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Ras o (UUF DA) @ 0 (). 100, 300 35X % 1000 ng/kg % Sprague-
Dawley % (Cri:CD) v hOMEHE (135, B8 i<3eial 2 EA & UM 2 @,
BORE LI, 35, BTIRREHRE T% 280, #T TR E L Taso
WE 3 B THREEME LT, DA OBEBYIcHT A RERSBES L CERMEEN, B
SUIRIERIRDORAE - BRECRITTHEIC>WTRIT L,

BRILITOLS BRI,

[. RiExREEE GREMPR)

1. B

WO DA BEBICEVWTH, RCABSIUT—RREORE IREINTI - T, O
T/, DA BESOREERRT 2KEL L CBEROEL LB o, LERERSH
Ofit, REMABFERE, MIBEFRELS L CMRELERETH, DA 50E BER
B BHRE L RERERED SNLEN T,

e’

2. WS

WTNRO DA BEBEICEWTH, BT BRE D -7, o, DA BEOHELRBT
B—REE, RESIUVEHEOEL BRI -1, Sk 4 Hodlks X UHRE
HEBFREICBVTH. DA REOREBLRRT 3RREBDONEI -T2,

O

0. AREFsAd:

1. AFEBIERTR

1000 ng/kg ETOHRGED DA 3. RERBIUZBRICEEB LRI -7, o,
REMIOITRHIR. HER, SIRES X CHEFREC DA 508 ERET 2281k
RbohlEdh -1,

2. HAERRR
WAEROMLE., AEBSIUTEERIC. DA REOEEBZTRRT IEILBEDONEG
hot, o, HEROBEREIZWTNOD DA REFICOHEINL N -7




. 3%
D EORBREEN S, ARBREBT TR, A ORERSEES L U ERESH -
T AEEEII. 1000 ng/kg/day THaEEHRINS,




€]

ol
(-

Ra# v GIERANZVER) 3. BT vl + 7 xhoBRishigtbic 2~3%a%
NV SRS OBRAMTH 5, LEMEBFITH 7 2MmEEEE LTk ##
Lictg, BEERIINBY, SR ORE LTHEHINAL KB > TER, F
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Vo % ZTAMEL 0RCDIC & 3B LEME ORI D 2 BHRENRAERO—R
E LT, I v MERVWTRIESRS S - AERESEHARREZTV. Fob VEROMLE
FCRIZ T RERSERL O CICEBBEBHIC DV TR LD T, ZOBRERE
T 5,




BB L UHE]

1. #EBME

NadoB QAR (Bl& : RAZUEE. XA VER, CAS No : 112-85-6, ¥ :
docosanoic acid. FR : C22H4 0, « #&X: CH; (CH: ) :cCOOH. %#
FE& : 34059, HE:0.822 (100°C). Mss (BHEA) : 76.5°C. M& : 306°C/60 mnilg)
i KIZRBETHBENT N A=), =T, 7aakih, T b VZRBELEAER
KTHY. hoAFL (ay FES: FHAE - 85,9 wik. A#y : C.4
— CooDIERHER : 10.9%. C..DIEHIER : 2.3%) . FHKE TEHNAXZEIT. ZR
& L7 (Annex Do

DA iE. I— i (Lot No. VEH2050. #4545 R/ KEBIGTHEL. B5RK
k& L, &5RER. 1EMIC 1B LOBEETRRL, 4B, [EOFHUT T, &
EIEIHELTRE Ui, BRMTOBRRYER. K. #XTIHMEETH S L
PHERINTHD (Annex 2). F7/-HABMAMS (19964E128 4 B) HB L/ &5REFIc
SWT, FIEEOHEBRYMEMI—EBINT W L4 L7 (Annexes 3. 4).

2. EHEMELURERE

AR, IS D THEEICTEALLEART v — VX « UN—WAFEET ¥ —&
BE® Sprague-Dawley &5 v b (Crj:CD. SPP) %M@M L7, AL BT, AR%
THREL BRELIHEERRTHE L. TOMEHE. —RIREEBEE L. AWBBLURE
BT HICKEZRME L (Annex 5o

KB, BEREERUL | CHRUB0~65%. BSUTHGI15E, B, W5 1 &
JL/IZH#FE'?I (THE~1988) BT, 12050 (1985~ 789 MBITICHBIN/HEE (85%)
T, €B8  — (220wXx270dX190h mn. HAS — @) IC@EBICNB L THEE L. @
B (CB-2. HARZ UTHW) BLUIRMIK Ok#Ek,. ZFHKERRK ZBHICEN
It 2l REMICOVWTE, ERUE»SHE 4 HE T K& L TR VTS
F v 7 (ALPHA-dri. TEGER) 2@ L7025 v FRFEMr —Y (350wx400d X 180h mn. B
K7 VTH) WWNAE L Bk, FAEHEP. Amex 6 [ORTHEHFREOREN S - 705,
HBRICEEERTRETE A o7, Eioy B WEKBLURBUCR, HRICXEZ:
KT AREHED B BBAMIZIE D - T,




3. BB L OB

MRS HIRERIEE (8iEE) OHEE S &IC, KESIELEEAHIHEC X BT
L. BBEE bIEIERISCAR Lz, h50TNTOMBEMICIE. BT )L hRU %
AWT, BILEFEBIESZ2RTIBESELAL. 351, BILKBORE ST,
ABRAHEES. HA. BELCEEBRNBEETAL, A8 — Vs, Bh, Hik
RIZDWTIE BTN - 72,

4. BEE, BRR. #5HMEIUERELE

FICEBLUCIUBBREROREIC X 2 7R (HEETHEES : R-96-005) OFR.
OE CDLEMERBEN 1 K54 L TED O BRARD 1000 ng/kg 285 U8
IZBWTh, BERKBESEDONBH -2 LD 0. FREBRTIE 1000 ng/ke 2 ESHE
CEREL. DITAKM 3 THRLUT, FHEMARI 300 ng/ke. EARE 100 ng/kg &
L7co MREOT v MTid. DA Offthk%E DA BE5HER—FHITTRE L,
PTFBBRERT .

