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I 0SBP) DREHREHYE - ERREBEFAERET %o THbHB, 0BP O 0
(E4R). 12« 60 3L 300 mg/kg % Sprague~Dawley & (Crj:CD (IGS)) Z v b @
B (51305 %) 1<l 2 B & OS2 BRI L. S b TR
SRS 6 2 . M IHERIIR £ L TN 8 H & TR £ LT, BB
X B R AR S B D L CEREN L 5 R EREORE - RERETEBIC oL
THEI L o BREEMTO L5 KBS 3.

. RERSEE FEMARER)

FUEE. HBEEZECVThORSHRICBVTLRDONLD >

300 ng/kg HWEBICBWT, M S bICRER—BEOHRES K CEBEOET (HR
BEIOWD . BEEME £ 7 BBV, B0 HO DR, KBER, S5, TR 50
BT bBRIN. ARTE. FBOLEEMENMEEE b MU . FBoRERMSE
BB ORE., HIc/NEFLEDFHEOERNRE SN, BIZERDSNT -7
% oo IO WTER L 2 IBEELFRE TR, 300 ng/ke BEHT. BaLXTa—n
B DBSTIIAEY D tc. BHEEL KOAREICE. W e b 0SBP RE5IC L ZRE R
B ONENo oo HIRDVWTEE L 2 MEREHRECS 0BP REOEBEED SN -
fzo 60 mg/kg RSB TE. REHMVHICEREHOBD N DBAOHICEE Shih
B 1 i — RO Z LB SR Foo 12 ng/ke BSBICIE 058P HEOBBEH
W NN o oo |

0. EERESE
MBI DT RE, SHE. MEMOERER. Hhd XUWER o CCEROEFE.
BEFE, FB B ORI, 0SBP BEOFEER Do N, -1

1]1. E‘\lﬁm
PLEORERRED & ARBRIMT Tld. 0BP oRERSHECET 3EEEFRE.
T 12 ng/ke/day, HETE 60 me/ke/day. HERFESBECE T 2EPEEE. MiE




BLUERELIT 300 mg/kg/day THBEHWIN B,
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o-sec-7FN7 =/ —n (BIF\ 0SBP) @5 5 P TOL DsoffidROKRE T 2.7
g/kg’. = R TOL DsofHEEEEARS TE 63 ng/ke® . BIKABRS TR 60
mg/kg® . ENEy P TOLDsoffliEROBRE B KORERETE 600 mg/kg® TH BT
LIS TWS, F/, 0SBP OEPMATH B p-lert-TF L7 =/ — AT DOWVWTRE,
S v bERAWRERSSE - Eﬁ%i%’fﬁif%é%ﬁ%ﬁb*ﬁbh’cmé“o L L. 0SBP
OEFEH#REFE S JCEBREESEC >V TEHLMIIRTHRE V. £ T45E. 0ECD
(© & B BHEAL IR D% A AR o 5 B EEFRO B e LT 0SBP ORERSS
e - EREHESHHESHR (LT, FaRER) 217u. Iﬁmé%@ﬂﬁﬁi v MZRETR
RIREHRER S CREMBEBEC ODWTRE LD T, TORBRETHET 50
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(BRI R b X U5ER]

1. WERWESD L RS’k

o-sec-7F N7 =/ — (BLF. 0SBP) (CAS No.: 89-72-5. & FZ: CioH140. 2
FE: 150.21. EH: o-sec-Butylphenol. FEE: 0.984/207C). RS 15.7C. Phsa:
2271C) . HEF - EHECOERRETH S, HERBRICHER L7 0SBP (Lot No.:

FEEE: 99.15 % ki) (p-sec-T7F L7 2/ —a):
0.83%) &\ (AR E TER. BEXEHETTRE L, k. REHBFRETH -1
CEAFEREIN (Annexes 1-1. 1-2),

WERWEE. a—vih (4547276 Lot No.: VIR2020) W THIEL. WFho
ABICBWTH | MoRSHESN 2nl/ke (KEIL 5 &5 KREZRB L. ABIREE.
Ei. BAFHETTREL. AER7THLRICKRES Ui, 8. 0.2 BXU20% W/v) ©
BEOHEKIC VTR, BR. EXFUT LA LL SHERETH S &0 S
HBRICEN > TEENI: To-sec-TFu7 =/ —=1DFy F2RAVIEARSEETH
HB) CBOTHESNTHY (Annex 2). ARBRFICHBL B 5B (0.6, 3.
15%6) i3 FIERED OSBP NEFIN TV Z L& MHE L/ (Annex 3),

2. FHEME XUEESH

ARBRICIE, ML D THEICTEA (AWHE. ML 1998 2A4H) LAEX
Fy—AR ) N—WEKREE LY —EFED Sprague-Dawley %7 » b [(Crj:CD(SD)
1GS. SPF) 2R U7z. BAL &M, AMEK L ER. Bt imEzRATTHEAS
Ly RBRICH L. b, BIDOATR. BER XUBELIFOAE#HM%Z. Annex 4 (IR
Lo

REMIE, BEEREUL | THLUREEES0~65%. MKEEKKI5E,F., B2
N (FRITR~FR TE) CHBIhBEET. B8y —Y (220" X 270° X
190% mm) IEHNCIA L CHEBE L. BEREE (CE-2. BXZ LT7®H) BLUKEK (&
BiAKEEiek) 2EaHicERIE, HRU4E (REREE=FE0B) UkolEsy
OWTIE, Jy BB — Y (350Y X 400° X 180" mm) SRB L. KEE L TH
NuTBF 97 (ALPHA-driy WEGe)) ZBEHK L. Bk, FFHEP. HEE0R
BEOEAEIE. £h2h23.0~25.5T. 49.5~65.0% & BEEEDOTHENRLETH B



fEZR L8 WIhd | KHUAAOERTH . ZhNSEEFEOEENICH - 7o
Fio. BHE LB SRS L URBUIC BB IS 2 R I AIREE D & B EA M IER D

SNIENho T2,

3. BB & CEESE

et & bR SEGE (851 H) ohEEL &I, KEIEILEEARMNER X VRS
U R8BS bR 1305 R L T,

BB, THODFTTOMEEIE. ik =0 b Y ERLTRCBRHRIE
BERTBBERALK. /. BEBIEEB T 3ENT. BECEEORS 58
B — FRSEEY — VicHY. ChRRITEES B X CREBRARIBEELA L, B,
ERIZSLWTE. BEROHEIZITHEN - I

4. BEE. Bk, REVES XORE Sk

0SBP oBREBE. FlEAROBRZBELLREL 2. FHRH]EBR T, 0SBP @ 0
(2 — )y 30, 100, 300 meg/keg ZWEHES » b (Crj:CD(SD)IGS. SPPF) (T14HRM
BRI ERR R G Uz £ ORR 100 ng/kg A LOREE T BRERRD B L TR
A 300 mg/kg REPFTRIhOoDEITMA BEALRE. FOENMDESR, 55
EFHT. BRTENZNERBRSRICAD oM/, BEEICE 0SB REORXERZADS
NI 7ot D 100 mg/kg L EDREER B LMD 300 mg/kg IREBITHWTHE
BOEIMEHER R/ Shice £y BT 300 mg/ke 5B OFFEO AR EAE
BELBR L TERICHEML .. FRoMEENEMER LR L 2. TR, FBoLtE
HENEMETZR U2 RIRE. REFRE. MRPRED L OHIRET RIS
&b 0SBP BEICXBEIEBO ORI, - T,

Pl EoBEN . UWEORERSIC XD, Mio—RRE, KBS LUTBERICE
AEB oA, ZOMOKREEBICIE 0SBP BEICL2ZFLVWELIFBD WL h - 12
300 mg/ke 2ARXBROBHABICHEEL. DT, ALk5 THU CHARIE 60 ng/kek.
ERBRICE 12 mg/kg 2RE Lo Wk MBRHICET — % 0SBP RE5B&E—F4
KTRE Lo YUTFIBBRERT .
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L& (BES)

BES whhE K58

(mg/kg) i3 ir:3
1 BiE (a—vn) 0 13 (MX01001~MX01013) 13 (FBO1001~FEB01013)
2 0SBP 12 13 (MX02001~MX02013) 18 (FB02001~FB02013)
3 0SBP 60 13 (MX03001~MX03013) 13 (FB03001~FB03013)
4 0SBP 300 18 (MX04001~MY¥04013) 13 (FB04001~FB04013)

FRBoORSRAR. BT LU TRTER 2 B & XEHE (2:8/H) 3 XU
TR 2HERM (FBRIHE cOER4ZAR) o, Miox U cRIERN 2B ERE
2 BFOREYPET (RBET) « ASURERBRIMTRIFENRZEL TOBBOWH
B3H HEE=HE0H) FTcHEA 1M, 7 FABEL2AVWTRORS L (B5E
b HE. MEHEE H 19985 2 B11H) . BADKRSG . 41 9 FAh o 12EFOIIT V. S8
OBRERE (20l/ke KE) Q. HLSOIRENS JCREHFF O IZ oW TIE 1
HAE L 7B 2 b &, . REBOEIC>WTRIFR O BOKER b EITZhZTh
BEHLU %

5. BEALE

1) BEh

A, —HRARREDBIEE

s & b 2FliconwT. AEHRETPER 1 L EHREL 72,

B. (REE IR
HEE2AiconwT, &5 1. 8. 15, 22, 29, 36, 2B XOMEEHBIC. HIx2Alic>

WT, BE5 1., 8. I5HIKAIEL . R522HEFTIIRELWh - 72l BE52HIELF
BEAE Lo £/, TEMTE. ERO. 7. 14 208, HBELABTEHE OB &
4 H (BBEE) cEEE2AEL .

