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= )

ORCDEEFE LEMBEREMR 7 U —2 0 VRBO—BE LT, 4 -t Fo* v REER
(LUFHBA) DR A 5 35tk - AR B ARBREIT » 720 THDB, HBAD 0 () |
40, 200 BEX T 1000 mg/kg % Sprague-Dawley % (Crj:CD) < v bl (K130, EE)
V< ARBERT 2 S £ OSREA 2 EEO S Ly & BT IR T4 2 R,
TSR 208 L TR 3 B £ TIRE R L T, Bl s REREE
Mo & OAEREREN S 5 ISR EHRIBORA « REICRIZTEEIC OV TR L7,

1. Rigks58E GEMRR)

B, HEEESCVTRORERICE VT HRD SNEH - 1,

200 ng/kg LI EOUBAIREIC & D BEREE HIT, BEB—EBMORE BDBFIc B
pES) FREEEREN, BE0TIED 50N BEHEEE LTRSS, $, #
T3, 1000 ng/kg DHBAESIT & V. KEORIIIEHIARD SNz, HTERL Mk
MIRE S & O LERE DR RS 5. 200 ng/kg LIEDHBAMESIC XD Y »rBREL
BEUT FBSBEORD. 1000 ng/kg B510 & D AEBEORDE X UA/CHORE,
GPTH & UGOTIEMD L RNZD SNtc, HOKE, MECTENER, BEER, Wk

B X OREMBSENRE TR, BBARSIC X 2 HBEED ShTh -,

. AmEzedamit
1. HFEFRIRERR
HEHEORER, ZHE, HEYORERER., SEB I UMFICHEL T, BARGORER
BHoNEh -1,
2. ERmR
EROERME, M, AES XEBICHBARSOZEIZZRD 508D - 15,

M. %

VI EOBBREN 5. ARBREHT TR, BBAORERGHFEICET s BEERIT. #
HE 1240 mg/kg/day  AFEFRAZMICEET AEEEE 3. Ml i 1000 ng/ke/day
Thb N5,




il

i

HBAIY. N VD | kR E, AL RF Y LVEEETE T 2/ = A
RUBTHD . REK. FEF. REAZOHHREME LTERS N, FIgtEEET 5
{LEMETH B,

FEAPITOVTH, 5y hTOLD s oENEIHRETIZ 6000 ng/kg « HEMRET
(3340 ng/kg THAH I ENFONTWAEY Y e, 7=/ —I\B%ET v NGRS
T5&, BIFIKHIETIEESERTAIEMPHMEINTVAY, BBAZ A %EFTS
ATy M9 HBEZERTR, IIEHEEOELRBEINTHIING

HTERERNE S LT, BBAORMETIER T o/ NERBEETH 50 FLBELY
ZOFEBETHBTAEY Vid. T v by =7 R U TGEWVESTER 2R T A, HBA
25y FOER I BIRE THELTH, =7 DR 9 Hd 2 WIHERI2H ICHERNERS
LTH, EFEERRERIATHEWT Y, UL, BAOERHICERERSHRS
K OCEFEREBRHICOWTIE INE TITHRENIWV,

Z ZTAEN 0BCDIC & 2B LB 0L RRICRO 2 BHFAEFEDOTRLELT
HBAO RIEHR S BN - AERABHMEER (CUIT. fFaEER 2TV, EMLaYotkk
Z v MRIETRERSEHERL S CICETE - REBHISOLWTRI LOT. 20ERE
HET 5,



BRI L OHE

1. wEMmE
4—t FoF o RZRER HBA B [CAS No. : 99-96-T . ST : C1He0s. HTE:
138,12 %4 : 4-Hydroxybenzoic acid « BAS : 214-217°C] HEIEAAEEMMRD T = /
—VAIIVE VTS B, |
PEEHBRICER L/cHBA (my FBE REEE :99.7 wtdg

(Rt - 5V FIUER 0.02 wt%. 4-E FaFo 4V 77U 0.03 wt%)] (Annex 1) i
FERNETERRE L7,

WBRME I3, 0.5%CMC Na /Kigik [HILEFVAFILELO—ZF M) T4 G
B, BLEHRS152T. BAKRAESAK « B, RUEFS510AH] HEH L. O
THOHBICEWTH | EORSHED 5 mnb/kg FEITE L5 ICEELEE L, 5l
®iT. =il BLRETTREL. FARBR S HLNICHRS L, B, FskEiconwT
3. ZBE, BEOLRETTOUC L S HEEETH S I &M, FFERABICET - TEMES
nic T4~k FoFrZ2EFROT v VEAVARIERORSSEN - AERESHGST
HRB (4EMRERSEHRR. UTFHAR ) cBOTHERINTED (Annex 2).
AHEERF (1995F1LH2TH) ICHR LR 5REIC3., frERBEOIBANE—ICE&ET I
’CL\f:C&%Eﬁ@Lt(Annex 3\ 4o

2. [EHEYIH X UEE R

AR, MEEE b THEBICTEBALLBAT v —ILX - UN—WABFEEE Y —4&
EED Sprague-Dawley 25 w b (Crj:CD\ SPP)Z{EH L7c. A L/EMNIZ. AR 18
B BMbEBBEEFRTTFHRAT L. HRIcH L, 105, BMDOAR., B o TIE
SFEOEEER T, Annex 5ITR L7

BEMII. BE24E | CH I OEES0~65%. BRUEEGR10E, By, RREAI2ER (4R
TER~FR TE) ICHEBINEEZT, SBRYEENEKR — Y (22X27X19%n. BAT —
D) ICEBNCNAE L TEE L. BREEH (B2, BARZ LTH) SIUKEKEHHIC
BRI, HRIAE OBFEER=FR0B) DIROMEMII>WTid, v NE%RE
r— (35X40Xx18ene HAZ LTE) ITIAEL. IREE LT/ NV TEIF v 7 (ALPHA-
dri « JOREM) ZBEEMHE Ui, 8. 46 L@kl fiokbk®s K ORBIC 3R IR




2RI AREMED H HEAMTRD SIS -7,

3. BB X OME AT

ke & LREHER S H OHEE b & i, FEFIELRAAMEEC L DB L, 8B
LIRS IBVCAE L7,
ﬁﬁﬁ%\Ch%@TNT@Mmﬁ%KH\7;wb&y%WMT%KﬁB$U@ﬁ§
E2EUCEEBRS L. £, BEBIEAERICTZENT. BERGIETOEND
#— RERFEr — DIy, CTRCBRIOEGBEETA LR, Bk, ERIZOVT
3. EEOHBIEFTDIEMN > 720

4. BEE., B, BEHES X ORE AL

HBADH 5813, FHHRROBEABEICEE L, FHABR TR, HBAD 0 GEEAK).
250, 500. 1000 mg/kg ZMEHES v H(SDFR) 1=, 1 H 1[E. 14HREEHRIRIC SRR ORS
L7zo ZO8EE, 250 ng/ke DI EOHBMESITE b, MEEEIC, M. BERTPRES 2
WIEREHNEE I, HEYTIZ1000 ng/ke. HEENTIZ250 mg/kg DIEDOHBAR G X
D EEQEMIEIERL D Shrc, X5, HEYI T3 1000 ng/kg OHBMESICLD,
FRNBROBELEDIRY SN, LovL, SEHEEE. R, MK - Sk
%, BEERBICHRICBL TR, BBABEICE2E LVEIRBD SNEh -7 &
M5, 1000 mg/ke EATHEE FEI28TH 5 EHW L, ARROSHBICEE L.
PIT, A5 THRUTHERIIE 200 ng/ke %, ERARICIIA0 ng/ke EHE L1
1235, KRBT, HBADEBEBHA RS KL D BIFToH 720, 5%CMC Na KER A
thE UCER L. SIBEEHTI30. 5%0MC Na /K A HBARL 5.3 & Fl—& o TS LTz,

PIMicE B E T,
) L (EHES)
HES HRYWE B’58
(mg/kg) HE i
1 0. 5%CMC Na) 0 13 (MX01001~MX01013) 13 (FB01001~FB01013)
2 HBA 40 13 (MX02001~MX02013) 13 (FB02001~FB02013)
3 HBA 200 13 (MX03001~MX03013) 13 (FB03001~FB03013)
4 HBA 1000 13 (MX04001~MX04013) 13 (FB04001~FB04013)

SEHEBOKRSREE. o U TSR 2 B & REHIE (28D X OB
BT 2EME GIRBERTE £ TOERRHED | £/, Mo UT3sECR]T 2 8/ & & &



2 BEOREMMY RERILET) 55 CITREAY M TR A8 L TOmBD
WHEIH (OEE=WE0H) $TEA 1B, v MAFEEAVLRORE L, BH
DESIE. TR 9 B S8 % 3EFORICITV. KBRS HE (Snl/kg AE) 3, i
13 5 I RELHTH L OREHR RO >WTIBE | HRE L EE b &1z, £/, B
RRMBRDOBIZOWTEIER 0 B (REHRE) ORESE S LIz PnEH L,

5. BIEAE
1) EEhy
A —HRIRAE

M & b2FliconT, HEHETEREE L,
B. (A&

HI2FIcoWT, #51. 8. 15, 22, 29, 36, L2BB X UEEHIHIT, #HiZLflico
WT, %5 1. 8. I5HICEEL., #5228 TRENHRAIN M - - HI3, #5228
WCHEEBEZRE L. /o, KERIMETI. IR0, T, 14, 2081, O Lic#Tid
WEOBLU 48 (BHE) KHRELZHE L.

