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SUMMARY, RAT: MALE: SACRIFICED ANIMALS (2-YEAR
STUDY)

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR:
SUMMARY, RAT: FEMALE: SACRIFICED ANIMALS ( 2-YEAR
STUDY)



(Study No. 0284)

APPENDIXES (CONTINUED)

APPENDIX Q 1 IDENTITY OF HYDRAZINE MONOHYDRATE IN THE 2-YEAR
DRINKING WATER STUDY

APPENDIX Q 2 STABILITY OF HYDRAZINE MONOHYDRATE IN THE 2-YEAR
DRINKING WATER STUDY

APPENDIX Q 3 CONCENTRATION OF HYDRAZINE MONOHYDRATE IN
FORMULATED WATER IN THE 2-YEAR DRINKING WATER
STUDY

APPENDIX Q 4 STABILITY OF HYDRAZINE MONOHYDRATE IN FORMULATED
WATER IN THE 2-YEAR DRINKING WATER STUDY

APPENDIX R 1 METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND
URINALYSIS IN THE 2-YEAR DRINKING WATER STUDY OF
HYDRAZINE MONCHYDRATE

APPENDIXR 2 UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND
BIOCHEMISTRY IN THE 2-YEAR DRINKING WATER STUDY OF
HYDRAZINE MONOHYDRATE



APPENDIX A1l
CLINICAL OBSERVATION: SUMMARY, RAT: MALE

(2-YEAR STUDY))



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0284

STUDY NO.
ANINAL

 RAT F344/DuCrj

REPORT TYPE

T AL 104

1

PAGE :

SEX : MALE

Administration Week-day

Group Name

Clinical sion

8-7 -7 10-7 11-7 12-7 13-7 14-7

7-7

7 2-7 3-7 4-7

1_

Control

DEATH

20 ppm
40 ppm
80 ppm

Control

MORIBUND SACRIFICE

20 ppm
40 ppm
80 ppm

Contral

LOCOMOTOR MOVEMENT DECR

20 ppm
40 ppm
80 ppm

Control

HUNCHBACK POSITION

20 ppm
40 ppm
80 ppm

<

Control

PARALYTIC GAIT

20 ppm
40 ppm
80 ppm

Control

WASTING

20 ppm
40 ppm
80 ppm

Control

PILOERECTION

20 ppm

40 ppm
80 ppm

Control

FROG BELLY

20 ppm
40 ppm
80 ppm

<

<

BAIS3

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIHALS

0284
: RAT F344/DuCrj

REPORT TYPE : Al 104

STUDY NO.
ANIMAL

2

PAGE :

¢ YALE

SEX

Administration Week-day

Group Name

Clinical sisn

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

15-7

Control

DEATH

20 ppm
40 ppm
80 ppm

Control

MORIBUND SACRIFICE

20 ppm
40 ppm
80 ppm

Control

LOCOMOTOR MOVEMENT DECR

20 ppm
40 ppm
80 ppm

Control

HUNCHBACK POSITION

20 ppm
40 ppm
80 ppm

Control

PARALYTIC GAIT

20 ppm
40 ppm
80 ppm

Control

WASTING

20 ppm
40 ppm
80 ppm

Control

PILOERECTION

20 ppm

40 ppm
80 ppm

Control

FROG BELLY

20 ppm
40 ppm
80 ppm

BAIS3

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

© 0284

STUDY NO.
ANIHAL

+ RAT F344/DuCrj

REPORT TYPE

© Al 104

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 39-7 40-7 41-7 42-7

30-7

Control

DEATH

20 ppm
40 ppm
80 ppm

Control

MORIBUND SACRIFICE

20 ppm
40 ppm
80 ppm

Control

LOCOMOTOR MOVEMENT DECR

<

20 ppm
40 ppm
80 ppm

Control

HUNCHBACK POSITION

20 ppm
40 ppm
80 ppm

<

(=4

Control

PARALYTIC GAIT

20 ppm
40 ppm
80 ppm

Control

WASTING

20 ppm
40 ppm
80 ppm

Control

PILOERECTION

20 ppm
40 ppm
80 ppm

Control

FROG BELLY

20 pom
40 ppm
80 ppm

BAIS3

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

T 0284

STUDY NO.
ANINAL

: RAT F344/DuCrj

REPORT TYPE

T Al 104

4

PAGE :

SEX : MALE

Administration Week-day

43-7

Group Name

Clinical sign

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

DEATH

L=

20 ppm
40 ppm
80 ppm

(== N1

Control
20 ppm
40 ppm
80 ppm

MORIBUND SACRIFICE

(=W Wl

Control
20 ppm
40 ppm
80 pem

LOCOMOTOR MOVEMENT DECR

Control

HUNCHBACK POSITION

20 ppm
40 ppm
80 ppm

L=

Control

PARALYTIC GAIT

20 ppm
40 ppm
80 ppm

Contral

WASTING

20 ppm
40 ppm
80 ppm

Control

PILOERECTION

20 ppm
40 ppm
80 ppm

Control

FROG BELLY

20 ppm
40 ppm
80 ppm

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

¢ 0284

STUDY NO.
ANINAL

: RAT F344/DuCri

REPORT TYPE

T Al 104

5

PAGE :

© HALE

SEX

Administration Week-day

57-7

Group Name

Clinical sion

58-7 60-7 61-7 62-7 637 64-7 85~7 66-7 67-7 68-7 69-7 70-7

58-7

Control

DEATH

20 ppm
40 ppm
80 ppm

Control

MORIBUND SACRIFICE

20 ppm
40 ppm
80 ppm

Control

LOCOMOTOR MOVEMENT DECR

[=1

20 ppm
40 ppm
80 ppm

Control

HUNCHBACK POSITION

20 ppm
40 ppm
80 ppm

Control

PARALYTIC GAIT

20 ppm
40 ppm
80 ppm

Control

WASTING

20 ppm
40 ppm
80 ppm

Control

PILOERECTION

20 ppm
40 ppm
80 ppm

Control

FROG BELLY

20 ppm
40 ppm
80 ppm

BAIS3

(HAN180)
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PAGE :
84-7

75-7 76-7 77-7 78-7 78-7 80-7 81-7 82-7 83-7

74-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

73-7

Administration Week-day
72-7

717

Control
20 ppm
40 ppm
80 ppm

Controt
20 ppm
40 ppm
80 pom

Control
20 ppm
40 ppm
80 pem

Group Name

: RAT F344/DuCrj
T AL 104

T 0284
REPORT TYPE

: MALE

MORIBUND SACRIFICE
LOCOMOTOR MOVEMENT DECR

STUDY NO.
ANIMAL

SEX

Clinical sign
DEATH

[=)

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

HUNCHBACK POSITION
PARALYTIC GAIT
PILOERECTION

WASTING

co oo

L=l o N ]

Control
20 ppm
40 ppm
80 ppm

FROG BELLY

BAIS3

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE

¢ Al 104

7

PAGE :

SEX : MALE

Administration Week—day

85-7

Group Name

Clinical sign

87-7 88-7 89-7 90-7 91-7 92-7 33-7 94-7 95-7 96-7 a7-7 98-7

86-7

Control

DEATH

20 ppm
40 ppm
80 ppm

Control

MORIBUND SACRIFICE

20 ppm
40 ppm
80 ppm

Control

LOCOMOTOR MOVEMENT DECR

20 ppm
40 ppm
80 ppm

Control

HUNCHBACK POSITION

20 ppm
40 ppm
80 ppm

Control

PARALYTIC GAIT

20 ppm
40 ppm
80 ppm

Control

WASTING

20 ppm
40 ppm
80 ppm

Control

PILOERECTION

20 ppm
40 ppm
80 ppm

OO OO

Cantrol
20 ppm
40 ppm
80 ppm

FROG BELLY

BAIS3

(HAN1S0)



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANTMAL ¢ RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE

PAGE: 8
Clinical sisn Group Name Adninistration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
DEATH Control 7 8 g g 10 11
20 ppm 6 7 8 8 10 10
40 ppm 1 1 1 1 3 3
80 ppm 3 3 3 3 3 4
MORIBUND SACRIFICE Control 1 1 2 2 2 2
20 pem 1 1 1 1 1 1
40 ppm 3 3 3 3 3 3
80 ppm 7 7 7 7 7 7
LOCOMOTOR MOVEMENT DECR Cantrol 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 1 0 0 0 0 0
80 ppm 0 0 0 0 0 0
HUNCHBACK POSITION Control 0 0 0 0 0 0
20 pom 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 pem 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0
20 ppm 0 0 0 1 1 1
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
PILOERECTION Control 0 0 0 1 1 0
20 ppm 0 0 0 1 1 1
40 ppm 1 0 0 0 0 0
80 ppm 0 0 0 0 0 0
FROG BELLY Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 pom 0 0 0 0 0 0
(HAN180)

BAIS3



g

PAGE :
14-7

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

-7

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIHALS

2-7 3-7

Administration Week-day
7

1-

Control
20 ppm
40 ppm
80 ppm

Group Name

: RAT F344/DuCri
T Al 104

1 0284
REPORT TYPE

¢ MALE

STUDY NO.

ANIMAL

SEX

Clinical sign

SOILED PERI GENITALIA

=1

(=3

Controt
20 ppm
40 ppm
80 pem

Controt
20 ppm
40 ppm
80 ppm

EXOPHTHALMOS
EYE OPACITY

O D

20 ppm
40 ppm
80 ppm

Control

CATARACT

Control

CORNEAL OPACITY

=3

20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

ANTERIOS CHAMBER OPACITY

<

BAIS3

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

EXTERNAL NASS
INTERNAL MASS

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE

¢ AL 104

10

PAGE :

¢ MALE

SEX

Administration Week-day

Group Name

Clinical sion

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

15-7

Control

SOILED PERI GENITALIA

20 ppm
40 ppm
80 ppm

Control

EXOPHTHALMOS

20 ppm
40 ppm
80 pom

Control

EYE OPACITY

20 ppm
40 ppm
80 ppm

Control

CATARACT

20 ppm
40 ppm
80 ppem

Control

CORNEAL OPACITY

20 ppm
40 ppm
80 ppm

Control

ANTERIOS CHAMBER OPACITY

20 ppm
40 ppm
80 ppm

Control

EXTERNAL MASS

(=)

<

20 ppm
40 ppm
80 ppm

SO OO

OO @

Control
20 ppm
40 ppm
80 ppm

INTERNAL MASS

BAIS3

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

T 0284

STUDY NO.
ANTMAL

+ RAT F344/DuCrj

REPORT TYPE

* Al 104

11

PAGE :

SEX : MALE

Administration Week-day

28-7

Group Name

Clinical sion

31-7 32~7 33-7 347 35-7 36-7 37-7 38~7 39-7 40-7 41-7 42-7

30-7

Control

SOILED PERI GENITALIA

20 ppm
40 ppm
80 ppm

Control

EXOPHTHALMOS

20 ppm
40 ppm
80 ppm

Control

EYE OPACITY

20 ppm
40 ppm
80 ppm

Control

CATARACT

20 ppm
40 ppm
80 ppm

Control

CORNEAL OPACITY

20 ppm
40 ppm
80 ppm

Contral

ANTERIOS CHAMBER OPACITY

20 ppm
40 ppm
80 ppm

Lo g

Control

EXTERNAL MASS

20 ppm
40 ppm

80 ppm

[N~ W WY

Control
20 ppm
40 ppm
80 ppm

INTERNAL MASS

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

¢ 0284

STUDY NO.
ANTMAL

: RAT F344/DuCrj

REPORT TYPE

T Al 104

12

PAGE :

© MALE

SEX

Administration Week-day

Group Name

Clinical sion

44-7 45-7 46-7 47-1 48-7 49-7 50-7 51-7 52-7 53-7 54~7 55-7 56-7

43-7

Control

SOILED PERI GENITALIA

20 ppm
40 ppm
80 ppm

Control

EXOPHTHALMOS

20 ppm
40 ppm
80 ppm

—

Control

EYE OPACITY

20 ppm
40 ppm
80 ppm

Control

CATARACT

20 ppm
40 ppm
80 ppm

Control

CORNEAL OPACITY

20 ppm
40 ppm
80 ppm

Control

ANTERIOS CHAMBER OPACITY

20 ppm
40 ppm
80 ppm

Control

EXTERNAL MASS

20 ppm
40 ppm

80 ppm

Control

INTERNAL MASS

20 ppm
40 ppm
80 ppm

BAIS3

(HAN130)



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

+ 0284

STUDY NO.
ANINAL

: RAT F344/DuCrj

REPORT TYPE

T Al 104

13

PAGE :

¢ MALE

SEX

Administration Week-day

Group Name

Clinical sisn

58-7 58-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 87-7 68-7 69-7 70-7

57-7

Control

SOILED PERI GENITALIA

20 ppm
40 ppm
80 ppm

Control

EXOPHTHALMOS

20 ppm
40 ppm
80 ppm

Controt
20 ppm
40 ppm
80 ppm

EYE OPACITY

Control

CATARACT

20 pom
40 ppm
80 ppm

Control

CORNEAL OPACITY

20 ppm
40 ppm
80 ppm

Control

ANTERIOS CHAMBER OPACITY

20 ppm
40 ppm
80 ppm

Control

EXTERNAL YASS

20 ppm
40 ppm
80 ppm

Control

INTERNAL MASS

<>

20 ppm
40 ppm
80 ppm

BAIS3

(HAN130)



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

© 0284

STUDY NO.
ANIMAL

+ RAT F344/DuCrj

¢ Al 104

REPORT TYPE

14

PAGE :

© HALE

SEX

Administration Week-day

Group Name

Clinical sign

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

71-7

Control

SOILED PERT GENITALIA

20 ppm
40 ppm
80 ppm

Control

EXOPHTHALNOS

20 pem
40 ppm
80 ppm

Control

EYE OPACITY

20 ppm
40 ppm
80 ppm

Control

CATARACT

S

20 ppm
40 ppm
80 ppm

Control

CORNEAL OPACITY

20 ppm
40 ppm
80 ppm

Control

ANTERIOS CHAMBER OPACITY

20 ppm
40 ppm
80 ppm

Control

EXTERNAL MASS

20 ppm
40 ppm
80 ppm

oo oo

(=== ]

Controt
20 ppm
40 ppm
80 ppm

INTERNAL MASS

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

¢ 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE

© Al 104

15

PAGE :

¢ MALE

SEX

Administration Week-day

85-7

Group Name

Clinical sign

87-7 88-7 89-7 80-7 81-7 92-7 93-7 84-7 95-7 96-7 97-7 88-7

86-7

Controt

SOILED PERI GENITALIA

20 ppm
40 ppm
80 ppm

Controt

EXOPHTHALXOS

20 ppm
40 ppm
80 ppm

Control

EYE OPACITY

20 ppm
40 ppm
80 ppm

Cantrol

CATARACT

20 ppm
40 ppm
80 ppm

Control

CORNEAL OPACITY

20 ppm
490 ppm
80 ppm

Control

ANTERIOS CHAMBER OPACITY

20 ppm

40 ppm
80 ppm

10
10

Control

EXTERNAL MASS

10 10

10

20 ppm
40 ppm
80 ppm

Control

INTERNAL MASS

20 ppm
40 ppm
80 ppm

BAIS3

(HAN1S0)



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL.  : RAT F344/DuCrij ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE

PAGE : 16
Clinical sign Graup Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
SOILED PERI GENITALIA Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 1 2 0 0
80 ppm v 0 0 0 0 0
EXOPHTHALMOS Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
EYE OPACITY Control 1 1 1 1 1 1
20 ppm 2 2 2 2 2 2
40 ppm 4 4 4 4 4 4
80 ppm 0 0 0 0 0 0
CATARACT Control 1 1 1 1 1 1
20 ppm 1 1 1 1 1 1
40 ppm 4 4 4 4 4 4
80 ppin 0 0 0 0 0 0
CORNEAL OPACITY Controt 0 0 0 0 0 0
20 ppm 1 1 1 1 1 1
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
ANTERIOS CHAMBER OPACITY Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
EXTERNAL ¥ASS Controt 9 11 10 11 11 11
20 ppm 10 10 9 8 7 7
40 ppm 3 4 4 5 4 5
80 ppm 8 8 6 8 8 8
INTERNAL MASS Cantrol 2 2 1 1 1 1
20 ppm 0 0 0 0 0 0
40 ppm 1 2 2 2 1 1
80 ppm 1 1 1 1 1 1
(HAN190)

BAIS3



PAGE @ 17
8-7 -7 10-7 11-7 12-7 13-7 14-7

71

6-7

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

2-7 3-7

Administration Week-day
1-7

Controt
20 ppm
40 ppm
80 ppm

Group Name

: RAT F344/DuCrj
t Al 104

¢ 0284
REPORT TYPE

SEX : MALE
Clinical sign

STUDY NO.
ANIMAL
M.NOSE

=1

Control

H.PERI MOUTH

<

<

<>

L)

<

20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm

Control
20 pom
40 ppm
80 ppm
Control

Controt

X.ORAL CAVITY
H.EAR

M.PERI EAR
H.HEAD

(=3

20 ppm
40 ppm
80 ppm

Control

H.NECK

(=

<

20 ppm

40 ppm
80 ppm

oo oo

SO oo

20 ppm
40 ppm
80 ppm

Control

H.FORLIMB

BAIS3

(HAN1S0)



PAGE ¢ 18
19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7 28-7

18-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

17-7

Administration Week-day
16-7

15-7

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Cantrol
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Group Name

: RAT F344/DuCrj
: Al 104

T 0284
REPORT TYPE

: MALE

STUDY NO.
ANTMAL

SEX

Clinical sign
¥.NOSE

¥.PERI MOUTH
H.ORAL CAVITY
N.EAR

¥.PERI EAR
M.HEAD
K.NECK
M.FORLIMB

[=1

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

¢ 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE

T Al 104

19

PAGE

© MALE

SEX

Administration Week-day

Group Name

Clinical sien

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

29-7

Control

H.NOSE

20 ppm
40 ppm
80 ppm

Controt

N.PERI NOUTH

20 ppm
40 ppm
80 ppm

Control

H.ORAL CAVITY

20 ppm
40 ppm
80 ppm

Control

H.EAR

20 ppom
40 ppm
80 ppm

Control

M.PERI EAR

20 ppm
40 ppm
80 ppm

Contral

¥.HEAD

20 ppm
40 ppm
80 ppm

Control

H.NECK

20 ppm
40 ppm
80 ppm

Control

M.FORLIMB

[

20 ppm
40 ppm
80 ppm

BAIS3

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

T 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE

T Al 104

20

PAGE :

: MALE

SEX

Administration Week-day

43-7

Group Name

Clinical sigon

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

H.NOSE

20 ppm
40 ppm
80 ppm

Control

M.PERI MOUTH

20 ppm
40 ppm
80 ppm

<

Control

M.ORAL CAVITY

20 pem
40 ppm
80 ppm

Control

M.EAR

20 ppm
40 ppm
80 ppm

Control

H.PERI EAR

<

<

20 ppm
40 ppm
80 ppm

Control

H.HEAD

20 pom
40 ppm
80 ppm

Control

M. NECK

20 ppm
40 ppm
80 pem

Control

H.FORLIMB

20 ppm
40 ppm
80 ppm

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

© 0284

STUDY NO.
ANINAL

: RAT F344/DuCrj

REPORT TYPE

¢ Al 104

21

PAGE :

: MALE

SEX

Administration Wesk-day

Group Name

Clinical sign

58-7 58-7 60-7 61-7 62-7 83-7 64-7 65~7 66-7 67-7 68-7 69-7 70-7

57-7

Control

H.NOSE

20 ppm
40 ppm
80 ppm

<

Control

M.PER1 MOUTH

20 ppm
40 ppm
80 ppm

Control

M.ORAL CAVITY

20 ppm
40 ppm
80 ppm

Control

H.EAR

20 ppm
40 ppm
80 ppm

Controt

M.PERT EAR

[=3

20 ppm
40 ppm
80 ppm

Control

H.HEAD

20 ppm
40 ppm
80 ppm

Control

M. NECK

o

<

20 ppm
40 ppm
80 ppm

(=)

