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Combined Repeat Dose and Reproductive/Developmental Toxicity Screening
Test of o-Acetoacetotoluidide by Oral Administration in Rats
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o7 P7EMMUVAIEE, o VAT DT I
EDT ML ENIALEREE AL, o VAV ED
TFTUPLERIN, Ny LOo—exy YT yIa—-
REDT VEHOGHEH L LTHVYONAMENTDH
5. o b VA T yoEBIIOVWT, Ty FbAORERS
I AMANEFOV VIER X UFCHES SRS
MEFEITIEFTMONTVAED, LELEDS, o7
trTEMNMVA Y FOFERICOWTE, BOEORS
FEHIIODVTOREIIADONL D, NERSEESE
L OEBEABRCE T BEIAD /-0 0.

L0, o7k FT7ED VAT FIZOWT, REZD
RE5ENH - EHEXELEFTHHFSHXBEEL, SDA
(Crj:CD(SD)) 7 v Pk MW, 0, 8, 25, 803 X U250
mg/kg BETERLZ. S 1ML I0CE L, #
BYEIITRBEGI4B > 5 FIT44 HE, Mok
WE3A 4l ~45B/) T CHRE5 L.

1. REHRSSEMN

HRIZOWT, MEFHRAETIE, 80 mg/kghl LDif
THRMEE O, FHRMEREFEOBEM, & 512250
mg/kgBHETAE /U EVEBLIUAT 2 U v MED
WA, FHRLRMEERD L UCEIRALIRE O B,
A MANESOVY CEREOBIMER, HNA VY /MERA
FRMEROBEAFRD S N, MBELFEHRAETIE, 80
mg/kg L L OBETY Y LY > O8N, 250 mg/kg BT
oy LA OEHPED SNz, HETE, 80 mg/kghlE
DETHREBEOBEIEZDH SN, BEEE T, 250
mg/kgHETHEL LU THRAOHENB IUHENERZED
WmARD S, REBEBRERET T, 80 mg/kghh
EOBETHECANVY) YT NV—BEANETY T Dk
%, BRIV TV BEAEYF) Y OREOR
BB, 250 mg/kg B TR ICEENEMOREDEM
BLUEN, TRICANRME LEIIBT 5 HERK
(PASHlet) o AR RO bz, TEHK
2, REARFEOEILERD N o,

—7%, MEICOWTh, REFREATHER L EUL
TR D SN, T4bb, 80mg/kgbl LT,
BEOEAl, VYV TV-BHEANET T L OE
OREOEMB LUEM, FREICV) 27—
EVFY ok, 512250 mg/kgHETRBOEKX,
Hixt s L M EROBEM, BILELOREDHEMAEE
HoHh, FRFROEMEROMIMAME L UHMEER

03231 \VIAEL T S YK (WAR
DEOERNSG, o 7T FTERMIMUVATFDOT v b
IIBY A ERFEESHEHE, BlBEnB LI FERE
METLEITH o7z, T/, MOFED X UHEOER
L TOBELEEIBOON. BEEEE ML
4 25 mg/kg/day L H#EE S iz,

2. 4WmRELEHMN

MHROEERESR I CREMOREEIIOVT, Eibik
ol holz. LW ->T, MEBOEHERIY
\BEI OFEANIT T B BB E 13250 mg/kg/day LA E &
HESN.

Hik

1. #WERhE

o7t bh7HEMMVAYNIE, BEE1035T, YW
BiUOKCHBELLABRESRTH L. FABRILE, =&
IEFTEBRERREOLD (T y FES 7434, HE
99.93 %) & AF L, WHETUT) THERRE LEMA L.
BEHERTRHRICEBTICCaeiTWERABPEE T
o/l RFER L. RO, BBRYER1 % ATV
AT — ZAKBEE [AF V01T — X 100cP S HE
THEM, B BRI IEREER] BB L THREL,
AT CHRFFTUC) TERERE L, REKRTHEMUAL
R L. %28, BSEBINIRSEPOEBRYEICD
WTHH L, H—BIUTAMOTER ¥ HE L.
KB L BEHIC oW, ITERECRES
nNcw/i-Z xR L.

2. HEEME LUREEERG

BAFx* — VA -0 —@ILHHMALZZSDR
(Crj:CD(SD)) I v ¥ 12 HHEREBREE IZBL 24,
FOMIZBETITY, REMEATHREBERED B
b D%, HIZOAR(343~391 g), MEISAK (211~
241 9)C, 1EMEHERI0ILE UTRERICH L2, S b
i, BEE21~23C, BES3~64 %, HAREHI0ELLE
/HE, FEHH12BER (6~ 188 ICHIf L -FAEET, &8
r—VIEMCRAE L, EEEE (FFAMRA LY,
BAEETER] BXokrBEICEBIs S, 2720,
ZRHEOME, BEVMHE k74 T L—2s, BEF
X JVR - YN—@R) R ANLRY S —FHp— BT —
DICAE L.
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3. B5ELUREFE

BREERERKRELT, v PR IEMER4TE L,
o7 rTEMMIVL T FEO, 50, 100, 250, 5003
FUF1000 mg/kg Tl4 HRIRELEORS L. v Mid
BESTBOIFPOXEIERLTHET, HESIET
DrAES S, FOKE, BUHRELEXONLEL
bz, BREkoBE, ROUKHK, ~E70EYEBLT
AT MYy MEDORESD, BEYNVEYBITH) T A
oM, BEORE/LB L UVEEOHRNE EOBNEER
MO RN R T 58, %26 FICHBERNHEM,
BEY WY B LUGPTOMM, HELEs P ook
T ARF VEBEOREMM: ORI T 58T R
B A THotz. S5, BIRBEEORIBIUR
FEROBENML Y, BIBCERICETAEBLEDRL
NG OEAE, HETR250 mg/kghblt, METIZ100
mg/kg L LOBETHED LN, RERBICOWTIE,

TR THHE L RET 5 ELEED Lo

72 DEORRESS, KRBICBT ABFEBICOVTI,
250 mg/kg kWA E L L, LLT80, 258 X U8 mg/ke
DEH4AEERE L. BEFEI, REEELAE
100gY47/2905mLe L, 770 8BV FrEHFL
foEhtE e BvCLH 1R, SSACR%E 14 B AT S MEid 44
HE, MEoSkEOMEIH Q1 ~45HM) £ T, #OK
L7 MBEECE, 1% AF Vel o— AKEHETE
BRIZIRG L7,

