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E3 5

S A, 4,4’ -F A R(6-tert—7 F/L-m-7 LY — ) DU DA FERE /NI KT T AR BRI OF A
ROFBECRITTHEBERFTTIL2BEL T, SR EESERBRE OECD (L F W ERBRIEN A
RTINS TER LT, MERED Crl:CD (SD) Zy MIHBRWE Y 0 (8 5%7 787 2 LEHK) | 12,
80 72 TUNT 500 mg/kg DAE TR OB S Li, ik 42 ARG L-%ICHIR L, MEX2sB AT 2 38R
BILOREHME, RAMTBLCFE 4 AETERARE L, 28, B8 B ASihse T B4
IRISHE 4 B, BEMWIIEE 5 RICHIRL,

1. HENMRET R

HEENTHAOHICEWTLIRTEMIIBEIN Lol —RREBOEEL T, #HgEEbIZ
500 mg/kg HHFTEE 2 AL, AR ETERESRD LN, MTIIAEE B AT H OERIZEY,
80 mg/kg B EFIZBWTHE BIZKRENRO biv, 5 RBEZOEEEED 500 mg/kg HEHIZ
BUWORBRBEL LR L T Lc A, Z0%OEERIIHBELEII AEHB LI UREEER
IR E R 5 I LAR BT Db o7, FIRRTIL, HED 500 mg/kg #& 57, HED 80 XY
500 mg/kg BEBHICBWTUNMNERBIOKBEDOEENEEIN, MEARFNRE TIT+2EB.
2238, BG, E. BRI OEBOME EEMROBIESFED LIV, —EH OB TIIEE TR
HEAZAE R EA BRI, FOM, BE, BE LEHDVIIIPRICIIERDE R SIS AR BILRE
BoNEhotz, Fle, BTREOCRKER. BB, BR ELAEBIURBRICKBT OB FEETEICHER
B 5\ LD EIIFBO LN 2Tz,

2. HAERR
HAERDO—RRE, EFHBICEREICE, HBRYMER G IZISZBITB OO0 T, o, #
REFICONERSS B IC R ERBIRShahoTz,

3. £FERESIFTR
PR, RECARE. R HER, B EREBIVERE, o BIUWEREICIL,
WBRME RS ICLDREIGRD L) ol

4. BEEE

LLEDREREDD, ARBREGTICBITS 4,4’ -F A EA(6-tert-7 F)L-m-I L/ — /L) DREBMITSE
TEHREEFNESHEIR, 20 LOAEICBWTERERL DN HELE ¥R R AR D@ AL
BlEIN-IENG, FETHE 80 mg/kg/day, METIT 12 mg/kg/day. MR EFMZRIZESHERD
ek RIS 2 EM RIS 500 mg/kg/day ThHEHWSLD,
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HERE®

HERES MO ZEECAT (2 ) BLOREB D (FF 2 AR oW TR RAM®R TS 2 &8
M. ETHEHRRZELCEEYN (ME 4 BE0)IC 4,4’ -FAY RG-tert-7FL-m—F 1L/ — ) &
BOREL, Ty Mo T A EBEIEIC VW TIREL:

& Ak

1. HBYR

RRDETHD 4,4 -FFER(b-tert—-7 F-m-2 v — ) (B4 : 4,4 -thiobis(6-tert-butyl-3-
methylphenol, CAS No.:96-69-5, 53 F 20 CpHy0,S. 40 & :358.54. A8 A, ERHEWE. #
5 :99.4%, MR :162.3C, Annex A, BLTF. TBC) ! BAL(#
BEAF 2009F 9 A 25 ), ERARBETRIE-EXT (ERAH 16.1~22.9C) icTREL%, TBC
OARERF ISR,
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HO OH

WERME ORFEML, ARBRO®R GHMART(2009 4 11 A 13 B) BIUES MK T % (2010 4
3 A 17 Bz, BEHRRIC T -V E#IRN S e EE (FTIR-8300, BEEERD #EHAL, &
LAV T LEERIFEIZ T, 4000 cm™'~400 cm™ DEEFH THRAFRNATMLVEZBIEL TR, 2 DDARY
AT 2 Z &R R L 7= (Annex B),

2. BB IOERE Hik

HAF v—/L R U= REF X —LI0D 8 BERD Sprague-Dawley & (Crl:CD(SD). SPF) 7+
62 IE, #ET ok 73 IEAEEAL, 4 BEICHMALL, AWRDED T 14 B, BELEFRE~OFI
bR THEL, TOMEH, B0 —RIKEBLZEEL, AWBRBIOCRER TRICEEZRIEL
oo B - BLHR FIZBM ORI 7 = VU THILE S AL B —VICRBRE S AL B
FUOBHEESZRALLCE A —FEENT Rz, Eo, Iz >\ TE, AREBAENLER .
PEREBEL, AT ARBIUHRERT BELT R)OBMOEEIITEO®Y THo7,

B AT H 2010 1L A6 H
AfB R E ‘HE241.8 ~ 275.7g, M 178.2 ~ 212.2¢
MR T H 20104 1 A 19 A
PR TR E HE313.7 ~ 417.3 g, #2119 ~ 273 8¢

BIE - BHEORER . ARLEL2TOEMIZE T, REHB PO —RRERLIOEEHRBICETIX
RODIVED T, MBI THRAIBZR2MEEFOEIESBD LR 7 ILERAL, BERIE{LIEES
HIHEICZVE ST E2T ol BOT LB —E08mESZ2EIV Y T, 7= MU TRIZE)
MEBSEIERL BILICBEDOR RSB —FICRRE S M BLUOEMEESLTAL, FHE
—NHNT o, BT BERISILIZEE 10 UT, # 14 ICR XU B0 RICKIMRI LIz 7 EI3&
FIEME LT, ZTNODHH, 5 LT E=2U 7Eih L CEHRREMAEMBREICERL, # 21 [T
S ARBROBREFN TER L, OO 5 ITIIRBRKE T HRICHERE: TIo T L, RS,
B3, RFAEEH:21.0~25°C., SFFIEE 40.0~75.0%, BKFTH 15 B/, AR 20 12
RER(T BE~19 BF)HAT, 12 RERI(19 Bi~7 BB ICRESHIAEERENT, @BREMERS —
(220, X 2704 X190, mm) {2 1 PLd-2 (ATBCHFIL 2 PL) AL, EREREE(CE-2, BARIZLT) EKiEK
(RFTAREREAK % B RICBRSETHE UL (2720, BB IO S iR LI- ¥ IAFE BT
HREXET), HEMWIZEFIZOWTEEIR 18 AMOMEE 4 BETIEIVvNATIRF vy BB IEr—
(350, X 400, X180, mm)iZ 1 FEEDUNAEL., KL T—F)—r (ART ATV —) BHEE
fallz, BT, AEREICEEIROONT, @MEDREDOERIEIL 21.56~24.5C, RED
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ERMEIX 49.0~70.5%Th o7, Tz, LR LMREB LOEEBIK, KEO SR EIL, Wb s
BRIEFIEEICEHOFFHBENTHHZEERER L,

3. B 5k
1) FRs
TR EELHEL, A THD W7 T T I AER(T 7 TS A (Fe e, $E% B CDP6207) %
EH K CLRIZE, BEHS ABIAAL) THEAEIZMX TRESY, 10.0 w/vhiEEFHM L, Sbiz,
10.0 w/ Vi % A TERIERINL T 1.60 BIU 0.240 w/vhikEFARLU-, FRBIL - B aiT i - B
TCHREL (ERIE 1~6°C) . REMOEFEMM NICERLE,
2) REMABR
SeL o TR AR E DRER SRR GURE 5 A-09-023) I8V T, 20.0 LT
0.0500 w/vhDALLBE OFEUREIZ SN T, Wk, ERSMGT T8 BB EMETHOZLIHERE
TV (Annex C),
NEEBLOE—HOAE
FIEIFHREE (2010 £ 1 A 19 B, 10.0, 1.60 LU0 0.240 w/vhiEOFREBRAEOEERIUY
—MERREL. SEOHERLEL. FHEESHEIRED 85.0~115%, K REMDOIEL D&M
ZNENFHIED 90.0~110%LANELT, TOFRR., FHE EIIRUBERRED 96.1~102%THY,
5 — b &R EEO FHED 98.2~102% TdH->7-(Annex D),
FRBREROEBYEREIUTORE TR L, ARBRAD 1 mL 28HERL, KTHKRLT
REHERAFRMU( pe/mL 411), BICHERME 10 mg RBHICEY, AKICEBEL CEERARL. B
0.5.1 BLT 4 pg/mL OIBEFERERHL 7=, REHFRBS LOEEREY , U TFIOR T @EEEs o

< T 7 (HPLOEIZLDREL AR EBEBRNOIER LR ERE AWV THRERER D 4,4 -FF4E R
(6-tert-7FNL-m-IV YV — L) BESE LT,
HPLC &/

SHTAT 2 Inertsil ODS-2

(P 4.6 mm, £ 150 mm, RLF4E 5 pm, P— =AY AT AH)

BEIE TEr=RIN/AKIBHRA: L v/V)

=4 1.0 mL/min

AT LR EIRE 40°C

AEREIRE =R

RERE 250 nm

HEEAE 10 pL.

