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(% 1

[-7oE-3-7no7onN v o8HMREZORSESAR EIE4ARM) zHED
Sprague-Dawley 2o v b EHWTERLz, ML & 4 BEERE L. | BCidET
bera—VilE, Mo IBICIEEBYEE. Then 20, 100 LU 500 mg/kg OHE
T28HMEIC O/ DeaHIRORES Uiz, Ml & SPIEHRICAV 282 SUNMBES LUV
500 mg/kg RESEFIZIOE, TDMOBHIIZSPLE Lz, 728, 500 mg/kg REEDHT
RSP0 I FIAFE T £ 72 3UBER Lo BB, MHEOxBES &
UifED 500 mg/kg IREHDESNTEEL 7z, SEORBICEVWTRDONIERE
L ATICENT S,

500 mg/kg ¥SBOMEHETIZ, REFFE 1 EH> S IBIC, FHFHEDOET. HIRD 50 (13H
RUBREINTY, TNOoDIERIEZVWINOHES LB RICIBEE L, 2. #5853
BLEIZ, M E SRS - BERERITEHSAONA XD Z2Y | HTIHIRE5HE20H
DRI RS 5 WITBREMREENS o, 52180 5250 OMIZ 1065 4 HIAFET
L. S BIABEFEIRRE & 78 o Fo o BB Lz, T ofh, BSHARIPIZ, 500 mg/kg B35
BHTIRARI\ERENICERZEI N, 100 mg/kg LIEOBREHTRREIED SN, &
5lz, 500 mg/kg REHOM T, WEBHRADISRIZLS EBZoNS TEEzH.OL
LcBEDHENLEERBIAR MR L TRRO ONBHINDH -7,

HREOZELE LTE, 500 mg/kg REHOHETHRSHEISALIBICERELSKEIBD O
foo Efo, BEEOELE LTI, 500 mg/kg HEFHOMMETRSSE | BICEREKED
BHON., BTHREE CAOBERLABAREETSH - 740, MTIR5E 3 B0EE
ENFEEREEEZRLI.

1255 A BORMBE TIE. 500 mg/ke RSEEDOMHE & LR pH AHEWERFANIZSH » 72 h,
Mz A EESE 2EBORETHEELVWELLERED Shgh T,

MPBEWRE T, 100 mg/kg IXGBEOHETA< M 7V v MEDFZLHE/D & 75 MER
MEERBRFEOFEREENED ONT, B, 20 ng/kg BEH O T4 FHRMMER
MmEREFED FRIEEAH SN, FRMEREUISBEOEZ LRl >/, £/, HTIHRSH
I TEICE L WELLIIRO o ied - 724, EERBIARMK T OMRE c/RMERE. M
BRERELIUANT M7V Y MEOBELRERDHBO Sz,

A{eFEmE T, MFTERREISHEIKREFELTCER L., BT 20 mg/kg L. I
TE 100 mg/kg LILOBESBHETHFEEN 6N, UEERHTLRFEOZEILIED



oz, £/, MOREARBRHBK TROMRETE, ERBEDABLLENS SNIA,
REAMIE TIROE L BT 5 CBETAERICH 57z, B, TOHBRORKREIZE D, MM
BRAOERBEEAEEO LRICRREZAL VHRIERICHE LD LEEZONSTF— 4
/Joniz, Zofh, HEHMKTEIZE, 500 ng/kg ISHOMTT LTI VEE, A Y
v LEEB Uy (TP EHEOAEZ EENED SN,

HEEETE., FFHOEND 2 VWIEENEROEEZBEMAL 100 mg/kg L EDH
58I, £, BROEMS 5 WIEHENEEDHELEMAS 100 mg/kg 5B DO
H LU 500 mg/kg EHOMICE D oNT, RIEABRPEKTRICIZ., MokERY
HAESHOMOENERICERELRHIO NS oM, FROMBNERICAELENIRD SN
72e

Bl R E LT, FETH. UBERA S L UCRSHEKTER® 500 ng/kg 25
HO—Hoflz. FIEH 2 VWEREMIROEE. BREOREA RD o/, /2, BT
BEUUBERHA T, BRO/NELS K UHElL. BEOKE(D 5 W IZEOR &R
BEsNa00H -1, AEFBRETE, AT L OULEEREZED. FEO/NERLD
D FHAAZRE KA 100 mg/kg LLEDHRSHOMEICRD oz, Ricid. BETHE.
WAROEREMA 500 ng/kg |EHICHEaN, BETR. NEVF ) VUED
gAY 500 mg/kg HEBHICRAD SN, FET H A WITUEERF TIT. B/ EMAIZ
EAEHONT, BHHPBREINIHINDH -z, HETIE, BEEOEH 100 ng/ke
BLEOBSBECS SN 500 ng/ke BEBTIE. L ABREN OB & T O
PHRBOHONEFNH -7, BT, BMAOOBELAIBHBEDBIEEL 100 ng/kg
L5 O S LU 500 ng/kg ERHOMICH oNTidd . HIRAAR TRED
HoNETE., BiIEH5VIIBEEMEBECUSA . BEMEOHIM. §IE &2 WIZIEE R
EEEEDIFFIROZHENED o, —h., MOREABRABK TRORE T, Wi
DONEDT ) VIRENS SIEE LA, BT, UhBERHS L URSARK RO
BRI B IR SR TH O NI TR /NP OHE O FFIRIEA S L U o ZiEE v Th 1
Zanh oz,

Lito iz, I-7oE-3-7oo7uy0RERSICE D, 500 ng/kg DFETII.
HOBETER. BERICZIALTHELS S S, B TIIEBEOMRERE R L2 RICFET L,
F72. 100 mg/kg IEOBETIE, ME L O FRO/NEROHEDITHIZIERSA SN, M



TRRBRHEEOEEIRD Nz, COMBIFMRLAA N, FIBOANE D FY LiLEH
wLz, chonzeho, ARBEAETICE TS [-7uE-3-7un 7o/ 0EE
B3, MHEED 20 mg/kg THHEEBEZONS,



alll
[ 4

(&

I-70E-3-7oo7o/%y (LIF BCP &B&EE) ., ¥ ar L7 ivhsvo
—HET, H#AN 0T ATV E ISR, BHERER. 2R ~ —ZEEM SR, Rh
BlFIZHHENTHAEY, BCP OFHIC>VT, v MIH T EEROFS5EHO
LDsoAY 930 mg/kg THBH I &P | o, MEMERVWIRERERBCE. BiETH
B EREPREINTVAEY, Eolz. Nayr L7 axvid, 79 FOBRCHEID
DNA EFICRERT A& (LERIL, BT LL2-Y7oE-3-7uo7a/Ns ,2,3-1Y
TOETwN I T OERNEOS, BCP BEBMNFEOFVWHEE LTHBEEnTY
AV, S, 0ECD Bt EMELLERBREFEIRIERRAEN—RE LT, BP OF
SUHEREOER #ES-HIC, Ty MBI A8AMREROK/SSHABRS LU AHE
EEAER* Hh L 1z,

BB, ARBuE, MERESHRRE, 27V =0 rHMEBR - 33Er B Vw528
BoRERSHESHE -1 BM6IEIZH b B, RIREBT05 . EXRFEI0395. 61BFE
1014%) BXor T{EEWEGCLP) (BBF0594 3 A31H. IRIRFEFEIVS. EHFE2295.
S9EH 5855, WEMI63E]IAI18HMIE. IRAEMHBE233S., HEFIBES., 63HFHELS) (2
HERL L THEMEL 72,



(7 %)

1. #EME

HHEHEEL LT, 1-70E-3-7oo07 a8y (LUF BCP &B&:D) AW, Ky
Bk, A2 ZHBILREPYAF L EFL. RAW 1-bromo-3-chloropropane T&
D, CAS No109-70-6. /F& 157. 44, 7»F=0 C:HeBrCl. # 143. 36T . Z&5K/E 9 nmHg
(25C) DEEERDBATH 5. BCP DS % LITITRY,

gzl CI(CH.)sBr

ARRERIZIE. L hiEftans BCP (o FES . HERE - 99.9
area %) #HW, THELALEBRYWE L., fHKE THEBRYEBESHEEZEIC T, &
FHLUTERTHEE L,

2. RS LUREEHE

A% A ETHA LD Sprague-Dawley 7 v b [Crj:CD(SD)IGS. SPF. BAF +
—NVA - UNR-K(Rett, REFEEE L/ -16E]) 2R LBtz RATE HREICHT:
DFHEE Lk, —BRECEFEOZDONLD > MBS #RARICH L (F
2) . Bid. 2EBEHMEEL T, BERE 241 1T, BRHEEE 50~65%. #SER
F15Mm /85, FRBAI2ESR (7 ~19RFRT) WRESNABTENT, 2BREHK
r—3 (220wx270d X 190h mm) (Z 1 PEFDURAE L. ERER (CE-2. HAZ L 7L
) BLUKEK (ZETKERHK) £ BHBENEETHE L, b, AEHEFS.
FAEZEOREEOEAMEIT, EHBOEMEIERFED 5 VWEEBABROTDICREN |
RIS bl D BEENBEEFE 2 AN UANTN O REERNICH -7z (F3) . £z,
s L7t s L ovkicid, RBICKEE R[0S 5 BAME A - 72,

GFE1)

B9 B A B 19994 2 A108

A i PT B HEMPT i34 pT
(“)2\)?5; BE K B HE77.9~95. 4g (E¥985. 6g) 73, 7~84. 9g (FE1978. bg)
Tt

5 B s H: 1999 2 A16H

(\\?g?ﬁﬁéﬁﬂiﬁ : ME131.6~159. 6g (F33146.5g)  WE11T7. 3~134. 28 (*F13126. 9g)
e
BYEERRPOREEOXKAME  ®E23.0~24.5C  {EE44~68%



ERMOBEMIZE. BV F O T—EODNES L RRL. 2. B LBOR
RN — FICHREHEES, A, B (R58) . BHBSLEALTHEY -V
BN EGEBIORE S L,

3. BEREDHRH

HAEZLICHBYEANEL.,. MEBE L AL LI Ica— i (L : Corn oil. B
Z:bvEOIVEH, Oy bFES D VBPT069. AT A T RIS 2L THE
iR L THE L,

ZEHEFTIC T, ENCAR L - EBE OB S0 EBRE 2 Hik LR, wrh
DHBRMEOFHIEEIT. IEEE D 9~102%TH - 7= (Appendix A) ., F i,
BHARICETL > T RENRBEEBL SR, $BRHED 0.4 BLU 20 w/v%
BRI, iR, EARGT CIOABMERETH 5 2 LRI 0/ (Appendix B) 7o,
BERAEDORABE 1 BREIC | HOHFETHRL ., ZiRj. LT TRE L, b, 5%
FEIBABTHB b o, H—HHRBRIERL 2h -7, ARRETOERYE O
Bk, #27o< b757&EIc & ORIE L (Appendix C) .