C.EHEAE

M b2fliconwe, REAEHELABKHEEERZHEL. AIRH, SROBIFER ZF
TOMOEHEEZEH L. 2 HROREHBFHOBEHERBEHE L W - 7c. REM T,
FEUR 0 ~7, T~10, 14~20B1. DL AMTE, HE 0~ 4 AOBHELEM L .

D. 32 Bl

RELE. BEISHOY A ok 2 8. RBAOIH% 1% 1| TREI®TIT> .
RROWRIE. B9, Bt LOBEEAHOBFOREEZANSL I LITLiTH, XE



PRI hIE. ZOBZERE0 B EREL THEIOHHL. FICHEET L. RED
BRI, RER (XEEBWE/ TEESWE) X 100) . SHE ((ERSMER/ TR
B X 100) . BB oRRE TRE L BES XU ORBICER L 2 RIEH O
%% 5K 72

E. %% & CWEIREOBE

B e bREME. 20% BRIWS o DRRESEBRETX BP0 T
ZOREEBEL . BERETE L - LBMIC SV T Dk OBIRH O RS
BT & OMGEEQEEE UM L TRE L. DRBIHERELEHREL .

R. 5y B OIRE

ORI B0 B~ IFICBRE L. = OB CHRIART LTW3 &2 HR
LcBic oW, 20BEEMEEEHE L. FRITIEEBE THOHHERT LB
PICoWTIE. BEEDHBE L. DRERRBLALFAIIC>VT, ERPE (EE0 5
NORWEETOBY) FEEL. HMEE ((ERMENRSIEESR) X 100) 2%
ﬁmomtﬁbto-

G. #i

a) HEBH

1. MEERE

ZFIc oV T, L2EKRERICIS~2UMGHMAE S S, FRICEL BNV bV E S —)
MYy ARKEYF CIREEARIR L 0. FIEERE LT EDTA-2K 2RVLCHRIM L. B0
BRI WTHRE Ui,

b | =] | I <A - #F B # =58

RInEREL (RBC) B8 (BRIEHE) Coulter Counter Model S-
-~ PLUS IV (2=W¥-ILhHRziR)

HmEk¥ (WBC) » (BRIERE) 7

me&sRE (Hb) 7 (BXEEEE) #

EHRmEkERE MCV) » (BEH) 7

M/ iE » (BIEHE) #

N b7 Yy ME (HE) EHE (RBCXMCVX0.001)

AR M ER It R 8 (MCH) ~ (BbXx 1000,/RBC)

SE IR I BK Ifn 2 3= 8 (MCHC) # (HbX100,/Ht)

B I ER 5y 55 HE (BIRMBHRER, NF MR

Wright-Giemsa Zf&)
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D, MEE{ERE
£FNzoVWT. MEFBRBEOLDOFEMIC s 2 x. BEHEAFRS D EgERIE LT
AR vERBAWCENL., ME20E L CUTOHEBIKDWTKREZIT- 2.

g = i E ik #w B O# %
BERRE B Ly bk BELUAHRELZEESHHEE
COBAS-FARA (m o 4)

TATIVIRE BCG ¥ ”
BT LA S m — L COD - DAOSHE ”
7 FUEER ' a+r-¥ G6PDH &k ”
IREBFREE (BUN) b7t G2 .DH & 4
IVTF = ViBEE Jaffé & (Rate) ”
V7427 75-t0E W (ALP) GSCCHE ”
GOT 7EHE TFCCHE ”
GPT & [FCCH: ”
T —GTP & T =IEI-3-hEdy-

4-2h7IOF B 4
MY SRS FEE GPO - DAOSEE 7
MY B (Inorg.phos.) BV 75 VEBEESE ”
WBEY LE VEE Jendrassik/Grof & ”
B o L 0CPCRE ”
A/G Lk FE
F )Y AEE A A v ERREE S HEERESTEE BAS (A&T)
B YU ARE 1 % VBRI ”
BEREE A 4 VERL ”
N REERE

Bk, 20 CEHR L. $E - ABORBRHBREZIT- oo TOEE. B D
Belg. BPBE. . BE. 8%, BRBLOBRLGOBEELME L. 0F¢ CLAERE
(MEMEE) 2EHL. BEBIUOBRELKRR Y7 VRIKBEELTREL, BVOEER
BIEBEHERE BB LOCHBRKFERENBHOoNABE B, B) & 10%+Hr<y >~
BIEE L CTHE L. ThODRER, BERE-T 57« VR EL. BHERD
FORBREICOWTAT bR ) v—xf I UBRERIT > TREABFEREEER L 720
RIFHEBFREORE. SHER CRENRD Shic fEE XL >V TR, ok
SR OoVWTHREHBFRELERL /2. 6. SIRFICREVPED ohichis U8
K2V TR, 0SBP B#ERIBHETHRIVLELANL ., RERBZEREZREL - /.

b) HtESHA

S U -EIEHE 4 B, RERBERE SN NS U Sh - 2B IR HEX B
2. EREOANY b ALE S = b)Y ARET ORI - B SETERL 2o £ DB
PWREIOCFEZHHL. PREEEEBE T CHREEFRS2RA R, 77 VRCEE



Ulco FEROLWTRERBERA. BERE ((BREIEREEER) X 100] 2HHL
fro Eion WY LML BEBR. FREE. B PG JOBIBOEEEAE L. e THAEE
i (FNER) 2HHL 72, ERAICEARE. B, FEBSIUHRKFREESRD S
hi-8E (. 8. 3 & 10%+Fr<) VRIKBEE L THRELZ. Thood&E
RBIUOFEZR) B BERE-T Y774 VIR &L, BRERS KUXMERICS
WTAT b)) y-ad I VRAZIT - TREEBEREZT > oo MEFIOIRIZD
WTHREMABZEREZRR L 7o BIRFFIORENED Ohichils KTEIR2VW TN
OSBP HE IS L BHE TR W EHITL . REMMFIREEZREBLAD - |

2) Fi ER
A, ERBOEE
HE O HICERE (EFER+ETCR) 2R~ o%E (ERE/FRER X 100)
BIOERHER ((HEEREERER X 100) 2Rdio ERK>WTR. AFE
AR ORRE KOWHEHRE~N. EFEROEL ((HoERE /HEERE X 100] 25
L 7o |
B, RTCRHEHEOHEE
FRCRBZzEEHE~. HEE ((HEERB/ERH) X 100) 3LUHEREFR

(O 4 BoMERE HE 0 BB X 100) 2Rwl, BEREHKRL. B
RDONZREIRIW T~ VIBRIZHEEL

C. (hEHIRE |

WE 0 B kO 4 B —BREA THEE RN BE (litter T8) ZHE L. (litter B
B/ AEEN) 2EHICoWTRD I, | |

D. itk

BE 4 HI2AESR L. RELSED SN BE 096+~ ) VRICERE L i,

6. WhatHEir

REHE. ZFREL XCEROHMBEBEERE IS VTR Yates ORIEZEL 2 REE
iToto WEEBFRICDVWTH. FL—FHF L5 —4 & Mann-Yhitney O UK
EE D B Bl L— FOSEHMER Fisher Ef?ﬁﬁ%@ﬁ“ﬁﬁﬁﬁ:’”’%ﬁo feo TDMD
F—s 3. BARZLBONALEHIVWVE—BILOFiEE 1 EBRE LT, £

O




Bartlett Z® I X DV ERBHODBO—MREIC>VWTRE L. TORRE. DB —KE S
iz Ba k. —TREREOHEHH 2TV, BRECEEEABD ShBEE, &8
ORE#FAE—THNIE Dunnett &> AL A—TRWESWE Scheffé K'Y 2 H
WTKEBEE & 0SBP RSB & OFHBEOEDORTE 21T - 720 HED—HTRE b - 72BA.
E 1A 0 & 72 BBENTELE L 2o & 3 Kruskal-Wallis NERIRRE'D 217\ B
WKEEENED ONIBAIC. MBRE 0SBP 5B & DEIW2WT Dunnett %H 3
Wid Scheffé HiDBREEIT- o B, BEKEE, 5BBLV1WE LT,



[. RiEREEE HEYHRR)
1. —RIRA8 (Tablesl. 2; Appendices 1-1~2-4)
BEHEE B, WTFhOBSBIIBVWTLRT S 5 WIEREASHMIFD o N - 7,
HETWE. 60 mg/ke BE5HO 2LICEREHOWLD. [ RICRERO—BE DT A
SIARHIMC . 300 ne/ke BEHROLFICESHRO—BEOTE. BREDOWONRE
W2 @B U CTRESN. OPCICHREARL & 7o \3BEARL. 2 PEITHR. 1L 0 D B
PEREFBVHE ZhFNBREIN I, BT, 300 mg/ke HSFHEO2HIIIREHRO—B
EoORE. BREEOWD. BEARLE 72 EHEAIA. 10IRIC.3 & 2 & FITHIRIZ RS IR
ZBUCHEIN.. TRICHER, 3RICHV#E, 0 ESBNREE0, o R HRTHE T C)
ZhEFhBREIN, ThooFbiR, BHORE X TRRERT 2B TH > 7. W
BB X0 12 ng/ke BEBOMH SUUT 60 mg/kg REBOMICIZ, —BIREBORE X
BDSNED 5 1o

2. 18
1) # (Figure 1; Tables 3. 4; Appendices 3-1~4-4)

300 mg/kg MEFICBWT, REHBR, AEREMEL K CEREENBNMETEN 2R
UZeds, BB E 0SBP BB L OMIKEREZRFEDONL D - T,

2) I (Figure 2; Tables5~10; Apendices 5-1~10-4) (f)
RERI ERAB L OCHBFHOWThORHICEWTH. FEEAED XOAEENE
I, WIEEEES 0SBP REBEHEORBIIKEREZEE D ORI - o

