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RE R IR BRSNS o7 2 F1(12 BEY 80 mg/kg D 1 F) DR FREORE.
12 mg/kg D 1 Fl(EMWES M02005) TlE, B TFEFREBL OB FEIC OV T BB LR L THE
RRETI2H 0T, 80 mg/keg BEHD 1 HIEMHES M03013)TiL, EEIL TOAR T, SR BL
UHEE LA O FERE RIS B L OMICERE L EZ BRI e o 1208, EEIL TV AT
FORMEL TWDEFENDRL, ZORREL TRTER T RIEL QW OB F R/ BR LB T
x100, %) AMEEER LI,

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

FFI I, MEDOXTRREED 4 FlEB XU 500 mg/kg D 2 5, MEDOHREED 3 HIBLT 500 mg/kg D 4
PUZANAZFEARD N, MELOICHEERICEERSLOBEEDE IR o0z, -, HD
500 mg/kg O 1 BRI UMED G REED 1 HIZIRFEDEIENBESINT=, ZOM, HEDOXHFREED 2 fi
WCAFRBIE DRRRAZENED, 1 BUICBRBHEDOBIEILBRDOND, WPNLIKEERE(L ThoT-, Hi
FRIFIZAT R (REUE) B3 FBDONT-BIZ B EI1I AL e o7,

FERTIL, xtRREED 1 Fl@EHE S M01010)B LT 500 mg/kg E5ED 1 FI(EMHES MO4OLINT
WHE OFERABESh,

FEER EETI BRICERE OEENSBESNT 500 mg/ke TEHED 1 BRI DO/
BEPBEINT, £, JIRFICHBHEBERERINT 80 mg/kg BEHD 3 Hl(EWE
& MO03001, M03010, MO301 )T, HFRFENBESN., €05 1 FlIEWHMES M03010)TILE
FERIZ IR LB ESN, 228, 20 3 IO EICITREIIRD LN o7,

IR TIE, I REER LV 500 mg/kg REHORHFND, HEMAKFLBRET RIBRIN 20>
7=

FIREFIC R E A BRINT 80 mg/kg B SBEDOHED 1 GO TIZAINEDTLESBIES T, FE
THIBR B IR B ASREIZ AR B K OVMBEBED IEE S BRI N- D 1 FICid, IRE OREEE I
Vo iR BRI ORIEOBESBES N, Fo, + 2115, 225 . EIE CIIABRIE & Mo @R
ORI, BE CT/MEBIOKBEDRENRZRD LMD 1 ik, + 1815, 555, B,
B15. 5. EEOBHIR OB ABRESN, ShiZ. Bi5. 5. IFOHERFBIIT
HiZMiaREs B R,

FIREFI/NBB L OKRBEOIEENSBEINT 500 mg/kg HEEHEDHE 6 FliIOMED 9 FTi,
+ZHG. 25, EE, 5. &5, EROBRE EEMa0BRRSROL, X6, BB, 2985,
FERG CITREIEE B I e B b Bl S,

2. HEFERES)
1) AR L OB R (Table 20, Table 21, Appendix 20, Appendix 21)

MEEENTIE, TBC B EDEBE TR T HEITH NI T,

REEDRER . 12 mg/kg(@E#E 5 F02005)3 L 1" 80 mg/kg & S HE@ME & F03013)D% 1 Tl
2 AR OZZELEM P ISR RS HERS I h 0Tz, 728, REER L2 TOBMIIHRL-, RER, %

14




AEAZE B :R-09-004

AR RREFTICELZ HEBIUEOROREESICIT, X REEL TBC ER/EHLOMICEEEIR
OO T,
2) HERBIUYEIREAR (Table 22, Appendix 22)
REPHEBSNI- 2 TOEMITIER 22~23 RICHEL, HERB X OMHEH RIS BEEL TBC
FREHELOMICFEEEZTIFR DO 0T,
3) HHEBIUVEEIREE (Table 22, Appendix 22)
HELZ2 TOEM D5 ikB I OB REBICEETBESh b oT,
4) B BRI L OERE (Table 22, Appendix 22)
B EREBIUERFICIL, MBEE TBC FREHEOMICABTZIIRD LN T,

