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SATORNNARLE DTy PEMWAEORS LM EMIEERARET L, M
B oS HE, RRITH, SHRB ISR D EMTINI RIETIERIC O W THE
L. 5 0E, 750 meg/ket BriMhte L, UTFAHSI L D150, 308 L U6 mg/kgs L
. A Y LT —vA M) RSHERTE. bk, SHEOMAYBIEMRESL2

e L.

1 (P)C RIT T RY

—HERIE WThOBLLETEBLCHEMEES S kb o/, 750 ng/kghf TIRIKZE
HA2BIES 5 h .

HRE HRECERTEEHas NG o L.

REEE : 750 mg/kgBF T —BMOEMED A LN,

Bl RS ICERT 2 EIEASh R0 E.

BEEE - HKESLERT I EMEHFONARL 2.

BFRE BRESCRE T2 ELEAShRD o .

FEMEMRE - 750 ng/kgBF TRIKD KRR DZENZML 201, 2D 5 5 D1HITiEK
BALROBEEPASNE. LPL, BREBIUBRLAIRSEIERNTIELIEAS

nabh o=,

2. HMPHIRITT HE

—ARIRAE O MPBEEE K UF150 mg/keBETEIBINIET LY, RECERT 28D TR
o=, 750 mg/keff TR DR O 5.

{KE @ 750 mg/kegB¥Tid, IR —BUHOERELAS N .

REE S : 750 mg/kegBE Tk, RERIC—BUOEEI AL N .

g BECERET 2L A SN o,

BEEE RECEETZIEMEAS M RP S .

FHESERE MR BRSCERT 2EGEFEs LD - .

II. ERERESMN

1IN (P) D R R - I T
BTHE MR LEES S BET 22D ARd 1.

FHEMERE : T Lk >, M, BRIGBLUMECRESCRET 2 £ )
HAohihoiz.

SIEER, “RE, TRFEON  B5CRET 2ELALNED >k,
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Sela R, ATMRIIN, o MIKIE, WiEIRTE RS SRR T 2 AiEa s R oIk,
% S CERT 2R tEAN RIS,

TCMREEORM, R, BRF S5 ERT2EbzAashidh ok,

HWIER  KEHICERTIEMBEALNRD .

2 AER(F)ICRIE T E

WRHERKE, LERK, WHIHOKERK, ME0B ML, S, ROEHRE, H
AR REIERTIELEAES W GD o .

—WBRE . RS CEETIELEAhRP ok,

MiE4HDEFERE, MiF40 oML, WHEIDBOEGER  BHILTERT 2 LA 6 i
h o=,

ARBE  BELERT2ELEXAOARI .

HE HSCEATHIELEHFLE R 2.

i REBCRETZELRBR &SNk,

UMEDLSC, PA4VT7DELRVECO-REBEEFHNBELERE, ML 3750 ng/
kg S LD —MREBLICIESEEIZ, MHOT50 ng/kgiz ST IV FELRENAS O E
T 5150 mg/kg/day EX 6N 2. £, FEEEBEFNLREZEEE, 750 ng/ke
BSLTOMEBERIY, Rt EERBOoA Aol s W0WTR 750 ng/ke/
daybEx6h 3.
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SAVTOENRLE U BEOMIIHE L TACBRENZEEDORR~DEREHE
4 2 =812, 0ECD Guideline for Testing of Chemicals for Preliminary Reproduction
Toxicity Screening Testicfit > T, YAV 7oy ¥or 287y MIZIAIMA, 50~
S2AMBLUHES v MICIBLE, 4I~460MRORS LB BEMBERRZT W, ME
WM, TETH, THBLCIMAREOEBTHICRITTREECOVLDTHREL
7=

7 ¥

LBEBEYWAS L UHEE
WERMEDOY AV TN L ¥ L (CAS No.25321-09-9)ik, Fig . ICRTILEMEEF

L, 77 F& : 162,28, thE : 0.86, #: :203~210 CORMKEEGWTHL, FRIIBL
TREEEHORRLEET 2MAETH D . HRRITIE, 1999FIABCEESE L£WE®E
BiE#R SEtEZ2AdRELSRETIEZ OEAVE[RIET :

, Lot No. MR - 98.3 %]. AF#HIE, HRIEROHERYEARERILE
B EXRGETTCRELL., 28, BEUMARTRIIYKARERTCORES ERVERSR
HEBRYEI ICREL, TO—8MII 2NV THH LIZER, MEIE8.2

%THH, EHHEFOREMEVHRET .

WHEE LT, 2—vAaEAWE., =4[ AU ETEHR S, Lot No.
AOBBI(AFH : 1998410827, {HEFAHAR : 20034108 26H ), Lot No.Al934(AF 2 :
199948 10, AR : 2004438 318), Lot No.A3951(AF H : 1999F4H20H, #H
HARR : 2004 4A 198 )8 & Lot No.A4940( A FH : 1999445278, {EAMIR : 2004548
2681k, AFR, KHREBOBERYHEREBLEBEEZHTTRE L.

2.RERBBLUBERR

TAVTOEMRVEY L, BRETEIII-VIAINVTERLTARELE. 2B, 18
K U200 mg/mLo @i, Fig Hr BHERGFTTCTHRRELTCOREHICHBEBO RN &
DRI N T (Attachment 1), SEEOHARMIXFANE, IHAIT LT /ML,
ZE - EXARGFTCREL, HEBTHUNCHEALEL. BEEOBRBESRETEEL -.
Eh, tRYHEIMERELETL, RSBEIREEETERL=.

REFEHBLIVHERSHRTRICERA LESBRSRATOR R EEE 2HREZN T
SEBEIOT PN 7REANVTHRELE. 2ORE, R EEETRTIELEDI02.0~
109.3 %THbh, BEICEEIERZD o= (Attachnent 238 L 183).
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S.EREY B X UMW E &R

1) fhyils X R

SRR, S REIC WA & b T wv B Sprague-Davley B MEAE S » ~ [(SPF), Crj: CD
(SDYIGS] ZAM Wiz, Wik, 1999FEIF2ABAICHAF ¥ — IR - DN —HhREL(BEHME
USO8 THEMRTICERMA L. ATERIADIKRT R EIE, HHM257~287 g,
MEHS204~244 g TdH - 7=
2) Wil LB, BEA TR S TN AR

AFLEDYE, SHEOHRZ BB LT ZORTEM OB 28R T ~. ZOIc,
MoK BENEBLTEO - RRECHEE, THICHIETU/EREPICTE B OM &R
EiTok., ~BRREBIVFKEHEBICRED&EOAT, ELURBRUTBRECEENRED SN
Bhhor-heERad LTRRICAWE.

Bodlk, 3082 —F W THRELEBRIZAFE®EIZ, BEAMEERIILDEHD
FHAEREBIUVSHBIZEE L RDZLIICHESHEBEGET o=, o0 BOERHD O
5B, MiE UM ESOEWIEICE2E 2%y, AEHBAKRTRICMEYE=F ) LY
BEBEIZAWE., ZoMOBRKUBYIEL, BS5HBEE T —F VBT R XKD 5 R IMH
FEEREBRICEZLS L.

B oBEEERIE, e - BCAEFEIAFAICHY S I LPRAEBIVEESE
HE?:R, BAURBZEEEFEBLUENSN LV FEEHALTIT . 260, ME - Bl
HEGOZr -l ARES, AFEAH, L 0E - b ESEEALE
SRNE, BRUEOETFT—CRIZARES, 582, B, BYWESB LUZERIH
(MEDA)BEAL, BILiCBHT LES XIWERD fiFE.

) BEREEZHBLUNEER

ik, EiR20~26 C(FERIE :21~24 °C), EE40~T70 % (EFE : 40~67 %), 87
BEE 120500 (BB © FRI6IE~F1%6%), MMAMMEBI2E /B (74 vy —IC XD BRE L -HFH
LRICHTHFINTWRHAEE(EMIOSE)CHAFTL .

Mg - BI{EHAIRRERFT L AR —2(W: 240D : 380xH: 200 mm)ZHWNT
1r =R D ETCOMBAKAELL, BA2UJERIAF L IEAES — 2 (W: 755X
D:210xH: 1T0 mm)2 AW THRAMBAELE. 2EL, ZEEIXFT LV AMBELS T —YV R
TiT->7. BEWiX, FRISELUBA— 27 L —T70BLEERERB(Y 2L —2, BEREF+
— VA - YN =RV EANETSXF v IRy —2(W: 310xD: 360%H: 175 nm) T
EHEEL, BALBMBLUMAEIRAE. y—Yo%dM, BHAEBLT TSI XF v 78
Lo IARICZRINE, AF UV AMBELSY -V, AU VARARETI VB
SRR ZTRIEZARICIBLU LT, &, BPHETFEOER(KOREFTRIB L
U0.02 YMEEEH T VIO LKBBRTOEROEY 7HEL L 2B EEBHT -, HE
AR TRICEOLATE=S ) Y /MO MFRECBVT, BAERBT2LILRE
EHehadh o,

KBOMBERBLVERMECOANERE, HBEF6AAJLICHHEABRER ANt
Y —TEBLEREEZAAF y— L2 - UN—H¥ARUPLEAFLE. ZOFHFHERE,
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AR Ca W i D AT H o 1.