C.ERHER

s beflicond, REAEH LFEGICEEELZAEL. MIEBLSRORMER £
TOHDFEMHEEELZER L, 2 BHOREHMPOEERIIAE LISd -1 RER
SMHETIRS R 0 ~T. T~14. 14~2081c, SR LICHETIR, WE 0~ 4 BOFHEERER
ZHlE Uiz,

D. Z3H

R, #5158 B5HEGEE=%51H8) OFAr ok 2B, EENOMEE 1
1 TEBIETIT» 7. KEOHRIX, B8, BB IUOBETORTOFEETEND
TEREDITV, REVERI N MIE, TOHZRIROBEEE L THENMSOREL.
BERNCEE L, REDHERN . RER[ REHZREME, REEMIF0) X 100]. 32k
R OTIREE REHEREYEO X 100]. FEERE, ORERILE TIKELZBRB LU
Z OEICER U 72 RIBH OB E kD7,



B. 5396 - IR

BB BRRRITHEL. 201 BRI St RN EEEE T BT
TIHZOREEBEE L, EEEE TN - BICOVT b, DRI > HHEHE
HOEIES & DAGEEOE IA W LTI L, AR IREEREREEERE L7,
F. 53 H OHEE

SREORRI. FHT 9B~ IBCBE L, - ORESIMEET LT3 T & AR
LBz o\WC, ZOHAMEE EE Lz, FATLSEBRETH SMEEKT LB
¥nconWTid, BHEZSEH & L, .
SRR L2 Blic oW, R GEE 0 B2 501 E E TORK) FHEL.
MR [ (IR FEREMIED X 100] AZEHIOLTRDL,

. B

2) HEEW)

1. i, BEERNED X ORESEORE
BEBEHOBSKTEA SRBEEA L. THITR Y bV E S — LRFE TR -
BT S 4TI Uiz £ OB, 2FICOWTHREL B, I, BB, #3H X R Lk
DEBAHE LT, W85 LR LR T T VICEE L TREL. ZOMoRES &
OB GO PR, BIBN BEBLS S NCEIRICB W TREZRDHE R, 10%FIL< Y
VIBRICEE L TREL, INSOREBEREHERS XIUSHREICOWTERIE - TN
574 VR E L AT b ED Y U — T U LV RME AT - CRERBSIRE £ - 72,
. MR

ARlcoWT, BRITET B XY FLE S — LB T IS AR L D EDTAZ H
BEF S LTRM L, FEROEHI>VTRE L,

15 H il E *® & A # &
FRIMEkEL (RBC) HE (BESKEIE) Coulter Counter Model S-
PLUS IV (a-M3-zbhbpziz 1)
HImEkE (WBC) ¢ 7o) ”
MmexE Hb) 7 (REREER) ”
SEIgARIMERARE MCV) 7 (B 7
Im/_[\ﬂj%( 7 ( ” 7

)
A= MUy ME HE) #HE (RBCXMCVX0.001)
SEEFRIMBKIM (3% & (MCH) 7 (Hbx1000,RBC)
SEEFRIMBKIME SRR MCHC)  ~ (HbXx 100,7Ht)
HmERS 8 RE (FIRMEKER, SEEFEMEE
Wright-Giemsa %)




N, MEAELFRIRE
2FNT-HWT, MEFHRBED I HORIMIZT| &, A% VA REEH & U TR
L. MI55%4508 L C FROEE IS WTREET- 2.

15 H A OE B #F B B &
REOEE Eo Ly b BLHREFEHESTEE
COBAS- FARA (¥ )

TINTIVEBE BCG& ”
BalLxro—)VEE COD+*DAOQOSH 7

TR EERE 7' ) aFF—+¥G66PDH ”
REZBREE (BUN) L7 —E6L.DH & ”

IUT U EE Jaffe ¥ ”
TIAY 7+ A7 77 —EEME Kzbool)y BBEES %
GOTHEM SSCCH& ”

G P T SSCC# 7

By LV EE EUNEYTOY2 F9h § ¥U-% ”

A1)V NBEE OCPCH ‘ ”

wmR) VIRE Y 7T URRERERE ”

vy —GTPiEHE v =P IN-3-hkEy-4-2 b7y ¥ 7

BEE

F hU T LEBE A A v ERE éﬁﬁ%ﬁgﬁﬁ%%£¥§
AV LEBE A 7 VERE ”

EREE A F L ERIE 7

A/ Gl e

b) HEENH)

S LB 4 B REARIL LA - 7 MR T s, R R
SN A LR e MRS BB B, ZhEh, BIERORY hSLE S —IL
BRI - SRS, SR L7c, TOR. TIEE ST AR Ly IR EATY
ST CHHRE BN Ftk. 77 VIR Lc, TEIR Salewski %9 I LT
PRI % et U CRERBUE TR L, BERR[ RS RS AR X 100)] 25H L, &
7o, FEE. BEL. BHLUWROERENEL. JHOOREHLUM. L. B, B
B, FE. BRSO CCHRBICEENIEDONBER. 10X FL<Y VRICERELT
R, CHOORE (IEBIUTEERC) REARED L UNBRIC S WTEE
KR T85 T 4 VIR E Ly AT MV Y ¥ — T4 U VBT - ORI ENRE
BT ot BB REFL RERRILES L CRH2ERINFIOIIRICOWTI. HEE
WERE S EM LT,




2) ER
A ERH

WE 0 BICERE (ERREER) 23~ Ak @R EHRER X100] B
OV VR HEE SR [ (HHEEAE VRl BAREED) X 100] 23k iz, ERIZOVTIE, ARTHOE
o X CMRIB T, ARO[ (D4 RS/ HEEAERS) X100] 2HH Ui,
B, K |
FCRBEGETN, HER[(HEEREK ERE) }100] BLUHERERR(FE
4 BOERE/WE 0 BOERE) X100] 2kb7z, FLIRIZER L. Bilks & OBEEER
OBREERELIH, =7/ —VICEELTHEEL.

C. {AE

WE 0 BB X4 Bic—REA CHEBERNICHAE (litter EE) ZHEL. (itterEE
HIERE) =REIZO>WTERDI,

D.

WE 4 HICRP AR, Sk L, MES X UBBENOBER. —fELTEHL.
—ETE 0% FI=Y VICEE LU TRE L, A—H G, —EZ STy / —IVicE
E L TREL,

6. HatAElT

RERELCZEHERICOVTIE Yates OBIEZET x* BREZRIT -7, WEMABITR
IZOWTRL L= Fa LT — 413 Mann-Whitney O UKRE'" 'V itk b, BHES
L— FOAFHEIR Fisher EEBRORAME " 12k D XfIRE S HBARIRSE & O
HEEREZIT-Teo ZOMDIRTOT—7 13, BHRILKBONEHEVE—ETD
L DONEEE L EAL LT, dBartlettih!? Ik D REOHBO—MRIEITDWTHRE
L7 ZDHER, SHA—REINBEIE., —TRBREOSMS TV, BERE
BHNRD SNIBE T, SBEOLHMNE—THNT DunnettiE!Y . A—TRRVEAR
Scheffé &' ZHWTHBE L BBARHRESH L OFHEDEDRTEEIT > 7o DED—HR
TR 125G, ECRDEN0 L2 BHNEE LIBEIE. Kruskal-Wallis IELZRRE
2TV, BRHICEEESRD S Ba s, STRE S BARKREE & 02T DWW T unnet t
HH B\ IScheffé ROMTEEIT -7, BRAEEIL. 5UBIU] %& L1,



& H

ARBROKBRM I, BROGHEMEICEZELNITRVDD I FH LA -125
BORES L URBHEE S OB, - 72, '

. RERSHEE GEH9FHD)

1. —#%{RRE (Tables1. 2; Appendices 1-1~2-4)

T3 5\ KETERMIL. MIEE by WFROBREEICE T b ShIA -7,
—HRIEDZLE LT, HHEE by 200 ng/ke DLEOREBI BT, BE%—BHEDH:
B, B 5\ L EEIERE SRS N,

HeTid, WEEDS, 200 ng/kg 5B 1FIC 1l 1000 18/kg REBEOLHIT 3 ~34
EBR S . BiFAS, 1000 ng/ke BESEED 2 BlIc | ~ 2 B S Nize /o, SLETER
EHH. 200 ng/kg BREFHOD 2FNIT 1 ~4[E], 1000 ng/kg #HBS5EO 5 FlIiC | BEEERI NI,

HETIE, FREEDS, 1000 mg/kg SOOI 2 ~23E]. EHA. EEO 1#Flic 1 [HE
X4, EEFERED, 200 ng/kg 58O 3FIC | ~2[E. 1000 ng/ke 258D 9§
I 1 ~10EER XN,

SEITE . B b RERTAICBIR CBES N, o, 1000 ne/kg B
1B\ b —REO (LI, WS TIRS 305, BEMIEE L CBES h,

2. (k=

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

1000 mg/kg EEHICHWT, FEOHEIHNEIERNZD S, %51 ~16H, 51
~22BB L VHRE 1 ~36 H OEEMEN KT REEF & i U T a0/ & (0<0. 054 0. 011
Wb Uiz, 200 mg/kg ITOHREEHOEEIZIZ, WRELDOEICEREZRZAD oNLED -
720
2) I (Figure 2; Tables5~10. Apendices 5-1~10-4)

