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L3 5]

247 2242 FN-1-RT DTy VAR OEBEEICL DREEGEE - £FER
A HEOFEHRBR ATV, HEEY T 5 -RENFHOEBLRT DL & b, MHREE,
RRITE, SHRECSEZ EOLBTINCRIZTEEICOWTRH L. &5 EIX, 720 mgkg
FEHELL, AT 180 R 45 mg/kg & L. L UTHE(N VT 2 iR GEEZ®RIT
 BEOEHEMEIIABRBEAMHHEES 261 L, HCREHLELZO I LERENERE L
. HETEE, RBRELIIHNCXIBEEE, 180 X T 720 mg/kg REIZE 6 FIOBEIERA R T 7.

o

1. k&5 #EE
1. —RRER U TIRR
FECHIE, 720 mg/kg B CHRBEME 1| Fl(dk5 9 B) L EIEMH 1 H#FE S 14 BiCE D L.
720 mghkg BHOETHITHENHENL, BREFHOET, KA TR, BAMAOERHZWVIIO
BEOENLIRAH L. 720 mgkg BOMBEOEEFEH T, gEOBRALLN. B, i
HEE b 720 B TX 180 mg/kg B CHREBE®RIC -@AMORENRA LN, BHERE LSS
Mmoot

2. FERUEE

R, 720 mg/kg BEOHETH 5 WM %38 U T, M CRRBEHTIC @Bt O, iz o,
14 B 21 BICIEERA LN, EEMIRIICIE, HOKEIRESE L-. SR, s b
HicBRTAEIZA LN T,

3. 1TEdEE (FOB) 812, RERICRE, BAERU AR ESEHE
1TEHHERE (FOB), BHENE, BHRUCBRESH R TII, ML LB ICERTIEIEARD
nRnot.

4. REE, DEFRERCRLEELTTRE

RREICBWT, #5HRE TRICHE T 720 mgkg ECREOBEME R EDKME, #
T 720 mg/kg BECREOBMBIAA A S, EEAME TR, HEL LBRECGERT
SEITED bhihoTe.

MEFREICBNT, BREWBE TRICHETIL 720 T 180 mgkg T 0 b o o B FFHE
BOTEHES b v RT 5 X F VR OER, 120 mghkg BETT7 4 7Y /— SV REOGIE,
#CIx 720 mg/kg B CRMBBEK B~ b2 U o MEOEREI TRV bR 7T 2
FURRIOEEN A D, EIEMRBR TR, Mg L BRSCERT 2D bRk
Mot

MEECFREICE T, B5HIRE TENCHETIX 720 mgkg BET y-GTP, REHQ, 717
I, AIG, BREVU ALY, BRalLRAFo— ARk Ca OEEIFIC Cl OEfE, 180 mg/kg BT
Ca DEE, #ETid 720 KT 180 mg/kg # THRIE R DS, 720 mgkg BT F U OKIE, y-GTP
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EUREIALEOFEERS LN, FEHARE TRIZIE, #TiX 720 me/kg # T y-GTP OF
fEn B onics, HTRESICERTAE(IBHNR T,

5 FIRTREUHREER

FRICBWT, ML bR IERTAEIZADN ST,

FEEBICBWT, BREYIBK TEHIHETIE 720, 180 X145 mg/kg BE TIHBOGEX HE K
CHXEROEE, 720 X 180 mgke B CHBBOEGHER CHIEROBE, 720 mgkg &
CHKR R SR o s 8 B & O E RO S EEM & 5V & i, T 720 & T 180 mg/kg
RO OENERECHEAEROSHE, 720 mgkg B CHRIRBOKKHREUCHMEROR
RS D IEEARL L. BIEPRE TR, BT 720 mgke B CTHER, BEEU
FRROEHBRR AN EZORMEH D\ IEFEMEER, T 720 mg/kg 3 CHBE R
Ot EER CHATEEOEMES 2 WVIXEEEM S A2 b

6. PRI ERE

BEMRE TR, HECIIRC Z BB~/ NEPLEDORTHIBAAS 720 XU
180 mg/kg BED 6 Bl & 45 mg/kg BED 1 ], T < 8REE ISEEEE D T AR O 435 FEME 251 A3 720
U180 mg/kg BED 6 Hil2f & 45 mg/kg BED 1 #, BRI Z < BEDRME LR O 7125 720
mg/kg O 3 IR RIS BREDRMBE LK OEMED 720 KT 180 mgkg D& 1 Fil, FHRBRIZ
T BREE TR E OB LR OO AR RS 720 mg/kg BED 6 FIEFITH BT, T8
BE TR EE O FIRIR OIS _ LR OV E AAMEEFRRIE, 180 mg/keg BED 3 B, 45 mgkg B0 1 Hi
EXBEO 2 Flic A LA, BRE L HE L. METE, R O <R SGIBRE o/ NEP
AEDFFHIRARE X AY 720 B2 O} 180 mg/kg D 6 fil &, = < R DO RF MR D i 8 EHE (A 720
B TX 180 mgkg HED 6 Hlep], BRICEREOESE LROMERTC I S BEORME OILRH
720 mg/kg B 1 #l, FRRBIC T < BE ORI LR OOE AMEGRIERK DS 720 mg/kg BED 3 HllZ 2
b=, BRBOZKREORRE EREOUE AR RIL, 180 mgkg BED 1 #il L 45 mg/kg B
D2 FlicH S as, EFRA L BN L .

EISTER A TR, BRI Z <K BEO/NEDRLHEDHISIERD 720 mgkg B 6
B2 & 180 mgkg O 1 #, BRI S BEDOREE LR OEEN 720 megkg O 1 4], B
WRIC Z < EEOER LR OTE AMRRIZARD 720 mg/kg BED 3 #], 180 mgkg HD 2 Hl L 45
mg/kg FEO 1 FlicHh bz, FiRBoOEI EE OO FE AMBRRIL, 720 mg/ke B TEOHEEIX
mofn. T, RIS 2 8EO/NER.OHORFHIIRE KD 720 mgkg BEO 2 BlicA b
7.

I. AMFEAERFE

1. BEYOERMBEICRITTRE

720 mg/kg BE T, RRBRLARTOB SHIR(14 A RO RIEEE, EIREER, ERBRUEK
EORMED AVITEBEBMA A L. RREE, REFEALK, SRR, SR, SR0AH,
HER, SieiRERUHEREIZE, BSCERTIERIALRE,ST.
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2. BEM (F) CRIETRE

720 mg/kg BETIL, RHERK, WHE 0 BOFHARK, SR, ROEHERUCHE 4 O
AFRBOBKESD S ViIHEEERAS A LN, £2, 720 mgkg BETIE, WE 0 KU 4 Bl
HYHBRERC—EPHEEDOSES 2 VITEEER, WE o0 R4 BOo—EEEOEM
RHRLNT-. —FRE, ARROHRICEWT, RECERTAE IR,

UEDE ST, 24-07 2 =2 Ned- A F N0 F o DERIERT, HETII 45 mg/kg 5 CHF
DMt B B K U X} E & 0 B E I QNS /N E R OO R RIE R B ORI O #F B2 (b
BOLNTZ LD 45 mg/kg/day KT, HETIT 180 mgkg 5 THBOKEMNEER UG ER
OFEEE G /DEP OB R CHFAROFEEMEELNED ORI 0D 45
mg/kg/day L EZ O D, e, FMEASHFHREREEREIT, HETIX 720 mg/kg ¥ 5 CTHRE
HEICEENXZD LN Z L2 5 180 mg/kg/day, M Tl 720 mg/kg 5 THREH, IR AR,
ERBECERRBIIRENZED LN Z &5 180 mg/kg/day L E X b5 . REWM~DEZE
BiX, 720 mgkg 85 TRHERYE, WH 0 BOHERY, SR, ROEHERREOWE4H
DOAEFRE, HEKBEICEENEOOLNAZ LMD 180 mgkg/day ¢ EX Hh 5.
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#

)

24-TT 2 ZJu-4- A F)-1-RUT U BB ORHIAES L TAICEBR I N5 ORR~DRE
ZHEE T D7D, OECD Guideline for Testing of Chemicals for Combined Repeat Dose Toxicity
Study with the Reproduction/Developmental Toxicity Screening Test (4220 F-W T 2,4- 7 = =)L
L-AFNNARTRBET Yy MT LB 1, 42 BRECHET » M2 1 B 18], 44~56 BREK
ERENREL, EHFNEELTRFT D E LI, HRERE, ZRITH, IBRUOHhiED
MRS OAEMITHICRIITTRELRHN L. —HO8WITIX 14 BROEESR 23R, BE
HIZ OV THRF L.

Itk

1. HBRHEHE O

BBRWED 2,4-F 7 £ = -4- A F )L 1-R 2T UFEEEL FR: 1,1'(1,1-dimethyl-3-methylene-
1,3-propanediyl) bisbenzene, #7E 5114 :2,4-Diphenyl-4-methyl-1-pentene, CAS No. 6362-80-7)i%, Fig.1
WAL ER2 AL, BEEEHOBETAFLUBRHY, 457823636, #Bm:310 C, #&
KE:11Pa(170 °C), Rt /e L, #A:-82 C, HE 097520 C)TH2 V. BRBRIZIT,

POAFLIZBOZRW]
& 5:96.97%( A #li4:2,4-Diphenyl-4-methyl-2-pentene 2.54%)]. AF#H X, &
Bz OEBMEREEG@ERE 23 C, ERHAE:18.9~25.9 C)DRERICEIR - #XOFEM
TTHRE L. YRROBREHFRTRICHNSE L CERDELEOT LR, S8 96.94%
ThY, FRYEbPoREESER SN,

BARIZIE b 7' o a LT, com oil, Lot No. VAM3446(f FI3IER 2009 4£ 10 A 4 B), Lot No.
V5F6057({# FIARR 2010 4 5 A 29 H)X TF Lot No. VSP7775(fE FIHAIR 2010 45 10 H 25 R), 4
T4 7 A7 A2, HRYERTEEEIRE23 C, EHIHE:19.2~254 COOFRFTEICER
REVERAV-.

2. RERERUCBRERR

24-P7 2 24 A TN T Y, BERERR(EFRFEPM2500, A RF— - FLF
XS4y, coroil T 144 mg/mL BAE L 725 X ) ICEM S E2. 36 RTR9 mg/mL BEOK R
R, 144 mg/mL RE# % comoil TEREFRL THRLE. 2d, FARICEL THEMWE
DEEICIHHEEEB L.

24-T 7 2 SN AF N R T D 2, 20 BTN 200 mg/mL EERKIE, FAEE 7 BRI -
EXOEETFTCHREL, TOHRKIER - BT 6 RFERE L THLRTEMHICRED 2\ 2 & SRR
Eh T3 YAttachment 1). #5RME, B 1 HOHETHAML, ZRYEFEROMREEE
R RC-M501(BERAHE B ST BUERTH & U BMS-500F3(B A 7 U —F — XS BB TR
4 C, EH22~8.0 C) - EHEHTTRESR, 7HLNCERLE. BRESRKIIE
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FELT.
HEHERBREE R S A ROBER SR T BICHERA LR S RETOMBMEREL T X 7 u~
k75 7(GC-14B, K REHBEREWEIN THIE L. FOHE, #RDEERIIFTBEED 916
~1007%Th Y, BMESNZREOCGEEHMN00£10%) Th 7=, /> T, FEREREPORE
- R IX 22 5> - 7= (Attachment 2-1 & TF 2-2).

3. EHEHRUHE R
3.1. BPREE R&K

REICiE, FHRARIC—EOTAVORTWI8MET, TOZRKHERELIHALLTHD
Crl:CD(SDfHEZ »~ N(SPR)YZ2 B 2. &L, 200549 A 14 BICAARF v —/L & - U 3—fk
XESHABET L ¥ )00 7 HB THBRIEE U CHERES 73 IER OISR X LTl 26 IT%
AFEL. AF% 1 BOEERME, HEHS 237~271 g, ABRIEHES 154~184 g, [BIEBAMES 168
~179g TH o1,

3.2. BRERUEILE, BT CNcE&HRSE

AFELE#WE, 5 BEIORESRECZ0% 16 HEG- L, BIEBEMT 17 BE)OBI{EY
MzRT-. oz, AEMEETFRFEPG2002-S, A FF— - b FERSHhH%E 5H], —
BeREOBE 2R 1 B, TEEEFOBERE L & SN 1| BlfTV, & OICHBREMIIE
LR it A g4 14 BRIER 1 [E{To 7. —fRiE, AEHESH 5V L FOB BIRICR
BHRHLNT, FHARSECREERRDONR» o EMEFYBRRDH LN, 4BHDH W
XS AAMEEZ Shi-E8ERST L.

BT, 22— 23R TEEZEINCS T % ICEELSMHEIC X Y HEHOTFHK
BRUOSEMITTZ L R IIHCHREFRBRICT o2, BT ROBELEHO I L, BE -
BB E S OFVIEIZE 2 #2580, MESRETEOMEYTE =% ) L 7REICAWE:.
F OO TERLTMIL, BEMBHIC S F AT —F LR F TR b AL Bt &
BlBIZEELE.

B oBEEFEINE, AFRICHEA VI ICKDR~DORAELTHWTITo . 2617, BRE -
BH{LHIR R 0% 7 — IR RES, AFFA B RUBRE -SLEME S E2RALZ T E,
HaTdRoFr—VICERBRES, RER, % - JiLEnES, @nES, BRI BER
HEODECR A EBRIEOEEAL BT LETSVERDY i)z, o d,
fTE%AE(FOB)EIE2 % Blind CRETAB4ICIE, RBRES, AFFH A RURE - BlLEHE
SERALEIAEZEY i, WEBME)DOEr—Vicid, ABRES, 58, §WEs
EUHAHZRAL, BEZLZBHT LET~AEEY i,

33. RERHRUGHEER

}WiY, SREIRE 23 CERANE : 22~24 C), BREWHE 55%(ERIHE : 40~60%), RS 12
EERE(RREA : AFRiT 6 BE~Fk 6 ), BRIEHIK 12 B /B (7 A A7 —IZ X W ERE Lo HREZRENS
HRFIN-FEREMS 5=, HL, REITES 75X THELE.
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B -BHELHIRIP R OB T # &b AT 0 L ABESER S — (W : 240 XD : 380 X H : 200 mm)
ERAVWCHENGEE L. &I, Oy —YRNTTo7. BEil, K18 BUEA—Fo L
—7RBLUEKRB(Y 7 v—7, BEAF ¥ —NLR - UNA—BAESHE AN FRAF v I8
7 —(W:310XD :360XH : 175 mm) CEAREAEEFT L, BRSBEVHE I Y, WHE 4 BUREX
FUUVARGREXN Y — AW TEBIEE L. ¥—C 0%, BAKBERVTSRAFy 8
F—UORBT 1 ERIC 2 UL, AT L ARERENR S — R USSR OARHIT 2 BRI 1
BILA BT o 7. 2B, BMFAEZEOEREFE O XBERR T 0.02%KERRE T U v A KEKR
TOEROEy 7TREICKLAHEBIIERIT .

FEHMERTRICELLE-E=% Y U 7E§MOoLBEREICBWT, B2 FEBTIL5 2R
XA hol.

KEOMEBESBEIERMEOSIHERIL, 1T 6 1A ZLICHABARARLOT B 7 —
TERLIEEEZBERTF ¥y —N R - YRA—BRSHPBAF L. ZO5VREREIT, ABRMER
TEDEEEOHENTH - 1=,

3.4. fikl R O'RERA

fAkhE, BE% 5 A LINOBEREECRF-1, F Y o 7 VBB TESRASH)ZBERICA
N, BRAKERIEE. SRTBOFH4BNGHRAESE. FRALEELR—a v FOf
BoOs R, MAEABRRLOWEL ¥ —RUA U o AR TEKRSHNO AT
L7-.

Bk, KEREBAKBREHAVCCERICERS . SREKOKERARZRIL, 3T 6 4
AZ LA EERRSH BRSO 7 - XIS BEAT L 4 —CER L
TR EAF L.

B CEREEK O TRERIT, W bEBRER CED - AEEOHBANTH -7,

4. REEE, BEFE, HER BRLERUCERSHRM
4.1. BERBRE UK STk

24-TT7 xS V4- AF NN T Y, BELL TROMICAICEREIND sJEEENEZ bR
5728, BHERRLE L TROBRGEZBIRLE.

BHECELTL, ¢RERNEY U TFEBRMLT7 TV IBRERY TR Y Far Ly
T 4 AR =T VERG(TVERRASEFRNT, BiRngs L.

BEHRIY, HETEHRGAHLVIIRSACELEVHEDOKREZEREL L, S mLkg T
BHUZ. ABRBEHOREREN, RTRATRUORRABIIERERH 5 W35 R ICE bRV #)
EAORESY, HIRMEIZERO, 7, 14 RU'21 BOKESZ, MEHMIIWE 0, 4 RV6HD
EEEMELL, 5 mLkg THHLE. HEHEORERET, B5AHIVEHERICED
HWAIERDOHREZEAEL L, SmLkg THEEH L.

BERZNIIFRTO R 00 O~ % 2K 35 50T, BREREKIXI B 1EE LT,

BEBMGH OFEIHEREE & 10 BEThH O, KERBIIBED 374~420 g, RBRBEHED 217~
245 g, [EIERFHEDS 224~246 g ThH o 7=

_21_



Study No. 100524

42. R E RSB

BERL, BT RLEEL S CHERDER SR LT3 HEREL, COfMIHREL®RT
. EHOBHEL, RBEB AL 12 6], <R, 180 X720 mgkg HEORIER %L 6
FlL L.

- BER HBEMES)
(REE) REREEHE REBRETE EIf-EiEd s 3
BT XW(com oil) 0 mg/kg 6V+67 (MO1101~ 12V (FO1151  6? (FO1171~
(0 mg/mL) MO01112) ~F01162) F01176)
OB 24V Trmh4-4F 45 mg/kg 69+62 (M02201~ 12" (F02251 -
p1-n" YTy (9 mg/mL) M02212) ~F02262)
EIME  24-Y 712447 180 mg/kg 6V+62 (M03301~ 12V (F03351 62 (F03371~
Po1-A" Y5y (36 mg/mL) M03312) ~F03362) F03376)
AR 24-Y Troh-d-AF 720 mg/kg 6V+62 M04401~ 12V (FO4451 62 (F04471~
poln” Y5y (144 mg/mL) M04412) ~F04462) F04476)

) w5 BRI T RHCHIR
2) [EIEHARKE T RSB

BERIT, 24722V A4 A F NN TF DTy hERAWARAOBEIC L ARERSH
- ARRA B ARROTHAR D (%5 : 0, 250, 500 & TR 1000 mg/kg, FHEHE S )
DFERPHIE L. 1000 mghkg HETHREHIN 1 fliciBdbhn, KEOKTRALRE. L
L, 500 mg/kg BETiY, —AREE, #E, BHERUCIRFTRICEFE XA AR, £2
T, HABRTIE, 1000 mg/kg & 500 mgkg OITIEPRMEICHEN TS 720 mg/kg AR E L,
LATFAK 4L 180 R 45 mekg & Lo, F£77, wtBE L THEE(Ccom o) DA EFRIAER S
T ORI/,

43. 5 HIR

B 511X, OECD Guideline for Testing of Chemicals for Combined Repeat Dose Toxicity Study
with the Reproduction/Developmental Toxicity Screening Test (422)iZ 23U T, HETIXZZAIAT 14 A
ML ek 28 B OEEH 42 BRIE L, RRBRBEMETIIZZECAT 14 HIE, RECHIRID, dEIRMART
BUTWEE 6 HETOARFH 44~56 AL L. HizoWTiE, 42 ABOREHICEEL LK
DOEINZDOWT 14 BROEIEMB 2377, /2, BERBIC OV T, 42 AfokEEIC
14 BEIOEEMM %72, 2ok, &5HBEB2E5 18 L, BERESORAZEE1A L
L7-.
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5. BERUKREEAB
5.0, —RRE
5.0.1. K
—BRER O COREL, KEMBPICEEa - %o 1 B 2E, HEHRTIZER 1B &R
Ul A M@ L.

5.1.2. ABREHIE
—RREBRCRCOFED, B5HRPICRSAT- %0 1 B2ERCHKRBIC 1 BEZE L.
FfliL, RREFERLMHIZHR L. BEHIZ2WT, WO, /M, E#h), TEE, §

WHR, BaRR, OB, RTER, Mg, B RIT, REROCTFEOERLRIE LI-(EFKFEAB204,

AF7— -« b FEASH). ERETERFEAEECRLCHEMERLBEH L. 2k, TE

KR OHRBRIL 20 vol% P tEEE R L~ U T 1 BBRER, BlELE. I b0REE, M,

SF, WM, ERRGETR - JTR), &8, B, F2E5, =85 BB 8, &85, EB,
U (TS - BRI, BERE, B, LRU/ME, FriE, SEwE, RK, ~—F R, Bf,

KBERCIRE & HIT 20 vol%eT#iEEr/L <) U CEELE. =72, IREKIE, 71—

NTATE R Ry T BREEE, 20 vol%THE#E R~ U I HBEE L.

5.1.3. [EIfREME

—BERERCRCOREY, REHBPICEEH - %o 1 H 2R, HEHRATICER 1 EBR
CHRBIC 1 B LE.

Hfli:, BRESCHICHR L. BEHICOWT, BOKR, /M, EfE), TEE, B
R, MR, OB AR, BB, B, 8I%, BRERCTFEOHBLZRIE L I(EF KFF:AB204,
ARZ—- b F&EREH). SREEEZEAEFRCTHRLTESERLEL L. o, TH
R RHFRERIT 20 vol%THERE#ET AL ~< Y > T 1 BREEER, WELE. ZhE0BEE, M,
SF, KR, ERBRE TR -ATR), /E, 8, + 285, =5, BB 8% &5 55,
U (TR - BRI, BEbE, B2, LR/IMA, FEE, LB, IREK ~—¥—R, BfE,
KEEREUILERE & HiT 20 vol%eb i@t~ ) VCHELE. L, IRERX, Ay —
ATNATE R« Rl Tl BREBEES, 20 vol%PHEERL <) ACHEEELE.

5.2. REHIE

52.1. B

RE, 1 EAMIC2E/E LZ[JIER &S 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39,
2 k43 B(EIE 1 B), [EifE4, 8, 11, 14 RIS A(ETFXEPG2002-S, A hF— - PLF
B

5.2.2. RBREEME
{KE X, AECBRAARET 14 AR R CARC IR I 1 i 2 mE B B4 1, 4, 8, 11, 15,
18, 22 BRU*25 B), RSB IIERO0, 7, 14 XU 21 Biz, WEHRITIIWHE O, 4, 6 R
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7 BICBIE L7-(B T RXFE:PG2002-S, A FT— - L FERRE&H).

5.2.3. [EIEEHE
RE, 1AM 2 BEAEL-[EER &S 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39
REC42H, B 1, 4, 8, 11, 14 R 15 B(E - KFE:PG2002-S, A hT—- b L FHEKX2H).

53. BEEEHIE
53.1. K

BRI, ZRECBAERT 14 AR ORESRER THM O 1 @RI 2 BAE L7 [ZREHE R &
52,5 9, 12, 30, 33, 37 XT*40 B, [RIE 2, 5, 9 K12 B(EFEEPG2002-S, A +7
— « b L FERXZH)).

5.3.2. ABRELME

B, ZRCBHMAAT 14 BRIE I I B2 BEEBERER &5 2, 5, 9 R 12 H), 4
PREARI AR 2, 9, 16 RTF20 HIZ, MiEHIBIFIME 2 BIZHIE L 72 (FB K FE:PG2002-S,
A FF— - hL FEEH)).

5.3.3. [BIfEELHE
BfEX, 1 B2 BRE L-[BEMER S 2, 5, 9, 12, 16, 19, 23, 26, 30, 33,
37 X840 B, [EE 2, 5, 9 R 12 BH(EFXRFEPG2002-S, A h7— « F L F&HAES)).

5.4, {TEMERE (FOB) Bl
54.1. HE

EHICOWT, BEBEE, #E57, 14, 21, 28, 35SRUMBICTROND~)DEB 2B L
7o, BERAIY, BERIRRE L. 28, BEFIRTEEEL, BlindTEiEL7-.

1) B%, »hAHOoETE, REMASIKEBRCERII —ONTBEL.

2) F—UhbLDOHLEE, WX, HORE, EOKE, MK WERCGHRIIFICR-
TEEL-.

3) AL ERYVEK, EOAVEE, HTRKE, RERASHNE, FERE, THRERF¥KEKCIER
R34 —7r7 4 — N FNTCBELE.

