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NAFEB—RRY TV a R E DT EHOSRFREA B TNS 0T &
T b R Y FEoWT, REBO RSB - AMBAREGARRE . SDR (Cr):
CD(SD)] 7w h& MV, 0. 8, 25, 80% X U'250ng/ke/day A CHM L7z, Bhtmid 1 L

m%m@kb\w%%EMQM%%MEﬁmBﬁMMEﬁ\%n%ﬁ&%%sauk%a
) ¥TRELE, |

1. REHEEN

BTV T, MIRERECIL. 80ng/kgll EOBECRIBM OB, FHIH fIRAKD
B, & bIC250mg/ kg TAE S B E Y BB LU b2 U v MEOED, FHARBRM
BRER L CBRFRLREOEN, A b~E S 0 CLEHBORER, /1 > Y/MER
FARMIRD HBEZED b7z, MRAELFRE TiZ, 80ng/kg Ll EDOBETE U AL E L DM,
250mg/kgBECTH U U ADBMBR D bz, IR TIL. 80ng/kglh kOB THRIEO B AL
BHbNE, BEERTIL, 250ng/kght THIEL X O FEAEDHERE & UHER B RO
R DAV, MR T, Somg/kgPh E DB CIFIRIC /1 ) ¥ T — i~
7T U DULE, BERZANVY T~ T OF U o OIRE OREOHN., 250ng/ke BE
CHBIC RIS L DR ORINE L OB, BRI RS LRI 1 B 1Bk (PAST:
IR O MR DRIASTED b, TR RS ELIR Y I,
—F. MBICOVT b, FEERECHE L L LA BRSO bivk, T72bb, 80
ng/kgll b OBET, MBI BE(L, ~L Y L S A BT UF Y L OB DRE DR
LOBM., FRIZASNVY TN —BHE~E DT Y Lok, & 51T250ng/ kel CHgORE
Ao HixtS LU EROEMN, BAELORECENNED b, L FHoOBN ER
DIFMMEAFM I K CFERT B EOHEMNIPFRD bz,

BEDKRNS. 0T M7k b ML T ROS v Mo 5 ERREREEMIL, B
NMRNE LN L BET BRI Th ok, Eio, MOFRER & CHOBBICKH LTS
BEAFEFSRD b, BRSRIIMEE L b25ng/kg/day L HE Sh,

2. ATEEEAETSM
EEER DLETERER LR OREIZHS>VWT, BRI R0, Lo,
MEHER DO AEFERER X UNR B DA 1T 03 B BB BT 250ng /kg/day Bl b L HEE S R,
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bl

0-TE RTE kA P RIE, 0-bA DL DT I EBT MES NI LSS
AL, 0=bWA DV eI TURbERSH Ny Fro—R_r VI n—-REDT
VEBOARERE LTRAVLNEIHE TH D, o -FNVA “/“‘/@%‘m:év\’c T v ko~
DEERECED A T 710 B R L ORI S a2 B o & 33405
NTNB?, Lis LR D, 0-7% FTE b A ¥ ROBHIC 5T, WERE D55
HEZ oW T OBEVIRD b BN KERSBED L OARBASHICET 2851125
7o B,

Z DREERIL OBCDIC I 5 B AR L EME 0L S AR T 7 I AD—F L LT,
EHELIZLDOTH B,

B &Y

o-TErTEN A DREMET Y MIRERARSE L, REHRMATICRE, HikE
LU EE, APEORERFHERR b EMBEREREZRIT D,

MR XU
1. #5R%E (Appendices 1~4)

o-TX M7k bvA UK (CAS No. 93-68-5) {X. 4 F& 191.2, BAlR103.5C, 48
i JOUKICHE B ERER TH D, RBRIZIE.

DOHLD (my NES #BE99.93%) B AF L., WEEAT (4°0C)
TERIRE UHER UL, KB OFMiTAppendix 1R Lz, BREBRICBWEHRMEILE
RYMPREECTH o2 & 2B LI (Appendix 2), BRHEIIBEL LT1%AF T
o T ZKESHE (X F L T — R 100cP: AINEAEE T3ERRAMN, 1y MES DLHSTIS,
TPK5604; RFHEHRIK: HRBBMKEALER, vy MEF181107, 181124) F AWVT.FIE
OREAEICRD IO RBEOBBRCHABMLCRSHE L, ZhEx 1 HROERAEI L
WAL, ERRECHEERT (4°C) TERL. RE L, REBIDZR LB TER
REETHDZ L AR SN (Appendix 3) DT, W1~2EFAR L, FRE 7 AR
AL, £, IEEZRBICHEELABRERIZOVWTHT L. FIERETHE IR T
DI L &R LT (Appendix 4), 28, HROE OGO ) LREDIHTIL,
WERELTER L, |

-2- Study No. 97-079-2



2. HREMB L UFE &ML (Appendices 5~8) .
EiISDR (Crj:CD(SD)] MSPFT w h& AWV, Ty MIBATF ¥ —/LR « U S—Es
£ (M)A FERT95) 2 bHEL 8 Wi, #6127 BICRA (5705, #ESTID)
L. 2EMMBEECEILS T, ZOMCRELT. REIERCRERERIED AL
PRS0 ILE T O i, HEIZ 8 M CRBIC Gt LT, REMMBEOTHAE (FEE
B) T, HE 363(343~391)g, #f 227(211~241)g THoTr,

7y Nk B 21~25C, E 53~61% (RIE - EOWERSR : Appendix 5), 5
EI0EL L/ B (F—A T Ly v ax7—FR), BE 12 B (R 6 BALT. F1%6
BREAT) I8 LT N Y 77— 27 ABiE (B 2%) ©, BHBIICAT > L 2 ey —
2 [(260W X 380D X 180H (mm) } {ZINZ L. :.f.b%x?:/vxﬁﬁsﬁ’x‘@"iy&&:ﬁabfﬁﬁl’é‘b
o TIEL, REFEBBOUT. BEVMH (BAFr—AX - Y N—fRdth, ST
FZVv—7 (my FEF623) . IELMBEOSIHTRER : Appendix 6) ZANTZHK Y B —FK R
— 8L — 0 (265W X 426D X 200H (mm) ) ZUNEE L7, Sk (B AREE TEkatt, B
BSRAMRR v vy NES 971178;?%%4@’7&@%%%% : Appendix 7 ) &7k (FRZ)I
RENEARZ L put— b Y v P74 V¥ —IRBBREINEIRSE U CHE BRWE DR
R : Appendix 8)13, TN ENFETRI LU ABRAREE £ /I3BAME (BY —FKx—
Hyr—Cogeg) itk BEBRsEk, BYEORE - BEANEHE. 8. ABLU
BAED MBI OMMRRZ L hb, BMORESMEE LT, REAROEELCEELE
EY e RO REER OB R 2 b0 L MBS i,

3. BATB L OEAB

SREOBIMBIIMIES 1005 U, AR~OBMOB D (TR SHE R ok
BICES < BCBEBMEC X070, SROKEMHIH T 5 551 Lk, BS
RO OB F I L O, Ty 2 R0 — U B E B L
7o

4. BREBORE. RRBOMRS XU Hk

BREBRERRY LT, 5v M I BMBAMTY L, 0-7% F 74 k b ¥ KO,
50, 100, 250, 5003 & U'1000mg/kg/day C14 BRI ERARE Lz, T v MIZE7A D
S AP OREDBRETHE T, MR 1 LT 2RAES ¥, ZTORE, SHBBLE
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Livd ERRME, RROEA, RLKK, ~E/ ot VERBIU~Y 7Yy MEDOK
B REYVELBIUN Y Y AORN. BiEOBAS X UEEOHENS £ OB LIER
MO ETET B, 2L OCFBEEOHEM, B YL EVE LT GPTOREM,
EMEAEERSY b VRS 2T U OEREN 2 & OF IR R BERET BT
Bot, &b, BEEROESBLURREROHME L. BHCBRICT 5R8Y
ﬁbhto:n%w%km\ﬁfﬁ%mymut{Mfm1wmmgatoﬁf%mgn
. MBIV, RRAECKT bRBE TET 5 BIRRD LA ok, BE
@%%ﬁE\$ﬁﬁm%ﬁ5ﬁ5%mow1m\ﬁ%mﬁﬁ&@%ﬁﬁ%ﬁ?ék%ﬂé
N 250me/kg/day X BB E, BIMBRARE LA E FWENS 8ng/ke/dayE RIS
Bl L, ZhbHOMIZ253 L 80mg/ke/day Dt 4 BEEZRTE LT,

MR OERIL, BEBEH OUT, B, o-7TEhTEFMAYE  8Sng/ke/
day#3 58 (Sng/kelt). [25ng/kg/day R 5RE (25mg/kght). [SOng/ke/dayH5HE (80
ng/kegBf) . [F260mg/kg/day$x 58 (250mg/ked¥) DB L L7z, |

BEHEL, BEREREE 1 kg2 5nld L, T 7 BB L FRES LLER
BWERAVWT o-TX b7 & b bAoA 2 FDO. 16w/vhiEK (Smg/kgB¥) . 0. 5w/vihilk (25mg/keBE) |
1. 6w/vHhifE (80mg/kghE) & B\ X5, Ow/vhiR (250mg/ kekE) % MERE & & REABAAS14 A &l H> D
IX44 B, MEINHEOEE3I A 1~458F) T, 1 B 1EFEIPIRARE LT,
BEEORERE L. BITAOHEREICESNTEN L, MREIT. BROEOR
WL LUTHWE 1 % AF v — R KBiKEFRRICRE LS,