3. EBEE
1) ¥t (Figure 3; Table 11; Appendices 11-1~11-4)

RSP OEHERICIE, WBRF L 0SB EREHEOMICEREZRIRO ORI - 1,

2) W (Figure 4; Tables 12 ~14; Appendices 12-1~14-4)
300 mg/kg WEFICHVT, k0~ 7 HOEHFENGBR LK L THER (0<0.05)




AR RIR Ut LTS KOHBEHOBHERIC R, MBR S 0B BREHLOMICHE
BERAED SN D - 126

4. BREIRFRER
1) b

(1) Mm@E=FAERR (Table 15; Appendices 15-1~15-4)

300 mg/ke BMEBITHWT, MBRELIXTA< 2 )y MEMWHBEE LKL THE
(p<0. 05+ 0.01) SEMEERL 2o RIMERE. FHFRMBKEE. FHHFMBMNERE. F
B ek mERREE. M/MRE. BIEEE XOBmERAFRICE. SBE s 0SBP &5
BLOBIRERZIED ONIL 5 A 300 ng/ke BEBITBWTHRMEKS B LUEM
BREAVE FEMER U 7o

(2) MmakHAb2sBRR (Table 16; Appendices 16-1~16-4)

300 mg/kg MEBITBVT. BRI VAT o —VRESNHBREEE L TERE (0<0.05)
NEER. EREBENERE (00.01) BEBERL . . 12 ng/kg BEBITHWVT,
A/G EENERIEM 2R L s FARBICEKREL B TREN > o ZDOMOKRAEHK
IEEE & 0SBP RSB LOMIKERZERED Ohh 5,

(3) #k&mrR (Table 17; Appendix 17 )

JFB T3, tiBats XU 12 mg/ke WEBE 1 L. 300 mg/kg REFF 2ILCHBSH S W
B EBEA. 300 mg/keg REH | IcHBERADHN. HEE 2L, 12 XU 60 mg/ke
BEHE | PTicEEins . SEBE 3K, 60 mg/kg HE5E | LI/ PNEEEOWHBILNRE
Shfeo BRCE. 60 ng/ke BSBE 1L, 300 ne/ke BB 2 PLICEE OBELIIAS, X
BB LU 300 mg/kg REHR | LLREORBORD 5 IZMEMA. 60 ng/ke B
B ENSRLRS Lo | RICARIORBERBICERIMEEIN T,
SIUEE 1 B3 k0¥ 12 mg/ke REBE 2VLICB M. 60 ng/ke 58 1 PLICHRIBEFIAR
DOXKEIBEIN, FOEOLOFRE LT, 60 mg/keg REF | O BRI KER
BRGr A, 12 mg/ke RSB 2IEO MBI . MEBEH 1 RoBRISPERES. 300
mg/ke BREE | EORBRBOEBICERNENTREE IR,



(4) 3FEEE (Table 18; Appendices 18-1~18-4)

300 mg/kg REBICHVWT, FHBOHIAEMEAIEE & LB L TERE (p<0.05) im
Ufoo B~ (OB BoBR. B, FRBE. 8. BRI IUOBRLAOERL JULKEREK
&\ XEREE S 0SBP BRE5F & ORIICHAZMERZRTD SR h - 2H 300 ng/ke
&Erﬁcz%‘mf%iﬁ@i%%&Utt{ii{ﬁm‘i%m@rﬁ]’&%L\ BB OER L L UHHKEE
METEAETR Ulce Wy 300 ng/kg BREBOFIFEFENME THEMZRU 2o

(5) B EREFRR (Table 19; Appendix 19)

B EDBEMREZUTIERT,

(JFFBet)

300 mg/ke HE5E 6 IS/ ML A (Photos 1, 2) MBEI N, ZOH
BEEXER LB LU TERE (p<0.01) ¥k, ok, 60 mg/kg UTORSE
TRERDH SN, 300 ng/kg REVBOFHREBAOCEELMBH LUK LTI BET
Botco Eho. XHBEBS XU 0SBP BHSE A PR O RO BT L A B &
(N .300 mg/kg REBICHIT 5 ZOREIMEBR LB L TER (p<0.05) WIETL 7,
TOERMI. MBBB LU 12 mg/kg BEHE ST, 60 BLU 300 mg/ke REFHLZ 2
PRis/NZFIEAS . XHREE 1 B, 60 mg/kg BREBF 2B LU 300 mg/kg RE5E 1 PLichR
BEDIEFEL 60 mg/ke REH | ICRBEOHIMA, 12 ng/ke H5H 2 ILISHED
PRI DRRHEAL A B 1 B FRERRORE Y OREEEIBEE Shcd. ThoORrRIC
BEBIUHEDOZRBOONGNs /o F/o. HBERSILRRMIKBEESh 1K
& BEICIRREORREL B X O HEEO—MICAFHBITE I,

(&)

XHEEBE B L O 300 mg/ke 5K 4PLIC eosinophilic body 2%, XEEEI10LE LT
300 mg/kg WEBIIPLOREIIFEREWERMEN. 300 mg/ke BE58 | LOREBHAMIC
RAE OBRIA, AR 1B KU 300 mg/ke REH 2ICOMEIC Y v BROBEA
300 mg/ke BEF | LoFBECHENMEI A LS. WFhbAREHCEES JOHEED
ZED SN - 12, |
(e gt )

MRS L O 300 mg/ke REBOLHFIHHIEIM L L OBRAREENIBE SN,
A ICEE S KOCEEOEREED SR - f,




(R & OH LK) |

SIREE 4 V5. 300 ng/hg BB § IEHMMIBOED & 5 BRI ORI BE S h.
20> 5 OMER | KOBHEN <SS HEMEAREL . ERMEOMD 1N S -
1o ZOBIORR EETE. ERENOBEFORDCHEREBNED Dhiz. . B
VL XOX 300 me/ke 5 2 PLICKER EAORIE IS ) ¥ <EROBRIARE Sh i,
(L)

12 35 &0 300 mg/ke HEBL 20T, 60 ne/ke RE5EH IR LHERLBEEINI,
S OTAK . WIREE M, SOEH LT B BRI C . RIS 31 B
EUTED, % ORED KORECEEBY S NEh- kT Eh D BRRENIEL & %
Zohto
(B5E)

300 ne/ke BB | FCWEEEE ) ©  BROBEABES 1o
(20f)

B Bl & ORI A S NI o 7,

2) M

(1) JRE (Table 20; Appendix 20)

60 mg/ke B58 | LI EMNEOHIRPBE I hiz. FETIR. 300 ng/ke R5F |
Cicg it 24> AL, 12 ng/kg REB | ILIKKBHMNHE IN . o I1T. MEE
O 1T, FEoRRKEIEALEZHVWELLTED. QBHABEL TW ., BT
(. 300 mg/kg BEB IEIcHK BN, 60 ng/ke REE | IRIcHABRILIRA. 12
mg/kg 5B | MORRIRAMICERIEEIN . Ficid, FHEE. 12 HLU 300
mg/kg BEHE | MKHBEMBRESIN, BT, MEEB LU 60 ng/kg RFHD
& I LICIRBRRICEHEED 2 VW IREBESHANRE SN, MR TE. 12 mg/kg HBE
B 1A, 60 ng/ke RE5H 26, 300 ng/ke BREH A PEULIBRES NI, TDEM
DR & U T 300 mg/ks REBO | RICHBOEAL X Cho | FRCBIREA, xgHEEE |

PRoOIRICHAADHFEIBEIN.

(2) BBEZEE (Table 21; Appendices 21-1~21-4)
300 mg/kg BEBICHWT, FROEENEINERZR L LAEEESERE &L L




THE (0<0.05) BN 720 B DB BOiR. B, BEL LUBBOERD LUE

WIS, KBRS 0SBP BBYSE & ORI SIERE BED SNt A%, 300

mg/kg REBICEVCEIBOER K X U LLAEBHNE FERMZR L o

(3) FREMWRAEFE (Table 22; Appendix 29)

EEEOBEFREUTICRT,

(FFA)

KRR 3 UTds KO 300 ng/ke 5B | UL i PINRIE L 0 FAIISO BEMs AL A%, %4 08EE %
KU 300 mg/ke HEEAS 2 UCICHIE T ORBRBESBE S hi it LWIn b EEEK
BELIUCHEDERRDONEM T2 . D 300 ng/ke i’ﬁ’—‘?rﬁ“@ﬁ%éhkd\
SEch L D BERTIIE A DHEE DRI & ORI ORRE OB 8. TR S AT
Moo FDEMC, FERIRRKEICRENA S XBE 1 LT, BECRERR
Hil % & OFEAEER SN S ROIFHERAER L TU 72,

i)

SEEES XU 300 ng/ke HEEHE 6 IDORE TR BIERAIEN . MBS LT 300
ne/ke B¥S WA | VCICHEAL AN CERIZRE A, 300 ng/kg 5B 1 PEICRIEIC Y ¥
BRI 0> | PR OB L B S ety W b IR IR B & OB
DEEBRDONILMN - 12, |
(eBD) | |

BB S L0 300 ng/ke RSB OAPICIBEBRLE S & CBAEINABER S h i b,
TR RS L CHEORE S D oleo Eion 300 ng/ke BB | VLICBIMASEILE &
Ntz
(W)

300 mg/kg 5B | LRERIBES N,

(% D)

B OB BUR. BERtE & ORIERIOIRE K RS RBE I LA - Fo

O

@



I. Hms4ssh

1. H5EBEERR

1) ZZEeRkiE (Table 23; Appendices 23-1~23-4)
TRTOBYRREL oo REB LN RETH - 2BIZ. HBEDO | EME

