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R-1056
3. EH

o-tert-7 FNT = ) —)v% 0 CHEEE : AV 7)) . 20, 100 K TN 500 mg/kg/day D
¥ 58T, Sprague-Dawley % SPF 7 v h D HEIZAEIR] 14 AR R OEHM 28 L
THRATA £ T, MEICIIRELRT 14 AR OREHF L IR 28 L TR 4
BECRAKRE L., MEESWIIHT 28, FICEEBAEBMEIC OV THRAYNICRS
L7

31 MEEMIIHTIEE

500 mg/kg FEBEICISVNT, MERE L bICERIEBRIT R OWRTE, HECI3EIC 8 3ED
DIETABR S, Ml bICEEBORBD & M- o EEEMNMEHI IR b, 5
BEE2RE T, RBCBWCIFREROEME ZhicBET 2 ML E2ohN5
N UM R IE 0338 8 D LTz,

32 HABREICHTIHE

R, RRETICELEZAE, RER, RERROCSHBRRBIIEBRYERSOE
BIIRD LT, MHENTSAFHROFRBEBERE CIX. #RDERSICER LZE
ﬂc;t WO LR T, BT, HESR, SRE., Biftk. BRER, FRE, XE

R, HAR, HARRUOMLKERDERSOEZBIIRDO LT, SRR OHE
ﬁt WEFRERRO o T,

HAR T, 500 mg/kg HESBHICBODTHEEMEEMR LR Lz, HEROIRE]
B R OFIRET R N AR 4 BEFRILEBRDER S ICLD2BLERO ol

INODRERMNS ., KRREBETICRI 2 otert-7TF N7 = J —/LOREREN) L (R
EFERAEICHT HEYERROCEZERITVTILD 100 mg/kg/day & HE Shiz,
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4. #

BEEFBHEERERLBEEEERLEDERLENREORITLY | otert-TF v
a2 =NOTy bEAVWERARSCLSMBEMEEMBRERBLILOT, TD
HiEERET D,
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5 #REBHHRUFE
51  #HERYERUERE
5.1.1 HERYE
o-tert-7F N T . ) — )ik UToEHRE EHITEALL,
F 7. REBBEEEICHFRARINA 27 MAVOBIEIC & 0N HEREnTWn3, Y

£ o-tert-7F N T x ) —)b
JEFRA BF o-tert-Butylphenol
% D-tert-7 FINT x. ) —Jb
CAS &= 88-18-6
BHRATERES 3-503
s ST RMER
OH ?m
$—Cm
CH,
Gx e mE=V CioH14,0
aFE 150.22
FHIRIZ BT Bk W AET IR
h R 221°C
KR 355°C
Fo B 99.9%
S B
FE B (20/20) 0.9839
JE 7 (n20/D) 1.5238
RFFE B, BT (AT E LTHBERN FERRE
1~10°C, FEZHEE : 3~7°C) IHFELEZ, )
RAFH AT BB SRR R E R FE R UV 2 FFSEHR 4 PEREBR
WE R =E
BV EOBEE RSB OBMT &+ 01TV, v R 7| REIRE. IR#E
FREOWEILHREELZEAL., BEEOBEMEZD<,
BoFkIZ, B, BELTRLED., 9DB0WET 5,
ZEME BEMBKET %, BRREBRMEORINMRIRA~7 hv

AR LU ER, ERERANCERLI-ZSBAS
A VLIBERBETHY ., REYME2E L THBRDEIT
HEETHoT- I LT,
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BRI E DI WERME 5 g RIFAELE L THRSGMRTTHRRNE
RIFEICHRE L ERERGHEIT T~ TR LT,

51.2 PLR7S
Z2y : AU 7
REE : A RS a
ay hEE : 0420
RIEFH L : iR
RS : HEBHI RS 2 PR E RS

. BAEICOWTIE, SICEBINTE Ntert-TFNT =2 ) — VDT NN
%28 AEIRERNBZEESERR DBV TEREROEEE LTAVWLNAEFY 7H
PBIRT AL L HICERMEREYE & U TRHBEOREICER L,

52 RBREBORHFRVKREAE
5.2.1 BREBORAARVRET
BEZLCVLEEOWRYE Z ERICHR L, BELZMTHEE L, RERE A
AV U —IZB L, BIBEEZMIHEERE (4, 20 R 100 mg/mL) 725 L9
TR, BERIT, ZERXTESE—HLCHREL, | REASZLBARYT T AMEIZ
AN UTHT (BBEN., BFREE | 1~10°C, ERIEE : 4-8°C) IZHEFEL. AN
Hz& 8 ALANDREIZHER LT,

522 BREBOREN
AYERME D 0.4 KOV 200 mg/mL R (EE AV 7#) 12, ®EAFET8 BRE
EThHDZEBBEREATWE, P

523 BERORERSR

ok 1EHLES GED 2, H#EICHVWAEZBEOERERIZOWT, &5
AT 28N HPLCEIC L VBRELZHR L7z, TORER. HEREILHT HH5KEERD
BIEREOESIX 963~101.5%Th V., WTFNLIFFGEN (BE  REICRHT S
A 1 100.0£10.0%) Thot, BB, BEANEIYRBERICBOTHEILIINZS
Mrig MIcfEn, AW ISR . HPLC v A 7 AR I ESREIIU T om< Tho 7=,
SATIE OIS & LT ISR T,

LEXitz=y

KRB D—H L EEYE L LTHER L,

12
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[HPLC ¥ 2 7 A]

2R B O A= Fy—
HPLC 2690 E XL —v g EVa—)b
g 2487 F 2. 7L A UV/VIS fa 55 Waters Corporation
TSR V=T AT ruv I TRk —

[HPLC HI7E %At
T A : L-column ODS (4.6 mm L.D. x 150 mm . BF£& 5 um,

— % ERIE AL E G AT SEiAE)
%1 LEIRER ERE

: 40°C

B Enie : T b= hUARBEARIE (773, viv)
R : 1 mL/min

TR H : UV (HlEEE 272 nm)

EAE : 5 uL

F— b 7T —NRERE
=R (RESFRELRW)