F =V ) B PER TEb=RIA/AKIE#E 41 v/v)
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4. BEEDREBIVCE S HE

ARERITIE S > CTEMEL - T RS GRBRE S (R-09-003) DRERZL LT, EABEREL,

FIRABROBREEL, 4,4 -F A R(6tert-7 FL-m—2L Y/ —/W& AV 28 BREIRERAKRS

BHERR VBIO2 » A MIRER G HEEATEEERR IPOBERESEICRELRESE:06%T75
BT AR L 100, 200, 300 mg/ke), TREBRIZRVTEIAREBRLFFRIC, HRELHICZECATIZ 2 18
MR G LR RE S, TIIROE LR TEAER 12 AFTRERTV., ¥, FTUES
1T-7-(TR 13 B, ¥ 5 E% 28~33 ), HETIIRER T %, TIRATHE R 5B 28 [) £ °#%
5L, R BICHEIL T, MEDOITERE I B L OSIRRE I ~OFEE T, TORERE, 300 mg/kg £T
® TBC H&E T, MHELHIC—ARIREE, FEICEEIIZL, ETHIE L IRE &S Eidieh-
72, 200 mg/kg LA ED TBC ¥ EIZLY, FELIR R IRELOS MBI A R L72AS, SRR, ZOBCRE /196 B 8,
BAREIZIE TBC B EILLAEE X LNAHALIVLEBIIR DL T,

[4,4’ -F FEA(B-tert-7 FA-m-7 LY — V)&V 28 ARBIRERDRSEERR BV,
FRAEREDT-DIZ 2 BERKERGRBRPERINTHED, ZORER T 1000 mg/kg DHFEBRYE #
B XVEMNR LT HIENRESNTND, ZDZEND, 1000 mg/kg DRERGIIRKNMELE
BLEHETHAEE 2L, Fiz, BE#f VG, 250 BLTU 60 mg/kg DREEREIZLY, FFigRLO
& IR ER G L DEBLIONAE(RRD LI, EEEEIT 15 mg/kg EHELTWS, Lol
250 mg/kg ¥ 5ET 28 BIREHREICLVRO NI HEIIFIRB L OHILE ~DOETHY, 2TE -
PIRMERFIC B 5 X DB LTIV EE b,

—75 . Ba NERLH D EEBEERBR TR T, 300 mg/kg ETH TBC OREHEEIZLY
MEREBN ~ DB IO DI 2T T DB E T HE, 250~300 mg/kg/day I XMEREENY) ~D A
DEBTHRMEIGTOAETHIIENEREN,

F7-, TBC L) CELIL/-#EEEH D 6-tert-7 F/L-m-Z L —/L(LLF BP, CAS No.88-60-8)%
AWTERLE, [6-tert-7 FA-m-ILY —N-DOFy b AV ORER OB 5 E M AR AFENS
HER)Y (F 5 &:0(=— W), 2.5, 12.5, 60 mg/kg) I NT, 60 mg/kg @ BP 512 LY METITIEE
EDOWD Z ST RBEBIEH A O30, HETIIAFIEC BP #51CK5eB 2 ONAF MBSV -
TeZALDFRD O TRY, BP DR ERE B T OMETMII R T o EZERIT 12.5 mg/kg LL
TWB, BP OAEFERAEFMEICE A EE BB IHEICRTL Tid 60 mg/kg THo7=43, METIE 60 mg/ke
BHICLY, HREGEOBMADERBALN TS, Tio, £RHEZERNBD LI ENDEOFERN
BOEAERABTRESN TN, SHOICER TIIEFTMHBBOLNIIEND, MEBLOERIIH L T,
12.5 mg/kg EHEL TS,

INODRERNOHETT AL, BERO 28 ARIRER DR SHEHRE "BL O TBC OBEELME
T2 BP DXER OGS HE - £ BEBHIGEBR OB RS, TBC O 5 AR AR
BOBHMEEL 10~15 mg/kg fHTICHBREEENF N EE 2 BT,

L EOFE RS, BmARIE, FHERBRICHVT 200 mg/kg LA_ED TBC 512KV ITIR - iR IR #5028
IMERERLIZZEDS, EFE~DEELAOINTD-HIC 500 mg/kg SRR EL, ZOHEIINX
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BEREICIVFETHEHEIN 1000 mg/kg LB~ D BTV EENRE T 5BEIRNA
BET&H5 250~300 mg/kg DHEIEIZHT-D, FRIELATITALLE 6 THRL T, FEI&EI1Zi% 80 mg/ke,
ERAEIZIE 12 mg/kg ZFRELT,

MEB I ACER R 2 AR, AREHIR . RHRR L OS BB OWE 4 BE T, RENHERINRD-

MEEIRR AT B ¢ (RBE5EK 42 [B)  HEMIECHT 2 BRI, ZEHM (14 AR, FwaTAE

T &S EK 42 E), BOAC1 B 1E, 18 73, a9 (9 8 1 5~11 B 36 ) IR &L,
BEAEIT 5 mi/ke L., HERBIOREMZLWNCREFOMETIL B 1 BRIETAEELEIC R

ROHERB SN THEBIORE R ORELRICELLI, 28, SRBICBETHD %7787
AR EFRICER S U, 5K 1T OECD {LEMERBIESARTA 42180, Ty VB E
LD AR EE L,

AHRBOBERBLIOBMESE L TITRLE,

- 1 5 4y Be5E BE BRERE BMES
(mg/kg)  (w/v%h) (mL/kg) i3 i3
1 S%T7TIET AR 0 0 5 M01001~M01013  F01001~F01013
2 TBC 12 0.240 5 M02001~M02013  F02001~F02013
3 TBC 80 1.60 5 MO03001~M03013  F03001~F03013
4 TBC 500 10.0 5 MO04001~M04013  F04001~F04013
5. &
D#EEMW (F)

O—REBOBE

2FNOWT MESFPER 1 B, REYHTIREAMBEOER 2 EBEL,
@ ERIE

HEEM L, #5 1,7, 14, 21, 28, 35, 42 BRBIOEIHK BICAIEL:, MEWIX, &5 1.7, 14,
21 B, #E4R 0.7, 14, 21 B JHE 0.4 BLOBIRE (HH 5 B2, SHIREPHERIN o7
fECrEf 5 28, 35, 42 BIOHIRR BICbREL=,
OEEEEAIE

HEMIL, 5 1~2, 7~8, 13~14, 29~30, 35~36, 41~42 HIZBIEL, ST, &5
1~2, 7~8, 13~14 BBIUEEIR 0~1, 7~8, 14~15, 20~21 BRLUNHE 3~4 B, &HITK
EABERINIZN T T, ]’ 5 29~30, 35~36, 41~42 BIZHAIEL,
DR HE 5

FRELL2FIOMEICOWT, B AT R ENOERIIZBIEL ., BoT%k, B5BBELUMEL5I&k
SEAATIEA R B BERL T B ORER, REVSERINSETHERMLBAS L, £ B

10
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TeDEHRIEET B (BEILORBHNLEENETCOAEOTE) ZEH L, 22k, #HEI
B 4 B~5 H ORI CEIZL CW2EMITIEE SHIRTL -,
®zzhd

H5 15 BOY 5 (17 B 50 47) LVRBEAOHEREY | Xt | TRBSE, BFLVE R, BietrE

AL, FEPOMORIERZERL THERLE, BAILIERSDHVIIEREARICRE 70 R
NEEMERZRRIEMEL. ZOREERE 0 ALEELTRBLMIEL., E3ICHE Lk, B
RBIOIRORETICEY, BEFBBENOREHEZ BETO B HBLCEOMICEYRL-RIE
DEE, 2R E (RREWE/ T AWZEMED) X100, %) IEIRE (GRIREMIER/ R LB
WyER) X 100, W) ZHE B L,
GRS ik B IR EDBE