51 MK01005 XPFB01005) 3 & TF 300 mg/ke BS5BED 248 (BHWES: MK04005 X

FB04005. MX04010 XFB04010) ICZB¥» Shrh', FRRICIIXIBEEE 0SBP KFEH L

DR EZNEBRZIFTDoNE M 1o o, AEHIOREEF TRELALHEBB LU
ZoMDoFRERRIC L., AL 0SB SF{EHLOMIKEREIR D OIS 1,

2) kb JUHERE
HEHEZEOWThORERIEBVTLAGEB LOHERBIEZ IR ohTh -/,

3) HMEEL X CIEIEME (Table 24; Appendices 24-1~24-4)
HERETXTORT 100962R L 1Ie WINOEIRBY S ER2~23BICHEL . 4
PRHARIC I EEEE & 0SBP SR 5H EOBICHFIERNEEZRRY ohiid - 72,

4) TR, FRE S L UEKRSE (Table 24; Appendices 24-1~24-4)
HIAR. BERED LOBRFICE. WESE 0SBP SRE5H & oMICHEFENEREZR

BHONIED - T,

2. HERFRR
1) Y7 (Table 24; Appendices 24-1~24-4)

ERE. DR, R ERHESR, fIt, BERS JUHFEREFRE, UE
BEL OSBP SHEHLOBIIERZRZFEDONEI - o

HTRE. 60 mg/kg RE5F LIL, 12 XU 300 mg/ke BS5HS 2RI SNt
2) {KE (Table 25; Appendices 25-1~25-4) .

M &b, WE 0BV 4 HOKEICE, xIBHLE 0B BRERHLOBICEEZEE

BN -1,

3) JERE (Tables 26. 27)



HEFERTE. B5 0 BoAERREIRBWT, 300 ng/ke BREHOER | L (BEME
2 :FB04009) TS84T % X UBEABE I h, JOEEE. WE 4 HoRRE E ThEFEL
7z 1B+ 12 mg/ke B%'—-?ﬂ@ﬁlﬁt';%lﬂﬁ (BB ES: FB02003) T, ARFLLL
T, 2BEE. . BRE. HII. ARE. EB. NEOBERFEIBEIh. N
A E LTy EEES L CLERIBERE. HAKE. AHHSERE. AMERRNPRE
Ihe,




= -9

—HREOZEE LT, Mi#E b 300 mg/ke BEH T, BERI—BEOKE. EE
HOBT (BERESHORD. BEAL £ 7 AHEEALL, F oM 0EH) | ¥BRIEEIh.
SHORMTESSOEFTLBEINL. ThoZ i, 0B ORERSBHRRS
FUBEHROTFHAEARICEVTOREDOATVWA I EH 5, 0SB BE KR L 721t
EEZON B, HETIWE. 60 mg/kg BEBITHWTLREHBMEI, PEAic—@EKD
. BREDHOBWONBE SN LMD, 0SBP @ 60 mg/kg DRSES. T(BE
TiRd 20— RIRBICEE L2 RETRAEENEZEL SN 5,

HROFER 300 mg/ke REBP TR, HH S b ICHBOLLAEENERICE ML 72, B
BoOtAEFEOEMNE. FARROFHRARCIVLTLEDOhTH Y., BREEDOH 3
bTh s &, HEOFBORBEREILEWTH S BE TR H BHVNERILE O FHfEH
EAPBRESh TSI &M o, FEOELE 0SBP RECEELAZbDEEL OGNS,
HiIc>W TR L - Mg EFRE TR, 300 mg/kg REBICHFWTHRIVRFu—E
ErERLEHEERLLN.. TOREREN,THY . 0SBP 5L OBERHEE CEL
Motz o, ABTRIEREENERELEMEZTL 20\ BROEBZHREICIBVWTR
BERREFDONLh - o, BROBELEELONI ., HEITOWTSERL /211
WEBRBETE. 300 mg/ke BEBHBWT, MEBRER, "<t 7 ) v MENERIET
Utedd, EEMEBHOHHETH 0. FRNREE. FHRnknERECELERD S
e, ISk, BEOHBFRELIVWTLERE NIRRT 2ELERDONAN 72T &
o, MERE. N b2 )y MEOBTUSEFNEZECZLVELEELZONR S, I8
B\ Fioes. Mo KENNERE2ECSRGEIC. AIBHEICKERBLSOZE
A 60 mg/keg BEFICBIEIN. HOZELIE. 0SBP 7 v biXBIF 2 HAEROKR
SERRRO 2000 ng/ke BEBOFRTHIC. BOEbE. 500 ng/ke DL EORSHICH
BohTWaH ARRICBVLTEDOhichilb X UCBOZELIE 0SBP OFEIKEFEL
Zlridind, g2, FBHCLEDONTVWEELTHE I EH S 0SBP REDEE L
HEZEL,

300 mg/ke BEB IV THORETNHOBHENERIET LA BREHICEE
E@@ﬁ%ﬁLtc&ﬁé\&%m%wﬁﬁﬁmﬁ%@ﬁTmﬁ%mUQm&%zBn\
OSBP REDEE L EE XV, HITIE, 0SBP RECEH L EEZX SN 3 EHEOE



ERBD SN - 7z, ML bIT. BEHEBICE 0SB RECLZBEIRDOOLE
Btz Lizhio Ty HO—RBESEEERIE. 300 ng/ks REFTERRES &
DHFBIcE 2 TIZ L. 60 ng/kg REBITBVWTH, DECEH 30 REFRVIHC
EEEOBETHED SN NS 12 ng/ke/day EEX SN B, 772U 60 mg/ke %
SRt 3BBECCRELEL NS, —F. O—RBEFZHERZEEE. 300 ne
/kg BEBIZBVWT. FHEOLEBEOEMNS X CEEEDET HH. 20 2&8FHITF
O—REOEIEH SN2 &0 S 60 mg/kg/day EEZ SN B

MBI DT RS, ZHEIE, 0BP #5K L 3FBEBY ST EROEFE.
RHEICL 0SBP BE5OBBREDONILE, -2 £, WE 0 HOEFROBRIIE VT,
MEL IO ATD ONlN, TORER. Cri:(D(SD) F v F TEHBEARRERICHE
ShZRETHN'Y . BREHEELEY (I/155E) L SBREMAEILEEZZ SN S,
L7ctioT. HEERESESNELER . Bk KOERE I 300 ng/ke/day &&
Z 5N 3. |

U EORBREEN O A iﬁ%#?miOWPwﬁﬁﬁ%a%L%#%ﬂ BRI
Tl 12 ng/ke/days METHE 60 ng/ke/day. HERETEH: MBI 2 ME BB Wik
BIOEREBIT 300 mg/keg/day THBHEYMTEN B,
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OSBP . combined repeat dose and reproductive/developmental toxicity screening
test in rats
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Body weight of Fo females during pregnancy period

Body weight gain of Fo females during pregnancy
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Body weight gain of Fo females during lactation
period

Food consumption of Fo males

Food consumption of Fo females during premating
period

Food consumption of Fe females during pregnancy
period

Food consumption of Fo females during lactation
period

Hematological findings of Fo males after oral
administration for 42 days

Biochemical findings of Fo males after oral
administration for 42 days

Summary of macroscopic {indings in Fo males

Absolute and relative organ weight of Fo males
after oral administration for 42 days

Summary of histopathological findings in Fo males
Summary of macroscopic findings in Fo females
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26
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lactation
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Table 1

0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Clinical signs of Fo males

No. of No. of animals showing clinical
Clinical signs Group animals
examined 1~17 8~14  15~21  22~28  29~35  36~42 Total
b)
0 mg/kg 13 0 0 0 0 0 0 0
Salivation 12 mg/kg 13 0 0 0 0 0 0 0
after dosing
60 mg/kg 13 0 1 0 0 0 0 1
300 mg/kg 13 13 13 13 13 13 13 13
b)
0 mg/Kg 13 0 0 0 0 0 0 1]
Decrease in
locomotor 12 mg/kg 13 0 0 0 0 4 0 0
activity
60 mg/kg 13 2 0 0 0 0 0 2
300 mg/kg 13 11 12 13 11 11 10 13
b)
0 mg/kg 13 0 0 0 ] 0 0 0
Prone or lateral 12 mg/kg 13 0 0 0 4] 0 0 0
position
60 mg/kg 13 0 0 0 0 0 0 0
300 mg/Kg 13 9 0 0 0 0 9

a): days of treatment

b): vehicle control,

corn oil

(2 ml/Kkg)



Table 1 (continued)

0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Clinical signs of Fo males

No. -of No. of animals showing clinical signs
Clinical signs Group animals
examined 1~1%) g~ 14  (5~21  22~28  29~35 36~ 42 43 Total
b)
0 mg/kg 13 0 0 0 0 0 0 0 0
Incomplete eyelid 12 mg/kg 13 0 0 0 0 0 0 0 0
opening :
60 mg/kg 13 0 0 0 0 0 0 0 0
300 mg/kg 13 2 0 0 0 0 ¢ b 2
b)
0 mg/kg 13 0 0 0 0 0 0 0 0
Leaning 12 mg/kg 13 0 0 0 0 0 0 0 0
60 mg/kg 13 0 0 0 0 0 0 0 0
300 mg/kg 13 1 0 0 0 0 0 0 1

a): days of treatment
b): vehicle control, corn o0il (2 ml/kg)