4. BB IUBHT

ARROBERIT, REBHEDIDOTFHAR (ABEES : C-98-008, H5E :
0. 125 . 250 B KU 500 mg/kg) DERICEHIEREL/L, T4b5, BP %
Sprague-Dawley 7 v M 7 HEIRIEHREG T A2 &k b, ML & 500 mg/kg 1258
T, BERICTEHHOET S L OHRZ EDERIBHEI N, B5OHICIHEORDZ
W LEMIIRIAS o AN, WITNOFRR BT SAmIEI R o7, YLD Eh b,
500 mg/kg (3. WERMEIC L 2HBMHENH SMEBDH ON, HDOBHMORIER S I
AH)BHAETHH LML, ARBOHER. SH&E% 500 mg/kg & L. LITAL
5THRLT 100 LU 20 mg/kg 2HFHESLIRAREE Lz, £/, ML L
HThHsa—-vimERS T HREEEZRITT,

KRBT, M LSRR TRIABMDEERR 217 ) xREES L U 500 mg/kg
BEBIIRIOT, TOMOBIEIESILE Lich, 500 mg/kg 5 BEDH T3 SHAM I
10 R 9 FIAFET /- BB/ LIc/co, BIERBRE. MEONBES LU
500 mg/kg X SREDZ S L TEML /<,



BT, BMERTROMEREL b LICFERBLEBELSRBEICLDITo 2, &8
DRGERB LUPMESEFEUATIZR L,

B r5&8 BERE BYES
(mg/kg) (mL/kg) 1 it
xt f8 8% 0 5 1 ~10 31~40
RHES 20 5 11~15 41~45
B 100 5 16~20 46~50
SHER 500 5 21~30 51~60

WEEE DxIEEE B K UBED 500 mg/kg IRGBETIE. BHYHEBEDE WS LS 5 L BIEHR
ERICH Wz,

5. H5hHE

BRI, LEBETA TS VIZROEDE L, RERLIE QKD S 128D
L. 181E., 288, v rABEERAVTHGEKRS L, #EFETI Snl/ks
EL. BREFORAROAKEL b LITEFINCER LT,

d, BEHEPOHE S S EDOREERIEZ. BE5MBRAS L URSHEELZ TNETN
BEFIHBLIUREE 1AL L, REABRHAMFPOORS LUBEORIES ZhIZEED
THEEF I HBLURIES I BE Lk,

6. MEHE
1) —issE

2fliconT, BH BSHEDIEERSEHS LURER) —BRBORZ T, &
fe. 2FOGES LI CBEREZLUTOLBVREL, KER, REE 1 BICERES ]
HoRSEREREE 4B, RSB 2BLBEORS S & URERRARSE 18I 2
EIOSEE TRAE L7z, £ofth. RESHMKTH. BEARAEKTES KUERE., 125
CIIET B L UEBREFIC BRATE L7z, BEER, H5F1EATR, #5F1HH» 6 2
HichT 1 B oBEE2ZAE L. LIBREHRBRARK 78 TEE 1 BOMET
HE LT,

2) RIRE
FERLVEFLTVELRHIc>WT, 5B 48 (BR5F2UH) B L UEERHBRARME



TR (EESI108) o, 8 rK#Er—JIINEL. 4BEBRD 2 WIZHER cROIER
oW THE LT,

1H H #;OE IR £ B B 2
B - ERE R = —
pll - B0 - £H - #E - ThK R ERHLE P=F47 200+ (MK - =)
plil VA VERA) 14 GBS =i

3) MRFIE

P MRS T B0 & OB BRIIRE T I MR 24T - 7o B (LU, SRR & i
) . efRmET (BREa) C18~24BREeR X/, £0%. RV FNLES —
W b U LFRERYT T, G ARERD SHEERK & LT EDTA-2K v <imL .
HUFOERIC > WTHRE LT, &5, 70 b0 v E VNS EUESES o v H 7T 2
FUBHOEIZBOWAMBEIZOWTIR, 7T UEEF Y Y LARGUEEER & L TRWTER
U7z, 7o, CLEEREITHIBA TS, BIALER 0 EHIRRSIH & F OMA 2 Fh L
feht. SHIch3flcid7 o bov e VS I ERES o VR TS 2 F L REREEIE
DERIM P L UMEE, MOMBHBEZEEL 270 ERL LD o7z,

I8 = il iE % £ B % 25

R M ERER (RBC) H#h (BEXUEPTIER) Coulter Counter Model
i S-PLUS IV (3-9-1lybozin)

E5 1R (VBO) Bt ( FE ) i
if 5 &= (Hb) L (WRILREE) Eills
Yo B2 FE (MCV) AL (BRIEHTE) Gl
N EE( AE ) Gl
ATy ME (HE) & (RBCXMCV>0.00D)

YR Bk M % & (MCH) [E_E (Hbx 1000/RBC)
SEIFRIMER M B 2R IRAE MCHC)  [§ £ (Hb><100/lt)

ek 7348 HE (BIRIMEHGEAS FCEBAR R
Wright-Giemsa &)

FOIRAR M EBK L2 Brecher £ Gills

Foboy iR (PT) FERRELAR H ik CA-1000 GREE[X FHE F)

EMER Y bovRTI2F VBERE (APTT) [8) s

4) HE{LF R
A OBEMIZE] Xk &, BIEOMEEE & CRINSMIOZET T, ETHZRL 26105
AN U EFIERERE LTHODTERLZMEIC2WT, UITOIEE#®%E L,



e H #; E & (C R

REHEE Eoby bk BOAREEGE SRS
COBAS-FARA (p¥21)

TNTIVETE BCGi% Eill

BalaTo-NEE COD-DAOSi [a

TR E Thvatt-¥ G6PDHiE: Eil

FREZZEE BUN)  717-¢ G 2. DHik Eills

NI ViEE Jafféik (Rate) Eills

ALP#E M GSCCik Eill

GOT& M4 IFCCi%: Eill

GPTiE & il Eills

7 -GTPYE M 7 ~ThIIN-3-aEy-4-zbo7ol PELE R Sl

MR PR GPO - DAOSi% il

M) VR 7T EE B Sl

(Inorg. phos.)

IS -3 OCPCi& il

A/GLE E

TR L {1 /E Rk SAHEMESITEE EA0S (ALT)

HIYAEREE Eifl s =il

BREE il [&]

5) RIEFIRE

Bk, JETHZBROTRBRIEU THEBRZ UM L ORMER L7c&., FES X
UHBrARNICEEL., EBHOUTICRIRECERZHAEL 2, £z, KBEER
2ERHORETRL TENENOMENEEZEHI LT,

EE WM OE & E
Mo, OBE. BFRE. BhE. BafR. BB, BIE. MR, BRI, BE

MIREEIC 2 s, UTORESH A VWEBRTHE L TEELE, BRB X
URRFART7 VRICEEL (BEREE 0.1 M U VEEE10% L7 ) VB E
FRALL) TOMOBE - @G 0.1 M U VEEBHIO% K IL<Y VIBRICEEL
fro WiZ, HEWPERTROZHEO X NELIRE - #2377 ¢« VEEL THLY)
Lo AR EFUUY - 2O VREIERRIER Lic, £0%, XFEMEY AV T. HR
BB X OUABEREZ VR M SCEHABNOEMERE Y RE Lz, B5. Y
. b L UESIT. BEFRENSEE TR 5 A, YRAERES & USECHNICE
W ¥ OMERAEE I Nz, TRICIA T, 70t @F dPIRIYIC R AR
SNHRE - MBOEAEEH L. ElEREYT- 1.

UL ORISR S VIt MIREREOERD &, WROE. . B, E5X0K



REEH. HOBES JURRLACEBYERS LOBENEDLNAEN,/BD SN
Teth, REGAEEAZEMERL, TNOoDH/E - BRI VTR, 2 0BEM¥RE
FERELI, o2, BRICOVTUL, BBHERSHOBRERILEDREEASXBE L
L TEh s e 2 e o@floNv ) v 7V —REERER L, HlymEeeml
[f

W & - R # 28 E - # #

Mo . IR, FEEk . BRER, BFARIR. LR/MA, DR TE. JEX, A ATRE* .
BhEe . MER. MM+, BB, B, +21EB, =B, OE. 55, BB, BB,
FE e, M EfRR . BISIER, AREE. BRE x, FE| BE, LR, BEIL. TRV L/ VHED
PRRIRR Y v/xEl, BARAD CTRERR) | AFME, KEEEEHE. . TR, T TR,
&H. BB, KR, N—F R, BB, REL

7. T— YL

RE, BEEL O UCICERRIPOMKRFERE., EEFRESLIUVREERR, B
IEIES K BREREERD -, £ ARBEOBAINBHEZEDTIHLU LS -1
1HEE. Bartlett OHEIZ L D BHO—HEIZ O WTIRE (BEKE: 5%) #1T-
oo DED—HTHEGECE—TEEEOSBAMZITO., BRHICHEM (BE/KIE
t 5%) HERHSNTIBEIE. Dumnett EICK W BERERITo/2, Fo, DED BT
EWiEE L. Kruskal-Wallis OIEA&E 2470, BEICERYE (AE/KE : 5%) &
B onGEIZE, Dunnett BIOREETHELREZIT-72, BL, WThHDETH
A0 Lo 2BEITIE. Bartlett RICTK AREIZITH T Kruskal-Wallis DJE
MEZITV. TOMR, BRICBEMEARYD SnGEIcid, Dunnett BOREEIC &
hBEHE®IT-7/z, — 5. RREANBEZ 3D 2B LB -581013, XIREE & #H%
MERSHOFIHEDZDRE L, SO FIGES L IREREEZ ROIR, FRIE
(BEKHE : 5%) 270, FNEDIBA I Student O tIREE. AESTHDBE
1213 Aspin-Welch Ot REFZEF*HOWTHEEEREZIT>7c, HL, EBOHDEFTH
B0 LB, tRERERL AL -z, o0, RIEBABKFERR 7L — 5
(JL7z5— %1% Mann-Whitney @ U ME (WRE) Eickb, £/, BEIL-F
DEEHEL Fisher OEEBRERMEEICL D, NRELHEBRDERSH L OMOBE
EWEEITo72 (BEKE: 5%) .