Control

H.FORLIMB

o

20 ppm
40 ppm
80 ppm

<

BAIS3

(HAN180)
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PAGE :
84-7

75-7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 837

74-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

73-7

Administration Week-day
72-7

71-7

Cantrol
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Cantrol
20 ppm
40 ppm
80 ppm
Control
20 ppm

Group Name

¢ RAT F344/DuCrj
T Al 104

: 0284
REPORT TYPE

* MALE

H.ORAL CAVITY

Clinical sion
M.PERI MOUTH

STUDY NO.
ANINAL
H.NOSE
H.EAR

SEX

DD

40 ppm
80 ppm

Control

M.PERI EAR

—

20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

H.HEAD

(=1

BAIS3

20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Control

¥.NECK
M.FORLIXB
(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0284

STUDY NO.
ANINAL

: RAT F344/Dulri

REPORT TYPE

t Al 104
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PAGE

SEX : MALE

Adninistration Week-day

85-7

Group Name

Clinical sign

87-7 88-7 89-7 80-7 91-7 92-7 93-7 84-7 95-7 86-7 97-7 98-7

86-7

Control

H.NOSE

20 ppm
40 ppm
80 ppm

Cantrol

H.PERI MOUTH

20 ppm

L)

40 ppm
80 ppm

Controt

M.ORAL CAVITY

(=)

20 pom
40 ppm
80 ppm

Control

M.EAR

20 ppm
40 ppm
80 ppm

—

<

Control

M.PERI EAR

20 ppm
40 ppm
80 ppm

Control

M.HEAD

20 ppm
40 ppm
80 ppm

Control

H.NECK

20 ppm
40 ppn
80 ppm

Control

H.FORLIMB

(=]

20 ppm
40 ppm
80 ppm

BAIS3

(HAN190)



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANTHAL * RAT F344/DuCrj ALL ANINALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 24
Clinical sion Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
¥.NOSE Control 0 1 1 1 1 1
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
M.PERT HOUTH Control 1 1 0 1 1 1
20 ppm 1 1 1 1 1 1
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
M.ORAL CAVITY Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 1 1 1 1 1 1
H.EAR Control 0 0 0 0 0 0
20 ppm 1 1 1 1 1 1
40 ppm 1 1 1 1 1 1
80 ppm 0 0 0 0 0 0
N.PERI EAR Control 0 0 0 0 0 0
20 ppm 2 1 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
¥.HEAD Control 1 1 1 1 1 1
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
M.NECK Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 1 1 1
H.FORLINB Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
(HAN180)

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 ANINALS

2-7 3-7

Administration Week-day
7

1

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Control

Group Name

: RAT F344/DuCrj
T Al 104

T 0284
REPORT TYPE

: MALE

¥.ANTERIOR. DORSUM
¥.POSTERIOR DORSUH

STUDY NO.
ANIMAL
Clinical sign
M.BREAST

. ABDOMEN

SEX

[=1

20 ppm
40 ppm
80 ppm

(=1

BAIS3

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 pom
80 ppm
Control
20 ppm
40 ppm
80 ppm

K.HINDLIMB
M.GENITALIA
H.ANUS
ANENTA
(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0284

STUDY NO.
ANINAL

: RAT F344/DuCrj

REPORT TYPE

T Al 104

28

PAGE

: MALE

SEX

Adminisiration Week-day

15~7

Group Name

Clinical sign

17-7 18-7 18-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7 28-7

16-7

Control

H.BREAST

<

20 ppm
40 ppm
80 ppm

Control

M. ABDONEN

20 ppm
40 ppm
80 ppm

Control

H. ANTERIOR. DORSUN

20 ppm
40 ppm

80 ppm

Control

M.POSTERIOR DORSUM

20 ppm
40 ppm
80 ppm

Cantrol

M.HINDLIMB

<

20 ppm
40 pem
80 ppm

oo o O

Control
20 ppm
40 ppm
80 ppm

H.GENITALIA

Control

H.ANUS

20 ppm
40 ppm
80 ppm

Controt

ANEMIA

20 ppm
40 ppm
80 ppm

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

¢ 0284

STUDY NO.
ANIMAL

¢ RAT F344/DuCrj

REPCRT TYPE

T Al 104

27

PAGE :

: MALE

SEX

Administration Week-day

29-7

Group Name

Clinical sign

31-7 32-7 337 34-7 35-7 36-7 37-7 38-7 387 40-7 41-7 42-7

30-7

Control

H.BREAST

20 ppm
40 ppm
80 ppm

Cantrol

M. ABDOMEN

20 ppm
40 ppm
80 ppm

Control

K. ANTERIOR. DORSUM

20 ppm
40 ppm
80 ppm

Control

M.POSTERIOR DORSUM

20 ppm
40 ppm
80 ppm

Control

H.HINDLINB

<

20 ppm
40 ppm
80 ppm

Control

M.GENITALIA

20 ppm
40 ppm
80 ppm

Control

M. ANUS

20 ppm
40 ppm
80 ppm

Control

ANENIA

<

20 ppm
40 ppm
80 ppm

BAIS3

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0284

STUDY NO.
ANINAL

: RAT F344/DuCrj

REPORT TYPE : Al 104

28

PAGE :

: MALE

SEX

Administration Week-day

43-7

Group Name

Clinical sign

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

44-7

Control

M.BREAST

20 ppm
40 ppm
80 ppm

Control

. ABDOMEN

20 ppm
40 ppm
80 ppm

Contral

M. ANTERIOR. DORSUY

20 ppm
40 ppm
80 ppm

Control

¥.POSTERIOR DORSUM

20 ppm
40 ppm
80 ppm

[=1

Control

M.HINDLIMB

20 ppm
40 ppm
80 ppm

Control

H.GENITALIA

20 ppm
40 ppm
80 pem

Control

M. ANUS

20 ppm
40 ppm
80 ppm

Control

ANEMIA

20 ppm
40 ppm

80 ppm

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

+ 0284

STUDY NO.
ANIMAL

¢ RAT F344/DuCrj

REPORT TYPE

: Al 104

29

PAGE :

© MALE

SEX

Administration Week-day

Group Name

Clinical sign

58-7 59-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 89-7 70-7

57-7

Control

M.BREAST

20 ppm
40 ppm
80 ppm

Control

M. ABDOMEN

20 ppm
40 ppm
80 ppm

Control

¥, ANTERIOR. DORSUM

20 pom
40 ppm
80 ppm

Contral

M.POSTERIOR DORSUM

20 ppm
40 ppm
80 ppm

Controt

M.HINDLINB

20 ppm
40 ppm
80 ppm

Control

M.GENITALIA

20 ppm
40 ppm
80 ppm

Control

M. ANUS

20 ppw
40 ppm
80 ppm

Control

ANEMIA

20 ppm
40 ppm
80 ppm

BAIS3

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

T 0284

STUDY NO.
ANIMAL

1 RAT F344/DuCrj

REPORT TYPE

: Al 104

30

PAGE :

¢ MALE

SEX

Administration Week-day

71-7

Group Name

Clinical sien

73-7 74-7 75~7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7 84-7

72-7

Control

H.BREAST

20 ppm
40 ppm
80 ppm

Cantrol

. ABDOMEN

20 ppm
40 ppm
80 ppm

Cantrol

M.ANTERIOR. DORSUM

20 ppm
40 ppm
80 ppm

Control

¥.POSTERIOR DORSUM

20 ppm
40 ppm
80 ppm

Controt

M. HINDLINB

20 ppm
40 ppm
80 ppm

Control

M.GENITALIA

20 ppm
40 ppm
80 ppm

Control

H.ANUS

20 ppm

<

40 ppm
80 ppm

Control

ANEMIA

20 ppm
40 ppm
80 ppm

(=

(=3

BAIS3

(HAN180)
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PAGE :
98-7

89-7 80~7 91-7 92-7 93-7 94-7 85-7 96-7 97-7

88-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

87-7

Administration Week-day
86-7

85-7

Control
20 ppm
40 ppm
80 ppm

Contrat
20 ppm
40 ppm
80 ppm

Control
20 pem
40 ppm
80 ppm
Contral
20 ppm
40 ppm
80 ppm

Group Name

+ RAT F344/DuCrj
1Al 104

+ 0284
REPORT TYPE

© MALE

STUDY NO.

ANIMAL

SEX

Clinical sion
M.BREAST

M. ABDONEN
¥.ANTERIOR. DORSUM
M.POSTERIOR DORSUM

<>

BAIS3

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Comtrot
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

H.HINDLINB
M.GENITALIA
(HAN190)

H.ANUS
ANEMIA



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANINAL t RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 32
Clinical sion Group Name Administration Week-day
99-7 100-7 101~7 102-7 103-7 104-7
M.BREAST Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 1 1 1 1 0 0
80 ppm 1 1 1 1 1 1
X.ABDOMEN Control 2 2 2 2 2 2
20 ppm 2 3 3 2 2 2
40 ppm 1 1 1 1 1 1
80 ppm 2 2 2 2 2 2
M. ANTERIOR. DORSUN Control 4 5 5 5 5 5
20 ppm 4 4 4 4 4 4
40 ppm 0 0 0 1 1 2
80 pom 0 0 0 0 0 0
¥.POSTERIOR DORSUX Cantrol 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 1 1 1 1 1
80 ppm 0 0 0 1 1 1
M HINDLIMB Controt 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm ¢ 0 0 0 0 0
M.GENITALIA Controt 1 1 1 1 1 1
20 ppm 1 1 1 1 0 0
40 ppm 0 0 0 0 0 0
80 ppm 1 1 1 2 2 2
H.ANUS Cantrol 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 1 1 1 1 1 1
ANEMIA Control 1 1 0 0 0 0
20 pom 0 0 1 1 1 1
40 ppm 0 0 1 1 0 0
80 ppm 0 0 0 0 0 0
(HAN130)

BAIS3
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PAGE ¢
14-7

13-7

5-7 6~7 7-17 8-7 9-7 10-7 11-7 12-7

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

2-7 3-7

Administration Week-day
7

1_

Contral
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Group Name

: RAT F344/DuCrij
¢ Al 104

: 0284
REPORT TYPE

* HALE

STUDY NO.

ANTMAL

SEX

Clinical sign

CRUSTA

SWELLING

IRREGULAR BREATHING
ABNORMAL RESPIRATION
ABNORMAL RESPIRA.SOUND

<

BAIS3

Control
20 ppm
40 ppm
80 ppm

Cantral
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

RED URINE
YELLOW URINE
SMALL STOOL
(HAN1S0)



34

PAGE :
28-7

19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 217

18-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

17-7

Administration Week-day
16-7

15-7

20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Control

Group Name

RAT F344/DuCrj

0284
REPORT TYPE : Al 104

© MALE

STUDY NO.
ANIMAL
Glinical sign
CRUSTA
SWELLING

SEX

<

Control

IRREGULAR BREATHING

f=)

20 ppm
40 ppm
80 ppm

Cantrol
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Contraol
20 ppm
40 ppm
80 ppm

ABNORMAL RESPIRATION
ABNORMAL RESPIRA.SOUND

RED URINE
YELLOW URINE

S o oo

(==l =

Control
20 ppm
40 ppm
80 ppm

SMALL STOOL

BAIS3

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

¢ 0284

STUDY NO.
ANIHAL

¢ RAT F344/DuCrj

REPORT TYPE

¢ Al 104

35

PAGE :

: MALE

SEX

Administration Week-day

29-7

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

CRUSTA

20 ppm
40 ppm
80 ppm

Control

SWELLING

20 ppm
40 ppm
80 ppm

Control

IRREGULAR BREATHING

20 ppm
40 ppm
80 pem

Control

ABNORMAL RESPIRATION

20 pem
40 ppm
80 ppm

Control

ABNORMAL RESPIRA.SOUND

20 pem
40 ppm
80 ppm

Control

RED URINE

20 ppm
40 ppm
80 ppm

Control

YELLOW URINE

20 ppm
40 ppm
80 ppm

[=3

[d

<

Control

SMALL STOOL

<

20 ppm
40 ppm
80 ppm

BAIS3

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

1 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE

¢ Al 104

36

PAGE :

¢ MALE

SEX

Administration Week—day

Group Name

Clinical sion

44-7 45-7 48-7 47-7 48~7 49-7 50~7 51-7 52-7 53-7 54-7 55-7 56-7

43-7

Control

CRUSTA

20 ppm
40 ppm
80 ppm

Control

SWELLING

20 ppm
40 ppm
80 ppm

Control

IRREGULAR BREATHING

20 ppm
40 ppm
80 ppm

Control

ABNORNAL RESPIRATION

20 ppm
40 ppm
80 ppm

Contral

ABNORMAL RESPIRA.SOUND

20 ppm
40 ppm
80 ppm

Control

RED URINE

[=1

20 ppm
40 ppm
80 ppm

Controt

YELLOW URINE

20 ppm

40 ppm
80 ppm

Controt

SHALL STOOL

20 ppm
40 ppm
80 ppm

BAIS3

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIALS

: 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE : Al 104

37

PACE :

SEX : MALE

Administration Week-day

57-7

Graup Name

Clinical sign

59-7 80-7 81-7 62-7 63-7 64-7 85-7 66-7 67-7 68-7 69-7 70-7

58-7

Control

CRUSTA

20 ppm
40 ppm
80 pem

Control

SWELLING

20 ppm
40 ppm
80 ppm

DD DO

20 ppm
40 ppm
80 ppm

Control

IRREGULAR BREATHING

Control

ABNORMAL RESPIRATION

20 ppm
40 ppm
80 ppm

Control

ABNORMAL RESPIRA.SOUND

20 ppm
40 ppm
80 ppm

Control

RED URINE

20 ppm
40 ppm
80 ppm

Controt

YELLOW URINE

20 ppm
40 ppm
80 ppm

L= =3 = B ]

OO OO

Control
20 ppm
40 ppm
80 ppm

SMALL STOOL

BAIS3

(HAN1S0)
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PAGE
84-7

75-7 76-7 77-1 78~7 79-7 80-7 81-7 82-7 83-7

74-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

73-7

Administration Week-day
72-7

71-7

Control
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Control

Controt

Group Name

: RAT F344/DuCrj
t AL 104

: 0284

: HALE

STUDY NO.

ANTMAL

REPORT TYPE

SEX

Clinical sion

CRUSTA

SWELLING

IRREGULAR BREATHING
ABNORMAL RESPIRATION
ABNORMAL RESPIRA.SQUND

[=3

20 ppm
40 ppm
80 ppm

BAIS3

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

RED URINE
YELLOW URINE
SMALL STOOL
(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

+ 0284

STUDY NO.
ANTMAL

+ RAT F344/DuCrj

REPORT TYPE ¢ Al 104

39

PAGE :

SEX : MALE

Administration Week-day

85-7

Group Name

Clinical sion

87-7 88-7 89-7 80-7 91-7 92-7 93-7 94~7 95B-7 96-7 97-7 98-7

86-7

Control

CRUSTA

20 ppm
40 ppm
80 ppm

<

<

Control

SWELLING

20 ppm
40 ppm
80 ppm

Control

IRREGULAR BREATHING

20 ppm
40 ppm
80 ppm

Control

ABNORNAL RESPIRATION

20 ppm
40 ppm
80 ppm

Control

ABNORMAL RESPIRA.SOUND

20 ppm
40 ppm
80 ppm

(=)

<

Control

RED URINE

20 ppm
40 ppm
80 ppm

Control

YELLOW URINE

20 ppm
40 ppm

80 ppm

Control

SMALL STOOL

20 ppm
40 ppm
80 ppm

BAIS3

(HAN190)



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANINAL  RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 40
Clinical sion Group Name - Administration Week-day
98-7 100-7 101-7 102-7 103-7 104-7
CRUSTA Control 1 1 1 1 1 1
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
SWELLING Cantrol 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 1 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 1 0 0 0 0 0
80 ppm 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 1 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 1 0 0 0 0 0
80 ppm 0 0 0 0 0 0
ABNORMAL RESPIRA.SOUND Control 0 0 0 0 0 2
20 ppm 0 0 0 0 0 0
40 ppn 0 0 0 0 0 0
80" ppm 0 0 0 0 0 0
RED URINE Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
YELLOW URINE Cantrot 1 1 1 1 1 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 1 1 0 0
80 ppm 0 0 0 0 0 0
SHALL STOOL Controb 1 2 1 1 1 1
20 ppm 0 0 0 1 0 0
40 ppm 1 0 0 1 1 1
80 ppm 0 1 0 0 0 0
(HAN1S0)

BAIS3




STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANTMAL * RAT F344/DuCrj ALL ANINALS
REPORT TYPE : A1 104

SEX ¢ MALE PAGE : 41
Clinical sign Group Name Administration Week-day
1-7 2-7 37 4-7 5-7 6~7 -7 8-7 9-7 10-7 11-7 12-7 13-7 14~7
OL1GO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Cantrot 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0284

CLINICAL OBSERVATION (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS

REPORT TYPE : Al 104

SEX : MALE PAGE ¢ 42

Clinical sion 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 27-7 28-7

OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 4} 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
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)

BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 43

Clinical sian 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

OLIGO-STOOL Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 6 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAX190) BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIHAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 44
Clinical sion Group Name Administration Week-day
43-7 44-7 45-7 48-7 47-7 48-7 48-7 50~7 51-7 52-7 537 54-7 55-7 56-7
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 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
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANINALS
REPORT TYPE : A1 104

SEX : MALE PAGE : 45

Clinical sign Group Name Administration Week-day
57-7 58-7 53-7 60-7 81-7 82-7 63-7 64-7 65~7 66-7 67-7 88-7 69-7 70-7

OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 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
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANINAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 48

Clinical sion Group Name Administration Week-day
71-7 72-7 73-7 74~7 75-7 767 77-7 78-7 79~7 80-7 81-7 82-7 83-7 84-7

OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 1
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 1 0 0 0 0 0 0 0 0 0 1 1 1 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN1S0) BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE @ 47
Clinical sign Group Name Administration Week-day
85-7 86-7 87-7 88~7 89-7 80-7 81-7 92-7 93-7 94-7 95-7 96-7 97-7 88-7
OLIGO-STOOL Controt 0 0 0 0 0 0 0 1 1 0 0 0 0 0
20 ppm 1 0 0 0 0 0 0 0 0 0 0 1 0 1
40 ppm 0 0 0 0 0 1 1 0 0 0 0 0 0 0
80 ppm 0 0 0 1 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
20 ppm 0 0 0 0 0 4] 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(HAN180)

BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIHAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX ¢ MALE PAGE : 48
Clinical sign Group Name Administration Week-day
99~7 100-7 101-7 102-7 103-7 104-7
OLIGO-STOOL Control 2 2 1 1 1 0
20 pem 0 0 1 1 0 0
40 ppm 1 0 0 1 0 0
80 ppm 0 1 0 1 1 0
SUBNORMAL TENP Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
(HAN190)

BAIS3



APPENDIX A?2
CLINICAL OBSERVATION: SUMMARY, RAT: FEMALE

(2-YEAR STUDY))



48

PAGE :
14-7

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

9-7

8-7

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

2-7 3-7

7

Administration Week-day

1

Controt
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control

Graup Name

: RAT F344/DuCrij
T AL 104

: 0284
REPORT TYPE

STUDY NO.

