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STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : A1 4

SURVIVAL ANIMAL NUMBERS

SEX : MALE PAGE : 1
Group Name Animals Administration (Days)
At start 0-0 1-1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3 2-4 2-5 2-6
Control 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10710 10/10 10/10
100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0
30 me/ke 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100.0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0 100. 0 100. 0
100 mg/ke 10 10/10 10/10 10/10 10/10 10710 10/10 10710 10/10 10/10 10/10 10/10 10710 10/10 10/10
100. 0 100.0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0
200 mg/ke 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0 100. 0 100. 0 100. 0
300 me/ke 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10710
100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0 100. 0 100. 0 100. 0
Number of survival/ Number of effective animals
Survival rate (%)
(HAN360) BAIS5



STUDY NO. : 0895
ANIMAL  : MOUSE C57BL/6J
REPORT TYPE : A1 4

SURVIVAL ANIMAL NUMBERS

SEX : MALE PAGE : 2
Group Name Animals Administration (Days)
. At start 2-7 3-1 3-2 3-3 3-4 3-5 3-6 3-7 4-1 4-2 4-3 4-4 4-5 4-6
Control ) 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10710 10/10 10/10 10/10 10710 10/10 10/10
100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0
30 me/ke 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0  100.0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0
100 me/ke 10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10710 10710 10/10 10/10 10/10 10/10 10/10
100.0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0 100. 0 100.0 100.0 100. 0
200 mg/ke 10 10/10 10/10 10/10 10/10 10710 10/10 10/10 10/10 10/10 10710 10/10 10710 10/10 10/10
100.0 100. 0 100. 0 100.0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0
300 me/ke 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100.0 100.0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0 100. 0
Number of survival/ Number of effective animals
Survival rate (%)
(HAN360) BAIS5



STUDY NO. : 0895

ANIMAL : MOUSE C57BL/6J
REPORT TYPE : A1 4

SEX : MALE

SURVIVAL ANIMAL NUMBERS

PAGE : 3

Administration (Days)

Group Name Animals
At start 4-7
Control 10 10/10
100. 0
30 me/ke 10 10/10
100.0
100 me/ke 10 10/10
100. 0
200 me/ke 10 10/10
100. 0
300 me/ke 10 10/10
100.0

Number of survival/ Number of effective animals

Survival rate (%)

(HAN360)

BAISS






STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : AT 5

SURVIVAL  ANIMAL NUMBERS

SEX : FEMALE PAGE : 1
Group Name Animals Administration (Days) i
At start 0-0 1-1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3 2-4 2-5 2-6
Control S0 9/ 9 - 9/ 9 9/ 9 99 9/ 9 9/ 9 9/ 9 9/ 9 99 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9
100.0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0
30 me/ke 10 10/10 10/10 10/10 10/10 10/10 10/10 10710 10/10 10/10 10710 10/10 10710 10/10 10/10
100. 0 100.0 100.0 100. 0 100.0 100. 0 100. 0 100.0 100. 0 100. 0 100. 0 100.0 100.0 100. 0
100 me/ke 10 10/10 10/10 10/10 10/10 10/10 10710 10/10 10/10 10710 10/10 10/10 10/10 10/10 10/10
100.0 100. 0 100. 0 100. 0 -100.0 100. 0 100.0 100. 0 100. 0 100.0 100. 0 100.0 100. 0 100. 0
200 me/ke 10 10/10 10/10 10/10 10710 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100. 0 100. 0 100. 0 100.0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0 100.0 100. 0 100.0 100. 0
300 mg/kg 10 10/10 10/10 10/10 10/10 10/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10
100. 0 100. 0 100. 0 100. 0 100. 0 90.0 90.0 90.0 90.0 90.0 90.0 90.0 90.0 90. 0

Number of survival/ Number of effective animals
Survival rate (%)
(HAN360) BAISS



STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : A1 5

SURVIVAL ANIMAL NUMBERS

SEX : FEMALE PAGE : 2
Group Name Animals Administration (Days)
At start 2-7 3-1 3-2 3-3 3-4 3-5 36 3-7 4-1 4-2 4-3 4-4 4-5 4-6
Control 10 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9 9/ 9
100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0 100. 0 100. 0
30 me/ke 10 10/10 10/10 10/10 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100. 0 100. 0 100. 0 100.0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0 100. 0 100. 0 100. 0 100.0
100 me/ke 10 . 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0 100. 0 100.0 100. 0
200 me/kg 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100. 0 100.0 100. 0 100. 0 100.0 100. 0
300 me/kg 10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/1d 9/10 9/10 9/10 9/10 9/10
90.0 90. 0 90.0 90.0 90. 0 90.0 90.0 90.0 90.0 90.0 90.0 90.0 90.0 90.0
Number of survival/ Number of effective animals
Survival rate (%)
(HAN360) BAISS



STUDY NO

SURVIVAL ANIMAL NUMBERS

ANIMAL : MOUSE C57BL/6J
REPORT TYPE : Al 5
SEX : FEMALE PAGE : 3
Group Name Animals Administration (Days)
At start 4-7 5-1
Control 10 9/ 9 9/ 9
100.0 100. 0
30 me/ke 10 10/10 10/10
100. 0 100. 0
100 me/ke 10 10/10 10/10
100. 0 100. 0
200 me/ke 10 10/10 10/10
100. 0 100.0
300 me/ke 10 9/10 9/10
9.0 90. 0
Number of survival/ Number of effective animals
Survival rate (%)
(HAN360) BAIS5






STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : A1 5

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : MALE PAGE : 1
Clinical sign Group Name Administration Week-day
1-1 1-1 1-2 1-2 1-3 1-3 1-4 1-4 1-5 1-5 1-6 1-6 1-7 1-7
1 2 1 2 1 2 1 2 1 2 1 2 1 2
~ OL1GO-STOOL Control 0 0 0 0 0 0 0 0 0 0. 0 0 0 0
30 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
NON REMARKABLE Control 10 10 10 10 10 10 10 10 10 10 10 10 10 10
30 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
200 mg/ke 10 10 10 10 10 10 10 10 10 10 10 - 10 10 10
300 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10

(HAN190)

BAIS 5



STUDY NO. : 0895

CLINICAL OBSERVATION (SUMMARY)

ANIMAL : MOUSE C57BL/6J ALL ANIMALS
REPORT TYPE : A1 5
SEX : MALE PAGE : 2
Clinical sign Group Name Administration Week-day
2-1 2-1 2-2 2-2 2-3 2-3- 2-4 2-4 2-5 2-5 2-6 2-6 2-7 2-7
1 2 1 2 1 2 1 2 1 2 1 2 1 2
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 me/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 me/ke 0 0 0 1 1 1 0 0 0 0 0 0 0 0
300 me/ke 0 0 1 1 1 1 0 0 0 0 1 0 -0 0
NON REMARKABLE Control 10 10 10 10 10 10 10 10 10 10 10 10 10 10
30 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
200 mg/kg 10 10 10 9 9 9 10 10 10 10 10 10 10 10
300 me/ke 10 10 9 9 9 9 10 10 10 10 9 10 10 10

(HAN190)

BAIS 5



STUDY NO. : 0895 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE C57BL/6J ALL ANIMALS
REPORT TYPE : A1 5

SEX : MALE PAGE : 3
Clinical sign Group Name Administration Week-day i
31 3-1 3-2 3-2 3-3 3-3 3-4 3-4 3-5 3-5 3-6 3-6 3-7 3-7
1 2 1 2 1 2 1 2 1 2 1 2 1 2
OLI1GO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
NON REMARKABLE Control 10 10 10 10 10 10 10 10 10 10 10 10 10 10
30 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
200 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10

(HAN190) BAIS 5



STUDY NO. : 0895

CLINICAL OBSERVATION (SUMMARY)

ANIMAL : MOUSE C57BL/6J ALL ANIMALS
REPORT TYPE : A1 5
SEX : MALE PAGE : 4
Clinical sign Group Name Administration Week-day
4-1 4-1 4-2 4-2 4-3 4-3 4-4 4-4 4-5 4-5 4-6 4-6 4-7 4-7
1 2 1 2 1 2 1 2 1 2 1 2 1 2
OL1GO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 me/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 me/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300. mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
NON REMARKABLE Control 10 10 10 10 10 10 10 10 10 10 10 10 10 10
30 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
200 mg/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10

