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9-7 10-7 11-7 12-7 13-7 14-7

8-7

-7

5-7

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

2-7 3-7

Administration Week-day
7

1_

Control
333 pom
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 pom
3000 ppm

Group Name

0268
* MOUSE Crj:BDF1

: MALE

STUDY NO.

ANIMAL

REPORT TYPE : Al 104
Clinical sign

DEATH

HORIBUND SACRIFICE
HUNCHBACK POSITION

SEX

O D D

Control
333 ppm
1000 ppm

PARALYTIC GAIT

3000 ppm
Controt
333 ppm
1000 ppm

3000 ppm
Control

PILOERECTION

ROTATING

[=1

333 ppm

BAIS3

1000 ppm
3000 ppm
Controt
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm

SOILED PERI GENITALIA

FROG BELLY
(HAN190)
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ALL ANINALS
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STUDY NO.
ANINAL

: MOUSE Crj:BDF1

REPCRT TYPE : A1 104
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PAGE :

: MALE

SEX

Administration Week-day

Group Name

Clinical sion

16-7 17-7 18-7 19-7 20-7 21-7 22-7 237 24-7 25-7 26-7 27-7 28-7

15-7

Cantrol

DEATR

333 ppm

1000 ppm

3000 ppm

Control

333 ppm

MORIBUND SACRIFICE

1000 ppm

3000 ppm

Control

HUNCHBACK POSITION

333 ppm

[=)

1000 ppm

3000 ppm

Control

333 ppm

PARALYTIC GAIT

1000 ppm

3000 ppm

Control

333 ppm

ROTATING

1000 ppm

3000 ppm

Control

PILOERECTION

333 ppm

1000 ppm

3000 ppm

Control

FROG BELLY

[=3

333 ppm

<>

1000 ppm

3000 ppm

Control

SOILED PERI GENITALIA

333 ppm

1000 ppm

3000 ppm

BAIS3

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS
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STUDY NO,
ANIMAL

MOUSE Crj:BDF1
T AL 104

.

REPORT TYPE

3

PAGE

: MALE

SEX

Administration Week-day

28-7

Group Name

Clinical sion

31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 38-7 40-7 41-7 42-7

30-7

Control
333 ppm

DEATH

1000 ppm
3000 ppm

Control
333 ppm

HORIBUND SACRIFICE

<

[d

1000 ppm

3000 ppm

Control
333 ppm

HUNCHBACK POSITION

=1

1000 ppm

3000 ppm

Control
333 ppm

PARALYTIC GAIT

1000 ppm

3000 ppm

Control

ROTATING

333 ppm

1000 ppm

3000 ppm

Control

PILOERECTION

333 pom

=)

1000 ppm

3000 ppm

oo oo

Control

333 ppm

FROG BELLY

<

1000 ppm

3000 ppm

Control

333 ppm

SOILED PERI GENITALIA

<

1000 ppm

3000 ppm

BAIS3

(HAN190)
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REPORT TYPE : Al 104

4

PAGE :

¢ MALE

SEX

Administration Week—-day

43-7

Group Name

Clinical sion

45-7 46-7 47-7 487 49-7 50-7 51-7 52-7 53-7 54-7 55-7 56-7

44-7

Control

333 pem

DEATH

1000 ppm

3000 ppm

Control

333 ppm

HORIBUND SACRIFICE

(=)

1000 ppm

3000 ppm

Control

333 pom

HUNCHBACK POSITION

1000 ppm

3000 ppm

Control

PARALYTIC GAIT

333 ppm

1000 ppm

3000 ppm

Control

333 ppm

ROTATING

1000 ppm

3000 ppm

Control

333 ppm

PILOERECTION

1000 ppm

3000 ppm

Control

333 ppm

FROG BELLY

<

1000 ppm

3000 ppm

SO OO

DO OO

OO OO

DO OO

OO OO

DD DD

OO OO

OO OO

(== o]

(=R o e ]

DO OO

(== Je Byl

OO OO

OO OO

333 ppm
1000 ppm
3000 ppm

Control

SOILED PERI GENITALIA

BAIS3

(HAN190)
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ANIMAL ~ : MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE: &
Clinical sion Group Name Administration Week-day

57-7 58-7 58~7 80-7 61-7 62-7 83-7 64-7 65-7 66-7 87-7 68-7 638-7 70-7

DEATH Control 2 2 2 2 2 2 2 2 2 2 2 2 2 2
333 ppm 1 1 1 1 1 1 1 1 2 2 2 2 2 2

1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 1

3000 ppm 1 1 1 1 1 1 1 2 2 2 2 2 3 3

HORIBUND SACRIFICE Control 0 0 0 0 i} 0 0 0 0 0 0 ¢ 0 0
333 ppm 0 0 0 0 0 0 0 0 0 0 0 0’ 0 0

1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1000 ppm 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 [} 0 0 0 R
333 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

ROTATING Control 0 [ 0 0 0 0 i} 0 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0 0 0 b} 0 0 0 0 0

1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

3000 ppm 0 0 0 1 1 0 0 0 0 0 0 0 0 0

PILOERECTION Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1000 ppm 0 1 1 1 1 1 1 1 1 1 1 1 1 1

3000 ppm 1 1 1 1 1 1 1 0 0 i} 0 0 0 0

FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

SOILED PERI GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)

BAIS3



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS
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T A1 104
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¢ MALE

SEX

Administration Week—day

71-7

Group Name

Clinical sign

78-7 74-7 757 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7 84-7

72-7

Contral
333 ppm

DEATH

1000 ppm
3000 ppm

Control
333 ppm

MORIBUND SACRIFICE

1000 ppm

3000 ppm

Control
333 ppm

HUNCHBACK POSITION

<

1000 ppm

3000 ppm

Control

333 ppm

PARALYTIC GAIT

1000 ppm

3000 ppm

Controt

333 ppm

ROTATING

1000 ppm

3000 ppm

Control
333 pem

PILOERECTION

1000 pem

3000 ppm

Control

FROG BELLY

333 ppm

1000 ppm

3000 ppm

Control

333 ppm

SOILED PERI GENITALIA

1000 ppm

3000 ppm

BAIS3

(HAN190)
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95-7 96-7 97-7 98-7

94-7

937

89-7 90-7 81-7 92-7

88-7

CLINICAL OBSERVATION (SUXMARY)

ALL ANIMALS
86-7 87-7

Administration Week—day

85-7

Group Name

¢ MOUSE Crj:BDF1
: Al 104

: 0268
REPORT TYPE

STUDY NO.
ANIMAL

SEX : MALE
Clinical sign

0 0 © = (=3 Ne N [N =] [ N =) [ =) ol e N oo oo
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M468 (== o g SO OO S oo o OO OO oo oo (=l e a1 SO

12
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6
8
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0
0
0
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0
0
0
0
0
0
0
0
0
0
0
1
0
0
0
0
0
0
0
0
0
0

11
3
5
7
0
0
0
0
0
0
0
0
1
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
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BAIS3

(HAN190)



STUDY NO. : 0268
ANINAL * HOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 8
Clinical sign Group Name Administration Week-day

99~7 100-7 101-7 102-7 103-7 104-7

DEATH Control 14 15 16 16 16 16
333 ppm 7 7 7 7 7 8

1000 ppm 8 8 8 9 10 10

3000 ppm 8 8 g 9 10 10

XORIBUND SACRIFICE Cantrol 0 0 0 0 1 1
333 ppm 0 0 0 0 1 1

1000 ppm 1 1 1 1 1 2

3000 ppm 0 0 0 0 0 0

HUNCHBACK POSITION Control 0 0 0 0 0 0
333 pem 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0

PARALYTIC GAIT Control 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0

ROTATING Control 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0

PILOERECTION Control 0 0 0 0 1 1
333 pom 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 1

3000 ppm 1 1 0 0 0 1

FROG BELLY Control 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0

SOILED PERI GENITALIA Control 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0

(HAN190)

BAIS3



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

+ 0268

STUDY NO.
ANIMAL

* MOUSE Crj:BDF1

¢ ALl 104

REPORT TYPE

g

PAGE

: NALE

SEX

Administration Wesk-day

Group Name

Clinical sign

g-7 10-7 11-7 12-7 13-7 14-7

8-7

2-7 3-7 4-7

1

Control

EXOPHTHALMOS

333 ppm

1000 ppm
3000 ppm

Control

333 ppm

EYE OPACITY

1000 ppm
3000 ppm

Control
333 ppm

CATARACT

1000 ppm

3000 ppm

Control

CORNEAL OPACITY

333 ppm

1000 ppm

3000 ppm

Control
333 ppm

EXTERNAL HASS

1000 ppm

3000 ppm

Controt

INTERNAL MASS

333 ppm

<>

1000 ppm

3000 ppm

Cantrol

333 ppm

H.NOSE

1000 pom

3000 ppm

co oo

Control
333 pem
1000 ppm
3000 ppm

H.HEAD

BAIS3

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0268

STUDY NO.
ANIMAL-

BDF1

* MOUSE Crj

Al 104

.
.

REPORT TYPE

10

PAGE :

: HALE

SEX

Administration Week-day

15-7

Group Name

Clinical sign

17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 26-7 26-7 277 28-7

16-7

Control

EXOPHTHALMOS

333 ppm

1000 ppm
3000 ppm

Control

EYE OPACITY

<

(=4

333 ppm

1000 ppm

3000 ppm

Control

333 pem

CATARACT

1000 ppm

3000 ppm

Control

333 ppm

CORNEAL OPACITY

f=3

1000 ppm

3000 ppm

Controt

EXTERNAL MASS

333 ppm

(=)

1000 ppm

3000 ppm

Control

INTERNAL MASS

333 ppm

1000 ppm

3000 ppm

Control

333 ppm

M.NOSE

1000 ppm

3000 ppm

Control

333 ppm

M.HEAD

1000 ppm

3000 ppm

BAIS3

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0268

STUDY NO.
ANINAL

: MOUSE Crj:BDF1

REPORT TYPE : Al 104

11

PAGE :

: HALE

SEX

Administration Week-day

28-7

Group Name

Clinical sign

31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7 42-7

30-7

Control
333 ppm

EXOPHTHALMOS

1000 ppm
3000 ppm

Control

333 pom

EYE OPACITY

1000 ppm
3000 ppm

Control

CATARACT

333 ppm
1000 ppm
3000 ppm

Controt
333 ppm

CORNEAL OPACITY

1000 ppm
3000 ppm

Control

333 ppm

EXTERNAL NASS

L=}

(=4

=4

<

1000 ppm
3000 ppm

Controt

INTERNAL MASS

333 ppm
1000 ppm
3000 ppm

Control

333 pom

M.NOSE

<

1000 ppm
3000 ppm

Control

H.HEAD

333 ppm
1000 ppm
3000 ppm

BAIS3

(HAN190)



PAGE @ 12
50-7 51-7 52-7 53-7 54-7 557 56-7

49-7

47-7 48-7

46-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

45-7

Administration Wesk-day
44-7

43-7

Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm

Group Name

BDF1

.

: 0268
: MOUSE Crj

¢ MALE

STUDY NO.

ANIMAL

REPORT TYPE : Al 104
Clinical sion
EXOPHTHALMOS

EYE OPACITY
CATARACT

CORNEAL OPACITY

SEX

o

1000 ppm

3000 ppm
Control
333 ppm

EXTERNAL NASS

[

BAIS3

1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm

INTERNAL MASS
¥.NOSE
M.HEAD
(HAN130)



PAGE : 138
67-7 68-7 69-7 70-7

66-7

65-7

81-7 62-7 83-7 64-7

60-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

59-7

Administration Wesek~day
58~7

57-7

Control
333 ppm

Group Name

: MOUSE Crj:BDF1

¢ 0268
REPORT TYPE : Al 104

: MALE

STUDY XO.
ANIMAL

SEX

Clinical sian
EXOPHTHALMOS

—

1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 pom
Control

EYE OPACITY
CATARACT

[=1

333 ppm
1000 ppm
3000 ppm

Contral

333 ppm
1000 ppm
3000 ppm

Control

333 ppm
1000 ppm
3000 ppm

Control

333 ppm
1000 ppm
3000 ppm

CORNEAL OPACITY
EXTERNAL MASS
INTERNAL MASS

OO OO

Contral
333 ppm
1000 ppm
3000 ppm

H.NOSE

BAIS3

Control
333 ppm
1000 ppm
3000 ppm

M.HEAD
(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

+ 0288

STUDY NO.
ANIMAL

: MOUSE Crj:BDF1

REPORT TYPE : Al 104

14

PAGE :

: MALE

SEX

Administration Week-day

Group Name

Clinical sion

72-7 78-7 74-7 75-7 76-7 777 78-7 78-7 80-7 81-7 82-7 83-7 84-7

71-7

Control
333 pom

EXOPHTHALMOS

1000 ppm
3000 ppm

Control
333 pom

EYE OPACITY

1000 ppm
3000 ppm

Controt

333 ppm

CATARACT

1000 ppm
3000 ppm

Control

CORNEAL OPACITY

333 ppm
1000 ppm
3000 ppm

Control

EXTERNAL XASS

333 ppm
1000 ppm
3000 ppm

Control
333 .ppm

INTERNAL MASS

1000 ppm
3000 ppm

Control
333 ppm

H.NOSE

1000 ppm
3000 ppm

Control

H.HEAD

333 ppm
1000 ppm
3000 ppm

BAIS3

(HAN190)



PACE : 15
91-7 92-7 93-7 84-7 9%-7 96-7 97-7 98-7

80-7

89-7

88-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS
86-7 87-7

Administration Wesk-day

85-7

Control
333 ppm
1000 ppm
3000 ppm

Group Name

¢ HOUSE Crj:BDF1

: HALE

STUDY NO. : 0268
REPORT TYPE : Al 104

ANIMAL
EXOPHTHALMOS

Clinical sion

SEX

—_o D

Controt
333 ppm
1000 pom
3000 ppm

EYE OPACITY

BAIS3

333 ppm
1000 ppm
3000 ppm

Control

333 ppm
1600 ppm
3000 ppm

Control

333 ppm
1000 ppm
3000 ppm

Control

333 ppm
1000 ppm
3000 ppm

Control

333 pem
1000 ppm
3000 ppm

Control

333 ppm
1000 ppm
3000 ppm

Control

CATARACT
CORNEAL OPACITY
EXTERNAL NASS
INTERNAL MASS
M.NOSE

H.HEAD

(HAN130)



STUDY KNO. : 0268 CLINICAL OBSERVATION (SUMMARY)
ANIHAL  : MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : MALE PAGE ¢ 1B

Clinical sign Group Name Administration Week-day
99~7 100-7 101-7 102-7 103-7 104-7

EXOPHTHALMOS Control 2 2 2 2 2 2
333 pom 1 1 1 1 1 2

1000 pom 2 2 2 2 2 2

3000 ppm 0 0 0 0 0 0

EYE OPACITY Control 1 1 1 1 1 1
333 ppm 0 0 0 0 0 0

1000 ppm 1 1 1 1 1 1

3000 ppm 0 0 0 0 0 0

CATARACT Control 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0

CORNEAL OPACITY Control 1 1 1 1 1 1
333 ppm 0 0 0 0 0 0

1000 ppm 1 1 1 1 1 1

3000 ppm 0 0 0 0 0 0

EXTERNAL HASS Control 1 1 1 1 1 1
333 ppm 0 0 0 0 0 0

1000 ppm 1 1 1 1 1 1

3000 ppm 0 0 0 0 0 0

INTERNAL MASS Control 2 2 1 2 2 2
333 ppm 1 1 1 6 5 5

1000 ppm 1 1 1 2 2 1

3000 ppm 0 0 0 1 1 1

H.NOSE Control 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0

1000 ppm 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0

M.HEAD Control 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0

1000 ppm 1 1 1 1 1 1

3000 ppm 0 0 0 0 0 0

(HAN190) BAIS3



PAGE = 17
8-7 10~7 11-7 12-7 13-7 14-7

8-7

-1

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

2-7 3-7

Administration Week-day
7

1-

Control

Group Name

¢ HOUSE Crj:BDF1
¢ Al 104

: 0268

¢ MALE

STUDY NO.
ANIHAL

REPORT TYPE
SEX

Clinical sion
M.BREAST

L1

333 ppm

1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm

. ABDOMEN
H.TAIL
EROSION
CRUSTA
TORTICOLLIS

<

1000 ppm
3000 ppm
Contral
333 ppm
1000 ppm
3000 ppm

IRREGULAR BREATHING

OO D

Control
333 ppm
1000 ppm
3000 ppm

ABNORHAL RESPIRATION

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

© 0268

STUDY NO.
ANTMAL

* MOUSE Crj:BDF1

REPORT TYPE : Al 104

18

PAGE :

: MALE

SEX

Administration Week-day

Group Name

Clinical sign

16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25~7 26-7 27-1 28-7

15-7

Control
333 ppm

M.BREAST

1000 ppm
3000 ppm

Control

333 ppm

M. ABDOMEN

1000 ppm

3000 ppm

Control

333 ppm

H.TAIL

1000 ppm

3000 ppm

Control

333 pom

EROSION

f=

<

1000 ppm

3000 ppm

Control

CRUSTA

333 ppm

1000 ppm

3000 ppm

Control
333 ppm

TORTICOLLIS

<

1000 ppm

3000 ppm

Control

IRREGULAR BREATHING

333 ppm

1000 ppm

3000 ppm

Control

333 ppm

ABNORMAL RESPIRATION

=3

<

1000 ppm

3000 ppm

BAIS3

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

¢ 0268

STUDY NO.
ANIHAL

BDF1

: MOUSE Crij

T Al 104

REPORT TYPE

18

PAGE :

SEX : MALE

Administration Week—-day

28-7

Group Name

Clinical sign

31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 38-7 40-7 41-7 42-7

30-7

Control
333 ppm

M.BREAST

1000 ppm
3000 ppm

Control

333 pem

M. ABDOMEN

1000 ppm
3000 ppm

=N K=

Control
333 ppm
1000 ppm
3000 ppm

H.TAIL

Control

EROSION

333 ppm

1000 ppm

3000 ppm

Controt
333 ppm

CRUSTA

1000 ppm

3000 ppm

Control

TORTICOLLIS

333 ppm

1000 ppm

3000 ppm

Control
333 ppm

IRREGULAR BREATHING

1000 ppm

3000 ppm

Contral

333 ppm

ABNORMAL RESPIRATION

1000 ppm

3000 ppm

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

0268

STUDY NO.
ANINAL

MOUSE Crj:BDF1

REPORT TYPE : A1 104

20

PAGE :

: MALE

SEX

Administration Week-day

43-7

Group Name

Clinical sisn

45-7 46-7 47-7 48-7 49-7 50~7 51-7 52-7 53-7 54-7 55-7 56-7

44-7

Control

333 ppm

M.BREAST

1000 ppm
3000 ppm

(= e N

Contral
333 ppm
1000 ppm
3000 ppm

. ABDOMEN

O O o

Control
333 ppm
1000 ppm
3000 ppm

H.TAIL

Control

333 ppm

EROSION

1000 ppm

3000 ppm

Control

CRUSTA

(=)

333 ppm

1000 ppm

3000 ppm

Control

TORTICOLLIS

333 ppm

1000 ppm

3000 pem

Caontrol

333 ppm

IRREGULAR BREATHING

1000 ppm

3000 ppm

OO OO

SO OO

OO OO

OO D

DO OO

OO OO

DD DO

OO oo

DO OO

[l e e

DD DD

Do o

(==~ N

OO OO

Contral
333 pem
1000 ppm
3000 ppm

ABNORMAL RESPIRATION

BAIS3

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

STUDY NO. : 0268

: MOUSE Crj:BDF1

REPORT TYPE : Al 104

ANIMAL

SEX : MALE

21

PAGE :

Administration Week-day

57-7

Group Name

Clinical sion

59-7 60-7 61-7 62-7 83-7 64-7 65-7 66-7 677 68-7 69-7 70-7

58-7

Control

333 ppm

M.BREAST

1000 ppm
3000 ppm

Control

M. ABDOMEN

333 ppm

1000 ppm

3000 ppm

Control

333 ppm

H.TAIL

1000 ppm

3000 ppm

Control

333 ppm

EROSION

1000 ppm

3000 ppm

Control

333 ppm

CRUSTA

(=)

1000 ppm

3000 ppm

Control

333 ppm

TORTICOLLIS

1000 ppem

3000 ppm

Control

IRREGULAR BREATHING

333 ppm

1000 ppm

3000 ppm

= =

Control
333 pom
1000 ppm
3000 ppm

ABNORMAL RESPIRATION

BAIS3

(HAN180)
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PAGE
84-7

80~7 81-7 82-7 83-7

79-7

75-7 76-7 77-7 78-7

74-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

73-7

Administration Week~day
72-7

71-7

Control
333 ppm

0268
+ MOUSE Crj:BDF1
Group Name

STUDY NO.

ANIMAL

REPORT TYPE : Al 104
SEX : MALE

Clinical sion
M.BREAST

1000 ppm
3000 ppm

BAIS3

Control
333 pom
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm
Control
333 ppm
1000 ppm
3000 ppm

IRREGULAR BREATHING
ABNORMAL RESPIRATION

H. ABDOMEN
H.TAIL
EROSION
CRUSTA
TORTICOLLIS
(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0268

STUDY NO.
ANINMAL

¢ MOUSE Crj:BDF1

T AL 104

REPORT TYPE

23

PAGE :

¢ MALE

SEX

Administration Week-day

85-7

Group Name

Clinical sisn

87-7 88-7 89-7 80-7 81-7 82-7 83-7 94-7 85-7 86-7 g7-7 88-7

86-7

Control
333 ppm
1000 ppm

H.BREAST

3000 ppm

Control
333 ppm

¥.ABDOMEN

1000 ppm
3000 ppm

Control

M. TAIL

333 ppm

1000 ppm
3000 ppm

oo oo

Control
333 pom
1000 ppm
3000 ppm

EROSION

Controt

333 ppm

CRUSTA

1000 ppm

3000 ppm

Control

TORTICOLLIS

333 ppm

1000 ppm

3000 ppm

Control

TRREGULAR BREATHING

333 ppm

1000 pem

3000 ppm

Controt

ABNORMAL RESPIRATION

333 pem

1000 ppm

3000 ppm

BAIS3

(HAN1S0)



STUDY NO. : 0268 CLINICAL OBSERVATION (SUMMARY)
ANINAL  MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 24

Clinical sion Group Name Administration Week-day
987 100-7 101-7 102-7 103-7 104-7

M.BREAST Control 1 1 1 1 1 1
333 ppm 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
¥.ABDOMEN Control 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
M.TAIL Control 1 1 1 1 1 1
333 ppm 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0
3000 pom 0 0 0 0 0 0
EROSION Control 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
CRUSTA Control 0 0 1 1 1 1
333 ppm 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 1
3000 ppm 0 0 0 0 0 0
TORTICOLLIS Control 1 1 1 1 1 1
333 ppm 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
IRREGULAR BREATHING Contral 0 0 0 0 0 0
333 pom 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0
3000 ppm 1 1 0 0 0 0
ABNORMAL RESPIRATION Controt 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0
3000 ppm 1 1 0 0 0 0
(HAN190)

BAIS3



STUDY NO. : 0268
ANINAL : MOUSE Crj:BDF1
REPORT TYPE : A1 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANTMALS

PAGE ¢ 25

Clinical sion

Group Name

Administration Wesk-day

1-7

2-7

3-7

4-7

5-7

8-7

7-1

8-7

9-7

10~7

11-7

12-7

18-7

14-7

HEMATURIA

SMALL STOOL

OLIGO-STOOL

Control
333 pom
1000 ppm
3000 ppm

Control
333 ppm
1000 ppm
3000 ppm

Control
333 ppm
1000 ppm
3000 ppm

OO DD

=~ i -]

O D

OO OO cCOo oo

oo 0o

[=IN I = =1 oo OO

OO OO

(== B I -

(= =N~N =1

[ i -

[= I =30 1 OO oo

[= =R o 3 =]

oo oo OO O o
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OO OO DO O O

(=2 i3]

[ R 3] [ =R B e ]

[ === i v

OO D OO OO

OO OO

L T B | OO OO
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[ I I =

(==l

—_o o o

[=R-NXe] [= e ie o)

OO O

(== i) (= e I e -]

Do O D

oo oo S o @ @

OO o @

(HAN190)
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STUDY NO. : 0268
ANINAL + MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 26

Clinical sisn

Group Name

Administration Week-day

15-7

16-7

17-7

18-7

18-7

20-7

21-7

22-7

23-7

24-7

25~7

26-7

271

28-7

HEMATURIA

SHALL STOOL

OLIGO-STOOL

Control
333 ppm
1000 ppm
3000 ppm

Control
333 ppm
1000 ppm
3000 ppm

Control
333 ppm
1000 ppm
3000 ppm

OO OO

OO OO

OO O D

OO OO OO OO

O DO

DO OO

OO OO

L=T R

OO DD OO OO

DO O

OO OO (== e N = 1

DO

[ =i e i (== = 1

[ ===

OO OO OO OO

[~ =

(==

[ i =1

[=JN=NwN -]

OO OO OO O D

OO0 O

[ =i~ e)]

OO O D

OO OO

OO DO OO OO

SO OO

[ =N =R OO OO

OO OO

OO O D

[=N=lNaNe

SO OO

oo oo oo oo

L= P

(HAN190)

BAISS



STUDY NO. : 0268
ANIHAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE ¢ 27

Clinical sisn

Group Name

Administration Week-day

28-7

30-7

31-7

32-7

33-7

34-7

35-7

36-7

37-7

38~7

38-7

40-7

41-7

42-7

HEMATURIA

SMALL STOOL

OLIGO-STOOL

Contral
333 pom
1000 ppm
3000 ppm

Control
333 ppm
1000 ppm
3000 ppm

Control
333 ppm
1000 ppm
3000 ppm

(=21

OO O

SO OO

SO OO [ = g =

DO OO

OO OO OO OO

[ = = -]

OO O o

DO OO

OO OO

OO OO [= R = o |

[= =N =]

(=2 -3« DO O D

O = OO

DO OO
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OO O D OO oo

OO oD
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DO O
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ANIMAL ¢ MOUSE Crj:BDF1L
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 28

Clinical sion

Group Name

Administration Week-day

43-7

44-7

45-7

46-7

47-7

48-7

49-7

50-7

51-7

52-7

53-7

54-7

55-7

56~7

HEMATURIA

SMALL STOOL

OLIGO-STOOL

Control
333 pem
1000 ppm
3000 ppm

Control
333 ppm
1000 ppm
3000 ppm

Control
333 ppm
1000 ppm
3000 ppm

OO DO [ == =]

OO OO

[=3-= N -1

OO O D

=R = I )

[=JE - OO DD

OO OO

[o=3 Be B [= e -
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STUDY NO. : 0268
ANINAL : MOUSE Crj:BDF1
REPORT TYPE : A1 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 29
Clinical sisn Group Name Administration Wesk~day
57-7 58-7 59-7 60-7 81-7 62-7 63-7 64-7 85-7 66-7 67-7 68-7 69-7 70-7
HEMATURIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 ] 0 0 0 0 0 0
3000 ppm 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
333 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 1 1 1 1 1
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 1 0
333 ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 1
1000 ppm 1 2 2 2 2 2 1 1 0 0 0 0 2 2
3000 ppm 1 1 1 1 1 1 1 0 0 0 0 1 0 0
(HAN190)

BAIS3



STUDY NO. : 0268
ANIMAL = MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

PAGE : 30

Clinical sign

Group Name

Administration Week—-day

71-7

727

78-7

74-7

75-7

76-7

77-7

78-7

79-7

80-7

81-7

82-7

83-7

84-7

HEMATURTA

SMALL STOOL

OLIGO-STOOL

Control
333 ppm
1000 ppm
3000 ppm

Control
333 ppm
1000 ppm
3000 ppm

Control
333 ppm
1000 ppm
3000 ppm

[~ =}

[ =2 B = =]

=T e = I =]

[ =T =R i -]

OO OO

(=== -]

(== R -1

[=- R I = o]

OO OO

OO O OO OO

O D D

o O OO

OO OO

DO OO

O DD O [ R I B ]

== -]

OO DD O O O O

== = -

OO OO [~

=¥ ]

OO DO OO O D

(===l

OO OO

OO OO

OO OO

OO OO [N e =1

OO O @

OO DD [N N
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=11

O D OO

DO O
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oo oo
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STUDY NO. : 0268
ANTMAL : MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

PAGE : 31
Clinical sign Group Name Administration Week-day
85-7 86-7 87-7 88-7 89-7 g0-7 81-7 92-7 93-7 94-7 85-7 96-7 97-7 98-7
HEMATURIA Cantrol 0 1 0 0 0 0 0 0 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 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
333 ppm 0 0 0 0 0 0 0 1 0 0 0 1 1 0
1000 ppm 0 1 1 0 0 2 2 1 1 1 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
OLIGO-STOOL Control 0 0 0 0 0 0 1 0 0 0 0 0 0 0
333 pom 0 0 0 0 0 0 0 1 0 1 0 1 1 0
1000 ppm 0 1 1 1 0 2 2 1 1 1 0 0 1 0
3000 ppm 0 0 0 1 1 0 0 0 0 0 0 0 1 1
(HAN190)

BAIS3



STUDY NO. : 0268 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : MALE PAGE @ 32

Clinical sion Group Name Administration Week-day
93-7 100-7 101-7 102-7 103-7 104-7

HEMATURIA Control 0 0 0 0 0 0
333 ppm 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
SMALL STOOL Control 0 0 0 0 0 0
333 pom 0 0 0 0 0 0
1000 ppm 0 0 1 0 0 0
3000 ppm 0 0 0 0 0 0
OLI1GO-STOOL Control 0 0 2 2 1 1
333 ppm 0 0 0 0 0 0
1000 ppm 0 0 1 0 1 1
3000 ppm 1 1 0 0 0 1
(HAN130)

BAIS3
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PAGE :
14-7

8-7 8-7 10-7 11-7 12-7 13-7

7-1

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

2-7 3-7

Administration Week~day
7

1

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Group Name

BDF1

.

Al 104

0268
* MOUSE Crij

REPORT TYPE

K

STUDY NO.

ANIMAL

SEX : FEMALE
Clinical sion
DEATH

M¥ORIBUND SACRIFICE

O O S

Cantrol
1500 ppm
3000 ppm

LOCOMOTOR HOVEMENT DECR

1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Controt
1500 ppm

Control

6000 ppm

HUNCHBACK POSITION

LATERAL
ATAXIC GAIT

oD

3000 ppm
6000 ppm

BAIS3

Cantrol
1500 ppm
3000 ppm
6000 ppm

Contral
1500 pom
3000 ppm
6000 ppm

PARALYTIC GAIT

WASTING
(HAN1S0)



STUDY NO. : 0268 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE @ 34

Clinical sion Group Name Administration Wesk-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24~7 25-7 26-7 27-7 28-7

DEATH Contrat

0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
HUNCHBACK POSITION Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ATAXIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS3



STUDY NO. : 0268

CLINICAL OBSERVATION (SUMMARY)

ANITHAL * MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 35
Clinical sion Group Name Administration Week-day
29~7 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7 42-7
DEATH Control 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 4} 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 ] 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 pem 0 0 0 0 0 0 0 0 0 4} 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ATAXIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 90 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS3
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56-7

48-7 43-7 50-7 51-7 52-7 53-7 54-7 55-7

47-7

46-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

45-7

Administration Week-day
44~7

43-7

1500 ppm

Control

1500 ppm
3000 ppm
6000 ppm

Contral

Group Name

* MOUSE Crj:BDF1
P Al 104

¢ 0268

: FEMALE

MORIBUND SACRIFICE

STUDY NO.
ANIMAL

REPORT TYPE
SEX

Clinical sien
DEATH

[=)

Control

3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm

LOCOMOTOR MOVEMENT DECR
HUNCHBACK POSITION

LATERAL

<>

1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm

ATAXIC GAIT

(=)

3000 ppm

BAIS3

1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm

Control

6000 ppm

PARALYTIC GAIT

WASTING
(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0268

STUDY NO.
ANIMAL

* HOUSE Crj:BDF1

t Al 104

REPORT TYPE
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SEX : FEMALE

Group Name Administration Week-day

Clinical sion

58-7 58-7 60-7 61-7 62-7 63-7 64-7 65-7 66~7 67-7 68-7 69-7 70-7

57-7

Control

DEATH

1500 ppm

—

3000 ppm

6000 ppm

Controt
1500 ppm

MORIBUND SACRIFICE

3000 ppm

6000 ppm

== =]

OO O D

(==l =1

OO OO

DD OO

OO DD

Control
1500 ppm
3000 ppm
6000 ppm

LOCOMOTOR MOVEMENT DECR

Controt

1500 ppm

LATERAL

3000 ppm

6000 ppm

Cantrol

1500 ppm

HUNCHBACK POSITION

<

3000 ppm

6000 ppm

Control

1500 ppm

ATAXIC GAIT

3000 ppm

6000 ppm

Control
1500 ppm

PARALYTIC GAIT

3000 ppm

6000 ppm

Control

WASTING

1500 ppm

3000 ppm

6000 ppm

BAIS3

(HAN190)



PAGE : 38
75-7 76-7 77-7 78-7 78-7 80-7 81-7 82-7 83-7 84-7

7%4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

731

Adninistration Week-day
72~7

71-7

Group Name

: MOUSE Crj:BDF1

FEMALE .

STUDY NO. : 0268
ANIMAL

REPORT TYPE : Al 104
Clinical sion

SEX

— O O D

10
6
6
5

Control
1500 ppm

3000 ppm

DEATH

6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm

MORIBUND SACRIFICE

DD

1500 ppm
3000 ppm

Control

LOCOMOTOR MOVEMENT DECR

1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Controt

Control

6000 ppm

HUNCHBACK POSITION
ATAXIC GAIT

LATERAL

<>

1500 ppm
3000 ppm
6000 ppm

[ W W3

DO OO

OO O o

DO O D

=R == -

OO O D

OO

O OO D

OO O D

DO OO

(==~ gl 4

OO OO

SO OO

OO OO

Control
1500 ppm
3000 ppm

PARALYTIC GAIT

6000 ppm

== Na N )

DO O D

OO OO

OO OO

OO OO

DO OO

OO OO

[=l= = g =]

(==« el

DO O

OO OO

[t -]

ODC OO

Control
1500 ppm
3000 ppm
6000 ppm

WASTING

BAIS3

(HAN190)



STUDY NO. : 0268
ANIMAL * HOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sion

Group Name

Administration Week-day

85-7

86-7

87-7

88-7

89-7

80-7

91-7

92-7

83-7

94-7

85-7

86-7

DEATH

MORIBUND SACRIFICE

LOCOMOTOR MOVEMENT DECR

LATERAL

HUNCHBACK POSITION

ATAXIC GAIT

PARALYTIC GAIT

WASTING

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
8000 pom

Control
1500 ppm
3000 ppm
6000 ppm

o
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STUDY NO. : 0268 CLINICAL OBSERVATION (SUNMARY)
ANINAL ¢ MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : A1 104

SEX : FEMALE PAGE @ 40

Clinical sion Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7

DEATH Control 16 17 18 18 18 18
1500 ppm 16 16 16 17 17 19
3000 ppm 12 13 13 13 15 16
6000 ppm 10 10 10 10 10 10
MORIBUND SACRIFICE Control 0 0 1 1 2 2
1500 pom 1 1 1 2 2 2
3000 ppm 0 1 1 1 2 2
6000 ppm 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 1 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
LATERAL Control 0 0 1 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0
HUNCHBACK POSITION Control 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0
ATAXIC GAIT Control 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 1 1 1
WASTING Control 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 1 0 0
6000 ppm 0 0 0 0 0 0
(HAN1S0)

BAIS3
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PAGE :
14-7

7-7 8-7 g-7 10-7 11-7 12-7 18-7

6-7

47

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

2-7 37

Administration Week-day
7

1~

Control
1500 ppm
3000 ppm
8000 ppm

Controt
1500 ppm
3000 ppm
6000 ppm

Contral
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Cantrol
1500 ppm
3000 ppm
6000 ppm

Group Name

Al 104

: 0268
* MOUSE Grj:BDF1

: FENALE

SOILED PERI GENITALIA

STUDY NO,
ANIMAL
REPORT TYPE
Clinical sign
SOILED
PILOERECTION
FROG BELLY
EXOPHTHALMOS
EYE OPACITY
CATARACT

SEX

(= 1

OO DO

(==l o1

(== e el

SO OO

OO oo

OO OO

OO OO

OO O D

OO oo

SO OO

OO DD

OO DO

L= e S v ]

1500 ppm
3000 ppm
6000 ppm

Control

CORNEAL OPACITY

BAIS3

(HAN190)
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19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 21-1

18-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

17-7

Administration Week-day
16-7

15-7

Control
1500 ppm
3000 ppm
6000 ppm

Group Name

MOUSE Crj:BDF1

0268
REPORT TYPE : Al 104

¢ FEMALE

Clinical sion

STUDY NO.
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SOILED

SEX
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42-7

34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7

33-7

32-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

31-7

Administration Week-day
30-7

29-7

Control
1500 ppm
3000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 pom
3000 pom
6000 ppm

Control
1500 ppm
3000 pom
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

6000 ppm

Group Name

: 0268
+ MOUSE Crj:BDF1
FEMALE

STUDY NO.