53 BRIMERVRHFORZIREH

EHRBRIESA FIA K0T o2 AV BASLELESRTRY, i,
FiE#HEEERR, ZERAEFHERBRIESAVOR, YRERHNEETHILIZHE
IR L7z,

54  HE@Y

Sprague-Dawley % SPF 7 v I (Crl:CD(SD), BARTF ¥ —/L A « U A—X&th, B
REABE L H—] OMES 2Lz ZhEh SEBTAFEY L, AMBZBI{L1B &
BELT, 3HHORESEZ ST 19 B, BLET Lz, 20, —RELER
1R L, EEEXHME 1, 3, 8, 15K 19 HICHIE L, Mo oW Tk, BEIZER
Bt 4~17 BOMER L, Z¥OALLEMR»ORABERZHEORBEL LT
4~5 BORHTEFE T2 ORER L L, MEAYREOBTELF -, COKR. i
2 IMICHRABMEEST OO, —BRBICEEZXRO IR o7, BRI
PR R E DR b%ht%2@%@<%%i@J@ﬁﬁ@ﬁ%%%Tbtﬁwsﬂ%%

NFENZERLTCI10BHTERL,
E)  RBEEECEY. DREREEEEL 60IEThHo s, BB 62 ERMA S,

55 Hanl

ATTEIC R SN BIE T OBLES MARBRIZE SV TRE S o MRS 48 1B, B
STEBORBEICL Y BEHOFYEENTELETHHELRD X5 BRIEIT T I
BEOET T IEary Ea—F 2 Anizrn y 7 EEERVEESHHIECEAG DY

13
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(Toy 7EBEBETCLERBEZHEMR L. RBREROCENOEFESZEBERICEHYT
72) TiT o Tz, B EBRLERE DR BT, JET 375~432 g CEHIEE : 401 g) | ML 219~266 ¢
(EEIEE 240 g) THO, MEHEL HEHEL20%ANOEESHE TH o7z, BHT
DO XN TR 14 ICR O AR E OME 2 1L, REBRMABICRERN LRI L,
720 OMf 12 ILIIARE A ELBEY & L TGRS L7z, REUICHWRPT27zd,
REMA TR, RER» LRI LT,

56 FABEEHE

FAEIE, B 23+3°C (FEHIME : 21~26°C) | FEXHEE 50=20% (EHME : 40~76%) |
R E 10~15 El/h, BB 12B5//B (07:00~19:00) OBMEEE (HEEES : 901
BE) Tiio7, 2B, HEFRICERKO—BFNA2THLSILY . AEENOMER
BEOCLEENRALNT, LL, FEHMZEXZEMEES (W10~304) . 20
M, BB E LRICLD EBDNERFEIXAONT, RBERBROGBEEICEEL R
ETREER &I bR -T2, BMiE, REFEZBRNCT T 7y b ERRE—
P (W254xD350xH170mm : UV — R =7 U v 7R EH) ~ERICINE LT,
2B, ER17TBPLELIBETIE, KR (KVAS b7 v—2  BRF ¥ — LR U
W&t ZANETITRAF v 78l a r— (W340xD400xH185 mm : HA
7 VTKRR S ~1EZEINAE L, #EHI NMF B (BHHEERE, £V ¥
NEER T RS, vy FESE 2 100210, 100309, 100415, 100518, 100611) % A
T UV ABIGEERIC L BRICER S ¥, OBKIIAKER (HBSGHEAKEK %
BB AKERE B AREZ AN CE HICER S, R L CiftiRaen v b
DOWNT, RBUZOWTiE, EHIEY (F 6 [E) (ZF £ Eurofins Scientific Analytice
HAHVIMEEABERES O E L X —CERBINTZRBAVEOSREREAFE L,
B AKIZOWTiL, ZHELT v 7RSS (IS - KERBERE L V7 —HAs
) CEH (FE4E) WKEREZEREL, TORBREAF L, 2hboRER
REVEE, BBIKROCRBEFORBAYEFARBRRBICHELE X HAREEORNET
L ERFER LI,

57  EihoiE5

B DB RFRBNI AR 3T OFE S ER TR SN/ N BAE % O TT
ST, BESITHRIE, HHIRCEREETE (R, K, PROSHEDIE) 1440
BB LD, 2B, 1000 OALIEEE, 100 Ozt (0 FL2HE, 1 Z54M) . 10 &1
OAIEEEES L L, A8 — Y, BE5EE B JLiceangidsh, #REE.,
RERKE, BRE5E, ., BWES. BFEES. JIRTER (B . REMA (MR
ROt R (M) ZBAR LI~V &2 Lz,

14
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58 HBERR. REHRERVEERME Th o DEIRER

528812, OECD Guideline for Testing of Chemicals 421 {2 U, O 5 %8R
Uz, BEHIEIL, HETIIRECAT 14 B, ZEHF 14 BRI, £OREFMATE ETD
14 HRGOF 42 BE, METIIZECRT 14 B, RECHIHE R ORI EZE L CEIAL 4 H
ETE LT, BB, ARBR T, SBBHWITOVNTIL 41~49 BE, AT (819
FE 12101, 2103, 2111, 4107) DWW TCiX 42~45 BRI O® SR L 2~ 7, #E5F
IR ERSABR TROITbOA T3 1E/A (7TEAE) & Lk,

59 R®ERFE

BEFBEIE, FoMEORNRE L LT RRHIENEEY L, BRI
S mL/kgAEL L, 1B 1E, 09:07~11:56 DEIZ 7 L T LB Y U7 2 AV TERE
BERE U, 1277 L. 5B Th - - B4 ik T 5245 - T 14:33~15:28
OCEE Uiz, SBREICIIEE (FY 7% orkRRCRS L, AkZLo

BEHEIL. BEROBRELZ R mL BAL /MO A ZHRAALTEH LT,
% RREHEBOMUMAICa - M Lo TRESATOEY, BLrRBRETHY, R
L LTRES R A Y ThERE L,

510 KREEBRUBHER

#5813 20, 100 21 500 mg/kg/day @ 3 B E L, MBRELZMX 438 L LTz,
1 BEY 720 OB EIIMERES 1200 L Uiz, BEEEKE % Text table 1.1 R L7,

Text table 1. g =

mE | o 0 S lwe| b | e
EEER | 20 4 I 0 A Bt
wREE | 100 | 20 5 le| 1 | o
BEREE| 50 | 100 s el 1 |0

511 BEEOHRTERL

ARBEOBRE BT, RICEHB LK Totert-7F N7 /) —NDF v bW 148
BREROBREEEAR (BREEREAR) | V(&E5E : 250, 500 KT 1000 mg/kg)
DREREBZBIIRE Lz, B ERERARTIL, 1000 mg/kg %58 TR BN LT
L7z, 500 mg/kg & 58 CT—RRE, FEROEMHE, MRLERE, JIRLCICHF
JBEEICHEBRDERGORELEZ LNDIENRD 672,250 mglkg % 58 T,
MK FERER OCMELFREICBEREEIIH LN L OO—BRIREE (FE, FiEE,
BREEERUVHRICIIERDEREORELEZ ONLIELBTEDONR 1o, F

