg/kg group and one non—pregnant animal in the control group were excluded.



Table 19 (Continued)

Combined repeat dose and reproductive/development toxicity screening test of BCTO by oral administration in rats

Histological findings in females

Groups (mg/kg) 0 30 125 500
Grade e 7o R g Pos. - E/m 4 e Pos. - 4/~ Pos. - 4/~ o+ H Pos.
(Lung & Bronchus) [ 6] [al [ [6]
Accumulation, foam cell 1 5 0 0 O 5 4 2 0 0 O 2
Mineralization, artery 5 1 0 0 o} 1 6 0 [} 0 0 [}
(Mesentric lymph node) [6] {0} [13 [ 6]
Proliferation,
macrophage, sinus 6 0 0 0 O 0 0 O 1 6 0 ¢ 0 O 0
Proliferation, plasma cell,
medullary cord 6 0 0 0 O 0 [ ] 1 6 0 0 0 O 0
(Bone marrow of femur) (6] [a] [1] [ 6]
Hematopoiesis, increase,
granulopoiesis 6 0 0 0 O 0 0 0 1 6 0 0 0 O 0
(Brain) [6) (o] [o] {6l
No remarkable change
(Spinal cord) [ 6] [o] {0 [5]
No remarkable change
(Trachea) [ 6] [0) [ol [6]
No remarkable change
(Mandibular lymph node) [6] [al [o] [ 6]
No remarkable change '
(Heart) {61 [a] fal [6]
No remarkable change
(Urinary bladder) [ 61 [a] [ol [ 6]
No remarkable change
(Uterus) [ 6] fo] [o] L6l
No remarkable change
(Vagina) [ 6] [o] fol [ 6]
No remarkable change
(Duodenum) L6l Lol [ol [6]
No remarkable change
(Jejunum) {s] [o] fo] [ 61
No remarkable change
(lleum) [6] (o] [0] [ 6]
No remarkable change
{Cecum) [6] [a] fol f6]
No remarkable change
(Colon) [ 6] [a [o] [6]
No remarkable change
(Rectum) [6] [al {0} [ 8}
No remarkable change
(Pituitary gland) [6] [a [ol [5]
No remarkable change
(Thyroid gland) [6] ol [a] [ 6]
No remarkable change
(Sciatic nerve) [6] [o] [el [6]

No remarkable change

a) vehicle control, corn oil (2ml./kg)

-, negative; +/—, very slight; +, slight; ++, moderate; +++, severe; Pos,, total of positive grade
[ ]. number of animals examined



Table 20

Combined repeat dose and reproductive/developmtal toxicity screenig test of BCTO by oral administration in rats

Estrous cycles

Compound BCTO
Groups (mg/kg) 0 ® 30 125 500
Number of females examind 13 13 13 13
Type of cycle during pre—treatment period; N
4—day cycle 13 13 13 13
Types of cycle during treatment period; N
4—day cycle 12 13 13 13
Irregular cycle 1 o’ 0 0
Mean length of estrous cycle in days; Mean &= SD
Pre—treatment period 40 x= 00 40 = 00 40 = 0.0 40 = 00
Treatment period 41 = 0.2 40 *= 00 40 = 0.0 40 += 00
Mean times of vaginal estrus during :
mating period; Mean * S, 1.0 = 0.0 1.0 X 0.0 1.0 £ 00 1.0 = 00

a) vehicle control;: corn oil, 2 mL/kg




Table 21

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Reproductive performance

Compound

BCTO

Groups (mg/kg) o ? 30 125 500
Number of mated pairs 13 13 13 13
Number of copulated pairs 13 13 13 13
Copulation index ® 100.0 100.0 100.0 100.0
Number of pregnant animals 12 13 13 13
Fertility index © 92.3 100.0 100.0 100.0
Pairing days until copulation ‘