Table 2

0SBP: combined repeat dose and reproductive/developmental

Clinical signs of Fo females

toxicity screening test

in rats

No. of No. of animals showing clinical signs
Clinical signs Group animals
examined 1~17 8~ 14  15~21  22~28  29~35 36~ 42 Total
b)
0 mg/kg 13 0 0 0 0 0 0 ]
Salivation 12 mg/kg 13 0 0 0 0 0 0 0
after dosing
60 mg/kg 13 0 0 0 0 0 0 §
300 mg/kg 13 10 13 13 13 13 12 13
b) ‘
0 mg/kg 13 0 0 0 o} 0 0 0
Decrease in 12 mg/kg 13 0 0 0 -0 0 0 0
locomotor
activity 60 mg/kg 13 0 0 0 0 0 0 0
300 mg/kg 13 13 13 13 13 13 12 13
b)
0 mg/kg 13 0 0 ¢ 0 0 0 0
Prone or lateral 12 mg/kg 13 0 0 0 0 0 0 0
position . ’
60 mg/kg 13 0 0 0 0 0 0 0
300 mg/Kg 13 10 10 11 10 7 11 13
a): days of treatment
b): vehicle control, corn oil (2 ml/kg)



Table 2 (continued)

0SBP: combined repeat dose and reproductive/developmental

Clinical signs of Fo females

toxicity screening test

in rats

No. No. of animals showing clinical signs
Clinical signs Group animals
examined 1~ 7 8~14  15~21 29~35  36~42 Total

b)
0 mg/kg 13 0 0 4] 4] 0 0
Ataxic gait 12 mg/kg 13 0 0 0 0 0 0
60 mg/kg 13 0 0 ] 0. 0 0
300 mg/kg 13 3 3 2 3 1 10

b)
0 mg/kg 13 0 0 0 0 0 0
Incomplete eyelid 12 mg/kg 13 0 0 0 0 0 0

opening

60 mg/kg 13 0 0 0 0 0 0
300 mg/kg 13 6 2 3 0 0 7

b)
0 mg/kg 13 0 0 0 0 0 0
Leaning ’ 12 mg/kg 13 0 0 0 0 0 0
60 mg/kg 13 0 0 0 0 0 0
300 mg/kg 13 2 1 0 0 ] 3

a): days of treatment
b): vehicle control, corn oil (2 ml/kg)



Table 3

OSBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of F. males (g); mean * 5.D. (N)

Compound OSBP

Dose group a)

{mg/kg) 0 12 60 300

Days of treatment

1 (Initial weight) 306.2 * 6.0 13 306.4 ¢+ 6.5 13) 306.5 ¢+ 6.7 13 306.3 = 6, 13)
8 345.5 & 11.7 13) 342.0 z 12.6 13) © 340.5 * 12.9 13) 343.8 = 10. 13)
15 382.1 £ 16.9 13) 376.2 ¢+ 21.5 13) 373.8 = 20.9 13} 376.5 * 18. 13)
22 407.3 * 20.2 i3) 401.2 + 24.8 13) 387.3 * 22.3 13) 398.3 * 19. 13)
29 434.2 *+ 22.9 13 427.3 * 30.5 13) 425.8 = 25.7 13} 421.4 + 25, 13
36 461.4 * 25.4 13 450.5 * 35.5 133 451.8 ¢ 32.6 13) 442.2 + 33. 13)
42 474.5 * 27.3 . 13) 462.4 + 41.0 13) 464.3 + 32.3 i3 455.7 + 37. 13)

a): vehicle control,

corn oil (2 ml/kg)
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Table 4
0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of F, males (g); mean * §.D. (N)

Compound OSBP

Dose group a)

(mg/kg) ] 12 60 300
Days of treatment
1~ 8 39.3 £+ B.5 ( 13) 35.5 ¢ 7.4 ( 13) 34.0 = 10.7 ( 13) 37.8 + 7.1 ( 13)
8~ 15 36.6 + 6.2 ( 13) 34.2 ¢ 10.6 ( 13) 33.2 ¢ 11.4 ( 13) 32.7 ¢+ 9.8 ( 13)
15~ 22 25.2 ¢+ 5.9 ( 13} 25.0 £ 7.1 ( 13) 23.6 £ 5.4 ( 13 21.7T =+ 5.6 ( 13)
22~ 29 ' 26.9 + 5.4 ( 13} 26.r x 7.9 ( 13) 28.5 x 7.1 ( 13 23.2 £ 8.5 ( 13)
29~ 36 27.2 £ 8.0 ( 13) 23.2 £ 7.4 ( 13) . 26,0 ¢+ 8.8 ( 13)v 20.7 = 11.7 ( 13)
36~ 42 13.1 £ 12.3 ( 13) 11.9 £ 8.3 ( 13) 12.5 ¢ 6.2 ( 13) 13.5 + 7.1 ( 13)
i~ 15 75.9 + 13.6 ( 13) 69.8 = 16.5 ( 13) 67.2 + 19.8 ( 13) 70.3 £ 15.4 ( 13)
1~ 22 101.0 £ 16.8 ( 13) 94.7 * 20.1 ( 13) 90.8 + 21.9 ( 13) 92.0 * 17.2 ( 13)
1~ 29 128.0 £ 20.0 (13 120.9 * 26.1 ( 13) 119.3 ¢+ 24.9 ( 13) 115.2 £ 23.6 { 13}
1~ 36 155.2 = 21.9 ( 13) 144.0 £ 31.6 ( 13) . 145.3 £ 31.1 ( 13} 135.9 £ 32.3 ( 13)
1~ 42 168.3 + 24.8 ( 13) 155.9 £ 37.5 ( 13) 157.8 £ 31.1 ( 13) 149.4 = 36.3 ( 13}

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



Table 5

0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of F, females during premating period (g); mean £ S.D. (N)

Compound OSBP
Dose group a)

{mg/kg) o} 12 60 300
Days of treatment

1 (Initial weight) 219.1 * 7.5 ( 13) 219.3 ¢+ 7.5 ( 13) 219.0 = 7.7 ( 13) 219.3 + 7.7 13)
8 231.6 *+ 9.1 ( 13) 233.3 ¢ 14.0 ( 13) 229.5 £ 12.0 ( 13) 229.0 = 10.3 13)
15 249.0 * 9.3 ( 13} 250.6 * 17.0 ( 13) 245.8 + 14.9 ( 13) 244.7 + 17.7 13)
22 296.8 1)

a): vehicle control,

corn oil

(2 ml/kg)



Table 6
OSBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of F, females during premating period (g); mean + S.D. (N)

Compound ) OSBP
Dose group a)
(mg/kg) 0 12 60 300
; Days of treatment
a
1~ 8 12.5 ¢+ 7.3 ( 13) 13.9 £+ 8.8 ( 13) 10.5 * 8.6 ( 13) 9.7 £ 6.9 ( 13)
) 8~ 15 17.4 * 8.8 ( 13) 17.3 + 5.6 ( 13) 16.3 + 9.3 ( 13) 15.8 + 11.9 ( 13)
15~ 22 7.1 ( 1)
1~ 15 ‘ 29.9 £ 6.0 ( 13) 31.3 £ 12.0 ( 13) - 26,7 * 10.9 ( 13) "25.4 + 14.1 ( 13)

a): vehicle control, corn oil (2 ml/kgqg)




Table 7

0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of F, females during pregnancy period (g); mean £ S. (N)'

Compound OsSBP

Dose group )

{mg/kg) 0 12 60 300

Days of pregnancy
0 254.2 £ 8.9 ( 12) 256.6 % 18. 13) 250.1 ¢ 10.8 13) 251.2 *+ 20.1 11)
7 300.3 £ 7.7 ( 12) 299.3 £ 19. 13) 298.2 = 17.0 13) 289.9 * 22.2 11)
14 346.1 * 13.1 ( 12) 341.4 = 24. 13) 341.3 + 19.9 13) 330.2 = 23.0 11}
20 425.3 £ 21.6 ( 12» 414.5 +« 27. 13) 420.2 ¢ 22.3 13) 404.3 * 26.6 11)

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



Table 8

0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of Fy females during pregnancy period {(g); mean £ S.D. (N)

Compound v OSBP

Dose group 2)

(mg/kqg) 0 12 60 300
Days of pregnancy
0~ 7 46.2 + 9.4 ( 12) 42.7 =+ 7.4 ( 13) 48.1 ¢+ 9.4 ( 13) 38.7 + 6.0 11y
7~ 14 45.7 ¢+ 8.4 ( 12) 42.1 = 7.0 ( 13) 43.1 + 6.1 ( 13) 40.3 = 5.3 11
14~ 20 79.3 £ 12.4 ( 12) 73.1 ¢ 13.6 ( 13) 78.9 x 9.0 ( 13) 74.1 ¢+ 8.4 110
0~ 14 81.9 + 16.3 ( 12) 84.8 = 12.7 ( 13) 91.3 *+ 13.2 ( 13) 79.0 * 10.¢ i1}
‘ /
0~ 20 171.2 £ 23.2 ( 12) 158.0 + 21.1 ( 13) 170.2 £ 18.0 ( 13} 153.2 + 13.7 11}

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

O O



Table 9
0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of F, females during lactation period (g); mean * S.Db. (N)

Compound OSBP

Dose group

(mg/kg) 02! 12 60 300

Days of lactation
0 311.5 + 20.5 ( 12) 325.2 & 25.3 ( 13) 315.7 £/33.1 ( 13) 307.8 + 23.9 ( 11)
4 1335.7 £ 16.6 ( 12) 339.7 + 25.9 ( 13) 336.7 + 20.7 ( 13) 331.7 £ 24.5 ( 11)

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



Table 10
0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of P, females during lactation period (g); mean * S.D. (N)

Compound OSBP

Dose group a)

(mg/kg) 0 12 60 300
Days of lactation
0~ 4 24.3 £ 15.0 ( 12) 14.5 * 13.1 (¢ 13) 21,0 * 19.0 ( 13) 23.9 £ 14.7 ( 11)

a): vehicle control, corn o0il (2 ml/kg)}

9 O



Table 11

0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of F. males (g);

mean * S.D.

