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€3 #]

OECDBAFFIb M E Z LM AR 72 ) —=V BB O—]RE LT, b-tert-FF-n-7 L) —
W (LUFBP) oRERSEYE - BERERESHHAKRET 720 Tb 5. BP @ 0 (EE).
2.5, 12.5 BB XY 60 mg/kg % Sprague-Dawley & (Crj:CD(SD)IGS)Z v b+ MM (&13

PL78) (ICSECAT 2R L OECHIR 2 ERARLREG L. S5 KETEIREHBRT®R

2 ER. M IERN 2@ L THSWE 3 B TRE AL T, BEMd B
BRESED LUEIHEDL O CICREBRZORE - BB RKFTREI DWTREIL 72
RREUTO LS KERNIN B,

1. RIER5SEE GEEWHR) |
B MER ALV ThORSHICEVTHAD SNB I %o

60 mg/ke DBPRYSIC & D\ BT, KEORIIIES & CEEROWDSHES Shtc,
ho. M. FREBORMSRS Shic, FMEMEREOME. Wi bic, )
S D R A D Sh e & DIz, BREEORMAUMELE & bIT50 > h i
PR R E T PR ORE L 2 SN BERED bhd HTEHL - RRED
BRICLREUEAM - 1o 12,5 ne/ke UTFOPRE TR, BEEE, REARERE
FERICBPIREDOEE L Z 2 ShAZEEDONEI 5 20

REHED—BPRRE. HEOIKTEHR & £ OBEE. Mo\ TR L - MESE S L Ol
BHEALFEBRBICE., BPEREOEEER DO 1,

I. HEREFEESE

b, H5EBEER R

MEEBORER, ZHRE, D KOHEREICE. BPREOEFIRD oI -
oo 60 mg/kg DOBPEG I & O IEREHIS K OBFRBOWBOEHRNRD Sh i

2. ERAR

60 mg/kg DBPIRSGICL 0. ERERESEL L. DkFE S X CERBERNED

TEREMAS LN, S5 BEREBEMEEERR L. Uh L. EROMEL L KUTEREIC,
BPREDEEIBED SN 1T - 7o




II. &

D EoHBREEN 5 ARBREET TR, BP ORERSSHECETIEREEL. M
HEE BT 12,5 ng/ke/day. HIERABHICHT s EEERE. HISHLU TR 60 ng/ke/
day. MERXTL T 12.5 mg/ke/day. EEWRICH LTIt 12.5 ng/ke/day TdH 3 LM &

N5
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g-tert-7F L-m-2 LV — (PIF. BP) &, b FBLUBMORY. A, B - W
Mhds By Y ) R ER, HBMEHIE LTESCHERIMTWBE T FL— S Frs
brxzy (FIETU T vY) OEUMCEMETHE

BPIc oW T, = v X DRECIREIC X BLDsofiitd 1080 mg/kg L ETHB I &HHMSN
Thé“ﬁ\&@&%ﬁﬁﬁiﬁiﬁ%ééﬁkourd%émm3nfwmmo%;T
S, 0D & 3 BF LM E O RAEERICHD 2 BEFEEEO—RE L TBPOKIER
BEHH - ERBEESENARR T, SRR 2170, FEAMOES » bk
BERERSSEES SO EBRESEICOVWTRE LD T, ZOBREWET %o

.

o




GRERT R L UHE]

1. WERME

6-teri-For-m-27 L —s (LUFL BP) (CAS No.: 88-60-8. 4yF 3K : CiiHie0y &3F
B 164,24, "4 : 6-tert-butyl-m-cresol . BS:21.3 C. #5:5:244%C (101. 3kPa), 2%
SUE : 1.80 kPa{120C) Jid. REBEDEAETH 5, BFEHBRICHA L 72BP[Lot No.:

BREE © 99.23 wt9%) (Annex 1) E. HAK* =R
REL .

WERMBE . a— v (#4547 X276, Lot No.:V7R2020] I THEMBL. ©WF
NOABIBVWTS | AIDRSHEHN 2nl/ke BEIN L LS CREZRHEL /2. AR
Kz, EB. BEXOLXETTREL. HEERTBLUACERE Ui, Ak, 0.1 BEU2%
(w/v) OEREOFHBMRIZ>VTE, FiE. BAFETTOLRCLL HRERETH S Z &
B, GEARBRICEN > TEREINK T6-tert-TF-n-7 Ly —1d5 v F 2BV BEE

 RESFUHRRB) BV THEEIN TS Y (Amex 2). AREBPICHE L 2B 51K (0. 1254

0.625. 3%) iZid, FIEEEDBPHREE INT W 2 &2 L 72 (Annex 3),

2. EHEMD KUEHEERE

AMERITE, MERES S 7T ERICTIBA (ATHE. MBEE bIC19974 1 A28H) LA-BET
¥R - Y N—@EREFT S —HBE®D Sprague-Dawley %5 » b (Crj:CD (SD)IGS.
SPE) 2 Lo BEAL 8. AT 1 ER. B ERBEERNDTTFHRES L. KRR
LU 7o By BIOATN. BER SV RED TREOKREHEZ Annex 4 IZR L1,
ZEME. BRERE24+ 1 T X UEES0~65% MAEEKL5m, /. B 12k
R (FRT TR ~FR TE) SRS HERT. £B%y— v (220 X270 X190 nm)
IKERICINE LB L. BRER (CE-2. BAZ UTH) B LUKEK (FEEFHKER
#HAK) EBICERs Y, ERIME RE#EBH=K 0 H) REOMEM Iz >\ Tk,
T PR — Y (350 X400 X180mm ) KINFL. K& LT ATHT 5 7
(ALPHA-dri\ fnmaés) =EEMHEL 7.
ﬁ%%%¢\%%&%%¢%3VFu—»%KEwTMﬁLtﬁ§§@§E£i§mﬁ
BE . #hEh. 23.0~25.5C 43.0~61.5% L HEEBHTH D AL 88, fost
KB LOCRBICEIRBRICELZ KT AREDCH 5BAMERD SN idh -1,




3. BB KUEKET
MR & LEREEGE (B5 1 H) oFELb Lo, REHBCEERMBEC XL DBD
U BB & BMHERIBILEE L 7., '

BOTHR. chondT~NXTOMEICE., ity « v b _yv2HOWTRIEFRENES %

REEBERALL, g2, BAHRZES T 2EHNT, BBECBORLEH — M2
BEs — Vi, ChicEREEES B XOEGENESZ2EA L, Bk, BRI
WTEL EEROBRIZITHIEN -1,

4. BE5E. BER. RE5PEB LOBGHE

BPOR S BIE. FHAROBRESEZICHE Lo THRBRTE. BPO 0 (3 — ) |
30, 60+ 120 mg/kg % MEHHES v b (Crj:CD(SDYIGS) . 1 B 1ML 14F RIEHIRICEHHE
Q25 Lo Z0MR. 120 ne/ke OBS I 0. MEETESHRTE CRENRESh
o %1, BERCHREHEOWD B LOERB OB, BSHEFHES N, B
B BPR S OB BILED DRI 5 o 120 ng/ke DRFIC LD MifE b, AED
BMIEINED Sh o HTE. 60 ng/ke DRE5CHVTH. BREHEDHD.
REOHMIGINTD Ghtce RREDKE. MTE30 me/ke B EDBPREIC LD,
BRI OB ER B L0 b ARORBIMETI RS SN, MKSERE I EBPRE DEE
BB Shih -, MEEEEREOKE. W60 mg/ke oS XD,
BEMEE. 7073 VEE. B3 LR 7o — L BENED L. RRZREEORSERA
SSWETAN Y74 RT 74 —EiElED X OCOTEE QBB ED bhte HTR.
120 mg/kg OBEICX D, B LR T o —VBEOBDEANAONT. Fio. 60 mg/ks
HUEoBREicky, BTBREROBS. s LOBHEBOMNAS Sh, BTl
120 ne/ke BEC 0\ FBS L OBREROUIETAS 5o HRTE. FEOR
3 VBB, MRS AR U 72 B e T OBPRISROMIETA S, 51T
Tk, 60 mg/kg UEOBS X0, FRBOBANS Shic. BIROERENS. M
60 me/kg OB LD, HETE60 ng/ke MEOBREI X 0BES NI, £, BIEHE
DAIES, BETIE60 mg/ke PLEDBREIC LD, #TIRIN ng/kg BWETH SN,

P EDR#EN S, UEORERS X 0. —RRE, FB, MEEtsns. BEEE
B EOHIBEE PR S OEENBHBICED 5760 ng/ke 2 ARXBROBABICHRE L.

O




PUT. A5 T U THAEICIR2. S ng/ke % ERRIZEL. 5 me/kg ZRRE L 72,
TH. MERCE T — vEBPREH EA—FEFICTRE Ui, UITREBEERT .
L (@& S)

HES BRWE /5B

(meg/kg) # it
1 BE (o—rm) o 13 (MX01001 ~MX01D13) 13 (FB01001~FR01013)
2 BP 2.9 13 (MX02001 ~MX02013) 13 (FB02001~FB02013)
3 BP 12.5 13 (MX03001 ~MX03013) 13 (FBO3001~FB03013)
4 BP 60 13 (MX04001 ~MX04013) 13 (FB04001~FB04C13)

SHABORSKREE. Hiow L TE3EE] 28 & REHR (2:8R) B X OREHHE
HT2EM (FlikBETHE coER4ERA) « /o Miox L TERER 2,88 & RE
2 HEoX RSB CCREIET) « 4o CRKER M T IFRAMEE L To%k%
DHEIH (HRE=WE0H) T REBLZMNHH L wh - MR EE
H (FER24BHEYA) £ E81H. 7 PRABEEZRVTROES L (RE5H
HH. MEHEE HITI997E 2 B 4 H) o BHOBKS IR 9 BD o LR ORTICITVL. BB
OREHE (2nl/ke AE) & MRS CIEXER S L OREIBEH O > W TiAE |
EHE L 2B S L2, T, REROBIICSWTHEROIHDOREZ D LT ER
BHU 7.

