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1. FRBETIE, 250 mg/kg BET, WENMM THED LN,
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3. IMIEFNRBRATIE, 60 mg/kg L EDBEOHET 7 b o BB, 60 mg/kg LLEDBEOHE
L1250 mg/kg FEDMECTISTEALES /0 b R T T A F VIR OFEBERIERE BB D bivlz,

A MHEEZERIRR A TiE, 16 mg/kg BAEOFEOMER LTV 60 mg/kg YL L OB OHETHR = L AF 0
— VDA B IR EA, 250 mg/kg FEOHMEME TR E Y LV E O EREA, HETAST, ALT, 7V
AVHRAT 7 B —EBLORREROAELRHERLRICA IV U LABIOERY v OFER
B, #Ta, 707V U BHEEBIOY VT F=rOREREENRD b,

5. SIRRAT R TIX. 60 mg/kg BEDHER HTNT 250 mg/kg FEDIEMECTEIFOKBENELHFED B
N7,

6. FEERTIL, 15 ng/kg LLEOREOM CHFRMOMM EROFE R EMEI LU 250 mg/ke B
O THIOS EEOR ER&ENRD b,
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8. 1~T7 CTR® LN EMITIT T B EHEMENRGRD H v,
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Nigh-oi,

INHEOZ ES, AEBRSHETICEBITA 4-sec— 7 F -2, 6-—tert—7F FIL 7 = J — /LD
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D d—sec—- 7 FIN-2, 6-V—tert-F FINLT = /) —)b
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BRBERONE - BRROBGIRIL, BHLST 27010, EERFEME LTI LIZ,

B GHRO L7 EME 0.3 B E 100 mg/ml DFBIFIZ OV T, FRARIEFEF S HIDLE
PEHER STV 5 (Appendix 2-1),

B G OWRIEMEGE - BRME ORREICET 2R GET OREEZ | HIEB X ORKEIR 5
4 2GRSOV TEF 2 [EI#ERR L 72 (Appendix 2-2-1, 2-2-2),
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OFHARMER~TF 7 1 & & (MCH)

@®EHFRMER~T 7 12 &L FE (MCHC)

MOHAIRMEkE (Reticulocyte)
@i/ E (Platelet)
© A i BRE (WBC)

0 3 ML ER 45 (Differential count of WBC)

7w o e

OQEMEALER S b v v AR5 2 F iR (APTT)

EREUR HE
ERMPUR S

SIS ~EJ bk

RBC, HCT fE & 0 &l
RBC, HGB & X v &HH
HCT, HGBf#E & v &
7ua—HA ~A N —k
BRI L
7u—HA4 b A NY—k
7ua—H%A A MU=k
ho IR T AT ik
T 5D U BRIE

O~ HEMMERDHTERE XT-2000 iV, A A w7 A

@ ke H 2

8) Mt FRIRA

LB K T4

NDES

AT T YT

% ey
REHE] R (R L
I E SRR D —BEOMET (U6~19 /) T v M x—T7 LFREE L, BEEL KBRS D £
L7z, HEEE DS LOBLTOITOWTEMIE 1 nl H7zh ~/=Y >
F R U L~ P R 7 AENBROZE ], 1000 BT /mL, PROFREX
1) K9 20 BAAT TULER L | 3500 [EIHL/ 43 T 10 O LAy EECR: b vz
WETAODTHRE L, MOBEHIZOW T BEERIA D RBRE (237 U —
VA, EMFEME A IR A B E L. 3500 [Al#5s/ 40T 10 Ao E D
SYEECHR DAL MIE A AV TR L7z, B bz mifs L OMmIg R A
T, 20CLL T CHMBERTL, RBETHICEREL.,
MEEAB L OBRESITL
M AST JSCC 1
@ ALT Jsce ik
@ TAHUKRAT 7 H—+F (ALP) JSCC ¥
@ vy -GTP Ly-Z W Z IN-3-INARF¥—4-= b7
=V FEEE
® 7 z—RZ{(Glucose) ~NH Y s
® # =125 1 —) (T-Cho) BEE IR
@ MU ZUEY FTG6) WEBlE 7 ) B v — L ek
® RV ILEL(T-BIl) FTYEDU AL
@ RFEEFRON) L7 —-GILDH
@ 271 7F=>(Crea) Jaffe ik
@ kU 7 2 (Na) A A L EREM (ISE)
@ HIVTLEK A A RIREMR (ISE) 15
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® 7 a—1(Cl A A RN B A (ISE) 5

@ HrrL(Ca) OCPC ¥

® EmEEY o (IP) Fiske-Subba Row

® #HEAP) vy Ly hME

@ ZEB4HE Protein fraction) Ylu—AT 5T — hNEEXKKENE
A/G L (A/G ratio) EASELOEH

77 2w {Albumin) REALEASHELIDER

O~@® [EHTEERE 7080 2, ANNA T 7 /2 P—X
M~ HBBERIKEEEE AES320, =&4 U /3

9) Hltr
Bl
B 5]
WA Tk

10) #&EHEHE
Bz
52
e 7tk

TR E B ORH

an'H 4

11) FABAER AR A
BilE

=yl
G288 HOFHABHHWEEIE 14 HOERIZE K LT,
CEANERBL L, o— 7 VBRI B CERML A UL Y S X

LHORE AR EWIRAICES L, £ T ORE -fEfkE 10%
PR A L~ ) RICEE RIE LTz, 2B, IRERB LU AN—F—
JRIZT E Y RV URCHEHE-REL BRBIUHERE BRE T 7 ViR
TEE., 70%xF ) —/WIRE Lo, MW TEEER & EAR
RIEEE L, BEADOHHEETICHOVWTE, RAIE LTEAE HE
E - RAT LTz

ORI, Mids S OERE) . FEE, BEE. iR, BRR. BRUN

R, B, R, O E. BB, F. BT B, 1+ ZHE. =
G, Bl OSA =tk 258) . B, Mk, ElE, BRIEY >3,
BT Y »o8E KB, M B, BENE. RE. REE LR AISZAR.
FEgE (BEER S Te) . URER, 5. BB, IREK. ~—& —R, KIRHE (B
WEate, B) BILUSE T

=Xl
;B
BT LM RFE(FR-180A, Bt —=— - 7o K- FN)E2HANT

UTOREOERZRE L, EEOHALTIZOVWTCIE, EEG
HHETHIE LT,

CUTOANOHGEELZRH L,

X R (% or 10 °%) = #ﬁijggifésggig?g) X 100

DI TR, FURIR. B M. DB, ATEER, EIE. M, FRE.

RER B, BISZAR, Re% (BEERR G L) . IRE. &

D BRI ICET - RTE LM ORSTE AR O W TR AR A S
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L. R I OEHERORHIZ O TER LD, £7-. #lkk
(2B BT IR B FE AL DV THR Lz,

B ORER, ERMERGDOEE L EZ LN LB RD LA
f&ic oW T, 2 OMOR GREOEIC OV T S MR B OB 41T
-7,

M vk C XTI CEBEBETL, N b F VU Vs o U Y B AR B
BUTHEMR U, R 72 151 (No. 411) 3 O 5 1] (No. 152, 162,
251, 352, 151) DRFIEDFEMILIZ- 2T 011 red 0 Yt (R AR
fER) i L 2N ENEMEThH D Z L 03FEE 7o, HE3 5] (No. 105,
107, 410) DBMRIC DWW THL a7 7 7 U UHURIZ X 5 SRR
Py e % Eh L1z,

5. #EHEMAIE

(1) HEHMPEREROEYE GHE THEH L,

(2) B4, BREDHE, FE, AEMNERSLOWNE, B2, RE, WRTPOKRE, Mkl
ZHRT, BRE O ERER L O ERORBIC OV O E L OEEREE B H L,
Bartlett DRELIC LV Fo BN &M Uiz, 58 (p>0.05) OGAE— B &5 8T
ETHT L. NS5 (p=0.05) DFA 1T Kruskal Wallis OMEETHIT L, —ciE
BT OFER, AEZNA SIS (p=0.10) 13 Dunnctt OREELE AV THIBREE L DLt
B 417> 7, Kruskal-Wallis {EOBEAFOFER, AEENHLNZHE (p=0.10) (X
Mann-Whitney O UG EE%E AV RHREE L Ol 247> 77,

M — AR BBIR I L OB EOBIEIHE . RRE D EMRAEB I X OURLEDRHEIC
DWW Kruskal-Wallis ORUEIE T L, AEZEN S LNT25E (0=0. 10) 1L Mann—Whitney
D -t EEZ AW CRHBRE L Ol 21T~ 70,

SHIRRE & OHBMIEICOWTIE, ABKLER 5% & LT,

ok, WHSEN SEIZEE T 5 &R F1E% INDIVIDUAL DATA @ EHIZRT,

,23,
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1. —fIKEE
—RRIRBE DR AE A Table 1 33X T2, INDIVIDUAL DATA 1-1-1~1-2-4 {Z7R9,
[ 511 ]
KPR (0 mg/ke) RE7R HUNT 156 B KT 60 mg/kg #E Tl MM L HEREITZRD o7,
250 mg/kg BECIL, HETH G 26 HLIRE, MECHA 26 HB LU B ICREL R b/,
iz, B 1 BTG 21 ALRRICIRERZZM AR i, Z OF TR BRI ZIRER O B 2GRS

iz,

(1175 1A ] ]

