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E X

YR 7 x /)= A-PO I CEAIMEL$5FL) OO0 BBRHEOHEETHD
RFAY THoHEkE), 30, 120 38 L' 500 mg/kg/day %, 1 #HHES 12 ED SD %
F v Mo RERRS 2 BRI O, BEiX 42 B HEIXOHBEWHE 4 HETROKRS L.
FTORBERGBEB LCERERAEBELR A, Fin, B OWTIIx BB L1500
mgkg HOE 12 bEhEh 5 ILERHL, I OWTIEY 774 MEE L TR
1 3% 5 ICOXBBED LT 500 me/kg BEAE R, BEMTH 14 HFRBELMHE L. B
OEEHEIZ SV T H BRI L,

1. REHREGEE

500 mg/kg B CHERECHIFER, & & ITHEZIZIRIR T RSB HESIOEK THIR X Uik 534/
HOEEEMEBEOKME, WREZIT 1 HIORTHIEH O, LERELFRE TIX, 120
B L5000 mgkg BETHEICKR Y V7 BREOEE, 500 mgkg BETHIZT VI VB
BEOEE, AR I VAT o -V BEORHENSRD b, HEERTIL. 500 mgks
B CHICIHROER B L OHAER, I EROEESTBD LA, SRIZEBNTH
[RIBE DHEREI AR O XRUL DS RERB S 7o, WEMEBFERE TIT, 120 3 KT 500 mg/ke
B CHERIZ/ D BIC BT DI EOILBEE LR, 500 mgke B CHEEEIZATIRD /N L%
FFARBREER DSBS b, HMSERKBE, BERNEERE, 87, AREHELL
UEHERIZBWT, #BEMROBREICLIERIBO LR T,

EEEIZB VT, HICATRE ERORE, MEOLFICHEE OIESRD bR
5600, BILOBETER T AEHAICH o,

2. AJERARM

500 mg/kg BHEOMETHFRYIOENEZ ET 5 BEDORRI/EMN LT, HEMORRRRL
Wi, RBR, ZTIHE, ERNM. BEER FRE. SRE, HER, ok% oKk
S U ERBICELIIRBO b zh o7,

REIX L Tid, 500 mghkg BTHERGEOEMENRD bz, MHERK. 7
AR, ML, HAR, MEBEBIUWE 4 BAFR, ERYEORSICERYT 5E1L
RO LN h o7,
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UELDOHERNPL, ERXT7x /= APO T4 (EHAMEALE S E/LV) ORBH~
DRE{BEIZBITIEXEER (NOEL) BLIUTEEMENOAELZ, ML 120
mgkg LA EDOBETRY V7 BEOETBIU/INBICHTIRENRO LN &
He Wb 30 mgkg/day EHEE LS, Fo. AERBAEFMHIZET S NOEL 8L
NOAEL i%, 500 mg/kg B CHRMB I UCHAERKRICEEXIRDOONZZ LM b, W
TRt 120 mgkg/day & HEE LTz,
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B #
VR 7z /) =)V A-PO ftin (EHMEA S ENL) 27 v MIREROIRS L.
AYEOREREG BRI CEEBEFELRI L,

BB L UFIE
1. EBYE

HBRHETHBEARAT =/ —/V APO 0¥ (FEHMELS 5 €) (CAS No.
37353-75-6)i. KICTELRBAFHIRET, RRITIL,

RtEni- (BB 99% LA
BobormiEmr (2~6C), BRTTREL, AL, AWEBRHEIIRERT
BICHHT L, ERAYBPRETH o722 & 2R LI=(Appendix 1), FHEORMIL,
Appendix 1 {Z/7 7,

EARA7 =/ —/v A-PO 1114 (CEHMIENE 5 F) 13ADIZARIZ BIEETFIZ W
AL BB DTNICET. BRLAVERECEVWTHE—2BEBIK L L THRT
BTholl b, #EWIIAY 7HUFH. v hES BH1T, EERLHEAS
REELL, REORSARLZIMERICAY L 72, ARL-H5KIT. 1 BOER
B/t L, EAEE TR~ OEXT CHR L TRE L, BEERFTOH
BYEIT, GEREAT O L L 7T AFIREETH B = L 1R S h = (Appendix 2)
DT, ARETAUNICER L, IEICHEEINABRERICOWTH L., FIEDHR
ETHRR I TS Z L 2538 L-(Appendix 3),

2. Bk L UEESRS

B#i%, SD % [Crl : CDSD)Z » F &AW, T v MI. BARF ¥ —/LR - Y-
B SRS ¥ —(KIRBR AT L4 955)025 8 B b DA KE 57 T,
67 L. 12 AMARRRIICELE 7, BEHMPICRER L UMW TIE 10 B
HOMBRHSERLHFETITV, BEBLU—REEREXRE T, #TRAEBRAMICEE
DBDONBH2 T bDITONT, FEHMMBICAELRAE L. FEFMOPREIC
UTVOHERE 48 L, IS 58 P2 BTF, 10 B TRBRICAV VI, 1 OB EIIMRES 12
L& LI OWTRELIIMBHEESARHOREERLE LTE S5 ENLRD 2HOD
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BT oA FEEZRT. BEARMBEBIZLVBESTEI T, 2B, HOEERIZ>NT
BRREETHRMhoT, HOBERIZOWTIE, #5 42 ACHBERLEEREROT
POEERMMEIZL Y ENEN 5 AR L, BIEEL Lz, REMBEROTEYEE
(REHEIT. B 361(320~385)g. M 228(199~253)g Tho7=, 7 v M, BE 22
+3C. BE55£10%., HIEH 10 ENUL FE(A—NT7 Ly axzFT—FR), BH
12 W),/ B (4RI 7 BERUT, 12 7 BREIHIBRE L 72N T — Y R 7 ABMYEEE 2 )
T, BEINCRAT Vv AMERE T —2 (260Wx380Dx180 H(mm)) ZINFEL., Zh %
AT UVVABEBROT v VIZEBLTHAE Lz, 2L, REBORS LMtix, BEED
MEIEDA h7L—2, BEFr—L R « UN—BREEANRERY H—FF—
8 — (2656Wx426D%200H(mm)) (ZIXE L, 77ikkiZEEM L RE S, FEE
RFEE 7 A MR R by, BABETIEKRASH., =y MBS 20070470, 20070678)
BLUKEARARE lum OF— ) v 7 g V¥ —CRBEBENMRBSH L BEGE
AT, ENENRERL L TEERKER IR AKBEE ) h—RR— N r—P 0%
ENCLY., BEHIERIER,

B QRGN Ty BITT— U~ DFEBALORET, WIZE A FEICLD
fTo7,

FAEHE S, BHEORE T 22.2~25.0C, BEIL 45~58% DHiFH THH(Appendix
4L, 78 BIEOER X OEIKOIERME O 53 Hi#E R(Appendices 5, 6, 7)
. WP S YR TRE L HAHEANCH L Z BB, LEX-T, 8
VOREHEEZEL T ABRREOEREICREL RITT L Ebh ABREEROEII,
RMofabo bk LTE,

FRRII. BHEREZHAZVE LB L OCRBHLZERO TICEMT 2 72 HICBF T
SERSLED, [MEAEBA BELYRFELZLMEROBYEREBHE) W,
AR OBMEREBLOEBLHETITo .,

3. BEEORE. RREOEREL LUREFE

AHED 500, 1000 ¥ £ T* 2000 mgkg ZHERESR 1 LD T v Mo 3 BREIKERAH
B U7#R, 1000 mgkg DL EREOME THEREMMBBRD bh, Z5IT 2000
mg/kg B G OMHECTHREML, BRESHETRBICREIZL 2 TEBOBENNED b,
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£7-, 500 mgkg A EREDHET, BREERIZBEOTRENBD b, £I T,
1 MR 4RO T v M, RERWE L 0 (BF A ) 7oA E) | 50, 100, 200,
500 3 L U* 1000 mg/kg/day T 14 BEIREEZEDEE L, —AREBEOBR, FEBLIV
BEROAE, MKRFR L CMRELERE., BRECICBEERORAELT o7, £
DFEFR. 100 mghkg LA LOFET, BECREEZ ORI X EERMOMBHER, Hic
MR =D LR T r— A OBEER, 200 mgkg LA LOBETIE, IZBWTHRES LT
ME#R 2 VAT o— L OREERNRED bz, &5i2, 500 mgkeg S EOBETIL, H#
HIZIFRERORE, HRBREEORE. HIZmERSF L7 TATIVEBLITS
Ny LAOREECICLE 2 e B RFROBMERRD iz, 1000 mghke 3T
X, —RREOZEL, FEEMORLRMBIBLURE 1T, #2LOECHRBDHLN
72, 50 mg/kg HETIL, BILIIBD LI R T,

Lo T, ARBIZBITBH/ERIZHOVWTIE, 500 mgkg/day ZREARL L, UL
T. 120 5 L ¥ 30 mgkg/day DE 3 AEZRE LT, ,

HRBRHOMRIT, OREREECIT, AR, OERMAD 30 mg/ke/day 58
(30 mg/kg #), @F 120 mg/kg/day #58£(120 mg/kg #). @R 500 mg/kg/day &5
HGOOmgkg BHD 4BEL L,

BEHIEL, BEBEPEE kg L/m0 5mL e L. 77 VBMBY VT REEELE
EREEZHAWC, BREBEEZENICRE L, MBI, BEL LTRBWERFAY Y
HERKRICERE LT, SEEOREERIX, BEAOHEFEXREICER Lz, 58
B, MERE L & 2TECBRGE 14 BRI, HEIX 42 BRI, MEIASELS L ORI 248 T
IRBEOWE 4 BET, BE 42 B~KK 53 HH. 1 B 1 E, F81#H(O : 00~11 : 56)
CBE L, 2L, OEHERT. #e FRIC 42 ARRE L,

4. BIEBLUBRE
1) g8+ 5ER

FEHZ OV, ROEBEBZEEDLVIIRE L, oB. RERRBERE, 875,
BREHE RRE. MERFRE. DRELCFERE, BEEESLVREHRRFREIC
DNTiE, FHE»LEESMEILIC LY S 5 L2 B, REOXSE LK,
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(D —fiREsER

BEHRTER, REEENPOLRER 1FRMIC, BMOATE. AE. ITHHFIZONT
BEL, 2585 2 BT, B0 EFECHEREDOFEIZ OV THER L, Fi-,
iR, HE, WHEOREBICOWTIR, ARECEELE,
(2) FEM/ERARERE

BREBBATABLIUVZEORITE 1R, r—I %A NTOBRIMIT, 82 r—o
PoBMOVHIBILIOr—YHoT7TAVIMNE - T 40— F

(370Wx560Dx40Hmm) T, 7= oLDHELE X, F—U M bHTEROBRNE &,
EHRROLIR~TRE), EM(R), BEA, SE, ROWY, RBASUIRE, BRI,
iR, 0 &RWwH(Eh), M, TEEHEEORICX 2760, IFMAROEI X 5750,
R, Rk, S8 Rl B BROBHERR)., R, EREHEHM. ST
AHE), RETH(ER, %50 & H17%). FRITBEEOEE . REEEEEHS),
BERRERR, v 7 VT o—, ), MEHRRE., SRS L UHERIZOVWTHEL,
R b E{L % F R (Appendix 8) TELS L7, B2 X BIER(LIETHEEE 217,
BREUANOEPHRBHNES 2 ER L —POEBILZEBEEDOARRTLEE
BALICE L, BREFIBEFSIRCBREEZITI 2 ik v, BRENEBTHRZRETH
g21L7,
(3) BEHHERE

HETEKRHBRER, MITEERRFIC 1 E, E-EEHOBEIRKESE A B L UEE
HRKETRIZ, BRERKNE Yy NCTEBr— V2K FIHT3RERD), REX
SSEEICEER TSI 7B 8 0BEERIE) ., ARERIS(ER AN REORR). BEK
SRR E 2y P THATRS O, REEORI). BILKAEERT» b RUCH
ZNEFICB LEROBLOKMNB L UOERARKN(EL THHE2EEMLIZ LEEED
EFEBICL VAR ETE, B ONERIEE TR (Appendix 9) THE#R Lz,
(4 BhABLUCEREHE

IR E 39 B, MEIIMEHMTIC 1E, E-EEHOBRIRKESEESLOREHE
13 B, B 30 2% L Tr 60 73, R 30 A0 B REHE(A ZHESHEATEE.
SUPERMEX, EE#iRHKASt. BB ETIERARE - L. WEE
BRNOXEROMICET 2BHEHKZAE) L CITARB L UOEREOBI(T v b <Y
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ZAARAHBEEE. MK-380R/FR, EAEBREASHEZREL 72, EEBEOMD B S
EERIX, 60 2FRE L,
(5) AEBLUEER

EEIT, B oIS 16 EMEE, BREED. 7. 14, 21, 28, 35 8L 1042
FEGEE 7L 14 B, #IRE L TEXC 14 B, &R0, 7. 14 BXT20
AWNCHET O BL N4 BiZ, 2, 754 ML L TRIT MO RIERIC OV T
REeETRWED, LERUCHAICAIELE, 3517, EL LERBIZHEE L, &
FERIZ, RENERREDLET, yr—Y LR RETO 24 BHFEREZHIEL
Foo 7L, FERORKRERIZ, ETIERE 410, HTIIHMT3 A, @ERTIX
[EI46 18 B & Uiz, REHEFORE 21 B X028 HIZik, RRORBIL L TV R
OFEFRITAE Lighr o7z,
(6) HEDHRHIRE

HEZOWT, Bk - BRESIRICE EREX . RECRTO 2 @M 2R TREHIM DR
BENDET, Giemsa REICLIBHRBHRESRLER L, #ERITL D ERHIBREOH
EEITof, £, BEMIMAEHOREMMEE ETORBMBEROHENLERMEE
H U7, 1 AL, BFEH I (IDHRIEO LN AP LOROMBIBRATED b
BTHETE L, IMFEINER LGS, ROCIMEBEARO LN ANOEE L,
(7) ZEE & Uik g