3. HAR
1) A7F (Table 22, Appendix 22)

ERE. ot ERMESR, HAEFE £% 4 BETOFERETRIINBEL TBC £ 553
EDMIZAEBEITROLNIR) o7z, 80 mg/kg BEUN500 mg/kg HEFHOWHE 0 BRIV 4 BOM
b (BE R34/ T d L OME IR 28) 258 B2 (p<0.05) BV MEA TR LT,

2) {RE (Table 23, Appendix 23)

HE 0 BLU 4 BIZBITDHARDEEICL, xtBEEL TBC SR SHEOMICHEEZIIBOLN
btz
3) HAEIRBIER (Table 24, Table 25, Appendix 24)

HWE 0~4 BICRITAEFRINREFRITBEIN T,

FET IR, AL S AR SHICGEDONN, EERHHBI O T RIS EDERIZZEDS
Nigh-otz,

T RICIIBEMICLDREICIVEELTRII R HEREINAIR(RIAR)., 5031 E D
XY NIRBED TE RN ST T RE S TN, FIRBTRETHoE T RICIIARTHIIBESN
T, NIBRBLER AR Cho BT RONE B ICITEF IR N7z,

EE

MEHED >~ bORZBEAT (2 BH) BLOREHFE PN, ETIIREMAMKE T %, 51 42 B, T
IR 2B CAEH (HE 4 BET)IC TBC 2RO 5L, MEHHES v Mo+ 54Tz D
THRELUE,

AR A MEREE S LT EMISRRD DIV o T, —fIRIECIIMERES B IZ 500 mg/kg 58
THRE 2 BUE, @51 E CRENBEIN, FHICAREIRT A OREFHIIIT, FEECIUTIZ2FNzE
EABESN, SHIT, TRERTHS TBC 80 mg/kg R 5HOMEIMICHREAEERIN, HRD
ok, HILEROIRENRESH , WEAREHRE CIIHEE OXIE EE OB -CHIERE B
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WCRIEMBORBEEN 72 TBS BEIZXDEBZLNDIE (B BRBEINTWAZ LN,
80 mg/kg UL LD GBS EREL TBC R EICLDREBLEE XN,

BERBEROBERE (S 1~2 B)2° 500 mg/kg H5H TxIBEL LB CTHFRICIEEEZRL
7o G VIHDEBEEEDOR/NT, BENBERSNIEFHLL —F 152155 TBC BE5IC LA ELE
bz, LML &S 29~30 B 12 mg/kg BLV 500 mg/kg WERDH, WE 3~4 B
12 mg/kg BL T 500 mg/kg HEHEDHITTRD O BEEBOBIMIEN R THY, KEHBIC
IR T 2@l T TBC BEILLDZHEEBIRDON TN IENE, BEEMIZERORVE(L
ThHhHEEZONT,

FIMREFIC, TBC 80 mg/kg BLUN 500 mg/kg HESHT/INEBLIOKBEDEENRESN., HE
R FHIIRE T, FEIR _E A OB RD b, —EBOKEEE A BT EM R E 8
TENT, 28 BERORGEFMERERY D 250 me/kg TS HOMEBEIMIZIV T, SR/ NEEE
DIEENEESN ., REMASFORE CREBIZISITABMREDBERS. SRR e
BLVSTBEU DO EBABESN THBILND ARBRICB W TEESNIVMNEBIOKRBOE I
TBC B EICLDELE X LI,

500 mg/kg \E5FOMED 1 FIENE S FO4008)DIIRA KB LE TR LT, R FAMEDR
REAELBIOREEROEEPROLNIZN, FEROM ICBEBINAIRE LIEE 283k
Dyodn, Eio, FIRFFIC, B RICEEE RIFLTCWVDIIRFT RIZBESh TRV, 28 B RERD
BEBERRVICBV THBIBRB I OEN R ~DEEERETHEIIRD I TVRNZENG,
TBC R ECIDHBETIIRNEHERINT, 2O, 80 mg/kg T EBDME | FITHEOIIENBES
N, FEARFREICSOD O RINEEBOBHEEICEEIIROLN T, -, Z0EW D —i%
WEBITITHRER ZRIZ T 5E b7V 28, 500 mg/kg B FEICIIFBROEITB RS TWRND
EINDIRFERIREAL THD LM LT,