4. BEHSLURBRE

1) HEWIcET 3188

(1) —fkeEE=
RSHEPER, BOER, NE, TEFIZOWT
= A

(2) HESLUEESETE
HKEOHER, ®5HHE RERAEMN BLTED
ZRIZTHMBETIT, 35EEESHEERBICHIRE
L7z, 727 L, MoffikR#ix, H£4&0, 7, 148 X U820
HEWBOB LB CEIE L. BEEE, AENE
AlEbeTBHTCoUBRBOMBEEETHEL
7o, OWEABOBEER, AP O2UBRENEE
THEL

(3) B & LURHIRAEEIR

BE515B0F#IIC, Bor—-JIiCE—BAOKEY A
AxD, XEFRFZEINLITUHBTCEBORE
rHR)ERRBESE:. RBEORRIEH —EHH
(91304 E) 12TV, BRTED 5V IdBRPIE T
BRENT-BEEROF E L. SHIREOEHELIFELD
BZNATY, 1B e RoOBEFHREI NI
BOHE L/ XEBLUGTHROBEER»L, FHIC
OSWTFBHE» SRR I TCORE, XEXR ((REH
WE/FEESWE) X100}, ZHE (ZRER/ R
B)X100) BIUHER ((ERBEMEE/ EFZHTE
) < 100) %6 A BoEZE Rz ovw THR
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M (RO B D o PR SN/ HE TOE ) » &
EL7.

(4) WOBKRERIRE

R 18539, 428 A3 43 HICHEER FHIL
T, pH, #iM, &7, B UK Y
BXowovy =7y (PLE, N4 - ZHER, <
VFART4 v 7 Re) %, 725y baf@tr—vic
PAEFIEE) LTRAERCOWT, SHEBOEZE,
BoflE (=A< 2w, Bifet) BIUHELRE (
URI-CELLe¥ (7 > 7V v ¥ 3isan7a¥ s M) T
Bufe L TERMR) L7,

MR RILE, RSHABRTREEICT -7V
BT CHRELTEREBREL VITR -7, EpidRMmaTA
DOFHSEELVBREL, KOAZHBRE L. #RL-Mm
WiE3SE L, 20—, EDTA2K CEER1I-nE
L, HHHENRAHEE (KEEHETW, E-
4000) 2 X h, FmERK(EREREAR), LEEE
(79 VEERRF b T LA-NETOE V), AT L2
Uy MEOSVARKBAR), FHRMLKREREMCV),
R mERLERE (MCH), F3RI100EK & 5EEE
(MCHC, L\ REtEMl), Bmzkis L Omh ki (ML,
BRIEFRHEFR) &, T-8HERZERL TREKER
M Bk (Brilliant cresyl blue THE L THER) B X U1
> MRS PR I Bk 3 (Neutral red-brilliant green T#
B LTER), X610 MPESOVY ViE (Evelyn-
Malloy &) 2l L7, $7/- —80i%, 38% 7 LB
F MUY ACRERIEAAEL TS, IREERS
BhMEEEB (7 AV F#KC-10A) 128y, ooy
YU BRI (PT, Quick —EiE) B & UEHEALERS b o oK
75 AF VBB (APTT, =959 VEBREMILE) 28lE L
AR

MHEALFRE R LA MEO—B»r 5 mEL 58
L, £{bZEEBSITEE (BAETFH, JCA-VX-10008
ZUFITAF=) ALY, &Y 2T (BiuretE), TN
73 v (BCG#), A/GH (BHEE), Fra—-X, MY
FUkSA4F, BaLaxru—n(PE, BEE), BY
Y V¥~ (Jendrassik ), REBE (Urease-UVE), 7
L7 ¥ = v (Jaffék), GOT, GPT, vGTP, LDH(EL L,
SSCCH), TWAVKRRT77 ¥ —¥(ALP, GSCCH#),
21) YT A5 5 —+¥(ChE, BTC-DTNB&), Ay
L (OCPCHE) B L U ESRY » (BB &, $-BEMKEA
EoiriEE GREE R TE®, NAKL-132) kb, +
MIDL, AT LBIXUEZRTZRE L.

(5) HREFRE

HEERIICE VT, FA-MOSTEEBERE SMEE4H
DERER THIC, WEBE, 8 808 X U250 mg/kgHET
ZILBED NI R L kDo mHICOWTROBTE
HoO4BH%HIZ, -7 VEET CRULER L TR L,
B, TEAR, HURER, OB, BB, TR, BR, B,
BaRs 72 & IZHEWC DWW IR, MELEEZRELL.
MoV, SIEOBEGRHMB LU FEOERRE LA
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o7 bFrPEMRILLIIFK

N, FERFE (ERER/EFER X100) xHEELC.
REMMEEHREG, BIL-BELI0%PHY VB
FEL) CHE(BEBIUHEEROALTT Vi) THE
Efk, SEBEE X250 mg/kgBEDEHI, %O IO
HOWMBEORN L d o - EHEOR, TEE, BIRIR,
Rk, (OB, M, APER, B, T, BIE, BE, B,
B, B, LBWE FOMmAENEFEHML, 61
HTIBE, BELEKCIOWT, I, HRLE» -7
M DOWT, BIATIRB X ORE, BIMERLT
FEIZDWT, 8, 258 X 080 mg/kg B Tk L 7o i i
IZoWTHE, 250 me/keECHEUFEELEZ LNDE(L
DD S NI MEHOIFRE S L R, BEOFRL S U
WIRME BRI OWT, FRICEWAT 74 YR %
EBLL, ~Tbx )y -2 BB LTHERL
7o, &7, WEMARET A, HESPOMES &
UHFBBIC DV TSk (NVv ) Y 7V —1E), —EROk
DB DWW T PASHE BT 7.

2y HERICEYT 21EE

(1) ER#SIUHRIEOREE
SHRORTHEROERK(ER LEBEROEE) &
N, SRE ((RREERK/BIREE) X100) 2 EEL
7o, WA EIIME ATERROBEORMICIVHEL,
HILOoWLTEL L.

(2) HEEE S L Uik aEegEs

THETHR, DR EENRORELTEHELL. £
7o, B HOREER LU AL, HiAEER ((WE
FERER A IR/ B E R X 100) BIUHAKEN4H
DAEFE ((MF4 0 EEH/ I EREREEIRE) X 100)
R T

(3) H#EHE
FEBIZOWTHFOB B L 4O TSI D
EOBAELREL, IIKY-hOFHBE-EH L
7z,

(4) FRIBFIRE

FCHIFREC, EFFIIMBOFEE(HE4H)
CREML S Y, WBE LURMIC BT 2 EEEE LRI
BICBIE L.