XTHRREE T, HEME L & IZRFITRD SN o7,

250 mg/kg BETIL, HETENE | HIZHERZRO Lz 23, [T 2 0 PR TR 6

Tpho f:o ﬁk&’ﬂiﬂm& L8 Y AW AN 71:_0

2. BT —AKEEERER

SEA 7 — IR BEEI 2R O kAl 4 Table 3~8, INDIVIDUAL DATA 2-1-1~4-14-2 {2/~
(#5511 ]

SHBHER L OB IR GREOHEM & S0V T ORERIC O BBIEER IR L TAE
RFRTFRO LT #HEE HEH D WIIMTHREFOMRITHFENRZREITRD SR o7,
(=8 R ]

250 mg/kg FEDHEME L HIZWTHLORERICH BBEHEACAEREIRO LT, HEE,
W H 5 WIITHRFEEOMBITEZENRAE IR b o7z,

3. HEEERE
MERER T DR % Table 9~12. INDIVIDUAL DATA 5-1-1~6-4-2 |25,

(¥ 5 4]

AT DR EB NS RE LU A R EEE Tk, KEEGROMEM L b IC B & ik L
HERERIRBD LN o7,

#271CiE. 156 mg/kg FEDOMECRIIC D HE BREMARD bl hs, HERFEED WA
ThHU, BHEPHNZERITRWVEHK L, BIZIZAEERERITRED biieroT,
[[F115 2 #]

250 mg/kg RETIL, MBI KT 2 RERIEBIMOSICE L TiE, ML S ICHFEREBNITRD L
nighol-, BHCHL THTHIEICOZAEREED, OFEEBRICHE L Tl CRIERRAE
30-40'3 L OVRIEENE (0-60) ICA BRRMENRD N2, W bR TIRITITRD b

,24,
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TWARWELTH D, MR EEIT R Ll Lz,

4 HhE
REWER % Figure 1 BX X2, Table 13 38 X U 14, INDIVIDUAL DATA 7-1-1~7-2-4 (27”7,
[ 5-H1H ]
BRGREOREME & IR A & i L CTHERBIERD s o,
[IEHE 4 ]
250 mg/kg DHETEIE 7B KU 14 RIZHEERIEMENSRD b 7ns, RHEHIROREREIENES
JOHEMETCIIAEREMEN#EO b, ZOZBEIREHMFITIZFE D N TWRWERT
HY ., BIEFRRERIRONEHMT L, MICITAEEREERD bR o7,

5. {BEEE

EBfI&E% Figure 3 B8 X4, Table 15 3 K 0¥ 16, INDIVIDUAL DATA 8-1-1~8-2-1 1777,
[ 5-HiH ]

BB EGREOMEME & S ITKHREE S B L CTHEREMITRD 6o T,

(1118 #1111

250 mg/kg FEDLETIENE 7-14 RICHBRSESRDO NN, ETHL L, £z, &5
BRFIIER O LN TNWRWELTH DL 2 EnE, R TIRERILR O & HIB Uiz, M2
ARERBREITRD Lo T,

6. FRIRE

FRIBRE DA% Table 17~20, INDIVIDUAL DATA 9-1-1~9-4-2 |Z55°¢,

[ 5-138]

15 mg/kg BECIX, ML HICKTHRRE & il L CTHEARZE(LITER D bhieno Tz,

60 mg/kg BETIX., HETRER (Protein) DFERIE MR b= AEKRGEIEDRNWE
bTHY, ENEFREROLOVE(LEHE Lo, MIZIZIAEREITRD LN ho T,

250 mg/kg FETIX, METIR pH DA ERIR T35 biLlz, HEICITAEBERL(ITR D bivieds
27,

B, KMEED 14 (No. 162) DTEMERR (B BFR O F W) ICEPNRA L TV o/o ), #stFH)
MENLERALEET —Z & LT,

[[F115 2 3]

250 mg/kg BEDOHEME & HIZABEREITIRD biveinoTz,

1. MEZHBRE
M FIMAEE DRE % Table 21~24, INDIVIDUAL DATA 10-1-1~10-1-1 {777,

,25,



SR0O08226

[$2 5-# [ T ]

15 mg/kg BETIL, HETY > SBR¥E (Lymphocyte) 36 S OUTLEREL (Eosinophil) (ZkTHREE & Fhik
L THEBEREENRD b, HIIABERERTRD N1,

60 mg/kg BE T HETT' 1 b o B IRRT (PT) B8 K OVEMEALT Sy b o R A F L IRFfi] (APTT)
DEE IR, 1T AMmERE (WBC) 72 5 TN U »/NBREE L OB R O A B 2 BB A3 b
7

250 mg/kg BECIL, HETT 2 b v B UK L OVEM LIS b AR T T A F RO
HMLE, #ECamEkEZ 5N Y Bk L O BB ERE O B 7R ME, &AL e
BT T AF RO ERIER DB b,

(=S8 A T B

260 mg/kg BEOHET~EZ R B VR HB) B IO~ 27 U MEMHCT) OF B8 5
NI MREL (Platelet) DA B R EEV RO A, HEMBK TRICIZRD b T
BTHY, BHEFHRERIZOVEHN Lz, BIOEERLREIERBD bNehol,

8. MiEILFHIEE
ML FHIRRE O iiE % Table 25~28, INDIVIDUAL DATA 11-1-1~11-4-4 |29,
(¥ 5 T R
15 mg/kg BETIX, HETH MU 0 L (Na) I REE L Hhit L THERBEDRRD LiLes, AE
KIPED WL Th o T, METIE, 2 L A5 m—/L (T-Cho) L HZ R S ENED H v,
60 mg/kg BETIL, HEM TR a L AT o — L OAERSENRD b,
250 mg/kg BETIL, HMEMETIRE VL E L (T-Bil), =2 L A7 13—/ (T-Cho) DR B/ HE,
E BT, BETAST, ALT, 7AHVKRAT7 7 #—E (ALP) B L OIRFELEFE (N) OB BEREMER 5
AU UL EKBLIOERY o (IP) OF B2 &M, MTHEB MW (Protein fraction) ® a,—2
7Y R LY LT = (Crea) DT B2 ENRD S,
(=118 AR 1R
250 mg/kg BEDMEME & ©IZHBREMITRRD L2 o7z,

9. E#&

HIRRITRLA Table 29 3 X130, INDIVIDUAL DATA 12-1-1~12-4-2 127~

[ 5 A B T e ]

STHRRERS LUV 15 me/kg BETIE, MMt S REFTRIIBD SN2 T,

60 mg/kg FETIX. KE 1 BITEBOKEANRD BB bz, MEHCIT R RIIRD bhvkeh
-7,

250 mg/kg BETIZ, #E 6 #ilds L OME 2 Bl CEBDOKRABM RO bivle, i, #1HIT
IRER D RER 378D & 7=,

,26,
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REIG =gl Ll gindl
RPHRTEDS U8 250 mg/kg REDHEME & HICRFERT RIFEE® bhiginoTz,

10. ZHREEE

WEHREORE A Table 31~34, INDIVIDUAL DATA 13-1-1~13-4-4 |27,

(5% G- R T I

156 B L TN 60 mg/kg BETIL, METIFEOMSIEEICHREEL BB L CHERESMARBD BN
7o HEZITABERZEMITED 20T,

250 mg/kg BETIE, METHTIBOMMS B L OGS ER, 7B OHMNEEIIAEREER S T
JEfROH T ERICA B REMEARED bl BICIEABRREBEIRD bk o,
LIRT4E T T IR

250 mg/kg BEDMETATIR O R EEICH B R &EAZD b, iz, HETERER L UORRE
EROMRAERICAELEE, HTRBOHS B LUCHARERICAELSEIBO bz, &
B, HETIEHIRIF A BT BRMEMAERD b,

. REEEPHRE

A BRAHAR S HIPT R % Table 35 33 0 36, INDIVIDUAL DATA 14-1-1~14-4-2{Z/R"7,
[$% G- & T g ]

JIFREE - 250 mg/kg BEDME 6 1] (2]) THREEE 2/ NEEPLOMEIFHIIBE K23 38D H 7273, 60 mg/kg
LR O FEIXEREOELITRD e oo, s, EMOARECRE 2/ NNIEE, Mo
BRE TR 2/ N IERD AR E S 380 S8, Wb ARKTFEIIZRO Dm0,