ZRECHT RS S USTEEROVWTNOBHOKEIC L, WRBESBASRERL
DRICHEEZIIRD oS -7,




3. FHEEE

1) # (Figure 3; Table 11. Appendices 11-1~11-4)

S HRIh MBS R RICIL. SIRE S HASIESE S ORI BZRRBD ShEN -
720 "
2) W (Figure 4; Table 12~14. Appendices 12-1~14-4)

SSBEAT. HEIREIRAT S X U D SOOI R b NFEEEHBAS R
BELOMIIERZIED SN T,

4. FEEIEERAERTEL
A. B (BEHA - %508 (2ERS) R TEH)

(1) Mm#2FHkERE (Table 15; Appendices 15-1~15-4)

AIERkEAY. 40 KT 1000 mg/kg BEBICE WO THIBE & B U THETFIICE R
(p<0. 051 0.0D) 7EMZER L7 BHLTIRY 3Bk EA200 mg/kg VI LOKREEICE
WTHEE (0<0.05) 1T L. ZHITHEWL SEREFHRIREEAN1000 ng/ke HERHTHBWL
THE (p<0.05) ML 7

F oy M/MRE200 mg/kg LIEOBREEITEWT, BEQ. 0D b U, BBk
A0 mg/kg HEEICHBWTERE (0<0. 01) T8 LA VMRS & CEFBRER LD
EHOREIL, EENEHOEEN TS -7,

(2) MEb¥rRERT R (Table 16; Appendices 16-1~16-4)

1000 mg/kg |EEITHBWT, REHEBESHRHELELTER (0<0.01) kDL,
A/GHIEE (9<0.05) ¥ Lrz, S 51T, PTH X UCOTVEMNEE (p<0.0) L7
LTee £/ 7 RUBEEDL0 ng/kg U EOHBSFHICEOWTHREE MEBE L THEER (1<
0.05. 0.001) @b Uz,

WY VBED 200 ng/kg I EOBEEICB VT, ALY LBEMN 200 ng /kg &
BEICBVT, ThENER (0<0.0D) MU, ERY VBEBLIUALY T LR
BEOREBOERE ZEENEHOEHEHN TH - 7,

(3) ZI#xFrR (Table 17; Appendices 17-1~17-4)

KB Tid, 40 BX 1000 ng/kg HBEDOE 1 FIiz/NBIUEDY, 40 mg/kg BSHD 2 F
BEELU200 ng/keg REBD 1 flhickEts (EED 24 51,

i CRARBRLN ITREHC 1A, 200 ng/ke HBESEHT 261, 1000 ng/kg #&SEEIC 34



A HNT,

BT, SRBEED 2 4. 40 ng/kg HEED 4F1. 200 mg/kg 5D 4 6], 1000 ng/
kg 5O 3 FlI/NEGOBBMLYY, SIREE, 40 BXT1000 ng/ke BEHOE 1 Fli
HE LA, BEO L F]. 40 ng/kg #5EHD 2 fl. 200 ng/kg HEED 2 Fl. 1000 mg/kg
REHO 1 FIHEOBERN., WREOD | flIBEENA SN,

BT, 40 ng/kg ERD 2B, 200 ng/kg BSED 1 FlIHEDRE, 200 ng/
kg RSB | FITBIERAY, 40 ng/kg HBEHD | fHICERILENA SN,

FERBTIE. 40 me/kg HREED 1 FLICBIOBELS S,

EIE T3, 1000 ng/kg BEEIT/NEULN 1B £/, ERIORIBEIER L. AL
RTEIEh-T2bD 1 Aol

Z oM, BTiE. 40 ng/kg BEEHOD 1 Flic~<F AFED. 1000 ng/kg BEHD 1
FITIHIRERENEREICIERE L, ZOAIIR Y — FREENRD S,

Ero. BREIUCER LEO/NLOKTREED 2 §lI KU200 ng/kg H5ED 1 FI. B/l
I RE KL ORBEOEANU0 ng/kg HSED 1 fil. BIZRDOADERS200 ng/kg H5E
12281 R EAOEHBOREHIN0 BXLT1000 ng/kg BEHIK | FlBRIN,

Ll HROEE., WTFNOHREICHIBAREITER L/ EBbhaZE LD SN
18 -7,

(4) 23E=E (Table 18; Appendices 18-1~18-4)

g, S, . Wi, BREIUCBRE MEAOER B JCHAEFEICIE. XTHREE S HBA
BHREH L OB THRITFNEREZRIABD oNLEh -7,

(5) REMEMFRERR (Table 19; Appendices 19-1~19-3)

TEEES L O 1000 ng/kg HEHFHICHEVWTERE L S HE OREEBENREORERZ
PIFITRd,

(i)

1000 mg/kg @ 1 PHIBALENH SN,

CRF D

STRES L U1000 mg/kg HEFHOEER3F 2 FIARE B RIS EH & T/
WFENRE I NI, BEEICEROZR>E»N -7

(B

STRREED 6 FlH L V1000 mg/kg #SEED 8 Flic, HEEMORENKEICED 51




Foh TIRERSICRIUAR S X OBEDZ 3 - /oo THHEBED 6 135 X 1000 ng/kg 1%
580 1 #IIC eosinophilic body B34 ShA, TEMRNICRE DA | 1000 ng/ke
BERCE T ARBEEEIREE (0<0.05) D L, 2o, BTHEBXIUY V3EKR
BELREICE 1 BlS SN, |

()

SHERES X 01000 ng/kg B SHOTRIWILMITEEEROLEY, HEEOLHD
L T'1000mg/kg BSED1SBICHAEISS S, HREICREEEL L VEEQE
3B 5N T
(ZOft)

DT IREES X 01000 mg/kg BSEEDE 3 BT ORI - B, BEME TRt
FRELS L 0000 mg/ke BHSBIOE 1 HIC Y v SBROEBHN, HETIRXIBRO 75X
U1000 ng/kg HRSEED 3 FUFRBMOR TAIE F A%, HEH LIRS X 071000
ng/kg BEROE | FIOBTFAEENS SN, WTHoOF R bHREICREEE B X
UREDZRA SN -1, T, BETIIHHEREDAICLH]. EZEMEIZD LN
fztzab, 1000 ng/ke BEBICHY ARBUAEICEEE (0<0.05) BB >N, BB, B
F. KICEERIIEED onEh -7,

B) #f (BEHH : WHE 48 (BEREFEFAB LA RETED . EiRSSEHESH CR
i LCERETHD ., REMRTHE REARILED )

(1) Et&prR (Table 20; Appendices 20-1~20-4)

MopR <3, XIREED 2 f. 40 mg/kg ¥HEED 5 F. 200 ng/kg H5#HD 2 ). 1000 mg
/kg BEHEED 3 FHT/NEUED, 403 K TF1000 ng/kg BEFHDE 1 Flic ki sEkREalt
NHLNT,

T3, 40 ng/kg BEEED | FUICREFREARHIRD Sl

TR, IRED 1 flOME FFRREER IREBBEOHEEN. 200 ng/kg HRE5EHD
2H1B X TV1000 ng/kg HREHED 1 BIT/NEGREARAS, 200 ng/ke HEEFD | FlicE B[
25, 1000 mg/kg RSED | FITREALN. 3 BNHEEIENA SN,

BT, 1000 ng/kg HBEEO 1 FIITBEN. 200 BELTI1000 ng/kg BEHOE 1 4]
KB LOILENA LN,

T O, XTEREICIERD /N LD 2V EBEIB OB EILNE 1 F. 40 ng/ke HEHD |



PITIITEAEFTMENER L, ZOWAIIBIAREEZE LT\,
UL, HiioiER. WInoREICOBARSICER L L Bbn s Z(idiZH o
-7, '
(2) #EER (Table 21; Appendices 21-1~21-4)
P B, B URROREEOERE L CHAEEITIL. KL BASRSE
L ORI THE BB ERE® bhiii- 1o, |
(3) IREEMMFHIFTR (Table 22; Appendices 22-1~22-3)
XRBEFEB LD 1000 ng/kg BEBFICEVWTER L - KFEOREHEBENREORKR L
UTIZRd . WINOFRLMEICEESIVEEDOZRASNEDN T,
(AR
SHREED 6 Fl3 L TTL000 mg/kg HEED THIZERENA SN 7,
(B
STHAEED 1 3 L TN1000 ng/kg $E5HO 4 FITIHERPA SN,
(R
XTREEE S L U000 mg/kg HREBEDE 1 Bl FIARE M ORISR LAY, SHHEED 4
FlH £ T1000 mg/kg REED | FU/NAFENA SN, T OM, XTHEFD 2 FlicERIE
BN 1 FICRRIFHEENRD S i,
(B
SHHREED 4 Fl3 L T1000 ng/kg HS5ED 6 Flic. HEEHORMBENKREICRD ON
7o Z O, 1000 mg/kg BEBED 1 FlCBHZOHENR SN,
- (D
XHREE S L U000 mg/kg HBEHOMEFILFNITIBEBROLEDN. WRED13FB
K T'1000 ng/kg HSEO120ICHAEINNA ST,
(Z DAth)
B DB, B, BEBICRERIED SN -7, oo NE. ARES LIRS
RRINFIOMEDIIRIZ S, BEIIED SN -7,




. AmEssdsEit
1. HFEFRIRERR
1) ZEAE (Table 23; Appendices 23-1~23-4)