5. MREIERMR

INFT X Yy F— %3, Bartlett DSEREE LTV,
DR —RLB SR —EBOFHIF e1T o 72, 7k
B TEWBEBIT/ 89 2 M) v o 77— 451,
Kruskal-Wallis OEFRE 2T o /2. TRODOERAE
% ROTHE, Dunnett & ¥ 7213 Scheffe ik (B XK &
SRRLIHE) L D MBECH T LEROLERE
#iTofc. AT Iy AT -2, EEREASHICET
B8T X =Y AREL, RBEHREIIB 5 EREH
DB IZII Fisher DEEERET AW, 28, #H
R T L F— i, 1ELVOFE Y 1ERE L

TR

1. REHRSSM

1) —HRRES LU

RTIE, BHOBE: LD ONRTY, T—fgiREC
LEFEEDOLN2d o7z,

2) f&E(Fig.1,2)

WS b, WRMEORS LI EELEEEDS
Nhros, T, BSHAMPORERNMECOEEL
ZEdAH LN o7,

3) #EBEEE (Fig.3,4)
MEHEE b, HEBYEORSIIIEELTILIIEDS
NnNiho7.

4) HORMRE

250 mg/kg B C, RIELBOAFRZMMAFD L7
BEMOREIEEF~ 7 1B 5 EFHBROELTH
o, FOMOBEEBICE, EEL2bEED NG
Mol

5) MHOMABFIRE (Table 1)

80 mg/kg Ll F DEECHRIMIB OB E 2B IR L
h, FYRORBEIEFEsEMEEFR L. 2617,
250 mg/kgBETCAE/OVVEBIUAT 2 ) v ME
DBEBELREY, FBIRRMBRBOFERBEIZ & TiTnA
2 NEARE AR ER O HERAEES S, FE AR MERILE
ZREUIBERSHETZRL. 72, FETEMAEEEER
HoNGholobOD, A FANESOY CEREITZEN
Rz RL.

6) HWoOmRELFIHRE (Table 2)
80 mg/kg Ml L OBETH Y Y LY Y, 250 mg/kgBFHT
AT ADONTNLFELREMSED LN,

7) Ef&(Tabies 3, 4)

EEBME NG LEEES A O EEIE LT, B
DEBLTHEL b 80 meg/kg L LOBFETRH LN, 250
mg/kgHOM TITEXETHEIPILED LN,

FoMic, BT, FRCBREORTEGEK,
BIRoEL, MTEoREes, BRI, BEO
BEEOEEZENZDENIZD, WIFhLbEEHLE
ftT, REEFRERO O or. $7:, HEBWE
O¥H LT EBERCESEMICED S W IR IRA L O i
VoW, TS mg/kgBED 1IEIZEROERD,
TR RBEOIRICEHL TERAEFED L.
DB TR & ET 2 BLE@BD ok b o
A
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Fig.1 Body weight change in male rats treated orally with o-acetoacetotoluidide in the combined repeat
dose and reproductive/developmental toxicity screening test
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lactation

Fig. 2 Body weight change in female rats treated orally with o-acetoacetotoluidide in the combined repeat
dose and reproductive/developmental toxicity screening test
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Food consumption (g)
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Fig. 3 Food consumption of male rats treated orally with o-acetoacetotoluidide in the combined repeat dose
and reproductive/developmental toxicity screening test
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lactation

Fig. 4 Food consumption of female rats treated orally with o-acetoacetotoluidide in the combined repeat
dose and reproductive/developmental toxicity screening test
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8) HEER (Table 5)

250 mg/kgBET, MEMEIZRREROENT B L UM EED
HEREMAED SN, S5617, 250 mg/kgHF T, M
T EAOMI B X CHMEEOFE LML, HIZH
oMM EEOMIMEN B & RN EE DR B 2N
Doz, FOMIC, 25 mg/kg B THO T EAEDIE
WHBLUHGEES B L NEFERICREZRLL
3, AEBKEHOLWETH o7,

9) fRITHEEFIRE (Tables 6, 7)

WEEME OS5 ICREET 5 L #EX 5hZEED, K,
ZEEB L BECHO bR, bbb, FRIZBWT,
80 mg/kg L L DEET, MEICHFEO 2 v X —flgDXR
WY T N—BBEANET ) ViEENRD b BR
2BV, 250 mg/kg BT, REIMRME LR O
5 (PAS et fath) D IHBR O A E L MO RO 6.
BRI BT, 80 mg/kg Ll L BET, HEHEICANVY Y
TN —BHEANETF) VR EOREOFEZEM, I
B, 25172250 mg/kgBET, HHEICHNEMORED
HE RN, HCELFED LR

ZFOMW, HBRWEOHRS & FERRICEHRIIBNT
2 & N7 B O R ARIE O T 3 FALKET I 1 AR
36, BEOBEEE OBERIIIREREEIRD LN
BEoRElBLUEALRH SN SEHEEITIIEL
BRO Lo T, BEOICEELCEETK
TOMHEIZOWT, BTRERTHEOERIROON
7-8 mg/kg BEOHE 1 ICTIHB B O RMERE S L UM
DB, BELAOHE EEENETRL B L UM
BRBEFEZH LN, /o, BTEIFEEKENIEDLSL
N BEOMI T, FEOMEIESRD LN,
L2 L, BBRWEORS I RERYT HAEMBRFELS LT
KR L E T AASWRBEOEEIRD LN 2o
7.

Bl S, BELZERBICERENZDH
Nohs, BENLSLVIIARKELORD O NV
BTHo7-.

2. SWERLESHMH

1) #HEWICRITTEE(Table 8)

(1) XERSSIUZHRE
BEBELLEBIIZRIFEIL, KEEITI0 % THo
7o, F7, HIEABIBWATREE, 8, 80k L U250

mg/kgBETRO LN, FIMOAT, ZHREFILLE
HErE{bRBOOLNL Lo 2.