15
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7=, 28 BRI EREEMRFE Y (BREE 4, 20, 100 RU500 mgkg) 2B WVT, &
BHERIIMENTND 20 mg/kg/day & OREDRH D, LizhoT, KRBRIZBIT L&
EERNESHMZEELAL»REHKEORBAL TEIND S00mgkg 2EAEL
L. ATAK S TBRLT 100 KT 20 mg/kg ZENEHHRENMERAEICERE LT,

512 #BRRUBEDAE
HKEBEPpoRE X, REBELEELZERS1H, BE1BLD 7TE2K%E 1 8. KEBKL
HEEEOR, K TEZEALOBE & L,

5.12.1 —fR ik EE

EEEIZOWNT, BE-BILHFSIER 1B, R58MTI3ER 3= 5. &
EEBROEER 1 %) . TR EEAR, RERE, % THROHRY 72
EDO—RIRBIZBITA2RFORFEYBE L, 0B, REHMT0EHHE FIZE-T
OEHMLBEIT, TR0, 7. 14 RU20 BIZfTo 7,

512.2 KE

EEEIZONT, BEIEES 1, 4. 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 B
ROFMBIIZ, M35 1, 4, 8, 11, 15 B, REHIRIS:E 21 (HE., KB, ER
0, 4, 7. 11, 14, 17RVC208, BALORV4 BYCICHBRBICAEZRE L, 72
B, FRIZDBOKTHERINZEEOREL 0 B OREEZRWT, BEEFRIFO
B ERNCEIE LT,

512.3 RS

SEEIZONT, BEEES 1, 4, 8, 11, 15, 32, 36, 39 XUV 42 BiZ, MEX&E 1,
4, 8. 11 EWN15H, fHIE L, 4, 7. 11, 14, 17RU20 BY CICEA 2 R4 BIZHE
FEEBZBEEL, BHORERLOEL | BEMES LTEH L, REERVEREER
EBIFRTF OBERNICHEIE L,

5.12.4 fEIRIRE

EOEBEEIZOWVWT, BREHEZENLRENROONLETEHIERAHEL,
RECHTE S HETFIE 5.4 RBREWOE L FRICHEBASREOEFBLADL L L HITH
BRI UEENLROBEE CORE (AR Zkdiz, REHBFITERENO
BFOREERAN,

512.5 REL

REEEREHBK TR, RMUKREROMESY 1:1 TRERESE, 2., BREK
HAHVIEEFICE AR L VOERRBRY A L., RECHEES 0 &t
BLTXEBETCICEL-BHEE R,

16
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512.6 PTHRBEUVUEE

RN L-MEWIX, EiR21 B OAR2S BOFRIE T 1 H 2E (Fi. F
%) DBOABRLECICEORTEHERL., ZERMKILA L0 ST £ CoOMEZ TR
M& LT BEATKRDE, DWBPKRT LAEBEWICO>WTIE, IBBREOERED L
SEREL L TORBEOFELZBE L%, BLIBECHAERSWE S, #
LR TEIRED, BEEREAUEAORESEZHEEL LTHEEFTORFEEZBIEL, B
5 Bz —TF VBRERT CHEREIARGIENC L I ESE S8, REERE (5.12.8 1)
Wt U7z, 7238, R 25 B ORI E TIC o iRiE o bz o 72 20 mg/kg B E5-FH D 3
7 (BmES : 2101, 2103, 2111) KON 500 mg/kg BEEFHD 1 6] (BmEE @ 4107)
i3, Y B —7 VREET CHEKREIAREIENIC LV M BSE &8, REBEREICH L,
D 4PN HOWTIE, FIRFRICFEOEROFELZERB LICHER., WITIRLLERN
BOONRPTTZORIE L B2 LT,

5.12.7 HER
BEMOSHKERTREZHAER (A% 0R) anl, HAERBRUCEERKZH
o MAERIIAREFEOFEZBE L, MHl2HE LR, FEZRE L, KLY
il 10|, ECROFEZBE L, £B4BICEELZRE LR, 20>
— 7 VERERT CRIE U, MEREIREIENC & v BunBE S8, 5%, Wi - @R 2 S
DT -EBROREOFELZARNICR~T, 2B, HEROKEIEINCHEL,
MERERIIC SR OEHEEREH L,

5.12.8 RIBYIRE
5.12.8.1 HRERUFREERE

BB ER BIC— 7 VBT CIEREIRINIC L 0 i BOE S &7k, & -
GHER - BB - A S0EH ORE - MBROWIRIC & 253 mBEEN 21T, BE)
MIZOWTILEBE R OERER S ATz, B, MEOTBE O ORERE KR O
EEZOWTIHER EXMER) Z2HEL. TUOHDFEFICOWTHKRBOEFEND
KE 100 g ¥V OMMERELEH L, B, BERUHEE LEOEREIZOWTIX
EAMNLZCHEL, TOAFHETHM L,

512.8.2 REBAEERE

ETOEEOIIE., HOBE, BEEE, fiBROBE. HoIIE, +EROE
WO AR REF WA A EERIE (FEZEFLEEMN) &bt VBEH 10
vol% /b= U VB TCEELRE (7L, BERUHELEEIT 7T VR TEE LZE.
Y ERERTE 10 vol% /b= ) IRICER: LTz, ) . BEE#SIHZERS 2SO EI.
RSGT7 4 @B L%, el ~vbxv )y -4 Y (H-E) RAEREE
U7, ERT. ETNRE L SHERO2EEY I REENY O FIEE O LEEN
EAERBRY 2 TORBHEREIMICOWTIT o7, 1. HH, P8, BH L&

17
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FOWETERLZ, FEXAARMEZER L., TORR, HROEREORENERD
NEFRE R AERORICEAPRBD DN ER EFIZONWT, BEEERVCHHE
HOoOzEEZMEE LTRE L,

513 TR
5.13.1 NFGA—ZDHEE

UToRITI YRR, RFER, ZIRREOCHERZ I LI, mIRMIM, FRE,
FEERRE, ARRER, HAER, AR 4PEGFR, £R ORV 4 BOELEBEYM T
CIWCEH L, 2B, HEROEREIZOWTRBENH L NI ENEEZ RO,

REBR%) = (RREBWE/FIEEHE) %100

FRER%) = M2HRSEEOR/RZR LD %100
ZAER(%) = (ER LU -MOB/ZR Li-Mo) <100
FRHIB() = ER 0 E LAk LI-BETORE
HIER%) = (HAERHEMB/ITIREER) %100
ERB(Y%) = ERBEH/EFE) %100