ANIMAL

REPORT TYPE : Al 104
Clinical sign

SOILED

PILOERECTION

FROG BELLY

SOILED PERI GENITALIA
EXOPHTHALMOS

SEX

[=e NN

1500 ppm
3000 ppm
6000 ppm

Control

EYE OPACITY

BAIS3

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

CORNEAL OPACITY

CATARACT
(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

0268
¢ MOUSE Crj:BDF1

STUDY NO.
ANINAL

REPORT TYPE : Al 104

44

PAGE

: FEMALE

SEX

Group Name Administration Week-day

Clinical sion

44-7 45-7 48-7 47-7 48-7 43-7 50-7 51-7 52-7 53-7 54-7 55-7 56-7

43-7

Control
1500 ppm
3000 ppm

SOILED

[

<

<

6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Controt
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm

SOILED PERI GENITALIA

PILOERECTION
FROG BELLY

[=1

3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm

EXOPHTHALMOS
EYE OPACITY
CATARACT
CORNEAL OPACITY

BAIS3

(HAN190)
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70-7

62-7 63-7 64-7 85-7 66~7 87-7 68-7 89-7

61~7

60-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

59-7

Administration Week-day
58-7

57-7

Controt
1500 ppm
3000 ppm
8000 ppm

Control
1500 ppm
3000 ppm

Group Name

BDF1

+ 0268
: MOUSE Crj
¢ Al 104

* FENALE

STUDY NO.
ANIMAL

REPORT TYPE
Clinical sion
SOILED
PILOERECTION

SEX

(=]

BAIS3

1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control

6000 ppm

SOILED PERT GENITALIA

FROG BELLY
EXOPHTHALMOS
EYE OPACITY
CATARACT
CORNEAL OPACITY
(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0268

STUDY NO.
ANIMAL

* HOUSE Crj:BDF1

REPORT TYPE

¢ Al 104
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SEX : FEMALE

Administration Week-day

71-7

Group Name

Clinical sion

73-7 74-7 75-7 76-7 777 78-7 78-7 80~7 81-7 82-7 83-7 84-7

72-7

Control
1500 ppm
3000 ppm

SOILED

(=3

(=)

6000 ppm

Control
1500 ppm
3000 ppm

PILOERECTION

6000 ppm

Control
1500 ppm

FROG BELLY

<

<

3000 ppm

6000 ppm

Contrat

SOILED PERI GENITALIA

1500 ppm

> o

DD

<o

3000 ppm
6000 ppm

Control
1500 ppm

EXOPHTHALMOS

3000 ppm

6000 ppm

Control
1500 ppm

EYE OPACITY

3000 ppm

6000 ppm

Contral

1500 ppm

CATARACT

3000 ppm

6000 ppm

Control

1500 ppm

CORNEAL OPACITY

3000 ppm

6000 ppm

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

© 0268

STUDY NO.
ANINAL

MOUSE Crj:BDF1
¢ Al 104

REPORT TYPE

47

PAGE :

© FEMALE

SEX

Administration Wesk-day

85-7

Group Name

Clinical sien

87-7 88-7 88-7 90-7 81-7 82-7 33-7 84~7 95-7 96-7 97-7 98-7

86-7

Control

SOILED

1500 ppm

3000 ppm

6000 ppm

Control
1500 ppm

PILOERECTION

3000 ppm

6000 ppm

Control

1500 ppm

FROG BELLY

3000 ppm

L)

<

6000 ppm

Control
1500 ppm

SOILED PERI GENITALIA

3000 pom

6000 ppm

Control

1500 ppm

EXOPHTHALNOS

<

3000 ppm

6000 ppm

—_o o o

1500 ppm
3000 ppm
6000 ppm

Controt

EYE OPACITY

Control

CATARACT

1500 ppm

3000 ppm

6000 ppm

—_ o OO

—_ o O O

—_ o OO

— DD

—_oO O o

—o O o

o oo

- oD

DD

- DD

—-—_n o O o

O OO

O OO

O OO

1500 ppm
3000 ppm
6000 ppm

Control

CORNEAL OPACITY

BAIS3

(HAN190)



STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 48
Clinical sion Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
SOILED Control 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 1 1 1 0 0
6000 ppm 0 0 0 0 0 0
PILOERECTION Control 0 0 1 1 2 1
1500 ppm 0 0 0 0 0 1
3000 ppm 3 3 3 3 1 1
6000 ppm 0 0 0 0 0 0
FROG BELLY Control 0 0 0 0 0 0
1500 ppm 0 0 1 0 0 0
3000 ppm 1 0 Q 0 0 0
6000 ppm 0 0 0 0 0 0
SOILED PERI GENITALIA Control 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 [ 0 0 0
EXOPHTHALMOS Controt 1 1 1 1 1 1
1500 ppm 0 [4} [ 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 4 0 0 0
EYE OPACITY Control 1 1 1 1 1 2
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 [ 0 0
CATARACT Control 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
CORNEAL OPACITY Control 1 1 1 1 1 2
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0

(HAN190)

BAIS3
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14-7

10-7 11-7 12-7 13-7

8-7

8-7

7-7

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

2-7 3-7

Administration Week-day
7

1

Control
1500 ppm
3000 ppm
6000 ppm

Group Name

HOUSE Grj:BDF1
: A1 104

0268

.

STUDY NO.
ANTHMAL

REPORT TYPE
SEX : FEMALE
Clinical sisn
EXTERNAL MASS

[N

Controt
1500 ppm
3000 ppm
6000 ppm

INTERNAL MASS

1500 ppm

Control

H.NOSE

(=1

3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 prm
6000 ppm
Control
1500 ppm

¥.MANDIBULAR

M.EYE
M. NECK

<

3000 ppm
6000 ppm
Controt
1500 ppm
3000 ppm
6000 ppm

M. BREAST

O DO D

Cantrol
1500 ppm
3000 ppm
6000 ppm

M. ABDOMEN

BAIS3

(HAN190)
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19-7 20-7 21-7 22-7

18-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

17-7

Administration Week-day
16-7

15-7

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Group Name

: HOUSE Crj:BDF1

: 0268

: FENALE

STUDY NO.

ANTMAL

REPORT TYPE ¢ A1 104
SEX

Clinical sion
EXTERNAL MASS
INTERNAL MASS
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BAIS3

1500 ppm
3000 ppm
6000 ppm

Controt

M. ABDOKEN
(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

1 0268

STUDY NO.
ANTHAL

* MOUSE Crj:BDF1

REPORT TYPE : A1 104

51

PAGE :

SEX : FEMALE

33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41~7 42-7

327

Administration Week-day
30-7 31-7

28-7

Group Name

Clinical sion

Control

1500 ppm

EXTERNAL NASS

[=1

3000 ppm

6000 ppm

Control
1500 ppm
3000 ppm

INTERNAL MASS

6000 ppm

Control
1500 ppm
3000 ppm

M.NOSE

6000 ppm

Controt

1500 ppm

M.EYE

3000 ppm
6000 ppm

Contral

1500 ppm

M.MANDIBULAR

3000 ppm
6000 ppm

Control

1500 ppm

M. NECK

[=1

<

3000 ppm
6000 ppm

Control
1500 ppm

M.BREAST

3000 ppm
6000 ppm

Control

1500 ppm

M. ABDOMEN

O

3000 ppm

<

6000 ppm

BAIS3

(HAN190)
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56-7

47-7 48-7 49-7 50-7 51-7 52-7 53~7 54-7 - 95~7

46-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

45-7

Administration Week-day
44~7

43-7

Controt
1500 ppm
3000 ppm
8000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
8000 ppm

Contral
1500 pom
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm

Group Name

Al 104

* HOUSE Crj:BDF1

: 0268

STUDY NO.
ANIMAL

REPORT TYPE
SEX : FEMALE
Clinical sion
EXTERNAL MASS
INTERNAL MASS
M.NOSE

H.EYE
H.MANDIBULAR
M. NECK

[=3

BAIS3

3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 pom

M.BREAST
H.ABDOMEN
(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

0268

STUDY NO.
ANIMAL

HOUSE Crj :BDF1

REPORT TYPE : Al 104

53

PAGE ¢

SEX : FEMALE

Administration Week-day

57-7

Graup Name

Clinical sien

58-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 69-7 70-7

58-7

Control
1500 ppm
3000 ppm

EXTERNAL MASS

6000 ppm

Contral
1500 ppm
3000 ppm
6000 ppm

Controtl
1500 ppm
3000 pom
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
8000 ppm

Control
1500 ppm

INTERNAL NASS
H.NOSE

M.EYE
H.MANDIBULAR
¥.NECK
M.BREAST

L]

3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm

BAIS3

M. ABDOMEN

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

0268

STUDY NO.
ANINAL

: MOUSE Crj:BDF1

REPORT TYPE : Al 104

54
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: FEMALE

SEX

Administration Week-day

Group Name

Clinical sisn

72-1 737 74-7 75-7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7 84-7

71-7

Control
1500 ppm
3000 ppm

EXTERNAL MASS

6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 pom

Control
1500 ppm
3000 ppm
6000 ppm

Controt
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 pom

Control
1500 ppm
3000 ppm
6000 ppm

BAIS3

INTERNAL HASS
M.NOSE

M.EYE
H.MANDIBULAR
M. NECK
M.BREAST

M. ABDOMEN

(HAN190)
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88-7

80-7 81-7 92-7 93-7 94-7 95-7 86-7 97-7

88-7

88-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

87-7

Administration Week-day
86-7

85-7

1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control

Group Name

: 0288
HOUSE Crj:BDF1

: FEMALE

STUDY NO.
ANTMAL

REPORT TYPE : Al 104
Clinical sign
EXTERNAL MASS
INTERNAL MASS
M.NOSE

H.EYE
M.MANDIBULAR
H.NECK
M.BREAST

SEX

oo oo

OO

OO OO

OO OO

Control
1500 ppm
3000 ppm
6000 ppm

M. ABDOMEN

BAIS3

(HAN1S0)



STUDY NO. : 0268
ANTMAL * MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

PAGE : 56
Clinical sien Group Name Administration Week—-day
93-7 100-7 101-7 102-7 103-7 104-7
EXTERNAL MASS Control 0 0 0 1 3 2
1500 ppm 0 0 3 3 3 2
3000 ppm 0 1 1 1 1 1
6000 ppm 1 1 1 1 1 1
INTERNAL MASS Control 1 1 1 1 1 1
1500 ppm 3 3 3 2 2 2
3000 ppm 4 3 3 3 3 3
6000 ppm 2 2 2 2 2 2
M.NOSE Control 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 1 1 1 1 1 1
M.EYE Control 0 0 0 0 1 1
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
K.MANDIBULAR Control 0 0 0 1 1 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
M.NECK Cantrol 0 0 0 0 0 0
1500 ppm 0 0 1 1 1 1
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
¥.BREAST Control 0 0 0 0 0 0
1500 ppm 0 0 1 1 1 1
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
¥. ABDOMEN Control 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
(HAN190)

BAIS3
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PAGE ¢
147

8-7 -7 10-7 11-7 12-7 13-7

77

6-7

5-7

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

3-7

Administration Week-day
2-7

1-7

Control
1500 ppm
3000 ppm
6000 ppm

Cantrol
1500 ppm
3000 ppm
6000 ppm

Controt
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Contral
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
8000 ppm

Group Name

: MOUSE Crj:BDF1

: 0268

STUDY NO.

ANIMAL

REPORT TYPE : Al 104
SEX : FEMALE
Clinical sion

¥. ANTERIOR.DORSUM
H.GENITALIA

ULCER

TORTICOLLIS
IRREGULAR BREATHING
ABNORMAL RESPIRATION

[ = - N e 1

Control
1500 ppm
3000 ppm
6000 ppm

BRADYPNEA

BAIS3

Control
1500 ppm
3000 ppm
6000 ppm

SHALL STOOL

(HAN190)



STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDFL
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 58
Clinical sisn Group Name Administration Week-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7 28-7
¥, ANTERIOR. DORSUM Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 v 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
¥.GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ULCER Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 1
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Contrat 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SMALL STOOL Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS3
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42-7

35-7 36-7 37-7 38-7 38-7 40-7 41-7

34-7 |

33-7

32~7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

31-7

Administration Week-day
30-7

28-7

Control
1500 ppm
3000 ppm
6000 ppm

Controt
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 ppm
8000 pprm

Control
1500 ppm

Group Name

HOUSE Crj:BDF1
A1 104

N

¢ FEMALE

STUDY NO. : 0288
Clinical sion
H.ANTERIOR. DORSUM
IRREGULAR BREATHING

ANINAL
TORTICOLLIS

REPORT TYPE
SEX
M.GENITALIA
ULCER

[=1

3000 ppm

1500 ppm
3000 ppm
8000 ppm
Control
1500 ppm
3000 ppm
8000 ppm

Control

6000 ppm

ABNORMAL RESPIRATION

BRADYPNEA

DD

OO D

OO D

[= ==l

SO OO

OO OO

= e e el

OO OO

=== -4

SO oo

OO O D

DD O

OO oo

DO OO

Control
1500 ppm
3000 ppm
6000 ppm

SMALL STOOL

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

© 0268

STUDY NO.
ANTHAL

* MOUSE Crj:BDF1

REPORT TYPE : Al 104

60

PAGE :

: FEMALE

SEX

Group Name Administration Week-day

Clinical sion

44-7 45-7 48-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 56~7 56-7

43-7

Control
1500 ppm

M. ANTERIOR.DORSUH

3000 ppm

6000 ppm

Control

1500 ppm

M.GENITALIA

3000 ppm

6000 ppm

Control
1500 ppm
3000 ppm

ULCER

8000 ppm

Control
1500 ppm
3000 ppm

TORTICOLLIS

6000 ppm

Control

1500 ppm

IRREGULAR BREATHING

<

3000 ppm

6000 ppm

Controt
1500 ppm

ABNORMAL RESPIRATION

=1

[

3000 ppm

6000 ppm

Control
1500 ppm

BRADYPNEA

3000 ppm

6000 ppm

Control

SHALL STOOL

1500 ppm

3000 ppm

6000 ppm

BAIS3

(HAN190)



STUDY NO. : 0268
ANINAL : MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 61
Clinical sign Group Name Administration Week-day
57-7 58-7 53-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 89-7 70-7
M. ANTERIOR.DORSUX Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M.GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ULCER Control 0 0 0 0 0 0 Q. 0 0 0 0 0 0 0
1500 ppem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0 0 0 1 1 1 1 1 1
1500 ppm 0 0 0 1 1 1 1 1 1 1 1 1 1 1
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Contrat 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0~ 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 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
1500 ppem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 ] 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS3



STUDY NO. : 0268
ANIMAL * MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 82
Clinical sion Group Name Administration Week-day
71-7 72-7 73-7 74-7 75-7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7 84-7
M.ANTERIOR.DORSUM Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 1 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M.GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ULCER Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTICOLLIS Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1500 ppm 1 1 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 1 1 1
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 [4] 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 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
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm [ [ v 0 0 0 [4] 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS3
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89-7 90-7 g1-7 92-7 93-7 94-7 95-7 86-7 g7-7 88-7

88-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

87-7

Administration Week-day
86-7

85-7

Control
1500 ppm
3000 ppm
8000 ppm

Control
1500 ppm
3000 ppm
6000 ppm

Control
1500 ppm
3000 pom

Group Name

BDF1

T

¢ 0268
: MOUSE Crj
FEMALE

REPORT TYPE : Al 104
M. ANTERIOR. DORSUM

Clinical sien
N.GENITALIA

STUDY NO.
ANINAL
ULCER

SEX

=1

1500 ppm
3000 ppm
6000 ppm
Control
1500 ppm
3000 ppm
6000 ppm

Control

6000 ppm

IRREGULAR BREATHING

TORTICOLLIS

D e DD

1500 ppm
3000 ppm
6000 ppm

Control

ABNORMAL RESPIRATION

= e =

1500 ppm
3000 ppm
6000 ppm

Contral

BRADYPNEA

BAIS3

Control
1500 ppm
3000 ppm
6000 ppm

SHALL STOOL

(HAN190)



STUDY NO. : 0288
ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIHALS

PAGE : 84
Clinical sian Group Name Administration Wesk-day
99-7 100-7 101-7 102-7 103-7 104-7
M. ANTERIOR. DORSUX Control 0 0 0 0 1 1
1500 ppm 0 0 0 0 0 0
3000 ppm 0 1 1 1 1 1
6000 ppm 0 0 0 0 0 0
M.GENITALIA Control 0 0 0 0 0 0
1500 ppm 0 0 1 1 1 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
ULCER Control 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 1
8000 ppm 0 0 0 0 0 0
TORTICOLLIS Control 1 1 1 1 1 1
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 1 1 1 1 1 1
IRREGULAR BREATHING Control 0 0 0 0 1 0
1500 ppm 0 0 1 0 0 0
3000 ppm 1 0 1 1 0 0
6000 ppm 0 0 0 0 0. 0
ABNORMAL RESPIRATION Control 0 0 1 0 1 0
1500 ppm 0 0 i 0 0 0
3000 ppm 1 0 1 1 0 0
6000 ppm 0 0 0 0 0 0
BRADYPNEA Control 0 0 1 0 0 0
1500 ppm 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
SMALL STOOL Control 0 0 1 1 1 0
1500 ppm 0 0 1 0 0 0
3000 ppm 1 0 0 0 0 0
6000 ppm 0 0 0 0 0 0
(HAN190)

BAIS3



STUDY NO. : 0268 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : HOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 65
Clinical sion Group Name Administration Week-day
1-7 2-7 3-7 4-7 5-7 6-7 7-7 8-7 9-7 10-7 11-7 12~7 13-7 14-7
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 1 1 1
6000 ppm 0 0 0 0 4} 0 0 0 0 0 ¢ 0 0 0
SUBNORMAL TEMP Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0288 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ~ : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : A1 104

SEX : FEMALE PAGE : 66
Clinical sion Group Name Administration Week-day
15~7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7 28~7
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 1 1 1 1 1 1 1 0 0 0 1 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0268 CLINICAL OBSERVATION (SUMMARY)
ANIMAL @ MOUSE Grj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE @ 67

Clinical sisn Group Name Administration Week—day
28-7 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7 42-7

OLIGO-STOOL Control 0 0 1 1 1 1 1 1 0 0 0 0 0 0
1500 ppm 0 0 1 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 1 2 1 0 1 1 1 0 0 0 0 0 0
6000 ppm 0 0 1 1 1 1 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0268 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ HOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 68

Clinical sion Group Name Administration Week-day
43-7 44-7 45-7 46-7 47-7 48-7 49-7 50~7 51-7 52-7 53-7 54-7 55-7 56-7

OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 0
3000 ppm 0 0 0 0 0 0 0 0 1 1 1 1 1 0
6000 ppm 0 0 0 0 0 0 0 0 0 1 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0268 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 69

Clinical sign Group Name Administration Wesk-day
57-7 58-7 53-7 60~7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 69-7 70-7

OLIGO-STOOL Control

0 0 0 0 0 0 0 1 0 0 0 0 0 0

1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

SUBNORMAL TENMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN180) BAIS3



STUDY NO. : 0268 CLINICAL OBSERVATION (SUMMARY)
ANTHAL * MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 70

Clinical sisn Group Name Administration Wesk-day
71-7 72-7 73-7 74-7 75-7 76-7 77-7 78-7 79-7 80-7 81~7 82-7 83-7 84-7

OLIGO-STOOL Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 2 0 0 0 0 0 0 1 1 0 0
3000 ppm 0 0 0 0 0 0 1 0 0 0 1 1 o 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0268
ANTHAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 71

Clinical sion

Group Name

Administration Week-day
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Control
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6000 ppm

Cantrot
1500 ppm
3000 prm
6000 ppm

OO

OO OO

O DO DO

OO OO

(=T o P o ]

OO oo

(== -1

SO OO

OO =D

=TI == =]

OO OO

oo OO

OO O

L i N =1

e

O OO

=N R

[N =N =1

O D

O OO

(==l el

OO OO

O OO

=Nl

SO OO

D OO

e =

oo oo

(HAN180)

BAIS3



STUDY NO. : 0268
ANIMAL + MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUNMARY)
ALL ANINALS

PAGE : 72

Clinical sign

Group Name

Administration Week-day

99-7

100-7

101-7

102-7

103-7

104-7

OLIGO-STOOL

SUBNORMAL TEMP

Control
1500 ppm
3000 ppm
6000 ppm
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1500 ppm
3000 ppm
6000 ppm

O O

OO OO

OO O

L= R}

O DO

OO D

SO O

(===l

OO O

OO O O

DO OO

OO OO

(HAN190)

BAIS3



APPENDIX B 1

BODY WEIGHT CHANGES :SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS

UNIT t g

REPORT TYPE : Al 104

SEX : MALE PAGE : 1

Group Name Administration week

0 1 2 3 4 5 8

Cantrot 23.1+ 0.7 23.9t 0.8 24,9+ 0.8 25.4%+ 1.2 26.2%+ 1.3 26.6x 1.5 27.2+ 1.7
333 ppm 23.1+ 0.7 23.8+= 0.8 24.7+ 0.9 25.2% 1.0 25,8+ 1.6 26.8+ 1.8 27,3+ 1.3
1000 ppm 23.1+& 0.7 23.8 1.1 24.7+ 0.9 25.4% 0.9 25.8% 1.0 26.5+ 1.0 27.1% 1.2
3000 ppm 23.1+ 0.7 23.2%  1.0%x 24.0% 1.1xx 24,5+ 1.0%x 25.1% 1.0%x 25,9+ 1.3% 26.0% 1,2%x
Significant difference ; *: P = 0.05 ** : P < 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS

UNIT i g

REPORT TYPE : Al 104

SEX : MALE PAGE : 2

Group Name Administration week,

7 8 9 10 11 12 13

Controt 28.1+ 1.6 28.3t 1.9 28.8+ 2.1 29.3+ 1.9 30.2+ 2.5 30.8% 2.6 31.8% 2.3
333 pem 28.2% 1.4 28,7t 1.8 28.2+¢ 1.7 29.6x 2.0 30.5+ 1.8 3.1+ 2.2 31.8t 2.3
1000 pom 21,7 1.2 28.4+ 1.5 28.8% 1.6 28.2+ 1.7 30.1+ 1.8 30.5+ 2.0 3.3+ 2.1
3000 ppm 26.5+ 1.2%x 26.8+ 1.8%x 27.1+  1.8xx 27,3+ 1.8 27.8% 2.2%x 28,51 1.4%x 28.84% 1.7%x
Significant difference ; x: P =S 0.05 > P = 0.01 Test of Dunnett

(HAN260) BAIS3



STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMNARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS

UNIT T g

REPORT TYPE : Al 104

SEX : MALE PAGE : 3

Group Name Adninistration week

14 18 22 26 30 34 38

Control 32.3% 2.7 35.4+ 2.7 38.2+ 2.5 33,7 3.0 42.2+ 3.2 44,6+ 3.4 46.1+ 3.4
333 ppm 32,4+ 2.5 3.4+ 2.9 37.6+ 3.1 38.8+ 3.4 41.6% 3.7 43.41+ 4.2 44.9% 4.2
1000 ppm 31.8+ 2.1 34.8+ 2.5 36.8% 2.7x 38.1+ 2.9 40,3+ 3.3% 41,91 8.8xx 43,41+  3.7*x
3000 ppm 28.1+  1.8%x 3l.1x  2.0%x 32.3% 2.3%x 3811 2.4%x 34,6+ 2.9« 35.81 3.2%x 36.8%  3.2%x
Significant difference 3 *: P = 0.05 ** ¢ P < 0,01 Test of Dumnett

(HANZ60)

BAIS3



STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMMARY)

ANTHAL ¢ MOUSE Crj:BDF1 ALL ANIMALS

UNIT i g

REPORT TYPE : Al 104

SEX : MALE PAGE : 4

Group Name Administration week,

42 48 50 54 58 62 66

Controt 47.3% 3.2 48,1+ 3.1 48,7+ 4.2 48,0+ 2.6 48.5% 3.0 50.1+ 3.3 50.8% 4.1
333 pom 45.8+ 4.1 47,0+ 4.0 47,5+ 3.8 47,5+ 3.9 47.9%+ 3.8 48,7+ 4.0 49.1% 4.8
1000 ppm 43,81 3.9xx 44,64  4.4xx 45,4+ 4.6%x 45.1% 5.0%x 45,5 D5.4xx 46,6+ 5.8%x 46.9% B.1xx
3000 ppm 37.3%  3.4xx 38,14 3.5xx 38,5+ 3.5%x 38,41+ 4,1xx 38.3+ 4.1xx 38.0E 4.3%x 39,7+ 3.7xx
Significant difference 3 *3: P = 0.0 ** I P = 0,01 Test of Dumnett

(HAN260)

BAIS3



STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS

UNIT I

REPORT TYPE : Al 104

SEX : MALE PAGE : 5

Group Name Administration week

70 74 78 82 86 90 94

Control 51.4% 4.3 51.6% 5.5 52.5% 5.2 53.2% 4.8 62.5+& 6.0 52.9+ 5.4 53.8+ 5.1
333 ppm 50.2+ 5.2 50.9+ 5.0 51.8f 4,5 52.1 4.5 51.7+ 5.0 51,6+ 5.7 52.1k 6.6
1000 ppm 48.21+ 6.5% 50.1% 3.7 50,54+ 3.7 50,21 4.5%x 43,7% 5.3« 43.4% 6.8% 50.0& 6.1%
3000 ppm 41,24+  3.8%x 41,81+ 3.9« 42.5% 3.8%x 42,56+ 4,0%x 41,81+ 4.4xx 41.5% 4.4%x 42,11 4.4%x
Significant difference ; *: P S 0,05 tP=0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMMARY)

ANITMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 8
Group Name Administration week
98 102 104

Control 52.3%+ 5.7 51.1% 7.5 49.6+ 8.7

333 ppm 51.1% 6.5 50.2+ 6.6 49.0+ 6.2

1000 ppm 49,4+ 5.4 48.8+ 6.0 48.2% 6.2

3000 ppm 40,84 5.1xx 40,8+ 4.5%x 40,3+ 4.7xx

Significant difference ; *: P = 0.05 ¥ ! P S 0,01 Test of Dunnett
(HAN260)

BAIS3



APPENDIX B 2

BODY WEIGHT CHANGES @ SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMMARY)

ANINMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS

UNIT i g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 7

Group Name Administration week

0 1 2 3 4 5 ]

Controt 18.6% 0.6 18.4% 0.7 18.9+ 0.7 20.6+ 0.8 21.1+ 0.8 21.5%+ 1.1 21.7% 1.1
1500 ppm 18.6t 0.6 19.5+ 0.8 20.1+ 0.9 20,7+ 0.8 21.3% 0.8 21.5% 0.8 21,7t 0.8
3000 ppm 18.6+ 0.6 18.9%& 0.8 19.4% 0.7%x 20.2% 0.8 20.5& 1.0%x 20.8% 0,9« 21.0%f  0.9xx
5000 ppm 18.7+% 0.8 18.41+ 0.7xx 18.51% 0.7*x 18,14 0,7 19.5+ 0.7*x 18.9% 0.7« 20,4t 0.8xx
Significant difference x: P = 0.0 x* : P £ 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS

UNIT :

REPORT TYPE : Al 104

SEX : FEMALE PAGE ¢ 8

Group Name Administration week

7 8 e} 10 11 12 13

Control 22.3+ 1.0 22.8% 1.3 23.1+ 1.1 23.5& 1.1 23.7+ 1.3 24.2%+ 1.4 24.3%+ 1.1
1500 ppm 22.3+ 0.8 22.4% 1.0 23.1+ 1.0 23.3% 1.0 23.3+ 1.1 23.7% 1.1 24,2+ 1.2
3000 ppm 21.4% 1.0%x 21.5& 1.1xx 22,0 1.1xx 22,0 1.1xx 22.5+ 1.2%x 22,31 1.3%x 22,6 1.5%x
6000 ppm 20.71  0.8%x 20,7+ 0.8%x 21.24 0.8%x 21,3+ 0.8 21.64% 0.8%x 22.0+ 0.8%x 22,24+ 0.8%x
Significant difference ; *: P = 0.05 = : P S 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL  : MOUSE Crj:BDF1 ALL ANIMALS

UNIT :

REPORT TYPE : A1 104

SEX : FEMALE PAGE ¢ 9

Group Name Administration week

14 ’ 18 22 26 30 34 38

Control 24,2+ 1.4 25.9+& 1.6 27.5+& 2.5 27.8+ 2.5 29.0%+ 3.3 30.2+ 3.3 31.3t 3.4
1500 ppm 24.0% 1.3 25.2+ 1.5 26.2+ 1.7 26.9+ 1.8 28.0f 2.2 28.2+ 2.5 29.5+ 2.9
3000 ppm 22.8% 1.2xx 23.6E& 1.3%x 24.1%  1.4xx 24.9%F 1.7xx 25,3+ 1.5%x 25,7+ 1.4%x 26.0% 1.8%x
6000 ppm 22,0k 0.9=x 22,91+  1.0%x 23.2% 1.1%x 23.7+ 1.0xx 23.71 1.4%x 24,31+ 1.5%x 24.4% 1.0%x
Significant difference 3 *: P = 0.0 : P S 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : HOUSE Crj:BDF1 ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 10

Group Nams Administration week

42 48 50 54 58 62 66

Controt 32.5+ 3.7 33.3+ 3.5 33.64+ 3.8 34.1% 4.2 34.1x 4.0 34.2+ 4.0 35.6+1 4.5
1500 ppm 30.5& 2.9 30.9+ 2.8 311+ 2.7 31.0+ 3.2 31.2+ 3.1 31.5+ 3.0 3.2 3.1
3000 ppm 26.9%+ 1.6%x 26,91 1.9%x 26.9%f 1.7xx 27.0% 1.7%x 27.3% 2,0%x 27.2%t  1.8%x 27,51 2.2%x
6000 ppm 24.4% 1.5%x 25,0k 1.2%x 25.2%  1.2%x 24,71 1.2%x 25,0 1.2%x 25.1% 1.3xx 25,11 1.7%x
Significant difference ; *: P = 0.0 ** ! P S 0,01 Test of Dunnett

(HAN260)

BAIS3




STUDY NO. : 0268 BODY WEIGHT CHANGES (SUMNARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS

UNIT s g

REPORT TYPE : Al 104

SEX : FEMALE PAGE @ 11

Group Name Administration week,

70 74 78 82 86 90 %4

Control 3.2+ 5.1 36.7 4.4 37.7+ 4.8 37.8% 5.2 37.8% 5.2 37.7t 5.1 38.1t 4.5
1500 ppm 33.0+ 3.2 33.0%+ 8.2% 33.8%t 3.4x 34.24 3.6 34.0+ 3.2 33.2+ 3.5% 33,7+ 4.2
3000 ppm 27.8% 2.3xx 28.1% 2.4%x 28,7+ 2.8xx 28.8% 3.1xx 28.61 3.,1xx 28.3% 3.2%x 28,7+ 2.6%x
6000 ppm 25,44 1.9%x 25.5% 2.4%x 26.1%  2.6%x 26.1% 2.9%x 25,71 2.0%x 25.9& 3.3 25.8%k 1.6%x
Significant difference P =0.05 **x $ P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268

ANTHAL : MOUSE Crj:BDF1
UNIT :

REPORT TYPE : Al 104

SEX : FEMALE

BODY WEIGHT CHANGES

ALL ANIMALS

(SUMMARY)

PAGE ¢ 12
Group Name Administration week
98 102 104

Control 36.9+ 4.4 36.61 4.5 3.1+ 5.3

1500 ppm 32.8% 3.4 32.84 3.5 32.4% 4.1

3000 ppm 28.5%  3.4%x 27.8% 3.1xx 28.0% 2.3

6000 ppm 25.2+ 1.9%x 25.24 2,2 25,7+ 2.2%x

Significant difference ; x: P < 0.05 ** : P < 0,01 Test of Dunnett

(HAN260)

BAIS3



APPENDIX C 1

WATER CONSUMPTION CHANGES : SUMMARY, MOUSE @ MALE

(2-YEAR STUDY)



STUDY NO. : 0268
ANINAL * MOUSE Crj:BDF1

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 1
Group Name Administration week
1 2 3 4 5 6 7

Control 4.3 0.9 4,41+ 0.8 4.2t 0.8 4.3t 0.8 4.2+ 1.0 4,3 0.9 4.1+ 0.8

333 ppm 4,0+ 0.7 3.9 0.6 3.8+ 0.6 4,0 0.6 3.8+ 0.8 3.7+ 0.5« 3.5 0.5%

1000 ppm 3.5 0.7%x 3.4%+ 0.5 .41 0.4%x 3.5 0.4w 3.4 0.6xx 3.4 0.7xx 3.3 0.9%x

3000 pom 2.8t 0.5%x 2.6k 0.5%x 2.6t 0.6xx 2.4%  0,4xx 2.6+  0.4%x 2.41 0.4%x 2.3t 0.3%x

Significant difference ;

:P=0.05 ** : P 50,01

Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANIMAL * MOUSE Crj:BDF1

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

INIT T g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 2
Group Name Administration week
8 3 10 11 12 13 14

Control 4.0+ 0.8 4.1+ 0.9 4.0+ 0.8 4.1% 1.1 4.0+ 0.9 3.7 0.8 3.8+ 1.4

333 pom 3.5 0.4 3.5% 0.6%x 3.5k 0.6% 3.6 0.6 3.5+ 0.7+ 3.4+ 0.5 3.4+ 0.8

1000 ppm 3.2%  0.9%x 3.2 0.6xx 3.1k 0.5%x 3.3t 0.8« 3.1k 0.7xx 3.1 0.6xx 3.1 0.9%x

3000 ppm 2.2 0.8xx 2.3+ 0.5%x 1.9+ 0.4xx 2.3 0.4%x 2.3+ 0.4%x 2.1t 0.5%x 2.2%  0.6%x

Sionificant difference : *: P = 0.05 ** : P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDF1

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT t g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 3
Group Name Administration week
18 22 26 30 34 38 42

Control 3.7 1.4 3.24& 0.4 3.4+ 0.4 3.3+ 0.5 3.6t 0.4 3.6 0.7 3.5+ 0.3

333 pom 3.4+ 1.2 3.1+ 0.5 3.4+ 1.0 3.4+ 0.9 3.3f 0.9%x 3.4% 0.5 3.4% 0.8

1000 ppm 3.1k 0.8%x 2.7 0.6xx 2.8 0.5%x 2.8% 0.4*x 2.9%  0.3%x 2.9+ 0.3%x 2.9+ 0.4xx

3000 ppm 2.1 0.3*x 2.0 0.3 2.1% 0.3 2.0 0.3%x 2,28 0.2%x 2.1 0.2%x 2.2%  0.2xx

Significant difference i *:P = 0.05 ** ! P £ 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268 WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : MALE PAGE : 4

Group Name Administration week

46 50 54 58 62 66 70

Contral 3.6 0.5 3.5+ 0.4 3.7 0.4 3.8 0.4 3.8t 0.4 4.1 0.6 4.0 0.7
333 ppm 3.5% 0.5 3.4+ 0.4 3.7 0.6 3.7 0.3 3.8+ 1.1 3.9+ 0.3 3.8+ 0.8
1000 ppm 3.0 0.5%x 3.0 0.8 3.3 1.0k 3.2 1.0%x 3.2 1.1sx 3.3 0.9 3.3k 0.7«
3000 ppm 2.2 0.2%x 2.2 0.3 2,41 0.3%x 2,41 0.4%x 2,44 0.4%x 2.3t 0.4 2.4% 0.3
Significant difference : *: P = 0.0 ** : P = 0,01 Test of Dunnett

(HAN260) BAIS3



STUDY NO. : 0268
ANTHAL : MOUSE Crj:BDF1

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT :
REPORT TYPE : Al 104
SEX : MALE PAGE : 5
Group Name Administration wesk
74 78 82 86 90 94 98

Control 3.8+ 0.5 4.3+ 0.9 4.4+ 0.8 4.3 0.7 4,3+ 0.6 4.3 1.0 4.4+ 1.0

333 ppm 3.7t 0.6 4.0+ 0.5 4.0+ 0.5 4,0 0.4 4.0+ 0.6 4.1+ 0.6 3.9+ 0.8

1000 ppm 3.3% 0.4xx 3.3 0.5%x 3.6k 0.4%x 3.5& 0.5%x 3.5 0.7 3.6 0.7%x 3.5 0.6%*

3000 ppm 2.4 0.3%x 2.6 0.3%x 2.6 0.3%x 2.6 0.2%x 2.6 0.3%x 2.7 0.3 2,41 0,2%x

Significant differsnce ; *1: P = 0.05 ** P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDF1

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT t g
REPORT TYPE : A1 104
SEX : MALE PAGE: 86
Group Name Administration week
102 104

Control 4.8+ 1.6 5.0+ 1.2

333 ppm 4,0 0.7 4,1+ 0.7%

1000 ppm 3.5% 0.6%x 3.8% 1.1xx

3000 ppm 2.4% 0.4xx 2.4 0.3xx

Significant difference ; *: P = 0,05 *x : P £ 0,01 Test of Dunnett

(HAN260)

BAIS3



APPENDIX C 2

WATER CONSUMPTION CHANGES : SUMMARY, MOUSE @ FEMALE

(2-YEAR STUDY)



STUDY NO. : 0268
ANIMAL : MOUSE Crj:BDF1

WATER CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

UNIT P g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 7
Group Name Administration week
1 2 3 4 5 6 7

Control 3.8+ 0.4 4.1+ 0.8 4.3+ 0.8 4.4k 1.2 4.5% 1.5 4.6+ 1.4 4.6+ 0.8

1500 ppm 3.1k 0.3=x 3.2+ 0.4 3.2 0.3 3.1t 0,4%x 3.2+ 0,4%x 3.3% 0.5%% 3.3k 0.5%x

3000 ppm 2,64 0.3 2.4%  0.4%x 2.6 0.3%x 2.4% 0.6%x 2.5+ 0.4%x 2.5 0.5%x 2.6 0.5

6000 ppm 2.0 0.3%x 1.7+ 0.3%x 1,91 0.2xx 1.7 0.3xx 1.8 0.4xx 1.7 0.4xx 1.8+ 0.5

Significant difference ; *: P = 0.05 ** ¢ P = 0.01 Test of Dumnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANIMAL ~ : MOUSE Crj:BDF1