P (B&ES)
HES B"E5YHE w5E
(mg/ke) i3 i
1 Bk (-7 #) 0 13 (MX01001~13) 13 (FB01001~13)
2 DA 100 13 (MX02001~13) 13 (FB0O2001~13)
3 DA 300 13 (MX03001~13) 13 (FB03001~13)
4 DA 1000 13 (MX04001~13) 13 (FB0O4001~13)

SRBROHRSHRKIL. B UTIsma 280, SRS & ORESE TES >
Hi#ETH £ TOES4A2B B F oo UTRAECH] 2 B & &E 2 EROREEE (R
BT RBoticRERILE (REM) TREEREKSXUSuEOWE 38 (OkE
=HEO0H) $THEA 1B, 5 v FVABEEZHVWTROKRS L, BEOREIT 9 B~12
R DRICITV, SEOREHKE G l/ks HKE) 13, M3 S TICRECH I L RECHHM
FHOMEIZDOWTIZE | EEE L7-FEEEEIC, FAKBROBIC OV TREROE (R
EZRE) ofEE2REBIcZhThER L,

T F ¥ F 7y e
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5. Ak

1) HE

A —RRREDEIK

2Flizone., HEEThED 1 EREEEL

B. (AEAIE

HRAFIIOVT, 851 GR5MBE) . 8. 15 22, 20, 3. L2EBLUHKRE.
fid2fliconT, &5 1, 8. BLHIKAEL., B52HEF TRREVERI N -1
RS 2EICHBREZRE L, $/o. KBIHEREFEIRO. 7. 14, 2081z, 24 L 7ot
BEH0BLU 48 ERA) I, 2 LEWEIIRERSE HR) BEEZRIE L/
C. BeEBHE

S b2FcoOVWT, KEMERLERICEEREMEL. BEBTEHR L, 7
Lo 2 ERORELRIOBERIHE LS - 7o RRMETIMER 0~T, T~14, 14~
20E %5 & UM L 7o ME T IR 0 ~ 4 HOBERERE Lz, 55, WERTTERHFE
CL-BEHoHE 0 ~ 4 HOBERE. FEONEN OBRA Lo,

D. REL

R, #EDBROY ) LRE 2:8M. FEENOMEZ 1 3t 1 CEBXETT- 7.
REORREIL, B, BRELUER A THORTFORELE~E 2 LIck iV, KR
PHERI NI MR, TOHAER0 A SEE L TN L. BINCHE Ui, 528
BhS i, BRIOVTRRE ([ CREME ZESYED x 100) . SR [ (EHR
Bl REEHED X 100) . FERKBE» ORERRH E TOHMB LU O/ICH
e U7 REo BRI kb 7.

B. 4% - HEIREBOSSR

BEE OREMIZ, 22BN €, SEREOERERIIHEENTHETH-7-
HDIZHOWTITW, A0 >WTid. SR OEEN S RS CEE L&D
SREEOFEEHIE Ui, SRR, HEREBERE L/,

F. 4 HOBE

LHIBE CIABROSET 2R LLEicO>WT, TOHZ2HE (MEOH) &R
EL. FHIISERE THEERT LcBco2WTid, BRESEEE Lic, A%
B L2z oW TR GER0 B2 o2EETORE ZEEL, BBITOVT
HEER ( (ERHBEMHEHREMED X 100) =K1,
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a) Y
1. MEFRE
2FIcONT. LERERICIS~UKBREA S E. SIBICEILER Y bLES —IL
bU Y LB T TS ARIRE O SUBHER & LT EDTA-2K ZAVWTRM L. Fi
DEFIZ >V TREL 2. :

1g H W' % #F OH B B
FRIEREE (RBC) HE (BSKUEHRHE) Coulter Counter Model S-
PLUS IV (a-M-1b9buzda)
BimekE (WBC) 7 ( ” ) 7"
MmtsxE (Hb) 7 (BB 7
IaRIMBRATE (MCV) » (BSKIEHE) ”
IﬂI/J\ﬂi%z ” ( ” ) ” O
Ay B (HE) & (RBCXMCV X 0. 001)

EEpRMERMERE MCH) » (Hh > 1000,”RBC)

IR BRI 3% B EE (MCHC) 7 (HbX100,Ht)

B MB35 HE (BiRm=BEEA  EFEEMSE
Wright-Giemsa %)

0, MEE(LERE
2FITHOWT, MEFREBEDI-DORMICT XH X, EIHEARRE D EERE LT
AR VERWTEIML ., MiR258EL CTRiEREHIC W TREEIT - 70

IH H o OE & i BH #

REOBRE Eovyh B BOARECEBB T EE
COBAS- FARA (m¥a)

TNy MR BCG # ” (ij)

Bavrro-l BE COD « DAOSH: : ”

TF BRE Fhat-¥ G6PDH 7
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REEY BEE EWVEY T0Ya 1%y bSHY-X 7
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N REFRE

AHFIZOVT, HRL. BE - HBONBRERET -7, ZOB. Ll FE. S, i
B ORE. BRERITOVTRBEERZAE L. fecHAEE GENER 2EHL

Teo Efoo By DB BEEE. PREE. BRE. BERE. HIEL. FURB & OUREHIZL0% R Y

VRIS, BWREIUBR R T T Vi EBHFAERISRILVTY ViR) KE2hFhEE

LTHEL. BARRSLCHBROLHISVTIR. LEEY RESER) OKE

I ERE 1T - 720

b) HEEN

i U7 M RREE 4 BT, RE% Lo LIS WIfIMEIRS BN I, ZB%E LK
o BRI T HIC, Ry bSLE S —ibd b Y & LRRERE T THUL - BOES &
Hml. 5E - HBONEBREERET- 72, 20K, OE. FiE. BE. RiRic-ouvwTids
HEEBZHAE L. e CTHEEE (BHER) 2EH L i - Ko hofiliciu
THMBELIUFEERH L. NRIIEZEGHSE T CHERREEEHKL. FEIiowTi’
BREZERA . BRE [ CEREVEIREESD X100 ) ZEH Uiz B DB, FRE.
g, BR. BEbt. BIE. MBR. FEBIWRERIZI% LY Vikic, RETT v
% (BHIRERI0% R Vi) KENWZhERE L TREL. SRERD L UMRBED
2FIoVTE, LEEEE (8., FEBLIREBER) ORBEHEBSERES{T -7
1272l RB%Z LI RETH - 1B SURRE LS - 72 #fic oW Tid, FRBic->u»
THREMBFREET - 1

2) HiER
A ERBOEE

WE 0B ICERY (EFRAECR) 2E~T, SR ( EREERER X
100) HEOHRMER ( (HEARE BRER X 100) Ak, EROARTH
OEES L UHRIZEE L.t ( GEOERS HEARED X 100) £kbim,

B, FECRROBRE

FCRMABRE, AR ( GHEAREBERID X 100) | FERERR ( (0§
HAHOERS, WE 0 BOERE) X 100) 5L OWHE 4 Bickl BHEH GEOERS
JHEBED X 1000 £Rbiz, BLREERL, HED & OABEE OWBEEET -,




C. &KEAE
WH 0 BB XU4 BT litter EREMEINICHEL, FHEE (litterER /HER
¥ EREIZSWTRDI,
D. ik
WE 4 Bic2fl25k L. ARBLUREHEONRBRELIT - 7,