(HAN190)

BAIS 5



STUDY NO. : 0895 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE C57BL/6J ALL ANIMALS
REPORT TYPE : A1 5

SEX : MALE / ) PAGE : §
Clinical sign Group Name Administration Week—day
5-1
1
OL1GO-STOOL Control 0
30 mg/ke 0
100 meg/ke 0
200 mg/kg 0
300 me/ke 0
NON REMARKABLE Control 10
30 me/ke .10
100 me/ke 10
200 me/ke . 10
300 me/ke 10

(HAN190) BAIS 5






STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : ¢ 5

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE

Clinical sign Group Name Administration Week—day
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Control
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100 mg/ke
200 mg/ke
300 me/ke

Control

30 me/ke
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30 me/ke
100 me/kg
200 me/kg
300 mg/ke
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STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : ¢ 5

CLINICAL OBSERVATION (SUMMARY.
ALL ANIMALS

SEX : FEMALE

Clinical sign Group Name Administration Week—day

2-1

1

2-1

2

2-2

1

2-2

DEATH

LOCOMOTOR MOVEMENT DECR

IRREGULAR BREATHING

SMALL STOOL

OL1GO-STOOL

SUBNORMAL TEMP

NON REMARKABLE

Control

30 me/ke
100 mg/ke
200 me/kg
300 me/ke

Control

30 me/ke
100 me/ke
200 me/ke
300 mg/ke

Control
30 me/ke
100 me/ke
200 me/ke
300 me/ke

Control

30 me/ke
100 me/ke
200 mg/ke
300 me/kg

Control
30 me/ke
100 me/kg
200 me/ke
300 me/ke

Control

30 me/ke
100 me/kg
200 me/kg
300 mg/ke

Control
30 me/ke
100 me/ke
200 mg/ke
300 me/kg
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STUDY NO. : 0895 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE C57BL/6J ALL ANIMALS
REPORT TYPE : C 5

SEX : FEMALE PAGE : 3
Clinical sign Group Name Administration Week-day
. 3-1 3-1 3-2 3-2 3-3 3-3 3-4 34 3-5 3-5 3-6 3-6 3-7 3-7
1 2 1 2 1 2 1 2 1 2 1 2 1 2
DEATH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 me/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 mg/ke 1 1 1 1 1 1 1 1 1 1 1 1 1 1
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 me/ke 0 0 0 0 0 -0 0 0 0 0 0 0 0 0
SMALL STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
OL1GO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 me/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 me/kg 0 0 0 1 1 1 1 1 0 0 1 1 0 0
300 me/ke 1 1 1 1 1 1 1 1 0 0 0 0 0 0
SUBNORMAL. TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 me/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 me/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
NON REMARKABLE Control 9 9 9 9 9 9 9 9 9 -9 9 9 9
30 me/ke 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 me/ke 10 10 10 10 10 10 1 10 10 10 10 10 10 10
200 mg/ke 10 10 10 9 9 9 9 9 10 - 10 9 9 10 10
"300 me/ke 8. 8 8 8 8 8 8 8 9 9 9 9 9 9




STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : C 5

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

Clinical sign

Group Name

4-1

1

4-1

2

Administration Week—day
4-2

1

4-2

DEATH

LOCOMOTOR MOVEMENT DECR

IRREGULAR BREATHING

SMALL STOOL

OL1GO-STOOL

SUBNORMAL TEMP

NON REMARKABLE

Control

30 me/ke
100 me/ke
200 me/ke
300 me/ke

Control
30 me/ke
100 me/kg
200 me/ke
300 me/ke

Control

30 mg/ke
100 me/ke
200 me/ke
300 me/ke

Control
30 me/ke
100 mg/kg
200 me/kg
300 me/ke

Control
30 me/ke
100 mg/ke
200 me/ke
300 me/ke

Control

30 me/ke
100 mg/ke
200 me/ke
300 me/ke

Control
30 me/ke
100 me/ke
200 me/kg
300 me/ke
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STUDY NO. : 0895 o CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE C57BL/6J ALL ANIMALS
REPORT TYPE : C 5

SEX : FEMALE PAGE : 5
Clinical sign Group Name Administration Week-day
5-1 5-1 5-2
1 2 1
DEATH Control 0 0 0
30 me/ke 0 0 0
100 me/ke - 0 0 0
200 me/ke 0 0 0
300 me/ke 1 1 1
LOCOMOTOR MOVEMENT DECR Control 0 0 0
30 me/ke 0 0 0
100 me/ke 0 0 0
200 me/kg 0 0 0
300 me/ke 0 0 0
IRREGULAR BREATHING - Control 0 0 0
30 mg/kg 0 0 0
100 mg/kg 0 0 0
200 mg/ke 0 0 0
300 me/ke 0 0 0
SMALL STOOL Control 0 0 0
30 me/ke 0 0 0
100 me/kg 0 0 0
200 meg/ke 0 0 0
300 me/ke 0 0 0
OLI1GO-STOOL Control 0 0 0
30 me/ke 0 0 0
100 me/ke - 0 0 0
200 me/ke 0 0 0
300 mg/ke 0 0 0
SUBNORMAL TEMP Control 0 0 0
30 mg/kg 0 0 0
100 mg/kg 0 0 0
200 mg/ke 0 0 0
300 me/ke 0 0 0
NON REMARKABLE - Control 9 9 9
30 mg/kg 10 10 10
100 me/kg 10 10 10
200 me/kg 10 10 10

300 mg/ke 9 9 9







STUDY NO.

: 0895

MEAN BODY WEIGHTS AND SURVIVAL

ANIMAL : MOUSE C57BL/6J
UNIT g
REPORT TYPE : A1 5
SEX : MALE PAGE : 1
Control 30 me/ke 100 mg/ke 200 me/kg 300 me/kg
Av. Wt. No. of Av. Wt. % of No. of Av. Wt. % of No. of Av. Wt. % of No. of Av. Wt. % of No. of
Week-Day Surviv. cont.  Surviv. cont.  Surviv. cont.  Surviv. cont.  Surviv.
on Study <10> <10> <1 <10> <10>
0-0 24.1 (10) 10/10 24.1 (10) 100 10/10 24.1 (10) 100 10/10 24.1 (10) 100 10/10 24.1 (100" 100 10/10
1-1 23.7 (10) 10/10 23.7 (10) 100 10/10 23.9 (10 101 10/10 23.8 (10) 100 10/10 23.6 (10) 100 10/10
2-1 23.7 (10) 10/10 24.1 {10) 102 10/10 24.4 (10) 103 10/10 24.7 (10) 104 10/10 25.4 (10) 107 10/10
3-1 24.3 (10) 10/10 24.4 (10) 100 10/10 25.0 (10) 103 10/10 25.0 (10) 103 10/10 25.4 (10) 105 10/10
4-1 25.2 (10} 10/10 25.2 (10) 100 10/10 25.7 (10) 102 10/10 25.2 (10) 100 10/10 25.5 (10) 101 10/10
4-7 25.6 (100 10/10 25.9 (10) 101 10/10 26.1 (10 102 10/10 25.2 (10 98 10/10 25.5 (10 100 10/10
< >:No. of effective animals, ( ):No. of measured animals Av. Wt : g
{B10040) BAIS5






STUDY NO.