(N)

Compound OSBP

Dose group a)

(mg/kg) 0 12 60 300

-~

Days of treatment
1~ 8 189.3 ¢ 12.7 13 187.6 * 10. 13) 189.6 * 12. 13) 185.4 + 9.0 13}
8~ 15 187.8 * 13.8 13) 184.5 *+ 18. 13) 187.4 + 18. 13) 183.2 *+ 11.5 13}
29~ 36 192.0 *+ 17.9 13) 183.9 =+ 22, 13) 190.2 + 16. 13} 191.8 * 18.2 13)
36~ 42 157.0 + 16.2 13) 151.7 + 18. 13) + 15. 13) 157.7 * 16.7 13)

158.0

a): vehicle control, corn 0il

(2 ml/kg)



Table 12
0OSBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of F, females during premating period (g); mean + S.D. (N)

Compound ’ 0OSBP

Dose group

(mg/kg) 02 12 60 / 300

Days of treatment
1~ 8 135.0 # 11.8 ( 13) 138.6 + 13.6 ( 13) 134.1 ¢ 10.7 ( 13) 130.3 + 9.9 ( 13)
8~ 15 140.4 * 16.8 ( 13) 147.1 % 12.3  ( 13) 139.8 ¢ 17.9 ( 13) 141.2 + 14.5 ( 13)

a): vehicle control, corn 0il (2 ml/kg)



Table 13

0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of F., females during pregnancy period (g); mean = S.D. (N)

Compound OSBP y
Dose group a)
(mg/kg) 0 12 60 300
Days of pregnancy
0~ 7 178.5 £ 12.9 ( 12) 181.8 * 12.2 ( 13) 1806.5 + 15.7 ( 13) 162.5 + 16.2% ( 11)
7~ 14 199.1 = 14.0 ( 12) 195.2 =+ 18.0 ( 13) 199.7 + 20.9 ( 13) 185.4 £ 20.0 ( 11)
14~ 20 146.2 * 14.3 ( 12) 145.9 ¢ 16.3 ( 13) 148.8 *+ 14.3 ( 13) 153.7 ¢+ 31.4 ( 11)

a): vehicle control, corn o0il (2 ml/kg)

* : significant difference from control, p<0.05 (by multiple comparisons)



Table 14
OSBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of F, females during lactation period (g); mean * S.D. (N)

Compound . OSBP
Dose group a)
(mg/kg) 0 12 60 300
Days of lactation
0~ 4 : 135.9 £ 16.0 ( 12) 132.1 + 20.9 ( 13) 136.5 £ 22.4 ( 13) 140.2 » 20.5 ( 11)

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



Table 15
OSBP:

combined repeat dose and reproductive/developmental toxicity screening test in rats

Hematological findings of Fo males after oral administration for 42 dayvs

0SBP RBC Hemoglobin Hematocrit MCV M CH MCHZC Platelet
(x10% /mm3) (g/d1) (%) (4am3) (P9) (%) (X104 /mm3)
(mg/kg)
(13) (13} (13 (13 (13) (13) (13}
0 826 15.5 46.1 55.9 18.8 33.7 91.7
+24 +0.4 1.2 1.9 £0.5 0.5 +10.3
(13) (13) (13) (13) (13) (13 (13)
12 828 15.3 45.7 55.2 18.5 33.6 97.0
+43 +0.7 2.2 1.5 *0.6 +0.3 9.0
(13) (13) (13) (13) (13) (13 (13)
60 827 15.5 46.1 55.8 18.7 33.6 94.9
+33 0.4 1.2 +2.1 0.6 +0.4 +7.7
(13) (13) (13 (13 (13 (13) (13)
300 812 14.9%x* 44 .4%* 54.8 18.4 33.6 g1.3
4] 0.5 1.3 £1.9 +0.8 0.3 5.6
Band Segmented
0SBP WBEC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
{x100/mm?3) (%) (%) (%) (%) (%) (%)
(mg/kqg)
(13 (13) (13) (13) (13 (13) (13
0 60 0 18 1 0 1 80
15 *+0 *13 1 *0 ] *14
(13 (13} (13) (13) (13 (13) {13)
12 59 0 14 0 0 0 85
18 *0 * +1 0 *0 5
(13) (13 (13 (13) (13 (13 (133
60" 60 0 15 1 0 1 83
+24 +0 +g +1 E4 *1 9
(13 (13 (13 (13) (13) (13 (13)
300 55 1 16 1 0 1 81
*12 2 11 *1 *0 1 12
Parameter, mean S.D. *, significantly different from control. p<0.05
( ), number of animals **, gignificantly different from control. p<0.01



Table 16
OSBP: combined repeat dose and reproductivesdevelopmental toxicity screening test in rats

Biochemical findings of Fo males after oral administration for 42 days

Total Albumin A/G BUN Creatinine Glucose Total Tri- Total
protein cholesterol glyceride bilirubin
OSBP
{mg/kg) (gr/dl) (g/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl} {(mg/dl) (mg/dl)
(13) (13 (13 (13) (13) (13) 13 (13) (13)
0 5.2 3.0 1.31 17 0.6 142 37 32 0.08
0.1 0.1 £0.11 £3 0.1 18 +8 £9 +0.03
(13) (13 (13) (13} (13) 13) (13) 13 (13)
12 5.4 2.9 1.19* 19 0.7 132 36 31 0.10
*0.2 +0.2 *0.11 4 0.1 *17 *6 11 Q.02
o
(13) (13) (13 {13) (13) a3 (13) (13) (13)
| 60 5.3 2.9 1.23 18 0.7 139 36 33 0.09
’ 0.2 0.1 £0.09 %3 0.1 12 7 %30 +*0.02
(13) (13) (13) (13) (13} (13) (13) (13) (13)
300 5.4 3.0 1.30 19 0.6 136 45% 33 0.09
0.3 +0.2 £0.11 3 0.1 11 11 *7 *0.03
Na v K c1 ca Inorg.  ALP GPT GOT ¥ ~GTP
: Phos.
OSBP
(mg/kg) {mEg/1) (mEg/1) (mEg/1) (mg/41) (mg/dl) (U/1) (/L) (/1) (U/1)
(13 (13 (13) (13) (13) (13} (13 (13 {13)
0 145.2 4.01 109.3 8.6 6.5 238 34 76 Q
Q.9 +0.28 £1.0 0.2 0.6 49 6 120 0
(13) (13) (13) (13) (13) (13) (13) (13) (13)
12 145.5 3.93 109.2 8.7 6.2 261 33 69 0
£0.8 +0.37 1.5 0.2 0.6 61 *6 +9 1
{13) (13} (13) (13} (13) (13 (13) (13) (13
60 145.4 3.94 108.9 8.6 6.2 274 33 67 - 0
¥1.1 +0.29 *1.3 +0.2 *0.5 +38 t5 10 10
(13} (13) v (13 (13) (13) (13) (13) (13) (13
300 144.9 4.00 107.5%% 8.6 6.2 224 35 70 0
1.1 #0.33 £1.1 0.2 0.6 42 +3 6 0
Parameter. mean S.D. . *, significantly different fr~w control. »<0.05
( ). number of animals ( . **, gignificantly different f(/) control. p<0.01




Table 17

0SBP: combined repeat dose and reproductive/developmental toxlcity screening study in rats
Summary of macroscopic findings in Fo males

Group Control 12 mg/kg 60 mg/kg 300 mg/kg
Grade - - - + - +
{Liver) [13] (131 [13] [13]
Spot, white/pale 12 1 12 1 - 13 0 11 2
Diaphragmatic nodule 13 0 13 0 13 0 12 1
Yellow 11 2 12 1 12 1 13 0
Accentuated lobular pattern iQ 3 13 0 12 1 13 0
(Kidney) [13] [13] [13] [13]
Recessed area, cortex,
right side 13 0 13 0 12 1 11 2
Spot/area, pale, cortex 12 1 13 4] 13 v} i2 1
Dilatation, renal pelvis.
left side 13 0 13 0 12 1 13 [¢]
Cyst, cortico-medullary junction.
right side 13 0 13 0 12 1 13 0
(Lung) {13) [13] [13] [13]
Spot, dark 12 1 11 2 13 0 13 )
Area, edematous,
hilum, right side .13 0 13 0 12 1 13 0
(Forestaomach) [13] [13] [13] (13]
Area, edematous, mucosa 13 0 13 0 12 1 13 0
(Spleen) [13] {13) {13) [13])
Accessory spleen 13 0 11 2 13 0 13 0
(Testis) (13] [13] {13} [13]
Small 12 1 13 4] 13 0 13 0
{Skin) [13] [13] [13} (131
Soiled, perineal region 13 0 13 0 13 0 12 1

-, Negative: t. Positive
{ 1. Number of animals examined



Table 18

0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Absolute and relative organ weight of F, males after oral administration for 42 days; mean * S.D. (N)

Compound OSBP

Daose group Ca)

{mg/kg) 0 12 60 300

Terminal body weight (g) 445.9 * 26.0 ( 13) 434.9 + 36.5 _( 13) 437.9 + 29.0 13) 426.6 + 33.1 13)

Brain {(g) 2.04 + 0.08P)¢ 13) 2.02 £ 0.09 ( 13) 2.00 + 0.06 13) 2.00 * 0.08 13)
0.46 + 0.03S) 0.47 * 0.04 0.46 + 0.03 0.47 + 0.04

Heart (g) 1.29 + 0.08 ( 13) 1.25 = 0.15 ( 13) 1.30 = 0.12 13) 1.21 = 0.13 13}
0.29 * 0.02 0.29 *+ 0.02 0.30 = 0.02 0.28 + 0.02

