PPLERMMER : 19825

2, 4—=2=tert—FFINF /= IDT v MZBI5
BRI GHEERR

—EREWREE -

2000 TH TH

B ERE BEASREEEERE
RAEETREEKEs BEL1-2-2 (FT100-0013)

ak, R i 35 BRRXEHNATF T 7 —L - SHESF MU -X TEBWER
fEA R T T risRIGET 1285&#  (T869-0425)




PPLE# & & 19825

=] IR
=}
o 53 1
b4 1= 2
AREBMEBIRUNAIE -2
MEBRRRAR B 5
= = R 7
Figure
1 Bodvy weight changes in rats after a single oral
administration of 2, 4-di-tert-butylphenol
______ e e e e e e 9
Tables
1 Mortality and LDse values in rats after a single oral
administration of 2, 4-di-tert-butylphenol!
............................................................................................ R 10
2 Clinical signs in male rats after a single oral
administration of 2, 4-di-tert-butylphenol
.............................................................................................. 11
3 Clinical signs in female rats after a single oral
administration of 2, 4-di-tert-buty!phenol
.............................................................................................. 12
4 Body weights in rats after a single oral
administration of 2 4-di-tert-butylphenol
.............................................................................................. 13
5 Necropsy findings in male rats affer a single oral
administration of 2, 4-di-tert-butylphenol
.............................................................................................. 14



PPLERR R EEF © 19825

Necropsy findings in female rats after a single oral
administration of 2,4-di-tert-butylphenol

.............................................................................................. 16
Histopathological [indings in male rats after a single oral
administration of 2, 4-di-tert-butvipheno!l

---------------------------------------------------------------------------------------- 18
Histopathological findings in female rats after a single oral
administration of 2, 4-di-tert-butylphenol

.............................................................................................. 19

_Vi_




PPLEBER W EE : 19825

= 59

1EESEDCrj: DD IGSTy bz, 2, 4——tert—TF N7/ —=)LE 0 (KFH),
819, 1024, 1280, 1600K T 2000mg/ ke HE CTHEROKRE L, TOAMEMHOFEENE R
LD ofBIC DWW TRREL, L FTOREEE-

1. ZETiE, 1600 me/kgbA EDBEDHEKRTN280 ng/kgbh LOBHOMTIRE® 1 BMNS55H
RO LN, LDsofEiL, #THBLZ2000 mg/kg, METI762. 4 mg/ke (95% {5 F R
5t 0 1344. 71~2309. 8 meg/kg) TH-o 7.