: 0895 MEAN BODY WEIGHTS AND SURVIVAL
ANIMAL : MOUSE C57BL/6J
UNIT g
REPORT TYPE : A1 5
SEX : FEMALE PAGE : 2
Control 30 me/ke 100 mg/ke 200 me/ke 300 me/ke
Av. Wt No. of Av. Wt. % of No. of Av. Wt. % of No. of Av. Wt. % of No. of Av. Wt. % of No. of
Week-Day Surviv. cont.  Surviv. cont.  Surviv. cont.  Surviv. cont.  Surviv.
on Study <9 <10> 10> <10> 10>
0-0 197 (9 9/9 19.7 (10 100 10/10 19.7 (10) 100 10/10 19.7 (10) 100 10/10 19.7 (10 100 10/10
1-2 19.3 (9 9/9 19.4 (10 101 10/10 19.4 (10) 101 10/10 19.3 {10 100 10/10 19.5 (10 101 10/10
2-2 19.9 (9 9/9 19.9 (10 100 10/10 20.1 (10) 101 10/10 21.1 (10) 106 10/10 20.6 (9 104 9/10
3-2 2001 (9 9/9 20.0 (10) 100 10/10 20.1 (10) 100 10/10 20.6 (10 102 10/10 20.8 (9) 103 9/10
4-2 20,5 (9) 9/9 20.7 (10) 101 10/10 20.8 (10) 101 10710 ‘21.0 (10) 102 10/10 21.2 (9) 103 9/10
5-1 20,8 (9) 9/9 21.3 (10 102 10/10 21.0 (10) 101 10/10 20.9 (10) 100 10/10 21.1 (9) 101 9/10
< >:No.of effective animals, ( ) :No.of measured animals Av. Wt - g
(B10040) BAIS5






STUDY NO.
ANIMAL
UNIT

SEX

: 0895

: MOUSE C57BL/6J
‘g8

: MALE

BODY WEIGHT CHANGES

(SUMMARY)

PAGE: 1

Group Name

Administration week — day

0-0 1-1 2-1 3-1 4-1 4-7
Control 241 £ 13 237 = 1.2 237 = 141 243 = 09 252 *= 09 256 = 1.1°
30 mg/kg 241 £ 13 237 = 13 241 * .12 244 = 10 252 = 1.1 2569 = 13
100 mg/kg 241 = 13 239 £ 13 244 = 1.1 25.0 £ 09 257 = 09 261 = 10
200 mg/kg 241 *+ 13 238 *+ 1.1 247 *= 10 250 = 10 252 = 11 252 = 10
300 mg/kg 2;1.1 += 13 236 = 1.3 254 =+ 1.1 *%x 254 = 09 255 = 1.0 255 = 09

Significant difference ; *: P < 005 *%:P < 0.01

Test of Dunnett







STUDY NO. : 0895 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : MOUSE C57BL/6J
UNIT ‘g
SEX : FEMALE PAGE: 2
Group Name Administration week — day

0-0 1-2 2-2 3-2 4-2 5-1
Control 197 £ 09 193 = 07 199 = 1.1 201 £ 10 205 *= 0.8 208 = 1.1
30 mg/kg 197 = 08 194 = 08 199 = 06 200 = 0.9 207 £ 08 213 £ 1.1
100 mg/kg 19.7 = 08 194 = 07 201 + 07 201 = 1.0 208 = 08 210 = 1.1
200 mg/kg 19.7 = 09 193 = 1.1 211 £ 1.0% 206 £ 16 210 £ 1.1 209 = 14
300 mg/ke 197 = 09 196 = 08 206 = 1.2 208 = 1.2 212 + 1.1 211 = 1.8

Significant difference ; *: P < 0.05 %k

1P = 001

Test of Dunnett







STUDY NO.  : 0895 MEAN FOOD CONSUMPTION (FC) AND SURVIVAL
ANIMAL : MOUSE C57BL/6J
UNIT g
REPORT TYPE : A1- 5
SEX : MALE PAGE : 1
Control 30 me/ke 100 me/ke 200 me/ke 300 me/ke
Av. FC. No. of % of No. of Av. FC. % of No. of % of No. of % of No. of
Week-Day Surviv. cont. Surviv. cont. Surviv. cont. Surviv. cont. Surviv.
on Study 10> <10> <10 <10 10>
2-1 3.5 (100 10/10 100 10/10 3.5 (10 100 10/10 100 10/10 114 10/10
31 3.3 (10 10710 100 10/10 3.4 (10) 103 10/10 112 10/10 121 10/10
4-1 3.4 (100 10/10 100 10/10 3.4 (10) 100 10710 100 10/10 115 10/10
4-7 3.3 (10 10/10 100 10/10 3.3 (10 100 10/10 103 10/10 106 10/10
< >:No.of effective animals, ( ) :No. of measured animals Av.FC.: g
(B10040) BAIS5






STUDY NO.  : 0895 MEAN FOOD CONSUMPTION (FC) AND SURVIVAL

ANIMAL : MOUSE C57BL/6J
UNIT T g
REPORT TYPE : A1 5 )
SEX : FEMALE ) PAGE : 2
Control 30 me/ke 100 me/ke 200 mg/kg 300 me/ke
Av. FC. No. of Av. FC. k % of No. of Av. FC. % of No. of Av. FC. % of No. of Av. FC. % of No. of
Week-Day Surviv. cont.  Surviv. . cont.  Surviv. ) cont.  Surviv. cont.  Surviv.
on Study - < <10> <10> <10 <10
2-1 31 (9 99 31 (10 100 10710 3.3 (100 - 106 10/10 3.4 (10 110 10/10 35 (9 113 9/10
3-1 31 (9 9/9 2.9 (10) 94 10710 31 (10 100 10/10 3.7 (10 119 10/10 37 (9 119 9/10
4-1 31 (9 99 2.9 (10) 94 10/10 3.0 (10 97 10/10 3.7 (10 119 10/10 39 (9 126 9/10
4-7 29 (9 99 2.9 (10) 100 10710 2.9 (10 100 10/10 31 (10 107 10/10 35 (9 121 9/10
< >:No.of effective animals, ( ) :No. of measured animals Av.FC.: g

(B10040) BAIS 5






STUDY NO. : 0895

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE C57BL/6J ALL ANIMALS
UNIT g
REPORT TYPE : Al 4
SEX : MALE PAGE : 1
Group Name Administration week-day (effective)
2-11(6) 3-11(6) 4-1(6) 4-7 (5)

Control 3.5+ 0.4 33+ 0.2 3.4+ 0.2 33+ 0.2
30 me/ke 3.5+ 0.2 3.3+ 0.4 34+ 0.3 33+ 0.3
100 me/ke 3.5+ 0.4 3.4+ 0.3 34+ 0.3 33+ 0.1
200 me/kg 3.5+ 0.3 3.7+ 0.5 3.4+ 0.4 34+ 0.4
300 me/kg 4.0+ 0. 4%x 4.0+ 0. 4% 3.9+ 0. 6% 3.5+ 0.5

Significant difference ; x: P =005 % P < 0.01 Test of Dunnett
(HAN260) BAIS 5






STUDY NO. : 0895 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE C57BL/6J ~ ALL ANIMALS
UNIT g
REPORT TYPE : A1 4
SEX : FEMALE ‘PAGE : 2
Group Name Administration week-day (effective)
2-1(6) 3-11(6) 4-1(6) 4-7 (5)

Control 31+ 0.4 31 0.3 31+ 0.3 2.9+ 0.4
30 me/ke 31+ 0.2 2.9+ 0.3 29+ 0.3 29+ 0.3
100 me/ke 3.3+ 0.2+ 31+ 0.3 3.0+ 03 29+ 0.4
200 me/ke 34+ 0.5 3.7+ 0. 5%x 37 0.5% 31+ 0.6
300 me/ke 3.5+ 0.5% 3.7 0.7% 3.9+ 0.9x 3.5+ 0.5%

Significant difference ; P =005 % P =< 0.01 Test of Dunnett
(HAN260) BAIS5






STUDY NO. : 0895 URINALYSIS
ANIMAL : MOUSE C57BL/6J
MEASURE. TIME : 1

SEX : MALE 'REPORT TYPE : Al CPAGE : 1
Group Name NO. of pH Protein Glucose Ketone body Occult blood
Animals 50 6.0 6.5 7.0 7.5 80 85 CHI — + + 2+ 3+ 4+ CHI — + + 2+ 3t 4+ CHI — + + 2+ 3+ 4+ CHI — = + 2+ 3+ CHI

Control 9 0 0 0 0 0 1 8 044100 9 00000 233100 9 0000

30 me/ke 10 0 0 0 0 0 3 7 008 200 10 0 0 0 00 136000 10 0 0 0 0

100 me/ke 10 0 0 0 0 0 0 10 045100 10 0 0 0 0 0 43 2100 10 0 0 0 0

200 mg/kg 10 0 0 0 0 0 0 10 01000 0 0 0 +# 10 0 0 0 0 0 10 0 0 0 0 0 #x 10 0 0 0 0

