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C- O

MAQ2-1FWnFY1)-1,2,4-7" 8" MAVE VEELATF (CAS No.3319-31-1) @ 100, 300 35 L O}
1000 mg/kg/day & HEZ » Mizst U CHEREIRT, ZECHIMIE X OB % & Te st 46 AR,
HEZ » MIxt U TIEREAT. RBE X OMHREIRK, 2 5 TNIEHE 3 B TOHIR, #%
OREHRE L, HHEESBY~ORERSIZLDIHE, WHEEYHOARES & ORI O %
EZRITTEBIZONWTRZ Y= JRBRE2ER L. UTOMABELN,

1. HHEMORERSENE
D) HEE T N T
(WRERDOIREHEBFERIRRE T 300 mg/kg BED 2 i3 X TV D 1000 mg/kg D 12 fil4
BN K USRI DR 23589 B, 1000 me/kg BEO 1 HIl T X 52,
ZEZEME, A MY MO ZREAFERD b7,
Q)—iRiE, AEHE. BEE. 3K, BRBIUBE EGEOERIZIZNAQ-T A
F0)-1,2,4-N" V8 /N IVE VBEIAT VIR BT K A REITRERD b o Tz,
MBI DT |
—AIRRE, FEHZ, HBHEE. k. IIROEER I OREMEARFEIREIZNA
2-TFWnFY)-1,2,4-~" 8V MNIVE VBEIAT MR B K B REBIIRD bR o T,
PlEDZ s, ARSI Y —= 0 FRBRIZEBIT B MAQ-IFvdyl)-1,2,4-A" v VM By
VEEIATVO R ER G L A EEEE (NOEL) X, 300 3 X UF 1000 me/ke B CHEEM D
FBROBRBRGFHRE CTHMIER L OB FRIRORBL (3D b, TRWTNn
DEIZOEEIIED N T L b, HEMA T 100 mgke/day. HEEM T 1000
mg/kg/day T 5 L ¥l iz,

2. B OERESE L ORI ORA SN

()RR O BB O FE R OREAMRFNELZ R\ T, EMEERE. BBHO4ETHEE
DEERE, HEYOAMBROREEBEFIRE, SHBIEE L UBETHEEIC. b
JA2-ZFIAFYN-1,2.4-A" 72/ M)IVE VBRIAT MR B 17 & 6%2@@:&??8\&5 LIV o Tz,

QOFAEROEFR, —BRIE. FEESL L UTEHR T NAQ-2F/F0)-1,2,4-1"
UNIVE VEEIAT MR B K AREBIIRD b2 ho T,

G EE D, 3003 KU 1000 mgke B TR OAEREBORBEGFURE THE
WHREBMRB L OR FHEOBDNREBOONEZ ENE, KR T J—= TR R
WZBIT B MAQ-ZFWAFYV)-1,2,4-~" 78 7 NAVE VBRIATV OB DA TEIZ b9 B HEERS
EE (NOEL) X&) T 100 mg/kg/day, MBI T 1000 mg/kg/day, R DOFEAE
R A MEEEE (NOEL) 1 1000 mg/kg/day T 5 &Il Sh iz,

- e~
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1

I

MAQ-TFWAFYI)-1,2,4-~" V2 VM DVE VBEZATV (CAS No.3319-31-1) 1Z RV 2 U v NES
ROMBEHTH D, 4B, OECD BETFLFEHEDOSBRFEN—RL LT, MaQ-1fint
YM)-1,2,4-~" 0V MNAVE VBEIATV A HE T » MR U TIEASECET. RECHARI R L RO
DFF 46 BRI #Z v Mo UG kCRT. 2R L UMTHIREAR], 25 NOEE 3 B
FCOHM, BOREBEHRES L. HESH~ORERGIL L 2E, HESWOALRHES
YOG DORAIZRIZTERBIZONWTRZ Y - FH B A ER LD T, BET
b

B, ARBRIL TOECD ERABRAEHC (81) 30 KEBIA 2 (208, RBRF
&momD?xbﬁ4F§4yB;wORD%$ﬁ4F?4V(mmmw

Reproduction Toxicity Screening test) (Z#EH#LL 7=,

HHEBLUAE
1. #BHYE
AR E 1L, MBEEINTT MAQ-ZFIAFIN)-1,2.4-~" /8 VM B

F vBETATV (CAS No.3319-31-1. Tris(ethylhexyl)-1,2 4-benzenetricarboxylate . LA F
TOT LBEY, Lot &% : HOEE : 99.0%) T, #KHE
BERBRETH D, TOT IXERFICAI. B, BETRE L EBEH.
BMERET—Fv— . GEREHREE. Appendix 1, 2, 3) , 2B, BERTE
O TOT OFEE & BEEEHRHH L, TOT IREMETFEETH -2 2 L BHERE
iz (REME OB REE. Appendix 4)
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2. BREBORFE
BEEIX, HERTRAR (SR9644) DHEREBEBIIRE LTz, ARREART
BESHOMET v MU Er 2 M EEBEE LT 100, 300 3 X 1000
me/kg/day % 14 AFEIRERE L7k R. 0 100 B LT 1000 me/ke B TEEBOK
fEfEm, HED 1000 mgkg H CTHREDKMEEMEA LN, LichoT, &EAEIR
BEMIIH L TEELEXODNRETEERVES LT, AERERRLFB L 1000
mg/kg/day & L, AT, RMULKAKKH3 T, 300 BL100 mghke BHEARELEZ, &
LIZEAETHS MUt a VHERE T ORBHEIRIT. FH4HE L. BIEITL
BV HERES 1208 & L7z (Table 1) .
3. HBRMEORRSIE
HHRME (TOT) OFREL., FARED 2 BX 200 mg/ml BEOERT TN 7 H
MOZEMEN R I (BEE Nofb&-NC-002, Appendix 5) Z & 226 7 HRHIZ
1B EE L, UTOHFETHR L=, TOT £#8BFEL. 20, 60 B LT 200 mg/ml
DPELRBE I hTET 2T (Lot No.7662, 8647, 1672, 2668, 1726, Rl
fbFETEHRASH) THBEMR L, AKLELKEBERERCAN, BARKE THRRRK
B, COBNBECESD TOT BUEREEDRETHS = & 55X & — HF
BASHIZ K VR S (S E Nofb&E-NC-002. Appendix 5) .
4. ARy
4t 8 & D Crj:CD (SD) #® SPF 7 v b+ (#:550C, {AEHE 266~309 g.
#f -SSP, (KE&FE 172~201 g)Z BAF ¥ — /L R « U AA—FXESH PO Z T AR,
14 HEIOBLERE 21T - 72, SRAELCIZEEIR P, —REegE42 18 18],
KERE MR 3E G 1. 8 BLO 14 A) B, EEREELRLAD
VERRIZA W, B, HEIZOWTHIE 10 BROHESRE 2TV, Al O—ik
REBICHEIZMZ, HEARICLREORD b2 VEWME AV,
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6.