Thymus {(mg) 333.1 + 65.3 ( 13) 362.6 * 89.1 ( 13) 350.3 + 91.2 13) 322.3 ¢ 715.1 13)
74.8 £ 14.8 83.3 * 19.7 80.1 * 20.0 76.0 % 19.3

Liver (g) 12.03 + 1.21 ('13) 11.74 * 1.50 ( 13) 12.21 + 1.34 13) 12.37 + 0.99 13
2.70 + 0.19 2.69 + 0.17 2.78 + 0.16 2.91 + 0.19%

Kidneys (g) 3.03 * 0.32 ( 13 3.03 £ 0.24 ( 13) 3.01 £ 0.23 13) 3.16 = 0.21 13)
0.68 & 0.07 0.70 = 0.05 . 0.69 + 0.04 0.74 *+ 0.07

Spleen {g) 0.74 £ 0.09 ( 13 0.79 * 0.09 ( 13) 0.78 + 0.08 13) 0.72 * 0.06 13)
0.17 + 0.02 0.18 * 0.02 0.18 * 0.02 0.17 * 0.02

Adrenal glands (mg) 58.1 + 10.6 ( 12) §55.3 * 10.1 {( 13) 51.8 + 10.3 13) 47.6 + 8.8 13)
13.2 + 2.4 12.7 £ 1.9 11.8 = 2.1 11.1 ¢+ 1.6

Testes (g) 3.12 + 0.60 ( 13) 3.13 ¢ 0.29 ( 13) 3.03 + 0.17 13) 3.16 = 0.21 13)
0.70 * 0.14 0.72 + 0.06 0.69 + 0.06 0.75 + 0.07

Epididymides (g) 1.16 = 0.17 ( 13) 1.17 £ 0.12 ( 13) 1.15 + 0.13 13) 1.14 * 0.10 13)
0.26 + 0.04 0.27 * 0.03 0.26 = 0.02 0.27 * 0.03

a): vehicle control,
b): absolute weight
c): relative weight (g or mg per 100g body weight)

p<0.05 (by

* ; significant difference from control,

corn oil (2 ml/kg)

O

multiple comparisons)

O



Table 19 . '
OSBP: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of histopathological findings in Fo male

Group Control 12 mg/kg 60 mg/kg 300 mg/kg
Grade - * 4 ++ +t+t Pos. - + 4+ ++ ++ pos. - + + +H +H+ pos. - + + ++ ++ pos.
(Liver) (13] [13] {131 (13]
Hypertrophy, hepatocyte,
centrilobular 13 ¢ 0 0 o 0 13 0 0 0 O 0 13 0 0 0 O 0 7T 6 0 0 0 GF
Fatty change, periportal 0 3 6 4 0 13 0 0 ¢ 3 1 13 0 3 8 2 0 13 0 9 4 0 0+ 13
Microgranuloma 8 5 0 0 o0 5 8§ 2 3 0 © 5 11 2 0 0 0 2 11 2 0 0 o 2
Necrosis, focal 12 0 1 0 0 1 13 0 0 0 O 4} 1. 0 2 0 O 2 12 1 0 0 O 1
Hemorrhage, focal 13 0 0 0 O 4] 13 0 0 0 O 0 12 0 1 0 O 1 13 0 0 0 0o 0
Fibrosls, capsule. focal 13 0 ¢ 0 O 0 i1 1. 1 0 O 2 13 0 0 0 O 0 i2 0 1 0 O 1
Degeneration, fatty,
hepatocyte, focal . 13 0 0 0 @ [} 12 01 0 O 1 13 0 0 0 O 0 13 0 0 0 O ]
Granulation tissue.
capsule, focal 13 0 0 0 O 0 13 0 0 0 0 0 13 0 0 0 O© 0 12 1 0 0 O 1
(Heart) [131] [13] [13) [13] »
Myocardial degeneration 13 0 0 0 0 0 11 2 ¢ 0 O 2 10 2 1 0 0 3 11 2 0 0 O 2
(Kidney) [13] [ 0] [ 0] (131
Eosinophilic body 9 3 1 0 0 4 9 3 1 0 0 4
Basophilic tubule, cortex 3 9 1 0 O 10 2 8 3 0 0 11
Cyst, tubule,
cortico-medullary junction 13 0 0 0 O 0 12 1. 0 0 O 1
Cellular infiltration,
lymphocyte, interstitium 12 1 0 0 0O 1 11 2 0 0 0 2
Cast, cortex 13 0 0 0 O 0 12 1. 0 0 0 1
(Spleen) [13] { 0] [ 0] (13]
Hematopoiesis, extramedullary 0O 6 7T 0 0 13 0O 68 6 0 13
Deposit, pigment, brown 0 011 2 O 13 0 111 1 0 13
(Testis) [13] { ol [ 0] (13)
Atrophy, seminiferous tubule 9 3 0 1 O 4 10 3 0 0 O 3
Glant cell, multinucleated,
seminiferous tubule 12 0 0 1 O 1 13- 0 0 0O O 0
Decrease, germ cell,
seminiferous tubule 12 0 0 1 O 1 13 0 0 0 0 0
(Epididymis) (13] [ 0] { 0] {13)
Cell debris, lumen 12 0 0 0 1 1 13 0 0 0 0 0
Decrease, sperm, lumen 12 0 0 0 1 1 13 0 0 O O 0
Cellular infiltration,
lymphocyte, interstitium 12 1 0 0 O 1 11 2 0 0 Q0 2
(Urinary bladder) [13] [ 0] [ 0] [13]
Cellular infiltration,
lymphocyte, lamina propria 13 0 0 0 O 0 12 1. 0 0 O 1
(Brain) [13] { 0] { o] (131
No remarkable change
(Thymus) [13] { 01 [ 0] {13]
No remarkable change
(Adrenal gland) [13} [ 0] [ 0] {13]

No remarkable change

—, Negative; *, Very slight; +. Slight: ++, Moderate; +tt, Severe:; Pos., Total of positive grade
[ 1, Number of animals examined

s, Significantly different from control p<0.05 (Two-tailed Mann-Whitney U test)

#&, Significantly different from control p<0.01 (One-talled Fisher exact test)
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Table 20

0SBP: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of macroscopic findings in Fo females

Group Control 12 mg/kg 60 mg/kg 300 mg/kg
Grade - - - - +
(Brain) {13] [13] [13] {13]
Dilatation, lateral ventricle,
left side 13 [ 13 0 12 1 13 0
(Liver) [13] {13} {13} {13}
Enlargement 13 0 13 Y 13 0 12 1
Pale 13 ) 13 0 13 0 12 1
Spot, pale 13 0 12 1 13 0 13 0
Spot, white, multiple,
caudate lobe 12 1 13 0 13 0 13 0
Dark, caudate lobe 12 1 13 0 13 0 13 0
Hard, caudate lobe 12 1 13 0 13 0 13 0
{(Kidney) [13] (13]) {13] : {131
Pale 13 0 13 0 13 0 10 3
Dilatation, renal pelvis,
right side 13 0 13 0 12 1 13 0
Cyst,
cortico-medullary junction 13 0 12 1 13 0 13 0
{Lung) [13] {13} {131 [13}
Spot, dark 12 1 12 1 13 0 12 1
(Glandular stomach) {13] {13} {13} {131
Area, yellow, mucosa 12 1 13 0 12 1 13 0
Spot, red, multiple, mucosa 13 0 13 0 12 1 13 4]
(Thymus) (13] [13] (13] [13}]
Small 13 0 12 1 11 2 10 3
{Spleen) [131 [13] [13] [13]
Enlargement 13 0 13 0 13 0 12 1
Accessory spleen 13 0 13 0 13 0 12 1
(Mammary gland) {13} {13]) {13] {13}
Retention, milk 12 1 13 [ 13 0 13 0

=, Negative; +, Positive

{ ]+ Number of animals examined

O




Table 21

OSBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Absolute and relative organ weight of F,

females on day 4 of lactation; mean * S.D.

Compound OSBP

Dose group a)

{mg/kg) 0 12 60 300

Terminal body weight (g) 335.7 *+ 16.6 ( 12) 339.7 +'25.9 13) 336.7 * 20.7 13) 331.7 + 24.5 11)

Brain (g) 1.94 = 0.06P)¢ 12 1.90 + 0.10 13) 1.90 * 0.08 13) 1.92 + 0.05 11)
0.58 + 0.02%) 0.56 + 0.04 0.57 * 0.05 0.58 + 0.05

Heart {g) 1.02 + 0.05 ( 12) 0.99 + 0.10 13) 0.98 * 0.09 13) 0.96 + 0.08 11)
0.31 + 0.02 0.29 ¢ 0.01 0.29 £ 0.02 0.29 + 0.02

Thymus (mg) 249.4 + 79.7 ( 12) 244.8 * 60.6 13) 231.0 * 90.2 13) 212.0 + 90.0 11)
74.3 + 22.7 71.8 % 15.9 68.1 + 25.3 63.2 + 24.8

Liver (g) 13.58 = 0.83 ( 12) 13.52 = 1.64 13) 13.95 *+ 1.29 13) 14.52 + 1.63 11)
4.05 = 0.29 3.98 % 0.28 4.15 *+ 0.34 4.37 &+ 0.30%

Kidneys (g) 2.09 £ 0.16 ( 12) 2.01 & 0.21 13) 2.04 * 0.17 13) 2.12 ¢ 0.17 11)
0.63 & 0.06 0.59 + 0.04 0.61 * 0,06 0.64 ¢ 0.05