6. WEatigir

REFP I UZIERITOVTIE Yates ORIEEEE x *REEIT - 7o WEMABATRIC
SVWTiR, Zb— F3F LcF—# i Mann-Whitney U BE" 2 2, B¥S L — FOAF
i3 Fisher BiEHERY OFAIREEIT>1. ZOMDT—5 i3, BRI LIBON/(E
BB\ litter TEDEHEE 1 AL LT, 59 Bartlett & KX EHOSHD
—BREEICOVWTRE LTz, ZOEE. S —RE shidg&ik, —nikEROS S
7S 2170, BEICERESAD S BEIR. SHOLHELR—THNIT Dunnett
EY 2HV, @A—CEVWEAIR Scheffe &Y ZHVWTHEEL A K58 LD
EDOEDREZIT 1o DRSS —BTUEN > BEEIEIDEN 0 LR IBNFEELIE
&3, Kruskal-Wallis DOIEARE® 2TV, HEICHEREIRD SH/FAIC, X
BE DA BIBEELEOZEITHOWT Dunnett &Y HB\\ T Scheffe > DREZIT -7,
BEKEIE, 5%BLU1%& L,

O
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I. RE®RSEE GEamR)

1. —fiRRE

ETE WTNOBRERIEVTORCAS LT RREDRERZBEI NI - 1o,
BETIE, 100 mg/kg BGHO 1L (&S : FB02010) i<, #5428 (SEE) HoE
ft. (5428 : B, EO» O MRS ; 8543~448: BERR) Haohien, #
SEHIREE L, ZOfO#ETIR, ECABLF—BRREORERBERIWE» -1,

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

100 mg/ke BEFHICHE VT, BE 3 ~1SHOKREHMMENRE L HE L THFE (K
0.0 iEmL. BREFBEH S OREEMEIC OV T 51556 K U298 UK E
BELOLAE (<0.05) ML, LHL, 300 ng/kg 2 EOBRERICEVLTIE, W
THORPDOKERL LCEHERMEIC SV TH, HRELOMICERZEBD SN, -
7o

2) B (Figure 2; Tables 3~8; Appendices 3-1~8-4)
LAl EREBSIUOHERZE L T, AES IR EMNRICHBE & DA R5H
EORICEEREZREDSNLE M -7,

3. BEHE
1) # (Figure 3; Table 9; Appendices 9-1~9-4)
W NORHOBEREICOWTH, WHBE L A IREHOBIHEZREDohiah

2 f:o

2) Mg (Figure 4; Tables 10~12; Appendices 10-1~12-4)

RECHTE L CIERACEERIC OV TR, MRHE A SRSBRLOMITEREERY
SN - Too HAEBICIZ. 100 ng/ke ISHOWE 0~ 4 BORERIIEE L HE L
THE (0<0.0D) b Licds, 300 mg/ke Y EOBREFICBWTIE, SIBEEOBICE




BZRBHohlidh-7,

4. WREIERER R

A) it -

(1) MmiE¥HEFR (Table 13; Appendices 13-1~13-4)

300 ng/kg P EORSBHICHVCPRIIRMERBE NCH) 2)IBBE it L TH
B (0€0. 0D & T Lico ZDMOBREIFFICOWTIZ, MBEE DA BB58 - ORI
BEEBD SN -1,

(2) Ik bER#ERR (Table 14; Appendices 14-1~14-4)

TIVAY T+ RT 7 & —EEESN DA FBREGHITEWT, 7 N 7EREN 1000 ng/ke
BEBITBWT, TNThHNBBELLEBRLTER (0<0.05) iTET L, Z0f. 300
ng/kg F{EFICHVT, BEABLUA LYY LOEBEINHRE L HELTEE (<
0.05, p<0.01) IET L. BRBENEE (p<0.05) <ML 7ch, HRIIRE L&k
TR - 72

(3) #itArR, (Table 15; Appendix 15)
DA OHEITERT 5 & BbNBHLMEEIZEI -7,

(4) #FEER (Table 16; Appendices 16-1~16-4)

100 mg/kg HBEFHICHWT, FBROEEEL LU EEMEISTRE L HE L TER (<
0.05) ¥ Lcdd. BBICEKELAELTIRE) -7 ZOMOBEICO>VTIR. R
L DA SREHLOMICERZRBD NI -7

(5) WREEHIRFBENRR (Table 17; Appendix 17)

BEBEICBIIBEFAZLUTIORT, BB, WINOKREERFERRICOVWTHHR
Bé DA SREHEOMBERZRBD ONED T

(LB

SHBE (EhES : MX01010) BXT 1000 mg/kg HB58 (EIMES : MX04005) D& 1
PLiT BN S DTz,




Gidi-))
SHRERED X UF 1000 ng/ke BTBHCPIRABLOISI LSS b hicds, MEMICHIED
JUREDERE -7, £ OM. BREENNREED 1 It (EHYES : MX01013) i<
A LT,

(RO

BB LU 1000 ne/ke BEBIC, BEERLES L CHABMAS Shich, B
MBS XUERDZ IR - 70

i |
XEEE B LU 1000 mg/kg BG5EHIC. KEDIFEEMERMEL eosinophilic body
AH SN, BREICEES LUBEOZRIENM -1, ZOM, HBHO 1K @nE
B : MK01010) Ik LA A S,

)

1000 ng/kg BEEHO LIt (BMES : MX04010) WKHEMEAS SN EMCRER
-7,

R0

HHEOEMN 1000 ng/kg REHO2MIcA SN, 55 1L @YMES : MX04005)
R, fhoo L I (BES : MX04008) RHHIMETH - 7. mELE bREBHT.
BOTEERETH > 1oo TORNMIRERLEL -7

(R 3 L4A)

RO 1 VT (BIES : M01001) I TFAIZEENS O hic BMNCRE RIS - T
(B BB, & & OUBEHE)

RERED N -1,

B) i

(1) H#&pk R (Table 18; Appendix 18)

DA D5ICERT 5 EBbN A SHEELEBEN -1,

(2) BEERE (Table 19; Appendices 19-1~18-4)

100 mg/kg 5B H VT, BROEZERI BB LB L TEE (0<0.05) ETFL
fodss FBICIKELEZLTREN 1o ZOMOBEIC, WBE L DA BL5HEOM
KEEZERD SIS 1,




(3) FREEAERE¥FTR (Table 20; Appendix 20)

() |

1000 mg/kg ¥5E® 1 T (BES : FBOL006) DBERICILEILEN S ShizidhicR
W7, |

e

SIFREE (ByM&S : FBO100D) 51T 1000 mg/kg 5% (EMES : FB0012) 0% 1
PTic BUREBEA NS S, BEOMD 1 T (BES : FROI012) ic#ikE(baid ohiz,
(RERE)

BB KO0 1000 ng/ke $EBIC, BEERILES X OCHABNNSG Shizh, M
BIHEB L UBEEDER S, -7,

(B O

SHBEB LT 1000 ng/kg BEBHIEMORD o, HIMAA Shiohs, mEERTICHERE
B LUBREDZ BN - 12

i) |

SRBEE KO0 1000 ng/ke By SR BREOIFERMRME S X CBEOIENS Sh:
A, TEEICEE S XUEEOERE,M -7,

(FIE)