54.2. ABREEHE
2HNZOWT, BE5BMERT, BESKEUISAH, HiE1, 8 R 15 A CNIME 3 BiZHEE [
—IHBZBELE. B, T2hREOZREDT —Zi3EHN DA L.

5.4.3. [RIEREHE
2FzONT, B5BHAET, |58, 15, 22, 29, 36 RUN42 BicHELRI—HEB 28817,
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5.5 BRERICHRE
5.5.1. H

5 TREHRBICOWT, 541 8 OITEIERE (FOB) BB % ICETLRH, BN,
RN, BRERHEACHRERNZ(EEED EThRELE.

5.5.2. FEREFHE

B L LIME S OB VM 651180 mghkelf CHEV FREUCHBEREERARBRED O
7= 1#l(No. F03353) % B < JlZ oW\ T, WiE3 B O1TEERE (FOB) BRI F—HEBZRAL
e,

5.6. 2 HE
5.6.1. HE

B 5 MK TRFRGIZ OV T, #5441 BOBRISREKR TRIZCCPUS — /(T A a3—x
=T ) RS ERCT, AR CEEOE S ZSEE L, BEE L REEEZ RV
PR OIBEMBOFHMEEZERA L.

5.6.2. FREREHHE

FEE LEME S OBFVMEIZE661(180 mgkglE CHMEY FREUCHERFTARSEDH I
7o 1%(No. F03353)Z B HIZ oW T, HEIB ORERISRER THRIZCPUS —I(T A a—x
=7 Y 7BRAEERVCT, BEERRICEIE L.

5.7. HREERHAE
5.7.1. K

¥ 5 IR T BRI FIZ DV, #1540 B IZ Activity Monitor (MED Associates Inc.) 2 Ffi L,
BTRRUN S EA Y EIEGZ W THRG% | B E T 10 SR CRIE L=,

5.7.2. RRBRIEHME
BHLELEHESOBR VREICE 6 FlIOWT, HE 4 BIZ Activity Monitor (MED Associates
Inc)xfERL, HELR—ER+#REL:.

58. K&
5.8.1. HE

B E R THIGRS 37 B)OR S RAR SATICR SRR TEROS R HEY, EEHMET
HI(EIE 9 B)ICEESME TEONRESYICOWT, BRF—J2HWTER - 8K T TH
fERZBIRM L. TO®, 5IEBWTHET - (K F T4 RRREZFER U, #RLUZERICOW
T, UTOREZEW L. REZDORIIEEL .

WEER - AL, ABHEL L. pH, EOE, Y FUE, Lok, YAy, BOK
Conbly =5 Ui, REERBRGEIHEFERASHICR 28 TRIC Ak X
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DR BEIATEEUS-2100, FEHEFHRSEZROTRE L7z, RILER, TEARICEY
BHEHT Sternheimer 15, HEERERASH) TRERICHMBE T CHE L.

24 BEHIR - IREUV)IZ, REE L HBRBETFRFPG2002-S, A F7— - b FERASH)N S
AL, REEG.G)E, BHIRICLYBIFEREERH Y Xy F-TD, kXS th=a:)%
HOTHE L.

5.8.2. ABREHME

EHL LEMESOEVBIZE 6 HlIzoVT, ME S BORSREBR SRR — % H
WTHR - AT THEREZER L. £0%, 51EHVTREE - KT T 24 BRI L
oo BRLULERIZOWT, HORKRELFE -HBGS1L)ORESEM L. BEXRORIIBEEL
L7.

5.8.3. [RIfEREAE

EIEMMETAIEE 9 E)WCERRyr — SV TR - (K T THERZER L. Z0%,
BlIERENTRE - BATCTCUEBRREZ2ERLE. BERULERICHOWT, HoRBRE LR —EH
GR1L)DOREZFER L. BREZEORIIFEEL.

59. MKFRE
59.1. Ht

BREBSOZARCEEHBETRICR bV E X — ) U T ADOKEENE 540
mgkg)Z X ABMM T CEABRNAO V=2 L—Ya Vi mEE2ERL, UTFonEFRE
FERLE. MEROBRRMEIIFEIELL.

FMERERBC), ~E/ L BMHGB), ~< +27 VU v MEMHCT), f/MRIELDERTAML
HR¥E(WBC)L, EDTA-2K UEE L7~ M#giZ-->\ T, £ B A #) i EREHEEE & (Sysmex K-4500, <
ARA I AERESHEACTHIE L. X512, EERMEREFERMCY), FHRnEknEazEE
MCH)R R Bk i AR REMCHC) 2 EHH L.

AR MER ERRET)IE, EDTA-2K F L7~ MK % Brecher iz & W BAKRABL TR T A
KA Z A iC k%, Giemsa JeaiZA % (ER U CTEME T CHRMER 1000 {8l oK FRMERE %
FEL, EHLE.

AMmMERE 4 EiX, EDTA2K LB LEMEE R 74 KT AZ®EK L, May-Giemsa JeEEA
ZER L CHEMSE T CHAMmER 100 @A B LE.

Zu bar v URREET), EHEEES ey RS IXF UBRAPTDRG 7 4 7Y ) —F
BE(Fbe)it, MK 3.2%7 = 8) F Y U LA TOBE, #EOSBEF 4 T, 3000 rpm(E) 1972
Xg), 15 4yfl, #=-LH:CF8DL, B3 THBSH] L THniconT, AmEsbHaRuc
X 0 £ HBMEEBEREEECA-530, YA RA v 7 ZAERAMZHVCTAIEL .

5.9.2. ABREHM
B LEBMESOFVMEIZE 6 Hlic >V T, KEBREOTRAME 7 )XV e H
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—/F b Y Y LAOBENEEA0 mgke)il L AHEET CERKBRNO Y=o b—a it kb
mEEFHFR L, #HOMKRERELF—EHGIL)ORELZER L. MEEROERMIFIIEE
L.

5.9.3. [IERHE

FIEHBR TRICR A EF—F b ) O AOEENE 540 mgkg)iZ X 2 BEE T CH
KBRPO I =2 b—a XV MEEERL, EOBRTFRELR—EHGS1)OBRAS
KL, MEROEAMKIIBFEE L.

5.10. MEE(LFERE
5.10.1. H

MEFRERO MK E FRICEXBR»SHER LMK, 5 R05BEH 4 T, 3000
rpm(¥) 1972 X g), 15 4yf, &OHCF8DL, H TSRS L THLmFIc >\ T, ULTD
mMEELFRELER L. REMAMEDR, REREEERRFE THME(-80 CHE, SR
7 ¥ —H#—:ULT1786-9JD, Kendro Laboratory Products)IN{Z{#%& L7-.

AST iX MDH-UV #, ALT X LDH-UV #, ALP{Ip-= b7 =Y EEHE, v-GTP
X L-y-ZNAFINIINEFV4-= a7 =Y FREEE BEATP)IT Biuret ik, &)
EAT-BiNWE Y7 Vik, REZFFRUNIVLVLT—E-GIDH t;, Z V7 F=(CRENIZ LT F
=}—¥ -F-DAOS ¥, 7 R UBEGIn)iz~% / ¥} —¥ -G-6-PDH #:, £ 7 L 27 2 —/1(T-Cho)
X COD-HDAOS #k, bV 7 Ut F 4 F(TG)iLX GPO-HDAOS ¥, Cald o-CPC %, Y (IP)
IXPNP-XDH ¥, Na, K R ClLIZA AU @REBEICL Y, Wb A b FRBISEEAU
400, A Y AR ESHEAWTHE L.

TAT I/ ALTRERQRUEASEE[EXKEIS, HEEKEEEAES 310, AV
AR E, AIG(TA T Iy /a7 ) HidEASEfE,- L8 L.

5.10.2. ABREFHE

MEFRER O MK & R ERERD) SRR L g, 5 E0oEE R 4 °C, 3000
rpm(#) 1972Xg), 15 4yF, #.088:CF8DL, B TH#HRSH L CE - mEic>wWT, Hom
BEECFRELFR—EAG10.1)ORAE S ERE L. RTEBLEIL, SEREEERFE THR
ME(-80 CRE, HIKR 7 Y —¥—:ULT1786-9JD, Kendro Laboratory Products)NiZ{RE L 7-.

5.10.3. [EITEREME

& FRE RO MK & FRHICE KB SER L - M 5 E OB 4 C, 3000
pm(¥ 1972 X g), 15 43R, &=.08:CF8DL, B THBRR S+ L TR miFic >\ T, Hom
BWERFRELR—EAG10.1.)ORE S FH Uz, (RIEAMERR, BEREEERRE THRE
E(-80 Cgk7E, #BIKR 7 Y —H¥—:ULT1786-9JD, Kendro Laboratory Products)NiZfRE L 7=.
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511 FIRECHERERNE
5.11.1. #

E#RO 591 K510 0OE TEIlL L - 8% & b2 BZE S & 72 %1238 U7z, B,
AN, HERE), TEEMR, FURIR, MR, OB, R, MEE R B, RBEROWHE B&Ri3E
BE2HEL(EFR:AB204, A T — - FL FEREH). SBEERZEREKETERLT
HAERLRH LA, TEARVCRREIL 20 vol%eh gL~ T 1 BEEE, HEL
fo. TNROOWFER, M, XVE, B, EERGE TR - ETR), g8, 5, +2368, =5,
E, 58, &, BB, U ST - BRED, Bt &%, AR, ER/AME, S,
B, B, ~—F—R BEERCKBE L L HIZ 20 vol%PHRErr <) CREL
o 72120, BREUHE K77 T 2~3 BRIEES, 9 vol%e=% / —LIZHBEEL,
RERIZ N —ATATE F-FA<l Tl BREER, 20 vol%PEGEHE R <Y AACHEFE
L.

5.11.2. ABAREME

ERRD 592 KU 5.102.0E THML L= 84 & OISR S &, iIREER KR CEREE
HE®R, FBLE. £, SHORKRE, IEFREROCLEACFRELER L2708
MER bV EZ—F Y AOEENE S0 mgkil & 5 FE: FCHRXEIRD: b A
WEXE, MRAGEERCERBERER, T L. RO, /i, EE), TEE, IR
BR, RRR, OB RTEE B, B AR, INRRCTEIEELRE L(ETFKI:AB204,
ART—- bL PGS SRTEELZREAECRLCAERVEL L. TEERT
FURERIE 20 vol%e B E AL~ Y T 1 BEEER, BlIELL. ZThoo®REIL, M, <E,
Bk, ERBRGETIR-BETW), 8, ¥, +288, <85, BB % &85, BB V-
SRE(TEH - BRI, BEbt, B, bk, B8, LFE, IRR, ~—¥—R, FE, Kig
BRUHLBRE & HIZ 20 volve P EERE L~ ) o CRIE L. 2720, B, IAd—n7
AT e R Fu<Y T BREER, 20 volPHEEE R~ VIZHEELE.

EUR 25 H OFR1 10 R E Tzt Lo - @i, X b Eg—AF M) v LD
PeN £ 540 mg/kg)iZ K D HFEE T CREKEIIRD O B B S HICTIR L, BKOFTEICXL VT
IROMRE LR L. LEROBRE - KT, 20 vol%hEEE R~ Y U TEESE, 10 vol%H
EEERAL~ Y VIRELT. 2L, BEKIX, A2 —ATATE K- FRrv) Tl BRE
EH, 20 vol%hHEEE R L~ VICHEE L.

SPERNPEC LE-FE%IT, 2V bveE gy —F N O AOBRERE S0 mgkg)il £ 5
FREET CHEKEIRD O B S, IHRABBRRUCEREEZHEER, IR L. LEOHE -
MEX, 20 vol%hEEET AL~ Y U CTHEER, 10 vol%HHEEE A~ ) VIZ@REFEL. 2
L, BBEKIX, FAF—ATATE R -F<l o TLEREBERE, 20 vol%THEERE A< ) iZ
HEELZ.
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5.11.3. [BIE R

EFFRO 593 R R5.103. 0 THRM L8 a & b0 Bt S 7= %, Hk L7z, Ok,
AN, EERH), I, AURER, BERR, DB, TR, MBS R, A%, PRRUTEIIEER
WE L-(EFXFE:AB204, A T — - bL FEERASH). BBRBEELY REEE TR L THN
HARELEHLE., TEAERCERBRIT 20 vol%d it L < Y o T 1 BEEE, BELE.
IhODBEE, M, JE, HE ERRETR-HETR), RE, 8§, + K5 =5 &
B, B, & BB, oS8T - BRIED, Bt B, LR/ME, TR LEEE IR
], N—F—R BE, KBEROCILBRE & HIZ 20 vol%THEEEHRA< Y > TERELK. -
7L, REKIL, ZAF—ATATE R FmA=) rT1LREFEE, 20 vol%PtEdirL <) v
CHEE L.

5.12. FREHER TR
5.12.1. HE

BEHBETRBREICOWT, O, M, <%, i BB, EEhEGE TR - ST,
®RiE, B, + 8B =B BB BB &5 55 MR, R Y BT - IBRIED,
ThE, BERE, REEL, RE b, BR, AR, TEE, 8%, PRI LBU/ME, BCRE -
W - GERE), TG, LFE, B, ~—F—R, BER@E - KBHOERCE@EE - KEBE)O
RT T 4 OEERPER L7, 810 H LILORE - MEIE, 10 vol% P ERE L~ Y TR
fFLT-. 0%, 720 mgkg B#EUSTRBEICOWT, HE REMABEALER L, REARYR
BEEBLE. 28, ERICOWTIX, PAS-~v b3V R AEEALER L. 720 mgkg
HOREBEIZBWTHBH LS TREELZTTEIHEICENH D L EX LNUTEERTCRERRIC
DNTHE, 180 TR 45 mg/kg B2V T HE R BEAZERI L, RHEMEVFRE S B
L. $£7, 720 mghkg BOBREICR\T, HBWERSICLIIEBNHDLEZOR-BE
22V Th 180 R TR 45 mg/kg #EI2-OV T HE A MMIEAZFRI L, WIS FREL ERL
. £, 2FIOBRBIZSWT, PAS-~7 bX ) VIERAMKEAZER L, REARTRE
HERELT.

5.12.2. FERERME

B ELBHESOBEVIEICE 6 FIRU 720 mgkg BOETHIZHWT, L, M, &%,
FriE, R, ERRGE TR -TR), &8, ¥, -85 =B =B 8B &5 EE
BalR, BEBE, U oSEN(THEE - BRI, B OBERE, SRE, TE, R, TENE, gIF, PR,
ERME, BECRRN - /b - IERE), AEE, B, IRER, ~—F IR, CBRE(RE - XKBE),
BRE - RBERUCHLRDONRT 7 4 OB ERZFR L. 819 L& OIRTE - /KT, 10 vol%
PEEEI AL~ ) CTRIFLE. 0%, 720 mg/kg BHRUSHRBEOEME S OFHVHEIZE 6
BN UNE 720 mg/kg BEDFEEHIZ SV C, HE R RRER S ER L, REHRFERES ERL
7=. 720 mg/kg BOREIZBOTHEBH L H_CREZNTEDRICESH D LEZ LR
B, BEECRRBIZOWTIE, 180 KU1 45 mg/kg BEOBMMHESOFE VIEIZE 6 Flic>WVWTH
HE LEMAMERZERL, REUGEREZERM L. £, SHE LBDESOEVEIC
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% 6 BIDORBUZ DOV, PAS—~= bX T U U SEHAKEARAZER L, HRHARIRES ERL
7.

5.12.3. [ MR #E T ek

XHBREE, 45, 180 B UF 720 mg/kg BHZ W T, i, BEECHIRBONT 7 ¢ o aEAR
EER%, HE RAMASIEALERL, MEHESRALER L. 0 IHLEORE - Mk
%, 10 vol%hEiEE R A~ U CRIFELE. £/, 2H0BEICS>WT, PAS-~< hx ) &
LEASEALER L, REASERELZR L.

5.12.4. [EIEHFHE

720 mg/kg BOELEHIZHOWT, BHHBE - HBONT 7 ¢ EMBEA S ERE, HE RaAR
ERZERL, MEARERESZER L. THEE, 180 XU 720 mgkg FHEOATEHIZOWVT,
g, BRERCHRBRONRT 7 ¢ o OBBERL ER%, HE ROAKITAZ/ER L, HEEM
PREZER L. 90 HLEORE &R, 10 vol%et g AL~V U CRFELE. T,
HFFLFOBRIZOWVWT, PAS-~= h U ) UREHEEAZER L, REAGTERESE
L.

5.13. ¥EEW
RENM OB, RERBANOXRHERBE A 1 ER L. 4k, EEHR
HE 2 BRicbhbio TEEINEAIT 1 B EFHE L.

5.14. 22/

14 HE#G Ui fel AR A F—HAT 13 1HIZHAS DR TRIB AR L. ZEEHIRIX
14 BZREL LT, RER*HERTIECodGRERRALE L.
RREMERIIEEHIZIE—ERRNIITY, BRIGIBHENICHE T2/ Lo 2 R RS EY &
LT, ZORAZEKOA L LTRAEL.

5.15. PRROBIE
ZRMIIIB RSB IE, SRREORYOFE, DT OMRELZER 21 B2 LR 25 A
OFHT 0 RFETERAIT> 7. FAT 10 RAC S ET LCWEES, TORZMEOR & L -,

5.16. HiEREOBE
BEwit, WEREZHETOANSCA4BETHEA 1 HEZLE.

517. 'R&W (F,)

5.17.1. HEROBIZE

HEERHCABE RS L, PERE, FARBKUOARREOFELERZ L. HERID,
HIRE, 20 vol%e @ R A< ) U TEEL, 10 vole T EERE R~ U VICBREFELE.
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5.17.2. Rép @l
R, BRERCHECOFELER 1 BEZ L. BCRE, HK%, 20 vol%h e
ERAL<U o TREEL, 10 volte R~ SRTELT.

5.17.3. hERE
REIE, WE O AAERKRT 4 BIZBIE L7Z(BXFFPG2002-8S, A T — - L FHEAR
).

5.17.4. Ek
AHFERTHET 4 B F Lo —F R T TR AR G MBS - %R L.

6. SEEHAET

AEEREIRTRIOR LA LS, RELEREHOB T, GREL 5%E L, S%K
H(p<0.05)& 1%Ki(P<0.0)LIT/HTTRF L. FRBMOLREO—iRIKIE, KE, EH
B R CYTEISEE (FOBWIEHMGERA L. WEoEfil, — Moy : 1 i L,
DEHHEFFHEEZEH L.

(BREHE)

HEETY, REY), TR, TEBEFOB)DESL AVWKUL LRy EK, 8, B
FETRE, RE, REE LERFRERSE LERFECFRERS 2B OHGERERCHE
B, BEEY, RHEK, MRB[SB0HE 0 B)—REMER A, TR AE, HREK,
FERBIERBATIRBEE) X 100], RHERBKGTAERKFEERY), Hidisk, EERE,
ST PE R B RED) X 100), ROBEMF[(WHE 0 B OF 4 REUAEHRE) X 100], A
H O ROFAEREALHERE)X100], WE 4 BOEGFIRE, WHE 4 BOLEFER(E 4 BoL
FREME 0 HOFAERE)X100], AXRRERFOHBR(NXRET REH 4R X 1001 R O
th(HEMENE, BB CTEBEARCEERZZHE N L. 0%, Bartlett tEIZ X2 E0BMEORE
FITV, ZHBOBE I Dunnett IHIZ X V1T, —F, SR ERD LR TEHBEI,
MEAZ ZF) A L 7= Dunnett MOBREHEIZ L DT 7-.

TESREFOBYE L, £33 SR H BN Y @& B OHRTRERERIGE, &8 CEHHE
ECRMZEN L. £0%, BEALZFIA L7 Dunnet RIORERICE 1T 7.

REE[ZZ R E/FRIEEHE) X 100], SRKE[(FREE/ZRESIEME) X 100] R T
PESR[(BT A L M B S BAERO X 100112, X REICE D iToTm.

BB EREICIBVT, 720 mgkg B CHEMETFROREN B S, 180 X TR 45 mgkg #iC
SNTHREYER LSE - BT RICOWTIE, <HBR L ORBHE Y FEONER % F)
A L7z Dunnett B OB EEE AVTITo 72, 720 mg/kg BEIZB W THBE L OMICEEENED
b 7-35E 1, Cochran « Armitage DHEFHRE & AWV THERRIGHEDREL T 7.
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R

I. kG HEtE
1. —IRR
1.1. HE (Table 1-1~1-5, Appendix 1-1~1-4)

ECHRCHESNY, WThoORIZLR OO,

BEBETIZIE, 720 mgkg B TIHEBESERICAEORED 12 HlLHARUTEEDOHERN 1
FliC A b7, 180 mgkg BTk, HEBEZIC - BHEOFRES 2 B2FICA LR, 45 mgke
HRUCHBRITHE, —RHREBORE XA, o7,

HEBIFPIE, WTHOBE b —BRIKBORF XA LR oT:.

1.2. ABRBEME (Table 2-1, 2-2, 3-1, 3-2 24, Appendix 2-1~2-4, 3-1~3-4 L (X 4-1~4-4)

720 mg/kg BETIE, ¥5 9 BIZ 1 Fl(No. FO445T)MFET L7-. 180 K TR 45 mg/kg B DN X
BTk, BCHRCEHEFIIRD bhiehrod-.

720 mg/kg BED L HI(No. FO445HITHB W T, &5 2~7 B O EE®HIC—BEORE, K5 4
~8 RIZEDHN, &5 5~8 BICKIETRECGE S 8 BICHREHOK TS A LI,

R RCBRLSRI R OB IR P IZ1E, 720 mg/kg BEDO A FHI CIIR S E % IC —@MEDOTEDS 11 #1
2HERCHEEDHENR 3 FICA LN, 180 mgkg B TlY, BREEEIC—BM: ORI 12 Hi4
plheBbhtz. 45 mgkg HERUHBEETIX, —BRIREBOREIHLON o7z,

ERMAM PIZIX, 720 mg/kg B TR G ERIC—BHOFED 10 fl2f R CgEOFEND 1
FlicH b=, 180 mgkg BETIX, BEE®KIC—BIEOFREN I FlIcA LN, 45 mgkg BER
Ut BEE T, —BRREBOREZA LR o7

W E AR IS, 720 mg/kg BE GRS EZ I @ OFED 10 2o A b=, 180 mg/kg
BT, BREERIC—BMEORMED 4 HlcA DIz, 45 mgkg HEGABE T, —&IKED
BRETA NIRRT

1.3. [EIfE#EME (Table 5-1~5-5, Appendix 5-1~5-3)

720 mg/kg BETHE, #&5 14 BiZ 1 Fl(No. FO4476)M3 5T L 7=, 180 mg/kg B & U\HBEE T,
R GRS bhzd o f-.

720 mg/kg BEOFE L FHI(No. FO4476) KW T, #5-3, 5, 6, 8~10 H OB SEEIC— @D
H, &5 2, 11~13 BicgEEOFEN, 5 13 AKERESOET, SFABOBEECOREBED
BhRBbhic.

B EMBEIPITI, 720 mgkg BOAFH TIHESBE®ZIC—BEOFE 5 flef Rk TgEED
BRI FICH O, 180 mgkg BETHL, BREEZRIC—EEOWER 5 i biviz. xR
BT, —RIREBORNWITA LI oT:.

BIEHE P, —BRREOREIVWTROBIZLALR R o7,
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2. {KHE
2.1. HE (Table 6, Fig.2, Appendix 6-1~6-4)

BRI, 720 mgkg B CIIBE L LR THRE 4~42 BICEEOHEREER A5
lo. 180 RUX45 mg/kg BETIY, MHRE LR TEKAERORRICHEZIA LN ST,
BB I, 720 mg/kg BETIIXMBEE L LA~ THEE 4 BICEEOFERE@EIR A LN,

180 X UM 45 mg/kg BETIY, B LERTHEAER ORECHEEERALN ST,

2.2. B (Table 7~9, Fig.3, Appendix 7-1~7-4, 8-1~8-4 TN 9-1~9-4)

ZACBH GBI R UK AR hiZiE, 720 mgkg BETIIMMBE L L 4 BICEKBTORER
EEAA LIz, 180 RTF 45 mgkg BT, ARBELESTERMEROURICFEEIALN
ot

PERMARI SR IX, 720 mg/kg BETITHBEE L ERTHIE 0, 14 K21 BICEKREDOHE LK
BHBT. 180 BT 45 mgkg BETIX, ®HEBLHERTHKRERIOKRECAEEZALN M
27

MEHRDICE, SREHE bABELESTHAEROREICABEERIIA LR T

2.3. [BIfEEEME (Table 10, Fig.4, Appendix 10-1~10-3)

B 5 WimPIci, 720 mgkg BECIIBE L H_TERAE A ORBEICAEERA LN -
7-. 180 mg/kg BE T, MMEELHRTHES 36 HIZHREOFAERIKMEA LN, REEIC
B LB TinZ Enh, BEIZLZ2EBLIIEZ O,

BIEHIR I, 720 mg/kg B TIIXBHELHESTEMER OFRICEBZIIA O o
7. 180 mg/kg BETIL, MWL AR TEE 4 BICHRBEOREREMES A LNTD, BRI
B L7-ZBETHARVWI 0D, BEICIDIEBLIBZ LA

3. H#iE
3.1. HE (Table 11, Fig.5, Appendix 11-1~11-4)

BEMR I, 720 mgkg BECIIGMREE L TR E 33, 37 KU 40 AICBIEOFE
BERAZ SRR, REEEZEbARNI ¢, EHFENEELIIEZLZ LN, 180 BT
45 mg/hkg HTH, MBELHESTEMEAOBERIIAEERALNENo T,

EERARI I, 720 mg/kg BE CIIxBRE L L CEIE 2 RO 12 BICEIBROGE 2 EEN
Hohin, FEECZEDLRNZ L6, EHFHEE L IZ X 62V, 180 KT 45 mg/kg
BT, MBI ERCSHEROEMRICAEZEILAON o 1.