5. BIEAk
1) BEH
A — KRB DBIE
M & b 2flicone. FAEHEPER 1 B EREL

B. (A RIE
HEERFNTHOWTy BEE 1L 8. 150 22, 29, 36. 42B B LB, Mizafliz-

W, /51, 8. SEICAIEL . RE52BFE TCIXELAL » felfid, K5 2HICH &K
EERRIE Ui, Fo. REMTIE. ERO. 7. 14, 208, SHRLAMTRATHE 0B &
48 RZR) KEERRE L. REGEREIN 0D L EH - 2. k250
MHYE (BRE) CAREREEL .
C.BSHEAE

& baflic-owT, REAIEHEFBRKEEESEE L. HEEn oROAIEH %
TOROBHEEZEHNL /- 2EBHOREHEHOEEERIHE L U -7, REMETE.



IR 0 ~T, T~14, 14~20HIZ, D L-METE. BHE0~4 HOBHEEBZHAEL 7.

D. R

HEDABIT >\ T, B EETE B Rl — IR U 40 4 BRI R L T
iy M. B, W YRy — 4 g b vk B A VoW THRERE (2
J=F v 7 200+, Sz Z3) KK DRBREZRRL 7co

B 558

B R ISE DS T S RE 2 HR. RENOIEE |3 | THES ¢ T -7
SROWRE. B, BRD L OBEEATOBT OREET~SC &1L DTV, RR
PHEBE NI, 0B AEE 0 B 2EE L TN S L . BICEEL -, ZED
R G R [ (R SEBIE) X 100]. EHE CEEBWE, TR
X100]. FAEBEN SXREBEFTREL ZBEB LU0 Z0MIcEHR L - RIEHomEZ KD ()
120 '

. 53 % X CIHE RO BIE

BEE LERIEE. A0EBADBE E. HBRENERRRTE LB >V T
ZOREEERL . EREETE b - LBHIC W T o SRR > 53 HEH ©
I & OYBEEOEE LM L TREL o Sk RS EEREL

6. 530 B D3

ORI B 0 B~ | IBF B Ly © ORI I AT LT B & & AR
LB o\ Ty 2D EEMEE B L o FRILIEEHEE TH S MRERT LB
WicowTiE, BEEDBRBE & Lo |

SBERBLE 2O LT, EIREN GEE0 B0 S HMEFTORR) #HEL. ()
B [ (IR M SEIEBIE) X 100] 2EBICo VW TRS I,
H. #1H

2) HEW

1. mARE

AHICoNT, AEREHIC 18~ MBI R S €, BRI B~ Y b SAE S —
by SRR T TR AR & U FUBEH & UCEDTA-2K AV TRIIL. MTFO®
EioWTREL 72, | |




15 H #oE % R B o®

=

RImEkER (RBC) HE (BxEHRH) Coulter Counter Model $-
PLUS IV (a-é-xbituziz )

HInEkE (WBC) 7 | ” ) ”

fu/hk#E 7 ” ) ”

mtFE (Hb) v (RICEER) “

SFARIERBTE (MCV) 7 (BRIEIE:) <

~N= b2 Yy ME (HE) EHE (RBCXMCVX0.001)

SEIGFR M BR 1 € 38 2 (MCH) » (HbX 1000,/RBC)

SERIMEK M AR E (MCHC)  ~ (HbXx100,7Ht)

B Bk 5y 55 B (FIRMSBHRER, KA TS
Wright-Giemsa %fh)

0. MmEE s
2FloVnWT. MRFRBEOLDOFMICS| & . BBPEAFHRK L DHGER & LT
ARY vEROTRNL, 08258 L TUTOBEIZ>WTREZIT - /o

15 H il iE Tk F B ¥ =
WELRE YLy b =L BEREREBES TS
COBAS- FARA (m v a)

FrAT7 I VviEBE BCGH: ”
MaLzxyFa—EE COD - DADS#E:E i

TN ERE 7 F 4 —FG66PDH & ”
IREBREFRREE (BUN) 2L 7—¥GL.DH & ”
IUTFTF = EE Jaffé & »
T4 A7 75 -¥iE ik (ALP) GSCCH: ”

GOTvEM: [FCC ”

GPT(E'% ” (f Vi

T —GTPiGHE: ¥ ~IA -3 -4 - M7 U P R E ”

Y NS4 FRE GPO - DAOSEE v
e ) P (Inorg. phos.) €1 75 VERER ”
BEY LE AEE Jendrassik/Grof #& ”

Aoy LRE 0CPCEE 7

A/GEE HE

+ b ARE A A VERRE éﬁﬁ%ﬁ@fgﬁﬁ%%&&[j??
i I} ™ A%g ” ”
fﬁ%%g Y ”

N REERE

R, 2fliconwcHiRL. BE - BBORBHBEE1T > 2o £ OE. Bi. LR
HolR. Frig. BhE. g, 88, BRI LXOBELRoFERZEE L. g CHAERE
(FSER) 2HEHL7, BRELCBEREARI 77 VRIKEE L TREL. BVOEE
AEEAHE B XOCBIRE S CIHBRKIURENED o s (. BREBIBL) & 10
A=) VEIKEEL TRIFELL. ThOoDOBEE. BT 774 YR &L,
N bhF o) oA Y VREERITS T SHER B LOHBERIC W TREERFERE



%%Bﬁ Lo
"

HifgEREORE. BRERCTRENED SN HEE. ORSEHICOVWTLR

M EREERT - o 0E. FRIFIHELBD SR RE (BES) BLUHHiI-oW
Thy Wb BRI S O BB 1 BP OIS B KTE L 1 A S S I o 7
TEd D, BPESOBE TRV EHN L. HEAMSERE £ HM L - o

b) BN

DL EETHE 4 BT, RBEFEBINALHNDE L S0 - 28 iER2BHES 8
Wy ThEh, Ny bty —VREF R TR - 2RSS TEIR L /2o £ RSB
KOTERMN L. PEEEAENE T RS RRE A k. 7T VRIS L,
FEIC>WCERBERBE L. BRE] EHRE TERERE) X 100 JEEH L. %7
B~ LaBE. BmRE. PR, B, BB XORBOEBEZE L. Y THHAERE GHXE
B) tEML:, BREEEARED OB, TEALCCHRBCREIRD SN
%ﬁﬁﬂ%%%ﬁ)m\w%$»7U7%K@ﬁLT@§LkQChé@%ﬁf%%%
FUOFEZRKRL) B, BERETS74 PR EL. AT V) r—xd T VRE
2TV, BRABHB LOMBEICOWTREEBZERERIT - /co FAEAIOIPRIZONWT
LIREEBEREEERL 72
FEHAMEREORRE. BHEHCEE B o/ FE. BB b XORE . ok
BB 5T b RIS RE £ 17 - 720 SIRFFHISREA S SN RE (BER) 5 X
OBz > W Ty VI b RO S O I RIS 12 BP DR 5 B (A L 72 M 5.
AT o 7 2 LDy BPIEEIC X BT W E W L. ISR E £ L D

Of:o

2) Fr HiHR
A ERMOBEE

WE 0 BICERS (R ECE) Bl SRR ERRE) X 100] B &
ORHE VR BE SR [ (HEEAE WA/ BRIE) X 100] 23koi, BERISVLTR. ARITHOE
M5 X OPER S~ RO [ (#o4REY HIEEERE) X100) 2EML 7.
B. HURBOEE

SET B4 H S~ AR [ (PHEEHE R BE IR0 X 100] 3 & OO e A IR [ (T
4 BOERE/THE 0 HOERE) X 1007 2%l FCREHHRR L7,

@



C. HEAE

HE 0 B k4 Hic—BEBEA cHEMICAE (litter BE) 28E L. (litterEE/
Al RE) 2&BICo>VWTRD 7,
D. #&

HE 4 HIc2PEEMR L oo ARBELSEDONAERIE. 10%B+kr~= ) VRIREL
2o

6. WeatiEdr

TRE. ZHEL IOCHEROHBRENBEE C >\ Tt Yates OMIEEZE T x *1&
EBaiTote MERABARKDLWTE. ZL—FHF L7~ 4 & Mann-Whitney © U
B D%, BV - VO4EHEWR Fisher BEREORMIREY 217> 720 ZOMDT
7 (RBE2BR) B BRILBohibswiz—BI&DFHEE [FEAREL
T 569 Bartlett T2 KL DEHODHKO—HRBEICOWTRE L 7co TORE BN
—kE EhiBaild. —TREFOSEIN 21TV, B EREVED Shitigai
3 %ﬁ@@ﬁﬁ“lﬁ—f&smi‘ Dunnett #%® 2BV, A—TH W& Scheffeik”
ERWTHIBE LBPEREE L OFIEOEDRERIT - 1ro DA KT N  1BE.
FEHED 0 LR BBNERE L BE . Kruskal-Wallis NERRE® Z24T40 . BRI
EEESBDONLBAIC. HEH LBPEREHLOEITOWT Dunnett EH B L
& Scheffé thOREZIT-1o Mk BEKER, 5BBILO1X%E LK.