RRNHEREINT-26% BRSRSE /2, RO, (FR 21 BMAY A»LoENHERE
BZETHEBITOD, Fa0 11 BFETICHEMAETLEFICOWTZEOREEE 0 B (1% A) L, &
RO BB SRITE SRR I OV TITV, BEEE TER - EBPIC DV TH ik
D—FAREBBLOERDORENLREOFTEL ML, 2ik%IL WERELHE 1~4 HOM,
B REBELL, L2 0MEHM R 0 B2bOBEBETO RE) 2R, SHOHER
(AR MR/ TIREMED X100, WIZHHL, WE 5 A B OBIREHIBELER BB IO
IR DERE[ CRIRE/ IR AS) X 100, W] 2E LT,
@DFIR, B FREBLUOWHEEMFIRE

BB, 'S5 42 BOZBAIC, ~ M OLEF— L N ARRER T TR ERFES THIRL ., B
i BEBIOBR LAOEEZAIEL L, MEBIUOHERE LERX7 7 RICEE (RRRFT
0.1 M VI EEHEMET 10%RA <Y 85R) L, I, AiSZER. 5/ BERISIUEMIE 0.1 M U BREE
B 10%L <V ARIRICEE L, P, R B LU E R BB L O 500 me/kg &5
DVWTREMABFENRELERL, 0B, SREBLURAEROBYESHEVIEICE 5 FI,
ELIZREDPRBD LNl 2 Pl oW T B EHR. BR EAERSBIOERIZBITAE
TR AT, . FIRFICAFEORDLN 80 mg/ke BEHDMIS LI UOIER Lk,
500 mg/kg ¥ SO KIBEB L UVNBIZ W THRIERICEFEL , HIEBERFEORELER L7,

MBS OIS, DHRLHEIIIHEE 5 BIZ, 2 HEOREHM P ICZEBEREN 2 o7 M
(12 mg/kg TEFED 1 FlIBLV 80 mg/kg T EFED 1 ) 1X’ 5 42 BDOFRIZ, ENENU PR
NEF— L NT AREE T CHRILBFESE THRL, FESIOIREEZLZRFE L, IPRIZOW

TIZEEEME T CHRIRSEAEE ., FEIC OV TUIBRET A, FRE((BFRE/ITREF)
X100, W) EFBH LIz, £o, 1WR, FE.BRBIOIED 0.1 M VBEE 10%5/L <) iR E
LT, AFR L OBRELT., MRRBEER LR 1000 mg/kg B EBIC OV TRBEMABFNRELERL
7o

o, FIREFICEREORDLNT 80 mg/kg BIT 500 me/kg HEHO/NMERBLU KR,
500 mg/kg HH-HDOMIRIC DWW THRFICEEL . REMARFHIRELERE L

11
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2) AN (F)

OHERDBIE

HE 0 BICAEFREBSLIOE T REEHEN 2 T, HRBLUONERTHOFELZEEL, &
s [ (ERE/EREE) X100, %], £ HER] (WELRE/BHRES) X100, %), BIUHA
RI(HEERB/ERE) X100, $]2HHL, WE 1~4 BT, 0, —RELBEL, £F
REBEEFRT R MR B FAEREFLEI(HE 4 BOLRE/HE 0 BOARH) X
100, %1ZEHL-, £FRIZOWTL, HE 0 BLU 4 RIZ@EROEEEREL, B LR
DEHRBEEFEHRTIEELIC.HE 0 BRIV 4 Bz AMkk] (4 R/ AR ) X
100, 9] E2E H LIz,
@Ik

R RINBRHFHOEELZBESLTEHMBL. 0.1 M UV BEEE 10%RL <V RIRICEEL TRTE
Ui, £FRITHE 4 BIAREFROFELBEL CTERTA T RARE: T IZTHRMLBEEIE T
FIRRL, NEBBEOREOFELBEL,

6. 7 — & DIRHTIR

RO EU-BHOEE, 3RER, ZHRIZOWTIT Fisher DEERERBRELIT o (EEK
%e:5%),

TBC FH{EHOFRBABRFHREMROYL, 7L —Fo1F LB EME LR R, Mann-Whitney O
U REICLY, $BES L — D& FHEIL Fisher OEBEMED A AREIZLY, 500 mg/kg 5L
SREEE OB OE BEEREEAT oI (A EKEE 5%), 72720 HEIZBWTIE, HE 5 BHICHIRLEY
DEED IR EE ERE LT,

ZOMOT —2%, BEZLICBLNIEH DT litter TEDEHEE 1 FZALL T, 5597, Bartlett
DHFEZINEH DD BO— RIS DWW TIRE (B EKLEE 5%) 1T o7, DB —RTHIHEITIE.
— LB ER OGBS (A BEKYE:5%) 217\, HERICA BB OLNDEE 1L, Dunnett 151280 %
- EHBEToI(FEAKE S, — . WTADORTHEA 0 LRIBERBIUNEN R TR
BEIZEE, Kruskal-Wallis ONEALRRE (B EAKAEE 5% 217\, BEMICAE BENRDLNIER I
Dunnett O ETEIZ LV Z BB EIT 72 (B EKE 5%),

%E?‘éC&b“f‘%ﬁi)‘of:?ﬁsﬁoE?ETEI:%%EE&(iﬂ‘gib\053%)%%&65%%%@(:%#’)@7‘3\0
=2 &

HBMMRIC, TRITAIENTERPSERBOEHEMICHEL RIS TRV OMHAIEER VR E
HEIC DR m i e o T,

12
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BRI

1. REw
1) —f%IREE (Table 1~Table 4, Appendix 1~Appendix 4)

MEHE LB ICFE T BT BRI e o7,

500 mg/kg WEHHICIHWT BESHETIIRS 2 A (RE5HGE=85 1 A) L&, EEHEAET
1~5 fi, #ETIIRSE 2 BLIE, ZECAT. RS T, RIE B IO E M T 250 TSR
T 1~6 BliCRDOENT-, ZOBABIIAFLI H AT H OHERICIY, REOHE T 12 flICBO 6N, E
7=, HECITHERICED 500 mg/kg FETIX 13 BI2H1IZ.80 me/kg B EFETIL 7 BlicBlIEIN-,
2) {KE (Table 5~Table 8, Appendix 5~Appendix 8)

HEREE Y, | AREICIIG BEEE TBC 5 HEOMICAE B ZITEROLARD 0T,
3) EEHE (Table 9~Table 12, Appendix 9~Appendix 12)
RSB 500 mg/kg BWEHDER S 1~2 A OBEEEN R BB L EL THEIZ(p<0.05)FA Lz,
EBICHETIIR S 29~30 B 12 mg/kg BLU 500 mg/kg S HEOFET BN BEELLLEL T, Fh
FhAEIT(p<0.01, p<0.05) HEINL | i TITWHE 3~4 BD 12 mg/kg BLU 500 mg/kg T EHFEDE
SR KTRRERL LB L THEIZ(p0.05) ML 7=,
4) B EE (Table 13, Table 14, Appendix 13, Appendix 14)

HEDNTHR, FHE, FHE EARER T, FREEL TBC SREBLOMICAEEZIIRDLNRD T,
Fi, OB L OPIRERICH, ML TBC £ R EHLOMIZAEEIIRDLNLh o7,

5) #IRAT R.(Table 15, Table 16, Appendix 15, Appendix 16)

HETI, 80 mg/kg W EEED 1 BCMIIREDILED b, Eo, [BEED 3 HIORERE EAETIE, M
RENHES MO3001)HEW T EIE, BipEE M03010, MO301ICE B ERENEIESNh, 209
B 1 Hl@MES M03010) THEFHIORE B _EFI/ NI TH -7z, 500 mg/kg FE5-FHD 1 F TN K
BlbZERL., 6 FO/NERBIUKBRENSEEL TV,

METiX, 80 mg/kg HTEHD 2 Hil C/NBEEDIREPBESNEWE = F03008,F03010), ZDH%H 1
BlEHZE 5 FO3008)D [k B RERR I [MaEs (it Be) 23, B> 1 Fl(@EMES F03010)DRAZEEC
IREDEERSNTz, 500 meg/kg B5HED | GRS KELERL, 9 FlO/MGEB L OKIZEEIEE
LTz,