4) Mk B K TRk

fiE, AF®IAHUAOE MM (CRF-1, AV v LB LEARRL)EHBMR
AN, BlEcEBREEE. BALEHMoMRERE, WHEABARGIEY Y —
BLUEAIVz o 49 VBT EREMANELDIOATFLE.

ol ki, AKOEKEHAKREMWTEMRICHERE €2, SEOKOKERARRE, IXE&
AR HHEARBRARGEREL LY —TEHBLUERMEZATLE.

A BLUOREKOMBERE, WINSHARERTCED - HEMOBHAANTH 572

4.5, BEFE, BAR, REEBBIUVRSHM

1) BS5HEBB LIRS HIE

SATREAMRVE LG, #ELTEOMNCTACERINSTREIEISNE LS,
BEFBRELTEDOREEZERLE.

BRECELTE, SREZOBY YT ERMFHARIZ7O0EL UV RF 4 AR TN
FHEEZAWT, BRKOKE L. RS5WRE, ETEIRSBELHIVEIRFBERLIE
WHlEBDKRESRLEL L, 5 nl/kgTEL L. T, XEFMBLUCREMARPEIRE
BH2WEHESHBUROEVWHEHOKRER, ERPBPIIERD, 7, 4B X T21H DA
Ex, ZAPMPEIWEIBOKRELZEHEL L, 5 al/kgeTHEH L. HBERHIEF IR
10~ 1185563 AT, ERMBIEFIIGIEE L.

BSESFBBOBRITMELLIGEBTHS D, REME XN 322~371 g, MHN237~277
ETH o>,

2) BERBLURER

BRI, MTEURULEIIDCHRRYEBRSH L U TIHEREL, TOMICHBEHZR
. IBOBWHIL, itz hehl2ite L.

& A B B 58 (BE) H(BHMES) H(BHHES)
EI1EE B (1-v440) 0 mg/kg (0 mg/mL) 12(001~012) 12(051~062)
SE2BE vAVTCOEC AT YRy 6 mg/kg (1.2 mg/mL) 12(101~112) 12(151~162)
SEIBE YTAVTICOEC AT IETY 30 mg/kg (6 mg/ml) 12(201~212) 12(251~262)
4B Y AYTC DL AT VLY 150 mg/kg ( 30 mg/mL) 12(301~312) 12(351~362)
AT EVAE DY A A VA R 750 mg/kg ( 150 mg/mL) 12(401~412) 12(451~462)

HEGE, ARt F I r—L - SKSI M) —-X BEMARFCEBEIALES v+
KEIT2280MREBHSBHARY (BSEM 0, 6, 30, 1508 £ U750 mg/kg)DBERIC
KDBRELE. Thbhb, BETRVWIThOBICLAShih o8, 1505 L U750 ng/ke
Bogitic s cBE RS hE. £/, 750 ng/kgBBoMit cIHBEE oMM, F#D
HTEHESEORMMARD M. REREMKFVRETE, 150 mg/keBf DM B L UF750 mg/
kgBt DMEHE CRAMICB W T EROGCHFMEERZEED SN, 512, 750 mg/kgBE it
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T, BB O TR LR oS Ao IS o usRe s . UL, &K
WBLCEMEICEESCHNET 2 80ERDONRYP ok, 22T, YR TE, 750
mg/kgE mE ML L, MTFALSC L D150, 308 & U6 ng/kge L. £/, fEE LT
BAR(D - T NV)OBEREREST2HER T .

3} B 0R

¢ 5 BT x, OECD Guideline for Testing of Chemicals for Preliminary
Reproduction Toxicity Screening TestiCHe> T, MTIERAZEMI4BRME ZD#%36~380
MM FRAECIHEER-Z®, HOoBREZ2IBMICAHT TEM)DEEHI~528HL L,
MR AT 140 M, REMP(RRI4EH), BRABSBLOWMEIBE O &4~
EHHE L. b, HSMEHEHREIBE L.

SEBEBIURERH

1) #(P)

(1) —MgikiE

—MRES I CECOERIE, H56 - ROIBZE(=E L, SIROEHBRAIE)EEL
1.

(2) REPZE

HwEIX, AR z2EME L (HER - %51, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36,
39, 43, 46, 49 B L UrEIHE).

(3) {Rfg & HE

MR, XEHMENM4EEE I UCCRABME TRICHDABCZEAZ L2(EREREH -
¥ 53, 6, 10, 13, 31, 34, 38, 41, 458 X 1¥48H).

(4) &0k

REREBESOEH(KRSI~BAICEHOZH (BIWESOFEVWIR)IEZ - F IV T THE
KEE» o ROABMES R ERBICHBL, BE, HELABIUVHRELAOENER 2 &
L., 2B, SR BEERBELAOREREZR)EZERAETCHRLUTCHNEG EH Ui,
BEBIUHBELK®OHESBIE, 77 VR C2~IBMEEE, 90 Y7 La—-VICHBEEL -.
BV, BEPLIUVHBTREORODOSN-2E - HM[750 ng/kgBf D261 (No.404b L T°
411)DBRER 1L, 20 %R HMEZEHE ALYV TEEL 2.

(5) #HTH4E

ERREEGORESE, 37 COMB LA FREREM(0.5 RFME7 N7 I v fiMedium
R THEL, VMM ESR, BFREZERLE. COBFREZAVTHEFOED
M, BFOLEGHBLUVBEFOREOERAEEEMBLE. 28, SRAERTHE, BHFRE
TREEL .

BEPOGEME, BFREEZBFERMBTARL, W30 MR (KB N R %S BNA-
121D, #8542y %A, HHEMH:37 °C, § BRBHRX, 95 BERIRICHETF
FRWKEY Y ZIF v /N—(MICROSLIDES, #HTR1099, VitroCom, Inc.)iZ Ah, HTM-
IVOS(Hamilton Thorne Research)Z MW T, /& F R [Motility ratio]ZHHT 2L &

_15._



BT, WK TS D WD TR A S T [Path velocity(wem/s) ], lne KT Ak £2 Dk )
[Straight line velocity(um/s)], #F @ % [Curvilinear velocity(um/s)]H & UFHI
SR U b [ (Beat cross frequency(Hz)&=WW L=, 7=E L, —&8 (260 W TiLH
MEORFORENFRTHo2ES, BRRULEHFHEREENVWTRALL. 208
G, R TFRUGR DR AT 2 WA TRI0OAMIEREENR T WA=, HHRUEHTFAR
AL PR TP ITHRAIC WA,

WMFOEFEHL LT, DS 0FEICHN, Y4200 z)b7 L — MATHFIRIEE
F RIS TH2~IEFKUEE, Calcein acetoxy methyl ester ¥ Ethidium homodimer
~1E TR RIS B - e (M A RIS RIS BNA-121D, & SA T ARy ZékA i, %%
f:37 °C, 5 %N R, 95 %BER)LzE, HATMBT TIMWoFREFERF, &
FIECHFEIREFICANL, £EEH TR (Viability) e S ER OB FHE
(Survivability)&Re . b, £%F, EHETCBLIUVRBRBEFOHEE, HEB~EHIZ
P TREDEARCHADONZILOEEER T, ERCIREGOHXRFEEH, B
EREBOHEHLREHEAD LN 2 0EFRILCHEF, BHCEIFAOSLRANAD LN
20, BSBICIEENLBEIRDoNLRVWIDEFERBEFELE.

BFOREE, BFRHERS A KASRICEBEL, 10 ¥huEHE L) L TEEE,
1 YAV REHETREL, EMET CIEOBFILOVWTEHRELE. FREBEFRIE,
BWFIEE D OHREEFOEHEE2RDZ I LICLhER L.

BFHIE, ERRLEARERNE RS (-80 C)RE®HR, 0.1 %Triton X-100hTREY F o
X (1KA, ULTRA-TURRAX T25basic) L TEH LB FEHMEZY » 7V F ¥ >/ —(CELL-VU,
Fertility Technologies, Inc.)iZ A+, HTM-IVOS{Hamilton Thorne Research)Z FH i\ T
BHUE. 2B, EHEELEER] g4~ OB FHRLIEBELL =,

(6) mRMMFEME

BREBIUBELAROHEBR CEHBRTREDRD SN 38E - M6 ng/kgBE D2
(No . 105 B L UNNDOBEEBLIUEE EAROFE, 750 ng/kgl D201 (No. 4048 L ¥411) D
RIKNEL, BEC K> TSI 71 CEBEREERLE. 28, U B LEOSRE - i,
10 %M ER LU L CRELE.

AEEER L UTS0 mg/kgB¥OFEBLIUVBE LA OHFEHER S VTR TEFORAD LM
2E - M6 mg/keBt D2HI(No 105B L I DIEEB LR HEOTE, 750 ng/kekt
D2F) (No. 4048 K41 DRI DWW THER BT A2 FR L, HRERTREL* £k
L. 28, BRIEDWVWTIE, PAS-AT MY ) U R @EEMERGERLED, Th5D
BAZODWTRBROZER2ZBD I o, REBICHWRD o=,

2) IE(P)

(1) —AEikAE

—RREBLI TR, £587 - BOIH2E(AF L, AHDIZ S RATIE)BEL
PAd _

ETHIL, EREBERPLICHBL, BERUBLCTIRNABERI, W, FEB LY
B, BMERBIUBBRINEBHOIH(N.052)], SIRTCEBEORDON-BE - MM tER

..16-



D1 (No.052) D ] 220 %k sgili-ka~ Y » TG L.