ZOMOET - MK : 250 mg/kg FEOHEME L © 10, BEHIEL S L— FEIREED 5 WITE
TELR & LT D E(LIEFE O LI o 7z,

IR RERAGPT RO T Bl] - BB KERNED N RS H vl 60 mg/kg BEOKE 1 4
DE IR 72 KA NRHER O KEM TR D T3 [FERO ARRFT RAFED H TV 5 250 me/ke
DR 6 FUINTERF T RIIRD v o7, IREROIERNR S A7z 250 mg/kg BEOME 1 FlD
IRERICIT 2R R D 72 & IR E R F AR O B3 380 bz, REEOMD 5 #il/e 6
TN HE 6 BHZIZERE O BT D Lo T,

(=118 5 e T B

Al : 250 mg/kg BEDME 6 F] (2F]) & HITREH THRHIR® GV 7o /D EROMERT IR R
R SN2 oiz,

ZDMOZRE - Mk 250 mg/kg FEOHEME L &1, BEFIEL T L— FEXMEED 2V T E
TR AT A B RITER D G Ze o 7o, HE 3 B (No. 105, 107, 410) O EIZ DWW THL a5
7 a7 PRI X DA TV B RS 3R D bz,

,27,
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5

N

4=sec~T7 FIN-2, 6-U~tert-7 F N T = /—/ ; 4-sec-Butyl-2, 6-di—tert-butylphenol ® 0 Gk}

B, hrEma v, 15, 60 38X 250 mg/kg/day & 1 REMERER 6 PEoD Cr1:CD(SD) 7 » MZ
28 ARIEROBRE L CHEERAOFHB L UETOMBEL R Lz, 610, 0 BLW 250
mg/kg/day \Z-DVNT | BEMEMESR 6 DU RIHEEZ T, B GR TOE AN 14 A MBS 2 fkp L%
BT % oEE M Z R CRE L7z,

FRRAETIZ, 250 mg/kg BET, G PICEENHE 8 4] (526 B 2 4, &5 27 B 5 #,
Peh-28 A 3fl, HweB 6 613 L OME3 5l (Fe5-25 B 1], HIA 2 FDICERO B, BIE L B

IHHE3IFITHO bile, ZTORMIIRGHMETRIZCOLL Liv, #EHRET & & HICkE
Lizz &, 7, SIRFTRTEBDOKERNEY N 60 mg/kg BEORE | #1172 H NI 250 mg/kg BED
6 Bilds JOME 2 BIICTED BTN D Z &2 LB E R 51O BE L 72 L F I x T 288 L E
Z BT,

JRERA TIX, 250 mg/kg REDMETIR pH DAERIR TR D b, BIICEE T HBEER &
LTIk 250 mg/kg BEDMETRFZR(UN) ORER A, T LT F =2 (Crea) D E R EHED
BOLNTNDZ D, RYERSICEEL 2B ThH D rREIEAEZE LN, L, &
gk T B AR PO A I I X A e T D AR TR 2 b EERL LT
TR X T,

MEFARE T, 60 mg/kg LLEDOREDOHETT 1 b B BB (PT) . 60 mg/kg LA EDOEED
HEFS L OV 250 mg/kg BEOMETIEMEILERSY b2 R 7 T ZAF VR (APTT) OF B RIEENZED LR
oo TNOHOEGITERME THD 2,4~V -tert-7 F N7 = /) — L OFEHRBR YV ICB O THHRE
ENTVDZEnD, BBEMFIZOWTHIAL N TROWARRBICE W T H By E 5B
LEeZElbEEZ ORI,

15 mg/kg BA EOBEDMET U > 7Bk (Lymphocyte) 3 & OMFAEER L (Fosinophil) . 60 mg/kg LA
FoRoMETAMmERE WBC) O B2 ERE D S s, SREED 2 1TV L oSER-EBE L O'E
MEREICERT —H 2 EMT 2REPRDONTNDL I L ICHE LB EL I, BT
BRIV EEZ LN,

MEALSFAOREE T, 15 me/kg L EDOTEOMER L (V60 mg/kg L EOHEDOMETHR 2 LA T 01—
Jb (T-Cho) DF B 72BN FED DL, 250 mg/kg BETIHMEMIZHR E Y L E LV (T-Bil) OF B2 A H.,
HELZ AST, ALT, 7 H U AR T 7 Z—F (ALP) D & e iafii. M| 15 (Protein fraction)
Do =ra7 Y U REEORBEREBENRD DN, b OEEOE L ) BB ER 5 (2B
B L7 ATIEA~ DO TRR SN T, ATRTIE, #ET 156 mg/kg LA EDORECAAXIE RO B2 mE
PR H AL, 250 mg/kg BEIZIFAERT HEOA B2 EHER b IR EALRR o924 & L TIRE R

,28,
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NI IE R SRS BTz, R L A7 2 — /L O ESCHIRE &0k L OVEH LG
PEFFARREAE K 1L, DB E OTFMERER VIC b G Sh, AERHE L TG L FARIZ, BB
RFA~DFER L OEDNHBREOFEIERN LB B2 bNnis,

250 mg/kg HEDKETH Y 7 A K BLOEE Y > (IP) ORF EREMENRO bizn, Z o kit
— MR BB CHRAE, PRI T pH DK T, FIRFT R CEBIKBENEDPBLE I TN D Z L7 b,
—CREEIZ 3T DU B L 7 R 2 O OBERICERI T 5 b O L HEE T,

i, Z3TTEE T 250 mg/kg BEOWE RO EEICH B2 KM, THOMMERICHTRER
EEDTED LA WIS REMEE AL E RN & £ BIRIZ W TR EHE
BECEBRHEORBR R RBEFEELRDO LNV LD, BEFENARERIT 0 &
7z,

T oD IE, FIEHIRHE T EHNTIT 250 mg/kg REDME THFIBOFE X B E&ICA B @G
LD HDODOMITNT NGB LRI ENSEEMEEZ ST L0 LI,

Fofth, FEHREEEIEE . WIERE., RESLOEMAEIZ W TR E &G IO EE L 728
{BIZRRD b7z,

PlED X Hic, #RmER GICBE L 722k e LTUTAERO LT,

LB 288 E LT, —MIREET 250 mg/kg FEOHEMECREMN RO v, FIRFTRTEH
WDKK HS 60 mg/kg BEDHER & UNT 250 mg/kg BEDOHEMEIZZ3D L iz, F7-. 250 mg/kg
FEOHETHY 7 ABLOERD v ORFERIKENED b,

P~ DB L LT, 15mg/kg A LD TR L AT 01— LV OFEREHES L OHESERED

HemfE, 60 mg/kg LA LOBEOHEM TR L AT 2 — L OB ERMIE. 250 mg/kg BEDOREMET
REUALECOFRLEM, HETAST, ALT, TAAVERAT7 7 ¥ —CoaELEME, MTa -7
17U i b DA 7R B KON R A NE L O MR IR R SR H T,

BEE A ~DOFEL LC, 60 mg/kg A EDOHEDOHETT 1 h v € B, 60 mg/kg LA EDRED
HEFS KUY 250 mg/kg BEDOMETIEMALES Sy b v o RT T AF VIO B IRIER PR Hivle,

BIE~OREL LT, 250 mg/kg FEOMETIR pH ORERME T, MECTREEEOREREME, HE
T VT F = DR BEREERRD b,

INBDZ ENE, ARBREKMIETICBITD d-sec- T F -2, 6-F-tert-TF N T = ) — )L DI
#2788 (NOEL) |3 C 15 mg/keg/day. MET 15 mg/kg/day A& & 2 b7,

\\‘}H;

1) SCHENECTADY INTERNATIONAL INC. TECHNICAL DATA SHEET. ISONOX® 132. 2,6-DI-TERTIARY-

,29,
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BUTYL-4~SEC~BUTYLPHENOL.
FRALR LEGR SR -2, F T vrhsulBIUORGEET—4 32— K
FALAL TERREUR AL,

4-sec— T F -2, 6-V-tert-TF N T ST v MIEITH 14 BREIK
BRI 5B TR (SR08226P) MG H. MElatt (ke arEm7inT. (2010)
2,4~ V-tert-FFNT = /—N. ENEE, BERSBERBB LU 28 HRRERS S
R HETFLEHEBET — 4 N2 (ETERLK R EFER RETMmMES).