300 me/ke 8 0 0 0 0 2 2 4 71000 0 #x 8 00000 8 0000 O0 =« 8 0000

Sienificant difference ; * P =0.05 % P = 0.01 Test of CHI SQUARE

(HCL101) . . BAIS 5



STUDY NO. : 0895

ANIMAL : MOUSE C57BL/6J

MEASURE. TIME : 1

URINALYSIS

SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of Urobilinogen
Animals £ + 2+ 3+ 4+ CHI

Control 9 9 0000

30 me/ke 10 10 0000

100 mg/ke 10 10 0000

200 mg/ke 10 10 0 0 0 0

300 me/ke 8 80000

Significant difference : % :P = 0.05 % : P =< 0.0f Test of CHI SQUARE

(HCL101)

BAIS 5






STUDY NO. : 0895 URINALYSIS
ANIMAL : MOUSE C57BL/6J
MEASURE. TIME : 1

SEX : FEMALE REPORT TYPE : Al PAGE : 3
Group Name NO. of pH Protein Glucose Ketone body Occult blood
Animals 50 60 65 7.0 7.5 80 85 CHI — + + 2+ 3+ 4+ CHI — + + 24+ 3+ 4+ CHI — &+ .4+ 2+ 3+ 4+ CHI — = + 2+ 3+ CHI

Control 9 0 0 3 1 2 1 2 0 342100 9 00000 043200 9 0000

30 me/kg 10 0 0 0 2 1 6 1 027100 10 0 0 0 00 0 45100 10 0 0 0 0

100 me/ke 10 0 0 0 1 1 0 8 153100 1000000 2 70100 10 0 0 00

200 me/ke 10 0 0 0 1 0 3 6 352000 10 0 0 0 0 O 73 00 0 0 #x 10 0 0 00

300 me/ke 9 0 0 1 0 1 4 3 72000 0 = 9 0 0000 9 00 0 0 0 xx 90000

Significant difference ; ¥ P =005 % : P = 0.01 Test of CHI SQUARE

(HCL101) ' BAIS 5



STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
MEASURE. TIME : 1

URINALYSIS

SEX : FEMALE REPORT TYPE : A1 PAGE : 4
Group Name NO. of Urobilinogen
Animals + + 2+ 3+ 4+ CHI

Control 9 90000

30 me/ke 10 0 0000

100 me/ke 10 10 0000

200 mg/ke 10 10 00 0 0

300 me/ke 9 90000

Significant difference ; * 1P =005 % P = 0.01. Test of CHI SQUARE
{HCL101) BAIS 5






STUDY NO. : 0885

HEMATOLOGY (SUMMARY)

ANIMAL : MOUSE C57BL/6J ALL ANIMALS ( 5W)
MEASURE. TIME : 1
. SEX : MALE REPORT TYPE : Al PAGE : 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT Mcy MCH MCHC PLATELET
Animals 108,18 g /de % f e peg g /de 10°, /1l
Control 10 10.38+= 0.33 16. 2+ 0.4 50. 2+ 1.4 48. 4+ 0.4 15. 7+ 0.2 32.3+ 0.4 1329+ 163
30 me/ke 10 10.31= 0.1 16. 1+ 0.3 50. 1+ 0.8 48. 6 0.4 15. 6+ 0.2 32.2+ 0.5 1381+ 26
100 me/ke 10 10.33+  0.27 16. 1+ 0.4 49. 8+ 1.4 48. 2+ 0.5 15. 6+ 0.2 32.4+ 0.4 1420+ 113
200 me/ke 9 10.35+ 0.14 16. 1+ 0.2 49. 4+ 0.6 47. 8+ 0. 3% 15.5%+ 0.2 32.5+ 0.4 1487+ 68%x
300 me/ke 10 10. 10+ 0.27 15.5+ 0. 4%x 47.5+ 1. 3%% 47. 0% 0. 6% 15. 3% 0. 1% 32.6x 0.4 1510t 97%x
Significant difference ; * : P < 0.05 x*x : P = 0.01 Test of Dunnett
(HCLOT70) BAIS5



STUDY NO. : 0895 HEMATOLOGY (SUMMARY)

ANIMAL : MOUSE C57BL/6J ALL ANIMALS ( 5W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of RETICULOCYTE
Animals %

Control - 10 2.7+ 0.2
30 me/ke 10 2.5+ 0.3
100 me/kg 10 2.6+ 0.2
200 me/ke 9 2.4+ 0.2
300 me/ke 10 2.5+ 0.2

Significant difference ; * : P < 0.05 ¥ @ P < 0.01 Test of Dunnett

(HCLO70) . ) BAIS 5



STUDY NO. : 0895

ANIMAL : MOUSE C57BL/6J

MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (

5W)

SEX : MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of WBC Differential WBC (%)
Animals 100/ 12 NEUTRO LYMPHO MONO EOSINO BASO OTHER

Control ' ‘10 .36 0.40 14. 2+ 4.6 82.2+ 6.0 2.6+ 1.8 0.8+ 0.4 0.1% 0.1 0.1+ 0.1

30 me/ke 10 .16  0.44 16. 8+ 57 791+ 6.3 2.8+ 1.3 1.2 0.4 0.0+ 0.0 0.2% 0.2

100 mg/ke 10 .20 0.44 16. 5+ 6.4 80.4x 7.3 2.0+ 1.3 1.0+ 0.9 0.1+ 0.1 0.1% 0.1

200 me/kg 9 1.92+  0.50% 14. 6+ 4.6 83. 6 5.2 1.0+ 0. 5% 0.6 0.4 0.1+ 0.1 0.1+ 0.1

300 mg/ke 10 .48+  2.63%x 19. 2+ 7.5 78. 0+ 6.9 2.1+ 3.0 0.5+ 0.2 0.0+ 0.1 0.1+ 0.2

*x P =005 % : P = 0.01 Test of Dunnett

Significant difference ;

(HCLO70)

BAIS 5






STUDY NO. : 0895

HEMATOLOGY (SUMMARY)

ANIMAL : MOUSE C57BL/6J ALL ANIMALS ( 5W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCvV MCH MCHC PLATELET
Animals 1081 g/ /4 % fe pg g/d 103/l
Control 9 10. 04+ 0.26 16. 1+ 0.3 48.7+ 1.3 48. 5+ 1.5 16. 0+ 0.4 33. 0% 0.4 1146+ 168
30 me/ke 10 10.24+ 0.24 16. 3% 0.4 49. 5+ 1.4 48. 4+ 0.7 15. 9+ 0.3 32.8+ 0.7 1244+ 69
100 mg/kg 10 10.29+ 0.18 16. 2 0.2 49. 2+ 1.0 47. 9+ 0.6 15. 7% 0. 2% 32.9+ 0.4 1279+ 80
200 me/ke 10 10.22+  0.24 16. 0+ 0.4 49. 2+ 0.9 48. 1+ 0.8 15. 7+ 0. 2% 32.6+ 0.4 1276+ 85
300 me/ke 9 9.97+ 0.33 15.7+ 0.4 47. 4+ 1.0 47. 6 1.0 15.8% 0.3 331+ 0.6 1200+ 179
Sienificant difference ; P =0.05 ¥ 0 P = 0.01 Test of Dunnett
(HCLO70) BAIS5



STUDY NO. : 0895

ANIMAL : MOUSE C57BL/6J

MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)

ALL ANIMALS (

5W)

PAGE : b

SEX : FEMALE REPORT TYPE : Al
Group Name NO. of RETICULOCYTE
Animals %
Control 9 2.9+ 0.6
30 me/ke 10 2.9+ 0.2
100 meg/ke 10 2.7+ 0.4
200 me/kg 10 2.8+ 0.4
300 me/ke 9 3.2+ 0.5
Significant difference ; * : P = 0.05 ¥ : P = 0.01 Test of Dunnett

(HCLO70)

BAIS 5



STUDY NO. : 0895

ANIMAL : MOUSE C57BL/6J

MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (

5W)