FEEIREY) = GEEREZ/HA R OFERE) x100
ARBER%) = NREFRBUHAERE) <100
HAER%) = (HAERB/EREE) x100

Atk 4 BAETR%) = (£% 4 BEFERUHEARE %100
A% 0 B OV = BEHA R/ A IR

At 4 HOMW =£% 4 BOBAETRE/AE% 4 BOLEFIREK

5.13.2 BE

F— B IR LSRR OB OV THRHENEEEOREERITo 12,

fRE, (REHIEMNE (&5 1~428. #: &5 1~15 B, 4R 0~20 B R UHZH 04
H, HAER : £% 0~4 B) | BEEE, REHGREAEL, A REEAH | K&
ETICE L B, SR, B, EFEK,. A7 R H (E% oKRV4A)
EOREEE (&, SIREBEE) 11, B L ICEHREKOERFEESLRD, RISRT
EWAEDOFEIL > TRE Lz, 2R, REMEFROMOKRET —F, REHEH &
OEWERIET LB oOBREEET — F I3 X BRI LT,

18
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FEOEHELARERE

Bartlett 1 &

R R

p>0.01, &4 p<0.01, 3EE 58

Dunnett Dunnett %

BRE mean rank test
p<0.05,0.01 p<0.05,0.01
R E B E

MERHET

BRE, FERE, ARBEFEE, HERROCAER 4 BAFRICOWTL, BT LI
SEHME R OFERERZE A2 R O, Dunnett B mean rank test 12 X U EHIBEMDOEDRE (B
BK¥0.05 XU00.01, WD) 2177,

RRB, FHER, ZHER, HERIX, £HOXEEYE, A2 TR X & Eamik,
IEiRMEE S, AT IRHEMESI I L Y B L. Yeates DERBEICL S ¥ RE (B
EAKYE0.05 ZT00.01, MR 2fTo7z, 72720, BIBEHZENSUTOEARALND
B8 1013 Fisher D EBERERFEIEIC L VRE (FEKE 0.05 XU00.01, @A) 217-o
7=,

19
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6. HRBRHKER

6.1 —f3ikEE (Table 1-1~1-4, Appendix 1-1~1-16)
ECBIIEMAOFE THRRL D oT, 500 mehkg FHBETI CRFE

BITROWIEDHET 1~2 BIR T 1~3 fl, METIL 1~5 FIR O 1 BHCECR S, BETI

RIZEFEOME T 1~5F, F-PARM 1 FlCE R &7z, 100 mg/kg LT OBETIX

BEHHPZE L T—RRBIZEFEIRD N R,

6.2 {KE (Fig. 1. 2. Table 2-1~2-4, Appendix 2-1~2-16)

500 mg/kg | EBECRBWT, BETIERS 8 HLARE, HETIXES 15 BUE, BENR
BELZAEERICTEY, #EoRsHHM D & OMEOAE TR &1/ I CNERHE T o
FERNMESEFRICEEL 2o,

6.3 i{EffE (Fig. 3. 4. Table 3-1~3-4, Appendix 3-1~3-16)

500 mg/kg WEBEIZIBWT, HETIERE 1, 4RV'8H, MTIHERE4H, HRTK
V20 HOBEEENRHBH L LAFEREMEER L, ZOM, 100 mg/kg 55 Tl
O 2 B, 20mg/kg TEFHETHDIZE 11 HROYHE 14 B OBAEESKTEBE L

BREEE R Lz, LML, 20 X0 100 mg/kg | ESFIZR T 2 BAEBOLEEH I TH
bR TH Y, MHEOHEOEEEIOL., REHRZE LU CHREL LFBRER
BOLNZ>T,

6.4 HBEEE (Table 4-1. 4-2. Appendix 4-1~4-8)

500 mg/kg HEREIZRB T, IO ERNSHER L ICHREHCHNE B EE
ZRL, TS EELABELRSEE R L, £/2, AECIIERROEE ED
MRt EBED SRR & LB AEEER L, 20 KT 100 me/ke 3 5B CIAATIR, 5
BRUOHEE RO RO EEICHBR L L FERBIRD N o T,

8.5 E#%Pr R (Table 5-1, 5-2, Appendix 5-1~5-96)

HETi DR BEE R ORI ORI 500 mg/kg 5RO 1 6 (155 :4005) ,
FEEO/NEYE (FRD 2320 mg/kg %EEO 1 5l (BHES : 2003) R bz, M
TiX, ETHEIRORE ORFREEDN 20 mg/kg REHOM 1 5 (B ES : 2108) |
F DREFREED 20 mg/kg B EFEOHE 1 #] (EHES : 2112) TRDOLhTE,

6.6 JHREHABPRE (Table 6-1. 6-2, Appendix 5-1~5-96)

500 mg/kg & GBI BT, FFIR O/ NFE LU IEFFRIBR AR K A3 E ¢ 6/12 1), ETix 7/12
BHZRD bhie, Fofh, HE EEOKFRZEN 20 KO 100 mg/kg EFHDOE 1/12
B OV 500 mg/kg T EFHED 2/12 FHZFRO LTz, LaL, FHIEBIT 2B FHREOR
BAEIIES, KRHOT v MTBWTEEHICRDOoNELIHATHY | HERME
RECEEL2WEEEZ DN, MEONITATFERIZIIEBRYEREICER L
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LIFRRD b7,

6.7 B (Table 7. Appendix 6-1~6-4)
ZEEOEFIZ 14 BEOBEMMFIZ 4~5 BAYMTER 2R ERR/RSIBO O, &
BEIHEROHERE IR SARH L OMICEBELRZIRO bR o7,

6.8 XERAE (Table 8, Appendix 7-1~7-4)

EHOMWHE2FIZB N TRZRPHLL, KBRETCICELZBRICIIBRLAHE
HEOMICAEERZERD LN oo, MERTIETH o T D 20 mg/kg TS T
348 (B3-S 0 2001, 2101, 2003, 2103, 2011, 2111) KU 500 mg/kg HEFHT 1
B (EhipEE : 4007, 4107) Ao, BEBEUZBEICHRBELSHERLD
MICEEREZBIRD bR,