ZZECLAT 2 BREIOKR G T (RS 15 H DFHK) LML R —HANT 14 1 OBHE
DEEZEY, 2EMEREL LIREFPERENS £ TERRE S, RERHEPiT
FY—ERZO : 30 DICRBROEREITV.. RER(%) (RESWE FHEBHHE) X
10012 HH L7z, RRIZ. BREAHDIIBEFORFOFECLVERL, BB SH
TEHEERO B L L, LREBOBE LR CRZICITV., BOZT SER SN H
EHEOH & Lz, REBLUHROBERER,L, FHITONT, ZHRR(%) [(Zh
MR AZ R SIHER) X 100, STIREAM (FER 0 B LR OET AR I ET
DB BIOHER%) [(ERHEES, STRER) X 10012 BH Lk,
(8) HDRMBE

B2 OWT, #8537 HB L UEEBICOWTIXER 9 BiZ, 8470 3 BRI
—VIREL., BONZRIZHOWT, ABOBE, RBBRECSAT A XT 407 R,
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NA T« ZFBEARHNZ L S pH, Bl, #2237, $, F b BIAEYS
FUurvEY ) -7 OEEMRET NCHEORZE(URI-CELLE, 77V vy o)
IANT s pE, TREALTEREITo7. 6, 1I8RMNELTELNEZR
IZDoWT, RE, HE(EHFFH., A RHFHEXSHBETCIZFT MY 028X TH Y 7 A
(EfRERBIOITEE. NAKL-132, RET « — 47— —BHASHDEFRIE L 7=
(9) hkFRE

BREEDERHDIWIEEMMETOE B ORFEMMC, =—7 VBT CHREL
THEARBARE V&R L, BMISEIROF 4 5 RLVERIEL, KOAZERE LT, BR
L7fiikis 3 2#I L. £ DO—ERik EDTA-2K CREE P (E4E L, £1E A B8R
BE(XT-2000iv, 2 A v 7 AERESWIZ LY | ROFKEIIERREE), LERE(S
T UNEEET R T A~ESOE ), ~v b2y MEGRILER SV R B ERH
B, FHROREK, FHRLRMDERE, FHRLROREFREC, L, HEB, 8
mERER, MRARLERE, HORESECI L, Zr—H% 1 A M) =B L /MR
(BREHRERZRIE L, £, MEO—H% 3.8%7 =BT ) 7 AFECRE
FRAEALEE U CmiE 415, MiKERBBRIEERKC-10A, KET AL THICLD .,
7o bo e rREEQuick —BHR)B L UEERIEES e v R 75 A F V(=S5 Y
VEEEMEEZRE L, 2B, LECSLTRETES X )iz, MEBHEEEE
giL7,
(10) MREFERE

R L0 —Hr b miEL2 S8 L. AL FEEB ST EEJCA-BM8 R V54
P, HABFHRASDIZLY, BIV 7 (Ca—Ly bE), TAT7 I UBCGIE).,
A/G HEHEE) ., mAE(GIuK? -G-6-PDH? ), # =1 L X 7 o — L (B3 #:, CES? -COD?
-POD® %), +U 7 VETA NEEHE, LPLS -GK” -GPO® -PODY %), B Uit
AT ViR, REZER( LT —¥ - UV K), 7 L7 F = (Jaffe #5), AST. ALT,
ALP(ZL £.JSCC9#), v -GTP(SSCC # 1), LDH(SFBC i V) ChE(BTC®?-DTNB®
¥#), #AT T A(OCPC ) X UEHE Y (EERE, PNPW -XODW -PODY R)%, ¥
T BRE SO EBENAKL 132, KHET 4 — 7 —r—BXSHNC L T U U A
HU T LBLUHERCUE, AV EBRERELE,

1) Z7naxdr—¥, 2 PAa—x6Y L BEAEKEE, 3) SLAFI—LZRAFF—¥ 4 2VATo—AtF
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F—E, 5 Ry —HE 6} URTuTA Y=, ) S)En—asxih—E 8) L-a-7)nl @t$s F—+¥,
9) BABRLESR, 10) 2BV PFETRELESR. 1) 77 U AREEYES, 12) TFIVFFaUs 195, 5 -2
FAER2-= b o RBER., 14) TYXI VAV RRRZ3Y 7=, 18) ¥ F oA F—¥
(1) FRBLUBREEE

HOEEZSMIFE 12 HOEA, HIIWE S B, £/, EEREIZH>WTIEEIE
14 HOERAKR, FNEh=—T VKRBT CHRILEZ L, X, BOSEEL LR
EEETRNIRAITRE L, £/, SHMEES 5 [COTH, B, 2%, MR, HE.
B, iR, TERE, FREBBIUCHET VN2 TORORRESIUHRE FEZFEGE
HEE)L, BRAOFEIESOTHEELGEMER)ZEH L, 2B, #BERE
FE—#E LT, TEABIUCTRBIZEERICRE L, BZOW T, SREOE K
BIUFEOFREEZRAR. BRE() [ERE/ BB X10012&H L,
(12) FAEMBRFERE

ZHNZONWTTRFEELZERL, 10%FHY VBE#E L~ SROER, BELEE
277 VIR TCRIEE) TEE L., RAEF LA,
(B, TRE BRI BR, SF  HESEZEAGRD, 5. B, L.
Y., Reigt, TR, BIE. BERE. FSE. MR L4, AR, KR, IR, 7E.
FREGHEE., Mais. 1B, LEHE, BRCRE). U EHEEmY v/ 8,
| RRRRL Y L o<ER), FLER. E OHAIRER A H )

FEBAEREREIL. SBHEB LIV 500 megkeg BOMES 5 ITIZOWTHN, TEE,
T, B, B Y—iRE ), s, Wik, B, M, O iR, PR
MEERET), [E. B, IR, FE. LR, BEBL. LEWE. BH. ) o EEERY
VojER, IBRINEY ojE), R, BELEE, MMYRBIOCKEELRELL, BERIZo
WTiE, BFERY A 7V BREM@EGEILIC, A7 -V -0, V, IBLGX DK
WT, A7 —Y 3 EORMAELZERL. FHELZ RO, )biTol, TOBER, #%
BOEOREIC X D HEHRITHE L ONBIZBRD b0 T, EE#E ST 2 DO
[ZDWTid, R 5 IEORFIRS L OVMNBIZ W TRE LT, FRONIRMREIAIX
2HNZONTREL, REIX, BB TRT 70 O E2ERL, HE &%
HLUTERL, £, BTFERYA 7 AVREDODITHEED PAS L@ HERIL
7
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2) FAERICET 3EA
(1) ERE. HEBLIUARRE

STIRSET OWERE . SEOERE (RERLECROEH) #ES 2%HFE%) (B
HERE EXREOX1001%, LML EEREMOREICL VMENEZHEL, D
EOMHEHE 0 BAFRZEH Lz, IbIT, FAERIZSOVT, DENEZELAERD
RELBELL,
(2) —MIRESE

BH., “MRREBSICERLRERE L. HAERG) [((HERBRAERE BHER
X100l L UWEE 4 HEFER(%) [(FEF 4 A O£ RS/ HERRRAEILE) X 10012 B H
L7z,
(3) #HE

FERIZSOWT, ME OB LU BiZ, MBI OFEEEZREL, 1184y
DK EEBH L,
(4) REERE

FETHiZE OB, LEHIIIHEE 4 B —7 VBB T CHRILE S ¥, BEE LU
BiciIT 3 EEREICONT, ARMICBZELE,

5. MeatARELT

BoONEHES D VIIEEICONT, ML OFEZFERE 5% T)E, RO
FETRE L, i, HERIZETS7 —#i. 1EOWHE 118K L Lz,

(D RFANY 77—

SREMOLLBIZ OV TIE, Bartlett DG BBREEIT > 7, BB —HR2FEIT—TE
BOSBIEITV. CORRAEZLED 2HE . Dunnett B2 X 9 BB 5
BHOUBBREZIToTe, FBB—KTRWERIE, /U2 A M) v 25 —FITAW
DREBICHE-T(EE, AERNE, SEE B)H, 5REHE. RRECRITIE
BH7—F, MRFRET—F, DIRELCERET —%. BEER. RER. KK
REASIHM, TR, ERE. £R%K,. TR, 2 EHOLBICOWTIX, FR&
EEITV. ZORRSBHB—HREAIT Student D t REE, HES—ETRVESE

-10 - Study No.06-119



i% Aspin-Welch @ t BEETT o7,
@ )2 RFA N I F—H

S OBz OV Tid, Kruskal-Wallis OIEIREZITV., TOREAEELR
D7-E ., Dunnett BOREEICL VBB LAH LB L -(BRRESR, RIRE
ZBITLEMMT —F, BFRERY A 7 VRE, BHRE, HAER, kR, HEAH. #
£RAETER), 2HMOEBIZOWTiE, Mann-Whitney ® URE%21T -7,
@) AFFY INT—F

Fisher O EHERREL AV -GEALRERBE, BEKABERE, —RIKEOBRE
BLOREREREIZKIT2EEFIORRR, TRE, THE, HEER), 28, ZgH
DT DWW T x 2REER V=,
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® R
1. REHREEHE
1) —AREER L UFELT (Tables 1~4, Appendices 10~13)

—RARTBDZEALIZ DV T, 120 me/kg BETEREL b 12 [T 11 PLic 5 4 6 LARE, 500
mg/kg FETHEDY 7 5 4 bR E 0O 26IcRE 2 BB, RESEDH N, =
DI FKGERICABABABELNLTEECEOITREO—ELELOTH- T,
£72, 500 mgkg BETIL, HED 2 ILZEEZIRR TEYRS 33 HURREDHIL, 2D 5
HO 1 RIZITHRE 41 BLE, PEE O BEREDOE TR IUHENRD b, EbiZ,
500 mg/kg BEDHED 1 P HEEDHIEHNRE 40 BLIEED Sz, 120 mekg B
O 1 PLTRERANREA R E 30 B URRIZERD Hv/-A%, 500 mgkg B CIIALFIZED b
2270t EHEFRIZ IO T, WTh OB L —RIREBOELITRD bhkd o7z,

FELTIZ 2T, 500 mglhkg BEOMED 1 L (BES 552) 3o TFER DR 22 B (#%
HBsAtR 39 B) OB, AR TICESBL, BT LE, ZOHOFTA E TOoO—#R
BT, REERO—BHORELMIRERIBOONR o7, ZOMOBEEHT
. BREFMBLIUOEEHMEBRL CREERD AR5,

2) M/ 2EREPREZE (Tables 5, 6. Appendices 14, 15)
BE5HMTBIUEEHMT L b, SBEEREERRFERELIIERD R o7,

3) BMERSHHERERZA (Tables 7, 8. Appendices 16, 17)
BEHFTE I CEEMETOREICH T, FREEBICEEIZD LD
77

4) BHB LU EREHE (Tables 9, 10, Appendices 18, 19)
BEHEP B L OEEHRPOREICBN T BHBLICHRENRL LEELRE

LB LedoT,

5) #K&E (Tables 11, 12, Appendices 20, 21)
500 mghkg HTHEIREHRAFTORERNBOFELREENBO LN, HTIL,
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HRYER AR L LR, HEHMR L UMENMLE L THREL LR ERD
BIZARLREMERD OND o7,

MDY T 7 A METIL, 500 mg/ke B CEIE 14 B OAER X CEEHR T O ER
MECZHEEREE RO LN,

6) A E (Tables 13, 14, Appendices 22, 23)
5Tz T, 120 mgkg BEOMERS L8 500 mgkg B#EOHET, WTh L RE
14 BOFTEEROH, MEEH L LN TORXBETHEENRD b7, EEHM PO
FEEIL, HRELERTHFEERRBD ORI o7,

7) BEORBRE (Table 15, Appendix 24)
BREHMBEFOREICRWT, FRERBEICABLRELIIBD LR,
BIEHEFORE TR, 1V v AOFEREERIED LN,

8) MikFMAE (Tables 16, 17, Appendices 25, 26, I &7 —% : Appendices 42, 43)
500 mg/kg H THIZ MCH B X U7 m b o v EVRRIOFEREBMESED bhis,
EIE MRS TRESRBMICEW T, BicAMKRESRIZBIT2GFROLEOR

BEREES S OMITIE LRSS b v 75 A F VEROREREENRD bz,

9) MK E (Tables 18, 19, Appendices 27, 28, I &7 — % : Appendices 42,

43)

120 mg/kg BETHEIZHR T 7 BEOFEREMHBER O b, 500 mg/kg ¥ TiX,
BT Y VR BERBLOT AT IV REOHEEREEE CICHEII R L AT o —
NVBEOHEBELRBESED O, 236, HIX 30 8L 120 mgke BORRERR
B, 30 mgkg BREDO LN LABRE, 30 3 X500 mgkg BEOER Y VIRENSWTR
bH BRI, M T 30, 120368 X TM500 meg/kg BEOR E' Y LV REIFEREME,
120 mg/kg HOEFRREIITEREEEZR LN, ThbLOEICIIAEMBEHIER
ootz

EIE S TREREY TIX, MEEOFRREEBLCER) VRECEERE
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EXHIZ, 2V U LABREOERREBMENBMIZED LN, BV, TATIBLX
TRV AT o—/LOREIZIIELIZB D sz,

10) #|#& (Tables 20, 21. Appendices 29~30)

B E MK TRBEREMIZRBV T, RO KEEX, 500 mg/kg BETHO 2L X
CED 1 IMIZRD oz, MROFREIEN 120 megkeg BER X UMD KR LS 500
mg/kg BIZED LA, RS L ORBOE TV TR LD 1ICOZORETH
o7, 500 mgkg BHDOEDOIELH| (EMHES 552) Tid, HFROREUERZRD bz,

EEHARTE TREER B Cii. BB ohid o7z,

11) BEEHEE (Tables 22, 23, Appendices 32~35)