5. BEH LORE

1) BEWICEIS 5IER

(1) —fRRAER

REMMTER . BROLEE, AME. RSOV TRELE,

(2) HhER LUEERNE

AEOREL. BERMBE (5RBER) P X OZO%E 7 ABBTI, &bk
BEREEBRBICBE L, 7L, MOEREZII, FEO0, 7. 14 BXU 208 LEE
OB LU 4 BIZHIZE L7z, BEFEIS, KEHER ST TEB O OFEHEE
BEHE UL, SEEORKHEL. HIZREOR ., MIZMEIRIT o, R
BHELHE L2o, ZRLDORMEICE, EF LMK (= —7 ¥ KF—#5 FY3000)
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AW,

(3) REE LU BRI

BEISROFRIC, HO7—VIF—BAOHE AT L 1 DA ADEEED | %
ROHBSNDET(4 AMTLMORR MR ERAE S, RBORBIIES—E
B (9:304) 1TV, BT RS BV P IO T AR S N B AIEIRO R & L
Fo HRREOBE LR LB, 12 L OB T SHBS A 8 EWE 0 B
L Uk, RERR LU B OBEREN b, RISV CRERMBH L RRRIE TORE.
%%%E@E&ﬁﬁ%#/ﬁ%ﬁ%ﬁ)Xw@;%%%[@%ﬁ#/&%&ﬁ%&)x
100) 35 L OVHEESR ((4JR HIBEMENC /A TRITIRMEE) X 100) 72 & NS BROHERR & 7o ]
COWCHIREIE (RO B b AMAHRS N A E TORE) FRELL,

(4) BRRESRE B |

HZOonT, UTOREEERE L,

a. RIRE : REN. LHIVITBACHMERERML, RBRIEE (3124 - Z3HRK
B AT ART Ay RA@) LD pH WM, U0 B T RUEl B Y
YBROYREY ) =S ORRSOREE Tok, ¥, Ty FERBI—VILRE (1
3WM) LTREERICOVT, SMOBE, LEOHE (T4~ ¥ HRait, B
RBPCICRICEDIRE [ IRICELL®E (Fv 7Y v VrIhnrasd 7 Mb) CTHREL
TEER ) 21To7, _

b MR : SRIEORIIIR S M TE R RSB 45 B) OREEIICT -
T BNIIRAMATE DFBSMEVREEL, KOBERE Lz, Rl —F VBT C
BEME LCIERBAIR & 0 4772\ . DU O E IcoWCRE Lie, 7238, BRI LIk 34
B, TO—#iZ3. 8% VBT MY U AR CHEREAE L CLEESE, Fu oy
VERIR L ONEHEAEERS Fr VR S A F LB ORIEIC. —ERiL. EDTA-2KALER L T2 oD
M OMIRFREIZH LT,
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Yuts LIORIREAOHR |
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MR EEE B EhEIE
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*: van Kempen E. J., Zijlstra W.G.,: Adv. Clin. Chem., 8, 181(1965)
BB, BLRESREEMCMKRBHREARZ ER LA, ALEREICEBSBD R
Drofelcd, BERIXER LR ok,
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o MIRAEILFRE R LILRO—EbIEE 5B L, KOER 2 HE L,

HE (5 =472 Lyl
D BEL{7 (T.P) Biuret &
@ TAFIr (Alb.) BCG ¥
® A/GH (A/6) BHEE
@ ffE Glu) BRE
| (GK*> <G6PDH>’ -UV )
® rIZVESAR (1.6) EEEE
(LPL* ~GPO*> —POD®’ &)
® B L ZFu—n (1-Cho.) BEFRE
(CES®*-COD"’-POD &) EAvFE B BT
@ #Wryrry (T-Bil.) Jendrassik & #=E (JCA-VX-
® RFEZEFE (BUN) Urease-UViE 1000 &7 U
® Z7v7F=> (Crea.) hﬁé& SAY— . BAR
@ GOT (6o SSCC® ¥ BT ()
@ GPT GPD) SSCC
®@ vy—GTP (y-GTP) SSCC -1k
@ LDH (LbH) SSCC. ¥
@ ALP (ALP) 6SCC® I
® =Y rTRFF—+ (ChE) BTC'® -DINB'D ik
® TN A(Ca) OCPC ¥
@ \HUY P B IE
(PNP?2’ ~X0D!*’ -PODFR)
® FrYTA (Na) AV ERRIE ERE A8 M
© FYvs K A A Bk 468 (NAKL-132:
@ #|HR (C) A A v BB FRHERTEM®RD)

1) Prasr—¥, 2) Fia—26 Y BEAEER,. 3) URSRFA L
YrR—8, 4) FUenl oEEBLER. 5) AFXLy ¥, 6) 2LAT
O—NWVTRATFS5—¥, 7) aLIXTFr—LFFiF—¥, 8) AN VFETEH
FAEFR, 9) FAVEBREER, 100 TFINFF=) 2 1D 5,5-VFFE
A-2-= FrRREFEE, 12) VX I LF Y RaaT73 ) 5—E, 13)FHoF
VXU —Y
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(6) MEFRE

HERMITHN T, IS4 ORBRTRIC, =—F VKRBT CHRLBZ L, KO
EHZBRE LU, 2B, MREEE. 8, 801 L 1250mg/ kg T 1 IERD NI IR L
SR I OV TS TE B D4R KT, REICER LTRE LT
a HIR: 2HEBTEHAROICBE L, Sbic, BIZoWTE. SROKEES LV
TEORRBENS, FFRF (GERE/EHE) X100) 2HELE,

b. ﬁEE%ME:%%im%ﬁLﬂhi—&\Mwmnéﬁwf\ﬁm@%\Tﬁw\$
W, DB, BTIE. BiE B BB, MR LONCEEORE, MELEPEE (ENE
B) L. RHAEH GEXER)2EH Uk, B, 88, KRR IURBE LEREL 2 —F
LT, FEARIOCRRBIIEERICEELE,

c. FEMBERE  ROBTEEML, 10%HHY) UBEE A< U I EER X U8
B EXKOHRTT ) TEE L,

. FEME, BB, ~—F . TRBERMEST). ERE. BR, %, . D
. F. Rl B, 5. IR, BB B BB, B SRR, RE. R K. §ioR,
HE. IR, FE. . KBRS . HEE GRS, MRS, JER) . LEWE. B - B
B, KBEE). U oSE(EEY LojE. BRI 88 . BRG (TRRSEEG) . K (Y
). LR (EED) . Z oM AIRAR EEML

PRABBFREIL, xRS £ U250g/kefEORB], 72 b NI OBEDIEIRDORIL L7
Dot EREOR, TR, FRIR. KRR, U TG, TR B, B, Wi 208, B
BRE. R, AEHR, TOMMBHREEAL. X HICETIIRE, BB ERCOVTE
Wi U7o, Fio, SRR S OMEREIZ OV T BETETIIRE U, MIIEB L UTFE
EOWT HRE L, REIEEICEN S 7 VR 2 ER L H-ERaE L THERL
oo ¥7, WEDHERET 270, HWHESHE OMER X OB W TRES&REe (Y
IR, —ROBEOBREIZ OV TIIPASREEIT o7, 8. 2518 L U'80ng/keht THIR
DRRIL LT MEHE T DV Tid. 250mg/keBE TR L £ 2 DN D ELORD b kD
FFiIS & OB, OB > AR BEEMERE L, ABERIT. HREHE
SRS GRS AT RIR2 THSY— 1) IKEE L TR LE,
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2) FARICHT BER
(1) BEIRHS X UM OB |
SROBRTREMOERE (ERLECROE) BH, S ((REERM #
BRE) X100) ZEE LI, £, HRIEIIF L AMSGR DEROREC X HE L, B
TEOHEEEHLE, »
(2) HEREB L O—RRIERS
A RICVT NN E BTAROREEEB L, ¥/, &0 —RRES LU E
WIBL. Wik ((HEMRSEIRE SIEIRN) X100 B L OMERERS (0 4
A/ HIEHRRARH) X 100) &RbIL,
(3) ERE
FARIOVTHEO BB L4 BICHBRIC ST & OREBHME L, 1 KLy =
DB LB L, |
(1) HEEHRE
FECHILE OFE, EFAIIEROMREN (HE 4 B) IKT—F 04 - 7 2L A TR
MFESE, MREENCE 5 EERE & NIRAICEE LE,

6. HEHLE

BONCIHES VIOV, HBELOMOBEE ERFS%UT) 2K
DHETRE Lz,

R, EARR, MAEE X ChRE(LEF —y . BEER. R, B, EIRHR.
EREIREDNRT A MY v I F—Fi3, BartlettDRBREETT o, DEB—RLHE e
N REB ORI E T, ZOBEHEELROHA, Dunnett EEIL Scheffé
B BOKESPRRDBA) L0 NBRICHT B EROLBRELIT o7, HBA—
BORWESR L ONTERE, AR, HhE, FERETR RRECEMENT -5 7%
YOI YRS AR v F—H1E Kruskal-Wallis OIESIRER TV, ZOREAESESR
BOHA. Dunnett EEXIT Scheffé i WOREINRARDHE) LV FRHIC
MY B EBOUBRELTol, BT TYAAF—FCONTIL, RRE, BHE, HE
B, MR DM x RE, —RRIER X OVRERSARE I T 5 BEF 0 HEBRRIT,
Fisher DEBMREL AV Ve, B, FIARKBETZF—#i3. 1EEZYOFEE 11E
ALz,
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R

1. RHEREENE

1) BCE (Tables 1,2, Appendices 9, 10)
EHRMEREROMHE L b, ECIIRD LRI,

2) —#%IRAE (Tables 3,4, Appendices 11,12)