UNIT

REPORT TYPE : Al 104

SEX : FEMALE

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

PAGE: 8
Group Name Administration week
8 9 10 11 12 13 14

Contral 4.8+ 1.7 4.3 0.8 4.4+ 0.7 4.0+ 0.5 4.3+ 1.1 4.1+ 0.9 4.4+ 1.3

1500 ppm 3.1 0.6 3.3 0.6 3.2 0.8%x 3.1 0.6%x 3.1& 0.7 3.0 0.5 3.1k 0.5xx

3000 ppm 2.5 0.7 2.4+ 0.7%x 2.4+ 0,7%x 2.4% 0.3 2.4%  0.4%x 2.4%  0.4%x 2.5%  0.4%x

6000 ppm 1.8+ 0.4%x 2.0 0.o%x 1.8+ 0.5%x 1.81%  0.4%x 1.94 0.4 1.9+ 0.5%x 1.9%  0.4xx

Significant difference : * 1P = 0,05 ** : P = 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANIMAL ¢ MOUSE Crj:BDF1

WATER CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 9

Group Name Administration wesk

18 22 26 30 34 38 42

Control 4.0 0.8 4.2+ 0.9 3.9+ 1.0 3.8+ 1.0 4,3+ 1.8 3.8% 0.6 3.8% 0.6
1500 ppm 3.0 0.6%x 2.8 0.3%x 2.8% 0.5%x 2.8% 0.6%x 2.8+ 0,4« 2.9 0.4%x 2.7+ 0.4%x
3000 ppm 2.4%  0.6xx 2.2+ 0.5xx 2.3%  0.4%x 2.2%  0.4%x 2.4 0.B*x 2.3%  0.5%x 2.3%  0.4%x
6000 ppm 1.8+ 0.3%x 1.7 0.3%x 1.7+ 0.4xx 1.8 0.4xx 1.9%&  0.3%x 1.8% 0.5%x 1.7+ 0.6%x
Significant difference 3 *: P = 0.05 ** 1 P S 0.01 Test of Dunnett

(HAN260)

BAIS3




STUDY NO. : 0268
ANINAL * MOUSE Crij:BDF1

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 10
Group Name Administration week
46 50 54 58 62 66 70

Control 3.6+ 0.5 3.8+ 0.8 4,0+ 1.2 3.9 0.7 3.8 0.7 4.4+ 1.2 3.9+ 1.0

1500 ppm 2.7 0.4%x 2.8%  0.3xx 2.81%  0.4xx 2.8+ 0.5xx 2.8 0.4xx 3.1+ 0.9 2.84  0.9%x

3000 ppm 2.3% 0.5x 2.3+ 0.5%x 2,41 0.4xx 2.4 0.6%x 2,41 0.4%x 2.4+ 0.6%x 2,41 0.5%x

6000 ppm 1.7 0.3 1.8+ 0.4x%x 1.8+ 0.3xx 1.9 0.3%x 1.8% 0.3« 1.8 0.4%x 1.8+ 0.3x%x

Significant difference 3 *: P = 0.06 ** ! P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268

ANIMAL  : MOUSE Crj:BDF1
UNIT I3

REPORT TYPE : A1 104

SEX : FEMALE

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

PAGE : 11
Group Name Administration wesek,
74 78 82 86 0 94 8

Convirol 4.2+ 0.8 4.0+ 0.8 3.8+ 1.0 3.8% 0.5 3.9% 0.6 4.0t 0.6 3.9% 0.6

1500 ppm 2.8t 0.6%x 2.8t 0.5%x 3.0k 0.6%x 2.9 0.5xx 2.8t 0.6« 2.8% 0.6%x 2.8% 0.7%x

3000 pom 2.5+ 0,5%x 244 0.6xx 2.5%  0.4%x 2,54 0.4%x 2.5 0.b*x 2.5 0.7%x 2.5% 0,7%x

6000 ppm 1.9 0.4xx 1.9+ 0.4xx 1.9+ 0.3 1.8+ 0,3 1.9+ 0.3 1.8k 0.3xx 1.8+ 0,3%x
Significant difference 3 *: P 5 0.0 = : P < 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANIMAL  : MOUSE Crij:BDF1

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration week,
102 104

Control 3.8+ 0.9 4.1+ 0.7

1500 ppm 2.9+ 0.7x 3.1t 0.6%x

3000 ppm 2.7+ 0.9%x 2.7t 0.7=x

6000 ppm 1.84  0.4%x 2.0+ 0.4

Significant difference : *: P = 0.05 ** : P £ (.01 Test of Dunnett

(HAN260)

BAIS3



APPENDIX D 1

FOOD CONSUMPTION CHANGES : SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0268
ANIMAL ¢ HOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 1
Group Name Adnministration week
1 2 3 4 5 6 7
Contral 3.4% 0.2 3.5+ 0.2 3.4% 0.8 3.5 0.8 3.5+ 0.3 3.5% 0.3 3.6+ 0.2
333 pom 3.4+ 0.2 3.4+ 0.2 3.3t 0.8 3.6+ 0.3 3.5% 0.2 3.5+ 0.2 3.6% 0.2
1000 ppm 3.4+ 0.3 3.4+ 0.3 3.4 0.2 3.5+ 0.3 3.5% 0.2 3.5+ 0.2 3.6+ 0.2
3000 ppm 3.1% 0.3xx 3.3+ 0.3« 3.3 0.2 3.4+ 0.3 3.3+ 0.3* 3.3 0.2#x 3.4+ 0.2xx
Significant difference ; *: P =0.05 x> ¢ P 5 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT H
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration week
8 g 10 11 12 13 14

Control 3.6+ 0.3 3.6 0.3 3.6 0.3 3.8 0.3 3.8 0.8 3.9+ 0.3 3.8 0.3

333 pem 3.5+& 0.2 3.6+ 0.2 3.6+ 0.2 3.7 0.2 3.7 0.2 3.8+t 0.2x 3.8+ 0.3

1000 pom 3.6+ 0.2 3.6 0.3 3.6 0.3 3.6 0.2%x 3.7t 0.2 3.7+ 0.2 3.7t 0.3

3000 ppm 3.3+ 0.3« 3.4% 0.3 3.83% 0.2 3.4% 0.2%x 3.5 0.2%x 3.4+ 0.3%x 3.4 0.2%x

Significant difference 3 * 1 P = 0.05 *x 1 P £ 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANIMAL ¢ MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT : g
REPORT TYPE : Al 104
SEX : MALE PAGE : 3
Group Name Administration week
18 22 26 30 34 38 42

Control 3.9 0.3 3.9 0.3 4.0+ 0.3 4.1 0.8 4.2+ 0.8 4,3+ 0.3 4.3t 0.3

333 pom 3.8+ 0.2 3.8+ 0.3 3.8t 0.2 4,0 0.2 4,0+ 0.3 4.2% 0.2% 4.1+ 0.3x

1000 pom 3.8% 0.3 3.8+ 0.3 3.8t 0.3% 3.8+ 0.3« 4,01 0.3%x 4.0 0.3%x 4,01 0.3

3000 pom 3.6 0.2 3.6 0.2 3.5k 0.2%x 3.6 0.2%x 3.6 0.2%x 3.7E 0.3« 3.6 0.3

Significant difference 3 *: P = 0.05 *x ! P < 0,01 Test of Dumnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANINAL : MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT 1 g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢+ 4
Group Name Administration week
46 50 54 58 62 66 70

Controt 4.2+ 0.4 4,4+ 0.4 4.4+ 0.3 4,51 0.4 4.6 0.3 4.5+ 0.4 4,4+ 0.4

333 pem 4,1+ 0.3 4.3 0.3 4.2+ 0.3 4,4+ 0.3 4.4 0.3% 4.3 0.5 4.2+ 0.3%

1000 ppm 4.1% 0.7 4.3 0.8 4,24 0.5xx 4.4 0.4 4,3 0.4%x 4,11 0.5*x 4.1+ 0.5%

3000 ppm 3.7k 0.3%x 3.8% 0.3xx 3.8% 0.3%k 3.9%&  0.3%x 3.8k 0.3 3.8 0.3 3.8Lf 0.3*x

Significant difference 3 * ! P = 0.06 x P = 0,01 Test of Dunnett

(HAN260)

BAIS3




STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT
REPORT TYPE : Al 104
SEX : MALE - PAGE: b
Group Name Administration week
74 78 82 86 90 94 98
Controt 4.4% 0.5 4.8+ 0.5 4.7+ 0.4 4.7 0.4 4.7+ 0.8 4.8+ 0.6 4.4+ 0.7
333 ppm 4.3+ 0.7 4.6 0.4 4.6+ 0.4 4.5+ 0.4 4.5+ 0.5 4.5+ 0.5 4,3+ 0.5
1000 ppm 4.4+ 0.3 4.5+ 0.5%x 4.6+ 0.6 3.7+ 0.5xx 4.6% 0.8 4.6+ 0.5 4.4+ 0.4
3000 ppm 3.9k 0.4%x 4.0 0.3 4.2% 0.3%x 4.1%  0.4%x 4,3 0.4%x 4,2+ 0.3 4,02 0.4
Significant difference 3 *x 1P = 0.05 ** 1P £ 0,01 Test of Dumnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT HIE
REPORT TYPE : Al 104
SEX : MALE PAGE : 6
Groue Name Administration week
102 104

Control 4.5+ 0.9 4.6 0.7

333 ppom 4.3+ 0.6 4.4+ 0.5

1600 ppm 4.4+ 0.5 4.4% 0.6

3000 ppm 3.8% 0.4%x 4,0+ 0.4%x

Significant difference : * P =0.05 x : P = 0,01 Test of Dunnett

(HAN260)

BAIS3



APPENDIX D 2

FOOD CONSUMPTION CHANGES : SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 7
Group Name Administration week,
1 2 3 4 5 6 7

Contral 2.8+ 0.2 2.8t 0.2 3.1+ 0.2 3.1& 0.2 3.2 0.2 3.2+ 0.2 3.3t 0.2

1500 ppm 2.8+ 0.2 2.8t 0.2 3.0+ 0.2¢ 3.1+ 0.2 3.1+ 0.2 3.2% 0.2 3.2t 0.2

3000 ppm 2.6 0.3% 2.7k 0.2 2.9%  0.2%x 2.9 0.2%x 3.0 0.2 3.0k 0.2 3.1%& 0.2

6000 ppm 2.4 0.3xx 2.5% 0,2%x 2.7Tx 0.2%x 2.7+ 0.2 2.8% 0.2%x 2.9 0.2%x 2,94 0.3%x

Significant difference : x ! P = 0.05 *x : P £ 0,01 Test of Dunnett

(HANZ60)

BAIS3



STUDY NO. : 0268

ANIMAL ¢ NOUSE Crj:BDF1
UNIT :

REPORT TYPE : A1 104

SEX : FEMALE

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

PAGE: 8
Group Name Administration week
8 g 10 11 12 13 14

Control 3.3+ 0.2 3.4% 0.2 3.4+ 0.2 3.2+ 0.3 3.5+ 0.4 3.4+ 0.3 3.4+ 0.3

1500 ppm 3.2+ 0.3% 3.3+ 0.2 3.3+ 0.3x 2.8 0.3xx 3.4+ 0.3 3.3 0.3 3.4+ 0.3

3000 ppm 3.0 0.2xx 3.1k 0.2xx 3.0k 0.3%x 3.1+£ 0.3 3.1k 0.2%x 3.1%  0.4xx 3.3Lf  0.3%x

6000 ppm 2.89% 0.2 3.0 0.2« 2.9 0.2%x 3.0 0.2xx 3.1E  0.3%x 3.1 0.3 3.1% 0.3

Significant difference *: P = 0.00 ** ! P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANTHAL : HOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT i g
REPORT TYPE : 41 104
SEX : FEMALE PAGE: 8
Group Name Administration wesek
18 22 26 30 34 38 42

Control 3.6 0.3 3.7 0.4 3.7t 0.6 3.8 0.5 4.0% 0.4 4,1+ 0.5 4,2+ 0.5

1500 ppm 3.4+ 0.3« 3.6+ 0.3 3.7 0.3 3.7 0.8 3.8 0.4 3.8 0.5% 3.9+ 0.5%

3000 ppm 3.2+ 0.2%x 3.3k 0.3xx 3.4%  0.3%x 3.4 0.3 3.5+ 0.4xx 3.7+ 0.4%x 3.7+ 0.3xx

6000 ppm 3.1% 0.3xx 3.1E 0.3 3.2+ 0.4xx 3.2 0.4%x 3,54 0.4%x 3.6 0.4%x 3.4+ 0.3%x

Significant difference : *: P s 0.05 * P S 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0288
ANIMAL * MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 10
Group Name Administration week
46 50 54 58 62 66 70

Control 4.2+ 0.5 4.1% 0.5 4.0 0.6 4.0+ 0.5 4.0+ 0.5 4.1+ 0.6 4.4+ 0.5

1500 ppm 4.1+ 0.4 4.0+ 0.3 3.7 0.4 3.8+ 0.4 3.8+ 0.4 3.7+ 0.5« 3.89%  0.5%x

3000 ppm 3.7 0.4x%x 3.6 0.4%x 3.5 0.4%x 3.7t 0.4xx 3.6 0.3 3.4+ 0.4xx 3.7 0.5%x

6000 ppm 3.8+ 0.4%x 3.64  0.4%x 3.4% 0.4%x 3.5 0.5%x 3.5 0.3 3.2% 0.5%x 3.5+ 0.4%x

Significant difference 3 *: P S 0.0 ¥ ! P £ 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT T g
REPORT TYPE : A1 104
SEX : FEMALE PAGE : 11
Grouwp Name Administration wesek
74 78 82 86 90 94 98
Control 4.4 0.8 4.2+ 0.8 4.2+ 0.8 4,1+ 0.8 4,2+ 0.5 4.3 0.5 3.9+ 0.5
1500 ppm 3.9+ 0.7xx 3.8% 0.8x 4.1+ 0.6 3.9+ 0.8 4.0+ 0.5 4.0+ 0,7x 3.9+ 0.5
3000 ppm 3.8+ 0.4xx 3.6 0.5%x 3.8+ 0.6% 3.8+ 0.5 3.94 0.5*x 3.8+ 0.5 3.7+ 0.6%
6000 pom 3.7 0.4%x 3.7t 0.5k« 3.7 0.5%x 3.8 0.5 3.7+ 0.5%x 3.6 0.4xx 3.4%  0.4%x
Significant difference : *: P =0.05 % 1 P £ 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0288
ANTMAL : NOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration wesek
102 104

Control 4.1+ 0.8 4.3t 0.5

1500 ppm 3.9% 0.4 3.8 0.6%x

3000 ppm 3.7 0.6%x 3.8% 0.5%x

6000 ppm 3.3+ 0.4%x 3.7+ 0.5%x

Significant difference ; * 1P = 0.0 ** : P = 0,01 Test of Dunnett

(HAN260)

BAIS3



APPENDIX E 1

CHEMICAL INTAKE CHANGES : SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0268 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ MOUSE Crj<BDF1 ALL ANIMALS
UNIT P g/kg/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 1
Grow Name Administration (weeks)
1 2 3 4 5 6 7
Controt 0.000t 0.000 0.000% 0.000 0.000+  0.000 0.000% 0.000 0.000+ 0.000 0.000% 0.000 0.000x 0.000
333 ppm 0.251+ 0.045 0.233% 0,037 0.231+ 0.037 0.232+ 0.034 0.212+ 0.043 0.2024 0.031 0.186+ 0.028
1000 ppm 0.444+ 0.086 0.4164% 0.061 0.406+ 0,051 0,401+ 0.053 0.3884+ 0.064 0.373+ 0.076 0.36+ 0,101
3000 ppm 0.734% 0.137 0.638% 0.115 0.635+ 0.138 0.583% 0.083 0.594%+ 0.094 0.5544 0,087 0.524+ 0,077
(HAN300)

BAIS3



STUDY NO. : 0268 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ MOUSE Crj<BDF1 ALL ANINALS
UNIT i g/kg/day
REPORT TYPE : Al 104
SEX : MALE PAGE ¢+ 2
Group Name Administration (weeks)
8 g 10 11 12 13 14

Control 0.000% 0.000 0.000+ 0,000 0.000% 0.000 0.000E 0.000 0.000&  0.000 0,000 0.000 0.000£ 0.000

333 ppm 0.185+t 0.026 0.1824 0.030 0.179+ 0.032 0.178%+ 0,081 0.169% 0.037 0.162+ 0.031 0.161% 0.034

1000 ppm 0.337% 0,103 0.332% 0.071 0.3224+ 0.055 0.330+ 0.089 0.310& 0.073 0.300£ 0,068 0.280+ 0.095

3000 pom 0.506+ 0.091 0.5161% 0.126 0.427+ 0.104 0.492+ 0.085 0.474+ 0.075 0.440+ 0.111 0.452+ 0.122
(HAN300) BAIS3



STUDY NO. : 0268 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ NOUSE Crj:BDF1 ALL ANIMALS
UNIT P g/kg/day
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 3
Group Name Administration (weeks)
18 22 28 30 34 38 42
Control 0.000Lt 0.000 0.000% 0,000 0.000x 0.000 0,000+  0.000 0,000 0.000 0.000£ 0.000 0.000L 0.000
333 ppm 0.147+ 0.056 0.125+ 0.025 0.132+ 0.042 0.122+ 0.037 0.116+ 0.035 0.115& 0.024 0.114% 0.036
1000 ppm 0.271+ 0,077 0.218% 0.055 0.231+ 0.043 0.218% 0.035 0.210+ 0.029 0.2054+ 0.028 0.201£ 0.027
3000 ppm 0.406+ 0.087 0.373% 0.088 0.3841+ 0.049 0.354% 0.052 0.365+ 0.049 0.352+ 0.054 0.359+ 0.049
(HAN300)

BAIS3



STUDY NO. : 0268 CHEMICAL INTAKE CHANGES  (SUMMARY)

ANIMAL  : MOUSE Crj:BDF1 ALL ANIMALS

UNIT P g/k8/day

REPORT TYPE : Al 104

SEX : MALE PAGE : 4

Group Name Administration (weeks)

48 50 54 58 62 66 70

Control 0.000%+ 0.000 0.000 0,000 0.000x 0.000 0,000 0,000 0,000+ 0.000 0.000+ 0,000 0.000£ 0.000
333 pom 0,114+ 0.020 0.109+ 0.021 0.118%+ 0.029 0.117%  0.017 0.119% 0.046 0.118% 0.019 0.116% 0.033
1000 ppm 0.208% 0.066 0.204t 0.087 0.227+ 0.142 0.2224 0.126 0.216f 0,135 0,217+ 0.115 0.211£ 0.095
3000 ppm 0.350% 0.049 0.346% 0.048 0.377% 0.058 0.376% 0.079 0.371% 0.070 0.356+ 0,074 0.358% 0.054

(HAN300)

BAIS3



STUDY NO. : 0268 CHEMICAL INTAKE CHANGES  (SUMMARY)

ANINAL ¢ MOUSE Crj:BDF1 ALL ANIMALS

UNIT tg/kgSday

REPORT TYPE : Al 104

SEX : MALE PAGE : 5

Grouo Name Administration (weeks)

74 78 82 86 90 94 98

Control 0.000Ef 0.000 0.000£ 0.000 0.000 0.000 0.000£  0.000 0.000£ 0.000 0.000E 0,000 0.000L 0.000
333 ppm 0.110+£  0.022 0.115+ 0.017 0.1174+ 0.021 0.116 0.017 0.118+ 0.025 0.118% 0.024 0.116%+ 0.023
1000 ppm 0.198+ 0.024 0.198%+ 0.028 0.208%+ 0.023 0.211+& 0.028 0,213 0.039 0.220% 0.045 0.214% 0.056
3000 ppm 0.349% 0.049 0.3724+ 0,041 0.365+ 0.046 0.3751+ 0.044 0.381+ 0.055 0.3924+ 0.051 0.349+ 0.042

(HAN300)

BAIS3



STUDY NO. : 0268

ANIKAL * MOUSE Crj:BDF1
UNIT P g/kg/day
REPORT TYPE : Al 104

SEX : MALE

CHENMICAL INTAKE CHANGES
ALL ANINALS

(SUMMARY)

PAGE : 6
Group Name Administration (weeks)
102 104

Controt 0,000+ 0,000 0.000%£ 0.000

333 ppm 0.122+ 0.028 0.128+ 0.034

1000 ppm 0.219%+ 0.054 0.245%t 0.088

3000 ppm 0.358% 0.062 0.362+ 0.054
(HAN300)

BAIS3



APPENDIX E 2

CHEMICAL INTAKE CHANGES : SUMMARY, MOUSE @ FEMALE

(2-YEAR STUDY)



STUDY NO. : 0268 CHEMICAL INTAKE CHANGES  (SUMMARY)

ANINMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS

UNIT P g/kg/day

REPORT TYPE : Al 104

SEX : FEMALE PAGE: 7

Growp Name Administration (weeks)

1 2 3 4 5 8 7

Controt 0.000x 0.000 0.0004& 0.000 0.000+£ 0.000 0.000% 0.000 0,000+ 0.000 0.000£ 0,000 0.0004& 0.000
1500 ppm 0.233% 0.023 0,236+ 0.035 0.234% 0.023 0.2174& 0.029 0.226+ 0.030 0.2264% 0,043 0.218+ 0.034
3000 ppm 0.39%2t+ 0.052 0.373% 0.058 0.383% 0.047 0.351% 0.087 0.358+ 0.054 0.352% 0,066 0.348% 0,077
6000 ppm 0.654+ 0.096 0.5444 0,083 0.591%f 0.072 0.515+ 0.085 0.550%f 0.109 0.513+ 0,129 0.525% 0.132

(HAN300)

BAIS3



STUDY NO. : 0268 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANTHAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT P g/k8/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE: 8
Group Name Administration (weeks)
8 9 10 11 12 13 14
Control 0.000+ 0.000 0.000% 0.000 0.000% 0.000 0.000+ 0.000 0,000 0.000 0.000% 0,000 0.000+ 0,000
1500 ppm 0.2094% 0.046 0.213% 0.045 0.209+ 0.055 0.202+ 0.042 0,1994 0.046 0.188+ 0.028 0.192+ 0.033
3000 ppm 0.353% 0.095 0.327f 0.084 0.332+ 0.088 0.320k 0.042 0.3204 0.051 0,314+ 0,054 0.328+ 0.055
6000 ppm 0.534+ 0.101 0.561% 0.146 0.516% 0.128 0.496+ 0.093 0.523+ 0.0%4 0.510+ 0.114 0.519+ 0.107
(HAN300)

BAIS3



STUDY NO. : 0268 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 ALL ANINALS
UNIT tg/kg/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 9
Group Name Administration {weeks)
18 22 26 30 34 38 42
Control 0.000% 0.000 0.000+  0.000 0,000 0.000 0.000L 0.000 0.000% 0.000 0.000+ 0.000 0.000£ 0.000
1500 ppm 0.180% 0.035 0.162+ 0.023 0.154+ 0,030 0.1561% 0.036 0,147+ 0.029 0.1494+ 0.028 0.1364+ 0.027
3000 ppm 0.304%f 0.083 0.272+ 0.072 0.278% 0.057 0.267t 0.049 0.2831+ 0.083 0.271+£ 0.056 0.260+ 0.053
6000 pom 0.485% 0,083 0.428% 0.077 0.443+ 0.093 0.4461+ 0.082 0.473% 0.0%4 0.454% 0.140 0.422+ 0.216
{HAN300)

BAIS3



STUDY NO. : 0268 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANINAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT P g/kg/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢ 10
Group Name Administration (weeks)
46 50 54 58 62 66 70
Control 0.000+ 0.000 0.000E 0.000 0.000 0.000 0.000+ 0.000 0.000E 0.000 0.000+  0.000 0.000& 0.000
1500 ppm 0.134+ 0.026 0.140+ 0,023 0,137 0.028 0,136+ 0.028 0,133+ 0.024 0.142+ 0.041 0.130% 0.040
3000 ppm 0.258+ 0.056 0.259+ 0.060 0.268+ 0.056 0.265+ 0,087 0.262% 0.062 0.266+ 0.079 0.268%+ 0.072
6000 ppm 0.413% 0,059 0.436%t 0.085 0.458+% 0,077 0.448%+ 0.065 0.438% 0.071 0,439+ 0.087 0.432+ 0.070
(HAN300)

BAIS3



STUDY NO. : 0268 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANINAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT 1 g/k8/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢ 11
Group Name Administration (weeks)
74 78 82 86 30 94 98
Control 0.000% 0.000 0.000% 0.000 0.000% 0.000 0.000% 0.000 0.000£ 0,000 0.000+ 0.000 0.000%  0.000
1500 ppm 0.127+ 0.026 0.127+ 0.024 0.133% 0.025 0.129% 0,025 0.130% 0.033 0.126+ 0.030 0.128% 0.035
3000 ppm 0.274+ 0.073 0.256+ 0.078 0.266+ 0.059 0.266+ 0.064 0.259% 0.060 0.268+ 0.087 0.269+ 0.094
6000 ppm 0.445%+ 0.086 0.447+ 0.088 0.449+ 0.071 0.455+ 0.064 0.446% 0.060 0.420% 0.071 0.421% 0,059
(HAN300)

BAIS3



STUDY NO. : 0288
ANINAL ¢ MOUSE Crj:BDF1

CHEMICAL INTAKE CHANGES
ALL ANIMALS

(SUMMARY)

UNIT P g/kg/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Growp Nams Administration (weeks)
102 104

Control 0.000x 0,000 0.000x 0.000

1500 ppm 0.135% 0.030 0.144% 0.027

3000 ppm 0.288+ 0.129 0.288% 0.084

6000 ppm 0.420+ 0.084 0.458+ 0,080
(HAN300)

BAIS3



APPENDIX F 1

HEMATOLOGY @ SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0268
ANINAL : MOUSE Crj:BDFL
MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX : MALE REPORT TYPE : Al PAGE : 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT HCV MCH MCHC PLATELET
Animals 108/u8 g/ d8 % fo Pg g/d2 103/

Control 31 g.11+  1.54 13.1+ 2.1 41,3+ 6.1 45,8+ 3.4 14,4+ 0.9 31.5% 1.4 1945+ 464

333 ppm 41 9.57+ 0.67 13.6%+ 0.9 43,04 2.8 45,0+ 1.5 14,3+ 0.6 3.7k 0.8 1928% 498

1000 ppm 36 9.80+  1.66%x 13.8% 1.7 43.9% 5.2% 45,2+ 3.2 14,24+ 1.2 31,5+ 1.4 1954+ 424

3000 pon 40 9.71+  0.47 14.1% 0.6%x 43.8% 2.2 45,24 0.9 14,6k 0.7 32.3t 1.3 2168+ 280%

Significant difference 5 * : P = 0.05 *x 1 P = 0,01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0268 HEMATOLOGY (SUMMARY)

ANTNAL : MOUSE Crj:BDF1 ALL ANIMALS (105W)

MEASURE. TIME : 1

SEX : HALE REPORT TYPE : Al PAGE : 2

Group Name NO. of WRC Differential WBC (%)

Animals 103/u8 N-BAND N-SEG ECSINO BASO HONO LYMPHO OTHERS

Control 31 2.58 1.61 1+ 3 31+ 11 1% 1 0k 0 4t 2 61t 12 2% 3
333 pom 41 2,81+ 1,75 0k 0 26+ 12 2% 4 [3end 0 4+ 2 65+ 14 2t 7
1000 ppm 36 2,92+ 1.65 (V= 1 28+% 16 1+ 1 0k 0 4+ 2 65+ 16 2% 3
3000 ppm 40 2.47+ 1.25 0t 1 22t T 1 1 V== 0 44 2 1% 8xx 1+ 2
Significant difference ;5 = : P < 0.05 *>* P < 0,01 Test of Dumnett

(HCL0O70) BAIS3



APPENDIX F 2

HEMATOLOGY : SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0268
ANIMAL : MOUSE Crj:BDF1
HEASURE. TIXE : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPORT TYPE : Al PAGE : 3
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCV MCH MCHC PLATELET
Animals 105/ us g /d2 % fgo P8 g /dt 103/u8

Control 29 9.17+ 1.37 13.5% 2.0 41,7+ 5.7 45,7 2.2 14.7+ 0.8 32.3% 1.4 1154+ 305

1500 ppm 29 8.06% 1.52 13.0% 2.1 41.4% 5.9 4.2+ 3.4 14.4% 0.7 31.3% 1.5 1145+ 424

3000 ppm 32 9.33 0.78 13.3% 1.3 41.8% 3.5 44,8+ 1.4 14.3% 0.8 31.9% 1.2 13614 299

6000 ppm 36 g.06+ 1.42 13.0% 1.7 40.9% 4.7 45,9+ 5.6 14,6+ 1.3 31.84 2.0 1319+ 327

Sionificant difference 5 * : P = 0.05 ** : P < 0,01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0268
ANIMAL * MOUSE Crj:BDF1
MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of WBC Differential WBC (%)
Animals 103/u8 N-BAND N~SEG EOSINO BASO MONO LYMPHO OTHERS
Controt 29 2.84+ 2.68 0% 1 27+ 12 1+ 1 0t 54 574 17 94 13
1500 ppm 28 17.00+ 73.81 1+ 1 30k 16 1+ 1 0t 5+ 53+% 21 11+ 21
3000 pom 32 1.63%  0.81x 1+ 1 29+ 13 1+ 1 [1= 4+ 62+ 15 4+ 6
6000 ppm 36 1.24:1  0.63*x* 1% 1 3B+ 16 1+ 1 0t 4+ 55+ 16 4+ 4
Significant difference 5 * : P = 0.05 x> 1 P S 0.01 Test of Dunnett

(HCLO70)

BAIS3



APPENDIX G 1

BIOCHEMISTRY : SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0268

ANIMAL : NOUSE Crj:BDF1

MEASURE. TIME : 1

SEX : MALE

REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS (105W)

PAGE ¢ 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/ d48 g/d4 ng/ d2 ng,/d4 ng,/ d4 ng,/ d4

Control 31 5.1k 0.6 2.8% 0.3 1.2+ 0.1 0.171  0.05 186+ 37 113+ 31 56+ 25

333 ppm 41 5.4+ 0.7 2.9%& 0.4 1.2+ 0.2 0.16% 0.08 188+ 32 117x 40 43+ 16

1000 ppm 36 5.3% 0.9 2.8+ 0.5 1.2+ 0.2 0.17%  0.04 186t 36 109+ 47 46+ 27

3000 ppm 40 4.9% 0.3% 2.7+ 0.1 1.2+ 0.1 0.16& 0.02 179+ 25 85+ 12%x 38L 11xx

Significant difference 1+ * : P < 0,05 % : P S 0.01 Test of Dumnett

(HCLO74)

BAIS3



STUDY NO. : 0268
¢ KOUSE Crj:BDF1
MEASURE. TIME : 1

ANIHAL

BIOCHEXISTRY (SUMMARY)

ALL ANIMALS (105W)

SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of GOT GPT LDH ALP CPK UREA NITROGEN SODIUM
Animals 1U/8 1U/8 1U/4 1u/¢ 1U/¢ ng/ d2 mEq,/ 0
Control 31 87% 83 84x 140 5084 844 141:% 40 51& 18 23.2+ 3.2 163+ 2
333 ppm 41 86k 59 58+ 67 438+ 530 143+ 37 56+ 41 20.9+ 3.0 153+ 2
1000 ppm 36 118% 162 70+ g5 419+ 418 150+ 42 62+ 83 27,7 41.4 153k 2
3000 pom 40 6% Bxx 17x S¥x 245+ 42%x 141+ 20 53% 14 20.2%+ 3.0x% 153+ 1

Significant difference

*: P = 0.05 ** 1 P = 0,01

Test of Dumnett

(HCLO74)

BAIS3



STUDY NO. : 0268

ANIMAL ¢ MOUSE Crj:BDF1

MEASURE. TIME : 1

SEX : MALE REPORT TYPE : Al

BIOCHENISTRY (SUMHARY)

ALL ANIMALS (105W)

PAGE: 3
Group Name NO. of POTASSIUM CHLORIDE CALCIUH INORGANIC PHOSPHORUS
Animals mEq/ ¢ mEq,/ 9 ng/ d2 ng/ d2
Conirol 31 4.4% 0.6 120+ 9.0% 0.4 6.7t 1.3
333 ppom 41 4.3+ 0.5 119+ 9.2+ 0.5 6.24 0.7
1000 ppm 36 4.2% 0.7 119+ 9.1k 0.8 6.8k 2.0
3000 ppm 40 4.2+ 0.5 120 8.7+ 0.3%x 6.7t 0.9
Significant difference 5 * : P = 0.05 ** ! P £ 0.01 Test of Dunmnett
(HCLO74)

BAIS3



APPENDIX G 2

BIOCHEMISTRY @ SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDF1
MEASURE. TIME : 1
SEX : FEMALE

REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS (105

o)

PAGE : 4
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/42 g/ d4 ng/ d4 ng/ de ng,/ d2 ng/d2

Contral 29 4.9% 0.6 2.8+ 0.4 1.3% 0.2 0.17+  0.04 1304 33 78+ 51 3Bk 21

1500 ppm 28 4.9+ 0.7 2.7+ 0.2 1.24 0.2 0.18+ 0.08 1244 45 63+ 22 34k 25

3000 ppm 32 5.0% 0.6 2.7 0.2 1.3% 0.2 0.16+ 0,02 131% 20 73+ 20 274 15

6000 ppm 36 4.6% 0.6 2.7 0.3 1.4% 0.2 0.17+ 0.08 1324 27 86+ 11 22+ Bk

Significant difference ; * : P = 0.05 *x : P £ 0,01 Test of Dumnett

(HCL074)

BAIS3



STUDY NO. : 0268
ANINAL : MOUSE Crj:BDF1
MEASURE. TIME : 1

SEX : FEMALE REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

PAGE: 5

Group Name NO. of GOT GPT LDH ALP CPK UREA NITROGEN SODIUM
Animals 1U/8 IU/¢8 1U/8 1IU/9% 1Iu/¢ ng,/ 42 mEq/ §
Controt 29 133+ 89 45+ 26 455+ 412 221+ 95 89+ 86 19.2+ 10.9 152+ 2
1500 ppm 29 149:+ 166 40+ 35 703+ 1105 266+ 133 97+ 85 22.4%+  20.8 163+ 3
3000 ppm 32 86+ 46%x 25+ 24%x% 284+ 141%% 260+ 80 87+ 84 18.5% 9.3 152+ 2
6000 ppm 36 794 34xx 19+ . 15%x 521k 984 266 78 112+ 98 23.1% 8.8xx 154+ 4
Significant difference 5 * : P = 0.05 *x : P < 0.01 Test of Dunnstt

(HCLO74)

BAIS3



STUDY NO. : 0268

ANIMAL  : MOUSE Crj:BDF1

MEASURE. TIME : 1
SEX : FEMALE

REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS (105W)

PAGE : 6
Group Name NO. of POTASSIUN CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals mEq/ 0 mEq/ 9 ng,/ d& ng/d4
Coniral 29 4.3+ 0.5 120 8.2+ 0.6 6.5k 1.1
1500 ppm 29 4.3% 0.8 121+ 9.0+ 0.5 7.1+ 2.2
3000 ppm 32 4.1% 0.5 120+ 9.1+ 0.5 6.7+ 1.2
6000 ppm 36 4.3%+ 0.5 121+ 8.7+ 0, 3kx 7.3k 1.3
Sionificant difference 5 *: P = 0.05 ** ¢ P = 0.01 Test of Dunnett

(HCLO74)

BAIS3



APPENDIX H 1

URINALYSIS : SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0268 URINALYSIS
ANTHAL * MOUSE Crj:BDF1

MEASURE. TIME : 1

SEX : MALE REPORT TYPE : Al

PAGE : 1
Group Name NO. of pH Protein____ Glucose.___ Ketone body Occult blood
Animals 5.0 6.0 8.5 7.0 7.5 8.0 8.5 CHI — ® + 2+ 3+ 4+ CHI —~ + + 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHI — + + 2+ 3+ CHI

Control 32 0 4 12 12 3 1 0 0 225 5 0 0 32 0 0 0 0 0 81561 0 0 0 27 0 0 4 1

333 ppm 41 ¢ 3 18 17 2 0 0 0 02614 1 ¢ 41 0 0 0 0 0 1525 1 0 0 0 B O 21 2

1000 ppm 38 ¢ 8 20 8 2 0 0 0 02412 1 1 3800000 828 2 0 0 0 =x 31 2 2 0 3

3000 ppm 490 0 7 31 2 ¢ 0 0 *X 0 01028 1 0 =« 40 0 0 0 0 0 11718 3 0 0 = 381 001

Significant difference x: P = 0.05 ** ! P = 0,01 Test of CHI SQUARE
(HCL101)

BAIS3



STUDY NO. : 0268
ANIMAL  : MOUSE Crj:BDF1
MEASURE. TIME : 1

URINALYSIS

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

Control 32 32 0 0 0 0

333 pom 41 41 06 0 0 ¢

1000 ppm 38 380000

3000 ppm 40 40 0 0 0 0

Sisnificant difference *: P S 0.05 ** 1 P £ 0.01 Test of CHI SQUARE

(HcL1on)

BAIS3



APPENDIX H 2

URINALYSIS : SUMMARY, MOUSE @ FEMALE

(2-YEAR STUDY)