3.2. ABREEME (Table 12~14, Fig.6, Appendix 12-1~12-4, 13-1~13-4 2 (X 14-1~14-4)
RECBREAANCIY, FIxEHF & b L X TEHE A OBERICAEEIA BN 2o 7.
SLARMARI I, 720 mgkg BE CIIxt BB L N CHR 2 BICEBIEOFELBEA AR LN

=0, —BHEOETHY, KEERLEEDRWI 0, BEHFNRELIEIELOAR.

180 2 UF 45 mg/kg BETI, LKA TEHEROMBRIZEEZEZIA DN,
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HWHERHTICE, FREFE OB E_THER ORERICHEBEZEIA LR 2o 7.

3.3. [EIfEEAME (Table 15, Fig.7, Appendix 15-1~15-3)

BEHIRTIZE, 720 megkg BETIIGHREE L TR S 19, 23 B 26 BICHEIROAELR
BERL LS, KEE{LZ bRV b, EHEREELIIZE X LRV, 180 mgkg
BTk, #RELE_TREI BICEHEORAFEREENRA LRI, B EICHE L
TERARAWI EDD, BELZLBZEEBLIZE IO

RIEHRE I, FREHE HARE L A CEKAER OBHRICAEREEZRA LR o7,

4. TTEIRAE (FOB)
4.1. HE (Table 16-1~16-6, Appendix 16-1~16-4)

720 % TX 180 mg/kg B¥ETIX, MDA O, BB L H~T 720 mghkg BT E 7, 14, 21,
28,35 R (r41 B & 180 mg/kg BT 5 21 R 41 HICEOHBEOFELRRERL LN,
BHEEZEO - BHEOWESHE L b0 EtEXOND. £, 720 mpkg BETrt, REFE
_RTCEE 7RG ERYVEIEOFERBEIRAOREN, —BMOTLTHDH L, TO#
OBEHRICEFIIRED OBV 26, BEFHNEE L ITE X bRV . 45 mgkg B T,
FEHEADOWNTROHERBRICLREERIAON AT,

4.2, RERMEME (Table 17-1~17-6, Appendix 17-1~17-4)

720 F UF 180 mg/kg BE T, FREX A 4, xtRBEE H~T 720 mgkg T H5 8 KTF15 A,
PR 1, 8 RN 15 HW NI 3 BIZEOHBAROFE LGB A LIS, REEEDO—B
HEDOFEPRELE LD EELZOND. £, 720 mgkg BFETIX, MBBELH~THEE 8 HIZ
EOREBOFEREMVBAONLS, BEAMBEINHEDOTNIMELZbDLEEZXD
D, 180 BTr 45 mg/kg BETIY, XL HATHE 3 HIZES L AWV EIRKOFE RN A
LR, BREBCEHBELEEETIHRANI LD, BRECIZEEBLIEZ LNV,

4.3. [EEEEHE (Table 18-1~18-6, Appendix 18-1~18-3)

720 TR 180 mg/kg B CiE, TENA LI, WREEE T 720 mgkg HETE G- 8, 15, 29 &
36 A & 180 mg/kg HETHE 29 RICEDHBEOFERBENAONTD, REERO—E
HomEREE L-bOEEXLNS.

5. BERUG
5.1. HE (Table 19, Appendix 19-1~19-4)

HREFELDL, WThOEBICHAFERHR OG0T,

5.2. FABRMEME (Table 20, Appendix 20-1~20-4)
EHREBL L, WThOHEALREIARON 7.
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6. 5
6.1. HE (Table 21, Appendix 21-1~21-4)
FREGHL L, ARELHEANTHRECEREOBICHEEEZERA Doz,

6.2. ABREEHE (Table 22, Appendix 22-1~22-4)
FHRERBL L, XBELENTRARRCEROBACHEEZRA DR,

7. BREHE
7.1. HE (Table 23, Appendix 23-1~23-4)
BREFHLD, R TEHEERICABREZRIA OGN 2o,

7.2. REREEHE (Table 24, Appendix 24-1~24-4)
FREFL D, SRELESTRAEEBIZAEETA DN 5T,

8. R&E
8.1. &5 WM T Al
8.1.1. HE (Table 25-1 & TR 25-2, Appendix 25-1~25-4)
720 mgkg B TiZ, MBHLERXTRECFERGEAVCRILECFEREBMEAA LN,
180 B TX 45 mg/kg B TiE, BB LU TRERVCREEICHEBEZRRA DL Mo TE.
FREREL, AF, pH, EOE, 7RO, S b, vIACY, #Mm, vaEeY ) —
7o R OEII R RBE S IZIERRE TH o 1.

8.1.2. ABREEME (Table 26-1 X TF 26-2, Appendix 26-1~26-4)

720 mg/kg FE T, MBH LR THFEER VL OD, REOHEEMBSA LN, 2,
720 mg/kg BED 1 Fl(No. FO4452) DR EiTE L < o7, 180 R TR 45 mg/kg BETrE, XIHBEEY
WARTRERUCREEICHABRZZIA N R0,

#ERGHELY, AH, pH, BEHE, 7 VU, & vYAEY, B0, vov) ) —
FroRUEEIRAREEL ZIZRBETH .

8.2. EIEHIRNH T Al
8.2.1. HE (Table 27-1 TR 27-2, Appendix 27-1~27-4)

HREGHE L, HARBLHENTRERCREBICHEEERA bR o7,

HREHLEL, A3, pH, BAHE, 7 FU, 7ok, YAy, Bh, Yavr)—
T R EEII A BE L ITIEFREE Tho .

8.2.2. [PIfE#EME (Table 28-1 & 1} 28-2, Appendix 28-1~28-3)
FHREHL L, ARBLUESRTRERCREBICAERZERIAON R T,
FHRERL L, AF, pH, HBHE, 7 FUHE, 7 ho&, vUAEY, B, Yevy ) —

_35_



Study No. 100524
T RO L ZERBRE Ch o 7.

9. I #FRE
9.1. BEMMK T
9.1.1. HE (Table 29, Appendix 29-1~29-4)

720 mg/kg BETIE, MBBLETF o b v U, EHERS o BT 7 AF B
MECZ747) /=7 BECHERSMESA LN, 180 mgkg BT, MBEFELL TS
o bharErERRUEEESS b e R T2 F UBBOREERBERIL LN, 45 mgkg
BT, dRELEATEHEERBICAEETA RN T,

9.1.2. FABREFIMHE (Table 30, Appendix 30-1~30-4)

720 mgkg BT, MBELIH_THRMEEE B~ 2 Y v MEOAE2EEL O ERE
LBy AT 7 2AF U RHIOBERBERA L. £Ofh, 720, 180 ZUF 45 mgke B
T, WREEL AT e b U EURHOFEREERL LN, HRELOETIDTH
THDHIE, UFHOERT —F OEPT:14.0£0.8 secZ T Z &b, WHIZE -SSR TR
WeHlrEh s, E7o, 180 mgkg BT, MMEBELH_TEMKREOFELRGENRA LI
2, BRERICEELEERTRRNWI 0D, RECIPEELIELZLNARV.

9.2. [l AR T Ry
9.2.1. B (Table31, Appendix31-1~31-4)
FEREREL S, MBHELESTEREERICHEEIAON T,

9.2.2. [alfE#HE (Table 32, Appendix 32-1~32-3)
FEREHLD, MBHLESTEBTEAICEREZERA LN,

10. MEKEERE
10.1. B H BRI Tk
10.1.1. HE (Table 33, Appendix 33-1~33-4)

720 mg/kg #ETik, HHWHLHETy-GTP, £&EB, TAHT I, AG, BEIAE Y, Ko
VAT a— VR Ca DARERGHE, Cl OFERIE@EMNZ L. 180 mgkeg BETIL, *fREEL
BT Ca DEERGENA L. 0O, 720 mygkg BT, MBELETASTORE
REER R SRS, FHREED 1 Hi(No. MOIIODREB TH oo dEUELLHER S
e, EHEAETIRAVWEE X ONRD. £, 180 mgkg BT, sBBEEEESTK
OAEBERBERA LN, BERICEE LB TRRVWI S, RE5ICL3EBLES
Z bR, 45 mgkg BT, MBI ERTHEREEBICARETAON 2o Tz,

10.1.2. FABREEME (Table 34, Appendix 34-1~34-4)
720 mg/kg BE T, XIB#EL L _TT FUEOFEREME, v-GTP, REARUTR LY L E Y
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DEERGENH LN, 180 mgkg B TIX, }BBELHENTREBOAEREEN A L.
F O, 180 mgkg BETiE, MBELH~_TAIG RO CIOABRRIKERL LS, HERIC
BIE LI THRARNWI L2 b, BEICLIEELITBEILRR. 45 mgkg #5TiX, SR
EHRTHATEEBICHEEEZETA O 0o T,

10.2. [EIE AR T
10.2.1. HE (Table 35, Appendix 35-1~35-4)

720 mg/kg BETIE, MMBEL LT y-GTP ODFEZEMEA A G-, 180 XU 45 mgkg BT
i, RS TEBERBICHEEERA DN o T .

10.2.2. [EI#EEEME (Table 36, Appendix 36-1~36-3)

720 mg/kg BETid, MRBLERTCIOAERBEHERTR AL ATa—LOFEREEIH
LA, YFHOERT —F Off(C1:106.2£1.9 mEg/L, T-Cho:74.8 £13.3 mg/dL)iZit\ 2 &, I
GBS TR EN S OBMIIED b2l b, EFICE-IL DTy
CHWT I, 180 mghkg BETiY, BB LR TEHEBRBCAREZRZA DN,

11. Sk
11.1. 3ETH
11.1.1. AERBEME (Table 37, Appendix 37)
720 mg/kg BE DL FI CHRE CMEOERE L L L.

11.1.2. [ #E#HE (Table 38, Appendix 38)
720 mg/kg HEORXCHI THROEHR R CRIT OEXB A LT,

11.2. EHIMK TE
11.2.1. HE (Table 39, Appendix 39-1~39-4)
WThoORL b, RETAOR RN

11.2.2. RAEREEME (Table 40, Appendix 40-1~40-4)
WThoBL b, REXZLRHoT.

11.3. BRI TR
11.3.1. HE (Table 41, Appendix 41-1~41-4)

45 mg/kg BETHE, FFEOBED 1 Flic A b=, 5 BiCBE L 2L TRV &2 b,
BROZL LB INDS. 720 R 180 mgkg HEW RIS TR, Z2E AL o7

11.3.2. [EIEEEME (Table 42, Appendix 42-1~42-3)
WThOBLY, REZAZOR RN,
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12. HEHER
12.1. & GHIME TR
12.1.1. HE (Table 43, Appendix 43-1~43-4)

AR B OKEIL, 720 mghke B TITHBEHELLE_THFEREMES A LN, 180 KT 45 mgkg
BT, BRI ERTHRBOERICEEZERALNR T,

FEERIZRBVWT, 720 mgkg B CIMRE L HETHRR, HFEEROCBROEIERERT
R HEEOAELEE, BROBMSEECARLEM, AEEIRVWLOO, HROESEE
ORERIA A b7z, 180 mgke B TiX, ST & TR BB O# ) H & OHHx
HEEOARREGMESZ LN, 45 mghkg BETHE, XWEE L A THRORNERER OCIESEE
DHEEREENRL LN, FOf, 720 mgkg $ T, BHLETHROBMERDOFTER
BENRA LD, A ERICABRENRD LNV Livh, B OKREEICESCE
fkEeEXBNS.

12.1.2. ABRELME (Table 44, Appendix 44-1~44-4)

FIRHOHEIL, FREHLEONBELLESTHREEIAON o7

BEERICBWVT, 720 R 180 mg/kg B CIIAMEE L < TIBOGE BEEE UM HEE
OREREMNL L. F72, 720 mgkg BETHE, MRBEELE~THRBROBMERDOFE
ZEME, AEERLRVLOD, FRBOIEROGEBRAA LN, EOM, 720 mgke
BTk, B & R TIROMEMNEEORBREMB A LNEN, AERICHEEENED
LNRWI EMnD, BEICXDZEBLIIZLZOLNRV. 45 mekg BETHE, MREELH~TESE
BHOHMEREUCHMERICEERZEIA LN 5T,

12.2. EIEHIMETE
12.2.1. HE (Table 45, Appendix 45-1~45-4)

TR B OKEIY, FEREHLLABELENTHEERALDN o7,

FEEEIZBWT, 720 mgkg B CIAHEEE KN THRBOEIEER CHAMSEROFE
REHE, FRERUBEROBMSEROFE &M, AEERLRVLOD, HEERUEEOKEXE
BOSHEBEMA A L. 180 mg/kg #HTIE, BB LESTEREOHRGEERCHTER
WCHBZERAGREhoT. TOM, 45 mghkg BETIY, B L TR RRBROESERR N
HMBEEOFERSMELA LR, 180 mpkg BETIHAEESBDH LRV &, WRITK
SHBETHICZOEMEED bl &b, BHICESSLOTIRAWVW LA Sh
B.

12.2.2. [BIEEEHE (Table 46, Appendix 46-1~46-3)

HigHOKEIY, FREBE OABHELETHEEERALR R T,

FBEERIZBVT, 720 mg/kg B TidxtBE & KR CTHBR TBROBY EREOFELREH,
HEZIRVWHO0, FBETEEOEGEROBEBMAA L. T0fh, 180 mgkg #
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T, AR TCTEROHGEROAEREMESALONIA, 720 mgkg B TIIHEEE
BROLNABRNWZ L, W EHRE TRHIZZOMEMITRBO -l &b, 5
ES LD THRAWEHEFTEINS.

13. IR AR
13.1 FELH
13.1.1. 720 mg/kg ABREE DM (Table 47, Appendix 47)
i ANEROHOFMREREA DN, TOREIIBRE ThH-.
2B, HFHEBIEEEELPBEICIRDLN, EOMOPTRIIMBTCE ol

13.1.2. 720 mg/kg [BIEFEDME (Table 48, Appendix 48)
JEE DR CHEORRERS A b, TOREIIERECHT-.
72k, FHRRBICEEELABREIIEDON, FOMOFTRIIRER TE b oz,

13.2. &5 WM T KF
13.2.1. HE (Table 49-1 TR 49-2, Appendix 49-1~49-4)

B - /ANEEGOHEDFFHRIBRE R 28 720 R U8 180 mg/kg BET 6 Bl 4= & 45 mg/kg BT 1 FlicH
b, EORERE 720 mg/kg B TEREE TP EE, 180 mg/kg # T2 < BB SUTEREE, 45 mg/kg
BCIKBRETh-T-. FFHROFEIEMEE(E 720 BT 180 mgke BT 6 Fl4F & 45 mg/kg
HTI1HlicH o, £OREX 720 mg/kg £ TR, 180 R U 45 mgkg BECTKBETh 7=,
INEERLCAE D PRI RE K K TR O R B 2Rk, 720 KX UF 180 mg/kg BE Cxt FRAE & H
THEENHEDON, o, FRRUCHELRER I,

BURR - RS B O TVE AMEEZRR S 720 mg/kg BT 6 Bl2f, 180 mg/kg # T 3 #, 45 mgkg
HTI1HLHBET2HIIL LN, T OO L 720 KT 180 mg/kg B T2 < BB SUIREE,
45 mg/kg BETITBEE, BB T BENREE ChH-7-. B EROUBE AR,
720 mg/kg BECIIH BB L L THEENRD N2 L5, 720 mgkg BEOE(LIX 24- 7
A RAF R T o RBEICLDREEEEZIOND.

B RAE LR OM RN 720 mgkg BET3FICA LN, TORERITKBRETH-T-.
RAE ORI, 720 mpgkg B THER LB THEESED LN, o, AERGH
LR S, RS LR OB 720 TR 180 mgkg B#TH 1 FlicH LN, FRHOR
EIWTFnbI<BRETHY, MEELESTHEFEREERD ORI o7,

FOMOENLE LTUTIZRLEFTRAG L.

D MR ES A RIET 2 Flic A LT,

Wi i EEEDOSLE TEAE A 720 mg/kg BET 3 Hlic R BTz,

FElE - BRSO /iR et BEE T 1 iz A BTz,

ZofG - XA TAROGEIEE D 720 mg/kg BET 2 il & SHBEET 1 HlicA LRz,

HISZAR « MR A XHBEEC3 filich b/,

BB, ITNHLOFIIMBRCTLRFBHINIETHE L, ThOLOERETTRY
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TBETHLIZE, REHOENLOHIBEITHRBE &L L TENRNI END, HBED
ElheHWans.

FOMIZIE, 720 mghkg HRUHBHTIL, [E&, ERE, STR SATR &8 ¥ +=
fals, EG, BN &5, BB, RBAR, B, TIRY o, IBEBEY o5, Bt R,
W R BT, TEE BIF, ER/bME KN /DMK, R, R AEER, BER, ~—
g, BEIHE - ARBRTEEE - KBBE)ICEFIA LR )T,

13.2.2. HABREEME (Table 50-1 X T8 50-2, Appendix 50-1~~50-4)

R - /N EEDL D O RTF AR K AS 720 K TR 180 mg/kg BE T 6 B RBIIC A LI, DRI 720
mg/kg B TEREE, 180 mgkg T BE TH - -, FFAROHEEMEZE(LDS 720 B TX 180 mg/kg
HTofleplichbh, TOBREIXT20RUI180 mgkgBf: b T<BETH 7. /IEPOLM:
OIFFHFRE K K ONTHIRE DR A (IX, 720 B TR 180 mg/kg BECXBREE L N THEZEMN
AL, o, AREUSHELRERI .

B E£AT LR OMER RS ORED 720 mg/kg BT 1 BIRBREAICBWTRENEL
< %&ho72 No. FO45DIZH L, T o OREESE LR OMAENRE, REEOHENT
<EEThH-T-.

FRAR - FAR LR o OV AMRBRIEZELAS 720 mg/kg BEC 3 4, 180 mg/kg BET 1 B & 45 mg/kg
BHT2Hlicaoh, R LOBRERWTRL TS BE CTh- -, Bl LR OUE AERERIL,
720 mg/kg BETIXF OHBBEERENZ L5, 720 mgkg BEOELIX 24-0 7 = =)L 4-AF
ARVT UL BEBLEZOND.

FOMDELE LTUTIIRLEFTRP G L.

FON - BB MAs 720 mg/kg BET 4 H L HBBET 3 Bl A B,

7B, JOFLIMBRETCLBFBRBRINITILTHDLZE, TORERWVWTNRL IBRE
ThHhaI L, BERHOZONBASEIIGBRE L A TER RV L, BROEL LS
.

T OMITIE, 720 mg/kg BER et BBEETIX, OB, B, R, BB, STR, |TR &,
B, +Z165B, =8, =G, G55, &5, BB, BIR, TRV 8, BEEY 88, B,
REL, 7', B, TEEK BB, LRk KB, /BN, ER, T, LB, IR, ~—
F—R, FRE(EE - KBE), FE - KBERCHLRICEFR XA b1,

13.3. [EIEHARIE TR
13.3.1. HE (Table 51, Appendix 51-1~51-4)

FFRE - /EEHODHE D RTRIBRIER 23 720 me/kg BT 6 B2H L 180 mgkg BT 1 HFlicA D,
EFhOOBRERIWTRG TS BETH o7z, NEPIHEOIFHITERZ, 720 mgkg B TR
BLERTHEENED LN, 2, HERISELRER SN/, ZOMITIX, A 45 mgke
HT1HlicAbNED, ZOFENBHETLEEBEINIETHH L, TOBRERT
KEBETHDIZ L, BREROTONBBEEIIMBR L L TERRNI b, BRIELL
Hirsns.
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W RAE ERROBEMER 720 mgkg HET1HICA LR, TOREZIIKEBE ThH- . £
Ok, KHE EROET# 180 mgkg R ORI TH 1 flichbh, Fhb ORI
WIS ZTLKEETHY, BEAELLLHENS.

FARAR - Wi ER O UVE AMEETEER A 720 mg/kg BEC 3 #l, 180 mg/kg BET 2 6l & 45 mgkg
HTL1Hlichbh, FNLOBREZIVTRL 2K BEThH»7-. B LR OV AMEBFRIL,
720 mg/kg BE TIXZOHBBEENRE WV Z L0 D, 720 mghkg BOE(LIX 24-F 7z =/L4-2F )1
ARCTUBRBICLDARELEEZONS. FOMICHEE, BATERBRY 45 mgkg # T 1 HFICAHD
N, ZOBINBRHETCOLEFBREINITLTHIZ L, TOREEIIKRETHDLZ
L, BEROTOHBSEIEIMRE L ETESRWI 0D, BEMNELLHEINS.

13.3.2. [BIYE#EHE (Table 52, Appendix 52-1~52-3)

FEEE - /NBED OO RFHIRRIER DS 720 mgkg BET2 BlicA b, TOREII<KBE TH-
7.

B TR 180 mgkg T 1 FlICH LN, TOER{LIIMBRTCHLEFEBEZINAE(L
ThHhHIE, TORERIISBETHI L, EEROTOHBBE IXHREEL L TENR
WZ Ehh, BEELEHMEND.

ERAR : 720 KUK 180 mg/kg BEW NS HIREE L &, BEIIA N7,

0. AMEERME
1. BEBOERREL
1.1. Rf&MEIF (Table 53, Appendix 53-1~53-4)

RECEEAT O 5 HRI(14 B RO REBEIBUL, 720 mg/kg B THBEE L X CTHEEZE X 20
HLOO, BEBERSA L. 180 R TR 45 mg/kg B TIX, XTHRBEL < CRREBMSEATOR 5
f(14 BRDORERIFEICHEEZ I AN 2o T,

12. REFERE, KTRE, ZRHRMERUCZIE (Table 53, Appendix 53-1~53-4)
WTEhOBLE L2FBRZR ULE. ZREE, WTROME L 1000% THh -, KRFERK
1, SBREHELABHLOBICAERZRALRE ST,
TEMRMENL, 720 X TR 180 mg/kg W NI CK 1 flic A bhic. ZReERIL, F#RGH
LB LOMICEEETAON o .

1.3. {EIRHARG (Table 54, Appendix 54-1~54-4)
IREARNE, BBREHL BB LUSTERETAON o7,

1.4. (SR AE, FEREKLCHERKFE (Table 54, Appendix 54-1~54-4)

720 mg/kg BETIX, IRE L AN CHRFEERBMRCEREOAEREHE, FEEX2VWHO
O, FEEROKMBEEAMAEA O, 180 R 45 mghkg BETIX, MBBEL L CHEREA, &
KERCERBIRABEEIA OIS,

_.41_



Study No. 100524

1.5. HHEER, SR ER U EIREE (Table 54 X1} 55, Appendix 54-1~54-4 R TF 55-1~55-4)
HEERIE, WTFhoRL b 100.0%TH 7.
PHREIZB T, WThoRLHLRERIALGR 2o T,
BEEREEIC BT, 180 mgkg BETHAED FREVHLEAREARR 2 1 Hi(No. FO3353)IA b
=N, BERICBEELEEL TRV b, BROUZB(LEHEEBEINS.

2. Revr (F))
2.1. RiEREK, SERK, WEOHOHERS WEO RO, SkE, ROERERT
43 (Table 54, Appendix 54-1~54-4)

720 mghkg BT, HRBELESTRHERZRUWE 0 ROFAERROFELEME, H&
EXVbon, SHEERCROEHEOKERAMMAA L. 180 KU 45 mg/kg BETHL, *f
PREEL AR CRHEERY, RERE, WE o B R%, W&o Bott, Hkx, EoiE
HEEHERIIHARERA DR,

22. REHO—RIKE, WHE 4 BOATFRE, WE4 BoMHN, WE 4 AOEFERTAHER
& (Table 54 U} 56, Appendix 54-1~54-4 FTX 56-1~56-4)

720 mg/kg BETIY, FHRBLETHE 4 HOATFERBOBEERRENALNT, HE 4
ADAEFRIIHEEZIRDONEno7. 180 R 45 mg/kg BE T, MMEELH~THE4H
OETFREK, WE 4 HOMERUTHE 4 BOATFERIZAEZERALN T

FAEROARREL, WThoBC LA b h o,

REWO—FAREIZEWT, 180 mg/kg # 1 fE(No. FO3353:B{EV AR R UHEAR BT AR
B LN I TERIRTERL LN, BROEELAE S,

2.3. REMDIKE (Table 57, Appendix 57-1~57-4)

720 mg/kg BT, BB L ERTHE 0 RV 4 HOBEREREOREREME, AEZETR
WHOD, WHE 0 R4 HOBEEHEEOSFMEM, WHE 0 R4 HO—HIFHEBRDRER
miE, MEORU4 Ao BEHEEOFREREMB A LN, 180 R 45 mgkg BETIE, Xt
WELHEASTHE 0 R4 HOMHERFHEER, WEORCG4 BO—EEIERE, WEORDT
4 HO—EEHEEICAEERIA R o k.