ANIMAL

SEX : FEMALE

Clinical sion

DEATH

HORIBUND SACRIFICE
LOCOMOTOR MOVEMENT DECR

<

20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
Controt
20 ppm
40 ppm
80 pom
Control

Control

HUNCHBACK POSITION
ATAXIC GAIT

WASTING
SOILED

<

20 ppm
40 ppm
80 ppm

(=== i -

=R N =)

(=R e I =

Controt
20 ppm
40 ppm
80 ppm

PILOERECTION

BAIS3

(HAN1S0)




CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

+ 0284

STUDY NO.
ANTMAL

: RAT F344/DuCrj

REPORT TYPE

¢ Al 104

50

PAGE ¢

¢ FEMALE

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 25-7 26-7 27-7 28-7

16-7

Control

DEATH

20 ppm
40 ppm
80 ppm

Controt

HORIBUND SACRIFICE

20 ppm
40 ppm
80 ppm

Control

LOCOMOTOR MOVEMENT DECR

20 ppm
40 ppm
80 ppm

(== =]

20 ppm
40 ppm
80 ppm

Control

HUNCHBACK POSITION

Control

ATAXIC GAIT

20 pom
40 ppm
80 ppm

<

Control

WASTING

20 ppm
40 ppm

80 pom

Control

SOILED

20 ppm
40 pem
80 ppm

Control

PILOERECTION

20 ppm
40 ppm
80 ppm

BAIS3

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

T 0284

STUDY NO.
ANTHAL

: RAT F344/DuCrj

T Al 104

REPORT TYPE

51

PAGE :

SEX : FEMALE

Administration Week-day

29-7

Group Name

Clinical sign

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

30-7

Control

DEATH

<

20 ppm
40 ppm
80 ppm

Control

HORIBUND SACRIFICE

20 ppm
40 ppm
80 ppm

Control

LOCOMOTOR MOVEMENT DECR

<

20 ppm
40 ppm
80 ppm

Control

HUNCHBACK POSITION

20 pem
40 ppm
80 ppm

Control

ATAXIC GAIT

20 ppm
40 ppm
80 ppm

Control

WASTING

20 ppm
40 ppm
80 ppm

Control

SOILED

20 ppm
40 ppm
80 pom

Control

PILOERECTION

20 ppm
40 ppm
80 ppm

BAIS3

(BAN180)



52

PAGE :
56-7

55-7

54-7

47-7 48-7 48-7 50-7 51-7 52-7 53-7

46-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

45-7

Administration Week-day
44-7

43-7

20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Controt
20 ppm
40 pom
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Control

Group Name

: RAT F344/DuCrj
¢ Al 104

: 0284
REPORT TYPE

: FEMALE

STUDY NO.

ANTHAL

Clinical sign

DEATH

HORIBUND SACRIFICE
LOCOMOTOR MOVEMENT DECR
HUNCHBACK POSITION
ATAXIC GAIT

SEX

OO OO

Lo B . ]

20 ppm
40 ppm
80 ppm

Control

WASTING

BAIS3

20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Control

(HAN1S0)

PILOERECTION

SOILED
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PAGE :
70-7

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

60-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

59-7

Administration Week—-day
58-7

57-7

20 ppm
40 ppm
80 ppm
Control

Control

Group Name

¢ RAT F344/DuCrj

1 0284
REPORT TYPE : Al 104

STUDY NO.

ANIMAL

SEX : FEMALE
Clinical sion
DEATH

MORIBUND SACRIFICE

—

20 ppm
40 ppm
80 ppm

20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control

Control

Control

Control

Control

LOCOMOTOR MOVEMENT DECR
HUNCHBACK POSITION
ATAXIC GAIT
PILOERECTION

WASTING
SOILED

<

20 ppm
40 ppm
80 ppm

BAIS3

(HAN190)




CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

T 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE

T Al 104

54

PAGE :

SEX : FEMALE

Administration Week-day

Graup Name

Clinical sion

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

71-7

Control

DEATH

20 ppm
40 ppm
80 ppm

11

10

10

Control

MORIBUND SACRIFICE

20 ppm
40 ppm
80 ppm

Control

LOCOMOTOR MOVEMENT DECR

20 ppm
40 ppm
80 ppm

Control

HUNCHBACK POSITION

20 ppm
40 ppm
80 ppm

Control

ATAXIC GAIT

20 ppm
40 ppm
80 ppm

Control

WASTING

20 ppm
40 ppm
80 ppm

Control

SOILED

20 ppm
40 ppm
80 ppm

Control

PILOERECTION

20 ppm
40 ppm
80 ppm

BAIS3

(HAN1S0)
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PAGE
98-7

g7-7
15

90-7 91-7 92-7 93-7 94-7 85-7 96-7
11 11 11 12 13 13 13 15

89-7

88-7
11

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

87-7
11

Administration Week-day
86-7
11

85-7
11

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Group Name

t RAT F344/DuCrj
: Al 104

+ 0284
REPORT TYPE

STUDY NO.

ANTMAL

SEX : FEMALE

Clinical sion

DEATH

MORIBUND SACRIFICE
LOCOMOTOR MOVEMENT DECR

OO O T

20 ppm
40 ppm
80 ppm

Control

HUNCHBACK POSITION

BAIS3

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

ATAXIC GAIT
WASTING
PILOERECTION
(HAN190)

SOILED



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANINALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 58
Clinical sion Group Name Administration Week-day
99-7 100-7 101-7 102-7 1037 104-7
DEATH Control 5 5 5 5 6 6
20 ppm 3 5 5 6 7 7
40 ppm 2 2 2 2 3 4
80 ppm 16 17 17 17 18 18
MORIBUND SACRIFICE Control 4 4 4 4 4 4
20 ppm 4 4 4 4 4 4
40 ppm 2 2 2 2 2 2
80 ppm 0 1 1 2 3 3
LOCOXOTOR KOVEMENT DECR Controt 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 1 0
HUNCHBACK POSITION Control 0 0 0 0 0 0
20 pom 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 1 0
ATAXIC GAIT Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0
20 ppm 1 1 1 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 1 1 0 0
SOILED Controt 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 pom 0 0 0 0 0 0
PILOERECTION Control 0 1 1 1 1 1
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 1 1 1 1 2 1
(HAN190)

BAIS3



57

PAGE :
14-7

7-1 8-7 8-7 10-7 11-7 12-7 13-7

6-7

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

2-7 3-7

Administration Week-day
7

1

Control
20 ppm
40 ppn
80 ppm

Control
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm

Controt

Control

Group Name

: RAT F344/DuCrj
T Al 104

: 0284
REPORT TYPE

STUDY NO.

ANIMAL

SEX : FEMALE

Clinical sign

LOSS OF HAIR

FROG BELLY

SOILED PERI GENITALIA
EXOPHTHALMOS

(=3

BAIS3

Controt
20 ppn
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

EYE OPACITY
CATARACT
CORNEAL OPACITY
EXTERNAL XASS
(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

STUDY NO. : 0284

s RAT F344/DuCrj

ANIMAL
REPORT TYPE

P Al 104

58

PAGE :

SEX : FEMALE

Administration Week—day

15-7

Group Name

Clinical sisn

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

16-7

Control

LOSS OF HAIR

(=)

<

20 ppm
40 ppm
80 ppm

Control

FROG BELLY

20 ppm
40 ppm
80 ppm

Controt

SOILED PERI GENITALIA

(=)

20 ppm
40 ppm
80 ppm

Control

EXOPHTHALMOS

20 ppm
40 ppm
80 pem

Control

EYE OPACITY

20 ppm
40 ppm
80 ppm

Controt

CATARACT

20 ppm
40 ppm
80 ppm

Controt

CORNEAL OPACITY

20 ppm

40 ppm
80 ppm

20 ppm
40 ppm
80 ppm

Control

EXTERNAL MASS

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

+ 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE

¢ Al 104

59

PAGE :

: FENMALE

SEX

Administration Week-day

Group Name

Clinical sion

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

29-7

Control

LOSS OF HAIR

20 ppm
40 ppm
80 ppm

Control

FROG BELLY

20 ppm
40 ppm
80 ppm

Control

SOILED PERI GENITALIA

20 ppm
40 ppm
80 ppm

Control

EXOPHTHALMOS

20 ppm
40 ppm
80 ppm

Control

EYE OPACITY

20 ppm
40 ppm
80 ppm

Control

CATARACT

20 ppm
40 ppm
80 ppm

Control

CORNEAL OPACITY

<

20 ppm
40 pem

80 ppm

Control

EXTERNAL MASS

20 ppm
40 ppm
80 ppm

BAIS3

(HAN180)
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PAGE :
56-7

47-7 48-7 48-7 50-7 51-7 52-7 53-7 54-7 557

46-7

CLINICAL OBSERVATION (SUXMARY)

ALL ANINALS

45-7

Administration Week-day
44-7

43-7

Control
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Control
20 pem
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Control

Group Name

¢ RAT F344/DuCrj
: Al 104

: 0284
REPORT TYPE

STUDY NO.
ANIMAL

SEX : FEMALE
Clinical sion
LOSS OF HAIR
FROG BELLY
SOILED PERI GENITALIA
EXOPHTHALMOS
EYE OPACITY
CATARACT
CORNEAL OPACITY

OO OO

Cantrol
20 ppm
40 ppm
80 ppm

EXTERNAL XASS

BAIS3

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANI¥ALS

: 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE

¢ Al 104

61

PAGE :

: FEMALE

SEX

Administration Week-day

57-7

Group Name

Clinical sign

59-7 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

LOSS OF HAIR

20 ppm
40 ppm
80 ppm

<

Control

FROG BELLY -

20 ppm
40 ppm
80 ppm

Control

SOILED PERI GENITALIA

20 ppm
40 ppm
80 ppm

Control

EXOPHTHALNOS

20 ppm
40 ppm
80 ppm

Control

EYE OPACITY

20 ppm
40 ppm
80 ppm

—

Control

CATARACT

20 ppm
40 ppm
80 ppm

Control

CORNEAL OPACITY

<

<

20 ppm
40 ppm
80 ppm

Control

EXTERNAL XASS

20 ppm
40 ppm
80 ppm

BAIS3

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIXALS

: 0284

STUDY NO.

t RAT F344/DuCrj

ANTMAL
REPORT TYPE

T Al 104

62

PAGE :

 FEMALE

SEX

Administration Week-day

Group Name

Clinical sigon

72-7 73-7 74-7 75-7 767 77-7 78~7 79-7 80-7 81-7 82-7 83-7 84-7

71-7

Cantrol

LOSS OF HAIR

20 ppm
40 ppm
80 ppm

Control

FROG BELLY

20 ppm
40 ppm
80 ppm

Control

SOILED PERI GENITALIA

20 ppm
40 ppm
80 ppm

Control

EXOPHTHALNOS

—

20 ppm
40 ppm
80 ppm

Control

EYE OPACITY

20 ppm
40 ppm
80 ppm

Control
- 20 ppm

CATARACT

40 ppm
80 ppm

Control

CORNEAL OPACITY

20 ppm

40 ppm
80 ppm

Control

EXTERNAL MASS

20 ppm
40 ppm
80 ppm

BAIS3

(HAN180)
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PAGE :
98-7

88-7 80-7 81-7 92-7 93-7 94-7 95-7 96-7 g7-7

88-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

87-7

Administration Week-day
86-7

85-7

20 ppm
40 pem
80 ppm
20 ppm
40 ppm
80 ppm

Control

Controt

Group Name

RAT F344/DuCr

REPORT TYPE : Al 104

: FENALE

STUDY NO. : 0284
ANIMAL

SEX

Clinical sion
LOSS OF HAIR
FROG BELLY

OO OO

— o oo

20 ppm
40 ppm
80 ppm

Control

SOILED PERI GENITALIA

BAIS3

20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Cantrol
20 ppm
40 ppm
80 ppm

Control
Control

Control

EXOPHTHALMOS
EYE OPAGITY
CATARACT
CORNEAL OPACITY
EXTERNAL ¥ASS
(HAN180)



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE ¢+ 84

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

LOSS OF HAIR Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 [} 0 0
80 ppm 2 2 2 2 2 2
FROG BELLY Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 1 1 1 1 1 0
80 ppm 0 0 0 0 0 0
SOILED PERI GENITALIA Controt 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 1 0 0 0 0
EXOPHTHALMOS Control 0 0 0 0 0 0
20 ppm 1 1 1 1 1 1
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
EYE OPACITY Cantrol 2 2 2 2 1 1
20 ppm 1 1 1 1 1 1
40 ppm 1 1 1 1 2 2
80 ppm 0 0 0 0 0 0
CATARACT Control 2 2 2 2 1 1
20 ppm 1 1 1 1 1 1
40 ppm 1 1 1 1 2 2
80 ppm 0 0 0 0 0 0
CORNEAL OPACITY Control 0 0 0 0 0 0
20 ppm 1 1 1 1 1 1
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
EXTERNAL MASS Control 8 6 7 9 8 8
20 ppm 4 5 5 8 5 7
40 ppm 0 1 1 1 1 0
80 ppm 3 3 2 2 1 1
(HAN180)

BAIS3
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PAGE :
14-7

77 8-7 97 10-7 11-7 12-7 13-7

6-7

4-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

2-7 3-7

Administration Week—day
7

1-

Control
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control

Control

Group Name

: RAT F344/DuCrj

: 0284
REPORT TYPE : Al 104

: FEMALE

Clinical sisn
INTERNAL MASS
M.PERT MOUTH
H.MANDIBULAR

STUDY NO.
ANIMAL
H.PERI EAR
H.NECK
M.BREAST
Y. ABDOMEN

SEX

<

20 ppm
40 ppm

BAIS3

80 ppm
Control
20 ppm
40 ppm
80 ppm

M. ANTERIOR.DORSUY

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

: 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE

© Al 104

66

PAGE :

SEX : FEMALE

26-7

Administration Week-day

15-7

Group Name

Clinical sign

28-7

21-7

17-7 18-7 18-7 20-7 21-7 22-7 23-7 24-7 25-7

16-7

Controtl

INTERNAL MASS

[

20 ppm
40 ppm
80 ppm

Control

H.PERI HOUTH

20 ppm
40 ppm
80 ppm

Control

X.¥ANDIBULAR

20 ppm
40 ppm
80 ppm

Control

M.PERI EAR

<

20 ppm
40 ppm
80 ppm

<

Control

H.NECK

20 ppm
40 ppm
80 ppm

oo

<o o

S O

<o

Control
20 ppm
40 ppm
80 ppm

H.BREAST

OO

<o O

O

=)

(=]

<o

o o

(=3

Control

. ABDOMEN

20 ppm

40 ppm
80 ppm

Control

M. ANTERIOR. DORSUM

20 ppm

(=)

< O

<O

40 ppm
80 ppm

BAIS 3

(HAN190)
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PAGE :
42-7

33~7 34-7 35-7 36-7 317 38-7 39-7 40-7 41-7

32-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS
Administration Week-day
29-7 30-7 31-7
20 ppm
40 ppm

Control
80 ppm

Group Name

: RAT F344/DuCrj

REPORT TYPE : Al 104

INTERNAL HASS

STUDY NO. : 0284
SEX : FEMALE

Clinical sion

ANIMAL

OO OO

Control
20 ppm
40 ppm
80 pom

M.PERT MOUTH

20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm

Control

Control
Control
Control

M. MANDIBULAR
H.PERI EAR
M.BREAST

H.NECK

(=)

BAIS3

20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Control

M. ANTERIOR. DORSUN

M. ABDOMEN
(HAN190)



68

PAGE :

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

46-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS
45-7

Administration Week-day
44-7

43-7

20 ppm
40 ppm
80 ppm

Control

Control

Group Name

¢ RAT F344/DuCrj
T Al 104

T 0284
REPORT TYPE

SEX : FEMALE
INTERNAL NASS

Clinical sion
X.PERI MOUTH

STUDY NO.
ANINAL

<>

20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm

Control
Controt

M.MANDIBULAR

H.PERI EAR

o

20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 pom
20 ppm
40 ppm
80 ppm

Control

Control
Control

M.BREAST
. ABDOMEN

K.NECK

OO O D

(= Rl i o

DO DD

SO O D

=2 e

OO OO

SO OO

OO oD

DO OO

DO OO

oo e

DO DD

(= i ) -

SO OO

Control
20 ppm
40 ppm
80 ppm

M. ANTERIOR. DORSUM

BAIS3

(HAN1S0)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

© 0284

STUDY NO.
ANINAL

¢ RAT F344/DuCrj

REPORT TYPE

: Al 104

69

PAGE :

SEX : FEMALE

Administration Week-day

57-7

Group Name

Clinical sign

58-7 60-7 61-7 62-7 83-7 64-7 65-7 66-7 67-7 68-7 69-7 70-7

58-7

Control

INTERNAL MASS

20 ppm
40 pem
80 pom

Controt

H.PERI XOUTH

20 ppm
40 ppm
80 ppm

Control

M.MANDIBULAR

20 ppm
40 ppm
80 ppm

Control

M.PERI EAR

<

<

20 ppm
40 ppm
80 ppm

Contral

M. NECK

<>

20 ppm
40 ppm
80 ppm

Control

M.BREAST

20 ppm
40 ppm
80 ppm

Control

M. ABDOMEN

20 ppm

40 ppm
80 ppm

Control

M. ANTERIOR. DORSUM

<

20 ppm
40 ppm
80 ppm

BAIS3

(HAN190)
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PAGE :
84-7

75-7 76~7 77-1 78-7 79-7 80-7 81-7 82-7 83-7

74-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

73-7

Administration Week-day
72-7

71-7

20 ppm
40 ppm
80 ppm
Cantrol
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
Controt
20 ppm
40 ppm
80 pom
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm

Controt

Control
Control

Control
Control

Group Name

T 0284
¢ RAT F344/DuCrj
REPORT TYPE : A1 104

FEMALE

STUDY NO.
ANTHAL
Clinical sign
INTERNAL MASS
¥.PERI NOUTH
M.MANDIBULAR
M.PERI EAR

M. NECK
M.BREAST

N. ABDOMEN

SEX

—

—

—

—

40 ppm
80 ppm

BAIS3

20 ppm
40 ppm
80 ppm

Control

H.ANTERIOR. DORSUM

(HAN190)



71

PAGE
98-7

83-7 90-7 91-7 92-7 93-7 94-~7 95-7 96-7 97-7

88-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

87-7

Administration Week-day
86-7

85-7

20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Control
Control
Control

Control
Control

Group Name

: RAT F344/DuCrj

T 0284
REPORT TYPE : Al 104

¢ FEMALE

STUDY NO.
ANTHAL
Clinical sion
INTERNAL MASS
M.PERI MOUTH
M.MANDIBULAR
H.PERI EAR
¥.NECK

M. BREAST

¥. ABDOMEN

SEX

—

BAIS3

20 ppm
40 ppm
80 ppm

Control

¥, ANTERIOR. DORSUH

(HAN190)



STUDY NO. : 0284
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

PAGE : 72
Clinical sigon Group Name Administration Week—day
99-7 100-7 101-7 102~7 103-7 104-7
INTERNAL MASS Control 0 0 0 0 1 1
20 ppm 1 0 0 0 0 0
40 ppm 0 0 0 0 1 0
80 ppm 1 1 0 0 0 0
¥.PERI HOUTH Control 0 0 0 1 1 0
20 ppm 0 0 0 0 0 0
40 ppm 0 1 1 1 1 0
80 ppm 0 0 0 0 0 0
¥.MANDIBULAR Control 0 0 0 0 0 0
20 pom 0 0 0 0 0 0
40 ppm 0 0 0 0 0 i}
80 ppm 0 0 0 0 0 0
M.PERI EAR Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
¥.NECK Contral 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
¥.BREAST Control 0 0 0 0 0 1
20 ppm 1 2 2 2 2 3
40 ppm 0 0 0 0 0 0
80 ppm 1 1 1 1 1 1
M. ABDOMEN Control 3 3 4 4 4 4
20 ppm 0 0 0 0 0 1
40 ppm 0 4] 0 0 [4] 0
80 ppm 0 0 0 0 0 0
M.ANTERIOR.DCRSUM Control 1 1 1 2 1 1
20 ppm 1 1 1 1 0 0
40 ppm 0 0 ¥ 0 0 0
80 ppm 1 1 1 1 0 0

(HAN190)

BAIS3
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PAGE :
14-7

8-7 9-7 10-7 11-7 12-7 13-7

7-7

4-7

CLINICAL OBSERVATION (SUXMARY)

ALL ANINALS

2-7 3-7

Administration Week-day
1-7

20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Control

Group Name

: RAT F344/DuCrj

: 0284
REPORT TYPE : Al 104

+ FEMALE

STUDY NO.
ANIMAL

SEX

Clinical sion
M.GENITALIA
ANEMIA

[= W= e o)

Control
20 ppm
40 ppm
80 ‘ppm

CRUSTA

BAIS3

20 ppm
40 pom
80 ppm
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 pem
40 ppm
80 ppm