(2) 55 15

PR, RSOEH LS ZEMBHECHEIEBIG LR, &b, BEMHS G228
KhE>THEEAEBAXIEE LCRIBEKEF B L.

(3) REM

PRI, RZECDHETI4E MBS L U MM PG EE 2 (ER - &S51, 11,
15, 18, 22, 258 K UF29[ ), MEURMARI P AEIRO, 7, 143 L TF21EIC, W& AR IS
0BL4BICZRERMEL L.

(4) {2608 3 F

BRI, ARG 4BHE CRIBMICZERRNERD : %53, 6, 108L1138),
NEYRIIR AP AT RS, 9, 168 L 21340, MEMB R EME4RICME L.

(5) 32 AR

RETHZIME, XREHHRB TR —FIVBET CERBR> s OB BRI
BlL, SROEBEMALE. FRoALh RV, NEOEEL2AEL, WHE, F
EBLUER20 FHEHRLVTYCTCEELE. BB, WEERBSRKKETCHRLTH
NERGEE LK.

(6) FIRIKEDBRE

REMEBERIKEE, SBRBEORFEOFR, SBRETOMBEER2IE » 5 FIR2S
DOFRINETEAT>/=. FAIIOBICOBMETLTWESSE, TOHEWHEIL L L
7.

(7) HEIR25SB D FRIIOF ETICAM LA D o =EYW
WEHR2SBDFATIORETCICAM LD o, T—FVEE T TERBRD > KIIH
EELBICHKRL, EROEECIVERORT 2B LE. EROA SR VI,
FEE2 SKOHBAMIC X W BRI L CERREOFERZFH~ . THEMIE, WEROER % H
FL, I, FEBLURE220 Y PHEHFRLC) VTEHELE. 8, HEEREERHK
RKETHRLTHENEELEELE.

(8) MEREBOBESL LU H®

BEMIE, BEREEZBEIDETEHEREL, HERIRFALXECLEZEAHZ2NiITHES
Bl —7 VBB TTEXDR» S ROABRIFEIEEZRICHRL, EREB I UERBEFEN
EMA. MBEIESEERZEL, WE, FEBLUEZ20 %rhE@EEHLY ) O CEEL
. RrB, WRESEZRBZEETHRUCHAEZIEL L.

(9) mEHMERE

HEBLUHBRTREORDONLBE - M IBBEDOIECH (No.052)DE ik, &k
K-> TN 74 VEBIEREERLE. 8, UhHLEDORE - #ME, 10 % PHEE
mhEe) UV TCRELE.

AEEE L U750 mg/kgBEDE, RS PICHRTERORD S N=28ET - FM[ AR
D TH(No.052) DB IS DWW THEREEMEREER L, HHEMAMFEREEZEBL .
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3) B (P) o e i g8 H2 s BT e W

HAMES UEMEER —HRTCIdICHaabe TREBEZRLL. ZEMMIEI4E %
FREEE LT, KRREMAET2ETCoOMEEERA & L.

BRI EEIHIEE - R4SV, BIRANCH TFE2RERE2RE Ut e 2Rk L

W LT, TOHE2EKRIBE LTRERL .

4) WHER(F)

(1) HEKOBRE

HEERICHEEERK LV, LERN, FERBUBIUAREROAFEE2BRE . FEIE
Bix, 20 %hisEfisk~< o CEEL, RELIE.

(2) HEROBLE

HAERE, - KRREBLIUECOEREGHIBEMBELE. HCRE, EEEEIFLL
BAEERWTHME20 %PMUEREHRLY CTCEEL, KRELLE

(3) AEHE

FEE, WEIB(BER)BLU4EHICHEL =.

(4) &R
EHERIE, WHABI T —F VBT CHERURL2 S ROBIES H-RICERKRL .

6. #% B £ 89 5

ERERMEIUTERLEALIC, NEBLSRSHOBTHITY, AREES % &L,
5 %Ki(p<0.05) 21 %KW (pO.ONEIE AT TERLE. FEROKEF—BHOTHE

BEREOEHELE. 2B, TERMOXTRED—BRE, KESLCEHRIEH»S
BRAN L7
(B H )

HE(EBY, FER), BEE, BEOBLAEREBIVCHENER, BFoEHM0ER,
FRBFE(FEBFR/BEBEFH) X 100), *ERTFREERTR+-BBETHEF
B/ABERBEFH)x 100], £ERIVEFRECHFR/BRBEFH)X 100], BFH,

EWMETERS g OB FHIEFH /ERELAESER (g)), RIEOK, ZEHF
EAK, FRAE [(SBE(HEE)-%EHEAT] , HREEK, BRK, Bk [(5
R/ IEIRBE A% ) % 100] , BHERKR(FERB+RERR), HERK, HERY, &
MR [(RHERS/ HHREH) X 100] , RoEd®E [(MEH OHERE/ BHREH) X
100] , &% ((MEHOHFERH,/ B &EEM)le],mﬁ%Bmiﬁﬂﬁ,%ﬁ4
Boters [(WE4A0EERE/ WHEOB O ERK)X 100) , HIL(K/1#), HER
BOHBRE (NERERB/ FERE)X 100] BLUBEIHOEEROBERCORED
HIRE (BT OREEY/ WEADOEERE) X 100] &, SHTEYESL L FEERF
EEHRHBLE. Z0E, BartlettZlc L2 2t olEzszTw, E0HOBEICE—T
MEBEERICL 20T ETY, HERSIFDumnettEIL LD iTok. —F, SHKERDH S
hiaboBaE, BREMMALE—-TREEIC L 32 (Kruskal-WallisoRE) 270,
BRBSIEIEM ZFA L =Dunnett M OREZEIC L DT o7~
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sCJE A [ (SRR MW B/ 5 s W 80 X 100) , 420 [ Na I8/ 52 Rk 2 T
B X 100] 5 L UR sk [OP R YL 8/ IR0 X 100] 4k, x*MEIZ L hiTo
I .

fis 2R
I. RIEEZS &M

LR RIET RS

1) —f%iR#E(Table 1-1~1-4, Appendix 1-1~1-5)

B XLUWEME, WIholFcesiidonidbork.

—IRIREBBREICIBWT, AHEEE, 6, 30BL IS0 ng/kgeBH TR EE XA hidh o,
750 mg/kgB¥ T, HECHLURBOKRSBIC B OREMIZHAASWE. £, 750 mng/
keBt L, BS99 LUBICIRREHE 2B N1 .

2) {k&(Table 2, Fig.2, Appendix 2-1~2-5)

ERE5HEY, NBHELEXTWTINORAIEROKRBEIL L EREIAONRDL 2.

3) {BfH& (Table 3, Fig.3, Appendix 3-1~3-5)

6, 30B K150 mg/kgB¥ CTld, HEBHLLRTWINDOHNEIDOBEECLEREEA
Shabof. 750 mg/kgBfCid, MBI THREIDCBAHEBEOERREE AN
7=
4) &4 (Table 4, Appendix 4-1~4-5)

MEEEE, 30BL 150 mg/kgBEciEWWTFhicesBBiEZARO 2ok, 6 ng/keBE T,
A EOBERE LI UEMAERE FAOEFEIIF (N NN EHBRORLBLUVERE LK
DAL A 1H (No. 105) A &5 i=. 750 mg/kgl¥ Tk, ®MARERZE B D32/ (No. 4043 L °
411)H 5 h i,

5) BSEE & (Table 5, Appendix 5-1~5-5)

EREHLY, ABELUXTHRPDORKECHREELA oW RP o &,

BERERLY, NBHLEXRTOWTNWOBREOENBLIUTHENERBIIOFEREEZTIALSN
mh ot
6) ¥ FH:#& (Table 6, Appendix 6-1~6-5)

BREHLY, NBHRLIATEDEFE, RESBHERYE, REBEHELTHRE, ©1%
DR, BHEOMYDEE, HFEEFE, £ERBEFE, L ZROBETFE, BFH, £BRE
FHRES g4 b OB THICHEREIA SN ok,

B, 6 mg/kefFCMMBROBHB LU BELEEDOEHHRD 5 W= 161 (No.111)
T, EUFRPOITHoEED, HTORRE, £ERTE, FERIVETROREE
TEY, BFHBLIUVEBRELARRER ghhhoBFH e Lok, &7, 6 ng/kel¥
TEBRBEOREBLUERE LEOBMENED LN 1H (N0 105)Cid, BFEIITER
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B b RTRET g O TFHRE Lo, LL, Ihs0BLiE, B RICIKAELLE
LOTIELBWI DS, MBYELEEILSND.