6.9 S (Table 9. Appendix 8-1~8-4)

BHOMESEFINEFTIZ oL, HESE, RO, Bk, ERER, &K
g, FHERE, HAERBRCHARICISRES SHAER L OMICERERETRED S
Nigholz,

6.10 HEROHLREUSNKREBRE (Table 10. Appendix 9-1~9-4)
HAERDEHZ R4 BIBITAMEICIIHRBELSHER L OMICHEE R ZETER
ot ARBREEZAETIHARIIMINOEIZCLA DN -T2,

6.11 HEROERFEZER (Table 11. Appendix 10-1~10-4)
EHELAERIBBETCOEFEIIBGFTHY . EHR 4 BEFRICHTRELEHAE
HEOMIZEBERZRRD N T2,

6.12 HWAER®DIKE (Table 12. Appendix 11-1~11-4)

500 mg/kg WEBIZBWCHEL LHA R OEESKHENLZFERHIR D LAR
WHOORBHEA TERAEMERL, YHEERT — & O (K 6.1~7.0 g, I :
5.9~6.7 g, 2004~2009 &, 16 RE) L OLEBIZBWTHEERER ZR Lz, Fiz,
FEEOMHARTIIAER 4 BOFEIMBH L L~FEREKELZ R L, Ll &£
BABRBE TCOREHMEBIERREIRD ONRD o7, 20 mg/kg 5B TIIREHE A
WRoEHK 4 BETCOREHEMERN AR LAFEREMELZR L, LaL, 100
mg/kgHGHETII MEL DHEBRCERZRIBOFERINRELEAREOEZRL,
20mg/kg WERICB T O BEHMECKEIIAE L OBFEMNELS, BENLR2ET L
Zzbhiz,
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6.13 HERDERK 4 BEIRAR (Table 13, Appendix 12-1~12-4)
20 mg/kg W EREOHE 1 FUTIBRO SR B A0 N7, ZOMOFHOMAER
iSRRI E S TRE - EBRICRIRMBE RO o1,
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7. BE

o-tert-7F)NT = /) —NV% 0 (RHEREE . AU 7). 20, 100 ROt 500 mg/kg/day @
F& T, Sprague-Dawley % SPF 7 v h @, HEICAZECLRT 14 BRI R OREHEEZHE L T
FlREh B £ X RECAT 14 B B R OSERSE N N RSE 2 d L TEIL4 B E
TRAKS L, MESWICXT 228, Fic, HESMOMERIEE. ZBTE. =k
R OVriie & OEFEREICRIETTHELRE LT,

7.1 HEBMICHTLIEE

500 mg/kg REBEOMEREIZ BV TRFAMEASRITR OV, HTIHEICBREHOKT
BRI, ML ICEBEEORAD & # - A EREMME BB bz, REER
T, ARICBWTHRBREEZEOHEME ZHICEET AHBELEZE XL OND/NEF
CEIFAEIEIE R AIC/BO bz, —F. 100 mgkg L TORAERE T, &
BOEEMBRENE, LirL, BEEBEOLHCEIFERL OBEELL LT, 20
KU 100 mg/kg |58 & bICkHREE L R EE#HB LR L, Bo, WiEL bIRER
BRBWTHERMWERGOEBLEIONIRFRIRDORehorl b, B3
BREEBEEX b,

7.2  HEHEREFICHTHEE

MO B IR OMHEYORRETICELZ R, KRR, BEREROZHR
RICEBRMEREDOFBE L RRT HEITERD biad o7z, 2 b AEREICM A,
MEREPNERATEER IC B AR EMBERE T, B EREICER LB IEED 6
NholzZ Lt otert-7 F V7 = 7 —/v® 500 mg/kg/day #5-1X, BFEREO)
BESR 72 & O RE. KRB OZIRICE A HEHEV O ATEMEEICEE S RIS 0k
Hwr L7z,

ERBMITOTHOBICRB W THOIEFICOM L, HER, EIRENH. Hiftk, FK
R, HRE, FEERE, HERK, HARREOMICERYERSOFEL ST
AEMERD LT, HEREBIZERRXA DN holz, LN - T, otert-7 F b
7 x ) =D 500 mg/kg/day 51, IRKMERE. SRR OWEHE 7o K OIREER OB EE
Wx L TEEE RIF S vy LT Lz,

HAERIZE L. 500 mg/kg B EHICBWTHARROER 4 BOBENMEEEMZ
ALz, L L, ABOBEEMEBICEE 2ELETRDONT, 500 me/kg FEBEIC
BIAHERGBEOTENT REHRFTINT2EELRBETEEEL N, —F,
100 mg/kg U TOREHOHERBEICIHEBRYEREOEEIRD LMo T,
% 4 BEGFRCERDERSOREIRD ONT . HAERDIHR KR OFIRET R
BRYERESICER L REEEFEO N Rho Tz,
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INHDOREEMNS, KRBREETIZBT B otert-7F N7 = J — )L OMEES I X}
45 EEER K OMEEM 8 TMAEIEIZ 100 mg/kg/day TH D, AIEHRWHE D 500 mg/kg
BB IR 6 IR ICE B REFEBV Y O RS RE N DN R ARIERE & L TORIRDHMERE,
SRR OEEICHERRIES 2R, HEROHERMBF T AFENRBINT
o, AR T IERERROESEHEEIIWVTNE 100 mg/kg/day & HEE
Shiz,
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8. XK

1) HPLC iV 44 AF LR (2,6-Ftert-7 FN 7 = ) — /L)
DOWRRPBEREEN) T —a VEOREY - H—RBR (8K : 0.5 wv%
AF R —ZKEKR) BEREHR YV —F & — RBREE A-226],
2010 4£)

2) 2-tert-7FNT = )= NDT v bV 28 AMRERAKREE
PR, (LR EEERBRE, vol.8 (1) pp.208-218 (2001)

3) o-tert-7F N T = ) —NDT v NEAWE 14 BRIRKEROBRESM

RE2 (BEEZERR) HBREERV U —FEr¥—, RBRES : C-R141,
2010 4E)
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Table 1-1 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol
Clinical signs in male rats
Day of administration
Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-3% 36-42 43a)
0 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0
20 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0
500 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 2 0 1 0 0 3 0
Ataxia 2 0 0 0 0 0 0
Salivation 0 0 1 0 0 3 0

a): Day of necropsy
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Table 1-2 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Clinical signs in female rats during the pre-mating period

