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1 BEMERER 5 PEOD Crj:CD(SD)IGS DT v MTZ, 1,4-FP A FIV2-(1-T = ZNLZF )N HE % 0 (6
), 500, 1000 KUK 2000mgkg ODFHET 1 RRO#KRSE L, OO GBI OEIE
BIZDWTRHL, UTORKREE-.

1. FETIE, 2000 mg/kg BEOHE 1 41, MM 2000 mg/kg B O 2 FINRD SN,

2. —RRBOBIRTIE, REAZSHTREEIRD NP>, 5% 1 BHIT 2000
mg/kg DM 1 FICTRIRTFE R AR NRBO SN TR L L. iz, 5% 1 80
5 2000 mg/kg BEOMERE T FIEBOBENAVEREHORKTHIRAD LN, D5 BHRE
%2 HICH#S 1 AT L. £EFAIBIAIMAROBEIIREHZ 3 LT, B
FEHOME TR GH S HETIKEEL =,

3. {KETII, 1000 mg/kg FEOMERE THIHIE, 2000 mg/kg FDOMERE T D XTI MM HI A
RO S5NT=. 1000 mg/kg BEOMEME TH 5453 H, 2000 mg/kg FHEOMHEETREE S HMS
JEF/AEREMARD SN, BEENERINE.

4. RBEHBRETHE, SEZATEEBECHBHNAREREZRD NN, FET LK 2000
mg/kg BHOHE 1 FITIE, BHETHIBNICKAESR, HEFNICKMEICENME, &8
AR MEORE, WNGEMRME EECBREOMTHOULENRD SN, WRT
WHIREICHE R G A, MBFNICREOHM KR UEE DY >/ BRIEFEN RO sz, BT,
%%Tﬁ,Wﬁ%m%%@ﬁ@ﬁ%ﬁaéﬂtﬁ,ﬁﬁ%%mi%ﬁ%@%hﬁﬁvt.
F7z, FET L7 2000 mgkg BEOME 1 I TIL, M THRIBMIZEREIL, MEECEED
KEWRD 5N/,
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HEAFEEERBL, BENBZWIEEZHERLZDS, HHES 20 L2328 AT 6 B TRERICHE
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ARBELEZBOZERL, r—RMAKRITE 2 BIOEET, ¥ — BRIy — 8RBT
BA0RKIC1BE-BLUE. £2, SF2REHERL, BEEEZBL-Ty 7TERL=.

. BBEHE, ’RE5BREORILECES T

HEHERE TRIORLUE.
: BER | mE | foie | &
s = IR BUK | BMES
(mg/kg) | (wv®) | (mLkeg) | P!
d 5 1~5
SR 0 0 0
¢ 5 51~55
J 5 6~10
ERER 500 5 10
¢ 5 56~60
J 5 11~15
Siliiliihviis 1000 10 10
? 5 61~65
d 5 16~20
= I ERE 2000 20 10
¢ 5 66~70

BERBIX, v hZERAWETHARERES 20016(GLP EFER)|OBENOBRE L. T
BB, 1BHEES 27200 3 IEOFHYIT 1000 KX 2000 mgkeg DHEBRYE =R ORE Lz
R, 2000 mgkg BETIIHBEFHOERT, BRIFERHZENH LN, MHEED 3 HIF 1 A
T L7, 1000 mg/kg BEDOMEM TR—BREICEEREDSNT, B bASNAEN . #
oTC, XRBRTRHSMZERENREINSEFHRINS 2000mgkg ZBAEELL, LT
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MERER SIRE L.

BT, BEMBYAOREEZREICBRHEREEMLETITY, BoUROFMICIX
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T DOFREIRIZE Table 1 1ITRLU .
54 1 BHIZ 2000 mg/kg FHEOME 1 4, #5452 HICHER O 1 LM 1 T L 7=,
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—RIREEDOBIRER% Table 2, 3 KT Appendix 1, 2 ITRL7=.

£5HO%RE5% 6 KEE TOBEKRTHRICEEIIRD SNah o724, #5% 1 HIT 2000
mg/kg FEDHE 1 Fl TRRITE R CERZZENRD S NTRC L. £k, 5% 1 B, 5 2000
mg/kg BEOREEHI RO 1 FITILFEABOERN, MEFl RO 2 i CEREFHORK FIRD S
N, IN5O536HFE5% 2 HOFRIHPOBLERICHMES 1 HIORCERERL 2. £HFHAICH
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wL~.
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’ FE IR E D45 R % Table 6 &K Appendix 7 1R L7z