7) FETHIEE P (Table 7, Appendix 7-1~7-3)

M WM OSERS MG 16, 6 ng/kglE 26, 750 mg/kel¥ ClHIA SN, THh5
DOFEEIEAMEEPECPE, 6 ng/kglf CHH & ~FE, 750 ng/kgff C <K METH - 1=
S4F 4 LHIEDBIEED MG TLIH, 6 mg/kelfT2HA SN, Tho OREXHENT
SRR, 6 mg/kglf T I BE~BETH o~ EN MU OZEREL DS N BEET I
Sh, TORERISKBETCH- . 2B, ThosoEiE, WihaPBEBITHZ2Z L
e, MBHELEHMETAL.

MRER (Photo 1B LU2) : KBEMM D LN D750 mg/kgB¥ T2H A SN, TN S DRE
FRETHor-. £, LCOXKBREBIHEOEREIRBDLENEIHITIE, KEELE DB
A, TORBEIBEETH o=,

B EK(EES) : SBEB I UT50 ng/keffr b, BREEAS RGP,

2. M (PUIRIZTEHE

1) —AxiK %€ (Table 8-1~8-2, 9-1~9-28 L Uf10, Appendix 8-1~8-5, 9-1~9-5B XU
10-1~10-5)

FETC ik, AEEBE T 14 (No.052:4F4R23H ) & 150mg/ kg3t T 17 (No. 359 EIH ) & h /=

FETHD—AFREBRBICBWT, MBETEIREEASIR»o/=. 150 mg/kglE T,
MEISBIEGHRET, BREFHOETEBITLI2HEHTHAS NI,

EHEMO—-BRREBEICBVT, HBE, 6, 30B L0150 mg/keB¥TCRREEETH SR
2o, 750 mg/keBE T, IRE6ELUBOZRSHII-BHEORES12HASHKE. £k,
750 mg/keBECid, HEIS~ITRICHES 1AL N,

2) {K&E (Table 11~13, Fig.4:B &£ 1¥5, Appendix 11-1~11-5, 12-1~12-58 L *F13-1~
13-5)

RERERIICBVT, BRSBLIMBEHLIERTWINOWNZBOKREIC O HFRER
AHENED >R,

HERMERIIBNWT, 6, 30BLTI50 ng/kgB TN BHELEEXTWTHOBEE B DK
By ABEEGHEs AR o=, 750 mg/keBf Tk, ABELIEXTHIR4BICAKEDE X
RIEENA SR

MEHBPCIBNT, SREHLONBHLLEATOWTIOHUEROKRBEC O ERSE
Aohih-oiz.

3) B#EE (Table 14~16, Fig.6B8 L 1’7, Appendix 14-1~14-5, 15-1~15-58 L 1¥16-1
~16-5)

ZEBRMGEIIC BT, 6, 30B L7150 mg/kgB¥\ CIIMBH L EXTWThoREBDIE
MECLHEFREEIASI R o=, 750 ng/kgBETid, HBHLHE~NTHSIBCEERD
HFRREBEBIA SN,

MR AICBWT, 6, 0B L UT750 mg/kgBf CRRNBH LTV IThoMEHDIE
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oA H R ado . 150 mg/kght ik, MBS A THEIR2I CIC R &/ o
ARG A S NED, HERICIKELEZLTE Ao,

MR BNT, 6, 308 K150 me/kglf CIE 8L L H < TIBM AL I35 IE &
SNmdof. 750 mg/kglfCid, MBI LN TME4QICBMROARLEGHM A S R
A
4) ) K(Table 17, Appendix 17-1~17-5)

EEHIEBVTE, WTholEBEIoN Lo,

FECHHI B W T, AIBEETIRE MRS R A1 (No.052)AR SNz, 235, 150 mg/
kgfED 1 (No. . 359) T B BEEAa N - 2.

5) BEE & (Table 18, Appensix 18-1~18-5)

SMBOKREICBNWT, SHESHFLLABHIUERTHEEIAS A A > 1.

Eh, ARSBLY, TEBLEANTHECHESBLUCEBRAERCEREEIAS RN
27,

6) MMM EME

(1) =% ®i(Table 19-1, Appendix 19-1~19-2)

GRS : NEREERB X750 mg/keBtl b, BEEIAO Rl o/,

(2) FE-#(Table 19-2, Appendix 19-3)

B AREOIF(N.0S2)T ik, MRBMBEABIFIREEIBEEICHAONE.

. EEsssk

LEBYP)OERBBLEIIRIITRE

1) Si5E#(Table 20, Appendix 20-1~20-5)

ZEAMOBRSHB(MER)0REEIYIE, SHEHLONBHLEATHBRELIAON
o
2) XREFEDH, XRBR, ZHMMB L UZIEE(Table 20, Appendix 20-1~20-5)

RERMEHHE, BREBLINBHLOBEERER#A N 2D o2,

KXRXEDOHAEDLEIE, 6B LU0 mg/keffcH 1A E. L L, KEELZEEE
SN BErOBMCERZEZA WAL .

TR, 6 ng/kgBC2lA o=, LHPL, BRBLCISEREBLEABEHLOMK
FREEA BN ARPS .

3) EUREAR B L P KRB (Table 21, Appendix 21-1~21-5)

EIREEMGIE, BREHBLIABHLURTHREZEZRA A R o=, MHIBH, 30, 1508
L 750 mg/kgBE T, WIThOBHPOSIMRKBIILREEIAShRD >, 6 ng/kelf
D 1% (No. 157) Tk, HERSEC(IROREREHE) Lo, FEREBshZD -
1=
4) IFIRBAEH, HRPB L HFKIE (Table 21, Appendix 21-1~21-5)

BERESHLY, HBELILEANTHRREERE, EREBLUBRRIFERER Ao NRD
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5) HWIPER P &L O EFIRHE (Table 21, Appendix 21-1~21-5)

AIEEE, 30, 1503 & U750 mg/kelE CHERIXI00 % Th o/, 6 ng/keftTik, 168
WP (No AST)THAERDF S NIm P ol DB RILES.I RTH LD, MIBE L ORI
fimiEAashigadrol., HEEBLUERSHE S, MHRBCIRNEAL AR>S 2.

2HEERFINCRITRS

1) WHERLS, HERK, WEIHOH LR, WMHOLDOMIL, 28K, ROEHES
LU R (Table 21, Appendix 21-1~21-5)

HEREHEY, NBELERTEEERE, EERY, WHEIBOKERYL, WHIHOD
PR, oWk, ROoEEERITHERCIEERAShRD k.

2) ERO—RIRE, MEIHOEFERE, WHIHOMI, WEIHOEFERB LU
5% (Table 21, Appendix 21-1~21-5)

BERGEHLL, NEBLERTHEIBOEFERHE, MELIAHOMILB LI UMBEIOOERE
RIERBRETAOSNADL /=,

HERDODARBARERCIE, SHLIRFTEIASh RIS .

HERDO—MRETE, SHLIIAEIHFoARD o k.

3) HERDIKE (Table 22, Fig.8, Appendix 22-1~22-5)

BHREHLY, BELERTHEIBLV4IBOMENTY, BEEHBLTFESEH OK
BILAREZEEXAOhRDL 2.

4) EER 0 8H (Table 23, Appendix 23-1~23-5)

B, WTFhICHRFEETAEOWRDP - .

5) JECIR o Bl i%

BHEYL, WThIZORERZTAFShED o=,

ER

PAVTOUENNRE DSy PEMVWAROKBRSIILZ2WBEREBHRRET VL, i
M DOEIREEE, REFTY, 2HBLUSBRRLYOEMTHICRIZTREII DT HE
Ul 58I, 750 ng/ket @ AR E L, WTFALSZX D150, 308 L1756 mg/kge L
oo AL LTHEE(D -0 A1 V) BERESIT-.

BEBELTE, ECBLPEEMIVThOBICLRD AR oE. —RIRE T,
750 mg/kgB¥ TR GIH UM ICIREREHE M 2AAD S h, REFARE LRV 00BE L 0M
EHEDBEEDbNI . 2B, 750 ng/kgBiTHREBII—BUOFEI AL ED, —RIREHE
EBEWTERREDOMBERIZDOAZVWI DS, HRYEHOWEMIIE S It L
e h, SHEREE&RI R oL, BHBICHSVT, 750 ng/ke ¢H 5381 —8
MOREDNHRONLED, KBEREBIRREEIRD SN RWERBELLEIONS. S,
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AMEEAL, K Hd, MBS IR RO MR RN C B TR GIC L 2k
wohhorz., LU, —BOREBERGIEICIRERZEL DD 5 =750 ng/keli 02812 B
WT, ORERDFE B AL M E TEOKR KB o= lak b 2pl, KRAK LB DRIER DS 1 &
Shiz. B, v bCEITH280BRERS GHERRYCE, 1508 U750 ng/kel o
B THENEDEN TS,

HECBI L Tk, 150 mg/kgftTIBIAIEC Lzhs, HBRTHIBMECLTWDEI L, &%
SRBICKELEZOOTEBRWILDS, BSURBETZOOTRHRVWEE ISR S, 750
mg/kgBf MR s hi. YHRTCADSh B, flosTHE M, v B
T 2288 IEI SRR TE, 1508 K750 mg/keBt oM B VW TR DO N TS
TS, VAV TOEMRYEUVDERELILDZBDEEISND. £/, —RIREAR
EBWT, EoBELERICT ng/keBETROONEHRREABFUERE T AR T ook,
WETIX, 750 mg/kgBE CTHRBI -t o EE LA 5N, BEETE, 750 ng/kel# T
ZEEIC B ORE SASNE. B, 50 ng/keETRHEHIIBEEEOSE AL NI