BEHMK TREZRSMIZI\V T, 500 mgkg BECHEICAFIBOMRT IS XL UHER EE,
RiOBHERW N HEOBAEROWT O EELEE. HIZAFBOENEROE
ERBEXSRD LN, 28, 30 mgke B THICHBOKNS LUHMEROAE
IREE. 120 mgkg B THICMBROMEGEROFERRERRBD ONA. ZhdD
FLITITREMABEEEIRO R ho T,

EE BRI TRERBIMICES O T, EOFBOHEMERIZOS, AEREENR
HoTz,

12) REAEREMZA (Tables 24~26, Appendices 29~31, Photos 1, 2)
BBRHEOREICERT % L B 28k, FFiE I ONBIZED b,
K5 HRR T REZEMICIV T, R TIX. NEBOHEFHBRAER A 500 me/ke

HCRENSRE 5 ILHHED 4 LB X UMED 5 ICH 5 LD bz, ZOELIE,
BEHEHRTREREH RO AR T,

P, FEIZHSCTPHIREEE D %Rl MIORNFE, BREE, 2ok
ERDONDZAFER LOCETRERSEER T ELHRED 2V IIERDEREH
TRH LN, WTFhY HEMBEEDORWERT, BREFOEOBEICHBIL
DEFFEDLRRQNI LMD, HRYWE & ITEBRREL L HMT LT,

/NBTH, IBREOILEEEILEN 120 mgkg B THO 2 LB X UMD 1T, 500
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mg/kg B TITHED 5 JLis L TMED 5 IR b, BLDOREITHE THRVWMEMRIZH -
72, BIEHIRE T REREM IV TH, R OIURIIMBEDO 25/ biviz 33,
BLOBREIERT 2EmICH o7, LEEZEMRT D HIECHBRME ) o EIiIE
LT oneho Tz,

AHigts L OVMBEADBEIZEB VT, MoBEHnER, BRESELEEL LIV
FLAE, CIROOFEM - SR, BRE OB ERIGR, BRBROTAREE L RRHFHE,
IHEREMRE, TEREAMEOCEM, BIOKETERY o 3RiRE, MBONE
M kOB EERELE, BITBOMEY SRS ONORE L0 7R SIEH
BREE L 500 mg/kg BEFE /I HREED 2 1L 500 mgkg BIZOBFRH LN, Zh
HIIWThb Ty MCRBIT2ERRBREREL LTRETIEL Y THY, E/, 500
mg/kg BEICBITORARPLBICOBREIZHBHLOZIBD NN >T, S HIT,
HR TR bz, 120 mg/kg BH#OME TR O b= RERE AT 2 RIZIX I, 500
mg/kg BEDOME TR L= REUL U7 MR 13 B & bR CTHEAE M B O AR
HoEH, IO bEEEOELTHY . HRHEORE L OBERIIBD LR
oz,

500 mg/kg B TRO LN MEOFT TH TIX, FFO/NEFLIERFREERS LUV
BOILBEEILRNBD b, FFBOBLIZEF L LEATHRVVEMIZH -T2,

500 mg/kg BETRD HNIERARILOD 1 <TI0 T, HETIE, THRE, BHE.
R B, BTIBRE L OWESICE TR, T, BIZLTRE, IRBIVCTE
LRI LN T, EEAREOCKER L 25 X 3 RETRERD bk ol

BFBRY A 7 VREICEWT, 500 mgkg H#TAT — VX T OFHEMBEKICHE
ELBEXBOD LI, REAKPRE CIIRRICEIRD bhiaho i,

2. EEREESMH
D S RIZTRE
(1) #AHIRE (Table 27, Appendices 37, 38)

EHROEREEHL L, SR LLESTESEAICAEREITRDO AR5
oo T2 L, —BRICRERTEI( DEPRIFEY I MEBRD LRV, HBVIL,
EEARLH(VED 3 BUERGET 22 ORI OEANE CM@EN, 500 meke
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BTOR 17T ICH 5 T (BiHE S 542, 546, 547, 549, 557) IZ@BHHI, TORRE
HHBIZEP 72, TROHDOEKIT, ZORORE TRRAEREN., 1 H@HES
S4NIITETH 72, TOMIIEEREIR, A LURESIRO O, Bk, 1
Hl(@HE S 5421 XEAYIREMMDIC 1 RO ADT —F Lol BEHE
AOEMHM LIRS L,

(2) ZREEBIURME (Table 27, Appendix 38)

RRBAETCEETIEH, REEBLURRBICHFERELIIBD O hode,
WFhORERE L RRTEILIERD T, 500 mgkg BT 1 FIOMERARLHIH
RO, £72.30 mgkg #HTREMRE TIZ 12 B2 E L 7=FIEHEE 020 & 525
DORTIOMEL, REFNIETE2EE#EZ R L Wi, RELR%EE 2 BHHRIFKIE
MVEEE . BB 11 BIIBHIHDRARD Oh, BA, BHERY 1)
BEEIBEFRBIVERERD LN, REVSHERINLZZ 0D, BEREZEZ LD
D LML,

(3) HiE¥k. BHREB LTHERE (Table 27, Appendix 38)

BN, BREBIUCERRCEFRRELCBIRD AR,
(4) HERP X UHERHE (Table 27. Appendix 38)

HERE L UHERAMICAEELRERIIRBD bhizo T,

B6) HthB I UUEEREE (Table 27, Appendix 38)

500 mg/kg B ToHRTE B OIER 22 B O ITFE T Lz 10 (@& S 552)
WZoWT, EOMEAN. B, Xih. B FREBIUCERRIIEFEIRDLOhZ
Pof, FERICIE. 12 ROECKRIENER SN, TOMOREHE M FHRE X
CHBEREOREIIEO O o7z,

2) FAERICRIETIE
() MR LTHEE (Table 28, Appendix 39)

500 mg/kg B CHARFHERICEMEMIRDD L. HE 0 H OB L UWEE 4 B O
THERBENZED b,

—HBY7- 0 ORHERE, HHE. WE ORIV 4 BOFEN K, HAESR, #i
FRTHE 4 A OEFRICAELERIRDONT  HELO—BREICHLEFIIRD
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bz oTz,
(2) #HE (Table 29, 30, Appendices 40, 41)

ARRETHE, WTHOBREBIIBWILAREEEZFTIIRBMIIBD Lhidr
o7z, WNIRRZETIZ, NIBEF & L THIBOXRELE 245 R85 30 mgkg BT 1
EERRE 0.6%)RBD LN, £z, ABERIZONWTIT, EBSREREET R
D xEREET 1 8(0.6%)3 & U* 120 mg/kg BT 11L(0.6%), MROEHBEBELE2T IR
B4 120 merkg BET 1 PE(0.6%)3_ D iz,
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z B
1. REZERMHEIZONT

EBRYEOBREILLAELEBHEEL LT, FiRB L OVMBICELI B LN,

FFRIC R 2 RIZ OV T, 500 mghkg B CHEIIMEXT I L UHEXE R, HIIHENER
DOEESFBD b, FRITEV TS RO ATRO KRB LSHER Sh -, REAHK
FRE TR, FRIC/NERLEOFMRIERAPBEE SN,

MEAELEREIZBVC, 500 mgkg HTHBEICEDONBaA L AT o—LRE
OFEEE. HROEOTFBICHT2RBLEELZELLEZLND, LeLRdEb,
& AST. ALT £ DOfFHRlaRREER OFMEEMIIRD ohT, FFEEIIXT 52813
MINHDEEZ LT,

MEIT T B REBIZOWT, 120 B L 8500 megkg B CHEMEIC B E OILERE DL
ROBOOI., BEOECITHET LR THWMERIZH o 72,

INBIZEYT B U N EIRIEIT —RENCIERR D o SOMECK Y REA L, EEAL
EREHIZ L, T, YV UERBROLEE OILRIZ, HoROREEHERDESRE
EREDLEHEDOINRT v F~DOREIZLVRETIZEAMONATND 2,

MRA(LERE T, 120 B X500 mgkg BEOBIIRD Ly /7 BEDE
B ONT 500 mgrkg HOBEICRDOON-TAT I VBEORMEIX, ZOHLEEOILE
EEELEEEZOND,

B DALZEHE I & S LEE DILROEF TIIILREZ O L ODEF S, BRRY >3
B L EHERBD 6N TN IR RRRCTRD D LBEE ORI TH,
BEE 2R T DHIRCIBEEY v EIC, U U ROMEORR L R2ELIIRBDH LN
T EFORBEFIITHATH D,

500 mg/kg B THRH L 7 RED IR T X 5 REB DR T 53 J U 53 i o A E 0

BOEE, HEOHIEFIL. KBRHEOREIZ L IBMVELTIELLELLND,

%72, 500 mgkg HTHHTERIC, DR TICRBRMEOREIC L 2 BHREHR
D HIHED 1 ITITOWT Y, EFFICFRD b - T L W MNBORLRD b, #R
MBEOHREIZ L 5B AR LB R FLABMb- TEFBELZLD L HRINS,

2B, 120 BL 500 mgkeg BEOMREIZFED bR -, REERICOARDL
NELTHY , FBRERBELRERARERES THRESHE L TR T 5K R
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HDENTHWARNZ 20, ERHEOBMELBEELZEL TR, BERK T AR
BRIGLEZ DD,

WOV T T4 FHETROONZEE 14 HOKEFER X UEHRBEFoFERINENOE
EiX, REHM G0 OEEHSH» L HE LT, SHBEOREHMHE T OEERMEN K
ol bDB/RBARELEZEZ DN,

¥ 7. 120 mg/kg B DR X U500 mg/kg BEOBE TR bz &5 14 A DL OELH
BOBMIZOVWTE, BCAREEHERO LN T, KEICLELEIRD LA
R edh, EBRYEORE L ITEBEFRRBRAOEL &ML 7,

EEHE T ORRETHED bz 500 mgkg BEOH U ¥ AHEHEOKEIZ OV T,
FOEEEIT. YHEFOERT —FI12B1) 5 EEEOHEE[1.06~5.79(mEq/18hr)]
NOETHY, £, REHRRKRTRORE TR IO L REEMIIBH LTV
WZEpEhL, BELITERBRRRBRIUEL L HW L,

MEEREIZ BV T, 500 meg/kg B THIZER D Sz MCH OEEIZHSWVT, £ OfE
PRfEid, EEEOFEA17.0~19.200INDETH b | RS hEREIEITR<,
%7-, ARMEMELROONRNWI LG, BE LIZEBRREBROELLHE L, ¥
7. AHEOBIZEDONET 0 b o U RAOBEIC OV TR, EREOELCidR
<. e, HZRERBHOR TN Eh b, BEZHEEORVE L L HBT L,

7o, HEEERED 500 mgkg #HIZFRO DN HAKE S RIZBT 2FPIREEOE
EBIUMHEYT 54 D 500 mgkg BICRODONAEELERS bR RT52F
MEOEMEIC W T, Zh o O EFEIX. W b EBEORMAF IR : 8.2
~28.8(%). FEMEALERS hu L RF 5 AF VR : 13.8~18.9@NROETHY ., F/-,
REHEMK TRORETILZOL I REMBEMIEIED b TWRWNWT & | HEOTEHELE
G harRTIRAFURERIICBVDTITHRE TR ERRIC S - 2 LR ERL W
THOERYE & ITERRRBENEL L KL,

MIRAELFREITBV T, 30 BEL U120 mgkg HOBEIRD b2 B o OE L
ITAREBEEEROONT, £, BRAELTHY ., HELEOE(LTHRVW I L
NG, BEZMERIIRNLOLELILRD,

30 mg/kg BOEIZRDOLN=IN T T ADEME. -, 30 B LT 120 mgkg BHD
HIZRBDLNRBEROBEICOVTIX. ZhbOEEEEIZ. REERILBNT
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120 mgkg #D 141 (16.8 mg/dL) MBEEEOKLE % E Iz LE 724X, WTh
b EAEEOKEE [ VST b 8.9~10.8(mg/dL), REZEFK : 10.5~16.7(mg/dL)] N DIE
Tho., £/, BERMABAKOLRVWERTHSZ b, BELITEBRLEROELE
MWL, £/, 120 mgkg B THICEODOLNZEROBEIZOWTY, ZOEEE
B, WTFnbEEEOHFE[96~108mEqLINDETH Y, L5, HBHEOMEM
PREEEA Th oz b, T, AREEEORNERTHLZEREIL, BEL
ITERRRRERAVE( L HWT L7, £, HEEERED 500 mg/kg IR L7 mEE
EDREI I CERY) L REOKE, MY T 71 MED 500 mgkeg BHIZBDH LAY
J U LBEDEEIZSVWTY, £ bDOAEAMEI, MV T 141 (130 mg/dL)
AY TAIBNT 2 F (3.74, 3.68 mg/dL) NEMEFOHMEZ ErHN =L E.
Wb ZHREE O : 131~182(mg/dL). 1 U ¥ A : 3.79~5.44(mg/dL)N DE
THY, e, MEERBLECH ) v ABREORLIIBRGSHFR TRORETIIRD LN
TWRWIZ ERENDL, WTROELHRRYE & ITERMRRBREAR L D LK LT,

BIREHRY A 2 VRETIE, 500 mgkg H#TRAT— VX N OEEMBEIZAERS
EXRD NN, TOELMOREITBENT, MORT—VICFEREMIIRL, £
7o, MEABREREICBVTHBEEICEERBD NN L1 b, HBRYEREICL
LEEBLITEZEN,

HHLBRARE. BRERNEERE., BHBLIVEREDHEORE Y NCHERES
H - HBEORBEREICRWV T, KHRYEOMBITEHRMEL TRT 52RO o2
Moo,

UED L)k BEHMEFH VIR EHERTRORETRD b BT, BE
BT &5 WIIEEER TROREIZBO CREED 2 W iZEHEERICH Y | 7[FH
RERTHD LHMT L, £, BRRBEMERLEIONDIELLLBD AR
7o

FRBRTRD LN L0 LIER U FFIcx T 28I, MR TERB LY XY
= /=) A-EO ftin¥ CEBMEAE S EN) OF v MBI RERSFMNE - A%
BEFMHERBRIZBNTHROOLNTND P (REXK),
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2. AFEREBMEICONT