SRRAVRAL L T8 7n - 72 BIIAS, 200 ng/kg SBAC 1L (BIMIES : MX03009 X FBO3009)
F7o, RER UAOHENRITETH - 280N, 40 ng/kg S5 L EWMES - MX02
009X FB02009), 200 mg/kg HSEET 34 (y¥IES : MK03008 X FBO3008. MXO3010XFB
03010« MX03011XFBO3011) BBabdNtco LinL, R, Sk, FEENLRRETI
BELHEB LU ZOEOREREENCIE. SHRBELBARKRERELOBITEREZIRAD S
NN -7,

2) S L OHEIREE

WITNOHEFYICEWTH, SRREOEE BBREINIL -7z, 1000 ng/kg 58
D 1§ (EES  FB04002 ) Tid. WE 0 HOERFRENW1IETHY, WE 1 HICZDE
VAIBFEL L 72, WEREORERBERINEh -1,

3) HIREAR. EHRHEB X UERE (Table 24; Appendices 24-1~24-4)
ITIREM D BEAEE. SFREB L UERRIC, MR CMBASERSHE OB THEEZRRRA
DoNIEMh -T2,

4) HERD X ORI (Table 24; Appendices 24-1~24-4)

STEREED 1 6 (EFES : FRO1013) ISR T M0 o e, 2N LS DOE)
Prawdn b HE L7, HERD X OCHERIARIC ST RE S BARSREH S OMIcEERE
BREDHoNEh -7,

2. ERFR
1) &% (Table 24; Appendices 24-1~24-4)

SRR, ERHER, HAER, BE 4 BE COEERB L UMKHITIZ. XTBEEHBAR
BEELOMICEBREZERIRD SNED - T,

FEUR (RHRZEE) B, WREZEUSRSEISED SN/, BT REUTHBA
DRGBIUEF L ALIZBE IS FETRHIC b —EDMERNIERD S 1 ih » 7o,



2) {kE (Table 25; Appendices 25-1~25-4)
HEEDIIHE 0BL UL HOKEIZIE., XEEESIBARKRSE - DORICEEEILED

SN -7,

3) FRE
HE 0 HOEFEROARBE TR, WINOERIZLIFFBERIN G »7, Ft,

FHTROHARICEVWTHEFRBERINLE I - T,
Ioiz, HE4HOHARDOHKRTH, WHREZEUWITNOREEICHLEFE IIEEX

N -7,



= =

Bl & b1, 200 ng/kg DA EDHBARRSIT XD, —BHEORKE (1000 ng/kg 5B TE
BRI EME D) B 5V RERIERENBERS N, HRTIPRERICEEREL ., M
ORI bIEEN SZALRID STIL - 120, TS & VRHIPRE 3
FHABRO 250 ng/kg K EOHBMRSEICHW T HIRD SN/, HBARELE Y ML
TENEEEER L. AL THBETRSEN1T LIS —BFIC X 285, BRE
FRRERORREEE FEITENREINTVSY LEbh s, ARBRBLUTHRR
T SN —RHRIED LIS, IS OREBLEEZ SN,

HEYI T, FAEVEBRICHBARS OEEIIRD SN > fahd, 1000 mg/kg DHBAK
Bizk b, KEOMIHIHIES Shi, FRTE, MEELFRECSV T, REDE
BN U, A/G D EEERLICZENS, 77 VEDOREDINRB I NI, .
MEFAREORERN S, 200 ng/kg Pl EDHBMESIZ & D FAEMAHD Y >/ SBRED
BDHEENED Sz, U SBBLUZ 07 Vi3, BEREEE S BECMITS 3
A, BB L RIS ENRE TR, RERCE5T 2 HETH IR, BESICEE
ZERWD NN o720 L Ly BBARELE »v Mot L THEREE L. AKBVTHE
FREEL S S 10 | BEARICEIGS BRI N BETRELEET 5 &, ARR
TRO NI 7T ) VEBIW BEORDIE, BBAMREOEELEZ DN, &
7z, 1000 mg/kg DHBARESIC LD, (0T & UGPTAEM D FEAED SN, FFHEEEDT
HEMEASTRIE S N7, BlRE X RIS OREORE TR, IFRICHENEEERD >
Nt otz LnLe 5y MFRE VR — MR E LK) Tl HBAIR. A/30 Y
BORSIEET ABROERAMESE, ILVAF0—LOARERESE S ENE
HEINTVB I EN DS, HBARITMERES SRS €5 THENATREI N, ARBTED
SNIBREED LR, BARSORELEA >N, MRELENREN S, 40 ng/
ke DLEDREET, 7 Y EBEOHLHED >t 40 ng/ke BEBCHY 2L
BENTHD, HOREREICHBARSOHEBRIBDL LN TWIIVWI &5, BEFRIC
BEOMVELEHET Uiz L Ly 200 ng/kg S EOHBABEIC L DRDLNKT by
BEEORDI VTR, —BREOE(L. FEORIHIHENED SN TN Ehb,
HBATR BLIZ X B AL EE X Sfz, F72. HBAD200 mg/kg DI EDEEIZL D, EgY L&
BN, HBAD200 mg/kg DBEITL O ALY 7 NEENEM L2, WEhOLE H 4



MEEOHANTH D I 5IT, FEY VREOEIMIASNIAL Y T LBEORENE
KOTNAY T+ RT 7 & —EERO ERZFE TRV EN S, AHBRTRD SN
R VEEBLUNIL YT ABEOE(LZ. BARSOEE TRV E KL, BE
BRICOVTE. WTNORIEREICE W T GIBARSIC X 3 E (L3R S NEh -T2,
HEEYITIR, AE, FEEEE. BEER. WhEJOREBRSEHREIC. AR5
B S I - 72, |

INSDT END, —BERFNELEE T, 200 ng/kg M EOUBARSIC LD, Mk
EBIT—MRREBICEMARBO O, ISICHETIR, 7NIERE. /o7y VEBXIUY
VISR DRBDHED ST T LS, MRS I, 40 mg/kg/day L¥MrI NI,

HFEFEBWFRIRAE T, 200 ng/kg BEEIIREARBILEMH. 40 HL U200 ng/
kg HBEEICRE R LR LS h - 728V DEFIRYD Shic, REAKILTDH -7z
B TIR. BNLEAER L TE D REEFENAETD - 7Y 4 Fidb 1 FlicER
BRORRE LEOEmN. o 1 FLZHIROBANAD 5hic, UL, 1000 ng/
kg BEHFHTCREBYO2F0RE L. KERE X CHEIRRS o I AFE#R ICHBAR S OF
BEIRDONLEh -7 &S LEOEBHBAREDZETREWEEZ 5N 5,

X5z, REYOILRERE. 2B SCKHE. EROLEN., REBLIUEREIC
bHUBAR S DEEIIRD SNEh - 12,

INSDMERN S, AEREBHFNTRTEERT. HiEE biT, 1000 ng/ke/day &
X N,

Pl EORERRRAEDN & AR TICH T SHBAO—RE B AR SRR 13, ML
HiT, 40 ng/kg/day. EFEREBHERCRLERII, HELS 1T, 1000 ng/kg/day &
s h 5,
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[TABLE INDEX ]}
HBA: combined repeat dose and reproductive/developmental toxicity screening
test in rats

Table no. (appendix no.) Table title

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

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

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

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

5 ( 5-1 ~ 5-4) Body weight of Fo females during premating period

6 ( 6-1 ~ 6-4) Body weight gain of Fo females during premating
period

7 ( 7-1 ~ 7-4) Body weight of Fo females during pregnancy period

8 ( 8-1 ~ 8-4) Body weight gain of Fo females during pregnancy
period

9 ( 9-1 ~ 9-4) Body weight of Fo females during lactation period

10 (10-1 ~10-4) Body weight gain of Fo females during lactation
period

11 (11-1 ~11-4) Food consumption of Fo males

12 (12-1 ~12-4) Food consumption of Fo females during premating
period

13 (13-1 ~13-4) Food consumption of Fo females during pregnancy
period

14 (14-1 ~14-4) Food consumption of Fo females during lactation
period

15 (15-1 ~15-4) Hematological findings of Fo males after oral
administration for 42 days

16 (16-1 ~16-4) Biochemical findings of Fo males after oral
administration for 42 days

17 (17-1 ~17-4) Summary of macroscopic findings in Fo males

18 (18-1 ~18-4) Absolute and relative organ weight of Fo males
after oral administration for 42 days

19 (19-1 ~19-2) Summary of histopathological findings in Fo males

20 (20-1 ~20-4) Summary of macroscopic findings in Fo females

21 (21-1 ~21-4) Absolute and relative organ weight of Fo females

on day 4 of lactation

22 (22-1 ~22-2) Summary of histopathological findings in Fo females




23 (23-1 ~23-4) Reproductive performance of animals

24 (24-1 ~24-4) Summary of development of F: pups up to day 4 of

1a¢tation

25 (25-1 ~25-4) Body weight of F: pups up to day 4 of lactation



Table 1

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

Clinical signs of Fo males

HBA Initial number Number of animals with clinical signs
Clinical signs of Dosing period
: (mg/kg) animals T1~T7 T8~T14 T15~T21 T22~T28 T29~T35 T36~T42 Total
0 13 0 - 0 0 0 0 0 0
Temporary Salivation 40 13 0 0 0 0 0 0 0
200 13 0 0 0 0 0 1 1
1000 183 7 13 9 11 8 12 13
0 13 0 0 0 0 0 0 0
Rale 40 13 0 0 0 0 0 0 0
200 13 2 1 0 0 0 0 2
1000 13 0 1 1 1 1 1 5
0 13 0 0 0 0 0 0 0
Rhinorrhea 40 13 0 0 0 0 0 0 0
200 13 0 0 0 0 0 0 0
1000 18 1 0 0 1 0 1 2