, KEHRICEEEED oW tdhoBFH EEAaRS Aok, &=, Sk, BE
ERBIVIFEOFEMEHERETE, BFSCERTZEEDNZTLIEAS b o=,

LED>T, SHBREATICRBIZY 1V 7Oo0ELRVELD—REBMEFHREEZEI T,
HE & & 150 mg/kg/dayE XL 613,

BEYWOEMBEICHLTE, FIBRLAEZLDICT50 mg/keB¥ COLRBFHREMBE, BE, B
BEABLIUHBIIFEBEAGFECEEOohARrok. £, BBEAH, REXR, XE
FREBH, Sh®R, MIREGEK, BRE, BRE, BEXR, MERHM, S8IREE XU
FRECTE, B#SILEBET I EBbh2EtbiEasNad oz,

Reiiont LTk, RHEERE, TERY, MEIHOHFERHY, WEIHOMHL, S
R, ROEHK, HAER, HEIHOEHFRHY, WEIHOMEB LI VWEIHOEEFRITE
SicEETAELEEbhagfbidaohabok. FERCHARBREIBLWT, WThol
FYRETIAE N R, RUMOKETE, BRSULLNBHLIOMCEEASN
Tbhot., RBPWoBKRTE, WIiho#rasBERIasNL Al oz,

LEM>T, YBRESETICBIZICAVTOULRLVEPLOEBRESHE U RER
SR, MERSY, REHWwL 750 ng/ke/daye EX 6N 5.

PUEDESIIZ, AV TOEMRVYELO—HRBEMHFOREEIE, #MEL 750 ng/
kg 50 LD —MRRER L EHERIC, MoT50 ng/keR S LW KEICRZENRD SN
T e 5150 mg/kg/day A oN B, £, FMAEESMENREZEEIE, 750 ng/kg
BELUTHHERESY, REHLIRBEEDo kP2l o 0WT RS T750 ng/ke/

dayk 52560 3%.

_23‘



3 R
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101018P)(FE A ANA ANV —F L+ Ly — FEBEIE)
2} UL TaAENMRYELYDT Y MBI 2280 BIREES R (%

wNENRNFTr—4L - TR P =X TEMEDIZEA
3) Kato,M., et al.(1995) : Congenital Anomalies 35:394
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Table 1-1 General signs of male rats (P) in preliminary reproduction toxicity screening test of diisopropylbenzene by oral adeministration
Group Number of males Days of administration
(mg/kg) and general signs 6 7 8 9 10 11 12 13 14 15
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af
Control 0 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
6 Number of males 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
20 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 t2 12 12 12 12 2 12 (2 t2 12 12 12 {2
Normal 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
diisopropylbenzene| 150 Number of males 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12
750 Normal 12 12 12 12 12 12 12 12 12 12 12 4 12 0 12 1 12 0 10 2 10 1 10 1 10 O 10 2 10 1
Salivation 0 o 00 0O O O OTW OO S8 0 12 01 0 12 010 01l 0 11 0 t2 0 10 0 11
Exophthalmos o 0 ¢ 0 06 0 00O Q0O 0O O0O0OO0DO0OCO0Q 2 2 2 2 2 2 2 2 2 2 2 22

Be: before admwinistration, Af: after administration.
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Table 1-2 General signs of male rats (P) in preliminary reproduction toxicity screening test of diisopropylbenzene by oral administration
Group Number of males Days of administration
(mg/kg) and general signs 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af
Control 0 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
6 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 112 12 12 {2
Normal 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
‘ Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 {2 12 12 {2 12 12 12 12 12 12 1z 12
diisopropylbenzene | 150 Number of males 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
750 Normal 0 1w t 102 102 103 100 102 103 101 100 100 103 101 102 10 3
Salivation 0 12 0 1t 0 10 O 10 C 9 0 12 010 0 9 0 11 0 12 012 0 8 0 11 0 10 0 9
Exophthalmos 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2°2

Be: before administration, Af: after administration.
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Table 1-3

General signs of wale rats (P) in preliminary reproduction toxicity screening test of diisopropylbenzene by oral administration

Group Number of males Days of administration
(mg/kg) and general signs 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be af
Control 0 Number of males 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
6 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 {2 12 12 2 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
diisopropylvenzene| 150 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12
750 Normal 10 2 102 102 10 2 102 102 103 104 102 103 102 102 10 2 106 10 2
Salivation 0 10 0 10 0 10 O 10 0 10 0 (O O 9 0 8 0 10 0 9 0 10 0 10 0 10 0 5 0 10
Exophthalmos 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Be: before administration, Af: after administration.
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Table 1-4

General signs of wale rats (P) in preliminary reproduction toxicity screening test
of diisopropylbenzene by oral administration

Group Number of males Days of administration
(mg/kg) and general signs 46 47 48 49 50 51 52 53
‘ Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be
Number of males 12 12 12 12 12 12 12 12 12 12 12 8 8 4 4
Control 0 ,
Normal 12 12 12 12 12 12 12 12 12 12 12 8 8 4 4
6 Number of males 2 12 12 12 12 12 12 12 12 12 12 8 8 4 4
Normal 12 12 12 12 12 12 12 12 12 12 12 8 8 4 4
10 Number of males 12 12 12 12 12 12 12 12 12 12 12 8 8 4 4
Normal 12 12 12 12 12 12 12 12 12 12 12 8 8 4 4
diisopropylbenzene| 150 Number of males 12 12 12 12 12 12 12 12 12 12 12 8 8 4 4
Normal 12 12 12 12 12 12 12 12 12 12 12 8 8 4 4
Number of males 12 12 12 12 12 12 12 12 12 12 12 8 8 4 4
750 Normal 02 102 10 4 10 3 10 2 10 2 7 0 3
Salivation 0 10 0 10 0 8 0 9 0 10 0 6 0 4 0
Exophthalmos 2 2 2 2 2 2 2 2 2 2 2 1 11 1

Be: before administration, Af: after administration.
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Table 2

Body weight of male rats (P)

by oral administration

in preliminary reproduction toxicity

screening test of diisopropylbenzene

Group Control diisopropylbenzene

(mg/kg) 0 3 30 150 750

Number of males 12 12 12 12 12

Days of admin-

istration 1 346.9 = 13,2 347.8 £ 12.2 347.6 13,2 348.6 = 11,7 348.0 = 11.8
4 381.6 * 16.3 361.3 = 16.9 359.4 = 17.2 360.5 *  14.8 360,77 % 13.0
8 380.7 * 21.0 380.0 = 22,6 378.8 = 21.3 378.9 = 1B8.3 376.7 %= 14.8
11 388.5 x* 21.1 388.4 *  24.9 386.7 = 241 384.2 19.9 379.6 = 15.4
15 405.7 *  22.2 §02.5 * 28,9 404.8 * 24,9 396.9% =  23.9 39z2.2 % 17.4
18 415.3 *  24.7 410,46 £ 30.4 413.5 = 27.5 401.6 = 25.0 392.4 % 16.4
22 430.3 241 425.1 % 33,2 430.6 * 29.5 411.8 = 24.1 406.8 = 16.5
25 442.8 = 27.3 437.7 34,6 L42.6 £ 29.4 420.5 > 24.4 417.3 = 15.
29 456.6 = 28.9 452.2 + 35.2 453.8 £ 29,17 434.8 = 21.7 430.8 x 16.3
32 465.3 = 30.0 456.t *  34.9 459.2 £ 32.4 440,99 x  22.0 435.0 % 15.14
36 480.3 + 33.0 466.8 * 35,8 470.2 * 33.2 454.0 * 23.0 448.1 19.4
39 487.5 = 35.3 475.3 £ 39.7 480.4 = 32,3 462.3 * 23.3 454.9 20,
43 499.7 = 37.7 487.7 £ 40.5 489.9 * 33.5 472.3 + 25.2 Lbb. & = 22,4
46 502.1 + 38.¢6 494.0 £ 42,4 496.8 £ 35.5 477.5 = 24,4 469.6 £ 24.0
49 510.6 + 38.8 499.7 * 43,2 504.3 +  36.4 483.3 + 23.8 477.5 *  25.¢

Each value shows mean (g) % S.D.
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Table 3
by oral administration

Food consumption of male rats (P) in preliminary

reproduction toxicity screening test of diisopropylbenzene

Group Control diisopropylbenzene

(mg/kq)} 0 [ 30 150 750

Humbher of males 12 12 12 i2 12

Days of admin-

istration 3 22.7 2.3 22.1 % 2.0 21.3 %= 3N 21.0 * 2.1 18.3 = 1.4%x
6 23.8 % 2.2 22.8 x 2.6 21.9 =+ 2.4 22.1 % 1.9 23.9 = 2.5
i0 22.8 % 2.0 21.2 % 2.5 21.5 = 2.9 20.8 %= 2.6 22.1 % 3.9
13 21.9 = 2.1 21.8 % 3.4 21.6 * 2.2 20.9 =+ 2.9 22.3 = 1.7
31 21.2 x 1.9 19.7 % 2.2 19.8 =+ 3.4 20.4 =+ 2.2 21.7 % 2.4
34 21.7 % 1.9 21.3 % 2.9 21.2 %= 2.2 21.3 =+ 1.9 22.5 % 2.7
38 21.6 * 2.4 20.8 % 3.0 20,5 % 2.3 20.5 % 1.8 21.8 = 2.7
41 20.5 = 2.5 20.6 ® 2.9 20.2 * 2.1 20,46 % 2.4 21.8 %= V1.7
45 20,1 * 2.5 19.7 * 3.0 19.8 = 2.1 19.8 = 2.2 21.3 = 2.¢
48 20.9 * 2.4 20.3 % 2.7 20,6 * 2.7 19.3 = 2.2 22.3 * 2.3

Each value shows mean {g/day)} * S.,0.