¥7-. 500 mg/kg WEREDOHED 1 BIOKHEN KEULE R LT, 28 B KEROREZERR 2BV
T, 200 mg/kg LA EDREGIZIVATIBEENEMNTHIENMEINTND, ZOHED D MK
BRECTIIFEE L RS T 2EMER ICEFED LN T, TR R EAGZORE T O IRE
FEDOFHROERGIZBD DN TNBIEND, TBC ICLVEERFENE I 7B EL T3, BHBRY
e Rz 2 r A RIREER 5 HEME A TERMERBRY 12 Th #9200 mg/kg/day @ 61 BEHIZLY,
HREEOHEMATBDOOLN TS, LinL, KRBRIZB WO TIMERELHIZWT o TBC #5800 T
BRI RBELEERL TEIRL FEEBREICBO T, BERICRD LN FHBOERE -7
AT Db 0Tz,

80 mg/kg HEHD 3 FIOKE LETHETAZEENRESN, 2055 1 HITIIEE EEI/ T
BTz, F7o. 500 mg/kg BEHED 1 HIORERICTRE THINBEME OEREIBESN, Ll
FRBIUVERLEEIIEENZTOON 4 HlOHEESMEOM TRENHERINZMEMIL, W Thb
ZhaL. ERBICO M RBELEI T2 o7z,

R FREER LU 500 mg/kg DE 5 FITEMLIIETHRE TIL, 500 mg/kg DIFE LERLEMOIFERL
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IS FORTESR (FEL TO AR TH/MRELIE T3 x100, %) 256 REEL LB L TEMCIE F L,
LAL, 500 me/kg B GREDRAGHENL 1000 TH -7 ZLb, FEFARERIZE B LEHIBIL,

2 7 A FRERIR G HEM AT FMERBRY 1ICB1T 589 200 mg/kg/day O 61 BEIRERSICLY, K
DR FRIRE TR LR OFIBE- B . MARROZEBIUCBHEEARESN TS, L
L. 42 BRREZSUARRTIIRESIURERE HEERIC TBC BEICLPEEITL, WEM
BEIREICBVTHBEMEFBOEMITBRBRINTORN, ¥ EHH ORIV E~DE
ERRBTHAREMIEE b0,

REE, ZIRE, BEEE, EREBIUOERFICIT TBC #EICIBHBIIRDON )T, T,
B LU FICKLTH TBC #EIZLBE &I o7,

80 mg/kg FLTF 500 mg/kg WEFEICIRBWTHAE RO R REEL LB THRICHEL RLE,
ZNBOBED HE R R L ORI B /2225 132 o 728, o PN IR MR o e b2
FLIeE L TH o7, ERHEFBIORTIREKICZEI D o722E00, TBC REIZIAMRIRMED
HOLBIEREBR LD T RBRNZELE X DN, RO—fKIRE, £FER AE, TIROKE
24k, TBC B B X2 BII 20Tz,

LLEDRER D, ARBREMG TICHITS TBC OREBMICH 5 — B FHESHBIT, ik
80 mg/kg/day, METIE 12 mg/kg/day, ETEREFMZRRES MBI, 500 mg/kg/day EE X B,
Fio, WA SHT 2 EEMEEY ., 500 mg/kg/day ThREEZ LI,

&M

D 4,4 -FAEA(6-tert-7 FN-m-IL V=) DTy fND 28 HREIRER DR S SRR
(http://dra4.nihs.go.jp/mhlw_data/home/paper/paper96—69-5b.htmi)

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

3 btert-T FNA-m-I LY — A DIYMIBITIRER B SESE - AR ESHHFERR
(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