SR-9645

FRE RIE RN

B, B 22~24°C, BE RH46~61%, BKEEK 10~15 B/ BRE L U
BARER] 12 BefE] (FRISEENOLF#% 8IFE CAUINIIBREIN AT TR T LD
BE (305 ) KBWT, 777y "REBREME T — 3 (260W X 380D X
180Hmm) & AWVVTERIE Liz, 72720, ik 17 B8 RBMAE O D 0 (ZKBREMW
HERE (RUA LT Lb—2r, BEF ¥ —AR - Jo—fRlzth) a8 x7 v
ABZMEER L, r— V80 OUAEREE., 850 a0d 2 LU, BT
FE1VE, RIS 1T, ARSI 1 B8, WESMPIZIEE L,
=T OREEIT 2 BIZ 1 BIOSEE TITo 7,

BEENOFERBIVCKOEREEIZLA 1RfTo72, B, HHIIERERY
BE (Y7707 A ¥YINCHREKRKSMA) BLUIUvERBEEE (F1 ¥,
FHEBbFTEKRIXSH) 2 1 BMEMTREIZER L,

fEHIER AR (CRF-1, F U =7 AR T KRS 2o BRGHERT AV
T, SRBKIAKE A (FLIRTHZAGEK) 2 BBMAAEEXZHAWT, FnEnBHmICHE
MEE7, KIERORBII2EIZ1E, BBRKEBOKKRZITBE 1 BOHETE
i L7,

RO ST KUREIIMAEA B ARSI #— (DITERBRAESE
5 49081554-001 5. % 49091694-001 5. % 49101423-001 . Appendix 6. 7.
8) BLXUAY =V VERTEHRASHLE EHREREE : No.96G01-009,
No0.96G01-010, No0.96G01-011 D2 3 H™ 3, Appendix 9. 10, 11) TEMEL. &iE
ANHBEIZOWTEM SOP DFFHRENTH 5 Z L 2R L7z, TR KkOKERE
A ARARR S KERERFE : No.082223, 082694, Appendix 12, 13) T
Eha L. Htt SOP OAKEEEOHBNTHDZ L R L,
BT R X OE R
BEAYOIZBIME 14 B, BME 14 BOKEME b LICEHOBERE—IZR25 LD
(R ER B L EE R HEE AV TT o7,

B OFBHNL, T ANRHZIME T o MU ERW TR 7 — PHN#ER 1T
WV, BSTRICABIZ I VEMMESO L LHT @R 2AEIC. T2 (B
) FEBEIZERAL T o=, 7—VIZiEMBlEizasiT L — FIcRBES.
ABHBLUEHESEZAR L TERLUZ, HARIZODWTEMMEY 2V b0 %
BWTERICHIIEA, IRaCEmESLEL. F—YAHEN T -7,
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7. BEFIE

BEREIL, TOT PAKICEOOICRESINSFTEERH D L0, RO
HEE Lz, BERXBYFERACTREIBIZBERNIAT - =,

BEHMT. B OWTIIRERT 14 BEB L ORREYE TOXESM, &5
(CRBRISIBNZ DWW TR S 46 BE T KRBT OV TIEREHIMKE T £
T, M OWTIEZRREAT 14 REB K OREBIE TOXRESM, & bICZRBKL
PR B L CHHE S AETOHME L,

BERZNT, FAORNLFHR LFOME LT,

BRESBIT. BAE1 kg E7~05m & LTHEERIZELEVAICAEL -EEIZ
ESWTEBLE, 2B, AEAEYSROREFBIFOADOEEIZESINTEH
L7z,

TS50 10 B oA L. 5K OEEE (KEMRE) 3HET 4012 ¢

(373~435g) . MET 2374g (217~257g) ThoTz,

8. BlE£. MELIUKREER
(1) REREEHE
1) HEEIZDWNT
O—AR IR BB 2
EFNZONT, BEHET 1 H 1EILLEOBE T, HE2E L U2 X D 1TE.
AR EFBE UL, BRLEERZ DLW TOXFOBEY &L,
QOERE
2HZONWT, &5 10 RERBAOKRESRD 52, 5. 7, 10, 148,

FOHILTAE RELTHRICHRAZED) KETFTREEZAWVWTHE L/,

T, KEENE (RE 46 HEE-K5 1 BEE] L OFEERENER [ (KE

Wing, #5 1 BKE) X100] 2EHL~E,

QEERANE
EHNZONT, #E5 1R EEMBHEORSH)  BE52, 5. 7, 10, 14 H,

FOHIXENHZREFEMERLEALA BEKRTHRZED) ZEFRFL

AWTBELE, F—vVEicky L, BRZEEBZREL., 1E4E001H

SOBBEEXEM L,

-10-
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@GHBBLUOBRETERAE

ZRAAIHIIRE 46 BOERRIZ, RRAERIHIIZEHMBRTOERIZ=—
TOUREBRT THOLKESYE, 2HFOBEL I CHBELZABRNICBE L=,

E70, BFIZONWT, ITIE, B OMEE. DB M. B OB - ) . TE
e, BIB. BIRBR, LRUNME, MERR. BBRRMED o <8, R, &F. T v,
BTR, S TR, BT, R &, WESIOCKBE (Bixat) . FiE

(&) . AR OMAULER) |« B XEIMR. HEBE, JE. JREFX. g8, §

(RIE - BB . + 258 =B BB, 85, &5, BB, Bt B8 (GE
REZL) BIOHIZEREE 10%PHEEFE R L U R TEEL. RTFELE, Fi.
BERB L UON—F—ROBEE - RECHETE Y FY Ui d, BRI URER L&
OBEIIZT 7 VikE. RFCIZT0% 7 ) — NV 2ER L,

MEBREOI> L, BEMOBRBIURBRLEE (BEh) O0EER*ETRTLA
WTRIEL, REREERN [ GREEER/BWHEE) xX100] 2HHL &,
O AR FHIRE

WMEBRED O b, 2HIOHERBE I URBREAIZOWT, T 74 o al%#EY
L. ~=hxo )y 230 RBERZER L, 612, BEROEAL RN H
MEHRBTD-D. AMLTRTED YV EXUFUER AV REBERER (kR
BEATERL . FEEEFIRELT o7, /2. Matsui et al. OFHED 123
WV, RBHE B ORER NS S Bl 2B L TEEE S BB, BTEKRY
AIND 14 2T D55, 1 ~VI (Group 1) . VI~V (Group 2) , X~XI

(Group 3) . X I~X1IV (Group 4) (ZOWTHE I N—FIIRTHBEMELZ 5 K
TORBICBIRL T, BERMBEEEI VML, 7N —T7EBIZ 1 BHEEH -
D OAETEMIRE EFMlal JUNEEMER) oL Y (EREMIaL e
MU HIREED) ZRH L,

-11-
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2) MEEIZOWT
O— MR E
2HIZOVT, BE5HEP 1B 1 RULEOBE T, 828 X UW2IC X 0 1TE.
NEREEBRE L, BRLULEZERIOWTRFOBELZTEL .,
OFERE |
SfliconT, B51H (RSMBADERSN) . B52. 5. 7. 10, 14 8.
RO, 1. 3. 5. 7. 10, 14, 17, 20 B, WHEO., 1BL V4 BT, ¥/,
SRS (L RETORS) EFHEONED LA ICETREEANT
BIE L, RERME [ (85 14 BEE-R5 1 BHE) . (HF 20 HEE—
R0 BAAE) BLU ME4L4HEEE-HBTOANKE) | . BIUENENLOM
RO (EEHNBICKS L RERINE | (FEMMR 85 1 BHKE) X100,
(RERME, HIEO B KE) X100 BE0 (KERME WEO FHE) x
100] &L,
OEBEERE
LFNZONT, #5 18 5HMBAORERD) .\ #52, 5. 7, 10, 148,
k1, 3, 5, 7,10, 14, 17, 20 B, WEF I BL P4 HIZEFXKFEZANWT
BELFE, r—V@icky FL, BARKBZMEL, 1IESED 01 BHOE
fEEXZEH L=,
DR L VBT ERNE
TRAESIHIIHE 4 Bz, 3825 B THHBmORD S Witk 26 BiZ,
SHE R HIIRE RSB DI —F VRE T CHROME S ¢, £20RE - 4
A PIRAITEEE L, $70. TEOERES & OSRBOMIEEE L FE LT,
Fr, BFNCoOVT, FiE. B, MBE OB R OB OB ) . TE
. B, FRER, FBUIME. MR, IBRABLY LoSE. BEE. E. TED LHL
ETH. SR, TR, LB £ WEsX OKRE (Bl S) | T
(CEER) . BHE ML) | WEKBIR, BE &% REX. &E, #
B1E - BE) . TG, 2B, B BB, &5, BB Skt SR, FE
B UK 10%FHEER L~ ) VRTEEL. ®#FLE, Th. BERB LA