l



I. RiE®RS5EE REwaR)
1. —HBiKRE (Tables1. 2; Appendices 1-1~2-4)
MHEE S, WThORERIKBWTHLRTH 2 WEERIYERD oNED - 7o
WA & 7o ($EHOBEL . 60 mg/ke GBI 1 FI. M 2 Flic. 5B 4 BB,
g Tt ohi,

2. (k&8
1) ## (Figure 1; Tables 3. 4: Appendices 3-1~4-4)
HOREHEBICIE., BB EIPEREHEOBIAEEERD ONLE M o T,

9) M (Figure 2: Tables5~10; Apendices 5-1~10-4)

a) B

60mﬁg®ﬁﬁﬂﬁd\WE@%MW%@Wﬁ%%%ﬂﬁmK125%&@25%&8‘

REBORER., SEHERRICES L7,

b) ¥EYEEA

EHFE TR 60 me/ke BEBROIERIABOFEN . MEH & LRI L THE (0<0.01) &
WAL, BB L EMBTHB Lo 12.5 ng/kg UToORSHOKER. SEEEA
BRICHERS U 7o

c)'HEH

60 mg/kg REFROWEAHOGRE LI CHE 0~ 4 HOHEMMEB A, SHEE & K
LTE®E (p<0.01) L 7o

3. HHE
1) B (Figure 3; Table 11; Appendices 11-1~11-4)
REHABROEHEICIE., XEHEBPERSBEOBMICBEREIRDONE N 57,

2) WE (Pigure 4; Tables 12 ~14; Appendices 12-1~14-4)
RER B LOIERAOCEBHEEICIE. MEELBPRRGH LOMICEEZZEDORETL

O



ot WEHOBHERE. 60 ng/ke BREBTERE (p<0.01) WL 1o

4. R#%TE (Tables 15, ; Appendices 15-1~15-4)
BIZHOWTERBLZERBEORRTCE. WFhORBRBEEEICSWTH. BPESICEEL

7o EEZHNBEAERDONTD 5 I,

5. RERFRAERNR

A) i
(1) mik#EHRR (Table 16; Appendices 16-1~16-4)
WEFNOKREHBIZDWTH. BPRECERAL L LEBZoh 2EMLBR Do h - 120

(2) MEEAFRERE (Table 17; Appendices 17-1~17-4)
WEFhORBREBHEHISWTH, BPRECERLLEELZ ONBELERD OB N 10

(3) AR R (Table 18; Appendix 18 )

T, FieBsE e omEs. MBI | 4. BEsDd 2V Idi MRS HRE T 2 4.
2.5 mg/ kg BLU60 mg/kg REBHCR 1 HlAHON T,

DT, EEOAETICOBRES. 60 mg/kg 5B 1 flaonis

Friigcd. AL, 60 ng/kg REB D 24T, Hadbh, ABHD 1 H. 2.5 mg/
kg EED 1 Hl, 12.5 mg/kg 5B D | Hlb L 060 mg/kg RSB D5 Flic, I
EOEELLY, 12.5 mg/kg RSB D 1 fl LU60 me/ke BEBHO 2HlicSs Shi
BT BEREOHEN. IBRBL02.5 ng/ke REBOK 1 Hlic. BEAL XORE
REICHEMERAY . 60 mg/ke BEBROE | flichoni.

Z0f. BIEAHEBE D | Fl. BIR OB GERHNXERO 1 Fl. BIRONEALH60 ng/
kg o 1 Fl. BRACHBERMN2.5 B XU12.5 ng/kg BEFHICE 1 Fl. MAIKROKRE
60 mg/kg FEBD [ Flichohi,

(4) BBEEE (Table 19; Appendices 19-1~19-4)

80 mg/ke BREBOBHEEN . MBEH LB LU CEE (0<0.05) HEML o BN,
Dl . BRRE. HolR. BB, KRB IURRELEKOEE B KUHAERI G, NERH



EBPRRER L OFICHEZRED ol h - 72,

(5) FREBMIMESRATF R (Table 20 Appendix 20)

BRI E OB A UTISRY,

(L)

ILEHZEME S B W EERMEAL AN HEEED 3 flk L U'60 me/ke BREED THIICA SN 1A
MBI RIRE L L OREOE R, .

(F k)
NEFLEDFFRBE A 60 mg/ke REBOSFITAH SN, MREIFEREE

ELTW o 60 ng/ke BEBHCB Y 3 PRI A ORBERE 35 & (040, 05) (KM L e

Z0f. FREBEES 5\ KRB OBHALAS 5o E . FAIREIER OBEB LA
RBE 2 SURPRER IS SN ts, SHECEIEE S L UBREOZ B Shish
1o
(i)

i<%§ﬁﬁmﬁ\ﬁ%ﬁ%xUmem&%ﬁmg1WAéntﬁ\%@EEK%@
IE ot

(B

BE TS B R A REBBC O B, 60 ng/kg REB A SN, &
BEICEE0ERBD ORI o /.

ZDfb. BB ST IR eosinophilic body #SZh 2R 1 HlIC, 60 me/kg
FEHCEERL 2 Fl. IRBEOBMALS | flBShie L, WIhoOZ{hd . REEE
BLUOBECEIBEICERLES - 7,

(Fefs)

BEBRLED LOBMASMA . B D L6 ng/ke HIROLH IS SN 105,
MEBRICHEE S KOBEOEZ @Y Shiih - o
(% D)

Bis BUEE. BERE. KB X ORHELECREESOhEN -7,

~13-

O



B) I

(1) ##ArR (Table 21; Appendix 21)

ficid. BREAHZWIEREEEA. BB 241, 2.5 ng/ke REFHD 141, 12.5
mg/kg MEFHD 2HITA SN, T, REOFERARIAA12.5 ng/kg REBD 1 HlicH S
N,

BT 60 mg/ke REBE T AN OIS, KBNS HICASh I, T, BT
BEAEERAY 60 mg/ke BSEHIC | fl. BMBESSENHEHD 1 flicAh ol

BT, gEdbh 12.5 ng/ke REED 1 Fil. 60 mg/ke RE5BD 5 Hlic. Bk
2560 mg/ke BEHO 1 Flicsh oni, ‘

T, WRELINRBHEOKEOBE B LUz 0z oRM., SO 1 fic. Bl
FEAS, XEEB 3 L U'2.5 mg/kg BMEBTE 1A SN,

BaRg o /NRL s HERBED 4F]. 2.5 ig/ke BEBHD 3Hl. 12.5 m/ke BREBO
46l LU60 me/ke REBO4FIICAH SNz, RRFAE S L OBEICES BRI
EUBED SN Mo tro Tl BEEN, 60 ng/ke BRSO 1 . EEREEN. 2.5 ng/
kg 5D 1 Flicdh Shizo

O, BEMOBES. 60 ng/kg BEED 2 HlIZH SNl

(2) 23EEE (Table 22; Appendices 22-1 ~22-4)

60 mg/ke HREFHOUEE KOCRBOEEN KR B L THE (0<0. 01) KD
U~ B BB K CBRBOLLARESERE (p<0. 0D IS L7z BIBEED. 2.5 ng/ke
REHTHE (p<0. 05)IX8IN L - 4%, BEEKRFRLEL TR -7,

(3) 'RIEAMBZRIA R (Table 23; Appendix 23)
ZHEEOBEMREZUTIIRT.

(FF Rig)
NEFLED M AL, 60 ng/kg REBDOI0HIICASh MRE XIFEMEZ

FLTWio 60 ng/kg BEBMIBH 2FMMEAOREEE S LORE X, 5%
(0<0.01) IS8 U Feo Z DM BURHEDBR 5 5\ UBRBH O BRLY S S iEh. 2
)i FENRAB R DRSBE L3 Sh o by BT b & OFREEC IS B & GBI B & 0
REICSE 3B SR A - 7o,

—14-



(Haf%)

EHEA . MBEO 4 HHB X0 ng/kg REBHO THICAHSRIN, MEHCHS
NIRERI o T2 Koy TLREQHMMA. 60 ng/ke REBHD | FliiH SNl

(B hi)

FECHFEREORMEN. HBHED TH B XLU60 ng/ke REBHDOIFlITAE SN
foid REEE S JOREICEEHHICZEEH - .

Z O, ERREOEREESSREO | flic, TAIRME OREIHZE A EE O
3%l. 60 ng/ke DS PBBONI, T RHMERBOREILE. BERILIRA60
mg/kg MEBHICE 1 flaohls
(B1%) |

FRB BRI oEmA 2.5 ng/kg BESBD 1 I L V60 ng/kg IRE5HOD 2 H
KHohtc, PEE (++) 2RUK2.5 mg/kg BE5BH LU60 mg/kg REBHOE
1 6] (BV&ES : FB02003 B XUFBIAIT . WTFNLEERETCEM TH - 1.