Spleen (g) 0.74 + 0.09 ( 12} 0.76 * 0.11 13) 0.71 t 0.09 13) 0.74 *+ 0.14 11)
0.22 + 0.03 0.22 + 0.03 0.21 + 0.02 0.22 + 0.04

adrenal glands {mg) 80.3 * 6.5 ( 12) 80.4 * 16.3 13) .82.8 *+ 13.7 13) 72.3 + 13.4 11)
24.0 + 2.7 23.6 + 4.1 24.6 =+ 3.7 21.8 + 3.8

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

b): absolute weight
c): relative weight (g or mg per 100g body weight)
: significant difference from control, p<0.05

(by multiple comparisons)



Table 22 -

0SBP: combined repeat dose and reproductive/developmental toxicity screening study in rats
Summary of histopathological findings in Fo female

Group Control 12 mg/kg 60 mg/kg 300 mg/kg
Grade ~ + + +H ++ pos. - * + ++ ++t pos. - t 4 ++ +++ pos. - * 4+ + +H pos.
{(Liver)} {13} ) [ 0] { 01 {131}
Fatty change, periportal 10 3 0 0 O 3 12 1 0 0 0 1
Necrosis, focal,
subcapsular area 1.0 2 0 0O 2 11 1 1 0 © 2
Necrosis and hemorrhage,
caudate lobe 12 0 0 0 1 1 13 0 0 0 0 0
Cellular infiltration,
neutrophil, caudate lobe 12 0 0 1 O 1 13 0 0 0 O 0
{(Kidney) {13] { 0] { 0] {13}
Basophilic tubule, cortex 7 6 0 0 0 [ 7 6 0 0 O 6
Vacuolar degeneration,
proximal tubule i2 0 1 0 O 1 ) 12 0 1 0 O 1
Cellular infiltration,
lymphocyte, interstitium 13 0 0 0 0 ¢ 12 1 0 0 0 1
Fibrosis, focal 13 0 0 0 O© 0 12 1 6 0 O 1
(Spleen) 13} - [ 0] f 0] [13]
Hematopolesls, extramedullary 0 013 0 0 13 0 112 o 0 13
Deposit, pigment, brown 0 211 0 0 13 0 112 0 0 13
Accessory spleen 13 0 0 0 O 0 . 12 01 0 O 1
{Thymus) [13) [ 01 { 0} [13]
Atrophy 130 0 0 0 O 12 L 0 0 O 1
{Brain) [13] [ 0] . [ 0} {13]
No remarkable change )
(Heart) 113} { 0} f 0] [13]
No remarkable change
(Adrenal gland) [13] [ 0] { 0] {131
No remarkable change
(Urinary bladder) {13} { 0] [ 0] [13]
No remarkable change
(Ovary) [ 1] [ 0) [ 01 [ 2}

No remarkable change

-, Negative:; % 'Very slight; +, Slight; ++ Moderate; +t+, Severe; Pos., Total of positive grade
[ ], Number of animals examined



Table 23

0SBP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Reproductive performance of F, animals

Compound 0SBP

ey o* . i B

Number of mated pairs 13 13 13 13

Number of copulated pairs 13 13 13 13
Copulation index 100 100 100 100

Number of pregnant animals 12 13 13' 11
Fertility index 92.3 100 100 84.8
Pairing days until copulation

Mean + S.D. (N) 2.5 = 1.1 (13) 2.0 £ 1.0 (13) 2.4 £ 1.7 (13) 2.8 £ 2.0 (13)
Frequency of vaginal estrus ,

Mean £ S.D. (N) 1.0 £ 0.0 (13) 1.0 £ 0.0 (13) 1.1 + 0.3 (13) 1.0 £ 0.0 (13)

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

Copulation index = (number of copulated pairs / number of mated pairs) X 100, %

Fertility index = (number of pregnant animals / number of copulated pairs) X 100, %
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Table 24

0SBP: combined repeat dose and reproductive/development toxicity screening test in rats

Developrment of F, pups up to day 4 of lactation; mean = S.D. (N)

Compound DTP
Dose group
(ng/kg) 0a)- 12 60 300
Number of pregnant females 12 13 13 11
Number of females with live pups 12 13 13 11
Gestation index 100 100 100 100
Gestation length in days 22.3 £ 0.5 (12) 22.2 £ 0.4 (13) 22.2 £ 0.4 (13) 22.5 £ 0.5 (11)
Number of corpora lutea 17.2 = 1.4 (12) 15,9 £ 2.1 (13D 17.1 £ 1.7 (13 16.8 £ 1.7 (11)
Number of implantation sites 16,0 £ 1.7 (12D 14.7 £ 3.2 (13) 16.3 = 1.8 (18) 18.5 £ 2.7 (11
Implantation index 83.3 £ 7.4 (12) 91.4 =+ 13,7 (13) 95.6 + 5.5 (13) 91.9 £ 87 (11)
Day 0 of lactation
Number of pups born 15,1 = 2.4 (12) 13.8 £ 2.8 (13 15.4 £ 1.7 (13) 14.3 £ 2.2 (11
Delivery index 93.9 = 7.5 (12 94.3 &+ 5.7 (13 94.5 = 4.8 (13) 82.2 £ 6.7 (11)
Nupber of live pups 15.1 £ 2.4 (12 ) 13.7 £ 2.9 (13) 15,3 =+ 1.7 (13) 4.1 2.2 (11)
Birth index 93.9 £ 7.5 (12) 0 03.6 £ 55 (138) 94.0 £ 5.0 (13) 91.2 £ 7.6 (11)
Live birth index 1006 £ 0.0 (12) 99.4 = 2.3 (13 99.5 + 1.7 (13) 98.8 £ 2.7 (11)
Sex ratio on day -0 %4.7 = 15.3 (12 48.5 + 12.8 (13 52.2 = 11.8 (13) 44.5 £ 8.7 (11)
Day 4 of lactationm
Number of live pups 15.1 £ 2.4 (12 13.6 £ 2.9 (i3) 15.3 £ 1.7 (13) 141 = 2.2 (1)
Viability index 100.0 = 0.0 (12) 9.4 = 2.1 (13) 100.,0 £ 0.0 (138 100.0 £ 0.0 C11)
Sex ratio on day 4 54,7 £ 15.8 (12 48.9 £ 12.9 (13D 2.2 % 11.8 (13 44.5 £ 8.7 (11

a): vehicle control, corn oil (5 ml/kg)

Gestation index
Implantation index

= (nupber of females with live pups / number of pregnant females) X 100, ¥

= (number of implantation sites / number of corpora lutea) X 100. %

Delivery index = (number of pups born / number of implantation sites) X 100, ¥

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

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

Sex ratio on day 0 = (number of male live pups on day O / number of live pups on day §) X 100, ¥
Viability index = (number of live pups on day 4 / pumber of live pups on day 0) X 100, ¥

Sex ratio on day 4 = (number of male live pups on 4 / number of live pups on day 4) X 100, % //:>

N




Table 25

OSBP: combined repeat dose and reproductive/developmental toxicity screening test in rats
Body weight of Fi pups up to day 4 of lactation; mean = S.D. (N)
Compound OPBP
Dose group
(mg/kg) 0 a) 12 60 300
Day 0 of lactation
Number of live pups 15.1 * 2.4 12) 13.7 £ 2.9 13) 15.3 + 1.7 13) 4.1 % 1)
Male 8.3 + 2.7 6.8 £ 2.3 7.8 £ 1.2 6. * .
Fenmale 6.8 * 2.6 6.8 = 1.6 7.5 £ 2.5 7.7 +
Weight of pup (g)
Hale 6.8 + 0.5 12) 6.9 £ 0.8 13) §.5 £ 0.3 13) 6.9 % 11
Female 6.5 £ 0.5 12) 6.5 £ 0.6 13 §.3 £ 0.4 13 6.5 % 12
Day 4 of lactation
Number of live pups 15.1 £ 2.4 12) 13.6 £ 2.9 13) 15.3 £ 1.7 13) 4.1 * 11)
Kale 8.3 £ 2.7 6.8 £ 2.3 7.8 £ 1.2 6.4 %
Female 6.8 £ 2.6 6.8 + 1.6 7.5 £ 2.9 7.7 *
Feight of pup (g)
Male 1t.0 = 1.0 12) 11.5 £ 1.9 13) 10.6 £ 1.0 13) 11, + 11)
Female 0.6 £ 1.0 12) 11.0 £ 1.5 13) 10.1 £ 1.0 13) 10. + 11)

a): vehicle control,

corn oil (2 ml/kg)



Table 26

0SBP: combined repeat dose and reproductive/developmental

Morphological findings in F, pups on day 4 of lactation

toxicity screening test in rats

Compound

0SBP

Dose group

a)

0 12 60 300

(ng/kg)
Number of pups examined

External observation 181 1717 199 155

Visceral observation 181 177 199 155
Number of pups with

b)
External malformations 0 4; 0 1
Visceral malformations 0 0 0 0

a): vehicle control, corn oil (2 ml/kg)
b): anal atresia, and anury



Table 27
0SBP: combined repeat dose and reproductive/developmental

Morphological findings in F; dead pups

toxicity screening test in rats

Compound 0SBP
Dose group a)
0 12 60 - 300
(ng/kg)
No. of dead pups examined
External observation 0 1 1 2
Visceral observation 0 1 1 2
No. of dead pups showing abnormalities
b)
External malformations 0 1 0 0
. c)
Visceral malformations 0 1 )} 0

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

b): anasarca, short trunk, anophthalmia (both), reduction deformity of the limbs, club foot, anal atresia,

and filamentous tail

¢): This dead pup was the same one with external malformations;
renal agenesis (left), adrenal agenesis (left), hydronephrosis (right), transposition of the great vessels,

and lobulation anomaly of the lung (right)
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