T: treat‘meht -days



Table 2

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

Clinical signs of Fo females

HBA Initial number Number of animals with clinical signs
Clinical signs of Dosing pericd
- (mg/ke) animals Ti~T7 T8~T14 TI15~T21 T22~-T28 T29~T35 T3B~T45 Lo L: Lz Lz La Total
0 13 0 0 0 0 0 0 06 0 0 0 O 0
Temporary Salivation 40 13 0 0 ] 0 0 0 0 06 0 0 ¢ -0
200 13* 0 0 0 0 0 0 6 0 0 0 0 0
1000 13 8 11 13 9 11 7 3 0 4 4 0 13
0 13 0 0 0 0 0 0 0 ¢ 0 0 O 0
Rale 40 13 0 0 0 0 0 0 0 0 0 0 0O 0
200 13* 2 1 0 1 0 0 0 0 0 0 0O 38
1000 13 3 4 5 2 1 1 0 0 1 1 0 9
0 13 0 0 0 0 0 0 0 0 0 0 O 0
Rhinorrhea 40 13 0 0 ] 0 0 0 0 0 0 0 O 0
200 13* 0 0 0 0 0 0 0 0 0 0 O 0
1000 13 0 0 0 1 0 0 0 0 0 0 ¢ 1

T: treatment days
L: lactational days

%2 One female rat was sacrificed on day 29 of treatment, the last day of the mating period (Not copulated).




Table 3
HBA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fp males (g) ; mean = S.D. ()

Compound HBA

Dose group
(ng/kg) 0 40 200 1000

Days of treatment

1 (Initial weight) 331.1 * 11.1 ( 13) 330.2 * 11.7 ( 13) 330.7 £ 12.4 ( 13) 331.2 + 11.1 ( 13)
8 384.3 * 18.2 ( 13) 384.0 * 15.0 ( 13) 377.9 % 23.4 ( 13) 375.1 = 14.6 ( 13)
15 423.2 * 24.2 ( 13) 421.2 + 21.7 ( 13) 414.8 ¥ 24.3 ( 13) 407.4 % 20.3 ( 13)
) 446.9 * 25.4 ( 13) 445.4 * 24.8 ( 13) 436.1 % 28.8 ( 13) 422.6 * 23.1 ( 13)
29 475.5 * 30.6 ( 13) 472.2 £ 28.6 ( 13) 463.8 ¢ 33.6 ( 13) 452.2 + 26.7 ( 13)
3% 503.8 * 30.0 ( 13) 495.2 * 32.6 ( 13) 486.6 * 37.6 ( 13) 476.9 * 27.7 ( 13)
42 : 522.0 * 36.6 ( 13) 509.4 + 37.1 ( 13) 505.6 * 37.7 ( 13) 491.4 = 31.9 ( 13)

2> . vehicle control: 0.5 m CMC Na (5 ml/kg)



Table 4
HBA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of Fo males (g) ; mean + S.D. ()

Compound HBA

Dose group
(ng/kg) 0 40 200 1000

Days of treatment

1~ 8 53.1

£ 9.0 ( 13) 53.8 + 7.9 ( 13) 47.2 * 14.1 ( 13) 43.9 + 9.6 ( 13)
8 ~ 15 38.9 + 7.6 ( 13) 37.2 + 8.5 ( 13) 36.9 ¢+ 8.6 ( 13) 32.4 + 7.6 ( 13)
15 ~ 22 23.7 ¢+ 5.9 ( 13) 24.2 + 7.3 ( 13) 21.3 £ 6.2 ( 13) 15.1 * 14.2 ( 13)
29 ~ 29 28.6 + 7.9 ( 13) 26.8 + 6.0 ( 13) 27.7 = 7.3 ( 13) 29.7 £+ 6.2 ( 13)
29 ~ 36 28.3 + 4.9 ( 13) 23.0 + 7.8 ( 13) 22.8 + 5.7 ( 13) 24.7 + 5.7 ( 13)
36 ~ 42 18.2 * 10.4 ( 13) 14.3 + 9.4 ( 13) 19.0 + 3.2 (13 14.5 ¢ 6.2 ( 13)
1~ 15 92.0 + 15.5 ( 13) 91.0 + 14.8 ( 13) 84.1 + 14.3 ( 13) 76.3 * 14.4% ( 13)
1~ 22 115.7 + 17.7 ( 13) 115.2 * 19.7 ( 13) 105.4 + 19.3 ( 13) - 91.4 *°19.8% ( 13) i
1~ 29 144.4 ¢ 22.2 ( 13) 142.0 + 22.1 ( 13) 133.1 * 24.4 ( 13) 121.1 + 22.5 ( 13) }
1~ 36 172.7 ¢ 21.4 ( 13) 164.9 + 26.8 ( 13) . 155.9 # 28.1 ( 13) 145.8 % 22.7% ( 13) ;
1~ 42 180.9 + 27.5 ( 13) 179.2 + 31.0 ( 13) 175.0 + 28.0 ( 13) 160.3 * 27.0 ( 13) ‘

2 : vehicle control: 0.5 % CMC Na (5 ml/kg)
: significant difference from control, p<0.05 (by multiple comparisons)
: significant difference from control, p<0.01 <(by multiple comparisons)

*

wox



Table 5
HBA: combined repeat dose and reproductive/developmental toxicity screening test in rats

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

Compound HBA

Dose group
(mg/kg) 0® 40 200 1000

Days of treatment

1 (Initial weight) 220.2 + 7.5 ( 13) 219.6 + 7.2 ( 13) 220.0 £ 7.9 ( 13) 220.3 + 7.3 ( 13)
8 235.0 + 8.8 ( 13) 235.6 + 8.8 ( 13) 239.5 = 9.7 ( 13) 234.0 ¢ 12.7 ( 13)
15 248.7 + 13.2 ( 13) 249.8 + 10.5 ( 13) 253.3 * 12.7 ( 13) 246.8 + 14.4 ( 13)

* . vehicle control: 0.5 % CMC Na (5 ml/kg)



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

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

Compound HBA

Dose group
(mg/kz) o 40 200 1000

Days of treatment

1~ 8 14.8 £ 5.1 ( 13) 16.0 + 4.8 ( 13) 19.5 & 7.9 ( 13) 13.6 + 8.2 ( 13)
8 ~15 13.7 + 5.8 ( 13) 14.3 = 3.3 ( 13) 13.8 + 5.2 ( 13) 12.8 + 6.7 ( 13)
1 ~15 28.4 + 8.5 ( 13) 30.2 + 4.8 ( 13) 33.3 & 11.9 ( 13) 26.5 + 8.8 ( 13)

2 . vehicle control: 0.5% CMC Na (5 ml/kg)




Table 7
HBA: combined repeat dose and reproductive/developmental toxicity screening test in rats

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

Compound HBA

Dose group
(ng/kg) o 40 200 1000

Days of pregnancy

3) 255.4

0 257.7 £ 14.6 ( 13) 256.6 + 11.1 ( 12) 254.4 + 7.7 «( £ 17.0 ( 13)
7 293.4 + 18.4 ( 13) 291.2 * 13.4 ( 12) 290.9 + 5.8 ( 9 287.2 + 17.7 ( 13)
14 326.4 £ 21.7 ( 13) 325.7 + 13.5 ( 12) 327.8 *+ 13.2 ( 9) 320.7 £ 19.1 ( 13)
20 392.6 # 38.3 ( 13) 396.6 + 29.1 ( 12) 403.9 * 22.2 ( 9) 385.7 + 35.8 ( 13)

®: vehicle control: 0.5 % CMC Na (5 ml/kg)



Table 8
HDA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Cody weight gain of Fo females during pregnancy period (z) ; mean = S.D. (N)

Compound HBA

Dose zroup
(ng/kg) 0= 40 200 1000

Days of pregnancy

0~ 17 35.8 £+ 6.0 ( 13) 34.6 + 6.2 ( 12) 36.5 £+ 6.3 ( 9) 31.8 + 7.5 ( 13)
T~ 14 33.0 ¢ 6.2 ( 13) 34.5 + 4.2 ( 12) 36.9 + 7.7 ( 9) 33.4 + 6.9 ( 13)
14 ~ 20 66.2 + 23.3 ( 13) 70.9 + 22.9 ( 12) 76.2 * 10.5 ( 9) 65.1 * 24.9 ( 13)
0~ 14 68.8 ¢+ 10.5 ( 13) 69.1 ¢+ 7.0 ( 12) 73.4 * 11.4 ( 9) 65.2 + 12.4 ( 13)
0~ 9 135.0 * 30.8 ( 13) 140.0 *+ 25.1 ( 12) 149.5 + 20.3 ( 9) 130.3 * 35.6 ( 13)

27 vehicle control-: 0.5 % CMC Na (5 ml/kg)



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

Body weight of Fo females during lactation period (g) ; meant S.D. (N)

Compound HBA

Dose group
(mg/kg) 0 40

200 1000
Days of lactation
0 306.2 + 22.3 ( 12) 296.3 * 16.0 ( 12) 303.6 + 22.7 ( g9) 300.0 *+ 23.4 ( 13)
4 322.8 * 21.7 ( 12) 312.9 * 18.0 (12) 317.2 + 10.2 ( 9) 317.6 * 12.4 ( 12)7