2.4. ETROEIR (Table 58, Appendix 58-1~58-4)
WOl b, REIZAOh o7,

2.5. EFROEIR (Table 59, Appendix 59-1~59-4)
WThoRE S, RERIAOR RN,
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L5

24-F T 2 =NV RF NN T DTy PERWAROBREIC L IRERSEHE - £MH%
AFMHESAREITY, MY T2 —REEFIREBLREFT D L L bic, R,
REITE), IBRUDHR EOAFEITHIRITTERII OV TR L. 5T, 720 mgkg
FEAELL, LAT 180 KX 45mgkg & L7-.

REFREIZ X 2FEICOWTIE, BEHIA 720 mg/kg B THRBREAME | FIdR 5 9 )& EIE M
1 IR E 14 BB HNTZ. FECHITIE, #HEOHN, HREGOERT, KIETR, SFEH
OENSH DO EAFOENRA LN, BEHFIORBEEFRE T, FEICHHRELRS
Honi=n, BELETHY, BEELRELLTRR . TOMOBE - ARREEELLD
7o, BETER oD, BEUHEHAMIED ONHEEOHFN, BRETHOKRT, HKIERTHR,
BREABOCHENS D IIOFAECENND, 24T 2 A4 A FN-1-_RUF UK D EHIRE
DEIZEIVEICEST=EEZIBND. 24-P 7 2= VA2 FN-1-R_RUTFoDTF v bERAWS
HEER O 5 H5HR8 Y Tid, 2000 mgkg BEICLVRCHORRLE THIOBENH D WVIET
FIBRALNTWS., £, 24-P7 22N A4 2 FAN-RUTUOT7y bW AREOBREIZE
HRELEHNE - EHBABHGERBROTHAR Y TH, 1000 mgkg BHIZL W ETHOR
B LML, BREFOERT, THIROHEOFENRUCBEREERLALRATWS. 5T, M4
AR TROONE—AREBOENL L 24-P 7 2 2N A4- A FNN-ROT U BBIC LB LEZ
bhd.

—RCRIRDE L L LTI, 720 mg/kg BEDOMEBED ATFBI THREDTENS A BN, 728, 720
&R 180 mgkg BEOMEBECTHREN A H-2, WTFR L BREGERIC -BHEEEDONE-DORT
HY, KRR EOMBIERD D VIIEEROFBEFNELIRD N2V L b, RBRYWE
DORIBHEICE S B Ll s h, BHERL ISR a7,

{REIT, 720 mg/kg BEOHE T 5 WIR %38 U TIRAE, M TZRBRSAATIZ Btk O {KAE, 18R 0,
14 RO 21 BICBER AR L, BRI, #HoEERESE s, SERIT, HHEs L8
BRI IE(IEA LR o T,

ITEMERE(FOB), BEM, BAKUVBERESE TIY, BECERNTIELIA LN 2o
7.

REBEICBWT, BEHBETRICHE T 720 mgkg B CREOBMER CRICEOKME, #
T3 720 mg/kg H CREDREMBMN A L. RIEHME TR, HHEE &5 ICRRT
LEITRBD oheh o7, B5 YR TRHCHETIE 720 X T 180 mg/kg B CRIEOHHE
EUCHEMEEOEMBA LR, HTRESICERTIEIRBD Ol o/, [HIEHARK
HTHRHIZIL, HETIE 720 mg/kg B CRBOMAXNEROBENR A L. BEOWREABFZRE
ZBWT, REMEBTRICHE TIIRAT LEORFREACRAET EEOEME, HTiX 720
mg/kg HTESE LROWMAERUCRATOILREARD bk, RAET LRORT#iX, 7 v b
HECBWTELBOLN EBESLTVWS Y . YRBRITEWV T, EESRKTEICTRBRE
DHE 1 FITEREDRME LEOMFHNALNTVS. 720 mg/kg FETIY, BEKTRICR
HE EROWFREL 3 FIEROONTNEZ 20D, 24-V7 22 Ld- A FN1-RUTFUHD
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W EORMEMIZ LY BARERENBE LB 2 0ND. £, T REORME LK
DEEMED 720 BTN 180 mg/kg BETH | FliCA LN, ZOF{LITHBECIaFBEsh:
W END, 247 2o NA- R FNLN-N_NU T U HAWNIEORBEDIC L EELEZ LN
%. Diphenylthiazole # 7 » b~ 5935 ¢, BROESEOSRENSTUEL, EREOKRE
BRERDOLNDN, FEFMNELEZECHENCROBRINEDEK FTAE O LNL Z ERBESIR
T3 9, #oT, 24T 22 N4-AFN-1-_UF UrHENREFORBEYIC L ROFR
INEEMET Lz eEXOND. L L, BEHEMEETRIZ 720 mgkg BEOHE CHBOMEX EE
OEERFEO ONZ0HTHY, BEERICHLEEXLNS.

MRSV, REHIFR TRICHETIE 720 XU 180 mg/kg BT 1 b o o 2 kifH
BROBHAERSS br R 75 RAF REIOEME, 20mghkg BETT 7Y/ —F U REORTE,
ETIE 720 mg/kg BECIEHELER S b R T7 A F U BRIOBEA A Lh iz, [EEHER TR
ik, ML LEREICRERTAEMNEIRD N hot. £, MEELFEREIZBWVWT, #
5 AR TRFICHECIE 720 mg/kg B2 T y-GTP, ¥EA, 747 I, AG, RE I LYY, &Ko
VAT —)L KRR Ca DBEEWTNC Cl DEME, 180 mg/kg BE T Ca DFEME, #ETIE 720 KT 180
mg/kg HECTREHDO G, 720 mgkg BT FUBEOEME, v-GTP RURE Y L E L OEFNRSH
b7, FHEEEE, RS MRK TEICHETIX 720, 180 2T 45 mg/kg B CoxtEE K U4t
HREOSE, HETIX 720 XU 180 mg/kg #f CHEHER X EBORBEN L L. HFEO
PEAMREREICRBWVT, RS ERERT RN /NER L O RIRE K & O Hila O i IR
{E2HETIX 720, 180 TR 45 mg/kg B, METIX 720 R TR 180 mg/kg BETH Bh-. FFAlaO4T
MY, EAESRIUE R AT/ Mad oo 8 $icffbh 2 M HER OB
EFRTYERY —LAORMIX > THIRED~~ F &) v ORGHRTIHELZREETHD L &
hTn3 ) | MEEEERECBNT, KEA, TL7IVRUAG ORERALNRTWSZ
EXD, FHROFEESELIEAAREZET 2HE/MekoMc L3 B2 b0 5.
7o, FFAEREXRIY, BASHRTERHE /MK Z Sl BEomc k32 E£x5
5. —F, MBREEFRECEOTy-GTP RURE Y L EOEH, LEKEREICEWNTT
n o U, BHEERS R R TRAFURKBERT 4 7Y — S U REOEBENR
o TWVD72®, FHRBXIHD FSREESETL TS EEX NS, EHEHRETE
128, ANEPOHEORF IR ASHETIX 720 R TY 180 mg/kg B, METIX 720 mg/kg BEA HLT
WAHLOO, EIEBERICHDIEEZLRD.

FRIRERL, BREMFKL TR 720 mgke HOMHE CHEMERERUCHMAEROSMEH DV
HEEER AL b, BRIBOBEESERECBWT, RKSHRKE TR - bReia b
BEOUEAMERBARO HBREEDR 720 mgkg H TR o7, - T, 720 mgkg HEOMBETHRD O
NEFRBOEERMNE FRBOREE EEOREAEBEEKIX, 2407 x=L4-AF N1
CTUoRBICIDREELEZONS. ME, BRHRKEBICLHIWERIT=eA FitZLL, Bl
BEESBLTDZERRESA VDY . —F, (LEWEOREICL Y, BRILETO R
FNECHBET L, negative-feedback HHAIBH 5 L 7-Frkett oM la LM OBIEARE & 72
v, BEOBEE /LT, BEEFMEIIT RS2V EMAERIZEREL, BREEOW®
FAMBREEL T T EBRESRTWAY . F, PFRBRLEVMETTSE, aLRF
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2—ADOFEREDLND I ERBEINTVS Y | BRBREKTICLY, aLXFu—
OEHBE~OR(OFEPMETL, BaLRATu—LOBHEZRLEEZZLNE Y . ARBR
WWBWTYH, MEELFRECBVWTHETE I L AT a— LOBENBD LILTNE. E- T,
ARRTROON-HFRBOER EFEOCEAEBEAIX, FIRBRSLVESMETL, Z0
negative-feedback BMEICEIS- L7=b D THD LHRINS. EIEHME THEHZ TR EEOW
FAMBRSHETIE 720 mgkg BECEME A LNEN, HTRWFhoOBICLRDLNT
WRNWIZ EhD, BIEERIIHDLEEZLNS.

MEFREIZBWTC, BSHMK TEIZ 720 mgke BEOM TR b FMEKE K T~
7V v MEOEMEIX, MBERUCERHMICHBERTELIZAOARV DD, 24-T7 2 =/14-
AF NN T TG IBREI T < BEOREBL RIT TR H 5.

oW o ERREARIC OV T, B TiX 720 mgkg 5 CHBICR A ZENEITERD
LheWVnbo0, BEOHMNEROFERSE, BEOBHEROBMMEMAALLNL. T
ik, RECBARTO R 5 HIKI(14 B B)ORBEIFEGT 720 mg/ke B CIEMEE S A 57z, 720 mgkg
BTH, #EOHh, RERBINMCEAECRMERLZLNTVWD I &, b, EFRIEOKEBD
T BRREBOB(LICHEI B L EZ NS, £, 720 mgkg BT, HEHEE, HERER
OEREOEMD 2 WVITBEERSA LN, #-oT, HHEH TIL24-U 7 = =14-2F )
ARVT VORI VERERBICRENELDLELZLNS. HREMTIL24-V 7 220
4-AFNN-R T DBREIZE VR, SR UERICEERELD EEXLNS. LAL,
TRE, KRAEAY, TR, SRR, EREME, HESR, SHRERUHEREC,
BEEICERTEIZA N5 T,

REPE NICOWTHL, 720 mg/kglE CIIBMERL, miBEoH OFAERK, HieE, RoE
HERUHE4A OEFREOEMES 2 WITEFMER A A D, BIHERK, WEOROHE
RE, iR, ROERFERVHEIA OEFREOKMS 2V IEERNIY, TRAGE, &
FEBERUOEXRBOEMED 2 VMEEBAMCES TLE B oD, $7-, 720 mgkgBETIL,
FORU4H OHEREFHER R C—BEHSREOSME S 5\ IS flm, MEoRU4R 0—KE
HEBEOEMAL LN, WMEORT4A Ol FHEER C—EVFHIERREROSMED 5\ L5
i, WEORU4A O—EEHHEEOKMIY, EFEREOMNIEIRLEEZLNDS. — &
K&, ARETHRICEBWT, BEICERT I E(LiXA LT,

PEDXIZ, 24-PT7 2= Mg AF NN 7 o DIEEBEIT, BT 45 mg/kg 5 THF
B D xR B R M 6] T B OD S RN TR/ NBE o Do 0 T SRR K S O T R o 2 3 B AR (b s
BH LN &S 45 mg/kg/day i, HETIE 180 mgkg H 5 CTHBOKSERE VN ER
OEE I AER DO NFHE R R RO HEEEELRRB DN LD 45
mg/kg/day EEZ b D, 7D, EMBAFHEENLEPERIT, BT 720 mgkg B85 TR
HEICEENED LN L5 180 mgkg/day, M Tid 720 mg/kg 5 THEREIHA, IR R %,
EXRBROCERRICEENRZD LN LD 180 mghkg/day L EX 5, HEH~DEEE
B, 720 mgkg 5 CTRIHERE, WE 0 AOFAERK, SR, ROEHBRUWE 4 H
DEFFIRE, HEARICEENADON-Z 50 180 mgke/day EE 2 HLD.
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3CHR

JBALRL 7 7 A v or Lk tE, MSDS

EBOINVIFN 1 24-V7 224 AF N1 TF U RBMROREERRARBRFERES
DINAPYERSLA AL AV Y —F - — FEHFER)

TREEMIEN:24-U7 2242 F NN T DT v hERAWAROKBSIZ L5 RERK
BE&HM - AMREFBHHSRBROTHABRGERES : 100524P) RS A RS Y H—
FEF— PEHER)

RIEE, s HEHE . [SEREFEHEE s SWRNEY WRER, pp.267-321, #i
AERE, HI, 1991

HEEMEN:24-P 7 22 V4 A F A1 TF DTy hERAVWIEERORS EHRR
FEBRES 01920 BHALAEASA XYV —F & — FEHER)

Jones, T.C., Hard, G.C. and Mohr, U.: “Urinary system second edition; Diphenylthiazole-induced
renal cystic disease, rat”,pp. 299-305, Springer-Verlag, Berlin. 1998.

AABREYSE  FHEREERRT ; FF/RE, pp. 179213, T4y 7, 4HE, 2000.
BAZHREYSH - SUIEREART ; PR/ EER/ME, pp. 435446, TA Xy 7, A
B, 2000.

EE, ZEBR, B K BEHEOBLIAI=XL<E 2 B> ; avRATr— L b
YZ YA F, pp.104-110, EFER, HE, 1989.
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Table 1-1 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test of
L,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group mg/kg |Number of males Days of administration
and general signs 1 2 3 4 5 6 7 ] 9 10 11 12 13

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
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
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
LI-(1,1-dimethyl- | 45 |[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
3-methylene-1,3- 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
propanediyl) 180 |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
bisbenzene Normal 12 12 12 11 12 10 12 9 12 12 12 11 12 7 12 8 12 9 12 8 12 9 12 9 12 5
Salivation 6 o0 o6 1 ¢ 2 0 3 0 0 O 1 0 5 0 4 O 3 0 4 0 3 0 3 0 7
720 |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
Normal 12 12 12 6 12 4 11 5 11 8 12 7 12 3 12 4 12 0 12 0 12 5 12 3 12 0
Salivation o 0 0 6 0 8 0 7 0 4 O s O 9 0 & o0 12 0 12 0 7 0 9 0 12
Soiled hair o ¢ 0o 0 o 0 1 1 1t 1 ¢ O O O O O O O O O O O O O O 0

1
A Pre: Before administration, Post: after administration.
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Table 1-2 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test of
LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Gtoup mg/kg |Number of males Days of administration
and general signs 14 15 16 17 18 19 20 21 22 23 24 25 26

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

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
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

LI-(1,1-dimethyl- | 45 [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
3-methylene-1,3- 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
propanediyl) 180 |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
bisbenzene Normal 12 4 12 6 12 8 12 6 12 8 12 9 12 5 12 8 12 9 12 9 12 8 12 9 12 7
Salivation o 8 0 6 0 4 0 6 0 4 0 3 O 7 O 4 O 3 O 3 0 4 0 3 O 5

720 |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

Normal 2 1 12 ¢ 12 0 12 1 12 0 12 0 12 1 12 3 12 0 12 0 12 2 12 2 12 O

Salivation o 11 0 12 0 12 0 11 0 12 0 12 0 11 0 9 O 12 0 12 0 10 0 10 0 12

Soiled hair ¢ 0 0 0 0 O O O 0 O O o0 O O O O 0 O O 0O O 0 0 o0 0 0

1
v Pre: Before administration, Post: afier administration.
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Table 1-3 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group mg/kg | Number of males Days of administration
and general signs 27 28 29 30 31 32 33 34 35 36 37 38 39

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
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 {2 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
LI-(1,1-dimethyl- | 45 |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
3-methylene-1,3- 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
propanediyl) 180 |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
bisbenzene Normal 12 7 12 8 12 9 12 9 12 5 12 4 12 7 12 7 12 9 12 9 12 10 12 10 12 7
Salivation o 5 o0 4 0 3 0 3 0 7 O 8 O 5 o 5 O 3 0 3 O 2 0 2 O 5
720 [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
Normal 12 0 122 0 12 0 12 0 12 0 12 0 12 0 12 0 12 0 12 0 12 0 12 0 12 ¢
Salivation 0 12 0 12 0 12 0 12 0 12 0 12 0 12 0 12 0 12 0 12 0 12 0 12 O 12
Soiled hair ¢ 0 o 0 0o O O O O O O O O O 0o O 0 O 0 o0 O 0 0 0 O 0

[}
N Pre: Before administration, Post: after administration.
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Table 1-4 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'~(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group mg/kg |Number of males Days of administration Total ¥
and general signs 40 43
Pre Post Pre Post Pre Post
Control 0  |Number of males 12 12 12 12 12 12 6 12
Normal 12 12 12 12 12 12 6 -
LY-(1,1-dimethyl- | 45 |Number of males 12 12 12 12 12 12 6 12
3-methylene-1,3- Normal 12 12 12 12 12 12 6 -
propanediyl) 180 |Number of males 12 12 12 12 12 12 6 12
bisbenzene Normal 12 11 12 2 12 5 6 -
Salivation 0 1 0 10 0 7 0 12
720 [Number of males 12 12 12 12 12 12 6 12
Normal 12 4 12 0 12 ¢ 6 -
Salivation 0O 8 0 12 0 12 0 12
Soiled hair 0O 0 0 0 0 0 0 1

Pre: Before administration, Post: after administration.
a): Number of males showing abnormal signs at least once between Days 1 and 43 of administration.
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Table 1-5 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test of

LI'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group mg/kg |[Number of males Days of recovery
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control 0  |Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
LI-(1,1-dimethyl- | 45 |Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
3-methylene-1,3- Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
propanediyl) 180 |Number of males 6 6 6 -6 6 6 6 6 6 6 6 6 6 6 6
bisbenzene Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
720 |Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6




Study No. 100524

Table 2-1 General signs of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
LI(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group mg/kg |Number of females Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 [Number of females 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

LI'-(1,1- 45 Number of females 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
dimethyl-3- 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
methylene-1,3-| 180 |Number of females 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
propanediyl) Normal 12 12 12 12 12 12 12 10 12 12 12 10 12 9 12 12 12 9 12 9 12 9 12 9 12 8 12 9
bisbenzene Salivation 0o 0 0 O ¢ 0 0 2 0 0 0 2 0 3 0 0 0 3 0 3 0 3 0 3 0 4 0 3
720 [Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 11 11 11 11 1

Normal 12 12 12 11 12 5 11 7 9 8 10 6 1 3 9 2 10 5 110 6 11 4 11 2 1 1 11 0

Salivation ¢ o o 1 o0 7 o0 s O 3 0 6 0 9 0 9 ¢ 6 O 5 0 7 ¢ 9 0 10 0 11

Soiled hair o o 0 o 0 o0 t 1 3 2 2 2 2 2 3 3 1 1 1 1 o0 O O O O O O O

Hypothermia o o 0 0 o ¢ 0 o0 1t 1 1 1 1 1 1 1 0 ¢ O O O O O O O O O O

, Decrease in locomotoractivity |0 ¢ ¢ ¢ o0 0 0 0 0 ¢ ©o o0 o0 0 1 ¢ 0 ¢ 0 0 0 O 0 0 0 0 0 O
W Death o 0 6 0 0 0 O 0 O O O O O O O ¢ 1 ¢ O O O O 0 O ¢ 0 0 O

‘:" Pre: Before administration, Post: after administration.
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Study No. 100524

Table 2-2 General signs of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
LI'-(1,1-dimethyl-3-methylenc-1,3-propanediyl)bisbenzene by oral administration

Group mg/kg [Number of females Days of administration Total ¥
and gencral signs 15" 16 17 18 19 20 21 22 23 24 25 26 27
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0  [Number of females 12 12 10 10 8 8 3 3 0 0 0 O O O O O O O O O O O O o0 0 0 12
Normal 12 12 10 10 8 8 3 3 - - < - - 4 - - - e = = = = = = == -
LI-(1,1- 45  |Number of females 12 12 8§ 8 5 5 4 4 0 0 0 0 0 0 O O O 0 O0 O O 0 O O O0 o 12
dimethyl-3- Normal 12 12 8 8 5 5 4 4 - - - - . o - == = s === e === -
methylene-1,3-1 180 (Number of females 12 12 9 9 4 4 3 3 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 12
propanediyl) Normal 2 o 9 6 4 2 3 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 0 -
bishenzene Salivation ¢ 12 0 3 o0 2 o0 2 o 1 o0 1 o0 1 o0 1 0 1 o0 1 0 1 O 1 O 2 12
720 |Number of females m i r 72 s s 3 3 ¢ 0 0 0 0 0o 0 0 0 0 0 O O 0 O O O O 12
Normal 1 0 7 0 5 0 3 0 - - < -4 4 - - e . . 4 - - - - - s - -
Salivation 0O 11t 0 7 0 5§ 0 3 - < - - a4 - e - 4 - 4 s e e - .- - 12
Soiled hair 0 0 0 0 0 0 0 0 - - - - - - - 4 4 - e e 4 - - . e - 4
Hypothermia 0O 0 0 0 0 0 0 0 - - < - 4 . e . . - 4 4 . - - - s - 1
Decrease in locomotoractivity |0 0 0 0 o0 0 O 0 - - - - - - - . - . - <« e . - - - - 1
Death 0 0 0 0 0 0 0 0 - = « o a4 4 - . e a4 - e = = e = = = 1

Pre: Before administration, Post: after administration.
*: Start of pairing.

a): Number of females showing abnormal signs at least once between Days 1 and 27 of administration.
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Study No. 100524

Table 3-1 General signs of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test of
L,I'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group mg/kg [Number of dams Days of pregnancy
and general signs 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Numberofdams |11 11 11 11 11 11 11 1t 1t 1 1t 11 11 1¢ 11 11 & 11 1t 11 1° ¢ 11 11 11t 11 ot 11 n
Normal 1 11 11 11 11 11 1t 11 11 1 ¢ 11 11 1 11 11 ot 11 ot 11 11 o1t 11 1111 i 11 o1 11 1
1,I-(1,1- 45 [Numberofdams |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
dimethyl-3- 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
methylene-1,3-] 180 |Numberofdams {11 1t 11 11 1t 11 1 11 11 11 11 11 &1 11 11 11 11 11 11 11 11 11 11 11 11 1t 11 11 11 11
propanediyl) Normal i1 3 11 8 11 6 11 6 11 7 11 € 11 6 11 6 11 7 11 6 11 7 11 7 11 6 11 7 11 6
bisbenzene Salivation o 8 ¢ 3 0 S 0 5 o0 4 O S O S 0 5 o0 4 0 5 0 4 0 4 O 5 0 4 0 5
720 |Numberofdams {10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 {0
Normal 9 1 10 2 10 0 10 0 10 O 0o o 10 0 10 0 10 2 10 0 10 0 10 0 10 0 10 0 10 0O
Salivation o 9 0 8 0 10 0 10 0 10 0 10 0 10 0 10 0 8 0 10 0 10 10 10 10 0 10
Soiled hair 1 1 ¢ 0 6 0 0 0 O O O O O O O O O 0 O O O 0 O O O 0 0 0 O 0
Pre: Before administration, Post: after administration,
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Table 3-2 General signs of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test of

1,I'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group mg/kg [Number of dams Days of pregnancy Total ¥
and general signs | 15 19 25
Pre Post Pre Post Pre Post Pre¢ Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 |Numberofdams |11 11 11 11 11 11 11 11 11t 11 11 11 11 11 1 1 O O O 0 11
Normal 1 11 11 it 1t 1111111111111 - - - - -
LI-(1,1- 45 |Numberofdams 12 12 12 12 12 12 12 12 12 12 12 12 11 11 2 2 0O O O 0 12
dimethyl-3- Normal 12 12 12 12 12 12 12 12 12 12 12 12 11 11 2 2 - - - - -
methylene-1,3-| 180 [Numberofdams {1t 11 11 11 11 11 11 11 11 11 11 11 11 11 0 O O o0 O 0 11
propanediyl) Normal 1 1w 11 10 11 10 11 8 11 8 11 9 11 9 - - - - - -
bisbenzene Salivation 9 1 ¢ 1 ¢ 1 O 3 0O 3 0 2 0 2 - - - - - - 9
720 |Numberofdams {10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 5 O O O 0 10
Normal 10 0 100 0 10 1 10 O 10 0 10 1 10 2 § 0O - - - -
Salivation 0 10 0 10 0 9 0 10 10 0 9 o & o0 5 - - - - 10
Soiled hair o o0 0o 0 o 0o 0 ¢ O O O O O O O O - - - - 1

Pre: Before administration, Post; after administration.
a): Number of dams showing abnormal signs at least once between Days 0 and 25 of pregnancy.
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Table 4  General signs of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group mg/kg |Number of dams Days of lactation Total"
and general signs 0 1 2 3 5 6 7
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Normal 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 -
LI'-(t,1-dimethyl-3- 45 Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
methylene-1,3- Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -
propanediyl) 180  [Number of dams 11 11 il 11 11 1§ 11 11 11 10 10 10 10 10 10 11
bisbenzene Normal 11 10 11 8 11 10 11 8 11 7 10 9 10 10 10 -
Salivation 0 1 0 3 0 1 0 3 0 3 0 1 0 0 0 4
720  |Number of dams 10 10 10 9 9 g 9 9 9 9 9 9 9 9 9 10
Normal 0 0 10 0 9 1 9 0 9 2 9 2 9 0 9 -
Salivation 0 10 0 9 0 8 0 9 0 7 0 7 0 9 0 10

Pre: Before administration, Post: after administration.
a): Number of dams showing abnormal signs at least once between Days 0 and 7 of lactation.