SHRE® 1 IT (EWES : FB01010) DREICEELS LI EBMEE I - 7o,
CLM & UBEBE)

REERRDShEh T, | O
(I3 |

KRARH (BWES : FB02003) L URIEH (BYMES : FRO300T) OINBIcEH 7S
notee

T F T ¥ ¥ %7 ‘ T % T X 7 3 TR WA " T3



. HHEREEE

1. ATEpEm R

1) RER#E (Table 21; Appendices 21-1~21-4)

RER, SHRE L CEEREES SRRRIE CIRE L B S Cic 2 ofICER L
FRIEH DI, MEEE DA RBREHLOBTHERZEAD SNIEh -1,

2) Db IUHEIRE

SEEH 5 —RREORE (0H. —BREBOHESR) s ohnfe 100 ng/kg &5
Bo 1L (EMES : FB02010) i<, ABRBORE REBZAELLEV) BLUHE
REORE (ME0H : REEDHEV, FREBET. IV XKy ML, HE1IR: R
ZEDISV, AHOREAR, ARRET. L7 2Ky ML) PEEsn, WHE2H
T3 BRHAFEL Ui, Z20MoBESmcRERBERIh M -7

3) HERE L OUTEER] (Table 22; Appendices 22-1~22-4)
CHERIITNTORERE H100% %R Ly EEEEIC OWT bBEE DA S5
B & ORI CH BRI SN - Foo

4) EEE. BREE K UERE (Table 22; Appendices 22-1~22-4)
RO REH. HREE JUERRICE, REL DA IKREHLOFTHEEERR
RdonBhr-7

2. HAERA
1) &M (Table 22; Appendices 22-1~22-4)

RS, AR, HREER, HERBIOFEREFRICIE, XREE DA SREHE
LOBTHBRZRED ShEh -1z, Ty HHITOWTH, WHREE DA BREHLO
THERZRRD LN T,

2) {&A% (Table 23; Appendices 23-1~23-4)
Y 0 BLU 4 BOEREICHBE & DA SRSHLOMTHERZRRDLNEM T,




3) FERE
A HOAREER. R ROHRE ZUHE 4 BOHK (Table 20 T3, BERE%:
AU HAERBRER I NI - 1,

O




(% %]

BEHES v MIT K3y VBE (DA) @ 1004 300 HKTF 1000 mg/kg ZREEOHZS L1kk
R WINOREFICEVTHREHARBEZEINT, —BIRE, FEEBRH L CEERIC
2VWThH DA BREOEEBLRET AR D Shiih -1, L2EHES5HROBOMkRE
Tl EERMRMEBREES 300 ng/kg DL EOBRERT, TAHV T 7 X777 —¥
MEHEDY DA BREHT, 7 FUBRED 1000 ng/kg HEHRTENFTHEBIIET L,
LA L. WINOZE(LLBRETH D, WEFREALZSUMOREBEHICBWTLREKT 2
FEREBDONLh -7 EM S, CHORBROLELTERFNERIINVEEL S
15, WEMABEREIIBWT, 1000 ng/kg #5ED 2 FTic T BEIISHEOEGHEN
Hotteh. WINHRE LAAZ L TEAREN A SN AEBE TH -7, RERB X
UZERICH DA OB ) -7z, BEYOERIE. HER, SRED X OCHER
RE, S OICIIHEROETFN., FE, B XIUBEC A 50 BRADONEH -
720

DEDOBEN S AHRREMHT T DA ORERSEY S L UOEMEREE S ICRE T
5 BRI, 1000 mg/ke/day THBLEZ SN B,
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1) FHRGRER . TEFE~OFEFE GHlgRZ B , Sa#E 50T (1985)

2) AEE : THEYRTFEAM) , R 3R (1992) '

3) (ARG« [IRRDIAE - ETE & AR, BOKHIRS, BUR (19TT)

4) Dunnett, C. W.: New tables for multiple comparisons with a control.
Biometrics 20 : 482-491 (1964)

5) Scheffé, H.: A method for judging all contrasts in the analysis of variance.
Biometrika 40 : 87-104 (1953)
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analysis. J. Amer. Statist. Assoc. 47 : 583-621 (1952)




Body weight (g)
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400 1

350 1
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_O_
—@— DA 100 mgkg
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15 22 29 36 42

Days of treatment

Fig. 1 Mean body weight of Fo males
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Body weight (g)

400

350 1

300 1

250

He

Vehicle control
DA 100 mg/kg

DA 300 mg/kg
DA 1000 mg/kg

o0

|

15

7 14
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Pre-mating
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Fig. 2 Mean body weight of Fo females
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Table 1

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

Body weight of Fo males {g); mean * S.D. (M)

Cempound DA

Dese group

(mg/kg)- 0 100 300 1000

Days of treatment
| (Initial weight) 335.3 + 13.4 ( 13) 336.5 * 14.8 13) 335.8 = 15. 13) 335.9 % 13.2 13)
8 367.7 ¢ 18.4 ( 13) 376.5 + 22.7 13) 368.2 * 18. i3 368.9 * 21.3 13).
15 395. * 22.5 ( 13) 413.8 * 30.1 13) 398.9 = 25. - 13) 401.4 * 24.5 13)
29 420.2 = 25.3 ( 13) 440.8 * 35.9 13) 417.3 * 30. 135 425.5 * 34.1 13)
29 444. * 29.5  13) 470. + 39.2 13) 441.5 * 39. 13) 450.9 * 34.1 13)
36 463.5 * 32.2 ( 13) 492.6 = 44.9 13} 459.4 = 42. 13) 471.4 ; 35.3 13)
42 477.3 * 34.8 ( 13) 508.8 * 50.1 13) 471.8 * 41. 13) 484.9 * 36.5 13)

2): yehicle control, corn oil (5 ml/kg)

O

O



Table 2

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

Body weight gain of Fo males (g); meanx S.D. (N)

Compound DA

Dose group

(mg/kg) 0%’ 100 300 1000

Days of treatment o ‘
I ~ 8 32.4 + 7.2 13) 39.9 * 10.6 13) 32.3 + 6. 13) 33.0 £ 11.5 13)
8~ 15 : 28. + 5.9 13) 37.3 + 8.6 13) 30.8 = 9. 13) 32.5 £ 5.7 13).
15 ~ 929 24.4 £ 5.4 13) 27.0 + 9.4 13) 18.4 = 7. 13) 24.1 £ 11.9 13)
29 ~ 99 23.9 ¢ 5.2 13) 29.5 = 5.2 13) 24.2 * 10. 13) 25.4 = 11.2 13)
99 ~ 3§ 19. + 6.5 13) 22.4 £ 7.9 13) 17.9 ¢+ 5. 13) 20.5 = 5.0 13)
36 ~ 49 13.8 + 5.5 13) 16.2 + 7.2 13) 12.5 + 7. 13) 13.5 + 7.6 13)
I ~ 15 60.4 * 11.9 13 77.2 * 18.5% 13 63.1 ¢ 12. 13) 65.5 + 13.5 13)
1 ~ 929 84.8 = 15.3 13) 104.2 * 24.8 13) 81.5 £ 17. 13) 89.6 * 23.4 13)
1 ~ 29 108.7 £ 19.4 13) 133.7 =+ 28.2% 13) 105.7 = 26. 13) 115.0 * 23.5 13}
| ~ 36 128.2 + 21.9 13) 156.1 * 33.8% ( 13) 123.6 + 30. 13) 135.5 = 24.5 13)
1~ 42 141.9 = 24.7 13) 172.3 % g* 136.0 '+ 29, 13) £ 25.8 13)

38.

