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OECDBEAFLMAL R 7 ) —= > FRRO—BE LT, Uk I FoLT 5 L— b
(LIFDTP) ORER 5 HM - EERAEBUMEGRBET o7, TbbB. DTP O 0 @A),
10, 50% £ T 250 mg/kg% Sprague-Dawley 5% (Crj:CD) 5 b DM (K130L 8 i<
RECHT 2 BB L OREMAME 2 BREEORS L. S SICHETRIEHER TSR 280, 1
TR %8 U T REEE 3 B T2 L T, BE8icd 7 s iEk5E
BLUOAERREN S IR IBORA - HEICRIETHEIC > W TR L,

HERILITOXHIcEHINS,

I. RiERSEE EEmmR)

FETHMIE, MBHESTVWThOREHIIEVLTHBRD NN -7,

TR, 5% BEOKRES. 50 ng/kg LI EDITPEEIC X VG168 LI, Wik
TROH3PBEHMEEL TREI N/, BERICIE. HIEE HBIDTPREICK2EER
ROONLD - 1D HETIREEORIMEA, 50 ng/kg LIEDDIPEREICLDEBH SN
720 MED—RHREED X DHOKEREITE. MIPESOREBRED SN -T2,

FrBEEROEMMN., HETIE 250 ng/kg DITHREICL D, T 50 mg/kg LI EDDTP
eI BDoN, REEBFREOERE. HEL bI1T, 50 ng/kg PLEODITPHREIC
£ O/NEGULEOFMAEENIER L. BT, 250 ng/kg DITPESICE D, #55—ERk
BB AN L, £, HOBRBEROEMA, 250 ng/kg OITPIRSICL DD
SRl RIEHBPREOR R, T, 250 ng/kg DODTPESIZL D eosinophilicbody
DORBHENEM L. RAE LEIEE L RoB4AR E Bbh 2R RMEENEHE
XN, HOBRERICIIDITPRSOHEEIIZRD SN -72HY, 250 ng/kg DDITPIRSIC
L. BE ELEBIUERBIT EEOBERNRD SN/, LML, IRREDHERITII
ik & HIDTPIREOEBIIRD ShiEh - 7,

T OWTER LU MRELFRETIE, 250 ng/kg DDTPIREICELD, TIVAY 7+
R 7 7 7 —EEEDO EANED S, MEFREICIDITPREOEEIIIN -7,

B, DTPERSICL2BRBHIBD N7,



. ARESE R

. AR )
HEEBNORRE, SHE, BOERKRD L UMRIBIL T, DPRSORBERD S
Hii o720 250 ng/ke DITPISIC LD WHRRARES Lz

2. ERFR
250 mg/kg DITPREIC K DEBD SN BEYOWEARICER L T, EROEFHEN
ET L. UL, EROHL., #EB IO, ITMREOEBRBDSNED -1,

. ERf

PIEORBREED O ARBREET Tl ITPORIERSEMICRT 2 EZER IS, i
K& bIT, 10 mg/kg/day. HERAEEFMEICET 2EESRII. HITH L TR 250 mg/kg/
day. HEIZF L Tid. 50mg/kg/day. EEMRICXTL Tld. 250 mg/kg/day Tdh B L¥In 5,
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DTPIi‘ WHIR(LE=L (FF7RF v 7)) ORJBAL Lfﬁménfh\é771b@.1x
TADO—FETH Y., M’y 7 PMEEIEFORBEE. BMORESHBITLFERIN
TWB{LEMETH B,

T NMEL AT NOBERREEL (EBINTED, 77 NVBRIXTFLOHFITIR, R
WAF O —LEHEIEBEHEZ L, HELUESBHE., SoIEREREETRT HOL
HB7V, Flel RV RDDBWVWRTy M7 I MVBI AT NERET B L. @M
ZEUREBHL R T I LAMESATVEE TP,

DTPIZ2WCid. T v FTOL D5 ofEMRELORETIE 64 nl/kg LLETHB I EMHS
NTVBEIY N, REZRSERBIUCEERERBEISOVTIE, PHoIHTHN,

% CTHEL OECDIC & 2 BAF L ¥EMEOLZ Lt RRICFb 2 BEREFEDO—RLLT
DTPORIER S8 - AFEREBHGHEER UUT. HEEBR 2TV, FUL&YIOLtiE
7 v MCRIZTRERGEMER S IR - REBHISOVWTREILOT, T0EE%:
HET B,
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1. #&YHE

PhYFUNLTHL— b (DTPEBEEE) (CAS No. : 119-06-2. 43F3K : Caelss0as 43
& :530.83, &% : ditridecyl phthalate. LbE:0.950 (20°C/20°C) . RS (BRES) !
—21°C. #/R:250°C (2 mnHlg)) (3, EEBHAOKEETY 7 VBRI AT NDO—TETH %,
PREHBRICER LDTP (o MBS FEEE - 93.7-100.0% (=7
JUAtE 198-212 L D#E)) (Annexes 1-1. 1-2)i3. (EREF TEERE L7

WERMIE X, a— v (FH54F X768, Lot no. :V6N3521) ISTHERL., WTFho
ABRIZBWTH | BloREKREN bul/kg FEICIEE X ICBEZHAR L/, ARREE.,
WL, B, [SEOFHTTREL., AR THIRNICERE L, 136, 0.2 BXU20%
w/v) OREOABKIZO>VWTIE, B, EXRETTOLEC L HIIBHEETHS &
M. BFERBRICRIL » TEBIN VM) FYLTIV— DTy MRV AREIRS
BHETFHRR BV THRINTED (Anex 2). ARED (19965128 108) <R
L7ci58(E 0.2, 1. 5%) i3, AEBEDITPAEHFEINTWA I EZHERLL
(Annex 3)o

2. EREME LUEEERYS

HERICIZ, M E S THEBCTEALLEERF v — VX - UN—WAFRE V7 —4&
BED Sprague-Dawley 7w b (Crj:CD. SPR)ZEA L7c, BA LB, AFfR 18
fl. B ERBEAFRTTHEAT L. RBICH Lz, BB, BYOAR., BELSSICH
3R DEESERR I, Annex 4R L7,

S8, BHEEE2T 1 CH X UEES~65%. BREIEAIISH, B, FREA12HRT
(8 TB~TF5& TE) ICHIBIIN/-EEET, @BE Yy — Y (22X2TX19m. HAT —
V) IEBNCINA LTEE L. ERER (CE-2. BARZ LTH) BXU7kEK (BEHT
KER#K) ZBEBICEIRS S, HRI4A ZEBERH=EK0 /) LIROEHYI<-
WTIE, 7 v MAEREY — D (35X40X18cn. AAZ L7E) ISINEL. FKEE LTHEA
WTEF v 7 (ALPHA-dri. IOESER) ZEEHES L1

ABRPRET. BEFRAFTRI Y o - LZCBOTHE LABEZOEES L U
BER. ThTh, 23.8~24.2CH L U53~68% L FFAEFHTH O . #a Lk, gk



KB L URBUCIIRERICKEZ R A[EHD H 5 BAYBRBD Shlih - 72,

3. BB LUEEES

i S HIRERIEE (51 H) O/EE b &I, AEJBLEEAMEEICL OB
L. BB E DHEERIILEE L7,

BRUR, oD XTOMEICR. BT <L PRUVEROWCRIEZESES %
TEESERLRA L, /o, BEFNNEEBICT2HNT, BEICBEORNEEA— FE
BETFr — 2. CHICEERHTEES. 5. BB XOEFSNESEEA LI, &
By ERICOVTR, BEOERIZTHIEN 0

4. BE5R, BHN. KRB IUREAE

DTPOIRE R, FHAROERESEITHRE L. FHRBRTIE. DTPD 0 (7 — i),
250, 500 1000 mg/kg ZHEHES » b (Crj:CD)ic. 1 H 1[E. 14HEREEREORS
L. ZOf5R, 1000 ng/kg ODITPIREIC LD HEES 1 FITHREMBICKENEE IO
oo BERICDIPRSOHERIRD SN 70, 1000 ng/kg DIFSIZL D, HEMEE b,
HEOBIMEUERES R Shi, £7o, 250 ng/kg DLEOHEICK D, MEOFMER
ML, 500 mg/kg KU bofEICXkD, HTRIBRERL, MTHIFERN. 2hT
NS BERNED S, & 51T, HTIE, RREDOKER. 500 mg/kg K LoEIc
KD EEBEM. 1000 ng/kg DRSICED EYLE VBEN, ThEhBE TS -1
NN L 7o HEDMAELFRBEOFER, 250 ng/kg M EOBEITL D, T 71 Vi
PERL. REERBENELT 2ERNRBD oNI. LA L, HTE, RRE. Mkt
{LEREICDTPIR S OFEIIRD Shish - fo, MRFERES LUEIRICIZIEH#ES &, DTP
BEICXBELWELRED SN -7 B, 500 BET 1000 mg/kg HEBH S
TEM L IEROWEHBFREDOE R, 1000 ng/kg 58O 1 Flic, ML IOEHE
DREVBDONIDATHY, NTMHEEOHEBLEEZX SNAE{LEBRBD SEh 7,
DL DB#EN O 4B E#RSIC L D EOIFBERICEEERIT LN, £
REEHICIDITMESIC L 2EF LVEOBRD S ih -7 250 ng/ke 2ARBOSHE
WEREL. DT, A5 TR U THARICIZ 50 ng/kg %, ERRICIT 10 ng/kg ZRE
L7



BE. MR I3 T — LR TP EB L RI—& TR G Lic, LT ICB B E R,

: L (EMmES)
HES wRhYE KE5E
(mg/kg) 3 i
1 ik (a—rvED 0 13 (MX01001~MX01013) 13 (FBO1001~FB01013)
2 DTP 10 13 (MX02001~MX02013) 13 (FB0O2001~FB02013)
3 DTP 50 13 (MX03001~MX03013) 13 (FB03001~FB03013)
4 DTP 250 13 (MX04001~MX04013) 13 (FB04001~FB04013)