Day of administration

Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 1 1 1 1 0 0 0 0 0 0 0 0
Fracture of incisors 0 0 0 1 1 1 1 0 0 0 4] (4} 0 0 0
20 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 [¢] 0 0 0 0 0 0 0 0 0 0 0 0
500 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 4 5 3 2 2 2 1 0 0 1 1 0 o} 1 2
Ataxia 4 5 2 1 Q 0 1 o] 0 1 1 0 0 1 2
Decrease in spontaneous movement 2 0 1 1 2 2 1 0 ] 4] 0 0 0 4] 9]
Incomplete eyelid closure 1 0 0 0 4] 0 4] V] 0 Q 0 0 0 4] 4}
Salivation 0 0 0 0 0 1 0 0 0 0 0 0 0 Q 0
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Table 1-3 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol
Clinical signs in dams during the gestation period
Administration
Dose Signs
ng/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 1% 20 21 22 23a)
0 No. of dams ) 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 11 5 ¢
No. of dams with abnormal findings o 0 0 o0 0 o0 © o0 O 0 O O O O O O O O O0 0 0 0 0
20 No. of dams g 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 3 1
No. of dams with abnormal findings o o 0 0o 0o 0 © 0 © ¢ © 0 O 0 O © 0 O 0 0 o0 0 0 O
100 No. of dams 12 12 12 12 12 12 12 112 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 0
No. of dams with abnormal findings 0 o 0 0 0 o0 ¢ 0 0 00 0 © o0 O O O 0 0 O 0 o0 O
500 No. of dams 11 11 12 11 11 11 11 i1 i1 i1 11 11 11 11 11 11 11 11 11 11 11 11 [ 0
No. of dams with abmormal findings 5 4 2 o 3 0 2 2 2 1 1 3 4 3 5 3 5 T 3 2 1 4 2
Ataxia 5 4 2 ¢ 2 ¢ 2 2 2 1 1 2 4 2 3 ¢ 0 2 1 2 1 2 1
Decrease in spontaneous movement 31 0 ¢ 1 0 o0 1 O O O 1 2 1 2 3 5 5 2 O 0 2 1

a): Gestation day



Table 1-4 A reproduction/developmental toxicity screening test in

o-tert-Butylphenol

Clinical signs in dams during the lactation period

R-1056

rats treated orally with

Administration
Dose Signs

mg/kg 0 1 2 3 4 5a)

0 No. of dams 12 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0 0

20 No. of dams 9 9 g®) g 8 8

No. of dams with abnormal findings 0 0 0 0 0 0

100 No. of dams 12 12 12 12 12 12

No. of dams with abnormal findings 0 0 [V} 4] ¢} (¢}

500 No. of dams 11 11 11 11 11 11

No. of dams with abnormal findings 1 3 4 4 6 4]

Ataxia 1 2 3 4 5 0

Decrease in spontaneous movement 0 i 1 Q 1 ¢}

a): Lactation day
b): One dam was necropsied on day 1

of lactation because all pups died.
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Table 2-1 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Body weight of male rats

Pre-mating period Mating period Post-mating period
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 403 414 428 436 454 458 471 481 494 504 515 519 529 126
S.D. 14 18 18 21 21 23 23 27 27 26 26 26 25 17
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
20 Mean 400 413 428 437 457 461 473 485 500 509 520 525 534 134
S.D. 14 16 19 20 23 23 28 28 31 28 30 33 33 28
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 400 411 423 433 449 453 467 475 490 498 510 516 525 125
S.D. 14 16 18 18 22 22 24 22 26 26 27 26 26 15
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
500 Mean 400 399 408+* 416+ 430+ 430%* 441 449%+« 462+ 469%% 47T*% 486% 492%% 92#%«
S.D. 12 15 16D 17D 20D 20D 22D 23D 25D 23D 25D 26D 27D 20D

Unit: g

No.: No. of animals

a): Day of administration

*: p<0.05; #x: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 2-2 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Body weight of female rats during the pre-mating period

Day of administration

bose Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 241 245 252 255 262 22
S.D. 13 13 13 12 13 8
No. 12 12 12 12 12 12
20 Mean 241 244 253 257 266 26
S.D. 13 15 16 14 14 6
No. 12 12 12 12 12 12
100 Mean 238 245 252 256 264 26
S.D. 13 14 15 13 15 &
No. 12 12 12 12 12 12
500 Mean 241 242 242 243 248« Tw
S.D. 13 12 10 13 16D 7D
Unit: g

No.: No. of animals
*: p<0.05; #*%: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 2-3 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol
Body weight of dams during the gestation period
Administration
Dose Gain
ng/kg 0 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 12 12 12
0 Mean 272 293 306 330 343 371 407 136
S.D. 17 17 18 20 22 28 30 19
No. 9 9 9 9 9 9 9 9
20 Mean 267 293 304 325 346 375 416 149
S.D. 14 19 19 23 27 28 34 32
No. 12 12 12 12 12 12 12 12
100 Mean 271 290 300 321 339 371 414 142
S.D. 17 18 20 21 23 29 35 21
No. 11 11 11 11 11 11 11 11
500 Mean 248## 270# 278%% 285+ % 308%+ 331x= 354 %= 106%
S.D. 16D 18D 22D 23D 28D 31D 32D 24D
Unit: g

No.: No. of dams
a): Gestation day

#: p<0.0b;

*%:

p<0.

D: Dunnett's test

01 (Significant difference from control group)
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Table 2-4 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Body weight of dams during the lactation period

Administration
Dose _— Gain
mg/kg 0 4a) 0-4
No. 12 12 12
0 Mean 327 334 6
S.D. 17 24 18
No. 9 Sb) 8
20 Mean 330 338 10
S.D. 31 26 13
No. 12 12 12
100 Mean 322 339 17
S.D. 22 22 15
No. 11 11 11
500 Mean 283 295%% 12
S.D. 26D 29D 7

Unit: g

No.: No. of dams

a): Lactation day

b): One dam was necropsied on lactation day 1 because all pups died.
##: p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 3-1 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol
Food consumption of male rats
Pre-mating period Post-mating period
Dose
mg/keg 1 4 8 11 15 32 38 39 42a)
No. 12 12 12 12 12 12 12 12 12
4] Mean 31 27 27 26 25 23 24 23 24
S.D. 3 2 3 3 2 3 2 2 3
No. 12 12 12 12 12 12 12 12 12
20 Mean 29 27 27 25 25 22 24 23 24
S.D. 2 2 2 2 3 2 2 3 3
No. 12 12 12 12 12 12 12 12 12
100 Mean 29 27 26 24 25 22 23 24 26
S.D. 2 3 3 1 2 2 2 2 4
No. 12 12 12 12 12 12 12 12 12
500 Mean 28 22%% 24 %% 24 24 21 22 22 24
S.D. 3D 3D 2D 3 3 4 2 2 3