13)

149.0

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

*

*#

: significant difference from control, p<0.05
:gignificant difference from control, p<0.01

(by multiple comparisons)
(by multiple comparisons)



Table 3

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

Body weight of Fa females during pre-mating period (g); mean * S§.D. (N)

Compound DA

Dose group

(mg/kg) 0> 100 300 1000

Days of treatment
1 (Initial weight) 216.2 * 6.4 13 2_16.7 7. 13) 216.6 * 6.8 ( 13) 216.3 £ 6.7 ( 13)'
8 221.4 + 7.3 ( 13) 221.9 = 8. 13) 219.5 ¢+ 8.4 (13} 221.4 * 5.8 ( 13)
15" 233.7 = 9.6 { 13) 232.0 + 10. 13) 234.9 £ 10.9 ( 13) 231.2 ¢ 8.8 ( 13)
2} yehicle control, corn oil (5 mi/kg)

N



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

Body weight gain of Fo females during pre-mating pericd (g); mean * S.0. (N)

Compound DA

Dose group
(mg/kg) IR 100 300 1000

Days of treatment

L~ 8 5.2 * 6.6 { 13) 5.2 + 7.7 ( 13) 2.9+ 5.6 ( 13) 5.1 £ 7.5 ( 13)
8§ ~15 12.3 £ 6.5 ( 13) 10.1 £ 5.2 ( 13) 15.4 £+ 5.3 ( 13) 9.8 *+ 5.3 ( 13)
| ~15 17.5 + 6.1 ( 13) 15.3 £+ 8.4 ( 13) 18.3 + 6.8 ( 13) 14.9 + 7.9 ( 13)

a1 : yehicle control, corn oil (5 ml/kg)
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Table 5

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

Body weight of Foﬂfémales during pregnancy period (g); mean = S.D. (N)

Compound DA

Dose group

(mg/kg) 0 100 300 1009

Days of pregnancy
0 ’ 240.4 * 8.8 ( 13) 238. + 13.1 12) 236.7 £ 9.2 12) 238.1 * 10.4 13)
7 273.8 & 15.0 ( 13) 273. + 12.4 12) 270.9 # 11.3 12) 269.3 + 12.1 13)
14 312.2 = 19.7 ( 13) 310. + 11.4 12) 309.1 + 14.5 12) 301.9 + 13.4 13)
20 ) , 391.5 + 24.0 ( 13) 383. + 17.3 12) 386.2 * 18.2 12) 374.6 + 16.1 13)

*): vehicle control, corn oil (5 mi/ke)



Table )

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

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

Compound DA

Dose grdup

(mg/kg) 0* 100 300 1000

Days of pregnancy .
0~ 7 33.4 £ 11.0 13) 35.2 t 6.4 12) 34.2 = 8. 12) 31.2 + 9.4 i3)
7 ~ 14 38.5 * 8.7 13) 37.0 6.4 12) 38.2 + 4. 12) 32.5 £ 4.0 13)
14 ~ 90 79.2 * 6.9 13) 72.7 £ 10.9 12) 77.1 + 6. 12) 72.7 * 14.7 -13)
0~ 14 71.9 2 17.4 13) 72.1 + 8.7 12) 72.4 + 11. 12) 63.7 + 10.5 13)
0 ~ 20 151.1 ¢ 21.9 13) 144.8 =+ 13.8 12) 149.5 + 13. 12) 136.4 * 16.3 13)

"2 : yehicle control, corn oil (5 ml/kg)



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

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

Compound DA

Dose group
(mg/kg) 0> ‘ 100 . 300 _ 1000

Days of lactation

0 - 278.7

LS

16.7 ( 13) 270.3 =+ 21.0 ( 12) 271.8 = 20.¢4 ( 12) 270.0 £ 24.5 ( 13)

4 303.2 £ 17.3 ( 13) 287.3 + 15.2 ( 11) - 297.0 ¢ 11.1 ( 12) 290.7 x 15.4 ( 13)

a) -

: vehicle coatrol, corn oil (5 ml/ks)



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

Body weight gain of Fo females during lactation period (g); mean * S.D. (M)

Compound DA

Dose group
(mg/kg) 0 100 300 1000

Days of lactation

0 ~ 4 24.5 £ 13.1 ( 13) 14.8 = 21.2 ( 1L) 25.2 £ 13.9 ( 12) 20.7 + 14.9 ( 13)

2} vehicle control, corn oil (5 ml/kg)



Table 9

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

Food consumption of Fo males (g): mean + S.D. (M)

Campound : DA

Dose group
(mg/kg) 0% 100 300 1000

Days of treatment

L~ 8 171.0 £ 20.9 ( 13) 178.6 = 20.3 ( 13) 175.7 +# 15..2 (‘ 13) 168.7 £ 27.3 ( 13)
8 ~ (5 ‘ 163.0 * 19.0 ( 13) 175.5 £ 23.5 ( 13) 166.1 £ 16.6 ( 13) 169.5 * 14.3 ( 13)
29 ~ 38 158.5 * 22.0 ( 13) 170.0 = 27.4 ( 13) 158.0 * 16.4 ( 13) 163.2 £ 2.9 ( 13)
36 ~ 49 126.1 %+ 18.9 ( 13) 138.8 + 22.0 ( 13) 124.9 £ 12.8 ( 13) 134.0 = 11.8 ( 13)

2): yehicle control, carn oil (5 ml/kg)



Table 10

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

Food consumption of Fo females during pre-mating period (g); meanx S.D. (N)

Compound DA

Dose group ‘
(mg/ke) 0* 10a 300 1000

Days of treatment

L~ 8 113.5 +# 10.8_  ( 13) 108.6 7.8 ( 13) 112.2 7.2 ( 13) 114.0

+
I+
1+

9.1 ( 13)

1+

9.5 ( 13) 115.8

I+

10.1 ¢ 13) 111.5

1+

8§ ~ 15 116.2 * 14.9 ( 13} 109.1 7.8 ( 13)

a): yehicle control, corn oil (5 ml/ke)
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Table 11
DA: combined repeat dose and reproductive/developmental toxicity screening test in rats