(45 £l

1. SET#I (Table 1 . Appendix 1)
582100 5250 O, 500 mg/kg HEHFHOHEIOFIF 4 FINFET L. £/, HHN
BEFCIRRE L 72 o o728, Y BER L 12,

2. —fRIKRE (Table 1 . Appendix 1)

500 mg/kg 5SBEDMEM T, REF 1B o 3BIC, EHEOET. BiRD 50 I3¥
ORI NID, CNSDIERIVWITNSBREBRICTHEAR L, /o, 58 3 EL
feiz., MM S SRS > BERERITHIAOND LI IR0, HTIRR5H20H LI
RIS 5 W IZGREMER NS S, FRORIE L7-F TIIFET H 5 WITHEFEIREE & 72
27z, TNODFITIE, BERNHOND KIS EMERMID 5 WITHEVIERZ & D
FRIRERK. SBEL. A, HEOEN., BHERBORD, YELLEDERMMIMEL TED SN
foo Z O, 500 mg/kg S TIE. HSMRPICAEIERNICRE s Nz, 2hoo
FERIZINA T, BEHHP. 100 mg/ks DL EOBREBICHENIBD SNz, TRabL, #
S BB OGRS, 500 ng/kg REBEDMEHELH], 100 ng/kg B SBEDHRE 3 HI. M2 HlIEE
»ohiz, 500 ng/kg TGS TAHONIREIL, B5% | B EMELTHONBZ L
B, Ele, BEVHLSBERINFZE LY, BSHMOFIE» oA SN, B2 H),
M FI TR SR IR EEE LR ICRBDoNE L bdH o7z, —FH. 100 ng/kg #*
SETHONRRI. WINHIRER | BRRLRNICHRT 5 —BE0 b0 TH -7, &
H. 100 HXU 500 mg/kg |EHTHONITEIL. BRICE > TIIREREORED
BRTHONE T EDH Tz, EHIZ, 500 mg/ke HGEOMTIE. BEBK AL SRIC
LBEEZONATHEEZHPLE LABEDTNL Ao, 2 FTIEERBRIIMR T B
¥ TR L TRR® oz, £Df, 500 mg/kg REBFDME | Hl T, IRERAPADEEFBOME
RN ESEBI4EDI G23HICMNTTH SN, £, 20 mg/kg BEBOME 1 flTiE, By
ILEBbDEEZ OND LEEYEO BRGNS REEUHLEICRED S,

3. #k% (Fig. 1. Table 2. Appendix 2)

500 mg/kg WEHOETIE, REBISHLUBOFEN MR & KK L TREREELZ R
Lictt, MoBBMERSH T3, BEHMD, NRFEOMICAENDFRLEZZRD S



nighotz,

4. HEEE (Fig. 2. Table 3. Appendix 3)

500 mg/kg HLIHF T, M & LIH/EFE | BAOFREEBINRB LB L CHERKEL
mLU. &z, TRHFEFLADEHEELAERMBIETH > 7/213H, HTRRSGHEIAD
BERVAEABEZ R LI, TOMOFBRNERSH T, BHEHHEP., HBHFE O/
ICEHEEDEEREZIZD oNd -7,

5. FRZEFRR (Table 4. Appendix 4)

KRE5HB2UBDORAETE, 500 mg/kg RERFOMME S LIR pH AMEWEARIIZSH b, pH6 L
THERTHIL, KB TIIMHES 105 HED | flTh>7cizxi L. 500 mg/kg ST
(253 Bl 2 . HEIOFIh 6 BT - f, Fio. MIBRFORE | . 500 mg/kg X5 BEDIE
2Plcid. RBOKIGHBY TH -7z, £/, BEFIOBOMETIE., SHEFEH L L.
SRR & WERMBER S EOMICE LV ERED Shd - 12,

6. MKFEIRAERTR (Table 5. Appendix 5)
1) H5 AR TR

100 mg/kg S5O TIE, ~< b7 )y MEDHERRED &R MK M EREE D
BERLERNS O, TIPRMRMBRERIL, 20 mg/ks REHOETHHER L
EREDoNtz, b, BTRESHBKTEOOWINOKREEBICSWTH, XEHL
wEMERSHORIcERRERRED SN h T,
2 ) WIEABRAIRM T

WEBMBRSHEOM T, FNKE. MBRESLUAT 7Yy MEOBELRERDH
R snt,
3) UEER

RSP omEERA TIE. MRFRERRIC-EDEADCELZED ONZD -
AR

7. LR ERRR (Table 6. Appendix 6)

1) 5 HARE T8
WERMER S W CHEREENHEBICIRELTCLR L, 3405, T 20 BLV



100 mg/kg 258, £/, HETIE 100 mg/kg LEOBRSBIIBWTHEEEEORE
BEENBHON, 500 mg/kg HEBHOH I HITHELLBWEXRRLA., 7., 500
mg/kg WEBOMTIE. TLTI VBE. hY T LERE., v-(TP FHOFEL LR
BB o Ed, REEZREOFERETIED SN, T Dfth, 100 mg/kg 5B D
TR, 7L 7F= Vv BREOFERETIRD O,

2) EHERBRHARE T ¥

BERMBELSBHOM TRERBEORRER EENAONIED. VLT F=VEEDR
B LRE PT EMOFBERETIED Shiz,

3) YLEERM

B SR P OTEERS T, RSB TRORE LERRICERREOZEL W EER
Honfidh, MOBERLFVHEMAICH >/,

8. MEFIRERR
1) 88E&E (Table 7, 8. Appendix 7, 8)
(1% 5 BARTHE T e 5 1)

100 mg/kg R EBEDOH S L U 500 mg/kg REBDME T, FR DM H L UHE
BEEHICHEELEMY S o0, 100 ng/ks BEBFHOMETIT, BNEEOFELIEINH R
Hohiz, 500 ng/kg HE5HFHEOM TR, BROENS I UENEROFEZMMA
Ao, 100 ng/kg REFHEDHETIZ, NERBOFELENNRBRD Sz, DM,
20 mg/kg BHBHOMETIE, MEORNERIC, 72, 500 mg/kg HE5BE DU T,
DOENEZIC, TN ETNFEREMNIRBD o,

(2)E1 18 R B R T B

WERHERSBEOM T, ROBMERICARRKEDAS SN, Od & URFR O E
BEEICABEREMNRY o,

(31678 R

BSHEFoNEERAICH TSR EEE TR, RS JIOUBREEMEML ., BKE
EMEEOIMERICSH > I PAMIE L WAL o high -1,



2) WIRFrR (Table 9. Appendix 9)
(DI 5 AR T B RE &

IREMIROREIEL 500 mg/kg RSB 1 I M2 Hl1c, BREOBEHEAD 500
mg/kg HEB O | HlIz@BH oz, £/, FHOKEAS 100 ng/ke 258 D5
FlzEBd o,

()15 S BR HA R T B

SRR DEE RS 500 mg/kg RGEED 1 PlICB® o,
BFELHI 5 & UL BER b

BEEANEHNSBHDMIZETH A WITEER L 9F0I 5, 4flTRFEIBEL LT
BERROIRES., £/, Mo 4P TIREMEOREELED SNl £z, HiFO/)
BIEA 8 Bl MBS 4 PlLCBEI N, ZoM, BROXELLFOBESESENETN
2PlcED oz,

3) HEFEmERR (Table 10, Appendix 10)
(F5: 5 HATRTE 7 B RS

T, B o BEQ/NER ORISR (Photo 1) 4% 100 mg/kg LA LD
SRt IcEBEI N/, TR, RBIRTE. RRICEMD OBRELZEREN (Photo 2)
A 500 mg/kg G OKE | Hl, WS HlIcEHEINL, BETIE, NTYFVY VA
A% 500 mg/kg ¥ 5 EEDM TIEsE L 7z, FR T, BIRUOEHEE OEHEH 500 mg/kg 15
B0 1], 100 mg/kg 5BED 2 FlIcBE SN, 500 ng/kg HEBD | FITIIIER LIKE
PRI ffRE A ontc, BIRICIERRREED onid -7z, FTE. BHLHT
BREOBAZRR A 500 mg/kg HESBEOH | Fl. M2 FlH K0 100 mg/ke HEFHD
1 FcEDENfc, T oM, Table 10-1-1 B &V 10-1-2 RTHARHIEEI N
fetd, WIN LR LRI TEDEES S VEIRRICAEZDH 2R{LTRAD -
foo 8. WIRMICHES » onfcEMuomR e LT, RENEORENERZE I Nz 500
mg/kg S REDME | FI. ME2HIDH B, M 2 HITIIRE ORIREFRE I 4F FIRDZHE AR
Hon, BEOHEBSIBEEIN 500 mg/kg HEFHOM | flTid. REMEDH
MABEBaNni, £z, OBEANBREZE X 100 mg/kg EFHOH | HlTiE.
ZOIc—H L THRORBEHMAS SNz, MOBREIMIEEIRDSNEH -
72



(2)EI{ERER AR T BRI 61

TR, BRBRYBERSBICANED T VILEOENEH S, £/, WIRIILH
ENAHOSNIEMORRE LT, BEOREBRMRES N HRYERSHO | flTid,
HAOBMAMMAREIN, BE. RSN TRICKBHERSRETH SN FHE
O/NEFOHEDFFHIRRIEA 5 & Ul O ZE . RERBRHER TROBRE IV
LEIEXNngd» o7,

(3BETH B & U HTEEREH

RT3, BMD SBE L/ NER OO FFHERIAE KA 8 Bl & 7o, BRI FIARE B M
DARAHEL 5 BlicEB Stz, BTiE. BERTER. RRDBMD SEELREREML T 6
ZEEan, BETIE. BEAFTENIMICSOoN, BRSO OBEDOANED T Y VILE
B8 Bl Shfzidd ., HAEMIE | fEREEDOSNED o7, BRTR, BFHED
Z# (Photo 3) »8PlicH LN, TOREEIHEE 1M, BMTHTH-7, HRE
FhTiR., EREAOHMABEN2FICH SNIED ., BTROBLF 2HlcRD Sh
7= (Photo 4) . B TId. B SBREZFIBTREDOBIEL 8 flIZBHEI NI,
HIE® 5 WIRBREOU S A A I, FiBHREAEQFHEREED 1§, IREHERE
AR DIFPIREMEH 6 Flick Sh, HWIRMIZORSEENS Sl 2 fidh | § T hfikiE
AR Sz b Appendix 10-3 IRTFARVBE I N,