STUDY NO. : 0268 URINALYSIS
ANIMAL  : MOUSE Crj:BDF1
MEASURE. TI¥E : 1

SEX : FEMALE REPORT TYPE : Al PAGE : 3
Group Name NO. of pH, Protein Glucose, Ketone body Occult blood
Animals 5.0 6.0 6.5 7.0 7.5 8.0 8.5 CHI — & + 2+ 3+ 4+ CHI - + + 2+ 3+ 4+ CHI — + + 2+ 3+ 4+ CHI — & + 2+ 3+ CHI

Control 30 6 3 4 5 5 13 0 0 418 91 0 3 000 00 422 3 23311 2

1500 ppm 30 0 2 13 6 7 2 0 x5k 0 021 9 0 0 30 00000 419 5 261 0 0 3

3000 ppm 32 0 2 g 11 7 38 0 * 0 01516 1 0 32 00000 222 6 32 00 00

6000 ppm 39 0 8 18 7 38 3 0 *x 0 01225 2 0 % 33 00000 11515 *k 3% 2 0 01

Significant difference *: P = 0.0 ** ! P = 0,01 Test of CHI SQUARE
(HCL101)

BAIS3



STUDY NO. : 0268
ANIMAL : MOUSE Crj:BDF1
MEASURE. TINE : 1

URINALYSIS

SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of Urobi linogen
Animals + + 2+ 3+ 4+ CHI

Control 30 3 06000

1500 ppm 30 30 6 000

3000 ppm 32 320000

6000 ppm 39 39 0 0 00

Significant difference *x: P = 0.05 *x ¢ P = 0.01 Test of CHI SQUARE

(HCL101)

BAIS3



APPENDIX I 1

GROSS FINDINGS : SUMMARY, MOUSE : MALE @ ALL ANIMALS

(2-YEAR STUDY)



STUDY NO,

—

+ 0268 GROSS FINDINGS (SUMMARY)

ANIHAL : NOUSE Crj:BDFL ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : 1
Group Name Controt 333 ppm 1000 pom 3000 ppm
Organ Findings ¥0. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
Swbeutis edena 0 (0 1 (9 0 (0 0 (0
nodule 1 (2 0 (0 0 (0 0 (0
mass 0 (0 1 {2 0 (0 0 (0
tung red 1 (2 0 C0 0 (0 0 (0
nodule 13 ( 26) 9 (18) 13 { 26) 6 (12)
Lymoh node enlarged 2 (49 5 (10 3 (8 1 (2
thymus enlarged 1 (2 1 (2 00 0 C0
spleen enlarged 8 (12) 7 (14) 2 (9 1 (2
black zone 1 (2 0 (0 1 (2 0 (0
nodule 1 (2 3 (8 1 (2 0 (0
tooth rodule 0 (0 1 (2 0 (0 0 (0
forestomach  nodule 1 (2 0 (0 1 (2 0 (0
gl stomach thick 5 (10) 4 (8 3 (6 1 (2
small intes  nodule 1 (2 00 2 (9 0o (o0
cecum rodule 0 (0 0 (0 0 (0 1 (2
Liver enlarged 1 (2 1 (2 3 (8 1 {2
pale 1 (2 ¢ (0 1 (2 6 (0
uhite zone 0 (0 1 (2 0 (0 2 (49
red zone 0 (0 1 (2 0 (o0 0 (0
nodule 25 ( 50) 23 { 46) 18 (32 5 (10)
oyst 1 (2 00 0 (0 0 (0
kidney atrophic 0 (0 0 (0 00 3 (8
(HPT080)

BAIS3



STUDY NO. : 0268 GROSS FINDINGS (SUMMARY)
ANTHAL : NOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : A1
SEX : NALE PAGE : 2
Group Nane Contral 333 ppm 1000 ppm 3000 ppm
Organ___ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
kidney white zone 0 (0 1 (2 0 (0 0 (0
nodule 0 (0 1 (2 Q) 2 (9
hydronephrosis 3 (8 4 (8 3 (8 0 (0
ureter dilated 0 (0 0 (0 1 (2 0 (0
urin bladd urinemarked retention 0 (0 2 (9 I (2 0 (o
pituitary nodute 1 (2 1 (2 0 (0 1 (2
testis atrophic 0 (0 0 (0 1 (2 0 (0
epididymis adhesion 1 (2 8 o0 0 (0 0 (0
prep/cti gl rodule 0 (0 1 (2 0 (0 0 (0
eye white 1 (2 1 (2 1 (2 0 (0
Harder ol snlarged 2 (4 1 (2 2 (9 0 (0
rodule 2 (9 2 (9 1 (2 0 (o
muscle nodute 0 (0 00 1 (2 0 (0
bone thick 1 (2 0 (0 0 (0 1 (2
mediastinun  mass 0 (0 2 (4 0 (0 1 (2
retroperit nodute 0o (o0 1 (2 Q) 0 (0
mass 0 (0 1 (2 0 (0 0 (0
abdominal ¢ hemorrhage 1 (2 0 (0 0o 1 (2
ascites 2 (8 1 (2 1 (2 3 (8
thoracic ca hemorrhage 1 (2 0 (0 1 (2 0 (0
sleural fluid 4 (8 4 (8 4 (8 1 (2
other tai l:rodule 0 (0 0 (0 1 (2 0 (0
(HPT080) BAIS3



STUDY NO. : 0268

GROSS FINDINGS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE: 3
Grous Name Cantrot 333 ppm 1000 ppm 3000 ppm

Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)

other hindlimb:nodule o (0 1 (2 0 (0 0 (0

(HPT080) BAIS3



APPENDIX I 2

GROSS FINDINGS : SUMMARY, MOUSE @ MALE
DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.

s 0268

GROSS FINDINGS (SUMMARY)

ANINAL : MOUSE Crj :BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : 1
Group Name Control 333 ppm 1000 ppm 3000 ppm
Organ Findings X0. of Animals 17 (%) 9 (%) 12 (%) 10 (%)
subeutis edema 0 (0 1 (1D 0 (0 0 (0
mass 0 (0 1 (1 0 (0 0 (0
lung red 1 (8 0 (0 0 (0 0 (0
nodule 3 (18) 2 (22 4 (33) 1 (10)
Lymoh node enlarged 1 (8 2 (22) 0 (0 0 (0
thymus enlarged 1 (6 ¢ (0 0 (0 0 (0
spleen enlarged 5 (29) 2 (22) 1 (8 ()]
black zone 0 (0 0 (0 1 (8 ()]
nodule 1 (8) 1 (1 0 (0 0 (0
small intes  nodule 1 (8 0 (0 1 (8 0 (0
cecum nodule 0 (0 0 (0 0 (0 1 (10
Liver enlarged 1 (6 1 (1D 2 (17 1 (10)
pale 1 (6 0 (0 1 (8 0 {0
white zone ¢ (0 1 (11 ¢ (0 2 (20
red zone 0 (0 1 (1 0 (0 0 (0
nodule 10 (59 5 (56) 2 (17 2 {20
kidney atrophic 0 (0 0 (0 0 (0 1 (10)
white zone 0 (0 1 (1 )] ¢ (0
nodule 0 (0 0 (0 0 (0 2 (20
hydronephrosis 3 (18) 1 (1) 2 (17) 0 (0
ureter dilated 0 (0 0 (0 1 (8 0 (0
urin bladd urinesmarked retention 0 (0 1 (1 0 ({0 0 (0
(HPT080)

BAIS3




STUDY NO.

: 0268

GROSS FINDINGS (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 2
Group Name Control 333 ppm 1000 ppm 3000 ppm
Organ Findings, N0. of Animals 17 (%) 9 (%) 12 (%) 10 (%)
pituitary nodule 0 (0 11 0 (0 1 (10
epididynis adhesion 1 (8 0 (0 0 (0 0 (0
mscle nodule 0 (0 ¢ (0 1 (8 0 (0
mediastinum mass 0 (0 2 (22) 0 (0 1 {10)
abdominal ¢ hemorrhage 1 (8 0 (0 0 (0 1 (10
ascites 2 (12 1 (1D 1 (8 3 (30)
tharacic ca hemorrhage 1 (8 0 (0 1 (8 0 (0
pleural fluid 3 (18 4 (44) 4 (33 1 (10)
(HPT080)

BAIS 3



APPENDIX I 3

GROSS FINDINGS : SUMMARY, MOUSE : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY XNO.

¢ 0268

GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE €rj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : NALE PAGE : 1
Group Name Control 333 ppm 1000 ppm 3000 ppm
Organ Findings ¥0. of Animals 33 (%) 41 (%) 38 (%) 40 (%)
subcutis nodule 1 (9 0 (0 Q) {0
lurg nodute 10 (30) 7 (1D 8 (20 (13)
Lymoh node enlarged 1 (3 3 (M 3 (8 3
thymus enlarged 0 (0 1 (2 0 (0 (0
spleen enlarged 1 (3 5 (12) 1 (3 (3
black zone 1 (3 ) 00 o
nodule 00 2 (9 1 (9 )
tooth nodule 0 (0 1 (2 0 (0 0
forestomach  nodule 1 (9 0 (0 1 (3 ()
gl stomach thick 5 (15) 4 (10) 3 (8 (3
small intes  nodule 0 (0 0 (o 1 (3 (0
Liver entarged 6 (0 0 (0 1 (9 (0
nodule 15 (45) 18 (449) 14 (37 (8
cyst 1 (3 0 (0 0o (0 0
kidhey atrophic 0 (0 0 (0 0 (0 ( 5
nodule 0 (0 1 (2 0 (0 (0
hydronephrosis 0 (0 3 (M 1 (3 0
urin bladd urinetmarked retention 0 (o 1 (2 1 (3 (0
pituitary nodule 1 (39 ¢ (0 0 (0 (0
testis atrophic 0 (0 0 (0 1 (3 )]
prep/cli sl nodule 0 (0 1 (2 0 (0 )]
sve hite 1 (3 1 (2 1 (3 (0
(HPT080)

BAIS3



STUDY NO. : 0268 GROSS FINDINGS (SUMMARY)

ANIMAL ¢ KOUSE Crj:BDF1 SACRIFICED ANIKALS (105%)

REPORT TYPE : Al

SEX s MALE PAGE : 2

Group Name Control 333 ppm 1000 ppm 3000 ppm

Organ Findings NO. of Animals 33 (%) 41 (%) 38 (%) 40 (%)

Harder gl enlarged 2 ( 6) 1 (2 2 (5 o (0
nacule 2 ( 8 2 ( 5) 1 (3 0 (0

bone thick 1 (9 ¢ (0 o (0 1 (3

retrocerit nodule ¢ (0 1 (2 0 (0 [ Q)]
mass 0 (0 1 (2 0 (0 0 (0

thoracic ca pleural fluid 1 (9 0 (0 0 (0 0 (0

other tail:nodule 0 (0 ¢ (0 1 (3 0 (0
hindlimb:nodule 0 (0 1 (2 0 (0 0 Co0

(HPTO80)

BAIS3



APPENDIX I 4

GROSS FINDINGS : SUMMARY, MOUSE : FEMALE @ ALL ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0268 GROSS FINDINGS (SUMMARY)
ANINAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Control 1500 ppm 3000 ppm 6000 ppm
Ogan___ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 48 (%)
skin/app nodule ¢ (0 0 (0 1 (2 1 (2
ulcer 1 (2 ()] 0 (0 0 (0
subcutis edema 0 ({0 7 (14 2 (4 0 (0
mass 1 (2 2 (4 0 (0 (U]
lung red 1 (2 0 (0 1 (2 1 (2
edema 0 (0 1 (2 1 (2 0 (0
nodule 1 (2 1 (2 1 (2 3 (8
Lymeh node enlarged 7 (14) 7 (14) 4 (8 2 (&
nodule 0 (0 0 (0 1 (2 ¢ (0
thymus enlarged 0 (0 2 (4 0 (0 ¢ (0
spleen enlarged 8 (16) g (18 5 (10) 0 (o
nodule 0 (0 0 (0 0 (0 1 (2
deformed 0 (0 0 (0 0 (0 1 (2
salivary gt nodule 0 (0 ¢ (0 1 (2 0 (0
forestomach  nodule 0 (0 2 (4 1 (2 1 (2
gl stomach ulcer 1 (2 0 (0 1 (2 0 (0
thick 1 (2 0 (0 0 (0 0o
stomach rodute 0 (0 1 (2 1 (2 0 (0
small intes  nodule 0 (0 0 (0 1 (2 0 (0
Liver entarged 2 (4 3 (6 1 (2 1 (2
white zone 2 (8 1 (2 1 (2 0 (0
red zone 1 (2 0 (0 2 (9 0o
(HPT080)

BAIS3



STUDY NO.  : 0268 GROSS FINDINGS (SUM¥ARY)
ANTHAL : HOUSE Crj:BDF1 ALL ANIHALS (0-105H)
REPORT TYPE : Al
SEX : FEMALE PAGE : 5
Group Name Controt 1500 ppm 3000 ppm 8000 ppm
Organ Findings, ¥0. of Animals 50 (%) 50 (%) 50 (%) 19 (%)
Liver nodule 6 (12) 4 (8 2 (8 4 (8
nodutar 0 (0 00 1 (2 0 (0
adhesion 0o 1 (2 0 (0 0 (0
kidhey enlarged 0 (0 2 (9 0 (0 0 (0
atrohic o (0 0 (0 3 (8 1 (2
nodute 0 0 1 (2 1 (2 0 (0
hvdronephrosis 0 (0 2 (9 6 (12) 4 (8
urin bladd urine:marked retention 2 (49 0 (0 0 (0 00
pituitary enlarged 3 (8 2 (4 2 (4 0 (0
red zone 1 (2 0 (0 Q) 0 (0
nodute 1 (2 2 (49 1 (2 0 (0
ovary enlarged 2 (4 2 (4 4 (8 4 (8
red 0 (0 1 (2 0 (0 00
oyst 10 (20 11 (22) 12 (24) 10 ( 20)
uterus enlarged 0 (0 1 (2 1 (2 0 (0
nodule 8 (16) 7 (14) 3 (8 8 (18)
mass 0 (0 1 {2 0 (0 0 (0
brain red zone 1 (2 0 (0 0 (0 0 (0
hemorrhage 0 (0 2 (4 0 (0 0 (0
spimal cord  red zone 1 (2 0 (0 0 (0 0 (0
eve vhite 2 (4 0 (o 0 (0 0 (0
Harder ol enlarged 1 (2 0 (0 0 (0 0 (0
(HPT080)

BAIS3



STUDY NO.  : 0268 GROSS FINDINGS (SUMMARY)

ANINAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : A1
SEX : FEMALE PAGE: 6
Group Name Controt 1500 ppm 3000 pem 6000 ppm
Organ Findings ¥0. of Animals 50 (%) 50 (%) 50 (%) 48 (%)
Harder sl nodule 2 (4 1 (2 ¢ (0 1 (2
Zymbal gl nodule 1 (2 0 (0 6 (0 0 (0
bone nodule 1 (2 0 (0 0 (0 0 0
mediastinum mass 4 (8 3 (6 4 (8 0 (0
peritoneun nodule 2 (8 0 (0 0 (0 0 (0
thick 2 {4 2 (8 0 (0 0 (0
sbdominal ¢ hemorrhage 1 (2 0 (0 2 (& 0 (0
ascites 8 (16) 14 ( 28) 4 ( 8) g (18)
thoracic ca pleural fluid 12 (24 13 ( 28) 10 (20) 3 (8
whole body anemic 1 (2 1 (2 0 (0 0 (0

(HPT080) BAIS3



APPENDIX I 5

GROSS FINDINGS : SUMMARY, MOUSE : FEMALE
DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.

+ 0268

GROSS FINDINGS (SUMMARY)

ANINAL : MOUSE Crj:BDFI DEAD AND HORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name Cantrol 1500 pon 3000 pom 6000 pem
Organ___ Findinss NO. of Animals 20 (%) 21 (%) 18 (%) 10 (%)
skin/app uleer 1 (9 0 (0 0 C0 Q)
subeutis edema 00 7 (39) 2 (1) 0 (0
mass 0o 2 (10) 0 (0 0 (0
lung red 1 (9 00 1 (8 0 (0
edema 0 (0 1 (8 1 (8 0 (0
nodule 1 (5 0 (0 ¢ (0 o (0
Lymph node enlarged 5 (25 4 (19 4 (22 1 (10
nodule () 0 (0 1 (8 0 (0
soleen entarged 3 (15) 5 (24) 2 (11) 0 (0
deformed 0 (0 ) 0 (0 1 (10
stomach nodule 0 (0 1 (B 0 (0 0 (o
small intes  nodule 0 (0 0 (0 1 (9 0 (0
Liver enlarged 2 (10) 3 (14) 1 (8 0 (0
uhite zone 2 (10 1 ( 5) 1 ( 8) 0 (0
nodule 3 (15) 2 (10 0 (0 2 (20
nocular 0 (0 0 (0 1 (8 0 (0
Kidney entarged 0 (0 2 (10) 0 (0 0 (0
atrophic 0 (0 0 (0 1 (8 0 (o
nodute 0 (0 1 (8 0 (0 0 (0
hydronephrosis 0 (0 1 (5 0 (0 2 (20
pituitary entarged 1 (5 1 (8 1 { 8 0 (0
vary enlarged 2 (10) 2 (10 4 (22 1 {10
(HPT080)

BAISS



STUDY NO.

: 0268 GROSS FINDINGS (SUMMARY)

ANTHAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
' Grow Name Control 1500 ppm 3000 pom 6000 pem
Organ Findings NO. of Animals 20 (%) 21 (%) 18 (%) 10 (%)
ovary oyst 1 (5 0 (0 1 (6 0 (0
uterus enlarged 0 (0 1 {5 1 (8 0 (0
nodule 4 (20 2 (10 2 (1D 2 (20)
mass 0 (o0 1 (5 0 (0 0 (0
brain red zone 1 (9 0 (0 ¢ (0 6 (o
hemorrhage 0 (0 2 (10 0 (0 0 (0
spinal cord  red zone 1 ( 5) 0 (0 0 (0 0 (0
bore nodule 1 (85 0 (0 ¢ (0 0 (0
mediastinum  mass 4 (20 2 (10 4 (22 0 (0
peritoneun nodule 1 (8 0 (0 00 0o (o0
thick 2 (10) 2 (10 0 (0 0 (0
abdominal ¢ hemorrhage 1 (8 )] 2 (1) Q)
ascites 8 (30 11 (52 4 (22) 5 (50
thoracic ca pleural fluid 10 (50 8 (43) 10 ( 56) 2 (20)
whole body anemic 1 ( 5 1 (5 o {0 0 (0
(HPT080)

BAIS3



APPENDIX I 6

GROSS FINDINGS : SUMMARY, MOUSE @ FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0268 GROSS FINDINGS (SUHNARY)
ANTHAL : MOUSE Crj:BDFI SACRIFICED ANIHALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE: 3
Group Name Control 1500 ppm 3000 ppm 8000 ppm
Organ Findings ¥0. of Animals 30 (%) 29 (%) 32 (%) 39 (%)
skin/app nodute ) 0 (0 1 (3 1 (3
subcutis mass 1 (9 0 (0 0 (0 0 (0
tug red 0 (0 0 (0 0 (0 1 {3
nodule 0 (0 1 (3 1 {3 3 (8
Lymoh node enlarged 2 (7 3 (10 0 (0 1 (3
thymus enlarged 0 (0 2 (7D 0 (0 0 (0
spleen enlarged 5 (17) 4 (14) 3 (9 0 (0
nodule 0 (0 0 (0 0 (0 1 (9
sativary gl nodule 0 (0 0 (0 1 (3 0 (0
forestomach  nodule 0 (0 2 (7D 1 (3 1 (3
sl stomach utcer 1 (9 0 (0 1 (9 0 (0
thick 1 (3 0 (0 0 (0 0 (0
stomach nodute 0 (o 0 (0 1 (3 0 (0
tiver enlarged 0 (0 ¢ (0 0 (0 1 (3
red zone 1 (3 0 (0 2 (8 0 (0
nodule 3 (10 2 (7 2 (8 2 (5
adhesion 0 (0 1 (3 0 (0 0 (0
kidney atrophic 00 0 (0 2 (8 )
nadule 0 (0 0 (0 1 (3 0 (0
hydronephrosis 0 (o 1 (9 6 (19 2 (5
urin bladd urine:marked retention 2 (D 0 ( 0>‘ 0 (0 0 (0
pituitary enlarged 2 (7 1 (3 1 (9 0 (0
(HPT080)

BAIS3



STUDY NO.

: 0268

GROSS FINDINGS (SUMMARY)

ANINAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 4
Group Name Cantrol 1500 ppm 3000 ppm 6000 pom
Organ, Findirgs N0. of Animals 80 (%) 28 (%) 32 (%) 39 (%)
pituitary red zone 1 (3 o (0 0 (0 0 (0
nodule 1 (3 2 (M 1 (3 0 (0
ovary enlarged 0 (0 0 (0 0 (0 3 (8
red 0 (0 1 (3 0 (0 0 (Y
oyst 9 (30 i1 (38) 11 (39 10 ( 26)
uterus nodule 4 (13) 5 (17) 1 (3 6 (15)
eye white 2 (7 0 (0 0 (0 0 (0
Harder ol enlarged 1 (3 0 (0 0 (0 0 ( 0)
nodule 2 (7 1 (3 0 (0 1 (3
Zymbal st nodule 1 (3 0 (0 0 ({0 0 (0o
mediastinum mass 0 (0 1 (3 0 (0 0 (0
peritoneun nodule 1 (3 0 (0 0 (0 0 (0
sbdominal ¢ ascites 2 (7 3 (10 ()] 4 {10
thoracic ca  pleural fluid 2 (D 4 (14) 0 (0 1 (9
{HPT080)

BAIS3



APPENDIX J 1

ORGAN WEIGHT, ABSOLUTE : SUMMARY, MOUSE @ MALE

(2-YEAR STUDY)



STUDY NO. : 0268

ANIMAL @ MOUSE Crj:BDF1

REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (105W)

SEX @ MALE
UNIT: g PAGE : 1
Group Name NO. of Body Weisht ADRENALS TESTES HEART LUNGS KIDNEYS
Animals

Control 32 46.1t 7.8 0.014+  0.008 0.245%  0.047 0.223+ 0,023 0.224%  0.048 0.633%  0.048

333 ppm 41 45.2+ 6.4 0.0144  0.004 0.236+  0.040 0.214%  0.018 0,227+  0.089 0.708  0.377

1000 ppm 38 44,24+ 6.4 0.013%  0.003 0.239% 0.043 0.222+  0.031 0.235%  0.057 0.648+ 0.078

3000 ppm 40 37.51 4.6x* 0.012+  0.003 0.218%  0.037x 0.1804  0.020%x 0.197%  0.032%x 0.580+  0.052xx

Significant difference 3 *: P = 0.05 ** : P = 0.01 Test of Dunnett

(HCL040)

BAIS3



- STUDY NO. : 0268

ANINAL : MOUSE Crj:BDF1

REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (105W)

SEX : MALE
UNIT: g PAGE 1 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 32 0.104%+ 0,062 2.049%  0.759 0.449% 0,015

333 ppm 41 0.180+ 0.345 1,789+  0.493 0.452+  0.013

1000 ppm 38 0.116%+ 0,095 1.9244&  0.8%0 0.453% 0.016

3000 ppm 40 0,076  0.075%x 1.317+  0.152%* 0.448+ 0.015

Siegnificant difference 3 *: P S 0,05 ** 1 P = 0.01 Test of Dumett

(HCLO40)

BAIS3



APPENDIX J 2

ORGAN WEIGHT, ABSOLUTE : SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0268
ANIHAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (105W)

SEX : FEMALE
UNIT: g PAGE : 3
Group Name NO. of Body Weight ADRENALS OVARIES HEART LUNGS KIDNEYS
Animals

Controt 30 32.5+ 6.0 0,014+ 0,002 0.058%  0.061 0.172+  0.081 0.206% 0.034 0.432+  0.049

1500 ppm 29 29.3+ 3.8 0.014%+  0.008 0,145+ 0.435 0.157+  0.023 0.205%  0.051 0.455%  0.160

3000 ppm 32 25.2% 2.1%x 0,014+  0.003 0.094% 0.195 0.1484  0.015%x 0.191+  0.018 0,494+ 0,258

6000 ppm 39 23.81+ 2.2%x 0.012+  0.002 0.104%  0.204 0,134  0.020%x 0,196+  0.083 0,447t  0.292%x

Significant difference : *: P = 0.05 * 1 P £ 0,01 Test of Dunnett

(HCLO040)

BAIS3



STUDY NO. : 0268

ANINAL  : MOUSE Crj:BDF1
REPORT TYPE @ Al

SEX : FEMALE

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (105W)

UNIT: g PAGE : 4
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 30 0.243+ 0.299 1,457+ 0.298 0.473x  0.022

1500 ppm 29 0.213+  0.270 1.382+  0.303 0.468%+ 0,010

3000 ppm 32 0.126% 0.114 1.180%  0.339%x 0.462+  0.015%

6000 ppm 39 0.0934  0.069x 1.126+  0.365%x 0.451%  0.015%x

Significant difference ; ¥ :P = 0.05 *x : P 5 0,01 Test of Dunnett

(HCLO40)

BAIS3



APPENDIX K 1

ORGAN WEIGHT, RELATIVE : SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0268
ANTMAL : MOUSE Crj:BDF1

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS (105W)

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

Control 32 46.1+ 7.9 0.0304 0.014 0.547+ 0.150 0.495+ 0.094 0.4994 0.128 1.410+ 0.244

333 pom 41 45.24 6.4 0.0381% 0,009 0.532+ 0.110 0.482+ 0.074 0.518% 0.244 1.602+ 0,882

1000 ppm 38 44,2+ 6.4 0.0294 0.009 0.543% 0,075 0.515+ 0.132 0.5474 0.170 1.488+% 0.218

3000 ppm 40 37.5+ 4.6%x 0.033% 0.008 0.587% 0.112¢ 0.512+ 0.068 0.5321 0.0%4 1.560% 0.154%x

Significant difference 3 *: P s 0.0 *>* P = 0.01 Test of Dunnett

(HCL042)

BAIS3



STUDY NO. : 0268

ANINAL + MOUSE Crj:BDF1

REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMNARY)
SURVIVAL ANIMALS (105W)

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

Control 32 0.241% 0.170 4,754+ 2.582 1.004% 0,183

333 pom 41 0.4124 0.849 4,033+ 1.322 1.023% 0.174

1000 ppm 38 0.283% 0.271 4,526+ 2.540 1.047+ 0.162

3000 ppm 40 0.202% 0.180 3.528% 0.299 1.2124 0.159x%x

Significant difference *: P = 0,05 ** I P = 0,01 Test of Dunnett

(HCL042)

BAIS3



APPENDIX K 2

ORGAN WEIGHT, RELATIVE : SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0268
ANINAL  : MOUSE Crj:BDF1
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)

SURVIVAL ANIMALS (105W)

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

Contral 30 32.5+ 6.0 0.044% 0.011 0.176% 0.153 0.549% 0,149 0.656L 0.173 1.373% 0.303

1500 ppm 29 29.3t 3.8 0.050+ 0,011 0.488% 1.421 0.540% 0.082 0.710% 0.208 1.558+ 0.510

3000 ppm 32 25.2% 2.1xx 0.054% 0.009%x 0.359% 0.728 0.580% 0.062%x* 0,762+ 0.085xx* 1.850% ‘0.978**

6000 ppm 39 23.8% 2.2¢x 0.053% 0.009%x 0.423% 0.843 0.586% 0.073%x 0.830t 0.221%x 1.894+% 1.287#x

Sionificant difference 3 *1 P = 0,05 ** : P = 0,01 Test of Dunnett

(HCL042)

BAISS




STUDY NO. : 0268
ANINAL  : HOUSE Crj:BDF1
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS (105W)

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

Controt 30 0.7724 1.007 4.583+ 1.059 1.511% 0.336

1500 ppm 29 0.745% 0,965 4,731% 0.940 1.6224+ 0.212

3000 ppm 32 0.4824 0.431 4,6761 1,320 1.8414 0.162%x

6000 ppm 39 0.381+ 0.233 4.671 L 1.026 1.905+ 0,158%x

Significant difference *x: P = 0.0 ¥ : P 5 0,01 Test of Dunnett

(HCL042)

BAIS3



APPENDIX L 1
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : MALE @ ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0268
ANINAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

SEX ¢ MALE PAGE @ 1
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o o o @ O & O @ & & O @ ® ® W
[Intesumentary system/appandage]
skin/app <50> <50> <500 <50>
hyperplasiatepidermis 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o200 (200000 (0000 oo oo
subcutis <50 50> <50> <50
xanthogranuloma 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(02200 (o200 (0 QIO B 1) B Q) R Q)| (GO B G () B G () R Q)]
[Respiratory system]
nasal cavit <50> <60> <60> <50>
goblet cell hyperplasia 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(a0 (o0 (220000 (G B G ) B G B Q1)) oo (oo
ensinophilic change:olfactory epithelium 22 1 0 0 28 0 0 0 35 0 0 0 x 35 0 0 0 *
(4 (20 (00O (86) ( 0) C (0 (700 C 0) C 0) C 0 (700 C 0) C ) (0O
eosinophilic changs:respiratory epitheliun 15 0 0 0 21 0 0 0 13 0 0 0 9 0 0 0
(30 C 00O (0O (@00 (280 (OO0 (00
inflammation: foreisn body 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(00 (oo {0 (22000 (22000
Grade 1 : Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with Llesion
(c) cib/ax*100

Significant difference 3 *: P =0.05

¥ : P 5 0,01 Test of Chi Sauare

(HPT150)

BAIS3




STUDY NO.  : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0~105W)}
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & o ® O & o @ & o W ® o & o
[Respiratory system]
nasal cavit <50> <50> <50 <50>
respiratory metaplasiatolfactory epithelium 7 0 0 0 5 0 0 0 18 0 0 0 * 17 0 0 0 %
(1 (000 (10 (000 (38 (00 (0 (3 C 0 0 (0
respiratory metaplasiatgland 22 0 0 0 18 0 0 0 32 0 0 0 23 0 0 0
(4 (0 (O (0 () (0o (0 (64) ( 0) C O) (0 (46) ¢ 00 C 0 ( 0
squamous cell metaplasiatrespiratory epithelium 1 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(22000 (22000 (H 009 (2000
xanthogranuloma 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(00 (OO0 o0 (o200 CoOCo
lung <50 <50> <50 <50>
congsstion 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 (o0 cocoa(o(w (000
edema 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (0o (0 oo (2000
inflammation 0 1 0 0 [ 0 0 0 0 0 0 0 0 0 0 0
(022000 (OO0 (O B B Q) B Q)] Q1) I G O I G 1) B Q)]
ymphooytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
O IO IO B )] Q) B G 1) B G ) B Q)] (o0 (2200000
Grade 1@ Slight 2 Moderate 3 : Marked 4 : Severe
<a> & * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100 ’
Significant difference 3 x 1P = 0.0 ¥ : P = 0,01 Test of Chi Square

(HPT1R0)

RATIQQ




STUDY NO. : 0288 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL : MOUSE Crj:BDF1 ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 3
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findinss @ o & o ® ® o O @ & & o @ o 8 o
[Respiratory system]
tung <502 <50> <50> <60>
accumulation of foamy cells 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(200000 (G Q) B Q) B )] S0 (000D 2000
bronchiolar-alveclar cell hyperplasia 0 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(G B G ) N Q) I Q)] (200000 44 000 2 (000
[Hematopoietic system]
bone marrow <50 50> <50> 60>
atrophy 0 0 0 0 1 1 0 0 1 1 0 0 0 0 0 0
(oo (0 (2022000 2 (2 (00 0OCo oo
angiectasis 3 1 0 0 1 0 0 0 0 4 0 0 0 0 0 0
()20 (0 (220000 0Co 0o (OGO RGO R QY|
granulation 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(200000 (OO0 UGN B B G0 Ho 0o
megakaryocyte: increased 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(220000 C0 QO I ) B Q)] 2 (0 (00 0Co oo
granulopoiesis: increased 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(20000 (ococn o0 0o 0o 2) C 0 C0(o0
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:b/ax*100

Significant difference * ! P = 0,05

*>* P = 0.01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. ¢ 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ W o o @ o & o ® & & O @ o & o
[Hematopoietic system]
thymus <50> <49 <50> <49
karyorrhexis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 (0o CoCo0Cn (OB GO B G B Q)
spleen <50> <50> 50> <50>
atrophy 1 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(220000 (20000 (22000 (00
congestion 0 0 0 0 ¢ 0 0 0 1 1 0 0 0 0 [ 0
(000 (0000 (22000 COCo 0o
deposit of melanin 4 0 0 0 1 0 0 0 3 0 0 0 3 0 0 0
(a0 lon (2000 (o (800 (0o
fibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 (OO0 (0000 Q1) I G 1) B G 1) B Q)|
extramedullary hematopoiesis 7 7 0 0 10 1 1 0 10 5 3 0 2 4 0 0
(W (1 (0 (o (20 ( 22 ( 2 ( O (20 (10 ( 8 ( 0 (a0
megakaryacyte: increased 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o (oo (o (o0l (22000
hyperplasiatvascular 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (0o (ocoon o (0o
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:b/ax100
Sionificant difference ; *: P = 0.05 ** 3 P = 0.01 Test of Chi Sauare

{HPT150)

RAIC



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX t HALE PAGE: 5
Group Name Control 333 pem 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & O M ® & W @ o & o @ & & O
[Hematopoietic system)
spleen <50> <50> <50 <50>
follicular hyperplasia 0 0 0 0 0 0 0 0 2 0 0 0 0

0 0 0
a0l (oo 0 o (9000l (ool

[Circulatory system]

heart <50> <500 <50> <50>
thrombus 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D00 (ool oo Co o (ool
mineralization 1 1 0 0 1 0 0 0 2 0 0 3 0

0 0 0
(2022000 (aC0(0(09 (D00 (a0 Co0n

arteritis 0 0 0 0 0 0

0 0 0 1
(oo (ool ooy (oo (20

hyperplasiatvascular 0 0 0 0 0 0

1 0 0
(2000 o0 (oo (0o co

[Digestive system]

tooth <60> <50 <50> <50>
dysplasia 20 3 0 0 23 2 0 0 18 0 0 0 18 0 0 0
(40 (8 (0O (0 () (D00 () (000 (s 0Co0
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

Sienificant difference *: P S 0.06 xx:P = 0,001 Test of Chi Square

(HPT150) BAIS3




STUDY NO. & 0268
ANIMAL ¢ MOUSE Grj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANINALS (0-105W)

SEX : MALE PAGE: 6
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ & w o @ ® O o @ & ® O M W o’ W
[Digestive system]
tonoue <50> <50> <50> <50>
basal cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 0000 0Co (0o O
salivary gl <50> <50> <50> <500
degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0o OCOCnn 00 o (o0 N0 (0
Lymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (NG G B Q0] 0000 0O Co o0
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 0o (oo (ORI Q) B G 0 Co (o0
stomach <50> <60> <50> <50
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 3 0 0 0
(0)(0)(0).(0) 2 (000 0o oo 8 (00
inflammatory infiltration 2 0 4} 0 1 0 0 0 0 0 4} 0 0 0 0 0
(a0 2000 OO0 0 Co (00
basal cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 2200 (0 OCoCo (o0 NCOCn o
Grade 1 : Slight 2 t 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 S 0.05 * 1P S 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

: 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 7
Group Name Controt 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ o & W @ ® W o @ w w o @ & & o
[Digestive system]
stomach <50> <50> <50> <60>
erosion: forestomach 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(200000 (0o (OO0 (o0 (20 Co0 (0
ulcer: forestomach 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(0000 (HCH 0D (2200000 (0000
hyperplasias forestomach 0 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0
(o200 oo o0 (o200 (02200
erosion:glandular stomach 9 0 0 0 8 0 0 0 g 0 0 0 5 0 0 0
(1 (0w (18) C 0 C 0 ( O (1) 0o (10 C (¢ (0
hyperplasiatglandular stomach 3 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(8o (a0 (0000 (220000
dilated glands 2 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(D (000 (D000 (0000 (OCoCn o0
targe intes <50> <505 <60> <50>
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o (oo (2200000 (o000
Liver <502 <50> <B0> <60>
angiectasis 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 ¢
oo (2000 (0 (o200 CoCoCo0 (o
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) cib/a=*100

Significant difference 3 * P = 0,05

** P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.
ANTHAL

: 0268
: HOUSE Crj:BDF1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANINALS (0-105W)

REPORT TYPE : Al
SEX : MALE PAGE : 8
Group Name Control 333 ppm 1000 pﬁn 3000 ppm
No. of Animals on Study 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ® o @ ® o O @ & & o @ & & o
[Digestive system]
Liver <50 <50> <50> <50>
necrosis: focal 1 2 0 0 1 0 0 0 3 1 0 0 0 0 0 0
(2900 (20000 (82000 Co oo on
fatty change 0 0 0 0 4] 0 0 0 1 0 0 0 0 0 0 0
(0o (o0 (2000 (G Q) B Q) B )]
cyst 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (OCo 0o COCo 0o Cococon (0
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 9
(GO RGN B G B )] (20000 (oo oo oo
lymphaocytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (n oo o0 200 ¢0 (0 oo
granulation 27 0 0 0 34 0 0 0 33 0 0 0 39 0 0 0 *
(50000 (88 C 0) C 0y (o) (86) ( 0) ( 0) (O (78) (0 C 0) ( O
extramedullary hematopociesis 2 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(0 Cn (oo co o0 (GO RGN B G B )] (a0
clear cell focus 3 3 0 0 2 4 0 0 1 1 0 0 3 0 0 0
(88 nln (80 (2200 (8o (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 3 *: P = 0,05 ** : P =< 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : HOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 8
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & & @ ® ® o ® ® & W @ & & O
[Digestive system]
Liver <50> <50> <50> <60>
acidophilic cell focus 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(O B G B Q) B )] (20000 2) C0) (0 (0 O oo
basophilic cell focus 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(O (0o (20000 OCOCoCo H0C0 0
vacuolated cell focus 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
LG I QIR ) B G 1) B Q)] (a0 2) (000 0Co oo
mixed cell focus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00000 CoCo oo 0o oo 000l
bile ductular proliferation 0 0 0 0 0 0 0 0 1 0 0 0 4 0 0 0
(00 (o0 (OO0 o 2000 0 C 000
bitiary cyst 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(00 (22000 (o0 2200 (0 OCOCo o
gall bladd <50> <50 <50> <60
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 QRO RGN RGN Y| 20000 OO0 o
pancreas <50> <50 <49> <50
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (on COCoCo0 (o0 0 C0 o (o0 2) C 000
Grade 1 Slight 2 * Noderate 3 ¢ Marked 4 : Severs
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference :

* 1P = 0,05

** : P 5 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 10
Group Name Cantrol 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ & & O ® & o o @ & ® W @ & ®» O
[Urinary system]
kidney <50> <50> <50> <B0>
infarct 1 90 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(2000 (220000 (oo (o0 (o200
hyaline droplet 1 1 0 0 1 1 0 0 3 3 0 0 0 2 0 0
: (D (D000 (22000 (800 (a0l
basophilic changs 13 0 0 0 37 0 0 0 *x 33 0 0 0 *x 32 0 0 0 *x
(28) (O (OO (79 C0) C ) (0 (66) ( 0) () (O (68 ¢ 0 C 0 (O
hyvatine cast 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (on (oo oo (220000 (ool nlon
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO NG B ) B )] (20000 (OCnCo o0 OO o
lymphocytic infiltration 5 0 0 0 10 0 0 0 12 0 0 0 5 1 0 0
(10 C 0 C 0 (O (20 C 0 C ) ( O (20 C ) C 0 ( O (100 C 20 C 0 ( 0
inflammatory polyp 0 0 0 0 0 1 1 0 0 0 0 0 0 0 2 0
(oo (o220 o0 (GO G G IR G0
hydronephrosis 0 1 2 0 0 1 2 0 0 1 2 0 0 2 3 0
(o220 (a0 (0220800 (O (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
(ec) c:ib/ax100
Significant difference ; tP=0.05 ** : P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3




STUDY NO.
ANINAL

+ 0268
: NOUSE Crj:BDF1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANINALS (0-105W)

REPORT TYPE : Al
SEX : MALE PAGE : 11
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ W & o ® W | o @ & W o ® & & ®
[Urinary systenm]
kidnsy <50> <50> <50> <50>
papillary necrosis 2 0 0 0 0 0 0 0 2 0 0 0 4 0 0 0
(00 COCo 0o (a0l (N0
mineralization:icortico-medullary junction 0 0 0 0 5 0 0 0 0 0 0 0 1 0 0 0
(o000 (I 0o (O (0o (200000
mineralization:papilla 2 0 0 0 5 0 0 0 3 0 0 0 0 0 0 0
(0 (1) ¢ (oo ({000 (o0
mineralization:cortex 27 0 0 0 36 0 0 0 26 0 0 0 17 0 0 0
(s (O CO(0 (72000 (82 C O C 00O (8 C (0 (w
glomerulosclerosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (O (o (2000 (o0
desquamation:peluis 0 0 0 0 1 0 0 0 0 0 0 0 8 0 0 0 *x
(0o (22000 coco (oo (18 ¢ 0 C 0 (0
urin bladd <50> <50> <50> <50
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(O o0 (2200 ¢C0Co0 (oco oo cocoCnln
[Endocrine system]
pituitary <60> <49 <49 <50>
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (on (0o (o0 (22000
Grade 1 : Slight 2 : Moderate 3 : Marked 4 t Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
{c) cib/ax100
Significant difference 3 *: P = 0.05 ** ¢ P < 0.01 Test of Chi Saquare




STUDY NO.