Group Nuraber of males Day's of administration
and general conditions | 2 3 4 5 6 7 8 9 10 1i 12 13 14 15 16 17 18 19 0 2 2 pA] A 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
5% gqum arabic Number of males BB B3 B33B3BLB33B3B303B38BB3338 1303033068003 83 033538315383 1333B3836303B3B3B33B31B131BI13
. General appearance, Nogbrormality 13 13 13 13 13 13 3 13 3 3 3 3 3 B3 13 B3 3 13 3 08 1335313133306 1303138313833 83535308308B308303030505818183I153113703
Excretion, Loose stool 6000 00 O0CCO0CO0C0CO0OO0OO0CCO0C 0000000 OO0 O COCO0O OO0 OO0 O 0 OO COC OO0 O D O 0 0 0 0 0 0 0 0 0
TBC 12 mghg Number of males BB 3B B3BB3BBBDIBBBBBBBBBB3DBBBBBBBBBBB3BBBBBBBBBLBBBGBLBDB
General appearance, Noabnomality 13 13 13 13 13 3 13 BB 13 3. 13 3 3 13 3 3 3 83 3830313138333 183 1358383381838 0830803 0330830815058 13531531BID°B
Excretion, Loose stool 0 00 0 0 0 00 0 O0OO0CO0CO®CCOCCO0 0000000000000 O 0600 0 06 0 0 0 0 0 00 601000000 0
TBC 80 mghg Number of males B3 BOBLBBBD3BDIBBBDGBBBBOBBBBBB36B300B3 3303531383353 03831353838358383063013053I05308
General appearance, Noabromality 13 13 13 13 13 13 13 13 13 13 3 3 3 3 13 13 38 03 8 13 13 63 63 3531313 3303 0838813131305 15315353083380835830858158315108
Excretion, Loose stool 0 00 0 0 0 O0O0O0O0O0CO0OCO0OCTO0OTO0COC O O0OCO0OTOO0CO0 OO0 OO OO0 C OO 0 0 0 0 0 0 0 ¢ 0 0 00 00 0 0 0 0 0
TBC 500 mgkg Number of males B3B3 BB BBLB3BBBB3030B3030B183030B3806030303 8383313838353 83031383063 1313383185313 1531B13I1B30O3
General appearance, No abnormality 13 13 11 10 41 1t 9 9 10 10 10 10 L0 (0 HL 10 92 12 00 010 12 12 10 10 10 10 U 1 U 09 9 10 10 11 om0 oo 99 9 9
Excretion, Loose stool 0 0 2 2 2 2 4 43 3 33 2222 1 122 V133332 22 4433 2221332222033 44 4 4
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 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 males 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 1313 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 43 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 3 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13
Excretion, Loose stool 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 0 0 0 0 0 0 0 0
TBC 12 mgkg Nuwnber of males 1313 13 13 13 143 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 13
General ap pearance, No abnormality 1313 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 13 13 13 13 13
Excretion, Loose stool 0 0 0 [ 0 0 0 0 0 0 0 0 0O 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 i3 13 13 (3 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 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13
Excretion, Loose stool 1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1] 4} 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TBC 500 mg/kg Number of males 13 13 i3 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 i3 13 13 13 13 13 13 13
General appearance, No abnormality 10 10 9 |5 T T 1 I N I A S 1 U 1 NS [1] 9 8 8 1l I 9 1t 3 8 10 0 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 2 2 5 5 3 3 3 3 12

Pre: Before administration, Post: after administration.