2. —RREBOBEETHE, REFHIZKEXZIIMEBEOENN TR TORBMERGEH O
HER TX1024 me/kgbAl LB OME, FRICK 2D FTEABDIENA19IKRTN024 mg/kekt D H,
B R ESH O T L ORERIFERA2000 ng/kefEOMICBD SNz, &EE 1 HURICE
RIZEZ TEBOBENA2000 ng/keft DHE K TN1600 mg/kebA OB OE, BREEHOD
KT R OREHRTEA1600 ng/keld EOBED MK 1280 mg/kebA L OO, SFBEO
HBENAY1280 mg/kebA L DBE DMK TN1600 me/keBEDMEIZFRD SN, FETHTIE, Lk
WRDOFF R DEA1600 ng/kekt DMt THRE FAED SN, £FEFATE, ELED
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REBLETY TTHERL =
. AR, REEREORMKOHSIT
ABREEEEREZ TERICRL .
A BR B BRE5E REBRBRERSBEE|ER | FHEK BYEE
(mg/kg) (%) (mL/kg)
g 5 1~ 5
X B B 0 0 10
? 5 101~105
d 5 6.~ 10
K =8 819 8. 19 10
? 5 106~110
d 5 I~ 15
rRIAER 1 1024 10. 24 10
e 5 111~115
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1. BT OFEARE B LD ofE
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1280 mg/kgBEDME 1 HI K N1600 mg/keBE DML R 2 Fl, 2000 mg/ket Dkt 2 5 K OV
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REXIZILMEEOBENDR, RO TRERLSGNS TR TOHERMERSHOR
K X1024 mg/kgbA EDO B DD B EBHNITZ O 5Nz, BER2ZEEMNSERICEST
JEEOBENA8IIKTNI024 ng/keBt OMES 1 FIIC, HEZIBMMSITHFEESHOR T
B BRI H2000 ng/keBE DM 1 BB D SN, RSB OFEMIZIIRICE B2 TERD
HENA1600 mg/keBEDME 1 BlICR D SN/, /2B, 51 6 KRNI EE K O E B
DENNMEHROME LFICRD SN, ®E5E 1 BRI, RICXB2 FEROHEANR
1600 mg/kglh EOB DMK 2000 ng/keB ¥ DHIZRD 51, BREBOE T R OERIE
Wi 1280mg/kelh L DB DOMER TNI600 ng/kebl EOHORHIZED S /=, £/, 1280
mg/kglh L DB DMK U600 ng/keBE DM TIHEABOBENHRED SN/, ETH T,
EROFRDIEN1600 ng/keBf QMRS 1 FITHBRET VRO SN, £FFATIE, £
< EHHERIZEZ2H, EFAFEOFENIZIE, RICLBZ2THEBOBENIRER4E,
BHREEEVCEEEDOBRTENCIMEAEOFENRRSR6BETIIEHEL 2.
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3. KE
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SECHITIE, ATERE DB EAH2000 ng/kgBE DL/ 261 R UAMEL/SH 12 B9 5 =
F7-, MORREBEAI600 ng/keBE D 1/261 % M2/ 2, W 2000 mg/keBE DAL/
2 R OB 1/5812 3D S, 16005702000 mg/keBE DHER 1 FIl TILEE N O 1@ IR K K
HEHRO 5N~ Fio, MRORREAHN1600 ng/kelt DO 1/261 K% 102000 mg/keht
DWE/SHNCRD SN, BEIBORRELXIIEB O RGN ZNEN2000 ne/kekd
BE1/SEICRS SNk, ZNSITMAT, BRONELH, 22BN TEELAEI0K
TX2000 mg/kgBE DRER 1 BlICRD 517z,

SEEFITIE, BEROKEEEA1280 ng/keBE DHE /5 K OMEL/AB, 1600 ng/kekED
MEHES 1/351, d6TNC2000 me/kehE DHES/IFICED SN, TDS 51280 ng kel DK 1
B R 02000 mg/keBE DM 2 HITIX, BROEADRD SN/, MEEE, WOC8IIRY
1024 mg/kegBEOMEHETIE, LIRS NEMh - Tz,

5. MAMEFHRE

R ENREORE R 2Table 7, 8ITRLIL.

SELCHITIE, BCRIBHEOBARIIHEL TEE Photo. 1) 2RO 5N, fii THER
BRI RS U CHiIaAKIE, MR TRR ARSI/ EEITH IS L THL X3 ER, EF
THERELICHE L THREEARBEN SHEETICAT TohMm, &% THRERIIHIEL
THEEOHmAZED 5N,

EHFEFATIE, BB TERXUIKEE RIS L THRARERMEERVRBENLE, B
RMAE, FPREOHBEREARVRAEE~AOHMRBEXZEELENZD SN
(Photo. 2, 3).
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e, 1600 mg/kgbh EDOBEDHE R N1280 ng/ke bk LOHOMTHREZ 1 BN S65HE
TIRD SN, LDsoffild, HETHBLZ2000 mg/kg, HETI762. 4 mg/kg (95 % GHEIE A
1 1344. 7~2309. 8 mg/ke) LHEE S N7z,

FECHITE, ERELTHRE, BREHOET, BRRPFEREKCEKRETRENRD SN
fz. —HMOBTIE, RWEFAREICBO THABRSNICHORRARE, Ik E
NEHoN, ARMICKRENORKREBEDOIEEZ > TWEZ ENS, FERIIFIRRE
CHREINAE. £, BTRABSICHEREOO AR, MBFERNICHEREORIENR
HENTHO, AERYEITHERNAEEZE T DR EENZEZ SN T0IEMT, #
BENCRIRICHm XIS ERH, EBICHERA B, SKE TIIHAT ToHm, BEICEKE
OHmMBD SN, ZN6055, WigoHmd, EEAICHEHYTLIELIEALSNSIE
BRNRELTHBZEMNS, EBEHICEUZEEEZA SN, EHEVEIFEOHIMS F
BRIEZELThDARENEZ SN, £, WROERIIRSGRS BIZEC LMD
HROLENTHY, YEMATARTCKELETOMH, BRERRVHRBREHOEK T2 ED
ERMZIFMEL TROOHN, REDHSHIZEIL TWAH I EME, 2HREROELRIC
PEo AR L ZICERLEEL, d20WEEBICLIEZELEEL SN,