(2) ABE, BREES LUBEE
BB ER G ROEEY, FRREKS L UEREC
i, WIh b REL ERFEERED O o7

(3) HEES S UEIREARE

HEERIZ, 2 TOBTI %Th-o7z. T, HRY
BizowTd, SEBRWERSE EBERICAREER
ETY (g YA
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(4) Pigd I UHERE

SieB X UHEREICOWT, BBRYHEORS LS
EEERo Lo, MERBOBRIBNT, |
H0H 1280 mg/kgBET, WE 1B IZ803B X U250 mg/kg
BETOWENRLERIRO SN, K4 1OMHHIC L
BENFNILEOREBYWOAKTHY, WE2HLUED
ERBVTFNROEF L.

2) FHERICKRIZTEE (Table 9)

(1) 4£EMSLUHRE

BB ERSBEOIEL ) ORHERKSB LU
AR, SR, WAEE, ik, WEOEBLT4ED
B#hE, 25THFEROIAOEFFEOVTNRE, HHE
HEHUSRTEBZITFOON 2o/, T/, HAERD
o 2 AN U AR €Y oR (RSP AN

(2) Mg .
BB L UEHRBYERSEL S, AFEBIUHNE
RERZEOONE o, ARERICOWT, MWBROHE
ST E L BB RERDT O b oS, SEBRYE
BEROREE I, MBELESTHEEEEZROOLN
o

E8H LU

1. RE#RSSH

oo F A, AIEELB L TERE OB
EUENEZ ORI TH o,

+Thbt, BEHEIZBWT, 80 mg/kg Ml EORTHM
BREOBA B L CFHRMREROEM, 5617, 250
mg/kgBECIHANEZOE Y BBIUAT M2 ) v ME
OFWY, FHRMIREFEEOEIMI RO b, KERH
EMmoOmEEIRS Nz, T2, 250 mg/kghE THKH
I A EEIR R MER S B & UBEIE o0 S5 & M DFEBE DA
Db, ThoOZLIREmMICH T 5 EMEED
REERICICE Db EEZ LRI,

%8, BHOEMMEICIREBEARENENLIZED D
Wi old, CHIEBMOBRENLENEE CHo
7290, HEFHIES P RELE LTHRES 22
bDLEEINSD.

X5z, BmEBELT, 80 mg/kgl LOBTHY
Yo, RO s v A—MEB L CREICA~T
VY v ORED B VIIEE O, 250 mg/kg T
B v ADEN, X PANES DY EHEOHIER,
NA Y MERE RO BB, BROBLE X UVEER
AR Hhiz.

NA VI MR ERILEROHMBB L X PAET DY
CVAEBROBIMERIE, ~ESOY Y ORBRIITT
LYBBIUENILBREANTSOCYORE,
FECYNECBIUH Y T AOHN, BRESFRER~O
ANETFY L OR%ER, BREFRETLIELEEION
5.

FEEBWEIX, o b VAT DT I IENT VLS
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NEbOTHY, o P VAT UET v PANOREFHRSIC
Ih A MANEZFOEVIMEB I TFRIZRE Y BnERD
FPERIEDZIENFHEISR TS, KRBT, o
TEITEPINVATFDT y PNOFERFIZBNT
b, A MANEFOEOMIMEMSEO LN, BFEE
MOEREINSL Z EPHEREI N,

S50, BOMEME L PR OMEELIEL bR
BEAIIINZ T, 250 mg/kg B CHEBOIAMRME LR
BT AU EE (PAS BB iet) Oz, REHELSL
CITHRAOHES B L UHEGEEO VTS I
S (VAN

EBOEN RS LRI BT A RIS v Micd
HYEDLN, Zholintsy v 37 0oBRIGARE I
BUAALIORFEEFRTLIEEEZONLN, &
BEORE LI TIE b o,

TEEOHEM B L UHMEROENC DWW T, TE
B LIUVRETHHEIRBABENRLEIRD LN
T, FTEEBEORELTRETIR{LIZOoNtdh o
-2 EH S, BERFHERISIVIOLEM IR,

—F, BT, REEREIIBVT, 80
mg/kg L EDBETRIBOANEY 7Y Yk EOREE O
o, Bifn, fxtB XU ESEOHEN, ARMWERAL,
FBONED T R EFRO LR, BRERKOEBN
HREMEEET2E{LEEZ ORI, S5, FHBOE
HESOHEMEMNSB L CHEZOWINED o7z,

HFlEOEEBMMZOWTIE, FBIZIAEDFY VD
BELZEEFPROONI-DPERIEET S L) 2EbE
BEZ25NT, FEICANEIT) Y oREIBH LN
HTEFBESICEEED o/, L2 Lo
L, IV EHE* 4 HHERERS LS EREAR
T, MELIFBEEOBMICINZ, Mm#EGPT b %
MAEDENTWBY, Lo T, o7k F7EF
WA P PRI L COBELEUEBLFATLHHO
EHBEIRS.

T/, WEBRYEOKRS L ITERRIZED SRR
BRI DM B T, FO—E0BPIC IR R L
ol L LETIEAVEERREFEICRDOLN
2, WEMEOHRS L EET L EHBRIFE AW
REFEOEI, Foohikdro7:.

%8B, R0tV TR, BREEIIGLTLE
BEFTLIEFAONRTWAEID, oo T MFTHEL
MA Y REES L-ARBRICBWNT, BN
BoOLNLhroT,

UEOERDIG, o7TEFTEMIMVA P FDT v b
BT 5 X2 REEORSEEE, FEELs L UO%

NEBEET LR THo7. 72, BONEB L THED -

HRCH L TCHBELZEEN TN, BEHE,
WEHE & b 25 mg/kg/day & HEE S LTz,

2. EWEESH

MR DO ETERE I T 2B E O S L A EBIC
PWT, BELAEERE DRI L AR LRELR
BOOLNL o7

WHWORAITOWT, RIERY, FERN, HE
E, Wi, FEROKE, AFEBLUBEOVTLO
RO BRI BD O NE b 72,

PLEo &5z, WSRO ER S U BB O 51
I BEEBIEIRDON o7, LA -T, EEES
i, WEHERO AR S L U REM O F A 1CH LT 250
mg/kg/day LA E & #EE S iz,

ik

1) AbZFEIEHHE, “12304 0fb¥lEdn, " bFEI
B#tt, B, 1994, p. 547.

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

4) E.]J.van Kampen and W. G. Zijlstra, Adv. Clin.
Chem., 8, 181(1965)

5 WA &, [o7EF7EPILVAYFDTY FEA
WARREORSICL 5 RERSHFNY - LS
FREO-OOIRSEHEAR], FTNEH, 1998
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Tablel Hematological findings of male rats treated orally with o-acetoacetotoluidide in the combined repeat dose
and reproductive/developmental toxicity test

Item Dose level (mg/kg/day) 0 8 25 80 250 i

No. of animals 10 10 10 10 10

RBC(10*/4L) 810 + 36 804 +32 779 + 22 756 + 42%* 681 + 28*+*

Hb(g/dL) 148405 14.8+06 14505 143 +0.7 13.3 £ 04* !