FHEORS BRI, Hioxd UT32ECAT 2 B8R & 2SR (280D X URECHR]
ATHR2EN FIRBATHE TO®ERRZAM) o0 BT U TEIsER 2 B R E
2 BEOXRMMEh GRRRIZET) « 145 NI CIRIFRIRZE L Tom%
DOHE3H (HEE=HE0R) FTHEA 1B, v MNABTEZHVWTEDORE L, #
HO#RER, Tl 9 B2 S 1285DRICITV, BP0 SHEE (Snl/ke &H) 13, #1
S I RERTB X OREMEGOMIc >WTILE 1 BIAIE L EEEZ b &iT, T, KRB
RALE DI >OWTIEIR 0 HOREE b L ICZTERER L7,

5. BiZEAk

1) HEy

A —IREEDHIZ

MEREL béﬁfu:om’c\ fERMPEE | BLLEERE L 7,

B. (kEAIE

BIELFIcoVWT, B5 1. 8. 15, 22, 29, 36. 42HHB L UMREIEHIZ. HEI LD
W, &5 1. 8. I5HIRAE L. #E52HFTCIIRB Lud > 7oHfld, #5228ICH4
BERE L/, £/, KRETE. HIRO0. 7. 14, 200K, HMELHTRIHE OB
4 H (BREHB) HEERRIE LT,

C. iBEEENE

i - bficonWT, KRERAIER LRRICEHERAAE L. AEE»SROAED &
TOROEEEXEH L, 2 BEOREYHPOEERIIAE LIEI -1, KERTHE
TR R 0 ~T7. T~14. 14~20H1, S LcECid, WE 0~ 4 BOBEELRAEL
120
D. PREzE

& LBl >W\WT, HIEHAT RIS, BTIRIERIABCpH, #fl. EEHE. ¥,



FhUk, oy /=4 r EYLEVIZOWTREIEE (VT4 AT v IR/ Y
I =7 v 7 200. TAINR=ZH) ITIORBREZERL 7,
E. RBL

RE. 55ROV B ok 2 BRE. RBENOMEE 1 Xt 1 TREIETIT-7,
RROWRZ, B8, BB KUEEREEH L TRATOBTOREEA~NSE ZLiC
EDITV, KEMNHRI N/, TOREEROBSEEL TEMSHBEL. [ERICHE
Bli. REDOERNMO. RER[(REBBYE ZESHMEH) X 100]. ZHERLEER
B REESMED) X 100]. RIEMB,NOREBRILE TIKELBEB L2/
ElF U 7o RIS O RE &R D72,
P. $HE X OO B |

BE L DREMII. 2P BRI BEI . SBRREVEERE TR OVWTIR
ZOREZHE L, BERETEUDh 1B O>WTH, SBEROBIERD S 53R E ©
BRI E O EFEOTEA M L CGEG Lz, siRIIMmEREcEABRE L.
G. 57 H DHE

SRR, FRiOEE~11ICBEE L. CORRBICHENET L TW5E T & ZHE:R
LBz >\WT, ZOBR%ZSHB EHE L, FAIIEZABE THon & T LcH
ncowTi, BHESMRHEE L

SREHR Lic2flicon T, EiREME R0 BMSABEE TOHED ZBEL.
iR (R R IREYIED X 100] Z&FHIDWTRD S,
H. &%

a) HEEY)

{. MRFHRE

22V T, 2% E5%IC18~24FRl R X8, BIRICAEILBR Y by L E S —IL )
bY D LREET THEEBERKEIRE O PrstEH & UCEDTA-2K ZAWTERML . KITDIH
HicoWTRE L7,

N



¥ H Al & £ H B &

FRIMEKEL (RBC) B# (BEXENRE) Coulter Counter Model $-
PLUS IV (3-W5-zbhboziz )

SRR (WBC) 2O 2

MEFE (H) v (RICHE) "

SR MPRERE (MCV) 7 (BRIEHUE) %

/MR % v (BSIEHE) Z

N b7 )y ME (HE) B (RBCXMCVX0. 001)

SEEFRMBkMERREMH)  ~ (Hbx1000,/RBC)

SR MERIT B SR MEEE (MCHC)  ~ (Hb X 100,/Ht)

=fit2gse HE GERIMBHER, SLFEBREE
Wright-Giemsa Zf)

0. M bR |
LFNCOVT, MERFRED HORMICE| Xk . BETEAHIRE L EHES & LT
AY AERWTIRI L. M58 L CUTOEBIC W TREET 100

I8 H f o B B H #
REQEE Eo Ly bk BZOLAREFEHRIFESE
COBAS- FARA (12 a)

TIVT I VEE BCGEE 7
WMoV 2R5Fou—I)VEE COD - DAOS#H: ”

7 RoREREr 7' a3 F 3 —G6PDH ”
FRFEZE FERE (BUN) 7 L7 —¥6L.H & 4

S LTF_VEE Jaffé % (Rate) ’”
TMAY 7447 74~ EEE (ALP) RA3zho7eony)y EERVE 7
GOT#EHE SSCC # ”
GPT7E SSCC # ”

vy —GTPiEE v =TV U-3-m ARy -4-Zhu7 o) P EEE 7

AR EERY GPO - DAOSH: %
MEHEY) B (Inorg. phos.) £V 77F VEEEERE 7
BEYILE BE EIvEsTaya$yh § ¥9-% 7

A LR 0CPCiE 7
A/GEE itE

F M) LBE A A v BREE éé%}%ﬁ@%ﬁ}ffﬁéﬁ% 8%)5
A1) LEE A % Bk 7
BREE 4 A Bk 4

N REBEFERE

R, 2>V THRL. BE - MEONRNEELIT -7 TOB. IR, FF#E.
B, BB, SEBIUREFAOEREAE L. fECHEASERE GENER) 2EHL
oo MRBIURE HAIRTT VIICETE L TREL. BYOBRAIEEABES X UM,
O BRI, BERLS S UNCHIRBHCEELIRD ONABE () &, 10%F=b<= 1y Vi
EELTRE L, ChO0BER. SHERDS LUCNBRIC OV THEICE>T/$5 7
AVPRE L, AT REVY VI U U REET » TUREEBFRESER L, KB



MEEREOBE, BARETRENED SN RS L OBRIZO VTR, oRSE
momrbﬁﬂﬁﬁiﬁﬁéﬁotomﬁ\%&ﬁnﬁgﬁﬁ%bent%uow?m\
DIPRESHT & BT & B L . IR A 25 L 1A > 12 |

$7o. BB2lICONT, FROA + L) — ABREEEE~ S 51, FHO—
A0, IMY 2 PILBBEE2. S TNy — LT AT E NRICEEL, A5 5—FRE%2T-
CHRARIEREEER L1,

b) HEENY)

S LB AEE 4 Bz, RBRHERS NAANE LIS - - B IIEEes S 44 B
KERER, Ry MOLE S — VBB ORI - BRI S CHR L, OB, IEE X
UFEE ML, PRI EETEME T CIERSARERA 1%, 77 VilucREL, F
BIZOWTREREEEA . BRELEREIHREEE) X 10008 BH Ui, £/, F
. BE. BESLOMROEREME L. e CTHAEE (EYER) 2BHL, &
BRAEESBEL SO, OF. . B, FELOUCHRBICEELIRD bhi 8
B O B BEHLD @ 10%hLv ) VlicEE L TRE L, ThbnBE (R
BLUFEARL) . EHRRS X UHBRIC OV TERICH - T35 74 K E L,
NT hFVY V-2V U REET > URBHBEREZT - oo REFIOIFRIZOWT
LREMEREL TN L, REMSYREOER. SHRBCRENRD SN TR,
BOis. B, Bhts X OB oL TR, IOBEBICOVWT bREMBERAE LT - 72
HIREFICREDED SN BEIOVTIE, MIPRSIC X 3HE TRV EHW L, KE
HREREEEE L1 - 72,

2) F, HitER
A ERBOBETE

WE 0 BICERS (ERRAEER) 23~ SRl (RN EHREE X100] H&
UM IR HMEE SR [ (HHBEAE RS BERER0 X 100] Askdrz, BERIZOWTIE. ARFHOH
ks X OHERIZ TN, ETRROMIL] (£ IRS/ HEEE RS X 100] A L,
B. HURHKOERE

TR EATE, HER(HEERE BRE) X100] X OFEREER(FE
4 HOE IR WE 0 HOERE) X100] 2Rz, FBTREHER L7,



C. #EE

WE 0B LU 4 RSB THEERNCAE (litter ZR) ZREL. (litterE&/
AERE) Z&BEIT>VWTRDI,
D. #Hik

HE 4 BIC2fEER L7

6. aTEET

KRB L UZIERICOWVWTII Yates OWEEED x* REEIT - 7o, RIBHBET
RicoWVWTiR, V= FR3F LicF—% 13 Mann-Whitney OURRE'" 12 %, B L —
FDOA&FHEIX Fisher EEHERDORRAIKRE'Y 21T -7, ZOMDT -5 PREBREZRL)
F BRI ICBONESZVI—EILOFEEE [ EAE LT, &7 Bartlett
ED IR D BBEOSBO—REIIOVWTRE L/, ZOBR. AELS—KRE I N/Bs
i3, —aEREROSEASR TV, BREICHEENRD Shidg&Icid, SFEOLEMN
B—Todid Dunnett &' ZAV. FE—TIEWEAIE Scheffek" ZAWTHREEE
DTPERGE L OFHEDEZDREEIT » 120 SN —RTEN - 1IBE, £723DHA
0 LS BBNFELIIGA I, Kruskal-Wallis NEMRE'S 110, HERICHEEWN Y
SNIGEIT. HREEEDTPERRSEHEDEITSWWT Dunnett #d B\ id Scheffe #HED
BREZETT 120 8%, HBKER, 5XBLU1%E L7,
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I. RigkEHEE EHHmR)
1. —RZIR%E (Tables1. 2; Appendices 1-1~2-4)
HEEE S B, WTHOBRSEHICEWTHRLTH 2 W I3EEEMIIAD SN, -7,
KT, BERIC-BEOREN, 50 ng/kg ULOREFHICBE sz, JOHREIE.
50 mg/kg HSED 2 Flic. H#53BELIE 1 ~ 3Bl 250 mg/kg REHD THIC. 516
HRBE 1 ~TEBEZE s his,
BT, AR, D 5V IEROREN. £E5MBELE. SBELZSTITPRERS
BIZ 1 ~20Bonich. FBEOHELLUERICERLED) 70