-12-
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—F—RIIFE Y NV VRTEE - #F L7,
WUBEDOI L, R (EhH) OEELZEFRFZHVTRAEL. #EFEE
Bl [ (REEE/©HHEFE) X 100] 2HHL =
OFEEMFERIRE
BHBEO > b, REIDIPRICOVTART 74 VEHEFEHET L, ~< hx U
Vo I F T OREERZFRL, WEHARENOREL T o,

(2) HEHEBMOERB L ORIBROFEEIZONT
OHEEHRE
HEEFNZOWT, BEHT 10 BRORBRIEITOER, FLAVRAIZLE
PR PRIEA A EL L. SO PSS T CHEB B CGeffantl. RIEWan, RiF
B, BEEE XOERLEY) OBEZTV., HEAHORFEOFELRE
L7z,
QEFERERE
BE5 14 BICRIRBRBENOMEL S H»6 15t 1 (BEABLEDLYE) TRE
14 BMRE X7z, RBROBRSLIIHOBEFCBFARRIhEEEE L, KR
RS HZERO A & Lz, BIROBIIHEOFEICEREVSEEINTZEA L L
oo KEBE [ (XRBPBLLIMT v M RET » PE)X100: BEUERE
(ZRLUMT v M REPHILL7=MT7 ~ M) X 1000 2EH L=,
@i K OB TR &2
ZR LI HERFNT-OVT, SR 21 A 2258 T B TEE 9 BRI ok,
BHETE., RHEERE, £FRESLORCIRE. HEROHNB IUNEKEZE
BT, ¥, BRE [ GEREBEREERE) x100] . HEE [ (LR
HEEL7=HEZ » NEWIREED » MO X100 | mieE [ GeHER¥R EK
RED) x100] . AR [ (HERZEAEFRE EHERB) x100] | WH4
AEFHEE [ HBEROEDLNDIHMT » NI/ EFICHH LT » M) X
100] | thib [HEAGFREMAFRE] B XOEKRNHF UERO B OMHEO
B (ihiETH) ETORE] 2B H L,
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DIERD MR EBES & TS
POV T, SHETEDLHRA WH4R) FTLALE, £FBLU

()

FEARAL. —AARERLUARICOVWTEE L, 25, WE BRI
TEAZWEORE LUREL:, 7=, FAREHES [ (HE 4 BAFREK
PFETRERRFAFIIE) X100] # LREA B L LCTHEMELE, =L, BEEZ
B U= d BN R & 72 o o AR IE LB 2 LCHo 7o,
OFEROEERE

LHUCHONT, HEO, 1BLC4HRETRHELRAVTREELE, 28, Ik
EEITHENNC IEFEA S L EHE TR L, £, FEENE (M54 A
FE-HEORMKE] BLOEEHEME [ (KEHME WHEOAH) xX100] %
BHLE,
®F AR OT R

FrAERIIHE 4 Bz (OENZE) 28810, ZBRFRAELH
WTEEHBFE I, £250KRE - HETARNICBEELE, BEEFROZODLHN
BNV TiE, whole body & 10% PRI AL~ ) VB TREE - RF L, 72
B, ECHEITIERFEELIZHK L, whole body 2 10% FEEE RV~ Y ik CH
L ARE LT

-14-
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9. HiEtiLE

FE, FEENESICEERNE, HfE, KFEEE, SEFEEEL. BR
B D EAVE L OMISECS X UAREAIE (ETRIE E R BRI Ot -
Usilatt (ERMRaE v b U M) | EIRARGEER. BKER, BRE, BH
EIRE, HEMRRATRER. o, HAeR, M, HERFTEREC IR, 15k
IR, WHE 4 BAEFREE S OEARAFRIZ OV T, Bartlett DREEZHWT
SEEBREL., TOMR, FH8 (p>005) ZRLAZERICOVWTIE—TERESY
BUHTIETREIT L, A8 72%E (p=010) . Dunmnett DREE (HFREOKZ 328
D BARADRERE V) THIBE L TOTREHL ORBL T2, —F,
RELHE (p =005 2 7 LEABR L OHEBEMEEEMNREORNRAEKIZ >V
Kruskal-Wallis 2 W THEIT L. BEZRES (p =010) . Mann-Whitney @ U-#&
EETHBEE S TOT HEH L OB EIT o7, B, Sl L OBHETHERER
B, FEROAGFEBICREIZOWVWTIE, 1EZHEAMAE L TREEI T2,

YR, RREE. ZHE, HEE BIUOWERIOWTRKROBNTRE R
o, Thebb, ZRE 1 -REZITV., FOFER. FERES (p=010) 142
RAEx P-BREZRT oM, 2L, 2RB A P-BEHDVIIZRAE 1 *-BREITTES
DFE 1L Fisher OEFEBERREEZ AV,

BB, ABHELOBREICOVTL, BRES BUTZHIAFHICHEE S L,

-15-
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1. RiEER5HHE
(1) HENY
O—fxIRiBEIE
—HIREEBIZR DR A& % Table 2. INDIVIDUAL DATA 1-1~1-4 (2R L7z,
WTNOBIZLBEEIBED bR 12,
O EHY
AEHERS % Figure 1, Table 3. INDIVIDUAL DATA 2-1~2-4 (2R LTz,
WD TOT HREFIZ OB L U CHEERNRD b ho 1,
QFEE
BAER DOZ{t% Figure 2. Table 4, INDIVIDUAL DATA 3-1~3-4 {Z5R L 7=,
WO TOT HREFICOXRE - L THEZERZR D b o1,
ORETEER

HEEEBIUBREFREEEILOMM L Table 5. INDIVIDUAL DATA 4-1~
4-4 (TR LT,

WO TOT HEBICH, BEBIURR EFEOEBICHBR LB L TEHE
BEEIRO 2o T,

O

R ORE % Table 6, INDIVIDUAL DATA 5-1~5-4 2R LTz,

B B E= OHEIEAS 300 mg/kg BT 1 I, A 1000 mg/kg BET 1 HIZEED
ERER, WTRLERARETLROONAFATHILHOBEF— 4

(1987-1995 4 ; BEZOFLER, B : 0.0%, M : 0.9% ; BIROFEIE, & : 1.8%,
B 09%) THLERENDIENE, TOT BEICEDZ LD LITEL LN
7o

iz E E AT B A ABEA 1000 mg/kg BT 1 HIZERD bz,

@R BB FHIRE

RIS RIRA DAL Table 7, 25, INDIVIDUAL DATA 6-1~6-4, 25-1~
25-4, 26-1-1~26-4-4, Photo H-1~H-3 IZ7R L7z,

BR T, FBRMRG X O TRl OBRE DR H 300 mgkg BFT 2861, 1000
mg/kg BET 11 B, PEEORIFTRD 1000 mgkg BT 1HICRD bz, PEE
DOEBHIEE X OB RO 238D 572 1000 mgkg B0 1 6 TIIEMREN
WEEEMBOBREOHBEI I L M) MIR0BREOCERELLRD L., BR
EEIZIEENCPSEEOMRERE R L NZBETOREEORDMNED b i,

-16-
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T, R THER EERICERGINRD LA 1000 mgkg 820 1 I TiE, HEEH
B LR T MIEOBEOCREDOMIZ, BEREHERIBEORE FAFESRD LN
7o

MICHER TRME DBREOERLIIRED 2HIZRD . I b 24 TikE
BEAREONEIIBRECHIARE,. 1ATHERELELEAENBTOREDRLHED
Hiliz,

RO ERBEZFELUZER, Group 1 (1 225V TIE 300 meke B TH T
#BAR (round 3 XL TN elongate) MEAE. 1000 mg/kg ¥ THBMAIE & O 7ML