Significantly different from control (xx: P<0.01).
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Table 4

Necropsy findings of male rats (P) in preliminary reproduction toxicity screening test
of diisopropylbenzene by oral administration

Group Control diisopropylbenzene
(mg/kg) 0 6 30 150 750
Number of males 12 12 12 ¥ 12
Normal 12 10 12 12 10
Exophthalmos 0 0 0 0 2
Testis
Atrophy 0 1 0 0 0
Softness 0 1 0 0 0
Epididymis
Atrophy 0 1 0 D 0
Softness 0 t 0 0 0
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Table 5

Organ uweight of male rats (P)

in preliminary reproduction toxicity screening test of diisopropylbenzene

by oral administration
Group Control diisopropylbenzene
(mg/kg) 0 b 30 150 750
Number of males 12 12 12 12 12
Body weight (g) 518.7 =% 40,7 508.6 * 43.1 $13.1 £ 39.8 490.4 % 23.7 484,2 = 28.0
Testes (9) 3.403 £ 0.254 3.215 = 0.802 3,473 & 0,229 3.479 £ 0.234 3.443 = 0.293
(9Z) 0.663 £ 0.089 0.4833 * 0.144 0.467% £ 0,043 0,710 £ 0.047 0.710 %= 0.040
Epididymides {9} 1.249 = 0.158 1.182 = 0.259 1.315 £ 0.114 1.243 = 0.078 1.265 = Q.17
{g%) 0.243 * 0.043 0.232 *  0.045 0.258 &+ 0,027 0.253 = 0.021 0.2462 £ 0.01¢

Each value shows mean *x S.0D.
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Table 6

Observation of sperm in preliminary reproduction toxicity screening test of diisopropylbenzene by oral administration

Group

Control diisopropylbenzene
{mg/kg) 0 6 30 150 750
Number of males 12 12 12 12 i2
Sperm motion parameters
After 30 min. incubation
Motility ratio(%) 78.00 £ 22.57 77.58 £ 25.47 85.08 + 6.28 83.17 &+ 8.17 83.54 £ 5.20
Path velocity (um/s) 145.59  23.52 151.96 = 21.11 (11) 150.30 £ 16.01 154,18 £ 16.72 146.36 = 17.77
Straight line velocity (um/s) 100.31 + 22.04 108.45 =+ 19.98 (11} 107.12 + 18.30 113.12 £ 16.50 102.71 = 18.27
Curvilinear velocity (zm/s) 335.63 + 49.05 347.27 £ 39.85 (1) 350.21 &+ 35.18 350.34 = 30.50 346.72 +  34.91
Beat cross frequency (Hz) 31.89+ 3.56 32.09 = 2.27 (11) .62+ 2.72 30.69 £ 2.23 30.94 =+ 1.18
Morpheology of sperm
Abnormal ratio (%) ¥ 10,93 £ 23.42 4,87+ 3,59 (11) 3.67% 1.8 450 3.18 3.3+ 2.16
Viability (%) ¥ 92.43 + 23.37 98.3t £ 1.66 (11) 98.23 + 1.78 98.17 + 1.14 98.72 + 0.83
Survivability (%) © 79.20 £ 23.97 85.89 £ 4.98 (11) 85.53 + 3.93 82.68 + 4.89 B4.04 £ 4.78
Number of sperms in left cauda epididymis (x 105) 271.36 £ 55.64 221,62 + 112.02 303.32 £ 46.65 272.40 + 73.74 280.63 = 43.62
Number of sperms / g (left cauda epididymis) (x10°) 915.14 + 132.10 7563.44 £+ 344.05 970.29 + 75.65 928.88 + 173.55 954.90 = 93.82
Each value shows mean + S.D.

Figures in parenthses indicate number of males.
a): (Number of abnormal sperms / 300 sperms)x [00.

h): ((Number of live sperms + number of dead sperms during the 2 hrs. incubation} / 300 sperms)x100.
¢): (Humber of live sperms after the 2 hrs. incubation / 300 sperms)x100.
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Table 7 Histopathalogical findings of male rats (P) in preliminary reproduction toxicity screening test
of diisopropylbenzene by oral administration

Group Control diisopropylbenzene
(mg/ke) 0 6 750
Incidence and Grade N oA+ 4+ 2+ ] N Al + 24 BN Al X + 2+ 34
Findings
Testis [12] [2] {12]
Atrophy, seminiferous tubule ft 110 0O 1 0 0 1 1 1 0 0 0
Hyperplasia, Leydig’s cell i1 1 1 0 0 o0}0 2|1 1 0 o0l12 0
Vacuolization, Sertoli cell 11 1 0 0 2 0 12 0
Eyeball (0] (0] {2}
Vacuolization, lens fibers 0 210 2 ¢ 0
Hyperplasia, epithelium lentis 1 1 0 1 0 0

Grade of histopathological findings: Z: slight, +: mild, 2+: moderate, 3+: marked.
N : No abnormality detected.

A : Abnormality detected.

[] : Examined number of males.

No remarkable changes were seen in epididymis.

Eyeballs were observed only twa cases.
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Table 8§-1

General signs of female rats (P) in preliminary reproduction toxicity screening test of diisopropylbenzene by oral administration

Group
(mg/kg)

Number of females
and general sigos

Days of administration

6

7

8

9

10

11

12

13

14

Be

Af

Be

Af

Be

Af

Be

Af

Be

Af

Be

Af

Be

Af

Be

Af

Be

Af

Be

AT

Be

Af

Be

Af

Be

Af

Be

Iy

1

Control

Number of females
Normal

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

i2
12

12
12

12
12

ie
12

12
12

12

12

12
12

12
12

diiéopropylbenzene

Number of females
Normal

12
{2

12
12

12
12

12
12

12
12

12
12

12
12

12
{2

12
12

12
12

12
12

12
12

i2
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

o

12
12

12
12

30

Number of females
Normal

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
i2

12
12

%

12
12

12
12

&

12
12

<

12

£

12

150

Number of females
Normal

12
12

12
12

12
12

12
2

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

i2
12

12
12

12
12

12
12

4

12
12

12

-

12

750

Number of females
Normal
Salivation

12
12
0

12
12
0

12
12
0

12
12
0

12
12
0

12
12
0

12
12
0

12
12
]

12
12
0

12
12
0

12
12
Q

12
6
6

12
12
0

12
2
10

12
12
0

12
1
1{

12
12
0

12

11

12
12

12

12

12
12

IV

12

12
12

12

11

12
12

12

12

&

12

&L

12

19

12

0 10

Be: before administration, Af: after administration.
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Table 8-2

General signs of female rats (P) in preliminary reproduction toxicity screening test of diisopropylbenzene by oral administration

Group Number of females Days of administration
(mg/kg) and general signs 15% 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be
Control 0 Number of females [ 12 12 10 10 5 & 2 2 o0 O O O O O O O O O O O O O O O O O & 0 0O
Normal 12 12 10 10 5 & 2 2 - - =~ - - - -« - - - = - - = - - - - - - -
6 Number of females | 12 12 10 10 7 7 3 3 1+ 1 1 1 1 t 1 1 ¢t 1 1 1 I 1 it 1 1 | R
Normal 2 12 1010 v+ 7v 3 3 1+ 11+ 1 11 1 ¢y 11 1 1 1 1 1 1 1 1 1
20 Number of females {12 12 % % 7 79 4 4 1 1 Y+ 1 1 ¢+ ¢+ ¢+ 1 1 1 1 1 1 1 1 1 1t 1+ 1 1
Normal 12 12 9 % 7 7 4 4 ¢ 1 ¢ ¢ 1 ¢ ¢ 1 ¢ ¢ ¢t ¢ 1+ 1 1 1t 1 1 1t 1 1
diisopropylbenzene | 150 Number of fepales | 12 12 t1 11 8 8 § 5 ¢+ 1 0 0 O O O O O O O ¢ O O O © 0 O 0 O 0
Normal 12 2 1111 8§ 8 5 5 11 - - - - -« - - - - - - - - - - - - - -
Number of females { 12 12 i1 11 4 4 0 ¢ 0 O 0 O O O O O O 0 O O 0 O O O 0 0 0 0 0
750 Normal iz 0110 4 0 - - - - - - = - - - - - - - - - - - - - - - -
Salivation o 12 o0 110 4 - - - - - - - - - - <+ - - - - - - - - - - - -
Mydriasis 6 1 0o 1 0 1t - - - - - - - - - - - - - - - - - - - - .-

Be: before administration, Af: after administration.