20, REORBHEFE K A%, 12.5 m/ke X U60 ng/ke HE5HOEZ
IMKééth
(Rt

SeEREED JOHAELN., HEH2ELEPREROLAICSE oz 60 ng/
ke BEBTE. BAEMOBEEEE 0.0 KETFT Uk, £/ BECKENK
HEO Lflics ol
(D)

B~ Dl BERE B K ORIERIDINRICKE.,. BRERASHEI -0

. HmsEsNE

1, HSEBREAT R

1) KECHAE (Table 24; Appendices 24-1~24-4)
éf@ﬁ%ﬁﬁ%bkoﬁ%@bkﬁx&fﬁck%%ﬁ\ﬁ%ﬁwlﬁ(@%ﬁ%i

MX01001XFB01001) 60 me/kg HREBIC 1 4 (BHES : MK04002XFB04002)FB¥» otz
UL, ZHRE AR SRBETRELAZBE S LOZOMOFEEEEIC . xR

BP& S & ORIICERE EI0 b hid b 76




) DB L OTHEIRE

2.5 mg/kg BEED 1 4] EHHES : FB02003) (L. S HICERDOMEE. WHATD
ng. TREoBWI B Ooh, EROHBRREDET LTV, OB, BELUED
MEITEZ RIS HE2HE CWWLERIET Lz, 12.5 ng/ke BEBHO 1 4]
(Bp¥&E S : FBO30L1) (3. HEYR2SBICEER | BlAEME L 05, SRR IFICIERE T
TIBET L TWeo E72. 60 ng/ke BEHO 1§l (EWWES : FRI400T) 3. DBEICE
BREBAD O -7205 HE. 2ERHIFETL 72,

ZDOMOEICE. DB LIVOHEREBOEZEIBEEINL - 0

3) HEEP XOERER (Table 25; Appendices 25-1~25-4)

12.5 ng/kg HBSE D 1 fl (FPES @ FBOS01L) AR5 H I (BEE) | 60 me/kg 5
B 1 F (EWFES : FBIL0D) R4 BICHE Lz LA L. ERUBICDE L -8
DHBIRNBIIREIA SN LID 5 7o ROEIE. EER22~3BICHEL 7z, HEXRB X
OHEYR BRI WO B8 L BPRIR G B & OMICHEREEZJE D ohidh - 7o

4) HIREFRE. BRE B LUEKE (Table 25; Appendices 25-1~25-4)
HRERGE. FREE LUOBEKRE I, HBE LBPERRSH LOBICHEIEHNEREZR
BB SNIEI o 1255, 60 mg/kg WEBOITFIREFEHE P LOFRBREBDL T 3 ER %2R
L/f:o

2. HERHR
1) &7 (Table 25; Appendices 25-1~25-4)
R, ERMERE ORI, B LBPEREH L ORIKKHZHNEREER
BONII o oA, 60 ng/ke REBOIBEL LOCERBERIBL T 5EMEZR L,
FETRE, HBEHE2SOEREBCRD oA BB 441 2.5 ng/ke 58 :
180, 12.5 me/kg 58 66, 60 mg/kg RSB 20410) | SETHFHH LURTREIC
BEOEMEBEDONL o7, 60 me/ke BEBOEFERBAMER SILRLT
BAE(p.00) PP L. HERSBOMEZR Lo 01T, ER 4 HOEFREA A
BB L LB U TAE 0.0 KED Lz UL, FEREFRICE. MER & 2BPRE
HEOBIERZEIRD SNAL - 1,



2) {AE (Table 26; Appendices 26-1~26-4)
60 ng/kg BEBOWE 0B X4 BoAEMN, MHE L. 53 (0<0.054 p<0.01)
BUto 12.5 ng/kg UTOREETIE. ML bic. HBERHEARTEERBE 2R L 1,

3) JE& (Table 27)

2.5 ng/kg BSBOMIER 1 41 (BEWEE : FB02007) CRAIERE b & O RILEH
DE SN e ©OER TR TER L. TOBOERIE. AEEREBD SN
T, BT 4 BOSHRICH VTS BEE I RS ZED SN h - o

¥, FEROHBRTOEFEBE SO L, - o |

O




€ %]

—HREOZEILE LT, BMENMHE SIS on e d REFABSDLTVI & B&
VIS v P CRBRREMCREDON BB TH -7 I &S WRMEOEE TIEL
W &R L 7o

HTRAES LUCBEBIBPREOEEBEFEDONL D - 2 MTE 60 ng/keg DBP
B’BEizxb, RO NG I K REEDBONRD Sh i,

M®Hﬁ®&¢§@ﬁ\&)mwgmw&ﬁmxbﬁmbkomﬁwﬁﬁéiuw
REDEBERDONL D o 1o RHZRE C MM b B EA L. ME T8
PEAbZ A o o ARELE D FFIIBIE R B S hfzo BPOBLULEMETH ST F L — b
N ety b Y EFSEEELTHWAIEY . Ty b TRBPRSIC & 03B
FFEEEOTHRERSEMT 5 LY SSIRFHERICEN - TR L 2 FRART
D 60 mg/kg LRSI XOMBADOCTEE. TAA )7+ RX7 75 —EHE
HEoELRNFBEDON TV B I Mo RRRTRD SN FHIEOEAR . BPRE R
LiciFsternRd 28 LEEXAON S, MBI CRBREENHEML 720, WEERFR
BETRBRISPRSOEELEX SN BHEBENNELEAORT, THREL I REEA
DRI OL. BREREL TR T IHERIRDONTIN 5 /o MED 2.5 mg/kg &
SO 1 Pl KO 60 mg/ke HE5ED 24601C. BERRB CREHRBOBEMNNA S,
DOREBHOEMAFEE TH 72 26lid. WFhb2ERETEWTH DHEREN LR
THolel o, A MVARKKBHEEILVF 1A FODZWMOHENMZRET 5AREEL
Shte, £h. HETE 60 ng/ke DBPREIC & 0. WO ENOREOHBENS Sh
fohds REE L JUMKKRECBPREOEEIIS SN T, BPRE LOBEBEEH LMz
 ERAG LW f

M EALERBRER IS, BPREOEEL TR T 2EMMERD SN ih - 1o

UEo#ERr o, Oo—REHEFMNEZEE., 60 ng/kg OREBPERSICL DI
BENBRDONAIENS 12.5 ng/kg/day | O—REHEFOBZIERIE. 60 ng/kg
DOBPOREREIC L. FEOMMMEI S XUCFSENTB D SN &N O 12.5 ng/
kg/day &% S i,

MBI ORREE, ZHeH s LOHERICE, BPREOEBRBDSNUN 10 12.5
mg/kg EHO 1 FlBE LT 60 ng/ke BEBD 1 Fl, heEh. ER258 XV24RIC




HWEU . 12.5 ng/ke EBD 1 fliconwTid, EREIE (BRE: 1) CERL
F AL E A Shize 60 ne/ke BEBO | HlIcoWTid, HUEHA0% (R 6L,
BEIRER D 15) LEMEERLAO, DBRRESLUERIBE TOERODEERRBFTH
S el &\ OEMIEE TIER22~23BIRER DB L TVWA I EMD, 2D 24IIKH S
N YIREIE FBPIRE OB E TRV ST L 2o HEREICEBPRSOEBRED O
Bhotco Eroy 60 ng/ke DBPIRE & 0 IERHGHENMAOMERET LA &M S,

PEBREE Sk b N, X OIS HREHBEEN 60 ng/ke OBPREIC L OB L. BOFER
REMERNTR SN0 AEBRER LALERN, 2.5 ig/ke 5RO 1 ETHD SN
B EOBRSBOERIHARTHESBDONTVE NI &S BREEFH LEX S,

BPISBHAEFI B W MW L 7oo 7. AR TRERORENH LS SNih, ERD
HfdE, BT, BPREOEBER SN o1,

IRODIENS. WOEBBEESESNLELER I 60 ne/ke/day, Mo EFE
FEBWSHLMEER . 60 ne/kg OBPRESIC X D HFRENTR I I EH
5. 12.5 mg/kg/day. F/-. EROEBREFTHEFNLEELER L. 60 ng/kg DBP
BECXORBIHNAE SN &S, 12,5 ng/ke/day & Z SNz

D EDHBEEN S ABREUET TR BPORERSHECET 2 MERR .
&I 12,5 mg/ke/day, HEFEFEE B ICEY 2 EPERE. BT L TE 60 ng/ke/day.
M L CiE 12,5 ng/ke/day. EENEIC LTI 12.5 mg/ke/day TdH B ¥ h B
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BP : combined repeat dose and reproductive/developmental toxicity screening
test in rats

Table no. (appendix no.)
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Body weight of Fo females during lactation period

Body weight gain of Fo females during lactation
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Food consumption of Fo males
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Food consumption of Fo females during pregnancy
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Food consumption of Fo females during lactation
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Urinalysis values in Fo males on day 42 of
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Hematological findings of Fo males after oral
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Biochemical findings of Fo males after oral
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Summary of macroscopic findings in Fo males
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Summary of histopathological findings in Fo males
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Summary of histopathological findings in Fo females
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Morphological findings in F: pups on day 4 of
lactation

Morphological findings in F: dead pups




; 44 % &

Table 1

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

Clinical signs of Fo males

No. of No. of animals showing clinical sigans
Clinical sigas Group animgls
examined 1~ 8~ 14 15~ 21 22~ 28 29~ 35 16~ 42 43 Total
.b) .
0 mg/keg 13 0 0 0 0 0 0 0 0
2.5 mg/keg 13 0 0 0 0 0 0 0 0
Loss of hair
12.5 me/kg 13 0 0 0 0 0 0 0 0
60 mg/ke 13 0 0 0 . 1 1 1 i 1

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



Table 2

BP: combined repeat dose and reproductive/developmental toxicity screening test

Clinical signs of Fo females

in rats

No. of No. of animals showing clinical sigas
Clinical signs Group animgls
examined 1~ 7% g~ 14 15~ 21 92~ 23 29~ 35 36~ 42 43~ Total
b)
0 mg/ke 13 0 0 0 0 0 0 0 0
2.5 mg/kg 13 0 0 0 0 0 0 0 0
Loss of hair
12.5 mg/kg 13 0 0 0 0 0 0 0 0
60 meg/kg 13 0 0 0 1 2 2 2 2

a): days of treatment
b): vehicle control, corn oil

(2 ml/kg)