+ 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 12
Group Name Contral 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ®w ® o @ W ® W @ & & o @ & & O
[Endocrine systen]
pituitary <50> A4 <49 <50>
cyst 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(20000 (o0 (220000 o0
hyperplasia 1 0 0 0 3 0 0 0 1 0 0 0 0 0 0 0
(22000 (e o000 (20000 (ococon o
Rathke pouch 3 0 0 0 3 0 0 0 1 0 0 0 2 0 0 0
(0o ey oo o (2con oo (000
thyroid <50> <49 <50> <49
cyst 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
cocoCon (oo (200000 oo 0o 2000
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 (0o COCo 0o (oo
parathyroid 20 3D 26> 18>
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (OO0 (000 (OO0
panc islet <50> <50> <50> <50>
hyperplasia 0 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(0000 (20000 (D000 (a0 Co 0
Grade 1t Slisht 2 : Moderate 3 ! Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100 -
Significant difference 3 *: P = 0.05 % ¢ P £ 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. ¢ 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL ¢ NOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX s MALE PAGE : 13
Group Name Control 333 pom 1000 pem 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Ogan_____ Findings @ o & O @ & &% W @ ® o o o @ ® O
[Endocrine system]
adrenal <50> <560> <50> <50>
cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(20000 Co oo (o 0 (0 (o (0 oo 0o
extramedullary hematopoiesis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (220000 0o (o000
spindle-cell hyperplasia 12 0 0 0 16 0 0 0 16 0 0 0 12 0 0 0
(20 C 0 (00 (2 oo (s Co(0Co (29) C ) C0) (O
hyperplasiascortical csll 2 0 0 0 2 0 0 0 5 0 0 0 6 0 0 0
(90 (a0 (100 C 0) C 0) ( O (00l
hyperplasiaimedulla 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(2000 (OO0 0 Co oo (2000
accesory cortical nodule 0 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(0o (22000 220000 (GO B G B G R G )]
focal fatty change:cortex 8 0 0 0 3 0 0 0 0 0 0 0 ok 0 0 0 0 *x
(0o (8 oo o OO0 (OO0 Con 0
[Reproductive systenm]
testis <50> <50> <50> <500
aplasia 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(O 0o cococon(on D00 (GO B G B B )]
Grade 1 : Slisht 2 : Moderate 3 : Marked 4 : Severe
<ad> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100

Significant difference 3

*: P = 0.05

*»* ! P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUBY NO.  : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 14
Group Name Controt 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & & O @ & & O @ & & O & o8 & O
[Reproductive system]
testis <50> <50> <50> <50>
mineralization 29 0 0 0 43 0 0 0 %% 37 0 0 0 22 0 0 0
(58) (o) (o) (O (8 (0 (0o (79 (. 0) C 0 (O (44) C 0) C 0) ( 0
interstitial cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo oo (2000 (o0 (00 n
hyperplasiatrete testis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OC0C0 o0 (0o (2000 (0 COCo o (0
epididymis <50 <50> <50> <50>
dilatation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (O o0 (GO G B G I )] (0ol
cyst 0 0 0 0 1 [} 0 0 0 0 0 0 1 0 0 0
(0o (220000 (oCcnCo 0 (2200000
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO B G G B )] (2200000 o000 oo
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(0000 (2200000 (G I ) B G ) B G )] (220000
spermatogenic granuloma 9 0 0 0 12 0 0 0 5 0 0 0 3 0 0 0
(18000 (29 C 0) ( O) C O (1) (000 () (000
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 3 ¥ P = 0.05 **x : P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.

: 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 15
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ®w ® W @ ® @® o & w0 & W @ & & O
[Nervous system]
brain <50> <50> <50> <50>
hemarrhage 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(200 (22000 (oo (OO Cn(n
mineralization 22 0 0 0 21 1 0 0 22 0 0 0 25 0 0 0
(49 C ) C 0) (0 (22000 (46 C OO C 0 (0 (50 C 0) C 0) (O
[Special sense organs/appendage]
aye <50 <50 <50> <50>
cataract 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(ool (a0 o0 (OO0 oo ln
keratitis 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(0o (2000 (02000 (000
degeneration:comea 4 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(800 (00 (20000 (22000 (0
mineralization:cornea 5 0 0 0 2 0 0 0 g 0 0 0 0 0 0 0
(1) 00 (D00 (B0l (oCcoCon(on
Harder gt <50> <50> <50> <50>
granulation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0000 (oCn oo (oo (o200
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) ctb/a=x100
Significant difference *: P = 0,05 *»* P 5 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.
ANIMAL

¢ 0268
: MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 16
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings : @ ®» & o @ ® & O @ ® & o @ ® &
[Special sense organs/appendags]
Harder gl <50> <50> <50> <500
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 ] 0 0 0 0
(0o (OO0 20000 DCOCn o
[Musculoskeletal system)
bone <60> <50> <50> <60>
fracture 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 (oo 0 Co o0 0000
osteosis 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(OC2a0c0C0 (022000 0o (o0 (OGO IR B Q)]
osteosclerosis 2 0 0 [ 1 0 0 0 0 0 0 0 0 0 0 0
(G I G B Q) I )] (2200000 0 Co 0o 0 C0C® (o
[Body cavities]
peritoneum <GB0 <50> <50> <50>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(O oo COCo 0o 2) (o (00 0o 0o
Grade 1 : Slight 3 ¢ Harked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100

Significant difference

*: P =S 0.05 ** : P = 0,01

Test of Chi Square

(HPT150)

BAIS3



APPENDIX L 2
HISTOLOGICAL FINDINGS @ NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL + MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢+ 1
Group Name Controt 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 17 g 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & o @ & o ® @ W & o @ @ ® o
[Integumentary system/appandags]
subcutis 417 <@ <12 <10>
xanthogranutoma ’ 0 0 0 0 0 0 0 0 0 0 0 0 0 0

0 1
(oo (o(w oo (ool (oo

[Respiratory system]

nasal cavit A7 <D <12> <10>
goblet cell hyperplasia 0 0 0 0 0 0 0

1 0 0 0 0
(e (000 (ool (oo (0 (o0l

eosinophilic change:olfactory epithelium

5 6 7 0 5 0
(29 C 0 (0 (0 (D (000 (88) ( 0 ( O (O (50 (0 (0o

eosinophilic changeirespiratory epithelium

4 1 0 0 3 0 -3
(20 (0 (0 (0 (ool (20 C 00 C0(C0 (s (000

respiratory metaplasiaiolfactory epithelium

0 0 1 0 0 1
(0o (oo () C 000 (100 C 0 C 0 ( O

respiratory metaplasiatgland

6 0 0 0 0 0 0 4
(s (000 (0000 (80 C 0) C ) (O (40 C O C 0 (0

squamaus cell metaplasiatrespiratory epithelium

0 1 0 0 1 0
oo (o (MO0 (oo (10 C 0 C 0 (0

Grade 1 : Stight 2 : Moderats 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 3 *x: P S 0.05 *x : P = 0.01 Test of Chi Square

(HPT150) BAIS3



STUDY NO.

+ 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 333 ppm 1000 ppm 3000 pon
No. of Animals on Study 17 g9 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & o ® ® ®» o @ & ® O @ & | ®
[Respiratory systen]
nasal cavit 17 <D 12> <10>
xanthogranuloma 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(OCC0 (o0 cocoCon(on 0 (8 (0 (o (0o
tung Aan <D <12> 10>
congestion 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 (0o O o0 (o
edema 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(12000 (o0 oo (o0 (10 C o o0
inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o800 (o0 0OCOCn (o COCo 0o
accunulation of foamy cells 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (OCO o0 DCoCoCo0 (10 (000
bronchiolar-alveolar cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO NN B G B V)] oo 8 (00 (o0 (OCCon o0
[Hematonoistic system)
bone marrow 17D <P 12> <10>
atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o (0000 8 (000 Coco o (o0
Grade 1 : Slisht 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

Sienificant difference ;

*: P = 0.05

** P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.

+ 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANINMALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE: 3
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 17 g 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o ® @ w o W ® @ & o @ & & ®
[Hematopaistic system]
bone marrow A7 <9 <i2> <10>
granulation 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo COCo oo 000w (100
granulopoiesist increased 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0l oo D RGED G ) B G0)] (1) CoCnCo
thymus 4D <8 12> <P
karyorrhexis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 (oo NCOCn o oo oo
spleen a7 <9 <12> <10
atrophy 1 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(800 (000 L) B GN) BGI) B )] (200 C ) C 0 (O
congestion 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
({00 oo oo (8o (n (O (on
deposit of melanin 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(800 (OO0 ) D G B )] (oCcocon o
fibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e (00 (0o 0o o0 CoCco oo
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<ad a : Number of animals examined at the site
b b & Number of animals with lesion
(c) ¢:b/ax100

Significant difference

* 1P = 0.05

*x 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANINAL

¢ 0268
¢ MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX T MALE PAGE :
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 17 9 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findines ® & O o ® ® O O ® ® & O @ W & O
[Hematopoistic system]
spleen le¥ps <P 12> <10
extramedul lary hematopoiesis 0 4 0 0 1 0 1 0 0 0 1 0 1 3 0 0
(02000 (1) ¢ o (1) (0 (8w (10) (30) C O ( 0)
megakaryocyte: increased 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (O 00 (000 (10 C 0O o0
hyperplasiatvascular 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o800 (O (000 (OO o0
[{Circulatory system]
heart (eips <D 12> <10
thrombus 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 (OCo oo COCO (o0 (GO RIGEY B Q) I )
mineralization 0 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(0000 (i oo (MO0 (1) C 0o
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(OC 0o (OCoCnCon (OCOC0Con oo (1) (0
[Digestive system)
tooth 4a7n <D <12> <10>
dvsplasia 3 1 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(B0 (800 (8 (0o (10 C 00 (0
Grade 1 : Slight 2 : Moderate 3t Marked 4 : Severe
<a?> a : Nuwber of animals examined at the site
b b : Number of animals with lesion
(¢c) c:b/ax*100

Significant difference

x: P S 0.05

* P £ 0.01

Test of Chi Sauars

(HPT150)



STUDY NO.  : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢+ MALE PAGE: 5
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 17 g 12 10
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & O @ ® & W W & & O @ & ® O
[Digestive system]
‘tongue <17 <D <i2> <10>
basal csll hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e (o000 O 0o oo oo oo
salivary gt <17 <% <12> <100
degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo con(on (oo 0000 (01 0o
stomach an <D <12> <10>
ulcer:forestomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(D000 (I o0 0OCoO oo (OO0
erosiontglandular stomach 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(el (22 C o) C oy (o 0 C0Co0 (o o0 o
Liver <17 <D <12> <10>
necrosis:focal 1 1 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(8800 (o 0Co 08 (0w (OCoCcon o0
Tatty change 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (OCo oo (N0l (oo
granulation 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(a0 (o0 o 8 (0000 (1 oo (0
Grade 1 @ Stight 2 * Moderate 3 & Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) ctb/ax*100
Sienificant difference ; x: P =< 0.05 ** : P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 6
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 17 9 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findines, ® & ® W @ ® W o @ @ w O @ & & O
[Digestive system]
Liver 17> <D 12> I <10>
basoohilic cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (W00 (OCOCn{on Cococon o
biliary cyst 1 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0
({000 (oo (0o oo oo
gall bladd Aan <9 <12> <10>
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(Ol o0 (8o (00
{Urinary system]
kidney 4D <D A2 <10>
hyaline droplet 1 1 0 0 0 1 0 0 1 2 [ 0 0 2 0 0
({00 (om0 (oo o2 (o0
basophilic change 1 0 0 0 2 0 0 0 5 0 0 0 2 0 0 0
(800l (22) C 0 (0 (0 (€2 (0 (00 (200 C O C 00
tymphooytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
({00l (0000 (O oo (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 tesion
(c) c:b/ax100
Significant difference *:PS005 =x:P <001 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + MALE PAGE: 7
Group Name Control 333 ppm 1000 ppm 3000 pom
No. of Animals on Study 17 9 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® & & O ® & O ® @ ® o o ® ® & O
[Urinary system]
kidney <17 <P 12> <10>
inflammatory polyp 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0
o000 o Co oo o000 CoCoy(20 (0
hydronephrrosis 0 1 2 0 0 0 1 0 0 0 2 0 0 0 2 0
C0Cs8 (12) (0 (oo (1o 0010 00 (2000
papillary necrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (oo (ool (ool
mineralizationtcortico-medullary junction 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (I (0o (oo coco{nlon
mineralization:papilla 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(ool (i o oo (00w Coco o0 (on
mineralization:cortex 3 0 0 0 4 0 0 0 7 0 0 0 2 0 0 0
(18000 (40 CO C 0 (0 (88 C 0 (0 (O (20 C 0y C0)( O
glomerulosclerosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o (o0 (oo oo (a0 coCodnlon
urin bladd 4D <D <12> <10
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (w00 (oo (o0 COCoCn o
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 3 *x 1P S 0.05 ** ¢ P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * HOUSE Crj:+BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX 3 MALE PAGE: 8
Group Name Contral 333 ppm 1000 ppm 3000 pom
No. of Animals on Study 17 9 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ - & o @ @ W O @ ® ® O @ ® &
{Endocrine system]
pituitary {17 <D <1 <10>
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 (O oo ool (10 C 0 C o) € 0)

oyst 10 0 0 0O 0 0 0 00 0 0 N
(e (0o (000 (SRR GO RGR)) (oo

thyroid 1D <8 12> <D
granulation 1 0 0 0 0 0 0 0

0 0 0 0 0
(8o (ool oo (00 (0

parathyroid <D <7 < 5> < 6>
hyperplasia 1 0 0 0 0 0 0 0 0 0 i} 0 0 0 0 0
(19000 (oo ooy ool

panc islet Aan <9 12> <10>
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (i oo (OO0 Co0 (O (000

adrenal 17> <P 12> <10
extrameduliary hematopoiesis 0 0 0 0 0 0 0 0 0

0 0 0 1 0 0 0
(000l (W 0o (000 (n (oo o0

spindle—cell hyperplasia 1 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(e (0 (n(n (22) C 0) C ) CO) (10 (1) C 000
Grade 1t Slight 2 : Moderate 3 : Marked 4 ¢ Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(e¢) c:b/ax100

Significant differencs *: P = 0,05 ** P = 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.

: 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE :
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 17 9 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ m ® @ o0 ® O o ® W ® @ ® &
[Endocrine systen)
adrenal AaAn <D <12> <10>
accesory cortical nodule 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o000 (i o oo (G B G B G B Q1)) (GD B G B G ) B Q)]
[Repraductive system]
testis 4D <D <12> <10>
mineralization 8 0 0 0 7 0 0 0 8 0 0 0 0 0 0 0
(B0 (78 C 0 (00 (6 0 (00 cocondnln
hyperplasiairete testis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
COCo 0o (oo (a0l (0o
epididymis 4an <D <12> <10>
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ool (I oo (o0 Co o000
spermatogenic granuloma 3 0 0 0 2 0 0 0 0 0 0 0 2 0 0 0
(1B o0l (22 (000 (OCOCn (o0 (200 C 0 C 0 (O
[Nervous systenm]
brain AD <D <12> <10
mineralization 6 0 0 0 4 0 0 0 3 0 0 0 3 0 0 0
(3000 (49) C 0) C 0) ( O) (28) C 0) CO) (O (30 C (00
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 S 0.05 > : P = 0,01 Test of Chi Square

(HPT150)




STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE :
Group Name Control 333 ppm 1000 ppm 3000 pom
No. of Animals on Study 17 ] 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ o ®» o @ ® B o @ ® ®» W ® & & O
[Special sense organs/appendage]
[SF] 17 < <i2> <10>
degenerationicomnea 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e (ool cococo o0 o0l 0 0 (00
mineralization:cornea 4 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(28) CO)C O (O (OO0 (1 0 ¢ 0 (0 0 C 0 0o
Harder gt fevps <D 42 <10
granulation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(OCn(n(on (o0 (oo 0 (100 C 0) ( O
[Musculoskeletal system)
bone 17D <® <12> <10>
fracture 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(800l (oo COCoH 0o Qo0
osteosclerosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(80l (0Co (00 (ool on 0 C0 (0o
Grade 1 ¢ Slight 2 ¢ Noderate 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

Sienificant difference ;

*: P =0.05

*»* 1 P 50,01

Test of Chi Sauare

(HPT150)



APPENDIX L 3
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : MALE: SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ HOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings, ® & ® ® @ ® o’ o @ ® ® O @ & & O
[Integumentary system/appandage]
skin/app <33 <A <38> <40>
hyperplasiatepidermis 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(300 (220000 (0 0 0o (0 0 (0 (o0
subcutis <33> 41 {38 <40>
xanthogranuloma 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (oo oo CoCo oo (o0
[Respiratory system]
nasal cavit <83 A <38 <40>
goblet cell hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (200 (o0 (oCo0Co (OO (o0
eosinophilic change:olfactory epithelium 17 1 0 0 22 0 0 0 28 0 0 0 30 0 0 0
(82) ( (0 (O (8) C 0 (C 0 (O (74) 0 (00 ( 75) 0O 0o
ecsinophi lic changs:respiratory epithelium 11 0 0 0 20 0 0 0 10 0 0 0 6 0 0 0
(OO (4 (000 (26 C ) C 0 (0 (1B 000
inflammation: foreign body 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(0000 (ocoCn (o (00 (3o
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severse
<a> a * Number of animals examined at the site
b b : Number of animals with tesion
(c) ¢c:b/ax*100
Significant differencs ; *: P = 0,05 *x 1 P < 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

+ 0288

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : HALE PAGE : 2
Group Name Control 333 pom 1000 ppm 3000 ppm
Ne. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ o & & @ ® ® O @ ® ® W @ & & O
[Respiratory system]
nasal cavit <33 <A1 <38> <40>
respiratory metaplasia:olfactory epithelium 7 0 0 0 4 0 0 0 15 0 0 0 16 0 0 0
(2 C 0 C 0 (0 (1 coCoon (39 C 00 C o) (O (40) C 0y C O) (O
respiratory metaplasia:gland 16 0 0 0 18 0 0 0 26 0 0 0 18 0 0 0
(8 (0o (48) C o) C 0y (o (88) CO)(CO)( O (48 (000
sauamous cell metaplasiatrespiratory epitheliun 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (0o (300 (oo
lung <33> <41> <38> <40>
Lymphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (o0 (oo (OO G B ) B )] (D00
accumulation of foamy cells 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3 CNCnlon (oo (0 (00 (GO B ) B ) B G )]
bronchiolar-alueolar csll hyperplasia 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(GO NG B G B )] (220000 (N (OO
[Hematopoistic systen]
bone marrow a3 <41 <38 <40>
atrophy 0 0 0 0 1 1 0 0 0 1 0 0 0 0 0 0
(o0 (20200 (3o (o0 COCo oo
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 =S 0.05 ** : P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. ~ : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE :
Group Name Controtl 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ @ O O @ & & W @ & & o @ & & O
[Hematopoietic system]
bone marrow [€5)] 41> <38 40

angiectasis 3 1

0 0 0
(9033000 (22000 {0 oo (o oo

granulation 0 0 0 0 0 0 0
(0000 (0000 (o0 (3000

megakaryocyte: increased 1 0 0
(N0 (000 (30w (oo

granulopoiesis: increased 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o (o0 COCo oo (000

spleen <83> <41> <38> <40
deposit of melanin 3 0 0 1 0 0 0 2 0 0 3 0 0 0

0 0
(D00 (22000 (000 (o0l

extramedul lary hematoppiesis 7 3 0 0 9 1 5 2
(2 (Y (O ( ® (22) C22C 0 (0 (26 (13) ( 5 ( 0) (D0

follicular hyperplasia 0

0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(oo (o0l (8000 COCocn (o0
[Circulatory system)
heart <33 41> <38> <405
mineralization 1 1 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(OO0 (o0 (0o (o0 (000
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) cib/ax100

Significant difference ; *: P = 0,05 *x ¢ P £ 0.01 Test of Chi Sguare




STUDY NO.  : 0268

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s MALE PAGE ¢ 4
Group Name Controt 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @& ® ® W & ®» ®» o @ & ® o @& & & O
[Circulatory system]
heart <33 <41> <38> <40>

hyperplasiatvascular

[Digestiuve system]

tooth

1 0 0
(OO0 (oo

0 0
(ool (0o (o0

<33> 41> <38> <40>
dysplasia 17 2 0 0 20 2 0 0 17 0 0 0 17 0 0 0
(82 () (o) (0 (49 ( B C O ( O (48) ( O (00 (43) C 0 C 0 (O
salijvary gl <33 41 <38> <40>
lymphacytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 co o0 (00 oo (n ool
granulation 1 0 0 0 0 0 0 0 i} 0 0 0 0 0 0 0
(OO (O (OCOCnCon (O (o0
stomach <33> A4 38> <40>
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 3 0 0 0
(oo (20000 (00 (oo
inflammatory infiltration 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
() (00 (2200000 (OO0 (OO Co 0
Grade 1 : Slight 2 : Moderate 3 3 Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c¢) cib/ax100
Sienificant difference | *:PS50,05 *:P<0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL * MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE: 5
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orsan__ Findings @ & & O @ ® W o @ ® & o @ & & o
[Digestive system]
stomach <33 <4 <38> <40
basal cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (20000 COCo oo o oo (o
erosion: forestomach 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(3000 cocoCo (o0 (OO0 (3o
ulcer: forestomach 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(0o (220000 (000 (OO0
hyperplasia:forestomach 0 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0
(O30 (o0 (n (3o (300
erosion:glandular stomach 8 0 0 0 6 0 0 0 9 0 0 0 5 0 0 0
(20 CO) (0 (0 (1B (0 (0 (0 (20 C 0) C 0) C O (13 C 0 (00
hyperplasiaglandular stomach 3 0 0 0 2 0 0 0 1 0o o0 o 1 0 0 0
(D00 (8000 (300 (o0
di lated glands 2 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
Q) B Q) B G ) I Q)| (oo o0 oo (N0
large intes <33 41D {38> <40>
mineralization 0 0 0 [ 0 0 0 0 1 0 0 0 0 0 0 ¢
(OCOCn(on COCooCon o0 (RO (000
Grade 1 Slight 2t Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100

Significant difference ; *:P = 0,05 ** P < 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

+ 0288

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX : YALE PAGE : 6
Group Name Control 333 ppm 1000 ppm éOOO jeleli}
No. of Animals on Study 41 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® O ® @ & & W @ & & O @ & & O
[Digestive system]
Liver {33 <41 838> <40
angiectasis 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(OO0 (20 C0 (0 (O (oo (on
necrosis:focal 0 1 0 0 0 0 0 0 3 0 0 0 0 0 0 0
(O3 (00 (00 (300 (oOCocon o
cyst 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e nCon o000 o0 COCOCn (o0
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 -0 0 0 0 0
(oo (2000 coCoCo (oo (n
lymphacytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo 0o (o0 (o0 (300l cocodn o
granulation 26 0 0 0 34 0 0 0 32 0 0 0 38 0 0 0
(19 (0o (8 (0o () (o0 () C 0 C o) (O
extramedul Lary hematopoiesis 2 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(8o (o0 (OO0 (ocoCo (oo (a0 (0
clear cell focus 3 3 0 0 2 4 0 0 1 1 0 0 3 0 0 0
(900 (510,00 (OO (0o
Grade 1 : Slisht 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
Sienificant difference *: P = 0,05 ** : P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE :
Group Name Controt 333 ppm 1000 ppm 3000 pom
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findines @ & O O @ & o’ ® @ ®» O O @ & ® O
[Digestive systen]
Liver 383 <41 <38> <40>
acidophilic cell focus 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo (2200000 (OO0 0 (0 (0o (o0
basophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(O (0o (GO RGN B G ) B ) OCoOCn (0 5 (0 (00
vacuolated cell focus 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(o0 (5 (o0 (0 ACC o0 (OGN IR B G )]
mixed cell focus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00l COCo 0o 000 (0 0000
bile ductular proliferation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (oo 000 0000
biliary cyst 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(3000 (2200000 HC0CO 0 OO o
pancreas <383 <4 <38> <40>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (0o 0 (0 (0 N0
{Urinary system]
kidney <83 41> 38> <40>
infarct 1 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(OO0 (20000 DO Co o0 DL
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

*x ¢ P = 0,01 Test of Chi Square




STUDY NO.  : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE: 8
Group Name Control 333 ppm 1000 ppm 3000 pom
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & &® o @ ® ®» » @ W ® o @ & ® O
[Urinary system]
kidney <33 1> <38 <40>
hyaline droplet 0 0 0 0 1 0 0 0 2 1 0 0 0 0 0 0
(oo (22000 5 (300 oo (o0
basophilic change 12 0 0 0 3 0 0 0 *x 28 0 0 0 *x 30 0 0 0 xx
(s (000 (8) (0 (0 (0 (74 C0) (C 0O ( 0 (1B 000
hyaline cast 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
O Cn (o0 (00 0w 0) (G0 0 Co (o
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oco(Cnln (2200000 00 (o (oo (0
Lymphocytic infittration . 4 0 0 [4] 10 0 0 0 12 [ 0 0 5 1 0 0
(12000 (29 C 0 C 0) C O (82 C o) ( ) ( O (13 (00
inflammatory polyp 0 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0
(o0 (22200 0 (0 (0 0) 0 0 (o (o
hydronephraosis 0 0 0 0 0 1 1 0 0 1 0 0 0 2 1 0
(0o (o020 D0 (005 (30
papi llary necrosis 2 0 0 0 0 0 0 0 1 0 0 0 4 0 0 0
(800 (o (0w (10 C 0 (00
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4t 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

x* ¢ P = 0.01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 9
Group Name Cantrol 333 ppom 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & ®» O @ o’ @ & & O @ & ® o
[Urinary system]
kidney <33 41 <38> <40>
mineralization:cortico-medullary junction 0 0 0 0 4 0 0 0 0 0 0 0 1 0 0 0
(0 CoC0(on (10) C 0 C 0) C O (ORI Q) B Q)] (3 C0Co (o0
mineralizationtpapilla 2 0 0 0 4 0 0 0 2 0 0 0 0 0 0 0
(800 Con (10 C Y C 0 (O (8 C0Cn (o0 oo
mineralization:cortex 24 0 0 0 32 0 0 0 19 0 0 0 15 0 0 0 *x
(1300 (78 C 0 (0o (50 C 0) C0) (O (88 C o) C o) (0
desquamation:pelvis 0 0 0 0 1 0 0 0 0 0 0 0 8 0 0 0 x
(GO NG B G B Q)] (20000 (oo o (20 C O C OO0
[Endocrine system]
pituitary 33> <40> <38> <40>
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
cocoConCon (OCCnCon (330 oo oo
hyperplasia 1 0 0 0 3 0 0 0 1 0 0 0 0 0 0 0
(3o Cn (8 oo (o (N0 (oo oo
Rathke pouch 3 0 0 0 3 0 0 0 1 0 0 0 2 0 0 0
(O I Q) B Q) B ()] (0o (3000 (8 000
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
(e¢) cib/ax100
Significant difference ; *: P = 0.0 ** : P £ 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX * HALE PAGE : 10
Group Name Cantrol 333 ppm 1000 ppm 3000 pom
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & ® W ® & & W @ | ®w @ & & O
[Endocrine system]
thyroid <33 <41 <38> <40>
oyst 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(GO I G QI ) B Q)] (a0 (0(® oo (0o
panc islet 383 41> <38> <40>
hyperplasia 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(oo (o0 (3000 (3 C0C0 o
adrenal <83 41 <38> <40>
cyst 1 0 0 0 0 0 0 Q 0 0 0 0 0 4} 0 0
(0o oo oo () G B ) B )] (oo (o0
spindle-cell hyperplasia 11 0 0 0 14 0 0 0 14 0 0 0 11 0 0 0
(3 (000 (3 C 0 C 0 (CO (sn (o0 (28) C 0) C 0) (O
hyperplasiatcortical cell 2 0 0 0 2 0 0 0 5 0 0 0 6 0 0 0
(0ol (000 (B0 (18 C 0 C O ( O
hyperplasiatmedulla 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(3o (Ol (OO0 (NN o
accesory cortical noduls 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(oo (o0 (D (0CnCo0 (000
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100

Significant difference 3

* 1P = 0.05

*x : P £ 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.
ANIMAL

: 0268
+ MOUSE Crj:BDF1

REPORT TYPE : Al
SEX ¢ MALE

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (105W)

PAGE : 11
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ® O @ ® ® @ ® ® o @ & & &
{Endocrine system)
adrenal <33> 41> <38> <40>
focal fatiy change:cortiex 8 0 0 0 3 0 0 0 0 0 0 0 *x 0 0 0 0 *x
(28 C ) C O (C O (N (o ool oo o
[Reproductive system]
testis <33 4D 38> <40>
aplasia 0 ] 0 0 0 0 0 0 0 1 0 0 0 0 0 0
o ool (OO0 ({300 (oo oo
mineralization 23 0 0 0 36 0 0 0 29 0 0 0 22 0 0 ¢
(70 C o) C0) (O (88 C 0 (0 (0 (7)) (o) (0(0 (8) ( 00 (C 0O (0
interstitial cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GRONGE) GO B! (200000 COCo 00 (OO0
epididymis 33 An <38> 40>
di latation 1 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0
(0o CoCo oo (GO RGN B QI ) B Q)] oo
cyst 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(00 (22000 (0000 (o0
Grade 1 : Slight 2 ¢ Moderate 3 : Marked 4 : Severs
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c¢c) c:b/ax*100

Significant differences 3

x 1P < 0.05

* ¢ P £ 0.01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE : 12
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® & & O @ W O o @ & o o @ ® & O
[Reproductive system]
epididymis <33 (<3 <38> <40>
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G B G B ) B )] (22000 (® oo o0 cCoCcoCon

inflammatory infiltration 0 0 0 0 0

0 0 0 0 0 0 1
(0ol (000 (o0 (OCC0 (o (a0

spermatogenic granuloma

6 0 0 0 10 0 0 0 5 0 0 0 1 0 0 0
(18 (0 (0o (28 (00 C (0 (1) 0o (0o
[Neruous system]
brain <33 <4 <38> <40>
hemorrhage 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(DO 2000 o0 oo (G I G B G ) B Q)]
mineralization 16 0 0 i} 19 0 0 0 22 0 0 ¢

17 1 0 0
(48 (0 (0 (O (anp € 2) (0 ( 0 (50 (0 C 0 (O (3 (000

[Special sense organs/appendage]

aye 33 4 <38> <40>
cataract 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(oo co (0 (800 (000 (000
Grade 1 : Slight 2 ¢ Moderate 3 : Marked 4 : Severs
<a> a ! Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ctb/a=*100

Significant difference ; *: P = 0,05 ** : P = 0,01 Test of Chi Sauare

(HPT150) BAIS3




STUDY NO.

+ 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ OUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 13
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ W & ® @ & & O ® & W o @ ® ® o
[Special sense organs/appendage]
eye 8D 4D {38> <40>
keratitis 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(0o (220 (0C® (O 00 (0 (0
degeneration:comea 3 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(a0 (0o (00 (3000 (OO0
mineralizationtcomea 1 0 0 0 2 0 0 0 7 0 0 0 0 0 0 0
(0 (00 (1) (000 0000
Harder gl <33 41> <38 <40>
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo lon (O 0o (3000 OCoO o0
[Musculoskeletal system]
bone <33 <4 38> <40>
gsteosis 0 1 ¢ 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (022000 (oo 0000 (o
osteosclerosis 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(30 (2000000 (oo 0o 0 C 00 (o0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100

Significant difference ;

* 1P <005 *:P 0.0

Test of Chi Square

(RPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢+ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 14
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & O @ & % o @ & w @ & ® W
[Body cavities]
peritoneum 3D 4D <38> <40>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (oo (OO0 (G B Q) B Q) B ()]
Grade 1 : Slight 3 : Marked 4 : Severe
<ad> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) cib/ax100

Sisnificant difference ;

*: P = 0,05 *x { P S 0,01

Test of Chi Sauare

{(HPT150)

BAIS3



APPENDIX L 4
HISTOLOGICAL FINDINGS @ NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : FEMALE : ALL ANIMALS

(2-YEAR STUDY)



STUDY NO. & 0268
ANIMAL * HOUSE Crj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ALL ANIMALS (0-105W)

SEX + FEMALE PAGE : 17
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings ® ® & o @ ® O ® @ & & o @ & ® o
[Respiratory system}
nasal cavit <50> <50> <50> 49
eosinophiLic change:olfactory epithelium 8 0 0 0 3 0 0 0 3 0 0 0 2 0 0 0
(0o (on (e 0o (e (o0
eosinophilic change:respiratory epithelium 28 3 0 0 31 3 0 0 38 5 0 0 * 36 g 0 0 *x
(56) ( 8 ( 0)( O (82) ( 6 ( 0 ( 0 (78) (10) C 0) ( O (1 (1) (0
respiratory metaplasiaiolfactory epithslium 8 0 0 0 4 0 0 0 1 0 0 0 * 2 0 0 0
(B0 (0o (220000 (a0
respiratory metaplasiatgland 7 0 0 0 8 0 0 0 24 0 0 0 % 37 0 0 0 *x
(19000 (000 (8 (0 (00 (7 (. 0) C 0) ( O
sauamous cell metaplasiatrespiratory spithelium 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GG B G B G )] (oo coCcoco o o0 (o0
nasopharynx <50 <50> <60> <49
sosinophilic change 4 0 0 0 3 0 0 0 7 0 0 0 4 0 0 0
(0o (0o (0o (800
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (o0 (2200000 (OO0 (oo
lung <50> <50> <50> 49>
hemarrhage 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
, (o200 CoCoCo (o (0o (000
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) cib/ax100

Significant difference * 1P = 0,05 ** : P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.