6) FEFHRE (Table 17, Appendix 17)

BHL TSR FEATEL TV 2B T8, BT FE(EBHL VAR TR/BELR 5.
x100, %) IZiZ x5 BBEEE 500 me/kg RS BELDORICE 2D o7z, LML, BTEL TWBIEFD LR (B
ELTWERETE/BE LR 5. x100, %)X 500 mg/kg WEBHTIIXBEILEL THEI
(p<0.05) fEfEZ R LT,

Flo, R LERBBIURBICRITOR MU, fBREL 500 me/kg REFHLOMIZER
2ot

13
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BRI P AR B SRR SN o7z 2 B (12 XY 80 mg/keg DE 1 H) DEFREDREE.
12 mg/kg D 1 FI(EME S M02005) THE, B FEEREIS LU THIC OV Tt BB L LB U TR
BRI N o7z, 80 me/kg BEHED 1 Hl@EMHES M03013)Tik, BEIL TV A7, F-BEREBX
UYEE LR OB TSR RELOMICEE L2l B gIhieh oo, EHL TV AT
P OREL TWBIETEN D ZORRE LU TRTER 7 FTEL QWA F /BB LB T
x100, %) PMEAEE R LI,

7) JREHEMBEFT R (Table 18, Table 19, Appendix 18, Appendix 19)

BB Cld, HEDOXRREED 4 Bl XU 500 mg/kg O 2 5], MEDOTBREED 3 FiFJ T 500 mg/kg P 4
FHCANRFEMARBOONTH, MHELGICHERICHERBLUOREDEII 2D oz, -, H#O
500 mg/kg D 1 Bl LOMED R REED 1 HIIZIRBIEDEFENBIES NI, £DMh, HED X FREED 2 #
W ARREDRRIAEYER ., 1 BUTIRBEDOBRMEEPFTEDONIZH, WL I<KBEREThHo7, H
RREFIZET R (KBUL) BSRDON-BITIIE E XA b eh o7z,

FEETIE, STEREED 1 FlEMHE R MO1010)B LN 500 mg/kg FE5FED 1 FlEHE S MO4OLINT
FBHREOEEI LRSI,

R EETIE, BRICHERE OGN BIESN 500 mg/kg BEEHD 1 FlIEENICDE O
BREMBEEIN:, £, SIREFCARNELPEESNT 80 meg/kg BEHD 3 fl(BIDE
£ M03001, M03010, MO301 )T, T HRFEEREHEZEIN, 2055 1 FlEMWHES M03010)TitE
FEPIC R RO BRI, 1288, 20 3 FIOBRICIIRE IR o7,

IREL UL, STRBER X OY 500 me/kg WEHOLFI, REARFENLRER RIIBEIN 20
77

FIREFIC R E P BEINT- 80 mg/kg R EFHEDHED 1 FIORM TITMAUEDIRMBEINT, [FEE
THIREFICAR B AR MM B L OVNEE O RESBEIN D 1 #ITi, BREOMIEEE R
VKB BB IOREORESBEIN, o, 2B, 5. B CI3BHIE LR a0 &R
EBEINT, RETMEBIUOKBEOIRENRD OO 1 FITIE, + 25, Z5. BiiE.
B, 5. BERROBMIE LRMAOBFRSBRESH, S0, 515, 228, RIFOMEERBIZIT
B MR B BRI,

BRI/ MBSO KRBEEOIEEN B EIN T 500 meg/kg RSEEOHE 6 FlRBLOMED 9 FIT
+ 105, =05, EIIE. 5. &5, EROBRIE LR MBOBRAISRBOOIL, 52, EE. 2255,
R CILHEIRE A B I iz e R b B RS,

2. HEFERE
1) SR L OSBREHE (Table 20, Table 21, Appendix 20, Appendix 21)

HEEENCIL, TBC & EDEBETFETHEITALNRN 0T,

REDRE R, 12 mg/kgEHE 5 F02005)RB L8 80 mg/kg 1 5 HE@EWE S F03013)DE 1 Tk
2 AR OB IR B HERS N2 o7, 0B, REEZ L2 TOMIIERL, RER, %
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B, RRFTIELE HEBIUEOROREEFIIT, xHREL TBC &R EHLEOMICEEEIR
bRl
2) HERBIUHEIREIM (Table 22, Appendix 22)
BOHERSN- 2 COEMIIIER 22~23 BIZHEL , HERBS I UMTHRAMIZ I BEES TBC

BFHRSBELOMIIBEEZETR DN oT,
3) SRBIOVEE KR (Table 22, Appendix 22)

HEL- 2 TOBYDO SR LGB REBICEZRIBEIN 22T,
4) BEFE BREBSLUERSE (Table 22, Appendix 22)

FE, EREBIOERRICIT, HEEEE TBC FREHLOMICAEZITIRD b oI,

3. AR
1) AFF (Table 22, Appendix 22)

FERE, mthE ARHESR, H4EE 4% 4 BECTOFERATRICIIAEBIEE TBC &% 58
EDMNCE BZEITRDLIVEh 272, 80 mg/kg BEUB00 mg/kg BESHOWE 0 ARLV 4 B
kb (i 2 8/ e 3o L UNME R0 25A B (p0.05) @V MEZ TR LTz,

2) {KE (Table 23, Appendix 23)

HE 0 BLU 4 BICBITHHAROEKEICIT, XfB#EL TBC BEREHLOMICHEEETR DN
IR0l
3) HAIREE (Table 24, Table 25, Appendix 24)

HE 0~4 BICRIDEFRICHARTRITBRERIN 2D -1,

IR, RS AR EHICROLNE, BTRHBIUSE T RIS EDERIZRDS
Nighotz,

T IRICIIBSHMICLIRBICLVFEERRIU R/ SHERIND RORA), 23 E iz

WCEYNIBBEN CERD ST T REF 0N, FIRAFRE ThoI T RINIIANREFRITBESN
T NIBB RS TH-E T RONESBREIIEFITFRONh o7,

B

WERES > MO ZRZBERT (2 1B BLOREHE FRoONC, ETIIREHMMA T, 5t 42 B, T
IERMIE A B CAES (HE 4 BE0)IC TBC 2R 05 L, ME#ET > Mo 24T Bz OV
THELT.

AR, MRS I T EMITR O DR o T, —AIRIETITHERELBIZ 500 mg/kg B 5 RE
THE 2 B LR, fRTeE CERENBREIN -, FFICAETIRT A OB EFRIIL, RBE TS 2FINCER
EREHEIN, 3BT, FHER THS TBC 80 mg/kg WHBEDOMEIMICHLBENBRIN, iR
fE R, HILEREOEENRESN ., WEARERE TILHLE DRIE EROEF R IR E E B
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WRIEMBOBREE -7 TBS BEICLDEBZONIE(HR) REBRINTHEIEND,
80 mg/kg LA LOBERHCBESNIZIR{EIL TBC R 5Lk BEEZ LN,

B ERBEZOBEE S 1~2 B)H 500 mg/kg B EH THBEILEL THEIEMEERL
7=o B EPHOBEHBEORDIT, BUENBESNEREL —BT52805 TBC REICLDRELE
Ao, L, &5 29~30 BD 12 mg/kg BLD 500 mg/kg WEHOH, 'HFE 3~4 AD
12 mg/kg BL T 500 mg/kg HEHDMEIZFRD LN BEEEDBEIMITENRE L THY ., REHEBIC
HEBRHF T EZEL T TBC R EFICLDZEEIIRDLIL TN IEh b, BEZMICERORNEL
ThiHEE b,

FIFREFIZ, TBC 80 mg/kg LU 500 mg/kg {GH CT/IMNEBLIUOKIBEDEENBEIN., KE
B FRE T IR LR MBEOBREARDONE, —EOEEA B ISR EMRRENE
gqani-, 28 B XEROREGHEMHMRERY D 250 mg/kg TG BEOMMEE WIS T, FIRIFI/ N BEE
DIRENBESN. FEAGFHORE IR ST BB E DB, BB I i S
BV ST B DOEBRBESILTNBIEND, ARBRICBWTEEINZ/NEBIUKBOEIX
TBC & &IZIDEEEZ LN,