Control

Control

HENORRHAGE
TORTICOLLIS
IRREGULAR BREATHING
ABNORMAL RESPIRATION
BRADYPNEA

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

¢ 0284

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE : Al 104

74

PAGE :

SEX : FEMALE

Administration Week-day

15-7

Group Name

Clinical sien

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

16-7

Control

M.GENITALIA

20 ppm
40 ppm
80 ppm

(=]

Control

ANENIA

20 ppm
40 ppm
80 ppm

Controt

CRUSTA

<

20 ppm
40 ppm
80 pom

Control

HEMORRHAGE

20 ppm
40 ppm
80 ppm

Control

TORTICOLLIS

20 ppm
40 ppm
80 ppm

Control

IRREGULAR BREATHING

20 ppm
40 ppm
80 ppm

Control

ABRORMAL RESPIRATION

20 ppm
40 ppm
80 ppm

Control

BRADYPNEA

20 ppm
40 pom
80 ppm

<

<>

<>

(=]

BAIS3

(HAN1S0)



PAGE : 75
33-7 34-7 35-7 36-7 377 38-7 39-7 40-7 41-7 42-7

32-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS
31-7

Administration Week-day
30-7

28-7

Control
20 ppm
40 ppm
80 ppm

: RAT F344/DuCrj
Group Name
Control

: 0284
REPORT TYPE : Al 104

STUDY NO.
ANTHAL

SEX : FEMALE
Clinical sion
M.GENITALIA
ANEMIA

(=3

<

20 ppm
40 pom
80 ppm

20 ppm
40 ppm
80 ppm

Control

CRUSTA

—

20 ppm
40 ppm
80 pom
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm

Control
Control
Control

IRREGULAR BREATHING

HEMORRHAGE
TORTICOLLIS

<

<

BAIS3

Control
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm

Control

ABNORMAL RESPIRATION

BRADYPNEA
(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

+ 0284

STUDY NO.
ANTMAL

+ RAT F344/DuCrj

REPORT TYPE

T Al 104

76

PAGE :

: FEMALE

SEX

Administration Week-day

43-7

Group Name

Clinical sien

45-7 46-7 47-7 48-7 48-7 50-7 51-7 52-7 53-7 54-7 85-7 56-7

44-7

Contraol

M.GENITALIA

20 ppm
40 ppm
80 ppm

Control

ANEMIA

20 ppm
40 ppm
80 ppm

Control

CRUSTA

20 ppm
490 ppm
80 ppm

Control

HEMORRHAGE

20 ppm
40 ppm
80 ppm

Control

TORTICOLLIS

20 ppm
40 ppm
80 ppm

co oo

Control
20 pem
40 ppm
80 ppm

IRREGULAR BREATHING

Control

ABNORMAL RESPIRATION

20 pom

40 ppm
80 ppm

oo oo

DO DD

20 ppm
40 pom
80 ppm

Control

BRADYPNEA

BAIS3

(HAN190)
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PAGE :
70-7

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

60-7

CLINICAL OBSERVATION (SUMXARY)

ALL ANINALS

58-7

Administration Week—day
58-7

57-7

20 ppm
40 ppm
80 ppm
Control
20 ppm
40 pom
80 ppm
Control
20 ppm
40 ppm
80 ppm

Control

Group Name

: RAT F344/DuCrj
T Al 104

: 0284
REPORT TYPE

: FEMALE

STUDY NO.
ANIMAL

SEX

Clinical sion
¥.GENITALIA
ANEMIA
CRUSTA

—

20 ppm
40 ppm
80 ppm

Contraol
Control

HEXORRHAGE
TORTICOLLIS

<

20 ppm
40 ppm
80 ppm

BAIS3

20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
20 ppm
40 ppm
80 ppm

80 ppm

Control
Control
Control

IRREGULAR BREATHING
ABNORMAL RESPIRATION

BRADYPNEA
(RAN190)



78

PAGE :
84-7

75-7 76-7 77-7 78-7 78-7 80-7 81-7 82-7 83-7

74-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

73-7

Administration Week-day
72-7

71-7

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm

Control
20 ppm
40 ppm
80 ppm
Control

Group Name

: RAT F344/DuCrij
1Al 104

+ 0284
REPORT TYPE

© FENALE

STUDY NO.
ANTHAL
Clinical sign
M.GENITALIA
ANEMIA
CRUSTA
HEMORRHAGE
TORTICOLLIS

SEX

<

20 ppm
40 ppm
80 ppm

<

20 ppm
40 ppm

Control
80 ppm

IRREGULAR BREATHING

<

<

20 ppm
40 ppm
80 ppm

Control

ABNORMAL RESPIRATION

OO OO

OO OO

OO OO

L= e B ]

SO OO

(=R e = e

OO OO

OO OO

Control

BRADYPNEA

BAIS3

(HAN190)



73

PACE :

89-7 80-7 81-7 92-7 93-7 94-7 95-7 96-7 97-7 98-7

88-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

87-7

Administration Week-day
86-7

85~7

20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm
Control
20 ppm
40 ppm
80 ppm

Controt

Control
Control
Control

Group Name

: RAT F344/DuCrj
: AL 104

: 0284
REPORT TYPE

: FEMALE

STUDY NO.

ANTHAL

SEX

Clinical sion
M.GENITALIA

ANEMIA

CRUSTA

HEMORRHAGE
TORTICOLLIS
IRREGULAR BREATHING
ABNORMAL RESPIRATION

<

<

20 ppm
40 ppm
80 ppm

OO OO

20 ppm
40 ppm
80 ppm

Control

BRADYPNEA

BAIS3

(HAN1S0)



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344/DuCrij ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 80

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

¥.GENITALIA Control 2 2 2 3 3 3
20 ppm 2 2 2 3 3 3
40 ppm 0 0 0 0 0 0
80 ppm 1 1 0 0 0 0
ANEMIA Control 0 0 0 1 1 2
20 pom 0 0 1 0 0 0
40 ppm 0 0 1 1 0 0
80 ppm 1 1 0 0 0 0
CRUSTA Control 0 0 0 0 0 0
20 ppm 1 1 1 1 1 1
40 ppm 1 1 1 1 1 1
80 ppm 2 2 2 2 2 2
HEMORRHAGE Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 1
20 ppm 0 0 0 0 1 1
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 1 1 0 0 1 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 1 1 0 0 1 0
BRADYPNEA Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0

(HAN180) BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344/DuCrj ALL ANINALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 81
Clinical sign Group Name Administration Week-day
1-7 2-7 37 4-7 5-7 6-7 77 8-7 97 10-7 117 12-7 13-7 14-7
RED URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 [ 0 0 0 0 0 0 0 0 0 0 0
YELLOW URINE Control [ 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppin 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SHALL STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
490 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 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 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) ) BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344/DuCrij ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 82
Clinical sign 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 27-7 28-7
RED URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 i 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
YELLOW URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 ] 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 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
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 Q 0
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANINALS
REPORT TYPE : A1 104

SEX : FEMALE PAGE : 83
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
RED URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
YELLOW URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SHALL STCOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 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 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN120)

BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 84

Clinical sien 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

RED URINE Controt

0 0 0 0 0 0 0 0 0 0 0 0 0 0

20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

YELLOW URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

SHALL STOOL Control 0 0 0 0 0 1 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

80 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 0 0
20 ppm 0 0 0 0 0 0 1 0 0 0 0 0 0 0

40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : A1 104

SEX : FEMALE PAGE : 85

Clinical sion Group Name Administration Week-day
57-7 58~7 59-7 60-7 61-7 62-7 63-7 64~7 85~7 66-7 87-7 88~7 69-7 70~7

RED URINE Control

0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
YELLOW URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SHALL STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 pem 0 0 0 0 0 1 0 0 0 0 0 0 0 0
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 1 0 0 0 0 0 0 0 0
(HAN180)

BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344/DuCrj ALL ANIMALS

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 88
Clinical sion Group Name Administration Week-day
71-7 72-7 737 74-7 75-7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7 84-7
RED URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 2 3 5 5 5 5 5 6 7 5 5
80 ppm 0 0 0 9 16 8 8 9 10 11 12 11 11 10
YELLOW URINE Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SHALL STOOL Control 0 0 0 0 0 0 0 0 0 1 1 1 1 2
20 ppm 0 1 1 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 1 1 1 1 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 1 0 0 0 0
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 1 1 1 1 2
20 ppm 0 1 1 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 1 1 1 1 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 -0 0 0 1 0 0 1 0
(HAN180)

BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : A1 104

SEX : FEMALE PAGE : 87

Glinical sion Group Name Administration Week—-day
85-7 86-7 87-7 88-7 89-7 80-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7 98-7

RED URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 1 1 1 1 1 1 1 1 1 1
40 ppm 6 8 6 8 9 g 6 7 ] 6 9 8 7 7
80 ppm 12 12 11 15 18 19 19 19 18 17 19 18 18 18
YELLOW URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SMALL STOOL Controt 2 2 1 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0 0 0 0 1 1 1 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 1 1 0 0 0 0 2 2 1 1 0
OLIGO-STOOL Control "2 2 1 0 0 0 0 0 0 0 0 0 0 0
20 ppm 0 1 0 0 0 0 0 0 1 1 1 1 0 0
40 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0 0 0 0 1 1 2 2 1

(HAN1S0) BAIS3



STUDY NO. : 0284 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 88

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

RED URINE Control 0 0 0 0 0 0
20 ppm 0 0 0 0 0 0
40 ppm 10 11 11 13 11 13
80 ppm 18 6 g 13 13 16
YELLOW URINE Control 0 0 0 0 0 0
20 ppm 1 0 0 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 0 0
SMALL STOOL Control 0 0 0 0 2 2
20 ppm 1 1 1 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 0 0 0 0 1 0
OLIGO-STOOL Control 0 1 1 1 1 1
20 ppm 1 1 1 0 0 0
40 ppm 0 0 0 0 0 0
80 ppm 1 1 1 1 1 0

(HAN190) BAIS3



APPENDIX B1
BODY WEIGHT CHANGES: SUMMARY, RAT: MALE

(2-YEAR STUDY))



STUDY NO. : 0284 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : MALE PAGE : 1

Group Name Administration wesk

0 1 2 3 4 5 6

Control 126+ 5 1564 7 184+ 11 204t 14 2189+ 18 232t 18 244+ 20
20 ppm 1264 5 154+ 8 180+ 9 200+ 11 215+ 13 230+ 15 202+ 17
40 ppm 126+ 5 1504 6%x 176+ xx 194k 1lxx 209+ 13*x 223+ 14x%x 234+ 15%
80 ppm 1264 5 145+ Txx 166+ Gk 182+  1ixx 193% 13 204+ 15%x 212+ 17

Significant difference 1P =0.05 ** 1 P 5 0.01

Test of Dunnett

(HAN260)

BAIS3




STUDY NO. : 0284 BODY WEIGHT CHANGES (SUMKARY)
ANTMAL ¢ RAT F344/DuCrj ALL ANIXALS
UNIT :
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration week,
7 8 9 10 11 12 13
Control 260+ 20 270+ 22 280 23 289 24 299+ 23 305+ 24 313t 24
20 ppm 258+ 18 269+ 18 279+ 18 288+ 19 297+ 18 308t 18 310+ 18
40 ppm 248+  17x 261+  18% 270+ 18 278+ 20% 287  19%x 282+ 19xx 300 19%x
80 ppm 224+  18xx 234 19%x 243+ 19xx 249+ 19%x 257+ 19%x 261 19%x 269+  18%x
Significant difference ; *: P = 0.0 % ! P £ 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284 BODY WEIGHT CHANGES (SUMHARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : MALE PAGE : 8
Group Name Adninistration wesk
14 18 22 26 30 34 38
Controt 321+ 25 348+ 25 3B7L 24 382+ 22 399+ 28 413+ 24 426+ 25
20 ppm 318k 18 341+ 17 3/HE 18 371+ 18% 383+  17xx 3974 18k 406+ 18%
40 ppm 307+ 19x 328+  18%x 339%  18x 33 18xx 3B4L: 18x 377+ 18*x 386+  18xx
80 pom 275+ 18xx 2934 18 300k 19%x 311k 20%x 318+ 22xx 327+ 23xx 330+ 25%x
Significant difference 3 *: P = 0.0 ** : P S 0.01 Test of Dunnett
(HAN2860)

BAIS3



STUDY NO. : 0284 BODY WEIGHT CHANGES (SUMNARY)
ANIMAL + RAT F344/DuCrj ALL ANIMALS
UNIT T g
REPORT TYPE : Al 104
SEX : MALE PAGE : 4
Group Name Administration week
42 46 50 54 58 62 66
Control 438+ 25 448+ 27 448+ 27 463+ 28 468+ 28 479+ 28 485+ 28
20 ppm 420+ 18x 426  19% 428+ 18 4401 20% 446t  21x 454+  19% 481t 20%x
40 ppm 397+ 19#x 403 20%x 401+ 19%x 4131+ 19%x 420 20%x 4231%  20%x 430 21xx
80 ppm 336t 26%x 33BE  28%x 330+  28%x 339+ 29%x 342+ 30x%x 344+ 21xx 3484 22xx
Significant difference ; *: P = 0.0 x* 1 P = 0,01 Test of Dunnett

(HAN260)

BAIS3




STUDY NO. : 0284 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 5
Group Name Administration week
70 74 78 82 86 90 94
Control 433+ 28 488+ 28 502+ 28 501+ 27 500 27 501+ 32 486+ 32
20 ppm 465+  22%x 466+  24x%x 466+  26x%x 464+ 31xx 462+ 2T#*x 461+  30%x 460+ 34x
40 ppm 433+ 20%x 435k 20 432+ 20%x 429+ 20%x 4214 21%x 418+  23xx 416+ 19%x
80 ppm 350+ 21kx 3504 20%x 3514 19%x 349+ 21xx 341+ 22xx 338L 32xx 344+ 17xx
Significant difference *: P = (0.05 x> P S 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284

BODY WEIGHT CHANGES (SUMMARY)

ANINAL : RAT F344/DuCrj ALL ANINALS
UNIT i g
REPCRT TYPE : Al 104
SEX : MALE PAGE: 8
Group Name Administration week
98 102 104
Control 482+ 40 473+ 48 468% 54
20 ppm 4541+ 44 454+ 52 452+ 57
40 ppm 4071 25%x 407+ 3dxx 397+ 24xx
80 pom 335+ 16%x 331+ 18%x 330k  22%x
Significant difference *: P S 0.05 ** I P = 0.01 Test of Dunnett

(HAN260)

BAIS3



APPENDIX B2
BODY WEIGHT CHANGES: SUMMARY, RAT: FEMALE

(2-YEAR STUDY))



STUDY NO. : 0284 BODY WEIGHT CHANGES (SUMMARY)
ANTMAL * RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 7
Group Name Administration week
0 1 2 3 4 5 6
Control 101+ 3 118+ 4 131+ 5 141+ 5 150+ 6 1584 8 163t 9
20 ppm 101+ 3 116+ 4% 129+ 4 139+ 5 148+ ) 155+ 6 160+ 7
40 ppm 101+ 3 1124+ 4xx 124+ Bxx 134+ Bxx 143+ Bxx 150+ Bxx 165+ Tk
80 ppm 101+ 3 105+ Lk 115+ ¥k 124+ Skx 132% Bxx 136+ Tk 140+ VESS
Significant difference *: P < 0,05 ** : P < 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL + RAT F344/DuCrj ALL ANIMALS

UNIT i g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 8

Group Name Administration week,

7 8 g 10 11 12 13

Control 168+ 10 172+ 11 176+ 10 181+ 11 185+ 11 189+ 11 191+ 11
20 ppm 165+ T* 168+ 7 172+ 8 176+ Bxx 179+ g 181+% Gxx 183+ xx
40 ppm 1594 Txx 1682 Txx 165+ 8k 168+ 8xx 171£ 8xx 1724 8xx 174+ 8xx
80 ppm 144+ 8xx 146+ 8xx 149+ 8xx 150+ 8xx 153+ 8xx 153+ 8xx 158 % 8k

Significant difference

P = 0.05 ** 1 P = 0.01

Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284 BODY WEIGHT CHANGES (SUMNARY)
ANINAL : RAT F344/DCrj ALL ANINALS
UNIT T g
REPORT TYPE : Al 104
SEX : FEMALE PAGE: 9
Group Name Administration week
14 : 18 22 26 30 34 38
Controt 193+ 11 201+ 13 207+ 13 214+ 13 219+ 13 228+ 14 234+ 15
20 ppm 185+ 8 192+ 9% 1974 g% 203 % 9* 206 je23 214+ 10% 216+  10%x
40 ppm 176+ 8k 180+ Bx 182+ 8xx 189+ Oxx 186+ 8xx 1814 Gk 190+ Oxx
80 ppm 158+ Bxx 161 8xx 162+ Gk 166+ 8kx 187L Gk 170+ 8xx 169+ Gk
Significant difference *: P = 0.0 % 1 P = 0,01 Test of Dunnett

(HAN2860)

BAIS3



STUDY NO. : 0284 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : A1 104
SEX : FEMALE PAGE : 10
Group Name Administration week
42 48 50 54 58 62 66
Control 242+ 18 248+ 17 254+ 18 261t 18 269+ 20 278+ 20 287+ 21
20 ppm 226+ 11x 2274 12 230+ 1lwx 235+ 13%x 2424 13%x 2461+  15%x 255  16%x
40 ppm 195+ ez 193+ xx 195+ g% 193+ Oxx 198+  10%x 196+ 12%x 203k 14%x
80 ppm 172+ Gxx 172+ Okx 171+ 10%x 1684 10%x 173+ 10=x 1704+ 13 1714 13%x
Significant difference : *: P = 0.05 *x 3 P £ 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284 BODY WEIGHT CHANGES (SUXMARY)
ANTMAL * RAT F344/DuCrj ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE @ 11
Group Name Administration week
70 74 78 82 86 90 94
Control 286+ 21 301+ 22 308t 22 308+ 32 307+ 34 315t 26 316 28
20 ppm 263L 17 268+ 19%x 275+ 22%x 279+ 22« 280  24x 285+  26% 283+  31#
40 ppm 2061 14 206k  18x 211k 17 218+t 18%x 2131+ 19%x 216+ 21xx 220 21%x
80 ppm 1771 11xx 172+ 14%x 177+ 12%x 176+ 1lxx 1744+ 13+ 176+ 14#x 177+ 14xx
Significant difference 3 x: P = 0.0 ** : P S 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANIHAL @ RAT F344/DuCrj

BODY WEIGHT CHANGES

ALL ANINALS

(SUMMARY)

UNIT g
REPORT TYPE : A1 104
SEX : FEMALE PAGE : 12
Group Name Administration week
38 102 104
Contral 322+ 32 327t 45 322+ 53
20 ppm 287k  30% 282+ 30 286+ 33
40 ppm 219+ 23xx 223+ 23xx 219+ 22%x
80 ppm 177+ 12%x 179+ 15%x 181+ 14xx
Significant difference ; x: P = 0.05 * ¢ P = 0,01 Test of Dumnett

(HAN260)

BAIS3




APPENDIX C1
WATER CONSUMPTION CHANGES: SUMMARY, RAT: MALE

(2-YEAR STUDY))



STUDY NO. : 0284
ANTHMAL : RAT F344/DuCrj

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT T g
REPORT TYPE : Al 104
SEX : MALE PAGE : 1
Grow Name Adninistration week-day(effective)
1-7(4) 2-7(4) 3-7(4) 4-7(4) 5-7(4) 6-7(4) 7-7(4)

Control 17.8+ 1.3 18.1+ 1.8 20.0+& 2.0 20.1+ 2.7 1.5+ 3.1 18.54+ 3.5 18.4%+ 2.2

20 ppm 15.2+&  2.3% 16,14 1.4=x 15,4+ 1.7=x 15,14 1.5 15.0%  1.4%x 14,3+ 1.4%x 14.91%  1.4%x

40 ppm 13.5  1.0xx 14,04+ 1.0%x 14.2%+  1.4xx 14,0+ 1.5%x 13.8% 1.3 12.9%  1.5%x 18.3% 1.4