(round 35 & U elongate) DEMEDFRD 53, Group 2 (VI~VI) Tik 1000 mgkg
B TR FHI (round) 36X TUHE-FHIME (round) D&V N YU MIAEEL O IKME 3R
517z, Group 3 (IX~XI) TIi¥ 1000 mgke B THFMAE (elongate) B L UHET
HERR D (elongate) Db b UMl OEMARBD v, Group 4 (XI~XIV) Tid
1000 mg/kg BE TN, B MR (clongate) 3B L U THI2 (elongate) D&
v b U MR EE DAE(EDSEED STz,

(2) &Y
O—AxiR e
—IREEBI O RKAE S Table 8, INDIVIDUAL DATA 7-1~9-4 {Z/R L 7=,
EIRRTHAM., ARGIMB X UOWETHMZBL T, WINOEICLEFIRD L
Nnigho iz,
O EHY
(FEHEM % Figure 3~5. Table 9~11, INDIVIDUAL DATA 10-1~12-4 {Z;R L
7.
RECHTHAM]., TIRHIM B L O EHHEZEL T, WTho TOT REEHIZH X
BRE LB L THAERBICREZIRD N2 o1,
QEEE
R D L% Figure 6~8, Table 12~14, INDIVIDUAL DATA 13-1~15-4 {Z
w~L7,
$T8% 20 HZ 1000 mg/kg B TREFE DO FSHEMNRD i,
ZEAHIE R XL OCMEHB TiX, WO TOT #ESEHCH BB LB L T
AEZEROD N1,
DREEE
BEEEBLIUREFREERILOMEL Table 15, INDIVIDUAL DATA 16-1~
16-4 (TR L7T=,
WO TOT BEHICOABE LU L TIROEBICAERIIED LN
oz,
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Qfk
HER D&% Table 16, INDIVIDUAL DATA 17-1~17-4 {Z;x L 7=,
SRTEE DR D 100 mekg BEOREBAKILO 1 HliZ, ZEHOFEED 300 mgke
HO1flc@BD b, TOMOEIIZEFITFRD bhvieh oz,
OF B ERRE
R B F RO DK 4 Table 17, INDIVIDUAL DATA 18-1~18-4, 25-1~
25-4 2= LT,
HIEERDE 300 mgkg HO2HI2BD bz, FOMDOBNIIRFIIRD LN

2o,

2. WEEEEV O A TERMER L O IEROR 4 FiE
OEFERERE

ATERERRE OBAE % Table 18, INDIVIDUAL DATA 19-1-1~19-2-4 {Z/R L7z,

WTNOBICHBRRBELETORR, REFEBLIUZKREFCFEEIEDOLN
Ry,

HEAYBRE T3, BRE5HIM L BREHMOHEASIC TOT B5 & OBEL RE
THERLERD b oTc, ek, BIERIEM ORISR S HMIZ 100 mgke
B 1HITRD LN, ABIRZRRESI Tho7, s, ZRFELIZS b
3o To by, AEEFIH 5 BREER L TF 100 mghkeg BECK 1MIZRD L, b
REFEIHIE L OFREFOH KR & IZREBEHEBRFZORE CIX. WTihofliz
LRER, BREABIUIFRIZEF IR SNT, HHAERO 1000 mgkg B TR
BARBALE L OTREFNIRED 6T RWT Eh, TOT &5 & DBhE X2V
DEEZ LT,

@i X OB ITEEIE

5y8Es R OBHEITEVE R DR % Table 19, 20, INDIVIDUAL DATA 20-1-1~
20-2 IR L7,

EIREREE, AR, BRE, BRHERE. oth®, HEMRRRATRE
AR, HAROML, HERSRET IR, MIREM, HEFESIUOWME4 A
B RIZIOWT, MBHIEBRL THFEZEEIRD N2, 28, 1000
mg/kg BHOHA RO OB LB L TRIETH o722, AREELEHEL T

-18-




SR-9645
AEETRD Lo T,
Te B, SR TREZIET R EREE THE 1 513 X OME 4 12, 100 mgkg BET
H 2 il X OME 1 1N, 300 me/kg BETHE 1 i, 1000 mg/kg BETHE 1 G720
BTz, TRHOFICEIR TRFEIIFRD binieinoiz,
QFAERDEGFE
FARDOATEDORHE % Table 21, INDIVIDUAL DATA 21-1~21-4 (TR L 7=,
WENOET S, ABELER L THEEEIRD N 2o T,
@FERO—ARRREB 2
FAERO—RREBEORIE L Table 22, INDIVIDUAL DATA 22-1~22-4 |Z5R
L7z,
WTNOFHZ S TOT R G L OBEZ T 2HERIIRD binleiof,
IR TEELABRIZE T & BV T RBRFI A3 3 BREER & OF 100 mg/kg B THES 1 41
(2. 300 mg/kg IS KTV 1000 mg/kg BETENENMERHES SFUIRD LI, 2D )
H 1000 mg/kg BEDME 1 FIORAGIZHE 0 BIZSMERFED bz,
iz % 4 B TOEFFITIE, SRFTAE & UTERD 300 mgkg BEDIE 1 41
. BEMIOREIZE 2 EEZ LN DIMENXTRBEOM 1 #1. 1000 mg/keg BEORE
2Bk L UME 1 BZE8D LT,
OFEIRDEEMS

FrAEIRDOKEHSZ Figure 9, Table 23. INDIVIDUAL DATA 23-1~23-4 [Z7R
L7
300 mg/kg BEOHTAK 4 AARERL A% 4 B E TORERMEIEE NG
Do, REHOMTAEK 1IBIT4A26NIE% 4 B COERERMEIEME
WERD bt
®F £ IR OTR
FAEROHBROKAE% Table 24, INDIVIDUAL DATA 24-1~24-2-4 |[ZR L T2,
Ktk 4 AOBBRTIIANERFR TED Lz 300 mgkg BOMH 1 IOERER LT
(ZRPERBEDME 1 1. 1000 mgkg BEOHE 2 FilF L OME 1 FlONMEO(IZ BA 1R
ENpmotz, B, ECHTEHIRTEFIIRD ST,
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5 =

TOT @ 100, 300 35 X UF 1000 mg/kg/day ZHEZ ~ Moxt L CidRBCAT, KECEIME
X OB % EETeEt 46 B, 7 o~ M U TIIREHT. KEEB & OEFREM,. 72

IE 3 B TOMM, RORERE L. HESH~ORERFIZLDIHE, H
B OERE L OCREROBEZRITTEEBIOVWTRAY Y- FTRABRETER L
7o ’

HETIE, R ORIBMMEEHRRE © 300 mg/kg BT 261, 1000 mg/kg BET 12 B2

WCRERMRS XU OBD R b, BFEEEOMINE O LR Tl
BHHRE LU I MRS OB 38D biv. TOT #5112 X Y EEMlaE L OB FMiaic
FEARI L EZONL, BHRICHT2EME2ETIMEL L TALAD
Adriamycin TiX, 7 » M LT 1EMIZ 1 BOEE T4+ BEOHRSICI YV EERESE
DR 72 5 KA OB BRD LIV DN, AREICHEEIZD iy, L
L., 9 BEOREIZLEVBEFEROBALB I B FOERHEDETHEALIL, FHEN
DREMRER L. 9 BREERE®EORAEL THFHIZEREE X UCEREORA DBED
bhd?, ¥, ARZ ) —=V FRBRLERUL TOT @ 100, 300 3 X 1000
mg/kg/day % 28 AR OREHRS L 7-RR CIIFMRICEEITRRD b Tnvian® |
INeDZEhb, AR V- U TRRIZEBWTED b - Hlia~DEEiT 46
HEORERSG I CE > TREMBIOELIZHEBR L =L E 2 5, Adramycin &[R4,
BIEETA I NVOIMIIEEBZRITT OO THoZ b, KEAT 14 AMO®
BT T OB o2 b D SR I N,