Study No. 100524

Table 5-1 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group mg/kg |Number of females Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0  |Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
LI(1,1-dimethyl-3- | 180 |Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
methylene-1,3- Normal 6 6 6 6 6 6 6 6 6 6 6 3 6 5 6 6 6 6 6 4 6 3 6 4 6 2
propanediyl) Salivation o o6 0 0 o0 o o0 0O o0 0 0 3 0 t O 0 O O O 2 0 3 0 2 O 4
bisbenzene 720 |Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 3 6 4 6 5 6 3 6 0 6 2 6 0 6 0 6 0 5 1 5 0 5 0
Salivation ¢ 0o 0 2 0 2 0 O O 3 0 6 0 4 0 6 0 6 O0 6 0 S5 0 5 O 5
Soiled hair ¢ o o0 1 o0 0 0 1 0 0 o0 0 0 0 o0 O O O o0 O ¥ 0 1 1 1 i
Decrease in locomotoractivity |0 0 0 ¢ 0 0 0 0 0 0 0 0 O 0 O O O O O O o0 O0 o0 0 1 1
Soiled perinasal area ¢ 0 0 o o 0 o0 0 0 O 0 O 0 O O O 0 O O O O 0 0 0 1 1
Perioral smudge ¢ 0 ¢ 0 ¢ 0 0 0 0 0o 0 O O O O O O O O O O O 0 0 1 1
Death o 0 0o 0 0o ¢ 0 0o o0 o 0 0 O O 0 O O O O O O O 0 O O 0

t
3
T Pre: Before administration, Post: after administration.
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Table 5-2 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
LI'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group mg/kg |Number of females Days of administration
and general signs 14 15 16 17 18 19 20 21 22 23 24 25 26

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0  [Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
LI'(1,1-dimethyl-3- | 180 [Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
methylene-1,3- Normal 6 3 6 3 6 5 6 4 6 4 6 4 6 2 6 2 6 4 6 4 6 4 6 1 6 4
propanediyl) Salivation ¢ 3 o 3 o 1 o0 2 0 2 O 2 O 4 O 4 0 2 0 2 0 2 0 5 0 2
bisbenzene 720 (Number of females 6 5 5 5 5§ 5 s 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55 5
Normal 5 ¢ 5 0 5 1 5 o0 5 0O 5 o S 0O 5 0 5 0 s O 5 0 5 o0 5 0
Salivation o 5 0 5 0o 4 0 5 0 5 o0 5 ¢ 5 0 5 o 5 0o 5 0 5 0 5 0O 5
Soiled hair 6 o 0 o o ¢ ¢ 0 ¢ 0 0 O 0 0o O ¢ O O O O O O O 0 O 0
Decrease in locomotoractivity (0 0 0 0o ¢ 0 ¢ ¢ ¢ 0 ©0 o o0 o0 O ¢ o0 O 0 0 0 ©0 O ¢ 0 0
Soiled perinasal area o 0 0 o o o 0o 0 0 0 0 O O 0 O O O O O O O O 0 0 O 0
Perioral smudge o 6 o 0 o 0 0 ¢ 0 0 0 0 O 0 O O O O O O O ¢ 0 0 O 0
: Death f{ 0 0o o0 0 0 O O 6 O O O O O O O 0 ¢ 0 O 0 O 0 0 O 0

a
'I" Pre: Before administration, Post: after administration.



Study No. 100524

Table 5-3 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group mg/kg |Number of females Days of administration

and general signs 27 28 29 30 31 32 33 34 35 36 37 38 39
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0  [Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal

LI'“(1,1-dimethyl-3- | 18G [Number of females
methylene-1,3- Normal

propanediyl) Salivation

bisbenzene 720 [Number of females

Normal

Salivation

Soiled hair

Decrease in locomotor activity
Soiled perinasal area

, Perioral smudge

oy Death

',\’ Pre: Before administration, Post: afier administration.
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Table 5-4 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of

1,I'<(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group

mg/kg

Number of females
and general signs

Days of administration

40

41

42

Pre Post Pre Post Pre Post

Total®

Contro}

Number of females
Normal

6

o

6

6

(=]

6

(=}

1,1-(1,1-dimethyl-3-
methylene-1,3-
propanediyl)
bisbenzene

180

Number of females
Normal
Salivation

720

Number of females
Normal
Salivation
Soiled hair

Perioral smudge
Death

Decrease in locomotor activity
Soiled perinasal area

OO OO O @ Lo O RN

OO C O Qo h O Ll— th MO,

OO QOO WL Lo VM

SO OO O th O W W

OO0 0o OO W»muno o N

OO OO O UKL O wmo o N

[« L. - Y ]

—_—— e N DN

Pre: Before administration, Post: after administration.
a): Number of females showing abnormal signs at least once between Days 1 and 42 of administration.



Table 5-5 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group mg/kg |Number of females Days of recovery
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control 0 [Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
LI'(1,1-dimethyl-3-| 180 |Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
methylene-1,3- Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
propanediyl) 720 [Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
bisbenzene Normal 5 5 b} 5 5 5 5 5 5 5 5 5 5 5 5
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Table 6 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test of

L,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control LV-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m 0 45 180 720

Number of males 12 12 12 12

Days of administration
1 396 + 14 396 = 14 395 + 14 396 + 14
4 407 = 14 404 = 15 398 + 14 388 +£ 12 %+
8 422 + 13 422 = 18 416 = 16 401 £ 13 **
11 435 + 16 434 = 20 429 + 19 412 & 15 **
15 447 £ 16 448 = 21 442 = 21 422 + 18 **
18 454 = 18 456 = 25 449 + 22 426 + 20 **
22 463 + 21 468 + 27 457 + 23 435 + 22*
25 473 = 22 477 + 27 466 = 24 444 = 22*
29 485 = 23 487 = 29 474 =+ 24 449 + 25
32 493 + 25 499 = 30 483 + 24 455 £ 30 **
36 506 + 26 508 £ 31 492 =+ 22 465 = 30 *
39 510 + 27 513 £ 32 499 + 23 471 £ 30
42 516 £+ 26 523 + 35 505 = 24 477 £ 35

Number of males 6 6 6 6

Days of recovery
1 515 £ 15 524 + 28 513 £ 23 475 + 44
4 521 =+ 15 530 = 26 519 + 25 476 + 44 *
8 532 + 14 541 £ 29 531 £+ 29 493 + 47
t 533 £+ 14 544 = 26 537 = 29 496 + 45
14 541 + 15 550 £ 26 547 £+ 32 511 =+ 44

Each value shows mean (g) = S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).



Table 7 Body weights of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control 1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m, 0 45 180 720

Number of females 12 12 12 12

Days of administration
1 232 + 8 231 + 8 232 + 8 232 + 8
4 235 + 8 234 £ 9 234 = 10 225 = 12
8 243 =+ 7 240 = 10 241 = 9 232 + 23
11 248 + 8 248 = 11 246 = 11 246 + 7 (an
15 259 =+ 7 255 + 12 254 £ 12 252 =+ 8B 11)
18 267 + 13 3) 260 + 14 (4) 250 = 13 3) 260 = 9 3)
22 - - 275 ) -
25 - - 287 2) -

Each value shows mean (g) + S.D.

_99-

Significantly different from control group (*: P<0.05).
Figures in parentheses indicate number of females.
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Table 8 Body weights of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control 1,I'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m; 0 45 180 720

Number of dams 11 12 11 10

Days of pregnancy
0 265 £ 11 258 + 13 261 £ 17 249 £ 10*
7 294 £+ 14 288 =+ 15 285 + 20 278 = 9
14 326 £ 17 320 £ 17 314 = 18 306 + 12*
21 417 + 27 412 = 16 an 409 + 31 362 £ 30 ¥+

Each value shows mean (g) + S.D.

Significantly different from control group (*: P<0.05, **: P<0.01).

Figures in parentheses indicate number of dams.
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Table 9 Body weights of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test of

LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m, 0 45 180 720

Number of dams 11 12 11 10

Days of lactation
0 306 £+ 20 34 £ 15 298 = 16 291 £ 13
4 314 + 19 317 £+ 15 300 + 19 300 = 15 9)
6 297 £ 23 301 + 18 297 £ 15 (10) 294 = 15 9)

Each value shows mean (g) + S.D.

Figures in parentheses indicate number of dams.



-69_

Study No. 100524

Table 10 Body weights of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
LI'-(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 180 720
Number of females 6 6 6
Days of administration
1 236 + 7 235 = 8 236 % 6
4 241 + 7 240 + 7 240 = 7
8 247 + 7 245 + 7 249 = 9
1 253 + 10 252 + 8 244 = 29
15 258 + 12 260 + 8 259 % 5 5
18 265 + 9 260 = 12 267 % 6 (5)
22 273 % 8 266 = 8 271 = 8 (5)
25 277 + 8 269 = 6 276 + 10 (5)
29 282 + 9 272 = 7 277 = 6 (5)
32 284 + 12 273 5 279 = 6 (5)
36 288 + 11 274 + 3¢ 283 + 10 (5)
39 289 + 15 275 + 5 284 + 9 5
42 292 + 15 277 + 5 290 ¢ 12 (5)
Number of females 6 6 5
Days of recovery
1 291 = 16 275 £ 4 291 = 11
4 295 =+ 14 280 = 4 * 286 =+ 13
8 300 £ 13 286 = 6 288 = 17
11 300 £ 13 287 + 12 288 + 18
14 307 £+ 1S 291 = 15 294 + 15

Each value shows mean (g) + S.D.
Figures in parentheses indicate number of females.
Significantly different from control group (*: P<0.05).
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Table 11 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control 1,I'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of males 12 12 12 12
Days of administration
2 23 + 3 24 = 5 23 = 4 22 % 5
5 25 + 2 24 + 4 24 + 4 23 % 3
9 26 + 3 25 % 3 25 % 4 23 + 2
12 25 + 2 25 % 4 24 + 3 25 % 2
30 23 + 3 22 =+ 3 21 % 2 25 + 3
33 22 + 4 22 + 3 23 + 2 26 = J
37 24 + 4 24 + 3 23 + 2 29 + 4
40 20 + 2 20 + 3 19 + 2 25 5 **
Number of males 6 6 6 6
Days of recovery
2 24 2 2 24 = 2 26 + 3 30 £ 5»
5 28 + 2 28 =+ 3 29 =+ 3 32 = 4
9 28 + 3 29 = 3 31 =+ 2 32 = 4
12 28 + 1 27 £ 2 30 + 3 33 = 4*

Each value shows mean (g/day) + S.D.
Significantly different from control group (*: P<0.05, **; P<0.01).



Table 12 Food consumption of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of females 12 12 12 12
Days of administration
2 13 £ 3 13 £ 2 13 £+ 2 14 =+ 4
5 16 £ 2 16 + 3 16 + 3 14 = 4
9 14 £ 3 13 £ 2 13 £ 2 13+ 3 (1)
12 18 + 2 16 £+ 2 16 + 3 16 + 3 (1

Each value shows mean (g/day) + $.D.

Figures in parentheses indicate number of females.

-[L_.
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Table 13 Food consumption of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test of

LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control 1,I'(1,1-dimethyl-3-methylene-1,3-propanediylbisbenzene

m, 0 45 180 720

Number of dams 11 12 11 10

Days of pregnancy
2 17 £ 3 17 £+ 3 16 £+ 3 20 £ 3+
9 19 =+ 3 17 £ 3 18 + 3 21 £ 2
16 21 = 4 21 £ 2 21 £ 3 21 = 2
20 21 £ § 21 £ 3 22 = 5 24 =+ 3

Each value shows mean (g/day) + S.D.

Significantly different from control group (*: P<0.05).
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Table 14  Food consumption of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control 1,I'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m| 0 45 180 720
Number of dams 11 12 11 9
Days of lactation

2 21 + 7 23 £ 5 22 + 3 2 = 7

Each value shows mean (g/day) + S.D.
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Table 15 Food consumption of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of

1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m 0 180 720
Number of females 6 6 6
Days of administration
2 15 =+ 2 15 + 3 15 £ 3
5 16 =+ 2 14 = 2 14 = 3
9 15 = 1 12 £ 2 17 £ 2
12 l6 + 2 17 = 2 14 £ 6
16 14 = 2 15 £+ 2 16 £ 2 5)
19 13 + 2 14 £+ 2 17 £ 1 * (5
23 13 £ 2 12 £ 3 18 £ 1 ** (5)
26 17 =+ 2 18 + 2 21 £ 2 * (%)
30 15 + 2 16 £ 3 19 £+ 4 &)
33 14 + 2 17 £ 3 17 £+ 2 (5)
37 15 + 1 19 £ 9 19 + 3 (5)
40 14 = 2 18 = 5 18 + 2 (5)
Number of females 6 6 5
Days of recovery
2 16 + 1 18 £+ 4 20 £ 3
5 18 + 2 20 £ 6 20 £ 3
9 21 + 4 19 + 5 21 £ 3
12 20 + 3 19 £+ 2 21 £ 3

Each value shows mean (g/day) + S.D.

Significantly different from control group (*: P<(.05, **: P<(.01).
Figures in parentheses indicate number of females.
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Table 16-1  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of 1I'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

-SL..

Group Control 1,'~(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of males 12 12 12 12
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 10 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 1.0 1.0 (1)
Day 14 1.0 (1) 1.0 1.0 1.0
Day 21 1.0 (1) 1.0 1.0 1.0
Day 28 10 (1) 1.0 1.0 1.0
Day 35 16 (1) 1.0 1.0 1.0
Day 41 16 (1) 1.0 1.0 1.0
Biting behavior Pre 10 (1) 1.0 (1) 1.0 (1) 10 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 10 (1)
Day 14 10 (1) 10 (1) 1.0 1.0
Day 21 1.0 (1) 10 (1) 1.0 1.0
Day 28 1.0 (1) 1.0 (1) 1.0 1.0
Day 35 1.0 (1) 1.0 (1) 10 1.0
Day 41 1.0 (1) 1.0 (1) 1.0 1.0
Clonic convulsions Pre 10 (1) 10 (1) 10 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 10 (1) 10 (1)
Day 14 1.0 (1) 1.0 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 1.0 (1) 1.0
Day 28 1.0 (1) 1.0 1.0 (1) 1.0
Day 35 1.0 (1) 10 1.0 (1) 1.0
Day 41 1.0 (1) 1.0 10 (1) 1.0
Findings were graded as follows
Posture 1: Prone or recumbent position, 2; resting normally, 3: moving or running about, 4: jumping.

Palpebral closure
Biting behavior
Clonic convulsions

1: Eyelids open normally, 2: eyelids half-closed, 3: eyeiids closed.
1: Not observed, 2: observed.
1: Not observed, 2: jaw convulsions, 3: tremor.
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Table 16-2  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of 1,1-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of males 12 12 12 12
Observation of animals in cages
Tonic convulsions Pre 1.0 (1) 10 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1 10 (1 1.0 (1) 1.0
Day 14 1.0 (1 10 (! 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 10 (1) 1.0
Day 28 16 (1 1.0 (1 1.0 (1) 1.0
Day 35 1.0 (! 1.0 (1 1.0 (1) 1.0
Day 41 1.0 (1 1.0 (1 1.0 (1) 1.0
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 16-3  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of 1I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1L,1'(1,1-dimethyl-3-methylene-1,3-propanediy!)bisbenzene
mg/kg 0 45 180 720
Number of males 12 12 12 12
Observation of animals on observer's palm
Ease of removal from cage Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2} 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Ease of handling Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Fur conditions Pre 10 (1) 1.0 ( 1.0 (1) 1.0 (1)
Mean (range) Day 7 10 (1) 1.0 ( 1.0 (1) 1.0 (1
Day 14 10 (1 1.0 10 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 28 10 (1 1.0 | 10 (1) 1.0
Day 35 1.0 (1) .o ( 1.0 (1) 1.0
‘Day 41 1.0 (1) 1.0 ( 1.0 (1) 1.0
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: strupgling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased,

Fur conditions 1: Normal, 2: slightly soiled, 3. markedly soiled.
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Table 16-4  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of 1,I'<{1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'{1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of males 12 12 12 12
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 10 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1O (1) 1.0 (1) 1.0
Day 28 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 41 10 (1) 1.0 (1) 1.0 (1) 1.0
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 ( 1.0 (1) 13 (1-2) 1.7 (1-2) »*
Day 14 10 ( 1.0 (1) 13 (1-2) 21 (1-3) **
Day 21 1.0 (1) Lo (1) 13 (1-2) * 1.8 (1-2) **
Day 28 1.0 ( 1.0 (1) 12 (1-2) 1.8 (1-2) **
Day 35 1.0 ( 1.0 (1) 12 (1-2) 20 (2) **
Day 41 1.0 ( 1.0 (1) 13 (1-2) * 1.9 (1-2) **
Respiration Pre 1.0 (1) 1.0 (1) 10 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 21 10 (1) 1.0 (1) 1.0 (1) 1.0
Day 28 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 35 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 41 1.0 (1) 1.0 ( 1.0 (1) 1.0
Significantly different from control group (*: P<0.05, *4: P<0.01).

Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 16-5 FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of 1,'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Contro} 1,I'{(1,1-dimethyl-3-methylene-1,3-propanediy!)bisbenzene
mglhkg 0 45 180 720
Number of males 12 12 12 12
Open-field test
Frequency of rearing Pre 52 % 37 33 + 28 45 £ 4.7 46 £ 3.1
Mean £ S.D. Day 7 114 4.1 70 % 52 931 4.5 67 = 42+
Day 14 36 £ 24 31+ 24 33 = 33 43 £ 39
Day 21 27 29 28 % 27 25 & 22 28 = 42
Day 28 48 = 22 39 + 39 28 #+ 2.6 30 29
Day 35 73 % 40 49 + 34 72 & 3.1 46 = 33
Day 41 49 = 25 50 + 44 31 % 2.8 45 = 31
Frequency of grooming Pre 00 + 00 00 % 0.0 00 + 0.0 00 % 0.0
Mean £ 8.D. Day 7 00 + 0.0 00 % 0.0 00 = 0.0 00 = 0.0
Day 14 00 = 0.0 00 £ 0.0 00 + 0.0 00 + 0.0
Day 21 02 * 0.6 00 x 0.0 00 0.0 00 = 0.0
Day 28 00 % 0.0 00 % 0.0 00 = 0.0 00 + 0.0
Day 35 00 = 0.0 00 * 0.0 00 = 0.0 00 = 0.0
Day 41 00 % 0.0 00 + 0.0 00 = 0.0 00 + 0.0
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 {1} 1.0
Day 21 1.0 (1 1.0 (1) 1.0 (1) 1.0
Day 28 1.0 (1) 1.0 (1) 1.0 1 1.0
Day 35 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 41 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Palpebral closure Pre 1.0 () 1.0 (1) 10 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 10 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 28 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 35 1.0 1) 1.0 (1) 1.0 (1) 1.0
Day 41 1.0 (1) 1.0 (1) 1.0 (1) 1.0

Significantly different from contrel group (*: P<0.05).
Frequency of rearing (during a 2-minute periodd).
Frequency of grooming (during a 2-minute period).
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5; all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure i: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 16-6  FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of LI'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of males 12 12 12 12
Open-field test
Consciousness Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 28 20 (2) 20 (2) 20 (2) 20 (2)
Day 35 20 (2) 20 (2) 20 (2) 20 (2)
Day 41 20 (2) 20 (2) 20 (2) 20 (2)
Behavioral abnormalities Pre 10 (1) 1.0 ( 10 (1) 1.6 (1)
Mean (range) Day 7 1.0 (1 1.0 ( 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 28 1.0 (1) 1.0 ( 10 (1) 1.0
Day 35 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 41 1.0 (1) 1.0 ( 10 (1) 1.0
Righting reflex Pre 1.0 (1) 1.0 ( 10 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 ( 1.0 (1) 1.0
Day 14 1.0 (1 1.0 ( 1.0 ( 1.0 (
Day 21 10 (1) 1.0 (1) 1.0 (1) 1.0 (
Day 28 1.0 (1 1.0 ( 1.0 ( 1.0 (1)
Day 35 10 (1 1.0 ( 1.0 ( 1.0 (
Day 41 1.0 (I 1.0 [ 1.0 ( 1.0 (
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4. writhing.

Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 17-1 FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
L,I'(1, t-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control |,I-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of females 12 12 12 12
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2) [11]
Day 1 of pregnancy 20 (2) [11} 20 (2) 20 (2) [11] 20 (2) 10
Day 8 of pregnancy 20 (2) [11] 20 (2) 20 (2) [nn 20 (2) [10]
Day 15 of pregnancy 20 (2) [11] 20 (2) 20 (2) [113 20 (2) (10]
Day 3 of lactation 20 (2) [11] 20 (2) 20 (2) [11] 20 (2) 9]
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 ( 1.0
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 ( 1.0
Day 15 1.0 (1) 1.0 ( 1.0 ( 1.0 (1) [11]
Day 1 of pregnancy 1.0 (1) [11} 1.0 10 (1) [ 1.0 (1) [10]
Day 8 of pregnancy 1.0 (1) [11] 1.0 (1) 1.0 ( nn 1.0 (1) [10]
Day 15 of pregnancy 1.0 (1) [ 1.0 ( 1.0 ( nn 1.0 (1) [10)
Day 3 of lactation 1.0 (1) [11] 1.0 (1) 1.0 ( [t1] 1.0 (1) 9]
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 8 1.0 (1) 1.0 ( 1.0 ( 1.0
Day 15 1.0 (1) 1.0 ( 1.0 ( 1.0 (1) [11]
Day 1 of pregnancy 10 (1) [t 1.0 (1) 1o (1) [11] 1.0 (1) [10]
Day 8 of pregnancy 10 (1) [t1] 1.0 ( 1.0 ( [11] 1.0 (1) [10]
Day 15 of pregnancy 1.0 (1) [n 10 ( 1.0 ( [ 10 (1) [10]
Day 3 of lactation 10 (1) (135] 1.0 ( 1.0 (1) [11] 1.0 (1) [9]
Clonic convulsions Pre 1.0 (1) 10 (1) 1.0 ( 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 ( 1.0 ( 1.0 (1
Day 15 1.0 (1) 1.0 ¢ 10 ( 1.0 (1) nng
Day 1 of pregnancy 10 (1) fn 1.0 (1) 1.0 (1) [11] 1.0 (1) no
Day 8 of pregnancy 1.0 (1) [n 1.0 ( 1.0 ( [11] 1.0 (1) [10]
Day 15 of pregnancy 1.0 (1) [1t} 1.0 ¢( 1.0 ( [t 1.0 (1) [10]
Day 3 of lactation 10 (1) [11] 1.0 ¢ 1.0 (1) [11] 1.0 {1) [9]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows

Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4; jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Tabie 17-2  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
1,I(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1LI'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

mg/kg 0 45 180 720

Number of females 12 12 12 12

Observation of animals in cages

Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1) 1.0

Day 15 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1) [1]
Day 1 of pregnancy 10 (1) [11] 1.0 (1) 1.0 (1) [11] 1.0 (1) [10]
Day 8 of pregnancy 10 (1) [11] 1.0 (1) 1.0 (1) [11] 1.0 (1) [10]
Day 15 of pregnancy 10 (1) [11) 1.0 (1) 10 (1) [11] 1.0 (1) [10]
Day 3 of lactation 1.0 (1) [11] 1.0 (1) 1.0 (1) [11] 1.0 (1) [9]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3 opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 17-3  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'{1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control 1,I-(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of females 12 12 12 12
Observation of animals on observer's palm
Ease of removal from cage Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 1.9 (12)
Day 15 20 (2) 20 (2) 20 (2) 20 (2) [11]
Day 1 of pregnancy 20 (2) [11] 20 (2) 20 (2) [11) 20 (2) [10}
Day 8 of pregnancy 20 (2) nn 20 (2) 20 (2) (1] 20 (2) [10]
Day 15 of pregnancy 20 (2) 1] 20 (2) 20 (2) 01 20 (2) (0]
Day 3 of lactation 20 (2) [11} 20 (2) 20 (2) [11] 20 (2) [91
Ease of handling Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 19 (12)
Day 15 20 (2) 20 (2) 20 (2) 20 (2) [11]
Day 1 of pregnancy 20 (2) [11] 20 (2) 20 (2) [11] 20 (2) [10]
Day 8 of pregnancy 20 (2) [ 20 (2) 20 (2) [ 20 (2) [10]
Day 15 of pregnancy 20 (2) (i1 20 (2) 20 (2) [t 20 (2) (10
Day 3 of lactation 20 (2) [ 20 (2) 20 (2) [t 20 (2) [91
Muscle tone Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 1.9 (1-2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2) [11]
Day 1 of pregnancy 20 (2) {11] 20 (2) 20 (2) [11] 20 (2) [10]
Day 8 of pregnancy 20 (2) [ 20 (2) 20 (2) [11] 20 (2) (10)
Day 15 of pregnancy 20 (2) (113 20 (2) 20 (2) [11] 20 (2) {10]
Day 3 of lactation 20 (2) (193] 20 (2) 20 (2) {11] 20 (2) 9]
Fur conditions Pre 1.0 (1) 10 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 ( 1.0 (1) 1.0 (1) 13 (1-3) *
Day 15 10 ¢ 10 (1) 1.0 (1) 10 (1) ni
Day 1 of pregnancy 1.0 (1) [t1] 10 (1) 1.0 (1) 1 1.0 (1) [10]
Day 8 of pregnancy 1.0 [11] 1.0 (1) 1.0 (1) [11] 10 (1) [10]
Day 15 of pregnancy 1.0 ¢ [ 10 (1) 10 (1) [ 1.0 (1) [10]
Day 3 of lactation 1.0 ¢ [11] 1.0 (1) 10 (1) 1] 1.0 (1) 9]
Figures in parentheses [ ] indicate number of females.
Significantly different from control group (*: P<0.05).
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.

Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 17-4  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
LI(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
‘mg/kg 0 45 180 720
Number of females 12 12 12 12
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 (1) 10 ( 1.0
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 ( 1.0
Day 15 1.0 (1) 1.0 (1) 1.0 ( 1.0 (1) [11]
Day 1 of pregnancy 1.0 (1) [ 1.0 (1) 1.0 (1) [11] 1.0 (1) [10]
Day 8 of pregnancy 1.0 (1) f11) 1.0 (1) 10 ( [11] 1.0 (1) [10]
Day 15 of pregnancy 1.0 (1) [ 1.0 (1) 1.0 ( [11] 1.0 (1) [10]
Day 3 of lactation Lo (1) [11} 1.0 (1) 1.0 ( [11] 1.0 (1) [9]
Salivation Pre 1.0 (1) 1.0 (1) 10 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1 10 (1) 1.7 (1-2) #*
Day 15 1.0 (1) 1.0 (1) 1.2 (1-2) 1.9 (12) * [11]
Day 1 of pregnancy 1.0 (1) [y 1.0 (1) 1.1 (1-2) [11] 1.7 (1-3) *+ [l10]
Day 8 of pregnancy 1.0 (1) [11] 10 (1) 13 (1-2) {11] 1.7 (12) * [10]
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) 11 (1-2) nmny 1.8 (12) * [10]
Day 3 of lactation 10 (1) [11] 10 (1) 12 (1-2) (1] 20 (2) ¥ 9]
Respiration Pre 1.0 (1) 10 (1) 10 ( 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 ( 1.0
Day 15 1.0 (1) 1.0 (1) 1.0 ( 1.0 (1) [
Day 1 of pregnancy 1.0 (1) [11] 1.0 (1) 1.0 (1) [11] 1.0 (1) [10]
Day 8 of pregnancy 1.0 (1) [nm 1.0 (1) 10 ( [ 1.0 (1) [10]
Day 15 of pregnancy 1.0 (1) [11}] 1.0 (1) 1.0 ( [ 1.0 (1) [10)
Day 3 of lactation 1.0 (1) [11] 1.0 (1) 1.0 (1) [11) 1.0 (1) [9]

Figures in parentheses [ ] indicate number of females.

Significantly different from control group (**: P<0.01).

Findings were graded as follows
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.



Table 17-5 FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
LI'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control LI'(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of females 12 12 12 12
Open-field test
Frequency of rearing Pre 76 + 4.6 88 4.7 103 = 6.0 76 + 39
Mean = §.D. Day 8 93 47 107 4.0 92 = 54 70 = 32
Day 15 B3 + 4.1 104 + 56 112 = 54 76 = 3.6 [11]
Day | of pregnancy 45 + 39 [11] 68 % 4.0 57 24 [11] 57 £ 37 [10]
Day 8 of pregnancy 65 + 34 [11] 90 % 44 86 30 [11] 57 = 3.6 [10]
Day 15 of pregnancy 82 + 43 18)] 103 + 35 71 34 (1] 73 & 4.6 [10]
Day 3 of lactation 86 + 64 18)] M0 £ 62 73 + 4.0 (11] 76 19 9]
Frequency of grooming Pre 00 0.0 0.0 = 0.0 00 0.0 00 = 0.0
Mean = S.D. Day 8 02 £ 0.6 01 + 0.3 0.0 % 0.0 02 04
Day 15 00 =+ 0.0 00 + 0.0 00 * 0.0 00 =+ 0.0 [11]
Day 1 of pregnancy 00 + 0.0 (1] 00 + 0.0 01 + 03 [11} 0l % 03 (10]
Day 8 of pregnancy 00 + 00 (1] 01 £ 03 01 + 03 (11} 00 + 00 [10]
, Day 15 of pregnancy 03 + 09 (1 01 = 03 00 + 0.0 [11} 00 = 0.0 [10]
% Day 3 of lactation 04 + 07 (1 00+ 00* 00 + 00* [I1] 00 + 0.0 5]
' Gait Pre 1.0 (1) 1.0 (1) 10 1) 1.0 1)
Mean (range) Day 8 1.0 1) 1O 1) 1.0 1) 1.0 1)
Day 15 10 1.0 1.0 1.0 1) [n
Day | of pregnancy 1.0 [11] 1.0 1.0 f11] 1.0 ) [10]
Day 8 of pregnancy 1.0 [i1] 1.0 1.0 i 1.0 {10}
Day 15 of pregnancy 1.0 [i1] 1.0 1.0 [11] 1.0 [10}
Day 3 of lactation 1.0 [t1] 1.0 1.0 {1 1.0 9]
Palpebral closure Pre 1.0 1.0 (1) 1.0 1) 1.0 1)
Mean (range) Day 8 1.0 1.0 (1) 1.0 1) 1.0 (1)
Day 15 1.0 1.0 (1) 1.0 1.0 1) [11]
Day 1 of pregnancy 1.0 [t 1.0 (1) 1.0 [t 1.0 [10]
Day 8 of pregnancy 1.0 [L1] 1.0 () 1.0 [t 1.0 [10]
Day 15 of pregnancy 1.0 [L§] 1.0 ) 1.0 (1] 1.0 [10]
Day 3 of lactation 1.0 i} 1.0 ' 1.0 [11] 1.0 [9}

Figures in parentheses [ ] indicate number of females.
Significantly different from control group (*: P<0.05).
Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).

Findings were graded as follows
Gait

Palpebral closure

1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.

1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 17-6  FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
1,F~(1,1-dimethyl-3-methylene-1,3-propanediy!)bisbenzene by oral administration

Group Control 1,I-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of females 12 12 12 12
Open-field test
Consciousness Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) 20 (2) [t
Day 1 of pregnancy 20 (2) nn 20 (2) 20 (2) [11] 20 (2) [10]
Day 8 of pregnancy 20 (2) (t1] 20 (2) 20 (2) [11] 20 (2) [10]
Day 15 of pregnancy 20 (2) [ 20 (2) 20 (2) [1 -20 (2) [10]
Day 3 of lactation 20 (2) [ 20 (2) 20 (2) [11] 20 (2) 9]
Behavioral abnormalities Pre 1.0 (1) 10 (1) 10 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1 10 (1) 1.0
Day 15 1.0 (1) 1o (1) 10 (1)} 1.0 (1) [
Day 1 of pregnancy 10 (1) [ 1.0 (1) 1.0 (1) [nn 1.0 (1 [10]
Day 8 of pregnancy 1.0 (1) [t1] 10 (1) 10 (1) [ 1.0 (1) [10]
Day 15 of pregnancy 10 (1) [t 10 (1) 10 (1) [t1] 1.0 (1) [10]
Day 3 of lactation 10 (1) [11] 1.0 (1) 1.0 (1) [t1] 1.0 (1) 9
Righting reflex Pre 10 (1) 1.0 (1) 10 (1) 1.0
Mean (range} Day 8 10 (1) 1.0 (1) 1.0 (1 1.0
Day 15 10 (1) 1.0 (1) 1.0 (1) 1.0 (1) [t
Day | of pregnancy 10 (1) [11j 1.0 (1) 1.0 (1) (1 1.0 (1) [10]
Day 8 of pregnancy 10 (1) [11] 1.0 (1) 10 (1) [11] 1.0 (1) [10]
Day 15 of pregnancy 1.0 (1) [11] 1.0 (1) 1.0 (1) [11] 10 (1) [10]
Day 3 of lactation 10 (1) [11] 1.0 (1) 1.0 (1) [11] 1.0 (1) [9]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing.
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 18-1 FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 180 720
Number of females 6 6 6
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) [s]
Day 22 20 (2) 20 (2) 20 (2) [5]
Day 29 20 (2) 20 (2) 20 (2) [5]
Day 36 20 (2) 20 (2) 20 (2) [5]
Day 42 20 (2) 20 (2) 20 (2) [5)
Palpebral closure Pre 10 (1) 10 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0 (1)
Day 15 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 22 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 29 1.0 (1) 10 (1) 10 (1) [5]
Day 36 1.0 (1) 1.0 (1) 1.0 (1) (5]
Day 42 10 (1) 1.0 (1) 1.0 (1) [5]
Biting behavior Pre 1.0 (1) 10 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0
Day 15 1.0 (1) 10 (1) 1.0 (1) [5]
Day 22 10 (1) 10 (1) 10 (1 [5]
Day 29 10 (1) 10 (1) 1.0 (1) [5]
Day 36 16 (1) 10 (1) 1.0 (1) [5]
Day 42 1.0 (1) 1.0 (1) 10 (1) [5]
Clonic convulsions  Pre 1.0 (1) 10 (1) 10 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0
Day 15 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 22 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 29 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 36 10 (1) 10 (1) 10 (1) [5]
Day 42 1.0 (1) 1.0 (1) 1.0 (1) [5]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows

Posture 1: Prone or recumbent position, 2: resting normaily, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Biting behavior 1: Not observed, 2: observed.

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.



-88-

Study No. 100524

Table 18-2  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
LI'<(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 180 720
Number of females 6 6 6
Observation of animals in cages
Tonic convulsions Pre 10 (1) 1.0 (1) 1.0
Mean (range) Day 8 10 ( 1.0 (1) 1.0
Day 15 10 ( 1.0 (1) 1.0 (1) [5)
Day 22 10 (1) 1.0 (1) 1.0 (1) [5]
Day 29 1.0 ( 1.0 (1) 1.0 (1) [5]
Day 36 1.0 (1) 1.0 (1) 1.0 (1) [5)
Day 42 1.0 (1) 1.0 (1) 1.0 (1) [5]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows
Tonic convulsions 1: Net observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 18-3  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'(1,1-dimethyl-3-methylenc-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg [4 180 720
Number of females 6 6 6
Observation of animals on observer's palm
Ease of removal from cage Pre 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) (5]
Day 22 20 (2) 20 (2) 20 (2) 5]
Day 29 20 (2) 20 (2) 20 (2) (5]
Day 36 20 (2) 20 (2) 20 (2) (5]
Day 42 20 (2) 20 (2) 20 (2) [5]
Ease of handling Pre 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) {51
Day 22 20 (2) 20 (2) 20 (2) [51
Day 29 20 (2) 20 (2) 20 (2) [5]
Day 36 20 (2) 20 (2) 20 (2) [53
Day 42 20 (2) 20 (2) 20 (2) [5]
Muscle tone Pre 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) [5]
Day 22 20 (2) 20 (2) 20 (2) [5]
Day 29 20 (2) 20 (2) 20 (2) [5]
Day 36 20 (2) 20 (2) 20 (2) [5]
Day 42 20 (2) 20 (2) 20 (2) [s]
Fur conditions Pre 10 (1} 1.0 (1) 10 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0
Day 15 10 (1)} 1.0 (1) 1.0 (1) [5]
Day 22 1.0 (1) 1.0 (1) 1O (1) [5]
Day 29 10 (1) 1.0 (1) 1.0 (1) {5]
Day 36 10 (1} 1.0 (1) 1.0 (1) [5]
Day 42 10 (1) 1.0 (1) 1.0 (1) [51

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows

Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3. running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 18-4 FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of

LI'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'(1,1-dimethyl-3-methylene-1,3-propanediyl)bishenzene
mg/kg 0 180 720
Number of females 6 6 6
Observation of animals on observer's palm
Lacrimation Pre 1.0 (1) 1.0 1.0 (1)
Mean (range) Day 8 10 (1) 1.0 1.0 I
Day 15 10 (1) 1.0 1.0 [5]
Day 22 10 ( 1.0 1.0 {s]
Day 29 10 ( 1.0 1.0 5]
Day 36 1.0 ( 1.0 1.0 [5]
Day 42 10 1.0 1.0 (5]
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.8 (12) *
Day 15 1.0 (1) 1.3 (1-2) 20 (2) * [5)
Day 22 1o (1) 1.0 (1) 20 (2) 51
Day 29 10 (1) 1.7 (1-2) ** 20 (2) * [5]
Day 36 1.0 (1) 1.0 (1) 1.8 (1-2) ** [5]
Day 42 10 (1) 1.0 (1) 20 (2) (5]
Respiration Pre 10 (1) 1.0 (1) 1.0
Mean (range) Day 8 10 (1) 10 (1) 1.0
Day 15 1.0 (1) 1.0 1.0 (5]
Day 22 10 (1) 1.0 1.0 (5]
Day 29 1.0 (1) 1.0 1.0 {5]
Day 36 10 (1) 1.0 1.0 {5]
Day 42 1.0 (1) 1.0 1.0 {5]

Figures in parentheses [ ] indicate number of females.
Significantly different from control group (**: P<0.01).

Findings were graded as follows
Lacrimation

1: None, 2: mild, 3: marked.

Salivation 1: Nene, 2: mild, 3: marked.

Respiration

1: Normal, 2: bradypnes, 3: dyspnea.

Study No. 100524
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Table 18-5  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
1,I~(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I'(1,1-dimethyl-3-methylene-1,3-propanediyl}bisbenzene
mg/kg 0 180 720
Number of females 6 6 6
Open-field test
Frequency of rearing Pre 47 = 29 58 + 43 65 % 23
Mean + §.D. Day 8 68 * 44 60 % 22 57 % 1.5
Day 15 80 = 35 67 % 3.0 104 3.2 [5]
Day 22 38 + 1.0 43 = 1.6 30 = 1.0 (5]
Day 29 78 £ 39 47 % 1.8 94 =+ 3.6 [5]
Day 36 83 =+ 1.4 78 % 37 76 % 5.7 [5]
Day 42 48 % 2.6 60 % 3.8 70 = 49 [5]
Frequency of grooming Pre 00 £ 0.0 00 = 0.0 00 0.0
Mean + S.D. Day 8 0.0 % 0.0 00 £ 0.0 00 £ 0.0
Day 15 00 = 0.0 00 x 0.0 00 £ 0.0 [5)
Day 22 00 = 0.0 00 £ 0.0 00 £ 0.0 [5}
Day 29 00 + 0.0 0.0 £ 0.0 00 + 0.0 [s]
Day 36 00 = 0.0 0.0 % 0.0 0.0 * 0.0 [5]
Day 42 0.0 £ 0.0 0.0 £ 0.0 00 = 0.0 5]
Gait Pre 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 8 1.0 (1) 1.0 1 1.0
Day 15 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 22 1.0 (1) 1.0 (1) 1.0 1 (5]
Day 29 1.0 (1) 1.0 (1) 1.0 1 [5]
Day 36 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 42 1.0 ) 1.0 (1) 1.0 (L) [51
Palpebrai closure Pre 1.0 (n) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1 1.0
Day 15 1.0 (1) 1.0 (1) 1.0 (1) 5]
Day 22 1.0 ) 1.0 (1 1.0 (1) [51
Day 29 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 36 1.0 (1) 1.0 (1) 1.0 (1) [5]
Day 42 1.0 (1) 1.0 (1) 1.0 (1) [5]

Figures in parentheses [ ] indicate number of females.
Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3 staggering, 4. hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 18-6  FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
1,I<(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,(1,1-dimethyl-3-methylene-1,3-propanediyDbisbenzene
mg/kg 0 180 720
Number of females 6 6 6
Open-field test
Consciousness Pre 20 (2) 20 (2) 20 (2)
Mean (range) Day 8 20 (2) 20 (2) 20 (2)
Day 15 20 (2) 20 (2) 20 (2) [5]
Day 22 20 (2) 20 (2) 20 (2) [5]
Day 29 20 (2) 20 (2) 20 (2) [51
Day 36 20 (2) 20 (2) 20 (2) [5]
Day 42 20 (2) 20 (2) 20 (2) [5]
Behavioral abnormalities Pre 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 8 1.0 (1) 1.0 (1) 1.0
Day 15 10 (1) 1.0 (1) 10 (1) [5])
Day 22 1.0 (1) 1.0 (1) 1.0 (1) [51
Day 29 10 (1) 10 (1) 10 (1) [5]
Day 36 10 (1) 1.0 (1) 10 (1) [5]
Day 42 10 (1) 10 (1) 1.0 (1) 5]
Righting reflex Pre 10 (1) 10 (1) 10 (1)
Mean (range) Day 8 1.0 (1 1.0 1 1.0 (1
Day 15 10 (1) 1.0 (1) 1.0 (1) 5]
Day 22 1.0 (1) 1.0 (1) 1.0 (1) (5]
Day 29 10 (1) 1.0 (1) 1.0 (1) [5]
Day 36 1.0 (1) 10 (1) 10 (1) (5]
Day 42 1.0 (1) 1.0 (1) 1.0 (1) [5]

Figures in parentheses [ ] indicate number of females.
Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub’s reaction, 3: moving backward, 4: writhing.
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 19  Sensory response of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bishbenzene by oral administration

Group Control LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
meg/kg 0 45 180 720
Number of males 6 6 6 6
Pupillary reflex

Mean (range) 1.0 (1) 1.0 (n) 1.0 (1) 1.0 (1)
Approaching behavior

Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Response to touch

Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Auditory reflex

Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Pain reflex

Mean (range) 3.0 (3) 3.0 (3) 3.0 (3) 3.0 (3)

Findings were graded as follows.
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
Response to touch 1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Table 20  Sensory response of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of
L,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of females 6 6 6 6
Pupillary reflex

Mean (range) 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Approaching behavior

Mean (range) 2.0 (2) 20 (2) 20 (2) 2.0 (2)
Response to touch

Mean (range) 20 (2) 20 (2) 20 (2) 2.0 (2)
Auditory reflex

Mean (range) 2.0 (2) 20 (2) 20 (2) 2.0 (2)
Pain reflex

Mean (range) 30 (3) 3.0 (3) 3.0 (3) 3.0 (3)

Findings were graded as follows.
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

Response to touch

Auditory reflex
Pain reflex

4: jumping at or biting at stimulus.

1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.

1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.

1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,

3: quickly moving forward to escape from stimulus or biting at it immediateiy after looking back,

4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Table 21  Grip strength of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of males 6 6 6 6
Forelimb

1052 + 276 975 + 328 1115 + 242 1098 + 208
Hindlimb

162 + 59 103 = 46 118 + 31 124 + 27

Each value shows mean (g) = S.D.
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Table 22  Grip strength of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of

L,I-(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene by oral administration

Group Control 1I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of females 6 6 6 6
Forelimb

939 =+ 234 827 £+ 225 904 + 208 937 + 88
Hindlimb

113 + 29 81 + 25 76 + 17 125 + 59

Each value shows mean (g) = S.D.
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Table 23  Spontaneous motor activity of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

mg/kg 0 45 180 720

Number of males 6 6 6 6

Ambulatory counts

Minutes after administration
10 573 + 493 645 = 517 1048 = 535 1007 + 568
20 242 £ 278 317 = 322 240 + 232 249 + 285
30 110 142 174 + 220 115 = 145 292 + 276
40 64 + 65 57 + 61 81 = 95 167 + 174
50 167 + 313 94 87 87 + 101 ‘ 100 + 173
60 93 + 136 59 + 76 112 =+ 144 106 * 110

Total 1249 + 1221 1346 =+ 1003 1682 + 874 1921 + 1354

Vertical counts

Minutes after administration
10 28 + 14 37 £ 28 42 = 21 61 = 34
20 14 + 12 19 + 16 13 = I3 23 + 27
30 7+ Il 14 + 17 12 + 21 25 + 20
40 2 3 9 19 4 = 6 14 + 15
50 2+ 4 11 + 21 6 £ 9 16 + 24
60 4 + 6 11 = 19 5 = 8 15 + 19

Total 57 + 30 101 = 111 82 = 43 154 & 129

Each value shows mean = S.D.
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Table 24  Spontaneous motor activity of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of
LI'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

mg/kg 0 45 180 720

Number of females 6 6 6 6

Ambulatory counts

Minutes after administration
10 1837 = 925 1576 + 767 1338 + 649 1516 + 1161
20 672 £ 553 277 = 212 225 + 388 659 + 574
30 172 + 189 92 + 123 132 249 395 481
40 355 + 451 26 + 57 108 + 173 233 % 336
50 320 = 520 154 + 274 75 £ 130 585 = 1192
60 217 £ 177 174 + 192 100 + 203 215 + 325

Total 3572 = 1905 2298 + 1139 1978 + 1005 3601 + 3674

Vertical counts

Minutes after administration
10 33 + 12 36 + 16 31 £ 19 34 £ 14
20 13 £ 9 9 + 8 4 = 8 13 = 8
30 2t 3 3 x 3 4 £ 7 7 + 6
40 6 £ 6 1 3 3 = 4 4 = 8
50 6 £ 7 4 = 7 1 % 2 7 12
60 8§ £ 12 3+ 3 3 = 7 4 + 9

Total 67 + 29 56 + 25 46 = 27 70 * 44

Each value shows mean + S.D.
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Table 25-1  Urinary examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of 1,I'<(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration
Group Control L¥-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of males 6 6 6 6
Volume (mL): Mean + S.D. 92 + 1.7 109 = 32 10.1 = 1.8 256 % 5.0 »*
Specific gravity: Mean2SD. | 1os9. 0012 | 1053 £ 0000 | ... Los2x o008 | 1031 £ 0004
Color
Light yellow 6 6 6 6
pH
8.0 0 0 1 0
8.5 1 3 2 4
9.0 5 3 3 2
Protein
10~20 mg/dL 0 3 1 1
30 mg/dL 3 0 2 4
100 mg/dL 3 3 3 1
Glucose
Negative 6 6 6 6
Ketone body
Negative 4 6 3 6
Slight 2 0 3 0
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 5 4 4 5
Trace 1 2 1 1
Moderate 0 0 1 0
Urobilinogen
Normal 5 6 6 6
1 mg/dL 1 0 0 0

Significantly different from control group (**: P<0.01).