80 ppm 13,1+ 1.5xx 13.83%  1.9%x 13,0+ 1.0%x 12,864 1.6%x 12,0+ 1.6%x 11,1+ 1.4xx 117+ 1.7

Sienificant difference 3

x: P = 0.05 *x ! P < 0.01

Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284 WATER CONSUMPTION CHANGES (SUMMARY)
ANIMAL @ RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX ¢ MALE PAGE : 2
Group Name Administration week~day{effective)
8~7(4) 9-7(4) 10-7(4) 11-7(4) 12-7(4) 18-7(4) 14-7(4)
Control 17.8+ 2.5 18.2+ 2.7 17,7 2.2 18.2%+ 2.1 18.5% 2.3 18.2+ 2.8 17,3+ 1.5
20 ppm 14,7 1.6xx 14.8+ 1.5%* 14,51 1,3 14.9%  1.3%x 14,7+ 1.7%x 14.4% 1.2xx 14,24+ 1.3%x
40 ppm 13.4%  1.6%x 13.4% 1.5%x 13,1+ 1.5%x 13.2%  1.4%x 13.3+  1.3%x 13.0+  1.2#x 12,71 1.1xx
80 ppm 11,5 2.0%x 11.6+1  1.3=x 11,6+ 1.2%x 11,54 1.4%x 11,4+ 1.2%x 11,44 1.3%x 11.54  1.3#x
Significant difference ; *: P = 0.0 ** : P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANIMAL : RAT F344/DuCrj

WATER CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

UNIT HIE"3
REPORT TYPE : Al 104
SEX : MALE PAGE : 3
Group Name Administration week-day(effective)
18-7(4) 22-7(4) 26-7(4) 30~7(4) 34-7(4) 38-7(4) 42-7(4)

Control 18.6% 2.8 18.1+ 1.3 18.3+ 2.5 18.0+ 1.1 18.1+ 1.0 18.74+ 1.1 19.2+ 1.0

20 pom 15.3+  1.2#x 15.5+  1.3%x 15,2+  1.0%x 15,04 1.0%x 15,94  0.9%x 15,8+ 1.3 17.6+  1.1%x

40 ppm 13,84+ 1.7x* 13,44+ 1.2 13.9+  1.1xx 13.41% 0.8« 14,8+ 1.1¥x 14,56 0.8 16,5 1.1xx

80 ppm 11,74+ 1.2%x 12,14 1.3%x 12,4+ 1.5%x 12.4%  1.4xx 13.1+  1.8%x 13,5 1.9%x 14.4% 1.5«

Sionificant difference 3

*: P = 0.05 *>* P = 0.01

Test of Dunnett

(HAN260)

BAIS3




STUDY NO. : 0284
ANTMAL : RAT F344/DuCrj

WATER CONSUNPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT : g
REPORT TYPE : Al 104
SEX : MALE PAGE : 4
Grow Name Administration week-day(effective)
48-7(4) 50~7(4) 54~7(4) 58-7(4) 82~7(4) 66-7(4) 70-7(4)

Control 18.1+ 1.1 18.4x 1.4 1.3+ 1.1 19.2+ 1.7 20.3% 1.5 20,1+ 2.2 20,4+ 2.7

20 ppm 16,14 1.4 170 1.1xx 16.81% 0.9%x 17.1%  4.1%x 16,81+ 1.1xx 18.8% 1.9x 18,0 2.3%x

40 ppm 14.9+  1.1xx 15.3+1  1.3%x 15,74 1.2xx 18.5+ 1,7%x 15.2+  1.4%x 16,64 2.6%x 16.4% 1.8

80 ppm 14,04 2.2+ 14.84 2.2« 16,6 2.8%x 16.14+  3.3xx 1474 2.4%x 15.64+ 1.8%x 15,6 2.3%x

Significant difference ;

*: P = 0.0 ** ! P = 0,01

Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANIHAL : RAT F344/DuCrj

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 5
Group Name Adninistration week-day(effective)
74-7(4) 78-7(4) 82-7(4) 86-7(4) 90-7(4) 94-7(4) 98-7(4)

Control 20.7+ 2.2 20.6+ 2.2 21.8% 2.5 21.8% 2.8 22.4 4.1 23.4+ 4.1 23.6% 6.3

20 ppm 18.2:% 3.0%x 17.8%  3.3%x 18.9% 3.9 17,5+ 1.9%x 18.31+  2.4xx 19.3+ 2.7 19.5+ 3.9%x

40 pom 16.6+ 1.7*x 16.24 1.6%x 16.44 1.6 15.9+ 1.9 16.74 3.0%x 17.04  2.5%x 17.2+  3.4xx

80 ppin 15,2+ 2.3 15,23 3.0%x 15.4% 2.3 14,81+ 2.4%x 16,34 2.5 16,4+ 2.6%x 15.74 3.2%x

Sienificant difference :

*: P = 0.05 ** : P = 0.01

Test of Dunnstt

(HAN260)

BAIS3



STUDY NO. : 0284

ANIMAL : RAT F344/DCrj
UNIT P8

REPORT TYPE : Al 104

SEX : MALE

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

PIGE: 6
Group Name Administration week~day(effective)
102~7(4) 104-7(4)
Control 25.6+ 6.2 26.8+ 8.0
20 ppm 20.8% 4.5%x 22.1+ 5.8%x
40 ppm 17.3+ 3.4%x 18.6= 5.0%x
80 ppm 16,4+ 2.7+ 16.04  3.1xx

Significant difference

*: P = 0.06 ** 1 P S 0.01

Test of Dunnett

(HAN260)

BAIS3



APPENDIX C2
WATER CONSUMPTION CHANGES: SUMMARY, RAT: FEMALE

(2-YEAR STUDY))



STUDY NO. : 0284
ANTMAL : RAT F344/DuCrj

WATER CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE + 7
Group Name Administration week-day(effective)
1-~7(4) 2-7(4) 3-7(4) 4-7(4) 5-7(4) 6-7(4) 7-7(4)
Control 6.7 1.5 8.7+ 2.1 16.9+ 3.3 17.74 3.8 19.2+ 5.8 18.5+ 5.5 18.8% 5.4
20 ppm 14,1+ 1.4=x 12,4+ 1.2 12.0% 1.1 13.0%&  3.2%x 12,71  3.5%x 12,24 3.7*x 12,54 3.2%x
40 ppm 11,74 1.8%x 10.8%  0.7%x 10.5E&  0.9%x 10,74 0.8%x 10,4+ 0.7%x 10,1 0.7%x 9.7k 0.7xx
80 ppm 10.8+ 1.2x 9.8+ 0.9xx 3.6 0.9%x 9.8+ 1.1xx 8.9+ 0.9¢x 8.7+ 0.8xx 8.41 1.1xx
Significant difference 3 x: P s 0.0 **x : P S 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANIMAL * RAT F344/DuCrj

WATER CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

UNIT 1 g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 8
Group Name Adninistration week-day(effective)
8-7(4) 8-7(4) 10-7(4) 11-7(4) 12-7(4) 18-7(4) 14-7(4)
Control 18.2+ 5.8 16.86+ 3.7 17.1+ 4.8 18.2+ 6.8 19.2+ 4.7 18.3+ 5.7 19.1+ 5.0
20 ppm 11.6% 3.0%x 11,0+ 2.1 11,5  3.0%x 11,7+ 3.3%x 12.14+ 3.6%x 11.0E  2.0%x 11,71 2.4xx
40 ppm 9,34 0.7« 8.8% 0.7xx 8.9 0.7xx 9,1+ 1.2x%x 9.2+ 1.2%x 9.0 1.0%x 100+ 3.6
80 ppm 8.1 0.9 8.1+ 1.9mx 8.1% 0.9% 8,0+ 1.3%x 8.1+ 1.2« 8.9 1.1kx 8.2k 1,0%x
Significant difference ; ¥ 1P = 0.05 ** 1 P 5 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANIMAL @ RAT F344/DuCrj

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANIHALS

UNIT P g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 9
Group Name Administration week-day(effective)
18-7(4) 22-7(4) 26-7(4) 30-7(4) 34-7(4) 38-7(4) 42-7(4)
Control 19.4+ 7.8 20.0+ 6.7 18.0+ 6.2 19.8% 7.9 17.3+ 4.1 18.8+ 5.7 20.6% 6.1
20 ppm 11.3% 2.1 12,0 1.3 11.8%  1.5%x 11.2%+ 1.7%x 12.24+  2.1%x 11.5% 1.2%x 13.34%  2.0%x
40 ppm 9.1%  1.0%x 9.8% 1.7%x 10,1+ 2.1%x 9.6+ 1.4%x 10,1+ 1.9*= 9.9+ 1.4%x 11.4%  1.4%x
80 pom 8.41 1.2%x 9.0 1.2%x 8.5 1.0xx 9.2+ 1.9 9.0t 1.3%x 8.8+ 1.3%x 10,1+ 1.6%x
Sianificant difference 3 *x: P = 0.05 % P S 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANIMAL ¢ RAT F344/DCrj

WATER CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢ 10
Group Name Administration week-day{effective)
46-7(4) 50-7(4) 54-7(4) 58-7(4) 62-7(4) 66-7(4) 70-7(4)
Control 18.3+ 4.8 17.5% 2.9 17.7£ 4.1 16.64% 2.4 17.0+ 2.4 15.84+ 2.2 6.4+ 2.9
20 ppm 12,0 1.4 14,0+ 1.2%x 12,5+ 1.4%* 13.6% 1.6%x 12.6F  1.3%x 14.4%+ 1.3 13.4%  1.5%x
40 ppm 10.3%  1.7xx 12.3%  1.6%x 10,54 1.4%x 11,7 1.5%x 11.0+  1.9%x 12,74 2.2 11,74 1.7%x
80 ppm 9.8+ 1.4%x 10,41 1.6 10.0&  1.5%x 11,0+ 1.8%x 1074 2.1%x 10,9+ 2.5x%x 12,7+ 2.5%x
Significant difference 3 *: P =0.05 * P < 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284 WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL + RAT F344/DLrj ALL ANIMALS
UNIT t g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 11
Group Name Adninistration week-day(effective)
74-7(4) 78-7(4) 82-7(4) 86-7(4) 80-7(4) 94-7(4) 98-7(4)
Control 16.21+ 2.6 17.2+ 3.8 17.3+ 4.3 18.4%+ 5.2 17.8+ 3.1 16.94+ 3.5 18.9+ 3.8
20 ppm 14,0  1.8%x 14.3%  2.9xx 15.0% 2.2%x 14,84 2.7%x 15.6%& 2.6%xx 15.4% 4.0 15.9+% 2.8
40 ppm 11.8% 1.8 12,84 1.7 13.41+  1.9xx 18.8+ 2.3%x 14,71 2.3%x 4.2+ 2.7xx 15,71 3.4*x
80 ppm 11.3+ 2.B6%x 13.41+ 3.3%x 14,51+ 3.4%x 13.81+ 3.6%x 15,41+ 3.6%x 15,0+ 3.8« 18,11 4.4%x
Sienificant difference x: P = 0.05 ** 1 P £ 0.01 Test of Dunnett
(HANZ60)

BAIS3



STUDY NO. : 0284
ANIMAL  : RAT F344/DuCrij

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT T g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Grouo Name Administration week-day{effective)
102-7(4) 104-7(4)

Control 18.1+ 3.8 18.0+ 4.4

20 ppm 16.2+ 2.6%x 17,0+ 3.1

40 ppm 17.1k 4.3xx 17.14+ 4.0

80 ppm 16.4% 5.1xx 18.2+ 4.8

Significant difference ;

x: P = 0.0 ** : P = 0,01

Test of Dunnett

(HAN260)

BAIS3



APPENDIX D1
FOOD CONSUMPTION CHANGES: SUMMARY, RAT: MALE

(2-YEAR STUDY))



STUDY NO. : 0284 FOOD CONSUMPTION CHANGES (SUMMARY)

ANINAL : RAT F344/DuCrj ALL ANIMALS
UNIT L g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 1
Group Name Administration week-day(effectiue)
1-7(7) 2-7(7) 3-71(7) 4-7(7) 5-7(7) 8-7(7) 7-7(7)
Control 13.8+ 0.8 5.1+ 1.1 16.3+ 1.2 15.1+ 1.4 15,0+ 1.5 4.1+ 1.5 14.7+ 1.7
20 ppm 13.0+  0.7sx 14,81+  1.0%x 14.41% 0.9%x 14,3+ 1.3%x 14,5+ 1.3 13.6+ 1.4 14,04+ 1.4%
40 ppm 12.4%  0.7xx 13.94&  0.9*x 13.8F 1.1 18,71 1.2%x 14.2+ 1.3* 131 1.3%x 13.4%  1.3%x
80 ppm 11.84+ 0.6+ 18.4%  1.0%x 13.3% 0.9« 12,9+ 1.1xx 13,1+ 1.3%x 121 1.3 12.2+1  1.3xx
Sienificant difference 3 x: P = 0.05 ** : P = 0,01 Test of Dunnett
(HAN260)

BAIS3



STUDY NO. : 0284
ANIMAL  : RAT F344/DuCrij

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration week-day(effective)
8-7(T) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7) 14-7(7)
Control 14,6+ 1.7 14,7+ 1.5 14.6% 1.3 15.1+ 1.2 14,6+ 1.5 14.5% 1.4 14,5+ 1.2
20 ppm 14,5+ 1.5 4.6 1.4 14.5+ 1.2 14.8+ 1.2 14.3% 1.1 14.2+ 1.0 14,1+ 1.0
40 ppm 13.8+ 1.4x 13,94 1.3 13.8% 1.8 14,1+ 1.2%x 13.7£ 1.3« 18,71 1.1xx 13,61  1.0xx
80 ppm 12,7 1.4xx 13,0 1.3 13,0 1.2%x 18,1 1.1xx 12.8%  1.0%x 13,1+ 1.0%x 18.0%£  1.0%x
Significant difference ; x P = 0.00 ¥ 1 P < 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284

ANIMAL ¢ RAT F344/DuCrj
UNIT :

REPORT TYPE : Al 104

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE : 8
Group Name Adninistration week~day(effectiue)
18-7(7) 22-7(7) 26-7(7) 30-7(7) 34~7(7) 38-7(7) 42-7(7)
Control 15,7+ 1.3 15,4+ 1.1 15.5+ 1.0 15.8% 1.0 16.2+ 0.9 16,7+ 0.9 16.7+ 0.8
20 ppm 15,1+ 1.0% 14,84+ 1.3% 15,0+ 1.0« 15.24  0,9%x 15,8+ 0.8 16.2£ 0.9« 6.4+ 0.9
40 ppm 14,6+ 0.9%x 14,14 1.0%x 14,4+ 1.0%x 14,4 0.9%x 15.1% 0.8 15,6+ 0.9%x 15.8% 0.8*x
80 ppm 13,7+ 0.9%x 18,13 1.1 13,74 1.0%x 13.6% 1.1¥x 13.9f 1.0 14.3%  1.2%x 14,5+  1.1xx
Significant difference 3 *: P s 0,05 ** : P 5 0,01 Test of Dunnett

(HAN260)

BAIS3




STUDY NO. : 0284
ANIMAL © RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

UNIT i g
REPORT TYPE : Al 104
SEX : MALE PAGE : 4
Group Name Administration week-day(effective)
48-7(7) 50-7(7) 54-7(7) 58~7(7) 62-7(7) 66-7(7) 70-7(7)
Control 16.8+ 1.0 16.6+ 0.9 6.6+ 0.9 17.0+ 1.2 17.7+ 1.0 17.3+ 1.1 17.6+ 1.2
20 ppm 15.8+  1.0xx 16,4 1.0 15,7 1.1%x 6.7+ 1.8 16,74+ 1.0%x 17.1:1:' 1.0 16.94& 1.1*x
40 ppm 15,54 0.8 15,31 0.9 15,24 0.9xx 16,3+ 0.9*x 15,7+ 1.0%x 16.3% 1.83%x 16,1+ 1.0%x
80 ppm 14,1+ 1.1%x 14.2+  1.3%x 14,04 1.2x%x 14.9%  1.3%x 14,6 0.9%x 15,0+  1.0%x 16,0+  1.4xx
Significant difference 3 x: P = 0.05 ** ! P S 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANIMAL  : RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE: 5
Group Name Administration week-day(effective)
74-7(7) 78-7(7) 82-7(7) 86-7(7) 80-7(7) 94-7(7) 98-7(7)
Control 17.6+ 1.3 17.3+ 1.0 17.4% 1.1 17.3% 1.1 16.81% 1.4 16.9+ 1.8 16,0+ 2.4
20 ppm 16.74& 1.5% 16.3% 1.6% 16,4+ 1.3x 16,2+ 1.5%x% 16,0+ 1.2 16.3+ 1.7 15.6%t 2.5
40 ppm 15.8%+ 0.9 15,5+ 0.8xx 15,24+ 0.9%x 15,1+ 1.2 14.81+ 1.8%x 15.1&  1.4xx 14.64%  1.1%x
80 ppm 14,8+ 1.0#x 14,7+ 0.9%x 14,51+ 1.4%x 14.44% 1.0x%x 14,24 1.5%x 14,91+ 1.0%x 14.04%  1.0%x
Significant difference *x: P = 0.05 ** ¢ P = 0,01 Test of Dunnett

(HAN260)

BAIS3




STUDY NO. : 0284
ANIMAL : RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIXALS

UNIT i g
REPORT TYPE : Al 104
SEX : MALE PAGE : 6
Group Name Administration week-day(effective)
102-7(7) 104-7(7)
Contral 6.1+ 2.8 15.5+& 2.0
20 ppm 8.0+ 2.4 15,7 1.8
40 ppm 15,1 2.0%x 14,5+ 1.1xx
80 ppm 14.0%  1.7%x 13,8+ 1.2
Significant difference ; *: P = 0.0 ** : P 5 0,01 Test of Dunnett

(HAN260)

BAIS3



APPENDIX D?2
FOOD CONSUMPTION CHANGES: SUMMARY, RAT: FEMALE

(2-YEAR STUDY))



STUDY NO. : 0284
ANTMAL : RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

UNIT tg
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢ 7
Group Name Administration week-day(effectiue)
1-7(7) 2-7(T) 3~7(7) 4-7(7) 5-7(7) 6-7(7) 7-7(7)
Control 11.0+ 0.6 11.1+ 0.7 1.1+ 0.7 11.14& 0.7 11.1+ 0.9 10,7+ 0.8 10.8% 0.9
20 ppm 10.5 0.5%x 10.74  0.7*x 10.3+  0.6%x 10.8  0.7%x 10.7& 0.7 9.8% 0.6%x 10,0 0.6%x
40 ppm 9.6k 0.5%x 10,1 0.6%x 9.8+ 0.6xx 10,04 0.7xx 10.0+  0.7xx 8.6 0.6%x 9.5+ 0.5xx
80 ppm 8.7+ 0.6xx 9.6 0.B6xx 9.2 0.6%x 9.1+ 0.7xx 9.1% 0.6%x 8.7 0.7xx 8.7 0.7xx
Sionificant difference ; *: P =0.05 ** 1 P = 0,01 Test of Dunnett

(HAN260)

BAIS3




STUDY NO. : 0284
ANTHAL : RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 8
Group Name Administration week-day(effectiue)
8-7(7) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7) 14-7(7)