SEBRDEBESBOMEL b, —RRECREIRD bhinoT,

3) #&E (Figures 1,2, Tables 5,6, Appendices 13, 14)
BRI ER G R OMH L LI RE L REOERAMEEEMA AL, FEB LUH
EIEME L LRBHLEFELRERRD N2 hoTe,

4) & (Figures 3,4, Tables 7,8, Appendices 15, 16)
BB EREHOMH L L, NBHEOFEE L HE_FEREIRD O o7,

5) HEDORMBAE (Table 9, Appendix 17)
250mg/kg#t T, RUEBOFEREMPI RO LN, TOMOBREERBITIX. FEREL
R bR T, |

6) HOMIEFHE (Table 10, Appendix 18, égf%sﬁv—ﬁr: Appendix 30)

80mg/kg 2l b ORE THR MBI DA BB TS b i, FHRMRARIIE SR AEE T
L7z, E5HIZ. 250mg/kgBf C~ES LV ERBI U~ M Y vy MEOTEEZRBL ., B
TRILERER D B2 BN b ONTANA Y /IMERE R DO HE BB v, EHFRMEK ML
BREBEIFERBELT L, £, MHZHNEEEIRBDONRD27LbOD, A b
BB CEREIBEMERE R L,

7) HEOMARAEFRE (Table 11, Appendix 19, #HR7—4 : Appendix 30)

80mg/kgbl EDBETIRYE UL LY 250mg/kgBETH J 7 ADOWT I b E BB D b
7,
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8) #fk (Tables 12, 13, Appendices éo,_'21) ,
HTRHDEORE L BEERL O DHEME LT IREDO B A A MR L %BOmg/kgLJ\J:OD
HTRY DIV, 250mg/kgBEDOMETIIIERZHE 5 B HFRW IV,
ZOMIT, HETIE, H?B&LJ%&%@%@E@%E%& BB oK, #T iﬁmm‘ﬁéﬁ
Bl oA, BEOEEL DR E BB BRI, W bEERRELT, B

EEMRRD N 2o, ik, %&%%E@&“@Mimﬁ@%kﬁ%ﬁﬁ \_Wu&b%ﬂtﬁﬂ}k

RELSL OMEREZ DT, HETIX 8mg/kg£$a> 1 ULz OZEMEAS ., M CIIRHIBEED 1 LIz
Wx%’gﬂ K BEASER D BT, MLl iizﬂ&%/_[ AR & BES 2 ELIRBO oA 0T,

9) BEEE (Tables 14, 15, Appendices 22~25)
250mg/kgBE T, MEKEI BIROMAE X RN EROF B REMBRD bk, &5l
250mg/kgBE T, HEWC FRASOMAE LU EROH B RBIN, B FFROEN ERO
BN L OHH B R ORISR bk, |
ZOMIC, 25mg/kgBETHED T RO £ OHIH ERN X BEE & A H IS E &
LA, BRI ORVEL Th ok,

10) FREBMRIEIRE (Tables 16, 17, Appendices 20, 21, Photos 1~10)
BRMEORECRET 5 &% 2 b AR, i, B L CRIICRD b,
Thbb, BT, 80ng/kglh EOBET, MREIZITRD 27 v S—Mlan~<N Y 7

N—FHESE DT Y IR ERRD bz, BIZRB VT, 2650mg/kgB¥E T, HEIZ ‘T‘{_Lﬁffiﬂm

E R DI (PASRAIRIE) O IMAROFERRMARD bhie, BICEVT, 80ug/ke

L EDBET, MREIC AL ) o T AT U U Ui DR DR BN, M |
& BIC250mg/kgBE T, BEREIC SISV I DR DA BRI, HECBILAERD bR,
TOMIT, FRHEORE & HEBRICHRICE TR bR RKEOFE K
EIREIRIC IR BT, BB & OREEIC IR SR b, BIRORE
{638 LOMER & BB S N BT LERD bhish o, £, BREICRERL
P R R R ST DMEREIT S\ C L BE GBI CREE DM AR b Sng/keBE DR 1 [T
R OWAE LR L ORI OB, K5 ORI T B KO
RENBO b, 7. BOETEEKENRED bt BROK 1 KT, FEOR
BRSO b, Ll BRRWEORSICERT 8 AABRBES X UM L 1
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Y B NSWREE OBEITRD bhihoT, | ,
LI EDTACLANC . BE L BRBEICEATED b, HEARS DI VIIAERK
THEDRD LRAVTR Thol,

2. PR

1) B8 RIZTTHE (Table 18, Appendix 26)

(1) RBRIBIUREE B

£ L b APITRIH L. RREIX0NTH of, 1o, FEIRT RIS TR,
8, 8035 L U1250mg/kgBECRD HIEH, & 1 HOAT, ZHBIL bEERELIIRD b
Rigdhoi,

(2) BB, HERHEB X OHRE
FEBRWERER OB, BREE LOFRECE, VTR OHBR L AR
B bIRD T,

(3) HEERB X UHEIRIAM
HEERIZ, 2 TOBT 100% Tholo, k. HEHMIZSVTEH, EHRHERER
L BB A B ERRD bR d Tk, |

(4) DB LU ERE

DB LOHEREBIZOWVWT, BRYEOBRSICLZ2EEIBL LR oT, WER
RROBEICBW T, BE 0 B 1Z80mg/keBE T, MHHE 1 A180 L U250ng/kgBE TV B R
BBBOLNIN, 4 1 ORI ZNEN 1RO REPORZTHY ., ME2H
LBOERIVTR AT L,

2) FARCKESTEE

(1) MR I OMKE (Table 19, Appendix 27)

BHRBRMEREGRHED 1 HY Y OBHERERS XUHERK, D%, HAeE, M,
HEOBRIV4 RORKRE, RLPRHE4ABFEREEZEOWTRL., XBEEL T
AEEIRDLNAR o, £, FARO—BREC LELRBD LT,
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(2)FZRE (Tables 20, 21, Appendices 28, 29) .

HERED LUSHRDEREHRL b, SARB LUABREIED b b o7, WIKRE
RICOWT, MROEEERS L CEBBIRERITD b, SHBYERSHDR
BB, RBE L R CHREIRD b b ole,

E553 LUK

1. REHEHY |

%b&htiﬁ%mm\%mﬁﬁﬁﬁiw%ﬂk@%Eﬁﬁ%i%ﬂé%k?%oto

#&b%\ﬁﬁwﬁm%wmy@ytmﬁﬁﬁmﬁﬁwﬁ&ﬁ&U?@ﬁﬁﬁ%%@%
M. E BT, 250ng/kgBETIE~E S BEVRB LU b2 U v MEOEA | THHRMER
I EREOWMAFRD v, KERMB I OMKEERITRD bhvic, Eh. 250mg/keBE THRM
fn PABRAR MBRES & ORI OBANE I ORRE ORABTRD B, Th b OBIIR
fIZ3Y 5 MR DR BRI L 2 bo L B bhi, |

2B, BHOE DB IIHREEAREAELIRD bR oA, TR hoRE
BEBHBE Thololod, MBEMITIALIREL L LTRESh o bD b #
g3h3, |

Sz, Al L BHE LT, 8ong/kgll EDOBETRE UL > OB, FFIRD 2 v/ <— RS
B XUIIC VY o T A—BE T UF Y L DTRE B B UL OHIMN, 250mg/kelE T
MBS U Y LDEA, A F~ET DL EEROBIMER. A > Y/ MERE FROERO H
B, BROBLE XUEEREMSRD LR, '

A S INERETRARDHEB LU A b ~E 7 0 E S ERORAERIE. ~F 2 0
BV DRGBRICHT A BBR IVZTNIZ L BRE~T Y0t v OHHE, SRE UL
EYBIOA Y T AR, BERFEADSNY VTS AE DT Y L OWLEIL,
W ERET BB EL NG,

BEBROEIL, o-MNAPVOTIVERTINMEERTZLDTHY ., o-FAA Vv
Ry FAOREREC LY A FAES 0 Y RS L O 5 MR 58 &
THZELPBREENTOBEFRRTHE, o TERTE N MATFDT v h~DRER
FRBNTH, A b2/ oty ORMERARD b, BOROOELENS T LA
BRI NI,

SbIZ, BOEROE LUEN L OBEEMNRE X LN AT Z T, 250mg/kelE B
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R

WOELRAE ERICH U 178 (PASHAIRIE) O HTSE, RICE R b ONC TR O
BIEREROLTRLEMSRObAE,
BROEMRAEE LR BT B ITEE PASI AR LT v MCARMICRD b,
ORI E Ly OERIGBRICE BT O RE & RET SELE B X BB,
BHIEORE S BTl h o, 2B, RIEEORNASED b, BT 2 5
W TR LR S N B A, B0 RE 2 RRT S ERD b, REOK
&%ﬁb@é%m%ﬁbanamokoéet\ﬁﬁibﬁmbﬁgmgﬁ%~émﬁw“
B EHFEH. 9943~ 1. 075D ADTL Tl o = & ish . BCHBE T REZLTRN L
SN 5. ' - |

TERAOHERE JUHMEROHEINIOWTIE, TEAR LUREYT 28 F IR
LHECARD LT, FTEEMEORE ¥ RET 5EL LD bRAPoT T E b,
BUESNB RIS b0 L HIF S R, -

—7 . MRIZOWTH FARFEREIZIV T, 80ng/kgbh kDB TRIED <NV Y > TN
BT UF ) LA OREORMN, B, KK EOCHEAEEOEM, ARMERIL,
ROV Y o T N BHEA~T U7 U LIRS bil, B L ORISR N & BE
FTEMEERLRE, &bic, FMOBNEEORNENS L UAAN BEOEMIRD
biviz, | |