2. hE

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

250 mg/kg BEBICHWVWT, BEHBMBHOEKEN, MEEFE B L TPPE[EERL
7o, FETFRAEZERRD S -1,

2) #t (Figure 2; Tables 5~10; Apendices 5-1~10-4)

a) AT

50 mg/kg YU EDHEERICHE VT, HREDHEIMIMFIAZED Sh., 50 ng/kg REB T,
5 1~8BBLU 1 ~I5HDOREMEA. 250 mg/kg HHH TR, RELHOEELE LY
5 1 ~15H DEMENFHEHEFNTE & (0<0. 05, 0.01) b Ui,

b) i RIA

HERPIEIP QA EHR T, B LDTPRREHLOBICHEEZRED SN -T,

) HHH

50 mg/kg REE T, WE 4 HOKENMREF & LHLE L THIFENICEE (0<0.05)
RO LD, HE 0~ 4 BOEMEICR, MBI LDITPRIREGHLOBICEREEIIRED
Y gRAVOTEY fet



3. BEE

1) i (Figure 3; Table 11 ; Appendices 11-1~11-4) .
RESHRPORERICII, HRELIPEEEH L OMICHEIFNEERIERD S

m-7

2) i (Figure 4; Tables 12 ~14 ; Appendices 12-1~14-4)
RECHT. HIEHE L UCHEHOWTNOBEOEEEICH. WHRELITPRZRER LD
BHCHETHEIAEE BB o nlidh -1,

4. FR#&#Z (Tables 15. 16 ; Appendices 15-1~16-4)
HEESHE HIZ. WTNOREBIEHICOWT L. ITPBEICERLEZEEZZ SNAE(L
DN -1,

5. REINRERR
A) i

(1) MEFREFRR (Table 17; Appendices 17-1~17-4)

SR MRS S L CFERMKMERBEN. 250 ng/ks BREEITHEVTHR
BE & LB U THERTERIICHE R (p<0. 054 0.01) 7HEMEZR L7

(2) Mk bF#ER R (Table 18; Appendices 18-1~18-4)

TANAY T+ X7 75 —EEHEN, 250 ng/ke IESEHCHWT. MRBF& BB UTHET
FHNTHE (. 0D LT, /oy 7 U D LBENI0B LU0 ng/kg REHT. B
B (p<0.05. 0.01) 7{KMEZEIR LA, EOBEATHD. ABREFENEZENL TS, -
7o

(3) ##ArE (Table 19; Appendix 19 )

B/ NRUEAS, 50 ng/kg BEHD 2HicA Hhi,

T, BEEAD. MBE®D 2 B LU50 ng/kg HEHO 1 Flic. BEEERN. 10 ng/
kg IEED | Flick onte, o, EBRED. 50 ng/kg 5O 1 Flicah Shi,

B T, BAL. 250 ng/kg R5EOD IFIIC. BROIEN, WRED 1 Flic. BRE



EICREMER DS, 50 mg/kg $SBED 2 flicAH Shf,
BREETE, HEiH. 250 ng/kg BREEO 1 Flicd ohic )
FFRETIR, BEfh. XREEO 2 #]. 10 ng/kg 58D 4 Fl. 50 mg/kg $HSEHD 45,
250 mg/kg REHD 2 HlicHShi, Fio, BEN, HRELECITPREREHICE 1H
H ot

(4) FEEE (Table 20; Appendices 20-1~20-4)

FFiO A EE S L BB OERN. 250 ng/ks REFICEWVWT, WREBLHEL TH
ATEENCERE (0. 05, 0.01) ic#ml7z, KR, BIE. MEABI KR LKOEESL X
UHAAEEICIE, REEIPRIFSH L OMICHIENEBEREY ShEh -7

(5) mERR AR (Table 21; Appendix 21D
BEREOBEMRZLUTIIRY,
GLMED
CBREN, SREO 3§l X 1250 ng/kg HSED 2HlicH SN,
CFFigD

INEFLER D FFFRBEDIEA (Photo 1)A% 50 mg/ke FSEED 3 fild5 L U250 ng/kg &
S5EOIFIcH S, 250 ng/kg REEICHI AHMIRERORBFHEEL LUEEREE
(p<O. OD) ICHEmR I N,

715 7 — BB LFRNCRE LB 26D 5 B, 250 ng/kg IREEFD 2H1TIE, /I
EHOEHOF A THRERKAN T BEICEMNLTED. Ihso 28Tl BRiclk
LI DBOBHER b & Tz (Photo 2), 1H. RSB 2 BN ORTAK
IKEEZE (p€0.01) M@ED SN,

FIAR BB DS (LAY, MBELZEUITPRREECA oN/onY, REHEICIE, R
BLDTPERERLOMICHEZIBAC, BER. 250 ng/kg HEHTHER (0<0.0DI
BETH-7,

(e et

BEERLEL LUB/LEMA. WREED X U250 ng/kg BEFHO2FITH SN,

HEEIEE S L UBREOZRBH SN -1,



(B

Eosinophilic body 2XtME 2 SUIPEEEEHTH OGN, 250 ng/kg IREHTO
eosinophilic body DFRIFFREEIIFE (p<0.09)IcHEML 72, |

REIHEREMORBEN. NRBELSUDITPEREEICA SN, 250 ng/kg &5
BDD 5 eosinophilic body ORBEDE LWFI (BHES  MX04007) Tt HHEEMR
AEOBRENMUOF X D, Ch oDFEREMRBEDOE  (IRMEE LRANEE L&
OEEREEbini (Photo 3) I 5IZZOFITIR. KEEEFRMORMAEREAICERIRD
AR o, TN 5 3EE LIREE LR OERYTH 2 LHERIZ 17 (Photo 4).

ZOfh. BEONELEH . HBEE L0250 ng/kg IHEHOE 1 #. BEDILEHI N
HEED 16, BIa’ 1036 X TU50 ng/kg HREHDE | FlicH LN,

€L A%

HWTAFENS. SREB L0250 ng/kg BREHOR 1HlICH SN/, MBRICEED
- CAC ALY

(% 0fth)

B BRR, Bl BB LIOBRICEERS SN - T

B) |

(1) HkRERE (Table 22; Appendix 22)

BOBR D/ NEULIN, SHBBEED 2 f, 10 ng/kg $5BED 561, 50 mg/kg 58D 5 B, 250
ng/kg HGBHD BHNHONI, Fic, BEEEA. 10 ng/kg H5EHOD 1 Flicas SNl

PP DRERAN 250 mg/kg GEHO2FIcA LN, T0H B LHlIR, BEALZELTH
7o Eioy EREAIL=TH 50 ng/kg HEEHO 1HlIZH o,

BROBEAN. 50 ng/kg H5EHO 1 Fl. OGS, 10 ng/ke BRE5HD 26l IR
BEEBICEERAN, 10 ng/kg HREHO L FlICH SN

T DM BEN, XEBED 2 F. 10 ng/ke BREHD 26, 50 ng/kg RE5HOD 1 HlicH
ST,

(2) 23E&EE(Table 23; Appendices 23-1 ~23-4)

FFREOtAEEDS, 50 mg/ke KA EDREFCH VT, XHE & B LU GRETERNICE
B (0. 0D ickEm L7z,



B, NIEBXUORIBTEEICE. WRELITPRHEEHLOBICEEZRED NS -
726

(3) RIBHMBFER (Table 24; Appendix 24)

BREDBREFRREZLTIIRT,

CFFiRD

INERLLET D FFMEREDAE KA. 50 mg/kg #GHED 4 FI L U250 ng/kg REEHD2H
A S, FEBSER IS EE (0€0. 05. 0.0 S, Fio, 250 ng/kg HEHT
DOFFRERDOEE . HE (. 0D ITHERS s,

Z Off, BURBFEH. 106 L1250 ne/kg REHOE 1 HlicH S,

(RO

BEAEFLED L OMHENN. BB L L U250 ng/kg REFOL2H)ICH SN,
MBI RBEE D L UBEEDZER ) -1,

(Bai)

FEHEN, MBELESUITPRIHSRICAH SN, 50 ng/kg 5D 1 ] (EHES : FB
03006) 6 & 11250 mg/kg HSEOBEROELFRME ICZRZERNRS ol | Fl(EHES

: FB0O4013) Tid. #iDF & b FWORES M 72 (Photo 5) #% REMEELLUE
B ENERE RS - 1,

Z O, HIfAS, 10 ng/kg GO 1 flicd ot

(B

PR O ZEAZE A, 10 me/kg BSEEIC 2 6. 50 mg/ke 58D 1 #1. 250 ng/ke
BEBFIC2HA NI, ThoDd B 250 ng/kg HREHD 14 (B#HES : FBO401D T
3. s & b RREMNED - 72 (Photo 6)