*. commencement of pairing.
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Table 9-1

by oral administration

General signs of dams (P) during pregnancy period in preliminary reproduction toxicity screening test of diisopropylbenzene

Group Number of dams Days of pregnancy

(ng/ke) and general signs 0 1 6 7 10 11 12 13
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af
Control 0 Number of daams 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 2 12 {1z 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12
6 Number of dams %9 9 9 9 9 9 9 9 9 9 9 9 9 9 % 9 9 9% § 9 g 9 9 9 9 9 9 9
Normal 9 ¢ 9 9 9 9 9 9 9 9 ¢ 9 9 9 9 9 9 9 5 9 9 9 g g 9 9 9 9§
30 Number of dams | T 1T O T 1 W A T S T A U U 1 S N G 0 D & S © S O A O NS DU 9
_ Nermal 1t 1t 111t 111111t fto1ro1tr o1t tro11o1to11o11o1roiro1r o1 ito1ro11 tr 11 il
diisopropylbenzene 150 Number of dams 12 12 12 12 12 12 12 12 12 12 12 2 12 t2 12 12 12 {2 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 2 12 12 (2 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12
750 | Normal 12 2 12 0 12 0 12 0 12 0 122 0 12 0 12 0 12 2 12 0 1 0 12 0 12 ¢ 12 1
Salivation 0 10 0 12 ¢ 12 0 12 0 12 ¢ 12 ¢ 12 0 12 0 0 0O 12 0 12 0 12 O 12 0 It

Be: before administration, Af: after administration.
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Table 9-2

by oral administration

General signs of dams (P) during pregnancy period in preliminary reproduction toxicity screening test of diisopropylbenzene

Group Number of dams Days of pregnancy
{mg/kg) and general signs 14 15 16 17 18 19 20 24 22 23 24 25
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 1 0 0 O 0
Control 0 Normal 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 3 3 0 - - - ~
Death 6 0o o 0 oo 0o 0090 0 00 00 060 1 - - - -
6 Number of dams ° 3 %9 9 9 9 9 9 9 9 9 9 9 9 9 9 3 3 1 1 0 0 O
Normal 9 %9 ¢ 9 9 9 9 9 9 9 9 9 9 9 9 9 3 3 t+ 1 - - -
30 Number of dams i1 i1 o1 ft fyotro1r ottt otro1t o1ttt 0 0 0 o0 0
Normal 115 1 S T S 1 A 5 D 1 WD 1 (N S 1 A 1 A O A A 5 RS 1 AOD S | - - - - -
diisopropylbenzene 150 Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 O O 0 0 O
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 2 - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 &8 0 0 O O 0
750§ Normal . 12 0 12 1 12 112 2 12 7 12 3 12 5 12 4 8 2 - - - - -
Salivation 0 12 ¢ 1t 0 11 0 1 ¢ 5 0 9 ¢ 7 O 8 0 6 - - -~ - -

Be: before administration, Af: after administration.
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Table 10

of diisopropylbenzene by oral administration

General signs of dams (P) during lactation period in preliminary reproduction toxicity screening test

Group Number of dams . Days of lactation
(mg/ke) and general signs ! 2 3 4
Be Af Be Af Be Af Be Af Be
Control 0 Number of dams it 11 11 11 i1 11 11 o1t 11
Normal L1 11ty 1111
6 Number of dams g 8 8 8 8 8 8 8 8
Normal 9 8 8 8 8 8 8 8 8
20 Number of dams S S T S T 5 RS § NS S SRS S A O N D |
Normal E S A O O S 6 A & R O U A T |
Number of dams iz 12 12 12 12 12 12 12 11
Normal 12 12 12 12 12 12 11 11 1
diisopropylbenzene 150 Hypothermia 0O 0 0 0 0 O 1 1 0
Decrease in locomotor activity 060 o 0 0 0 t 1 0
Staggering gait o 0 0 0 0 0 t 1 0
Death 0 0 0 0 0 0 0 1 0
Number of dams 12 12 12 12 12 12 12 12 12
7501 Normal 12 6 12 7 12 3 12 3 12
Salivation 0 6 0 5 0 9 0 9 0

Be: before administration, Af: after administration.
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Table 13

by oral administration

Body weight of female rats (P) in preliminary reproduction toxicity

screening test of diisopropylbenzene

Group Control diisopropylbenzene
(ma/kq) 0 [ 30 150 750
Number of females 12 12 12 12 12
Days of admin-
istration 1 2564.9 % 7.9 255.6 % 8.8 255.3 % 10.) 255.8 % 9.7 255.2 % 10.3
4 258.3 * 9.0 258.0 = 10.4 258.3 £ (1.2 257.5 % 9.7 255.9 % 9.1
B 266,2 % 11.5 267.5 = 11.% 264.7 £ 14.4 267.8 % 9.6 263.7 % i1.9
11 270.8 = 10,7 27,4 1401 287.6 £ 11,7 271.6 = 10,2 266.8 £ 10.4
15 | 279.7 = 11.1 2719.2 = 13.7 275.3 + 13,5 218,71 = 8.4 274,2 £ 11,
18 299.0 ( 2) 280.0 =+ 2.4 298.8 + 17.4 ( 4) 288.2 * 8.6 5)
22 2%4.0 317.0 (N
25 32.¢ 333.0 [GRD!
29 293.0 324.0 Cn
Each valuve shows mean (9) * S.D.

Figures in parentheses indicate number of females.
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Tabte 12

by oral administration

Body weight of dams (P) during pregnancy period in preliminary reproduction toxicity screening test of diisopropylbenzene

Group Control diisopropylbenzene
(mg/kg) 0 [ 30 150 759
Number of dams 12 3 11 12 12
Days of pregnancy
0 286.2 = 12.3 290.4 = 11.8 281.5 =+ 17.7 287.8 + 10.8 280.5 * 1.5
7 322.4 = 1t.4 319.6 = 131 312.8 &= 14.9 316.7 = 16,0 312.2 3.4
14 358.8 £ 14.3 352.8 * i8.3 353.6 + 18.0 353.5 * 15.8 338.9 = 13, %
21 454.8 * 24,3 443.3 £ 43.4 455.5 *  1%.5 447.8 *  22.4% 439.3 =+ 16.2
Each value shouws mean (g) * S.D.
Significantly different from control (x: P<0.05).
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Table 13

by oral administration

Body weight of dams (P) during lactation period in preliminary reproduction toxicity screening test of diisopropylbenzene

Group Control diisopropylbenzene

(mg/kg) 0 30 150 7540

Number of dams Hl 11 12 12

Days of

tactation 0 342.7 = 21.8 328.4 *x 329.5 * 17.3 330.5 £ 15.3 321.5 = 111
4 352.5 + 12.8 343.6 * (8 343.2 * 18.1 339.3 + 14.3 (an 340.8 & 7.2

tach value shouws mean (g) * S.D.

Figures in parentheses

indicate number of dams.
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Table 14

Food consumption of female rats (P)

by oral administration

in preliminary reproduction toxicity screening test of diisopropylbenzene

Group Control diisopropylbenzene

(ng/kg) ¢ 6 30 150 750

Number of females 12 i2 12 12 t2

Days of admin-

istration 3 14,9 % 2.2 14,5 + 2.1 t6.7 x 2.4 15.0 = 1.5 12.2 * 2.8
4 16.0 % 2.4 16.2 + 1.9 15.9 =+ 2.8 16.7 = 2.2 15.4 % 3.1
10 16.5 * 2.6 16.7 = 2.0 16.8 =+ 2.5 16,7 %= 1.9 6.2 = 2.4
13 16.7 * 3.0 16.8 + 3.2 (7.2 + 2.1 16.8 2.9 17.3 % 2.1

Each value shows mean (g/day) * S.0.

Significantly different from control (x: P<0,05).



Ly

Table 15 Food consumption of dams (P) during pregnancy period in preliminary
by oral administration

reproduction toxicity screening test of diisopropylbenzens

Group Control diiscpropylbenzene
(mg/%g) ) 0 [ 30 150 750
Humber of danms 12 9 11 12 12
Days of pregnancy
2 20,1 % 2.5 19.0 % 3.8 17.8 % 2.4 19.4 £ 2.9 20.5 = 2.4
9 23.3 % 3.1 22.8 * 3.4 22.3 % 3.3 22.3 3.4 21.4 2.6
16 22.5 % 2.7 20.8 % 2.3 22.8 * 1.5 21.8 % 2.3 22.2 * 2.4
21 21.8 * 2.8 20.3 * 3.0 21.0 =+ 2.3 18.1V * 4.0%x 22.8 * 2.1
Each value shous mean (g/day) *= S.D

Significantly different from control (%x: P<0.01).
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Table 16

food consumption of dams (P) during lactation period in preliminary reproduction toxicity screening test of diisopropylbenzen

by oral administration

Group Control diisopropylbenzene
(mg/kg) 0 30 150
Humber of dams 11 11 11
Days of

lactation 4 27.1 & 4.5 3.2 27.5 * 5.4

Each value shews mean (g/day) %= S.D.
Significantly different from control {(xx: P<0.01).