Ht (%) 445+12 443+18 433+13 43020 40.1 + 1.0**

MCV (fL) 5542 55 %1 56+ 1 57 + 1* 59 & 2%+

MCH (pg) 18307 18404 18605 189+0.3 19.5 + 0.7** :

MCHC (%) 333105 33405 335+ 05 332+03 33.1+05

Ret. (%) 358 41+7 46 % 12 50 + 13 94 + 20** ;

Met-Hb (%) 0805 0.6 £0.5 0.5+0.7 0.8+06 1.3+£07 . r

Hein-B (%) 0+0 0+0 0+0 0+0 27 + 25* ;

Plat.(10/4L) 136+ 16 140+ 15 137+ 14 132+ 15 148 +13 ,

PT(sec) 129405 135+ 1.1 13.0+04 13.2+03 13.2+0.7 |

APTT (sec) 176+ 1.1 184+ 16 18.1+13 17.7+13 185+15 |

WBC(10*/4L) 79+ 14 72+14 81426 74 +21 77+ 20 ,
{

Each value is expressed as Mean+S.D.
Significantly different from control (*:p<0.05, **:p<0.01)

Table 2  Blood biochemical findings of male rats treated orally with o-acetoacetotoluidide in the combined repeat
dose and reproductive/developmental toxicity screening test

Item Dose level (mg/kg/day) 0 8 25 80 250 ;
No. of animals 10 10 10 10 10 |
LDH(IU/L) 280 £ 114 262+ 85 304 + 97 302 + 141 302+ 78

GOT(IU/L) 6116 66 + 7 66+ 9 65+7 625 ]
GPT(IU/L) 34+6 366 38+6 37+38 38+7

ALP(IU/L) T 24561 226 £ 42 228 + 44 243 +68 225+ 55

y-GTP(IU/L) 0.71 +0.54 1.14 £0.50 0.67 £ 056 0.48 = 0.33 0.91 +0.65

ChE(IU/L) 5315 4112 49412 44 +19 54 +27

T.protein(g/dL) 6.21+0.25 6.26 £0.18 6.42 %012 6.26 +£0.15 6.1240.27

Albumin (g/dL) 2.81 £0.21 2.88 +0.31 2.98+0.18 2.74 £0.28 260 +0.37

A/G ratio 0.830.11 0.87 £0.14 0.87 £ 0.09 0.78 £0.13 0.74 £ 0.15

T.cholesterol (mg/dL) 68 + 14 6715 84+13 76 %17 74417

Triglyceride (mg/dL) 83+27 81+15 83430 91 £34 94 + 36

Glucose (mg/dL) 137+ 19 136 £ 27 135+ 23 133 27 124 +17

Tbilirubin (mg/dL) 0.27 £0.03 0.28 £ 0.02 0.29 + 0.02 0.31 +0.02* 0.33 % 0.03**

BUN(mg/dL) 154+ 14 157+ 16 156+19 162 +2.2 173+ 1.1

Creatinie (mg/dL) 0.51 £ 0.05 0.54 £ 0.07 0.51 £ 0.03 0.51 +0.07 0.54 + 0,04

Ca(mg/dL) 103+03 105+ 0.3 105+ 03 105 +0.2 105+03

P(mg/dL) 71408 72+£04 70£06 72405 71406

Na(mEq/L) 142%1 142+1 143+ 1 143+1 14241

K(mEq/L) 4.6940.28 476 +0.18 492 +031 497 +0.29 547 + 0.40%*

Cl(mEq/L) 1031 103+1 1041 1032 104%1

Each value is expressed as Mean+S.D.

Significantly different from control (*:p<0.05, **:p<0.01)
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Table 3

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

Dose level (mg/kg/day) 0 8 80 250

TK FP (T) TK FP €)] TK (T TK FP (¢))] TK FP M

Organ : Findings No. of animals 9 1 (10) 9 1 a0 10 o 9 1 10 9 1 (10)
Liver : Granular, yellow - 9 1 (10) 8 1 ©) 10 10 9 1 (10) 9 1 (10)
caudate lobe + 0 0 (0] 1 0 1) 0 ) 0 0 ©) 0 0 (V)]

Testis : Atrophy - 9 S ¢ 10) S 0 @ 10 1 9 1 a0 9 1 (1)
+ 0 0 O 0 1 n 0 V)] 0 0 )] 0 0 ©)

Adrenal: Enlargement - 9 1 10 9 1 1oy 100 10 8 1 ©9) 9 1 10
+ 0 0 © 0 0 0 0 © 1 0 m 0 0 )

Spleen : Black - 9 1 (10) 9 1 (10 10 (10) 7 1 (8 1 0 6}
+ 0 0 ) 0 0 (©) 0 ) 2 0 @ 8 1 9y

Enlargement - 9 1 10 9 1 10y 10 (o) 9 1 (10) 8 1 ©

+ 0 0 O o o © o © o 0o @ 1 o M

-:Negative, +:Slight

TK:Terminal kill, FP: Failed to cause pregnancy, T:Total

Significantly different from control (**:p<0.01)

Table4  Incidence of gross findings of female rats treated orally with o-acetoacetotoluidide in the combined repeat
dose and reproductive/developmental toxicity screening test
Dose level (mg/kg/day) 0 8 80 250
TK NP (T TK NP (T) TK (D TK NP (@8] TK NP (T
Organ : Findings No. of animals 9 1 10 9 1 a0 10 Qo 9 1 (10 9 1 10)
Lung : Redspot - 9 1 a0 9 1 (19 10 0o 9 1 (10 8 1 ©)
+ 0 0 ()] 0 0 ) 0 ()] 0 0 0) 1 0 oy
Uterus . Hydrometra - 9 0 9 9 1 (10 10 1o 9 1 (10) 9 1 (10)
+ 0 1 ) 0 0 © 0 o 0 0 @) 0 0 0
Adrenal: Red - 9 1 a0 9 1 (00 10 Qo 8 1 9 9 1 (10)
+ 0 0 0 0 0 © 0 0 1 0 ) 0 0 (©)]
Spleen : Black - 9 1 a0 9 1 1 1w 1 2 0 2 0 0 )
4+ 0 0 ()] 0 0 ()] 0 o) 7 1 @ 9 1 (10p+*
Enlargement - 9 1 10 9 1 10 10 Q0 9 1 1o 3 1 4)
+ 0 0 ()] 0 0 © 0 © 0 0 (®) 6 0 (e
Adhesion, peritoneum - 8 1 9 9 1 o 10 a0 9 1 (10) 9 1 10
+ 1 0 @ 0 0 (1)) 0 ()] 0 0 (0] 0 0 (©)]
-:Negative, +:Slight, ++:Moderate
TK:Terminal kill, NP:Non-pregnant, T Total
Significantly different from control (**:p<0.01)
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Table 5  Absolute and relative organ weights of rats treated orally with o-acetoacetotoluidide in the combined repeat
dose and reproductive/developmental toxicity screening test