22



ABREE :R-09-004

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 Number of females Days of administration
and general conditions | 2 3 4 5 6 7 ] 9 10 11 12 13 14 15 16 17 18 19 0 2 2 B A 5
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
5% gum arabic Number of females B3B3 3BBBBB3 B3B8 3 530308030333 131313083130313 0630800 777%6%610200 000000000 0
General appearance, Noabnormality 13 13 13 13 13 13 13 13 13 13 13 B3 B3 13 13 B3 13 13 B3 313 B3 13133131313 131300 7776601000 000000 0 0 0
Excretion, Loose stool 6 0 0 0 0 00 COCO0OO0OO00O0CO0OTOCTOCTCOOOTCO0CTOOOTO0OTO0OTO0 O OO0 OO0 00O OO0 OO0 00O O OO0 0 0 0 0 0 0 0 0
TBC 12mgke Number of females B335 8383836368536 0830831333313 3313138131313 1313 313 8 8 8 8 8 2 2 1 1 v 1 1 0 1111 11
General appearance, Noabnormality 43 13 13 13 13 13 13 43 13 3 13 13 3 B 13 13 3 3 B3 B3 13 13 13 13133133 1313 8§88 8 & 8 2 2 1 1 t v 1 1 1t 1 111
Excretion, Loose stool 60 0 0 0 0 0 0 06 0 0 0 O0O0O0O0O0CTCO0CTO0TO6COC D OO OO0 TO®COC OO0 O0C OO0 O O O O 0 0 0 06 6 00 0 0 0 0 0 0
TBC 80 mghg Number of females B3 31313 1313 13 B 1313 313131313133 1383883 1313838313133 330101011010 66 2 2 2 2 2 2 22 1 2 222
General appearance, Noabnormality 13 13 13 13 13 13 3 13 13 13 13 13 B3 13 3 13 3 13 B3 53 83 13 B3 13 B3 13 1313 13 310 101011010 6 6 2 2 2 2 2 2 22 212 1211
Excretion, Loose stool 6 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 000 0 00 0 0 00 00 0 O0O0CO0CO0C OO0 0 0 0 0 0 0 0 0 0 0 0 0
TBC 500 mghkg Number of females BB B3 BB3B3LBBB3 B3B38 B3 B33 136883831303 131B383838083 131399 8 8 8 33 0000060000000 0
General appearance, Noabromality 13 13 9 9 9 9 1L 1L 1F 0 9 9 10 10 10 10 9 9 40 10 12 42 10 0 10 1L 11 11 10 10 6 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 43 3 3 3 4 43 3 1 V332222 3333 2221040690 0009 0 0 0 0 0 0 0
Pre: Before agministration, 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 4] 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 Pre Post
TBC 12 mgkg Number of females (.t tr 1ttt 1 1t t ¢+ vt v 1t 1 1 1ttt t 11 11 11 1 1 1 1 1
General appearance, No abnormality !t 11t r ! 11t 1 1t 1 o 11t 1+t 11110t I 1 © 1 1 1 1
TBC 80 mgkg Number of females 22 2 2 1 1 1 1t 1t 1 t © ¢ L ¢ ! 1 1 1t 1t U U 0 1 1 1 11 P11 1 1 1 1
General appearance, No abnormality 222 2 1 1 1 1 L ¢+ 1 C 1 1 & t v 1 1 L 1 1 1 1 1 1 1 1 1 1 1 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 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 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 (V] 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 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 o 0 0 0 0 0 0 0 0 0 0
TBC 80 mghkg 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 o 0 0 0 0 0 0 O o 0 o 0 O 0 0 O 0 0 0 o0 0 0 0 O 0
TBC 500 mgkg Number of dams 13 13 13 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
General appearance, No abnormality 0 0 1 11 10 10 1 19 9 11 F 11 1t 1 o1 o1ro1ro1r 1 8 g8 9 9 12 12 12 12
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 1 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 appearance, No abnormality 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 10 5 |
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TBC 12 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 4 14
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 o0 0 0 0o 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 o0 0 0 0 0
TBC 500 mgkg 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 It 11 12 12 12 12 10 10 8 3 2 1
Excretion, Loose stool 4 4 1 1 1 1 2 2 1 1 1 1 3 3 5 5 3 0 0

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 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 0 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 o0 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 0o 7
TBC 500 mgkg Number of dams 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 7 7 8% 8% 9 9 1t 11 10 10 O
Excretion, Loose stool 6 6 5 5 4 4 2 2 3 3 13

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 mg/kg
Number of males 13 13 13 13
Day's of administration
3642 + 129 3685 £ 129 3673 +  13.1 365.6 = 16.1
7 3902 + 175 396.7 £+ 13.6 3916 =+ 187 3862 = 18.1
14 416.0 =+ 203 4244 £ 16.2 4203 + 254 4119 =+ 223
21 4325 + 243 4456 = 169 4408 + 30.0 4323 + 276
28 4595 £ 274 471.7 £ 19.6 4674 = 343 4584 + 309
35 483.0 £ 297 4977 = 19.2 4928 + 393 480.5 + 339
42 4989 + 35.0 5159 + 20.6 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
1 2485 + 104 2462 £ 99 2469 £ 89 2467 = 1.7
7 261.6 + 10.7 261.1 £ 112 2595 £ 74 260.8 £ 11.7
14 2741 £ 139 2746 = 177 2717 £+ 83 2711 £ 132