: Table 3
# BP: combined repeat dose and reproductive/developmental toxicity screening test in rats
; Body weight of Fo males (g): mean & S§.D., (N)
Compound BP
Dose group
(mg/kg) 0®) 2.5 12.5 60
) Days of treatment
1 (Initial weight) 281.5 + 9.0 ( 13) 291.6 * 9.0 - ( 13) 291.7 =+ B.7 ( 13) 291.8 =+ 8.1 ( 13)
! 8 334.3 * 20.0 ( 13) 340.1 * 15.7 ( 13) 342.3 * 19.4 ( 13) 342.1 = 11.3 ¢ 13)
; 15 369.6 * 30.5 ( 13) 375.2 £ 17.6 ( 13) 377.6 ¢ 27.0 ( 13) 380.4 = 12.6 ( 13)
22 ' 401.0 + 33.1 ( 13) 414.3 * 21.7 ( 13} 414.5 & 33.1 ( 13) 413.2 £ 18.1 ( 13)
23 433.4 t 40.4 ( 13) 450.3 £ 27.8 ( 13) 447.6 * 38.8 ( 13) 444.9 * 23.1 ( 13)
36 458.4 * 44.1 ( 13)  476.1 * 34.1 ( 13) 471.7 + 40.6 ( 13) 468.0 t 27.7 ( 13)
J 42 477.6 * 47.0 ( 13) 495.4 * 41.5 ( 13) 491.7 * 41.9 ( 13) 492.2 * 33.4 ( 13)
L4
&

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




Table ¢
BP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of Fo males (g): mean #* §.D. (N)

Compound BP

Dose group 2)

(mg/kg) 0 2.5 12,5 60
Days of treatment
1~ 8 42.8 + 12.7 ( 13) 48.5 + 10.5 ( 13) 50.5 * 12.5 ( 13) 50.3 ¢+ 6.2 ( 13)
8~ 15 35.3 £ 11.0 ( 13) 35.1 + 6.3 ( 13) 35.3 £ 9.9 ( 13) 38.3 + 5.4 ( 13)
15~ 22 31.4 ¢ 5.0 ( 13) 39.1 ¢ 6.9 ( 13) 36.9 £ 8.5 ( 13) 32.8 ¢ 10.7 ( 13)
22~ 29 32.4 £ 9.2 ( 13) 36.0 + 11.1 ( 13) 33.1 ¢z 8.1 (13 31.7 ¢ 7.1 (1)
29~ 386 25.0 £ 6.6 ( 13) 25.8 *- 9.4 ( 13) 24.1 ¢ 7.3 ( 13) 23,1+ 7.5 (13
36~ 42 19.2 =+ 5.6 ( 13) 19.3 £ 9.8 ( 13) 20.1 ¢+ 6.3 ( 13) 24.2 ¢+ 8.0 ( 13
1~ 15 78.1 + 23.2 (11 83.5 r 12.3 ( 13) 85.9 £ 20.4 ( 13) 88.6 + 8.7 ( 13)
1~ 22 109.5 & 25.8 ( 13)  122.6 ¢ 17.0 ( 13) 122.7 + 26.2 ( 13) 121.4 ¢ 15.2 ( 13)
1~ 29 141.9 & 33.1 ( 13) 158.6 = 23.6 ( 13) 155.9 + 32.1 ( 13 153.1 + 20.2 ( 13)
1~ 36 166.9 = 37.0 ( 13) 184.5 z 30.5 ( 13) 179.9 £ 34.1 ( 13) 176.2.+ 24.3 ( 13)
1~42 186.1 * 39.8 ( 13) 203.7 &£ 37.7 ( 13) 200.0 ¢ + 30.3 ( 13)

35.7 ( 13) 200.4

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



Table §
BP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo females during premating period (g); mean * S.D. (N)

Compound BP

Dose group 2)

(mg/kg) 0 2.5 12.5 60

Days of tréatment

1 (Initial weight) 220.1 = 7.0 ( 13) 220.1 + 7.5 ( 13) 219.9 + 6.7 ( 13) 220.2 * 7.2 ( 13)
8 233.2 + 10.5 ( 13) 238.4 + 8.4 ( 13) 233.7° ¢+ 9.7 ( 13) 230.5 + 8.3 ( 13)
15 246.8 £ 12.6 ( 13) v 249.3 + 13.6 ( 13) 248.8 * 12.4 ( 13) 241.2 + 16.4 { 13)
99 ' v 266. 1 (1

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



Table 6
BP: combined repeat dose and reproductive/developmental toxicity screening test im rats

Body weight gain of Fo females during premating period (g); mean * §.D. (N)

Compound ) BP

Dose group 2)

(mg/kg) 0 2,5 12.5 80

Days of treatment
l~ 8 13.1 + 5.7 ( 13) 18.2 ¢+ 5.9 ( 13) 13.8 + 6.6  13) 10..3 *r 5.9 ( 13)
§~ 15 13.6 ¢+ 8.3 ( 13) 10.9 ¢+ 6.2 ( 13) 15.0 £+ 6.2 ( 13) 10.7 ¢+ 12.8 ( 13)
15~ 22 5.5 (
1~ 15 26.7 * 10.6 ( 13) 29.1 £ 11.2 ( 13) 28.8 + 10.4 ( 13) 20.9 £ 14.5 ( 13)
1~22 35.8 { 1)

a): vehicle control, corn o0il (2 ml/kg)
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Table 7

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

Body weight of Fo females during pregnancy period (g): mean * §.D. (M)

Compound BP

Dose group a)

(mg/kg) 0 2.5 12.5 60

Days of pregnancy
0 251.9 £ 13.2 ( 12) 259.8 £+ 8.7 ( 13) 254.6 * 16. 13) 240.2 * 16.5 ( 12)
7 295.4 + 12.0 ( 12) 304.7 £ 9.8 ( 13) 297.0 * 20. 13) 275.3 * 23.2 ( 12)
14 338.7 + 15.1 { 12) 343.8 .+ 13.5 ( 13) 335.7 + 26. 13) 310.1 * 24.9% ( 1)
20 410.1 ¢ 16.9 ( 12) 424.4 + 21.2 ( 13} 409.8 * 43, 13) 374.5 * 40,2 ( 12}

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

¥%. significant difference from control, p<O0.

01 (by multiple comparisons)



Table 8

BP: combined repeat dose aand reproductive/developmental toxicity screening test in rats

Body weight gain of Feo females during oregnancy period (g); mean * S.D. (N)

Compound v BP

Dose group

(ng/kg) 0t 2.5 12.5 60

Days of pregnancy

0~ 7 - 43.5 *+ 5.6 ( 12) 44.9 £ 4.9 ( 13) ) 42.4 + 9.2 ( 13) 35.1 £ 17.6 (¢ 12)
7~ 14 43.3 + 8.9 ( 12) 39.r = 7.6 ( 13} 38.6 £ 9.3 ( 13) 34.8 + 10.8 ( 12}
14~ 20 71.4 ¢+ 10.5 ( 12) 80.6 + 11.4 ( 13) 74.1 £ 19.2 ( 13) 64.4 * 22.4 ( 12}
0~ 14 86.8 £ 11.7 ( 12) 84.0 + 9.9 ( 13) 81.0 £ 15.4 ( 13) 69.8 * 22.2 ( 12)
0~ 20 158.2 £ 16.7 ( 12) 164.6 * 15.8 ( 13) 155.2 £ 31.5 ( 13 134.3 * 34.9 ( 12)

a): vehicle control, corn oil (2 mi/ke)



i Table 9
" BP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo females during lactation period (g): mean = §.D. (N)

Compound BP

Dose group )

(mg/ke) 0 2.5 12.5 60

Days of lactation
; 0 302.6 + 24.9 ( 12) 301.7 ¢ 21.0 ( 13 301.9 + 24.2 ( 13) 290.0 + 35.4 ( 12}
| 4 327.4 + 20.9 ( 12) 336.5 ¢+ 19.9 ( 13) 311.8 £ 23.9 ( 13) 280.1 * 29.8% ( 12)
"
" a): vehicle control, corn oil (2 ml/kg)

x%x: significant difference from control, p<0.01l (by multiple comparisons)

o8




Table 10

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

rats
Body weight gain of Fo females during lactation period {(g); mean * S§.D. (N)
Compound BP
Dose group 2)
(meg/ke) 0 2.5 12.5 80
Days of lactation
0~ 4 24.8 + 17.3 ( 12) 34.9 ¢ 12.3 ( 13) 9.9 * 10.9 ( 13) -9.9 + 22.1%( 12)

a): vehicle control, corn oil (2 mi/kg) :
%: significant difference from control, p<0.0! (by multiple comparisons)



Table 11

BP: combined repeat dose and reproductive/developmental toxicity Screening test in rats

Food consumption of Fo males {g); mean = §.D. (N)

Compound : BP

Dose group a)
(mg/kg) ) 0 2.5 12.5 60

Days of treatment

1~ 8 185.6 £ 17.5 ( 13) 195.8 + 12.6 ( 13) 191.4 + 19.1 ( 13} 196.2 * 14.5 ( 13)
§~ 15 183.3 + 21.0 ( 13) 188.1 ¢ 15.9 ( 13) 185.1 + 21.2 ( 13) 197.0 £ 10.7 ( 13)
29~ 36 186.3 + 19.1 ( 13) . 197.0 t 24.6 ( 13) 186.7 + 21.1 ( 13) 194.6 2 16.1° ( 13)
36~ 42 15§2.5 + 15.7 ( 13) 162.6 £ 20.2 ( 13) 155.6 * 19.9 ( 13) 164.8 + 14.9 ( 13)