PAGE : 6

SEX : FEMALE REPORT TYPE : Al
Group Name NO. of WBC Differential WBC (%) _
Animals 10°0,/18 NEUTRO LYMPHO MONO "EOSINO BASO OTHER
Control 9 216 1.89 14. 6+ 5.5 80. 6+ 4.7 3.4+ 2.8 1.1+ 0.7 0.1+ 0.1 0.2+ 0.3
30 me/ke 10 .66+ 0.75 13. 2+ 5.6 83. 0+ 6.5 2.6+ 1.5 0.9+ 0.7 0.2+ 0.2 0.1+ 0.1
100 me/ke 10 1.40t 061 15. 7+ 9.9 80.7 10.8 2.2+ 1.2 1.3 0.9 0.1+ 0.1 0.1t 0.1
200 mg/kg 10 268+ 1.10 13. 0% 4.4 84. 1+ 4.1 1.6+ 0.6 1.0+ 0.6 0.1+ 0.1 0.2% 0.2
300 me/kg 9 337 1.60% 13.7£ 5.6 83. 5+ 6.0 1.6t 1.0 0.9+ 0.3 0.0+ 0.1 0.3+ 0.2
Significant difference ; * : P < 0.05 ** P = 0.01 Test of Dunnett

(HCLOT70)

BAIS 5






STUDY NO. : 0895

ANIMAL : MOUSE C57BL/6J

MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS ( 5W)

SEX : MALE REPORT TYPE : At PAGE : 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g /de g/ ng,”d¢ ng,/d2 mg,/d¢ mg,/ d2

Control 10 5.6% 0.1 3.2+ 0.1 1.3% 0.1 0.07x 0.0t 270+ 32 90+ 12 22+ 8

30 me/ke 10 5.5+ 0.1 31+ 0 1 1.3 0.1 0.08+ 0.01 275+ 19 101t 5% 28+ 1"

100 me/ke 10 5.4+ 0. 2% KA = 0. 1% 1.3+ 0.1 0.08+ 0.01 264+ 37 105+ 11%% 38+ 17%

200 me/ke 10 5.5+ 0.1 3.0t 0. 0%x 1.2+ 0. 1%x 0.06 0.01 244+ 35 138+ 10%x 53+ 11x%

300 me/ke 10 5. 6% 0.2 3.0+ 0. 1%x 1.2+ 0. 1xx 0.05+  0.01xx 226+ 21%x% 170+ 10%% 63+ 12%x%

Significant difference ; * : P < 0.05 % . P = 0.01 Test of Dunnett

(HCLO74)

BAIS 5



STUDY NO. : 0895 BIOCHEMISTRY (SUMMARY)

ANIMAL : MOUSE C57BL/6J ALL ANIMALS ( 5W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of PHOSPHOLIPID AST ALT LDH ALP G-GTP CK
Animals mg./de U/L U/L U/L ’ U/L ; U/L U/L

Control 10 187+ 20 51+ 17 17+ 10 159+ 34 368+ 43 0.7+ 0.3 70+ 16
30 me/ke 10 210+ 12% 44+ 5 14+ 2 146+ 26 444+ 60%x 0.6+ 0.3 69+ 17
100 mg/kg 10 215+ 18%x 215+ 530 28+ 40 471+ 1034 501+ 39%% 0.8+ 0.4 901+ 2577
200 me/ke 10 260+ 17+ 41+ 10 15+ 6 181+ 38 438+ 44%x 2.3+ 0. T+x 4 == 22
300 me/ke 10 299+ 18%x 40+ E 18+ 1 230+  Bl1xx 409+ 42 4.3+ 0. 9%% 88+ 39

Significant difference ; * : P < 0.05 % : P = 0.01 Test of Dunnett

(HCLO74) BAIS 5



STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS ( 5

W)

SEX : MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of UREA NITROGEN SOD UM POTASS1UM CHLOR1DE CALCIUM INORGANIC PHOSPHORUS
Animals mg,/dé mEq,” £ mEq,/ £ mEq,/ ¢ mg,d¢ mg,/d¢ )

Control 10 37.5+ 4.6 152+t 4.0+ 0.2 116% 2 9.2+ 0.2 6.2% 1.0
30 me/ke 10 36. 9% 6. 4 153+ 4.0+ 0.2 116+ 2 9.2+ 0.1 6.3+ 1.1
100 me/ke 10 31.2+ 2. 5% 153+ 3.9+ 0.3 116+ 3 9.1+ 0.3 6.2+ 1.3
200 mg/ke 10 42. 4+ 5.8 153+ 3.8+ 0.2 13+ 3 9.7+ 0. 4%x 6.4+ 1.4
300 me/kg 10 55. 2+ 6. 2%% 152+ 3.8x 0.2 109+ 133 10. 4% 0. 3%x 83+ 1. T%%

Significant difference ; * : P < 0.05 x% : P = 0.01 Test of Dunnett

(HCLO74)

BAIS 5






STUDY NO. : 0895

BIOCHEMISTRY (SUMMARY)

ANIMAL : MOUSE C57BL/6J ALL ANIMALS ( 5W)

MEASURE. TIME : 1

SEX : FEMALE REPORT TYPE : Al PAGE : 4

Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE

Animals g /de g /4l mg,/de mg./d4 mg,/de mg,/de

Control 9 5.2+ 0.3 3.3+ 0.2 1.7+ 0.1 0.10= 0.05 200+ 31 72+ 14 18+ 8

30 me/ke 10 5. 4+ 0.2 3.4+ 0.1 1.8t 0.1 0.07+ 0.04 245+ 23 87+ (iE33 23+ 6

100 me/ke 10 53+ 0.2 3.3+ 0.1 1.7+ 0.1 0.06 0.01 247+ 27%% 88+ 333 26+ 10

200 me/ke 10 5. 5% 0. 2% 3.3+ 0.1 1.5+ 0. 1% 0.07= 001 202+ 22 122+ 12%% 51+ 15%%

300 me/ke 9 5.5+ 0. 3% 3.2+ 0.1 1.4+ 0. 1% 0.07= 0.01 219+ 24 145+ 22%% 50+ 17%%
Sienificant difference ; * : P < 0.05 xx : P =< 0.0t Test of Dunnett

(HCLO74)

BAIS 5



STUDY NO. : 0895 BIOCHEMISTRY (SUMMARY)

ANIMAL : MOUSE C57BL/6J ALL ANIMALS ( 5W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : A1l ) PAGE : 5
Group Name NO. of PHOSPHOLIPID AST . ALT LDH " ALP G-GTP CK
Animals mg,/de U/L U/L U/L U/L U/L U/L

Control 9 150+ 27 69+ 35 20+ 6 187+ 44 485+ 78 0.3 0.7 113+ 119
30 me/ke 10 180+ 1% =+ 33 . 33+ 23 181+ 60 538+ 56 0.1+ 0.2 73+ 14
100 me/ke 10 184+ 11%x 63+ 16 23+ 9 153+ 29 551+ 49 0.0+ 0.1 75+ 20
200 mg/kg 10 239+ 25%% St 12 24+ 14 204+ 30 472+ 61 3.3+ 1. 2%% 73+ 9
300 me/ke 9 263+ 44xx 38+ £33 14+ 5 185+ 23 518+ 97 4.6+ 1. 8xx 67+ 15

Significant difference ; * : P = 0.05 ¥ P = 0.01 Test of Dunnett

(HCLO74) BAIS 5



STUDY NO. : 0895 BIOCHEMISTRY (SUMMARY)

ANIMAL : MOUSE C57BL/6J ALL ANIMALS ( 5W)
MEASURE. TIME : 1 .
SEX : FEMALE REPORT TYPE : Al ) PAGE : 6
Group Name NO. of UREA NITROGEN SOD1UM POTASS UM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals mg,/dl mEq, £ mEq, ¢ mEq,/ ¢ mg,/d¢ mg,/d¢
Control 9 27.2+ 4.5 154+ 2 3.8+ 0.2 115+ 6 8.9+ 0.2 6. 4i 1.5
30 mg/ke 10 27.3+ 2.7 154+ 2 3.7 0.2 114+ 5 8.9+ 0.3 - 6. 6+ 1.4
100 me/ke 10 27. 1+ 3.0 154+ 2 3.6+ 0.3 114+ 6 8.8+ 0.2 6.4+ 1.3
200 me/ke 10 40. 4+ 5. 8%x 152+ 3 3.5+ 0. 3% 1M1+ 4 ‘ 9.5+ 0. 3%x 7.5+ 1.4
300 me/ke 9 42. 0+ 6. 3xx 151+ 4 3.5+ 0. 3% 110+ 6 9.8+ 0. 4% 8.5+ [MEL