_‘[8_

500 +

400

300
&
=
.2h
o
B
z
=}
@ 200
---@-- 0 mg/kg
100 + —A— 15 mg/kg
—— 60 mg/kg
—8— 250 mg/kg
0 I I \‘ } I 1 \
1 4 7 14 21 28 7 14
Recovery period (day)

Administratio period (day)

Body weight of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol
(SR08226)

Figure 1
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Figure 2 Body weight of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-
butylphenol (SR08226)
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Food consumption (g/rat/day)

40
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[\
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T ---@--0mg/kg
—&— 15 mg/kg
—— 60 mg/kg
—&— 250 mg/kg
1 4 7 14 21 28 7 14
) Administratio period (day) o Recovery period (day) g

Figure 3  Food consumption of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-

butylphenol (SR08226)
* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
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Figure 4 Food consumption of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-
butylphenol (SR08226)
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Table I  General appearance of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Administration period (day) Autopsy Recovery period (day) Autopsy

Group Findings 1-20 21-25 26 27 28 day 1 2-14 day

0 mg/kg Number of animals examined 12 12 12 12 12 6 6 6 6
No abnormal findings 12 12 12 12 12 6 6 6 6

15 mg/kg Number of animals examined 6 6 6 6 6 6 - - -
No abnormal findings 6 6 6 6 6 6 - - -

60 mg/kg Number of animals examined 6 6 6 6 6 6 - - -
No abnormal findings 6 6 6 6 6 6 -

250 mg/kg  Number of animals examined 12 12 12 12 12 6 6 6 6
No abnormal findings 12 11 11 7 8 0 3 6 6
Exophthalmos 0 l 1 1 1 1 0 0 0
Soft feces 0 0 1 5 3 6 3 0 0

Values arc number of animals with findings.
- : Blank.
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Table 2 General appearance of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Administration period (day) Autopsy Recovery period (day) Autopsy

Group Findings 1-24 25 26-28 day 1-14 day
0 mg/kg Number of animals examined 12 12 12 6 6 6
No abnormal findings 12 12 12 6 6 6
15 mg/kg Number of animals examined 6 6 6 6 - -
No abnormal findings 6 6 6 6 - -
60 mg/kg Number of animals examined 6 6 6 6 - -
No abnormal findings 6 6 6 6 - -
250 mg/kg  Number of animals examined 12 12 12 6 6 6
No abnormal findings 12 11 12 4 6 6
Soft feces 0 1 0 2 0 0

Values arc number of animals with findings.
- : Blank.
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Table 3  Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repctitive Biting/
of Posture pattern Convulsion  Rolling circling Selfmutilation
Period Group animals Category 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
250 mgrkg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 21 0 mg/'kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6
250 mg/kg 6 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6
250 mg/kg 6 6 6 6
Values are expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day 14 of administration. Day 28 : Day 28 of administration. R-Day 14 : Day 14 of recovery.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration. R-Day 7 : Day 7 of recovery.
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Table 4  Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Ease of
Number Mucous Pupil Scerctions/
of Removal  Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals Category 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 mgrkg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/'kg 12 12 12 12 12 12 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6 6 6 6 6 6 6
250 mg/kg 6 6 6 6 6 6 6 6 6 6 6
Values are expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day 14 of administration. Day 28 : Day 28 of administration. R-Day 14 : Day 14 of recovery.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration. R-Day 7 : Day 7 of recovery.
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Table 5  Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Reactivity to

Stereotype

Bizarre behavior

Number Co-ordination environmental Excessive Unusual hcad Walking Vocaliza-
of Gait  of movement stimuli Searching Urination Defecation grooming  movement backward tion  Aggression

Period Group animals Category 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg 12 12 12 12 12 11 1 9 3 12 12 12 12 12

15 mg/ke 6 6 6 5001 4 2 6 6 6

60 mg/kg 6 6 6 4 2 5 1 6 6 6

250 mgrkg 12 12 12 12 12 10 2 11 1 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 11 1 11 1 12 12 12 12 12

15 mg/kg 6 6 6 2 0 6 6 6

60 mg/kg 6 6 6 6 0 1 6 6 6

250 mg/kg 12 12 12 12 12 11 1 11 1 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 11 1 10 2 12 12 12 12 12

15 mg/kg 6 6 6 0 6 0 6 6 6 6

60 mg/kg 6 6 6 0 0 6 6 6

250 mg/kg 12 12 12 12 12 12 0 11 1 12 12 12 12 12
Day 21 0 mg/'kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12

15 mg/kg 6 6 6 6 5 1 0 6 6 6 6 6

60 mg/kg 6 6 6 6 6 0 0 6 6 6 6 6

250 mg/kg 12 12 12 12 12 12 0 11 1 12 12 12 12 12
Day28  0mghkg 12 12 12 12 12 2 0 11 12 12 12 12 12

15 mg/kg 6 6 6 6 6 0 6 0 6 6 6 6 6

60 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6

250 mg/kg 12 12 12 12 12 12 0 11 1 12 12 12 12 12
RDay7  0mgke 6 6 6 6 6 0 5001 6 6 6 6 6

250 mg/kg 6 6 6 6 0 6 2 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 5 1 0 6 6 6 6

250 mg/kg 6 6 6 6 0 1 6 6 6 6

Values are expressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration.
Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.

Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.
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Table 6  Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Stereotype Bizarre behavior
Number Body position/  Respiratory Tremot/ Repetitive Biting/
of Posture pattern Convulsion  Rolling circling Selfmutilation
Period Group animals Category 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
250 mgrkg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 21 0 mg/'kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6
250 mg/kg 6 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6
250 mg/kg 6 6 6 6
Values are expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day 14 of administration. Day 28 : Day 28 of administration. R-Day 14 : Day 14 of recovery.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration. R-Day 7 : Day 7 of recovery.
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Table 7 Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Ease of
Number Mucous Pupil Sccretions/
of Removal  Handling  Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions

Period Group animals Category 1 1 2 1 1 1 0 1 1 1 1 \]
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

15 mg/kg 6 6 6 6 6 6 6 [ 6 6 6

60 mg/kg 6 6 6 6 6 6 6 6 6 6 6

250 mgrkg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

15 mg/kg 6 6 6 6 6 6 6 6 6 6 6

60 mg/kg 6 6 6 6 6 6 6 6 6 6 6

250 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

15 mg/kg 6 6 6 6 6 6 6 6

60 mg/kg 6 6 6 6 6 6 6 6 6 6 6

250 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

15 mg/kg 6 6 6 6 6 6 6 6 6 6 6

60 mg/kg 6 6 6 6 6 6 6 6 6 6 6

250 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6

60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6

250 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6

250 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6 6 6

250 mg/kg 6 6 6 6 6 6 6
Values are expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day 14 of administration. Day 28 : Day 28 of administration. R-Day 14 : Day 14 of recovery.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration. R-Day 7 : Day 7 of recovery.
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Table 8  Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive  Unusual hcad Walking Vocaliza-
of Gait  of movement stimuli Searching  Urination Defecation grooming movement  backward tion  Aggression

Period Group animals Category 1 1 1 1 0 1 0 1 0 1 0 1 1 1
Pre 0 mg/kg 12 12 12 12 12 9 3 12 0 12 0 12 12 12 12

15 mg/kg 6 6 6 6 6 0 6 0 6 0 6 6

60 mg/kg 6 6 6 6 3 3 6 0 6 0 6 6

250 mgrkg 12 12 12 12 12 9 3 12 0 12 0 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 11 1 12 0 12 0 12 12 12 12

15 mg/kg 6 6 6 6 6 0 6 0 6 0 6 6

60 mg/kg 6 6 6 6 6 0 6 0 6 1} 6 6

250 mg/kg 12 12 12 12 12 11 1 12 0 12 0 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 0 12 0 12 0 12 12 12 12

15 mg/kg 6 6 6 0 6 0 6 0 6 6 6 6

60 mg/kg 6 6 6 6 6 0 6 0 6 0 6 6

250 mg/kg 12 12 12 12 12 12 0 12 0 12 0 12 12 12 12
Day 21 0 mg/'kg 12 12 12 12 12 12 0 12 0 12 0 12 12 12 12

15 mg/kg 6 6 6 6 6 0 6 0 6 0 6 6

60 mg/kg 6 6 6 6 6 0 6 0 6 0 6 6

250 mg/kg 12 12 12 12 12 12 0 12 0 12 (] 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 11 1 12 0 12 0 12 12 12 12

15 mg/kg 6 6 6 6 6 6 0 6 0 6 0 6 6 6 6

60 mg/kg 6 6 6 6 6 6 0 6 0 6 0 6 6 6 6

250 mg/kg 12 12 12 12 12 12 0 12 0 12 0 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 5 1 6 0 5 1 6 6 6 6

250 mg/kg 6 6 6 6 6 4 2 6 0 6 0 6 6 6 6
R-Day 14 0 mg/ke 6 6 6 6 6 0 6 0 6 0 6 6

250 mg/kg 6 6 6 6 5 1 6 0 6 0 6 6

Values are expressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration.
Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.

Day 28 : Day 28 of administration.
R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.



Table 9  Functional observation of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Reactivity Righting
of Visual Touch Auditory Pain  Proprioceptive  reflex

Period Group animals Category 4 2 1 2 1 1
Week4 0 mg/kg 12 12 12 12 12 12 12

15 mg/kg 6 6 6 6 6 6 6

60 mg/kg 6 6 6 6 6 6 6

250 mg/kg 12 12 12 12 12 12 12
R-Week 2 0 mg/kg 6 6 6 6 6 6 6

250 mg/kg 6 6 6 6 6 6 6
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Values are expressed as the number of animals.
Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response. Pain reactivity: tail pinch response.
Touch reactivity: touch response. Proprioceptive reactivity: returning from enforced posture.
Auditory reactivity: response to Galton's whistle. Righting reflex: landing performance from 30 cm above.
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Table 10  Functional observation of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Reactivity Righting

of Visual Touch Auditory Pain  Proprioceptive  reflex

Period Group animals Category 4 2 1 2 1 1 2
Week4 0 mg/kg 12 12 12 12 12 12 12 0
15 mg/kg 6 6 6 6 6 6 6 0

60 mg/kg 6 6 6 6 6 6 6 0

250 mg/kg 12 12 12 12 12 12 11 1

R-Week 2 0 mg/kg 6 6 6 6 6 6 6 0
250 mg/ke 6 6 6 6 6 6 6 0

Values are expressed as the number of animals.
Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response.
Touch reactivity: touch response.
Auditory reactivity: response to Galton's whistle.