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

O
O



Table 12

BP: combined repeat dose and reproductive/developmental toxicity screening testg

in rats
Food consumption of Fe females during premating period (g); mean * S.D. (N)
Compound BP
Dose group a)
(ng/keg) 0 2.5 12.5 60
Days of treatment
1~ 8 136.1 + 17.3 ( 13) 138.7 + 7.7 ( 13) 132.9 + 12.8 ( 13) 128.5 + 14.0 ( 13)
8§~ 195 133.8 z 10.4 { 13) 138.5 2 9.6 ( 13) 135.7 * 12.9 ( 13) 141.9 + 15.7 { 13)

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



Table 13

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

Food consumption of Fo females during pregnancy period {g); mean S.D. (M)

Compound BP

Dose group 2)

(ng/kg) 0 2.5 12.5 60

Days of pregnancy
0~ 7 163.3 ¢ 16.9 ( 12) 173.7 * 10.7 ( 13) 168_'.5 x 22.6 ( 13) 158.8 * 27.3 ( 12)
T~ 14 188.8 ¢ 15.4 ( 12) 184.5 + 16.2 ( 13) 185.6 + 22.4 ( 13) 169.2 % 30.2 ( 12)
14~ 20 146.4 + 21.5 ( 12) 143.6 * 17.4 ( 13) 144.8 £ 17.0 ( 13) 137.7 = 27.6 ( 12)

a): vehicle control, corn oil

(2 ml/kg)

O



Table [4

BP: combined repeat dose and reproductive/developmental

Food consumption of Fo females during lactation period (g); mean x£ S.D. (N)

toxicity screening test in rats

Compound BP
Dose group a)
(mg/keg) 0 2.5 12.5 60
Days of lactation
0~ ¢ 120.0 *+ 17.8 ( 12) 132.0 £ 31.9 ( 13) 106.9 £ 26.7 ( 13) 78.9 + 28.7% ( 12)
a): vehicle control, corn oil (2 ml/kg)

x%x: significant difference from control, p<0.01 (by multiple comparisons)



Table 15
BP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Urinalysis values in Fo males on day 42 of treatment

Protein®

Glucose®

Number pH Ketone® Bilirubin® . Occult blood® Urobilinogen®
Group of
(mg/kg) animals 6.06.57.07.5808529.0 + 4+ — T + H = 4+ = 4 H + +
0 13 0 0 0 O 1 6 6 13 5 T 1 13 0 30 0 0 0 13 0
2.5 13 0 1 2 1 0 6 T 13 4 9 0 12 1 111 0 0 1 12 1
12.5 13 1 0 0 3 0 9 3 13 3 9 0 13 0 12 1 0 0 0 13 0
60. 0 13 0 2 2 3 0 8 5 13 4 9 0 13 0 12 061 0 0 13 0

a) vehicle control: corn oil Q2 ml/kg)

b} —: negative, ==: trace, +: 30 mg/dl, ++: 100 mg/d1

e) —:

d)

e) =

negative

: negative, =: trace, +: slight, ++: moderate, ++-+: marked

: 0.1 EU/dL, +: 1.0 EU/dI



Table 16

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

Hematological findings of Fo males after oral administration for 42 days

RBC

Hemoglobin Hematocrit MCcvV MCH HCHC Platelet
BP
(x10¢ /mm3) (g/d1) (%) {tan3} (pg) (%) (x104 /mm3)
(mg/kg) ,
) (13) (13) (13) (13) {13) (1) (13
o] 814 15.4 45.7 56.2 19.0 33.8 93.3
+34 *0.6 t1.6 1.3 0.4 0.4 $10.5
(13) (13) (13) (13} (13) (13} (13)
2.5 821 15.4 45.2 55.0 18.8 34.2 94.4
+38 0.6 *1.8 1.4 *0.6 0.5 5.7
(132 (13) (13) (13) (13) (13) (13)
12.5 800 15.5 45.4 56.8 19.4 34.1 93.7
34 0.5 *1.6 +1.6 Q.7 0.5 6.6
(13) (13) (13) (13} (13) (13) (13)
60 808 15.2 44.9 55.6 18.8 33.8 . 92.4
+32 0.5 +1.4 1.2 0.4 *0.4 *22.2
Band Segmented
Bp WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
(x100/mm3) (%) (%) (%) (%) (%) (%)
(mg/kg) '
2 (13) (13) (13 (13) (13) (13) (13)
0 56 Q 20 1 0 1 8
114 b41) *i1 *1 20 +1 11
(13) (13) (13 (13) (13) (G k3! (13)
2.5 64 0 13 1 0 1 86
17 0 6 x1 *0 31 *6
13 (13 (13) (13 (13 (13 (13
12.5 74 o} 12 Q 0 1 B6
+14 £Q 6 x] Q0 11 +7
(13) (13) (13) (13) (13 (13 (13)
60 64 0 14 1 0 1 85
+23 *Q 7 1 *0 ] *7

a): vehicle control, corn oi! (2 ml/kg)
Parameter. mean*S$.0.

(), number of animals

significantly different from control. p<0.0%

significantly different from

control. »<0.01



Table 17

BP: combined repeat dose and reproductive/developmental 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
BP
(rag/k9g) (g/dl) (gr4l) (mg/dl) (mg/dl) {mg/dl) (mg/dl) (mg/d41) (mg/dl)
, (13} (13) (13) (13 (13) (13) (13) (13) (13
0* 5.3 3.0 1.28 16 0.6 134 36 39 0.08
0.2 0.1 $0.13 3 0.1 9 9 12 +0.01
(13} (13) (13) (13 (13) (13) (13) (13 (13)
2.5 5.5 3.0 1.21 16 0.6 133 40 40 0.08
0.4 0.2 £0.16. 3 0.1 *15 £9 +12 £0.02
{13) {13} (13) (13) (13) (13 (13 13 (13}
12.5 5.4 3.0 1.24 17 0.6 135 41 43 0.08
£0.2 0.1 +0.14 2 0.1 +8 8 *+18 *0.02
(13) (13} (13) (13) (13) (13) (13 13) (13)
60 5.3 2.9 1.24 17 0.6 143 36 34 0.09
£0.3 £0.1 $0.19 2 +0.1 £14 6 £13 £0.03
Na K Cl Ca Inorg. ALP GPT GOT T—GTP
- phos.
BP
(mg/kqg) (mEgq/1) (mEg/1) (mEgq/1) (mg/dl} {mg/d1) (U/1) sy (u/1) (u/1)
(13) (13) (13) (13} (13) (13) {13) a3 (13)
o 145.7 4.13 109.5 8.8 6.4 261 30 71 0
£0.6 *0.26 1.2 0.3 0.9 57 +3 +10 0
(13 (13) (13) (13) (13 {(13) 13) (13) (13)
2.5 145.5 4.17 108.2 8.9 6.6 248 31 67 0
1.4 (.49 3.2 0.3 0.5 *37 x5 7 0
{13) (13) (13) (13 (13) ek} (13 (1 (13
12.5 145.4 4.02 108.6 8.9 6.5 261 34 67 0
0.7 +0.24 $1.1 0.2 0.6 65 12 10 0
(13) (13) (13) 13 (13) (13) (13) {13) {(13)
60 145.6 3.94 108.6 8.8 6.4 263 30 71 0
3.1 0,22 1.3 0.3 0.3 57 24 11 0
a): vehicle control, cora oil (2 mi/ke) *, significantly different from control. p<0.05
‘Parameter, meantS.D. *x, significantly different from control. p<0.01

( ). number of animals

O

O



Table 18
BP: combined repeat dose and reproductive/developmental toxicity screenling study in rats

Summary of macroscopic findings in Fo males

Group Control 2.5 mg/keg 12.5 mg/kg 80 mg/kg
Grade - + - + - -
(Lung/Bronchus) : [13] [13] [13] [13})

Adhesion 12 1 13 0 13 0 13 0

Spot, dark 11 2 13 0 13- 0 12 1

Area, dark 13 0 12. 1 13 0 13 0
(Heart) {131 [131] (13) [131]

Area, linear, pale 13 0 : 13 0 13 0 12 1
(Liver) [13} [13] [13] [13]

Enlargement i 13 0 13 0 13 0 11 2

Yellowlish _ 12 1 12 1 12 1 8 5

Accentuation, lobular pattern 13 0 . 13 0 12 1 11 2
(Kidney) [13] [13] (13) [13]

Dilatatlon, renal pelvis 12 1 12 1 13 0 13 0

Enlargement 13 0 13 0 13 0 12 1

Area, recessed 13 0 13 0 13 0 12 1
{Spleen) [13] {13] (13] {13]

Accessory spleen 12 1 13 0 13 0 13 0
(Thymus) {13] ’ [13] [131 [13])

Area, dark 12 1 13 0 13 0 13 0

Small 13 0 13 0 13 0 12 1
(Urinary bladder) [13] [13] [13) [13]

Coagulum 13 0 . 12 1 12 1 13 0
{Skin) [13]) [13] [13] [13]

Alopecla 13 0 13 0 13 0 12 1

—» Negatlve; +. Positive ,
f{ ]+ Number of animals examined



R E & x4

o

Table 19

BP: combined repeat dose and reproductive/developmental toxicity screening test im rats

Absolute and relative organ weight of Fo males .after oral administration for 42 days; mean * S$.D. (M)

Compound : BP

Dose group 2)