FEIHEEEORMED. MBELSUITPEEREHICA ON/IA, SBROEEIC
BRSO 7E221378 <\ 50 ng/kg G5B TRAEFHEENEDN - 72 (p<0. 05,

F7o, Bh LEROBRERA. 250 ng/kg REHOD 1 6| (BE=S : FB04006) TAH SN,
EBMEDOFRE L B EEERICY Vo BRRl %A > Tz (Photo 7)o

(BERE)

B ERISBIERA A 5172250 ng/kg BEHD 161 (B¥ES : FB04006) b & 'R
Ofthd 1 Flic, BT LEOBERMNA SNz (Photo 8)6



(BB

BROIARME ICERZED S 507250 ng/kg 58D 1§ (&S : FBO4013)
T3, R ICIE#EOEMAS S (Photo 9). ZODfth. REDEREMN, 10 mg/kg #%
=310 W INC REY gh jul

(% i)

. S & AR DIREIZ I, BEIIS SHlEh -7z,

I. HFEREFME
1. AREpEm R
1) ZECRAE (Table 25; Appendices 25-1~25-4)

LTOFYINREE Lico REIFUIARE TS - 785, 50 ng/kg 5 EHC 1
(EWr%S : MX03002 X FB03002) 250 mg/kg #5-EIC 1 4 (E##& : MX04011 X FB0O40
01D ;BB ohic, LAL. ZHE FAENSRKEBEF TIKE L/BRE LU Z DD FLE
BT, BB DIPRIESH S OMICHETFENEEZRIRD S hilh -7,

2) AH I UHEIREE

250 mg/kg SO 1 5l (EBHMES : FRO40ID A, HEHICHREOMER ST, FEIR%
EELIIh-7c, ZOBMIR. BRI, ERL, ERZEEL TV ), MEZHET
KR ROERNET Lic, BEOMmD 1§ (EHES : FBO006) icEWTH, BFYI
BERL, ERZEELTOWD, WE 2 BE CILERDOKHFEENET LI, £/, RED
b 1 1 (EWAES - FBOA003) i3 MESR24 BICPEYR 2 Bl & thEE Lo, Sy HRmesRigicid,
EERIZT TS LT W e

Z OB, DERIRES KOHBIREBORTE IBE INL -7,

3) WERP X CHERIER (Table 26; Appendices 26-1~26-4)

250 mg/kg HWEED 14| (EHMES : FB04003) A5, EIR2ABITHIE L7cd, EEEOfD
B, ER22~238 I HE L, HERD X UHERMBICIIRE CDTPRIREREO
ElCHEFERZRRD onEh -7,



4) HIREEE. EREEB L UEKE (Table 26; Appendices 26-1~26-4)
HIREMIOREI. BRNE L TERRIZ, WRHELDIPRIRSEHLO Faﬂ&:ﬁ§T$E?F
BEEREHoNIIM -1,

2. HERMR
1) A% (Table 26; Appendices 26-1~26-4)

SRR, ERHERES X OHIITE. WEEEEDIPRIREH L OMICHITFENAERER
B o7,

RTRIE. MBEHESUSRSFBIIBD SN/H 250 ng/kg IREEBFORBILT REII.
XPRREE & PR L To0tgm L GBREE : 84, 10 mg/kg B&58¥ : 34, 50 mg/kg £
& . TH. 250 meg/kg 58 : 2360 o 250 mg/kg B SEOHAERIT, XHEEF L L
THE@Q. ) BEFEERL. FROFEREFERL., BDERZR L,

2) {EKE (Table 27; Appendices 27-1~27-4)
HHE L, BE 0BXU0 4 BOHKEICIZ, WMEEEDTPRRSEH L OMICRIHFENER
ZRIFD LN - 72,

3) ¥RE (Table 28)

WE 0 HOEFERICARTEERDSNT. WH 4 HOSRICBVWTHRERFIIRD S
N -t £l ACROHRICEWTHEFRBEEI WL -7



€7 ]

—RAREEDZA L & LT, #Tid 50 ng/kg DLEDDTPEREICE D, #5%. —BHOH
BHOBEIN. BEERFCRE L8RS LUREM EM LI 05, DTPRED
HRBLEEZ o, HTIRITPIREIC L BEEZ o —BIREOZE(LIIRDH SN -
7o

HEHEE biT, BERICEITPRSICL ZHEBITRD SNEA o 7chS, #ETIE 50 ng/ke
LI EDDTPREGIC LD HEHRIICEEDEIMIMHINED S i,

FFBEEN. H#Tid 250 ng/kg ODTPIRGIC LD, HETIZ 50 mg/kg LI EDDTPIRSIC
Loml. REHEBFRETIE. HiEL b, 50 ng/kg ZLEDDTPEEIZ X O, /NEFUL
| HOFFMBICIE AR S, BTERL A S T —CRE T, 250 ng/kg ODTPR
Bk o, DMERLEOFFHIC A & 7 —EBRHRAEN L TWic I & 6. /NEHRL
HOFMOBEARIZ, RNAF YV - LOEEIICERI L ELEEZ SR

BREEN. HED250 ng/kg DITPSIc LMLz, REMBFERE TII,
eosinophilic body DMEMAEED L, HMHNEF Lh - BT, FREE LR OEHEES
L UORBEZME > T, MOBRERICIIDTIHESOEEILL . REEBRFRETII.
WIFNDDITPESE I BV T HIEMRME O ZERMEENERE I/, BB X TEEIC
DTPOHBICEE LICBH O M RENRED SIS -7z LA L. 250 ng/ke HBS5EDME
T3 BREIT LR OBFKS 203 v KRBEE LOEBAEORKRE# - - Bh L
EOBHRAGBD St 77 NMVELXTIVDO—FETH S di-(2-ethylhexyl)phthalate
D7y bERWEERRICEWT, BREEOWN. RAT LEOZEM D X UOHRED
Bt - IEMNED SNTHWBEY TEMS, 250 ng/ kg RESBOMIEICHEIN/CBED
FERE PRI AL, DTPIRBIC K AFEBEEZ o, LA L, IRIREDERICIZ. ik
EBIDITPREIC K A& LiZED N T, BREREEZRRTIAREBED SN -7,

T/, RE LR OERENORERENE Uh - 7-#D250 ng/kg 58D 1 FITiE. &2
WetkAES & M B OTHEREENRR T - 1o, RIBESFRE T, BIBRKEIZEE
BOMEMMNED S, %g INF a4 ROSFEMACRE I N, 51T, BROFEL W
EHELBEOONI, R MU RAMBCIE. BEREVEREL. BEILTF IA PO ER
FTHIENSY | Lo FIZEDOLNIEIBEOEIZ. SHROX L RAMEARTS -
el EILLBbDEEZ ONT



MERELFREORER, 250 ng/kg DITPIRFIZK D, EHLTRHGENTLAY 7+ R
77 7 —ERUEDERVBDONI, TAN ) T4 R7 75 —H ik, Bl FFEOMKR
KB SEET BP0, ARRTR. ChoOHBICITPRSICKZE(IEEL SNBEHEN
BHONTVWSEIENS, DIPREOEETSH 5HHEREAF .

MAEFREDOFER. 250 ng/kg DOITPIREIC LY. PIRMERMERES & CSEHERI
HiMERBRENMEMEZTR L, RMEE. MBEXRE, ~N< b7 Uy MEKDTPHREIC L
BHENRDONTHEWI EMhS, ThODELRBRIBEL TS, BHENCE
EDOILWHDEEZ LN,

—Fy 7Y VBT RFIMEEIE D BREOBH., WTHRDS & OBEEEIRES
NTVWBN O KRR T, BEBIUOBR LEOERDS JOREHBERKICII. DTPR
S8R D o0T| ITPO 250 ng/kg FTOHRE TR, BREMELTVWEEL SN,

oD I ENS, EO—RHEFENRLERIT, 50 ng/kg DITPREICLD, KEs
JUFEHEIRD SN 0D 10 ng/kg/day  HEO—REHFHRLERIT. 50 ng/
kg DITPEGICK D, AEEMIMH G K UCHBENRD SN &N S 10 ng/ke/day &
EZZ o,

MEESYORER, IR, DIPIRSICL 2HBIRD SNUED - 72, 250 ng/ke
HBEED 2HIT, WH 4 HE TICEROFEBMNELT L2, 50 ng/kg LITOHREET
3. EREOE(LETRLABMIRD SN THVENI EM S, 250 ng/kg DDTPEREEIZL B
HWEARNRE SN/, CTAICERL T, E#HORTRERA A & LT L.,
EROEFHMET Uz, E7o. 250 ng/kg $SEED 1 FIA, EIR2AEICER 2 %L
L. ZOERIAHEAICET Lic, LA L, HEOMOEYIIER22~23 0 ICIEH I
LTWVWB I END, BRI, COBMDIER2H ERE: 2) KERLALLDLEE
2 5N, DTPIRSORETRRWEEL SR,

CNSDIEN D, BOEBREFBMENIIEER I 250 ng/ke/day. HOEFERAE
BN BRI, 250 ng/kg ODTPIRSIC X DHBERBNREB I NI/ 50 ng/kg/
dayE ZZ Shtc, /oo EROREL LUBEICIITPHESOREBIREBD SO -1,

CIEORBRBED S ARREAT TR, MPORERSEN CHT 2 B SRS, Hif
& BT 10 mg/kg/day. AEMEFRAZHICET AEEERIL. I LTI 250 ng/ke/day.
i3 LT 50 me/kg/day. BEVRICXSLTId 250 meg/kg/day Tdh B L¥lkrEh s,
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[TABLE INDEX 1}
DTP : combined repeat dose and reproductive/developmental toxicity screening
test in rats