500 mg/kg HEHDOMD 1 HlEIME S FO4008) DRI KELE R, MR EOREOR
R HASEORBIOBOAEOKLENSRDLONY, RBHMOMICERINIBELEELETR
Drofe, Tz, FIRIFIZ, EMRICEESE RITUTWBLIRFT RISBIEIN TVl 28 HRERD
BEBERRVIZBODTHOHEBB L ENR~DOREERETIELITRD LN TN END,
TBC IR EICLDHETIT RN EHEEINT, DM, 80 mg/kg W EHHOM | FITREDILRENBES
N BB ER BBV Ch AMEEEOBEEICREERDOLN T, £, ZOEBHO—f%
ARV R A RIR 3 A kb eV 2k, 500 mg/kg B S HICIIFROEMITB RS TWARNT
EDIBRFRIRE L THDH LML,

¥£72, 500 mg/kg WEBEDOHED 1 BIORFEAREULE R U, 28 A KER D REEERR 1B,
T, 200 mg/kg L LD SICIIIFIBEESEMT 2B EIN TS, ZOHREV O KL
RE CIIIFEEL RS T MR ICELIIRO LN T | FROFREAARFZORE Tl O EIRE
FH O FFHIRRDIE R A FBHHILTWBIZEND, TBC IZIVBEEFE NI 7B R LT3, Ry
BaRvic 2 r AMIRER S HMEEFEBERRY 2BV T, K 200 mg/kg/day @ 61 RIREIZLY,
HREEOEMATZOLN TS, Lol KRBRIZBOWTUIHERELSICW o TBC HREBEO TR
EEIIRREEL B TEIIRL, FEABREICBWTL, BBRICRO - FllanER s -7
ELIIFEO biviah o7z,

80 mg/kg HEED 3 FIOWE LETR FRFEESEESN. 2056 1 flCi3EE Eif/ T
otm. £77. 500 me/kg BEEED | FIORBEII TRETHINBME DERIBEIN, Ll
BRBIUHE LERICEENREOLN 4 FIOHEYEOM CRENERINIZMEDIL, \WThb
ZHRL., BRI BB LT 2o T,

s FREE IS LT 500 mg/kg DF 6 I TEMLIZAEFIHE Tid, 500 mg/kg DHEE FERIHNHEREL
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TR FORTESR (FIEL TOARBFE/BRE LTI x100, %) 2S5 BB LB L TENMTIE T LA,
LA, 500 mg/kg H& 5-BEDZN 2 RREIL LO0% ThHoTeZemh, HMEFERLERITE VLS,

2 » B FREE I S M A B RBR Y IZ B8 5% 200 me/kg/day @ 61 BREIREZRSICLY, B
DR FAIRE TR LR ORI Bk . BRROZRLBIUCEERARESNL TS, L
L.42 BMRERESLICARRTIIEEBIUER LAEEIC TBC REICI2HEIT L, WEM
AR EBEICBOTHREREFAFOEMITBRES N TR, REHHOEBLIZEER~DE
ENRBTHFREMEIE LN,

REE, ZIGE, B EREBIUERFICT TBC £ 5ICLAHBIIROLN R0 T, Fiz,
SR LU EICH LT TBC R EIZLDBE BT 0T,

80 mg/kg FLU 500 mg/kg HEHICBWTHAERDML ST REFL LB TREICEBEERLE,
TSRO HE RS BREE ORI B 221172 o 1o, b PN R B2 o= s LR
WL E L ThHoTz, ERHERBIUORT REIZEZRDok2thb, TBC REIZIAMRIRMED
HOBFEP BB LD TIIRBRNLRE(EZION:, RO—RRE, AR, FE, HIROKER
(ZhE, TBC G LB 2m o7z,

LU EDERN G, RSB EMH TICBIT5 TBC OFHEMICH 5 —REMFHERZEEIL, # T
80 mg/kg/day, METIE 12 mg/kg/day, EFERAEFTHEFARESMHEER. 500 mg/kg/day EZ 26N,
iz, WIS T EEMEY, 500 mg/kg/day THHEZEZ LT,

& Xk

1) 4,4’ -FFEA(6-tert-7 FA-m-ILY =) DIy b g 28 BRKER Q&R S EMERER
(http://dra4.nihs.go.jp/mhlw_data/home/paper/paper36-69-5b.html)

2) Takahashi O and Oishi S (2006), Arch Toxicol., 80: 225-241.

3) btert-TFNA-m-IL Y — A DIYMNIBITOIRER OB EFE - ATEREESEFEAR
(http://drad.nihs.go.jp/mhlw_data/home/paper/paper88—60-8d.html)
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 1. General conditions of male rats

AR E 5 R-09-004

Group Number of males Days of admicistration
and general conditions l 2 3 4 5 6 7 3 9 10 )] 12 13 14 15 16 17 18 19 20 2 n 3 M 2
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
3% gum arabic Number of mates 33 B8 13 30383133303 B33 B3B3 038331313 13483060830808 13131383113 8BB383 1383131383033 831313131313713
: General appearance, Nogbnomality 13 13 13 13 13 13 I3 3 13 13 3 13 3 13 13 B3 03 3 68 B3 13 3 313838383063 131313 133131383133 13 13033031313 1313131313
Excretion, Loose stool 600900 O0O0CO0CCOGCTOTO0OTCO0CTO0CTCO0OCO0OTOGCOCCOCT0CTO0OCTDOCDICDOOCOCCOCTOTDOD OODCOCDOCOOCTO OO O OO OO0 D0O OO O OO
TBC 12 mghkg Nunber of males 331313 313 13313131313 13130313 136883 13131313 131313313 130313383 1331331313138 3831313 131531313183
General appearance, Nogbnomality 13 13 13 13 13 13 13 B3 13 13 3 3. 3. 303 3.3 3 3 3 313 383 0338313 303383183833 008303 3313138353 38B3131B3D013
Excretion, Loose stool o0 0 0 0 0 0 0 ¢ 0 0 O0OCOCO0O0CO0OCO0CC0C OO COCO0CCO0C0LTCOCCO0OTO0OT O OO0 O O0CCOGCCOCTO0OO0C 0O 6 Q006 0O OO0 O 0O 0 0 0
TBC 80 mghkg Number of males 333833 8385305383333 06830308B838303 83088303 013838306303083 3031301383133 B30383038353135383830838318308328
General appearance, Nogbnommalty 13 13 13 13 13 3 13 13 13 13 43 13 3 3 13 13 3.8 8383 03 131363 313 313 3130303838133 1313131313 03833853031831313183
Excretion, Loose stool 0 00 ¢ 0 0 ¢ 0 CO O O O0OO0OTO0OTCO0OTO0OC0TOCOCCO®COCOCOCO0OTOCTOD O OCO0OCO OO0 O0OO0OTO0OCOC OO OO CO6COC O OO O O
TBC 500 mgkg Number of males B3 B3B3 BB B33 3833138383030 08383 031386380303 083080308308B3303136830613331B38315383130318313083
General appearance, No abnommality 13 13 11 10 10 11 9 9 {0 10 10 10 (1 00 f 1 12 2 10 012 12 1600 1010 0 1w umouo9 %000 om0 n oo owo 999 9
Excretion, Loose stool o0 0 2 2 2 2 4 4 333 32 22220 U221 1333322 2 443322223322 2233 4444
Pre; Before administration, Post: after administration.
Table 1 (continued). General conditions of male rats
Group Number of males Day s of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Prec Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
5% gum arabic Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 1i3 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Excretion, Loose stool 0 0 0 0 0 4] 0 0 0 0 0 [} 0 0 0 0 0 0 0 ] 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0
TBC 12 mg/kg Number of males 13 13 13 13 13 13 13 13 {3 (3 13 i3 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Excretion, Loose stool 0 1] 0 0 ¢ 0 [¢] 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 ] 0 0 0 0
TBC 80 mgkg Number of males 13 13 13 13 13 13 {3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 [V 0 0 0o 90 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [V (1]
TBC 500 mgkg Number of males 13 13 13 13 13 13 13 13 13 13 13 3 3 13 13 13 (3 13 13 13 13 13 13 13 3 13 13 13 13 13 (3 13 13 13 13
General app earance, No abnormality o110 9 9% 9 9 9 9 11 1L 11 1L w0 I 1t 10 10 9 8 o9 11t 3 10 10 10 10 1
Excretion, Loose stool 3 3 4 4 4 4 4 4 2 2 2 2 2 2 2 2 3 3 4 4 5 5 2 2 4 4 2 2 5 5 3 3 3 3 12

Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 2. General conditions of female rats

Group Nuniber of females Days of administration
and general conditions I 2 3 4 5 6 7 8 9 10 1l 12 13 14 15 16 17 18 19 20 2 2 pA] A 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pr Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
5% gum arabic Number of females B33 B3B38 3533583080333 133 0308308838383 0383008 7776600900 000000 000
General appearance, Noabnormality 13 13 I3 13 13 (3 13 13 13 15 13 B3 13 13 I3 13 13 13 5303 B33 1313531831305 630830077 76600 ¢ 060000 0 00 0 0
Excretion, Loose stool 6 0 0 0 0 0 0 ¢ 0 0 0 0 O0O0CCO0CTO0OTOGCOCO0OCO0CO0OCO0CCOC OO0 OO0 O CO0CO0OC OO OO0 DO DO OC O OO0 OO D0 0 0 0 0 0
TBC 12 mghe Number of females 333 538383135 83830658383 8B3060000835313 0381313313183 313 8888 8 2 v 01 00 0101 14
General appearance, Noabnormality 43 13 13 13 (3 (3 3 &3 13 13 13 13 13 03 13 B3 3 3 B3 1313 313136313313 313 8 8 8§ & 8 2 2 (1 v ¢ 1 1 ¢ 1t 1 1 1 |
Excretion, Loose stool 6 0o 0 0 0 00 0 00 O0O0CO0OTODCO0CTOCTO0OTO0OTOCTOTOCDOTDODOC O OO OO0OCO0CO0OC OO OO OO OO O OO DO DO O O O
TBC 80 mghg Number of females 31313 13 6 613013 13 13 B3 13 1363131303 81313 131313815 13138313130 01010106 6 2 2 2 2 2 22 2 2 2221
General appearance, Noabnormality 13 13 13 13 13 43 13 13 13 13 13 03 13 13 13 13 3 13 83 313 13 B3 138313 1313 1313100101410 6 6 2 22 22 1 222221212
Excretion, Loose stool 6 6 0 00 00 O0CCOGCOCOOO0CO0COECCDOCOCOCOOOCOCCOCOC OO OO O OO0 OO0 OCOCO0OO0OO0OCOC O OO0 OC DO OO0 O
TBC 500 mghg Number of females B3B3 B3 3338833538383 6533680833313 1313133303 3B 993 3% 8% 3 3 0000 ¢ 0 0 0 0 0 00 0
General appearance, Noabnormality 13 13 9 9 9 ¢ (0 (L 10 119 9 10 10 10 106 9 9 10 10 12 12 10 10 00 1L 0 11 10 10 6 6 6 ¢ 6 2 3 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
Excretion, Loose stool 0 0 4 4 4 4 2 2 2 2 4 4 3 33 34 4 33011332222 333322240000 00000000 0 0 0
Pre; Before administration, Post: after administration.
Table 2 (continued). General conditions of female rats
Group Number of females Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post
TBC 12mgkg  Number of females (1t 1t tv1r1vrtv t ¢ v 1 ¢t 1t ¢t 1 1 1 1 1t 1 1t 1t 1 1 1 1t ° 1 1 1
General appearance, No abnormality (P 1 rr 1t v r 1t v 1 ot v 1 1r 11 1 1 1 1t 1 11 1 1 1 1
TBC 80 mgkg Number of females 22 2 2 1r 1t 1t v vt r1r1tr v v+t it 11t 1t 1111 11 1 1 1 1 1
General ap pearance, No abnormality 22 2 2 11t 1 1t ¢ ¢t vt 1 1r ¢ttt 1t v 1t 1r 1 1 1t 11 11 1 1 & 1 1

Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of 4,4°-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 3. General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 0 1 2 3 4 5 6 7 8 9 10 il 12 13

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
5% gum arabic Number of dams 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0 o 0 o0 0 0 0 0 ¢ 0 0 0 0 0 0 0o 0 0
TBC 12 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TBC 80 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 2 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Excretion, Loose stool ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
TBC 500 mgkg Number of dams 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 i3 13 13 13 13 13 13 13 13
General appearance, No abnormality 10 6 11 31 10 10 11 11 9 9 11 1 11 1t 11 fr 11 1w o118 8 9 9 12 12 12 i2
Excretion, Loose stool 3 3 2 2 3 3 2 2 4 4 2 2 2 2 2 2 2 2 2 2 5 5 4 4 L 1 1 1

Pre: Before administration, Post: after administration.

Table 3 (continued). General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 14 15 16 17 18 19 20 21 22 23
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
5% gum arabic Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 10 5 1
General ap pearance, No abnormality 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 10 5 1
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TBC 12 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 4 4
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5§ 4 4
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TBC 80 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 5 1
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 5 1
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TBC 500 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 2 1
General appearance, No abnormality 9 9 12 12 12 12 11 11 12 12 12 12 10 10 8 8 3 2 1
Excretion, Loose stool 4 4 1 1 1 1 2 2 1 1 | | 3 3 5 5 3 0 0

Pre: Before administration, Post: after administration.



Reproduction/developmental toxicity screening test of 4,4°-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 4. General conditions in dams during lactation

Group Number of dams Days of lactation
and general conditions 0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
5% gum arabic Number of dams 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13
Excretion, Loose stool 0 0 0 0 0 0 0 0 Q 0 0
TBC 12 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0
TBC 80 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 5§
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 7
TBC 500 mg/kg Number of dams 1313 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 7 7 8 8 9 9 11 11 10 10 0
Excretion, Loose stool 6 6 5 5 4 4 2 2 3 313

Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 5. Body weights of male rats

Group 5% gum arabic TBC 12 mgkg TBC 80 mg/kg TBC 500 mgkg

Number of males 13 13 13 13

Days of administration
1 3642 + 129 3685 = 129 3673 = 13.1 3656 = 16.1
7 3902 £ 175 396.7 = 136 3916 £ 187 3862 + 18.1
14 416.0 + 20.3 4244 £ 16.2 4203 = 254 4119 = 223
21 4325 £ 243 4456 = 169 440.8 = 300 4323 = 276
28 4595 * 274 471.7 £ 19.6 4674 £ 343 4584 = 309
35 483.0 =+ 29.7 4977 £ 192 4928 + 393 4805 + 339
42 4989 + 35.0 5159 = 206 5123 = 443 4972 + 338

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 6. Body weights of female rats

Group 5% gum arabic TBC 12 mgkg TBC 80 mgkg TBC 500 mgkg
Number of females 13 13 13 13
Days of administration
2485 + 104 2462 + 99 2469 + 89 2467 £ 7.7
7 2616 £+ 10.7 261.1 £ 112 2595 = 74 2608 £ 11.7
14 2741 £ 139 2746 = 177 2717 £ 83 2711 £ 1322

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<(.01).
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Reproduction/developmental toxicity screening test of 4,4°-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 7. Body weights of dams during pregnancy

Group 5% gum arabic 0 mg/kg TBC 12 mgkg TBC 80 mgkg TBC 500 mgkg

Number of dams 13 12 12 13

Days of pregnancy
0 2856 + 11.5 2844 + 18.7 2859 = 14.1 2827 + 11.9
7 3208 = 114 319.8 £ 225 3222 + 122 3162 + 14.7
14 3583 + 15.2 358.1 + 254 357.0 + 16.6 3556 + 194
21 4478 + 22.2 454.6 + 252 448.8 + 20.3 440.7 + 29.8

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.03, **: P<0.01).
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats

Table 8. Body weights of dams during lactation

Group 5% gum arabic TBC 12 mgkg TBC 80 mgkg TBC 500 mgkg
Number of dams 13 12 12 13
Days of lactation
0 3240 = 19.1 326.5 £ 263 3240 £ 23.3 3289 + 22.1
4 3460 + 13.8 3542 = 20.7 350.1 = 16.7 356.5 + 233
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of 4,4°-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 9. Food consumption of male rats

Group 5% gum arabic TBC 12 mgrkg TBC 80 mgkg TBC 500 mgkg

Number of males 13 13 13 13

Days of administration
1 274 £ 29 273 + 338 272 £ 22 20.6 + 3.2 **
7 29.1 £ 2.1 302 £+ 29 282 = 2.7 309 £ 3.6
13 278 + 1.8 287 + 24 289 £ 23 295 £ 14
29 288 =+ 22 324 £ 2.6 ** 302 £+ 3.1 313 £ 25 *
35 299 + 29 307 £ 3.6 304 £+ 34 307 £ 2.0
41 287 £ 3.0 3L £ 33 313 = 33 316 £ 22