(mg/ke) 0 2.5 12.35 60

Terminal body weight (g) 448.6 + 45.7 ( 13) 468.4 * 35.6 ( 13)  460.9 : 39.8 ( 13) 458.7 % 26.9 ( 13)

Brain (g) 2.02 ¢ 0.09) { 13) 2.08 + 0.08 ( 13) 2.07 £ 0.06 ( 13) 2.05 ¢+ 0.09 ( 13)
0.45 + 0.03¢) 0.44 * 0.04 0.45 * (.04 0.45 *+ 0.04

Heart (g) 1.31 + 0.10 ( 13) 1.36 * 0.13 ( 13) 1.34 + 0.15 ( 13) 1.34 + 0.12 ( 13)
0.30 + 0.02 0.29 * 0.02 0.29 £ 0.02 0.29 ¢t 0.02

Liver (mg) 12.28-* 1.49 ( 13) 12.91 + 1.72 ( 13) 11.94 + 1.23 ( 13) 13.35 + 1.52 ( 13)
2.73 * 0.09 2.75 + 0.21 2.59 £ 0.10 2.90 * 0.23

Spleen (g) 0.78 ¢+ 0.11 ( 13) 0.80 * 0.13 ( 13) 0.81 ¢ 0.07 ( 13) 0.80 + 0.08 ( 13)

: 0.17 + 0.02 0.17 = 0.03 0.18 2z 0,02 0.17 * 0,02

Thymus v (mg) 399.6 * 89.0 ( 13) 368.2 * 94.1 ( 13) 406.8 * 61.8 ( 13) 409.4 +136.3 ( 13)
88.8 + 17.1 78.4 + 18.0 88.5 = 13.2 89.6 * 31.1

Kidneys (g) 3.03 * 0.31 ( 13) 3.01 * 0.19 ( 13) 3.01 + 0.22 { 13) 3.26 £ 0.20* ( 13)
0.68 £ 0.05 0.64 £ 0.04 0.66 * 0.05 0.71 + 0.06

Adrenal glands {(mg) 55.8 + 7.2 ( 13) 63.0 * 9.6 ( 12) 61.0 * 5.7 ( 13) 59.1 ¢ 13.9 ( 13)
12.5 = 1.6 13.3 + 1.8 13.3 + 1.0 12.9 ¢+ 3.2

Testes (g) 3.19 £ 0.23 ( 13) 3.22 £ 0.15 ( 13) 3.25 ¢ 0.21 ( 13) 3.30 + 0.31 ( 13)
0.72 + Q.07 0.69 * Q.06 0.71 £ 0.08 0.72 + 0.09

Epididymides (g) 1.15 ¢ 0.07 { 13) 1.14 £ 0.07 ( 13) 1.17 £ 0.08 ( 13) 1.17 £ 0.09 ( 13)
0.26 * 0.03 0.24 ¢+ 0.02 0.26 &+ 0.03 0.26 + 0.03

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

b): absolute weight

¢): relative weight (g or mg per 100g body weight)

% : significant difference from control, p<0.05 (by multiple compariseons)

O O



Table 20

BP: combined repeat dose and reproductive/developmental toxlclity screening study in rats

Summary of histopathological findings in Fo males

Group Control 2.5 mg/ke 12.5 mg/kg 60 mg/ke
Grade - % + 4+ +H pos. - - * + + +H pos. - + + + +H++ pos. - + + + ++ pos.
{Brain) [13] [ 0} { 0] [13]
No remarkable change .
(Heart) [13] [ 0] [ 0] [13]
Myocardial
degeneration / fibrosis 10 1 2 ¢ O 3 6 3 4 0 O T
(Liver) [131 [13) [13] {13]
Hypertrophy, eosinophilic.
hepatocyte, centrilobular 13 0 0 0 O 0 13 0 0 0 O 0 13 60 0 0 o 0 8 3 2 0 O 5%
Necrosis, focal 11 2 0 0 O 2 12 1 0 Q0 O 1 12 0 1 0 o0 1 12 0 1 0 O 1
Fibrosis, focal 12 0 1 0 0 1 13 0 0 0 o 0 12 0 1 0 O© 1 13 0 0 0 O 0
Fatty change, periportal 0 0 6 T 0 13 0 011 2 O 13 g 0 9 4 0 13 0O 0 8 5 0 13
(Thymus) (13] { 0] [ 0] (13} '
Hemorrhage 12 1 0 0 O 1 12 1 0 O O 1
(Kidney) [13] [ 0]} { 0] (13]
Basophillic tubule, cortex 4 9 0 0 O 9 211 0 0 0 11
Dilatation, renal pelvis 12 0 1 0 O 1 13 0 0 0 O 0
Eosinophilic hody 12 0 1 O O L i3 0 0 0 O 0
Cyst 13 0 0 0 0 0 11 0 2 0 O 2
Fibrosis, focal 13 0 0 0 O 0 : 12 1 0 O O 1
(Adrenal gland) - [13] ( 0] [ 0] [13]
No remarkable change
(Spleen) (13} { 0] [ 0] {13}
Deposit, pigment, brown 0O 310 0 0 13 0 112 0o 0 13
Hematopoiesis, extramedullary 0 7 6 0 0 13 0 4 9 0 0 13
(Urinary bladder) (131} [ 0] [ 0] (13}
No remarkable change
(Testis) [13] [ 0} [ 0) [13]
No remarkable change -
(Epididymis) [13] [ 0} [ 0] [13]

No remarkable change

=, Negative; %, Very sllight: +, Slight; *t, Moderate; 1+, Severe; Pos., Total of positive grade
[ 1, Number of animals examined
#» Significantly different from control p<0.05 (One-tailed Fisher exact test)



Table 21

BP: combined repeat dose and reproductive/developmental toxicity screening study in rats

* Summary of macroscopic findings in Fo females

Group Control 2.5 mg/kg 7 12.5 mg/kg 60 mg/kg
Grade - - + .= + -
(Lung/Bronchus) [13] (13] {13] (13]

Spot, dark 11 2 12 1 12 1 13 0

Area, dark 13 0 13 0 12 1 13 0

Granular surface 13 0 13 0 12 1 13 0
(Liver) [13) [13] [13] [13]

Enlargement o 13 (VN 13 0 13 0 8 5

Pale 13 0 13 0 13 0 10 3

Spot, white . 12 1 13 0 13 4] 13 0

Diaphragmatic nodule 13 0 13 0 13 0 12 1
(Kidney) {131 : (13) [13] (131 .

Pale 13 0 13 0 12 1 8 5

Dilatation, renal pelvis 13 0 13 0 13 0 12 1
(Spleen) [13] (131 [13] [13]

Adhesion 12 1 13 0 13 0 13 0

Area, recessed 12 1 13 0 13 0 13 0

Accessory spleen 12 1 12 1 13 0 13 0
(Thymus) {13] [13] [13] [13]

Small . 9 4 10 3 9 4 9 4

Spot, dark 13 o 13 0 13 0 12 1

Area, dark 13 0 12 1 13 0 13 0
(Skin} [13] (13} [13] [13]

Alopecia 13 0 13 0 13 0 11 2

—, Negative; +, Positive
[ 1, Number of animals examined

O O



Table 22

BP: combined repeat dose and reproductive/developmental

toxicity screening test in rats
Absolute and relative organ weight of Fo femalés on day 4 of lactation; mean * S.D.
Compound BP
Dose group
a)
(mg/kg) 0 2.5 12.5 60
Terminal body weight (g) 327.4 * 20.9 12) 336.5 *+ 19.9 13) 311.8 * 23.9 13) 280.1 + 29.8% ( 12)
Brain (g) 1.89 + 0.08p) ( 12) 1.88 + 0.06 13) 1.91 ¢+ 0.08 13) 1.86 *+ 0.06 12)
0.58 = 0.04¢) 0.56 + 0.04 0.62 + 0.04 0.67 * Q.06
Heart (g) 0.96 *+ 0.05 12) 0.97 ¢+ 0.08 13) 0.89 * 0.10 13) 0.81 * 0.10™ ( 12)
0.30 + 0.02 0.29 ¢ 0.02 0.28 ¢+ 0.02 0.29 t 0.02
Liver (mg) 13.81 + 1.29 12) 14.24 * 1.44 13) 13.04 * 1.44 13) 14.13 + 2.23 12)
4.21 + 0.18 4.23 + 0.28 4.19 * 0.37 5.06 + Q.72*
Spleen (g) 0.69 * 0.10 12) 0.68 + 0.11 13) 0.60 + 0.12 13) 0.53 + 0.12% ( 12)
0.21 = 0.03 0.20 * 0.03 0.19 + 0.03 0.19 * D.05
Thymus (mg) 182.7 + 63.1 12) 208.6 = 77.1 13) 213.4 *112.2 13) 153.2 * B81.8 12)
55.4 + 17.2 61.5 + 21.6 67.9 ¢ 34.5 53.8 * 26.3
Kidneys (g) 2.06 + 0.24 12) 2.14 £ 0.20 13) 2.00 ¢+ 0.17 13) 2.01 + 0.28 12)
: 0.63 + 0.08 0.64 + 0.05 0.64 * 0.04 0.72 *+ 0.08*
Adrenal glands (mg) 71.9 * 6.2 12) 83.6 + 7.1% 13) 75.8 + 10.8 i3) 66.5 * 13.2 12)
22.1 ¢ 2.9 24.9 = 2.2 24.3 ¢+ 3.2 24.0 £ 5.3

b):
c):

XX

vehicle contrel, corn oil (2 ml/kg)
absolute weight

relative weight (g or mg per 100g body weigh

significant difference from control,
significant difference from control,

p<h.05
p<0, 01

t)
(by multiple comparisons)
(by muttiple comparisans)