Significant difference ; * : P < 0.05 ¥ 1 P =< 0.01 Test of Dunnett

(HCLO74) } BAIS5






STUDY NO.  : 0895

GROSS FINDINGS (SUMMARY)

AN IMAL : MOUSE C57BL/6J ALL ANIMALS (0~ 5W)

REPORT TYPE : Al

SEX : MALE PAGE : 1
Group Name Control 30 me/ke 100 mg/ke 200 me/kg

Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 10 (%)

spleen black zone 2 (20 3 (30 1 (10 1 (10

kidney . pale 0 (0 0 (0 0 (0 1 (10

(HPT080)

BAIS 5



STUDY NO. : 0895 GROSS FINDINGS (SUMMARY)
AN IMAL : MOUSE C57BL/6J ALL ANIMALS (0~ 5W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name 300 me/ke
Orean Findings NO. of Animals 10 (%)
spleen black zone 2 (20
kidney pale 10 (100
BAIS 5

(HPT080)






STUDY NO. 1 0895 GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE C57BL/6J DEAD AND MORIBUND ANIMALS (0- 5W)

REPORT TYPE : Al

SEX : FEMALE PAGE :
Group Name Control 30 me/ke 100 mg/kg 200 me/ke

Organ Findings NO. of Animals 0 (%) 0 (%) 0 (%) 0 (%)

spleen black zone - (- - () - () - ()

liver pale - () - (=) - () - ()

(HPT080)



(HPT080)

STUDY NO. : 0895 GROSS FINDINGS (SUMMARY)
ANIMAL : MOUSE C57BL/6J DEAD AND MORIBUND ANIMALS (0- 5W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 2

: Group Name 300 me/ke
Organ Findings NO. of Animals 1 (%)
spleen black zone 1 (100
liver pale 1 {100

BAISS






STUDY NO. - 0895 GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE C57BL/6J  SACRIFICED ANIMALS ( 5W)

REPORT TYPE : Al

SEX : FEMALE PAGE :
Group Name Control 30 me/ke 100 me/ke 200 me/ke

Organ Findings NO. of Animals 9 (%) 10 (%) 10 (%) 10 (%)

spleen black zone 1 (1) 4 (40 1T (10 1 (10

kidney pale 0 (0 0 (0 0 (0 0 (0

(HPTO80)



(HPT080)

STUDY NO. : 0895 GROSS FINDINGS (SUMMARY)
ANIMAL : MOUSE C57BL/6J SACRIFICED ANIMALS ( 5W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name 300 mg/kg
Organ Findings NO. of Animals 9 (%)
spleen black zone 1 (11
kidney pale 9 (100
BAIS 5






STUDY NO.
ANIMAL

: MOUSE C57BL/6J
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

SURVIVAL ANIMALS ( 5W)

SEX : MALE
UNIT: g PAGE : 1
Group Name NO. of Body Weight THYMUS ADRENALS TESTES HEART LUNGS
Animals

Control 10 215+ 0.9 0.035= 0.005 0.010x=  0.002 0.175+ 0.029 0.126+=  0.011 0.124+ 0.017
30 me/ke 10 21.8+ 1.1 0.033= 0.004 0.010+  0.001 0.191+ 0.018 0.122+ 0.010 0117+ 0.010
100 me/ke 10 21.8+ 0.7 0. 034+  0.006 0.010+  0.002 0.198+= 0.012 0.124= 0.009 0.120+ 0. 006
200 mg/ke 10 21.3+ 0.8 0.031+  0.005 0.011 0. 002« 0.194+  0.011 0.114+  0.013 0.123+ 0.008
300 me/ke 10 2.5+ 0.7 0.029+  0.005 0.011+  0.001 0.194+  0.007 0.106+ 0. 009+ 0.121+ 0. 006

Significant difference ; * P =005 *¥ : P=001 Test of Dunnett
(HCL040) BAIS5



STUDY NO. : 0895

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : MOUSE C57BL/6J SURVIVAL ANIMALS (5w
REPORT TYPE : Al
SEX : MALE
UNIT: g PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals

Control 10 '0.292+  0.020 0.043+ 0.009 0.889+  0.083 0.432+ 0.015
30 me/ke 10 0.286+ 0.019 0.039+ 0.003 0.956x 0.045 0.437 0.012
100 me/ke 10 0.302+ 0.016 0.043+  0.004 1.042+ 0. 046%% 0.442+ 0.008
200 me/ke 10 0.299+  0.022 0.047= 0. 006 1. 114+ 0. 061%x 0.431+ 0.019
300 me/ke 10 0.302+ 0.015 0.059 0. 008%x 1.245+ 0. 070%% 0.437+ 0.008

Siegnificant difference ; *x : P=0.05 % P = 0.01 Test of Dunnett
(HCL040) BAIS 5






STUDY NO. : 0895

ORGAN WEIGHT :ABSOLUTE {SUMMARY)

ANIMAL : MOUSE C57BL/6J SURVIVAL ANIMALS ( 5W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: g PAGE : 3
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals

Control 9 17. 8+ 1.1 0. 045+  0.006 0.012x (].4 002 0.021= 0.005 0.108+ 0.011 0.112+  0.009
30 me/ke 10 18.0+ 0.8 0.044+  0.005 0.011=  0.002 0.019+t - 0.005 0.104= 0. 007 0.109+ 0.008
100 me/ke 10 17.8+= 0.9 0.043+ 0.005 0.013+=  0.002 0.019+ 0.004 " 0.109+ 0. 007 0.112+  0.007
200 me/kg 10 17.6x 1.1 0.040L+ 0.004 0.012+  0.001 0.021+ 0.005. 0.099+ 0.007 0.108%+ 0.007
300 me/kg 9 18.0+ 1.3 0.037=  0.009% 0.012+  0.002 0.022+ 0.009 0.098+ 0. 008« 0. 111+ 0.007

Significant difference ; ¥ P <005 ¥ . P = 0.01 Test of Dunnett
(HCL040) BAIS 5



STUDY NO. : 0895 ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : MOUSE C57BL/6J . SURVIVAL ANIMALS ( 5W)

REPORT TYPE : Al

SEX : FEMALE

UNIT: g PAGE : 4

Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN

Animals

Control 9 0.248+ 0.022 0.048+ 0.014 0.691+  0.047 0.438+ 0. 025

30 mg/ke 10 0.240+ 0.014 0.046+  0.005 0.790= 0. 040%* 0.431+  0.012

100 me/ke 10 0.251+ 0. 009 0.046= 0.004 0.822+ 0. 041%x 0.437+ 0.008

200 mg/ke 10 0.258+ 0.017 0. 050+ 0. 006 0.885+t  0.069%x 0.425+ 0.012

300 me/ke 9 0.278+ 0. 019%x 0. 053+ - 0.005 0.997+ 0. 131%« 0.429+ 0.014
Significant difference ; * P =005 % P =001 Test of Dunnett

(HCLO40) BAIS 5






STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : Al

ORGAN WEIGHT :RELATIVE (SUMMARY)
SURVIVAL ANIMALS ( 5W)

SEX : MALE
UNIT: % PAGE : 1
Group Name NO. of Body Weight THYMUS ADRENALS TESTES HEART LUNGS
Animals (g)

Control 10 2.5+ 0.9 0.161+ 0. 022 0. 045+ 0. 007 0.813+ 0.111 0.584=+ 0.047 0.576+ 0. 069
30 mg/ke 10 2.8+ 1.1 0. 151+ 0. 021 0. 044+ 0. 004 0. 876 0. 062 0.561+ 0.056 0.537+ 0.036
100 me/ke 10 2.8 0.7 0. 156+ 0. 031 0. 044< 0. 007 0.908=+ 0.074 0.570+ 0.039 0. 552+ 0.043
200 me/ke 10 21.3+ 0.8 0. 144+ 0. 026 0. 053+ 0. 009% 0. 912+ 0. 047 0.533+ 0.058 0.578+ 0. 042
300 me/ke 10 21.5+ 0.7 0.136+ 0.024 0. 049+ 0. 007 0. 902+ 0.027 0. 491+ 0. 034%x 0. 564= 0.030

Significant difference ; *: P =005 ¥ : P = 0.01 Test of Dunnett

(HCL042)

BAIS S



STUDY NO. : 0895 .
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)

SURVIVAL ANIMALS ( 5W)