FRig OB EBMC OV T, FFBCII SV Y VT A—BE~E VT YV OBRERILES
BOLNTPERIEERT D LI LB LIBALRT, ARV VTN —BtE~=
UF Y L DUERBD b CIEFRE B E LIRS s o, L LRSS,
X0 BAEL4AMRERS L RS ERERR T, ML L ITRES ORI,
MBCPTHIBMARD b TWVWB, LENR-T, o-TE F7E b ML Y FIIfFEIzR L
TLEEREREBEAT D b0 L HESNS,

o, HRBRMEO®RS L ITBRERAICED NIRRT OMEEIZB VT, FD—E D
BRI Lol & L BT S B AMBRRECRD bR, R
WEORE » BET 5 ARBRARECHAURBEOEIL. BOLUAN T,

2B, EBO 0 - A ViE, BIEICH LT b BUAHT 5 2 LA TS
B 0T RTE R A U R ERE LIARBRIZIN T, BB EIE b
o,

UEDERPL, o-TERTERMAC ROy MBI 2 EREERORESN
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i3, ORI LOTR L BT A Chot, Ei. MO kUM OBBICH
LTORERREIRD b, BPBET, MIEL oomg/ke/day E RE SN,

2. BFMBABY | |
MR DTS K T 5 BRI E DR EIC X D BBIC ST, B L AHE L LA B
B SHRRELIRS b ok, | |
REMORAILONT, RBERM, FARK, HAR M, FAEROKE. Afs
B LUFROVT QBB LB b d o1z, -
BLEDE S iz, MR AR DN R DR AT K B BRI D B b o,
Lo T, MEEEN. MMEROAMIER L RBW O AICK LT 250mg/ke/daybl L —
LHEE SN, o N

Sk |

D) LRTRAHIR, "12304 O/, " LR TERRE, BN, 1994, pb47

2) IARC Monograph on the Evaluation of Carcinogenic Risk of Chemicals to Man,
27, 155(1982)

3) REGISTRY OF TOXIC EFFECTS OF CHEMICAL SUBSTANCES, AK 6550000
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in the combined repeat dose and reproductive/developmental toxicity screening test
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Fig. 2 Body weight change in female rats treated orally with o-acetoacetotoluidide
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in the combined repeat dose and reproductive/developmental toxicity screening test -
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Food consumption of female rats treated orally with o-acetoacetotoluidide

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

80 mg/kg
250 mgl/kg



‘oN Apnag

6-6L0-16

Table 1

Mortality rate of male rats treated orally with o-acetoacetotoluidide in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 8 25 80 250

No. of animals examined 10 10 10 10 10

No. of animals that died 0 0 0 0 0

Mortality (%) 0 0 0 0 0
. (*)
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Table 3 Incidence of clinical signs of male rats treated orally with:o—acefoacetotoluidide

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

Clinical sign Dose (mg/kg)

Fate

No. of animals

TK FP (Total) TK FP (Total)

25 80

250

TK (Total) TK FP (Total) TK FP (Total)

10 a 9 1 o

9 1 0

Abnormalities

0 (0 0 0

00 ©

TK : Terminal kill

FP : Failed to cause pregnancy, killed at the termination

Py
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Incidence of clinical signs of female rats treated orally with o-acetoacetotoluidide

Table 4
in the combined repeat dose and reproductive/developmental toxicity screening test
Clinical signv Dose (mg/ke) 0 8 25 80 - 250
Fate TK NP (Total) TK NP‘(Total) TK (Tofal) TK NP (Total) TK NP (Total)
No. of animals -9 1 Q10 9 1 Qo 10 (10) 9 1 (0 g 1 (10
Abnormalities 0 0 (0 0 0 (O 0 ) 0 0 W 0 0 (@@

TK : Terminal kill

NP : Non-pregnant, killed on 26 days after copulation
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in the

Table 5 Body weights of male rats treated orally with o-acetoacetotoluidide
combined repeat dose and reproductive/developmental toxicity screening test
-
Dose Days of treatment
(mg/kg) ———-—=---- e e
Gain
1 8 15 22 29 36 43 44 1744
0 363 389 4217 450 476 499 521 521 158
t 12 + 15 + 20 + 22 + 25 + 28 + 31 + 32 + 24
(10) (10) (10) (10) (10) (10) (10) (10) (10)
8 362 394 421 439 464 489 ‘508 509 147
+ 12 + 16 + 20 + 23 + 28 + 31 + 31 + 32 + 26
(10) (10) (10) (10) (10) (10) (10) (10) (10)
25 364 399 425 445 470 492 508 511 147
+ 14 + 16 + 20 + 20 + 26 + 29 + 34 + 33 + 27
(10) (10) {10) (10) 10 (10) (10) (10) (10)
80 364 397 423 445" 471 497 517 518 155
+ 13 +19 + 22 + 23 + 25 + 26 + 31 + 31 + 20
(10) (10) (10) (10) (10) (10) (10) (10) (10)
250 362 394 421 444 4166 491 509 510 147
+ 12 + 22 + 27 + 29 + 33 + 38 + 39 + 38 + 28
(14) (10) (10) (10) (10) (1Q (10) (10) (10)

Each value is expressed as meantS.D. and (number of animals available).
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Table 6 Body weights of female rats treated orally with o0-acetoacetotoluidide in the
combined repeat dose and reproductive/developmental toxicity screening test
(g
Dose Days of premating Days of pregnancy Days of lactation
(ng/kg)  —=-=memo e e e et e e mm
Gain Gain Gain
1 8 15 1715 1) 7 14 20 0720 0 4 074
0 228 250 264 37 274 310 350 443 168 349 359 10
+ 3 + 12 +13 + 9 + 15 + 18 + 23 + 19 + 14 + 26 + 17 + 17
(10) (10) 110) (10) « 9) « 9 « 9 ( 9) « 9 « 9 « 9) « 9
8 2217 249 261 - 34 266 304 346 437 171 346 359 12
+ 7 + 10 11 + 9 + 10 + 10 + 8 + 15 + 17 + 11 + 13 + 5
(10) (10) (10) (10) « 9 ( 9)- (9 ( 9) « 9 « 9) ( 9) M
25 226 242 254 28 265 303 342 430 165 335 347 12
+ 8 + 11 + 14 + 7 + 16 17 + 21 + 21 + 15 + 21 + 20 + 11
(10) (10) (10) (10> (10) (10) (10) (10) (10) (10) - (10) (10)
80 227 244 259 32 262 298 338 4217 165 335 353 18
+ 8 + 7 + 7 + 9 + 11 11 +13 + 14 + 12 + 16 + 14 + 11
(10) (10) (10) (10) ( 9) (N « 9 «9 (9 (9 « 9) « 9)
250 2217 245 259 32 267 306 351 448 181 343 358 15
+ 7 + 8 + 7 + 8 *x § + 11 + 11 + 17 + 14 + 9 + 13 + 7
(10) (10) (10) (10) « 9) « 9 « 9 9 ¢« 9 « 9 ¢ 9) ( 9

Each value

is expressed as mean*tS.D.

and (number of animals available).
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Food consumption of male rats treated orally with

Table 7
O0-acetoacetotoluidide in the combined repeat dose
and reproductive/developmental toxicity screening test
(g/rat/day)
Dose Days of treatment
(mg/kg) ~—---m----m oo e

1 8 22 29 36 43
0 37 38 38 38 34 37.
* 3 + 3 + 3 .. F 4 + 3 + 4
(10) (10) (10) (10) (10) (10)
8 as 38 36 37 , 35 317
+ 4 + 4 + 3 + 4 T+ 3 B I B
(10) (10) (10) (10) (10> (10)
25 37 37 35 37 33 36
+ 5 + 5 + 3 + 2 + 2 + 4
(10) (10). (190) (10) (10) : (10)
80 36 37 37 s 35 40
+ 4 += 2 + 3 + 2 + 3 .x 3
(10) (10) (10) (10) (10) (10
250 32 386 37 38 35 39
+ 4 + 4 + 2 + 3 + 3 + 3
(10) (10 (10) (10) (10) (10)

Each value is expressed as mean*S.D. and (number of animals available).
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Food consumption of female rats treated orally with

Table 8
O0-acetoacetotoluidide in the combined repeat dose and
reproductive/developmental toxicity screening test

(g/rat/day)
Dose Days of premating Days of pregnancy Days of lactation
(mg/Kg)  —— - mm s m s e e —m—mms e e —ee— -
1 8 0 1 14 20 0 3
0 25 26 23 32 31 33 34 62
+ 4 + 4 += 2 + 4 + 5 + 4 + 8 + 6
(10) (10) « 9) « 9 « 9 ( 9) « 9 ( 9)
8 24 25 21 32 30 33 37 62
* 4 + 4 + 3 + 4 + 2 + 3 + 2 + 6
(10) (10) ( 9) ( 9) (9 « 9 (9 ( 9)
25 22 26 21 30 28 32 35 58
+ 3 + 2 + 2 + 3 + 3 + 3 + 4 + 4
(10) (10) (10) (10) (10) (10) (10) (10)
80 23 24 21 31 31 32 35 59
+ 3 *x 2 + 5 + 4 + 3 + 3 . x 5 + 5
(10) (10)  9) ( 9) « 9 « 9) (9 ( 9)
250 24 26 21 32 31 36 34 60
+ 3 += 3 = 2 + 4 + 2 + 4 + 7 + 4

(10) (10) « 9) « 9 9 € 9 9 ( 9)

Each value

is expressed as mean*S.D. and (number of animals available).