2 yehicle control: 0.5 % CMC Na (5 ml/kg)



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

Body weight gain of F, females during lactation pericd (g) ; mean = S.D. (V)

Compound HBA
Dose group
(ng/kg) o 40 200 1000
Days of lactation
0~ 4 16.6 * 12.9 ( 12} 16.5 * 18.2 ( 12) 13.6 * 17.9 9) 15.7 + 18.7 ( 12)

2 : vehicle control: 0.5 % CMC Na (5 ml/kg)




Table 11
HBA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of Fo males (g) ; mean & S.D. (N)

Compound HEA

Dose group :
(ng/kg) 0=’ 40 200 1000

Days of treatment

| ~ 8 211.2 * 18.3 ( 13) 212.1 ¢ 15.5 ( 13) 205.6 * 18.0 ( 13) 207.7 + 19.6 ( 13)
8 ~ 15 207.1 + 21.2 ( 13) 204.4 * 19.5 ( 13) 203.2 + 15.4 ( 13) 200.2 *+ 18.2 ( 13)
99 ~ 56 213.1 & 20.9 ( 13) 201.6 * 20.3 ( 13) 204.6 + 20.1 ( 13) 208.1 * 18.6 ( 13)
36 ~ 49 180.9 * 18.2 ( 13) 169.3 + 18.4 ( 13) 174.2 + 17.8 ( 13) 177.4 + 14.3  ( 13)

a3 . vehicle control: 0.5 % CMC Na (5 ml/kg)




Table 12
HBA: 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 _ HBA

Dose group
(ng/kg) o 40 200 1000

Days of treatment

] ~ 8 131.0 * 10.0 ( 13) 132.2 + 6.9 ( 13) 136.9 * 13.2 ( 13) 134.9 ¢
8 ~ 15 , 134.8

12.5 ( 13) 133.6 + 9.8 ( 13) 135.7 + 12.3 ( 13) 134.3 *

a)

: vehicle control: 0.5 % CMC Na {5 ml/kg)



Table 13
HBA: combined repeat dose and reproductive/developmental toxicity screening test in rats

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

Compound HBA

Dose group

(mg/kg) 0 40 200 1000
Days of pregnancy
0~ 1 170.6 * 17.3 ( 13) 162.8 *+ 15.1 ( 12) 161.7 + 12. 9) 159.5 + 15.3 ( 13)
T~ U4 180.9 * 17.3 ( 13) 178.6 * 11.6' ( 12) 186.0 * 18. 9 178.0 + 16.8 ( 13)
4 ~ 20 140.4 *+ 14.0 ( 13) 142.2 + 12.6 ( 12) 142.4 + 11. 9) 133.2 * 16.8 ( 13)

2 ;. vehicle control: 0.5 % CMC Na (5 ml/kg)



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

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

Compound HBA
Dose group
(mg/kg) 0 40 200 1000
Days of lactation
0~ 4 108.7 + 22.3 ( 12) 103.4 + 34.3 ( 12) 105.6 *+ 16.7 4 9) 111.8 + 24.9 ( 12)

2): vehicle control: 0.5 % CMC Na (5 ml/kg)




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

Hematological findings of Fo males after oral administration for 42 days

|
|
‘ G RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet
roup -
(x104 /mm3) (grdl) (%) (14au3) (pg) (%) (x104 /mm3)
(13) (13) (13} (13) (13) (13) (13)
0 al 829 15.6 : 44.5 53.7 18.9 35.2 115.2
+35 +0.6 *1.6 *1.7 +0.7 *0.6 *9.4
(13) (13) (13) (13) (13) ' (13) (13)
40 mg/kg B15 15.6 44.4 54.5 19.2 35.2 108.4
+23 +0.4 *1.1 *1.0 0. +0.4 *6.5
(13) (13) (13) 13 (13) (13) (13)
200 mg/kg 810 15.4 44.3 54.7 19.0 34.8 104.6%*
. +33 0.5 *1.4 1.2 *0.5 0.2 *5.8
(13) (13) (13) (13) (13) (13) (13)
1000 mg/kg 809 15.3 44.0 54.4 18.9 34.7 99.1**%
*25 0.4 *1.3 1.1 0.4 0.3 *6.1
Band Segmented
G WBC neutrophil neutrophil Eosinophil  Basophil Monocyte Lymphocyte
roup
(x100/mm3) %) (%) 2] (%) (%) (%)
(13} (13) (13) 13 (13) (13) (13)
0 a)l 82 0 20 0 0 3 77
+8 *+0 *5 +] 0 +2 +6
(13) (13) (13) (13 a (13) (13)
40 mg/kg 64%* 0 23 2%% 0 3 72
116 +0 * 2 0 2 *9
(13) (13) (13) (13) (13) (13) (13)
200 mg/kg 71 0 29 2 0 4 65*
*13 *0 *12 1 0 2 *12
(13) (13) (13) (13) (13} (13) (13)
1000 mg/kg 68% 0 31% 1 0 3 65%
+16 0 *14 2 *0 2 14
a) :vehicle control:0.5% CMC Na *: significant difference from control, p<0.05 (by multiple comparisons)
Parameter:mean S.D. . **: gignificant difference from control, p<0.01 {by muliiple comparisons)
: ) :number of animals




Table 16

HBA: 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 _Tgtal_
Protein cholesterol bilirubin
Group
(grs4x) (g/d1) (mg/3d1) (mg/d41) (mg/d1) (mg/dl) (mg/dl)
(13) (13) (13) (13) (13) (13 (13) (1§L
o] al 5.8 3.1 1.14 17 0.7 132 55 0.09
*0.3 10.2 +0.13 2 0.0 13 *9 $0.01
(13) (13) (13) (13) (13) (13) (13 (13)
40 mg/kg 5.9 3.1 1.08 18 .7 121% 54 0.08
0.2 0.2 +0.13 4 0.1 *9 +13 +0.01
(13) (13) (13 (13) (13) (13) (13) (13)
200 mg/kg 5.8 3.0 1.08 17 0.7 116** 58 0.08
+0.3 0.1 +0.10 *2 0.1 7 17 +0.02
(13) (13) (13) (13) (13) (132 (13 (13)
1000 mg/kg 5.3%% 2.9 1.29% 19 0.7 118*=* 45 0.09
. 0.3 0.2 £0.20 + 0.1 *14 +8 +0,03
Na K Cl Ca Inorg. ALP GPT GOT 7—-GTP
phos.
Group
(mEgQ/1) (mEg/1) (mEQ/1) (mg/dl) (mg/dl) (U/1) (u/1) U/ (U/1)
(13) (13) (13) (13) (13) (13) (13) 13 (13)
0 a) 145.0 3.88 107.9 8.5 4.7 198 26 63 0
0.5 10.23 1.3 0.3 0.6 41 t4 7 t
(13) (13) (13) (13) (13) (13) (13} (13) (13
40 mg/kg 145.2 3.77 108.1 8.6 5.2 227 28 68 0
1.1 +0.18 +1.4 +0.2 0.4 52 4 6 %0
(13) (13) (13» (13) (13) (13) (13} (13) (13)
200 mg/kg 145.5 3.75 108.3 8.8%* 5.6%% 208 27 71 0
0.7 *0.17 +0.9 0.3 0.6 +37 t4 113 ]
(13) (13) (13) (13) (13) (13) (13 (13) (13)
1000 mg/kg 145.1 3.75 108.9 8.5 5.6%% 220 32%% 81*x 0
1.3 $0.11 +1.3 0.2 +0.4 +44 6 15 *0

a):vehicle control:0.5% CMC Na
Parameter:mean S.D.

( ) :number of animals

*:gignificant

difference from control, '

05 (by multiple comparisons)
**:gignificant difference from control, p~u.0l (by multiple comparisons)




Table 17
HBA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of macroscopic findings in Fo males

Group . Control 40 mg/kg 200 mg/kg 1000 mg/kg
Grade - + - 4 — + — +
(Thymus) [13] [13] [13] : [13]

Small - 13 0 12 1 13 0 12 1

Dark colored spot/area 13 0 11 2 12 1 13 0
(Lung) [13] [13] [13] [13]

Dark colored spot 12 1 13 o - 11 2 10 3
(Spleen) o [13)] , [13] [13] [13]

Cyst 13 0 12 1 13 0 13 0
(Adrenal gland) [13] [13] [13] [13]

Small 13 0 13 0 13 0 12 1

Not detected, right 13 0 13 0 13 .0 12 1

Enlargement, left 13 0 13 0 13 4] 12 1.
(Kidney) [13] [13] [13)] [13]

Pale colored cortex 13 0 11 2 12 1 13 o

Recessed area 13 0 13 0 12 1 13 0

Dilatation of pelvis 13 0 12 1 13 0 13 0
(Prostate) [13] [13] [13] [13]

Enlargement 13 0 12 1 11 2 13 0
(Seminal vesicle) [13] (13} [13] [13}

Enlargement 13 0 12 1 13 0 13 o]
(Testis) [13] [13] [13] [13] ’

Small 11 2 13 0 12 1 13 0
(Epididymis) [13] [13] [13)] [13}]

Small ~ ’ 11 2 13 o] i2 1 13 9]

Yellowish white nodule 13 0 . 12 1 13 0 12 1
(Liver) [13)] [13] {13} [13]