BCP #2a— Uiz LT, 20, 100 3 & 500 mg/kg DHEBETHBED Sprague-
Dawley 7w MI2BHMIZ Oz THAHRROEFE L. £0RI4ABORERBEIRK %
T,

TR, FTELUTH., . BEPIUEMRATHBYHEZS ICERLIZEZX 00
AEMEASEL, 500 ng/kg XS HOBIIIFLTFILS OGNz, T7/2bB, 500 mg/ke
BEROME T, HEHBORI¥IC. FHHOKT. BRD 5 VIZFEEIRESH, £
D%, BIEOS| > BERERITHAAONS L2 b, ETRIFTE0A LM, Mtk
H5VILHELEENS SN, BREOERE LI TRIETH 5 VIERRELE L 72,
DOfth, S EAMIC. 100 mg/kg LA LDBRSRBECIEREA . £/, 500 mg/kg 5B TR
RENREIN, B 500 ng/kg BEFOREIE. B5% | BRI EHMELTHS
NaFIHNEN>Fz, TNCOFRRICE#E L 722{bE LT, 500 mg/kg 5B TIE. LT H
ZNEYAREREIEZD, ML LERTES 5 VTHEKRICEREEIBD SN,
o, MoORIERB TR, RE2DIE LB, RidofERITHEE L. BIERBR TR
FloROMEFEELRL Lich, HFHRETIEERRS L o7/cZ bh o, METIIHH
DRI ETH 5 2 EAMER I N/, BB TS LD, BCP #E5ICL D, M
DREAA VEENEFLTWELEZON, WHh ST 0 LhEDREEMELH 208, —
BRIZEAEMII RN EOREE X HEEHMET 2 L aNTHH ., SES SNIEBE ) RO
BERSHIoRV, Tl KPS, BP LEKSN Oy AT oV 0—18TH S
1-bromopropane DR AMRFRIC L D RFAMHITL /IR T AL F v LHilROEMEEL S
EEBHLMILTVEA, TOEREEBFENE. SEORBHERE—H L AL,

FFRICET AR & LTI, 100 mg/kg KL LOBSBECHEM & L FIREEABINL . /)
B OGO ANEREZ I N, EFRERR L LTE. 500 ng/kg RSB OMT
TLTIVEEMEML. v-0TP EHEOEEARASNIN, WThEELE L TR,
BELILOTH -1z, £, HoORERRTIE. FEOBENEZEOEMIES S i,
REHRRTRICA oNMO BB onadh -7z, ThoDFRAOMRES L UREE
Mz onwTid, ARBTIRIAOSHIIT S LI TEAD 57H, BCP B5I2L ) FE~D
FEIRHAELDEBEIZONS,

BRI AR L LTiE, 100 mg/kg U LDOBRESEFTHMEDOEHMNDH 0. 500



mg/kg G TIE, HBEIAERNOMIIER LB THORDHIRD SN HH0S - 12,
BCP dHLEX FEIC SMix #MARBMERLEOERFERBIIBETH Y,
Flo. naF AL TooN i, Ty ORI DN BEREICER T 2ELERI T2
EBHISNTWAY ZEh o, KRB THONIHES LUME L AORRS . HBRYE
BEICENRTAELEZEA OGNS,

MEFEEFRR & L. REMK TR T, 100 ng/kg R5HOBIz~< 7y
MEDFED &R MKMNBRRED ERENED oNlz, £/, BTIIRSHAMK TEIC
W MBEFARER RIS D > 72 A%, [EHEABIARE TR OME Tld, FiEkE,
ZEBLUAT L2V MEOBADARBDON, ZhonEICE#EL T, 500
mg/kg BESBHOBE TIIANE DT VikEDEHENS SN, BEIZIIZ(LERD SN
Birofz, NnaX LT O—TH B |, 2-dichloropropane 5z & b, I
RV FAUIMMET L. BAEL S EHEEINTH LY | SERGHMKTE®
100 mg/kg WEFH DML LURIEARBHERTROMTAH ON/BEMATR S BP 5
W& BBEMAERRRNEEZONS, BB, EWEKTRIC 20 ng/kg BEFHOM#T
L FMERNERBENHERZ LENS SN, FRMBREUTBEE DM LR - T
e D SRS ICLIHEBTHLIOENIFATH 512,

o, MAEROEEREHFMEAHRBICEFELT LR L, BT 20 ng/kg LLE.
T 100 mg/kg LEDOHRETHEEZNEZEDH oM, 500 mg/kg MESBETIE.
150 mEq/L Z#BX ABAELH >z, BET AR L LTiE, 500 mg/kg REFHOMTIZ.
hULEEDOERENAON, Fo, AT, MELLBRSFLIBACKRELLZRD
pH (HENMERICH > 7. BERBEEOREICIZ. M4 vEREZA VN, 20oHERE
REAAVFIVEEEZTLILNMONTVEY s, BEBEOHWELR
LicflomiiconT, 4143 v 702 b 77 7%Ic kb &4 4 VBEOBRZ Lz, £
DIER. ZEORFA 4 Mt an., AEB TR o/ MPIERBEREMED L7
CEERATUNEELLOLHBE L, Lt > T, BCP HE5iIckVIhDRSE
AAVHHEML, BREMTIIRRAAA VOB E 672> TKRERM 2 v ot IEL T
FRD pH DMEWEZRLIZLDEEZSNS,

FECHIH L CYEERGIZ Fic. FiEMEOBERKR. 518 H 2 VIRBEREOUS A,
BHIEEEROFHIRORBER EOmENMED N, CNOREHER LIS
DFRIVEE CTHofcZ & o, BEBFORBMICERLIELEEZ SN B,



Zo0fth, 500 mg/kg 5T, EICHVTERSEISHLUBOEREIZRD 5 5 W i3
Hsson, HiEe HE5H 1805 2 HOBEEMKETH -1z, 2 s5DELIE.
A D—RERREDFERICBI#E L7 E(LEEBEZ 6N 5, 748, 500 mg/kg REHDMIZE
T, REBIBOBEENHELZ /R LA, AREISENMEO A 5NV LS ZIE
LEDOBIIC L 50[EEMDSH 5, 7z, 500 mg/kg HE5BHOMTIIERS L UORBE
Bz, 100 mg/kg HEHOETIBRERIC. ThEniEinns Shfzd, Wbk
FHRECTIIHEETA2EMS/BHONT, CNODFEDEREINOKRIL, ARETIHIA
OMMIT B ERFTERD ST,

oMo, B FRERES LUREBEEET, XRH L HBRYMERSHLEOMICA
BESROONTEED S -1’ MOBERRA LA -Tc &, ARIREEDH AE1L
TR ERBEDS, WRPARGICRE L EL TRV EEZ SN,

HUED &Iz, BCP DRIERS LD, 500 mg/kg DAETIE. BOBKTE., KK
ZERENNS SN, B TIIEREOMRIERE R UIKIZET Lz, 72, 100 mg/kg LI
EoOBRETE., HHEE LFBONEROEOFMIBIEXNA S, TIIHEEE OFHY
Boohiz, TOMBMFARNPA SN, BEOANEDTY LILEMEELLL, 2hoDl
Eo, RRBEMTICH TS BP OEFERT, ML b 20 ng/kg THHLEX
5 b,
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Table 1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP im rats

Clinical signs in males

Dose
(me/kg)

Clinical signs

Initial
number of
animals

—

3
[
F
wn
[or]

-3
oo

[Ne)

10

11

12

13

Number of animals with clinical signs
Day of dosing period

14

15

16

17

18

19

20

21

22

23

28

Day of

— recovery period® —

1~10

1112 13 14

Total

Salivation occurred just 0

10
5

- - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - 0
after administration 20 e e 0
(disappeared within about 100 5 = - - - - - - - - - - - = = = - - - 1 - - - - - - 3 21 3
one hour) 500 10 12 2 6 4 8 6 4 9 7 45 95175233 11421111 10
Salivation occurred just 0 10 S T R R T T T S - - - - - 0
after administration 20 5 T T R S S S S S 0
(contjnuously observed 100 5 - - - - - - - - - - - = - = - - - - - - - - - = = === 0 .
for about one hour or 500 10 - - -2 2 - 2613%%635159%3581717°¢614------ 10
more) .
Salivation was observed 10 R R - - - - - 0
about one hour after 20 5 i e T S S S S S S S A S 0
administration or later 100 9 - - - - - - - - - - - - - - - - - - - - - - - = = - - = 0
500 10 - - - -1-==-=--=-= - - - - - - - - - - - -1 - - - 2
Decrease in locomotor 0 10 R R T T T T e S - - - - - 0
activity 20 ] e e T T T R T 0
100 5 e L B S S S S S 0
500 10 tr 3822 ---2--212----1=-=-=-- - - - - - - 5
Eyelid closure 0 10 e e e R S S T R R R S - - - - - 0
20 3 T T T T R R T 0
100 3 e T R R T T S S S 0
500 10 1212 - - - == - = - - - - - - - - - - - - - - - - - 3
Incomplete eyelid 0 10 e e T S S S S S - - - - - 0
opening 20 5 T I N T SN 0
100 5 e e R e )
500 10 -11---=-2--213 --=-=-1=-==-=-=- = - - - 5
Lacrimation 0 10 R T T T R - - - - - 0
20 ] T e R N 0
100 5 R T T I I I 0
500 10 - - -=-=-=-=-=-1=--11-=-=-=-1==-=~-1-1=- - - - 5
Scratching 0 (I T S - - - - - - - - - - - - - 0
20 5] T S I R N S 0
100 5 T e e 0
500 10 - - - - - - - - - - - - - 1010110111011 75421 -11 10
Prone position 0 10 e e - - - - - 0
20 5 e R R T S T S S T I SN I S 0
100 5] e e e T 0
300 10 - - - - - - - - - - - - - - - - - - - 11=-=-=--=-=-- 1
Cumulative number 0 10 S S T S S N
_of death/ 20 5 R e T T R T T T
moribund sacrifice 100 b e e T T
500 10 - - - - - - - - - - - = - - - - - - - -3%56 389999

a), recovery test was performed in 5 animals of

- no animal showed the sign.

the vehicle control

group.
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Table i-1 (continued)