EFEFTIE, 5 BICEREUILPEEOENNELY ng/kgbl EO B OHE KX T1024 ng/
kel EOBOHEICED S, #5811 BUEN S IEEREEA 2000 ng/kehE D #1600
ng/keBEOHE, BFREZHDK TA2000 ng/ke#t DM 181280 mg/kgLlh LOBHDMEICRED S
Nz, NS5O 5WEIIRGE2H, BHRITEK, BREHOMKE T LUILMEEOHE NI
HEZROBETIKINRTEELL. &b, KERVIIMEABOEIIID W T, MEED
HL1FICHEDONLD, BFMERSHIIRD SN RIS EE SR TEBREE
NEL, BELENZIEND, HBRMEREILDBDEEZISNZ. TDEMNIIE,
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Fig. 1 Body weight changes in rats after a single oral administration of 2,4-di-tert-butylphenol.
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Table 1 Mortality and LDso values in rats after a single oral administration of 2, 4-di-tert-butylphenol

Group Number Minute Hour Day Total number LDso value'

Sex and of of (mg/kg)
dose animals 0 15 30 45 1 2 3 6 1 2.3 4 5 6 7 8~14 dead animals
Control 5 0 0 0 0 0 0 0 0 0 000 00C0 0 0
819 mg/ke 5 0 0 0 0 0 0 0 0 000 0 0 O0 O 0 0

Male 1024 mg/kg 5 0 0 0 0 0 0 0 0 00000 O0TGO 0 0 ca. 2000%
1280 mg/kg 5 0 0 0 0 0 0 0 0 000 0O0O0TO 0 0
1600 meg/ke 5 0 0 0 0 0 0 0 0 1100000 0 2
2000 mg/ke 5 0 0 0 0 0 0 0 O 0200000 0 2
Control 5 0 0 0 0 0 0 0 0 0000 O0O0TO0 0 0
819 mg/ke 5 0 0 0 0 0 0 0 0 0 600000 0 0

Female 1024 meg/kg 5 0 0 ¢ 90 0 0 0 0 0 00 0 00O 0 0 1762. 4
1280 me/ke 5 0 0 0 0 0 0 0 0 01 00 O0O0O0 0 1 (1344, 7~12309. 8)
1600 mg/kg 5 0 0 0 0 0 0 0 0 01001 00 0 2
2000 mg/kg 5 0 0 0 0 0 ¢ 0 ¢ 1 3 0 0 1 0 0 0 5

1) LDso value was estimated by Litchfield Wilcoxon method and values in parenthese are 95% confidence limits.
2) Approximate LDso value.
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Clinical signs in male rats after a single oral administration of 2, 4-di-tert-butylphenol

Table 2
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Study No.1982%

Body weights in rais after a single oral administration of 2,4-di-tert-butylphenol

Table 4
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Study No. 19825

Table 5 Necropsy findings in male rats after a single oral administration of 2,4-di-tert-butylphenol
Sex Male
Group and dose Control 819 mg/ke 1024 mg/kg 1280 mg/kg

Necropsy timing Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total

Organs and findings Number of animals 5 0 5 5 0 5 5 0 0
Digestive sysiem
Stomach )
Spot, mucosa, forestomach, white 0 0 0 0 0 0 0 0 0
Respiratory system
Trachea
Retention, fluid, frothy 0 0 0 0 0 0 0 0 0
ung
Macule, dark red 0 0 0 0 0 0 0 0 0
Urinary system
Kidney
Spol, light gray 0 0 0 0 0 0 0 0 0
Enlargement 0 0 0 0 0 0 0 0 0

No appreciabie changes in all other organs and tissues.
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Study No. 19825

Table 5 - continued Necropsy findings in male rats after a single oral administration of 2,4-di-teri-butylphenol
Sex Male
Group and dose 1600 mg/ke 2000 mg/kg