Sex Item Dose level(mg/kg/day) 0 8 25 80 250
Male  No. of animals 10 10 10 10 10
Body weight 486 + 30 472 %29 475+ 32 482 + 30 475+ 37
Absolute weight
Brain(g) 207 +0.10 2.10+0.05 2.10 + 0.09 2.13£0.11 2.11 +0.05
Liver(g) 13290+ 1.58 12.63 + 1.46 13.28 + 1.14 13.93 + 1.59 13.8 4+ 1.58
Kidneys(g) 314+0.21 3.03+0.11 3.11+0.22 321035 2.99 +0.17
Spleen(g) 0.83 £ 0.11 0.84 + 0.09 0.87 £ 0.09 0.94 +0.18 1.11 & 0.14**
Heart (g) 1.38 +£0.13 1.34 £0.07 1.37 +0.07 142 +0.11 1.33£0.10
Thymus (g) 0.33 + 0.06 0.32+£0.08 0.32+0.08 0.36 £0.07 0.29 % 0.05
Thyroid (mg) 337429 327+38 349+28 360+52 362439
Pituitary (mg) 136+14 134+0.8 146+16 14.2+1.0 154 + 1.6*
Adrenals (mg) 66.8 +12.2 635+ 10.2 61.6 4.0 61.8416.1 557479
Testes(g) 349+0.23 3.10 £ 0.64 3.55+0.25 344 £0.27 3421018
Epididymides (g) 1.53£0.14 141 +£0.21 1.46 = 0.09 149+ 0.18 143 +0.14
Relative weight
Brain (g%) 043+ 0.03 045 + 0.02 0.44 = 0.04 0.44 £0.03 0.45 £ 0.03
Liver (g%) 2.73 £ 0.22 267 +£0.17 2.79 +0.13 2.89 +0.23 2.90+0.18
Kidneys (g%) 0.65 4 0.03 0.64 = 0.04 0.66 +0.03 0.67 = 0.05 0.63 = 0.04
Spleen (g%) 0.17 £ 0.02 0.18 £0.02 0.18 £ 0.02 0.19 +0.03 0.23 + 0.02**
Heart (g%) 0.28 + 0.02 0.29 +0.02 0.29 + 0.02 0.29 £0.01 0.28 £ 0.02
Thymus (g%) 0.07 £ 0.01 0.07 +0.01 0.07 £ 0.01 0.07 £ 0.01 0.06 + 0.01
Thyroid (mg%) 7.0+06 6.9+ 0.6 74%09 75+1.1 75+ 1.1
Pituitary (mg%) 28403 28403 3.1+04 3.0%0.3 33+£04*
Adrenals (mg%) 137+21 135+26 13.0+038 12.8+3.2 11.8+20
Testes (g%) 0.72 £ 0.05 0.66 + 0.14 0.75 £ 0.07 0.71 £ 0.04 0.72 + 0.06
Epididymides (g%) 0.32 +0.03 0.30 + 0.04 0.31 +0.02 031004 0.30 £ 0.03
Female No. of animals 9 9 10 9 9
Body weight 359 17 359 + 13 347 £ 20 353+ 14 358 +13
Absolute weight
Brain(g) 1.98 + 0.06 1.99 + 0.11 1.95 + 0.09 1.99 + 0.07 1.98 =+ 0.08
Liver(g) 148 +0.74 14.35 +0.89 14.61 = 0.91 1481+ 1.14 16.10 + 1.16
Kidneys (g) 2.10+0.15 2.18 +0.19 2.04 +0.14 2.11+0.17 2.16 +0.14
Spleen{g) 0.71 £ 0.16 0.67 = 0.10 0.74 £ 0.11 0.77 +£0.10 1.12 £ 0.19**
Heart (g) 1.07 +0.09 1.02 £ 0.07 1.04 +0.08 1.05 +0.04 1.10 £ 0.08
Thymus (g) 0.27 +0.03 0.27 £ 0.10 0.25 % 0.09 0.23+0.03 0.25 +0.05
Thyroid (mg) 234 £39 220+32 224 +3.1 242+30 268+ 28
Pituitary (mg) 18.1+25 16016 144 £ 1.1* 171£15 175+21
Adrenals (mg) 81.7 + 14.0 722485 75.04£12.0 76.1+£8.9 726 +4.1
Relative weight
Brain{g%) 0.55 £ 0.03 0.55 + 0.02 0.56 + 0.04 0.56 + 0.02 0.55 + 0.03
Liver (g%) 412+026 4.00%£0.18 4214021 4194031 4.50 + 0.23*
Kidneys (g%) 0.58 +0.03 0.61 + 0.06 0.59 + 0.04 0.60 +0.05 0.61 +0.04
Spleen (g%) 0.20 +0.05 0.18 £ 0.03 0.21 +0.03 0.22 £0.03 0.31 £ 0.05**
Heart (g%) 0.30 £ 0.02 0.29 £ 0.02 0.30 £ 0.02 0.30 £ 0.01 0.31 +0.02
Thymus (g%) 0.07 £0.01 0.07 + 0.03 0.07 4 0.02 0.07 £ 0.01 0.07 +0.01
Thyroid (mg%) 6.5+ 1.1 6.1+09 6.5+ 0.8 6.9+0.9 7506
Pituitary (mg%) 50+0.7 45+04 4.1+03* 48404 49406
Adrenals (mg%) 227+39 201+24 21.7+38 21.5+27 203+13

Each value i‘s expressed as Mean+S.D.
Significantly different from control (*:p<0.05, **:p<0.01)
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Table 6  Incidence of histopathological findings of male rats treated with o-acetoacetotoluidide in the combined
repeat dose and reproductive/developmental toxicity screening test