Twenty—eight-day repeat dose cral toxicity study with subsequent

Clinical signs in males

14-day recovery test of BCP in rats

Clinical signs

[nitial
number of
animals

1

oo
3
-
[Sa)
o

-3

Day of dosing period
9 10 11 12 13 14 15

Number of animals with clinical signs

16

17

18

19

20

21

22

23

oo
-~

Day of

— recovery period®’ —

1~10

111213 14

Total

Side position 0

10 e e e e S S T R e S - - - - - 0

20 ] R e R T 0

100 5 e e R T T T R S S S 0

500 10 - - - - - - - - - - = - - - - - - -21111-=-=-"- b

Labored respiration 0 10 e e T R e T - - - - - 0

2 5 T T R T 0

100 5 R T e T R T 0

500 10 T e T R A 2

Clonic convulsion 0 10 R S R S N S N S - - - - - 0

2 5 et T T 0

100 b e T T R e e R 0

500 10 e e TS R AN S 2

Tonic convulsion 0 10 S e T T R R T - - - - - 0

: 20 b] e e T T T T T N S 0

100 5 T R 0

500 10 - - - - - - - - - - - - - - - - - - - - -11111~=-"--=-- 4

Hypersensitivity 0 10 e e e T T - - - - - 0

2 3 R R S I R S T S 0

100 5 e T T 0

500 10 T T T e A S 2

Emaciation 0 19 e - - - - - 0

20 3 T T T S T T R 0

100 3 e T T T T T 0

500 n - - - - - - - - - - - - - - - - - - - -2111-~-=- 5

Soiled fur 0 10 e T T T S T S N S S - - - - - 0

20 5 e T R T T 0

100 5 e T 0

500 0 - - - - - = - - - - - - - - - - - - 222111 ---- 6

Decreased fecal volume 0 10 e T R R T S T - - - - - 0

20 9 T e e T S 1

100 5 T T 0

200 10 - - - - - - - - - - - - - - - - - - -111=-1=-=--- 4

Piloerection 0 10 e T T T I - - - - - 0

20 3 T T T S S 0

100 3 e T 0

500 10 e e D S R S 1
Cumzlative number 0 10 S
of death/ 20 5 e T T T T R T
moribund sacrifice 100 5 e et S S T S S S
500 10 - - - - - - - - - - = - - - - - - - - -3 56 89999

a), recovery test was performed in 5 animals of

-, no animal showed the sign.

the vehicle control

group.
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Table 1-1 (continued)

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Clinical signs in males

[nitial Number of animals with clinical signs Day of
Clinical signs Dose  nurber of Day of dosing period — recovery period? — ——
(mg/kg) animals 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 I~10 11121314  Total
Swelling of head 0 10 T e T T - - .- 0
20 5 R T T T 0
100 5 N L R I R R 0
500 10 - - - - - - - - - - - - 111111171111t ----- 1
Malocclusion 0 10 T T T - - - - - 0
20 5 - - - - = - - - - - - - - - - - - - - - - - - 11111 1
100 5 e T e T T T R R R 0
500 10 R R A R T S I T S S I R 0
Cumulative mimber 0 10 T T S
“of death/ 2 5 T T
mor ibund sacrifice 100 5 T P S
500 10 - - - - - - - - - = = = = - - - - - - -3 56 8 99 99

a), recovery test was performed in 5 animals of the vehicle control group.

- no animal showed the sign.
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Table 1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Clinical signs in females

Clinical signs Dose

(me/ke

)

Initial
number of
animals

[y

[

-

w

o

-3
oo
(7=}

Day of dosing period
10 11 12 13 14 15

Number of animals with clinical signs

16

17

18

19

20

2l

22

2 AU

2

3
8

Day of
— recovery pe
i1 12 13 14

1~10

[‘i(ﬂ‘) PR

To

o

al

Salivation occurred just 0

10
9

- = = = = = m a a e e e e e e e e e e am e e e e =2 — - - 0
after administration 20 - - = = = - = e - - o4 e o a4 e e o 4L 0
(disappeared within about 100 5 e R e 2
one hour) 500 10 1 1 2 6 6 8 4 7 45 4 5 6 6 4 6 4 4 5 6 85 8 5 5 7T 6 5 - - - - - 10
Salivation occurred just 0 10 e et - - - - - 0
after administration 20 5 T T T T T T 0
{continuously observed 100 5 T T Ut 0
for )about one hour or 500 10 3 -2 11 -3 2 6 3 5 4 4 45 4546 3 3 2 31 3 53 45 - - - - - 7
more, ] .
Salivation was observed 0 10 R T - - - - - 0
about one hour after 20 5 T 0
administration or later 100 5 - = - = = = - e - - e e e e e e e e m e e ..o oo 0
500 L T L U - - - - 1
Decrease in 0 10 T T T P - - -~ - 0
locomtor activity 20 5 e T T N 0
100 T T T 0
500 W 2231 - - - - -1 - 13~ - =1~=-= - - - - - - - - - - - - 6
Eyelid closure 0 T eee——S— - -
20 I e e T TN I S 0
100 I oo
500 W 2 2 2 - = = = = = = - = - - = - - = = - = = = - - - - - -
Incorolete eyelid 0 10 e e S S S T S S S - -~ - g
opening 20 5 R e S T T T ]
100 R oo
500 W - - 11 - - - - -1 = 13- - - -1~==~= - = - - - - -
Lacrimation 0 10 T T T - - - - - g
1%8 g .- - - ---o--ooooII 0
500 w ------1111-21-1=--1=-1=1~=--=-1=-=-=-- - - - - - (
Scratching 0 10 T T T e - - - 8
a 2 ... I II.CIcIIILIIIIITIIcoIcIccs 0
0 W - - - - - - - - - - - - - - 1010101010100 10101010 11010 S
Soiled fur 0 eSS - e
A 2 I ... ...l IllITIIITTIIicicc 0
500 W - = - = - = = - = - - - - - - - - - - - - - - - - - - 5

a), recovery test was performed in 5 animals of the vehicle control

- no animal showed the sign.

and 500 mg/kg groups.



Table 2-1
Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Body weight changes in males

Day of dosing period Day of recovery period
Dose
(marskg) 1 4 8 11 15 18 22 25 28 1 4 8 11 14
(10) (10) (10) (10) {10) (10} (10) (10) (10) (5) (5) (5) (5 (5)
0 145.7 169.1 201.4 223.1 255.5 279.5 313.1 334.2 355.1 371.8 393.5 415.9 434.9 448.2
7.1 7.5 *9.9 *12.9 +18.3 x22.3 +28.3 +31.5 *32.9 +37.9 240.6 +44.9 *47.1 $52.0
(5) (5) (5) (S5) (5) (5) (5) (5) (5)
20 146.1 169.1 203.5 224.7 254.2 274.8 300.9 314.0 331.2
2.3 6.0 %11. $15.4 +21.4 +25.6 +30.6 $34.9 +37.6
(5) {5) (5) (5) (5 (5) {(3) (5) (5)
100 148.8 173.2 212.6 238.7 278.6 305.9 339.7 361. 381.5
+5.8 6.1 +9.0 £8.4 £9.0 211.1 *13.8 +16.6 $18.6
(10) 1o (10) (10) (10} (10) (6) (2) 1)
500 146.3 161.3 188.9 208.1 231.9* 242.7*% 247 . T** 243.4 %% 276.3
*6.4 £7.6 *19.7 +19.3 +24.2 %22.9 *17.6
Parameter. mean(g)+S.D. *, significantly different from control. pP<0.05
( )., number of animals =%, significantly different from control. P<0.01

L e
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Table 2-2
Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recoverY test of BCP in rats

Body weight changes in females

Day of dosing period

Day of recovery period

Dose
(mg/kg) 1 4 8 11 15 18 22 25 28 1 4 8 11 14
(10) (10) (1) (1) (10) (10) (10) (10> (10) (5) [§-3] (S) (§-3] (5)
[} 127.2 142.5 159.7 168.9 179.1 188.7 198.7 206.3 214.0 212.4 217.3 224.4 230.0 239.0
5.4 6.9 8.8 $10.2 $13.3 +14.9 +17.4 +17.2 £19.3 $13.4 *15.1 +20.7 218.7 +19.6
(5) (5) (5 (S) (5) (5) (5) (§-2] (5)
20 129.0 144.2 165.7 176.7 189.1 201.9 216.6 225.3 234.5
1.3 4.6 5.1 6.0 25.6 6.4 +9.7 +12.0 215.5
(5) (5) (5) (5) (5) (5) (5) (5) (5)
100 124.8 139.8 157.7 168.5 180.0 189.5 197.1 207.3 217.3
3.9 4.5 9.4 £13.5 $16.2 t16.2 £17.5 $20.5 x22.4
(10 (10) (10) (10) (10?2 (10) (10} (10) (1Q) (5 (5) (S) 5) (5
500 126.4 138.0 161.3 171.1 180.2 190.6 198.1 201.9 206.9 200.9 199.5 206.5 210.7 219.5
+*3.7 +6.4 +10.3 *31.1 +11.7 x17.8 *16.4 x319.8 £20.0 +21.0 *22.5 +22.9 +22. +21.8

Parameter. mean(g)iS.D.
). number of animals
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Table 3-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Food consumption in males

Dose Day of dosing period Day of recovery period
(mg/kg)
1 8 15 22 1 8
(10) (100 (10) {10) 5) (5)
0 20.9 22.3 24.1 27.0 30.5 32.0
1.2 +2.3 2.8 $3.2 4. 4.0
(5) (5) (5 5
20 19.2 22.1 23.6 24.0
*1.1 +2.8 *3.3 *4.2
(5) (5) (5) (5)
100 18.9 24.4 26.5 28.6
+0.8 *1.4 1.7 3.3
(10) (10) (10 (5
500 16.6** 22.8 24.0 14.6*%*
+2.4 +3.7 2.5 +8.1
Parameter. mean(g)+S.D.
), number of animals *%, significantly different from control. pP<0.01



i Table 3-2
; Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of BCP in rats

Food consumption in females

D Day of dosing period Day of recovery period
ose
(mg/kg)
1 8 15 22 1 8
(10) (10) (10} (10) (5 (5)
0 18.0 17.2 16.3 17.0 19.3 21.9
£1.6 1.7 2.3 2.2 3.4 *1.6
; (5) (5) (5) (5)
. 20 i7.4 17.2 19.3 16.7
; *1.1 +1.8 £3.1 *0.6
: (5) (5) (5) (5)
100 16.2 17.8 16.1 18.6
*0.8 +2.3 *2.4 +3.5
(10) (10) (10} (10) (5) 5)
500 13.2%x 18.8 19.7= 17.9 18.8 19.5
2.3 £3.1 3.3 +3.3 4.8 *3.4
Parameter. mean(g)+S.D. *, significantly different from control. p<0.05
), number of animals **, significantly different from control. p<0.01