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

Compound DA
Dose group
(mg/kg) 0% 100 300 1000
Days of pregnancy
0~ 7 147.6 + 20.8 ( 13 142.0 £ 12.2 ( 12) 146.2 * 16.9 { 12) 136.9 + 11.7 ( 13)
7 ~ 14 _ 163.4 * 26.0 ( 13) 160.0 £ 10.3 ( 12) 161.8 x 19.0 ( 12} 151.3 * 14.2 ( 13) -
14 ~ 90 129.3 + 11.¢9 ( 13) 122.6 ¢ 9.0 ( 12) 123.9 * 10.6 ( 12) 122.7 + 13.5 ( 13)

2): yehicle control, corn oil (5 ml/kg)



Table 12
DA: 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 DA

Dose group i
(mg/kg) 0 100 300 1000

Days of lactation

0~ 4 107.7 *+ 15.3 ( 13) 83.8 = 21.8™ ( 11) 107.3 ¢ 13.9 ( 12) 104.0 *+ 17.5 { 13)

a1 yehicle control, corn oil {5 ml/kg)
**: significant difference from control, p<0.01 (by multiple comparisons)



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

Hematological findings of Fo males after oral administration for 42 days

o "RBC Hemoglobin Hematocrit M C V MCH MCHC Platelet
(x10% /mm3} (g/41) (%) (4m3) (pg) (%) (%104 /mm3)
(mg/ky) :
) (13 (13) (13) (13) (13) (13) (13)
né 801 15.4 44.3 55.4 19.2 34.7 98.3
+41 +0.8 1.7 1.1 0.4 +0.5 6.7
(13 (13) (13) (13) (13) (13) (13)
100 8G7 15.5 45.2 56.1 19.3 34.4 100.0
41 *0.5 1.5 1.6 0.5 0.2 12.4
(13) (13) (13) (13) (13) (13) (13)
300 803 15.2 44.7 55.6 18.9 33.9%% 95.8
43 0.7 2.3 1.1 0.4 0.4 £11.1
(13) (13) (13) (13) (13) 13 (13)
1000 817 15.6 46.0 56.3 19.1 33.9%% 99.2
+33 0.6 +1.7 1.5 +0.5 0.3 $+10.0
Band Segmented
oA W BC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
(x100/mm3) (%) (%) %) (%) (%) (%)
(mg/kg)
) (13) 13 (13) (13 (13) a3 (13
0@ 97 0 17 1 0 3 79
+27 +Q 5 £0 +Q +3 t6
(13) (13) au® (13) (13) 13 (13)
100 98 0 17 1 0 2 80
+34 +0 +7 +1 +0 +2 +7
(13 (13) (13) (13} (13) (13} (13)
300 88 0 16 1 0 2 80
+29 +0 +7 x3 £0 +2 £8
(13 (13) (13) (13) (13) 13) (13)
1000 109 0 15 1 0 3 81
+38 +0 * +1 +0 42 +8

Parameter, mean+S.D.
(). number of animals **x, gignificantly different from control, p<0.01

a): vehicle’control, corn oil (5 mi/kg) (i:) _ <:\>

iy



Table 14

DA: 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 Total Tri-
protein : cholesterol bilirubin glyceride
DA
(mg/kg) (9/d1) (g/dl) (mg/4l) (mg/dl) {mg/dl) (mg/dl) (mg/dl) (mg/dl)
(13) (13) (13) (13) (13 (13 (13) (13) (13)
oa) 5.4 3.0 1.23 16 0.7 152 56 0.09 50
0.2 0.1 £0.10 t2 0.1 *16 *12 20.02 +8
(13) (13) (13) (13) (13 (13 (13) (13) (13)
100 5.4 2.9 1.15 16 0.7 147 57 0.09 70
*0.2 0.2 10.14 *2 0.1 17 t14 £0.01 *26
(13) (13) (13) 13 (13) (13) (13) (13) (13}
300 5.2% 2.9 1.25 14 0.8 148 48 0.08 49
0.2 0.2 *0.13 *2 +0.1 +13 9 £0.03 +19
(13) (13) (13) (13) (13) (13) (13) (13 (13)
1000 5.5 2.9 1.16 14 0.7 135% 55 0.08 51
+0.2 +0.1 +0.Q7 *3 0.1 +14 11 $0.02 18
Na K Cl Ca Inorg. ALP GPT GOT 7—GTP LDH
phos.
DA
(mg/kg) (mEq/1) (mEg/1) {mEq/1} (mg/d4l) (mg/dl) (usL) (/L) (U/L) (G/1) (U/1)
(13 (13 (13) (13) (13) (13) (13) (13) (13) (13
oa) 142.2 3.76 105.9 8.8 5.6 237 26 54 0 134
0.6 £0.11 1.1 0.2 0.5 45 3 6 0 31
(13) (13 (13) (13) (13) (13) 13 (13) (13) (13)
100 142.3 3.90 105.8 8.7 5.5 200%* 22 49 0 125
0.7 *0.17 1.3 0.3 0.7 135 +3 *5 +0 +29
{13) (13) (13) (13) (13) (13} 13) (13) (13) (13)
300 142.3 3.78 107.0* 8.4*x* 5.4 195% 24 54 0 156
0.6 £0.18 +1.0, 0.3 0.7 +35 +3 8 0 69
(13) (13) (13) (13) (13 (13) (13?2 (13 (13 (13)
1000 142.4 3.72 106.6 8.6 5.8 197* 25 53 0 121
+0.7 +0.14 1.1 +0.2 $0.6 41 +5 £7 0 56

Parameter, mean S.D.
( ), number of animals

a):

vehicle control, corn oil (5 ml/kg)

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

*K
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DA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of macroscopic findings in Fo males

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - - + - + - +
{Thyroid gland) ‘ [13] [13] [13] [13]
Enlargement, right lobe 13 0 13 0 12 1 13 0
Small, right lobe 13 0 13 0 13 0 12 1
(Thymus) [13] [13] [131] {13]
Small 11 2 12 1 12 1 12 1
Enlargement 13 0 13 0 13 0 12 1
(Lung) {131} [13] [13] [13]
Pale 13 0 13 0 12 1 13 0
Area, pale 13 0 13 0 13 0 12 1
(Liver) [13] [13] {13] [13]
Accentuation, lobular pattern 12 1 12 1 13 0 13 0
Yellowish 13 0 11 2 13 0 11 2
Area, pale 13 0 12 1 11 2 13 0
Spot, pale 13 0 13 0 12 1 13 0
(Spleen) : [13] {131 [13] [13]
Accessory spleen 13 0 12 1 13 0 13 0

=, Negative; *, Positive
[ ]. Number of animals examined



Table 16

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

Absolute and relat}ve organ weights of Fo males after oral administration for 42 days: mean £ S.D. (N)