Pain reactivity: tail pinch response.
Proprioceptive reactivity: returning from enforced posture.
Righting reflex: landing performance from 30 cm above.



Table 11 Grip strength and motor activity measurements of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)
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Number Grip strength
of Forelimb Hindlimb Motor activity measurements (count)

Period Group animals (g) (g) 0-10' 10'-20' 20'-30" 3040 40'-50' 50'-60' Total
Week 4 0 mg/kg 12 Mean 1023.58 307.83 435.1 324.7 247.3 156.0 149.0 119.3 1431.4
S.D. 156.88 54.62 228.8 195.5 165.5 131.4 102.7 158.9 888.2

15 mg/kg 6 Mean  1080.50 342.05 286.0 2123 96.8 91.2 121.3 53.0 860.7

S.D. 164.71 39.86 108.6 94.7 71.2 97.4 74.2 51.6 296.5

60 mg/kg 6 Mean 1064.70 307.65 456.5 327.7 194.3 194.0 143.2 83.8 1399.5

S.D. 162.00 59.21 260.8 130.0 101.8 103.1 95.3 81.0 398.6

250 mg/kg 12 Mean 1001.13 290.48 382.7 295.7 182.4 154.5 139.4 68.5 1223.2

S.D. 102.88 43.17 151.0 113.9 112.7 105.9 102.8 62.5 518.7

R-week 2 0 mg/kg 6 Mean 1450.95 360.35 578.2 378.8 257.2 146.8 101.8 122.3 1585.2
SD. 26599 54.56 277.5 218.4 165.9 129.8 107.4 213.1 1049.8

250 mg/kg 6 Mean 1343.67 413.40 466.0 297.2 226.2 97.0 100.0 78.5 1264.8

S.D. 114.78 74.03 242.6 177.1 176.4 115.2 86.4 67.2 791.3

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.



Table 12 Grip strength and motor activity measurements of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)
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Number Grip strength
of Forelimb Hindlimb Motor activity measurements (count)
Period Group animals (g) (g) 0-10' 10'-20' 20'-30" 3040 40'-50' 50'-60' Total
Week 4 0 mg/kg 12 Mean  796.63 298.43 726.3 581.8 472.4 387.7 345.8 221.4 27353
S.D. 85.37 40.75 259.0 199.1 2393 254.0 202.1 128.7 1170.0
15 mg/kg 6 Mean  968.23**  300.07 514.3 468.2 267.5 275.0 216.7 141.8 1883.5
S.D. 141.40 30.29 193.4 194.1 175.7 287.4 241.9 145.4 1163.1
60 mg/kg 6 Mean  780.72 310.57 709.5 566.5 429.5 378.2 295.2 205.3 2584.2
S.D. 83.21 100.18 274.8 180.2 217.2 218.9 199.3 194.5 1126.7
250 mg/kg 12 Mean  835.04 307.52 518.8 457.8 416.0 273.9 270.8 204.0 2141.2
S.D. 73.28 65.11 198.3 218.2 228.5 168.0 114.8 128.4 926.2
R-week 2 0 mg/kg 6 Mean 1056.82 339.07 940.2 713.3 502.0 338.5 288.8 234.5 3017.3
S.D. 187.34 32.70 317.7 236.7 157.1 207.7 123.6 145.0 816.8
250 mg/kg 6 Mean 1146.12 416.60%* 763.2 533.2 367.3 127.0* 172.5 168.0 2131.2*
S.D. 106.17 44.94 130.5 188.0 184.5 99.0 97.8 81.2 525.5

Week 4 : Week 4 of administration.

R-week 2 : Week 2 of recovery.

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 13 Body weight of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 4 7 14 21 28 g % 7 14 g %
(6) (6) (6) (6)
0 mg/kg 12 Mean 175.1 201.8 229.9 295.2 357.3 403.8 2287  130.517 433.7 460.3 63.5 16.063
S.D. 5.5 6.3 8.5 12.8 20.2 26.6 232 11.313 13.5 12.6 7.3 2.373
15 mg/kg 6 Mean 177.2 205.7 234.5 300.0 361.2 411.2 234.0 131.808 - - - -
S.D. 7.7 11.2 13.9 24.7 32.1 38.8 32.9 14.834 - - - -
60 mg/kg 6 Mean 1747 204.0 236.0 303.8 365.5 411.8 2372 135983 - - - -
S.D. 6.5 8.3 10.8 13.9 20.3 24.6 244 15.683 - - - -
() () () Q)
250 mg/kg 12 Mean 1739 203.9 232.8 2963 350.9 387.8 2139 122926 401.7**  440.7* 78.0%  21.538%*
S.D. 44 6.8 10.1 15.1 244 322 30.2 16.381 15.5 17.2 10.4 3.016

Values in parentheses are number of animals.
* ¢ Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).

- : Blank.
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Table 14 Body weight of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 4 7 14 21 28 g % 7 14 g %
(6) (6) (6) (6
0 mg/kg 12 Mean 1489 164.1 176.8 200.6 22272 239.8 90.9 61.015 254.8 264.3 28.7 11.918
S.D. 9.1 11.5 12.7 14.4 18.7 21.8 16.6 10.485 34.0 40.2 14.3 4.761
15 mg/kg 6 Mean 146.0 164.8 1753 198.3 2193 241.8 95.8 65.808 - - - -
S.D. 5.5 4.4 6.3 13.1 18.6 19.5 20.0 14.479 - - - -
60 mg/kg 6 Mean 1478 163.0 172.8 194.0 214.5 236.8 89.0 60.162 - - - -
S.D. 5.7 9.8 11.1 7.8 10.7 17.6 14.6 9.152 - - - -
(6) (6) (6) (6)
250 mg/kg 12 Mean 1472 164.4 176.7 195.2 214.4 2353 88.1 59.684 255.8 263.3 16.3 6.618
S.D. 6.9 8.4 10.2 15.9 214 244 204 12.978 16.9 16.8 12.9 5.213

Values in parentheses are number of animals.
- : Blank.
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Table 15 Food consumption of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 0-1 1-4 4-7 7-14 14-21 21-28 0-7 7-14
6) (6)
0 mg/kg 12 Mean 21.75 20.80 21.81 22.09 22.40 22.20 25.05 27.15
S.D. 1.22 1.06 1.25 1.19 1.77 1.88 1.28 0.76
15 mg/kg 6 Mean  22.00 21.33 22.65 21.93 21.98 22.65 - -
S.D. 1.10 1.38 1.88 2.39 2.82 3.03 - -
60 mg/kg 6 Mean  21.33 21.62 23.23 23.15 23.23 22.73 - -
S.D. 1.21 1.33 1.63 1.63 1.62 1.86 - -
(6 0
250 mg/kg 12 Mean  20.92 21.75 22.98 2291 23.02 22.74 26.38 28.73%*
S.D. 0.90 1.31 1.57 1.70 2.02 2.57 1.07 1.20

Values in parentheses are number of animals.
* ¢ Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
- : Blank.
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Table 16  Food consumption of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 0-1 1-4 4-7 7-14 14-21 21-28 0-7 7-14
6 (6)
0 mg/kg 12 Mean 17.83 16.15 15.88 14.19 13.98 14.23 17.80 18.63
S.D. 2.04 1.50 1.65 1.11 1.26 1.43 1.46 2.39
15 mg/kg 6 Mean 16.00 15.77 15.22 14.13 14.67 14.03 - -
S.D. 1.26 0.98 1.70 2.04 2.07 1.16 - -
60 mg/kg 6 Mean 17.67 16.32 14.93 13.68 12.90 13.83 - -
S.D. 0.52 1.83 1.13 0.80 1.31 1.83 - -
(6) ©)
250 mg/kg 12 Mean 17.25 16.66 16.05 14.08 14.04 14.52 18.90 19.60
S.D. 1.66 1.55 2.07 2.37 2.82 245 2.98 251

Values in parentheses are number of animals.
- : Blank.
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Table 17  Urinary findings of male rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Ketone Urobili- Bili- Occul

of pH Protein Glucose body nogen rubin Color
Group animals 6.0 65 70 75 80 85 - + 1+ 2+ - - 0.1 EU/dL - - A
0 mg/kg 12 0 0 1 0 2 9 0 0 5 7 12 12 12 12 12 12
15 mg/kg 6 0 0 0 0 2 4 0 0 4 2 6 6 6 6 6 6
60 mg/kg 6 0 0 0 0 2 4 [0 2 4 01+ 6 6 6 6 6 6
250 mg/kg 12 1 1 0 1 5 4 0 1 5 6 12 12 12 12 12 12

Urine

Number Specific gravity volume

of 1.011- 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals 1.020 1.030 1.040 1.050 mean+S.D.)
0 mg/kg 12 0 2 1 4 5 883+ 3.79
15 mg/kg 6 0 1 1 3 1 842+ 1.46
60 mg/kg 6 0 0 3 2 1 11,17+ 3.39
250 mg/kg 12 2 0 0 3 7 13.38 + 13.30

Values are number of animals with findings.

- ; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe.

Color : A; Pale yellow or yellow.

[ J+: Significantly different from the 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).
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Table 18

Urinary findings of female rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood Color
Group animals 6.5 7.0 75 8.0 85 - 1+ - - 0.1 EU/dL - - A
0 mg/kg 11 1 0 0 4 6 4 6 11 11 11 11 11 11
15 mg/kg 6 1 0 2 1 2 0 5 6 6 6 6 6 6
60 mg/kg 6 1 1 1 2 1 1 5 6 6 6 6 6 6
250 mg/kg 12 [4 2 2 4 0]++ 1 5 12 12 12 12 12 12

Urine

Number Specific gravity volume

of 1.000- 1.011- 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals 1.010 1.020 1.030 1.040 1.050 mean=S.D.)
0 mg/kg 12 0 1 2 1 2 6 7.58+ 8.20
15 mg/kg 6 0 1 0 1 2 2 950+ 6.87
60 mg/kg 6 0 0 0 2 1 3 450+ 141
250 mg/kg 12 1 1 0 2 5 3 10.58 £ 10.86

Values are number of animals with findings.

- ; Normal, = ; Slight, 1+ ; Moderate, 2+ ; Severe.
Color : A; Pale yellow or yellow.

[ J++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 19  Urinary findings of male rats in 14-day recovery study following 28-day repeated oral dose of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood Color
Group animals 8.0 &5 - + I+ 2+ - - 0.1 EU/dL - - A
0 mg/kg 6 2 4 0 0 4 2 6 6 6 6 6 6
250 mg/kg 6 2 4 0 0 5 1 6 6 6 6 6 6

Urine

Number Specific gravity volume

of 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals 1.030 1.040 1.050 mean£S.D.)
0 mg/kg 6 0 1 4 1 13.08 £3.11
250 mg/kg 6 1 0 0 5 14.17£9.74

Values are number of animals with findings.
- ; Normal, £ ; Slight, 1+ ; Modcratc, 2+ ; Scvere.
Color : A; Pale yellow or yellow.
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Table 20  Urinary findings of female rats in 14-day recovery study following 28-day repeated oral dose of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Ketone Urobili- Occult

of pH Protein body nogen blood Color
Group animals 65 7.0 7.5 80 85 - + 1+ - 0.1 EU/dL - A
0 mg/kg 6 1 0 1 1 3 2 1 3 6 6 6 6
250 mg/kg 6 1 0 0 2 3 0 3 3 6 6 6 6

Urine

Number Specific gravity volume

of 1.021- 1.031- 1.041-1.050< (mL/21hr,
Group animals 1.030 1.040 1.050 mean£S.D.)
0 mg/kg 6 2 0 3 1 13.00 = 7.84
250 mg/kg 6 0 2 1 3 9.92 +4.85

Values are number of animals with findings.
- ; Normal, = ; Slight, 1+ ; Modcratc.
Color : A; Pale yellow or yellow.
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_99_

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
0 mg/ke 6 Mean 115.60 790.0 15.22 44.60 56.50 19.28 3412 130.77
S.D. 14.68 34.5 0.66 1.53 1.46 0.56 0.38 12.15
15 mg/kg 6 Mean  129.82 810.2 15.55 45.72 56.48 19.22 3400  116.05
SD. 25.51 36.1 0.52 0.95 1.76 0.48 0.59 21.68
60 mg/kg 6 Mean 121.43 790.7 1543 45.33 57.37 19.53 34.03 126.10
S.D. 21.88 32.1 0.54 2.08 2.75 0.90 0.52 17.11
250 mg/kg 6 Mean 136.07 811.2 15.60 46.53 57.40 19.25 33.53 130.67
S.D. 24.81 33.2 0.41 1.38 1.48 0.36 0.48 16.40

(to be continued)



Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226) (continued)
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Number Reticulo- Differential count of WBC (102/ pL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil cyte Monocyte Eosinophil Basophil
0 mg/kg 6 Mean 4.182 18.48 27.38 19.38 91.98 3.47 0.77 0.00
S.D. 0.511 2.29 3.30 12.34 11.16 1.05 0.44 0.00
15 mg/kg 6 Mean 4.555 22.58 32.37 17.53 108.78 2.65 0.82 0.03
S.D. 0.857 7.06 5.45 6.23 21.84 0.95 0.46 0.05
60 mg/kg 6 Mean 4.037 27.17++  43.62++  15.70 101.50 3.35 0.83 0.05
S.D. 0.638 2.52 321 3.74 2192 1.42 0.41 0.05
250 mg/kg 6 Mean 4.633 39.95++ 6855+  17.70 114.13 3.20 1.03 0.00
S.D. 0.589 8.74 12.18 4.84 21.57 0.79 0.12 0.00

++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
0 mg/kg 6 Mean 112.95 794.7 15.10 43.28 54.55 19.03 34.90 127.18
S.D. 31.44 45.9 0.76 2.38 2.55 0.63 0.67 13.95
15 mg/kg 6 Mean 78.32 817.7 15.47 43.98 53.78 18.92 35.17 136.88
S.D. 26.31 22.8 0.58 1.77 1.77 0.59 0.34 23.03
60 mg/kg 6 Mean 69.17* 815.2 15.38 44.13 54.22 18.88 34.85 126.33
S.D. 18.09 50.3 0.64 1.71 2.45 0.66 0.54 10.50
250 mg/kg 6 Mean 68.07* 780.3 14.48 42.12 54.03 18.58 34.40 144.92
S.D. 18.37 33.8 0.29 1.15 1.68 0.51 0.54 26.12

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)
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Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226) (continued)

Number Reticulo- Differential count of WBC (102/ pL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil cyte Monocyte Eosinophil Basophil
0 mg/kg 6 Mean 3.215 16.68 21.82 15.45 94.47 1.85 1.17 0.02
S.D. 0.874 0.92 1.32 9.01 24.43 0.61 0.36 0.04
15 mg/kg 6 Mean 3.253 15.78 21.18 11.27 64.98* 1.43 0.63* 0.00
S.D. 0.616 0.81 1.12 6.07 20.37 0.87 0.16 0.00
60 mg/kg 6 Mean 2.975 15.30 23.00 9.82 57.50* 1.12 0.73* 0.00
S.D. 0.810 0.78 1.07 27 16.83 0.29 0.29 0.00
250 mg/kg 6 Mean 3.402 17.47 33.48++ 9.10 57.25% 1.08 0.62%%* 0.02
S.D. 0.940 2.09 6.18 3.80 17.61 0.58 0.30 0.04

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 23  Hematological findings of male rats in 14-day recovery study following 28-day repeated oral dose of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
0 mg/kg 6 Mean  133.58 849.0 15.80 45.28 53.42 18.63 34.88 129.15
S.D. 21.68 34.2 0.36 0.94 243 0.82 0.53 26.51
250 mg/kg 6 Mean 125.18 888.7 15.87 45.42 51.13 17.87 34.93 134.42
S.D. 26.18 28.2 0.67 1.58 1.14 0.31 0.50 9.47
Number Reticulo- Differential count of WBC ( 10%/ pL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil  cyte Monocyte Eosinophil Basophil
0 mg/kg 6 Mean 3.715 22.03 28.17 16.70 111.77 3.75 1.35 0.02
S.D. 0.565 2.19 1.48 5.15 21.04 0.81 0.48 0.04
250 mg/kg 6 Mean 4.173 24.77 27.28 16.30 104.05 3.67 1.12 0.05
S.D. 0.602 6.14 3.39 3.25 25.77 0.53 0.21 0.05
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Table 24  Hematological findings of female rats in 14-day recovery study following 28-day repeated oral dose of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL
0 mg/kg 6 Mean 80.40 861.3 16.03 45.32 52.70 18.65 35.37 113.95
S.D. 27.02 41.5 0.45 1.33 2.74 0.79 0.60 10.30
250 mg/kg 6 Mean 75.63 833.2 15.13* 42.55% 51.08 18.17 35.58 129.32%
S.D. 18.62 249 0.54 1.77 1.91 0.55 0.75 9.26
Number Reticulo- Differential count of WBC (102/ pL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil  cyte Monocyte Eosinophil Basophil
0 mg/kg 6 Mean 3.230 17.92 18.83 7.75 70.00 1.62 1.03 0.00
S.D. 0.892 1.18 0.93 2.25 24.94 0.28 0.63 0.00
250 mg/kg 6 Mean 3.233 17.97 19.17 8.92 63.53 2.15 1.03 0.00
S.D. 0.997 0.60 1.09 4.09 14.64 0.77 0.56 0.00

* : Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
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Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o o B Y 1IU/L 1U/L 1U/L 1IU/L mg/dL
0 mg/kg 6 Mean 5.50 2.955 1.165 53.75 19.97 7.03 15.90 335 58.8 257 625.2 0.43 0.045
S.D. 0.19 0.171 0.079 1.68 222 0.37 0.73 0.68 8.4 27 169.5 0.15 0.008
15 mg/kg 6 Mean 5.55 3.033 1.208 54.67 19.13 7.25 15.77 3.18 64.8 30.7 710.5 0.48 0.045
S.D. 0.10 0.118 0.096 1.97 2.39 0.76 0.53 0.24 5.0 5.9 136.4 0.12 0.008
60 mg/kg 6 Mean 5.52 2.930 1.138 53.17 21.13 7.10 15.48 3.12 61.3 303 668.7 0.38 0.053
S.D. 0.19 0.158 0.061 1.36 1.26 0.51 1.25 0.44 4.4 3.5 194.3 0.12 0.015
250 mg/kg 6 Mean 5.43 2.883 1.133 53.12 19.78 7.25 16.63 322 70.2* 31.7* 916.7* 0.52 0.088%*
S.D. 0.28 0.166 0.063 1.38 3.38 0.69 1.41 0.64 10.9 22 2447 0.16 0.012
* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)

** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226) (continued)
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Number
of Glucose ~ T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEqg/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 174.0 57.0 68.5 9.42 0.502 143.2 4.947 104.5 10.03 8.63
S.D. 16.5 4.5 34.9 1.42 0.026 0.8 0.222 1.5 0.34 0.49
15 mg/kg 6 Mean 166.7 525 62.5 9.57 0.503 144.5% 4.788 105.8 10.00 8.48
S.D. 114 10.7 223 1.74 0.034 0.5 0.363 1.2 0.24 0.15
60 mg/kg 6 Mean 173.3 73.7++ 78.0 9.22 0.522 1442 4.720 104.5 10.00 8.42
S.D. 26.3 4.1 17.9 1.06 0.048 1.0 0.168 1.9 0.13 0.45
250 mg/kg 6 Mean 169.0 75.8++ 61.8 12.42%*  0.527 144.0 4.352%% 1053 10.07 7.70%*
S.D. 19.9 19.6 15.2 1.86 0.033 0.9 0.248 0.8 0.27 0.45

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** 1 Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o o B Y 1IU/L 1U/L 1U/L 1IU/L mg/dL
0 mg/kg 6 Mean 5.62 3.252 1.375 57.95 16.08 7.23 14.98 3.75 69.3 26.7 536.2 0.73 0.045
S.D. 0.29 0.188 0.057 0.99 091 0.58 0.43 0.38 5.6 5.9 125.1 0.38 0.008
15 mg/kg 6 Mean 5.77 3.268 1.312 56.58 17.72 7.07 14.82 3.82 63.7 24.5 458.8 0.60 0.052
S.D. 0.36 0.234 0.127 2.29 1.74 0.83 0.70 0.54 5.2 5.2 96.0 0.35 0.008
60 mg/kg 6 Mean 5.93 3.328 1.277 56.05 17.33 7.22 15.32 4.08 62.8 223 567.8 0.78 0.053
S.D. 0.23 0.112 0.042 0.76 1.38 0.47 0.86 0.76 5.2 4.1 154.3 0.25 0.008
250 mg/kg 6 Mean 6.02 3.363 1.268 55.87 18.55% 7.57 14.52 3.50 62.2 29.3 539.0 1.17 0.118++
S.D. 0.19 0.137 0.068 1.31 1.12 0.66 0.69 0.87 7.8 5.1 165.3 0.38 0.072
* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)

++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).



Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226) (continued)
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Number
of Glucose ~ T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEqg/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 141.0 48.3 10.3 11.83 0.562 144.0 4.590 106.8 9.58 7.18
S.D. 13.7 5.5 3.2 1.91 0.044 1.4 0.261 1.6 0.29 0.48
15 mg/kg 6 Mean 142.7 66.5* 11.7 12.37 0.548 144.0 4.482 105.5 9.78 7.15
S.D. 17.5 9.9 6.6 0.83 0.038 1.1 0.298 1.2 0.31 0.46
60 mg/kg 6 Mean 149.2 67.8*% 14.8 11.50 0.575 143.7 4.550 106.0 9.87 727
S.D. 13.8 9.2 4.1 1.42 0.016 1.0 0.429 0.6 0.16 0.67
250 mg/kg 6 Mean 153.5 82.0%* 15.0 13.70 0.633* 142.8 4.598 105.8 9.77 6.88
S.D. 15.8 17.4 7.3 4.83 0.061 0.8 0.174 0.8 0.16 0.40

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 27 Biochemical findings of male rats in 14-day recovery study following 28-day repeated oral dose of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o o B Y 1IU/L 1U/L 1U/L 1IU/L mg/dL
0 mg/kg 6 Mean 5.43 2.767 1.038 50.88 21.17 7.88 15.87 4.20 67.5 27.8 586.0 0.65 0.055
S.D. 0.23 0.191 0.102 2.44 3.18 0.69 0.66 1.12 5.8 43 132.1 0.10 0.010
250 mg/kg 6 Mean 5.52 2.923 1.132 53.00 20.05 7.75 15.02 4.18 70.3 30.5 594.3 0.65 0.060
S.D. 0.13 0.092 0.123 2.50 3.15 0.53 1.00 0.69 8.0 4.0 99.1 0.15 0.013
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 164.3 58.5 50.0 12.98 0.508 143.7 4.770 105.5 9.47 7.35
S.D. 8.9 9.6 18.6 1.59 0.016 1.5 0.282 0.5 0.23 0.65
250 mg/kg 6 Mean 158.3 62.8 49.3 12.83 0.520 144.2 4.890 105.5 9.65 7.55

S.D. 223 10.5 18.2 1.56 0.019 0.4 0.448 1.6 0.18 0.34
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Table 28  Biochemical findings of female rats in 14-day recovery study following 28-day repeated oral dose of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o o B Y 1IU/L 1U/L 1U/L 1IU/L mg/dL
0 mg/kg 6 Mean 5.87 3.325 1.322 56.68 16.30 7.00 14.40 5.62 58.5 222 3522 0.92 0.082
S.D. 0.16 0.227 0.168 3.13 2.10 0.55 1.07 1.78 9.3 5.1 73.1 0.08 0.022
250 mg/kg 6 Mean 6.12 3.322 1.188 54.27 18.32 6.58 15.52 5.32 65.3 232 288.0 0.93 0.082
S.D. 0.39 0.269 0.077 1.59 1.73 0.83 1.24 0.53 11.2 2.5 83.0 0.24 0.021
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 146.2 62.2 9.3 15.72 0.585 144.8 4.460 106.8 9.48 5.70
S.D. 13.4 10.0 42 1.47 0.040 1.2 0.121 1.5 0.23 0.69
250 mg/kg 6 Mean 138.5 78.8 11.8 1577 0.610 143.7 4.663 106.2 9.63 5.73
S.D. 11.2 19.7 8.7 227 0.055 1.9 0.352 1.7 0.27 0.48
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Table 29  Gross findings of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Period End of administration End of recovery
Group Control 4-sec-Butyl-2,6-di-tert-butylphenol Control  4-sec-Butyl-2,6-di-tert-butylphenol
Dose (mg/kg) 0 15 60 250 0 250
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 5 0 6 6
Organ : Findings
Cecum : Watery contents 0 0 1 6 0 0
Eyeball : Swelling 0 0 0 1 0 0

Values are expressed as the number of animals.
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Table 30 Gross findings of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Period End of administration End of recovery
Group Control 4-sec-Butyl-2,6-di-tert-butylphenol Control  4-sec-Butyl-2,6-di-tert-butylphenol
Dose (mg/kg) 0 15 60 250 0 250
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 4 6 6
Organ : Findings
Cecum : Watery contents 0 0 0 2 0 0