Table no. (appendix no.) Table title
1 {1-1 ~ 1-4) Clinical signs of Fo males
2 (2-1 ~ 2-4) Clinical signs of Fo females
3 { 3-1 ~ 3-4) Body weight of Fo males
4 ( 4-1 ~ 4-4) Body weight gain of Fo males
5 ( 5-1 ~ 5-4) Body weight of Fo females during premating period
8 (6-1 ~ 6-4) Body weight gain of Fo females during premating
period
7 (7-1 ~ 7-4) Body weight of Fo females during pregnancy period
8 ( 8-1 ~ 8-1) Body weight gain of Fo females during pregnancy
period
9 { 9-1 ~ 9-4) Body weight of Fo females during lactation period
10 (10-1 ~10-4) Body weight gain of Fo females during lactation
period
11 (11-1 ~11-4) Food consumption of Fo males
12 (12-1 ~12-4) Food consumption of Fo females during premating
period
13 {13-1 ~13-4) Food consumption of Fo females during pregnancy
period
14 (14-1 ~14-4) Food consumption of Fo females during lactation
period
15 (15-1 ~15-4) Urinalysis values in Fo males on day 42 of
treatment
16 (16-1 ~16-4) Urinalysis values in Fo females on day 14 of
pregnancy
17 (17-1 ~17-4) Hematological findings of Fo males after oral
administration for 42 days
18 (18-1 ~18-4) Biochemical findings of Fo males after oral
administration for 42 days
19 ( 19 ) Summary of macroscopic findings in Fo males
20 (20-1 ~20-4) Absolute and relative organ weight of Fo males

after oral administration for 42 days
21 ( 21 ) Summary of histopathological findings in Fo males

22 ( 22 ) Summary of macroscopic findings in Fo females
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24
25
26
217
28

(23-1

(25-1
(26-1
(27-1

~23-4)

24 )
~25-4)
~26-4)

~27-4)

Absolute and relative organ weight of Fo females
on day 4 of lactation

Summary of histopathological findings in Fo females
Reproductive performance of Fo animals

Development of Fi1 pups up to day 4 of lactation
Body weight of F. pups up to day 4 of lactation

Morphological findings in F. pups on day 4 of
lactation



Table 1

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

Clinical signs of F., males

No. of No. of animals showing clinical signs
Clinical signs Group animals
examined 1~ 73 g~ 14 15~21  22~28 29~ 35 36~ 42 43 Total
b)
0 mg/kg 13 0 0 0 0 0 0 0 0
Salivation 10 mg/kg 13 0 0 0 0 0 0 0 0
after dosing
50 mg/kg 13 0 0 0 0 0 2 0 2
250 mg/kg 13 0 0 1 0 1 7 0 7

a): days of treatment
b): vehicle cantrol, corn oil (5 ml/kg)



Table 2

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

Clinical signs of F, females

No. of No. of animals showing clinical signs
Clinical signs Group animals
examined 1~ 7% g~ 14 15~ 21 22~ 28 29~35 36~ 42 43~ Total

b)
0 mg/kg 13 0 0 0 0 0 2 2 2
Loss of hair 10 mg/kg 13 0 0 0 0 2 2 2 2
50 mg/kg 13 0 0 0 0 1 1 1 1
250 mg/kg 13 0 0 0 0 0 1 0 1

b)
0 mg/kg 13 0 0 0 0 0 0 0 0
No clearance of 10 mg/kg 13 0 0 0 0 0 0 0 0

placenta

50 mg/kg 13 0 0 0 0 0 0 0 0
250 mg/kg 13 0 0 0 0 0 1 0 1

b)
0 mg/kg 13 0 0 0 0 0 0 0 0
No retrieving of 10 mg/kg 13 0 0 0 0 0 0 0 0

newborns
50 mg/kg 13 0 0 0 0 0 0 0 0
250 mg/kg 13 0 0 0 0 0 1 0 1
a): days of treatment

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



Table 3

DTP: combined repeat dose and reproductive/developmental toxicity screening test in rats
Body weight of F. males (g); mean = S$.D. (N)
Compound DTP
Dose group a)
(mg/kg) 0 10 50 250
Days of treatment
1 (Initial weight) 331.0 + 9.2 ( 13) 331.4 + 7.9 13) 331.3 + 8. 13) 331.2 ¢ 9. 13)
8 380.1 +* 14.5 ( 13) 384.7 £ 13.9 13) 381.7 * 13. 13) 381.6 * 19. 13)
15 420.6 * 20.6 ( 13) 428. £ 19.1 13) 426.0 * 20. 13) 420. + 31. 13)
22 450.4 + 23.1 ( 13) 458.3 + 23.5 13) 452.4 * 19. 13) 448.4 + 37. 13).
29 482.3 * 28.3 ( 13) 491.1 ¢ 25.3 13) 484.6 *+ 21. 13) 479.5 *+ 45. 13)
36 511.0 * 30.3 ( 13) 521.6 + 27.8 13) 512.2 * 26. 13) 505.1 * 53. 13
42 530.9 * 33.4 ( 13) 538. + 34.6 13) 526.4 * 31. 13) 523. + 58. 13
a): vehicle control, corn oil (5 ml/kg)



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

Body weight gain of F, males (g); mean ¥ S$.D. (N)

Compound DTP

Dose group

(mg/kgq) 02 10 50 250
Days of treatment
1~ 8 49.1 * 9.3 ( 13) 53.3 + 9.2 ( 13) 50.5 + 7.2 ( 13) 50.4 ¢ 12.1 ( 13)
8~ 15 40.5 ¢+ 9.5 ( 13) 43.5 + 6.0 ( 13) 44.3 * 7.4 ( 13) 38.5 + 14.3 ( 13}
15~ 22 29.9 =+ 8.3 ( 13) 30.1 * 6.5 ( 13) 26.4 £ 7.2 ( 13) 28.3 +* 10.1 ( 13}
22~ 29 31.8 £+ 9.9 ( 13) 32.8 ¢+ 5.4 ( 13) 32.2 ¢+ 4.9 ( 13) 31.1 ¢+ 9.9 ( 13)
29~ 36 28.7 * 5.5 ( 13) 30.5 + 5.9 ( 13) 27.5 ¢+ 8.3 ( 13) 25.6 * 9.8 ( 13)
36~ 42 20.0 = 9.3 ( 13) 16.8 * 12.3 ( 13) 14.2 = 11.7 ( 13) 17.9 + 7.4 ( 13)
1~ 15 89.6 * 16.2 ( 13) 96.8 * 14.4 ( 13) 94.8 + 13.7 ( 13) 88.9 + 24.6 ( 13)
1~ 22 119.4 + 17.6 ( 13) 126.9 = 18.9 ( 13) 121.2 = 12.7 ( 13} 117.2 + 31.0 ( 13)
1~ 29 151.3 ¢ 24.3 ( 13) 159.7 & 20.5 ( 13) 153.4 + 14¢.7 ( 13) 148.3 + 39.6 ( 13)
1~ 36 180.0 = 26.0 ( 13) 190.1 ¢ 22.9 ( 13) 180.9 *+ 20.6 ( 13) 173.9 + 47.3 ( 13)
1~ 42 199.9 + 29.9 ( 13) 207.0 £ 29.0 ( 13) 195.1 = 26.7 ( 13) 191.8 * 51.7 ( 13)

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



Table 5

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

Body weight of F., females during premating period

(g); mean * S.D. (N)

Compound DTP
Dose group a)
(mg/kg) 0 10 50 250
Days of treatment
1 (Initial weight) 208.7 * 6.4 ( 13) 209.3 ¢+ 6.5 ( 13} 208.9 + 6.1 ( 13) 208.6 ¢+ 6.3 ( 13)
8 228. r 7.5 (13 225.5 * 10.2 ( 13) 221.8 £ 9.1 ( 13) 222.1 £+ 8.8 ( 13)
15 246 .0 + 8.6 ( 13) 240.6 * 12.3 ( 13) 237.0 * 10.1 ( 13) 233.6 + 11.9% ( 13)
22 286. ( 1) 271.0 ( L1

a): vehicle control,

corn o0il (5 ml/kgqg)

* . significant difference from control, p<O0.

05 (by multiple comparisons)



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

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

Compound DTP
Dose group a)
{(mg/kg) 0 10 50 250
Days of treatment
1~ 8 20.2 + 6.3 ( 13) 16.2 + 6.0 ( 13) 12.8 =+ 7.4% ( 13) 13.6 £+ 8.1 ( 13)
8~ 15 17.2 £ 3.8 ( 13) 15.2 £+ 6.5 ( 13) 15.2 + 5.6 ( 13) 11.4 £ 6.1 ( 13)
15~ 22 19.2 ( 1) 24.8 ( 1)
1~ 15 37.3 =+ 8.7 ( 13) 31.3 + 9.3 ( 13) 28.0 =+ 6.6% ( 13) 25.0 £ 10.4 ( 13)
1~ 22 76.7 ( 1) 52.4 ( 1)
a): vehicle control, corn oil (5 ml/kg)
* : significant difference from control, p<0.05 (by multiple compariscns)

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



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

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

Compound DTP

Dose group a)

(mg/kg) 0 10 50 250

Days of pregnancy
0 252.6 * 14.2 ( 13) 246.4 £ 11.4 ( 13) 243.5 £ 15.5 ( 12) 244.1 =+ 9.8 ( 12)
7 290.0 * 18.4 ( 13) 284.1 + 12.5 ( 13) 276.1 £ 17.1 ( 12} 278.6 * 12.5 ( 12)
14 330.0 + 28.2 ( 13) 320.6 *+ 16.0 ( 13) 307.5 ¢ 19.6 ( 12) 316.1 + 18.6 ( 12)
20 402.2 = 33.3 ( 13) 395.8 & 24.8 ( 13) 380.1 ¢+ 28.0 ( 12) 393.5 ¢ 26.6 ( 12)

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



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

Body weight gain of F, females during pregnancy period (g); mean £ S§.D. (N)

Compound DTP

Dose group a)