BT L7z 2000 mg/kg BED K 1 FI(EM No.18) Tid, WIRMIZIK B0 A 5 N7 B TRM
BrBEOERNME, EOPERCMIKROIE, MRTEMRMNE LR ICEEOBFROI
ENRD SN (Photo 1). ARKICHERARDOIFENA S NN TIE, MEBEMICEER
RO -o%. Hic, HIRMIKEREASHSNZHBTEEOHIENEEDY >3
RBIENRD 5Niz. £z, FL L7z 2000 mgke BHEORE 1 Fl(@H No.66) Tid, WIRAIICHEER
BALR A S NI THREDOKENED S,
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LA DAF N 21T TN IFINR I EL ORLEICHT 2 ERRRO—BL LT,
Crj:CD(SD)IGS DMftiES » MZ 1 HREOHREL, TORMEMOBRERIRR BIEOBFLRICON
THRE L7z, #5813 0 (0fH8), 500, 1000 KX 2000 mgkg & L7z,

BE5HO#EE% 6 B E TO—RRECEZE TRFOMBICEE IR sNaho 2, &E
% 1 HIZ 2000 mg/kg FEDME 1 FI TRIRFR R UBBARENRDSNTHE L. £, #5#1
H2 5 2000 mg/kg FEOMEHE THMEBOBENRVCEHREHOK TRRD LN, ZOHBEE#2
BKMK%lWﬁ%th.~ﬁ,iﬁ%tﬁﬁé%ﬁ®ﬁﬁ@@<a%&5%5Bift@@
L7z.

RE TIX, 1000 mgkg BEOMEM TRE% 1 BITHEMIME], 2000 mg/kg BHOMME TR S5H%3 BE
TR I MIMHIHFRD S N72A%, 1000 mg/kg HOMEHE TR 54 3 B, 2000 mg/kg FOMEH T
B 58 5 A SRR AEENNED sz,

WEENRE T, EFEFATERECARNRR IED s Naho/z. FELT L7z 2000 mg/kg #f
D 1 Fl(E No.18) TiZ, BB TAHRNICIKBEA, MEENICIRME I CBEORN AL, &
HAEROMEOHYE, WNGEARME LRCEEOHMTFROLENALN, HBRMEZSIC
X BBHAOEENED SN, TH5OBMICMAT, B THRNICRREROEENED
SNA, HBFNICRBRENREDONT, REICHMERET 2 XS RABRKNELIZD SN
THWRWZ EMS, BREROFERIEL -BROBENCELICEELZ D EEZA SN,
ZDEMT, 2000 mg/kg FEO R 1 (B No.18) THIROH AR REZENITHOKRUORED
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7z, HBYERSICERLZE{EELUT, 1000 mg/kg LA EOFETHRE ORI MAME, 2000
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Fig.1 Body weight changes in rats after a single oral administration of 1,4-dimethyl-2-(1-phenylethyl)Benzene
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Table 1  Mortality and approximate lethal dose in rats after a single oral administration of 1,4-dimethyl-2-(1-phenylethy)Benzene

Group Number Time after administration Total number
Sex  and of Minute Hour Day of
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 O 0 0 0 O 0 00 0OO0OO0OO O 0
Male 500 mg/kg 5 0 0 0 O 0 0 0 O 00000 OO0 O 0
1000 mg/kg 5 0 0 0 0 0 0 0 O 000 00O0O0OC O 0
2000 mg/kg 5 0 0 0 O 0 0 0 O 01 000 O0O0 O 1
Control 5 0 0 0 O 0 0 0 0 00000 00 O 0
Female 500 mg/kg 5 0 0 0 0O 0 0 0 0 00 000 0 O0 O 0
1000 mg/kg 5 0 0 0O 0 0 0O 0 0000 0O O 0
2000 mg/kg 5 0 0 0O ¢ 0 0 0 110 0 0 0 0 0 2
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Table 2 Clinical signs in male rats after a single oral administration of 1,4-dimethyl-2-(1-phenylethyl)Benzene

01

Group Time after administration

and Clinical sign Minute Hour Day

dose 0 15 30 45 1 2 3 6 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Control Number of animals 5 5§ 5 5 5 5 5 5 5 5§ 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5§ §5 5 5 5 5 5 5 55 5 5 5 5 5 5 5 5 5 55

500mg/kg  Number of animals 5 5§ 5 5 5 5 5 5 5§ 55 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5§ 5 5 5.5 § 5 55 5 5 5 5 5 § 5 5 5 5 5 5

1000 mg/kg Number of animals 5 5 5 5 5 5 5 5 5 5§ 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5§ 5.5 5 5 5§ 5 5 5 5 5 5 5 5 5 5 5 5