—08
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Table 4-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Urinalysis in mles and females on day 24 of dosing period

Murber Color®  Turbidity” ™ Protein® Glucose? Ketone®  Bilirwbin®  Occult blood®  Urobilinogen®?
Sex  Dose of '
gke) animls Iy vy yp — + H085606570758085280 — + + H 4 — - *+*+H - 4+ - + HHH + 4+

0 10 910 100 000021124 00820 1 2611 9 1 100000 9 1

2y 5 500 50 010130000 00320 5 0320 5 0 5000060 5 0

e 100 5 320 50 000112010 00230 5 0230 4 1 50000 5 0
0 3 210 30 011100000 0O0O03°6O0 3 0210213000>0 2 1
0 0 901 91 100142110 432201 10 6 400 9 1 90001 9 1
2 5 410 5090 001120100 211160 5 2120 4 1 50000 5 0
Femle

100 5 500 50 602100101 11210 5 2210 5 0 50000 4 1

0 10 10000 100 015310000 32410 10 5500 10 0 80110 10 0

a ly. light yellow; v, vellow; vb yellowish brosn

b) — negative; = trace; + slight; ++ mderate; +-++ marked

¢) —negative; & trace; + 30 mg/dl; ++ 100 mg/dL; +++ 230 me/dL
d) — negative

e £01EU/L; +LOEU/L



Table 4-2
Trenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of B(P in rats

Urinalysis in males and females on day 10 of recovery period

Nurber Color®  Turbidity® pH Protein®  Glucose?  Ketone™  Bilirubin®  Occult blood®  Urobilinogen®
Sex Dose of
mg/kg)  animals ly - 6065707580850 — = + # — -+ + - 4+ - +* + +
Male 0 5 5 5 0110201 0041 5 023 5 0 4 l 2 3
0 5 5 5 1 030010 23200 5 4 1 0 5 0 5 0 5 0
Femle
50 5 5 5 1130000 21 20 5 32 0 4 1 4 1 3 2

-8

a Iy, light vellow

b) — negative; = trace; + slight

0 —negative; = trace; + 0 mg/dl; ++ 100 m/dL
d) — negative

e) ZQ01EUL/d; £LOEU /L



Y

Table 5-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recoveryY test of BCP in rats

Hematological findings in males at the end of dosing period

D RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Platelet PT APTT
ose
(mg/kg) (x104 /mm3) (gsdL) (%) (fa03) (pg) (% (%) (%104 /mma3) (sec) (sec)
(5) (5) (3) (5) (8) () (5) (5 (5) (5)
0 690 14.8 43.9 63.5 21.5 33.8 3.8 100.7 16.6 19.9
15 0.3 *0.7 +1.3 0.2 *0.5 *1.0 +8.1 *1.5 0.5
(5) (5 5) (5) (5) (5) (5) (5) (5) 5)
20 725 1S5.0 43.6 60.2 20.8 34.5% 3.6 98.5 16.2 20.2
*21 *0.4 +1.1 21.4 0.6 0.2 0.7 5. 2.9 £1.7
(S) (5 (5) (S) (5) (5) (5) (5) (5) (5)
100 674 14.3 41.6 = 61. 21.3 34.4* 4.4 99.1 15.2 20.2
+36 0.4 1.3 2.8 0.8 £0.3 *1.0 7.5 $3.3 £3.3
(1) 1) 1) (1) 1) 1) (1) 1) 1) (1)
500 701 14.5 43.1 61.5 20.7 33.6 2.7 84.5 21.3 21.9
Band Segmented
D WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(mg/kg) (x100/mm3) (%) (%) %) (%) (%) (¢ 3]
(5) (5) (S5) (4=3] (5) (5 (5)
0 105 [} 7 0 o} 1 91
+g *0 3 *0 *1 ] x4
(5) (5) () (5) (52 (5) (S5)
20 97 ] 7 0 ] 1 92
221 *0 5 % 10 ] 6
(5) (5) (5) (5) (5) 5 (5)
100 103 0 5 v} [} 1 93
t16 20 *2 t0 0 3 *3
(1) (1) 1) ) (1) (1) (1)
500 92 o] 7 ] 0 1 92

Parameter., meantS.D. .
( ). number of animals

*, significantly different from control. pP<0.05
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Table 5-1-2

Twenty-eight-day repreat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Hematological findings in females at the end of dosing period

b RBC Hemoglobin Hematocrit MCV M CH MCHC Reticulocyte Platelet PT APTT
ose
(mg/kg) (%104 /mm3) (gsdL) %) (2an3) (pg) (%) (%) (%104 /mm?3) (sec) (sec)
(5) (5) (3 (%) (5) (%) (5) (5) (S) (5)
o] 691 14.2 41.1 59.6 20.5 34.4 2.6 99.4 11.4 16.7
22 0.3 *1.5 1.1 0.6 20.9 *1.1 +7.7 0.2 *0.9
(5) (§:3] (3 (5) (5) (S) (5) (5) (5) (§-3)
20 671 13.8 39.8 59.2 20.5 34.7 2.8 97.9 11.3 15.8
£31 *0.8 2.6 2.4 *0.8 $0.5 0.6 +5.8 20.4 0.8
(5) (S) (5 (5) (3) (5) (5) (§-3] (S) (5)
100 707 14.4 41.5 58.8 20.4 34.7 2.1 101.2 11.5 16.5
*46 $0.5 1.7 2.4 1.2 +0.7 *0.3 *5.6 0.5 *0.5
S) (5) (5) (5) (5) 5) (5) (5) (5) (5)
500 641 13.3 39.4 61.5 20.8 33.8 3.8 88.4 11.1 16.9
229 +0.5 £1.6 *1.9 0.9 $0.6 $1.3 *10.1 £0.3 1.3
Band Segmented
D W BC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(mg/kg) (Xx100/mm3) (& 2] (% (%) %) (%) (%)
(5) (§-3] (5) (5 5) (S) (5)
0 42 4] 6 0 0 1 91
26 0 4 1 *3 2 x5
(S) 5 (5) (5) (5) (5} (5)
20 a2 0 12 1 1 1 86
23 +0 +6 *1 1 2 26
(5) (5) {5) (5) (5) (5) (5)
100 36 0 10 1 0 3 86
¥11 20 *6 +1 20 2 +7
(5) (5) (5) (5) (5) (5) (5)
500 36 Q 12 o] o] 3 85
*4 0 x5 0 20 +]1 5

Parameter. mean+S.D.
( ). number of animals
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Table 5-2-1

Twenty—-eight-day repeat dose oral toxicity study with subsegquent 14-day recovery test of BCP in rats

Hematological findings in males at the end of recovery pPeriod

Do R BC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Platelet PT APTT
se
(x104/mm3) (g/dL) (%) (4m3) (pg) (%) (%) (X104 /mm3) (sec) (sec)
(mg/kg)
) (5) (5) (5) (5) (5) (5) (5) 5) (5)
0 749 15.3 44.7 59.7 20.4 34.2 2.4 100.2 17.1 20.4
28 0.5 $1.4 *0.8 $0.5 0.5 *0.6 £9.6 $2.3 2.6
Band Segmented
WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
Dose
{x100/mm3) (£ 3] % (%) (%) (¥ %)
(mg/kg)
5) (5) (5) (5) (5) (5) (5)
] 95 (o] 3 1 0 3 93
*22 *0 *2 0 *0 *2 £2

Parame?er, mean+S.D.

)} . number of animals



Table 5-2-~2

Twenty-eight—-day repeat dose oral toxicity study with subsequent l14-day recovery test of BCP in rats

Hematological findings in females at the end of recovery perijod

D RBC Hemoglobin Hematocrit MCV M CH M CHC Reticulocyte Platelet PT APTT
ose
(%104 /mm3) (g/dL) (%) (£m3) (P9} (%) (%) (x104/mm3) (sec) (sec)
(mg/kg)
(5) (5) (5) 5 (5) (5 (5) (5) (S) 5)
4] 752 15.2 44.5 59.2 20.3 34.2 2.4 96.0 11.7 14.4
*19 +0.5 t1.6 *1.8 0.5 0.5 0.5 $13.6 0.5 *1.9
(5) (5) (5) (5) (5) (5) (5) (5 (5) (5)
500 666 wx 13.5%« 38.7*x 58.0 20.3 35.0 4.2 101.0 11.5 14.5
*38 *0.8 2.5 1.7 0.4 0.8 £1.8 +12.3 *0.7 2.6
o
[«
Band Segmented
W BC neutrorhil neutrophil Eosinophil Basophil Monocyte Lymphocyte
Dose (x100/mm3) (%) (%) (&3] (%) (%) (%)
(mg/kg)
(5) (5) (5) (5) 43 (5) (5)
0 34 o} 12 o] o] 1 87
+7 *0 +7 0 *0 1 7
(5) (5) 5 (5) (5 (5) (5)
9 V] 0 1 89
500 22 28 5 SR 20 0 5

Parameter. meantS.D.