- 001 -

Table 25-2 Urinary examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control 1,I'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of males 6 6 6 6
Urinary sediments
Epithelial cells
0~20 cells/100 fields 6 6 6 5
101~200 cells/100fields 0 0 0 1
Erythrocytes
0~20 cells/100 fields 6 6 5 6
21~100 cells/100 fields 0 0 1 0
Leukocytes
0~-20 cells/100 fields 6 6 6 6
Casts
Not observed 6 6 6 6
Crystals
Not observed 3 4 1 1
Observed 3 2 5 5
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Table 26-1 Urinary examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of L,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control 1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of females 6 6 6 6
Volume {mL): Mean + S.D. 30.1 = 59 26.6 8.6 375 + 48 416 + 17.3
Specificgravity: Mean 8D | 1o x 0003 | .. 1028 £ 0007 | 1023 % o003 | 1022 = 0007
Color
Light yellow 6 6 6 6
pH
5.5 0 0 1 0
6.0 0 0 1 1
6.5 1 2 1 0
7.0 1 2 1 1
7.5 2 0 2 0
8.0 1 0 0 1
8.5 0 2 0 3
9.0 1 0 0 0
Protein
Negative 5 3 4 2
10~20 mg/dL 1 2 2 3
30 mg/dL. 0 1 0 1
Glucose
Negative 6 6 6 6
Ketone body
Negative 6 6 6 6
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 6 5 ) 6
Slight 0 1 0 0
Urobilinogen
Normal 6 6 6 6
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Table 26-2 Urinary examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I-(1,1-dimethyl-3-methylene-1,3-propanedivl)bisbenzene
mg/kg 0 45 180 720
Number of females 6 6 6 6
Urinary sediments

Epithelial cells

0~20 cells/100 fields 6 6 6 6
Erythrocytes

0~-20 cells/100 fields 6 6 6 6
Leukocytes

0~20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 1 3 5 4

Observed 5 3 1 2
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Table 27-1 Urinary examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of 1,I'<(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of males 6 6 6 6
Volume (mL): Mean + S.D. 12.1 % 59 140 = 4.7 17.1 + 4.8 178 + 35
Specific gravity: Mean£SD. | 103 ¢ o0t | . 102, = 0013 | Lea7 x 0010 | 1049 & 0010
Color

Light yellow 6 6 6 6
pH

8.5 1 4 4 5
9.0 5 2 2 1

Protein

10~20 mg/dL 1 1 0 0

30 mg/dL 2 3 3 2

100 mg/dL 2 2 2 4

300 mg/dL i 0 0 0

1000 mg/dL 0 0 1 0
Glucose

Negative 6 6 6 6
Ketone body

Negative 3 5 4 5

Slight 3 1 2 1
Bilirubin

Negative 6 6 6 6
Occult blood

Negative 6 6 6 6
Urobilinogen

Normal 5 6 6 6

1 mg/dL 1 0 0 0
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Table 27-2 Urinary examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

-0l -

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

0~20 cells/100 fields 6 6 6 6
Erythrocytes

0~-20 cells/100 fields 6 6 6 6
Leukocytes

0~20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 4 4 3 0

Observed 2 2 3 6
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Table 28-1 Urinary examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of 1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Contro] LY-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m| 0 180 720
Number of females 6 6 5
Volume (mL): Mean = S.D. 142 + 47 128 + 6.2 127 + 49
Specificgravity: MeanSD. | Loss = o014 | rear s oo1s | LO41 £ 0009
Color
Light yellow 6 6 5
pH
7.5 0 0 1
8.0 0 1 1
8.5 4 3 2
9.0 2 2 1
Protein
Negative 2 2 0
10~20 mg/dL 2 2 2
30 mg/dL 2 2 0
100 mg/dL 0 0 3
Glucose
Negative 6 6 5
Ketone body
Negative 6 5 5
Slight 0 1 0
Bilirubin
Negative 6 6 5
Occult blood
Negative 6 5 4
Trace 0 1 1
Urobilinogen
Normal 6 5 5
1 mg/dL, 0 1 0
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Table 28-2 Urinary examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 180 720
Number of females 6 6 4
Urinary sediments

Epithelial cells

0~-20 cells/100 fields 6 6 5
Erythrocytes

0~20 cells/100 fields 6 6 b
Leukocytes

0~20 cells/100 fields 6 6 5
Casts

Not observed 6 6 5
Crystals

Not observed 2 3 1

Observed 4 3 4
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Table 29 Hematological examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'<(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'<(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m, 0 45 180 720
Number of males 6 6 6 6

RBC (10%uL) 830 = 25 836 = 21 820 + 21 802 + 26
HGB (g/dL) 155 + 0.5 155 = 0.3 153 + 0.5 15.0 = 0.6
HCT (%) 46.1 = 1.5 458 £ 0.9 45.6 + 2.1 445 + 1.6
MCV (fL) 55.6 = 0.7 548 £ 23 555 £ 2.0 55.5 + 0.8
MCH (rg) 18.7 % 0.4 18.5 = 0.7 18.7 + 0.5 18.7 + 0.3
MCHC (g/dL) 336 % 0.5 338 = 0.4 33.7 £ 0.5 336 = 0.6
PLT (10%/uL) 96.9 = 8.5 969 = 8.2 101.9 = 8.0 1053 = 8.0
RET (%o) 24 £ 9 25 % 2 23 = 4 23 = 7
PT (sec.) 187 + 2.5 226 = 32 303 = 4.5 % 283 = 6.6 *+
APTT (sec.) 234 25 269 = 23 34.7 % 4.5 »e 387 = 4.8 **
Fbg (mg/dL) 2194 =+ 141 2179 + 109 2331 = 189 2524 = 169 **
WBC (10%uL) 74 % 17 62 = 17 73 = 20 64 = 20
Differential leukocyte (%)

Lymphocyte 84.8 =+ 6.3 853 + 5.7 B5.8 = 5.1 848 = 4.1
Neutrophil 13.8 + 5.8 13.7 % 5.5 13.0 £ 4.9 145 = 4.1
Eosinophil 07 = 0.8 03 = 0.8 03 = 0.5 0.5 = 0.5
Basophil 0.0 + 0.0 0.0 = 0.0 0.0 + 0.0 0.0 = 0.0
Monocyte 0.7 + 0.8 0.7 + 0.5 0.8 + 0.4 0.2 + 0.4

Each value shows mean + S.D.
Significantly different from control group (**: P<0.01).
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Table 30 Hematological examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m, 0 45 180 720
Number of females 6 6 6 6

RBC (10%/uL) 749 + 21 752 % 52 702 + 28 679 * 66 *
HGB (g/dL) 147 = 0.4 147 + 0.8 140 + 0.3 136 = 1.0
HCT (%) 434 + 1.4 432 + 24 40.7 + 1.1 40.1 % 31
MCV (fL) 579 + 1.4 575 = 1.5 58.1 + 1.6 59.2 = 2.1
MCH (pg) 19.7 + 0.6 19.6 = 0.7 199 + 0.8 20.1 = 0.8
MCHC (g/dL) 340 = 0.5 3401 = 0.3 343 + 0.7 340 = 0.4
PLT (10°/uL) 109.7 =+ 109 928 + 265 105.6 + 6.2 1304 = 151
RET (%) 55 % 9 51 = 8 58 + 12 64 = 11
PT (sec.) 16.2 + 0.6 154 + 02+ 150 + 0.5 *+ 147 + 0.6 **
APTT (sec.) 16.9 + 1.9 184 + 0.5 18.1 + 1.2 215 £ 1.8 **
Fbg (mg/dL) 2312 = 125 2375 + 618 2856 + 826 2104 = 235
WBC (10%/uL) 39 =+ 8 49 = 8 61 = 19+ 56 + 18
Differential leukocyte (%)

Lymphocyte 852 7.2 84.0 = 7.1 813 = 9.1 872 = 1.7
Neutrophil 138 ¢ 6.4 147 = 6.7 17.7 + 9.2 122 = 1.7
Eosinophil 0.5 + 0.8 03 = 0.5 03 £ 0.5 0.2 = 0.4
Basophil 00 % 0.0 0.0 = 0.0 0.0 = 0.0 00 = 0.0
Monocyte 05 + 0.5 1.0 = 0.6 0.7 + 0.8 0.5 = 0.5

Each value shows mean = S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 31 Hematological examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test of
1,1'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m, 0 45 180 720
Number of males 6 6 6 6

RBC (10%/uL) 861 = 21 854 = 11 851 =+ 39 846 + 53
HGB (g/dL) 15.7 % 0.5 15.5 = 0.6 156 = 0.6 15.1 + 0.7
HCT (%) 46.4 + 1.8 45,7 = 1.3 46.0 = 21 449 =+ 2.5
MCV (fL) 53.9 + 1.7 536 % 1.3 54.1 £ 1.1 53.1 + 0.7
MCH (rg) 182 =+ 0.5 181 £ 06 183 = 0.3 179 + 0.3
MCHC (g/dL) 33.8 £ 0.2 338 0.5 339 = 0.4 336 + 0.4
PLT (10%uL) 100.7 =+ 136 95.1 + 169 97.1 + 6.7 1068 + 100
RET (%o) 26 + 5 26 + 5 25 + 5 34 + 9
PT (sec.) 193 = 32 175 = 1.6 17.6 + 1.9 222 % 35
APTT (sec.) 235 = 1.6 222 1.6 223 + 1.4 244 1.8
Fbg (mg/dL) 196.6 = 7.9 2054 + 174 2129 £ 106 1998 + 10.0
WBC (10%uL) 57 = 19 59 + 19 61 + 11 4 + 7
Differential leukocyte (%)

Lymphocyte 875 = 4.1 875 + 5.0 873 = 55 842 = 6.8
Neutrophil 120 + 4.1 11.2 = 4.4 11.8 = 5.2 152 = 6.2
Eosinophil 02 = 0.4 0.7 % 0.8 03 = 0.5 03 = 0.5
Basophil 00 = 0.0 00 = 0.0 00 = 0.0 0.0 = 0.0
Monocyte 03 = 0.5 0.7 + 0.5 05 = 0.5 03 =+ 0.5

Each value shows mean + S.D.
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Table 32 Hematological examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test of
LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I'{1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 180 720
Number of females 6 6 5

RBC (10%pL) 785 + 20 800 + 31 796 + 26
HGB (g/dL) 152 = 0.6 15.2 + 0.3 149 = 0.5
HCT (%) 43.7 + 1.2 44,1 + 1.2 43.4 = 1.1
MCV (fL) 55.7 + 0.9 552 + 1.2 546 = 1.8
MCH {rg) 194 =+ 0.4 19.0 = 0.6 188 + 0.9
MCHC {g/dL) 349 + 04 345 = 0.5 344 + 0.6
PLT (10*uL) 103.0 £ 122 106.8 + 126 1054 £ 110
RET (%) 21 + 2 24 £ 6 23 + 5
PT (sec.) 157 + 0.5 15.1 = 0.9 154 + 0.1
APTT (sec.) 183 + 1.4 176 + 0.9 184 =+ 0.7
Fbg (mg/dL) 169.0 + 116 1629 + 155 1758 + 144
WBC (10%/uL) 34+ 9 31 % 6 34+ 12
Differential leukocyte (%)

Lymphocyte 833 = 7.1 848 = 8.0 832 + 4.6
Neutrophil 157 = 6.8 133 + 7.8 156 = 49
Eosinophil 07 £ 0.5 12 £ 1.2 06 £ 0.9
Basophil 00 = 0.0 00 = 0.0 0.0 = 0.0
Monocyte 03 + 0.8 0.7 0.8 0.6 0.5

Each value shows mean = S.D.
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Table 33 Blood chemical examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m, 0 45 180 720
Number of males 6 6 6 6

AST (IUL) 1148 + 89.5 727 = 117 65.1 £+ 95 615 =+ B3 **
ALT (U/L) 49.2 + 475 332 £ 92 374 £ 147 389 = 109
ALP (IUL) 3658 £+ 525 3687 £ 786 3578 = 367 389.0 £ 131.6
y-GTP (IuL) 053 = 017 033 £ 0.18 139 + 0.71 262 £ 0.87 **
TP (g/dL) 559 £ 0.17 562 = 023 586 + 0.18 6.40 = 0.40 **
Alb {g/dL) 276 £ 0.12 280 + 0.15 292 + 0.13 329 £ 0.20 **
A/G 098 = 0.04 099 + 0.05 1.00 £ 0.06 1.06 = 0.04*
T-Bil (mg/dL) 0.13 = 005 009 = 0.04 015 + 001 027 = 005*
UN {mg/dL) 148 =+ 24 132 = 14 146 £+ 20 143 £ 22
CRE {mg/dL) 030 = 005 028 + 0.03 027 + 0.03 026 + 0.01
Glu {mg/dL) 1273 £ 94 1187 £ 13.0 1218 £+ 55 1148 = 125
T-Cho (mg/dL) 552 = 124 555 = 116 653 £ 99 1259 + 342 **
TG {mg/dL) 210 = 52 358 £ 16.7 151 + 62 132 £ 6.1
Na (mEq/L) 1445 = 13 1449 + 1.0 1446 = 1.6 1444 = 1.2
K (mEqg/L) 437 = 020 439 + 020 403 £ 0.16* 429 + 024
Cl (mEg/L) 1062 £ 1.2 105.8 + 1.0 1052 =+ 1.8 1040 = L.1*
Ca (mg/dL) 95 £ 03 96 + 04 100 £+ 02+ 103 = 04 **
IP (mg/dL) 66 = 0.6 66 + 08 63 + 0.5 62 =+ 04

Each value shows mean + S.D.
Significantly different from control group (*:

P<0.05, **: P<0.01),
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Table 34 Blood chemical examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of
LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

mg/kg 0 45 180 720
Number of females 6 6 6 6

AST (IU/L) 82.0 + 18.1 91.1 = 155 1043 + 250 1105 £ 544
ALT (Ium) 232 £+ 37 273 £ 46 252 £ 07 546 £ 637
ALP (IUL) 2386 = 394 1780 = 179 2159 + 928 2098 £+ 679
y-GTP (IUL) 049 = 004 129 = 141 1.07 £ 0.76 342 = 148 %+
TP (g/dL) 609 = 021 630 = 041 660 £+ 0.19* 6.64 = 044+
Alb (g/dL) 314 = 012 .14 £ 026 3.07 £ 023 341 £ 024
A/G 1.07 = 0.08 1.00 + 0.08 088 + 0.15* 1.06 £ 0.07
T-Bil (mg/dL) 014 £ 002 0.14 = 003 0.15 =+ 0.02 020 = 004*
UN (mg/dL) 170 =+ 24 193 + 26 217 = 7.1 165 = 1.8
CRE (mg/dL) 033 =+ 003 0.36 £ 0.05 036 = 0.05 033 = 0.03
Glu (mg/dL) 1207 =+ 106 1124 = 5.7 1052 = 80 932 = 18.6 **
T-Cho (mg/dL) 742 £ 136 604 =+ 84 640 = 102 762 + 215
TG (mg/dL) 211 = 70 275 £+ 938 313 £ 93 307 £ 104
Na (mEg/L) 1422 =+ 04 1411 £ L1 1382 + 46 1418 + 1.5
K (mEq/L) 4.07 = 038 410 £ 024 432 + 028 432 = 029
Cl {mEg/L) 1054 £ 0.7 1050 + 1.4 1012 £ 3.7+ 103.8 =+ 14
Ca {mg/dL) 106 = 03 109 £+ 03 11.0 = 05 108 £+ 04
IP {mg/dL) 67 £ 0.7 67 £ 06 70 £ 05 64 £ 09

Each value shows mean + §.D.
Significantly different from control group (*:

P<0.05, **: P<0.01).
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Table 35 Blood chemical examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test of
LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m; 0 45 180 720
Number of males 6 6 6 6

AST (IU/L) 89.7 £ 118 841 £ 6.1 879 = 107 788 + 5.0
ALT (IU/L) 281 = 6.2 298 + 65 311 £ 51 32t £ 63
ALP (1u/L) 2774 £+ 492 3348 = 692 3301 = 728 278.1 = 724
y-GTP (IU/L) 042 = 015 045 = 017 061 = 021 081 = 027 %
TP (g/dL) 546 = 028 538 + 022 569 = 0.6 553 + 036
Alb (g/dL) 275 £ 0.08 269 = 017 290 £ 0.16 275 = 0.15
A/G 1.02 £+ 0.08 1.00 = 0.07 1.04 £+ 0.07 1.00 £+ 0.10
T-Bil {mg/dL) 0.17 = 0.03 0.15 £ 0.02 0.16 =+ 0.02 0.15 + 0.02
UN {mg/dL) 172 =+ 28 173 £+ 26 165 £ 2.6 167 + 1.6
CRE (mg/dL) 030 £ 0.02 0.30 = 004 0.28 + 0.02 027 + 0.03
Glu (mg/dL) 1176 £ 6.3 1404 = 21.1 1169 £ 66 1155 + 114
T-Cho (mg/dL) 564 £ 12,6 615 + 122 68.1 = 183 60.6 = 165
TG (mg/dL) 355 £ 186 440 = 386 369 = 16.1 287 = 94
Na (mEqg/L) 1381 = 0.9 1380 £+ 09 1382 £ 1.0 1380 + 07
K (mEq/L) 426 + 0.17 411 = 0.18 421 + 0.10 430 + 0.10
Cl (mEq/L) 1007 = 12 1004 = 0.2 1006 = 0.7 100.5 + 0.6
Ca {mg/dL) 93 + 03 93 + 0.2 95 £ 02 95 + 04
IP (mg/dL) 64 =+ 0.5 66 = 0.5 65 £ 04 69 =+ 0.7

Each value shows mean = S.D.
Significantly different from control group (**: P<0.01).
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Table 36 Blood chemical examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test

of 1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'-(1, 1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m 0 180 720
Number of females 6 6 S

AST (IU/L) 7717 £ 97 744 £ 262 709 = 173
ALT (TU/L) 250 £+ 6.0 246 £+ 46 23 £+ 26
ALP (IU/L) 137.1 + 241 1271 £ 235 1135 £+ 141
vy-GTP (IU/L) 059 + 045 059 + 027 050 =+ 0.36
TP (g/dL) 624 = 0.59 643 + 033 677 £ 0.29
Alb (g/dL) 348 = 037 341 = 023 371 £ 0.16
A/G 1.26 =+ 0.13 1.13 = 007 122 = 0.09
T-Bil (mg/dL) 016 + 0.04 015 + 004 017 £ 0.03
UN (mg/dL) 182 + 1.3 170 + 14 185 + 1.3
CRE (mg/dL) 036 + 0.03 034 + 0.03 032 + 0.03
Glu (mg/dL) 1226 + 11.5 1232 + 92 1209 + 139
T-Cho (mg/dL) 69.5 + 124 838 + 97 99.2 = 244~
TG (mg/dL) 218 + 111 203 + 29 258 + 39
Na (mEq/L) 1334 = 1.3 1341 = 1.1 1334 = 1.0
K (mEq/L) 378 £ 036 372 = 025 371 = 0.12
Cl (mEg/L) 1005 + 0.7 100.1 + 23 978 £+ 09*
Ca (mg/dL) 99 £+ 06 100 £+ 03 104 £+ 03
IP (mg/dL) 46 £ 06 53 + 06 50 05

Each value shows mean + §.D.
Significantly different from control group (*:

P<0.05).
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Table 37 Necropsy findings of dead female rats in combined repeat dose and reproductive/developmental toxicity screening test of
LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group 1,1'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m| 720
Number of dead females 1
Thymus
Atrophy 1
Spleen
Atrophy 1

Study No. 100524
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Table 38 Necropsy findings of dead female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of

LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

1I'-(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene
720
1

Group
m
Number of dead females
Thymus
Atrophy 1
Adrenal
Enlargement
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Table 39 Necropsy findings of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

Study No. 100524

of L,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration
Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of males 6 6 6 6
Normal 6 6 6 6
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Table 40 Necropsy findings of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of

Study No. 100524

1,I'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration
Group Contro! LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Number of dams 11 12 11 10
Normal 11 12 11 10
Number of non-pregnant females 1 0 1 1
Normal 1 - 1 1
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Table 41 Necropsy findings of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test of

LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration
Group Conirol 1,I'«(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene
m; 0 45 180 720
Number of males 6 6 6 6
Normal ] 5 6 6
Liver
Adhesion 0 1 0 0
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Table 42 Necropsy findings of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test of

1,I'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration
Group Control 1,I'~(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 180 720
Number of females 6 6 5
Normal 6 6 5
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Table 43 Organ weights of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of

1,I'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of males 6 6 6 6
Body weight (8 496 = 34 494 38 474 + 24 446 = 26 *
Brain (8) 205 = 0.05 206 £ 0.06 211 + 0.09 205 + 0.07
(g%) 041 + 0.03 042 + 0.03 045 = 003 046 = 0.03 *
Pituitary (mg) 143 £ 13 135 = 1.3 153 = 13 142 + 1.5
(mg%) 29 £ 02 28 £ 03 32 £ 03 32 £+ 03
Thyroids (mg) 225 = 47 237 £ 49 240 + 26 291 = 40*
(mg%) 45 = 08 48 + L1 51 = 06 6.6 = 1.0 **
Thymus (mng) 278 = 41 270 + 28 289 = 53 265 + 64
(mg%) 56 + 7 55 + 6 61 = 11 59 % 12
Heart () 1.52 £ 0.13 1.54 £ 010 1.55 + 014 144 = 0.16
(2%) 031 £ 002 031 = 0.02 033 + 0.02 032 + 003
Liver (g) 1326 = 149 1517 =+ 137+ 1722 + 1.27 ** 19.95 £+ 0.64 **
(g%) 267 £ 017 307 £ 022+ 364 + 017 ** 449 = 034 ™
Spleen (mg) 762 = 129 665 + 106 690 =+ 81 735 = 109
{mg%) 153 = 20 135 £ 22 146 =+ 14 164 =+ 20
Kidneys ®) 2% = 020 3.02 £ 031 349 =+ 034 * 349 £ 021 *
(g%) 0.60 =+ 0.03 0.61 = 0.04 0.74 + 0.06 ** 0.78 £ 0.03 **
Adrenals (mg) 558 = 82 634 + 91 629 + 82 588 + 62
(mg%) 11.3 + 1.9 129 + 1.7 132 + 12 132 + 1.4
Testes ®) 329 = 017 344 = 015 339 + 034 341 = 031
(g%) 0.67 = 0.05 070 £ 0.06 072 = 007 077 + 0.08 *
Epididymides ® 1.21 £ 0.06 1.21 £ 012 121 £ 0.08 1.22 + 0.06
(g%) 025 + 0.02 0.25 + 0.04 0.25 + 0.02 027 + 0.02

Each value shows mean £ S.D.
Significantly different from control group (*:

P<0.05, **: P<0.01).
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Table 44 Organ weights of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test of
LI'<(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control 1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of females 11 12 10 9
Body weight (g) 279 = 17 281 = 14 273 £+ W4 266 =+ 13
Brain ® 1.94 + 0.04 1.92 = 0.07 1.92 = 0.06 1.87 + 0.08
(g%) 070 + 0.04 0.69 + 0.04 0.71 + 0.03 0.70 + 0.04
Pituitary (mg) 151 = 21 154 £ 20 143 = 17 13.8 + 24
(mg%) 54 £+ 08 55 + 08 53 = 05 52 £ 0.7
Thyroids (mg) 158 + 32 163 + 23 184 = 53 198 + 3.6
(mg%) 57 + 1.1 58 £+ 1.0 68 = 19 75 £ 16"
Thymus (mg) 223 + 39 243 + 61 224 £ 46 236 £ 53
(mg%) 80 + 15 87 £+ 21 82 + 16 89 + 20
Heart () 1.00 + 0.08 098 + 0.06 095 + 0.09 098 + 0.07
(g%) 036 + 0.02 035 + 0.02 0.35 + 0.03 037 + 0.03
Liver ®) 9.13 + 1.05 996 + 047 1148 + (.88 ** 13.65 + 1.51 **
(g%) 327 = 026 3.55 £ 020 421 = 027w+ 514 £ 0.57 **
Spleen (mg) 626 + 110 653 = 132 672 + 125 584 + 86
(mg%o) 223 + 30 232 + 45 246 + 43 220 + 31
Kidneys (g} 1.99 + 0.28 2.00 + 021 212 + 019 205 = 0.20
(g%) 0.71 + 0.07 0.71 + 0.07 0.78 + 0.08 0.77 = 0.07
Adrenals (mg) 744 £ 75 743 + 64 719 + 119 715 =+ 7.8
(mg%) 267 = 24 265 + 2.7 264 £ 39 269 + 2.7
Ovaries (mg) 99.7 + 114 956 + 6.6 95.7 + 8.7 889 =+ 103 *
(mg%) 358 + 43 341 = 29 352 = 3.1 334 = 27
Uterus {mg) 640 = 139 607 + 155 561 = 77 518 £ 136
(mg%) 231 + 59 218 + 65 206 =+ 31 196 + 56

Each value shows mean + S.D,

Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 45 Organ weights of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test of

LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Contro] LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of males 6 6 6 6
Body weight (8 512 = 1S 519 £ 29 515 + 28 478 = 41
Brain (8) 217 £ 0.09 2.08 = 0.06 215 £ 0.12 207 = 0.09
(g%) 042 + 0.02 0.40 = 0.03 042 + 0.03 043 = 0.03
Pituitary (mg) 145 + 1.7 141 = 17 138 + 14 141 = 1.0
(mg%) 28 £ 03 27 = 03 27 £ 0.1 29 = 03
Thyroids (mg) 186 £ 32 249 + 47* 20,0 + 1.8 245 + 4.4+
(mg%) 37 £+ 06 48 + 07* 39 + 04 52 + (.8
Thymus (mg) 309 £ 91 266 £ 74 255 = 48 287 + 48
(mg%) 61 = 19 52 £ 16 49 = 7 60 + 10
Heart ® 1.58 = 0.13 1.56 £ 0.11 1.63 + 0.19 1.50 = 0.14
(g%) 031 = 0.03 0.30 £ 0.03 032 + 0.03 031 £ 002
Liver (® 1223 + 093 1332 + 1.57 13.59 + 1.09 1434 + 239
(g%) 238 = 0.12 2.56 + 0.17 264 + 0.11 298 £+ 0.29 *»
Spleen (mg) 771 = 96 809 + 128 760 + 138 765 + 117
(mg%) 150 = 19 156 + 19 148 + 23 160 + 19
Kidneys ® 3.13 £ 018 316 + 025 336 + 030 3.36 + 0.58
(g%) 061 £ 0.03 0.61 + 0.04 0.65 + 0.04 070 + 0.08 *
Adrenals (mg) 613 + 62 57.0 + 99 583 + 94 654 = 112
(mg%) 120 £ 13 1.1 £+ 25 114 =+ 17 136 + 1.5
Testes ® 363 £ 020 340 = 021 346 £ 027 344 £ 0.18
(g%) 0.71 + (.05 0.66 = 0.03 0.68 + 0.08 0.72 £ 0.07
Epididymides ® 1.33 £ Q.15 1.36 = 0.13 1.32 = 0.11 1.30 £+ 0.15
(g%) 0.26 + 0.03 0.26 + 0.03 0.26 + 0.04 0.27 £+ 0.02

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 46 Organ weights of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test of
L,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m| 0 180 720
Number of females 6 6 5
Body weight (®) 287 = 15 272 £ 13 274 = 15
Brain (®) 1.95 = 0.07 1.95 + 0.07 1.97 £ 0.06
(g%) 068 + 0.03 072 + 0.05 072 + 0.04
Pituitary (mg) 149 =+ 22 181 + 26 159 + 20
(mg%) 52 + 0.7 67 + 12* 58 + 0.7
Thyroids {(mg) 165 + 3.5 149 + 29 193 = 29
(mg%) 57 £ 1.2 55 £+ 1.1 70 £+ 08
Thymus (mg) 256 + 48 295 = 55 285 + 70
(mg%) 90 = 20 109 + 21 103 + 21
Heart (g) 093 = 0.07 090 = 0.08 0.94 + 0.01
(g%) 032 = 0.03 033 + 002 0.35 + 0.02
Liver () 739 = 0.79 7.22 + 0.54 8.18 + 0.58
(g%) 257 £ 0.20 266 + 0.09 298 + 0.10 **
Spleen (mg) 547 + 61 511 £ 93 549 + B9
(mg%) 191 + 24 187 + 29 200 + 24
Kidneys (g 1.84 = 0.11 180 + 0.18 1.90 + 0.06
(g%) 0.64 = 0.03 0.66 £ 0.04 0.70 + 0.03 *
Adrenals (mg) 67.1 = 6.8 660 = 8.1 68.1 + 99
(mg%0) 234 = 24 243 = 27 248 = 2.7
Ovaries (mg) 786 + 11.7 823 + 88 885 + 99
(mg%) 274 = 42 303 + 2.7 323 + 31
Uterus (mg) 637 = 231 626 + 200 566 + 69
(mg%) 223 + 87 229 + 64 207 £+ 30

Each value shows mean + S.D.