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 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 + 11.5 284.4 + 18.7 2859 + 14.1 282.7 + 11.9
7 3208 = 114 319.8 £ 225 3222 + 122 3162 + 14.7
14 3583 = 15.2 358.1 £ 254 357.0 £ 16.6 355.6 + 194
21 4478 + 222 4546 + 252 448.8 + 20.3 440.7 £ 29.8

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 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
0 324.0 = 19.1 326.5 + 263 3240 £ 233 3289 + 22.1
4 346.0 + 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 mgkg TBC 80 mg/kg TBC 500 mg/kg

Number of males 13 13 13 13

Days of administration
1 274 £ 29 273 + 3.8 272 £ 22 20.6 £ 3.2 **
7 29.1 = 21 302 £+ 29 282 + 27 309 £ 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 3.1 £ 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 mgkg
Number of females 13 13 13 13
Days of administration
1 209 = 22 212 + 3.1 196 + 34 17.2 £ 2.7 **
7 212 = 21 218 = 34 232 £ 22 23.1 £ 26
13 225 £ 23 215 = 44 217 £ 3.1 223 £ 35
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 mgkg
Number of dams 13 12 12 13
Days of pregnancy
0 222+ 28 214 £ 27 21.8 = 2.1 234 £ 29
7 283+ 28 267+ 24 283 £+ 32 288 + 34
14 274 + 33 278 £ 2.7 281+ 29 30.1 + 34
20 21.8 £+ 28 245 £+ 42 234 £ 25 242 + 3.6

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 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 E S :R-09-004

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

Number of males 13 13 13 13

Body weight (2 469.6 =+ 337 4823 + 18.8 4794 =+ 41.1 457.1 =+ 322

Liver (mg) 121070 = 1627.5 12438.8 + 967.3 11958.1 + 1517.6 122842 =+ 11447
(mg/g) 25697 =+ 1.887 25774 = 1.339 24880 = 1.397 26.863 + 1.389

Testes (mg) 34264 = 222.1 3204.1 + 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 2582 + 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

HEREE ' R-09-004

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

Number of females 13 12 12 13

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

Liver (mg) 99802 =+ 749.8 9981.3 + 988.7 99749 = 896.1 10593.5 + 10073
(mg/g) 32421 + 2.399 31622 =+ 1.655 32.094 + 2.744 34.631 + 2.508

Ovaries (mg) 1014 =+ 10.3 1116 =+ 13.5 100.1 =+ 1.5 1124 + 13.8
(mglg) 0330 = 0.038 0.355 0.042 0322 =+ 0.030 0.369 =+ 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
Epididymis
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

B 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 349.6 = 1839 435 431 460.4 + 106.6
% of motile sperm 91.6 =+ 3.0 91.4 823 91.6 = 3.0
No. of progressive sperm 2464 + 1313 204 91 2552 &£ 42.8
% of progressive sperm 652 + 5.7 42.9 17.4 519 + 8.7 *
Caudal epididymal sperm counts
Caudal epididymis weight (g) 0.2766 =+ 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 815.6 = 158.0 633.7 731.5 6724 =+ 109.1
weight (million/g)
Testicular sperm _head counts
Sperm head counts / denuded testis weight 1522 = 42.3 127.9 113.5 130.6 = 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 1 2 0 0 0 1300 0 0
Fibrosis, focal 12 1.0 0 0 1300 0 0
Microgranuloma 9 4 0 0 O Ir 2 0 0 0
Necrosis, focal 1300 0 0 121 0 0 0
Testis
Atrophy, seminiferous tubule, bilateral 1210 0 0 3 0 0 0 O ¢ 12 01 0 O
Epididymis
Cell debris, lumen, unilateral/bilateral 130 0 0 0 2 1 0 0 O 10 121 0 0 0
Granuloma, spermatic, unilateral/bilateral 13 0 0 0 0 0 0 3 0 0 10 130 0 0 0
Brain
Dilatation, lateral ventricle 0 01 0 O 12
Duodenum
Hyperplasia, epithelial cell, mucosa 0 6 0 0 0 7
Jejunum
Hyperplasia, epithelial cell, mucosa 0 6 0 0 © 7
[leum
Hyperplasia, epithelial cell, mucosa 0 6 ¢ 0 O 7
Cecum
Cellular infiltration,
mononuclear cell, lamina propria 0 6 0 0 O 7
Hyperplasia, epithelial cell, mucosa 0 6 0 0 0 7
Colon
Cellular infiltration,
mononuclear cell, lamina propria 06 0 0 0 7
Hyperplasia, epithelial cell, mucosa 0 6 0 0 O 7
Rectum
Cellular infiltration,
mononuclear cell, lamina propria 0 6 0 0 O 7
Hyperplasia, epithelial cell, mucosa 0 6 0 0 O 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 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 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 - + + 24 3+ P NE - & + 2+ 3+ P NE - + + 2+ 3+ P NE
Liver
Microgranuloma 103 0 0 0 9 4 0 0 O
Necrosis, focal 121 0 0 0 1300 0 0
Ovary 13 13
Spleen
Hematopoiesis, extramedullary 0 01 0 ¢ 12
Diposit, pigment, brown 010 0 O 12
Glandular stomach
Celluiar infiltration, 01 0 0 0 11