Unit: g/rat/day

No.: No. of animals

a): Day of administration

#%: p<0.01 (Significant difference from control group)
D: Dunnett's test

*: p<0.05;
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Table 3-2 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol
Food consumption of female rats during the pre-mating period
Day of administration
Dose
mg/kg 1 4 8 11 15
No. 12 i2 12 12 i2
0 Mean 22 19 20 17 18
S.D. 4 3 3 2 2
No. 12 12 12 12 12
20 Mean 21 18 20 19« 20
S.D. 2 3 5 2D 3
No. 12 12 12 12 12
100 Mean 21 19 20 19 19
S.D. 4 2 3 3 2
No. 12 12 12 12 12
500 Mean 21 14%» 18 17 16
S.D. 2 3D 2 3 3

Unit: g/rat/day

No.: No. of animals

#=+: p<0.01 (Significant difference from control group)
D: Dunnett’'s test

*: p<0.05;
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Table 3-3 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol
Food consumption of dams during the gestation period
Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 19 22 24 25 24 26 18
S.D. 3 4 3 3 4 4 2
No. 9 I} 9 9 9 9 ]
20 Mean 21 25 25 24 28+= 28 21
S.D. 2 3 2 4 3D 4 3
No. 12 12 12 12 12 12 12
100 Mean 20 24 25 24 24 27 19
S.D. 3 2 2 2 3 3 4
No. 11 11 11 11 11 11 11
500 Mean 18 20 21« 22 22 24 14+
S.D. 3 4 3D 4 5 4 5D
Unit: g/rat/day
No.: No. of dams

a): Gestation day

#*: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 3-4 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol
Food consumption of dams during the lactation period
Administration
Dose —_—
mg/keg 2 4a)
No. 12 12
0 Mean 16 33
S.D. 5 8
No. Sb) 8
20 Mean 21 36
S.D. 3 6
No. 12 12
100 Mean 22 39
S.D. 6D 8
No. 11 11
500 Mean 18 32
S.D. 8 7

Unit: g/rat/day
of dams
a): Lactation day

No.: No.

b): One dam was necropsied on lactation day 1 because all pups died.
#: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 4-1 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Organ weight of male rats

Body Liver Testes Epididymides
Dose weight (R+L) (R+L)
mg/kg g gl(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 12 12 12 12
0 Mean 530 18.15 3.26 1286
S.D. 25 1.79 0.22 98
No. 12 12 12 i2
Absolute 20 Mean 536 18.30 3.23 1215
S.D. 34 1.82 0.70 210
No. 12 12 12 12
100 Mean 527 18.98 3.38 1336
S.D. 26 1.88 0.17 72
No. 12 12 12 12
500 Mean 496+ 20.59%» 3.45 1314
S.D. 27D 1.58D 0.23 92
No. 12 12 12
0 Mean 3.42 0.862 243
S.D. 0.29 0.05 24
No. 12 12 12
Relative 20 Mean 3.41 0.61 228
S.D. 0.18 0.13 44
No. 12 12 12
100 Mean 3.59 0.64 254
S.D. 0.21 0.03 17
No. 12 12 12
500 Mean 4.16%« 0.70%» 265+
S.D. 0.31D 0.04DT 18DT

*: p<0.05; ##: p<0.01 (Significant difference from control group)
D: Dunnett's test
DT: Dunnett-type rank test
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Table 4-2 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Organ weight of female rats

Body Liver
Dose weight
mg/kg g g(g/100g BW)
No. 12 12
0 Mean 341 14.31
S.D. 21 1.90
No. 8 8
Absolute 20 Mean 336 15.01
S.D. 30 1.00
No. 12 12
100 Mean 345 15.29
S.D. 21 2.25
No. 11 11
500 Mean 307+ 15.48
S.D. 37D 2.47
No. 12
0 Mean 4.19
S.D. 0.43
No. 8
Relative 20 Mean 4.49
S.D. 0.41
No. 12
100 Mean 4.43
S.D. 0.48
No. 11
500 Mean 5.05%%
S.D. 0.48D

#: p<0.05; =*»: p<0.01 (Significant difference from control group)
D: Dunnett’'s test
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Table 5-1 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol -

Gross pathological findings

Organs Sex: M M M M
Dose(mg/kg) : 0 20 100 500

Findings Number: 12 12 12 12
Heart

Focus,white 0 0 1
Intestine,ileun

Nodule 0 (4] [¥; 1
Testis

Small 0 1

M : Male



R-1056

Table 5-2 A reproduction/developmental toxicity screening test in rats treated orally with
o~tert-Butylphenol

Gross pathological findings

Organs Sex: F F F F
Dose(mg/kg): 0 20 100 500
Findings Number: 12 12 12 12
Lung(bronchus)
Focus,dark red 0 1 0 0
Skin+Subcutis
Nodule . 0 1 0 0
Stomach
Focus,dark red,glandular stomach 0 1 0 0

F : Female
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Table 6-1 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Histopathological findings

Organs Sex: M M M M

Dose(mg/kg) : 0 20 100 500

Findings Number: 12 12 12 12
Epididymis

Number examined 12 1 12 12

Not remarkable 12 1 11 10

Granuloma, spermatic 0 1 2

mild
Hypospermia
minimal
Cell debris,lumen
minimal
Heart
Number examined
Fibrosis
mild
Intestine,ileum
Number examined
Diverticulum
minimal
Liver
Number examined
Not remarkable
Microgranuloma
minimal
Hypertrophy,hepatocyte,centrilobula
minimal
Prostate
Number examined
Not remarkable
Cell infiltration
minimal
mild
Seminal vesicle

=
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Number examined 12 12
Not remarkable 12 12
Testis

Number examined 12 12
Not remarkable 11 11
Atrophy,seminiferous tubular 1 1

minimal 1 1

mild 0 0

M : Male
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Table 6-2 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Histopathological findings

Organs Sex:
Dose{mg/kg):
Findings Number:

F
2 100 500
12 12 12

=
O

Liver
Number examined
Not remarkabile
Necrosis, focal
minimal
Microgranuloma
minimal
Hypertrophy,hepatocyte,centrilobula
minimal
Lung(bronchus)
Number examined
Hemorrhage, focal
minimal
Mammary gland, inguinal
Number examined
ADENCCARCINOMA
present
Ovary
Number examined
Not remarkable
Stomach
Number examined
Erosion,glandular stomach
minimal
Uterus
Number examined
Not remarkable
Vagina
Number examined
Not remarkable