¢ 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢+ FEMALE PAGE : 18
Group Name Control 1500 ppm 3000 ppm 6000 pom
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & O @ & @ ® ® @ & o @ & & O
[Respiratory system]
lug <560> <60> <50> <49
edema 0 1 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(000 OO0 2000 2000
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o O (0 OCo oo 2000
lymphocytic infiltration 3 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(e (000 0o DO o0 6) C 0 (0 (0
accumulation of foamy cells 1 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(2200000 (NG B Q) B )] H 00y DO
bronchiolar-alueolar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (NG Q) B )] 0o 220000
{Hematopoietic system)
bone marrow <50> <50> <50> <49
atrophy 0 4] 0 0 1 0 0 0 1 0 0 0 0 [ 0 0
(OO0 o 22000 (0 22000 OCOCo o
angiectasis 1 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0
(D000 NCH (0 0CoCo (o0 (OGO B GR ) RG)]
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 S 0,05

** 3 P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

: 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0~105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ® O @ & W ® @ & & o ® ® & O
[Hematopoistic system}
bone marrow <50> <50 <50> <49>
granulation 8 0 0 0 1 1 0 0 0 1 0 0 * 2 1 0 0
(00l (220220000 020 (0 4 (20 (o
erythropoiesis: increased 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (22000 0 Co (0o OO0
granulopoiesis: increased 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(00 (a0 0o (o0 (o0 0o 00
spleen <50> <50> <50> 48>
atrophy 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO G B Q) B )] (200000 oo o0 0Co oo
deposit of hemosiderin 12 0 0 0 4 0 0 0 2 0 0 0 *x 3 0 0 0 *
(2 C O C 0 (0 (00 400000 6 (000
deposit of melanin 1 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
200000 (22000 4000 Do
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 [} 0
(o0l (OCO 0o 2200 (0 0 Co oo
lymohooytic infiltration 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (22000 0o oo (ONGE) I GR) B GN)]
Grade 1 : Slight 2  Moderate 3 ¢ Harked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:ib/ax100

Significant differsnce

*: P = 0.05

% 1 P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. = 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE + 20
Group Name Control 1500 ppm 3000 ppm 6000 pom
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® o o @ & ® W @ ® ® W @ & ® o
[Hematopoietic system]
spleen <50> <500 <50> <48>
fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o0 oo (0o (o200
extramedullary hematopoiesis 8 4 1 0 6 4 0 0 4 3 0 0 11 2 0 0
(128 (20 (122 (8 (0o (& (600 (23 (90 (0
follicutar hyperplasia 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(22000 o oo (o0 (00 (OO0
[Circulatory system]
heart <50> 50> <50> <4
thrombus 2 V] 0 0 3 0 4] 0 2 0 0 0 0 0 0 0
(G IO I G I )] (8 0o (o (900 (000
myocarditis 0 0 i 0 0 0 0 0 0 0 0 0 0 0 0 0
o200 (O (0Co COCo (00 (oo (o0
[Digestive system]
tooth <50> <50> <50> <49>
dysplasia 3 0 0 0 3 0 0 0 5 0 0 0 2 0 0 0
(e (0o (000 (o oo (00
Grade 1 Stight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a 3 Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100
Significant difference *: P S 0.05 ** ! P = 0,01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.

+ 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 21
Group Name Control 1500 ppm 3000 ppm 8000 ppm
No. of Animals on Study 50 50 50 48
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @® W W W @ ® ®» o @ ® ® W @ ® ® »
[Digestive system]
salivary gl <50> <505 <50> <49>
Lymphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(0o o000 0 (0 (0 (D 400000
stomach <60> <50 <50 <49
mineralization 2 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(0o 0o 0o 2 (0 Co (0 4000
inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(220000 0O (0o (0 OO0 H0L0 o
ulcer:forestomach 0 0 0 0 1 0 0 0 0 0 0 0 0 2 0 0
(oo 2 0o (o0 00 (oo 04 0o
hyperplasia: forestomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 200000 DCoCoCon OCoCo0 o
erosion:glandular stomach 5 0 0 0 3 0 0 0 3 0 0 0 2 0 0 0
(10 ( 0 ( O 0) 8) (0 (00 6 ( 0 ( 0) 0) 4) 00 (o0
ulcer:glandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (000 OO0 OCo o0
hyperplasiasglandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (ONGED IGN ) RG] 0o oD OCoOC0 (o0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<ad> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax100

Significant difference ;

*: P = 0,05

** 1 P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL * HOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 22
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 43
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & O ® ® & o @ & ® O ® & & o
{Digestive system]
stomach <50> <50> <50> <49>
dilated glands 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(20 Co0 (0 (0o (o000 Q) B QI B Q) B Q)]
Liver <60> <50> <560 <49
angiectasis 1 1 0 0 3 0 0 0 2 1 0 0 4 0 0 0
(222000 (8000 (2200 (800 {0
necrosis:focal 0 1 0 0 1 0 0 0 3 0 0 0 0 0 0 0
(o000 (220000 (800 (o0 (0o
necrosisisingle cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o0 (o0 oo 20 Co0Con (OCoCo o0
deposit of amyloid 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 oo (o0 (0o (00
inflammatory infiltration 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(20000 (2000 (o000 (oo
lymphacytic infiltration 2 0 0 0 0 0 0 0 1 0 0 0 2 1 0 0
(0o (0000 (20000 (22000
granulation 23 0 0 0 18 0 0 0 22 1 0 0 27 1 0 0
(46) C 0) ( 0) ( O (s (0o (49) ( 20 (O (O (88) (20 (0
Grade 1 : Slight 2 t Moderate 3t Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax100

Significant difference :

x: P = 0.05

*#* : P < 0.01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL + MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 23
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 43
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® ® W @ & w o @ & ® o @’ W W
[Digestive system]
Liver <50> <B0> <50> <49
extramedullary hematopoiesis 5 1 0 0 5 0 0 0 2 1 0 0 3 0 0 0
(1w (2200 (10 C 0 C0(Co 420000 8 ( 0 0 ( 0
clear cell focus 3 1 0 0 1 0 0 0 2 1 0 0 1 0 0 0
(e (22000 (20000 H 200 2y (0 (00
acidophilic cell focus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (oo o0 0OCoOCO o 0 Co 00
basoohilic cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (n (200000 DO Cn o0 o0 (o0
bile ductular proliferation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 cocoCoo(n 0 C 000 000l
biliary cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(20000 (000 (UBG) B G I Q)] (OGN B Q) B Q)]
hepatocel lular hypertrophy with atypiaicentral 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (o0 (O 2 C 000 000 (0
gall bladd <GB0 <50> <50> <49
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 Q
(OO0 (O o0 22000 Do 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

* 1P = 0.05

* 1 P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0288

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANINMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 24
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® ® ® o ® & & o @ ® & O @ & @ O
[Digestive system]
gall bladd <B0> <50> <B0> <49>
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200000 (oo (o0 oo oo
pancreas <50> <50> <49 48>
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 C0® (000 (00 (ool
[Urinary system]
kidney <50> <50> <50> <4
infarct 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(2200000 oo (0 oo oo (20000
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OO0 COC 00 (220000 ool
hyaline droplet 6 0 0 0 11 0 0 0 7 2 0 0 7 2 0 0
(200 (a2 (000 (W a0 (1D
basophilic change 2 0 0 0 8 1 0 0 3 0 0 0 1 0 0 ¢
(OO (1222000 (8 (C0Co (o (20000
Grads 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 *x ! P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.
ANTMAL

: 0268
: MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIXALS (0-105W)

REPORT TYPE : Al
SEX s FEMALE PAGE ¢ 25
Group Name Contral 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 43
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ & ® ® @ ® ® O @ & & O @ & & O
[Urinary systen]
kidney <50> <60> <50> <49>
hyaline cast 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo (0 (o0 (20000 (2200000
lymphocytic infiltration 4 2 0 0 2 0 0 0 3 1 0 0 7 1 0 0
(D0 (D000 ({22000 (14) C 2 C 0 (0
inflammatory polyp 1 0 0 0 0 4 0 0 1 6 0 0 * 1 1 1 0
(20000 o8 (oo (2(2) 00 (2202020
hydronephrosis 0 0 0 0 1 2 0 0 2 6 0 0 x 1 5 0 0 *
(000 (22900 (D (0o (210
papi tlary necrosis 1 0 0 0 1 0 0 0 7 0 0 0 8 0 0 0 x
(20 C0(® (2000 (1o oo (1800
mineralization:cortico-medullary junction 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(O (00 (OO0 (2000 (0
mineralization:papilla 7 0 0 0 0 0 0 0 % 0 0 0 0 % 0 0 0 0 *
(oo (O 0o COCo(oCon (OO Con o0
mineralization:cortex 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(OO0 (OCOCnon ({22000 (ool
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:ib/ax100

Sienificant differencs

*: P = 0,05

** ! P 5 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0268
ANINAL : NOUSE Crj:BDF1

ALL ANIMALS (0-105W)
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

SEX : FEMALE PAGE : 26
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings M & ® ® @ ® & O @ ® ® W ® ® & O
[Urinary system]
kidney <50> <60> <50 <49>
desquamation:pelvis 4 0 0 0 14 6 0 0 *x 12 0 0 0 21 0 0 0 *x
(0o (28 (120 C 0O (O (29 C 0 C 0) ( O) (43 C O Co (0
urin bladd <50> <50> <50> <48>
lymphooytic infiltration 2 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(a0 (OCO 0o (a0l (20000
[Endocrine systen]
pituitary <49 49> <60> <49
angiectasis 4 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(0 (0Con (20000 (20000 (G I G B ) B )]
cyst 2 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(a0 (20000 (200000 (20000
hyperplasia 4 2 0 0 3 1 1 0 1 0 0 0 1 1 0 0
(800 (220200 (22000 (2022000
Rathke pouch 5 0 0 0 0 0 0 0 2 0 0 0 5 0 0 0
(1 000 oo (o0 (D000 (o n
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/ax*100

Significant difference ¥ 1P =006 *:P=<0.01 Testof Chi Squars

(HPT150)

BAIS3



STUDY NO.  : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 27
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 48
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M ® & o @ & ® o @ w & W @ & & O
{Endocrine system]
thyroid <60 <GB0 <50> 49>
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OO0 (0o (220000 (O (o0
parathyroid <25> 28> [¢292 <18>
cyst 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CHCOC0 (OO0 (ocnoCn (000
hyperplasia 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(12000 (oo (ool COCoCcn 0
adrrenal <50> <50> <505 <49>
spindle-cell hyperplasia 43 0 0 0 40 0 0 0 47 1 0 0 44 0 0 0
(8) (00 ( 0O(0 (8 C 0 C 0) C © (s ( 2°C 0 (0 (80) C 0) C 0) (O
accesory cortical nodule 0 0 0 0 1 0 0 0 0 0 0 4} 0 0 0 0
(0ol (200 (o0 (O G B GO I )] ool
focal fatty change:cortex 2 0 0 0 3 0 0 0 1 0 0 0 0 0 0 0
(000 (B0 2000 (OO0
[Reproductive system]
ovary <50> <50> <50> 4P
‘thrombus 0 0 1 0 0 0 1 0 0 0 0 0 0 0 1 0
(020 (o220 (o0 (20
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severs
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference 3 *: P = 0,00 ¥* 1 P = 0,01 Test of Chi Sauars

(HPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 ALL ANINMALS (0-105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 28
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & O ® @ W ® @ & ® o @ ® o’ O
{Reproductive system]
vary <50> <50> <50 <49>
cyst ] 0 0 0 8 0 0 0 14 0 7 4 0 0

2 0
(18 ( 0) (0 ( 0 (B0l (28) C 9 (00 (W 8o

inflammation

0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(Ol (2000 (0o G B G B GO B )]
xanthogranulona 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo () B G ) IO I (02000 CoCoCnon

uterus <50> <50> <50> <49
angiectasis 0 0 0 0 1 0 0 0 0 0 0 0

0 0 0 0
(0o (a0 (oo (w00

—~
=]
g
—~
<
Reod

endametrial hyperplasia 0 0 0 0 10 0 ¢ 0o 0 0o 0 0o 0 0 0
(oo (2000 (ol (o0 Co o0
cystic endometrial hyperplasia 33 0 0 0 32 1 0 0 - 34 0 0 0 31 0 0 0
(66) C &) C ) ( O () ( 2200 (68 ( 0 C 0 (0 (63) ( 0) C 0) (0
mammary gl <50> <50 <GB0 <49>
duct ectasia 3 0 0 0 2 0 0 0 2 0 0 0 0 0 0 0
(N0 (D00 (oo () B G B Q) B Q)]
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
(e¢) cib/ax*l00

Significant difference *: P = 0.05 ** : P = 0,01 Test of Chi Sauars

(HPT150) BAIS3



STUDY NO.

© 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 29
Group Name Control 1500 ppm 3000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® & ® O™ @ & & O @ & ® O @ & ® O
[Reproductive system]
mammary gl <50> <50> <50> <4
galactocele 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(2o oo (20000 200 (o0
[Nervous systen]
brain 60> <50> <50 <49
hemarrhage 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8o Co0Cn oo (O Co oo
mineralization 14 0 0 0 25 0 0 0 * 16 0 0 0 g 0 0 0
(289 (o0 () C 0) C ) (0O (32 (oo (B0
epidermal cyst 0 0 0 0 0 0 4 0 1 0 0 0 0 0 0 0
(00 (oo (000 (oo (o0
dilatation:cersbral ventricle 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 OO o0 o0 (o0 (oo oo
[Special sense organs/appendage]}
aye <50> <50> <50> <49
cataract 2 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0
(DO QRN G GE OGN ool (O o0
Grade 1 : Slight 2 : Noderate 3 ¢ Marked 4 : Severe
<a> a : Nuwber of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100
Significant difference * P =005 ** : P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY XO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 30
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o W o @ ® & O @ ® o’ O ® ® w ®
[Special sense organs/appendage]
[5%:] <50 <50> <50> <49>
degeneration:cornea 5 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(W oo oo (2000 (200000
mineralizationicornea [ 0 0 0 5 0 0 0 2 0 0 0 8 0 0 0
(200 (10 C 0 (00 (000 (200
[Musculoskeletal system]
muscle <50> <50> <50> 4D
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220 (0(” (O (0ol (G IO B Q) B G )]
osseous metaplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (229000 (0o (OO o
bone <50> <500 <50> <49
fracture 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 (o0 (OO0 o (RO NG I G ) )|
osteosclerosis 1 0 0 0 2 1 0 0 2 0 0 0 0 0 0 0
(200000 (o200 0C0 (0o (OO CoCo
Grade 1+ Slight 2 @ Moderate 3 ¢ Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*100

Significant difference

* P S 0.05

* : P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

¢ 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUXMARY)

ANINAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 31
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 48
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ W W o @ B ® o @ & ® O @ & & O
[Body cavities]
peritoneun <50> <50> <50> 49>
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 20 C0 (o () B G B Q) B )] 00y
peritonitis 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(000 ({20 (0o OCo oo
adipose <50> <50> <50> A%
granulation 1 0 0 0 0 4] 0 [4] 0 0 0 0 0 0 0 0
(220000 (OO (n (ool 0000
Grade 1 : Slight 2 ¢ Moderats 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 1

P = 0.05

# : P < 0,01

Test of Chi Souars

(HPT150)

BAIS3



APPENDIX L 5
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. & 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 11
Group Name Control 1500 ppm 3000 pom 6000 ppm
No. of Animals on Study 20 21 18 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ ® & O @ & % o @ & ® O @ ® ® o
[Respiratory system]
nasal cavit <20> QD 18 <10>

eosinophilic change:olfactory epithelium 2 0 0 0 0

0 0 0
(oo (otocoCo (00 ool

eosinophilic changeirespiratory epithelium

8 0 1
(45) (0 C 0y (0 (52 (0 C0(C O (718 (8 (0 (0 (s (0 (oo

respiratory metaplasiatolfactory epithelium

4 0 0 0
(200 C O C O (0 (000 (ot (ocnco 0

respiratory metaplasiasgland

0 0 0
(oo (o oo (333 (0 (0o (50 C 0 (C0(C

sauamous cell metaplasiairespiratory epithelium 1

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(BN (0(n (oo (G B G B G B )] Co oo

nasopharynx 20> QD <18> <10
eosinophi lic changs 1 0 0 1 0 0 1 0 0 2 0 0

0 0 0 0
(00 n (00 (800 (o (20 C 0o

lung <20> 2L <18 <10>
hemorrhage

0 0 0 0 0
(0000 (o000 (ool (oo ooy

Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4t Severs
<a> a : Number of animals examined at the site

b b ¢ Number of animals with lesion
(¢) cib/ax100

Significant difference 3 *: P = 0.05 *x : P = 0.01 Test of Chi Squars

(HPT150) BAIS3



STUDY NO.
ANITHAL

¢ 0268
¢ MOUSE Crj:BDF1
REPORT TYPE : Al

SEX : FEMALE

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

PAGE : 12
Group Name . Cantrol 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 20 21 18 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ® W @ & ® o @ @ ® W @ & @® W
[Respiratory system]
lung <20> <21 18> <L
edema 0 1 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(OB (o0 (oo 6) (0 (0 (0 (10 C 0 C 0)( O
accumulation of foamy cells 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(o000 (OO0 OO0 (200 C O C oy (O
[Hematopoietic system]
bone marTow <20> QY <18 <10>
atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
COCo 0o (O0C0cnCon 6 (000 (00
angiectasis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 [4}
(Ol 0300 0o 0o (RO I GO N Q)]
granulation 2 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(100 C0)C 00 (oo OCoOCo 0 0w oo
erythropoiesist increased 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(O (000 (8 (000 Do (oo
spleen <20> LA N <18> <D
atrophy 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
ool (0 Ln OCOCn o0 (o0 (o
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severs
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference 3

¥ P = 0.05

* 1 P < 0,01

Test of Chi Square

(HPT150)

BAIS3



. R

STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 13
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 20 21 18 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings, ® ® & ® @ ® ® o @ & & O @ & & ®
[Hematopoietic system)
spleen <20 QD <18 <D
deposit of hemosiderin 1 0 ¢ 0 2 0 0 0 0 0 0 0 0 0 0 0
(8o ln (100 C 0 (0 (0 (ool (o Coloon
deposit of melanin 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(VOO - (OO0 (oo (oo lon
lymphocytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0

0 0 0
(oo (05 (00 oo oo

extramedullary hematopoiesis 1

3 1 1 2 1 1 0
(5 (15 (5 (0 (000 (e (ol (1) (11 C 0 C O

[Circulatory system]

heart <20> QL 18> <10
thrombus 1

0 3 0 2 0 0
(5 00 o (W0 (oo (GNOR OB G R QD)

<

myocarditis

0 0 1 0 0 0
(o5 (n (oot oo oo oo

<

[Digestive system]

tooth <20> <L 18> <10>
dysplasia 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (0o (e oo (oo 0
Grade 1 : Slight 2 : Noderate 3 & Marked 4 ¢ Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100

Sienificant difference ; x: P =0.00 *x : P = 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 14
Group Name Control 1500 ppm 3000 pom 6000 pom
No. of Animals on Study 20 21 18 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ® o @ & w O @ & ® O @ & & O
[Digestive system]
stomach <205 QD asy 10>
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(B8 (0o oo 000l (1) C o (0 (0
ulcer:forestomach 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o0l (oo 00 (00 (GRON G RGN ) NG
erosiontglandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OO0 (oo o 6) ( 0) (O (oo
Liver <200 QD <18> <10>
angiectasis 0 0 0 0 3 0 0 0 0 0 0 0 1 0 4] 0
(oo (19 oo (o O (1 C 000
necrosis:focal 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 ¢
(GG B Q) B ()] (B 000 0o 0o CoCoCnlon
necrosis:sinale cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (OCo oo 8 (0o (0 O
deposit of amyloid 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0l (oo (o OO0 ool
inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
(00 (o000 0000 (oo (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:b/ax100

Significant difference x 1P = 0.05

*x : P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Cantrol 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 20 21 18 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & W @ & ’ o @ & ® o ® @ ® o
[Digestive systen)
Liver <20> e <18> <10>
extramedut lary hematopoiesis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(80 (o0 (oo (O oo
acidophilic cell focus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 o0 o0 (oc oo oo (o
hepatocellular hypertrophy with atypiaicentral 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (oo (e oo COCo (o0
gall bladd <20> (AN 18> 10>
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OO0 (oo (on (8o (OO B G ) B )]
pancreas <20> <21 Aan <P
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 COCo 0o (oo (n (oo
[Urinary system]
kidney <20> 2D <18> <10>
hyaline droplet 3 0 0 0 8 0 0 0 6 2 0 0 3 2 0 0
(B (00 (8 (00 (s (m (v (30) (200 C 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 x* : P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 20 21 18 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® o & o @ ® O o @ ® & o @ w ® O
{Urinary systen)
kidney <205 21 18> <10>
basophilic change 0 0 0 0 3 1 0 0 2 0 0 0 0 0 0 0
(o0 (19 (8 C 00 (1 0o 0) (0o
hyaline cast 0 0 0 0 0 0 0 0 1 0 0 ‘ 0 0 0 0 0
(oo (0000 6 (00 (0 (oo
lymphaeytic infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GO RG-S G ) B Q)] (oo (o 0 C 0o 0) (GO R G B Q) B Q)]
inflammatory polyp 1 0 0 0 0 1 0 0 0 2 0 0 0 0 1 0
(8000 (s 0o 0 (11) C 0 ( 0 00 (1) (0
hydronephrosis 0 0 0 0 0 1 0 0 1 0 0 0 0 2 0 0
(O (000 (O 0o 6 (0C0o (00 C 02000 (o0
papillary necrosis 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(N 0(n (0 (000 8000 (0 (o0
mineralization:papilla 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0000 (OO0 00 (00 (OO0
desquamation:peluis 0 0 0 0 9 0 0 0 *x 3 0 0 0 [ 0 0 0 *x
(000 (8 (0 (0 (0 (I 000 (60) ( 00 C 0O CO
Grade 1 : Slight 2 : Moderate 3 ¢ Harked 4 ¢ Severs
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*x100

Significant difference * 1 P < 0.05

** : P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 17
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 20 21 18 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & O @ & & W @ o ® o @ & ® O
[Endocrine system]
pituitary <19 <20> 18> <10>
angiectasis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(5000 (oot (oo 0 (oo

cyst

2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(100 (O (oo Cococo o0
hyperplasia 1 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(0o oo (s (o0 (0o (o0l
Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(oo lon (oo o (oo (200 C O (C O ( 0
parathyroid <8 12> <D <D
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(B0l (oo (oCocn o (oo
adrenal {205 L2 <18> <16>
spindle~cell hyperplasia 13 0 0 0 13 0 0 0 16 0 0 0 7 0 0 0
(83 ( O C 0 (0 (62 ( 0 C 0) ( O (8 ( 0) () (O (700 C O C0 (0
focal fatty changs:cortex 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
CoCo oo (800 (o0 (800 Q) B G B G I )
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 * Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
{(c) c:b/ax*100

Significant difference *x: P = 0.05 *x ¢ P S 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.
ANINMAL

+ 0268
: MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX t FEMALE PAGE : 18
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 20 21 18 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® @ & o ® ® W o @ @ & o @ ® ® &
[Reproductive system]
ovary <20> Q@D <18> <10>
‘thrombus 0 0 1 0 0 0 1 0 0 0 0 0 0 0 1 0
(0w (5 (0 (O s (o0 o0l 0010
cyst 1 0 0 0 0 0 0 0 2 0 0 0 0 1 0 0
(0000 (OO0 (000 0w oo
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(O0CO 0o (8 oo o0 (0o 0 C0 0o
uterus <20 (439 <18 10
endometrial hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GBI B QI B Q)| (8o (0 (GO R Q) B Q) B Q)] 0) C 0) C 0 (0
cystic endometrial hyperplasia 8 0 0 0 8 1 0 0 5 0 0 0 2 0 0 0
(40 COCO (0 (8 (5 (0(C0 (28 ( 0 (0 (0 (20 ¢ 0 C 0 ( 0)
mammary gl <20> QL <18> <10>
duct ectasia 1 ¢ 0 0 1 0 0 0 1 4 0 0 0 0 0 0
(8 (00 (D00 (00l (O o
[Neruous system]
brain 20> 21 <18 <10
hemorrhage 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1 o o0 CoCo oo (G B G B QR B ()] CoCo oo
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the sits
b b ¢ Number of animals with lesion
(ec) cib/ax100

Significant difference

* P < 0.05

** P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. < 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 19
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 20 21 18 10
Grade 1 2 3 1 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings, @ o ® O @ w % O @ & & oW @ ® ® o
[Neruvous systenm]
brain <20> Q2D 18 <10
mineralization 4 0 0 0 4 0 0 0 4 0 0 0 2 0 0 0
(200 CO)C O ( 0 (19 C 0) C0)( 0) (22 C o) (o) (0 (200 C o) C 0 (O
epidermal cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
cocoCon (o (o0 (0o (GO NG B B G
[Special sense organs/appendags]
eye <20> Q2 <18 <10>
degeneration:cornea 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(20 C ) CO) (O CoOCo (0o (o0l (OO B G G B G )]
mineralization:cornea 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0l (0o (0o (on (ool
[Musculoskeletal system]
muscle <20> Q2D <18 <10
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (oo (OC o0 (oo oo
Grade 1 : Slisht 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 *x 1 P S 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 20
Group Name Controt 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 20 21 18 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ ® O ® ® ® O ® @ & W o @ ® & O
[Musculoskeletal system]
muscle <20> <2 <18> <10>
osseous metaplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o (8000 COCo (0l oo
bone 20> Q2 <18> <10
osteosclerosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o000 (0o (800 (ool (on
[Body cavities]
per-itoneum <20> Q2L 18> <10>
peritonitis 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(OC o0 o050 (oo (n o0l
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) cib/ax100
Significant difference 3 *:P = 0.0 xx ! P = 0.01 Test of Chi Square

(HPT150) BAIS3



APPENDIX L 6
HISTOLOGICAL FINDINGS @ NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. & 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Control 1500 ppm 3000 pom 8000 pom
No. of Animals on Study 30 29 32 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & o ® o W o @ ® ®» W @ ® ® o
[Respiratory system]
nasal cavit <380> a2 <32> <3
eosinophilic changs:olfactory epithelium 6 0 0 0 3 0 0 0 2 0 0 0 2 0 0 0
(20 C 0 C ) (0 (1 C 0 0o (8o (B 000
eosinophilic change:respiratory epithelium 18 3 0 0 20 3 0 0 24 4 0 0 28 38 0 0 *
(83 (10 C ) ( O (69 (100 ( ) ( O () (13 (0 (0 (72) (23) ( 0) ( O)
respiratory metaplasia:olfactory epithelium 4 0 0 0 3 0 0 0 1 0 0 0 2 0 0 0
(1B (1) C0 0o (0 (000
respiratory metaplasiaigland 7 0 0 0 6 0 0 0 18 0 0 0 x 32 0 0 0 xx
(23 (0 (0 (0 (2 C 0 (0 (0 (80000 () (0 (o0
sauamous cell metaplasiatrespiratory epithelium 1 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0
(300 (O (0o (O (OCO (0
nasopharynx <30 2% 32> <33
eosinophi lic change 3 0 0 0 2 0 0 0 8 0 0 0 2 0 0 0
(1 (00 (D00 (199 C 0 C 0 (0 (500
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (00 (000 oo
lung <30> <29> <32> <38
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo COCO oo oo (Cn (3HCNCn 0
Grade 1 ¢ Slisht 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/ax*100

Significant difference

*: P = 0,06 ** P 5 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

: 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 1500 pom 3000 ppm 6000 pom
No. of Animals on Study 30 28 32 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® & ® W @ & & M & o’ W @ & @& &
[Respiratory system]
lung <30> 29 <32> <39
lymphaoytic infiltration 3 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(10 C 0 0o oo o OCoOCo 0 (o0
accunulation of foamy cells 0 4} 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(o0 (Ol 8 (000 (oo
bronchiolar-aluealar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool (O oo 0 Co oo (0o
[Hematopoistic system]
bone marrow <80> Q2P 832D 3D
atrophy 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (o0 (0o 0o oo (oo 0
angisectasis 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(N (o 000 (o (o0 (o0
granulation 4 0 0 0 1 1 0 0 0 1 0 0 2 0 0 0
(B’ (OO OO0 (8000
granulopoisesis: increased 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(00 (nCo oo OC0Co (0 COCncn o0
Grade 1 : Slisht 2 : Moderate 3t Marked 4 : Severe
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100

Sienificant difference ;

*: P = 0.05

** ¢ P = 0.01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. = 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢+ MOUSE Crj +BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE @ 17
Group Name Contral 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 28 32 39
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings, @ & ® O @ & ®» W @ % & ®» @ & o O
[Hematopoietic system)
spleen <30> <28 <32> <39

deposit of hemosiderin 11 0 2 0 0 0 x 2

0 0 0 0 *x 3 0 0 0 *x
(sn 000 (Do o0

0
Ol (800

~
=4
Durg
—~
(2]
e
~

deposit of melanin 0

0 0 0 0
(00 ctotaco o0 (8000 (GRG0

mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OCo 0o (o0 (3o (0o
fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0

0 0 1
o000 (0000 (oo (0 (o300

extramedullary hematopoiesis 3 0 0 3

5 1 6 1
(0o (2D (1) (0 (0 (9 (a0 (28) ( 3 C 0y (O

follicular hyperplasia 0 0 0 2

1 0 0 0 0
(3000 (0000 (ey oo lo (ool

[Circulatory system]

heart <30> Q2P <82> 3D
‘thrombus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o oo (oo (oo (0o
Grade 1 : Slight 2 : Moderats 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 ; * 1 P < 0.05 *x P = 0,01 Test of Chi Souare

(HPT150) BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s FEMALE PAGE : 18
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 28 32 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® @ & O @ ® O o @ & ® @ & & O
[Digestive system]
tooth <30> <29 <32> <39
dysplasia 2 0 0 0 3 0 0 0 4 0 0 0 2 0 0

0
(D0 (oo (13 (0 (0 (000

sativary gl <30> 2P <32> <3
lymphacytic infiltration 0

0 0 0 0 0
a0 (o000 oo (000

stomach <305 2 32> <39>
mineralization 1

0 0 0 0
(30 (ot (a0 (3300000

inflammatory infiltration 1 0 0 0 0 0 0 0
(3O on (0o Q) B ) B Q) I Q)] (00

ulcer: forestomach 0 0 0 0 1 0 0 0 0 0 1
(ool (0o (RO G G B! (0300

hyperplasia: forestonach 0 0 0 0 1

0 0 0 0 0 0 0 0 0 0 0
oo (o (3000 o CcoCo o o CoCon(on
erosiontglandular stomach 5 0 0 3 0 0 2 0 0 0 2 0 0

0 0 0
(Mmoo cn (10000 (0o (500

Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<ad a : Number of animals examined at the site

b b : Number of animals with lesion
(¢) c:b/ax*100

Significant difference *: P S 0.05 ** 1 P < 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. : 02868

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 29 32 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o ® O @ & o ® @ ® & o @ @& &
[Digestive system}
stomach <30> <29 <32> 39
ulcer:glandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (30 con o (000 Q) B ) B G ) B Q)]
hyperplasiatglandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (000 (0 (O
dilated glands 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (O 0o COC) oo (o0l
Liver <30 <29 <32> <39
angiectasis 1 1 0 0 0 0 0 0 2 1 0 0 3 0 0 0
(3300 cococo(on (8300 (80w o
necrosis:focal 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
(OO0 oo (D00 CoCo0 oo
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (O (Ol (o Cn o
tymphocytic infiltration 2 0 0 0 0 0 0 0 1 0 0 0 2 1 0 0
(D00 (OC0 0o (OO0 (300
granulation 23 0 0 0 18 0 0 0 22 1 0 0 27 1 0 0
(7 C o (0o (82 (0 (00 (89 ( (00 (6 (OO
Grade 1 : Slight 2 : NModerate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(e¢) c:b/ax100
Significant difference ; *: P = 0.0 *»* ! P S 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 20
Group Name Control 1500 ppm 3000 ppm 6000 ppm
Na. of Animals on Study 30 29 32 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings ® W & o @ ® W o @ & W o @ W ® W
[Digestive system]
Liver <30> <29> 82> <39
extramedullary hematopoiesis 4 1 0 0 5 0 0 0 2 1 0 0 3 0 0 0
(1B (30 (Mmoo 6) ( 3 (00 Q<) I Q) I Q) B Q)
clear cell focus 3 1 0 0 1 0 0 0 2 1 0 0 1 0 0 0
(100 (3 C 0 (0 (a0 B (300 (300
basophilic cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (a0 0 COC0o (0o
bile ductular proliferation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(30l coco o0 0 C0 0o (O (o0
biliary cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 o Co (oo 0 Co 00 coco oo
gall bladd <30> 29 32> 3P
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 Con (OCo (0o 006 o Cco oo
[Urinary system]
kidney <30> 29> <82> <39
infarct 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o (oo 0o oo (000
Grade 1 : Stight 2 * Moderate 3t Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100
Sionificant difference ; * PS5 0.05 ** ! P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0268
ANIHAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (105W)

SEX : FEMALE PAGE : 21
Group Name Control 1500 ppm 3000 ppm 8000 pom
No. of Animals on Study 30 29 32 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ® O @ w &6 O ® ® & o @ ® ® o
{Urinary system]
kidney <80> <29 B2 3P
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (O (300 (o CoC0 o
hyaline droplet 3 0 0 0 3 0 0 0 1 0 0 0 4 0 0 0
(10 C 00 (C 00 (10 C 0 C 0 (0 (3 ooy (10 C 0 C 0 (0
basophilic changs 2 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(D0 (100 C 0 C 0y (O (00 (3000
hyaline cast 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (OC (o (O (300
lymphocytic infiltration 4 1 0 0 2 0 0 0 3 1 0 0 7 1 0 0
(1B 30 (oo (D (N0 (18 { 3 0 (0
inflammatory polyp 0 0 0 0 0 3 0 0 1 4 0 0 1 1 0 0
(ol (010 o0 (3 (W} n (3OO
hydronephrosis 0 0 0 0 1 1 0 0 1 6 0 0 x 1 3 0 0
(O C0Cn (o0 (330" (3 (19 (0 0) (3 8 (00
papillary necrosis 0 0 0 0 1 0 0 0 6 0 0 0 % 8 0 0 0 *
cocoCnln (300 ()00 (a2 C 0 C o (0
Grade 1t Stight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100

Significant difference ; *: P = 0.05

** : P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. @ 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ' HOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 22
Group Name Controt 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 29 32 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ ® & o @ & ® O @ ® o o ® ® o o
[Urinary system]
kidney <30> <2 <32> <3
mineratization:cortico-medullary junction 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
: (OCn o0 (OCOCnCn (o000 (3 CCn (o0
mineralization:papilla 8 0 0 0 0 0 0 0% 0 0 0 0 * 0 0 0 0 *
(20 C O C 0 (0 (0000 (oo (OO0
mineralization:cortex 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
cocoConlon (0o (00 o0l
desquamation:peluis 4 0 0 0 5 6 0 0 * g 0 0 0 15 0 0 0 %
(B (o0 (I (20 C 00 (2 (000 (s (w0
uin bladd <30 29 <32> <38>
lymphacytic infiltration 2 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(Do oo (000 (30
[Endocrine system]
pituitary <30> 2P 32> <39
angiectasis 3 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(I (000 (0o (OO0 (OCo o (o0
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 Sauare

(HPT150)

BAIS3



STUDY NO.