HEOEEHREIZBN T, ERYERERAHOEHHAMCERRELIEIRBD S
o=, 500 mgkg B THAHOEN 24 U EEN 17 IEF 5 [LiZFBH L, £D
REIIHERICED 272, 2B, YA TEBLELERT =/ —/L A-EO % (F
e 5 EN) 12OV TORRRR L FRORER Cid, HAMOENE £ U @EER
ROBNFEHLOD, TORBUICHEREMITRL, Tk, AREFEE )-8 (R
ER),

YEREHILISNT, HEREREM O ETERRICRTT D EEITRD bz o T,

REMIC oV Tk, 500 mghkg BETHARGEICKEERSRD L, WE 0 B Ol
BLUWE 4 B OBECHEREENRD b, EBHOGERS L CBERICEEN
RN ENL, MERKEOE(LIFESRMEREORBLEZONRS,

KRB ORIV T, 30 mgkg BETHIBEO XTI L, 120 mgkg B TEMBIRERTR X
FITMRSERREE 27 26128 1 fIFoRD b e B, AEMEBEMEO RWEVWRERD
EETHD Lrb, BARENTHEOL D LM L1,

REMIcH L, £ 0MORBEICET 5 E BRIV TERHEREIC L 2REIRD
Lhigpoiz,

ULDHERMNL, EAT7x /7 —/V A-PO % (FHMAMELE 5 L) OB~
DREZEICRITHEXERE (NOEL) BIUESHENOAELX, MHEL b 120
mgkg ALDBETRY VR BEOETRBIONBIZTIRENIRD LN EM
b, WD 30 mgkg/day LHEE L, F/o. AEBAEBHEICETS NOEL 8L
NOAEL i, 500 mg/kg # CHRAHMB L UHAERGECEEBL/RDOONAEZ E0 D,
b 120 mgkg/day & HEFE LT,

X R

1) BAEMREZESR, BHOREMMEE, 2000

2) Gopinath, C., Prentice, D. E. and Lewis D. J. Atlas of experimental toxicological
pathology. Current Histopathology Vol.13, MTP Press Limited, Lancaster,
England, 1987.
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3) ERTx )=V AEO 118 (EEfMEAE S L) OF v PEAV
HREFRAKERNE - AERABEHCHR. (M) SEEMRFREWER AR
g2
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Fig. 1

Body weight changes of male rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
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Fig. 2-1 Body weight changes of female rats treated orally with 4, 4' -isopropylydenediphenol propoxylated

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
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450 -

400 -
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Administration period (day) Recovery period (day)
Fig. 2-2 Body weight changes of female rats of the satellite group treated orally with 4, 4' -isopropylydenediphenol propoxylated

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

* : Significantly different from control at 5% level of probability.
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Fig.3 Food consumption changes of male rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

* : Significantly different from control at 5% level of probability.



611-90°0N Apmig

Food consumption (g)

60 1
55 A
50
45 -
40 -
35 A
30 - * 1 120mg/kg/day
25 - ) W
20 f\% —o— Omg/kg/day
15 - —&- 30mg/kg/day
—— 120mg/kg/day
10 1L —¢ 500mg/kg/day
0 - T — — T T a) L L]
1 7 14 0 7 14 20 0 4
Premating period (day) Pregnancy period (day) Lactation period (day)

Fig. 4-1

Food consumption changes of female rats treated orally with 4, 4' -isopropylydenediphenol propoxylated in the

combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

* : Significantly different from control at 5% level of probability.
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Food consumption (g)
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Administration period (day) Recovery period (day)
Fig. 4-2 Food consumption changes of female rats of the satellite group treated orally with 4, 4' -isopropylydenediphenol propoxylated

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
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. Table 1  Mortality rate of male rats treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose (mg/kg/day) 0 30 120 500
No. of animals examined 12 12 12 12
No. of animals that died 0 0 0 0
Mortality (%) 0 0 0 0
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Table 2  Mortality rate of female rats treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test

Satellite group

Dose (mg/kg/day) 0 30 120 500 0 500
No. of animals examined 12 12 12 12 5 5
No. of animals that died 0 0 0 1 0 0
Mortality (%) 0 0 0 8.3 0 0
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Table 3 Clinical signs of male rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Administration period Recovery period

General conditions Dose (mg/kg/day) 0 30 120 500 0 500

TK KR  Total TK TK TK KR  Total KR KR
Grade No. of animals 7 5 12 12 12 7 5 12 5 5
Decrease in locomotor activity — 7 5 12 12 12 6 5 11 5 5
++ 0 0 0 0 0 1 0 1 0 0
Salivation — 7 5 12 12 1 0 0 0 5 5
+/++ 0 0 0 0 11 ** 7 5 12 ** 0 0
Ptosis - 7 5 12 12 12 6 4 10 5 5
+ 0 0 0 0 0 1 1 2 0. 0
Emaciation - 7 5 12 12 12 6 5 11 5 5
++ 0 0 0 0 0 1 0 1 0 0

— ! Negative, + : Slight, ++ : Moderate.

** : Significantly different from control at 1% level of probability.
TK : Terminal killing.

KR : Killed by design at the end of 14-day recovery period.
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Table 4-1 Clinical signs of female rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Administration period

General conditions Dose (mg/kg/day) 0 30 120 500
Grade No. of animals 12 12 12 12
Reddish tear — 12 12 11 12
+ 0 0 1 0
Salivation — 12 12 1 0
+/++ 0 0 11 ** 12 **
Emaciation - 12 12 12 11
+ 0 0 0 1

— ! Negative. + : Slight. ++ : Moderate.
** ! Significantly different from control at 1% level of probability.
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Table 4-2 Clinical signs of female rats of the satellite group treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Administration period Recovery period
General conditions Dose (mg/kg/day) 0 500 0 500
No. of animals 5 5 5 5
Salivation - 5 0 5 5
+/++ 0 5 ol 0 0

— ! Negative. + : Slight. ++ : Moderate.

** : Significantly different from control at 1% level of probability.



Table 5-1 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
{ Before administration period )
Dose(mg/kg/day) 0 30 120 500
[tems No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 11
2 or more 0 0 0 1
Color : Pale yellow 3/3 5/5 55 4/4
Defecation Not detected or 1 10 11 9 11
2 or more 2 1 3 1
Appearance : Normal 3/3 3/3 4/4 2/2
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Table 5-2 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
( On week 1 of the administration period )
Dose(mg/kg/day) 0 30 120 500
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 11 11 10 12
2 or more 1 1 2 0
Color : Pale yellow 5/56 2/2 3/3 4/4
Defecation Not detected or 1 8 12 9 11
2 or more 4 0 3 1
Appearance : Normal 77 4/4 4/4 3/3
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Table 5-3 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

( On week 2 of the administration period )

Dose(mgrkg/day) 0 30 120 500
Items No. of animals 12 12 12 12
Reactivity on remaoval Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 11 12
Temporally in handling 0 0 1 0
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 11 11 9
2 or more 0 1 1 3
Color : Pale yellow 3/3 2/2 4/4 4/4
Defecation Not detected or 1 12 12 12 11
2 or more 0 0 0 1
Appearance : Normal 3/3 1/1 111 1/1
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Table 5-4  Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
{ On week 3 of the administration period )
Dose(mg/kg/day) 0 30 120 500
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 11 12 12
Temporally in handling 0 1 0 0
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 11 9 10 10
2 or more 1 3 2 2
Color : Pale yellow 212 313 3/3 2/2
Defecation Not detected or 1 12 12 10 11
2 or more 0 0 2 1
Appearance : Normal - 1/1 212 2/2
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Table 5-5 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
{ On week 4 of the administration period )
Dose(mg/kg/day) 0 30 120 500
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muascle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 10 12 12 12
Temporally in handling 2 0 0 0
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 11 12 12
2 or more 0 1 0 0
Color : Pale yellow 2/2 2/2 6/6 1/1
Defecation Not detected or 1 10 12 11 12
2 or more 2 0 1 0
Appearance : Normal 4/4 111 -
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Table 5-6 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

( On week 5 of the administration period }

Dose(mg/kg/day) 0 30 120 500
Items No. of animals 12 12 - 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 10 12 12
Temporally in handling 0 2 0 0
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 9 10 12 12
2 or more 3 2 0 0
Color : Pale yellow 5/5 4/4 4/4 V1
Defecation Not detected or 1 12 12 11 12
2 or more 0 0 1 0
Appearance : Normal 2/2 - 111 111
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Table 5-7 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose(mg/kg/day) 0 30 120 500
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces '
Vocalization Not detected 12 12 12 12
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 11 11 10 12
2 or more 1 1 2 0
Color : Pale yellow 3/3 212 212 11
Defecation Not detected or 1 11 11 12 12
2 or more 1 1 0 0
Appearance : Normal 2/2 1/1 . -
-18 - Study No.06-119



Table 5-8 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 1 of the recovery period )

Dose(mg/kg/day) 0 500

Ttems No. of animals 5 5
Reactivity on removal Normal 5 5

from the cage
Reactivity on handling Normal b 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected b 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces

Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal b 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 4
2 or more 0 1

Color : Pale yellow 1/1 1/1

Defecation Not detected or 1 4 5
2 or more 1 0

Appearance : Normal 171 -
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Table 5-9 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
{ On week 2 of the recovery period )

Dose(mg/kg/day) 0 500

Ttems No. of animals 5 5

Reactivity on removal Normal 5 5

from the cage

Reactivity on handling Normal 5 5

Muscle tone Normal 5 5

Skin Normal 5 5

Fur Normal 5 5

Piloerection Not detected b 5

Eye discharge Not detected 5 5

Palpebral closure Not detected 5 5

Exophthalmos Not detected 5 5

Lacrimation Not detected 5 5

Smudge around mouth-nose Not detected 5 5

Salivation Not detected 5 5

Blotted fur in the lower Not detected 5 5

abdomen with urine

Blotted fur around anus Not detected 5 5

with feces

Vocalization Not detected 5 5

Breathing Normal 5 5

Body position Normal 5 5

Convulsion Not detected 5 5

Tremor Not detected 5 5

Exploration Normal 5 5

Alertness Normal 5 5

Locomotor activity Normal 5 5

Walk Normal 5 5

Abnormal behavior Normal 5 5

Stereotypy Not detected 5 5

Failure of consciousness Not detected 5 5

Limb tone Normal 5 5

Urination Not detected or 1 5 5

2 or more 0 0
Color : Pale yellow 2/2 -
Defecation Not detected or 1 5 5
2 or more 0

Appearance : Normal
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Table 6-1-1 Incidence of clinical signs in detailed observation of female rats treated orally

with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

{ Before administration period )

Dose(mg/kg/day) 0 30 120 500
Ttems No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage

Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth'nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12

2 or more 0 0 0 0

Color : Pale yellow 2/2 11 2/2 1/1
Defecation Not detected or 1 12 12 12 12

2 or more 0 0

Appearance : Normal -
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Table 6-1-2 Incidence of clinical signs in detailed observation of female rats treated orally

with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

{ On week 1 of the administration period )

Dose(mg/kg/day) 0 30 120 500
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage

Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12

2 or more 0 0 0 0

Colar : Pale yellow /1 - . -
Defecation Not detected or 1 12 12 12 12

2 or more 0

Appearance : Normal
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Table 6-1-3 Incidence of clinical signs in detailed observation of female rats treated orally

with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

{ On week 2 of the administration period }

Dose(mg/kg/day) 0 30 120 500
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage

Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness _ Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12

2 or more 0 0 0 0

Colar : Pale yellow 3/3 : . 2/2
Defecation Not detected or 1 12 12 12 12

2 or more 0

Appearance : Normal
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Table 6-1-4 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

( On week 3 of the administration period )

Dose(mg/kg/day) 0 30 120 500
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage

Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 12 12 12 12

2 or more 0 0 1] 0

Colar : Pale yellow - 3/3 . -
Defecation Not detected or 1 12 12 12 12

2 or more 0

Appearance : Normal
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Table 6-1-5 Incidence of clinical signs in detailed observation of female rats treated orally

with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

{ On week 4 of the administration period )

Dose{mg/kg/day) 0 30 120 500
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 11 12 12 12
2 or more 1 0 0 0
Colar : Pale yellow 2/2 . V1 .
Defecation Not detected or 1 12 12 12 12
2 or more ‘ 0

Appearance : Normal
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Table 6-1-6 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 5 of the administration period )

Dose(mg/kg/day) 0 30 120 500
Ttems No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 i2 12
Skin Normal 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 11 12 12 12
2 or more 1 0 0 0
Colar : Pale yellow 111 171 - 11
Defecation Not detected or 1 12 12 12 12
2 or more 0 0 0

Appearance : Normal
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Table 6:1-7 Incidence of clinical signs in detailed observation of female rats treated orally

with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period }

Dose(mg/kg/day) 0 30 120 500
Items No. of animals 12 12 12 12
Reactivity on removal Normal 12 12 12 12
from the cage

Reactivity on handling Normal 12 12 12 12
Muscle tone Normal 12 12 12 12
Skin Normal ' 12 12 12 12
Fur Normal 12 12 12 12
Piloerection Not detected 12 12 12 12
Eye discharge Not detected 12 12 12 12
Palpebral closure Not detected 12 12 12 12
Exophthalmos Not detected 12 12 12 12
Lacrimation Not detected 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12
Salivation Not detected 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12
Breathing Normal 12 12 12 12
Body position Normal 12 12 12 12
Convulsion Not detected 12 12 12 12
Tremor Not detected 12 12 12 12
Exploration Normal 12 12 12 12
Alertness Normal 12 12 12 12
Locomotor activity Normal 12 12 12 12
Walk Normal 12 12 12 12
Abnormal behavior Normal 12 12 12 12
Stereotypy Not detected 12 12 12 12
Failure of consciousness Not detected 12 12 12 12
Limb tone Normal 12 12 12 12
Urination Not detected or 1 11 12 11 12

2 or more 1 0 1 0

Colar : Pale yellow 1/1 . 11 -
Defecation Not detected or 1 12 12 12 12

2 or more 0 0

Appearance : Normal

0

0
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Table 6-1-8 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