Compound DA
Dase group
(mg/ke) 0%? 100 300 1009
Terminal body weight (g) 453.2 £ 31.0 13) 482.1 45.9 13) 449.7 £ 39.2 13 45%.8 * 35.5 13
Heart (g) 1.22 + 0.11® ( 13) 1.29 + 0.15 13) 1.20 £ 0.11 13) 1.21 % 0.12 13)
0.27 + 0.029 0.27 £ 0.02 .27 * 0.02 0.26 = 0.02
Liver (g) 12.25 + 1.34 13) 13.75 + 2.06%* 13) 11.83 t 1.24 13) 12.08 + 1.23 13)
2.70 £ 0.16 2.84 = 0.18% 2.63 + 0.14 2.62 t 0.09
Kidneys (g) 2.66 + 0.23 13) 2.82 + 0.25 13) 2.71 £ 0.22 13) 2.71 % 0.19 13)
0.59 = 0.03 0.59 * 0.04 0.60 + 0.04 0.59 * 0.04
Thymus (mg) 280.0 + 79.1 13) 297.4 * 98.6 13) 243.7 + 70.1 13) 279.3 +100.7 13)
61.4 * 14.9 61.3 = 17.9 53.9 * 14.0 60.8 + 23.0
Testes . (g) 3.13 * 0.31 13) 3.22 £ 0.27 13) 3.18 + 0.28 13) 3.07 + 0.27 13)
0.69 * 0.08 0.67 *+ 0.06 0.71 = 0.07 0.67 = 0.05
Epididymides (g) 1.10 = 0.10 13) 1.18 + 0.04 13) 1.14 £ 0.11 13) 1.16 + 0.08 13)
0.24 + 0.02 0.25 + 0.02 0.26 * 0.02 0.25 * 0.02
2): vehicle control, corn oil (5 mi/ke)
v): azbsolute weight
¢ : relative weight (g or mg per 100g body weight)
*: significant difference from control, 9<0.05 (by multiple comparisons)



Table 17

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

Summary of histopathological findings in Fo males

Group Control 100 mg/k$+ : 300 mg/kg 1000 mg/kg

Grade ) - + + + ++H pos. B S +H pos. - + + + +H pos. - +* + + ++ pos.
(Brain) [13] [ 01 [ 0} [13]

No remarkable change
(Heart) [13} { 0] [ 0] 131 -

Myocardial degeneration 12 1 0 0 O 1 12 1 0 0 0 1
(Liver) : [131 [ ol [ 0] {131

Fatty change, periportal 0 1 7 5 0 13 . 0 0 6 7T 0 13

Necrosis, focal 12 1 0 0 0O 1 13 0 0 0 O 0
(Spleen) [13] { 0] [ o} [131 :

Deposit, pigment, brown 0 112 0 0 13 0 013 0 0 .13

Hematopoiesis, extramedullary 1 9 3 0 0 12 012 1 0 O 13
{Thymus) [13] { 0] { 0] [13]

No remarkable change
{Kidney) [13] [ 0] [ 0] (131

Basophilic tubule, cortex 6 7 0 0 O T 211 0 0 0 11

Eosinophilic body 9 2 1 1 0 4 9 0 0 4 0 4

Fibrosis 12 0 1 0 ©0© 1 13 0 0 0 ¢ 0
(Urinary bladder) [13] [ 0] [ 01 [131

No remarkable change )
(Adrenal gland) (13] [ 0] [ 0] {13]

Fibrosis . 13 0 0 0 © 0 12 0 1 0 0 1
(Testis) } [13] { 0] [ 0] {131

Atrophy, seminiferous tubule, : ’

bilateral, focal 130 0 0 O 0 12 1 0 0 O 1
Atrophy, seminiferous tubule,
unilateral, focal 13 0 0 0 © 0 12 1 0 O O 1

(Epididymis) . (13] { 0] [ 0] [13]

Granuloma, spermatic 12 0 1 0 0 1 13 ¢ 0 0 ¢ 0

— Negative:; %, Very slight; + Slight; +F+, Moderate; ttt,
[ 1, Number of animals examined

O

Severe; Pos., Total of positive grade

O



Table 18

DA: combined repeat dose and reproductive/developmental toxiclty screening test in rats

Summary of macroscopic findings in Fo females

Group Control 100 mg/kg 300 mg/kg 1000 mg/ke
Grade - - + - + - +
(Thymus) {13] {13] {13] [13]
Area, red 12 1 13 0 13 0 13 0
Red 12 1 13 0 13 0 13 0
Small 11 2 11 2 10 3 9 4
(Spleen) [13] [13] (131 [13]
Constriction, focal 13 0] 13 0 13 0 11 2
(Adrenal gland) [13] f13] {13] (13]
Enlargement 13 0 12 1 13 0 13 0
(Kidney) [13] [13] [13] [13]
Dilatation, renal pelvis 12 1 13 0 13 0 12 1
Pale 11 2 12 1 13 0 13 0

—, Negative; 1+, Positive
[ ], Number of animals examined
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Table 19

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

Absolute and relat{ve organ weights of Fo females on day 4 of lactation; mean * S.D.-(N)'

Compound DA

Dose group

(mg/ke) o> 100 300 1000

Terminal body weight {g) 303.2 + 17.3 (¢ 13) 287.3 £ 15.2 11) 297.0 + 11.1 12) 290.7 * 15.4 13)

Heart {(g) 0.84 % 0.07% ( 13) 0.80 = 0.11 11 0.84 + 0.06 12) 0.85 * 0.06 13)
0.28 + 0.019 0.28 * 0.03 0.28 * 0.01 0.29 + 0.02

Liver () 13.27 + 1.45 ( 13) 12.24 + 1.37 11) 12.51 + 0.89 12) 12.27 + 1.12 13)

: 4.37 + 0.33 4.26 * 0.44 4.21 + 0.26 4.23 & 0.44

Kidneys {2) 1.83 * 0.14 ( 13) 1.69 £ 0.13% 11) 1.77 £ 0.10 12) 1.82 * 0.13 13)
0.61 + 0.04 0.59 £ 0.05 0.60 ¢+ 0.04 0.63 + 0.06

Thymus (mg) 122.5 * 39.6 ( 13 115.4 + 53.0 11) _118.7 * 26.8 12) 153.1 ¢ 74.0 13)
40.6 = 13.4 40.1 % 18.1 40.0 * 8.9 t

2): yehicle Eontrol, corn oil (5 ml/ke)

b): absolute weight

<} relative weight (g or mg per 100g body weight)
* : gignificant difference from coatrol, p<0,05

L

(by multiple comparisons)