Control 10.4+ 0.9 10.6+ 0.8 10.6+ 0.8 10,7 0.9 10.8% 0.8 10.8+ 0.8 10.56+ 0.9

20 ppm 9.9 0.7 9.9 0.7+ 9.9 0.6%x 9.8+ 0.7xx 9.7f 0.7%x 9.7 0.6%x 9.9%  0.7%x

40 ppm 9.3 0.7*x 9.3k 0.6 9.2 0.7%x 9.24 0.7xx 9.2k 0.7%x 9.2 0.6%x 9.3+ 0.6xx

80 ppm 8.8+ 0.7xx 8.8+ 0.7x 8.5 0.7xx 8.6+ 0.7xx 8.5 0.8 8.9% 0.7#x 8,81 0.7«

Significant difference

* 1P = 0.05 % 1 P S 0.01

Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANINAL : RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE: 8
Group Name Administration week-day(effective)
18-7(7) 22-7(7) 26-7(7) 30-7(7) 34-7(7) 38-7(7) 42-7(7)
Control 10.7+ 0.7 10.6x 0.8 1.8+ 0.8 11.0+ 0.7 11.8+ 0.7 11.7+ 0.7 2.0+ 1.0
20 ppm 9.8+ 0.7xx 9.9% 0.6%x 10.6%  0.8%x 10,0 0.6%x 10.9%£  0.7%x 10,6 0.6%x 11.3+ 0.6%
40 ppm 9.2+ 0.6%x 9.3 0.6%x 9.7 0.7%x 9.2t 0.6%x 9.6+ 0.6%x 9.5 0.7xx 10,0+ 0.7%x
80 ppm 8.7+ 0.6%x 8.8+ 0.7%x 9.0k 0,7 8.7+ 0.7xx 8.9t 0.7 8.8t 0.8%x 9.0 0.8
Significant difference ; *x: P = 0.05 *x 1 P £ 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANINAL  RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT T g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 10
Group Name Administration week-day(effective)
46-7(7) 50-7(7) 54-7(7) 58-7(7) 62-7(7) 66-7(7) 70-7(7)
Control 11.86+ 0.7 11.8% 0.7 11.74& 0.7 12,24+ 0.8 12,5+ 0.7 12.0+ 0.8 12,5+ 0.9
20 ppm 10,7+ 0.7xx 11.24  0.6%x 10.74  0.6%x 11.61  0.8%x 11,14+ 0.7%x 12.1+& 0.8 12.0%  0.8%x
40 ppm 9.4+ 0.7xx 10,11 0.7*x 9.4+ 0.7 10.24£  0.9xx 9.7+ 0.8xx 10.6+  1.0%x 10,64 0,9%x
80 ppm 8.9+ 0.8xx 9.1+ 0.9xx 8.6k 1.0%x 9.5 0.9 9.2+ 1.3%x 9.4 1.1xx 10,4+ 1.1%x
Significant difference 3 *: P = 0.05 *» P = 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANIMAL  : RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 11
Group Name Administration week-day (effective)
74-7(7) 78-7(7) 82-7(7) 86-7(7) 90-7(7) 94-7(7) 98-7(7)

Controt 12.8% 1.8 12.64+ 1.8 12.4+ 2.5 12.4+ 2.0 13.0% 1.5 12.74 2.1 18.0f 2.3

20 ppm 11.8% 1.1 12,1+ 1.0 11,94 1.0% 11.8% 1.8 12.5+ 1.8 11.8+ 2.1 12,1+ 2.6

40 ppm 10,61 1.1%x 10,8+ 1.1xx 10,7+ 0.9%x 10,6 1.1%x 11,0k 1.3%x 11,0 1.2 10.9%  1.5%x

80 ppm 9.6 1.4 10,24 1.3=x 10,31 1.1xx 10,3+ 1.3 10.8% 1.1%x 10,614 1.6%x 10,8+ 1.5xx

Significant difference 3

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

Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0284
ANIMAL : RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT 3
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢ 12
Group Name Administration week-day(effective)
102-7(7) 104-7(7)

Control 3.7+ 2.3 12,1+ 2.4

20 ppm 12,74 1.2% 11,54+ 1.1

40 ppm 11.5% 1.1 10,74 1.3

80 ppm 11,04 1.9=%x 11,0 1.4

Significant difference

: P = 0.0 ** ! P = 0.01

Test of Dunnett

(HAN260)

BAIS3



APPENDIX E1
CHEMICAL INTAKE CHANGES: SUMMARY, RAT: MALE

(2-YEAR STUDY))



STUDY NO. : 0284 CHEMICAL INTAKE CHANGES  (SUMMARY)

ANIKAL : RAT F344/DUCrj ALL ANIMALS

UNIT tmg/kg/day

REPORT TYPE : Al 104

SEX : MALE PAGE ¢ 1

Growp Name Administration (weeks)

1 2 3 4 5 6 7

Control 0.000+ 0.000 0.000£ 0.000 0.000% 0.000 0.000+ 0.000 0.000+ 0.000 0,000t 0.000 0.000E£ 0.000
20 ppm 1.967+ 0.306 1.671+& 0.131 1.542+ 0.150 1.405+ 0.078 1.304% 0,088 1.178%+ 0,068 1,154+ 0.068
40 ppm 3.588% 0.214 3.191+ 0.158 2,815+ 0.184 2.683t 0,214 2.478t 0.138 2.203% 0.158 2.127+ 0.133
80 ppm 7.201x 0.815 6.398% 0.797 5.712+ 0,334 5.224+ 0.507 4,705+ 0.426 4,184+ 0,332 4,150+ 0.363

(HAN300)

BAIS3



STUDY NO. : 0284 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL + RAT F344/DuCrj ALL ANIMALS
UNIT :mg/kg/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Grouwp Name Administration (weeks)
8 9 10 11 12 13 14
Control 0.000% 0.000 0.000% 0.000 0.000£ 0.000 0,000t 0.000 0,000 0.000 0,000+ 0.000 0.000£ 0.000
20 ppm 1.089% 0.070 1.062% 0.089 1,007+ 0.052 1.003+ 0.063 0.869+ 0.090 0.931% 0.054 0.894% 0,085
40 ppm 2.046%+ 0.150 1.9764+ 0.115 1.889+ 0,153 1.8454 0.138 1.817f 0.096 1.732+ 0.098 1.657+ 0.087
80 ppm 3.913% 0.485 3.826% 0.265 3.716+ 0.234 3.580+ 0.252 3.499% 0.248 3.401% 0.268 3.351% 0.250
(HAN300)

BAIS3



STUDY NO. : 0284 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS
UNIT tmg/kg/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 3
Group Name Administration {(weeks)
18 22 26 30 34 38 42
Control “0.000 0.000 0.000%£ 0.000 0.000% 0.000 0,000+ 0.000 0.000% 0,000 0,000+ 0.000 0.000+ 0.000
20 ppm 0.896% 0.050 0.871+ 0.063 0.821+ 0.039 0,784+ 0.042 0.800% 0.036 0.785% 0.057 0.839%+ 0.041
40 ppm 1.678% 0.180 1.580% 0.098 1.568+ 0.081 1.474+ 0,080 1.518+ 0.102 1.506+ 0.079 1.567+ 0.094
80 ppm 3.198t 0.235 3.220% 0.258 3.184% 0.287 3.109%+ 0.288 3.206t 0.364 3.257+ 0.363 3.437%+ 0.289
(HAN300)

BAIS3



STUDY NO. : 0284 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANINAL * RAT F344/DuCrj ALL ANIMALS
UNIT tme/kgSday
REPORT TYPE : Al 104
SEX : MALE PAGE : 4
Group Name Administration (weeks)
46 50 54 58 82 66 70
Control 0.000+ 0.000 0.000Ef 0.000 0.000+ 0.000 0,000+ 0.000 0.000+ 0.000 0.0004  0.000 0.000E 0,000
20 ppm 0.754+ 0.055 0.797+ 0.048 0.7624 0,037 0.760% 0.175 0.742%+ 0.043 0.814+ 0.072 0,776t 0.106
40 pom 1.484+ 0.082 1.631+ 0.110 1.519% 0.096 1.876+ 0.151 1.439+ 0.108 1.539+ 0.235 1.518% 0.157
80 ppm 3.351% 0.480 3.5824 0.424 3.662+ 0.5%0 3.773% 0.714 3.410+ 0,522 3.566+ 0.322 3.565+ 0.517
(HAN300)

BAIS3



STUDY NO. : 0284 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANTMAL : RAT F344/DuCri ALL ANIMALS
UNIT ‘ng/kg/day
REPORT TYPE : Al 104
SEX : MALE PAGE: 5
Group Name Administration (weeks)
74 78 82 86 90 4 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
20 ppm 0,783t 0.145 0,765+ 0.173 0,821+ 0.238 0,757 0.088 0,793+ 0.101 0.835% 0,111 0.865+ 0.173
40 ppm 1.528+ 0.146 1.498% 0.139 1.633+ 0.142 1.506+ 0,171 1,594+ 0.284 1,635+ 0.256 1.694x 0.375
80 ppm 3.479%  0.498 3.467% 0.671 3.636+ 0.510 3.483% 0.590 3.6354%  0.628 3,588+ 0.568 3.754+ 0.794
(HAN300)

BAIS3



STUDY NO. : 0284

ANINAL  : RAT F344/DuCrj
UNIT tmg/kg/day
REPORT TYPE : Al 104

CHEMICAL INTAKE CHANGES
ALL ANIMALS

(SUMMARY)

SEX : MALE PAGE: 6
Group Name Administration (weeks)
102 104

Control 0.000+ 0.000 0.000+ 0.000

20 pom 0,926+ 0.240 1.001+ 0.349

40 ppm 1.708%+ 0.339 1.894+ 0.668

80 ppm 3.7224+ 0.672 3.878%+ 0.713
(HAN300)

BAIS3



APPENDIX E2
CHEMICAL INTAKE CHANGES: SUMMARY, RAT: FEMALE

(2-YEAR STUDY))



STUDY NO. : 0284 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT tng/kg/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢ 7
Group Name Administration (weeks)
1 2 3 4 5 [ 7
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 0.000E£ 0.000
20 ppm 2,447+ 0.244 1.930 0.181 1.734%  0.127 1.750% 0.408 1.639% 0.441 1.518+ 0.461 1.5615%& 0.400
40 ppm 4,206 0.815 3.471% 0.201 3.127+ 0.193 2.982+ 0.216 2,768+ 0.159 2.600+ 0.145 2.4414+  0.141
80 ppm 8.185%t 0.887 6.789% 0.584 6.156+ 0,520 5.831+ 0.545 5.240% 0.471 4,953+ 0.386 4,695+ 0.458
(HAN300)

BAIS3



STUDY NO. : 0284 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL * RAT F344/DuCrj ALL ANIMALS
ONIT tmg/kg/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 8
Group Name Administration (ueeks)
8 g 10 11 12 13 14
Control 0.000%£ 0,000 0.000% 0.000 0.000+ 0.000 0.000& 0,000 0,000k 0.000 0.000+ 0.000 0.000+ 0.000
20 ppm 1.385%+ 0.374 1.284%+ 0,238 1.811% 0.336 1.810% 0.373 1.833% 0.377 1.188+ 0.21¢0 1.265% 0.248
40 ppm 2.284+ 0.135 2.128+ 0.137 2,121+ 0.128 2,117+  0.217 2.124+ 0.225 2,078+ 0.19%5 2.264+ 0.793
80 ppm 4,420+ 0.397 4,331+ 0.983 4,326+ 0.383 4.163+ 0.572 4,217+ 0.537 4,529+ 0.438 4,153+ 0.404
(HAN300)

BAIS3



STUDY NO. : 0284 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL * RAT F344/DuCrj ALL ANIMALS
UNIT :mg/kg/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE: ¢
Growp Name Administration {(weeks)
18 22 28 30 34 38 42
Contral 0.000+ 0.000 0.000& 0.000 0.0004+ 0.000 0,000t 0.000 0.000%  0.000 0.000+  0.000 0.000£ 0.000
20 ppm 1,174+ 0.195 1.217+ 0.109 1,163+ 0,149 1.087+ 0.147 1.140% 0.170 1.069%+ 0.096 1.187+ 0.175
40 ppm 2.011%& 0.183 2.148% 0.311 2.128% 0.397 2.0684 0.277 2.106+ 0.348 2.080+ 0.242 2.3324+ 0.258
80 ppm 4,151+ 0.570 4,439+ 0.487 4,084+ 0.387 4,396t 0.855 4.240%+ 0.507 4,155+ 0.481 4.694+ 0.658
(HAN300)

BAIS3



STUDY NO. : 0284 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT tmg/kg/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 10
Group Name Adninistration (weeks)
48 50 54 58 82 86 70
Control 0.000% 0.000 0.000+ 0.000 0.000+ 0.000 0.000+ 0.000 0.000k 0,000 0.000  0.000 0.000k 0.000
20 ppm 1.059+ 0.098 1.215+ 0.081 1.088+ 0.109 1.125+ 0.139 1.027+ 0.123 1.135%+ 0.117 1.0224+ 0.145
40 ppm 2.136+  0.320 2.527+ 0.297 2,183+ 0.296 2.379 0.312 2.235+ 0.388 2,506+ 0.438 2,300+  0.403
80 ppm 4,593kt 0.519 4,870+ 0.559 4,770+ 0.712 5.082+ 0.786 5.004+ 0.970 5.088+ 1.146 5.724% 1.061
(HANS00)

BAIS3



STUDY NO. : 0284 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL + RAT F344/DuCrj ALL ANIMALS
UNIT tm/kg/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢ 11
Group Name Administration (weeks)
74 78 82 86 g0 94 98

Control 0.000+ 0.000 0.000% 0.000 0.000% 0.000 0.000k  0.000 0.000k  0.000 0.000% 0.000 0.000+  0.000

20 ppm 1,049+ 0.148 1.043% 0.232 1.083x 0.205 1.076t 0.229 1.088f 0.217 1,098+ 0.296 1.118% 0.252

40 ppm 2.328% 0.389 2,437+ 0.356 2,532+ 0.433 2.628+ 0,532 2,751+ 0.587 2.602+ 0.579 2.910+ 0.820

80 ppm 5.278+ 1.143 6.078%t 1.471 6.577+ 1.481 6.3456+ 1.483 6.985+ 1.499 6.807+ 1.853 7.258+ 1.983
(HAN300) BAIS3



STUDY NO. : 0284
ANINAL : RAT F344/DuCrj

CHEMICAL INTAKE CHANGES
ALL ANIMALS

(SUKNARY)

UNIT gk day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration (weeks)
102 104

Controt 0.000x 0.000 0.000+ 0.000

20 ppm "1.128+ 0.283 1.2184% 0.381

40 ppm 3.127+ 0.968 3.165+ 0.8%4

80 ppi 7.308% 2.094 8.033Fk 2.053
(HAN300) N

BAIS3



APPENDIX F1
HEMATOLOGY: SUMMARY, RAT: MALE

(2-YEAR STUDY))



STUDY NO. : 0284
ANINAL : RAT F344/Dulrj
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/dt % ) PE g/ d4 103,/ u8
Control 37 7.62+ 1.37 13.3% 2.8 39.8% 7.1 52.5+ 3.5 17.4% 1.7 33.1% 2.1 934+ 240
20 ppm 38 8.48%  1.36% 14,7+ 2.6xx% 43,9+ 6.8%x 51.9% 2.6 17.2+ 1.2 33.2% 1.7 833t 248%
40 ppm 44 8.96%  0.94xx 15.3% 1.5%% 45,3+ 4, 2%x% 50.7% 1.6%% 17.1+ 0.5% 33.8% 1.0 760k 110%x
80 ppm 39 8.73%  1.81xx 14.0% 2.5 41.89% 6.8 48,3+ 2,3%x 16.04 1. 0%x 33.1% 1.5 799+ 139xx
Significant difference 5 * : P = 0.05 ** 1 P S 0,01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0284

ANIMAL  : RAT F344/DuCrj

MEASURE. TIME ¢ 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of WBC Differential WBC
Animals 103/uf N-BAND N-SEG EOSINO BASO MONO LYMPHO OTHERS
Control 37 5.23+ 2.55 1% 1 54+ 8 1+ 1 0t 4+ 2 34+ 8 6L 5
20 ppm 38 5.14+ 2.19 1% 1 51k 10 2% 1 0t 54 2 36E 10 5% 4
40 ppm 44 4.62+ 2.41 1% 1 50+ 11 2% 2%k 0t 5+ 2% 39+ 9 3% Sxx
80 ppm 33 3.92+ 2.46 1+ 1 50k 11 2% 1x 0t 5% 2% 39+ 10 3% 3wk
Significant difference 5 % : P = 0.05 % ! P S 0,01 Test of Dunnett

(HCLO70)

BAIS3



APPENDIX F2
HEMATOLOGY: SUMMARY, RAT: FEMALE

(2-YEAR STUDY))



STUDY NO. : 0284
ANINAL + RAT F344/DuCrj
MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPORT TYPE : Al PAGE: 3
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT NGV MCH MCHC PLATELET
Animals 108/u2 g/ dR % e pg g/ de 1038
Control 37 7.73%  1.40 14.4% 2.3 42,0+ 6.1 55.6% 8.5 18.9% 1.8 34,2+ 1.6 617k 114
20 ppm 38 7.84+ 0.53 14,1+ 1.1 41.2+ 2.9 52.5+ 1.6x 18.0% 0.8% 34.2+ 1.2 687+ 92%
40 ppm 43 7.6t 0.76 13.1% 1.2%x 38.5+% 3.5%x% 50.4% 2.3%x 17.2+ 1.0%x 34.1% 1.5 752+% 125%%
80 ppm 28 7.96+ 0.56 11.3% 1.2%% 3.1+ 2,T*x 44,2+ 2.5%% 14.3% 1.0%% 32.2% 1.2%x 903+ 151#x%
Significant difference 5 * : P = 0.05 * : P = 0.01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0284

ANIMAL  : RAT F344/DuCrj

MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of WBC Differential WBC
Animals 103/12 N~BAND N-SEG EOSINO BASO MONO LYMPHO OTHERS
Control 37 4,26+ 11.50 1+ 2 49+ 11 2+ i 04 54 37+ 11 6+ 13
20 pom 39 2,93+ 2.88 1 2 524 10 2% 1 0t 4+ 36+ 8 5+ 4
40 ppm 43 2.62%  2.11 1% 1 50+ 12 1+ 1 ot 5+ 3B g 7% 12
80 ppm 28 3.24+  1.80 1= 1 50+ 12 2+ 3 [ 5% 3L 10 8% 13
Significant difference 5 * : P = 0.05 x P = 0,01 Test of Dunnett

(HCLO70)

BAIS3



APPENDIX G1
BIOCHEMISTRY: SUMMARY, RAT: MALE

(2-YEAR STUDY))



STUDY NO. : 0284
ANIMAL  : RAT F344/DuCrj
HEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : MALE REPORT TYPE : Al PAGE ¢ 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLYCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/d2 g /42 ng,/ d2 ng,/d¢ ng/d2 ng,/ d%
Control 37 6.5+ 0.5 3.3% 0.2 1.1+ 0.2 0.18%+ 0.04 138+ 32 201+ 81 180% 136
20 ppm 38 6.4+ 0.3 3.3% 0.2 1.1% 0.2 0.18+ 0.03 145+ 22 1684 60 152+ 85
40 ppm 44 6.3k 0.3 3.5+ 0.2x%% 1.2% 0. 2%x 0.17&  0.08 151 17 152+ 55% 118+ 107x
80 ppm 33 6.1+ 0.3%x 3.5+ 0. 3%x 1.4+ 0.2%x 0.15&  0.02*x 140+ 18 111+ 23x% 50+ 18kx
Sionificant difference 5 * : P = 0.05 *»* : P 5 0,01 Test of Dunnett

(HCLO74)

BAIS3



STUDY NO. : 0284

ANIMAL  : RAT F344/DuCrj

MEASURE. TIME : 1

BIOCHEXISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of PHOSPROLIPID GOT GPT LDH ALP G-GTP CPK
Animals ng/ d8 1IU/¢ 1U/8 Iu/2 IU/8 1U/8 IU/8%

Control 37 297+ 118 72+ 28 40+ 20 226+ 175 1524 56 8+ 86% 22

20 ppm 38 255+ 85 75k 28 42+ 18 229+ 184 148+ 41 7£ 93+ 33

40 ppm 44 233+ 89% 81+ 20 46+ 17% 195+ 54 160+ 37 6+ 92+ 26

80 pom 39 175+ 29%x 1154 Aldxx 64+ B3kx 210 105 248+ 417x 6+ 87% 13

Significant difference 5 % : P = 0.05 % 1 P = 0,01 Test of Dumnett

(HCLO74)

BAIS3



STUDY NO. : 0284 BIOCHEMISTRY (SUMMARY)