Significantly different from control group (*: P<0.05, **: P<0.01).

Study No. 100524
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Table 47 Histopathological findings of dead female rats in combined repeat dose and reproductive/developmental toxicity
screening test of LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group 1,1'-(1,1-dimethyl-3-methylene- 1,3-propancdiyl)bisbenzene
Ingkg 720
Grade N" AT + + 2+ It
Findings
Whole organs and tissues K
Postmortal change 0 1 0 1 0 0
Liver 1
Swelling, hepatocyte, centrilobular 0 1 0 1 0 0

a). No abnormality detected.
b): Abnormality detected.

¢): Number in brackets is number of females examined.

Grade of histopathological findings: 4; slight, +: mild, 2+: moderate, 3+: marked.

Examined heart, lung, trachea, liver, pancreas, sublingual gland, submandibular gland, esophagus, stomach,
duodenum, jejunum, ileum, cecum, colon, rectum, thymus, spleen, submandibular lymph node,

mesenteric lymph node, kidney, urinary bladder, ovary, uterus, vagina, pituitary, adrenal, thyroid,
parathyroid, cerebrum, cerebellum, medulla oblongata, spinal cord, sciatic nerve, eyeball, Harderian gland,
bone marrow {sternum or femur), bone (sternum or femur), and mammary gland.
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Table 48 Histopathological findings of dead female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity

Study No. 100524

screening test of LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group 1I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mgk 720
Grade N A" + + 2+ 3+
Findings
Whole organs and tissues [
Postmortal change 0 1 0 1 0 0
Liver m
0 1 0 1 0 0

Swelling, hepatocyte, centrilobular

a): No abnormality detected.
b). Abnormality detected.

c): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+ moderate, 3+: marked.

Examined heart, lung, trachea, liver, pancreas, sublingual gland, submandibular gland, esophagus, stomach,
duodenum, jejunum, ileum, cecum, colon, rectum, thymus, spieen, submandibular lymph node,

mesenteric lymph node, kidney, urinary bladder, ovary, uterus, vagina, pituitary, adrenal, thyroid,
parathyroid, cerebrum, cerebellum, medulla oblongata, spinal cord, sciatic nerve, eyeball, Harderian gland,
bone marrow (sternum or femur), bone (sternum or femur), and mammary glang.
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Table 49-1 Histopathological findings of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of L,I'-(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene by oral administration

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mgkg 0 45 180 720
Grade N A® £  + 2+ 3+ | N" AP & + 2+ 3+ |NY AY i <+ 2+ 3+ A" : + 2+ 3+
Findings
Heart 61° [0) 101 (61
Cellular infiltration 4 2 2 0 ¢ ¢ 6 0 0 0 0 0
Lung (6 [o [0 (6]
Mineralization, vascular wall 6 0 0 0 0 0 3 3 3 0 0 0
Trachea [6] [0] [0] [61
Liver [6] [6] [6] (6]
Swelling, hepatocyte, centrilobular 6 0 0 0 0 0 5 1 1 0 0 0 0 6 4 2 0 o * 0 6 0 2 4 0 ** ##
Basophilic change, hepatocyte 6 0 0 0 0 5 1 1 0 0 0 0 6 6 0 0 0 * 0 6 0 6 0 0 * i
Necrosis, hepatocyte, focal 5 1 1 0 0 0 6 0 0 0 0 6 0 0 0 0 0 6 0 0 0 0 0
Pancreas [6] [0] [0 (6]
Sublingual gland [6] [0 [0 [6]
Submandibular gland [6] [0 01 [6]
Esophagus (6] [0] (0] (6]
Stomach [6] [0] [0] [6]
Duodenum [6] [0] [0] [6]
Jejunum (6] [0 (0] (6]
Mineralization, Peyer's patch 5 1 1 0O 0 o 4 2 2 0 0 0
lleum (6] [0 [0] {6]
Cecum [6} [0] 0] (6]
Colon [6] [0] [0] [6]
Rectum [6] [0 ] (6]
Thymus (6] (0] (0] (6}
Spleen (6] (0] (0] (61
Submandibular lymph node (6] [0] [0] [6]
Mesenteric lymph node [6] [0) [0] [6]
Kidney (6] (6] [6] (6]
Hyaline droplet, tubular epithelium 6 0 0 0 0 0 6 0 0 0 0 1] 6 0 0 0 0 3 3 3 0 0 0 * #
Degeneration, tubular epithelium 6 0 0 0 0 0 [ 0 0 0 0 0 5 1 1 0 0 1] 5 1 1 0 0 0
Urinary bladder [61 [0] 0] [6])

a): No abnormality detected.

b): Abnormality detected,

¢). Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Significantly different from control group (*: P<0.05, **; P<0.01).

Significantly different by dose response test (#: P<0.05, ##: P<0.01).
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Table 49-2 Histopathological findings of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene _
mg!l_(g 0 45 180 720
Grade N? AY +  + 2+ 3+ | N0 AY = + 2+ 3+ | N° AY & + 2+ 3+ N AY &+ 2+ 3+
Findings
Testis [61° {0] [0] (6]
Epididymis [6] [0} [0 (6]
Seminal vesicle [6] {01 [0 [6]
Prostate [6] [0] [0] [6]
Cellular infiltration 3 3 3 0 0 0 6 0 0 0 0 0
Pituitary [6] [0] (0] (6]
Adrenal [6] (0] [0] (6]
Thyroid (6] f6] (6] (6]
Follicular cell hyperplasia, diffuse 4 2 1 1 0 0 5 1 1 0 0 0 3 3 2 1 0 0 0 6 1 5 0 0 *
Parathyroid &} [0] [0] [6]
Cerebrum [6} [0] [0) [6]
Cerebellum [6] [0] [0 [6]
Medulla oblongata (6] [0 [0} [6}
Spinal cord 6] 0] [0} [61
Sciatic nerve [6] [0 i0] [6]
Eyeball (6] [0 [0} [6]
Harderian gland [6] 0] [0] [6]
Bone marrow {sternum or femur) [6] [0] [0} [6]
Bone (sternum or femur) [6] [0 [0} [6]

a); No abnormality detected.

b): Abnormality detected.

¢). Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+; marked.
Significantly different from control group (*; P<0.05).
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Table 50-1 Histopathological findings of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of 1I'-(1,1-dimethyl-3-methylene- 1,3-propanediy!)bisbenzene by oral administration

Group Control 1I'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Grade N7 AY +  + 2+ 3+ |NY AY + + 2+ 3+ | NY AP & + 2+ 3+ NY AY x  + 2+ 3+
Findings
Heart 61° [0] (o1 61
Lung (6] (0] (0] (6]
Trachea [6] [0] [0] [6]
Liver [6l [6] (6} [6]
Swelling, hepatocyte, centrilobular 6 0o 0 0 0 0 6 0 0 0 0 0 0 6 6 0 0 o *1 0 6 0 6 0 0 * #4
Basophilic change, hepatocyte 6 0 0 0 0 0 6 0 0 0 0 0 0 6 6 0 0 0 ** 0 6 6 0 0 0 ™ i
Pancreas (6} [0] [0) (6]
Sublingual gland {6} [0] [o] [6]
Submandibular gland [6] [0] [01 [6]
Esophagus (6] [0] [0] (6]
Stomach (3] [o] [0 61
Duodenum 3] [0] [0] (6]
Jejunum f6} [0] 0] (6]
lleum {6} [0] [0 (6]
Cecum 6} 0] [0) [6]
Colon 61 [0) [0] (61
Rectum [6] [0] [0] f6]
Thymus (61 [0] {0] (6]
Spleen {6l [0] [0] {6]
Hematopoiesis, extramedullary 3 3 3 0 0 0 2 4 4 0 0 0
Submandibular lymph node {61 [0] [0] {6]
Mesenteric lymph node {63 [0] [0] [6]
Kidney t6] [6] (61 [6]
Proliferation, collecting tubular epithelium| 6 0 0 6 0 0 6 0 0 0 0 0 6 0 ] 0 0 0 5 1 0 1 0 0
Dilatation, urinary tubule 6 0 0 0 0 0 6 0 0 0 0 0 6 ] 0 0 0 0 5 1 1 0 0 0
Urinary bladder [6] [0] 0] [6]

a): No abnormality detected.

b): Abnormality detected.

¢): Number in brackets is number of females examined.

Grade of histopathological findings: ; slight, +: mild, 2+: moderate, 3+: marked.
Significantly different from control group (*: P<0.05, **: P<0.01).

Significantly different by dose response test (##: P<0.01).
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Table 50-2 Histopathological findings of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control LI'-(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Grade NY AY +  + 2+ 3+ | N) AT %  + 2+ 3+ | NY AD i + 2+ 3+ N AY + + 2+ 3+
Findings

Ovary [61° (0] (01 [61

Uterus (6] [0 (0] [6]

Vagina {6] 0] ] [6]

Pituitary {6] [0] (0] [6]

Adrenal ] fol (0} (6]

Thyroid (6] (6] f6} [6]

Follicular cell hyperplasia, diffuse 6 0 0 0 0 0 4 2 2 0 0 0 5 1 1 0 0 0 3 3 3 0 0 0

Parathyroid [6] [0] [01 [6]

Cerebrum (6] [0} (0 [6]

Cerebellum [6] o1 [01 6]

Medulla oblongata [6} [0] [0] [6]

Spinal cord [6) [0] [0] [6]

Sciatic nerve [6] {0] [0] 6]

Eyeball (6] [0] [0] (6]

Harderian gland [6] 0] (0] (6]

Bone marrow (sternum or femur) [6] [0] [0] [6]

Bone (sternum or femur) [6} [0 [0] [6]

Mammary gland [6] [0] [0 [6]

ay. No abnormality detected.

b). Abnormality detected.

¢). Number in brackets is number of females examined.

Grade of histopathological findings: ; slight, +: mild, 2+: moderate, 3+: marked.
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Table 51 Histopathological findings of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of L,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I'-(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene
mg/kg 0 45 180 720
Grade N AY  x  + 2+ 3+ | NY AY &+ 2+ 3+ [ NY AY & <+ 2+ 3+ |N) AD &+ 2+ 3+
Findings
Liver 161 [6} 161 [6]
Swelling, hepatocyte, centrilobular 6 0 0 0 0 0] 6 0 0 0 0 o 5 1 1 0 0 0 0 6 6 0 0 0 ** #4
Adhesion 6 0 0 0 0 0 5 I 1 0 0 0 6 0 0 ] 0 0 6 0 0 0 0 0
Kidney {61 (6] (6] {6]
Hyaline droplet, tubular epithelium 5 1 1 O 0 0 6 0 0 0 0 0 5 1 1 0 0 0 6 0 0 0 0
Degeneration, tubular epithelium 6 0 0 0 0 6 0 0 0 0 0 6 0 0 0 5 1 1 0 0 0
Thyroid {61 (6] (6] (6]
Follicular cell hyperplasia, diffuse 6 0 0 6 0 0 5 1 1 0 0 0] 4 2 2 0 0 0 3 3 3 0 0 0
Ectopic, thymic tissue 6 0 0 0 0 0 5 1 1 0 0 0 6 0 0 0 0 0 6 0 0 0 0 0

a): No abnormality detected.

b): Abnormality detected.

¢): Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked,
Significantly different from control group (**: P<0.01).

Significantly different by dose response test (##: P<0.01).
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Table 52 Histopathological findings of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of L,I'(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene by oral administration

Group Control L1'-(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene
mg/kg 0 180 720
Grade NY A" &+ 2+ 3+ | NV A” = 2+ 3+ | NY AY =+ 2+ 3+
Findings

Liver [6)° {6} (5]

Swelling, hepatocyte, centrilobular 6 0 0 0 0 0 6 0 0 0 0 3 2 2 0 0 0
Kidney (6] [6] [5]

Cyst, left 6 0 0 0 0 0 5 1 1 0 0 5 0 0 0 0 0
Thyroid [6} (6] 5]

a); No abnormality detected.
b): Abnormality detected.

¢): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+ modgerate, 3+: marked.
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Table 53 Reproductive functions of male rats and female rats in combined repeat dose and reproductive/developmental toxicity screening test of
L,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration
Group Control L,I-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
m, 0 45 180 720
Number of females 12 12 12 11
Number of estrous cases before pairing (14 days)
Mean+S.D. 35 + 05 33 £+ 05 34 + 05 29 + 08
Number of pairs 12 12 12 11
Number of pairs with successful copulation 12 12 12 11
Copulation index (%) ® 100.0 100.0 100.0 100,0
Number of conceiving days
Mean+S.D. 28 = 1.1 24 = 13 38 + 44 24 £ 1.3
Conceiving days 1-5 12 12 10 11
Conceiving days >6 0 0 2 0
Number of pregnant females 11 12 11 10
Fertility index (%) ¥ 91.7 100.0 91.7 90.9
a): (Number of pairs with successful copulation / number of pairs)x100.

b): (Number of pregnant females / number of pairs with successful copulation)*100.
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Table 54  Observation of pups (F;) in combined repeat dose and reproductive/development toxicity screening test of
L,I'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group Control LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m 0 45 180 720
Number of dams 11 12 11 10

Length of gestation (days) 22,1 + 0.3 221 + 05 220 * 0.0 225 + 0.5
Pregnancy days = 21 0 1 0
Pregnancy days = 22 10 9 11 5

Pregnancy days > 23 1 2 0 5

Corpora lutea 159 % 1.7 147 1.5 15.7 + 1.1 122 & 3.3
Implantation scars 149 1.6 141 = 1.3 14.8 + 1.2 9.1 £ 4.0 **
Implantation index (%) ¥ 938 + 48 962 + 43 943 + 5.0 741 £ 245
Gestation index (%) ” 100.0 100.0 100.0 100.0

Pups born 13.7 = 20 134 + 1.4 142 + 1.1 80 % 3.9 **
Stillbirths 03 = 0.5 02 + 0.6 0.0 = 0.0 0.8 = 1.6
Live pups born 135 = 1.9 133 £ 1.7 142 = 1.1 72 £ 3.6 ¥
Sex ratio at birth ¥ 096 = 035 1.00 £ 053 1.03 £+ 0.56 1.13 + 097
(Total male/total female) 69,779 73,786 74,82 31741
Delivery index (%) ¢ 902 % 6.3 942 + 8.9 958 = 4.4 799 £ 217
Birth index (%) ¥ 904 + 6.2 94.2 =+ 9.0 958 = 4.3 80.0 £ 216
Live birth index (%) " 982 = 32 98.6 + 4.9 100.0 = 0.0 921 = 151
Live pups on Day 4 of lactation 134 = 2.0 129 + 1.8 128 =+ 44 7.0 3.9 *x
Sex ratio on Day 4 of lactation o 094 = 036 1.00 £+ 0.53 1.01 + 0.58 (10) 114 £ 1.03 %)
(Total male/total female) 68,779 71,784 66,75 30,740
Viability index (%) ¥ 992 + 2.5 97.4 + 4.0 903 £ 300 90.0 + 316
External abnormalities (%) 00 = 00 00 + 00 00 + 00 00 = 00

Each value shows mean = $.D. per dam.

Significantly different from control group (**: P<0.01).
Figures in parentheses indicate number of dams.

a): (Number of implantation scars/number of ¢corpora lutea)= 100,

c): Number of male pups/number of female pups.

¢): (Number of live pups born/number of implantation scars)x100.
g): (Number of live pups on Day 4/number of live pups born)=100.

b): (Number of dams with live pups/number of pregnant dams)x 100.

d): (Number of pups born/number of implantation scars)x 100,

f): (Number of live pups bom/number of pups born)x100.

h): (Number of pups with external abnormalities/number of live pups)x 100,
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Table 55 Delivery conditions and nursing conditions of dams in combined repeat dose and reproductive/developmental toxicity screening test

of 1,I'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group mg/kg |Number of dams and Delivery Nursing conditions
delivery conditions/nursing conditions |conditions Days of lactation
0 1 2 3 4
Control 0 Number of dams 1 11 Il 11 11 11
Normal 11 11 11 11 11 11
L,I(1,1-dimethyl-3-methylene- 45 Number of dams 12 12 12 12 12 12
1,3-propanediyl)bisbenzene Normal 12 12 12 12 12 12
180 Number of dams 11 11 11 11 11 10
Normal il 11 11 10 10 10
Faulty nest-building - 0 0 1 1 0
Faulty nipple development - 0 0 1 1 0
720 Number of dams 10 10 9 9 9 9
Normal 10 10 9 9 9 9
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Table 56 General signs of pups (F,) in combined repeat dose and reproductive/developmental toxicity screeming test
of LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524

Group mg/kg |Number of pups Days of lactation
and general signs 0 1 2 3 4
Control 0 Number of pups 151 148 148 147 147
Normal 148 148 147 147 147
Death 3 0 1 0 0
1,I'«(1,1-dimethyl-3-methylene- 45 Number of pups 161 159 158 157 156
1,3-propanediyl)bisbenzene Normal 159 158 157 156 155
Death 2 1 1 1 1
180  |Number of pups 156 156 156 155 153
Normal 156 156 141 141 141
Hypothermia 0 0 14 12 0
Death 0 0 1 2 12
720  |Number of pups 80 72 70 70 70
Normal 72 70 70 70 70
Death 8 2 0 0 0
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Study No. 100524

Table 57 Body weights of pups (F,) in combined repeat dose and reproductive/developmental toxicity screening test of
LI-(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene
mg/ke 0 45 180 720
Number of dams 11 12 11 10
Male weight
Days of lactation
0 6.7 + 04 67 + 0.7 6.7 £ 0.4 74 £ 0.5 **
4 106 + 1.1 109 + 1.2 98 = 0.8 (10) 122 + 1.3 ** (9)
Female weight
Days of lactation
0 64 £ 0.5 65 = 08 63 + 04 69 = 05
4 101 + 1.3 105 = 14 92 + 09 (10) 114 £ 1.2 (9)
Mean pups weight
Days of lactation
0 65 + 04 66 =+ 07 65 + 04 72 & 04*
4 103 + 1.2 107 £+ 1.3 95 £+ 08 10) 11.8 £+ 12* (9
Litter weight
Days of lactation
0 872 + 112 87.1 + 116 91.6 + 713 522 £ 269 *
4 1361 = 16.2 1362 = 153 133.7 + 125 (10) 898 £ 34.0* (9

Each value shows mean (g) = S.D. per dam.
Significantly different from control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of dams.
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Necropsy findings of dead pups (F,) in combined repeat dose and reproductive/developmental toxicity screening test of

Study No. 100524

Table 58
LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control L,I'-(1,1-dimethyi-3-methylene-1,3-propanediyl)bisbenzene

m, 0 45 180 720

Number of dams 2 2 2 2

Number of dead pups 2 3 13 3

Normal 2 3 13 3
Abnormal 0 0 0 0
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Table 59  Necropsy findings of pups (F,) in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Group Control 1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

m, 0 45 180 720

Number of dams 11 12 10 9

Number of male pups 68 71 66 30
Normal 68 71 66 30
Abnormal 0 0 0 0

Number of dams 11 12 10 9

Number of female pups 79 84 75 40
Normal 79 84 75 40
Abnormal 0 0 0 0

Study No. 100524
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Fig. 1 Chemical structure of ,1'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene

Study No. 100524
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-0~ Control group
-3 LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 45 mg/kg

Study No. 100524

14

600 — - L,I'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 180 mg/kg
= L1,I'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 720 mg/kg
500
C
B
2 400 —
i
300
P
T | Administration period -
0 1 | | ] | | | | | | | | ] L 1 | ] J
1 4 8 11 15 18 22 25 29 32 36 39 42 1 4 8 11
Days of administration Days of recovery

Fig. 2 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration
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-0~ Control group
<+ LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 45 mg'kg
500 - = LI'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 180 mg/kg

=+ LI'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 720 mg/kg

M

200 —

Body weight (g)

T - Administration period .

o 1 | | ] I { I L | | [
1 4 8 11 15 0 7 14 21 0 4 6
Days of administration Days of pregnancy Days of lactation

Fig. 3 Body weights of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524
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Study No. 100524

-0~ Control group

400 = -+ LI'{(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 180 mg/kg
=~ LI'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 720 mg/kg
300
C)
5
L]
3
g
200 +
-
- Administration period -
0 1 | | ] | ! ] ] | ] ] ] l ] ] | 1
1 4 8 11 15 18 22 25 29 32 36 39 42 1 4 8 11 14
Days of administration Days of recovery

Fig. 4 Body weights of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
1,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration
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O~ Control group
-3 LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 45 mg/kg

40
-~ LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 180 mg/kg
=<2 LI'«(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 720 mg/kg
30
=
8
)
g
5 20
=
2
3
g
10
-y Administration period -
0 | l ] | | | | | L | L1
2 5 9 12 30 33 37 40 2 5 9 12
Days of administration Days of recovery

Fig. 5 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity screening test of
L,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration

Study No. 100524
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Study No. 100524
-0~ Control group

{3~ LI'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 45 mg/kg

30 ~ - 1,1-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 180 mg/kg
=% LI'(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 720 mg/kg
o
X
§, 20 -
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B
:
g
E 10 -
- Administration period S
o L1 | I [ 1 | 1 J |
2 5 9 12 2 9 16 20 2
Days of administration Days of pregnancy Days of lactation

Fig. 6 Food consumption of female rats in combined repeat dose and reproductive/developmental toxicity screening test of
1L,I'-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene by oral administration
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Study No. 100524

-0~ Control group
30 = LI-(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 180 mg/kg

=+ LI~(1,1-dimethyl-3-methylene-1,3-propanediyl)bisbenzene group at 720 mg/kg

> 20
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0 I | | | H I ] 1 | ] | J L 1 ] ]
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Days of administration Days of recovery

Fig. 7 Food consumption of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of
LI'-(1,1-dimethyl-3-methylene- 1,3-propanediyl)bisbenzene by oral administration
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