F/, HREBEMERFVURE TIE 1000 mgkg #H#O 1 HlOATRIH A0 EEMEE LV
B #MfaobEEOREAD b N EZEMBOHBICMZ T2 Y #ianZ=kabs
HHiv, b UBRICHTARERRD O, Lo T, o 1000 mgks Bf
B L300 mg/keg BEOFCIIOEFEMBEMNIZITEAL MY ABROZERLIIRD Sy
HDD, TOT REFZXL VAN HEOMEBICEELZRITL, TLICERL TIK
R BHRAEELZS T =R LEZ b,

BEEAETIX 1000 mgkg O 1 FITRFAFENED bR ZOFRIIBA
EARIZHLRD B, TOT BEIZE DD EEEL b hoTz, B, BEBX
UREEEEODER TIETOT B#5IC X 2R BIIRD SRR o,

AR Oz, HEHEO—RRE, BIEE, IR IUCAMBECEER 5 VICH <Ip
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BOREBEZFHOREIZEVTL TOTREIZEZEEIRD LN 0T,
UEED, ARX7 T —= 0 7E8BRIZBET 5 TOT RERSIC L 5ELEE (NOEL)
i, HED 300 mg/kg B KU 1000 me/ke B TREOREMAMFEMRE THEMIE X
OREFRBORL F8D iz 2 & 225 100 mg/kg/day, #ETHEIWTHOEIZ HEEX

B LI o7 2 &5 1000 mg/kg/day TH B &Ml Sz,

—F., AMERE TIIXKERE L USRELR SICEEIFED oY, 300 mgkg &
BLU 1000 mgkg BEOE2FITTREBIUTEENEM Lz, 202 &b, AED L
21 46 BiO®E TRAROBD 1A LND O 0, ARERIZI T 55ELA] 14 B R
OB E TIIRERICITER FERNOEFICEE 2 RIT I, HIROK e b UM ERK
BRI UBERRICEESEX LIV DEEZ LN,

723, 100 mgkg BETRD DN ZRAKIAE 1 # TlIAEMER I ZRAKRIZIDORRA
BT HREBMBFRRT RIS o BIERIEHOMRIZ L O ZRAK L2
SlEEZ LN, FVEHED 300 XU 1000 mgkg B CHBEMIZEFE IO SN
T, RHFITRENKII L TWAB I EdD, 100 mgkg BEDORZRBARRK S FliL TOT &5 &
DOREEIZ VLD EEZ BN,

FAROBETIE., 300 mgkg B THAROHBEIIAEORMENA LN, FEED
BEM) CITERAIRIA 22 BOFINE <, £z, 16) (No.351) THAROARFRE
FOMBESINCRELA S ONZZ LIC X 2AEELEZ LI, 1000 mgkg 8 Tid{E{E
RO LNRNZ ENRL, TOTEEIZRDZEELZIEZ LN o7,

ULEX Y, D 300 mghkg B KT 1000 mgkg B THRBORBEMEBEFZHRE TRE
MBI OB FARORLBRD N2 b, KAV ) —= 0 TRBRICEIT D
TOT O DOARBIZA T 2E|EEE (NOEL) [IHEEY T 100 mg/kg/day. HEENY
T 1000 mg/kg/day, RIAROREITH T 2EXLER (NOEL) (X 1000 mg/kg/day TH
D &R N,
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Table 1. Experimental design for the preliminary reproduction toxicity screening test of TOT in rats (SR-9645)

a

Concentrat ion No. of animals
of TOT Volume 0 memememmeememmeccemceeeeneeeo

Graup mg/ml ml/kg Male Female

b
Control 0 5 12 12
¢

TOT 100 mg/ke 20 5 12 12

TOT 300 mg/kg 60 5 12 : 12

TOT 1000 mg/kg 200 5 12 12

- o [T

a: TOT (Tris(ethylhexyl)~1,2;4-benzenetricarboxylate) was dosed orally to males for 46 days befores during and after the mating
periods and to females from day 14 before mating to day 3 of lactation.

b: Control was dosed with corn oil.

¢: TOT was dissolved in corn oil.




Table 2. General appearance of male rats dosed orally with TOT in the preliminary reproduction toxicity screening test (SR-9645)

Item Control
No. of animals examined 12
a
Abnormal findings 0

a: Yalues are no. of animals with findings,

100 300 1000
12 12 12
0 0 0



Table 3. Body weight changes of male rats dosed orally with TOT in the preliminary reproduction toxicity screening test (SR-9645)

---------------------------------------------------------------------------------------

No. of Day of administration
Group animals 1 2 5 7 10 14 21 28 35
h

Control 12 400.3 400.2 4207 £30.4 £43.3 4611 486.3 511.4 537.6
17.6 16.9 20.8 21.9 23.6 2%.3 2.7 21.2 3.2
(11)e

TAT 100 ma/kg 12 402.2 400.2 419.8 429.3 4443 463.5 §91.3 519.3 554.0
16.7 19.1 23.0 23.7 28.4 33.0 8.3 45,2 46,5

TOT 300 mg/kg 12 400.0 399.5 419.8 430.7 445.8 463.0 489.2 5141 542,1
15,1 14.9 18.6 19.4 21.7 23.1 26.9 21.0 28.2

TOT 1000 mg/kg 12 402.5 401.3 421.3 432.9 446.9 463.7 £84.6 511.3 538.2
14.4 17.5 18.1 20.0 20.6 20.0 21.0 22.5 25.0

o e e 7 o 9 0 o 8 B e S 0 P s A Lt e B Lt A o8 O s A e e 0 4 A8 Ak e Mt Al s e 8 e P R A i el iy ey i

a: {(Body weight gain / body weight on day 1) x 100.
h: Values are means and S.D. theraunder, and expressed in gram.
¢! Values in parentheses are no. of animals examined.

_Body welght gain

42 46 Day 1-46 % a
555.8 566.6 166,167  41.518
%3 33.8  24.52% 5.920
(11) m (mn (1)
571.7 585.5 181.455 44,726
50,7 51.1  38.459 8,291
561.64 576.6 176,583 4,119
».3 3.9 26,480 6. 217
552.8 560.2 157.667  39.17
27.4 21.42 5.089

_____________



Table 4. Food consumption of male rats dosed crally with TOT in the preliminary reproduction toxicity screening test (SR-0645)

No. of Day of administration : _
Group animats 1 2 5 7 10 14 21 28 35 42 )
a

Control 12 27.4 22.6 25.7 24.8 25.8 23.8 23,3 22.5 22.9 21.8 22.7
2.2 2.5 3.5 3.1 2.8 2.0 1.7 3.0 3.1 2.7 3.2

{(11)b {11} (1N (1 {11)

TOT 100 mg/kg 12 28.7 21.2 247 23.9 2.6 25.0 25.1 24.3 22.8 23.6
2.1 3.2 2.6 2.1 34 3.6 2.7 £.1 2.3 3.9 2.5

TOT 300 maskg 12 2.5 21.9 25.9 4.2 2% .1 26.7 23.5 23.8 264 23.1 23.8
31 2.5 2.9 2.3 2.6 2.3 31 1.9 1.9 2.9 3.0

TOT 1000 mg/ky 12 285 22.7 26,5 25.6 5.7 24.9 24,8 26.3 24.6 25.3 23.1
1.6 2.9 1.7 2.4 2.3 2.6 3.3 2.4 2.6 2.2 2.9

a: Values are means and 5.D. thereunders and expressed in gram/day.
b: Yalues in parentheses are no, of animals examined,



Table 5. Absolute and relative organ weights of male rats dosed orally with TOT in the preliminary reproduct ion

toxicity screeing test (SR-9645)

e 1 e e o B i B A g

Body Testis Epididymis
No. of veight Right Left Right Left
Group animals g g % g % g % g ¥
a
Control 12 571.8 1,706 0.299 1.714 0.300 0.668 017 0.670 0,117
3.0 0.230 0.039 0.202 0.036 0.084 0.018 0.074 0.014
TOT 100 ma/ke 1 590.8 1.816 0.310 1.767 0.300 0.675 0.116 0.668 0.114
50.9 0.146 0,037 0.153 0.041 0.059 0.016 0.068 0.016
TOT 300 me/ke 12 581.6 1.817 0.314 1.816 0.313 {.686 0.117 0.683 0.117
36.2 0.155 .02 g.150 0.029 0.063 0.012 0.045 0.013
T0T 1000 ma/kg 12 563.2 1.772 0.315 1,768 0,315 0,688 0.122 0.689 0,122
29.7 0.213 0.036 0.252 0.043 0.071 0.012 0.012

0.060

a: Values are means and S.D. thereunder.