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **; P<0.01).
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Reproduction/developmental toxicity screening test of 4,4°-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 10. Food consumption of female rats

Group 5% gum arabic TBC 12 mgkg TBC 80 mgkg TBC 500 mg/kg
Number of females 13 13 13 13
Days of administration
1 209 + 22 212 £ 3.1 196 £ 34 172 £ 2.7 **
7 21.2 = 2.1 218 + 34 232 £ 22 231 £ 26
i3 225 £ 23 215 + 44 217 £ 3.1 223 £ 3.5
Each value shows mean (g} + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 11. Food consumption of dams during pregnancy

Group 5% gum arabic TBC 12 mgkg TBC 80 mgkg TBC 500 mg/kg
Number of dams 13 12 12 13
Days of pregnancy
0 22+ 28 214 + 2.7 21.8 = 2.1 234+ 29
7 283+ 28 267+ 24 283 + 3.2 288 + 34
14 274 + 33 278 £ 2.7 28.1 + 29 30,1 £+ 34
20 21.8 £ 28 245+ 42 234 £ 25 242 = 36

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of 4,4°-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.
Table 12. Food consumption of dams during lactation

Group 5% gum arabic TBC 12 mgkg TBC 80 mgkg TBC 500 mgkg
Number of dams 13 12 12 13
Days of lactation

3 424 + 6.2 496 £ 5.1 * 46.8 + 3.6 49.1 + 8.6 *
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 13. Organ weights of male rats

AR FE 5 :R-09-004

Group 5% gum arabic TBC 12 mgkg TBC 80 mgkg TBC 500 mg/kg

Number of males 13 13 13 13

Body weight (2 469.6 =+ 33.7 4823 = 18.8 4794 + 41.1 457.1 + 322

Liver (mg) 12107.0 = 16275 12438.8 + 967.3 11958.1 = 15176 122842 = 11447
(mg/g) 25.697 =+ 1.887 25774 = 1.339 24,880 =+ 1.397 26.863 + 1.389

Testes (mg) 34264 =+ 2221 32041 + 190.9 33593 + 196.4 32663 = 2944
(mg/g) 7.329 0.677 6.653 + 0.470 7.050 + 0.659 7.182 + 0.850

Epididy mides (mg) 12474 =« 67.4 11945 =+ 80.0 1219.7 =+ 135.5 11750 = 109.2
(mg/g) 2.669 = 0.237 2480 + 0.192 2.560 = 0.346 2.582 + 0.298

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 14, Organ weights of female rats

HERE B R-09-004

Group 5% gum arabic TBC 12 mgkg TBC 80 mgkg TBC 500 mgkg

Number of females i3 12 12 13

Body weight ® 308.1 = 14.0 3154 + 22.8 3112+ 19.5 306.1 % 223

Liver (mg) 99802 =+ 749.8 99813 + 988.7 99749 = 896.1 10593.5 + 10073
(mg/g) 32421 = 2.399 31622 =+ 1.655 32.094 =+ 2.744 34631 =+ 2.508

Ovaries (mg) 1014 <+ 10.3 111.6 % 13.5 100.1 =+ 11.5 1124 + 13.8
(mg/g) 0330 + 0.038 0.355 = 0.042 0322 = 0.030 0369 = 0.051

Each value shows mean = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 15. Macroscopic findings in male rats

Group 5% gum arabic TBC 12 mg/kg TBC 80 mg/kg TBC 500 mg/kg
Findings Grade - P - p - P - P
Brain
Dilatation, ventricle, cerebral 13 0 13 0 12 1 13 0
Epididy mis
Nodule, bilateral/unilateral 13 0 13 0 10 3 13 0
Small, unilateral 13 0 13 0 12 1 13. 0
Large intestine
Wall
Thickening 13 0 13 0 13 0 7 6
Liver
Enlargement 13 0 13 0] 13 0 12 1
Small intestine
Wall
Thickening 13 0 13 0 13 0 7 6

Notes) -:No abnormal changes P :Non-graded change
Numerals represent the number of animals.
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Reproduction/developmental toxicity screening test of 4,4°-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 16. Macroscopic findings in female rats

Group 5% gum arabic TBC 12 mg/kg TBC 80 mg/kg TBC 500 mg/kg

Findings Grade - P - P - P - P
Glandular stomach
Depression, mucosa, dark spot 13 0 12 0 11 1 13 0

Large intestine
Wall
Thickening 13 0 12 0 11 1 4 9

Small intestine

Wall
Thickening 13 0 12 0 10 2 4 9
Spleen
Enlargement 13 0 12 0 12 0 12 1

Notes) -: No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Reproduction/developmental toxicity screening test of 4,4°-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 17. Sperm analysis in male rats

REAFE 5 R-09-004

Group 5% gum arabic TBC 12 mg/kg TBC 80 mg/kg TBC 500 mg/kg
Number of males examined 5 1 1 5
Sperm motility
No. of sperm examined 3834 + 2060 ¥ 476 524 502.0 + 1109
No. of motile sperm 3496 = 1839 435 431 4604 = 106.6
% of motile sperm 91.6 = 3.0 91.4 823 916 =+ 3.0
No. of progressive sperm 2464 + 1313 204 9] 2552 £ 42.8
% of progressive sperm 652 = 5.7 42.9 17.4 519 =« 87 *
Caudal epididymal sperm counts
Caudal epididymis weight (g) 02766 + 0.0277 0.2446 0.2980 0.2806 = 0.0248
No. of sperm per caudal epididymis (million) 226.0 + 51.2 155 218 190.0 =+ 42.6
No. of sperm per caudal epididymis 8156 = 1580 633.7 731.5 6724 = 109.1
weight (million/g)
Testicular sperm head counts
Sperm head counts / dentuded testis weight 1522 =+ 42.3 127.9 113.5 1306 =+ 13.2

(million/g)

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

Significantly different from the control group (*: P<0.05, **: P<0.00)
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 18. Histopathological findings in male rats

Group 5% gum arabic TBC 12 mg/kg TBC 80 mg/kg TBC 500 mg/kg
Findings Grade - £ + 2+ 3+ P NE - + + 2+ 3+ P NE -  + 2+ 3+ P NE - % + 2+ 3+ P NE
Liver
Fatty change, hepatocyte, periportal 11 2 0 0 0 1300 0 0
Fibrosis, focal 12 1. 0 0 0 130 0 0 O
Microgranuloma 2 4 0 0 O I 2 0 0 0
Necrosis, focal 1300 0 0 121 0 0 0
Testis
Atrophy, seminiferous tubule, bilateral 121 0 0 0 3 0 0 0 O ¢ 12 01 0 0
Epididymis
Cell debris, lumen, unilateral/bilateral 130 0 0 0 2 1 0 0 O ¢ 121 0 0 0
Granuloma, spermatic, unilateral/bilateral 13 0 0 0 0 0 0 3 0 O 0 130 0 0 0
Brain
Dilatation, lateral ventricle ¢ 01 0 O 12
Duodenum
Hyperplasia, epithelial cell, mucosa 0 6 0 0 O 7
Jejunum
Hyperplasia, epithelial cell, mucosa 0 6 0 0 O 7
[leum
Hyperplasia, epithelial cell, mucosa 0 6 0 0 O 7
Cecum
Cellular infiltration,
mononuclear cell, lamina propria 0 6 0 0 0 7
Hyperplasia, epithelial cell, mucosa 0 6 0 0 O 7
Colon
Cellular infiltration,
mononuclear cell, lamina propria 0 6 0 0 O 7
Hyperplasia, epithelial cell, mucosa 0 6 0 0 O
Rectum
Cellular infiltration,
mononuclear cell, lamina propria 0 6 0 0 O 7
Hyperpiasia, epithelial cell, mucosa 0 6 0 0 0 7

Notes) -: No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not signifcantly different from conirol.
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 19. Histopathological findings in female rats