( On week 7 of the administration period )

Dose(mg/kg/day) 0 30 120 500
Items No. of animals 2 1 0 1
Reactivity on removal Normal 2 1 1
from the cage

Reactivity on handling Normal 2 1 1
Muscle tone Normal 2 1 1
Skin Normal 2 1 1
Fur Normal 2 1 1
Piloerection Not detected 2 1 1
Eye discharge Not detected 2 1 1
Palpebral closure Not detected 2 1 1
Exophthalmos Not detected 2 1 1
Lacrimation Not detected 2 1 1
Smudge around mouth-nose Not detected 2 1 1
Salivation Not detected 2 1 - 1
Blotted fur in the lower Not detected 2 1 - 1
abdomen with urine
Blotted fur around anus Not detected 2 1 - 1
with feces
Vocalization Not detected 2 1 - 1
Breathing Normal 2 1 - 1
Body position Normal 2 1 - 1
Convulsion Not detected 2 1 1
Tremor Not detected 2 1 1
Exploration Normal 2 1 1
Alertness Normal 2 1 1
Locomotor activity Normal 2 1 - 1
Walk Normal 2 1 - 1
Abnormal behavior Normal 2 1 - 1
Stereotypy Not detected 2 1 1
Failure of consciousness Not detected 2 1 1
Limb tone Normal 2 1 1
Urination Not detected or 1 2 1 1

2 or more 0 0 0

Colar : Pale yellow - - :
Defecation Not detected or 1 2 1 1

2 or more 0 0

Appearance : Normal

=]
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Table 6-1-9 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 8 of the administration period )

Dose(mg/kg/day) 30 120 500
Items No. of animals 1 0 0
Reactivity on removal Normal 1 -
from the cage
Reactivity on handling Normal 1 -
Muscle tone Normal 1 -
Skin Normal 1 -
Fur Normal 1
Piloerection Not detected 1 -
Eye discharge Not detected 1
Palpebral closure Not detected 1 -
Exophthalmos Not detected 1 -
Lacrimation Not detected 1
Smudge around mouth-nose Not detected 1 -
Salivation Not detected 1
Blotted fur in the lower Not detected 1
abdomen with urine
Blotted fur around anus Not detected 1
with feces
Vocalization Not detected 1 -
Breathing Normal 1
Body position Normal 1
Convulsion Not detected 1
Tremor Not detected 1
Exploration Normal 1 .
Alertness Normal 1
Locomotor activity Normal 1 -
Walk Normal 1
Abnormal behavior Normal 1
Stereotypy Not detected 1
Failure of consciousness Not detected 1
Limb tone Normal 1
Urination Not detected or 1 1
2 or more 0 -
Colar : Pale yellow -
Defecation Not detected or 1 1 -
2 or more 0

Appearance : Normal
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Table 6-2-1 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

( Before administration period )

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5

2 or more 0 0

Color : Pale yellow - -
Defecation Not detected or 1 5 5

2 or more 0

Appearance : Normal
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Table 6-2-2 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

{ On week 1 of the administration period )

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmeos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 b5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow in -
Defecation Not detected or 1 5 5
2 or more 0

Appearance : Normal

o O
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Table 6-2-3 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

{ On week 2 of the administration period )

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 b
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5

2 or more 0 0

Color : Pale yellow . -
Defecation Not detected or 1 5 5

2 or more 0

Appearance : Normal
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Table 6-2-4 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

{ On week 3 of the administration period )

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 b
from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal b 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5

2 or more 0 0

Color : Pale yellow - .
Defecation Not detected or 1 5 5

2 or more

Appearance : Normal

- O

. O
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Table 6-2-5 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

{ On week 4 of the administration period )

Dose(mg/kg/day) 0 500
Items No. of animals 5 )
Reactivity on removal Normal 5 5
from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 b
Urination Not detected or 1 5 5

2 or more 0 0

Color : Pale yellow - -
Defecation Not detected or 1 5 5

2 or more 0

Appearance : Normal
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Table 6-2-6 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

{ On week 5 of the administration period )

Dose(mgrkg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal b 5
Locomaotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5

2 or more 0 0

Color : Pale yellow . .
Defecation Not detected or 1 5 5

2 or more

Appearance : Normal

O
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Table 6-:2-7 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fuar Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected ) 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 4

2 or more 0 1

Color : Pale yellow 11 171
Defecation Not detected or 1 5 5

2 or more 0

Appearance : Normal
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Table 6-2-8 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 1 of recovery period >

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow - 11
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance : Normal
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Table 6-2-9 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Dose(mg/kg/day) 0 500
Items No. of animals 5 5
Reactivity on removal Normal 5 5

from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5

abdomen with urine

Blotted fur around anus Not detected b b
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow . :
Defecation Not detected or 1 5 5
2 or more 0

Appearance : Normal
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Table 7-1 Incidence of responses in the sensory/reflex function test of male rats treated
orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

<On week 6 of the administration period>

Dose(mg/kg/day) 0 30 120 500

Items No. of animals examined

(44
%))
[
o

Hearing reaction Normal 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5
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Table 7-2 Incidence of responses in the sensory/reflex function test of male rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

<On week 6 of the administration period>

Dose(mg/kg/day) 0 500
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5
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Table 7-3 Incidence of responses in the sensory/reflex function test of male rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

<On week 2 of the recovery period >

Dose(mg/kg/day) 0 500
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5
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Table 8-1 Incidence of responses in the sensory/reflex function test of female rats treated
orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

<0On week 6 of the administration period>

Dose(mg/kg/day) 0 30 120 500

Items No. of antmals examined

4]
o
[P
n

Hearing reaction Normal 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5
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Table 8-2  Incidence of responses in the sensory/reflex function test of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

<On week 6 of the administration period>

Dose(mg/kg/day) 0 500
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5
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Table 8-3 Incidence of responses in the sensory/reflex function test of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

<On week 2 of the recovery period >

Dose(mg/kg/day) 0 500
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5




Table 9-1 Mean value of grip strength and motor activity of male rats treated orally with
4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<0On week 6 of the administration period>

Dose No. of Grip strength(g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min. 0~60min.
0 5 687 443 7066 9618
+ 148 + 74 + 1208 + 2826
&! 30 5 649 515 6946 9674
' + 97 + 81 + 966 + 3280
120 5 864 447 6936 8743
+ 403 + 92 + 1784 + 2974
500 5 8356 441 7968 12400
= 174 + 112 + 655 + 2358

Each value is exprssed as meantS.D.
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Table 9-2  Mean value of grip strength and motor activity of male rats treated orally with
4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<On week 6 of the administration périod>

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min. 0~60min.
0 5 678 717 8702 13416
+ 75 + 63 + 1216 £ 2779
500 5 683 698 9398 16009
+ 113 + 73 + 205 + 858

Each value is exprssed as meantS.D.
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Table 9-3  Mean value of grip strength and motor activity of male rats treated orally with
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<On week 2 of the recovery period>

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min. 0~60min.
0 5 895 521 6349 8394
+ 261 + 169 + 1791 + 3193
500 5 966 496 7273 11434
+ 140 + 74 + 1802 + 4339

Each value is exprssed as meantS.D.
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Table 10-1 Mean value of grip strength and motor activity of female rats treated orally with
4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

<On week 6 of the administration period>

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min.
0 5 605 546 7374
+ 133 + 117 + 1686
30 5 569 514 5010
+ 44 + 97 + 2478
120 5 677 500 6418
+ 40 + 168 + 1690
500 5 679 489 6769
+ 59 + 198 + 1731

Each value is exprssed as mean = S.D.



Table 10-2 Mean value of grip strength and motor activity of female rats of the satellite group treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity

study with the reproduction/developmental toxicity screening test

<0On week 6 of the administration period>

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min. 0~60min.
0 5 600 461 8353 14186
+ 92 + 97 + 2463 + 5114
& 500 5 491 533 9116 14489
' + 25 + 45 + 653 + 3253

Each value is exprssed as mean + S.D.
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Table 10-3 Mean value of grip strength and motor activity of female rats of the satellite group treated orally
with 4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

<On week 2 of the recovery period>

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min. 0~60min.
0 5 676 366 8336 13267
+ 136 36 + 1298 + 3470
@ 500 5 673 331 7909 13497
' * 157 = 28 + 1184 + 3315

Each value is exprssed as mean £ S.D.
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Table 11 Body weights of male rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

(g)
Administration period Recovery period

Dose Gain Gain

(mg/kg/day) Day 1 7 14 21 28 35 42 1~42 420 49(7) 56(14)  42~56

0 361 377 397 414 439 459 479 118 490 499 497 7

+ 15+ 18+ 18+ 20+ 20+ 21 + 24 + 13 £+ 30+ 31 £ 833 + 11

(12) (12) 12 (12) (12) (12) (12) (12) (5) 5 (5) 6]

30 361 381 402 422 442 457 474 113
+ 18+ 18+ 17+ 13+ 13 £ 16 + 19 = 18

(12 (12) 12 (12 (12) (12 (12 (12

120 361 378 397 414 432 448 465 103
£+ 14+ 12+ 14 + 16 £ 20 = 20 21 + 21
12) 12) 12 12 12) (12 12 12

H

500 361 371 392 408 425 443 455 Q4 ** 468 480 488 20
£ 17+ 18+ 20+ 20+ 21 + 22+ 23 + 15 £+ 21 %+ 23+ 22 % 10
12) 12 12) 12 12) 12) (12) 12) 5) 5) 5) (5)

Each value is expressed as mean = S.D,
(n) : No. of animals.
** : Significantly different from control at 1% level of probability.
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Table 12-1 Body weights of female rats treated orally with 4, 4' -isopropylydenediphenol propoxylated

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

(g)
Premating period Pregnancy period Lactation period

Dose Gain Gain Gain
(mg/kg/day) Day 1 7 14 1~14 0 7 14 20 0~20 0 4 0~4
0 229 240 250 21 256 292 329 411 155 314 337 24
+ 156 £ 15 £+ 14 = 7 + 17 = 19 £ 22 + 23 + 12 + 28 + 27 + 13

12 a2 a2 (12) 12 (2 02 q2 Q2 12 a2 02
30 228 240 250 21 261 296 334 422 161 317 339 22
+ 12 £ 14 £ 14 = 9 + 23+ 24 £ 21 £ 23 + 19 + 27+ 18 £+ 14

12 a2 a2 (12) 12 a2 02 q2 (a2 (12 (12 2
120 226 239 248 23 256 293 329 418 162 315 330 15
+ 14 £ 14 £ 16 + 11 + 16+ 19 = 15 + 25 % 14 + 18 & 21 £ 24

122 (2 2 (12 (12 12 a2 a2 a2 122 12 a2
500 230 240 250 20 254 293 332 414 161 307 324 17
£+ 14 £ 13 £ 17 =+ 7 + 21 £ 27 £+ 32 =+ 39 + 21 + 28 £+ 50 £ 27

120 12 2 (12) iy @qnp a» v Qv 10 (10 (10)

Each value is expressed as mean = S.D.
(n) : No. of animals.
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Table 12-2 Body weights of female rats of the satellite group treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated study dose toxicity with the reproduction/developmental toxicity screening test
(g)
Administration period Recovery period
Dose Gain Gain
(mg/kg/day) Day 1 7 14 21 28 35 42 1~42 42(0) 49(7) 56(14)  42~56
0 228 243 252 262 270 279 283 55 283 295 299 17
+ 17+ 18+ 22+ 18+ 13 + 17 £+ 15 = 13 + 156+ 15+ 14 + 7
(5) (5) (5) (5) (5 (5) (5) 5 (5) (5 (5) (®)
500 223 235 247 252 258 267 272 49 272 276 278 * 6*
+ 10 9 + 9+ 13 £ 12 + 10 = 12 + 8 + 12 £ 18 = 15 + 7
5) (5) (5) (s) (5) (5) (5) (5) (5) (5) (5) (5)

Each value is expressed as mean £ S.D.
(n) : No. of animals.
* : Significantly different from control at 5% level of probability.
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Table 13 Food consumption of male rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

( g/rat/day )
Dose Administration period Recovery period
(mg/kg/day) Day 1 7 14 21 28 35 41 420 49(7) 5513
0 28 26 24 26 26 26 26 28 29 28
+ 3 + 2 + 2 + 2 + 2 + 1 + 2 + 1 + 2 + 2
(12) 12) (12) (12) (12 12 (12) 5) 5) (5)
30 27 26 25 26 25 25 25
+ 4 + 2 2 + 2 + 2 + 4 x 3
(12) (12) (12) an?2 a2 (12) (12)
120 28 24 24 25 26 25 25
+ 1 + 2 + 3 ++ 3 + 2 + 2 + 3
12 (12) (12 (12) (12 (12) (12)
500 26 25 27 * 28 28 28 27 29 31 30
£ 5 + 3 + 4 + 3 £ 3 + 3 + 2 + 2 + 2 + 2
(12) (12) (12) 12) 12 (12) (12) (5) %) (5)

Each value is expressed as mean + S.D.

(n) : No. of animals.

a : One animal could not measured because of mating.

* : Significantly different from control at 5% level of probability.
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Table 14-1 Food consumption of female rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

( g/rat/day )
Dose Premating period Pregnancy period Lactation period
(mg/kg/day) Day 1 7 14 0 7 14 20 0 3

0 20 18 19 18 24 23 28 25 47
+ 3 + 2 + 2 + 7 + 3 ++ 4 =+ 3 + 8 =+ 7
(12) (12) (12) (12) (12 (12) 12 (12) (12)
30 20 17 20 18 24 25 27 21 50
+ 3 + 4 + 3 + 4 + 4 % 7 + 4 + 6 + 4
12 (12) (12) (12 (12 (12) (12) (12) (12
120 20 17 22 * 20 23 25 25 18 46
+ 3 + 3 + 2 + 6 + 3 + 3 + 2 + 7 + 10
(12) (12 (12 12) (12) (12) (12 12 (12)
500 20 18 21 20 26 28 26 20 47
+ 3 % 2 3 3 + 6 + 3 + 4 + 5 + 9 + 18
(12) (12 (12) (11) ay (11) (1D (10) (10)

Each value is expressed as mean = S.D.
(n) : No. of animals.
* : Significantly different from control at 5% level of probability.
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Table 14-2 Food consumption of female rats of the satellite group treated orally with
4, 4' -isopropylydenediphenol propoxylated in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test
( g/rat/day )
Dose Administration period Recovery period

(mg/kg/day) Day 1 7 14 21 28 35 42 42(00 49(7) 55(13)
0 19 17 20 20 20 19 18 18 20 21

+ 5 % 2 £ 2 + + 1 + 1 + 1

(5) 5) 5) 5 6] (5) (5) (5) (5) (5)

500 19 17 21 21 18 19 19 19 20 20
+ 3 + 3 + 1 + + 2 = 1 + 2

(5) (5) 5) (5) (5) (5) 5) ) (5) (5)

Each value is expressed as meanS.D.