Accentuated lobular pattern 11 2 9 4 9 4 10 3

Yellowish 12 1 12 1 13 0 12 1

Pale colored spot 12 1 11 2 11 2 12 1

Dark colored area 12 1 13 0 13 0 13 0
(Stomach) [13] [13] [13] [13]

Hematin 13 0 12 1 13- 0 13 0

Thickened mucosa

of glandular stomach 13 0 13 0 13 0 12 1
Projection 13 0 13 0 13 0 12 i

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



Table 18

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

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

Compound HBA

Dose group

(mg/kg) o 40 200 1000

Terminal body weight (g) 489.5 ¢ 31.6 ( 13) 478.1 + 32.1 ( 13) 473.6 + 34.3 ( 13) 458.1 * 31.8 ( 13)

Liver (g) 13.52 + 1.60% ( 13) 12.21 * 1.59 (13 12.63 * 1.07 ( 13) 12.24 * 1.67 ( 13)
2.76 * 0.22¢9 2.55 =+ 0.20 2.67 * 0.13 2.66 + 0.20

Kidneys & 3.02 = 0.23 ( 13) 2.83 £ 0.22 (13 2.97 + 0.2 { 13) 2.98 £ 0.24 { 13)
0.62 + 0.04 0.59 + 0.0 0.63 + 0.05 65 £ 0.04

Lung (g) 1.31 + 0.08 ( 13) 1.27 £ 0.09 ( 13) 1.30 £ 0.10 ( 13) 1.27 £ 0.10 ( 13)
0.27 * 0.02 0.27 * 0.02 0.28 + 0.02 0.28 * 0.02

Thymus (mg) 406.5 * 69.5 ( 13) 364.9 *+106.8 ( 13) 379.3 * 44.9 ( 13) 357.1 * 72.8 ¢ 13)
83.1 * 14.1 76.2 = 21.6 80.1 + 8.4 78.1 + 15.9

Testes - (g) 2.92 + 0.64 ( 13) 3.17 + 0.18 ( 13) 2.93 2 0.60 ( 13) 3.13 + 0.21 ( 13)
0.60 * 0.13 0.67 * 0.07 0.62 £ 0.14 0.69 * 0.07

Epididymides (&) 1.13 + 0.21 ( 13) 1.16 + 0.07 ( 13) 1.15 + 0.16 ( 13) 1.17 = 0.09 ( 13)

) 0.23 * 0.04 0.24 * 0.03 0.24 = 0.04 0.26 * 0.03

2 vehicle control: 0.5 % CMC Na (5 ml/kg)

»): absolute weight

<)

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




Table 19-1

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

Summary of histopathological findings in Fo males

Group Control 1000 mg/kg
Grade - *+ + ++ +H pos. - £ 4+ ++ +++ pos.
(Liver) [13] [13]
Fatty change, periportal 0 010 3 0 13 0 012 1 0 13
Microgranuloma 0 211 0 0 13 0 310 0 O 13
(Heart) [13] [13]
Myocardial
degeneration / fibrosis ij0 3 0 0 O 3 10 3 0 0 O 3
(Thymus) [13] [13)
No remarkable change
(Kidney) [13] [13]
Basophilic tubule, cortex 7T 6 0 0 0 6 5 8 0 0 O 8
Eosinophilic body 7T 3 2 1 O [ 12 0 0 1 © 1#
Cast, hyaline 12 0 1 0 © 1 13 0 0 0 O 0
Cellular infiltration,
lymphocyte 12 1 0 0 O 1 13 0 0 0 O 0
(Adrenal) [13] [13]
No remarkable change
(Urinary bladder) [13] {13}
Cellular infiltration,
lymphocyte 12 1 0 0 O 1 12 1 0 0 O 1
(Lung) [13] [13]
Metaplasia, osseous 13 ¢ 0 0 O 0 12 0 1 0 O 1
(Spleen) [13] [13]
Deposit, pigment, brown 0 013 0 0 13 0 112 0 0 13
Extramedullary hematopoiesis 1 210 0 0 12 0O 6 7 0 0 13
(Brain) [13] [13]
No remarkable change
(Testis) [13] [13]
Spermatogenesis,
decreased, focal 6 3 2 2 0 7 10 2 1 0 O 3
Multinucleated giant cell 9 3 1 0 © 4 13 0 0 0 © o#
(Epididymis) [13] [13)
Spermatic granuloma 12 0 1 0 O 1 12 01 0 © 1

—, Negative: *, Very slight: +, Slight; +t, Moderate; ++t+, Severe; Pos.,

['], Number of animals examineé
#, Significantly different from control p<0.05 (Fisher exact test)

Total of positive grade



Table 19-2

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

Mann-Whitney U test of histopathological findings in Fo males

Group Control 1000 mg/kg
Grade - * 4+ + +H+ - X + ++
(Liver) [13] [13]
Fatty change, periportal 0 010 3 O 0 012 1 0 U= 171.5
Microgranuloma 0 211 0 0 0 310 0 0 U= 78.0
(Heart) [13] [131
Myocardial
degeneration / fibrosis 10 3 0 0 O 10 3 0 0 0 U= 84.5
(Thymus) [13] [13]
No remarkable change
(Kidney) [133} [13]
Basophilic tubule, cortex 7 6 0 0 O 5 8 0 0 0 U-=171.5
Eosinophilic body 7 3 2 1 0 12 0 0 1 0 U= 54.5
Cast, hyaline i2 0 1 0 O 13 0 0 0 0 U= 178.0
Cellular infiltration,
lymphocyte 12 1 0 0 O 13 0 0 0 0 U= 178.0
(Adrenal) [131] [13]
No remarkable change
{(Urinary bladder) 13} 1131
Cellular infiltration,
lymphocyte 12 1 0 0 O 12 1 0 0 0 U = 84.5
(Lung) [13] [13]
Metaplasia, osseous 13 0 0 0 O 12 0 1 0 0 U= 78.0
(Spleen) [13) [13]
Deposit, pigment, brown 0 013 0 0 0 112 0 0 U= 78.0
Extramedullary hematopoiesis 1 210 0 O 0O 6 7 0 0 U= 68.0
(Brain) [13] [13]
No remarkable change
(Testis) [131] [13]
Spermatogenesis,
decreased, focal 6 3 2 2 0 10 2 1 0 0 U= 55.0
Multinucleated giant cell 9 3 1 0 O 13 0 0 0 0O U = 58.5
(Epididymis) [13] [13]
Spermatic granuloma ij2 0 1 0 O 12 0 1 0 0 U = 84.5

—, Negative; ¥, Very slight; +, Siight; ++, Moderate; t+Ht, Severe

{ 1, Number of animals examined



Table 19-3

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

Fisher exact test of histopathological findings in Fo males

Group Control 1000 mg/kg
Grade Negative Positive Negative Positive
(Liver) [13] [13]
Fatty change, periportal 4] 0 P= 1.00000
Microgranuloma ] 0 P= 1.00000
(Heart) [13] [13]
Myocardial
degeneration / fibrosis 10 3 10 .87764
{(Thymus) [13] [13]
Abnormality 13 0 13
(Kidney) [13] [13]
Basophilic tubule, cortex T 6 5 0.34755
Eosinophilic body T 6 12 0.03652
Cast, hyaline 12 1 13 0.50000
Cellular infiltration,
lymphocyte 12 1 13 .50000
(Adrenal) [13] [13]
Abnormality 13 13
(Urinary bladder) [13] [13]
Cellular infiltration,
lymphocyte 12 12 . 76000
(Lung) [13] [13]
Metaplasia, osseous 13 12 .50000
(Spleen) [13] [(13]
Deposit, pigment, brown 0 0 .00000
Extramedullary hematopoiesis 1 0 .50000
(Brain) [13] [13]
Abnormality 13 13
(Testis) [13] [13]
Spermatogenesis,
decreased, focal 68 10 .11310
Multinucleated giant cell 9 13 .04783
(Epididymis) [13] [13]
Spermatic granuloma 12 12 .76000
{ ], Number of animals examined
#, Significantly different from control (Fisher exact test)



Table 20

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

Summary of macroscopic findings in Fo females

Group Control 40 mg/kg 200 mg/kg 1000 mg/kg
Grade — + — + — + - +
(Thymus) [13] [13] (13] [13]

Small 11 2 8 5 11 2 10 3

Dark color/ dark colored area 13 0 12 1 13 0 12 1
(Lung) [13] [13] [13] [13]

Dark colored area 13 0 12 1 13 0 13 0
(Spleen) [13] [13] [13] [13]

Small 12 1 13 0 13 0 13 0
(Adrenal gland) [13] [13] [13] [13]

Dark color 12 1 13 0 13 0 ’ 13 0]
(Kidney) [13] [13] [13] [13]

Pale colored cortex 13 0 13 0 13 0] 12 1

Dilatation of pelvis 13 0 13 0 12 1 12 1
(Pituitary gland) [13] [13] [13] [13]

Enlargement 13 c 12 1 13 0] 13 0.