SEX : MALE
UNIT: % PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals

Control 10 1. 360+ 0. 085 0.200+ 0. 040 4.133+ 0. 321 2.010+ 0. 045
30 mg/ke 10 1. 309+ 0. 056 0.179% 0.008 4.381+ 0.154 2.004+ 0.070
100 me/ke 10 1. 382+ 0. 060 0.198+ 0.016 4.779+ 0. 190%x 2.026+ 0.075
200 mg/kg 10 1. 401+ 0. 084 0.222+ 0.021%x 5. 224+ (. 228%% 2.023+ 0.075
300 me/ke 10 1. 404+ 0. 061 0.272+ 0. 033*+ 5.794+ 0. 298*% 2.035+ 0.084

Significant difference ; ¥ 1P =005 % P =001 Test of Dunnett
(HCL042) BAIS S






STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)

SURVIVAL ANIMALS ( 5W)

SEX : FEMALE
UNIT: % PAGE : 3
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals (g)

Control 9 17.8+ 1.1 0. 250+ 0.035 0. 065+ 0.012 0.117+ 0.029 0. 607+ 0. 062 0. 630+ 0.043
30 me/ke 10 18.0+ 0.8 0. 245+ 0. 027 0. 060+ 0. 011 0.106 0.029 0.581+ 0.040 0. 603+ 0.026
100 me/ke 10 17.8+ 0.9 0: 241+ 0.031 0.071+ 0.008 0.108+ 0. 025 0.611+ 0.037 0.630+ 0.038
200 mg/ke 10 17.6 1.1 0.225+ 0.024 0. 068+ 0. 008 0.120+ 0.028 0. 566+ 0.054 0.616= 0.040
300 me/ke 9 18.0+ 1.3 0.205+ 0.051% 0. 067 0.013 0.125+ 0. Q47 0. 547 0. 069 0.618+ 0.050

Significant difference ; *x P =005 % 1 P = 0.01 Test of Dunnett
(HCL042) BAIS5



STUDY NO. : 0895
ANIMAL : MOUSE C57BL/6J
REPORT TYPE : At

ORGAN WEIGHT :RELATIVE (SUMMARY)

SURVIVAL ANIMALS ( 5W)

SEX : FEMALE :
UNIT: % PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals

Control 9 1. 393+ 0. 086 0.267+ 0.070 3.885+ 0.293 2.459+ 0. 157
30 me/ke 10 1.336+ 0.043 0. 257+ 0.024 4.396+ 0. 142%x 2. 401+ 0.054
100 me/kg 10 1. 406+ 0. 041 0.256=+ 0.023 4.609+ 0. 126%% 2. 454+ 0.102
200 me/ke 10 1. 469+ 0. 082% 0.283+ 0.034 5.032+ 0. 155%« 2. 424+ 0. 153
300 me/ke 9 1.556+ 0. 171%% 0.296+ 0.034 5.531£ 0. 487xx 2.398+ 0.173

Significant difference ; x: P =005 2% P =001 Test of Dunnett
(HCL042) BAIS5






STUDY NO.  : 0895 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE C57BL/6J ALL ANIMALS (0- 5W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 30 me/ke 100 me/ke 200 mg/ke
No. of Animals on Study 10 10 10 10
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3t 4+ 1+ 2+ 3t 4+ 1+ 2+ 3t 4+
Organ Findings ' (%) (%) (%) (%) S ® (%) (%) (%) (%) % ® (%) (%)_ (%) (%) (%)
{Hematopoietic system
snleen ' 10 <10 S0 10>
deposit of melanin 2 0 0 0 3 0 0 0 0 0 0 0 1 0 0 0
(200 C 00 (O) (OO (30 (00 (0O (0 (0 (o0 (0 (0 (10 (00 (0 (0
{Urinary system)
kidney <10> <10> 10> <10>
regeneration:renal tubule 0 0 0 0 0 0 0 0 7 1 0 0 *x 1 7 2 0 *x
(o (o0 (0 (o0 (o to (o (o0 (700 (100 C 00 € 0 (100 (700 (200 ( 0
‘Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢c:b/ax100
Significant difference ; x P =005 % : P = 0.01 Test of Chi Square

(HPT150) BAISS



— e

STUDY NO.  : 0895 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE C57BL/6J ’ ALL ANIMALS (0- 5W)

REPORT TYPE : Al

SEX : MALE PAGE : 2
Group Name 300 me/ke
No. of Animals on Study 10
Grade 1+ 2+ 3+ 4+

Organ Findings (%) % & (%

{Hematopoietic system

spleen 10>
deposit of melanin 2 0 0 0
. (200 (00 (OO (O

{Urinary system)

kidney <10>
regeneration:renal tubule ' 0 0 10 0 #x
(0 (o0 (100 ( 0

Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; ¥ :P=0.05 ¥ : P < 0.01 Test of Chi Square

(HPT150) BA1S5






{ |
— J/

STUDY NO.  : 0895 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE C57BL/6J DEAD AND MORIBUND ANIMALS (0- 5W) ‘
REPORT TYPE : Al .
SEX : FEMALE PAGE : 1
Group Name Control 30 mg/ke 100 mg/kg 200 me/ke
No. of Animals on Study 0 : 0 0 0
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ Findings & ®  ® (%) (%) % &) {%) (%) (%) (%) (%) % & (%) (%)

{Hematopoietic system)

spleen : - <0 < <O <0
atrophy : . - - - - - - - - - - - - - - - -
(= 0= - 09 O I s I G I | (= 0= 00 O I I G I
deposit of melanin - - - - - - - - - - - - - - - -
L I B A G B B (= =00 (= ¢ - L I s T A B
{Digestive system)
liver <0 <D <0 <0
fatty change - - - - - - - - - - - - - - - -
(O T s I G B (= - 0= 04 [ I O I G R O I (- (=) [ I
{Urinary system)

kidney <0
tubular necrosis - _

<o <0 <
I I O IO O R A [ T e I A I

e I B | (O I O I O |

I
—

Grade 1+ : Slight 2+ : Moderate 3t : Marked 4+ : Severe
<a» a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; *x P =005 % P =001 Test of Chi Square

{HPT150) BAISS



STUDY NO.  : 0895 . HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE C57BL/6J ’ DEAD AND MORIBUND ANIMALS (0- 5W)
REPORT TYPE : At
SEX : FEMALE PAGE : 2
Group Name 300 mg/kg
No. of Animals on Study 1
) Grade 1+ 2+ 3t 4t
Organ Findings ® ®  ® (%

(Hematopoietic system)

spleen . <
atrophy 1 0 0 0 2
(100) (0 {( 0 ( 0

0 0 0 7

deposit of melanin 1
(100) ( 00 ( O (O

{Digestive system

liver <
fatty change 0 0 1
(0 (0 (1000 ( O

(==}
-

{Urinary system}

kidney ) <1
tubular necrosis 0 1 0
{0 (1000 (0 (0

[~
-2

Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a» a : Number of animals examined at the site
b b : Number of animals with lesion
{c) c:b/a%100
Significant difference ; x P =005 ¥ 1 P = 0.01 Test of Chi Square

? : Significant test is not applied, because No. of data in this group is less than 3.