Table 17

Necropsy findings of female rats (P) in preliminary reproduction toxiciiy screening test
of diisopropylbenzene by oral administration

_Sb..

Group Control diisopropylbenzene
(mg/kg) 0 30 150 750
Number of females 11 12 1 12
Normal 11 12 11 12
Number of dead females 1 0 1 0
Normal 0 - 1 -
Stomach (glandular wucosa)
Park red spot 1 - 0 -
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Tabte 18 Organ uweight of female rats (P)

in preliminary

reproduction toxicity

screening test of diisopropylbenzene

by eral administration
Group Control diisopropylbenzene
{(mg/kg) 0 6 30 150 750
Humber of females 11 12 12 11 12
Body weight (g9) 352.5 % 12.8 330.8 % 25.4 44,6 £ 18.1 339.3 % 14.3 340.8 % 7.2
Quaries (mg) 113,49 £ 16.73 110.84 X 146.24 113.78 £ 14,465 119.87 *  10.98 1192.93 = 14,451
(mg%) 32,13 * 4.30 33.60 * 4.92 33.33 =+ 4,02 35.35 3.00 35.19 * L1

Each value shows mean * S.D.
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Table 19-1

of diisopropylbenzene by oral administration

Histopathological findings of female rats (P) in preliminary reproduction toxicity screening test

Group Control diisopropylbenzene
{(mg/kg) 0 750
Incidence and Grade N A N A
Findings
Ovary [11] [12]
11 0 12 0
N : No abnormality detected.

A : Abnormality detected.
(] : Examined number of females.



Table 19-2 Histopathological findings of dead female rats (P) in preliminary reproduction toxicity screening test
of diisopropylbenzene by oral administration

Group Control
{mg/kg) 0
Incidence and Grade N Al X + 2+ 3t
Findings
Stomach [1]
Glandular stomach
Cellular infiltration, neutrophil, propria 0 1{0 1 0 0

Grade of histopathological findings: *: slight, +: mild, 2+: moderate, 3+: marked.
N : No abnormality detected.

A : Abnormality detected.

[] : Examined number of females.

No remarkable changes were seen in ovary.



Table 20  Number of estrous cases and reproductive performance of male and female rats (P) in preliminary reproduction toxicity screening test
of diisopropylbenzene by oral administration

Group Control

_89_

diisopropylbenzene
{mg/ke) 0 B 30 150 750
Number of females 12 12 12 12 12
Number of estrous cases before mating (14 days)
Mean*S.D. 3.6+ 0,5 3.5+ 0.5 3.4+ 0.5 3.3+ 0.5 3.6 £ 0.5
Number of pairs 12 12 12 12 12
Number of pairs with successful copulation 12 1t 11 12 12
Copulation index (%) ¥ 100.0 91.7 91.7 100.0 100.0
Number of conceiving days
Mean*S5.D. 2.4 1.0 2.5+ 1.0 2.9 1.2 3.1+ 1.2 2.3+ 0.6
Conceiving days 1-5 12 11 11 12 12
Conceiving days =6 0 0 0 0 0
Number of pregnant females 12 9 11 12 12
Fertility index (%) % 100.0 81.8 100.0 100.0 100.0
Number of dead pregnant females ) 0 0 0 0
Number of live pregnant females at delivery 11 9 11 12 12
Number of pregnant females with live pups 11 8 11 12 12

a): (Number of pairs with successful copulation / number of pairs)x100.
b): (Number of pregnant females / number of pairs with successful copulation)x100.
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Tahle 21

Observation of pups (F1) in preliminary reproduction toxicity screening test of diisopropylbenzene by oral administration

Group Control diisopropylbenzene
(mg/kg) 0 8 30 150 750
Number of dams § 9 11 12 12
Length of gestation {days} 22.18 % 0.40 22.44 £ 0.73 22.08 + 0.30 22.17 £ 0.39 22.67 + 0.49
Pregnancy days = 21 0 0 0 0 0
Pregnancy days = 22 9 6 10 10 4
Pregnancy days 2 23 2 3 1 2 8
Corpora lutea 16.2 + 2.3 16.4 + 2.1 18.3 + 1.7 17.56 + 2.3 16.7 £ 1.6
Implantation scars 14.8§ + 3.3 14.8 + 4.7 17.3 + 1.6 16.3 + 2.2 15.8 & 1.5
laplantation index (%) ¥ 90.6 * 14.1 87.7 + 23.8 94.5 + 4.3 93.1 + 7.7 95.2 + 4.7
Gestation index (%) Y 100.0 88.9 100.0 100.0 100.0
Pups born 13.7 £ 3.0 13.6 £5.1 16.2 £ 2.1 15.9 £ 2.2 15.0 + 1.5
Stillbirths 0.5 £ 0.9 0.3 +£0.7 0.2 +0.4 0.0 £ 0.0 0.8 £2.0
Live pups born 13.3 £ 3.0 13.2 £ 5.2 16.0 £ 2.0 15.9 £ 2.2 14.2 £ 2.4
Sex ratio at birth 1.07 * 0.69 1.22 + 1,27 0.81 + 0.30 1.00 + 0.43 1.33 £90.91
(Total maleftotal female) 69 /17 55 / 64 77 /99 92 / 99 86 / 84
Delivery index (%) 93.0 + 6.4 86.3 + 21.1 93.5 + 7.1 98.0 + 3.9 95.0 + 6.8
Birth index (%) © 90,3 * 8.9 81.4 £ 31.2 92.5 + 6.4 98.0 + 3.9 89.6 = 13.6
Live birth index (%) o 96.9 6.3 87.7 + 33.1 99.0 + 2.2 160.0 + 0.0 94.5 + 13.4
Live pups on day 4 of lactation 13.3 £ 2.0 14.6 + 1.7 (8) 15.6 + 2.1 15.5 + 2.4 (11) 14.2 £ 2.4
Sex ratio on day 4 of lactation © 1.07 £ 0.69 1.22 £ 1.27 (8} 0.80 +0.32 1.02 £0.45 (11 1.33 £ 0.91
(Total male/total female) 69 /17 54 /63 74 /98 83,788 86 84
Viability index (%) © 100.0 = 0.0 98.4 £ 3.0 (8) 97.7 + 3.2 97.6 *+ 4.4 (11) 100.0 £ 0.0
External anomalies (%) M 0,0 +0.0 0.0 £ 0.0 (8) 0.0 = 0.0 0.0 £ 0.0 6.0 £ 0.0
Each value shows mean + S.D. per dam.

Figures in parentheses indicate number of danms.

a): (Number of implantation scars / number of corpora lutea)x100.
¢): Number of male pups / number of female pups.

e): (Number of live pups born / number of lmplantation scars)x100.
g): (Number of live pups on day 4 / number of live pups born)x 100.

b}:
d):
f):
h):

(¥umber of dams with live pups / number of pregnant dams)x100.
(Number of pups born / number of implantation scars)x100.
(Number of live pups born / number of pups born)x1i00.

(Number of pups with external anomalies / number of live pups}x100.
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Table 22 Body weight of pups (F1) in preliminary reproduction toxicity screening test of diisopropylbenzene by oral administration

Group Control diisopropylbenzene
(mg/kg) 0 6 30 150 750
Number of dams il 8 11 12 12
Male weight
Days of lactation
0 7.21 =+ 0.78 7.08 £+ 0.7¢ 6.63 + 0.44 6.74 £ 0.37 7.26 £ 0.5
4 11.91 + 1.99 11.13 £ 1.58 10,76 *+ 0.78 10.53 + 0.84 (1) 11.38 =+ 1.54
Female weight
Days of lactation
0 6.7t = 0.73 6.65 + 0.67 6.23 £ 0.36 6.28 + 0.38 6.89 = 0.52
. 4 1.1 = 1.81 10.63 + 1.58 10.01 £ 0.77 9.85 + 0,94  (i1) 10.80 £ 1.29
Mean pups weight
Days of lactation
0 6.96 + 0.76 6.8¢ + 0.67 6.41 £ 0.35 6.51 £ 0.36 7.06 * 0.54
4 11.48 + 1,93 10.91 + 1.56 10,32 = 0.72 10.17 £ 0.86 {11) 11,156 = 1.48
Litter weight
Days of lactation
0 90.29 + 14.51 101.53 + 8.20 101.85 = 9.10 103.18 + 13.16 99.21 %= 13.79
4 147.29 + 18.85 158.48 + 19.39 160.156 *+ 11.66 157.16 + 21.81 (i) 155.01 + 17.22
Each value shows mean (g) * S.D. per dam.

Figures in parentheses indicate number of dams.
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Table 23 Necropsy findings of pups (F1) on day 4 of lactation in preliminary reproduction toxicity screening test
of diisopropylbenzene by oral administration

Group Control diisopropylbenzene

(mg/kg) 0 6 30 150 750
Number of males 69 54 74 83 86
Normal 69 54 74 83 86
Number of females 7 63 98 88 84
Normal M 63 98 88 84
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Fig. 1 Chemical structure of diisopropylbenzene
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of diisopropylbenzene by oral administration
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Body weight of pups (F1) on days 0 and 4 of lactation in preliminary reproduction toxicity screening test
of diisopropylbenzene by oral administration
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