(n) : No. of animals.
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Table 15- 1 Urinary findings of male rats treated orally with 4,4"-isopropylydenediphenol propoxylated in the combined repeated dose toxicity with
the reproduction/developmental toxicity screening test
< On week 6 of the administration period >
Dose  No. of Color Cloudy Volume®’ Specific®’ Na®’ K*’ pH Protein
animals gravity
(mg/kg/day) PY C — 1+ (mL/i8hr) {(mEq/18hr) {mEq/18hr) 60 65 7.0 75 80 85 — + 1+ 2+
0 5 5 5 7.9 1.058 0.89 2.27 1 1 3 5
+ 2.2 + 0.011 + 0.33 0.56
30 5 5 5 9.0 1.063 0.89 2.31 1 1 1 2 1 3 1
+ 5.5 + 0.022 + 0.50 0.87
120 5 5 5 6.9 1.070 1.09 2.61 1 2 2 2 2 1
+ 3.3 + 0.015 + 0.25 0.49
500 5 5 5 109 1.058 1.18 3.25 1 4 1 1 2 1
+ 3.2 + 0.012 += 0.28 0.38
Dose  No.of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals - + 1+ 2+ £ 1+ 2+ 3+ ~ + 1+ 2+ 3+ 01 1 2 - 1+ 2+ 3+
0 5 5 2 5 5 5
30 5 5 1 5 5 5
120 5 5 2 5 5 5
500 5 5 5 5 5
‘a) : MeanzS.D.

Color :PY(pale yellow), C(colorless).
Cloudy : —(negligible), 1+ (cloudy).

Protein : —(aegligible), +(15~30mg/dL), 1-+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), £(0.1g/dL), 1+(0.25g/dL), 2+(0.5g/dL).
Ketone body : —~(negligible), £(5mg/dL), 1+(15mg/dL), 2+(40mg/dL),3+80mg/dL).

Occult blood : —(negligible), +(trace), 1+ (slight), 2+(moderate), 3+(marked).

Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), 1+(slight), 2+(moderate), 3+(marked).
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Table 15- 2 Urinary findings of male rats treated with 4,4-isopropylydenediphenol propoxylated in the combined repeated dose

toxicity with the reproduction/developmental toxicity screening test

< On week 6 of the administration period >

Crystals
Dose  No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals  — 1+ 2+ 3+ — 1+ 2+ 3+ — 1+ 2+ 3+ - 1+ 2+ 1+ 2+
0 5 5 5 4 1 5
30 5 5 5 2 3 5
120 5 5 5 3 2 5
500 5 5 5 3 1 1 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H globules
(mg/kg/day) animals  — 1+ 2+ 3+ — 1+ 2+ = 1+ 2+ - 1+ - 1+ — 1+ 1+ 2+
0 5 3 2 5 5 5 5 5
30 5 3 1 1 5 5 5 5 5
120 5 3 2 5 5 5 5 5
500 5 4 1 5 5 5 5 5

— ; Not observed, 1+ A few in some fields, 2+ ; A few in all fields, 3+ ; Many in all fields.
Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamous), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W (waxy).
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Table 15- 3 Urinary findings of male rats treated orally with 4,4isopropylydenediphenol propoxylated in the combined repeated dose toxicity with
the reproduction/developmental toxicity screening fest
< On week 2 of the recovery period >
Dose  No. of Color Cloudy Volume®’ Specific®’ Na®’ R pH Protein
animals gravity
(mg/kg/day) PY C — 1+ (mL/18hr) (mEq/18hr) (mEq/18hr) 60 65 70 175 80 85 — + 1+ 2+
0 5 5 5 10.9 1.064 1.50 4.59 1 4 5
+ 1.8 + 0.009 + 0.20 + 0.94
500 5 5 5 115 1.067 1.55 3.09 * 1 4 5
= 23 + 0.007 + 0.46 + 1.03
Dose  No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals ~ + 1+ 2+ + 1+ 2+ 3+ - + 1+ 2+ 3+ 0.1 1 2 - 1+ 2+ 3+
0 5 5 4 b 5 5
500 5 5 4 1 5 5 5
a) : Mean£S. D.

Color :PY(pale yellow), Clcolorless).
Cloudy : —(negligible), 1+ (cloudy).

Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), +(0.1g/dL), 1+4{0.25g/dL), 2+(0.5g/dL).
Ketone body : —(negligible), +(5mg/dL)}, 1+ (15mg/dL), 2+(40mg/dL),3-+H80mg/dL).

Occult blood : —(negligible), +(trace), 1+(slight), 2+(moderate), 3+(marked).

Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), 1+ (slight), 2+(moderate), 3+(marked).
* ! Significantly different from control at 5% level of probability.
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Table 15 - 4 Urinary findings of male rats treated with 4,4-isopropylydenediphenol propoxylated in the combined repeated dose
toxicity with the reproduction/developmental toxicity screening test

< On week 2 of the recovery period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals  — 1+ 2+ 3+ — 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 24 1+ o
0 5 5 5 3 1 1 5
500 5 5 5 2 3 5
Epithelial cells Casts Fat
Dose  No. of Sq R S G H W globules
(mg/kg/day) animals — 1+ 2+ 3+ - 1+ 2+ - 1+ 2+ — 1+ - 1+ —_ 1+ 1+ 2+
0 5 3 2 5 5 5 5 5
500 5 2 3 5 5 5 5 5

—~ ; Not observed, 1+; A few in some fields, 2+ ; A few in all fields, 3+ ; Many in all fields.
Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamous), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W (waxy).



Table 16-1 Hematological findings of male rats treated orally with 4,4-isopropylydenediphenol propoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*uL) (g/dL) (%) (fL) (pg) (%) (%0) (sec)
0 5 867 15.9 48.4 56 18.4 329 15.9 12.9
+ 31 + 03 + 1.8 + 3 + 08 + 07 + 4.5 + 06
30 5 910 15.9 486 54 17.5 32.8 15.7 12.6
+ 24 + 056 + 18 + 2 + 05 + 04 + 20 + 03
120 5 880 15.4 46.8 53 17.5 33.0 13.2 12.4
+ 34 + 03 + 05 + 1 + 05 + 05 + 3.1 + 04
500 5 881 15.3 46.4 53 17.4 * 329 139 11.6 **
- + 44 = 07 + 21 * 2 + 04 + 05 = 42 + 0.7
[aiy
| Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10%/uL) (10°L) Baso. Eosin. Neutro. Lymph. Mono.
0 5 20.1 112 62 0.0. 0.8 16.8 79.9 2.6
+ 25 + 13 + 11 + 00 + 04 + 34 + 3.7 + 05
30 5 20.3 116 66 0.0 1.1 18.8 71.5 2.6
+ 19 + 18 + 18 + 00 + 0.5 + 3.8 + 5.0 + 10
120 5 20.3 118 57 0.0 1.0 20.6 76.1 2.3
+ 1.5 + 11 + 14 + 00 + 04 + 31 + 34 + 02
500 5 19.0 122 63 0.0 0.9 195 76.8 2.8
£ 19 + 6 * 13 + 00 + 02 + 44 + 486 + 06

611-900N Apmg

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.



Table 16 - 2 Hematological findings of male rats treated orally with 4,4-isopropylydenediphenol propoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*/nL) (g/dL) (%) (fL) (pg) (%) (%0 (sec)

0 5 916 16.0 47.6 52 17.4 33.5 16.4 12.3

+ 26 + 04 + 13 + 0 + 01 + 02 + 6.0 0.1

500 5 882 15.5 46.7 53 17.6 33.2 15.4 13.0

+ 58 + 06 + 19 + 2 + 0.7 + 03 + 5.1 0.9

Dose No. of APTT Plat. WBC Differential leukocyte counts (%)

(mg/kg/day) animals (sec) (10%L) (10%pL) Baso. Eosin. Neutro. Lymph. Mono.

3 0 5 19.0 122 81 0.0 1.1 20.9 75.1 2.9
) + 1.0 + 9 + 21 + 00 + 0.1 + 48 + b0 0.2
500 5 18.2 121 81 0.0 1.2 14,3 ** 81.3 3.2

+ 0.8 + 12 + 15 + 00 + 02 + 22 + 35 1.6

Each value is expressed as mean£S.D.
** : Significantly different from control at 1% level of probability.

611-90 0N 4pn1g



Table 17 - 1 Hematological findings of female rats treated orally with 4,4'-isopropylydenediphenol propoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test
< At the end of administration period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT

{mg/kg/day) animals (10*pL) (g/dL) (%) (L) (pg) (%) (%0 (sec)
0 5 662 12.8 39.9 60 19.3 32.1 60.0 13.1

+ 35 + 0.7 + 1.9 + 3 + 0.8 + 03 + 204 + 07

30 5 650 12.5 39.3 61 19.3 31.9 72.5 13.1

+ 43 + 06 + 14 + 2 + 0.3 + 07 + 26.3 + 04

120 5 673 12.8 40.2 60 19.0 31.8 69.5 12.8

+ 35 + 04 + 01 + 3 + 03 + 07 + 17.0 + 0.5

. 500 5 665 12.6 39.2 59 19.0 322 62.7 12.8
o + 22 + 06 + 21 + 2 + 0.7 + 03 + 21.3 + 086

Dose  No. of APTT Plat. WBC Differential leukocyte counts (%)

(mg/kg/day) animals (sec) (10*/uL) (10°mL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 18.5 127 65 0.0 1.0 30.2 65.9 29

+ 18 + 22 + 22 + 00 + 04 + 10.2 + 103 + 08

30 5 17.3 143 64 0.0 0.9 38.5 58.6 20

+ 19 + 24 + 16 + 0.0 + 04 + 4.1 + b1 + 09

120 5 15.9 141 64 0.0 0.7 27.1 69.9 2.3

+ 20 + 16 + 9 + 00 + 02 + 5.1 + b5 + 08

500 5 15.9 149 87 0.0 0.6 296 67.4 2.4

+ 15 + 27 + 19 + 0.0 + 04 + 110 + 11.0 + 11

611-90°0N Apn3g

Each value is expressed as meanS.D.



-$9 -

611-90'0N Apmig

Table 17 - 2 Hematological findings of female rats treated orally with 4,4-isopropylydenediphenol propoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec)
0} 5 820 15.0 449 55 18.3 33.3 22.5 13.1
x 37 + 0.5 + 24 + 2 + 0.5 + 06 + 48 + 0.8
500 5 782 14.7 439 56 18.8 33.5 24.9 12.6
+ 24 + 0.2 + 04 + 1 + 04 + 03 + 39 + 03

Dose  No. of APTT Plat. WBC Differential leukocyte counts (%)

(mg/kg/day) animals (sec) (10%/pL) (10%pL) Baso. Eosin. Neutro. Lymph. Mono.
Q0 5 194 109 41 0.0 1.4 227 74.9 1.1
+ 05 d 18 + 11 + 00 + 08 + 80 + 84 + 04

500 5 16.8 ** 106 44 0.0 1.3 189 78.3 1.5

+ 1.1 + 10 + 10 + 00 + 14 + 33 + 4.1 + 0.7

Each value is expressed as mean+S.D.
** : Significantly different from control at 1% level of probability.
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Table 18- 1

Blood biochemical findings of male rats treated orally with 4,4,-isopropylydenediphenol propoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of administration period >

Dose No. of LDH AST ALT ALP v-GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg/day) animals (Tun) (IU/L) (IU/L) (1u/L) (1U/L) ULy (g/dL) (g/dL) (mg/dL)
0 5 315 69 38 532 0.54 46 5.86 2.89 0.97 65
+ 85 + 10 + 5 + 151 + 0.07 + 14 + 0.13 + 0.10 + 0.08 + 15
30 5 274 62 36 425 0.57 46 5.85 2.94 1.01 57
+ 106 + 4 + 4 + 62 + 0.08 + 14 + 0.13 + 0.14 + 0.07 + 7
120 5 518 73 38 432 0.71 42 564 * 2.75 0.95 64
+ 300 + 9 * 5 + 47 + 0.33 + 9 + 0.06 + 0.08 + 0.05 + 8
500 5 329 65 36 509 0.60 53 561 * 2.65 ** 0.89 118 **
+ 88 * 4 £ 5 + 50 + 0.22 + 18 + 0.13 + 0.10 + 0.06 + 24
Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl)  (mg/dL)  (mg/dl) (mg/dl} (mg/dl) (mg/dl) (mgdl) (mEq/L) (mEq/L) (mEgL)
0 5 43 144 13.1 0.41 0.31 9.8 7.1 141 4.34 102
+ 16 + 11 + 12 + 0.03 + 0.01 + 0.3 + 0.2 + 1 + 0.27 + ]
30 5 34 149 15.1 * 0.37 0.30 10.2 * 83 * 140 461 99
+ 8 + 12 + 0.8 + 0.02 + 0.02 £ 0.2 £+ 0.6 £ 1 + 0.37 + 2
120 5 35 137 150 * 0.40 0.30 9.8 7.8 141 4.97 102
+ 13 * 11 + 1.2 = 0.02 + 0.02 + 0.1 = 086 + 1 + 0.50 + 1
500 5 35 139 14.5 0.36 0.31 10.1 82 * 142 4.64 101
+£ 15 + 10 + 1.2 + 0.04 + 0.06 + 0.3 + 08 * 2 + 0.73 * 3

Each value is expressed as meantS.D.

* : Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.



Blood biochemical findings of male rats treated orally with 4,4,-isopropylydenediphenol propoxylated

Table 18 - 2
in the combined repeat dose and reproductive/developmental toxicity screening test
< At the end of recovery period >
Dose No. of LDH AST ALT ALP y-GTP ChE T.P. Alb. A/IG T-Cho.
(mg/kg/day) animals (IU/L) (IU/L) (IU/L) (IU/L) (1U/L) (TU/L) (g/dL) (g/dL) (mg/dL)
0 5 314 70 35 368 0.47 49 5.88 2.83 0.93 56
+ 72 + 6 + 5 + 67 + 0.09 + 14 + 0.16 + 0.19 + 0.10 + 6
500 53 431 95 50 389 0.54 46 5.58 2.62 0.88 63
+ 121 + 26 = 20 + 74 + 0.07 + 16 + 0.29 + 0.22 + 0.08 + 27
Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl1
(mg/kg/day) animals (mg/dl) (mg/dl) (mg/dL) (mg/dl) (mg/dl) (mg/dL) (mg/dl) (mEq/L) (mEq/L) (mEg/L)
0 5 41 - 151 19.0 0.37 0.30 9.3 6.6 140 463 102
& + 16 + 8 + 94 + 0.03 + 0.02 + 0.3 + 02 + 1 + 0.29 + 2
&
. 500 5 34 137 * 17.5 0.41 0.30 9.4 7.3 * 141 4.55 102
+ 23 + 6 + 3.1 + 0.03 + 0.03 + 05 = 06 + 1 + 041 + 1

Each value is expressed as meantS.D.
* : Significantly different from control at 5% level of probability.

611-90'0N Apm3g



Table 19 -1 Blood biochemical findings of female rats treated orally with 4,4,-isopropylydenediphenol propoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test
< At the end of administration period >
Dose No. of LDH AST ALT ALP y-GTP ChE T.P. Alb. AIG T-Cho.
(mg/kg/day) animals (IuU/L) (1U/L) (IU/L) (1U/L) (IU/L) (TU/L) (g/dL) (g/dL) (mg/dL)
0 5 401 106 64 381 0.73 279 5.98 2.92 0.97 85
+ 148 + 56 + 12 + 240 + 0.21 + 79 + 0.21 +* 0.35 + 0.19 + 19
30 5 256 67 49 274 0.53 327 5.84 2.87 0.97 74
+ 108 + 9 + 6 + 52 + 0.10 + 138 + 0.26 + 0.28 + 0.11 + 17
120 5 510 143 59 332 0.55 245 5.87 3.06 1.09 82
+ 176 + 121 + 18 + 55 + 0.21 + 48 + 0.27 + 0.25 = 0,12 + 18
500 5 453 102 78 278 0.60 238 5.65 2.69 0.91 125 **
c-’ + 173 + 24 + 19 + 204 + 0.09 + 44 + 0.27 + 0.15 + 0.06 + 15
-
' Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl)  (mg/dL)  (mg/dL) (mg/dl) (mg/dL) (mg/dl) (mg/dl) (mEq/L) (mEg/L) (mEq/L)
0 5 132 156 20.9 0.48 0.37 11.2 9.2 140 4.76 98
+ 44 + 9 + 37 + 0.05 + 0.03 + 04 + 1.3 * 2 + 0.19 + 1
30 5 79 152 19.6 0.45 0.30 ** 11.2 9.9 140 4,74 100
+ 41 + 10 + 25 + 0.02 + 0.04 + 0.8 + 14 + 2 + 0.63 + 3
120 5 98 139 17.0 0.43 032 * 11.0 9.6 141 4.74 101 *
+ 39 + 13 + 21 + 0.05 + 0.01 + 0.5 + 1.7 + 1 + 0.37 + 2
500 5 81 147 19.9 0.47 0.30 ** 10.7 9.3 139 4.87 100
+ 25 + 13 + 2.1 + 0.03 + 0.02 + 0.2 + 0.6 + 1 + 0.33 + 1

611-90'0N Apnig

Each value is expressed as meantS.D.
* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.



Table 19 - 2 Blood biochemical findings of female rats treated orally with 4,4,-isopropylydenediphenol propoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of recovery period >

Dose No. of LDH AST ALT ALP y-GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg/day) _animals (IU/L) (ITU/L) (TU/L) (IU/L) (TU/L) (TU/L) (g/dL) (g/dL) (mg/dL)
0 5 321 76 29 157 0.53 572 6.24 3.43 1.23 89

* 139 +x 15 + 5 + 29 + 0.10 + 270 = 0.20 + 0.15 + 0.18 + 18

500 5 325 96 45 144 0.66 552 6.36 3.35 1.12 83
+ 85 = 28 + 24 + 32 + 0.15 = 113 = 0.24 + 0.28 + 0.16 + 15

Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl)  (mg/dL) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEg/L) (mEq/L) (mEg/L)

0 5 31 124 18.6 0.48 0.25 9.9 7.0 142 4.45 103
+ 7 + 7 + 39 + 0.06 + 0.06 + 0.3 + 0.9 + 3 + 0.29 + 2

-89 -

500 5 30 128 17.4 0.47 0.21 9.9 7.1 142 3.95 * 104
+ 6 £ 23 + 1.2 + 0.05 + 0.02 + 04 + 0.6 + 2 + 0.31 + 2

Each value is expressed as meantS.D.
* : Significantly different from control at 5% level of probability.

611-90'0N Apnig
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Table 20

Incidence of necropsy findings of male rats treated orally with 4,4'-isopropylydenediophenol propoxylated
in the combined repeated dose toxicity study with reproduction/developmental toxicity screening test

Organ : Findings Grade At the end of administration period At the end of recovery period
Dose(mg/kg/day) 0 30 120 500 0 500
No. of animals 7 12 12 7 5 5
Liver : Enlargement + 0 0 0 2 0 0
Grade, +: Shght.
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Table 21 Incidence of necropsy findings of female rats treated orally with 4,4'-isopropylydenediophenol propoxylated
in the combined repeated dose toxicity study with reproduction/developmental toxicity screening test
Organ : Findings Grade At the end of administration period At the end of recovery period®
Dose(mg/kg/day) 0 30 120 500 0 500
No. of animals 12 12 12 12 5 5
Liver : Enlargement + 0 0 0 1 0 0
Thymus : Reddish area + 0 0 1 0 0 0
Spleen : Enlargement + 0 0 0 1 0 0

a : Satellite group.
Grade, + : Slight.
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Table 22-1 Absolute and relative organ weights of male rats treated orally with 4,4'-isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< At the end of administration period >
Dose BW. Brain Thymus Heart Liver Kidney Adrenal Spleen Seminal Testis Epididy- Pituitary Thyreid
gland vesicle mis

(mglkg/day) ® ® ) @ ® @ (mg) ® @ @ ® (mg) (mg)
0 441 1.95 0.31 1.33 10.69 2.70 56.3 0.64 2.21 3.69 1.37 12.7 315
Absolute +17 +0.08 +0.03 +0.07 +0.57 +0.18 +11.3 +0.04 +0.09 +0.21 +0.18 *1.1 +3.2
(D 5) 5) (5) (5) ® 5) 5 ) ()] D 5 ®
30 446 1.94 0.28 1.37 11.21 2.98 58.7 0.71 2.37 3.60 1.35 129 284
+18 +0.04 +0.06 +0.12 +0.83 +0.14 5.1 +0.06 +0.39 +0.29 +0.10 +1.3 +3.5
(12) 5 5 ®) ) 5) 5) 5) 6] (12) 12 16Y) (5)
120 437 1.99 0.27 1.26 10.77 2.84 56.3 0.69 2.42 3.55 1.32 12.0 29.3
+19 +0.05 +0.07 +0.08 +1.14 £0.21 +6.4 +0.06 +0.27 +0.22 +0.06 +1.2 +1.8
12 5) (5) ® (5) 16Y) 5) ) ® (12) 12 () (5)
500 418 1.99 0.28 1.23 13.25 ** 2.89 58.4 0.68 2.15 3.41 1.24 1L7 32.7
£21 +0.06 +0.04 +0.14 +1.25 +0.27 +5.9 +0.08 +0.28 +0.30 +0.12 +0.9 +4.4
¢} (5) ) 5) 5) (5) ) (5) Y ™ N (5) 5
0 441 0.45 0.07 0.31 2.46 0.62 12.9 0.15 0.51 0.84 0.31 2.9 7.3
Relative @ *17 +0.02 +0.01 £0.02 +0.14 +0.03 +2.5 +0.01 +0.03 +0.06 +0.04 +0.3 +0.7
)] (5) (5) 6)) 5) ®) ) (5) ) ¢ D {5) ®
30 446 0.45 0.06 0.32 2.59 0.69 13.6 0.16 0.55 0.81 0.30 3.0 6.5
+18 +0.02 1+0.01 +0.02 +0.14 +0.03 +1.2 +0.02 +0.08 +0.07 +0.02 +0.2 £0.7
(12 GY) (5) ® (5) 5 5) (5) (5) 12 (12 6Y) ()
120 437 0.47 0.06 0.30 2.55 0.67 13.3 0.17 0.57 0.82 0.30 2.8 7.0
+19 +0.01 +0.02 +0.01 +0.23 +0.04 +1.3 +0.01 +0.06 +0.07 +0.01 +0.2 +0.4
12 5) ) 5) 5) 16Y) (5 (5) 16)) (12) (12) () )
500 418 0.49 * 0.07 0.30 3.23 ** 0.70 * 14.3 0.17 0.52 0.82 0.30 29 8.0
+21 +0.02 +0.01 +0.03 +0.25 +0.06 £1.5 +0.02 0,08 +0.08 +0.04 0.2 £].1
) (5) (5) (5) ) ®) 5 (5) ® m v) 5) (5)

Each value is expressed as mean * 5.D.
@ : Relative organ weight per 100g body weight.

(n) : Number of animals.

* : Significantly different from control at 5% level of probability.
** ! Significantly different from control at 1% level of probability.
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Table 22-2 Absolute and relative organ weights of male rats treated orally with 4,4'-isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< At the end of recovery period >
Dose B.W. Brain Thymus Heart Liver Kidney Adrenal Spleen Seminal Testis Epididy- Pituitary Thyroid
gland vesicle mis
(mg/kg/day) @ ® @® @® @ @ (mg @ ® @ ® (mg) (mg)
0 465 2.06 0.28 145 11.44 3.21 70.5 0.72 2.52 3.64 141 143 29.6
Absolute *32 +0.07 +0.08 +0.06 +0.75 +0.29 +8.6 +0.05 +0.19 +0.20 +0.11 *+1.5 +3.4
(5) (5) (5) (5) (5) 5) (5) 6 ) (5) (5) ) (6]
500 453 2.02 0.27 1.38 11.42 3.08 65.5 0.70 2.31 3.39 1.33 12.8 34.1
+22 +0.06 +0.03 +0.13 +1.17 +0.22 +12.3 +0.08 +0.47 +0.37 +0.11 +1.6 +5.4
5) (5) (5) (5) 5) (5) 5) (5) 5 (5) (5) () (5)
0 465 0.44 0.06 0.31 2.46 0.69 15.2 0.16 0.54 0.79 0.30 3.1 6.4
Relative @ +32 +0.02 +0.02 +0.02 +0.06 +0.05 +2.2 +0.01 +0.03 +0.07 +0.04 +0.2 +0.7
) (5) 5) (5) ) (5) () (5) ) () (5) (5 (5)
500 453 0.45 0.06 0.31 2.52 0.68 14.4 0.16 0.51 0.75 0.29 28 7.5
+22 £0.02 +0.01 £0.03 +0.19 +0.03 +2.4 +0.02 +0.10 +0.11 +0.02 +0.3 +1.1
) 5) ) 5) ) ) ) 5) ® (5) ) (5) 5)

Each value is expressed as mean £ 8.D.
@ * Relative organ weight per 100g body weight.

(n) : Number of animals.
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Table 23-1 Absolute and relative organ weights of female rats treated crally with 4,4"-isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< At the end of administration period >

Dose B.W. Brain Thymus Heart Liver Kidney Adrenal Spleen Pituitary Thyroid
gland

(mg/kg/day) @ ® 6))] @ €] (@ (mg) (& (mg) (mg)

0 317 1.86 0.26 1.00 11.52 1.97 74.6 0.55 16.6 22.8

Absalute +26 +0.07 +0.03 +0.07 +1.32 +0.13 9.8 +0.06 +2.7 2.8

(5) (5) (5) ) 5) (5) (5) (5) 6Y) (5)

30 315 1.86 0.24 1.03 11.48 1.96 65.9 0.70 * 18.6 23.3

+13 £0.05 +0.06 +0.09 +0.69 +0.11 +10.3 +0.11 x1.4 £1.5

5 (5) (5) 5 (5) 5) (5) (5) 6] (5

120 300 1.93 0.32 0.94 10.37 1.91 76.1 0.61 16.0 23.6

11 +0.08 +0.03 +0.10 +0.72 +0.26 *12.8 +0.07 +1.0 +2.4

(5) (5) (56) 5) ) (5) (5) (5) (5) 6]

500 310 1.93 0.24 0.95 12.32 1.85 89.5 0.56 17.5 24.6

£33 +0.17 +0.09 £0.13 +1.25 +0.20 +11.0 +0.08 +2.9 +4.7

(5) ® () ® (5) 6Y) 6y (5 (5) 16))

0 317 0.59 0.08 0.32 3.64 0.63 23.8 0.18 5.3 7.2

Relative @ +26 +0.05 +0.01 +0.02 +0.14 +0.056 +4.5 +0.02 0.8 +0.7

5 (5 ® 6)) (5) (5 6)) (5) ) (5)

30 315 0.59 0.08 0.33 3.64 0.62 20.9 0.22 ** 59 7.4

+13 +0.02 10,02 +0.03 +0.11 +0.03 +2.4 +0.03 +0.3 *0.5

(5) 5 (5) ) ®) 5) 5) ®) ®) GY)

120 300 0.64 0.11* 0.31 3.45 0.64 25.4 0.20 5.3 7.8

+11 +0.02 +0.01 +0.03 +0.14 +0.07 +4.9 0.02 +0.3 +0.6

(5) (5) ) 16 (5) (5) (5) (5) (5 (5)

500 310 0.63 0.08 0.31 3.99 ** 0.60 29.1 0.18 5.6 7.9

£33 +0.06 +0.02 +0.02 +0.21 +0.03 +3.6 +0.02 +0.5 +1.0

(5) 6)) 6] ) (5) (5) (5) (5) (5) 63)

Each value is expressed as mean + S.D. * : Significantly different from control at 5% level of probability.
@ : Relative organ weight per 100g body weight. ** : Significantly different from control at 1% level of probability.