(mg/kg) 0 10 50 250

Days of pregnancy
0~ 7 37.3 * 10.6 ( 13) 37.6 £+ 7.8 ( 13) 32.7 + 9.6 ( 12) 34.5 ¢+ 6.8 ( 12)
7~ 14 40.1 + 10.9 ( 13) 36.6 + 5.1 ( 13) 31.3 + 7.2 ( 12) 37.5 £+ 8.0 ( 12)
14~ 20 72.1 + 8.5 ( 13) 75.1 + 11.9 ( 13) 72.7 x 12.2 ( 12) 77.4 + 17.4 ( 12)
0~ 14 77.4 £ 18.7 ( 13) 74.2 + 9.1 ( 13) 64.0 * 14.4 ( 12) 72.0 ¢ 13.1 ( 12)
0~ 20 149.5 *+ 23.1 ( 13 149.3 + 17.8 ( 13) 136.7 * 20.1 ( 12) 149.4 + 22.0 ( 12)

a): vehicle control, corn o0il (S5 ml/kg)



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

Body weight of F, females during lactation period (g); mean = S.D. (N)

Compound : DTP

Dose group a)

(mg/kg) 0 10 50 250

Days of lactation
0 294.5 ¢+ 27.3 ( 13) 282.4 + 28.3 ( 13) 270.9 = 17.0 ( 12) 278.6 £ 18.3 ( 11)
4 313.7 * 24.9 ( 13) 307.2 £ 22.2 ( 13) 291.0 * 16.8% ( 12) 296.7 * 17.4 ( 11)

a): vehicle control, corn oil (5 ml/kg)
* : significant difference from control, p<0.05 (by multiple comparisons)



Table 10
DTP: combined repeat dose and reproductive/developmental toxicity screening

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

test in rats

Compound DTP

Dose group

a)
(mg/kg) 0 10 50 250
Days of lactation
0~ 4 19.2 ¢ 10.9 ( 13) 24.8 + 17.5 ( 13) 20.0 ¢+ 9.3 ( 12) 18.2 + 14.4 ( 11)

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



Table 11

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

Food consumption of F, males (g); mean *+ S.D.

Compound DTP

Dose group a)

(mg/kqg) 0 10 50 250

Days of treatment
1~ 8 202.7 * 16.6 ( 13) 199.8 * 10. 13) 197.6 * 14. 13) 197.0 + 21. 13)
8~ 15 186.6 * 17.4 ( 13) 192.4 + 16. 13) 181.9 =+ 17. 13) 181.1 =+ 27. 13)
29~ 36 183.8 + 17.8 ( 13) 188.0 * 17. 13 181.7 =+ 17. 13) 189.8 *+ 30. 13)
36~ 42 154.8 * 12.4 ( 13) 149.6 * 21. 13) 147.1 * 14. 13) 153.0 =+ 21. 13)

a): vehicle control,

corn oil

(5 ml/kg)



Table 12
DTP: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of F, females during premating period (g); mean £ S.D. (N)

Compound DTP

Dose group a)

(mg/kg) 0 10 S0 250

Days of treatment
1~ 8 123.9 + 12.4  13) 120.1 = 10.9 ( 13) 118.8 ¢ 9.6 ( 13) 119.9 ¢ 7.5 ( 13)
8~ 15 121.0 + 11.8 ( 13) 119.7 = 12.1 ( 13) 115.0 * 10.5 ( 13) 119.8 * 10.7 ( 13)

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



Table 13

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

Food consumption of F, females during pregnancy period (g); mean * S.D. (N}

Compound DTP

Dose group a)

(mg/kg) 0 10 50 250

Days of pregnancy
0~ 7 154.1 + 22.6 ( 13) 149.9 +* 11.0 ( 13) 142.8 £ 13.5 (123 153.1 ¢+ 9.1 ( 12)
7~ 14 174.9 *+ 28.3 (13 162.2 *+ 15.4 ( 13) 149.8 * 14.2 ( 12) 164.1 * 15.4 ( 12)
14~ 20 128.2 + 14.1 ( 13) 130.8 * 13.5 ( 13) 119.7 ¢+ 8.0 { 12) 134.2 ¢+ 8.2 ( 12)

a): vehicle control, corn o0il (5 ml/kg)



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

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

Compound DTP
Dose group a)
(mg/kg) 0 10 50 250
Days of lactation
0~ 4 104.6 + 23.0 ( 13) 91.3 * 33.9 ( 13) B7.5 £ 28.4 ( 12 93.4 & 25.5 ( 11)

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



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

Urinalysis values in Fo males on day 42 of treatment

Number pH Protein® Glucose® Ketone® Bilirubin® Occult blood®  Urobilinogen®
(Group of
(mg/kg) animals 5.56.06.57.07.5808520.0 — £ + ++ ++ - -+ + M = + - £ + + 4
0* 13 0 1 0 3 0 2 3 4 1 2 7T 3 0 13 3 4 5 1 0 13 0 8 4 0 1 13 0
10 13 o 0 2 1 0 0 1 9 0 0 8 4 1 13 2 3 7 0 1 10 3 12 1 0 0 13 0
50 13 11 0 2 1 1 0 7 0 0 10 3 0 13 2 6 5 0 0 12 l 2 0 0 12 |
250 13 0O 0 1 0 0 2 1 9 0 1 11 1 0 13 2 7 4 0.0 13 0 10 3 0 0 13 0

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

b) —: negative, *: trace, +: 30 mg/dl, ++: 100 mg/dl, +++: =300 mg/dl
: negative ‘

d) —: negative, *: trace, +: slight, +-+: moderate, ++-+: marked

e) =£: 0.1 BU/dl, +: 1.0 EU/dl

Ho1od



Table 16

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

Urinalysis values in Fo females on day 14 of pregnancy

Number pH Prbteinb’ Glucose® Ketone®  Bilirubin® Occult blood® Urobilinogen®
Group of
(mg/kg) animals 5.05.56.06.57.07.5808520 - * + - - =+ — — +
02 13 1 05 1 2 1 1 0 2 9 3 1 13 12 1 13 13 13
10 13 0 0 2 3 0 3 3 2 0 8 2 3 13 12 1 13 13 13
50 12 0 0 0 1 5 5 0 0 1 T 2 3 12 12 0 12 12 12
250 12 0 0 2 1 4 2 2 0 1 10 1 1 12 11 1 12 12 12

a) vehicle control: corn oil 5 mi/kg)
b) —: negative, *: trace, +: 30 mg/dl
c) —: negative

—: negative, =: trace, +: slight
e) *=: 0.1 EU/dI



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

Hematological findings of Fo males after oral administration for 42 days

RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet
DTP
(x104/mm3) (g/4l) (%) (4au3) (pg) (% (x10%/mm3)
(mg/kg)
(13) (13) (13) (13) (13) (13) (13)
0 798 15.7 46,0 57.6 19.7 34.1 100.2
+29 *0.5 .*1.5 1.7 0.6 +0.4 +
(13) (13) (13) (13) (13) (13) (13)
10 816 15.7 46.1 56.6 19.2 34.0 38.6
*40 0.5 *1.9 1.6 0.6 *0.6 6.7
(13) (13) (13) (13) (13) (13) (13}
50 795 15.4 45.7 57.4 19.4 33.8 101.2
£28 £0.4 1.5 *2.0 £0.5 £0.4 £10.7
(13) (13) (13) (13) (13) (13) (13)
250 802 15.2 45.4 56.6 19.0%* 33.6* 106.0
134 0.6 £1.6 *1.7 0.5 £0.6 £10.
Band Segmented
? WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
DT
(x100/mm3) (%) (%) (%) (%) (%) (%)
(mg/kg)
(13) (13) (13) (13) (13) (13 (13)
0 112 0 17 1 4 78
+36 +0 +7 ] %0 3 +8
(13) (13) (13) (13) (13 (13) (13)
10 123 0 18 0 4 77
+31 0 8 1 0 +2 8
(13) (13) (13) (13) (13) (13) (13
50 111 0 17 1 5 77
£34 £0 +7 1 %0 *+3 b4
(13) (13) (13 (13) (13) (13) (13)
250 138 0 14 1 V] 5 80
£36 +0 6 1 £Q +3 7
Parameter. mean $.D. *, significantly different from control. P<0.05

( ). number of animals **, significantly different from control. p<0.01



Table 18

DTP: 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
DTP
(mé/kg) (g/d1) (g/dl1) (mg/dl) (mg/dl) A{mg/dl) {mg/d1) (mg/d1) (mg/dl)
(13) {13) (13) {13} (13) (13 (13 (13) (13)
1] 5.5 2.9 1.16 12 0.7 - 158 52 0.08 77
0.3 0.1 +0.12 2 0.1 21 £13 £0.02 +26
(13) (13) (13 (13> (13) (13 (13) (13) (13)
10 5.5 2.9 1.14 12 0.6 149 53 0.09 79
0.2 0.1 £0.09 2 0.1 14 *10 $0.01 41
(13) {13) (13) (13) (13) (13) (13) (13) (13}
50 5.4 2.9 1.17 13 0.6 151 52 0.08 64
+0.3 0.2 x0.12 *2 0.1 +12 12 *(.02 +24
(13) (13) (13) (13) (13} {13 (13) (13) {13)
250 5.5 3.0 1.23 13 0.6 143 49 0.08 70
0.3 +0.2 +0.13 ] 0.1 14 £12 +0.03 +37
Na K Cl Ca Inorg. ALP GPT GOT ¥—GTP
phos.
DTP
(mg/kg) (mEq/L) (mEq/1) {mEg/1}) (mg/dl) (mg/dl) U/ (U/L) (U/1) (Us1)
(13) (13) (13) (13) (13) (13) (13 (13) (13
0 143.9 3.95 107.2 8.8 5.8 201 22 51 0
0.8 +0.24 +1.1 £0.2 *0.5 +39 *3 +5 *Q
(13) (13) (13 (13) (13) (13) (13) (13 (13)
10 143.5 3.76% 106.9 - 9.0 6.0 181 1 51 Q
*0.7 *0.11 +1.3 £0.3 $0.5 47 +3 *4 *0
{13) (13) (13) (13) (13) (13) (13) (13) (13
50 143.3 3.85 106.6 8.9 5.7 206 22 50 0
+0.7 +0.19 1.2 0.2 0.6 33 6 +7 Q0
(13) (13) (13) (13) (13) (13) (13) (13) (13)
250 144.0 3.69%* 106.7 8.9 5.9 243* 24 49 0
£0.7 +0.19 1.5 0.4 0.4 51 5 *7 *0
Parameter, mean S.D. *, significantly different from control. p<0.05