Table 9 -1 Urinary findings of male rats treated orally with o-acetoacetotoluidide .
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No. of Color Cloudy Specific _pH Protein
(mg/kg) animals PY Y PR - + gravity =<b5.06.06.57.07.58.08.5= —  + 4 4ttt it
0 10 7 1 2 2 8 1.031 a) 5 5 2 1 1
+ 0.011
8 10 5 3 2 5 5 1.028 3 7 1 7 2
+ 0.007
25 10 7 2 1 4 6 1.028 3 7 1 1 5 3
+ 0.012
80 10 7 2 1 5 5 1.031 1 4 5 6 4
+ 0.008 | ~
250 10 4 3 3 4 6 1.044x 3 1 T 3
G + 0.015 |
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
- (mg/kg) animals — ¥ + ++ +++ — * + 4+ F++ — + + ++ +++ 0.1 1 2 4 — 4+ 4+
0 - 16 10 | 3 6 1 8 2 10 10
8 10 10 5 5 9 1 10 10
25 10 10 5 3 2 9 1 10 10
%] . .
‘T—s{ 80 10 10 3 4 3 10 10 10
<
5 250 10 10 7 3 10 10 10
9 a) : Mean#*S.D.
& Color : PY(pale yellow), Y(yellow), PB(pale brown)
3 Cioudy : —(negligible), +(cloudy)
s Protein : —(negligible), *(15~30mg/dL), + (30mg/dL), ++(100mg/dL), +++(300mg/dL), ++++(1000mg/dL)
Glucose : —(negligible), i‘(O.lg/dL%, +(0.25g/dL), +4(0.5g/dL), +++(1g/dL)

Ketone body : —(negligible), *(5mg/dL), +(15mg/dL), ++(40mg/dL), +++(80mg/dL)
Occult blood : —(negligible), *(trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), +(slight), ++(moderate), +++(marked) —

x 1 Significantly different from cof‘)ol at 5% level of probability <)

e
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Table 9 - 2

Urinary findings of male rats treated orally with c>—acet0acetotgluidide _
in the combined repeat dose and reproductive/developmental foxicity screening test
Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals — ¥ ¥+ +++ — 4+ tt t++ — + +t tit = F T+ttt =+ttt
0 10 9 1 9 1 1 1 5 3 10 10
8 10 9 1 10 1 4 3 2 10 10
25 10 10 10 3 3 4 10 10
80 10 10 10 t 6 1 2 10 10
250 10 10 10 i 2 5 2 10 10
Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
(ng/kg) animals — + ++ +++ — + 4+ — F ++ - + -+ -+ =+ 1+ +t+
0 10 g8 2 10 10 0 10 10 10
8 10 1 8 1 10 10 10 10 10 10
25 10 7 3 10 10 10 10 10 10
80 10 1 9 10 10 10 10 10 10
250 10 9 1 10 10 10 10 10 10
— ! Not observed; + : A few in some fields; ++ : A few in all fields; +++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate): Sq(squamous) G{granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ams(amorphous) S(spindle) W(waxy)
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Table 10 Hematological findings of male rats treated orally with o -acetoacetotoluidide
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose Wo. of RBC i) it NCV MCH NCHC Ret. Net-Hb Hein-B
(mg/kg) animals (104/ul)  (g/dL) (% (fL) (pg) (%) (%) (%) (%)
0 10 810 14.8 4.5 55 18.3 33.3 3% . 0.8 0
+ 36 + 0.5 + 1.2 + 2 + 0.7 + 0.5 + 8 + 0.5 + 0
8 10 804 14.8 4.3 55 18.4 33.4 41 0.6 0
+ 32 + 0.6 + 1.8 + 1 + 0.4 + 0.5 + 7 + 0.5 + 0
25 10 779 14.5 43.3 56 18.6 33.5 46 0.5 0
+ 22 + 0.5 + 1.3 + 1 + 0.5 + 0.5 + 12 + 0.7 + 0
80 10 T56%% 14.3 43.0 57% 18.9 33.2 50 0.8 0
+ 42 + 0.7 + 2.0 + 1 + 0.3 + 0.3 + 13 + 0.6 + 0
250 10 681%x 13.3%% 4010 59%x 19. 5% 33.1. 94xx 1.3 27#x
‘ + 28 + 0.4 + 1.0 + 2 + 0.7 +05  + 20 +0.7 + 25
Dose No. of __ Plat, T AT WEC
(mg/kg) animals (10%/uL)  (sec) (sec) (102/uL)
0 10 136 12.9 17.6 79
+ 16 + 0.5 + 1.1 + 14
8 10 140 13.5 18.4 72
+ 15 + 1.1 + 1.6 + 14
25 10 137 13.0 18.1 81
+ 14 + 0.4 + 1.3 + 2%
80 10 132 13.2 17.7 4
+ 15 + 0.3 + 1.3 + 21
250 10 148 13.2 18.5 Yy
+ 13 + 0.7 + 1.5 + 20

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability
%% : Significantly different from control at 1% level of probability

S
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Table 11 Blood biochemical findings of male rats treated orally with o -acetoacetotoluidide
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals (1U/L) (10/L) (Iy/L) (IU/L) (1u/L) (IU/L) (g/dL) (g/dL) (mg/dL}
0 10 280 61 34 245 0.71 53 6.21 2.81 0.83 68

+ il4 + 6 + 6 + 61 +0.54 + 15 +0.25 *+0.21 +0.11 + 14

8 10 262 66 36 226 1.14 41 6.26 2.88 0.87 67

T 8 + 7 + 6 + 42 +0.50 + 12 +0.18 +0.31 +0.14 + 15

25 10 304 ’ 66 38 228 0.67 43 6.42 2.98 0.87 84
+ 97 + 9 + 6 + 44 +0.56 + 12 +0.12 +0.18 +0.09 + 13

80 10 302 65 37 243 0.48 44 6.26 2.74 . 0.78 76
' + 141 + 7 + 8 + 68 +0.33 + 19 +0.15 +0.28 +0.13 + 17
250 10 302 62 38 225 0.91 - 54 6.12 2.60 0.74 74
+ 78 - + 5 + .7 + 55 +0.65 + 27 +0.27 +0.37 +0.15 + 17

Dose  No. of T.G. Glu. T-Bil. BUN Crea. Ca P Na K Cl

_(mg/kg) animals  (mg/dL) (mg/dL)  (mg/dL) (_mg/dLl (mg/dL) {mg/dL) {(mg/dL) (mEq/L)  (mEq/L) (mEq/L)

0 10 83 137 0.27 15.4 0.51 10.3 7.1 142 4.69 103

' + 27 + 19 +0.03 + 1.4 +0.05 + 0.3 + 0.8 + 1 +0.28 3 1
8 10 81 136 0.28 15.7 | 0.54 10.5 7.2 142 4.76 103
+ 15 + 27 +0.02 + 1.6 +0.07 + 0.3 + 0.4 + 1 +0.18 + 1
25 10 83 135 0.29 15.6 0.51 10.5 7.0 143 4.92 104
+ 30 + 23 +0.02 + 1.9 +0.03 + 0.3 + 0.6 + 1 +0.31 + 1
80 10 91 133 0.31x% 16.2 0.51 10.5 7.2 143 4.97 103
+ 34 + 27 +0.02 + 2.2 +0.07 + 0.2 + 0.5 + | +0.29 + 2
250 10 94 124 0.33*x 17.3 0.54 10.5 7.1 142 5.4T*x 104
+ 36 + 17 +0.03 + 1.1 +0.04 + 0.3 + 0.6 = 1 +0.40 + 1

Each value is expressed as mean+§.D.
¥ : Significantly different from control at 5% level of probability
** : Significantly different from control at 1% level of probability.
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Table 12 Incidence of necropsy findings of wale rats treated orally with o-acetoacetotoluidide in the combined repeat
dose and reproductive/developmental toxicity sereening test

Dose (ng/kg) O 8 25 80 250
Organs : Findings Grade Fate TK FP (D) TK FP (T) TK (T) TK FP (T) TK FP (D)
No. of
animals 9 1 (10) 9 1 (10) 10 (10) 9 1 (10) 9 1 Q0)
Liver : Granuiar, yellow - 9 1 (10) 8 1 (9 10 (10) 9 1 (10) 9 1 (10
caudate lobe + o 0 (0 1 0 (b o (© o 0 (0) 0 o0 (0)
Testis : Atrophy - 9 1 (10) 9 0 (9 10 (10) 9 1 (10) 9 1 (10)
+ 0o 0 0 1 (1) 0 _(0) 0 0 {0 o 0 (0)
Adrenal: Enlargement - 9 1 (10) 9 10 10 (10) 8 1 (9 9 1t (10)
+ 0o o (0) 0 0 (0 0 (0) 1 0 (D 0 0 (0
Spleen : Black - 9 1 Qo) 9.. 1.Q10) 10 (io) 7 {8) ' 1V 0 (1)
+ 0 0 (0) 0 0 (0 0 (0) 2 0 (2 8 1 (9)*x
Enlargement - g 1 (10 9 1 (10) 10 (10) 9 1 Q0 8 1 (9
o 0 (0 0o o (0 0 (0) S I I (1)) ‘ 1 0 (1)

- : Negative; + : Slight; TK : Terminal kill; FP : Failed to cause pregnancy, killed at the termination: T : Total
Significantly different from control group (¥ : p<0.01)
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Incidence of necropsy findings of female rats treated orally with o-acetoacetotoluidide in the combined repeat

T : Total; Significantly different frow control group (¥ -

p<0. 01)