Table 20

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

Summary of histopathological

findings in Fo females

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - = + ++ ++ pos. - + + ++ ++H pos. - * + ++ ++ pos. - * + ++ ++ pos.
(Brain) [13] 0] 01 [13]
Mineralization, thalamus 13 0 0 0 0 0 12 0 1 0 O 1
(Heart) [13] 0] 0] [13]
No remarkable change
(Liver) [13] 01 01 [13]
Necrosis, focal 12 1 0 0 O 1 12 1 0 0 O 1
Fibrosis 12 1 0 0 O 1 13 0 0 0 O 0
(Spleen) {13y 0] 01 [13]
Deposit, pigment, brown 0O 013 0 0 13 0 013 0 O 13
Hematopoiesls, extramedullary 0 013 0 0 13 0 013 0 O 13
(Thymus) [13] 0] 0] [13]
Atrophy 4 7 2 0 O 9 7 5 1 0 O 6
Hemorrhage 1r 2 0 0 O 2 12 1 0 0 O 1
(Kidney) [13] 0} 0] [13]
Basophilic tubule, cortex 9 4 0 0 O 4 9 4 0 0 O 4
Dilatation, renal pelvis 12 0 1 0 O 1 12 0 1 0 © 1
(Urinary bladder) [13] 0l 01 [13]
No remarkable change
(Adrenal gland) [13] 01l 0] {(13]
Necrosis, cortex 12 0 0 1 © 1 13 0 0 0 0O 0
(Ovary) ( 0] 1} 1] [ 0]

No remarkable change

—, Negative; =,
[1,

Very slight; +, Slight; ++, Moderate; ++t,
Number of animals examined

Severe; Pos., Total of positive grade



Table 21

DA: combined repeat dose and reproductive/developmental toxicity screening

Reproductive performance of Fo animals

test in rats

Compound DA
Dose group
’ (ng/kg) 0 a) 100 300 1000
Number of mated pairs 13 13 18 13
Number of copulated pairs 13 12 13 13
Copulation index 100 892.3 100 100
Number of pregnant animals 13 12 12 13
Fertility index 100 100 892.3 100
Pairing days until copulation
Mean * S.D. (XD : 1.5 = 1.0 (13 2.3 £ 1.2 (1 2.6 * 3.8 (13) 2.5 £ 2.4 (13)
Frequency of vaginal estrus
Mean + S.D. (N) 1.0 £ 0.0 (13) 1.0 * 0.0 (12) i.1 * 0.8 (13) 1.1+ 0.3 (13)

a): vehicle control, corn oil (5 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 22

DA: combined repeat dose and reproductive/developmental toxicity screening test in rats
Development of F. pups uEAto day 4 of lactation; Hean = S.D. ()
7.
Compound DA
Dose group
(mg/kg) 0 a) 100 300 1000
Number of pregnant females 13 12 12 13
Number of pregnant females with live pups 13 12 12 13
Gestation index 100 100 100 100
Gestation length in days 22.2 £ 0.4 (13) 22.4 £ 0.5 (12) 22.3 £ 0.5 (12) 22.2 £ 0.4 (13)
Number of corpora lutea 16.6 = 1.8 (13) 16.7 £ 1.8 (12) 16.8 = 2.3 (12) 16.2 £ 1.5 (18
Number of implantation sites 16.1 £ 1.5 (13 15.8 £ 2.1 (12) 16.0 = 1.5 (12) 15.2 =+ 3.1 (13)
Implantation index 96.9 = 5.1 (13 ) 94.8 £ 7.1 (12) 86.1 = 6.0 (12) 93.1 £ 15.2 (13
Day 0 of lactation
Number of pups born 15.2 £ 1.6 (18 14.8 £ 2.2 (12) 15.2 £ 1.5 (12) 14.8 £ 2.7 (13)
Delivery index 94.5 £ 8.0 (13) 83.5 £ 3.9 (12) 94.9 + 4.3 (12) 94.9 + 6.2 (13)
Number of live pups 14.9 = 1.6 (13 4.3 2.2 (12) 15.1 = 1.6 (12) 4.1 £ 2.7 (13)
Birth index 93.1 £ 8.8 (13 90.7 £ 8.7 (12 84.3 & 5.1 (12) 93.5 + 7.2 (18
Live birth index 98.5 £ 2.8 (13) 97.0 £ 8.5 (12 99.4 £ 2.2 (12) 98.5 = 4.0 (13)
Sex ratio on day 0 0.0 = (1.3 (13) 46.7 £ 9.8 (12) 54,8 £ 12.3 (12) 48.9 + 13.4 (13)
Day 4 of lactation
Number of live pups 14.7 £ 1.4 (13 13.0 £ 4.7 (12) 15,1 = 1.8 (129 4.1 £ 2.7 (13
Viability index 08.6 £ 2.7 (13) 89.4 £ 28.8 (12) 100.0 = 0.0 (12) 100.0 £ 0.0 (13)
Sex ratio on day 4 49.8 £ 11.5 (13 46.3 £ 10.8 (11) 54.8 * 12.3 (12) 48.9 £ 13.4 (13)

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

Gestation index = (number of pregnant females with live pups / number of pregnant females) X 100,
(nunber of implantation sites / number of corpora lutea) X 100, ¥

Implantation index =

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

Birth index =
Live birth index

(number of live pups on day 0 / rumber of isplantation sites) X 100, ¥
= (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 100, %
Viability index = (number of live pups on day 4 / number of live pups on day 0) X 100, ¥

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



¥ & ¥ 3 ¥ & ¥

Table 23

DA: 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. (N)

O

Compound DA
Dose group
- (mg/ke) 0 a) 100 300 1000
Day 0 of lactatiom ' .
Number of live pups 14.9 = 1.6 (13) 14.3 + 2.2 12 15.1 = 1.6 12 14.1 £ 2.7 (13
Male 7.9 £ 1.9 8.8 + 1.9 8.2 £ 1.7 8.7 = 1.7
Female 7.9 £ 1.8 7.6 = 1.7 6.9 + 2.4 7.4 £ 2.2
Weight of pup (g)
- Male 6.1 = 0.3 (138) 6.3 =+ 0.4 12 6.2 + 0.5 12 6.2 = 0.5
Female 59 x 0.3 (13) 5.9 + 0.9 12 59 * 0.4 12 5.9 £ 0.5
Day 4 of lactation A .
Number of live pups 14.7 £ 1.4 (13) 13.0 £ 4.7 12 15.1 = 1.6 12 14.1 £ 2.7 (138
Male 7.3 £ 1.8 6.1 + 2.7 8.2 . 1.7 ' 6.7 + 1.7
Female 7.4 £ 1.9 8.9 = 2.7 6.9 = 2.4 7.4 + 2.2
Weight of pup (g)
Male 9.6 + 0.7 (13) 9.6 = 1.5 11 3.9 = 0.9 12 9.7 * [.1
Female 9.4 = 0.6 (13) 9.1 = 1.3 11 9.5 + 0.8 12 9.4 + [.1.
a): vehicle control, corn o0il (5 ml/kg)



Table 24

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

Morphological findings in F. pups on day 4 of lactation

Compound DA
Dose group
(mg/kg) 02 100 300 1000
Numbey of pups examined
External observation 191 156 181 183
Visceral observation 191 156 181 183
Number of pups showing with
external malformations 0 0 0 0
visceral malformations 0 0 0 0

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