Mean £ S.D. (N) 23 = 13 (13) 25 = 11 (13) 1.8 = 10 (13) 22 =+

1.1 (13)

a) vehicle control, corn ail (2 mL/kg)

b) copulation index = (number of copulated pairs / number of mated pairs) X 100, %
c) fertility index = (number of pregnant animals / number of copulated pairs) X 100, %



Table 22

Combined repeat dose and reproductive/developmental toxicity screening test of BCTO by oral administration in rats

Development of pups up to day 4 of lactation, mean®+SD. (N)

Compound BCTO

Groups (mg/kg) 0® 30 125 500

Number of pregnant females 12 13 13 13

Number of females with live pups 12 13 13 12 °

Gestation index® 100 100 100 92.3

Gestation length in days 226 = 05 (12) 222 + 04 (13) 225 + 05 (13) 226 = 05 (12)

Number of corpora lutea 173 £ i5 i2) 179 = 25 (13) 170 = 138 (13) 169 = 23 (13)

Number of implantation sites 158 = 15 (12) 163 = 14 (13) 158 + 13 (13) 152 + 28 (13)

Implantation index ¥ 916 = 78 (12) 816 * 65 (13) 936 = 6.1 (13) 903 =+ 128 (13)

Day 0 of lactation
Number of pups born 147 = 23 (12) 152 = 19 (13) 147 = 14 (13) 133 = 40 (12)
Delivery index e) 928 + 74 (12) 933 = 71 (13) 929 + 65 13) 881 =+ 20.7 (12)
Number of live pups 141 = 18 (12) 151 £ 18 13) 145 = 14 (13) 132 + 40 (12)
Birth index ® 885 = 78 (12) 924 + 73 (13) 919 X 68 (13) 868 =+ 201 12)
Live birth index 966 =+ 63 12) 991 = 23 (13) 990 = 25 (13) 988 + 28 (12)
Sex ratio on day 0 " 453 x 129 12) 535 *+ 123 (13) 466 + 115 (13} 530 =+ 1B.2 (12)

Day 4 of lactation
Number of Iivg pups 138 = 1.7 (12) 148 =% 16 (13) 43 = 11 13) 129 = 38 (12)
Viability index 4 983 £ 4.1 (12) 986 + 27 (13) 986 = 36 (13) 984 *x= 54 (12)
Sex ratio on day 4 » 448 = 124 12) 532 + 124 (13) 463 + 114 (13) 535 *x 174 (12)

a) vehicle control, corn oil (2 mL/kg)

b) one female(animal number; FB04009) was died on day 23 of gestation

c) gestation index = (number of females with live pups / number of pregnant females) X 100, %

d) implantation index = (number of implantation sites / number of corpora lutea) X 100, %

e) delivery index = (number of pups bomn / number of implantation sites) X 100, %

f) birth index = (number of live pups on day 0 / number of implantation sites) X 100, %

g live birth index = (number of live pups on day 0 / number of pups born) X 100, %

h) sex ratio on day 0 = (number of male live pups on day 0 / number of live pups on day 0} X 100, %
i) viability index = (number of live pups on day 4 / number of live pups on day 0) X 100, %

j) sex ratio on day 4 = (number of male live pups on day 4 / number of live pups on day 4) X 100, %




Table 23

Combined repeat dose and reproductive/developental toxicity screening test of BCTO by oral administration in rats

Body weight of pups up to day 4 of lactation, g, mean=® S.D. (N)

Compound BCTO

Groups (mg/kg) 0o ¥ 30 125 500

Day 0 of lactation

Weight of pup
Male 71 = 08 (12 68 = 05 (13) 71 = 08 (13) 72 £ 10 (12)
Female 67 + 08 (12 64 =+ 05 (13). 65 =+ 07 (13) 69 =+ 10 (12)

Day 4 of lactation

Weight of pup ’
Male 106 = 26 (12) 105 = 15 (13) 111 £ 16 (13) + 23 (12)
Female 102 £ 2.7 (12) 100 = 13 (13) 104 = 14 (13) = 23 (12)

a) vehicle control, com oil (2mL/kg)
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