€.

number of animals

*k

significantly different from cont-

‘{ p<0.01



Table 19
DTP: combined repeat dose and reproductive/developmental toxicilty screening test in rats

Summary of macroscopic findings 1n Fo males

Group Control 10 mg/kg 50 mg/kg 250 mg/kg
Grade - + - + - - +
(Thymus) (13} [13]) [13] [13]
Small 13 0 13 0 11 2 13 0
(Lung) [13] [13] [13] [13]
Spot, dark 11 2 13 0 12 1 13 0
Area, dark 13 0 12 1 13 0 13 0
Spot, pale 13 (o] 13 0 12 1 13 0
(Kidney) [13] [13] [13] [13]
Dilatation, renal pelvis 12 1 13 ] 13 [} 13 0
Area, recessed 13 0 13 0 11 2 13 0
Enlargement 13 [)) 13 1] 13 (4] 10 3
(Epldidymis) [13] [13] (131 [13}
Nodule 13 ¢} 13 0 13 0 12 1
(Liver) [13] [13] [13] [13]
Yellowish 11 2 9 4 9 4 11 2
Area, pale 12 1 12 1 12 1 12 1

—, Negative; +, Positlve
[ ], Number of animals examlned



Table 20

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

Absolute and relative organ weight of F, males after oral administration for 42 days; mean * S.D. (N)
Compound DTP
Dose group a)
{mg/kg) 0 10 50 250
Terminal body weight (g) 501.7 = 30.7 ( 13) 509.6 * 32.1 ( 13) 498.9 * 28.3 13) 496.0 + 56.1 13)
Liver (g) 14.47 + 1.32P)( 13) 14.48 * 1.57 ( 13) 14.67 * 1.36 13) 16.86 * 2.85 13)
2.88 +* 0 l7c) 2.84 * 0.18 2.94 + 0.16 3.38 &+ Q.22%
Kidneys (g) 3.00 + 0.19 ( 13) 2.92 + 0.19 ( 13) 3.07 £ 0.24 13) 3.28 & 0.35% 13)
0.60 * 0.05 0.57 = 0.03 0.62 = 0.04 0.67 + 0.09
Thymus (mg) 314.1 * 68.8 ( 13) 311.3 +101.4 ( 13) 280.4 + 64.0 13) 319.7 * 93.4 13)
62.9 * 15.2 60.8 * 18.6 56.6 * 14.7 65.6 * 21.6
Adrenal glands (mg) 52.0 * 8.6 { 13) 45.3 = 9.2  13) 45.5 + 7.2 13) 47.4 * 7.8 13)
10.4 = 1.8 8.9 =+ 1.8 9.1 £+ 1.5 5.7 ¢+ 1.9
Testes (g) 3.21 ¢ 0.26  13) 3.27 £ 0.21 ( 13) 3.23 + 0.33 13) 3.34 + 0.25 13)
0.64 * 0.08 0.64 * 0.05 0.65 * 0.06 0.68 + 0.09
Epididymides (g) 1.17 £ 0.08 ¢ 13) 1.16 = 0.08 13} 1.16 + 0.08 13) 1.20 £ 0.12 13)
0.24 * 0.03 0.23 + 0.02 0.23 =+ 0.01 0.24 + 0.03
a): vehicle control, corn oil (5 ml/kg)
b): absolute weight
¢): relative weight (g or mg per 100g body weight)
* significant difference from control, p<0.05 (by multiple comparisons)
E =2

significant difference from control, p<0.01 (by

multiple comparisons)



Table 21

DTP: combined repeat dose and reproductive/developmental toxlcity screening test in rats

Summary of histopathologlcal findings in Fo males

Group Control 10 mg/kg 50 mg/k 250 m
Grade - % + + ++ pos. - +* + + ++ pos. - ig +g++ +++ pos. - % g/k$+ +++ pos.
(Brain) (13} [ 0] [ 0] [13]
No remarkable change
(Heart) [13] { 0] [ 0] {13}
Myocardial degeneration i0 3 0 0 O 3 11 2 0 0 O 2
(Liver) (13} {131 {131 [13]
Hypertrophy, hepatocyte,
centrilobular 13 0 0 0 O 0 13 0 0 0 0 0 10 3 0 0 O 3 2 6 S 0 O»s=11#%
Fatty change, perliportal 0 2 3 8 0 13 0 0 4 8% 0 13 0 1 5 7 0 13 3 7 3 0 (Qss10
Increase, catalase positive
granule, centrilobular 2 0 0 0 O 0 2 0 0 0O O 0 2 0 0 0O O 0 0 2 0 0 O0O»e 2
Elongation,
catalase positive granule 2 0 0 0 O ¢} 2 0 0 0 0 0 2 0 0 O O 0 0 2 0 0 Owe 2
(Spleen) {13] { 0] { 0] {131
Deposlt, pigment, brown o 013 0 0 13 g 013 0 0 13
Hematopolesls, extramedullary g 7 6 0 0O 13 g 7 6 0 O 13
(Thymus) [13] [ 0] [ 0] [13]
No remarkable change
(Kidney) [13] [13] [13] {131
Eosinophllic body 16 0 1 2 O 3 11 1 1 0 O 2 8 3 1 1 ©O 5 4 2 4 2 1 9#
Basophilic tubule, cortex 112 0 0 0 12 4 9 0 ¢ 0 9 310 0 0 O 10 s 7T 0 1 0 8
Cast, granular
cortico-medullary junction 13 0 0 0 O 0 13 0 0 0 O 0 13 0 0 0 O 0 12 0 1 0 O 1
Mineralization, medulla 12 1 0 0 O 1 13 0 0 06 O 0 13 0 0 0 O 0 12 1. 0 0 O 1
Dlilatation, renal pelvis 12 0 1 0 O 1 13 0 ¢ 0O © 0 13 0 0 O ¢ 0 13 0 0 0 O 4]
Cyst 13 0 0 0 O 0 12 0 1 0 © 1 12 0 1t 0 © 1 13 0 0 0 0 0
(Urinary bladder) [13} [ ol [ 01 {13]
No remarkable change
(Adrenal gland) [13] [ O} { 0} [13]
No remarkable change
(Testis) [13] [ 0} { 0} [13]
No remarkable change
(Epididymis) [13] { 01 [ o] {13]
Granuloma, spermatic 12 0 1 0 O 1 12 0 0 1 0 1

—, Negative; *,

#% Signiflcantly different from control p<0.01 (Fisher exact test)

Very slight: *, Siight; ++, Moderate; ++t+, Severe; Pos., Total of positlve grade
{ 1. Number of animals examined

se, Significantly different from control p<0.01 (Mann-Whitney U test)

4. Signiflcantly different from control p<0.05 (Fisher exact test)



Table 22
DTP: combined repeat dose and reproductive/developmental toxicity screening test 1n rats

Summary of macroscoplc findings in Fo females

Group Cantrol 10 mg/kg 50 mg/kg 250 mg/kg
Grade - + - + - - +
(Thymus) [13] [13] {13} [13]
Small 11 2 8 5 8 3 3 8
Area, dark 13 0 12 1 13 0 13 0
(Lung) [13} {131 {13) [13]
Spot, dark 13 0 11 2 13 4] 13 Q
(Kidney) [13] {13] [13] [13]
Pale 13 0 13 0 12 1 13 0
(Liver) {13} (13} [13] (131
Enlargement 13 4] 13 0 13 6] 11 2
Dark 13 0 13 0 13 o 12 1
Diaphragmatic nodule 13 Q 13 4] 12 1 13 4]
(Skin) {13} [13] [13] {13}
Alopecla 11 2 11 2 12 1 13 0
(Stomach) [13] [13] [13] [13]
Spot, dark, mucosa,
glandular stomach 13 0 12 1 13 0 13 0

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



Table 23

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

Absolute and relative organ weight of F, females on day 4 of lactation; mean * S.D. (N)

Compound DTP

Dose group
(mg/kg) 0 10 50 250

10

I+
N
N
S8
o~
I+
[
o
[o0]
L]

13 291.0 12) 296.7

1

[y
|
NS
—~

13) 307.2

1
N
'~
.

0
—~

Terminal body weight (g) 313.7

Liver (9) 13.16 + 1.19PY( 13)  13.48 + 1.23 ( 13) 13.50 + 1.30 ( 12) 14.34 + 1.08 ( 11)
4.20 + 0.28€ 4.40 * 0.37 4.63 + 0.29% 4.83 = 0.19%

Kidneys (9) 1.80 ¢ 0.21 ( 13) 1.87 £ 0.20 ( 13) 1.75 =+ 0.12 ( 12) 1.85 + 0.15 ( 11)
0.57 + 0.04 0.61 + 0.04 0.60 * 0.05 0.62 + 0.05

Thymus (mg) 162.5 + 55.4 ( 13)  140.3 = 70.2 ( 13) 128.2 + 66.5 ( 12) 137.0 + 44.6 ( 11)
51.7 + 15.8 45.1 *+ 21.8 43.7 + 22.1 46.1 + 15.1