Tabte 6. Gross pathological findings of male rats dosed orally with TOT in the preliminary reproduction toxicity screening test (SR-9645)

Ttem Control 100 300 1000
a h
No. of animals examined 12 12 12 12
Organ : Findings
¢
Kidney : Dilatation, renal pelvis 0 0 1 ,
Cyst 0 0 0 1
Epididymis : Yellowish white patch 0 0 0 1

a: Includes one animal that had no evidence of pregnancy.
b: Includes one animal that had no evidence of pregnancy and one animal that failed in copulation.
¢: Values are no. of animals with findings,



Table 7. Histopathological findings of male rats dosed orally with TOT in the preliminary reproduction toxicity screening test (SR-9645)

1y o e 0 0 o £ e b S Y e S e R B e o ok P O 9 o 0 P T o e e e

Item Control 100 300 1000
a b
No. of animals exaimined 12 12 12 12
c
Organ : Findings Grade
d
Testis : Decrease, spermatocyte and spermatid Total 0 0 2 12
4 0 0 2 [11]**
+ 0 ] 0 1
Multinuclear giant cell, seminiferous tubule + 0 0 0 1
Vacuolizations Sertoli cell + 0 0 0 1
Atrophys seminiferous tubule t 2 0 0 0
Epididymis : Cell dsbris, Lumen Total 2 0 0 1
+ 2 0 ] 0
+ 0 0 0 1
Decreases sperm Total 1 0 0 1
4 1 0 0 0
++ 0 0 0 1
Granuloma, spermatic * 0 0 )] 1

a: Includes one animal that had no evidence of pregnancy.

b: Includes one animal that had no evidence of pregnancy and one animal that failed in copulation.
¢: + = slight change and ++ = moderate change.

d: Values are no. of animals with findings.
#*: Differs from contral, p£0.01,



Table 8. General appearance of female rats dosed orally with TOT in the preliminary reproduction toxicity screening test (SR-9645)

[tem Control 100 300 1000
Findings before gestation period
No. of animals examined 12 12 12 12
a
Abnormal findings 0 0 0 0
Findings during gestation period b b
No. of animals examined 12 (A 12 12
Abnormal findings 0 0 0 0
Findings during lactation period
No. of animals examined N 10 12 12
Abnormal findings 0 0 0 0

e e e e o e e e e e e e e A b A e e e e o e e B e A 8 R e o AR L AL i o o o o = B R b4 e

a: Values are no. of animals with findings.
b: Inctudes one animal that had no evidence of preanancy.




Table 9. Body weight changes hefore gestation period of female rats dosed orally with TOT in the preliminary

reproduction toxicity screening test (SR-9645)

____________________________

No. of Day of administration Body weight gain
Group animals 1 4 5 7 10 14 Day 1-14 %a
b

Control 12 238.3 238.6 245.6 251.8 254.3 2613  22.97 0.632
14,0 11.1 15.6 12,5 15.0 18,0 10.396 4.309

TOT 100 my/kg 12 739.0 240.2 248.7 252.6 258.3 2641 25.083  10.462
9.2 10.8 10.7 R 13.4 15.8  10.317 4,160

TOT 300 mg/ka 12 236.8 237.3 243.5 250.7 252.8 258,5  21.750 9.151
1.6 13.7 13.8 12.0 16.2 17.9  10.8%9 4,553

TAT 1000 mo/kg 12 235.4 237.5 242.3 247.6 251.4 257.8 22,333 9,436
1.1 12.5 12.7 12.4 8.763 3.601

16.7

a: (Body weight gain / body weight on day 1) x 100,
b: Values are means and S.D. thereunders and expressed in gram.



Table 10. Body weight changses during gestation period of female rats dosed orally with TOT in the preliminary reproduction toxicity
screening test (SR-9645)

No. of Day of gestation Body weight gain
Group animals 0 1 3 5 7 10 i 17 20 Day 0-20 ¥a
b

Control 1 267.0 270.8 285.9 296.2 304.9 319.2 243.1 3121 420.1 153,091 57.371
16.7 17.1 20.9 20.7 21.5 23.2 25.7 24.8 21,9  15.215 4,921

TGT 100 mg/ke 10 20467 280.1 291.3 302.0 309.9 323.3 348.3 37B.4 4728.9  154.200 56.194
16.5 16.7 17.6 17.0 16.7 18.5 20.0 23.9 27.0 15.462 5.413

T0T 300 mosky 12 265.6 273.3 286.8 295.0 305.0 319.3 42,7 372.3 £22.2  156.583  59.053
17.4 15.4 1.2 15.3 15.4 16,1 17.8 22.1 28,7  17.753% 6.391

TOT 1000 me/kg 12 266.7 271.5 285.7 296.1 304.9 8.7 344.3 375.2 426.1 159417 60.096
18.4 17.3 18.4 17.7 19.1 21.7 20.6 21.6 22.0 14,933 7.349

a: (Body weight gain / body weight on day 0) x 100,
b: Values are means and S.D. thereunder, and expressed in gram.



Table 11. Body weight changes during lactation period of female rats dosed
orally with T0T in the preliminary reproduction toxicity
screening test (SR-9645)

No. of Day_of lactation Body weight gain

Group animals 0 1 & Day 0-4 %a
b

Control 11 328.9 325.5 337.6 8.727 2.743

28.1 25.4 26.9  10.120 3,29

TOT 100 mg/ke 10 20,6 3315 343.2  15.600 . 747
22,3 23.3 25,5 8.058  2.448

TOT 300 mg/kg 12 1.6 323.8  336.8 15.250  4.774
19.6 23.0 20,6 8,508  2.765

TOT 1000 my/kg 12 329.5 326.1 336.6 7.083 2.373
27.6 22.0 23,5  17.814 5,302

a: (Body weight gain / body weight on day 0) x 100.

h: Values are means and S,D. thereunder, and expressed in gram.



Table 12. Food consumption before gestation period of female rats dosed orally with TQT
in the preliminary reproduction toxicity screening test (SR-9645)

No. of Day of administration
Group animals 1 2 5 7 10 14
a
Control 12 17.3 14.9 16.5 16.8 15.3 15.4
3.9 2.6 3.9 2.5 4.0 b4
TOT 100 mg/kg 12 16.5 15.5 16.5 16.3 16.8 16.0
2.1 3.4 1.3 2.6 2.3 2.1
TOT 300 mg/kg 12 17.4 15.0 15.8 6.0 16.0 16.2
4.9 3.5 3.7 2.1 3.0 3.0
TOT 1000 mg/kg 12 15.9 15.3 15.4 16.1 17.2 16.8
3 2.9 2.9 2.3 34 3.8

a: Values are means and S.D. thereunders and expressed in gram/day.