¢ 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 23
Group Name Cantrol 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 29 32 39
Grade 1 2 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® W 9] @ ® & W ® ® o ® @ ®@ & ®
[Endocrine system]
pituitary <80> <29 <82> 3P
oyst 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(GO B Q) B QR B Q)] (30 (Cn (00 (3o
hyperplasia 3 2 0 3 1 0 0 1 0 0 . 0 1 1 0 0
(W (DO (1) (3 00 (300w (0L
Rathke pouch 5 0 0 0 0 0 0 1 0 0 0 3 0 0 0
(Mmoo (0 (OO0 (0ol
thyroid <30> @29 <32> 39>
cyst 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OCH (o0 (oo (o (3000 o000
parathyroid 17> <16> <18 <16> 7
cyst 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(800 o (OO (0o (800l
hyperplasia 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1200 (o0 CocoCo (o (oo (oo 0o
adrenal <30> <29> 82> 89>
spindle-cell hyperplasia 30 0 0 27 0 0 0 31 1 0 0 37 0 0 0
0 ( 0 C 0 (0 (83 (o) (0 (0 (N (D0 (B (0o (0
Grade 1 : Slisht 2 : Moderate 3 1 Marked 4 : Severe
<ad a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(e¢) c:ib/ax100

Significant difference

*: P = 0.0 *x ¢ P < 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. & 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 24
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 29 32 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, W@ & & ® @ & & ® @ w ®» o ® & & O
[Endocrine systenm]
adrenal <30> @2 382> <39
accesory cortical nodule 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o000 (300 o0 (oo o0 oo
focal fatty change:cortex 2 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(DO 0 (DO 0 (00 (o0
[Reproductive system]
uary <30> @29 <32> 3D
cyst 8 0 0 0 8 0 0 0 12 2 0 Q 7 3 0 0
(2 (0 (O (0 (28 C 0 (0o (88 (6)(0)( 0 (18 (8 (0( 0
xanthogranuloma 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(00l (OO0 (000 (OO CnCon
uterus <30> <29> <82> 3D
angiectasis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (3000 (0o (GO NG I Q) I )}
cystic endometrial hyperplasia 25 0 0 0 24 0 0 0 29 0 0 0 28 0 0 0
(83 (0o (8 (0 (0o (sy C oy (Co(O (74) C 0 C 0) (O
Grade 1 Slight 2 ¢ Moderats 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100 i
Significant difference *x:PX0.05 *x:P<0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0268

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 25
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 29 32 39
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ ® ® O @ & O W @ o ® W @ & ® O
[Reproductive system)
mammary gl <30> 29> <32> <39

duct ectasia

galactacels

{Nervous system]

brain
hemorrhage

mineralization

dilatation:cerebral ventricle

[Special sense organs/appendags]

2 0 0

(D0l (a0
1 0 0 0
(a0l (000

<30> 29

1 0 0
(00 (oo oo

10 0 0 0 21 0 0 0 *x

(s (000 (oo

1 0 0 0
(a0 (000

0
(0o (o0
0
(a0 (000
<32> <39
0 0 0 0
(o0 (oo (0
12 0 0 7
(s (0o () (0

0 0 0 0 0 0
(000 (ool

eye <30> <29 <82 <39
cataract 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(DO (00 COCoOCo (o0 oo
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 S 0.05 ** ¢ P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 28
Group Name Control 1500 ppm 3000 ppm 6000 pom
No. of Animals on Study 30 23 32 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® % O ® & O o™ ® @ O ® @ & & O
[Special sense organs/appendage]
eye <30> Q2P <32> 3%
degeneration:cornea 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(300 (GO B Q) B ) B (3000 (30 (o

mineralization:cornea

<

6 0 0 5 0 0 6 0 0 0
(200 C 0) C 0 (0 (ool (33000 (18) C 0 C 0) (0

[Musculoskeletal system]

bone <30> 29 <32> 3P
fractue 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 COCo 0o (oo (o (oo (o
osteosclerosis 1 0 0 0 2 1 0 0 1 0 [ 0 0 0 0 0
(00 (D00 (3000 (oo (o0
[Body cauities]
peritoneum <30> <29 <82> : {39
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
' (0000 (3000 (GG B Q) B V)] (00
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 Sauare

(HPT150) BAIS3



STUDY NO. ¢ 0268 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPCRT TYPE : Al
SEX : FEMALE PAGE : 27
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 29 32 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ® O @ ® O o ® & & W @ ® ®» O
[Body cavities)
adipose <30> 29 <32> <39
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O COC0Cn (o0 (oo (00
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4 : Severe
Cad> a * Number of animals examined at the site
b b : Number of animals with tesion
(¢) c:b/a=*100

Significant difference 3

*x: P = 0,05

#=* ! P 5 (.01

Test of Chi Sauare

(HPT150)

BAIS3



APPENDIX M1
NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
MOUSE : MALE

(2-YEAR STUDY)



STUDY NO.
ANIMAL

t 0268

+ HOUSE Crj:BDF1

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Timerelated Items, Group Name Control 333 ppm 1000 ppm 3000 ppm
Weeks
0- 52 NO. OF EXAMINED ANIMALS 1 1 0 1
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
53 - 178 NO. OF EXAMINED ANIMALS 2 2 3 3
NO. OF ANIMALS WITH TUMORS 0 2 1 2
NO. OF ANIMALS WITH SINGLE TUMORS 0 2 1 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 2 1 2
NO. OF TOTAL TUMORS 0 2 1 2
78 - 104 NO. OF EXAMINED ANINALS 14 6 9 8
NO. OF ANIMALS WITH TUMORS 13 6 9 4
NO. OF ANIMALS WITH SINGLE TUMORS 5 2 8 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 8 4 3 3
NO. OF BENIGN TUMORS 8 4 3 1
NO. OF MALIGNANT TUMORS 16 11 10 8
NO. OF TOTAL TUMORS 24 15 13 7
105 - 105 NO. OF EXAMINED ANIMALS 33 41 38 40
NO. OF ANIMALS WITH TUMORS 25 30 26 12
NO. OF ANIMALS WITH SINGLE TUMORS 13 20 16 10
NO. OF ANIMALS WITH MULTIPLE TUMORS 12 10 10 2
NO. OF BENIGN TUMORS 13 18 18 5
NO. OF MALIGNANT TUMORS 25 27 22 9
NO. OF TOTAL TUMORS 38 45 40 14
(HPT070)

BAIS3



STUDY NO. & 0268 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al
SEX : MALE PAGE ¢ 2
Time-related Items Group Name Control 333 ppm 1000 ppm 3000 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 38 38 36 18
NO. OF ANIMALS WITH SINGLE TUMORS 18 24 23 13
NO. OF ANIMALS WITH MULTIPLE TUMORS 20 14 13 5
NO. OF BENIGN TUMORS 21 22 21 8
NO. OF MALIGNANT TUMORS 41 40 33 17
NO. OF TOTAL TUMORS 62 62 54 23
(HPT070)

BAIS3



APPENDIX M2
NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO.

: 0268

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al
SEX s FEMALE PAGE : 3
Time-related Ttems Group Name Control 1500 ppm 3000 ppm 6000 ppm
Weeks,
0- 52 NO. OF EXAMINED ANIMALS 3 0 0 1
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
53 - 78 NO. OF EXAMINED ANIMALS 5 5 2 2
NO. OF ANIMALS WITH TUMORS 5 5 2 2
NO. OF ANIMALS WITH SINGLE TUMORS 4 5 2 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 0 0 0
NO. OF BENIGN TUMORS 2 0 0 0
NO. OF MALIGNANT TUMORS 5 5 2 2
NO. OF TOTAL TUMORS 7 5 2 2
79 - 104 NO. OF EXAMINED ANIMALS 12 16 16 7
NO. OF ANIMALS WITH TUMORS 12 13 16 8
NO. OF ANIMALS WITH SINGLE TUMORS 8 13 11 6
NO. OF ANIMALS WITH MULTIPLE TUMORS 4 0 5 0
NO. OF BENIGN TUMORS 4 0 2 1
NO. OF MALIGNANT TUMORS 13 13 20 5
NO. OF TOTAL TUMORS 17 13 22 [
105 - 105 NO. OF EXAMINED ANIMALS 30 29 32 39
NO. OF ANIMALS WITH TUMORS 20 21 14 20
NO. OF ANIMALS WITH SINGLE TUMORS 14 11 10 16
NO. OF ANIMALS WITH MULTIPLE TUMORS 6 10 4 4
NO. OF BENIGN TUMORS 11 17 6 5
NO. OF MALIGNANT TUMORS 16 17 13 20
NO. OF TOTAL TUMORS 27 34 19 25
(HPT070)

BAIS3



STUDY NO. ¢ 0268

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TINE RELATED

ANIMAL : MOUSE Crj:BDF1
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 4
Time-related Items Group Name Control 1500 ppm 3000 ppm 6000 ppm
Weeks,
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 49
NO. OF ANIMALS WITH TUMORS 37 39 32 28
NO. OF ANIMALS WITH SINGLE TUMORS 26 29 23 24
NO. OF ANIMALS WITH MULTIPLE TUMORS 11 10 9 4
NO. OF BENIGN TUMORS 17 17 8 8
NO. OF MALIGNANT TUMORS 34 35 35 27
NO. OF TOTAL TUMORS 51 52 43 33
(HPT070)

BAIS3



APPENDIX N 1
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
MOUSE : MALE @ ALL ANIMALS

(2-YEAR STUDY)



STUDY NO. ¢ 0268

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1

Group Name Contral 333 ppm 1000 ppm 3000 ppm

Organ Findings No. of animals on Study 50 50 50 50

[Inteaumentary system/appandags]

skin/app <50> <50> <50> <50>
saquamous cell carcinoma o ( op) ( o% 1 (2% 6 ( 0B

subcutis <50 <50> <50> <50>
schuannona:malisnant 0 ( op ( o%) 1 (29 1 (29

[Respiratory system]

nasal cavit <60> <50 <50 <500
sarcoma:NOS 1 (29 (o 0 ( o 0 ( 0%

lung <50> <560 <50> <50
bronchiolar-alueslar adencma 3 ( &%) 3 ( 6% 4 ( 8y 0 ( op
bronchiolar-alveolar carcinoma g (18%) 6 (12%) 7 ( 14%) 6 (12%)

[Hematopoietic system]

bone marrow <50> <500 <50 <50
masteytomatbenisn 0 (o ( 2% o ( o 0 ( 0%
hemangioma 0 ( 0% ( 2% 0 (0B ¢ (0B
histiooytic sarcoma 1 (29 { o%) 0 ( 0% 0 (0B
hemangiosarcoma 0 (0% ( 0% 1 (29 o ( 0%

Lymph node <500 <50> <50> <B0>
malignant Llymphoma 7 (149 ( 18%) 4 ( 8% 2 (4%

spleen <50> (&1 <BEM <50>
hemangiona o ( 0% (0% 1 (2% 0 ( o

<a> a ¢ Number of animals examined at the site
b (¢) b : Number of animals with necplasm c:b/ax100
(HPT085)

BAIS3



STUDY NO.  : 0268 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX s MALE PAGE : 2

Group Name Control 333 ppm 1000 ppm 3000 ppm

Organ Findings No. of animals on Study 50 50 50 50

[Hematopoietic system]

spleen <60> 60> <50> <50>
malignant Lymphoma 0 ( o% 3 ( 6% 1 (2% 1 (2%
hemangiosarcoma 5 (10%) 4 ( 8p 1 (2% 0 ( 0%

{Digestive system]

tooth <560> <50 <50 (611
odontoma 0 ( 0% 1 (2% 0 ( o 0 ( 0B

salivary gl <500 <50> <50> <50>
histiocytic sarcoma o (0% 0 ( op 1 (29 0 ( op
masteytona:malignant 0 (0% 1 (2% o ( o% 0 o

small intes <50> <50> <5o> <50>
adenoma 0 (0 6 (0B 1 ( 28 0 ( 0%
leiomyoma 0 ( 0% 0 (0% 1 (2% 0 ( 0%
histiooytic sarcoma 1 (29 0 ( o% 0 ( o 0 ( 0%

cecum <50> <5600 <50 <500
adenoma 0 ( 0% 0 ( oD 0 ( 0% 1 (2%

Liver <50> <50> <B0> <50>
hemangioma 1 (29 1 (2% 0 ( o 1 (2%
hepatocel lular adenoma 10 ( 20%) 11 ( 22%) 10 ( 20%) 3 ( &%
histiocytic sarcoma 5 (10%) 1 (2P 5 ( 10%) 3 ( 6%

<a> a : Number of animals examined at the site
b (¢) b ¢ Number of animals with neoplasm cib/ax*100
(HPT085)

BAIS3



STUDY NO. : 0268

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX s MALE PAGE: 3

Group Name Control 333 ppm 1000 ppm 3000 ppm

Organ Findings No. of animals on Study 50 50 50 50

[Digestive system]

Liver <50> <GB0 <50> <50>
hemangiosarcoma 3 ( 8% 3 ( 8%) 2 ( 4% 1 (2%
hepatocel lular carciroma 8 (16%) 11 ( 22%) 8 (12%)- 2 ( 4%)
hepatoblastoma 1 (29 0 ( 0B 1 (2% 0 (0B

[Urinary system]

kidney <50> <50> <50> <50>
hemangiosarcoma 0 ( 0% 1 (2% 0 ( 0% 0 ( o

urin bladd (104 <50> <50> <500
Lleiomyosarcoma 0 ( 0% 0 ( 0% 1 (2% 0 ( 0%)

[Endacrine systenm]

pituitary <50> 49 <49 <50>
adenama 1 (20 0 ( 0% o ( o 1 (2%

adrenal <50> - <50> <50> <50>
pheochromacytoma 1 ( 2% 0 ( 0% 0 ( 0p o (o

[Special sense organs/appendage)

Harder gt <50 <500 <50> <50>
adenoma 14 ( 8 4 ( 8% 4 ( 8% 0 ( o

[Musculosksletal system]

bone <50> <50> <50> <50
osteosarcona 0 ( 0% 0 ( 0 0 ( o 1 (2%

<a> a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/ax100
(HPT085)

BAIS3



STUDY NO.  : 0268

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE :

Group Name Control 333 ppm 1000 ppm 3000 ppm

Organ Findings No. of animals on Study 50 50 50 50

[Body cavities]

mediastinum <50> <600 <500 <50>
Leiomyosarcoma 0 { 0% 0 (0% 1 (25 0 ( o

peritoneum <GB0 <50 B <50>
hemangioma 1 (29 0 ( op 0 (0 0 ( o
hemangiosarcoma 0 ( 0% 1 (29 0 ( o 0 ( 0B

<a> a ¢ Number of animals examined at the site
b (c¢) b : Number of animals with neoplasm c:b/axl00

(HPT085)

BAIS3



APPENDIX N 2
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
MOUSE : FEMALE :© ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.
ANINAL

: 0268
+ MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ALL ANINMALS (0-105W)

REPORT TYPE : Al
SEX s FEMALE PAGE : &
Group Name Control 1500 ppm 3000 ppm 6000 ppm

Organ Findings No. of animals on Study 50 50 50 49

[Integumentary system/appandage]

skin/app <50> <50> <50> <49
squamous cell papilloma 0 ( o% 0 ( 0% 0 ( 0% (2%

subcutis <50> <50> <50> 49>
Fibrosarcoma 1 (29 0 ( 0% 0 ( o% 0 ( 0%
leiomyosarcoma 1 (2% 0 ( o% 0 ( op 0 ¢ o
schwannoma:malisnant 0 ( o% 0 ( 0% 1 (20 0 ( on

[Respiratary system]

lung <50> <B0> <50 4D
branchialar-alveslar adsnoma 6 (o 2 (4% 1 (29 1 (2%
bronchiotar-alusolar carcinoma 1 ( 2% 0 ( 0% 0 ( 0% 2 (40

[Hematopoietic system]

Lymoh node <50> <50> <50 49
malisnant lymphoma 18 { 36%) 23 ( 46%) 18 ( 38%) 10 (209

thymus <50> <50> <50> <49
malisnant Lymphoma o ( o% 1 ( 2% 1 (2% 0 ( o

spleen <80> <50> S0 48>
hemangioma 0 ( 0% 0 (o 1 (29 0 ( op
malignant lymphoma 0 ( o% 0 ( 0% 1 (2% 0 (o
hemangiosarcoma 1 (2% 1 (29 0 ( o 0 ( op

<a»> a * Number of animals examined at the site
b (c) b ¢ Number of animals with neoplasm c:ib/ax100
(HPT085)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 86
Group Name Cantrol 1500 ppm 3000 ppm 6000 ppm

Organ Findings, No. of animals on Study 50 50 50 43

[Circulatory system]

heart <50 <50> <50 <49
schwannoma:malisnant 1 (29 0 ( o% 0 (0B 0 ( op

[Digestive system]

salijvary gl <50> <50> <50 <49
histiooytic sarcoma 0 ( o% 0 (o 1 (2% 0 ( on
stomach <50> <50> B0 <49
squamous cell papilloma 0 ( 0% 0 ( of 1 (2% 0 (o
mastoytomasmalignant 0 ( 0% o (o 1 (29 0 ( on
small intes <50> <50> <500 <49>
adenocarcinoma 6 (0% 0 ( o 1 (2% 0 ( o%
Liver <50 <50 <50 <49
hemangiona 1 (2% 3 ( 6% 0 (0 2 (4%
hepatocellular adenoma 2 (4% 2 (40 0 ( 0B 0 (0
histicoytic sarcoma 2 (4% 0 ( o% 0 ¢ o% 2 (49
hemangiosarcoma 1 (2% 0 ( o 0 ( o%) 1 (2%
hepatoceltular carcinoma 1 (2% 0 ( 0% 0 ( o ¢ (0%

[Endocrine system)

pituitary <48> <49> <50 <49>
adenoma 6 (12%) 4 ( 8p 4 ( 8h) 0 ( op
<a»> a * Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/ax*100
(HPTO085)

BAIS3



STUDY NO. = 0268

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 7
Group Name Cantrol ) 1500 ppm 3000 pom 8000 ppm
Organ Findings No. of animals on Study 50 50 50 49
[Endocrine system)
pituitary <49 <49> <B0> <48>
adenocarcinoma 0 ( o% ¢ ( o 1 (29 0 ( 0B
[Reproductive system]
‘nuary <50 <50> <560 <49
cystadenona 2 (4% 3 ( &0 1 (2% 1 (2%
hemangioma 0 ( 0% 1 (2% 0 o 0 ( o
histiocytic sarcoma 0 ( 0% 0 ( o%) o (% 1 (2%
uterus <50 <50> <50> <49>
hemangioma 1 (29 1 ( 2% 0 ( o 0 ( 0%
endometrial stromal polyp 2 (4% o (0B 0 ( 0% 0 ( op
histiocytic sarcoma 6 (12% 10 (208 g (18%) 11 (229
mammary gl <50> <50> <50> <49
adenoma 1 (2% 0 ( o%) 0 ( op 0 ( o%
[Special sense organs/appendags]
Harder st <50> <50> <50> <48>
adenoma 2 (4% 1 (2% o ( o 1 (29
[Body cavities]
peritoneum <50> <500 <50 <48>
sarcoma:NOS 1 (2% 0 ( %) 0 ( op 0 ( o%
<a»> a ¢ Number of animals examined at the site
b (¢) b ¢ Number of animals with necplasm cib/ax*100
(HPTO085)

BAIS3



APPENDIX O 1
NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
MOUSE : MALE

(2-YEAR STUDY)



STUDY No. : 0268

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL : MOUSE Crj:BDF1
SEX t MALE PAGE : 1
Group Name Controt 333 ppm 1000 ppm 3000 ppm
SITE : lung
TUMOR : bronchiolar-alveclar adenoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 3/50( 6.0) 4/50( 8.0) 0/50( 0.0)
Adjusted rates(b) 6.98 6.52 10.53 0.0
Terminal rates(c) 1/33( 3.0) 1/41( 2.4) 4/38( 10.5) 0/40( 0.0)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence methad(d) P = 0.9566
Combined analysis{(d) Pz -
Cochran-Armitage test(e) P = 0.1039
Fisher Exact test(e) P = 0.3392 P = 0.48% P =0.1325
SITE : lung
TUMOR : bronchiolar-alueolar carcinoma
Tumor rate
Ouerall rates(a) 9/50( 18.0) 6/50( 12.0) 7/50( 14.0) 6/50( 12.0)
Adjusted rates(b) 24.24 12,20 10.53 14.63
Terminal rates(c) 8/33( 24.2) 5/41( 12.2) 4/38( 10.5) 5/40( 12.5)
Statistical analysis
Peto test
Standard method{d) P = 0.6379
Prevalence method(d) P = 0.6977
Cormbined analysis(d) P = 0.7449
Cochran—Armitage test(e) P = 0.559%5
Fisher Exact test(e) P = 0.3291 P = 0.4234 P = 0.3291
SITE : lung
TUMOR : bronchiolar-alveolar adenoma,bronchiolar-alueolar carcinoma
Tumor rate
Ouerall rates(a) 12/50( 24.0) 9/50( 18.0) 11/50( 22.0) 6/50( 12.0)
Adjusted rates(b) 28.21 17.78 21.05 14.63
Terminal rates(c) 9/33( 27.3) 6/41( 14.6) 8/38( 21.1) 5/40( 12.5)
Statistical analysis
Peto test
Standard method(d) P = 0.8379
Prevalence method{(d) P = 0.9090
Conbined analysis(d) P = 0.9213
Cochran—Armitage test(e) P = 0.1557
Fisher Exact test{e) P = 0.3620 P = 0.4826 P = 0.1474

(HPT3604)

BAIS3



STUDY No. : 0268

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE Crj:BDF1
SEX : MALE PAGE : 2
Group Name Control 333 ppm 1000 ppm 3000 ppm
SITE : lymph node
TUMOR : malisnant lymphoma
Tumor  rate
Ouerall rates(a) 7/50( 14.0) 9/50( 18.0) 4/50( 8.0) 2/50( 4.0)
Adjusted rates(b) 15.15 9.76 10.53 2.50
Terminal rates(c) 5/33( 15.2) 4/41( 9.8) 4/38( 10.5) 1/40( 2.5)
Statistical analysis
Peto test
Standard method(d) P = 0.8988
Prevalence method(d) P = 0.96%4
Combined analysis(d) P = 0.9897
Cochran—Armitage ‘test(e) P = 0.0354%
Fisher Exact test(e) P = 0.4234 P = 0.2858 P = 0,1045
SITE : spleen
TUMOR : malignant Lymphoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 3/50( 6.0) 1/50( 2.0) 1/50( 2.0)
Adiusted rates(b) 0.0 7.32 2.63 2.50
Terminal rates(c) 0/33( 0.0) 3/41( 7.3) 1/38( 2.8) 1/40( 2.5)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0.5695
Combined analysis(d) P = e
Cochran-Armitage test(e) P = 0.8710
Fisher Exact test(e) P =0.1325 P = 0.4950 P = 0.4950
SITE : spleen
TUMOR : hemangiosarcoma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 4/50( 8.0) 1/50( 2.0) 0/50( 0.0)
Adjusted rates(b) 5.26 8.70 2.38 0.0
Terminal rates(c) 1/33( 3.0) 2/41{ 4.9) 0/38( 0.0) 0/40( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.9818
Prevalence method(d) P = 0.9751
Conbined analysis(d) P = 0.9973
Cochran—Armitage test(e) P = 0.0178%
Fisher Exact test(e) P = 0.4883 P = 0,1210 P = 0.0360%

(HPT3604)

BAIS3



STUDY No. : 0268

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : MOUSE Crj:BDF1
SEX ¢ MALE PAGE : 3
Group Name Control 333 ppm 1000 pem 3000 ppm
SITE : spleen
TUMOR : hemangioma,hemangiosarcoma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 4/50( 8.0) 2/50( 4.0) 0/50( 0.0)
Adjusted rates(b) 5,26 8.70 4,78 0.0
Terminal rates(c) 1/33( 3.0) 2/41( 4.9) 1/38( 2.6) 0/40( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.9818
Prevalence method(d) P = 0.9660
Combined analysis(d) P = 0.9956
Cochran-Armitage test(s) P = 0.0222%
Fisher Exact test(e) P = (.4883 P = 0,2425 P = 0.0360%
SITE : Lliver
TUMOR : hepatocellular adenoma
Tumor rate
Ouerall rates(a) 10/50( 20.0) 11/50( 22.0) 10/50( 20.0) 3/50( 6.0)
Adjusted rates(b) 20.45 25.00 22.22 7.50
Terminal rates(c) 6/33( 18.2) 10/41( 24.4) 8/38( 21.1) 3/40( 17.5)
Statistical analysis
Peto test
Standard method{(d) P = 1.0000 ¢
Prevalence method(d) P = 0.9855
Combined analysis(d) P = 0.9903
Cochran-Armitage test(e) P = 0.0219%
Fisher Exact test(e) P = 0.4833 P = 0.4035 P = 0.0604
SITE ¢ Liver
TUMOR : histioccytic sarcoma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 1/50( 2.0) 5/50( 10.0) 3/50( 6.0)
Adjusted rates(b) 6.06 0.0 5,26 2.33
Terminal rates(c) 2/33( 6.1) 0/41( 0.0) 2/38( 5.8) 0/40( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.5373
Prevalence method(d) P = 0.5546
Combired analysis(d) P = 0.5816
Cochran-Armitage test{e) P = 0.8428
Fisher Exact test(e) P = 0.1210 P = 0.3710 P = 0,3790

(HPT3604)

BAIS3



STUDY No. : 0268

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE Crj:BDF1
SEX T MALE PAGE : 4
Group Name Controt 333 ppm 1000 ppm 3000 ppm
SITE @ Lliver
TUMOR : hemangicsarcoma
Tunor rate
Ouerall rates(a) 3/50( 8.0) 3/50( 6.0) 2/50( 4.0) 1/50( 2.0)
Adjusted rates(b) 7.69 4,35 5.26 2.50
Terminal rates(c) 1/33( 3.0) 1/41( 2.4) 2/38( 5.3) 1/40( 2.5)
Statistical analysis :
Peto test
Standard method(d) P = 0,5380
Prevalence methad(d) P = 0.8214
Corbined analysis(d) P = 0.8681
Cochran-Armitage test(e) P = 0.2717
Fisher Exact test(e) P = 0.3392 P = 0.4908 P = 0.3235
SITE : Liver
TUMOR : hepatacellular carcinaoma
Tumor rate
Ouerall rates(a) 8/50( 16.0) 11/50( 22.0) 8/50( 12.0) 2/50( 4.0)
Adjusted rates(b) 15.15 23.91 15.79 0.0
Terminal rates{c) 5/33( 15.2) 9/41( 22.0) 6/38( 15.8) 0/40( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.2333
Prevalence method(d) P = 0.9995
Combined analysis(d) P = 0.9948
Cochran-Armitage test(e) P = 0.0157%
Fisher Exact test(e) P = 0.3526 P = 0.4157 P = 0.0671
SITE  : Lliver
TUMOR hemangioma,hemangiosarcoma
Tumor rate
Querall rates(a) 4/50( 8.0) 4/50( 8.0) 2/50( 4.0) 2/50( 4.0)
Adjusted rates(b) 10.26 6.52 5.26 5.00
Terminal rates(c) 1/33( 3.0) 2/41( 4.9) 2/38( 5.3) 2/40( 5.0)
Statistical analysis
Peto test
Standard method(d) P = 0.5380
Prevalence method(d) P = 0.7766
Combined analysis{d) P = 0.8264
Cochran-Armitage test(e) P = 0.3481
Fisher Exact test(e) P = 0.3578 P = 0.3574 P =10,3574

(HPT3604)

BAIS3



STUDY No. : 0268

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ MOUSE Crj:BDF1

SEX t MALE

PAGE : 5
Group Name Control 333 ppm 1000 pem 3000 ppm
SITE ¢ Liver
TUMOR : hepatocellular adenoma,hepatocstlular carcinoma
Tumor rate
Ouerall rates(a) 17/50( 34.0) 20/50( 40.0) 13/50( 26.0) 5/50( 10.0)
Adjusted rates(b) 33.33 43.48 28.95 7.50
Terminal rates(c) 11/33( 33.3) 17/41( 41.5) 11/38( 28.9) 3/40( 17.5)
Statistical analysis
Peto test
Standard method(d) P = 0.3865
Prevalence method{(d) P = 0.9999
Combined analysis{(d) P = 0.9997
Cochran-Armitage test(e) P = 0.0007*x
Fisher Exact test(e) P = 0.4088 P = 0.3333 P = 0.0166%
SITE : Harderian gland
TUMOR : adenoma
Tunor  rate
Ouerall rates(a) 4/50( 8.0) 4/50( 8.0) 4/50( 8.0) 0/50( 0.0)
Adjusted rates(b) 12,12 9.76 10.53 0.0
Terminal rates(c) 4/33( 12.1) 4/41( 8.8) 4/38( 10.5) 0/40( 0.0)
Statistical analysis
Peto test
Standard method(d) P=-—-
Prevalence method(d) P = 0.9889
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.0498%
Fisher Exact test(e) P = 0.3579 P = 0.3579 P = 0.0688
(HPT3604) BAIS3

(a): Number of tumor-bearing animals/number of animals examined at the site.
(b): Kaplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.
(d): Beneath the control incidence are the P-ualues associated with the trend test.

Standard method ¢
Prevalence method
Corbined analysis :

DT

(e): The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.
?:

The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-valus.
: There is no data which should be statistical analysis.

Significant difference ;

Death analysis
Incidental tumor test
Death analysis + Incidental tumor test

* 1P = 0,05 ** ¢ P = 0.01



STUDY No. : 0268

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE Crj:BDF1
SEX : MALE PAGE : 1
Group Name Control 333 ppm 1000 ppm 3000 ppm
SITE : ALL SITE
TUMOR : histiocytic sarcoma
Tumor rate )
Querall rates(a) 7/50( 14.0) 1/50( 2.0) 6/50( 12.0) 3/50( 6.0)
Adjusted rates(b) 9.09 0.0 7.89 2.33
Terminal rates(c) 3/33( 9.1) 0/41( 0.0) 3/38( 17.9) 0/40( 0.0)
Statistical analysis
Psto test
Standard method(d) P = 0.6548
Prevalence method(d) P = 0.7088
Combined analysis{d) P = 0.75%%
Cochran-Armitage test(e) P = 0.5019
Fisher Exact test(e) P = 0.0430% P = 0.4863 P = 0.1017
SITE : ALL SITE
TUMOR : malignant Llymphoma
Tunor rate
Ouerall rates(a) 7/50( 14.0) 12/50( 24.0) 5/50( 10.0) 3/50( 6.0)
Adjusted rates(b) 15.15 17.07 13.16 5.00
Terminal rates(c) 5§/33( 15.2) 7/41( 17.1) 5/38( 13.2) 2/40( 5.0)
Statistical analysis
Peto test
Standard method(d) P = 0.8988
Prevalence method(d) P = 0.9589
Combined analysis{d) P = 0.9864
Cochran-Armitage test(e) P = 0.0454x
Fisher Exact test(e) P = 0.2119 P = 0.4062 P = 0.1917

(HPT3604)

BAIS3



STUDY No. : 0268
ANTMAL ¢ MOUSE Crj:BDF1
SEX : MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 2
Group Name Control 333 ppm 1000 ppm 3000 ppm
SITE : ALL SITE
TUMOR : hemangiosarcoma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 7/50( 14.0) 3/50( 6.0) 1/50( 2.0)
Adjusted rates(b) 5.26 13.04 5.26 2.50
Terminal rates(c) 1/33( 3.0) 4/41( 9.8) 2/38( 5.3) 1/40( 2.5)
Statistical analysis
Peto test
Standard method(d) P = 0.9627
Prevalence method(d) P = 0.9164
Corbined analysis(d) P = 0.9850
Cochran-Armitage test(e) P = 0.0438%
Fisher Exact test(e) P = 0.4062 P = 0.3730 P = 0.1210
(HPT3604) BAIS3

(a): Number of tumor—bearing animals/number of animals examined at the site.

(b): Kaplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.

(c): Observed tumor incidence at terminal kill.

(d): Beneath the control incidence are the P-ualues associated with the trend test.
Stardard method @ Death analysis
Prevalence method : Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test

(e): The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.

? : The conditional probabities of the largest and smallest possible out comss can not estimated or this P-value is beyond the estimated P-value.

: There is no data which should be statistical analysis.
Significant difference ; ¥: P = 0.05 * ! P 50,01
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STUDY No. : 0268

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL :  MOUSE Crj:BDF1
SEX : FEMALE PAGE : 6
Group Name Control 1500 ppm 3000 ppm 6000 ppm
SITE : lung
TUMOR : bronchiolar-alueolar adenoma,bronchiclar—alusolar carcinoma
Tumor  rate
Ouerall rates(a) 1/50( 2.0) 2/50( 4.0) 1/50( 2.0) 3/49( 8.1)
Adjusted rates(b) 3.13 6.90 3.13 7.69
Terminal rates(c) 0/30( 0.0) 2/28( 6.9) 1/32( 3.1) 3/38( 7.7)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence methad(d) P = 0.2258
Corbined analysis(d) P=-——
Cochran-Armitage test(e) P = 0.3175
Fisher Exact test(e) P = 0.4926 P = 0,2475 P = 0.3162
SITE : Llymph node
TUMOR : malignant Lymphoma
Tumor rate
Ouerall rates(a) 18/50( 36.0) 23/50( 46.0) 19/50( 38.0) 10/48( 20.4)
Adjusted rates(b) 30.00 34.48 18.75 20.51
Terminal rates(c) 9/30( 30.0) 10/29( 34.5) 6/32( 18.8) 8/33( 20.5)
Statistical analysis
Peto test
Standard methad(d) P = 0.9902
Prevalence method(d) P = 0.8864
Combined analysis(d) P = 0.9947
Cochran-Armitage test(e) P = 0.0370%
Fisher Exact test(e) P = 0.3187 = 0,4792 P = 0.1408
SITE : Lliver
TUMOR : hemangioma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 3/50( 6.0) 0/50( 0.0) 2/43( 4.1)
Adjusted rates(b) 2.88 10.34 0.0 5,00
Terminal rates(c) 0/30( 0.0) 3/29( 10.3) 0/32( 0.0) 1/33( 2.6)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence method{(d) P = 0.4863
Cambined analysis(d) P=—
Cochran-Armitage test(e) P = 0.8731
Fisher Exact test(e) P = 0.3235 P = 0.4950 P = 0.5000

(HPT3604)

BAIS3



STUDY No. : 0268

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : MOUSE Crj:BDF1
SEX ¢ FEMALE PAGE : 7
Group Name Control 1500 ppm 3000 ppm 6000 ppm
SITE : Liver
TUMOR : hemangioma,hemangiosarcoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 3/50( 6.0) 0/50( 0.0) 3/48( 6.1)
Adjusted rates(b) 5.71 10.34 0.0 5.00
Terminal rates(c) 1/30( 3.3) 3/29( 10.3) 0/32( 0.0) 1/39( 2.8)
Statistical analysis
Peto test
Standard method(d) P = 0.1110
Prevalence method(d) P = 0.6692
Corbined analysis(d) P = 0,4534
Cochran-Armitage test(e) P = 0.7895
Fisher Exact test{e) P = 0.4808 P = 0.2574 P = 0.5000
SITE : liver
TUMOR : hepatocellutar adenoma,hepatocellular carcinoma
Tumor  rate
Ouerall rates(a) 3/50( 6.0) 2/50( 4.0) 0/50( 0.0) 0/48( 0.0)
Adjusted rates(b) 6.82 6.90 0.0 0.0
Terminal rates(c) 2/30( 6.7) 2/29( 6.9) 0/32( 0.0) 0/33( 0.0)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0.9913
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.0397x
Fisher Exact test(e) P = 0,4909 P = 0,132 P=0.1364
SITE : pituitary gland
TUMOR : adencma
Tunor rate
Querall rates(a) 6/48( 12.2) 4/49( 8.2) 4/50( 8.0) 0/48( 0.0)
Adjusted rates(b) 16.87 13.79 11.43 0.0
Terminal rates(c) 5/30( 16.7) 4/29( 13.8) 3/32( 9.4) 0/33( 0.0)
Statistical analysis
Peto test
Standard method(d) P =0.9250 ?
Prevalence method(d) P = 0.9942
Corbined analysis(d) P = 0.9974
Cochran-Armitage test(e) P = 0.0186%
Fisher Exact test(s) P = 0.3948 P = 0,3827 P = 0.0191*

(HPT3604)

BAIS3



STUDY No. : 0268

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL *  MOUSE Crj:BDF1
SEX ¢ FEMALE PAGE : 8
Group Name Control 1500 ppm 3000 ppm 6000 ppm
SITE : pituitary sland
TUMOR : adenama,adenccarcinoma
Tumaxr rate
OQuerall rates(a) 6/49( 12.2) 4/43( 8.2) 5/50( 10.0) 0/48( 0.0)
Adjusted rates(b) 16.67 13.79 14,28 0.0
Terminal rates(c) 5/30( 16.7) 4/29( 13,8) 3/32( 9.4) 0/39( 0.0)
Statistical analysis
Peto test
Standard method(d) P =0.9250 ?
Prevalence method(d) P = 0.9913
Combined analysis(d) P = 0.9962
Cochran-Armitage test{e) P = 0.02556%
Fisher Exact test(e) P = 0.3948 P = 0.5000 P = 0.0191x
SITE : ovary
TUMOR : cystadenoma
Tumor rate
Overall rates(a) 2/50( 4.0) 3/50( 6.0) 1/50( 2.0) 1/49( 2.0)
Adjusted rates(b) 5.88 10.34 3.13 2.56
Terminal rates(c) 0/30( 0.0) 3/28( 10.3) 1/32( 3.1) 1/39( 2.8)
Statistical analysis
Peto test
Standard method(d) P=——
Prevalence method(d) P = 0.8366
Conbined analysis(d) P=-——
Cochran-Armitage test(e) P = 0.4078
Fisher Exact test(e) P = 0.4909 P = 0.4926 = 0.4851

(HPT3604)

BAIS3



STUDY No. : 0268
ANIHAL ¢ MOUSE Crj:BDF1
SEX : FEMALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : e’
Group Name Control 1500 ppm 3000 ppm 6000 ppm
SITE ¢ uterus ’
TUMOR : histioccytic sarcoma
Tumor rate .
Ouerall rates(a) 6/50( 12.0) 10/50( 20.0) 9/50( 18.0) 11/48( 22.4)
Adjusted rates(b) 11.63 17.24 11.76 20.51
Terminal rates(c) 3/30( 10.0) 5/29( 17.2) 3/32( 8.4) 8/39( 20.5)
Statistical analysis
Peto test
Standard method(d) P = 0,3871
Prevalence method(d) P = 0.2411
Combined analysis(d) P = 0.2374
Cochran-Armitage test(e) P = 0.2399
Fisher Exact test(e) P = 0.2557 P = 0.3281 P = 0.1853
(HPT3B0A) BAIS3

(a): Number of tumor-bearing animals/number of animals examined at the site.

(b): Kaplan-Meire estimated tumor incidence at the end of the study after adiusting for intercurrent mortality.

{c): Observed tumor incidence at terminal kill.

(d): Beneath the control incidence are the P-ualues associated with the trend test.
Standard method ¢ Death analysis
Prevalence methad @ Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test

(8): The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.

? : The conditional probabities of the largest and smallest possible out comes can not estimated or this P-ualue is beyond the estimated P-value.