Dose level (mg/kg/day) 0 8 25 80 250
TK FP (T) TK FP (I) TK () TK FP (T) TK FP (T)
Organ: Findings No. of animals 9 1 (100 9 1 10y 1w (10 9 1 (100 9 1 (10
Heart : Myocardial degeneration/fibrosis - 7 1 (8) - 1 (1) - - 1 1 6 1M
+ 2 0 (2) - 0 {0 - - 0 0 3 0 3
Cellular infiltration, lymphocyte, - 8 1 9 - 1 (1 - - 1 (1) 9 1 (10)
focal + 1 o (- U () - o O o 0 (0
Lung : Mineralization,artery - 5 1 (6) - 1 (1 - - 1 ( 7 0 (N
+ 4 0 (4) - 0 (0) - - 0 )] 2 1 (3)
Accumulation, foam cell -7 1 (8) - 1 1) - - 1 (1) 8 1 (9
+ 2 0 (2) - 0 (0) - - 0 (0) 1 0
Hemorrhage/cellular infiltration, - 8 1 (9) - 1 (1) - - 1 1) 8 1 9
neutrophil, focal + 1 0 (1) - 0 (0) - - 0 (0) 1 0o )
Liver : Degeneration, fatty, hepatocyte, - 8 1 9) 9 1 (0 10 (100 9 1 10 9 1 (1)
periportal + 1 0 (1) 0 0 (0) 0 0) 0 0 (0) 0 V()
Necrosis,focal -9 1 (10 8 1 (9 10 @10 9 1 a9 1 (10)
+H+ 0 0 0) 1 0 1 0 (0) 0 0 (0 0 1} 0)
Microgranuloma - 7 0 (7 8 0 8 9 9) 7 1 6)) 7 1 (8
+ 2 1 (3) 1 1 2) 1 1) 2 0 (2) 2 0 (2
Deposit, hemosiderin, Kupffer -9 1 (10 9 1 (1) 1 (10 5 1 (6) 0 0 (0
cell + 0 0 (0) 0 0 (0) 0 0] 4 0 @* 9 1 (1)
Kidney.:  Eosinophilic body, proximal tubular - 8 1 ) 6 1 (7 10 @10 6 1 (7) 2 0 (2
epithelium 1 0 1) 3 0 3 0 ()] 3 0 (3) 7 1 (8)**
Hyaline droplet, proximal tubular -+ 9 1 10 9 1 (10 9 (9) 9 1 (10) 9 1 (10
epithelium + 0 0 ()] 0 0 (0) 1 1) 0 0 (0) 0 0 (0
Cyst, solitary/multiple - 9 1 0 7 1 (8) 10 (100 8 0 (8) 9 1 {10
+ 0 0 O 2 0o @ o0 (O 1 1 2 0 0o (0
Cast, hyaline/protenous - 7 1 8) 9 1 o 10 10 9 1 (10 9 1 (1
+ 2 0 (2) 0 0 0) 0 (0) 0 0 0) 0 0 0)
Cellular infiltration, lymphocyte, - 8 1 9) 9 ] (100 8 (8) 9 0 (9) 8 1 ©
cortex + 1 0 o 0 0 (0) 2 (2) 0 1 (1) 1 o @
Basophilic tubules -6 1 M 5 1 ® 7 ™ 8 0 (8 8 1@
+ 3 0 (3 4 0 @ 3 @ 1 @ 1 0o U
Urinary:  Cellular infiltration, lymphocyte, - 8 1 9) - - - - - 8 )
bladder ~ submucosa + 1 0 ) - - - - - 1 0 M
Testis:  Atrophy, seminiferus tubule - S 1 a0 - 0 (0) - - 1 o)) 9 1 (10)
o0 o o - 1O - - 0 © o 0 O
Hyperplasia, interstitial cell - 9 1 (10) - 0 (0) - - 1 1) 9 1 (10)
+ 0 o o - 1w - - o O 0 0 ©
Epididiymis; Decrease, sperm -9 1 Qo) - 0o 0 - - 1 (1 9 1 (10)
+++ 0 0 ()] - 1 )] - - 0 (0) 0 0 (0
Cell debris, lumen -9 1 (100 - V(1)) - - 1 (1) 9 1 (10
+H 0 0 (0) - 1 (1) - - 0 (0) 0 0 (0
Cellular infiltration, lymphocyte, - 7 1 (8) - 1 (1 - - 1 (1) 9 1 (10)
interstitium + 2 0o @ - 0 - - 0 © 0 ()
Prostate;  Cellular infiltration, lymphocyte, - - 0o O - 1 1 - - 1 o - 1
interstitium + - 1 n - o O - ~ 0o - 0 O
Thymus; Hemorrhage - 8 1 9 - 1 o - - 1 1) 9 1 (10)
+ 1 0 ) - 0 (0) - - 0 (0) 0 0 (0
Pituitary. Cyst, anterior lobe - 9 1 (10 - 1 (1) - - 1 (1) 8 1
+ 0 0 ) - 0 (0) - - 0 ) 1 0o
Spleen;  Hematopoiesis, extramedullary -+ 8 1 (9) 8 1 (9) 8 (8) 7 1 (8) 0 V()
++ 1 0 M 1 o W z @ 2 0 @ 9 1 o+
Deposit, hemosiderin -+ 8 P9 7 1 @® 10 (10 3 I @ 0 0 (0
++ 1 0 (1 2 0 @ 0o (O 6 0o ®* 9 >
Congestion -9 R (1) 10y w 0 6 1 @M 0 (U (1)
++H 0 0 0) 0 0 (0) 0 (0) 3 0 (3) 9 1 Q0+
-:Negative, +:Slight, ++:Moderate, +++: Severe
TK:Terminal kill, FP:Failed to cause pregnancy, T: Total, ~. Not examined
Significantly different from control (*;p<0.05, **:p<0.01)
285

197



RERESEY - ERREESHHCHR

Table7 Incidence of histopathological findings of female rats treated with o-acetoacetotoluidide in the combined
repeat dose and reproductive/developmental toxicity screening test