Adrenal glands (mg) 68.4 + 9.2 ( 13) 69.9 + 8.0 ( 13) 66.6 + 10.5 ( 12) 64.0 £+ 7.6 ( 11)
21.9 + 2.8 22.8 + 2.4 22.9 + 3.5 21.6 =+ 2.5

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

b): absolute welght

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

* : significant difference from control, p<0.05 (by multiple comparisons)
*=* . gignificant difference from control, p<0.0l1 (by multiple comparisons)



Table 24
DTP: combined repeat dose and reproductlive/developmental toxiclty screening test in rats

Summary of hlstopathological findings {n Fo females

Group Control 10 mg/kg 50 mg/keg 250 mg/kg
Grade - * + + +++ pos. - + + H +++ pos. - + + + ++ pos. - + + ++ +++ pos.
(Braln) [13] [ 01 [ 0] [13]
No remarkable change
(Heart) [13] [ 01 [ 0] [13]
No remarkable change
(Liver) [13] {13] [13] [13}]
Hypertrophy, hepatocyte,
centrilobular 13 0 0 0 O 0 13 0 0 0 O 0 9 4 0 0 O a# 0 9 4 0 O==13##
Necrosis, focal 13 0 0 0 O 0 12 1.0 0 O 1 13 0 0 0 O 0 12 1. 0 0 O 1
(Spleen) (13] [ 0] [ 0] [13]
Deposit, pligment., brown 0 013 0 0 13 0 013 0 0 13
Hematopolesls, extramedullary 0 011 2 0O 13 0 2 8 3 0 13
(Thymus) [13] (13) (13} [13]
Atrophy 8 3 2 0 O S 5 4 4 0 O 8 5 8§ 2 1 0 8 5 6 1 1 0 8
Hemorrhage 13 0 0 0 O 0 12 01 0 O 1 13 0 0 0 O 0 13 0 0 0 O 0
(Kidney) [13] [13] [13] (13}
Degeneration, vacuolar,
proximal tubule 13 0 0 0 O 0 11 2 0 0 O 2 12 0 1 0 O 1 11 1 0 1 0 2
Basophlillic tubule, cortex 7T 6 0 0 O 6 8 5 0 0 O 5 12 1 0 0 O 1% 8 4 1 0 O 5
Hyperplasia,
pelvic eplthelium 13 0 0 0 O 0 13 0 0 0 0 0 13 0 0 0 O 0 12 0 1 0 © 1
Cellular infiltration,
lymphocyte, pelvic mucosa 13 0 0 O O 0 13 0 0 0 o0 4] 13 0 0 0 O 0 12 0 1 O O 1
Cast, proteinous 13 0 0 0 O 0 13 0 0 0 0 ] 13 0 0 0 O 0 12 1. ¢ 0 O 1
(Urinary bladder) {13) 1131 1131 (131
llyperplasia,
transttional cell 13 0 0 0 O 0 13 0 0 0 O 0 13 0 0 0 O 0 11 2 0 0 O 2
{Adrenal gland) [(13] [13] [13] [13]
Lipid droplet, lncreased.
zona fasciculata 13 0 0 0 O 0 13 0 0 0 O 0 13 0 0 0 O 0 12 0 1 0 O 1
Necroslis, cortex 13 0 0 0 0 O 12 0 1 0 0 1 13 0 0 0 0 O 13 0 0 0 0 O
{Ovary) [ O} [ 01 [ 1] {1}

No remarkable change

—. Negatlive; %, Very slight: +, Slight; ++, Mmoderate; +++, Severe; Pos., Total of positive grade
[ ], Number of animals examined

sa, Signiflcantly different from control p<0.01 (Mann-Whitney U test)

4, Significantly different from control p<0.05 (Fisher exact test)

s##, Signiflicantly different from control p<0.01 (Fisher exact test)



Table 25

DTP: combined repeat dose and reproductive/developmental toxicity screening test in rats
Reproductive performance of F. animals
Compound DTP
Dose group a)
0 10 50
(mg/kg) 2350
Number of mated pairs 13 13 13 13
Number of copulated pairs 13 13 13 13
Copulation index 100 100 100 100
Number of pregnant animals 13 13 12 12
Fertility index 100 100 92.3 92.3
Pairing days until copulation
Mean £ S.D. (N) 3.1 % 2.2 (13) 2.7 £ 0.9 {13) 2.3 £ 1.9 (13) + 1.3 (13)
Frequency of vaginal estrus
Mean * S.D. (N) 1.2 £ 0.6 (13) 1.0 £ 0.0 (13) 1.1 £ 0.3 (13) + 0.0 (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 26

DTP: combined repeat dose and reproductive/development toxicity screening test in rats

Development of F,

pups up to day 4 of lactation; mean * S.D. (N)

Compound DTP
Dose group
(mg/kg) 0 a) 10 50 250
Number of pregnant females 13 13 12 12
Number of females with live pups 13 13 12 11
Gestation index 100 100 100 91.7
Gestation length in days 22.5 £ 0.5 (13) 22.6 £ 0.5 (13 22.3 = 0.5 (12 22.5 £ 0.7 (12)
Number of corpora lutea 16.5 + 2.3 (13 178 £ 2.0 (13) 17.4 £ 2.6 (12) 17.5 = 3.4 (12)
Number of implantation sites 15,5 + 1.7 (13) 18.5 £ 2.2 (13) 15.9 = 3.0 (C12) 15.3 £ 4.3 (12
Implantation index 93.9 £+ 5.2 (13) 92.6 £ 6.8 ( 13) 91.9 = 13.3 (12) 86.1 £ 22.6 (12 )
Day 0 of lactation
Number of pups born 14.4 = 1.9 (13 14.7 £ 3.4 (13) 15.0 £ 2.9 (12) 13.9 = 4.0 (1t2)
Delivery index 93.0 £ 7.2 (13) 88.2 £ 16.0 ( 13 ) 94.4 = 5.9 (12) 91.5 £ 8.0 (12)
Number of live pups 143 £ 1.8 (13) 14.7 + 3.4 (13 ) 14.9 £+ 2.8 (C12) 13.2 £ 4.5 (12)
Birth index 92.6 * 7.2 (13 88.2 = 16.0 ( 13 ) 93.9 = 6.0 (12 79.7 £ 27.2 (12
Live birth index 99.6 + 1.8 (13) [00.0 £ 0.0 ( 13 ) 99.5 £ 1.8 (12 87.7 = 28.4 x( 12 )
Sex ratio on day 0§ 48.8 = 15.3 (13 ) 51.9 £ 14.6 ( 13 ) 49.3 £ 12.7 (12) 46.9 £ 11.9 (11 )
Day 4 of lactation
Number of live pups 13.8 % 0 C13) 14.5 £ 3.3 (13 4.4 £ 2.7 (12) 13.1 £ 3.8 ( )
Viability index 96.8 = 11.¢ ( 13) 98.6 = 3.7 (13 96.8 = 5.7 (12 ) 89.9 = 21.1 ( )
Sex ratio on day 4 50.4 + 14.2 (18) 51.8 £ 14.7 (13) 48.1 = 13.8 (12) 42.4 = 17.7 (11 )
a): vehicle control, corn oil (5 ml/kg)
* : significant difference from control, p<0.09 (by aultiple comparisons)
Gestation index = (number of females with live pups / number of pregnant females) X 100,
Implantation index = (number of implantation sites / number of corpora lutea) X 100,
Delivery index = (number of pups born / number of implantation sites) X 100, ¥
Birth index = (number of live pups on day 0 / number of implantation sites) X 100,
Live birth index = (number of live pups on day 0 / number of pups born) X 100, ¥
Sex ratio on day 0 = (number of male live pups on day 0 / number of live pups on day 0) X 100, %
Yiability index = (number of live pups on day 4 / number of live pups on day 0) X %
Sex ratio on day 4 = (number of male live pups on day 4 / number of live pups omn day 4) X 100, ¥



Table 27

DTP: combined repeat dose and reproductive/developmental toxicity screening test im rats
Body weight of F. pups up to day 4 of lactation; mean * S, D.
Compound DTP
Dose group
(ng/kg) 0 a) 10 50 250
Day 0 of lactation
Number of live pups 14.3 £ 1.8 13) 14.7 £ 3. 13) 14.9 £ 2. 12) 13.2 £ 4.5 12)
Male 6.9 = 2.1 7.3 £ 1. 7.4 = 2. 6.2 * 2.7
Female 7.4 £ 2.5 7.4 £ 3. 7.5 * 2. 7.0 + 2.9
¥eight of pup (g)
Male 6.6 £ 0.7 13> 6.4 £ 0. 13) 6.2 = 0. 12) 6.3 + 0.4 11)
Female 6.3 * 0.8 13) 6.1 = 0. 13) 5.9 = 0. 12) 6.0 £ 0.4 1)
Day 4 of lactation
Number of live pups 13.8 = 2.0 13) 14.5 £ 3. 13) 14.4 % 2. 12) 13.1 = 3.8 11)
Male 6. + 2.1 7.2 £ 1. 7.1 £ 2. 5.7 = 2.8
Female 6.8 = 2.2 .3 = 3. 7.3 = . 7.4 = 2.3
Weight of pup (g)
Male 10.3 £ 1.6 13) 9.5 = 2. 13) 9.1 = 1. 12) 9.5 = 0.5 10)
Female 10.0 £ 1.7 13) 9.2 = 2. 13) 8.7 = 1. 12) 3.3 £ 0.4 11)

a):

vehicle control,

corn

oil (5 ml/kg)



Table 28

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

Morphological findings in F. pups on day 4 of lactation

Compound DTP
Dose group a)
0 10 50 2

(mg/kg) 50
Number of pups examined

External observation 179 188 173 144

Visceral observation 179 188 173 144
Number of pups with

external malformations g 0 0 0

visceral malformations 0 0 0 0

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