Necropsy timing Scheduled Dead Total Scheduled Dead Total

Organs and findings Number of animals 3 2 9 3 2 b
Digestive sysiem
Stomach
Spot,mucosa, forestomach, white 0 0 0 0 2 2
Regpiratory system
Trachea )
Retention, fluid, frothy 0 1 1 0 1 1
ung
Macule, dark red 0 1 1 0 { [
Urinary system
Kidney
Spot, lighi gray 1 0 1 3 0 3
Enlargement 0 0 0 2 0 2

No appreciable changes in all other organs and tissues.
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Study No. 19825
Table 6 Necropsy findings in female rats after a single oral administration of 2,4-di-tert-buiylphenol

Sex Female
Group and dose Control 819 mg/ke 1024 mg/kg 1280 mg/ke

Necropsy timing Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total Scheduled Dead Toial

Organs and findings Number of animals 5 0 5 5 0 5 5 0 5 4 1 5
Digestive system
Stomach
Spot,mucosa, forestomach, white 0 0 0 0 0 0 0 0 0 0 0 0
Large intestine
Coloration, cecum, dark red 0 0 0 0 0 0 0 0 0 0 0 0
Respiratory system
Lung
Macule, dark red 0 0 0 0 0 0 0 0 0 0 0 0
Hematopoietic system
Thymus
Spot, dark red 0 0 0 0 0 0 0 0 0 0 0 0
Small 0 0 0 0 0 0 0 0 0 0 0 0
Urinary system
Kidney
Spot, light gray 0 0 0 0 0 0 0 0 0 1 0 1
Endocrine system
Adrenal
Macule, dark red 0 0 0 0 0 0 0 0 0 0 0 0

No appreciable changes in all other organs and tissues.



Siudy No. 19825

Table 6 ~ continued Necropsy findings in female rats after a single oral adminisiration of 2,4-di-tert-butylphenol
Sex Female
Group and dose 1600 mg/kg 2000 mg/kg

Necropsy timing Scheduled Dead Total Scheduled Dead Total

Organs and findings Number of animals 3 2 5 0 5 5

Digestive system
Stomach )
Spot, mucosa, forestomach, white 0 0 0 0 /A 2
Large intestine
Coloration, cecum, dark red 0 0 0 0 1 1

Respiratory system
Lung
Macule, dark red 0 2 2 0 1 1

Hematopoieiic system
Thymus
Spot, dark red 0 1 1
Small 0 l |

oo
—
—

Urinary system
Kidney
Spot, light gray 1 0 1 0 0 0

Endocrine system
Adrenal
Macule, dark red 0 0 0 0 1 1




Study No. 19825
Table T Histopathological findings in male rats after a single oral administration of 2,4-di-tert-butylphenol

Group and dose 1280 mg/kg 1600 mg/kg 2000 mg/kg
Animal No. 19 21 24 26 29
Organs and findings Necropsy timing S S D D S
Digestive system
Stomach ] % ¥ %
Ulcer, forestomach t
Respiratory system
ng ¥ % %
Edema, alveolus + t
Urinary sysiem
Kidney ) % ¥
Tubule, basophilic +t + ++
Cast, granular - + -
Dilatation, tubule + + ++
Cellular infiltration, neutrophil + - t
Cellular exudation, iubule, neutrophil + - t
Mineralization, cortex - t +

Abbreviations: S, scheduled; D, dead.
Grade sign: -, none; +, mild; +t, moderate; +++, marked.
¥; not examined.



Table 8 Histopathological [indings in female rats afier a single oral administration of 2,4-di-tert-butylphenol

Study No.19825

Group and dose

Animal No.

Organs and findings Necropsy timing

1280 mg/ke

1600 mg/ke

2000 mg/kg

120

123

124

125

127 129

130

§

D

D

Digestive sysiem
Stomach
Ulcer, foresiomach
Large intestine
Hemorrhage, lamina propria, submucosa, cecum

Respiratory sysiem
ng
Edema, alveolus

Hemaiopoietic system
Thymus
Atrophy
Hemorrhage

Urinary system
Kidney )
Tubule, basophilic
Dilatation, tubule
Cellular infiliration, neutrophil
Mineralization, cortex

Endocrine system
Adrenal
Hemorrhage, cortex

e e

Abbreviations: S, scheduled; D, dead.

Grade sign: -, none; +, mild; ++, moderate; +#+, marked.

%; not examined.
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