ANINMAL ¢ RAT F344/DuCrj ALL ANIMALS (105W)
MEASURE. TIME ¢ 1
SEX : MALE REPORT TYPE : Al PAGE ¢ 3
Group Name NO. of UREA NITROGEN CREATININE SODIUY POTASSIUM CHLORIDE CALCIUN INORGANIC PHOSPHORUS
Animals ng,/ d2 mg,/ d2 mEq/ & mEq,/ & mEq,/ 0 mg,/ d& ng,/ d2
Control 37 21.6% 6.7 0.8+ 0.3 142+ 2 3.8% 0.3 106+ 10.7+ 0.8 4,3t 1.2
20 ppm 38 19.4% 3.6 0.6% 0.1% 142+ 2 3.9+ 0.3 106£ 10.5% 0.3 4,14 0.7
40 ppm 44 19.44 2.7 0.6% 0.1xx 141+ 2% 3.9+ 0.3 1064 10.4% 0.3*x 3.8+ 0.8
80 ppm 39 19.8% 3.6 0.5+ 0. 1xx 142+ 2 4.0+ 0. 2% 106k 10.3+ 0.2%x 4.2+ 0.7
Significant difference 5 * : P = 0.05 *x : P 5 0,01 Test of Dunnett
(HCLO74)

BAIS3



APPENDIX G2
BIOCHEMISTRY: SUMMARY, RAT: FEMALE

(2-YEAR STUDY))



STUDY NO. : 0284

ANINAL : RAT F344/DuCrj

MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEKALE REPORT TYPE : Al PAGE : 4
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/ dR g/ dR mg,/ d8 ng,/ d% mg,/ d42 mg,” d2
Control 38 6.7+ 0.4 3.8% 0.3 1.4% 0.2 0.17&  0.11 143+ 28 131+ 23 5% 80
20 ppm 39 6.7k 0.4 3.8+ 0.3 1.3+ 0.1 0.16%k 0.04 145+ 13 148+ 47 102L 73%
40 ppm 43 6.6+ 0.5 3.9% 0.3 1.5% 0.2 0.14%  0.02xx 128+ 19 141+ 44 [ 56
80 ppm 28 6.3+ 0.6x%x 3.8% 0.3 1.6k 0.2%x 0.144  0.01xx 106+ 18*x 133+ 24 58+ 31
Significant difference 3 P = 0.05 ** : P = 0,01 Test of Dunnett

(HCLO74)

BAIS3



STUDY NO. : 0284

ANIMAL  : RAT F344/DuCrij

MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPORT TYPE : Al PAGE : 5
Group Name NO. of PHOSPEOLIPID GOT GPT LDH ALP G~GTP CPK
Animals ng/ 48 IU/8 I180/8 18/8 I/ 1U/8 IU/¢
Cantrol 38 231+ 41 135+ g3 63+ 28 263% 132 126% 87 54 2 97+ 81

20 ppm 33 262+ 72 1324 132 61+ 26 246+ 88 113+ 59 54 3 85+ 25

40 ppm 43 258+ 70 124+ 51 60k 17 258+ 128 123+ 51 4+ 3 84+ 34

80 ppm 28 255+ 44 1354 36 61+ 21 240+ 91 159+ 47 7+ 2% 103+ 24x%x

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

(HCLO74)

BAIS3



STUDY NO. : 0284 BIOCHEMISTRY (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANIMALS (105W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 6
Group Name NO. of UREA NITROGEN CREATININE SODIUK POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals ng/d¢ ng/d¢ bl ) mEq/ 0 mEq/ 0 ng,/de ng,//df
Control 38 16.9+ 8.1 0.5% 0.1 141+ 2 3.9+ 0.4 106+ 3 10.4%+ 0.2 3.7t 1.0
20 ppm 39 15.8+ 3.0 0.5+ 0.1 140+ Txx 3.9+ 0.4 104+ 2%% 10.6% 0.4x% 3.9% 0.9
40 ppm 43 20.5% 4.4x%x 0.6L 0.1 139+ 2%% 4.0+ 0.3 104+ 2%% 10.7% 0, 4%x% 4.5% 0.7%x
80 ppm 28 23.7+ 5. 1%x 0.5+ 0.1 140+ 2 4.1+ 0.3 105+ 2% 10,7% 0. 4xx 5.0% 0. 7xx
Significant difference 5 * : P = 0.05 * 1 P = (.01 Test of Dunnett
(HCLO74)

BAIS3



APPENDIX H1
URINALYSIS: SUMMARY, RAT: MALE

(2-YEAR STUDY))



STUDY NO. : 0284 URINALYSIS
ANTMAL : RAT F344/DuCrj
MEASURE. TIME : 2
SEX : MALE REPORT TYPE : Al PAGE : 1
Grouwp Name NO. of pH, Protein_________ Glucase Ketone body Bilirubin
’ Animals 5.0 6.0 6,56 7.0 7.5 8.0 8.5 CHI — 4+ 4+ 2+ 3+ 4+ CHl — & + 2+ 3+ 4+ CHI — + + 2+ 3+ 4+ CHl -~ + 2+ 3+ CHI
Control 37 ¢ 2 4 8 11 12 0 0 0 0 01126 37 000 00 37 0 00 0 0 37 0 0 0
20 ppm 39 6 2 1 8 6 21 1 0 0 0 0 831 33 0 0 0 0 0 3B 3 00 0 0 3 0 0 0
40 ppm 44 0 2 5 4 8 21 4 0 0 0 01727 4 0 0 0 0 0 41 3 0 0 0 0 4 0 0 0
80 ppm 39 ¢ 1 8 8 11 10 1 00 0 327 8 = 39 0 0 0 00 3% 4 00 0 0 = 33 0 0 ¢
Significant difference *x ! P = 0.05 ** 1 P 5 0,01 Test of CHI SQUARE
(HCL101)

BAIS3



STUDY NO. : 0284
ANIMAL @ RAT F344/DuCrj
MEASURE. TIME : 2

URINALYSIS

SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of Occult blood Urobi Linogen
Animals — + + 2+ 3+ CHI + + 2+ 3+ 4+ CHI
Control 37 %1000 37 0 0 0 0
20 ppm 39 3% 1020 3 0 0 0 0
40 ppm 44 32 105 86 = 4 0 0 0 0
80 ppm 39 7 31 622 *x 38 00 0 0
Significant difference * ! P = 0,05 *x : PS5 0,01 Test of CHI SQUARE

(HCL101)

BAIS3



APPENDIX H?2
URINALYSIS: SUMMARY, RAT: FEMALE

(2-YEAR STUDY))



STUDY NO. : 0284 URINALYSIS
ANINMAL : RAT F344/DUCrj
MEASURE. TIME : 2
SEX : FEMALE REPORT TYPE : Al PAGE ¢ 3
Group Name NO. of pi Protein Glucose, Ketone body Bilirubin
Animals 5.0 6.0 6,5 7.0 7.5 8.0 8.5 CHI — X + 2+ 3+ 4+ CHl — 4 4+ 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHI - + 2+ 3+ CHI
Control 40 0 1 6 8 18 6 0 0 0 1 81516 40 0 0 0 0 0 38 20000 40 0 0 0
20 ppm 39 0 1 8 1 11 3 1 00 0 2 928 =« 39 00 000 3810000 33 000
40 ppm 45 0 10 1n 7 10 7 0 x 0 0 0 22122 45 0 0 0 0 0 4B 0 0 0 0 0 45 0 0 0
80 pom 29 0 9 8 6 4 2 0 = 0 0 0 21512 23 0 0 000 2810000 28 0 0 0
Significant difference *x: P S 0.05 *>* P = 0,01 Test of CHI SQUARE
(HCL101)

BAIS3



STUDY NO. : 0284

ANIMAL @ RAT F344/DUCri

MEASURE. TIME : 2

SEX : FEMALE REPORT TYPE : Al

URINALYSIS

PAGE : 4
Group Name NO. of Oceult blood Urobi Linogen
Animals -~ & + 2+ 3+ CHI + + 2+ 3+ 4+ CHI

Control 40 331000 4 0 0 0 0

20 pom 39 2221 2 33 0 0 00

40 ppm 45 8 1 2 628 *x 45 0 0 0 0

80 ppm 29 1 0 0 226 =*x 23 0 0 00

Significant difference *: P = 0.06 ** ! P S 0,01 Test of CHI SQUARE

(HCL101)

BAIS3



APPENDIX 11
GROSS FINDINGS: SUMMARY, RAT: MALE: ALL ANIMALS

(2-YEAR STUDY))



—

STUDY NO. = 0284 GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCri ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Controt 20 ppm 40 ppm 80 ppm
Organ Findines X0. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
skin/app nodule 7 (14) 4 (8 0 (0 3 (6
scab 1 (2 0 (0 0 (o 0 (0
subcutis Jjaundice 2 (4 00 0o 0o (o
mass 8 (18) 10 (20 8 (16) 7 (14)
nasal cavit  nodule 1 (2 0 (0 0 (0 0 (0
lug white zone 1 (2 0 (0 o (0 0 (0
red zone 0 (0 0 (0 0 (0 2 (9
brown zone () 0 (0 1 (2 0 (0
edema 2 (4 0 (0 0 (0 0 (0
nodule 2 (9 3 (8 0 (0 2 (9
veluminus 0 (o 1 (2 0 (o ¢ (0
Lymoh node entarged 1 (2 1 (2 1 (2 1 (2
spleen enlarged 5 (10) 2 (9 1 (2 2 (9
white zone 1 (2 1 (2 0 (0 0o (o0
brown zone 0 (0 1 (2 o0 0 (0
nodule 0 (0 0 (0 0 (0 1 (2
heart white zone 2 (4 0 (0 0 (0 00
nodule 0 (0 0 (0 0 (0 1 (2
forestomach  ulcer 1 (2 1 (2 1 (2 1 (2
gl stomach ulcer 3 (8 0 (0 o (0 0 (0
thick ¢ (0 1 (2 0 (0 00
stomach ulcer 1 (2 0 (o 0 (0 o (0

(HPT080) BAIS3



STUDY NO.

: 0284

GROSS FINDINGS (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANTMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 20 ppm 40 ppn 80 ppn
Oraan Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
smatl intes  nodule 1 (2 0 (0 0 (0 0 (0
cecum diverticula 0 (0 0 (0 1 (2 2 (4
Liver entarged 0 (0 0 (0 1 (2 1 (2
uhite patch/zone 0 (0 0 (0 0 (0 1 (2
white zone o (0 0 (0 o (0 1 (2
nodule 1 (2 0 (0 3 (8 4 (8
rough 2 (4 ¢ (0 0 (0 1 (2
herniation 1 (2 1 (2 2 (@ 2 (4
pancreas nadule 0 (0 1 (2 0 (0 2 (4@
Kidney cyst 1 (2 0 (0 ) 0 (0
deformed 1 (2 4 (8 23 { 46) 33 (68)
granutar 25 (50 16 (32 11 (22 0 (0
urin bladd urinetmarked retention 0 (0 2 (4 0 (0 1 (2
pituitary enlarged 1 (22 5 (10 3 (6 0 (0
red zone 4 (8 2 (4 5 (10 6 (12)
nodule 3 (86 2 (4 8 (12) 00
thyroid entarged 2 (49 3 (8 4 (8 00
nodule 1 (2 0 C0 0 (o 0 (0
adrenal enlarged 0 (0 3 ( 6) 2 (4 1 (2
testis atroshic 1 (2 2 (4 0 (0 0 (0
nodule 32 (64) 3% (72 42 (84) 36 (72)
prep/cti sl nodule 0 ( 0) 0 (0 0 (0 1 (2
(HPTO80)

BAIS3



STUDY NO. : 0284 GROSS FINDINGS (SUMMARY)

ANINAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Control 20 ppm 40 ppm 80 ppm
Organ Findings X0. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
brain red zone 0 (0 1 (2 0 (0 0 (0
spinal cord  red zone 1 (2 0 (0 0 (0 0 (0
eye turbid 1 (2 0 (0 0 (0 6 (0
white 1 (2 2 (4 5 (10) 0 (0
Zynbal gl nodute 0 (0 0 (0 0 (0 1 (2
vertebra nadule 0 (0 0 (0 0 (0 1 (2
mediastinum  mass 0 (0 0 (0 0 (0 1 (2
per-itoneun nodule 1 (2 1 (2 0 (0 2 (4
retroperit mass ¢ (0 0 (0 0 (0 1 (2
abdominal ¢ mass 2 (9 0 (0 1 (2 0 (0
ascites 2 (4 2 (4 1 (2 1 (2
thoracic ca  pleural fluid 3 (86 1 (2 1 (2 2 (48
other ear:nodule 0 (0 1 (2 1 (2 0 (0
whole body anemic 2 (4 0 (0 0 (0 0 (0
(HPT080)

BAIS3



APPENDIX 12
GROSS FINDINGS: SUMMARY, RAT: FEMALE: ALL ANIMALS

(2-YEAR STUDY))



STUDY NO. ¢ 0284 GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANI¥ALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Growp Name Control 20 ppn 40 ppn 80 ppm
Organ_____ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
skin/app nodule 4 (8 1 (2 0 (0 0 (0
erosian 1 (2 0 (0 00 0 (0
scab 0 (o 1 (2 1 (2 2 (4
subcutis dry 0 (0 0 (0 0 (0o 1.( 2
mass 11 (22 10 ( 20) 2 (8 4 (8
lung red 1 (2 0 (0 0 (0 1 {2
nodule 0 (0 0 (0 0 (o 1 (2
Lymeh node enlarged 1 (2 o (0 1 (2 1 (2
thyms  enlarged 0 (0 0 (0 0 (0 1 (2
spleen enlarged 4 (8 2 (89 2 (4 1 (2
nodute (Y 2 (4 0 (0 0 (0
deformed 1 (2 0 (o 0 (0 o (0
sl stomach nodute 0 (0 0 (0 1 (2 0 (0
ulcer ¢ (0 1 (2 0 (0 0o
Liver yellow patch/zone 1 (2 0 (o0 0 (0 ¢ (0
white zone 0 (0 0 (0 0 (0 1 (2
red zone 1 (2 0 (0 0 (0 0 (0
nadule 0 (0 1 (2 5 (10) 6 (12
cyst 0 (0 0 (0 0 (0 1 (2
roush 2 (4 1 (2 0 (0 1 (2
herniation 1 (2 4 (8 g (18) 2 (4
accentuation of lobular structure 0 (0 0 (0 0 (0 1 (2
(HPT080)

BAIS3



STUDY NO.  : 0284 GROSS FINDINGS (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
- SEX : FEMALE PAGE : 5
Group Name Controt 20 ppm 40 ppn 80 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
pancreas nodule 0 (0 1 (2 0 (0 00
kidney- atrophic 0 (0 0 (0 1 (2 1 (2)
cyst 0 (0 6 (0 1 (2 0 (0
deformed 1 (2 7 (19 33 (78) 25 ( 50)
granular 1 (2 3 (6 2 (4 0 (0
urin bladd urinesmarked retention ) 0 (0 1 (2 0 (o0
urinetred 1 (2 0 (0 0 (0 ()]
pituitary entarged 8 (18) 8 (16) 5 ( 10) 3 (8
red zone 8 (18 11 (22 11 (22 8 (18)
nodule 2 (4 4 (8 2 (4 2 (4
thyroid entarged 2 (9 2 (4 1 (2 0 C0
adrenal enlarged 0 (0 1 (2 1 (2 0 (0
ouary enlarged 0 (0 0 (0 1 (2 0 (0
cyst 1 (2 2 (4 0 (0 1 (2
uterus nodute 2 (4 5 {10 5 (10 1 (2
vagina nodute 0 (0 0 (0 0 (0 1 (2
prep/cli ol nodute 0 (0 0 (0 1 (2 0 (0
spinal cord red zone 1 (2 0 (0 0 (0 0 (0
eye turbid 1 (2 0 (0 0 (0 0 (0
. thite 1 (2 1 (2 2 (4 0 (0
Zymbal ol nodule 1 (2 0 (0 0 (0 o {0
mediastinum  mass 0 (0 1 (2 0 (0 0 (0

(HPT080) BAIS3



STUDY NO.

0284

GROSS FINDINGS (SUMMARY)

ANIMAL + RAT F344/DuCrij ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX s FEMALE PAGE: 8
Group Name Control 20 ppm 40 ppm 80 ppm
Organ Findings, NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
retroperit mass 1 (2 0 (0 0 (0 0 (0
abdominal ¢ hemorrhage 2 (4 1 (2 1 (2 0 (0
ascites 0 (0 1 (2 0 (0 1 (2
tharacic ca pteural fluid o (0 0 (0 1 (2 2 (4
(HPT080)

BAIS3



APPENDIX 13
GROSS FINDINGS: SUMMARY, RAT: MALE: DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY))



STUDY XO. : 0284 GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANINALS (0-105¥)
REPORT TYPE : Al
SEX : MALE PAGE: 1
Group Name Control 20 ppm 40 ppm 80 ppm
Organ_____ Findings, NO. of Animals 13 (%) 11 (%) 6 (%) 11 (%)
skinfapp nodule 1 (8 2 (18) 0 (0 0 (0
subcutis jaundice 2 (15 0 (0 0 (0 0 (0
mass 2 (1) 3 (20 2 (33 1 (9
lung red zone 0 (0 0 (0 0 (0 2 (18)
edema 2 (19) 0 (0 ¢ (0 0 (0
nodule 0 (o 1 (9 0 (0 2 (18)
voluminus 0 (0 1 (9 0 (0 0 (0
Lymph node entarged 0 ( 0 1 (9 1 (17 1 (9
spleen enlarged 3 (23 1 (9 1 (1) 2 (18)
uhite zone 0 (0 1 (9 0 (0 0 (0
heart uhite zone 2 (15 0 (0 0 (0 0 (0
nodule 0 (0 00 0 (0 1 {9
forestomach  uloer 1 (.8 1 (9 0 (0 0 (0
ol stomach ulcer 1 (8 0 (0 0 (0 0 (0
thick ) 1 (9 0 (0 0 (0
stomach ulcer 1 (98 0 (0 0 (0 0 (0
smatl intes nodule 1 (8 0 (0 o (0 0 (0
Liver enlarged : 0 (0 ’ 0 (0 1 (17 1 (9
white patch/zone 0 (0 0 (0 0 (0 1 (9
white zone 0 (0 0 (0 0 (0 1 (9
nodule 0 (0 0 (0 1 (17 0 (0
roush 1 (8 0 (0 00 1 (9
(HPT080)

BAIS 3



STUDY NO. : 0284 GROSS FINDINGS (SUMMARY)

ANINAL : RAT F344/DuCrj DEAD AND NMORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Control 20 ppem 40 ppm 80 ppm
Organ____ Findings NO. of Animals 13 (%) 11 (%) 6 (%) 11 (%)
Liver herniation ¢ (0 0 (0 1 (17 0 (0
parncreas rodule 0 (0 1 (9 0 (0 2 (18
kidnsy oyst 1 (® ¢ (0 0 (0 00
granular 4 (31) 2 (18) 1 (11 0 (0
uin bladd uine:marked retention 0 (0 2 (18) 0 (0 1 (9
pituitary enlarged 8 (48 0 (o 2 (33 o (0
nadule o (0 0 (0 1 (17 o (0
thyroid enlarged 0 (0 1 (9 ()] 0 (0
adrenal enlarged 0 (0 0 (0 1 (1D 0 (0
testis atrophic 1 (8 1 (9 0 (0 0 (0
nocule 4 (31 4 (36) 5 (83) § (45)
brain red zone 0 (0 1 (9 0 (0 0 (0
spinal cord red zone 1 (8 0 (0 0 (0 0 (0
eye turbid 1 (8 0 (0 0 (0 0 (0
white 0 (0 0 (0 1 (17) o ( 0
Zymbal gt nodule o (0 ¢ (0 0 (0 1 (9
vertebra nocule 0 (0 0 ( 0) 0 (0 1 (9
mediastinum mass 0 (0 0 (0 0 (0 1 (9
peritoneun nodule 1 (8 1 (9 0 (o 1 (9
retroperit mass 0 (0 0 (0 0 (0 1 (9
abdoninal ¢ ascites 2 (18) 2 (18) 1 (171 1 (9
thoracic ca pleural fluid 3 (23 0 (0 1 (17) 2 (18)
(HPT080)