Group 5% gum arabic TBC 12 mg/kg TBC 80 mg/kg TBC 500 mg/kg

Findings Grade - + 2+ 3+ P NE - & + 2+ 3+ P NE - &+ + 2+ 3+ P NE - + + 2+ 3+ P NE
Liver
Microgranuloma 03 0 0 0 9 4 0 0 O
Necrosis, focal 12 1 0 0 0 1300 0 0
Ovary 13 13
Spleen
Hematopoiesis, extramedullary 0 o1 0 o 12
Diposit, pigment, brown 0 1 0 0 0 12
Glandular stomach
Cellular infiltration, 010 0 0 11

lymphocyte, lamina propria .
Erosion, mucosa 010 0 O 11
Duodenum
Hyperplasia, epithelial cell, mucosa 020 0 O 10 0 9 0 0 0 4
Jejunum
Hyperplasia, epithelial cell, mucosa 020 0 O 0 0 9 0 0 O 4
[leum
Hyperplasia, epithelial cell, mucosa 020 0 O 10 0 9 0 0 0 4
Cecum
Cellular infiltration,

mononuclear cell, lamina propria 0061 0 0 I 0 7 2 0 0 4
Hyperplasia, epithelial cell, mucosa 01 0 0 O 3 0 90 0 0 4
Colon
Cellular infiltration,

mononuclear cell, lamina propria o1 0 0 O 11 0 9 0 0 ¢ 4
Hyperplasia, epithelial cell, mucosa 010 0 O 11 0 9 0 0 0 4
Rectum
Cellular infiltration,

mononuclear cell, lamina propria 01 06 0 O 1m0 9 0 0 O 4
Hyperpiasia, epithelial cell, mucosa 010 0 O 11 0O 8 1 0 0 4

Notes) -: No abnormal changes *: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the anumber of animals.

Not signifcantly different from control.
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Reproduction/developmental toxicity screening test of 4,4°-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 20. Results of observations about estrous cycle

ABRE B :R-09-004

Group 5% gum arabic TBC 12 mg/kg TBC 80 mg/kg TBC 500 mg/kg
Number of animals examined 13 13 13 13
Pre-treatment period
Number of animals showing the each type of regular estrous cycle
4-day cycle 11 12 12 13
4 and 5-day cycle 1 0 0 0
S-day cycle 1 1 I 0
Mean length of estrous cycle in days; MeantS.D. 41 + 03 42 + 04 41 + 03 40 <+ 0.0
Treatment period
Number of animals showing each type of cycle
4-day cycle 12 11 12 13
4 and 5-day cycle 0 1 0 0
5-day cycle 1 1 0
Irregular 0 0
Mean length of estrous cycle in days; Mean+S.D. 41 £+ 03 41 =+ 03 41 + 03 40 =+ 0.0
Frequency of animals of which type of estrus cycle
was changed after the treatment 2 /13 2 /13 0 / 13 0 / 13
Mean times of vaginal estrus during mating period; Mean+S.D. 1.0 = 0.0 1.2 + 06 09 + 03 1.0 = 0.0

Significantly different from the control group (*: p<0.05, **: p<0.01)
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Reproduction/developmental toxicity screening test of 4,4’ -thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 21. Results of observations about reproductive performance

Group 5% gum arabic TBC 12 mg/kg TBC 80 mg/kg TBC 500 mg/kg

Number of mated pairs [A] 13 13 13 13

Number of copulated pairs [B] 13 12 12 13

Copulation index [(B/A)*100,%] 100.0 923 923 100.0

Number of fertile males [C] 13 12 12 13

Fertility index [(C/B)x100,%] 100.0 100.0 100.0 100.0

Pairing days until copulation

; MeantS.D. (N) 28 + 1.2 (13) 23 = 1.1 (12) 3.8 = 3.1 (12) 25 £ 1.2 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01)
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Reproduction/developmental toxicity screening test of 4,4°-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 22. Observation of offspring (F,)

Group 5% gum arabic TBC 12mgkg TBC 80 mgkg TBC 500 mgkg
Number of dams 13 12 12 13
Gestation length (days)

Mean + S.D. per dam 224 + 0.5 223+ 05 24+ 05 22+ 04
Number of corpora lutea

Total 224 224 192 231

Mean + S.D. per dam 172 £ 1.7 187 £+ 1.7 160 £ 26 178 = 26
Number of imp lantation scars

Total 205 198 178 203

Mean = S.D. per dam 158+ 22 165 £ 1.3 148 £ 26 156 £ 3.2
Implantation index (%) a) 914 + 7.5 88.6 £ 5.7 93.0 + 88 877+ 13.8
Gestation index (%) 100.0 100.0 100.0 100.0
Number of offspring at birth

Total 195 184 171 188

Mean + S.D. per dam 150 = 2.7 153+ 14 143 £+ 2.8 145+ 3.6
Number of live offspring at birth

Male 82 82 95 110

Female 112 99 76 76

Total 194 181 : 171 186

Mean £ S.D. per dam 149 £ 27 151 £ 14 143 £ 28 143 £+ 3.6
Sex ratio

Mean = S.D. per dam 043 = 0.12 0.45 £ 0.11 0.55 + 0.1¢ * 0.59 = 0.08 **
Number of stillbirths

Total 1 3 0 2

Mean = S.D. per dam 0.1 = 03 03+ 06 00+ 00 02+ 04
Delivery index 9

Mean% + S.D. per dam 947 £ 59 93.1 £ 6.3 959 = 7.2 919 + 94
Birth index ©

Mean% + S.D. per dam 942 £ 3.7 91.6 + 72 959 + 72 909 = 95
Live birth index®

Mean% =z S.D. per dam 995+ 1.7 984 + 39 1000 = 0.0 990 £ 25
Number of offspring on day 4

Male 80 82 95 108

Female 109 97 75 76
Sex ratio ©

Mean = S.D. per dam 043 £ 0.12 0.46 = 0.12 0.56 £ 0.10 * 0.58 = 0.08 **
Viability index ®

Mean% + S.D. per dam 973+ 45 989 + 26 994 + 2.0 9.1 £ 22
Number of external abnormalities ” 0 0 0 0

Significantly different from the control group (*: P<0.05, **: P<0.01).
a): (Number of implantation scars/Number of corpora lutea)x 100.

b): (Number of dams with live offspring/number of pregnant dams)x100.

c): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of imp lantation scars)x 100.
f): (Number of live offspring at birth/number of offspring at birth)x 100.

g): (Number of live offspring 4 days after birth/number of live offspring at birth)x100.

h): (Number of live offspring 21 days after birth/number of live offspring after culling)x 100.

i): Number of external abnormalities in live offspring at birth.
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 23. Body weights of offspring (F,)

Group 5% gum arabic TBC 12 mgkg TBC 80 mgkg TBC 500 mgkg
Number of dams 13 12 12 13
Male
Days after birth
0 69 = 08 66 = 0.6 7.0 £ 09 66 £ 0.6
4 109 + 1.8 107 £ 0.9 113 + 20 104 £ 13
Female
Days after birth
0 65 + 08 63 = 0.7 6.7 = 0.8 62 £ 0.5
4 102 = 1.8 10.3 £ 0.8 10.8 =+ 1.9 100 = 1.4

Each value shows mean + S.D. per dam. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of 4,4’ -thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 24. General conditions in offspring (F,)

Group Number of offspring Days after birth
and general conditions 0 1 2 3 4
5% gum arabic Number of offspring 194 194 191 189 189

General appearance, No abnormality 194 191 189 189 189
General appearance, Death 3 2

TBC 12 mgkg Number of offspring 181 181 180 179 179
General appearance, No abnormality 181 180 179 179 179
General appearance, Death 1 1

TBC 80 mgkg Number of offspring 171 171 170 170 170
General appearance, No abnormality 171 170 170 170 170
General appearance, Death 1

TBC 500 mgkg Number of offspring 186 186 184 184 184
General appearance, No abnormality 186 184 184 184 184
General appearance, Death 2
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Reproduction/developmental toxicity screening test of 4,4’-thiobis(6-tert-butyl-m-cresol) by oral administration in rats.

Table 25. Morphlogical findings of offspring (F))

HEAE B R-09-004

Group 5% gum arabic TBC 12 mg/kg TBC 80 mg/kg TBC 500 mg/kg
Dead offspring
Number of dead offspring * 6 5 1 4
Number of missing offspring 3 0 1 1
Number of dead offspring examined 3 5 0 3
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes 0 0 0 0
Live offspring
Number of live offspring examined (postnatal day 0) 194 181 171 186
Number of live offspring with external changes 0 0 0 0
Number of live offspring examined (postnatal day 4) 189 179 176 184
Number of live offspring with external changes 0 0 0 0
Number of live offspring with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01)
? including missing offspring
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