—

BB BB R B R BRR OONUIOO-IN
—

pt

-
SO0 NN QOO OO0 =I-lWwoouth

o]
COO PN 000 00O OONNMGN

e
[

[
[
OO OO0 OO0 OO OO0 OO0 OORROO®N

o)
[

F : Female



Table 7 A reproduction/developmental toxicity screening test in rats treated orally with
o~tert-Butylphenol

Estrous cycle in female rats during the pre-mating period

R-1056

Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 4] 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 1 6 5 3.3+0.7 4.220.4
20 12 4] 0 0 11 1 3.1+0.3 4.3+0.4
100 12 (4} 0 0 [ 6 3.5+0.5 4.2+0.3
500 12 ] Q 1 5 6 3.4+0.7 4.3+0.4

No significant difference in any treated groups from control group



R-1056

Table 8 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. copulation index index No. of copulation index index
mng/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) c)
0 12 3.3+2.4 12/12(100.0) 12/12(100.0) 12 3.3+2.4 12/12(100.0) 12/12(100.0)
20 12 2.4+1.4 12/12(100.0) 9/12( 75.0) 12 2.4+1.4 12/12(100.0) 9/12( 75.0})
100 12 2.3+#1.1 12/12(100.0) 12/12(100.0) 12 2.3+1.1 12/12(100.0) 12/12(100.0)
500 12 2.8+1.4 12/12(100.0) 11/712( 91.7) 12 2.8+1.4 12/12(100.0) 11/12( 91.7)
a): (No. of copulated animals / No. of mated animals) X 100
b): (No. of males which impregnated females / No. of copulated males) X 100
c¢): (No. of pregnant females / No. of copulated females) X 100

No significant difference in any treated groups from control group



R-1056

Table 9@ A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol
Delivery data on dams
No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth
Dose pregnant with index length corpera tation tation stillborns liveborns index
ng/kg females liveborns % a) in days lutea sites index % b) (%)c) % d)
Total 12 12 100.0 184 172 2 148
¢] Mean 21.9 15.3 14.3 93.4 ( 1.1) 12.3 85.7
S.D. 0.3 1.6 2.2 9.1 ( 2.5) 3.3 18.1
Total 9 9 100.0 142 132 3 121
20 Mean 22.90 15.8 14.7 89.3 ( 6.9) 13.4 87.6
S.D. 0.5 4.5 4.9 19.5- ( 16.4) 4.9 14.7
Total 12 12 100.0 194 190 1 174
100 Mean 21.9 16.2 15.8 97.2 { 0.6) 14.5 91.0
S.D. 0.5 3.5 3.6 5.0 { 2.2) 3.6 8.1
Total 11 11 100.0 155 145 1 131
500 Mean 22.0 14.1 13.2 92.4 ( 0.8) 11.9 90.8
S.D. 0.4 2.6 3.2 9.7 ( 2.1) 3.0 8.9
a): (No. of females which delivered liveborns / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100
c): (No. of stillborms / No. of livebormns and stillborns) X 100
d): (No. of liveborns / No. of implantation sites) X 100

No significant difference in any treated groups from control group
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Table 10 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Sex ratio and external examination of pups

Liveborns Sex ratio of Day 4 Sex ratio of External c)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mg/kg dams males females a) males females b) (%)d)
Total 84 64 80 61 (v}
0 12 Mean 7.0 5.3 0.55 6.7 ., 5.1 0.55 ( 0.0)
S.D. 3.1 2.5 0.20 3.1 2.4 0.20 ( 0.0)
Total 67 54 66 51 0
20 9 Mean 7.4 6.0 0.49 8.3 6.4 0.55 ( 0.0)
S.D. 4.5 3.4 0.28 3.7 2.7 0.23 ( 0.0)
Total 87 87 86 86 0
100 12 Mean 7.3 7.3 0.50 7.2 7.2 0.49 ( 0.0)
S.D. 2.9 3.4 Q.17 2.9 3.2 0.17 ( 0.0)
Total 64 87 58 62 0
500 11 Mean 5.8 6.1 0.47 5.3 5.6 0.47 ( 0.0)
S.D. 2.7 1.9 0.15 2.8 2.2 0.15 ( 0.0}

a): No. of liveborn males / No. of liveborns

b): No. of live males on day 4 / No. of live pups on day 4

c): No. of liveborns with external abmormalities

d): (No. of liveborns with external abnormalities / No. of liveborns) X 100
No significant difference in any treated groups from control group



R-1056

Table 11 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol
Viability index of pups
Vigbility
No. No. of live pups index on
Dose of postnatal
mg/kg dams Day 0 Day 4 day 4 % a)
Total 12 148 141
0 Mean 12.3 11.8 96.1
5.D. 3.8 3.1 9.1
Total 9 121 117
20 Mean 13.4 13.0 86.3
S.D. 4.9 5.2 32.9
Total 12 174 172
100 Mean 14.5 14.3 98.8
S.D. 3.8 3.6 2.8
Total 11 131 120
500 Mean 11.9 10.9 92.3
S.D. 3.0 3.5 18.2
a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100

No significant difference in any treated groups from control group
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Table 12 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Body weight of pups

Male Female
Dose
mg/kg 0 4a) Gain 0 4a) Gain
No. 12 12 12 12 12 12
0 Mean 6.7 10.7 4.0 6.3 9.7 3.4
S.D. 0.8 1.7 1.0 0.7 1.4 0.9
No. g?) 8 8 9 %) 8
20 Mean 6.4 9.3 2.9% 6.1 8.9 3.0
S.D. 0.5 0.7 0.5D 0.7 0.7 0.4
No. 12 12 12 12 12 12
100 Mean 6.5 10.0 3.5 6.2 9.7 3.6
S.D. 0.5 1.3 0.9 0.7 1.8 1.2
No. 11 11 11 11 11 11
500 Mean 6.1 9.3+ 3.1 5.8 8.5 2.7
S.D. 0.8 1.4D 0.9 0.7 1.4 0.9
Unit: g

No.: No. of dams

a): Postnatal day

b): Male pups were not born in one dam.

¢): All pups in one dam died.

#: p<0.05 (Significant difference from control group)
D: Dunnett’'s test



R-1056

Table 13 A reproduction/developmental toxicity screening test in rats treated orally with
o-tert-Butylphenol

Gross pathological findings in pups on postnatal day 4

Dose (mg/kg) 0 20 100 500
Male
No. of pups examined 80 66 86 58
No. of pups with abnormal findings 0 1 0 0
Thymic remnant in neck 0 1 0 4}
Female
No. of pups examined 61 51 86 62

No. of pups with abnormal findings o] 0 0 0
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