Table 13
dose and reproductive/developmwental toxicity screening test
Dose (ng/kg) O 8 25 80 250
Organs : Findings Grade Fate TK NP () TK NP (D) TK 1) TK NP (T) TK NP (T)
No. of
animals 9 1 (10) 9 1 (10) 10 (10) 9 1 (10) g 1 (10)
Lung : Red spot - 9 1 (10) 9 1 (310) 10 (10) 9 1 (10) 8 1 (9
+ 0 0 (0 0 0 (0 0 (0) 0 0 (0) 1 0 (1)
Uterus : Hydrometra 9 0 (9 9 1 (10) 10 (10) 9 1 (10) 9 1 (10)
0 1 (1 0 0 (0) 0 (0) o0 0 (0) o 0o (0
Adrenal: Red 9 1 (10 9 1 (10) 10 (10) 8 1 (9 9 1 (10
0 0 (0) 0 0 (0) 0 (0 1 0 (1 0 o (0)
Spleen : Black - 9 1 (10) 9 1 (10) 10 (10) 2 0 (2 0 0o (0)
+ 0 0 (o))(o) 0 0 (0 )(0) 0 (0))<0) 7 1 8~NB 7 0 (7))(10)
++ 0 0 (0 6 0 (0) 0 (0) 0 0 (0% 2 1 (3)-
Enlargement - 9 1 (10) 9 1 {(10) 10 (10) 9 1 (10) 3 1 @)
0 0 (0 0 0 (0) 0 (0) 0 0 (O 6 0 (6)%
Adhesion, - 8 1 (9) 9 1 (10) 10 (10) 9 1 (10) 9 1 (10)
peritoneum + 1 0 (D 0 0 (0 0 (0 0 0 (0 0 0 (0
- : Negative; + : Slight; ++ : Moderate; 7TK : Termwinal kill; NP : Non-pregnant, killed at the termination;
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Table 14 Absolute and relative organ weights of male rats treated orally with o -acetocacetotoluidide
in the combined repeat dosé and reproductive/developmental toxicity screening test

Dose No. of B. ¥. Brain Liver Kidney Spleen Heart Thymus Thyr. Pitui. Adrenal Testis
(mgskg) animals (g) (gl (g) (g) (g) (g) (g (mg) (mg)d {(mg) (g)
Absolute ] 10 486 2. 07 13. 29 3. 14 0. 83 1. 38 0. 33 33.7 13. 6 66. 8 3.49
+ 30 +0.10 * 1.8 =*=0.21 x 0.11 =#£0.13 =x0.06 == 2.9 % 1.4 £ 12.2 =*£0.23
8 10 472 2.10 12. 63 3.03 0. 84 1. 34 0. 32 32.7 13. 4 63.5 3.10 1.
+ 29 +0.05 * 1.46 =*0.11 * 0.09 *+0.12 *0.07 % 3.8 + 0.8 = 10.2 *=0.64 =*0.
25 10 475 2. 10 13. 28 3.11 0.87 1. 37 0. 32 34.9 14. 6 61.6 3. 55 1.
+ 32 +0.08 = 1.14 =*0.22 * 0.09 =£0.07 +0.08 £ 2.8 * 1.6 = 4.0 £0.25 0.
80 10 482 2.13 13. 83 3.21 0. 94 1.42 0. 36 36.0 14. 2 61.8 3. 44 1.
+ 30 *£0.11 * 1.59 *0.35 * 0.18 *0.11 *0.07 * 52 = 1.0 £ 16.1 %0.27 =0.
250 10. 475 2.11 13. 80 2.99 ‘1. 1taex -1, 33 0. 29 -36.2 15. 4% 556.7 3.42 - 1.
+ 37 +0.05 * 1.58 =*0.17 = 0.14 =#*0.310 *0.05 * 3.9 + 1.6 *x 7.9 =%0.18 0.
Relative® 0 10 486 0. 43 2.73 0. 65 0.17 0. 28 0. 07 7.0 2.8 13. 7 0.72 0.
' + 30 +0.03 +0.22 =*=0.03 = 0.02 %0.02 0.0 £« 0.6 = 0.3 £ 2.1 x0.05 =0.
8 .10 472 0. 45 2.67 @ 0.64 0. 18 0. 29 0. 07 6.8 2.8 13.5 0. 66 0.
+ 29 +0.02 +0.17 =x0.04 * 0,02 ®£0.02 =*=0.01 =*= 0.6 £ 0.3 *x 2.6 £0.14 =x0.
25 10 475 . 0.44 2.79 0. 66 0.18 0. 29 0. 07 7.4 3.1 13.0 6.175 0.
+ 32 +0.04 £0.13 *0.03 * 0.02 =x0.02 =*=0.01 = 0.9 =+ 0.4 xx 0.8 =x=0.07 =0.
80 10 482 0. 44 2.89 - 0.67 0.18 0. 29 0. 07 7.5 3.0 12. 8 0.71 0.
+ 30 +0.03 £0.23 £0.05 x* 0.03 x0.01 %=0.01 * 1.1 £ 0.3 £ 3.2 +£0.04 0.
250 10 475 0. 45 2. 90 0.63 0.23%x 0,28 0. 06 7.5 3. 3% 11.8 0.72 0.
+ 37 +£0.03 +0.18 =*=0.04 %= 0.02 #*0.02 =*=0.01 £ 1.1 % 0.4 £ 2.0 =*=0.06 =0.
Each value js expressed as meanxS.D.
@ : Relative organ weight per 100g body weight
¥ : Significantly different from control at 5% level of probability
% ; Significantly different from control at 1% level of probability
N
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Table 15 Absolute and relative organ weights of female rats treated orally with
o ~acetoacetotoluidide in the combined repeat dose and
reproductive/developmental toxicity screening test

Dose No. of B.W. Brain Liver Kidney Spleen Heart Thymus Thyr. Pitui. Adrenal
(mg/kg) animals (g) (g) (g) (g) (g (g (g) (mg) (mg) (mg)
Absolute 0 9 359 1.98 14.80 2.10 0.71 1.07 0.27 23.4 18.1 81.7
* 17 *£0.06 * 0.74%+0.15 * 0.16%x0.09 £0.03 * 3.9 = 2.5 * 14.0
8 S 359 1.99 14.35 2.18 0. 67 1 02 0.27. 22.0 16.0 72. 2
+ 13 £0.11 £ 0.89+0.19 £ 0.10x0.07 £0.10 £ 3.2 = 1.6 * 8.5
25 10 347 1. 95 14.61 2.04 0.74 1.04 0. 25 22.4 14.4%%x 75.0
+ 20 £0.09 = 0.81+0.14 + 0.11+£0.08 £0.09 £ 3.1 £ 1.1 * 12.0
80 9 353 1. 99 14.81 2.11 0.77 1.05 0. 23 24, 2 17.1 76. 1
+ 14 £0.07 £ 1.14%0.17 £ 0.10£0.04 £0.03 = 3.0 = 1.5 £ 8.8
250 S 358 1.98 16.10 2.16 1.12%x%1.10 0. 25 26. 8 17.5 72.6
+ 13 £0.08 £ 1.16£0.14 = 0.19*x0.08 £0.056 £ 2.8 = 2.1 * 4.1
Relative@ - o - 9 359 0. 55 4.12 0. 58 0.20 0.30 0.07 6.5 5.0 22. 7
+ 17 £0.03 £0.26 £0.03 + 0.05%£0.02 £0.01 £ 1.1 £ 0.7 %= 3.9
8 9 359 0. 55 4. 00 0.61 0.18 0.28 0.07 6.1 4.5 20.1
* 13 +£0.02 *0.18 *0.06 = 0.03+0.02 +£0.03 = 0.9 * 0.4 = 2.4
25 10 347 0. 56 4. 21 0. 59 0.21 0.30 0.07 6.5 4. 1% 21.7
£ 20 £0.04 £0.21 £0.04 &+ 0.03%0.02 £0.02 £ 0.8 £ 0.3 * 3.8
80 9 ‘353 0. 56 4. 18 0. 60 0.22 0.30 0.07 6.9 4.8 21.5
+ 14 £0.02 £0.31 £0.05 & 0.03+£0.01 0.0t £ 0.9 £ 0.4 £ 2.7
250 S 358 0. 55 4.50% 0.61 0. 31%%0. 31 0.07 . 7.5 4.9 20.3
+ 13 £0.03 +£0.23 *0.04 + 0.05%x0.02 +£0.01 £ 0.6 £ 0.6 #* 1.3

Each value js expressed as mean *S.D.