Translucent 13 0 12 1 13 0 13 0
(Liver) [13] [13] [13] [13] )

Nodule 12 1 13 0 13 0 13 0

Accentuated lobular pattern 13 0 13 0 11 2 12 1

Yellowish 13 0 13 0 12 1 13 0

Pale color 13 0 13 0 13 0 12 1

Dark color 13 0 13 0 13 0 10 3

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



Table 21

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

Absolute and relative organ weight of Fo females on day 4 of lactation ; mean + S.D. (¥)

Compound HBA

Dose group

(mg/kg) 0 40 200 1000

Terminal body weight (g) 322.8 + 21.7 ( 12) 312.9 & 18.0 12) 317.2 * 10.2 9) 317.6 * 12.4 12)

Liver (&) 13.28 + 1.42® ( 12) 12.96 * 1.41 12) 12.41 + 1.20 9) 13.87 + 1.67 12)
4.12 + 0.38°9 4.15 + 0.41 3.92 + 0.42 4.36 *+ 0.45

Kidneys (g) 1.92 + 0.14 ( 12) 1.90 + 0.11 12) 1.80 * 0.15 9) 2.01 ¢ 0.20 12)
0.60 + 0.05 0.61 * 0.04 0.57 * 0.05 0.63 + 0.06

Lung (&) 1.05 * 0.09 ( 12) 1.05 * 0.07 12) 1.02 * 0.09 9) 1.08 + 0.06 12)
0.32 + 0.02 0.34 + 0.02 0.32 + 0.03 0.34 + 0.01

Thymus (mg) 198.1 * 76.1 ( 12) 197.0 *102.8 12) 198.3 * 49.0 9) 216.2 + 60.6 12)
61.1 + 22.9 62.3 + 31.1 62.5 * 15.3 68.0 * 18.5

2> yehicle control: 0.5 % CMC Na (5 ml/kg)

®) . absolute weight

< relative weight (g or mg per 100g body weight)



Table 22-1

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

Summary of histopathological findings in Fo females

ioog mi/ii +++ Pos.

Group ' Control
Grade - t + ++ 4+ Pos.
(Liver) [13]
Fatty change, periportal 12 1 0 0 O
Microgranuloma 9 4 0 0 O
Necrosis, focal it 2 0 0 O
Granuloma 12 0 1 0 O
(Heart) [13]
No remarkable change
(Thymus) . [13]
Atrophy 7T 2 4 0 O
(Kidney) [131]
Basophilic tubule, cortex g 4 0 0 0
Dilatation, renal pelvis 13 0 0 0 O
(Adrenal) [13]
No remarkable change
(Urinary bladder) [121]
No remarkable change
(Lung) [13]
Inflammation, focal i2 1.0 O O
(Spleen) [13]
Deposit, pigment, brown 0O 013 0 0
Extramedullary hematopoiesis 0 1 6 6 0
(Brain) [131]

No remarkable change
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—, Negative; %, Vvery slight; +, Siight; ++, Moderate; t+++, Severe; Pos.

[ 1. Number of animals examined

Total of positive grade




Table 22-2
HBA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Mann-Whitney U test of histopathological findings in Fo females

Group Control 1000 mg/kg
Grade -+ + + ++ - 1 + 4+ ++
(Liver) [13] [131}
Fatty change, periportal 12 ¥ 0 0 O i2 1 0 0 0O U = 84.5
Microgranuloma 9 4 0 0 O 12 1 0 0 0 U= 65.0
Necrosis, focal 11 2 0 0 ¢ 13 0 0 0 0 U= T71.5
Granuloma 12 0 1 0 0O 13 0 0 0 0 U= 78.0
(Heart) [13] [13]
No remarkable change
(Thymus ) {131 {13] :
Atrophy 7 2 4 0 O 6 7 0 0 0 U-=177.0
{Kidney) [13] [13]
Basophilic tubule, cortex 9 4 0 0 O 7 6 0 0 0 U= 171.5
Dilatation, renal pelvis 13 0 0 0 O 12 0 1 0 0 U= 78.0
(Adrenal) [13} [13]
No remarkable change
(Urinary bladder) [12] [12]
No remarkable change
(Lung) [13] {13]
Inflammation, focal 12 1 0 O O 9 2 2 0 0 U-=264.0
(Spleen) [13) [13]
Deposit, pigment, brown 0 013 0 0 0 013 0 0 U = 84.5
Extramedullary hematopoiesis 0 1 6 6 © 1 0 9 3 0 U=68.0
(Brain) [13] [13]

No remarkable change

{

Negative; %, Very slight; *,

I,

Number of animals examined

S1light; 1+, Moderate; +++, Severe



Table 22-3

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

Fisher exact test of histopathological findings in Fo females

Group Control 1000 mg/kg
Grade Negative Positive Negative Positive
(Liver) {13] [13]
Fatty change, periportal 12 1 12 1 P= 0.76000
Microgranuloma 4 12 1 = 0.16087
Necrosis, focal 11 2 13 0 = 0.24000
Granuloma 1 13 0 P= 0.50000
(Heart) [13] [13]
Abnormality 13 0 13 0
(Thymus) {13] [13]
Atrophy ] 7 6 6 7 P= 0.50000
(Kidney) [13] [13]
Basophilic tubule, cortex 9 4 7 6 P= 0.34408
Dilatation, renal pelvis 13 0 12 1 P= 0.50000
(Adrenal) [13] [13]
Abnormality 13 0 13 0
(Urinary bladder) [12] [12]
Abnormality 12 0 12 0
(Lung) [13] [13]
Inflammation, focal 12 1 9 4 P= 0.16087
(Spleen) [13] [13]
Deposit, pigment, brown 0 13 0 13 P= 1.00000
Extramedullary hematopoiesis 0 13 1 12 P= 0.50000
(Brain) [13] [13]
Abnormality 13 0 13 0

f 1, Number of animals examined



Table 23

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

Reproductive performance of animals

Compound HBA
Dose group

(mg/kg) 02) 40 200 1000
Number of mated pairs 13 13 13 13
Number of gopulated pairs 13 13 12 13
Copulation index A) 100.0 100.0 82.3 100.0
Number of pregnant animals 13 12 9 13
Fertility index B) 100. 0 92.3 75. 0 100.0
Pairing days until copulation

Mean £ S.D. (M) 2.8 = 1.1(13) 2.3 = 0.8(13) 2.6 * 1.9(12) 2.7 %= 0.9(13)
.Frequency of vaginal estrus

Mean &= S.D. (N) 1.0 &£ 0.0(13) 1.0 £ 0.0(13) 1.1 % 0.3(12) 1.0 % 0.0(13)

a): vyehicle control: 0.5 % CMC Na (5 ml/kg)

A): copulation index = (number of copulated pairs / number of mated pairs)X 100 : %
'B): fertility index = (number of pregnant animals / number of copulated pairs)X 100 ; %



Table 24
HBA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of development of Fi pups up to day 4 of lactation ; mean =+S.D.

Compound HBA
Dose group
(mg/ke) ' 0a) 40 200 1000
Mumber of pregnant females 13 12 5 13
Number of pregnant females with live pups 12 12 9 18
Gestation index 4) 92.3 100.0 100.0 100.0
Gestation length (days) 2.3+ 05 (12D 2.6 £ 0.7 (12) 220+ 0.5 ( 9) 22.3 *
Number of corpora lutea 178 £ 3.7 (18) 18.3 = 2.8 (12) 171+ 1.5 (C 9D 16.7 &
Number of implantation sites 134+ 59 (13) 142 £ 52 (12) 6.2 1.8 ( 9) 13.6 =
Implantation index B) 71.6 = 28.9 (13) .76.1 +26.9 (12) 848+ 6.1 ( 9) 78.7 + 21.3
Day 0 of lactation
Number of pups born 126 + 58 (13) 1228+ 53 (12) 150 2.0 ( 9) 12.4 +
Delivery index C) 87.8 = 26.8 (13) 85.2 +18.3 (12) 92.5 % 80 ( 9) 8.9 *+
Number of live pups 125+ 58 (13) 12.8 £ 538 (12) 150+ 20 (C 9) 12.2 £
Birth index D) 87.4 £ 267 (13) 85.2 £ 183 (12D 92.5+ 80 ( 9) 84.6 *+ 18.
Live birth index E) 9.5 1.8 (12) 1000 =+ 0.0 (12D 100,00+ 0.0 ( 9) 98.7 X 4.
Sex ratio ) 47.6 £ 16.9 (12) 38.6 £ 21.1 (12) 5.9 + 149 ( 9) 47.8 + 25.
Day 4 of lactation ,
Number of live pups 124 & 57 (13) 126+ 5.2 (12) 150 2.0 ( 9) 12.1 = 5.
Viability index G) 98.9+ 2.7 (12) 99.0 =+ 2.4 (12D 1000 0.0 ( 9D 3+ 217
Sex ratio H) 47.9 165 (12D 38.0 £ 209 (12) 5.9 + 148 ( 9) 43.4 +

a): vehicle control : 0.5 ¥ CMC Na (5 ml/ke)

A): gestation index = (oumber of pregnant females with live pups / number of pregnant females) X 100; %
B): implantation index = (number of implantation sites / number of corpora lutea) X 100; ¥

C): delivery index = (mmber of pups born / number of implantation sites) X 100; ¥

D): birth index = (number of live pups on Day 0 / number of implantation sites) X 100; ¥

E): live birth index = (mmber of live pups on Day 0 / number of pups born) X 100; ¥

F): sex ratio = (mumber of male live pups on Day 0 / number of live pups on Day 0) X 100; ¥

G): viability index = (number of live pups on Day 4 / number of live pups on Day 0) X 100; %

B): sex ratio = (number of male live pups on Day 4 / number live pups on Day 4) X 100; ¥
Parenthesis indicates the number of litters evaluated
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HBA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fi pups up to day 4 6f lactation

Compound

Dose group
* (mg/kg)
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Parenthesis indicates the number of litters evaluated

a): vehicle control: 0.5 % CMC Na (5 ml/kg)
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