), number of animals

. significantly different

from control. p<0.01
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Table 6—1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery

Biochemical findindgs in males at the end of dosing period

test of BCP in rats

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
D protein cholesterol glyceride phos.
ose
(mg/kg) (g/dL) (gsaL) (mg/4aL) (mg/dL) (mgo/dL) {mg/d4dL) {mg/4aL) (mg/4aL) (mg/dL)
5) (5) (5) (5) (5) (5) (5) 5) (S) (5)
(o} 5.4 3.1 1.41 154 43 51 11 0.6 7.6 8.7
$0.1 0.1 +£0.12 *11 +9 18 *3 0.1 20.3 *0.2
(5) (5) (S) (5) (5) (5 (5) (3) (5) (S)
20 5.4 3.1 1.38 138 44 43 13 0.6 7.8 8.7
0.2 0.2 0. *14 t6 *15 4 $0.0 0.5 $0.2
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
100 5.3 3.1 1.37 145 40 37 11 Q0.5 7.6 8.9
*0.1 0.1 *0.15 *]15 8 9 :3 *0.1 *0.3 0.2
(&8 1) 1) (1) (1) 1) (L (1) (1) 1)
500 5.0 2.8 1.27 144 45 45 7 0.6 9.1 8.9
Na K Ccl ALP GPT GOT r~GTP
Dose
{mg/kg) (mEq/L) (mEg/L) (mEq/L) (U/L) (u/L) (/L) (U/L>
(5) (5) (5) {5) {5) (5) (5)
0 144.7 3.66 106.4 433 26 58 0
£1.1 £0.08 x]. *92 13 +2 1
(5) (5} (5) (S) (5) (5) (5)
20 145.1 3.84 110.1»x 374 25 56 0
+1.4 20.24 1. *63 2 7 0
(5 (3) (5) (5) (S) (5) (5)
100 143.8 3.68 117.3%* 407 25 54 [}
0.9 £0.21 1. *28 23 *3 ES S
1) 1) (1) (1) (1 (1) (&)
500 145.0 4.23 146.2 322 24 72 1
Parameter. mean:S.D. ., significantly different from control. p<0.05
). number of animals **x, significantly different from control. p<0.01
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Table 6-1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Biochemical findings in females at the end of dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
B protein cholesterol glyceride Phos.
ose
(mg/kg) (g/d4L) (g/4L) (mg/4dL) {(mg/dL) (mg/d4dL) (mg/dL) (mg/4L) (mg/dL) (mg/dL)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
0 5.0 2.9 1.31 116 39 28 15 0.5 6.4 8.4
$0.2 0.2 20.07 *9 *6 5 *2 $0.0 0.6 20.2
(5) (5) (5 (5) (5) (5) (5) (5) (5) (5)
20 5.1 3.0 1.49 120 42 25 14 0.5 6.1 8.5
+0.3 $0.1 *0.10 *5 £10 5 +] $0.0 0.6 *0.3
(5) (5) (5 (5) (5) (5) (5) (5) (5) (5)
100 5.2 3.0 1.37 117 48 25 16 0.5 6.5 8.5
0.2 0.2 $0.17 *9 15 *11 £2 20.1 0.8 0.2
(5) 5) (5) (5) (5) (5) (5) (5} (5) (5)
500 5.5 3.3* 1.48 125 50 28 10** 0.6 6.6 8.8
£0.4 :0.3 +0.19 +12 29 x5 *]1 $0.0 £1.0 20.2
Na K Cl ALP GPT GOT v -GTP
Dose
(mg/kg) (mEq/L} (mEq/L)} (mEa/L) {U/L) (U/L) (U/L) (/L)
(5) (5) (5) (5) (5) (S) (5)
Q 144.8 3.33 109.0 287 19 59 1
0.9 *0.27 £0.8 265 4 +9 x1
(5) (5) (5) (5) (5} (5) (5)
20 145.4 3.25 111.6 256 22 59 1
*1.3 +0.19 2.0 262 x4 27 t1
(5) {5} (5) {5) {5) (5) (5)
100 145.0 3.42 120.6%* 225 20 60 1
0.6 +0.13 $2.1 +29 4 +4 *1
5) (5) (5) (5) (5) (5) %)
500 142.9 3.80** 145.6%* 262 30 69 2%
£1.7 20.20 +3.4 *40 . *16 *18 21
Parameter. mean+S.D. *, significantly different from control. p<0.05

). number of animals **, gignificantly different from control. p<0.01
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Table 6-2-1
Twenty—-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of BCP in rats

Biochemical findings in males at the end of recovery period
Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
b protein cholesterol glyceride phos.
ose
(g/dL) (g/d4L) (mg/d4dL) (mg/dL) (mg/4L) (mg/dL) (mg/dL) (mg/dL) (mgsdL)
(mg/kg)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (8)
o] 5.5 3.2 1.34 150 49 59 17 0.6 7.4 8.8
+0.3 0.2 *0,17 $17 *9 £22 *4 $0.1 20.5 0.2
Na K Cl ALP GPT GOT r-~GTP
Dose
(mEq/L) (mEq/L)} (mEg/L) (U/L) (ur/L) (u/L {UsL)
(mg/kg)
5) (5) (5 {5) {5) (5) (5)
[s] 144.3 3.89 106.6 298 25 63 0]
+1.0 *0.21 *1.9 33 x4 8 *0

Parameter. mean+S.D.
( ). number of animals
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Table 6-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of BCP in rats

Biochemical findings in females at the end of recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inoryg. Ca
D protein cholesterol glyceride phos.
ose
(3 /ka) ‘(gs/dL) (gsdL) (mg/dL) (mg/dL) (mg/dL) (mg/aL) (mg/dL)} {(mg/d4L) (mg/dL)
m g
(5) (€3] (5) 5) (5) ) (5) (5) (5) (5)
o] 5.2 3.0 1.33 133 48 21 19 0.6 6.2 8.4
0.2 £0.2 £0.11 t £14 *1 :0.1 +0.8 20.1
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5
500 5.2 2.9 1.34 137 50 24 19 0.6% 6.9 8.6
*0.2 +0.2 +0.15 +12 *6 6 +2 +0.1 £1.2 +0.3
Na K Cl ALP GPT GOT ¥-GTP
Pose (mEa/L) (mEq/L) (mEg/L) (u/L) (usL} (U/L) (U/L)
(mg/kg)
(§-3] (5) (5) (5) (5) (S) (5)
. 3.47 112.1 236 24 61 1
° 128.% t0.12 1.1 277 *3 x3 *1
5) (5) (5) (5) (5) (5) (5)
. 3.75 115.7=» 219 20= 57 0
500 lgg.g +0.60 2.0 *51 *2 x3 %0
Parameter. meantS.D, *, significantly different f£rom control. p<0.0S

( )., number of animals *%x, significantly different from control. p<0.01
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Table 7-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Absolute organ weights in males at the end of the dosing period

Adrenal
Dose Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
(mg9/k9) ) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (5) (5) (5) (5) (5 (5) (5) (5)
o] 312.7 1843.9 579.5 1064.5 10433.6 2340.4 688.3 52.6 2888.6 628.4
$25.8 $69.0 +64.8 +132.6 +1025.7 $214.0 +141.7 +10.5 *340.5 *83.7
(5) (5) (5) (5) (5) (5) (5) {5) (5) (5)
20 304.4 1912.6 486.2 1032.3 10088.1 2358.8 622.3 48.1 2989.8 694.6
+34.5 +61.0 +69.0 +87.9 $1563.3 2242.2 +60.3 6.9 +211.0 *48.7
(5) (5) (5) (5) (5) (S) (5 (5) . (5) (5)
100 350.3 1931.4 795.2 1201.3 13195.9 x=% 2804.8~ 782.7 49.7 3137.0 674.8
$15.8 £68.3 £201.8 £69.4 +633.2 1253.0 +104.7 $6.5 $142.5 £20.9
(1) (&9 (1) (&9] ) (1) . (1) (&) (&9 1)
500 255.0 1729.2 425.1 993.5 10923.9 2185.2 516.3 54.4 2784.6 603.5
Parameter. mean:S.D.. *, significantly different from control. p<0.05.
¢ ), number of animals. **, gignificantly different from control. p<0.01.
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Table 7-1-2
Twenty—-eight—-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Absolute organ weights in females at the end of the dosing period

Adrenal
Dose Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
(mg/kg) (g) {mg) (mg) (mg) (mg) {(mg) (mg) (mg) (mg)

5) (5) (¢:))] (5) (5) (5) 5) (5) (5)
0 201.5 1801.6 451.9 702.1 5995.1 1508.3 447.0 61.7 86.2
222.4 *42.0 $98.2 +93.4 $628.4 £220.6 £83.5 4.6 *15.7
(5) (5) (5) (5 (3) 5) (5) (5) (5
20 216.4 1825.3 513.5 776.9 7361.1 1759.9 603.1* 67.8 90.0
+13.5 £30.1 *60.1 $65.3 +655.4 *202.2 +149.2 *10.6 +13.0
(35) [§-3) (5) (5 (5) (5) (5 (5) (5
100 198.4 1728.7 432.7 726.0 7066.2 1634.5 473.6 67.4 81.4
+20.5 +£125.4 $149.4 *91.5 +1102.8 $219.5 +72.0 *4.0 x12.6
(5) (5 (S) (5) (5) ) (5) (5) (5) (5)
500 191.9 1749.8 330.3 806.4 9451 .3*% 1910.0* 439.8 65.3 86.2
*15.4 *22.4 £79.3 x33.4 £1269.9 +186.6 +33.7 8.7 213.4

Parameter. mean+S.D.. *, significantly different from control. p<0.05.

) » number of animals. *%, sjignificantly different from control. p<0.01l.
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Table 7-2-1

Twenty-eight—day repeat dose oral toxicity study with subsegquent 14~day recovery test of BCP in rats
Absolute organ weights in males at the end of recovery period
Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) @ (mg) (mg) (mg) (mg) {mg) (mg) (mg) (mg) (mg)
(5) ° (5) (5) (5) (5) (s) (5) 5) (8) (5)
[¢] 411.3 2017.5 640.9 1402.3 12482.6 2755.2 816.2 61.1 3324.7 979.9
245.7 *47.5 274.1 2202.8 21898.7 +320.7 $142.4 *10.2 2274.6 2112.1

Parameter. meantS.D.
,» number of animals
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Table 7-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Absolute organ weights in females at the end of recovery period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose
(mg/kg) (g) (mg) (mg) (mg) (mg) {(mg) (mg) (mg) (mg)
() (5) (5) (5) (5) (5) (5) (5) 5
0 216.9 1812.6 358.0 720.7 6040.7 1615.4 529.8 60.9 87.1
£17.2 +33.3 £78.9 $30.4 *448.9 £72.7 $98.1 9.5 £13.9
(5) (5) (5) 3) (5) (5) 5 (5) (5)
500 198.7 1724.7» 379.0 736.6 6304.7 1542.8 518.0 60.3 90.6
$21.1 £75.4 +120.2 +84.4 +847.3 +148.6 x125.6 *11.2 t14.4
Parameter., meantS.D. *, significantly different from control. p<0.05

)} . number of animals
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Table 8-1-1

Twenty-eight—day repeat dose oral toxicity study with subsegquent 14-day recovery test of BCP in rats