Values are expressed as the number of animals.
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Table 31  Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 6 Mean 386.0 12.942 3.352 2.748 0.715 0.647 0.165 1.330 0.345 2.077 0.542 11.22 2.907
S.D. 33.1 1.605 0.214 0.206 0.070 0.120 0.022 0.124 0.037 0.048 0.044 1.71 0.370
15 mg/kg 6 Mean  381.7 13.093 3432 2.673 0.702 0.710 0.185 1.222 0.318 2.098 0.555 10.18 2.652
S.D. 36.9 1.256 0.132 0.285 0.058 0.152 0.028 0.185 0.038 0.079 0.068 2.19 0.423
60 mg/kg 6 Mean  385.3 14.168 3.663 2.730 0.710 0.652 0.170 1.338 0.347 2.083 0.542 10.80 2.815
S.D. 23.8 2.112 0.359 0.198 0.039 0.101 0.028 0.120 0.024 0.084 0.035 1.21 0.396
250 mg/kg 6 Mean  382.7 13.657 3.573 2.737 0.715 0.673 0.175 1.257 0.327 2.103 0.550 12.40 3.243
S.D. 23.1 0.955 0.230 0.143 0.027 0.100 0.023 0.128 0.034 0.091 0.036 1.89 0.470
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 107% mg 107% g % g % mg 107% g %
0 mg/kg 6 Mean 5143  132.588 17.27 4.483 58.7 15.303 3.118 0.813 0.785 0.203 402.8 105.718 1.288 0.338
S.D. 91.5 15.097 1.46 0.312 6.6 2.255 0.185 0.076 0.081 0.021 117.8 35.441 0.233 0.087
15 mg/kg 6 Mean 591.7 154.508 18.70 4.860 57.0 14.978 3.195 0.843 0.762 0.200 431.5 115.163 1.392 0.370
S.D. 124.2 27.596 4.19 0.758 7.3 1.810 0.129 0.069 0.077 0.028 90.0 33.191 0.231 0.081
60 mg/kg 6 Mean 6150 159.663 19.32 5.008 56.2 14.478 3.205 0.832 0.773 0.200 528.0 136.692 1.300 0.335
S.D. 85.0 20.007 2.76 0.573 14.2 2.967 0.229 0.039 0.073 0.014 163.0 40.267 0.279 0.069
250 mg/kg 6 Mean 626.0 162.700 18.20 4.767 54.3 14.235 3.323 0.870 0.763 0.200 394.7 103.407 1.272 0.332
S.D. 157.7 33.688 241 0.647 6.0 1.720 0.223 0.071 0.043 0.014 52.3 14.074 0.138 0.023
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Table 32 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity study of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 6  Mean 2325 6.943 2.982 1.740 0.750 0.518 0.222 0.872 0.377 1.868 0.805 12.50 5.363
S.D. 12.1 0.760 0.199 0.110 0.027 0.049 0.017 0.040 0.005 0.100 0.054 1.69 0.500
15 mg/kg 6  Mean 2273 7.523 3.315% 1.692 0.743 0.483 0.215 0.782 0.342 1.933 0.857 12.72 5.633
S.D. 18.1 0.490 0.145 0.184 0.059 0.071 0.029 0.131 0.040 0.047 0.081 1.33 0.883
60 mg/kg 6  Mean 2247 8.123 3.607%*  1.672 0.745 0.442 0.198 0.812 0.363 1.937 0.863 12.83 5.698
S.D. 16.6 0.976 0.185 0.118 0.031 0.032 0.015 0.051 0.027 0.116 0.067 2.09 0.693
250 mg/kg 6  Mean 207.7 9.238**  4.448*%*  1.570 0.760 0.395**  0.192 0.738 0.360 1.908 0.932 11.35 5.508
S.D. 29.2 1.541 0.333 0.178 0.066 0.065 0.026 0.106 0.054 0.073 0.135 1.49 0.674
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107% mg 10°% mg 10°% mg 10°% g %
0 mg/kg 6  Mean 5012 215.588 13.77 5.952 66.8 28.713 93.3 40.198 0.470 0.202
S.D. 95.7 39.056 2.07 1.046 9.7 3.727 9.3 4.104 0.140 0.050
15 mg/kg 6  Mean 5250 228.135 14.57 6.363 72.2 31.742 103.8 45.793 0.598 0.263
S.D. 161.6 54.501 2.64 0.680 72 1.700 13.8 5.925 0.129 0.056
60 mg/kg 6 Mean 4502 199.642 15.13 6.753 70.5 31.293 104.3 46.688 0.437 0.193
S.D. 70.5 21.516 1.17 0.547 10.1 2.747 15.1 7.773 0.111 0.040
250 mg/kg 6 Mean 3813 178.563 14.07 6.910 70.0 34.193 96.7 47313 0.583 0.277*
S.D. 170.6 60.837 2.61 1.662 9.0 5.816 17.5 10.282 0.172 0.047

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 33  Absolute and relative organ weights of male rats in 14-day recovery study following 28-day repeated oral dose of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 6  Mean 431.0 11.968 2.778 2.948 0.683 0.675 0.157 1.440 0.335 2.148 0.498 11.22 2.602
S.D. 10.2 0.825 0.185 0.172 0.031 0.077 0.019 0.129 0.029 0.077 0.015 1.45 0.309
250 mg/kg 6  Mean 407.7% 11.772 2.893 2.998 0.737* 0.680 0.168 1.440 0.355 2.140 0.527 11.23 2.753
S.D. 18.6 0.537 0.149 0.211 0.045 0.090 0.017 0.109 0.031 0.099 0.029 1.66 0.382
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 10% mg 107% g % g % mg 107% g %
0 mg/kg 6  Mean 575.0 133.423 23.02 5.347 61.7 14312 3.287 0.762 1.032 0.238 486.2 112.538 1.527 0.355
S.D. 79.4 18.294 3.85 0.936 12.5 2.879 0.187 0.048 0.070 0.017 119.9 25.866 0.235 0.060
250 mg/kg 6  Mean 530.2 129.587 20.92 5.117 59.8 14.637 3.200 0.788 1.088 0.268%*  531.8 129.697 1.440 0.352
S.D. 10L.9 21.000 291 0.553 9.8 2.002 0.153 0.071 0.098 0.015 122.9 26.887 0.176 0.041

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnctt's tcst).
** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnctt's tcst).
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Table 34  Absolute and relative organ weights of female rats in 14-day recovery study following 28-day repeated oral dose of 4-sec-Butyl-2,6-di-tert-butylphenol (SR08226)

Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107%
0 mg/kg 6  Mean 2445 6.520 2.670 1.710 0.703 0.547 0.222 0.887 0.367 1.983 0.820 13.68 5.557
S.D. 35.9 0.988 0.172 0.207 0.050 0.145 0.034 0.078 0.033 0.154 0.102 3.16 0.752
250 mg/kg 6  Mean 246.2 7.310 2.970%*  1.820 0.738 0.505 0.205 0.868 0.355 1.973 0.803 14.88 6.078
S.D. 17.0 0.610 0.128 0.193 0.047 0.076 0.028 0.069 0.029 0.107 0.060 1.00 0.649
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107% mg 107% mg 107% mg 107% g %
0 mg/kg 6  Mean 4503 181.493 14.43 5.982 573 23.548 98.3 40.665 0.515 0.220
S.D. 140.3 32.283 2.73 1.348 8.0 2.419 22.8 10.035 0.168 0.097
250 mg/kg 6 Mean 4112 165.237 16.15 6.565 71.2%  29.023% 96.0 39.168 0.485 0.197
S.D. 107.8 33.901 3.41 1.315 8.0 3.863 8.2 4.602 0.084 0.039

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnctt's tcst).
** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnctt's tcst).



Table 35 Histopathological findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4-sec-Butyl-2, 6-di-tert-butylphenol (SR08226)

_SL_

End of administration End of recovery

0 mg/kg 15 mg/kg 60 mg/kg 250 mg/kg 0 mg/kg 250 mg/kg
Number of animals examined 6 6 6 6 6 6

Organ: Findings Grade

Lung: Mineralization, artery + 0 - 0 l 1
Metaplasia, osseous, alveoli + 0 - - 0 1 1
Cecum: Edema, submucosa + 0 - 1(1) 0 0 0
Liver: Fatty change, periportal + 0 0 0 0 0 1
Microgranuloma + 2 2 1 1 2 2
Heart: Myocardial degeneration, focal + 0 - - 1 0 0
Kidney: Eosinophilic body, proximal tubular epithelium + 2 - - 0 2 1
Regeneration, tubular epithelium + 1 - 0 2 0
Prostate: Cellular infiltration, inflammatory cell + 1 - - 0 1 0
Pituitary gland: Tubular hyperplasia, pars nervosa + 0 - - 0 1 0
Cyst, pars nervosa + 0 - - 1 1 0
Eyeball: Mineralization, cornea + 0 - - 1 0 0
Atrophy, retina +++ 0 - - 1 0 0
Hemorrhage, vitreum + 0 - - 1 0 0

Values are number of animals with findings.

Values in parentheses are number of animals examined.
-: Blank.

Grade; +: slight change, +++: severe change.
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Table 36  Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4-sec-Butyl-2, 6-di-tert-butylphenol (SR08226)

End of administration End of recovery
0 mg/kg 15 mg/kg 60 mg/kg 250 mg/kg 0 mg/kg 250 mg/kg
Number of animals examined 6 6 6 6 6 6
Organ: Findings Grade
Lung: Aggregation, macrophage, alveolar + 1 - - - 0 0
Mineralization, artery + 1 - - 0 0
Glandular stomach: Erosion, pyloric part + 0 - - 1 0 0
Cecum: Edema, submucosa + 1 - - 0 0 0
Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 0 6 0 0
Fatty change, periportal + 3 5 2 1 | 0
Microgranuloma + 3 3 3 2 3 5
Kidney: Regeneration, tubular epithelium + 0 - - - 1 0
Cyst + 0 - - - 1 0

Values are number of animals with findings.
-: Blank.
Grade; +: slight change.
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