(n) : Number of animals.
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Table 23-2 Absolute and relative organ weights of female of the satellite group rats treated orally with
4,4'-isopropylydenediphenol propoxylated in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

< At the end of recovery period >

Dose B.W. Brain Thymus Heart Liver Kidney Adrenal Spleen Pituitary Thyroid
gland
(mgrkg/day) (® ®) (® (® (® ® (mg) (8 (mg) (mg)
0 275 1.91 0.29 0.91 6.98 1.83 76.7 0.53 15.8 24.5
Absolute £15 +0.06 +0.05 +0.06 +0.40 +0.17 +10.1 +0.04 +0.7 +4.4
® (5) ) ) (5) (5) ® (5) G) (5)
500 259 1.90 0.29 0.85 7.03 1.71 74.7 0.51 16.4 26.0
+13 +0.06 +0.05 +0.08 +0.30 +0.05 +12.7 +0.06 +1.9 +4.3
5 (5) ®) (5) (5 (5) G ) 5 6
0 275 0.70 0.11 0.33 2.54 0.67 28.0 0.19 5.8 8.9
Relative @ +15 +0.04 +0.02 +0.02 +0.08 +0.03 +4.7 +0.01 +0.5 +1.3
) G ®) 5 (5) (5) (5 (5) 6) (5)
500 259 0.74 0.11 0.33 2.72 * 0.66 28.8 0.20 6.3 10.1
*13 +0.04 +0.02 +0.03 +0.13 +0.04 +4.5 +0.02 +0.5 +2.2
®) ®) 6) 16)) (5) (5 (5) (5) ) (5)
Each value is expressed as mean + S.D. * . Significantly different from control at 5% level of probability.

@ : Relative organ weight per 100g body weight.
(n) : Number of animals.
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Table 24-1 Incidence of histopathological findings of male rats treated orally with 4,4'-isopropylydenediophenol propoxylated
in the combined repeated dose toxicity study with reproduction/developmental toxicity screening test

Organs : Findings Grade At the end of administration period At the end of recovery period
Dose(mg/kg/day) __ 0 30 120 500 0 500
No. of animals 5 5 5 5
Lung . Accumulation, foam cell - 3 # # 3 # #
+ 2 # # 2 # #
Mineralization, artery - 4 # # 5 # #
+ 1 # # 0 # #
Heart : Myocardial degeneration/fibrosis . 3 # # 5 # #
+ 1 # # 0 # #
++ 1 # # 0 # #
Liver : Hypertrophy, hepatocyte, centrilobular 5 5 5 1 5 5
+ 0 0 0 4* 0 0
Cellular infiltration, lymphocyte, periportal - 4 5 5 5 5 5
+ 1 0 0 0 0 0
Necrosis, focal - 4 5 5 5 5 5
+ 1 0 0 0 0 0
Microgranuloma - 4 5 3 5 4 3
+ 1 0 2 ] 1 2
Hyperplasia, bile duct 5 4 5 5 5 5
+ 0 1 0 0 0 0
Small intestine : Dilatation, lacteal - 5 5 3 0 5 0
+ 0 0 2 0 0 0
++ 0 0 0 1 0 4
+++ 0 0 0 4 0 1

Grade, -: Negative; +: Slight; ++ : Moderate; +++ : Severe; # : Not examined.
No abnormalities were detected in the the brain, thyroid, parathyroid, thymus, trachea, stomach, large intestine, adrenal, urinary bladder, testis, seminal vesicle, spinal cord, sciatic
nerve, bone, bone marrow, lymph nodes and mammary gland from animals of control and 500 mg/kg groups.

* : Significantly different from control at 5% level of probability.
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Table 24-2 Incidence of histopathological findings of male rats treated orally with 4,4'-isopropylydenediophenol propoxylated
in the combined repeated dose toxicity study with reproduction/developmental toxicity screening test

Organs : Findings Grade At the end of administration period At the end of recovery period
Dose(mg/kg/day) 0 30 120 500 0 500

No. of animals 5 5 5 5 5 5
Kidney : Hyaline droplet, proximal tubular epithelium - 1 # # 1 # #
+ 4 # # 4 # #
Basophilic tubule, unilateral - 3 # # 4 # #
+ 2 # # 1 # #
Pituitary : Cyst, anterior lobe - 4 # # 3 # #
+ 1 # # 2 # #
Spleen :  Hematopoiesis, extramedullary - 0 # # 0 # #
+ 5 # # 5 # #
Deposit, pigment, brown - 0 # # ] # #
+ 5 # # 5 # #
Prostate . Cellular infiltration, lymphocyte, interstitium - 4 # # 5 # #
+ 1 # # 0 # #
Epididymis : Granuloma, spermatic - 4 # # 5 # #
+ 1 # # 0 # #

Grade, -: Negative; +: Slight; #: Not examined.

No abnormalities were detected in the the brain, thyroid, parathyroid, thymus, trachea, stomach, large intestine, adrenal, urinary bladder, testis, seminal vesicle, spinal cord, sciatic

nerve, bone, bone marrow, lymph nodes and mammary gland from animals of control and 500 mg/kg groups.
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Table 25 Incidence of histopathological findings of female rats treated orally with 4,4"-isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/develepmental toxicity screening test
Organs ! Findings Grade At the end of administration period i
Dose(mg/kg/day) 0 30 120 500 0 500
No. of animals & 5 5 1¥h 5 5 5
Lung : Accumulation, foam cell 1 # # 1 4 # #
+ 1 # # 0 1 # #
Metaplasia, osseous 4 # # 1 5 # #
+ 1 # # 0 o # #
Liver : Hypertrophy, hepatocyte, centrilobular - 5 5 5 0 1 5 5
+ 0 0 0 0 4 0 0
++ 0 0 0 1 0 0 0
Granuloma - 5 4 5 1 b1 5 5
+ 0 t 0 0 0 0 0
Necrosis, focal - 5 5 5 1 41 1 14
+ 0 0 0 0 1 1 1
Glandular ¢ Dilatation, fundic gland - 4 # # 1 b # #
stomach + 1 # # 0o 0 # #
Small intestine : Dilatation , lacteal - 5 5 4 0 o0 5 0
+ 0 0 1 0 3 0 4
+ 0 0 0 1 2 0 1
Kidney - Degeneration, vacuolar, proximal tubular - 5 # # 0 5 # #
epithelium ++ 0 # # 1 0 # #
Urinary bladder : Cellular infiltration, lymphocyte, submucosa - 4 # # 1 5 # #
+ ] # # 0 o # #
Pituitary * Cyst, anterior lobe - 4 # # 1 4 # #
+ 1 # # 0 o # #
++ 0 # # 0 1 # #
Thymus ! Hemorrhage - 5 # on® 1 5 # #
+ 0 # 0/1 0 o0 # #
Spleen . Hematopoiesis, cxtramedullary - 0 # # 0 0 on* # #
+ 5 # # 1 5 01 # #
++ 0 # # 0 o Ul # #
Deposit, pigment, brown - 0 # # 0 0 p1° # #
+ 4 # # 1 5 01 # #
++ 1 # # 0 0 11 # #

a ® Satellite group. b : Examined the animal with a macroscopic abnormality.
Grade, -: Negative: +: Slight: ++ : Moderate: # : Not examined.

FD) : Found dead.

No abnormalitics were detected in the brain, thyroid, parathyroid, trachea, large intestine, heart, adrenal, ovary, uterus, spinal cord, seiatic nerve, bone, bone marrow, lymph nodes and
mammary gland from animals of control and 500mg/ke groups.
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Table 26 The number of cells in seminiferous epithelia assessed by the individual examination in male rats treated orally with

4,4’-isopropylydenediphenol propoxylated in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

Dose No. of Stage I1-II Stage V Stage VI Stage X II
(mg/kg/day) animals G P T G P T G R/P T G Z/P
0 5 Mean 0.68 2.39 6.82 0.73 243 723 0.09 3.99 7.25 - 0.08 5.87
S.D. 0.10 0.23 0.26 0.03 0.13 0.37 0.01 0.23 0.12 0.01 0.37
500 5 Mean 055 0.24 6.74 0.76  2.51 7.28 0.09 420 7.35 0.09 * 545
SD. 009 0.10 0.28 0.03 0.16 0.37 0.02 0.24 0.32 0.01 0.27

: spermatogonia.

: pachytene spermatocyte.

: preleptotene spermatpcyte.

: zygotene spermatocyte.

: round spermatid.

: Significantly different from control at 5% level of probability.

* - N YO
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Table 27 Reproduction results of rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dosetoxicity study with the reproduction/developmental toxicity screening test

Dose (mg/kg/day) 0 30 120 500
Estrous cycle (days, Mean + S.D.) 41 = 04 (017* 40 £ 0.1 (0/12)* 40 = 00 (0/12)* 42 = 06 (5/17)72*
No. of pairs mated 12 12 12 12

No. of pairs with successful copulation 12 12 12 12
Copulation index (%) 100 100 100 100
Pairing days until copulation (days, Mean + S.D.) 23 + 12 28 =+ 3.1 1.8 = 0.8 1.8 £ 1.0
No. of pregnant females 12 12 12 11
Fertility index (%) 100 100 100 91.7
No. of corpora lutea (Mean + S.D.) 16.2 + 1.9 158 + 1.2 164 = 12 156 = 0.8
No. of implantation sites (Mean + S.D.) 149 + 14 155 + 1.3 167 = 15 147 + 13
Implantation index (%, Mean + S.D.) 929 + 9.1 984 + 29 954 = 5.3 942 + 6.3
No. of pregnant females with parturition 12 12 12 11
Gestation length (days, Mean + S.D.) 224 + 0.5 223 + 0.5 222 + 04 224 = 05
No. of pregnant females with live pups 12 12 12 10
Gestation index (%) 100 100 100 83.3
No. of pregnant females with live pups on day 4 12 12 12 10

Estrous cycle : Mean days from metaeatrus I () to next M.
a : (No. of females with disorder of estrous cycle / No. of females).
Copulation index (No. of pairs with successful copulation/No. of pairs mated) x100.
Fertility index (No. of pregnant females/No. of pairs with successful copulation) x100.
Gestation index (No. of females with live pups/No. of pregnant females) x100.
Implantation index (No. of implantation sites / No. of corpora lutea) x100.

* : Significantly different from control at 5% level of probability.
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Table 28 Litter results of rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg/day) 0 30 120 500
No. of pups born 138 + 13 143 + 14 145 + 1.8 142 + 1.1
Delivery index (%) 930 =+ 7.1 929 = 96 92.7 = 8.3 955 * 6.6

No. of pups alive
on day O of lactation :
1.4 142 + 15 143 = 15 138 £+ 1.5

Total 136 =+
Male 73 = 18 73 = 23 71 + 1.7 64 + 12
Female 63 £+ 1.9 68 + 22 72 + 1.1 74 + 14
Live birth index (%) 98.2 + 4.7 989 =+ 38 985 *+ 3.6 971 £+ 5.0
Sex ratio(Male/Female) 1.16 1.07 1.00 0.91
No. of pups alive
on day 4 of lactation
Total 1356 £ 14 140 = 1.7 139 =+ 14 136 £ 1.8
Male 73 + 1.8 7.3 £ 24 69 + 16 64 £ 12
Female 63 =+ 19 68 + 22 7.0 1.3 72 = 15
Viability index (%) 994 = 20 987 + 4.4 979 + 58 985 =+ 3.3
Body weight of live pups (g}
onday 0
Male 7.0 £ 06 70 £ 05 68 = 0.5 65 £ 05
Female 66 £ 06 66 = 05 64 = 04 60 0.7
on day 4
Male 114 = 1.2 114 £ 12 107 =+ 15 98*x 1.9
Female 109 + 14 107 + 14 102 + 1.3 92 = 2.1

Delivery index = (No. of pups born/No. of implantation sites)x100.

Live birth index = (No. of live pups on day 0/No. of pups born)x100.
Viability index = (No. of live pups on day 4/No. of live pups on day 0)x100.
Sex ratio = Total number of male pups/Total number of female pups.

Each value is expressed as Mean+S.D. except sex retio.

* : Significantly different from control at 5% level of probability.
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Table 29 External findings of pups from pregnant rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg) 0 30 120 500
No. of pups examined 166 171 174 141
No. of pups with 0 0 0 0
external malformations” ) (1) (1)) (1))

#:No. of pups (MeanS.D. of individual litter percentages).
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Table 30 Visceral findings of pups obtained from pregnant rats treated orally with 4, 4' -isopropylydenediphenol propoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg/day) 0 30 120 500
No. of pups examined 165 171 174 141
No. of pups with 0 1 0 0
Visceral malformations” (V)] 0.62.0) 0 ()]
Visceral malformations”® 0 1 0 0
Enlargement of spleen (1)) (0.6+2.0) (1)) (1))
No. of pups with 1 0 2 0
Visceral variations* (0.6+2.2) (0 (1.3+£4.4) ()
Visceral variations”
Tymicremnant 0 0 1 0
in neck (0) (0) (0.6+2.2) (0)
Persistent left 1 0 1 0
umbilical artery (0.6x2.2) (0 (0.6£2.2) (0)

# : No. of pups (MeantS.D. of individual litter percentages).
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