Table 13. Food consumption during gestation period of female rats dosed crally with TOT in the
prel iminary reproduction toxicity screening test (SR-9645)

No. of Day of gestation
Group animals 1 3 5 7 10 14 17 20
a
Control 1" 15.9 20.2 21.3 21.8 22.0 20.6 21.6 18.7
2.7 2.4 3.2 2.9 2.9 2.9 2.2 2.6
TOT 100 mg/ke 10 17.1 19.7 20.9 20.6 20.2 21,0 23.3 19.8
1.7 2.3 2.6 2.6 2.7 2.4 2.3 3.4
TOT 300 my/kg 12 16.5 211 19.8 20.5 1.7 20.8 22.8 21.3
1.5 2.7 1.8 2.2 3.6 2.5 2.9 £.3
TOT 1000 ma/kg 12 17.3 20,6 21.8 1.3 22.1 21.4 26,1 21. 5%
2.9 2.6 2.5 3.3 3.0 1.4 2.0 1.7

.................. - -

a: Values are means and S5.D, thereunders and expressed in gram/day.
»%: Differs from controls p¢0.01,




Table t4. food consumption during lactation period
of female rats dosed orally with TOT in
the preliminary reproduction toxicity
screening test (5R-9645)

No. of Day of lactation
Group animals 1 &
a

Control (K 16.8 3%.9
4.7 5.0

10T 100 mg/kg 10 19.5 37.5
2.2 3.7

TOT 300 ma/kg 12 19.5 35.4
5.5 6.1

TOT 1000 ma/kg 12 17.1 33.8
5.2 6.0

a: Values are means and S5.D. thersunder, and
expressed in gram/day.



Table 15, Absolute and retative organ weights of female rats dosed orally with 70T
in the preliminary reproduction toxicity screeing tast (SR-9445)

Body Ovary
No. of weight Right Left
Group animals q g 107% mg 107%%
a
Control 11 337.6 5.5 16.766 51.3 15,195
26.9 10.6 2.979 £.8 1.053
T0T 100 ma/ke 10 3432 52.8  15.472 56.4  16.445
25.5 7.4 2.542 6.1 1.449
107 300 mg/ky 12 336.8 5.9  16.308 574 17.0%7
20.6 9.9 2.787 8.3 2.33
TOT 1000 mg/kg 12 336.6 55.8  16.667 56.3  16.783%
23.5 11.4 3,530 8.0 2.461

___________________________________________________________________________________

a: Values are means and S.0. thereunder,



Table 16. Gross pathological findings of female rats dosed arally with TOT in the preliminary reproduction toxicity screening test (SR-9645)

Item Control 100 300 1000
‘ a b
No. of animals examined 12 12 12 12
Organ : Findings
¢
Parietal bone : Elevation 0 1 0 0
Ileum : Diverticulum 0 0 1 0

a: Includes one animal that had no evidence of pregnancy.

b: Includes one animal that had no evidence of pregnancy and one animal that failed in copulation.
¢: Values are no. of animals with findings,



Table 17. Histopathological findings of female rats dosed orally with TOT in the preliminary reproduction toxicity screening test (SR-9645)

_________________________________________________________________________________

...........................................................

Na. of animals examined
Organ : Findings

Ovary : Cyst, corpus Luteum

——————

Control 100 300 1600
a b
12 12 12 12
¢
Grade
d
(4 0 0 2 0

------------------------------------

A kb B B P b B o

a: Includes one animal that had no evidence of pregnancy,
: Includes one animal that had no evidence of pregnancy and one animal that failed in copulation.

b
¢ (+> = detected,
d

: Values are no. of animals with findings.



Table 18. Influence of TOT on reproductive ability in the preliminary reproduction toxicity screening test in rats (SR-9645)

...............................................................................

Before administration Administration period
Normal Abnormal Normal Abnormal No. of a b
No. of = mmemmmmemeemmescemmceccceeos emmeemem oo pairs with Days from Copulation  Mo. of Fertility
pairs Total Continuous Irregular Total Continuous Irresular  successful mating to index pregnant index
Group mated diestrus diestrus copulat ion copulation % animals %
o q
Controt 12 12 0 - - 12 0 - - 12 2.141.2 100.0 1 91.7
10T 12 12 0 - - N 1 1 0 1 2.341.3 Nn.7 10 90.9
100 ma/ke
TOT 12 12 0 - - 12 0 - - 12 2.741.2 100.0 12 100,90
300 ma/ky
TOT 12 12 0 - - 12 0 - - 12 2,741 100.¢ 12 100.0
1000 my/kg

a: (No. of pairs with successful copulation / no. of pairs mated) x 100.

b: (No. of pregnant animals / no. of pairs with successful coputation) x 100.
¢. - = blank value.

d: Values are means ¢ S.D.



Table 19,

Influence of TOT on delivery and maternal behavior in the preliminary reproduction toxicity screening test in rats (SR-9645)

0 R 0 et O 48 0 B 40 i e i St B S 0 S Y 0 ke o U B P B R P B St O 0 B . e S 0 S ko S A At 8 T e B ot e A S e e 00 B e o e B e O o e Bt S o o S 8 S o e A R o o e N0 0 o o O P ORS00 O ok G b e Y S e o 4 et

Control

TOT
100 mg/kg

T0T
300 ma/ky

01

1000 ma/ky

No. of
pregnant
females

....................................

10

12

12

No. of  Implan-
Na. of implan-  tation
corpora tation  index
Lutea sites %
185 R
16.8 15.5 92.535
1.5 1.7 7.187
173 166
17.3 16.6 96,163
1.3 1.3 6.633
204 192
17.0 16.8 94,676
2.3 2.0 8.439
215 196
17.9 16.3 91,264
2.2 2.3 8.806

.........

No.

Male Female

146
13.3
2.9

____________________

Gestation Gestation
index

Nursing
index

%

o oo W
Wt awm
@ o N S D
=~ o N~
- —
N o

100.0

100.8

100.0

100.0

100.0

1 (No. of implantation sites / no. of corpora lutea) x 100,

: (No. of pups born / no. of implantation sites) x 100,

;. (No. of Live pups born / no. of pups born) x 100,

. (No, of females with Live pups delivered / no. of pregnant females) x 100,

a
b
¢
d: (No. of male pups / no. of female pups).
e
f

1 (No, of females nursing Llive pups / no, of females with naormal delivery} x 100,




Tabte 20. Gross pathological findings of dead pups at birth in the preliminary reproduction toxicity screening test of TOT in rats (SR-9645)

_____________________________________________________________________________________________________________________________________________________________________________________

Male Female
""""""""""""" W ek e
ften Comtrol 100 M0 1000 comtrol 100 M0 00
V. of aninals examined 4 : P 0 v o 0 o
a b
Abnormal findings 0 D 0 - 0 0 - 0

a: Values are no. of animals with findings.
b: - = hlank value.



Table 21. Influence of TOT on viability of pups in the preliminary reproduction toxicity screening test in rats (SR-9645)

----- ———— e e e e e e e

e o Y 0 P O T Y 0 O o g o g

a
No. of Live Viabitity b
pups born index Sex
Item {on day 0) No. ] Mate Female ratto
Control 146 145 n I
13.3 13.2 99,465 6.5 6.7 1,148
2.9 2.8 1.773 3.0 2.4 0.816
TOT 100 mg/kg 147 144 73 73
14.7 14.6 99,286 7.3 7.3 1,067
2.0 2.1 2.258 2.6 1.5 0.489
TOT 300 mg/ky 179 173 84 89-
14.9 16.4 95.582 7.0 7.4 1,155
2.0 2.9 11.486 2.1 2.7 0.697
TOT 1000 ma/ky 180 174 Il 103 :
15.0 14.5 96.667 5.9 8.6 0.747
2.7 2.9 6.666 2.5 2.3 0,424

————— - i 7 ALk e

a: (No. of Live pups on day 4 / no. of Live pups born} x 100.
b: (No. of male pups / no. of female pups).




Table 22. General appearance of pups in the preliminary reproduction toxicity screening test of TOT in rats (SR-9645)

Male Female
"""""""""""" o e W
Item Control —;66 ‘‘‘‘‘‘‘‘ ;66 -------- {666- Controt _{66 -------- 566 ________ ;666u
_____________________________________________________________________________________________ ;__-_--___-_______________-________-________________m~_____________________________“_-____

No. of animals examined 4 73 87 T 75 T4 92 106
No, of dead / missing animals 0 0 3 3 1 1 3 3
Trauma -b - OC 0 0 0 0 [
No. of surviving animals 71 73 84 I 4 73 89 103
Anury 0 0 0 ] 0 0 1 0
Trauma 0 0 0 2 1 0 0 [

a: Yalues are no. of Live animals at birth.
b: - = blank value.
¢: Values are no. of animals with findings.