Dose level (mg/kg/day) 0 8 25 80 250
TK NP (D TK NP (DD TK (I) TK NP (1) TK NP (T)
Organ : Findings No. of animals 9 1 (10 9 1 1 10 1 9 1 (10 9 1 (10
Heart . Myocardial degeneration/fibrosis - 9 1 (10 - 0 (0) - - 1 (n 9 1 (10}
+ 0 0o O - S ¢ VI - 0o O o0 0 {0
Cellular infiltration, lymphocyte, -9 0 ® - 1 O - - 1 m 9 1 Q0
focal + 0 1 n - o O - - 0 {0 0 ()]
Lung : Mineralization,artery - 7 0 D - 0 (0) - - 1 (1 9 1 Q0
+ 2 1 (3 - 1 (0 - - 0 ) 0 [ ()]
Accumulation, foam cell - 9 1 (10 - 1 v ~ - 1 7 1 (8
+ 0 o © - 0o O - - o O 2 0 @
Hemorrhage/proliferation, - 9 1 Q0 - 1 n - - 1 8 1 9
macrophage, focal + 0 0 o - 0 o - - 0 {0 0 0 (D
Liver : Necrosis, focal - 9 1 (100 8 1 9 10 10 9 1 (10 9 1 (10
+ 0 0 0 1 0 (1) 0 ) 0 0 0 0 ()]
Deposit, hemosiderin, Kupffer cell - 9 1 1w 9 1 (10 10 00 5 1 (6) 0 0 (0
+ 0 0 (0 0 0 (o) 0 (0) 4 0 (4 9 1 (o
Kidney : Cyst, solitary -8 1 @ - 1 W - - rm 8 SN )]
+ 1 0 Q) - 0 0 - - 0 (0) 1 0 @
Mineralization, corticomedullary - 9 0 (9) - 0 ) - - 0 (0) 9 1 (10)
junction + 0 1 o - 1 o - - 1 0 0 (0
Urinary: Cellular infiltration, lymphocyte, - 8 1 )] - 1 (1 - - 1 o 9 1 (10)
bladder submucosa + 1 0 (n - 0 () - - 0 (O 0 (V)]
Uterus . Dilatation, lumen - - 0 0 - 1 (1 - - 1 (1 - 1 M
+ - 1 n - 0 o - - 0o O - 0 (0
Thymus: Hemorrhage - 8 1 9 - 1 §))] - - 1 6] 9 1 (10)
+ 1 0 (1 - 0 (0 - - 0 (0 0 0 (0
Spleen . Hematopoiesis, extramedullary -+ 8 1 9) 7 1 (8) 9 9 5 1 (6) 0 0 (0
o] 0 (n 2 0 @ 1 1n 4 0 @ 9 1o+
Deposit, hemosiderin -+ 8 1 9) 8 1 9) 8 8 2 0 (2) 0 0 (0
] o (m 1 o @ 2 @ 7 @ 9 1 (10)*
Congestion -+ 9 1 10 9 1 (10 10 (10) 6 0 (6) 0 0 (0
Hit 0 0 (o 0 0 0 0 0 3 1 (4 9 1 (10
Adhesive inflammation - 8 1 9 9 1 (100 10 (10 9 1 Q0 9 1 Q0
=+ 1 0o @ o o @ o O 0 0 (O 0 U (V)]

-.Negative, +: Slight, ++:Moderate, +++:Severe
TK:Terminal kill, NP:Non-pregnant, T:Total, -:Not examined
Significantly different from contro} (*:p<0.05, **:p<0.01)
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Table 8  Reproduction results of 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 pairs with mated 10 10 10 10 10
No. of pairs with successful copulation 10 10 10 10 10
Copulation index (%) 100 100 100 100 100
Pairing days until copulation (day, Mean%S.D.) 23t 1.16 24+1.26 29+0.88 23+0.82 2.3 % 1.06
No. of pregnant females 9 9 10 9 9
Fertility index (%) 90 90 100 90 90
No. of corpora lutea (Mean+S.D.) 21.8+2.0 21.7+2.1 209+2.2 20.7+1.2 21.2+25
No. of implantation sites (Mean+S.D.) 17.2+1.9 159+ 2.1 16.0 £ 3.2 16.1 0.9 18009
Implantation index (%, Mean+S.D.) 795+ 95 73.7+£9.2 77.1£16.2 78.4 8.3 85.7 + 8.8
No. of pregnant females with parturition 9 9 10 9 9
Gestation length (day, MeanS.D.) 22.7+0.5 23.0+0 22.7+0.5 227+05  224+05
No. of pregnant females with live pups 9 9 10 9 9
Gestation index (%) 100 100 100 100 100
No. of pregnant females with live pups on day 4 9 9 10 9 9

Copulation index=(No. of pairs with successful copulation/No. of pairs mated) X100
Fertility index=(No. of pregnant females/No. of pairs with successful copulation)x100
Gestation index=(No. of females with live pups/No. of pregnant females) X100

Table 9  Litter results of female 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 pups born 162+ 1.7 152+ 1.3 153+ 3.4 152+19 16.7+17
Delivery index (%) 945+74 96.2+5.0 95.6 + 6.6 94.2+ 85 925+72
No. of pups alive on day 0 of lactation
Total 158+ 1.5 149112 150 £33 147+ 21 162+ 1.7
Male 77+21 86 1.7 7.6 £33 6.8+ 1.6 9.0+ 1.7
Female 8121 63+15 74+22 7.9+27 9.0+ 14
Live birth index (%) 975+55 97.6 £ 3.2 982+4.2 96.2 +4.8 974 +44
Sex ratio (Male/Female) 0.92 1.36 0.99 0.88 1.24
No. of pups alive on day 4 of lactation
Total 156t 1.6 149+12 149+32 14.6+2.1 158+ 1.6
Male 74+18 8617 76 £33 68+16 89+%15
Female 8.1+21 6.3+15 73+23 7.9+27 69%19
Viability index (%) 98.6+2.8 100+ 0 995+16 99.3+21 974 +3.1
Body weight of live pups(g)
on day 0
Male 74107 7.8+04 505 7.0+04
Female 6.9+0.7 74+03 + 7.2+06 6.6+ 04
on day 4
Male 120+ 1.1 13.0+09 126+23 124+13 11.1+05
Female 113+1.2 125£0.7 1.7+ 20 12115 106 £ 05
Delivery index={(No. of pups born/No. of implantation sites) X100
Live birth index=(No. of live pups on day 0/No. of pups born) X100
Sex ratio= Total No. of male pups/Total No. of female pups
Viability index=(No. of live pups on day 4/No. of live pups on day 0) X100
Each value is expressed as Mean+5.D., except sex ratio
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