lymphocyte, lamina propria .
Erosion, mucosa 010 0 O 11
Duodenum
Hyperplasia, epithelial cell, mucosa 020 0 O 10 0 90 0 0O 4
Jejunum
Hyperplasia, epithelial cell, mucosa 020 0 O M 0 90 0 0 4
lleum
Hyperplasia, epithelial cell, mucosa 020 0 O 100 0 90 0 0 4
Cecum
Cellular infiltration,

mononuclear cell, lamina propria 001 0 0 11 0 72 0 0 4
Hyperplasia, epithelial cell, mucosa 010 0 O 11 0 90 0 0 4
Colon
Cellular infiltration,

mononuclear cell, lamina propria 010 ¢ 0 1M 0 90 0 O 4
Hyperplasia, epithelial cell, mucosa 010 0 0 11 0 9 0 0 O 4
Rectum
Cellular infiltration,

mononuclear cell, lamina propria 010 0 0 1 ¢ 9 0 0 O 4
Hyperpiasia, epithelial cell, mucosa 010 0 O 1 0 81 0 0 4

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 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

REAE 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
5-day cycle 1 1 1 0
Mean length of estrous cycle in days; Mean+S.D. 41 = 03 42 = 04 41 + 03 40 + 00
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 1 0 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 + 00

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)*x100,%] 100.0 923 92.3 100.0

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 = 12 (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,)

AEBRE S R-09-004

Group 5% gum arabic TBC 12 mgkg 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 (%)® 914+ 75 886 + 5.7 930+ 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 15.0 = 27 153+ 14 143 £+ 28 145+ 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 1531+ 14 143 + 28 143 £ 36
Sex ratio ©

Mean + S.D. per dam 043 + 0.12 045 £ 0.11 055 £ 0.10 0.59 + 0.08 **
Number of stillbirths

Total 1 3 0 2

Mean =+ S.D. per dam 01+ 03 03+ 06 0.0+ 0.0 02+ 04
Delivery index 9

Mean% = S.D. per dam 947+ 59 93.1 £ 6.3 959 £ 72 919+ 94
Birth index *

Mean% + S.D. per dam 942 + 57 916 + 72 959 + 72 90.9 £ 95
Live birth index?

Mean% = S.D. per dam 9295+ 1.7 984 £ 39 1000 = 0.0 90+ 25
Number of offspring on day 4

Male 80 32 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+ 4S5 989 + 26 994 + 2.0 99.1 + 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)x100.

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 implantation scars)x100.
f): (Number of live offspring at birth/number of offspring at birth)= 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 mg/kg
Number of dams 13 12 12 13
Male
Days after birth
0 69 + 08 6.6 £ 0.6 70 £ 09 66 = 0.6
4 109 + 1.8 10.7 = 0.9 113 + 2.0 104 + 1.3
Female
Days after birth
0 6.5 + 0.8 63 = 0.7 67 = 08 62 = 05
4 102 + 1.8 103 =+ 0.8 108 + 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;)

AERE 5 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) 189 179 170 184
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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