@ : Relative organ weight per 100g body weight

K : Significantly different from control at 5% level of probability
¥k : Significantly different from control at 1% level of probability
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16-1 Incidence of histopathelogical findings of male rats treated orally with o-acetoacetotolidide in the combined repeat dose

the termination: T : Total: Significantly different from control group (*

: p<0.05; #¥ :

p<o. 01)

Table
and reproductive/developmental toxicity screening test
Dose (ug/kg) 0 8 25 80 250
Organs : Findings Grade Fate TK FP (T) K FP (D) ™K (D) K FP (1) TK FP(T)
. No. of ’ 4
aniwals 9 1 (10) 9 1 (10) 10 (10) 9 1 Q0) 9 1 (10)
Heart : Myoeardial degeneration 7 1 (® - 1 €1) — — 1t (D 6 1 (7)
/fibrosis 2 0 (2 —- 0 (0 - - 0 (0) 3 0 (3
Cellular infiltration, 8 1 (9) - 1 (1 - - 1 (1) 9 1 (10)
lymphocyte, focal 1 o ) - 0 (0) — - 0 (0) 0 0 (0)
Lung : Mineralization, artery 5 1 (8) — 1 (D - - 1 (1 7 0 (7
4 0 (4 - 0 (0 - - 0 (0) 2 1
Accumulation, foam cell 7 1 (8 ~1 1) - - 1 (D 8 1 (9)
2 0 (2 - 0 (0 - - 0 (0 1 0 (1)
Heworrhage/cellular 8 1 (9 - 1 (D - — 1 (I 8 1 (9)
infiltration, neutrophil, 1 o6 () - 0 (0) - - 0 (0 1 0 (1)
focal
Liver : Degeneration, fatty, 8 1 (9 9 1 (10) 10 (10) 9 1 (10) 9 lj(IO)
hepatocyte, periportal 1 0 (1) 0 0 (0) 0 (0) 0 0 (0 0 0 (0
Necrosis, focal - 9 1 (10) 8 1 (9 10 (10) 9 1 Q0) g 1 Q0
T 0 0 (0) 1 0 (1) 0 (0) 0 0 (0) 0 0 (0
Microgranulona 7 0 (D 8 0 (8 9 (9) 7 1 (8 7 1 (8
2 1 (3 11 @ 1 0 (2 2 0 (2
Deposit, hemosiderin, Kupffer 9 1 (0 9 1 (10) 10 (10) 1 (6) 0 0 (0)
cell 0 0 (0) 00 (0) 0 (0) 0 (4% 9 1 (10}
- : Negative; + : Slight: ++ : Moderate; — : Not examined; TK : Terwinal kill; FP : Failed to cause pregnancy, killed at
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Table 16-2 Incidence of histopathological findings of mwale rats treated orally with o-acetocacetotolidide in the combined repeat dose
and reproductive/developmental toxicily screening test

Dose (wg/kg) 0 8 25 80 250
Organs : Findings Grade Fate TK FP (T} ~  TK P (1) T (1) TK FP (D TK FP(T)
No. of .
animals 9 1 (10) 9 1 (10) 10 (10) 9 1 (10) 9 1 (10)
Kidney : Cosinophilic body, proximal 1 (9 6 1 (7 10 (10) 6 1 (1 2 0 (2
tubular epithelium + 1 0 (1) ) 1 0 (1) ) 0 (0) ) 3 0 (3 ) 4 1 (9 )
+ 0 (M7(1) 2 0 7@ 0 (V7O 0 0 (V-3 3 0 (3)7(8)**
Hyaline droplet, proximal -~ 0 0 (0) ) 0 0 (0) ) 0 (0) ) 0 0 (O)) 0 0 (0))
tubular epithelium + 9 10070 9 100710 9 - 9 1 qo)-7WU0)y 9 1 (10)~7010)
tt 0 0 (0 0 0 (0) 1 (1) 0 0 (0 0 0 (0)
Cyst, solitary/wultiple - 9 1 (10) 7 1 (8 10 (10) 8 0 (8 9 1 (0
+ 0 0 (0) 2 0 (2 0 (0) 11 (2) 0 0 (0
Cast, hyaline/proteinous - 7 1 (8 9 1 (10) 10 (10) 9 1 (10) 9 1 (10)
+ 2 0 (2 0 0 (0 o (0) o 0 (0) 0 0 (0
Cellular infiltration, - g8 1 (9 9 1 (10) 8 (8) 9 (9) 8 1 (9
Yymphocyte, cortex + i 0 (1) 0 0 (0) 2 (2) o 1 (1) T 0. ()
Basophilic tubules - 6 1 (D 5 1 (6) 7 (M 8 0 (8) 8 1 (9
+ 3 0 (3 4 0 (W 3 (3) 1 1 (2) 10 (1)
Urinary : Cellular infiltration, - 8 1 (9 - - - - - - 9 1 (10
bladder lymphocyte, submucosa 4 10 ) - - - - - - 0 o0 (0)
~ : Negative; + : Slight; ++ : Moderate; — : Not examined; TK : Terwinal kill; FP : !"aj]ed‘ to cause pregnancy, killed at

the termination; T : Total; Significantly different from control group (#% : p<0.01)



Table 16-3 Incidence of histopathological findings of male rats treated orally with o-acetoacetotolidide in the cowbined repeat dose

and reproductive/developuental toxicity screening test

Dose (ug/kg) 0 8 25 80 250
Organs : Findings Grade Fate TK FP (T) K P (D) TK (T) TK FP (T) TK FP ()
No. of
animals 9 1 (10) 9 1 (10) 10 (10) 9 1 (10) 2 1 (10)
Testis : Atrophy, seminiferus tubule - 9 1 (10) - 0 - - 1 9 1 (10)
++ 0 0 (0) - 1 — - 0 0 (0
Hyperplasia, interstitial 9 1 (10) - - -1 9 1 (10)
cell 0 o0 (0) - 1 - - 0 0 o0 (0)
Epididymis:Decrease, sperm - 9 1 (10) - 0 - - 1 9 1 (10)
+++ 0 0 (0) - 1 — — 0 0 0 (0)
o Cell debris,  lumen - 9 1 (10) - 0. - - 1 ‘9 1 (10)
Aot ++ 0 0 (0 — 1 — - 0 0 0 (0)
Cellular infiltration, - 7 1 (8) - 1 - - 1 9 1 (10)
- lymphocyte, interstitism + 2 0 (2 - 0 - - 0 0 0 (0
Prostate: Cellular infiltration, - - 0 — 1 - — 1 -1
lywphocyte, interstitium + — 1 — 0 - - 0 - 0
Thywus : Hemorrhage ~ 8 1 (9 - 1 - — 1 9 1 (10)
o + 10 (1) — 0 - — a 0 (0
o+ . .
o ,
& Pituitary : Cyst, anterior lobe - 9 1 (0) - 1 — — 1 8 1 (9
= + 0 0 (0) - 0 - -0 10 (1
Q
© - : Negative; + : Slight; ++ : Moderate; +++ : Severe; — : Not examined; TK : Terminal kill; FP : Failed to cause pregnancy,
~J . . - p "
& killed at the termination; T : Total
°
N\

O
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Table 16-4 Incidence of histopathological findings of male rats treated orally with o-acetoacetotolidide in the combined repeat dose
and reproductive/developuental toxicity screening test

Dose(mg/kg) O 8 25 80 250
Organs : Findings Grade Fate TK FP (1) T P TK (D) TK FP (D) K P (T)
No. of :
aniwals 9 1 (10) 9 1 Q0 10 (10) 9 1 (0 9 1 (10)
Spleen : Hematopoiesis, 0 0 (0)) 0 0 (0)) 0 (0)) 0 (0) ) 0 o (0))
extramedullary + 8 1 979 8 1 (9-9 8 W@ 7 1 BB 0 0 (0)-(0)
"+ 10 (1) 1 0 (1) 2 (2) 2 (2) 9 1 (10)*x
Deposit, hemosiderin - 0 0 (O ) 0 {0) ) 0 (0) ) 0 0) ) 0 0 (0))
. 8 1 -9 7 1 BB 10 (10) 7 (10) 3 W74 0 0 (070
T+ 1 0 (D 2 2 0 (0) 6 0 (8)% 9 1 (10)*x
Congestion 9 1 (10) 9 130 10 (10) 6 1 (M 0 0 (0
0 0 (o)) _ 0 0 (0)) 0 (0)) -3 0 (¥ ) 6 1 (7))
++ 0 ¢ @7 o0 0 7@ o0 (O-@W 0 0 (M- 3 0 (37(10)*

- : Negative; + : Slight; ++ : Moderate; TK : Terminal kill; FP : Failed to cause pregnancy, killed at the terwination; T : Total

Significantly different from control group (# : p<0.05; ** : p<0.01)
No abnormalities were detected in the stomach, thyroid, adrenal, bone marrow, brain, spinal cord and sciatic nerve from animals of control
and 250 wg/kg groups, and FP animals, and in the seminal vesicle from FP animals, and in the adrenal with a macroscopical abnoruwality

from No. 039 aniwal of 80 mg/kg group.
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Table 17-1 Incidence of histopathological findings of female rats treated orally with o-acetoacetotolidide in the combined repeatl dose
and reproductive/developmental toxicity screening test '

Dose(mg/kg) O 8 25 80 250
Organs : Findings Grade Fate TK NP (T) TK NP (T) ™® (T) TK NP (D) TK NP (T)-
. No. of :

animals 9 1 (10) 9 1 (10) 10 (10) 9 1 Qo) - g 1 (10)
lleart : Myocardial degeneration - 9 I (10) - 0 - - 1 g 10
/fibrosis + 0 o (0 - 1 - - 0 , 0 0 (0)
Cellular infiltration, - 9 0 (9 - 1 - - 1 9 1 (10)
lymphocyte, focal + .0 1 (D - 0 — - 0 0 0 (0)
Lung : Mineralization, artery - 7 0 (D — 0 - - 1 9 1 (10)
+ 2 1 (3 - 1 - -0 0 0 (0
Accumulation, foam cell - . 9 1 (10) - 1 - - 1 7 1 (8)
o o (0) - 0 — - 0 . 2 0 (2
Hemorrhage/proliferation, - g 1 (10) — 1 — - 1 8 1 (9
macrophage, focal + 0 0 (0 - 0 - - 0 I 0 (1
Liver : Necrosis, focal - 9 1 (10) 8 1 (9) 10 (10) 9 1 (10) 9 1 (10)
+ o o (0 1 0 () 0 (0) 0 0 (0) 0 0 (0)
Deposit, hewosiderin, Kupffer - g 1 {10) 9 1 (10) 10 (10) 5 1 (6) o 0 (0)

cell + 6 0 (0 0 0 (0) 0 (0) 14 0 (4)=* 9 1 (10)*=x

Kidney: Cyst, solitary - 8 1 (9 -1 - - 1 8 1 (9)
+ 1 0o (D - 0 - - 0 1 0 (1)
Mineralization, cortico- - g 0 (9) - 9 — - 0 9 1 (10)
medullary junction + 0o 1 () ~ 1 - - 1 o 0 (0)
Urinary:Cellular infiltration, - 8 1 (9 | — - 1 92 1 (10)
bladder lymphocyte, submucosa + 10 (1) - 0 — -~ 0 0 o0 (0