{HPT150) BAISS
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STUDY NO. - 0895 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITMAL : MOUSE C57BL/6J SACRIFICED ANIMALS ( 5W)
REPORT TYPE : Al
SEX . FEMALE ’ PAGE : 3
Group Name Control 30 me/ke 100 mg/kg 200 mg/ke
No. of Animals on Study 9 10 10 . 10
R Grade 1+ 2+ 3+ 4+ 1+ 2+ 3t 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ Findings (%) ® & (%) (%) (%) (%) ® (%) (%) (%) (%) (%) (%) (%) (%)

{Respiratory system

nasal cavit i <D 10> <10 <10
' respiratory metaplasia:olfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

{Hematopoietic system)

spleen <9 10> Q0 1
deposit of melanin 1 0 0 0 4 0 0 0 1 0 0 0 1 0 0 0
(1t o o (0 (40 (00 C 0O (0 (10 (00 (0O (0 (100 ¢ 00 (0 (0
extramedullary hematopoiesis 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(1 o o o0 (t0y (o) (O (0 (o (o0 (0 (o0 (o0 (o0 (o0 (0
Urinary system)
kidney <9 <10> <10 <10>
regeneration:renal tubule 0 0 0 0 0 0 0 0 3 0 0 0 0 10 0 0 *x
(o (o (0o (oo (0 (o0 (300 CO) (O (0 o o (o (o
Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
{c) c:b/ax100
Significant difference ; ¥ P=0.05 % P =001 Test of Chi Square

{HPT150) BAIS5



RN N

STUDY NO.  : 0895 "HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE C57BL/6J SACRIFICED ANIMALS ( 5W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 4
Group Name 300 mg/ke
No. of Animals on Study 9
Grade 1+ 2+ 3+ 4+

Organ Findings 1S I 1 B ¢ I

[Respiratory system

nasal cavit <9
respiratory metaplasia:olfactory epithelium 1 0 0 0
. (1) 0 (o0 (o0
{Hematopoietic system)
spleen <%
deposit of melanin 1 0 0 0
(1) co (o0 (0
extramedullary hematopoiesis 0 0 0 0
to (o (o0 (o0
{Urinary system)
kidney <
regeneration:renal tubule 0 3 6 0 *x

(0 (33 (67 ( 0

Grade 1+ : Slight 2+ : Moderate 3t : Marked 4+ : Severe
<a) - a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; *x 1P =005 #* P =001 Test of Chi Square
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IDENTITY OF 4-(1,1,3,3-TETRAMETHYLBUTYL) PHENOL IN THE 4-WEEK ORAL
ADMINISTRATION STUDY

Test Substance : 4-(1,1,3,3-Tetramethylbutyl) phenol (Tokyo Chemical Industry Co., Ltd.)
Lot No. : YSLQL
1. Spectral Data

Infrared Spectrometry

Instrument ! Shimadzu IRAffinity-1
Cell : KBr
Resolution 4 cm'l
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Infrared Spectrum of Literature Data*
Result: The infrared spectrum was consistent with literature spectrum.
* Performed by National Institute of Advanced Industrial Science and Technology.
Spectra Database for Organic Compounds, SDBS. ,
http://riodb01.ibase.aist.go.jp/sdbs/cgi-bin/cre_index.cgi [accessed 2017/4/26]

2. Conclusion: The test substance was identified as 4-(1,1,3,3-tetramethylbutyl) phenol by infrared
spectrum.






(Study No. 0895)

STABILITY OF 4-(1,1,3,3-TETRAMETHYLBUTYL) PHENOL IN THE 4-WEEK
ORAL ADMINISTRATION STUDY

Test\ Substance : 4-(1,1,3,3-Tetramethylbutyl) phenol (Tokyo Chemical Industry Co., Ltd)
Lot No. 1 YSLQL
1. Spectral Data

Infrared Spectrometry

" Instrument : Shimadzu IRAffinity-1 .
Cell : KBr
Resolution 14 cm'!
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Result: The infrared spectra were not changed before used on 2017.8.10 and after used
' on 2017.9.19.

2. Conclusion: The test substance was stable for the period that the test substance had been
used for the study.
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CONCENTRATION OF 4-(1,1,3,3-TETRAMETHYLBUTYL) PHENOL IN THE 4-WEEK

ORAL ADMINISTRATION STUDY

Analytical Method : The samples were analyzed by high performance liquid
chromatography.
Instrument  Shimadzu LC-10 High Performance Liquid Chromatograph
Column : Kinetex® 5 ym C18 100 A (4.6 mm¢ X 15 cm)

Column Temperature: 40 °C

Mobile Phase . Acetonitrile : Distilled Water = 75 : 25
Flow Rate : 1 mL/min |
Detector : UV (294 nm)

Injection Volume © 10 pL

Target Concentration

Date Analyzed 6 20 40 60
2017.08.17 5.91" (98.5)° 19.6 (97.9) 39.4 (98.6) 60.0 (100)
a2 mg/mL ’

b mg/mL (Mean measured concentration)
¢ % (Mean measured concentration/target concentration X 100)
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HOMOGENEITY OF 4'(1,1,3,3-TETRAMETHYLBUTYL) PHENOL IN THE 4-WEEK
ORAL ADMINISTRATION STUDY

Analytical Method - The samples were analyzed by high performance liquid
: chromatography.
Instrument : Shimadzu LC-10 High Performance Liquid Chromatograph
Column : Kinetex® 5 pm C18 100 A (4.6 mm¢ X 15 cm)

Column Temperature: 40 °C

Mobile Phase : Acetonitrile : Distilled Water = 75 : 25
Flow Rate : 1 mL/min

Detector : UV (294 nm)

Injection Volume : 10 uL

Target Concentration

Date Analyzed 6* 20 40 : 60
2017.08.17 1.36° 2.72 1.64 1.57
a mg/ml,

b Coefficient of Variation (%), (n=7)
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STABILITY OF 4-(1,1,3,3-TETRAMETHYLBUTYL) PHENOL IN THE OLIVE OIL
(STUDY NO. 8042) ‘

Analytical Method : The samples were analyzed by high performance liquid chromatography.
Instrument : Shimadzu LC-10 High Performance Liquid Chromatograph
Column : Kinetex® 5 pm C18 100 A (4.6 mm¢ X 15 cm)

Column Temperature: 40 °C

Mobile Phase : Acetonitrile : Distilled Water = 75 : 25
Flow. Rate * 1 mL/min

Detector : UV (294 nm)

Injection Volume : 10 pL

Target Concentration

Date Analyzed ‘ 0.6° 60
2017.06.08 0.576 (100)° 56.7 (100)
2017.06.16° 0.603 (105) 59.0 (104)
a2 mg/mL

b % (Percentage was based on the concentration at the date of preparation)
¢ The samples were stored in a dark place at refrigerated.

The data of stability of the test sample referred with the result of study No. 8042
on Japan Bioassay Research Center.
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METHODS, UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY
IN THE 4-WEEK ORAL ADMINISTRATION STUDY OF 4-(1,1,3,3-TETRAMETHYLBUTYL)
PHENOL

Item Method » Unit Decimal
V place

Hematology
Red blood cell (RBC) Light scattering method D X106/pL 2
Hemoglobin(Hgb) Cyanmethemoglobin method ” g/dL 1
Hematocrit(Het) Calculated as RBCXMCV/10 % 1
Mean corpuscular volume(MCV) Light scattering method D fL 1
Mean corpuscular hemoglobin(MCH) Calculated as Hgb/RBCX 10 ” pg 1
Mean corpuscular hemoglobin concentration | Calculated as Hgb/Het X 100 D g/dL 1
(MCHC)
Platelet \ Light scattering method D X 103/uLL 0
Reticulocyte Light scattering method ” % 1
White blood cell(WBC) Light scattering method ” X 103/uL, 2
Differential WBC Light scattering method % 1

Biochemistry , ' /
Total protein(TP) Biuret method ? g/dL 1
Albumin (Alb) BCG method ? g/dL 1
AJG ratio ' Calculated as Alb/(TP—Alb) ? - 1
T-bilirubin BOD method ? mg/dL 2
Glucose GlcK - G-6-PDH method ? mg/dL 0
T-cholesterol CE-COD-POD method ” mg/dL -0
Triglyceride MGLP-GK-GPO-POD method 2 mg/dL 0
Phospholipid PLD-ChOD-POD method ? mg/dL 0
Aspartate aminotransferase (AST) JSCC method ? U/L 0
Alanine aminotransferase (ALT) JSCC method ? U/L 0
Lactate dehydrogenase (LDH) JSCC method ? U/L 0
Alkaline phosphatase (ALP) - JSCC method * U/L 0
y-Glutamyl transpeptidase (y-GTP) JSCC method ? U/L 1
Creatine kinase (CK) JSCC method ? : U/L 0
Urea nitrogen Urease-GLDH method ? mg/dL 1
Skodium Ion selective electrode method mEq/L 0
Potassium : . Ton selective electrode method ? mEq/L 1
Chloride Ton selective electrode method 2 v mEq/L 0
Calcium | OCPC method ? me/dL 1
Inorganic phosphorus PNP-XOD-POD method ? mg/dL 1

1) Automatic blood cell analyzer (ADVIA120 : Siemens Healthcare Diagnostics Tnc.)
2) Automatic analyzer (Hitachi 7080 : Hitachi,Ltd.)