Relative organ weights in males at the end of the dosing period

Adrenal

D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) (g (mg/9) (mg/9) (mg/9) (mg/9) (mg/g9) (mg/9) (mg/9) (mg/g) (mg/g)
(5) (5) (5) 5) (5) (5) (5) (5) (S) (5)
] 312.7 5.918 1.863 3.399 33.376 7.490 2.192 0.168 9.223 2.006
25.8 +0.351 +0.253 *0.232 +]1.997 $0.420 $0.318 $0.022 $0.443 $0.158
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
20 304.4 6.337 1.600 3.404 33.054 7.762 2.051 0.158 9.878 2.307
£34.5 20.604 £0.166 %0.213 $2.165 £0.347 +0.156 +0.019 *0.797 £0.317
(§-3] (5 (5) (5) (5) (5) 5) S) (5) (5)
100 350.3 5.528 2.261 3.429 37.679** 8.009 2.227 0.142 8.959 1.931
+15.8 £0.416 +0.508 *0.065 +0.863 +0.633 $0.207 x0.021 20.242 +0.134
: (1) (1) 1) 1) (L (1) (1) (1) (1) (1)
500 255.0 6.781 1.667 3.896 42.839 8.569 2.025 0.213 10.920 2.367
Parameter. meantS.D. .
). number of animals **, significantly different from control. p< 0.01
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Table 8-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14—-day recovery test of BCP in rats

Relative organ weights in females at the end of the dosing period

Adrenal
D Body weilght Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose

(mg/kg) (9) (mg/q) (m3/g) (mg/qg) (mg/9) (mg/g) (mg/g) (mg/g) (mg/qg)

(S8) (5) 5) (5) (5) (5) (5) (5) (5)
[o] 201.5 9.021 2.225 3.478 29.787 7.493 2.205 0.308 0.427
£22.4 *0.924 +0.280 +0.180 *1.265 +0.803 $0.196 +0.030 £0.053

(8 (5) (5) (5) (5) 5) (5) (5) (5)
20 216.4 8.459 2.372 3.588 34.016 8.123 2.792 0.314 0.416
213.5 *0.465 +0.232 +0.130 +1.909 $0.573 *0.692 +0.052 $0.055

(5) (5) (5) (5) (5) (3) (5) (5) (5)
100 198.4 8.738 2.158 3.653 35,473* 8.226 2.381 0.342 0.409
+20.5 *0.364 +0.650 +0.129 *2.479 +0.489 $0.228 £0.027 $0.040

(5) (853 (5) (5) (§-)] 5) (5) (5) 5)
500 191.9 9.161 1.710 4.215%* 49.204*% 9.973*»* 2.296 0.345 0.450
*15.4 +0.687 £0.320 +0.243 +4.707 *0.922 %0.145 20.073 $0.070

Parameter. meantS.D.
number of animals

*, significantly different f£rom control. p<0.05

ot de

., significantly different from control. p< 0.01



Ly

Table 8-2-1

Twenty-eight-day rereat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Relative organ weights in males at the end of recovery period

' Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) (o) (mg/q) (mg/g) (mg/9) (mg/g9) (mg/9) (mg/9) {mg/9) (mg/g) (mg/9)
(5) (5) (5) (5) (S5) (5) (5) (5) (5) (S5)
o] 411.3 4.949 1.561 3.401 30.232 6.721 1.984 0.148 8.128 2.394
$45.7 +0.490 $0.111 +0.155 +1.468 +0.623 £0.249 +0.009 20.721 $0.275

Parame%er. meanS.D.

). number of animals
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Table 8-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Relative organ weights in females

at the end of recovery period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose

(mg/kg) (g) (mg/q9) (mg/9g) (mg/qg) (mg/g) (mg/g9) {mg/g) (mg/g) (mg/q9)

(5} (5) (5) (5) (5) (5) (5) (5) (5)
(o] 216.9 8.406 1.639 3.331 27.895 7.470 2.445 0.281 0.404
*17.2 +0.789 *0.297 $0.193 +1.533 +0.388 *0.432 £0.041 *0.070

(5) (5) (S) (5) (5 (5) (5} (5) s)
500 198.7 8.757 1.891 3.710* 31.648** 7.792 2.590 0.303 0.457
*21.1 $0.979 +0.480 +0.187 +1.012 +0.600 $0.433 20.041 £0.062

Parameter, meantS.D.

( ), number of animals

», significantly different £rom control. p<0.05
*%x, significantly different f£rom control., p<0.01
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Table 9-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Macroscopical findings in males at the end of dosing period

Dose 0 mg/kg 20 mg/kg 100 mg/kg 500 mg/kg
Grade - + - + - -
(Stomach) [ 5] [ 5] [ 5] [ 1]
Thickening, mucosa, glandular stomach 5 0 5 0 5 0
(Lung) [ 5] [5] [ 5] [ 1]
Spot, dark 5 0 5 0 4. 1

-, negative; +, positive.
[ ]}, number of animals examined.
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Table 9-1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Macroscopical findings in females at the end of dosing period -

Dose 0 mg/kg 20 mg/kg 100 mg/kg 500 mg/kg
Grade - + - + - -
(Stomach) [ 5] [ 5] [ 5] [ 5]
Thickening, mucosa, glandular stomach 5 0 S 0 5 3
Spot, dark, glandular stomach 5 0 5 0 5 4

-, negative; +, positive.
[ ], number of animals examined.
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Table 9-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Macroscopical findings in females at the end of recovery period

Dose 0 mg/kg 500 mg/kg
Grade - + - +
(Ovary) [ 5] [ 5]

Spot, dark 5 0 4 1

[ ], number of animals examined.
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Table 10-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Histological findings in males at the end of dosing period

Dose 0 mg/kg 20 mg/kg

500 mg/kg

Grade - % + 4+ +++ Pos. - + 4+ 4+ +++ Pos.

* + +++++ Pos.

(Liven) [5] [5]
Hypertrophy, hepatocyte, centrilobular 0 0 0 0 O 5 0 0 0 O 0
Fatty change, periportal 0 4 1 0 O

(Brain) (51 [51]

Degeneration, vacuolar,
hypothalamus and/or thalamus 5 0 0o 0 O O 5 0 0 0 0 0

(Spleen) (51 (5]

Deposit, hemosiderin 5 .
Hematopoiesis, extramedullary 60 0 2 3 0 5 0 2 2 1 0 5

(Testis) [5] [5]

Atrophy, seminiferous tubule 5 0 0 0o O O 5 0 0 0 O 0

(Epididymis) [5] (5]

Cell debris, lumen 5 0 0 0 0 © 50 0 0 O 0

(Bone marrow) (5] [5]

No abnommalities

(Stomach) [5] [51]

Squamous hyperplasia, forestomach 5 0 0 0 O 0 5 0 0 0 O 0

(Kidney) (5]
Basophilic tubule, cortex 0
Cellular infiltration, lymphocyte 0

(Heart) {5]
No abnormalities

(Adrenal gland) [5]
No abnormalities

(Spinal cord) [51]
No abnormalities

(Lung)

Hemorrhage, focal, alveolar
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-, negative; *, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.
[ 1, number of animals examined.
#, significantly different from control, p<0.05 (One-tailed Fisher exact test).
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Table 10-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Histological findings in females at the end of dosing period

Dose 0 mg/kg 20 mg/kg 100 mg/kg 500 mg/kg
Grade -+ + ++ ++ Pos. -+ + ++++ Pos. - +* 4+ +++++ Pos. - + + +++++ Pos.
(Liver) [51 (5] [5] (51

Hypertrophy, hepatocyte, centrilobular 50 0 0 O 0 s ¢ 0 0 0 0 3 2 0 0 O 2 0 2 3 0 0* 5#

Fatty change, periportal 0 3 2 0 0 5 01 4 0 0 5 0 5 0 0 O 5 1 3 1 0 0O 4
(Brain) [5] [5] [5] [5]

Degeneration, vacuolar,

hypothalamus and/or thalamus 5 0 0 0 O 0 5 0 0 0 O 0 s 0 0 0 O 0 0 3 2 0 O0O** 53

(Spieen) (51 [5] [5] [5]

Deposit, hemosiderin 1 4 0 0 0 4 0 5 0 0 O 5 0 4 1 0 O 5 0 0 5 0 0=** 5

Hematopoiesis, extramedullary 0 5 0 0 0 5 0 5 0 0 0O 5 1 4 0 0 O 4 0 5 0 0 o0 5
(Bone marrow) [5] [5] [5] [s5]

Abnormality 5 0 0 0 O 0 s 0 0 0 O 0 5 0 0 0 O 0 5 0 0 0 o 0
(Stomach) [5] (51 [5} [5]

Cellular infiltration, neutrophil,

lamina propria, glandular stomach 5 0 0 0 O 0 5 0 0 0 o 0 5 0 0 0 O 0 3 2 0 0 O 2

Hemorrhage, mucosa, glandular stomach 5 0 0 0 O 0 s 0 0 0 O 0 5 0 0 0 O 0 4 1 0 0 O 1

Squamous hyperplasia, forestomach 5 0 0 0 O 0 s 0 0 0 O 0 5 0 0 0 o 0 3 2 0 0 O 2
(Kidney) (51 [5]

Basophilic tubule, cortex 0 5 0 0 O 5 0 5 0 0 O 5

Cast, proteinous 2 3 0 0 o 3 3 2 0 0 O 2

Cellular infiltration, lymphocyte 1 4 0 0 O 4 2 3 0 0 O 3
(Heart) (51 (5]

No abnormalities
(Adrenal gland) [5] (3]

No abnormalities
(Ovary) [5] [5]

No abnormalities
(Spinal cord) [5] [5]

No abnormalities

-, 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<0.01 (One-tailed Fisher exact test).



Table 10-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Histological findings in individual malés at the end of recovery period

Dose 0 mg/kg

Grade - * + ++ ++ Pos.

(Liver) [5]
Fatty change, periportal 0O 5 0 o O 5

(Spleen) [5]
Deposit, hemosiderin 0
Hematopoiesis, extramedullary 0

(Bone marrow) [5]
No abnormalities

(Stomach) [51
No abnormalities

0 0 o
4 0 0 5

Vg

-, negative; *, very slight; +, slight; ++, moderate; +++, severe;
Pos., total of positive grade.
[ 1, number of animals examined.
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Table 10-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BCP in rats

Histological findings in females at the end of recovery period

" Dose 0 mg/kg 500 mg/kg

Grade - * + ++ ++ Pos. - %+ 4+ +++++ Pos.

(Liver) (5] [51
Fatty change, periportal 0 5 0 0 O 5 1 4 0 0
(Brain) (51 [51]
No abnormalities
(Spleen) [5] [5]
Deposit, hemosiderin 0 2 3 0 0 5
Hematopoiesis, extramedullary 0 5 0 0 O
(Bone marrow) [5] [5]
No abnormalities
(Stomach) [5] [5]
No abnormalities
(Ovary) 1]
Hemorrhage, corpus luteum 0 1 0 0

oo
o
—

0

4

-, negative; &, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.

[ ], number of animals examined.
*, significantly different from control, p<0.05 (Two-tailed Mann-Whitney U test).
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