Table 23. Body weight changes of pups in the preliminary reproduction toxicity screening test of TbT in rats (SR-9645)

Male Female
No. of Day_of lactation Body weight gain Day of lactation Body weight gain
Group Litters 0 1 4 Day 0-4 % a 0 1 & Day 0-4 %
b
Control 7.32 8.15 11.71 4,391 99.412 6.93 7.73 11.08 £.155  59.633
0.77 03 1.76 1.040 8.869 0.83 1.01 1.71 0.999 10,415
TOT 100 mg/kg 7.13 7.79 11,09 3,960 55,544 6.63 7.22 10.28 3.650  55.23
0.52 0.67 0.93 0.532 6.161 0.64 0.72 1.01 0.562 8.064
TOT 300 mg/kg .69 7.26 10.23% 3542 53,192 6.33 6.86% 9.48%  3.142% 49,953
0.55 0.48 0.98 0.765 11913 0.58 0.69 1.01 0.793  13.088
TOT 1000 ma/kg 6.87 7.65 10.60 3,733 54,391 6.58 1.29 10.03 3.458 52,167
0.84 0.90 1.47 0.800 9.504 0,62 0.75 1.46 0.959 11,104

a: (Body weight gain / body weight on day 0} x 100,
b: Values are means and S.D. thereunder, and expressed in gram.
%: Differs from control, p<0.05.




Table 24. Gross pathological findings of pups in the preliminary reproduction toxicity screening test of TOT in rats (SR-9645)

Male Female
TOT (mg/ke) TOT {(ma/kg)
Item Control 100 300 1000 Control 100 300 1000
Findings of dead pups after hirth
No. of animals examined 0 0 3 0 1 1 1 1
a b
Abnormal findings - - 0 - 0 0 0 0

Findings of pups killed an day & of lactation

No. of animals examined , 71 73 84 71 Th 73 89 103
Organ © Findings

External : Anury 0 0 0 0 0 0 1 0
Trauma 0 0 0 2 1 ¢ 0 1

e e e e e e >k 0 s M o o o e i o o 3 P B e O P Y 7 R i o e ek e B P e e e A L e R e o e e B A B A 8k b L o i A A P e e i i A A R A A b A m  n mn —

a: - = blank value,
b: Values are nc. of animals with findings.



Table 25. Number of cells in seminiferous tubules of male rats dosed oratly with TOT in the preliminary reproduction
toxicity screening test (SR-9645)

Group 1 (Stage I - VI)

No. of Sertoli Spermatogonia Spermatocytes Round spermatids Elongate spermatids
animals cells
Group examined No.? ' No. ratio® No. ratio No. ratio No. ratio
¢
Control 5 20.12 16.80  0.844 50.80 2,530  138.36 6.906  130.00 6.526

3.18 5.65  0.29% .46 013 17200 0353 21 1.147

TOT 100 ma/kg 5 19.08 20,52 1.08  51.80  2.720 126.00  6.754  132.32  6.976
1.49 258  0.190 4.8¢  0.256 8.89  0.8%9 nar 0.882

TOT 300 my/ke 5 18.52 18.48  1.006  &3.66  2.370  117.68%  6.394  103.28%  5.616
1.45 T 0.210 2.65  0.23% 5.59  0.704 12,3 0.897

TOT 1000 my/kg 5 18,08 15.76 0.870 40.84% 2,252 112.60w%  6.258 95,36%% 5,304
1.45 2.61 0.105 5.63 0.164 N 0.482 8.44 0.692
a: Expressed in no. of cells in a seminiferous tubule. {cont inued)
b: Expressed in no. of spermatogenic cells / no. of Sertoli cells in a seminiferous tubule.
¢: Values are means and S.D. thereunder,
*; Differs from control, p<0.05.
#%: Differs from control, p¢0,01.

e e L e A A v A A Ak A Al i Bl Ay A A B e o e A e s




Table 25. {continued-1)

o e e 7 e o Ot S g B o e e R A o e T e o e S i B B e e P B A et o B

Group 2 (Stage VII - VIII)

No. of Sertoli Spermatogonia Spermatocytes Round spermatids Elonsate spermatids
animals cells
Group examined No.? No. ratio® No. ratio No. ratio No, ratio
¢
Controt 5 16.96 2.92 0.176 91.68 5.452  142.08 B.4b6  129.2% 7.782
2.63 1.06 0.085 16.37 0.563 13.39 0,623 17.37 1.537
TOT 100 mg/kg 5 17.04 2.40 0.140 94,68 5.606  131.64 7.752  128.32 7.558

2.17 6.93  0.049 6.55 0.512 13.72 0.389 16.88  0.722

70T 300 ma/ke 5 16.64 2.04 0.122 86 44 5.164 123,96 7.656 11672 7.088
2.73 0.68 0.028 6.99 0.792 8.23 1.664 9.80 1.622

70T 1000 ma/kg 5 16.52 2,60 0.15%6 82,32 5026  1M18.76x  7.248%  105.64 6.462
2.23 1.10 0.656 6.70 0.539 8.28 0.622 13.47 1,064

a. Expressed in no. of cells in a seminiferous tubule, {cont inued)
h: Expressed in no. of spermatogenic cells / no. of Sertoli cells in a seminiferous tubule.

¢! Values are means and S.D. thereunder.

*: Differs from control» p<0.05.




Table 25. (continued-2)

Group 3 (Stage IX - XT)

No. of Sertoli Spermatogonia Spermatocytes _ Elongate spermatids
animals cells
Group exanined No.? No. ratio® No. ratio No. ratio
¢
Control 5 19.28 4,52 0.232  102.52 5,30  145.24 7.564

1.92 1.2 0.047 10.83  0.59  11.01 0.608

T0T 100 ma/kg 5 20.52 4,20 0.208 99.08  4.846  130.64  6.366
1.55 1.50 0.082 8.42  0.4% 9.90 0.228

T0T 300 mg/kg 5 19.20 4,92 0.264 97,5  5.100 131.68  6.876
1.58 1.63  0.105 4.50  0.364 19.7 1.036

70T 1000 ma/kg 5 19.32 3.2 0176 89.04 4626 119.2%%  6.208
2.18 1.02  0.05 9.00  0.323 15.90 0.827

a: Expressed in no. of cells in a seminiferous tubule. (cont inued)
b: Expressed in no. of spermatogenic cells / no. of Sertoli cells in a seminiferous tubule,
¢: Values are means and S.D. thereunder.

#: Differs from control, p<0.05.



Table 25. (continued-3)

.................................................................................................

Group 4 {Stage XII - XIV)

No. of Sertoli Spermatogonia Spermatocytes  Elongate spermatids
animals cells
Group exanined No.*® No. ratio® No. ratio No. ratio
c
Control 5 19.16 4,04 0.212  109.80 5.756  159.76 8.9
2.81 0.89 0.045 13.15 0.292 15.91 0.630
TOT 100 ma/kg 5 20,92 372 0.178  110.36 5.276  150.28 7.188
1.73 0.72 0.031 9.22 0.116 18.99 0.711

TOT 300 mg/kg 5 18,64 3,64

0.1 99.44 5.358  137.08 7.352
1.72 0.48 0.0

6
9 .5 0.3 17.70 0.620

TOT 1000 ma/kg 5 16.72 3,64 0,220 BB.76%% 5,324 105.16%%  6.328xx
0.92 0.7 0.048 4,33 0.455 18,3 1.309

a: Expressed in no. of cells in a seminiferous tubule.

b: Expressed in no. of spermatogenic cells / no. of Sertoli cells in a seminifercus tubule.
¢: Values are means and S.0. thereunder.

% Differs from controls p<0.05.

#%: Differs from control, p(0.01,
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