Table 23 -

BP: combined repeat dose and reproductive/developmental toxicity screening study in rats

Summary' of histopathological findings in Fo females

Group Control 2.5 mg/kg 12.5 mg/kg 60 mg/kg
Grade - + + +H H+ pos. - * 4+ +H +H pos. - % + + ++ pos. - £ + + +++ pos.
(Brain) [13] { 0] { 0] (13]
No remarkable change
(Heart) [13] [ 0] [ 0] [13]
No remarkable change
(Liver) [13] [13] [13] [13}
Hypertrophy, eosinophilic, : .
hepatocyte, centrilobular 13 0 0 0 O o} 13 0 0 0 0 0 13 0 0 0 ¢ 0 3 6 4 0 Ow=el0zs
Necrosis, focal 9 2 2 0 0 4 11 0 2 0 O 2 i2 1 0 0 0O 1 7 3 3 0 o0 6
Fibrosis, focal 13 0 0 0 O 0 13 0 0 O 0 0 12 0 1 0 0 1 12 1 0 0 o 1
Fatty change, periportal 10 3 0 0 0 3 12 1 0 0 O 1 11 2 0 0 0O 2 6 4 2 1 0 7
(Thymus ) [12] [ 0] ' { 0] [13}
Atrophy 8 3 0 1 0O 4 6 4 1 2 0 7
Hemorrhage 12 0 0 0 O 0 12 1 0 0 o0 1
(Kidney) {13} { 0] [ 0] {13}
Basophilic tubule, cortex 6 7 0 0 O 7 10 3 0 0 O 3
Degeneration, vacuolar,
proximal tubule 12 0 1 0 0 1 13 0 0 0 O 0
Mineralization,
cortico-medullary junction 13 0 0 0 0 o0 12 1 0 0 O 1
Dilatation, renal pelvis 13 0 0 0 ¢ 0 12 0 1 0 O 1
Degeneration, fatty,
proximal tubule 10 3 0 0 0 3 8 3 2 0 0 5
(Adrenal gland) [13] [13] {13} (13}
Lipid droplet, increased,
zona fasciculata 13 0 0 0 o0 0 12 0 0 1 © 1 13 0 0 0 O ¢ 11 0 1 1 O 2
Necroslis, focal, : -
cortex, unilateral 13 0 0 0 o0 0 13 0 0 0 o 0 12 0 1 0 O 1 12 0 1 0 O 1
(Spleen) [13] (13] (13} {131
Deposit, pigment, brown 0 013 0 0 13 0 112 0 0 13 ¢ 013 0 0 13 0 112 0 O 13
Hematopoiesis, extramedullary 0O 3 8 2 0 13 0 010 3 0 13 0 6 5 2 0 13 012 1 0 O0=»13
Inflammation, capsule 12 0 1 o0 o 1 13 0 60 0 O 0 13 0 0 0 ¢ 0 13 0 0 0 O 0
(Urinary bladder) [13] { 0] ( 0] [13]

No remarkable change
(Ovary)
No remarkable change

[ 1]

[ 0]

{ o]

=, Negative; *, Very slight; +, Slight; ++, Moderate; +H, Ssevere; Pos

{ 1, Number of animals examined

.7

Total of positive grade

#%, Significantly different from control p<0.01 (Two-talled Mann-Whitney U test)
##, Significantly different from control p<0.01 (One-tailed Fisher exact test)

<:>

O



Table 24

BP: combined repeat dose and reproductive/developmental toxicity

Reproductive performance of Fo animals

screening test in rats

Compound BP
Dose group a)
0 2.5 12, 60
(mg/kg)
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 12
Fertility index 2.3 100 100 92.3
Pairing days until copulation
Mean * S.D. (N) 2.4 = 1.3 (13) 3.3 £ 0.9 (13) + 1.5 (13) + 3.2 (13)
Frequency of vaginal estrus
Mean * S.D. (N) 1.0 £ 0.0 (13) 1.0 £ 0.0 (13) + 0.3 (13) + 0.0 (13)
a): vehicle control, corn cil (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, %



Table 25

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

Development of F, pups up to day 4 of lactation; Mean £S.D.

Compound

BP
Dose group ;
(mg/kg) ’ ‘ 0 a) 2.5 12.5 60
Number of pregnant females 12 13 13 12
Number of females with live pups 12 13 12 12
Gestation index 100.0 100.0 92.3 100.0
Gestation length in days 22.6 £ 0.5 (12) 22.5 0.5 (13) 22.6 £ 0.9 (13) 22.5 £ 0.7 c12)
Number of corpora lutea 16.4 = 1.8 (12) 170 £ 1.7 (13) 16,5 = 4.6 (13 ) 14.7 £ 2.4 (12)
Number of implantation sites 14.8 £ 3.2 (12) 16.2 = 1.5 (18) 150 + 4.6 (13) 12.8 £ 3.2 (12)
Inplantation index - 89.8 * 15.4 (12) 95.7 + 4.9 (13) 87.9 £ 17.8 (13) 87.9 = 17.6 ( 12)
Day 0 of lactation
Number of pups born 183.8 = 3.0  (12) 19.5 £ 1.6 (138) 13.8 £ 4.3 (13 10,5 £ 3.1 (12)
Delivery index 93.5 £ 6.2 (12) 85.2 + 4.2 (13) 92.4 + 7.4 (13) 83.3 * 17.9 (12
Number of live pups 13.8 £ 3.0 (12) 15.3 =+ 1.6 (13) 13.5 = 4.4 (138 10.3 £ 2.9 12
Birth index 93.5 * 8.2 (12) 94.4 * 6.3 (13) 83.5 £ 26.3 (13) 81.6 * 17.5 (12)
Live birth index 100.0 =+ 0.0 (12) 89.0 = 3.5 (13) 91.0 £ 27.8 (13) 98.1 + 3.5 C12)
Sex ratio on day 0 53.9 + 14.1 (12) 5.9 £ 10,9 (13) 49.0 £ 13.1 (12) 44.9 £ 18.0 C12)
Day 4 of lactation
Number of live pups 13.5 + 2.8 (12 4.1 = 4.5 (13) 14.4 = 1.7 (12) 8.8 £ 3.7x% (12)
Viability index 97.9 = 3.1 (12) 91.83 + 27.5 (13 99.0 £ 3.4 (12) 90.1 * 28.6 (12)
Sex ratio on day 4 53.5 £ 13.6 (12) 56.0 = 11.1 (12 49.0 £ 13.2 (12) 45.2 * 18.3 Cli)
a): vehicle control: corn oil (2 mi/kg)
¥ : Significant difference from control, p<0.05 (by multiple comparisons)
Gestation index = (number of females with live pups / number of pregnant females) X 100, ¥

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

Birth index = (number of live pups on day O / 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 0 / number of live pups on day 0) X
Viability index = (number of live pups on day 4 / number of live pups on day 0) X 100, %
Sex ratio on day 4 = (number of male live pups on day 4 (:f)mber of live pups on day 4) X

100,

100, %



Table 26

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

Body weight of F, pups up to day 4 of lactation; mean * S.D. ()

Compound BP
Dose group
(mg/kg) 0 a) 2.5 12.5 60
Day 0 of lactation
Number of live pups 13.8 £ 3.0 12 ) 15,8 = 1,86 (13 14.6 + C12) 10.3 + 2.9 xx( 12 )
Hale 7.5 £ 2.8 8.5 + 1.8 7.2 + : 4.4 * 1.9
Female 6.3 * 2.4 6.8 £ 1.9 7.4 % 58 £ 2.9
Feight of pup (g)
Male 7.0 + 0.7 2) 6.6 X 0.4 ( ) 6.8 £ ( ) 5.8 = 1.2 x( 12 )
Female 6.7 = 0.6 2) 6.8 * 1.4 (13) 6.3 £ C ) 5.6 £ 1.3 *x( 12 D
Day 4 of lactation
Number of live pups 13.5 = 2.8 12 ) 19.3 + 1.7 (12D 14.4 * 12 9.6 * 2.9 xx( 11 )
Male 7.3 £ 2.8 8.5 * 1.8 7.1 * 4.2 £ 1.8
Female 6.3 £ 2.3 6.8 + 2.0 7.3 = 5.5 £ 2.8
Weight of pup (g)
Hale 11.3 £ 1.9 2) 10,9 £ 1.0 (12 10.2 = C'12) 9.6 £ 2,5x% (11)
Female 11.0 £ 1.6 12 ) 10.4 £ 1.0 (12 9.5 £ 12 8.8 £ 2.9 xx(C 1l )

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

* : Significant difference from control, p<0.05
%%: Significant difference from control, p<0.01

(by multiple comparisons)
(by multiple comparisons)
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Table 217

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

Morphological findings in F, pups on day 4 of lactation

Compound

BP

Dose group

a)

0 2.5 12.5 60
(mg/kg)
Number of pups examined
External observation 162 183 173 106
Visceral observation 162 183 1738 106
Number of pups with
external malformations 0 1 0 0
visceral malformations 0 0 0 0
Types and number
External malformations
Malposition of tail 1
Brachymelia of hindlimb i

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



Table 28

BP: combined repeat dose and reproductive/developmental

Morphological findings in F, dead pups

toxicity screening test in rats

Compound BP
Dose group a)
0 2.5 12.5 60
(mg/kg)
No. of dead pups examined
External observation 1 13 3 3
Visceral observation 1 13 3 3
No. of dead pups showing abnormalities
External malformations 0 0 0 0
Visceral malformations 0 0 0 0
Visceral variations 0 0 0 0

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