- : Negative; + : Slight; — : Not examined; TK : Terminal kill; NP : Non-pregnant, killed at the termination; T : Total

Significantly different from control group (* : p<0.05; ** : p<0.01)
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Table 17-2  Incidence of histopathological [indings of femwale rats treated orally with o-acetoacetotolidide in the coubined repeat dose

and reproductive/developuental toxicity screening test

Dose (mg/kg) O 8 25 80 260
Organs : Findings Grade Fate TK NP (1) TK NP (1) K (1) ™ NP (D TK NP ()
" No. of .
animals 9 1 (10) 9 1 (10) 10 (10) 9 1 (10) 9 1 Q0
Uterus : Dilatation, lumen - - 0 — 1 - — 1 — 1
Thymss : Hemorrhage 8 1 (9) — 1 - - 1 9 1 (10)
+ 1 0 (1 - - - 90 0 0 (0)
Spleen : Hematopoiesis, -~ ¢ o (0 ) 0 0 (0) ) 0 (0)) 0 o (0)) 0 o (0))
extramedul lary + g8 1 (@ 71T 1 BB 9 D™ 5 1 (B/6) 0 0 (0)7¢0)
T+ 1 0 (1)) 2 0 (2)) 1 (1)) 4 0 (4)) 8 1 (9)) -
b 0 0 (M-(1)) 0 0 W~ (@ o0 7)) o0 o0 WM 1 0 )700)**
Deposit, hemosiderin - 0 0 (0 ) 0 o0 (0) ) 0 (0)) 0 0 (0) ) 0 o0 (0) )
: ' _ 8 1 9-7(9 8 1 -0 8 BB 2 0 (272 o0 0 (070
T+ 1 0 (1)) 10 (1)) 2 (2)) - 7 1 (8)) 9 0. (9))
++ 0 0 (M7 o0 0 MW7) 0 W-(2 0 0 -7@)=*0 1 (1)~7(10)**
Congestion - 9 1 (10) 9 1 (10) 10 (10) 6 0 (6) 0 0 (0)
0 o (0) 0 0 (0)- 0 (0) 31 (4) 0 0 (0)
t 0 0 (0 |(® o0 0 (O | o (O)J(o) 0 0 (o)]m)* 8 0 (8) |(10)*x
e 0 0 (0 0 0 (0 0 (0) 0 0 (0 L1 (2
Adhesive inflammation - 8 1 (9 9 1 (10) 10 (10) 9 1 (10) 9 1 (10)
++ 1 0 (1) 0 0 (0 0 (0) 0o 0 (0) 0 0 (0
- : Negative; + : Slight; ++ : Moderate; A{++ : Severe; — : Not examined; TK : Terwinal kill; NP : Non-pregnant, killed at

the termination; T : Total; Significantly different from control group (* : p<0.05; ** : p<0.01)
No abnormalities were detected in the stowmach, pituitary, thyroid, adrenal, bone marrow, brain, spinal cord and sciatic nerve frow control
and 250 wg/kg groups, and NP animals, and in the ovary from NP animals, and in the adrenal with a wacroscopic abnormality frou No. 538 aniwal

of 80 wg/kg group.
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Table 18-:_ Reproduction results of treated orally with o-acetoacetotoluidide in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (me/kg) 0 8 25 80 250
No. of pairs mated 10 10 10 10 10

' No. of pairs with successful copulation | 10 10 10 10 10
Copulation index (%) 100 160 100 100 100
Pairing days until copulation(days, Mean%S.D.) 2.3 + 1.16 24 + 1.26 2.9 + 0.88 2.3 i+ 0.82 2.3 + 1.06
No. of pregnant females | 9 g 10 9 9
Pertility index (%) ) 90 100 90 )
No. of corpora lutea (HeanS.D.) 218 £+ 2.0 217 £ 2.1 209+ 22 207 £ 1.2 2.2 + 2.5
No. of implantation sites (Mean+S.D.) 172 + 1.9 159+ 1.8 160 + 3.2 16.1 £ 0.9 180 * 0.9
Implantation index (%, Mean+S.D.) 79.5 £ 95 737 £ 9.2 77.1 + 16.2 784 + 83 8.7 + 8.8
No. of pregnant females with parturition 9 g 10 9 g
Gestation length (days, MeantS.D.) 2.7+ 05 230 = 0 227+ 05 227 + 05 224 + 0.5
No. of pregnant females with live pups 9 9 10 g g
Gestation index (%) 100 100 100 100 100
No. of pregnant females with live pups on day 4 9 9 ‘ 10

Copulation index = (No. of pairs with successful copulation/No. of pairs mated) X100
Pertility index = (No. of pregnant females/No. of_ pairs with successful copulation) X100
Gestation index = (No. of females with live pups/No. of living pregnant females) X 100

9 e
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Table 19 Litter results of female rats treated orally with
0 -acetoacetotoluidide in the combined repeat dose
and reproductive/developmental toxicity screening test

Dose (mg/kg) , 0 8 25 80 250
No. of pups born 16.2+ 1.7 15.2% 1.3 15.3x 3.4 15.2%+ 1.9 16.7x 1 7
Delivery index (%) 94.6% 7.4 96.2+ 5.0 95.6x 6.6 94.2+ 8.5 g2.56+ 7.2
No. of pups alive on day 0 of lactation '
Total 15.8% 1.5 14.94+ 1.2 15.0+ 3.3 14.7% 2.1 16.2+ 1.7
Male 7.7t 2.1 8.6 1.7 7.6 3.3 6.8+t 1.6 9.0+ 1.4
Female g.1x 2.1 6.3 1.5 7.4+ 2.2 7.9 2.7 7.2 2.0
Live birth index (%) 97.5 5.5 97.9+ 3.2 98.2%+ 4.2 96.2+ 4.8 97.4+ 4.4
Sex ratio (Male/Female) 0.92 1.36 0.99 0.88 1.24
No. of pups alive on day 4 of lactation
Total 15.6x 1.6 14.9+ 1.2 14.9+ 3.2 14.6% 2.1 15.8% 1.6
Male ~ 7.4+ 1.8 8.6 1.1 7.6t 3.3 6.8 1.6 8.9+ 1.6
Female 8.1 2.1 6.3+ 1.5 7.3+ 2.3 7.8+ 2.7 6.9% .9
Viability index (%) ' 98.6+ 2.8 100 £ 0 99.56+ 1.6 99.3%+ 2.1 97.4% 3.1
Body weight of live pups (g)
on day 0
Male 7.4+ 0.7 7.8 0.4 7.7+ 0.9 7.5+ 0.5 7.0+ 0.4
Female 6.9+ 0.7 7.4+ 0.3 7.1+ 0.9 7.2+ 0.6 6.6 0.4
on day 4
Male 12.0%+ 1.1 13.0+ 0.9 12.6+ 2.3 12.4%+ 1.3 11.1% 0.5
Female 11.3+ 1.2 12.5*+ 0.7 I1.7€ 2.0 12.1+ 1.5 10.6% 0.5

(No. of pups born / No. of implantation sites) X100

Live birth index (No. of ltive pups on day 0 /7 No. of pups born) X100
Viability index (No. of live pups on day 4 / No. of live pups on day 0)X100
" Sex ratio = Total No. of male pups / Total No. of female pups

Each value is expressed as Mean * S.D.,except sex ratio

Delivery index

B on



6T

"ON 4Apnasg

-6L0-L6

Table 20 , Incidence of external findings of rats treated orally
with o~acetoacetotoluidide in the combined repeat dose
and reproductive/developmental toxicity screening test

Findings Dose (mg/kg) 0 8 25 80 250

External No. of pups examined 146 137 153 137 150
No. of pups with external anomalies o

' 0 . 0 0 0 : 0

0) (0) - (0) (0) L 0)

( ): No. of pups(Mean £ S.D. of individual litter percentages)

)

N
{
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findings of rats treated orally
in the combined repeat dose
toxicity screening test

Incidence of visceral
with O0-acetoacetotoluidide
and reproductive/developmental

Table 21 - 1

- Findings Dose (mg/kg) 0 8 25 80 250
Visceral No. of pups examined 146 137 : 153 135 149
No. of pups with visceral anomalies
0 0 0 0 0
) (0) 0) (0) (0)
of individual litter percentages) -

( ): No. of pups(Mean *= S.D.
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Table 21 - 2 Incidence of visceral findings of rats treated orally
with o-acetoacetotoluidide in the combined repeat dose

and reproductive/developmental toxicity screening test

Findings Dose(mg/kg) 0 8 25 80 250
Visceral No. of pups examined 146 137 153 135 149
No. of pups with visceral variations ' ' S
: - 7 8 5 ‘ 5 7

(4.7£5.2) (6.0+9.3) (3.24£5.4) (4.41+10.3) (4.8%*5.6)

Visceral variations

Thymic remnant in neck
5 5 4 4 6

(3.6%5.0) (3.8+7.2) (2.51£4.1) (3.41+10.3) (4.1%x4.2)
Persistent left umbiliecal artery :
2 3 1 1 1
(1.2%3.5) (2.2+4.7) (0.7x£2.2) (1.0£3.0) (0.6%1.9)

( ): No. of pups(Mean * S.D. of individual litter percentages)
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