2000 mg/kg Number of animals 5 5 5 5 5 5 5 5 5 5 4 4 4 4 4 4 4 4 4 4 4 4
No abnormality 5 5 5 5 5 5 5 5 0 2 4 4 4 4 4 4 4 4 4 4 4 4
Soiled periproctal 0 0 0 O 0 0 0 O 5 2 0 0 00 0 0 0 O0O OO0 0 o0
Hypoactivity 0O 0 0 O 0 0 0 o0 51 0 0 0 0 0 O O O O 0 O O
Bradypnea 0 0 0 O 0 0 0 0 6o 0o 0o 0600 0 0O 0 0 0 0 00
Lateral position 0 0 0 O 0 0 0 O o 0o 0o 0 00 OO O O 0 0 0 0
Dead 0 0 0 O 0 0 0 O 0 1.0 0 0 0 0O OO O O O O O
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Table 3 Clinical signs in female rats after a single oral administration of 1,4-dimethyl-2-(1-phenylethyl)Benzene

Group Time after administration

and Clinical sign Minute Hour Day

dose : 0 15 30 45 1 2 3 6 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Control Number of animals 5 5 5 5 5 5 5 5 5 55 5 5 5 5 5 5 5 5 5 55
No abnormality 5 5 5 5§ 5 5 5 5 555 5 5 5 5 5 5 5 5 5 5 5

500 mg/kg  Number of animals 5 5 5 5 5 5 5 5 5 555 5 5 5 5 5 5 5 5 55
No abnormality 5 5 5 5§ 5. 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

1000 mg/kg Number of animals 5 5§ 5 5 55 § 5 555 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5.5 5 5 5 5 5 5 5 5 5 5 55

2000 mg/kg Number of animals 5 5 5 5§ 5 5 5 5 5 4 3 3 3 3 3 3 3 3 3 3 3 3
No abnormality 5 5 5 5 5 5 5 5 2 2 2 2 3 3 3 3 3 3 3 3 3 3
Soiled periproctal 0 0 0 O 0 0 0 o 1 0 0 0 06 0 0 0 0 0 0 0 00
Hypoactivity 0 0 0 O 0 0 0 O 21 1 1 0 O O O O OO OO OCFU®O
Bradypnea 0 ¢ 0 0 0 0 0 0 1 0 0 0 06 6 0 0 0 0O 0O O 0 O
Lateral position 0 0 0 O 0 0 0 0 1 06 0 0 0 0 0 0O 0O 0 0 O 0 O
Dead 0 0 0 O 0 0 0 o0 1 1. 0 0 0 0 0 0O O O O O O O
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Body weights in rats after a single oral administration of 1,4-dimethyl-2-(i-phenylethyl)Benzene
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Table 5 Necropsy findings in rats after a single oral administration of 1,4-dimethvl-2-(1-phenylethyl)Benzene

Study No. 10010

Sex Male
Group and dose Control 500 mg/kg 1000 mg/kg 2000 mg/kg
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
Respiratory system
ung
Coloration, 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 1 1
Urinary system
Kidney
Spot, light gray 0 0 0 0 0 0 0 0 0 0 1 |
Urinary bladder
Retention, urine, dark red 0 0 0 0 0 0 0 0 0 0 1 1

No appreciable changes in all other organs and tissues
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. i . ) Study No. 10010
Table 5 - continued Necropsy findings in rats afier a single oral administration of 1,4-dimethyl-2-(1-phenylethyl)Benzene

Sex Female
Group and dose Control 500 mg/ke 1000 mg/kg 2000 mg/ke

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 5 3 2 5
Respiratory system
ung
Coloration, dark red 0 0 0 0 0 0 0 0 0 0 1 1
Hematopoietic sysiem
Thymus
Spot, dark red 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 0 0 0
Urinary bladder
Retention,urine, dark red 0 0 0 0 0 0 0 0 0 0 0 0

No appreciable changes in all other organs and tissues.
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Table 6 Histopathological findings in rats found dead after a single oral administration of 1,4-dimethyl-2-(i-phenylethyl)Benzene

Study No.10010

Sex Male Female
Group and dose 2000 mg/kg 2000 mg/ke
Number of animals 1 1
Organs and findings
- 4 ++ t++ Total - ¢ ++ ++ Total
Respiratory system
Lung 0) m
Edema 0 l 0 0 [
Hematopoietic system
Thymus (1) )]
Necrosis, lymphocyte, cortex 0 1 0 0 1
Hemorrhage 0 1 0 0 |
Urinary system
Kidney ‘ ) O]
Droplet, hyal ine 0 1 0 0 1
Cast, granular 0 1 0 0 1
Cast,proteinaceous 0 1 0 0 [
Retention, blood, tubule 0 1 0 0 1
Urinary bladder NR(1) ()]

Grade sign: -, nome; +, mild; ++, moderate; +++, marked.

NR, no remarkable changes.

Figures in parentheses are number of animals with tissues examined histopathologically.
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