* There is no data uhich should be statistical analysis.
Significant difference 3 *: P = 0,05 ** ! P = 0,01



STUDY No. : 0268 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ MOUSE Crj:BDF1
SEX ¢ FEMALE PAGE : 3
Group Name Control ' 1500 ppm 3000 ppm - 6000 ppm
SITE ¢ ALL SITE
TUMOR : hemangicma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 5/50( 10.0) 1/50( 2.0) 2/49( 4.1)
Adjusted rates(b) 2.86 17.24 2.13 5.00
Terminal rates(c) 0/30( 0.0) 5/29( 17.2) 0/32( 0.0) 1/39( 2.8)
Statistical analysis
Peto test
Standard method(d) P =0.9285 ?
Prevalence methad(d) P = 0.6087
Combined analysis(d) P = 0.7472
Cochran—Armitage test(e) P = 0,5993
Fisher Exact test(e) P = 0.2425 P = 0.4926 P = 0.3162

SITE : ALL SITE
TUMOR : histiocytic sarcoma

Tumor rate

Ouerall rates(a) 8/50( 16.0) 10/50( 20.0) 10/50( 20.0) 14/49( 28.8)
Adjusted rates(b) 12.20 17.24 14.71 25.64
Terminal rates(c) 3/30( 10.0) 5/29( 17.2) 4/32( 12.5) 10/38( 25.6)
Statistical analysis

Peto test

Standard method{d) P = 0.4814

Prevalence method(d) P = 0,1023

Combined analysis(d) P = 0.1648

Cochram-Armitage test(e) P = 0.1262

Fisher Exact test(e) P = 0.4300 P = 0.4300 P = 0,1674

(HPT3604) BAIS3



STUDY No. : 0268 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE Crj:BDF1
SEX : FEMALE

PAGE : 4
Group Name Control 1500 ppm 3000 ppm 6000 ppm
SITE : ALL SITE
TUMOR : malignant Lymehoma
Tumor rate
Ouerall rates(a) 18/50( 36.0) 24/50( 48.0) 20/50( 40.0) 10/49( 20.4)
Adjusted rates(b) 30.00 37.93 21.88 20.51
Terminal rates(c) 9/30( 30.0) 11/28( 37.9) 7/32( 21.9) 8/39( 20.5)
Statistical analysis
Peta test
Standard method{d) P = 0.9902
Prevalence method{(d) P = 0.9020
Cambined analysis{d) P = 0.9955
Cochran-Armitage test(e) P = 0.0340%
Fisher Exact test(e) P = 0.2768 P = 0.4661 P = 0.1408
(HPT3604) BAIS3

(a): Number of tumor~bearing animals/number of animals examined at the site.

(b): Kaplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.

(c): Observed tumor incidence at terminal kill.
(d): Beneath the control incidence are the P-ualues associated with the trend test.
Standard method ¢ Death analysis
Prevalence method : Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test
(e): The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.

? : The conditional probabities of the Llargest and smallest possible out comes can not estimated aor this P-value is beyond the estimated P-ualue.

¢ There is no data which should be statistical analysis.
Sienificant difference * 1P = 0.0 x* ! P = 0,01



APPENDIX P 1
HISTOLOGICAL FINDINGS @ METASTASIS OF TUMOR : SUMMARY
MOUSE : MALE @ ALL ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0268

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX T MALE PAGE : 1

Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

[Intesumentary system/appandage]

skin/app <50> <B0> 50> <50>
leukemic cell infiltration 0 1 0 0

[Respiratory system]

nasal cavit 50> <50> <50> <50>
metastasis: Liver tumor 1 0 0 0

lung <50> <50> <B0> <50>
leukemic cell infiltration 4 6 2 0
metastasis: Liver tumor 3 2 3 0
metastasis:mediastinum tumor 0 0 1 0

[Hematopoistic system]

bone marrow <50> <50> <50> <50>
leukemic cell infiltration 0 2 0 0
metastasis: Liver tumor 0 0 3 0

Lymoh node ) <50> <50> <50 <50>
metastasis: Liver tumor 1 0 1 0

spleen <50 <50> <50> <50>
letkemic cotl infiltration 1 5 1 1
metastasis: Liver tumor 2 0 3 1
metastasisisalivary gland tumor 0 1 0 0

[Circulatory system]

heart <50> <50> <50> <50>
leukemic cell infiltration 0 4 0 0

<a> a * Number of animals examined at the site

b bt Number of animals with lesion
(JPT150)

RAISR



STUDY NO. : 0268

HISTOLOGICAL FINDINGS

: METASTASIS OF TUMOR (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 2

Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50

Organ, Findings,

[Circulatory system]

heart <50> <50> <50> <50>
metastasis: Liver tumor 1 0 0 0
metastasisimediastinum tumor 0 0 1 0

[Digestive systen]

salivary gl <50> <GB0 <50> 50>
leukemic cell infiltration 0 1 0 0

stomach <50> <50> <50> <50>
leukemic cell infiltration 0 1 0 0

small intes <50> <50> <50> <50>
teukemic cell infiltration 1 0 0 1

large intes <560> <50 <B0> <60
leukemic cell infiltration 1 0 0 0

Liver <50> 50> <50> <50>
leukemic cell infiltration 0 4 2 0
metastasis:salivary gland tumor 0 1 0 0

pancreas <50> <B0> <50> <50
leukemic cell infiltration 1 2 1 0
metastasis: Liver tumor 0 0 2 0

[Urinary system]

kidney <50 <50> <50 <50>
teukemic cell infiltration 0 3 0 0

<a»> a * Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. : 0268

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : HALE PAGE: 3

Croup Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 50 50 50 50

Organ, Findings

[Urinary system]

kidney <B0> <B0> <50> <50>
metastasis: Liver tumor 1 0 0 0

urin bladd <50> <B0> <50> <50>
teukemic cell infiltration 1 0 0 0

[Endocrine system]

pituitary <50> <50 <50> <500
metastasistbone tumor 0 0 0 1

thyroid <50> <GB0 <50> 50>
leukemic cell infiltration 0 1 0 0

[Reproductive system]

testis <50> <50> <50> <50>
metastasis: Liver tumor 1 0 0 0

epididymis <50> <50> <50> <50>
leukemic cell infiltration 1 1 0 1
metastasis: Liver tumor 1 0 0 0

semin ves <50> <50 <B0> <50>
leukemic cell infiltration 1 1 0 0
metastasis: Liver tumor 0 0 1 0

prostate <50 <50> <60> <50>
leukemic csll infiltration 0 2 0 0

[Special sense organs/appendage]

Harder gl <50> <B0> <50> <50>
leuksmic cell infiltration 0 1 [4} 0

<a> a * Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAISS



APPENDIX P 2
HISTOLOGICAL FINDINGS @ METASTASIS OF TUMOR : SUMMARY
MOUSE : MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.
ANIHAL

: 0268
¢ MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX s MALE PAGE : 1
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 17 9 12 10

Organ Findings,

[Integunentary system/appandage]

skin/app 1D <D 12> <10>
teukemic cell infiltration 0 1 0 0

[Respiratory systenm]

tung an <®» <12> <10
leukemic coll infiltration 0 5 0 0
metastasis: Liver tumor 2 1 0 0
metastasisimediastinum tumor 0 0 1 0

[Hematopoistic system]

bone marrow (oY P <% <12> <10>
teukemic cell infiltration 0 2 0 0
metastasis: Liver tumor 0 0 2 0

spleen <17 <P <12> <10
leukemic cell infiltration 0 2 0 0
metastasis: Liver tumor 1 0 3 1

[Circulatory system]

heart [$¥p2 < <12> <100
leukemic cell infiltration 0 4 0 0
metastasis: Liver tumar 1 0 0 0
metastasis:mediastinum tumor 0 0 1 0

<a> a  Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.
ANINAL

: 0268
¢ MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name v Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 17 g 12 10

Organ Findings y

[Digestive system]

salivary gl <A <D 12> <10>
leukemic cell infiltration 0 1 0 0

stomach A <9 <12> <10>
teukemic cell infiltration 0 1 0 0

small intes 417 <P <42 <10>
leukemic cell infiltration 1 0 0 0

large intes A <P <12> <10
leukemic cell infiltration 1 0 0 0

Liver 417 <P <12> <10>
teukemic cell infiltration 0 3 0 0

pancreas <17 <P <12> <10>
teukemic cell infiltration 1 1 0 0
metastasis: Liver tumor 0 0 1 0

[Urinary system]

kidney 417 <D 12> <10>
letkemic cell infiltration 0 3 0 0
metastasis: Liver tumor 1 0 0 0

[Endocrine systen]

pituitary 17> <P <12> <10>
metastasisibone tumor 0 0 0 1

thyroid <17 <9 <12> <10>
leukemic cell infiltration 0 1 0 0

<a> a ¢ Number of animals sxamined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. : 0268
ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

SEX : MALE PAGE: 3
Group Name Control 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 17 9 12 10
Organ, Findings.
[Reproductive system]
epididymis Aan <D <12> <L
teukemic cell infiltration 1 1 0 1
semin ves <D <P <12> <10
leukemic cell infiltration 0 1 0 0
prostate 417D <P <12> <10>
teukemic cell infiltration 0 2 0 0
[Special sense organs/appendage]
Barder sl D <D <12> <10
teukemic cell infiltration 0 1 0 0
<a»> a : Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX P 3
HISTOLOGICAL FINDINGS @ METASTASIS OF TUMOR : SUMMARY
MOUSE : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0268 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : MALE PAGE : 1

Group Name Controt 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 40

Organ Findings,

[Respiratory system]

nasal cavit <3 41 <38> <40>
motastasis: Liver tumor 1 0 0 0

lung <33 41 <38> <40
leukemic coll infiltration 4 1 2 0
metastasis: Liver tumor 1 1 3 0

[Hematoooistic system]

bone marrow <33 <A1 <38> <40>
metastasis: Liver tumor 0 0 1 0

Lympoh node <33> <4 <38> <40>
metastasis: Liver tumor 1 0 1 0

spleen <33> A4n <38> <40>
leukemic cell infiltration 1 3 1 1
metastasis: Liver tumor 1 0 0 0
metastasis:salivary gland tumor 0 1 0 0

[Digestive system]

small intes <83 <4 <38> <40>
leukemic cell infiltration 0 0 0 1

Liver 38» Un 38> <40>
leukemic cell infiltration 0 1 2 0
metastasisisalivary gland tumor 0 1 0 0

pancreas <33> 4D <38> <40>
teukemic cell infiltration 0 1 1 0

<a> a : Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. ¢ 0268 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 2

Group Name Cantrot 333 ppm 1000 ppm 3000 ppm
No. of Animals on Study 33 41 38 40

Organ Findings,

[Digestive system]

pancreas <83> 4D <38> <40
metastasis: Liver tumor 0 0 1 0

[Urinary systen]

urin bladd <33 4D 38 40>
leukemic cell infiltration 1 0 0 0

[Reproductive system]

testis 33D A4n 38> <40>
metastasis: Liver tumor 1 0 0 0

epididymis <33 <41> <38> <40>
metastasis: Liver tumar 1 0 0 0

semin ves <383 41> <38> <40>
leukemic cell infiltration 1 0 0 0
metastasis: Liver tumor 0 0 1 0

<a> a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX P 4
HISTOLOGICAL FINDINGS @ METASTASIS OF TUMOR : SUMMARY
MOUSE : FEMALE : ALL ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0268 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 4

Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 20 21 18 10

Organ Findings,

[Integumentary system/appandage)

skin/app 20 Qe ag> <10>
tetkemic cell infiltration 0 0 1 0

subeutis <20> QD <18> <10
letkemic cell infiltration 0 1 0 0
metastasis:uterus tumor 0 1 0 0

{Respiratory system]

nasal cavit <20> Q0 <18> <10>
teukemic cell infiltration 0 1 1 0

lung <200 QD <18> <10>
leukemic cell infiltration 8 9 10 1
metastasis: Liver tumor 1 0 0 0
metastasis:uterus tumor 0 2 2 1

[Hematopoietic system]

bone marTow <20> 21> <18> <10
teukemic cell infiltration 3 4 2 1

tymph node <20 QY 18> <10>
metastasisiuterus tumor 0 2 0 0

spleen <20 Qe 18> <10>
leukemic cell infiltration 8 8 9 2
metastasis: Liver tumor 2 0 0 1
metastasisiuterus tumor 1 3 1 2

Ca> a ! Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. ¢ 0268

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE: &

Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 20 21 18 10

Organ Findings,

[Circulatory system]

heart <20> 21> 18> <10>
leukemic cell infiltration 2 1 3 0
metastasistuterus tumar 1 0 0 0

[Digestive system]

tongue <20 @D <18> <10
leukemic cell infiltration 1 0 3 0

salivary gl <20 2L <18 <10>
teukemic cell infiltration 3 1 3 1

stomach <205 Q2D <18> <10
leukemic cell infiltration 1 1 0 0

Liver <20> Q2 18> <10>
leukemic cell infiltration 7 7 9 1
metastasis:uterus tumor 1 5 4 2

gall bladd <20 <2 <18> <10>
leukemic cell infiltration 0 1 0 0

pancieas <20 Q2L <18> <10
leukemic csll infiltration 4 0 1 0
metastasis:peritoneum tumor 1 0 0 0

[Urinary system]

kidney <20 QD 18> <10>
Leukemic cell infiltration 4 4 1 2

<a> a ¢ Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.

0268

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE: 6

Group Name Control 1500 ppm 3000 ppm 8000 ppm
No. of Animals on Study 20 21 18 10

Organ Findings,

[Urinary system]

kidney <20> QL <18> <10>
metastasis: Lliver tumor 1 0 0 0
metastasis:uterus tumor 0 2 1 0

urin bladd <20> 2 <18> <10>
letkemic csll infiltration 7 2 4 2

[Endacrine system]

pituitary <20> Qn <18> <10>
leukemic cell infiltration 1 1 1 0

thyroid <20> 2D <18> <10>
leukemic cell infiltration 0 0 1 0

parathyroid <20> QL <18> <10>
leukemic cell infiltration 1 0 0 0

adrenal <20 Qe <18> <10
teukemic cell infiltration 5 5 1 0
metastasisiuterus tumor 0 0 1 0

[Reproductive system]

ovary <20> Qen <18> <10
Leukemic cell infiltration 8 7 8 1
metastasis:uterus tumor 0 4 3 2

uterus 20> QD <18> <16>
leukemic cell infiltration 7 6 8 1

<a> a * Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. @ 0268

ANTHAL ¢ HOUSE Crj:BDF1
REPORT TYPE : Al

SEX : FEMALE

HISTOLOGICAL FINDINGS : METASTASIS OF TUNOR (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

PAGE ¢ 7
Group Name Controt 1500 ppm 3000 ppm 8000 ppm
No. of Animals on Study 20 21 18 10

Organ Findines

[Reproductive system}

vagina <20> QL 18> <10
leukemic cell infiltration 4 1 0 1

[Nervous system]

brain <20> <2 18> <10>
teukemic cell infiltration 2 3 1 0
metastasisipituitary tumor 0 0 1 0

spinal cord 20> 21> <18> <10>
leukemic cell infiltration 1 2 1 0

[Special sense organs/appendags]

Harder gt <20 QD <18 <10
leukemic cell infiltration 0 0 1 0

[Musculoskeletal system)

muscle <20> <21 18> <10>
leukemic cell infiltration 0 0 1 1

<a> a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX P 5
HISTOLOGICAL FINDINGS @ METASTASIS OF TUMOR : SUMMARY
MOUSE : FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. = 0268

HISTOLOGICAL FINDINGS : NETASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 4

Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 49

Organ Findings

[Integumentary system/appandags]

skin/app <50> <50> <50> <49
teukemic cell infiltration 1 0 1 0

subcutis <50> <GB0 <50 <4
leukemic cell infiltration 1 1 0 0
metastasis:uterus tumor 0 1 0 0

[Respiratory system]

nasal cavit <50> <50> <50> <48>
leukemic cell infiltration 0 2 1 0
metastasisisubcutis tumor 1 0 0 0

lung <60> <GB0 <50 U
leukemic cell infiltration 15 14 14 7
metastasis: Liver tumor 1 0 0 0
metastasisiuterus tumor 0 2 2 1

[Hematopoistic system]

bone marrow <GB0 <50> <50 <48>
leukemic cell infiltration 3 5 2 2

Lymph node <50> <50> <50 <49
metastasis:uterus tumor 0 2 0 0

spleen <50> <50> <50> <48>
teukemic cell infiltration 14 11 11 3
metastasis: Liver tumor 2 0 0 1

<a> a : Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. = 0288 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE: 5

Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 43

Organ Findings,

[Hematopoisetic system]

spleen <BO> <50> (G <49
metastasisiuterus tumor 1 4 1 3
metastasis:stomach tumor 0 0 1 0

[Circulatory system]

heart <50> <50> <50> <49
leukemic cell infiltration 5 3 3 0
metastasisiuterus tumor 1 0 0 0

[Digestive system]

tongue <50> <50> <50> 49
leukemic cell infiltration 2 0 3 0

salivary sl <50> <50> <60 <49
leukemic cell infiltration 9 1 5 1

stomach <50> <505 <50> <49
leukemic cell infiltration 4 1 0 0

small intes <50> <502 <50> <49>
leukemic cell infiltration 0 1 0 0
metastasis:uterus tumor 0 0 0 1

Liver <50> <50 <50> <49
teukemic cell infiltration 13 14 16 5
metastasisiuterus tumor 1 6 4 4
metastasis:stomach tumor 0 0 1 0

<a> a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. ¢ 0268

HISTOLOGICAL FINDINGS

: METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE (rj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX . FEMALE PAGE: 6

Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 49

Organ Findings,

[Digestive system]

gall bladd <50 <50> <50> AP
leukemic cell infiltration 0 1 0 0

pancreas <50> <50> <50> 48>
leukemic cell infiltration 8 1 1 1
metastasis:peritoneun tumor 1 0 0 0

[Urinary system]

kidney <50> 50> <50> 49>
leukemic cell infiltration 8 8 3 3
metastasis: Liver tumor 1 0 0 0
metastasis:uterus tumor 0 2 1 0

urin bladd <50> <50> <50> <49>
leukemic cell infiltration 12 5 5 4

[Endocrine system]

pituitary <50> <50> <50> <4
leukemic cell infiltration 1 1 1 0

thyroid <50> <50 <50> 4D
letkemic cell infiltration 0 0 1 0

parathyroid <50> <50> <50> 49
leukemic cell infiltration 2 0 0 0

adrenal <50> <50> <50> <49
Lleukemic cell infiltration 5 6 1 1

<a> a * Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUBY NO. = 0268

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANIMAL + HOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 7

Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 49

Organ Findings,

[Endocrine system]

adrenal <50> <50> <50 <49>
metastasis:uterus tumor 0 0 1 0

[Reproductive system]

ovary <50 <50> 50> <4
Leukemic cell infiltration 11 10 8 5
motastasis:uterus tumor 1 5 3 4

uterus <50> <50> <50 <49
teukemic cell infiltration 10 7 8 2

vagina <50> <50> <50 <49>
leukemic cell infiltration 4 2 0 1

mammary gl <50 <50> <50> 49
leukemic cell infiltration 3 0 0 0

[Neruous system]

brain <50> <50> <50> <49
leukemic cell infiltration 2 4 1 0
metastasisipituitary tumor 0 0 1 0

spinal cord <50> <50> <50> 4P
leukemic cell infiltration 1 2 1 0

[Soecial sense oreans/appendage]

Harder gl <50 <BW <50> UP»
letkemic cell infiltration 1 1 1 0

<a> a : Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. = 0268 HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: 8
Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 50 50 50 49

Organ Findings

[Musculoskeletal system]

muscle <50 <500 <B0> <UD

Leukemic cell infiltration 1 0 1 1
<ad a * Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3
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MOUSE : FEMALE : SACRIFICED ANIMALS
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STUDY NO. : 0268

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE Grj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE: 3

Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 28 32 39

Organ Findings,

[Integumentary system/appandags]

skin/app <30> 29 <32> <39
leukemic cell infiltration 1 0 0 0

subcutis <30> <29 <32> <39
leukemic cell infiltration 1 0 0 0

[Respiratory system)

nasal cavit (&1 <29> <32> <39
leukemic cell infiltration 0 1 0 0
metastasis:subcutis tumor 1 0 0 0

lung <30> 29 <82> <3P
teukemic cell infiltration 7 5 4 6

{Hematopaistic system)

bone marrow <30 29 <32> 3D
leukemic cell infiltration 0 1 0 1

spleen <30> P <32> <39
tetkemic cell infiltration 6 3 2 1
metastasisiuterus tumor 0 1 0 1
metastasisistomach tumor 0 0 1 0

[Circulatory system]

heart <30 <29 <32> <3%>
teukemic cell infiltration 3 2 0 0

<a> a ¢ Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. : 0268 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FENALE PAGE : 4

Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 29 32 39

Organ Findings

[Digestive systenm]

‘tongue <30> Q29 <32> <3P
leukemic cell infiltration 1 0 0 0

sativary gl <30> 29 <32> <39
teukemic csll infiltration 6 0 2 0

stomach <30> <29> <32> <38
leukemic cell infiltration 3 0 0 0

small intes <30> 2% <32> <39
leukemic cell infiltration 0 1 0 0
metastasisiuterus tumor 0 0 0 1

Liver <30> Q29 <32> <39
teukemic cell infiltration 6 7 7 4
metastasisiuterus tumor 0 1 0 2
metastasis:stomach tumor 0 0 1 0

pancireas <30> <29 <82> <39
leukemic cell infiltration 4 1 0 1

[Urinary systen]

kidney <30 <29> <82> 3P
teukemic cell infiltration 4 4 2 1

urin bladd <30> 29 <32> <39
leukemic cell infiltration 5 3 1 2

[Endocrine system}

parathyroid <30> 29 <32> <39
leukemic cell infiltration 1 0 0 0

<a> a * Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. @ 0268

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE: 5

Group Name Control 1500 ppm 3000 ppm 6000 ppm
No. of Animals on Study 30 29 32 39

Organ Findinos

[Endocrine systen]

adrenal <30> 29 32> <39>
leukemic cell infiltration 0 1 0 1

[Reproductive system)

ovary <30 <29> <32> 3D
leukemic cell infiltration 3 3 0 4
metastasis:uterus tumor 1 1 0 2

uterus <30> 2 <32> 3D
teukemic cell infiltration 3 1 0 1

vagina <30 29 <32> <389
leukemic cetl infiltration 0 1 0 0

mammary gl <30 <29 32> <39
teukemic cell infiltration 3 0 0 0

[Neruous systenm]

brain <30> 29 32> <3P
leukemic cell infiltration 0 1 0 0

[Special sense organs/appendags]

Harder gl <30> 29 <32> <3P
lewkemic coll infiltration 1 1 0 0

[Musculoskeletal system]

muscle <30> @D <32> <8
Leukemic cell infiltration 1 0 0 0

<a> ‘ a : Number of animals examined at ths site

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX Q 1

IDENTITY OF GLYOXAL IN THE 2-YEAR DRINKING WATER STUDY



- (Study No. 0268)
IDENTITY OF GLYOXAL IN THE 2-YEAR DRINKING WATER STUDY
Test Substance : Glyoxal (Wako Pure Chemical Industries, LTD.)

A. Lot No. : CAK4487

1. Spectral data

Mass Spectrometry
Instrument : Hitachi M-80B Mass Spectrometer
Ionizaﬁon : EI (Electron Ionization)
Ionization Voltage : 70eV
100 17 [
" 29
50 3
‘ J s
0: |_'1,l[il,"1,.[t.u et
o Sa 1800
m/z
Mass Spectrum of Test Substance
*
Determined Values Literature Values
Fragment Peak (m/z) Fragment Peak (m/z)
17 17
29 29
58 58

Results: The mass spectrum was consistent with literature spectrum.

(*S. R. Heller and G. W. A. Milne (1978) EPA/NIH Mass spectral data base.
Nat. Stand. Ref. Data Ser., Nat. Bur. Stand. (U.S.), 63, Vol. 1, pp. 7)

2. Conclusions: The test substance was identified as glyoxal, by the mass spectrum.



N (Study No. 0268)
B. Lot No. : SKQ5736

1. Spectral data

Mass Spectrometry
Instrument : Hitachi M-80B Mass Spectrometer
Ionization : EI (Electron Ionization)
Ionization Voltage 1 70eV
160 17 b
] [
4 29
sa ~ -
-: 58
5 - 1 ’ S N J ,f”m! P LL‘ SEESNEENENY —
] potal 100
m/z
Mass Spectrum of Test Substance
. . E3
Determined Values Literature Values
Fragment Peak (m/z) Fragment Peak (m/z)
17 17
29 29
58 58

Results: The mass spectrum was consistent with literature spectrum.

(*S. R. Heller and G. W. A. Milne (1978) EPA/NIH Mass spectral data base.
Nat. Stand. Ref. Data Ser., Nat. Bur. Stand. (U.S.), 63, Vol. 1, pp. 7)

2. Conclusions: The test substance was identified as glyoxal, by the mass spectrum.



C. Lot No.

1. Spectral data

: SKE5515

Mass Spectrometry
Instrument : Hitachi M-80B Mass Spectrometer
Ionization : EI (Electron Ionization)
Ionization Voltage : 70eV
1007 17
: E
_ ] 29
) 3 i
50 ]
_ 58
_j i
o | ~HE .H;l‘ S T - : . ’
o sa 100
m/z
Mass Spectrum of Test Substance
*
Determined Values Literature Values
) Fragment Peak (m/z) Fragment Peak (m/z)
17 17
29 29
58 58

Results: The mass spectrum was consistent with literature spectrum.

(*S. R. Heller and G. W. A. Milne (1978) EPA/NIH Mass spectral data base.
Nat. Stand. Ref. Data Ser., Nat. Bur. Stand. (U.S.), 63, Vol. 1, pp. 7)

2. Conclusions: The test substance was identified as glyoxal, by the mass spectrum.

(Study No. 0268)



APPENDIX Q 2

STABILITY OF GLYOXAL IN THE 2-YEAR DRINKING WATER STUDY



(Study No. 0268)

STABILITY OF GLYOXAL IN THE 2-YEAR DRINKING WATER STUDY

Test Substance : Glyoxal (Wako Pure Chemical Industries, LTD.)

A. Lot No. : CAK4487

1. Sample : This lot was used from 1994.9.30 to 1995.8.18. Test substance was stored
in the dark place at room temperature.

2. Gas Chromatography

Instrument : Hewlett Packard 5890A Gas Chromatograph

Column : Methyl Silicone (0.2 mm¢ X 25 m)

Column Temperature : 140° C

Flow Rate : 0.7 mL/min
Detector : FID (Flame Ionization Detector)
Injection Volume 1 uL
. Pre-Treatment : Glyoxal was allowed to react with quinoxaline, and analyzed. First,

50% hydroxylammonium chloride (0.02 mL), 36% hydrochloric acid
(0.1 mL), 4% o-phenylene diamine dihydrochloride (0.05 mL) were
added to a glyoxal solution (1 mL). This mixture was stirred at

75 °C for 0.5 hr. Then, this solution was extracted with ethyl acetate
(2 mL) and analyzed.

Date . Peak No.
(date analyzed)

Retention Time Area*
(min) (%)

1994.09.05 1
2
1995.08.28 1
2

1.293 (Solvent Peak)
2.03 100

1.292 (Solvent Peak)
2.028 100

* The solvent peak was excluded from the area calculation.

Results: Gas chromatography indicated one major peak (peak No.2) and solvent peak (peak No.l)
analyzed at 1994.9.5 and one major peak (peak No.2) and solvent peak (peak No.l)
analyzed at 1995.8.28. No new trace impurity peak in the test substance analyzed at

1995.8.28 was detected.

3. Conclusions: The test substance was stable for about 1 year in the dark place at room temperature.



- (Study No. 0268)
B. Lot No. : SKQ5736

1. Sample : This lot was used from 1995.8.18 to 1996.3.8. Test substance was stored
in the dark place at room temperature.

2. Gas Chromatography

Instrument : Hewlett Packard 5890A Gas Chromatograph
Column : Methyl Silicone (0.2 mm¢® X 25m)

Column Temperature : 140 *C

Flow Rate : 0.7 mL/min

Detector : FID (Flame Ionization Detector)

Injection Volume : 1 ul

Pre-Treatment : Glyoxal was allowed to react with quinoxaline, and analyzed. First,

50% hydroxylammonium chloride (0.02 mL), 36% hydrochloric acid (0.1
mL), 4% o-phenylene diamine dihydrochloride (0.05 ml) were added
to a glyoxal solution (1 mL). This mixture was stirred at 75 C for
0.5 hr. Then, this solution was extracted with ethyl acetate (2 mL) and

analyzed.
Date Peak No. Retention Time Area*
(date analyzed) (min) (%)
1995.08.15 1 1.227 (Solvent Peak)

2 2.055 100
1996.03.15 1 1.227 (Solvent Peak)

2 2.055 100

* The solvent peak was excluded from the area calculation.

Results: Gas chromatography indicated one major peak (peak No.2) and solvent peak (peak No.1)
analyzed at 1995.8.15 and one major peak (peak No.2) and solvent peak (peak No.l)
analyzed at 1996.3.15. No new trace impurity peak in the test substance analyzed at
1996.3.15 was detected.

3. Conclusions: The test substance was stable for about 7 months in the dark place at room temperature.



(Study No. 0268)

C. Lot No. : SKE5515

1. Sample : This lot was used from 1996.3.8 to 1996.10.4. Test substance was stored
in the dark place at room temperature.

2. Gas Chromatography
Instrument : Hewlett Packard 5890A Gas Chromatograph

Column : Methyl Silicone (0.2 mm¢ X 25 m)

Column Temperature : 140 *C

Flow Rate : 0.7 mL/min

Detector : FID (Flame Ionization Detector)

Injection Volume : 1 pL

Pre-Treatment : Glyoxal was allowed to react with quinoxaline, and analyzed. First,

50% hydroxylammonium chloride (0.02mL), 36% hydrochloric acid
(0.1mL), 4% o-phenylene diamine dihydrochloride (0.05mL) were
added to a glyoxal solution (1ImL). This mixture was stirred at 75°C
for 0.5 hr. Then, this solution was extracted with ethyl acetate (2mL)

and analyzed.
Date Peak No. Retention Time Area*
(date analyzed) (min) (%)
1996.02.13 1 1.207 (Solvent Peak)
2 2.008 100
1996.10.15 1 1.207 (Solvent Peak)
2 2.01 100

* The solvent peak was excluded from the area calculation.

Results: Gas chromatography indicated one major peak (peak No.2) and solvent peak (peak No.l)
analyzed at 1996.2.13 and one major peak (peak No.2Z) and solvent peak (peak No.l)
analyzed at 1996.10.15. No new trace impurity peak in the test substance analyzed at
1996.10.15 was detected.

3. Conclusions: The test substance was stable for about 8 months in the dark place at room temperature.



APPENDIX R 1

CONCENTMOUSEION OF GLYOXAL IN FORMULATED WATER IN THE

2-YEAR DRINKING WATER STUDY



CONCENTRATION OF GLYOXAL IN FORMULATED WATER IN THE 2-YEAR DRINKING WATER STUDY.

Date Analyzed

Target Concentration

333°

1000

1500

- 3000

6000

1994.12.02
1995.02.17
1995.05.23
1995.08.15
1995.11.07
1996.01.30
1996.04.23
1996.07.16

341 (102.4)°
358 (107.5)
347 (104.2)
359 (107.8)
350 (105.1)
358 (107.5)
366 (109.9)
328 ( 98.5)

1038 (103.8)
1004 (100.4)
1069 (106.9)
1050 (105.0)
1050 (105.0)
1072 (107.2)
1067 (106.7)
1003 (100.3)

1567 (104.5)
1680 (112.0)
1444 ( 96.3)
1607 (107.1)
1577 (105.1)
1611 (107.4)
1605 (107.0)
1582 (105.5)

3134 (104.5)
3487 (116.2)
3041 (101.4)
3252 (108.4)
3153 (105.1)
3238 (107.9)
3256 (108.5)
3134 (104.5)

6208 (103.5)
7050 (117.5)
6023 (100.4)
6443 (107.4)
6307 (105.1)
6430 (107.2)
6358 (106.0)
6327 (105.5)

* ppm
® 9

Analytical method: The samples were analyzed by the GC.

Instrument : Hewlett Packard 5890A Gas Chromatograph

Column : Methyl Silicone (0.2 mm¢ X25 m) Column Temperature: 140 °C
Flow Rate : 0.7 mL/min Injection Volume : 1 upL
Detector : FID (Flame Ionization Detector)

Pre-Treatment : Glyoxal was allowed to react with quinoxaline, and analyzed. First, 50% hydroxylammonium chloride
(0.02 mL), 36% hydrochloric acid (0.1 mL), 4% o-phenylene diamine dihydrochloride (0.05 mL) were
added to a glyoxal solution (1 mL). This mixture was stirred at 75 °C for 0.5 hr. Then, this

solution was extracted with ethyl acetate (2 mL) and analyzed.

(89z0 "oN Apmg)



APPENDIX R 2

STABILITY OF GLYOXAL IN FORMULATED WATER IN THE

2-YEAR DRINKING WATER STUDY



STABILITY OF GLYOXAL IN FORMULATED WATER IN THE 2-YEAR DRINKING WATER STUDY

Target Concentration

Date Prepared Date Analyzed 333" 6000

1994.08.29° 1994.08.29 329 (100)h 6304 (100)
1994.09.02° 343 (104.3) 6092 ( 96.6)
1994.09.06° 323 ( 98.2) 5957 ( 94.5)

Target Concentration

Date Prepared Date Analyzed 333* 6000
1994.12.02° 1994.12.02 341 (100)b 6208 (100)

1994.12.16° 298 ( 87.4) 6278 (101.1)
* ppm

® % (Percentage were based on the concentration on date of preparation.)
¢ Animal room samples

Analytical method

Instrument
Column
Flow Rate
Detector

Pre-Treatment

: The samples were analyzed by the GC.

: Hewlett Packard 5890A Gas Chromatograph
: Methyl Silicone (0.2 mm ¢ X25 m) Column Temperature: 140 °C

: 0.7 mL/min Injection Volume : 1 uL
: FID (Flame Ionization Detector)

: Glyoxal was allowed to react with quinoxaline, and analyzed. First, 50%

hydroxylammonium chloride (0.02 mL), 86% hydrochloric acid (0.1 mL), 4%
o-phenylene diamine dihydrochloride (0.05 mL) were added to a glyoxal
solution (1 mL). This mixture was stirred at 75 °C for 0.5 hr. Then, this
solution was extracted with ethyl acetate (2 mL) and analyzed.

(8920 oN Apmus)



APPENDIX S 1
METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS IN THE

2-YEAR DRINKING WATER STUDY OF GLYOXAL



METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS
IN THE 2-YEAR DRINKING WATER STUDY OF GLYOXAL

Item Method
Hematology ‘ \
Red blood cell (RBC) Light scattering method )
Hemoglobin (Hgb) Cyanmethemoglobin method )
Hematocrit (Hct) Calculated as RBC X MCV/10

Mean corpuscular volume (MCV)

Mean corpuscular hemoglobin (MCH)

Mean corpuscular hemoglobin concentration (MCHC)
Platelet

Light scattering method K
Calculated as Hgb/RBC X 10"
Calculated as Hgb/Het X 100 N
Light scattering method K
Light scattering method K

White blood cell (WBC) ° 2
Differential WBC Pattern recognition method
(May-Grunwald-Giemsa staining)

Biochemistry

Total protein (TP) Biuret method >

Albumin (Alb) BCG method *

A/G ratio Calculated as Alb/(TP— Alb) Y

T-bilirubin Alkaline azobilirubin method ?

Glucose Enzymatic method (GLK* G-6-PDH) Y

T-cholesterol

Triglyceride

Glutamic oxaloacetic transaminase (GOT)
Glutamic pyruvic transaminase (GPT)
Lactate dehydrogenase (LDH)
Alkaline phosphatase (ALP)

Creatine phosphokinase (CPK)

Urea nitrogen

Sodium

Potassium

Chloride

Calcium

Inorganic phosphorus

Enzymatic method (CE-COD-POD) X
Enzymatic method (LPL-GK-GPO-POD) Y
UV Rate method Y

UV Rate method ?

UV-Rate method ¥
p-Nitrophenylphosphate method Y
UV-Rate method Y

Enzymatic method (Urease * GLDH) ¥
Ion selective electrode method ¥

Ion selective electrode method ¥

Ion selective electrode method Y
OCPC method

Enzymatic method (PNP+XOD*POD) >

Urinalysis
pH,Protein,Glucose,Ketone body,Occult blood,
Urobilinogen

Urinalysis reagent paper method Y

1) Automatic blood cell analyzer (Technicon H-1 : Technicon Instruments Corporation,USA)
2) Automatic blood cell differential analyzer (Hitachi 8200 : Hitachi,Ltd.,Japan)

3) Automatic analyzer (Hitachi 7070 : Hitachi,Ltd.,Japan)

4) Ames reagent strips for urinalysis (Uro-Labstix : Bayer-Sankyo Co.,Ltd.,Japan)
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UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY IN THE

2-YEAR DRINKING WATER STUDY OF GLYOXAL



UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

IN THE 2-YEAR DRINKING WATER STUDY OF GLYOXAL
Item Unit Decimal
place

Hematology

Red blood cell (RBC) X10°/ L 2
Hemoglobin g/dL 1
Hematocrit % 1
Mean corpuscular volume (MCV) fL 1
Mean corpuscular hemoglobin (MCH) pg 1
Mean corpuscular hemoglobin concentration (MCHC) g/dL 1
Platelet X10%/ 11, 0
White blood cell (WBC) X10°/uL 2
Differential WBC % 0
Biochemistry

Total protein g/dL 1
Albumin g/dL 1
A/G ratio - 1
T-bilirubin mg/dL 2
Glucose mg/dL 0
T-cholesterol mg/dL 0
Triglyceride mg/dL 0
Glutamic oxaloacetic transminase (GOT) IU/L 0
Glutamic pyruvic transaminase (GPT) IU/L 0
Lactate dehydrogenase (LDH) IU/L 0
Alkaline phosphatase (ALP) IU/L 0
Creatine phosphokinase (CPK) IU/L 0
Urea nitrogen mg/dL 1
Sodium mEq/L 0
Potassium mEq/L 1
Chloride mEqg/L 0
Calcium mg/dL 1
Inorganic phosphorus mg/dL 1