BAIS3



STUDY NO. : 0284

GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Control 20 ppm 40 ppm 80 ppm
Organ Findings, NO. of Animals 13 (%) 11 (%) 6 (%) 11 (%)
uhale body anemic 2 (15) 0 (0 0 ( 0 0 (0
BAIS3

(HPTO080)



APPENDIX 14
GROSS FINDINGS: SUMMARY, RAT: FEMALE: DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY))



STUDY NO. @ 0284 GROSS FINDINGS (SUMMARY)

ANINAL : RAT F344/DuCrj DEAD AND HORIBUND ANI¥ALS (0-108W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Growp Name Control 20 ppm 40 ppm 80 ppm
Organ Findings NO. of Animals 10 (%) 11 (%) 8 (%) 21 (%)
skin/app erosion 1 (10 0 (0 0 (0 0 (0
subeutis ay 0 (0 0 (0 0 (0 1 (5
mass 4 (40) 1 (9 1 (1) 2 (10)
lus red 1 (10 [ )] 0 (0 1 (5
nodule 0 (0 0 (0 0 (0 1 (5
Lymeh node enlarged 1 (10) 0 (0 1 (17 1 (8
thymus enlarged )] 0 (0 6 (0 1 ( 5)
spleen enlarged 3 (30 2 (18) 1 (17 1 (5
gl stomach ulcer 0 (0 1 (9 0 (0 ()
Liver yellow patch/zone 1 (10 0 (0 0 (0 0 (o
red zone 1 (10 0 (0 0 (0 0 (0
nodule 0 (0 1 (9 2 (33 3 (14)
cyst 0 (0 0 (0 0 (0 1 (8
roush 0 (0 0 (0 0 (0 1 (9
herniation 0 (0 0 (0 1 (1M 1 {9
pancreas nodule 0 (0 1 (9 00 0 (0
kidney atrophic 0 (0 0 (0 0 (0 1 { 8
urin bladd urine:marked retention 0 (0 0 (0 1 (1) 0 (0
urineired 1 (10 0 (0 0 (0 0 (0
pituitary enlarged 4 (40) 4 (36 2 (39 0 (0
red zone 0 (0 1 (9 0 (0 0 (0
nodule 1 (10) 1 (9 0 (0 1 (8
(HPT080)

BAIS3



STUDY NO. : 0284 GROSS FINDINGS (SUMMARY)

ANTMAL : RAT F344/DuCrij DEAD AND MORIBUND ANIMALS (0~105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 5
Group Name Control 20 ppm 40 ppm 80 ppm
Organ Findings ¥0. of Animals 10 (%) 11 (%) 6 (%) 21 (%)
ovary enlarged 0 (0 0 (0 1 (17) 0 (0
cyst 0 (0 1 {9 0 (0 0 (0
uterus roduls 1 (10 1 (9 1 (1 0 (0
prep/cli gl nodule 0 (0 0 (0 1 (1 0 (0
spinal cord red zons 1 (10 0 (0 0 (0 0 (0
aye turbid 1 (10 0 (0 0 (0 0 (0
Zymbal gl nodute 1 (10) 0 (0 0 (0 0 (0
mediastinum mass 0 (0 1 (9 0 ( 0 o (0
retroperit mass 1 (10) 0 (0 0 (0 0 (0
abdoninal ¢ hemorrhage 2 (20 1 (9 1 (17 0 (0
ascites o (0 1 (9 0 (0 1 ( 5
thoracic ca pleural fluid 0 ( 0 0 ( 0 1 (17) 2 (10)

(HPT080) BAIS3



APPENDIX 15
GROSS FINDINGS: SUMMARY, RAT : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY))



——

STUDY NO. : 0284 GROSS FINDINGS (SUMMARY)

ANINAL : RAT F344/DuCrij SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : NALE PAGE : 1
Group Name Controt 20 ppm 40 pen 80 pon
Orsan____ Findings 0. of Animals 87 (%) 39 (%) 4 (%) 39 (%)
skin/app nodule , 8 (16) 2 ( 5) 0 (0 3 (8
soab 1 (3 0 (0 0 (0 0 (0
subcutis mass 6 (16) 7 (18) 6 (14) 6 (15)
nasal cavit nodule 1 (3 0 (0 0 (0 0o (o
lung white zone 1 (3 0 (0 0 (0 0 (0
broun zone 0 (0 0 (0 1 (2 0 (0
nodule 2 (5 2 (85 0 (0 0 (0
Lymeh node enlarged 1 {3 o (0 0 (0 0 C0
spleen entarged 2 (9 1 (3 0 (o 0 (0
uhite zone 1 (3 0 (0 0 (0 0 (0
brown zone 0 (0 1 (3 0 (0 0 (0
nodule 0 (0 0o (0 0 (0 1 (3
forestomach ulcer o (0 ¢ (0 1 (2 1 (3
gl stomach ulcer 2 (5 0 (0 0 (0 0 (0
cectm diverticula 0 (0 00 1 (2 2 (9
Liver nodule 1 (3 0 (0 2 (5 4 (10
roush 1 (3 00 0 (0 0 (0
herniation 1 (3 1 (3 1 (2 2 (9
kidney deformed 1 (3 4 (10 23 (52) 33 (85)
aranulsr 21 (57) 14 {36) 10 (23) 0 (0
pituitary enlarged 5 (14) 5 (13 1 (2 0 (0
red zome 4 (11) 2 (5 5 (11) 6 (15)
(HPT080)

BAIS3



STUDY NO. : 0284 GROSS FINDINGS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrij SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Controt 20 ppm 40 pem 80 ppm
Organ Findines NO. of Animals 87 (%) 33 (%) 4 (%) 33 (%)
pituitary rocule 3 (8 2 ( 5) 5 (11) 0 (0
thyroid enlarged 2 (9 2 (8 4 (9 0 0
nodule 1 (3 0 (0 0 (0 0 (0
adrenal entarged 0 (0 3 (8 1 (2 1 (3
testis atrophic 0 ( 0) 1 (9 0 (0 0 (0
nocule 28 (786) 32 (82 37 (84) 31 (79
prep/cli gl nodule 0 (0 0 (0 0 (0 1 (3
eye white 1 (3 2 (5 4 (9 0 (0
peritoneum nodule 0 (0 0o (0 0 (0 1 (3
abdominal ¢ mass 2 {5 0 (o 1 (2 0 (0
thoracic ca pleural fluid 0 (0 1 (3 0 (0 0 (0
other ear:nodule 0 (0 1 (3 1 (2 ¢ (0
(HPT080)

BAIS3



APPENDIX 16
GROSS FINDINGS: SUMMARY, RAT : FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY))



STUDY NO. : 0284 GROSS FINDINGS (SUMKARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Growp Name Control 20 ppm 40 ppm 80 pom
Organ Findings, NO. of Animals 40 (%) 39 (%) 44 (%) 29 (%)
skin/app nodule 4 (10) 1 (3 0 (0 0 (. 0
scab Q)] 1 (3 1 (2 2 (D
stheutis mass 7 (18) 8 (23 1 (2 2. (M
spleen enlarged 1 (3 0o (0 1 (2 0 (0
nodule 0 (0 2 (B 0 (o )
deformed 1 (3 0 (0 0 (0 0 (0
gl stomach nodule 0 (0 RN 1 (2 0 (0
Liver white zone 0 {0 ) 0 (0 1 (3
nodule 0 (0 0 (0 3 (7 3 (10)
roush 2 (5 1 (3 0 (0 0 (0
herniation 1 (3 4 (10 8 (18) 1 (3
accentuation of Llobular structure 0 (0 0 (0 0 (0 1 (3
kidhey atrophic 0 (0 0 (0 1 (2 0 (0
cyst 0 (0 0 (0 1 (2 0 (0
deformed 1 (3 7 (18) 38 (89) 25 ( 86)
granular 1 (9 3 (8 2 (85 0 (0
pituitary enlarged 4 (10 4 (10) 3 (7 3 (10
red zone 8 (20) 10 (28) 11 {25) 8 (28
nodute 1 (3 3 (8 2 (5 1 (3
thyroid enlarged 2 (5 2 (5 1 (2 0 (0
adrenal enlarged 0 (0 1 (3 1 (2 0 (0
ovary oyst 1 (3 1 (3 0 (0 1 (3

(HPT080) BAIS3



STUDY NO. : 0284 GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 4
Group Name Cantrol 20 ppm 40 ppm 80 ppm

Organ Firdines, NO. of Animals 40 (%) 33 (%) 44 (%) 29 (%)

uterus nodule 1 (3 4 (10) 4 (9 1 (3

vagina nodule 0 (0 0 (0 0 (0 1 (9

eye white 1 (3 1 (3 2 (5 0 (0

(HPT080)

BAIS3



APPENDIX J1
ORGAN WEIGHT , ABSOLUTE: SUMMARY, RAT: MALE

(2-YEAR STUDY))



STUDY NO. : 0284

ANIMAL : RAT F344/DuCrj

REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

SURVIVAL ANIMALS (105W)

SEX : MALE
UNIT: g PAGE : 1
Group Name NO. of Body Weight ADRENALS TESTES HEART LUNGS KIDNEYS
Animals
Control 37 440+ B8 0.084t 0.014 3.996+ 1,648 1,276+ 0.088 1.530%  0.201 3.127+  0.904
20 ppm 39 425+ 57 0.107t  0.116 4,441+ 1.878 1.198+  0.105%x 1,474+  0.122 2.929+  0.320
40 ppm 44 376k 25%x 0.101Ef  0.180%x 4,033+ 1.400 1,098+  0.070%x 1.357+  0.075%x 2.900+  0.287
80 ppm 39 311k 24xx 0,077+ 0.083%x 4,230+ 1.596 1.020%  0.087*x 1.232+  0.084xx 2.801%f 0.149
Significant difference 3 *: P = 0.05 *x ¢ P S 0.01 Test of Dunnett

(HCLO040)

BAIS3



STUDY NO. : 0284
ANIMAL  : RAT F344/DuCrj
REPORT TYPE : Al

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

SEX : MALE
UNIT: g PAGE : 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals
Control 37 1.182+  0.452 12,708t 1.835 2.016t  0.068
20 ppm 33 1.223+  0.609 11,831+ 1.671 2,016 0,041
40 ppm 44 0.880%  0.228+ 10.397:F  1.116%x 1.996+  0.051
80 popm 39 0.848+  0.723%x 9.318%  0.958*x 1.978+  0.045%
Significant difference 3 *: P = 0.00 ** 1 P £ 0,01 Test of Dunnett

(HCLO040)

BAIS3



APPENDIX J2
ORGAN WEIGHT , ABSOLUTE: SUMMARY, RAT: FEMALE

(2-YEAR STUDY))



STUDY NO. : 0284
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al

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

SEX : FEMALE
UNIT: g PAGE : 3
Group Name NO. of Budy Weight ADRENALS QVARIES HEART LUNGS KIDNEYS
Animals
Control 40 305+ 53 0.072% 0,013 0.141+ 0,082 0.817+  0.092 1.084+  0.124 1.817+  0.139
20 ppm 39 269+ 33 0.086%& 0.108 0.141%  0.0%4 0.873f  0.088 1.038+  0.104 2.163%  0.172%x
40 ppm 44 205k  22%x 0,071  0.062*x 0.128% 0.018 0.781%  0.072%x 0.940+  0.088%x 2.2024  0.300%x
80 ppm 29 164+ 13%x 0.058%  0.008*x 0.126t  0.028 0.732+  0.104%x 0.864%  0.124xx 2,076t  0.221%x
Significant difference 3 * : P = 0.05 ** P £ 0,01 Test of Dunnett

(HCLO40)

BAIS3



STUDY NO. : 0284 ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : RAT F344/DuCrj SURVIVAL ANINMALS (105W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: g PAGE : 4
Group Name NO. of SPLEEN LIVER BRAIN
Animals
Control 40 0.816%  0.980 7.118%  0.860 1.843+  0.069
20 ppm 33 0.665+  0.393 7.650t 1.635 1.826+&  0.047
40 ppm 44 0,513+  0.354xx 6.154+  0.877xx 1.821+  0.046%
80 ppm 29 0,435  0.128+x 6.285+  0.804xx 1,798+  0.066%x
Sianificant difference 3 *x: P = 0.0 x> 1 P £ 0,01 Test of Dunnett
(HCLO40)

BAIS3



APPENDIX K1
ORGAN WEIGHT, RELATIVE: SUMMARY, RAT: MALE

(2-YEAR STUDY))



STUDY NO. : 0284
ANIMAL  : RAT F344/DuCrj
REPORT TYPE : Al

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

SEX : MALE
UNIT: % PAGE ¢ 1
Group Name NO. of Body Weight ADRENALS TESTES HEART LUNGS KIDNEYS
Animals (g)
Controt 37 440+ 58 0.020+ 0.005 0.802+ 0.347 0.2961 0.051 0.3554 0.079 0.749+ 0.389
20 ppm 39 425+ 57 0.027+ 0.039 1.084% 0.454 0.2861+ 0.040 0.3514% 0.042 0.700+ 0.110
40 ppm 44 376L  25%x 0.027+ 0.045 1.077+ 0.382 0.293% 0.022 0.3631 0.028% 0.778L 0.117%x
80 ppm 39 3114 24xx 0.025+ 0.026 1.367% 0.529%x 0.329+ 0.033%x 0.398% 0.034xx 0.905% 0.070%x
Significant difference ; *: P S 0.0 *x 2 P = 0,01 Test of Dunnett

(HCL042)

BAIS3



STUDY NO. : 0284
ANIMAL @ RAT F344/DuCrj
REPORT TYPE : Al

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

SEX : MALE
UNIT: % PAGE : 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals
Control 37 0.269+ 0.086 2.917+% 0.437 0.4664 0.066
20 ppm 38 0.291% 0.156 2.811% 0.406 0.4824 0.061
40 ppm 44 0.238+ 0.062 2.791+ 0.481 0.534+% 0,038
80 ppm 39 0.274+ 0.234 2.998:1 0.243 0.6391 0.048%x
Significant difference : : P = 0.05 % ! P < 0.01 Test of Dunnett

(HCL042)

BAIS3



APPENDIX K2
ORGAN WEIGHT, RELATIVE: SUMMARY, RAT: FEMALE

(2-YEAR STUDY))



STUDY NO. :

0284

ANIMAL : RAT F344/DuCrj

ORGAN WEIGHT:RELATIVE (SUMMARY)

SURVIVAL ANIMALS (105W)

REPORT TYPE : Al
SEX : FEMALE
WNIT: % PAGE ¢ 3
Group Name NO. of Body Weight ADRENALS OVARIES HEART LUNGS KIDNEYS
Animals (g)
Control 40 305+ 53 0.024% 0.006 0.047% 0.017 0,308% 0.056 0.367% 0.087 0.648+ 0,126
20 ppm 33 269+ 33 0.036% 0.067 0.053+ 0.019 0.328% 0.050 0.393+% 0.081 0.813% 0.1568x%x
40 ppm 44 206 22 0.0341% 0.029+x 0.063% 0.011%x 0.385% 0.041xx 0.462+ 0.039xx 1,081+ 0.135%x
80 ppm 29 184+ 13 0.036E 0.005xx 0.0774 0,018%x 0.448+ 0.081%x 0.5294 0.070%x* 1.273% 0.142x%x
Significant difference 3 *: P = 0.0b ** 1 P £ 0.01 Test of Dunnett

(HCLO42)

BAIS3



STUDY NO. : 0284
ANIMAL  : RAT F344/DuCrj
REPORT TYPE : Al

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

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

Control 40 0.300% 0.521 2.8377% 0.368 0.625+ 0.133

20 ppm 39 0.2534 0.160 2.844% 0,.738%x 0.6881% 0.094

40 ppm 44 0.247+ 0.144%x 3.024% 0.410%x 0.800E 0.094xx

80 pom 29 0.268+ 0,076xx 3.851% 0.489%x 1.1054 0.081xx

Sisnificant difference 3

*: P = 0.05

** : P = 0,01

Test of Dunnett

(HCL042)

BAIS3



APPENDIX L1

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: MALE: ALL ANIMALS
(2-YEAR STUDY))



STUDY NO. @ 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 20 ppm 40 ppm 80 ppm
Na. 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
[Integumentary system/appandage]
skin/app 50> <50> <50> <50>
saquamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0000 (0000 0 C0 (0o (220000
epidermal cyst 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (oo 220000 (0o
[Respiratory system]
nasal cavit <500 <50 <50> <50>
thrombus 5 1 0 0 1 0 0 0 2 0 0 0 5 0 0 0
(w2000 (220000 o0 (o0 (1000
inflammatory infiltration 0 0 0 0 0 1 0 0 6 0 0 0 * 0 0 0 0
(000 (o200 (12 C 000 (o0
eosinophi Lic change:olfactory epithelium 33 4 0 0 18 0 0 0 % 24 4 0 0 16 1 0 0 *x
(66) ( 8 (C 0) (O (3 (000 (8 (8 (00 (32 (20 (0
inflammation: foreion body 22 0 0 0 14 0 0 0 5 1 0 0 *x 5 0 0 0 *xx
(49 () C O C O (280 ( O (0O (0 (1 (200 Q1) B Q1) B G ) B Q)
respiratory metaplasiatolfactory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (2200000 (O (0 (oo
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with Llesion
(¢) c:b/ax100

Significant difference : * P =0.05 *x ! P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 20 ppm 40 ppm 80 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 W @ & & o
[Respiratory system]
nasal cavit 50> <50> <50> <50>
ulcer:respiratory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o000 (O B G B G ) B Q)] 2 (0000 (ONE Q) B Q) B Q)]
tung <50 <50> <50> 50>
congestion 6 0 0 0 3 1 0 0 1 0 0 0 1 0 0 0
(12000 (22000 2 (000 2000
hemorrhage 2 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
(000 (o000 8 ( (0 (0 0Co0 0o
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
[G) I G B Q) I 1)) (OCoOCo0 o 2 C oo 0o {00
osseous metaplasia 1 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(20000 oo o (o0 4H (000 H4 000
interstitial pneumonia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 4
(0000 (20000 00 (0o 0Co 00
bronchiolar~alvestar cell hyperplasia 2 0 0 0 5 0 0 0 0 0 1 0 0 2 0 0
(9000 (0 (000 0020 OCH 00
hyaline membrane 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(0020 (OCOCo o0 OO0 (ORE QIO RGN ) BN Q)]
Grade 1 : Stisht 2 : Moderats 3 ¢ Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) ¢c:b/ax100
Sionificant difference : *: P = 0.05 ** : P = 0.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 3
Group Name Control 20 ppm 40 ppm 80 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 M ® W o ® & & o @ & ® O

{Hematopoietic system]

bone marTow <50> <50> <50> <50>
necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0

0
(SRR GROR GO GV (o000 (000000 (2200000

granulation 1 0 0 0 0 0 1 0 2 0 0 0 4 0
(2200000 (o2 (a0l (8o

increased hematopoiesis 0 0 0 0 0 2 0 0 3

1 5 1 0 1
(20000 (10 (2 C 0 (0 (0900 (8200

ostitis fibrosa

0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (2200000 (o000 cocoCon (o0
Lymph node <50> <B0> <50 <50>
lymphadenitis 1 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(2000 (e (o0 (220000 (22000
spleen <50> <50> <50 <50
atroohy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (ocoCon (0 (20000 (ot ton(on
deposit of hemosiderin 34 2 0 0 36 5 0 0 43 3 0 0 * 35 7 1 0
(68) ( & (0 (O (72 (100 C O C O (88 ( 8 (0 ( 0 (70) (14) ( 2) ( 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) ctb/ax*x100

Significant difference ; x P = 0.05 *x ¢ P = 0,01 Test of Chi Square

(HPT150) : BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE : 4
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 1 1 2 3 4
Organ_____ Findings @ & o o @ & & W @ ® & W @ ® & o
[Hematopoistic system]
spleen <B0> <50> <50> <50>
fibrosis 2 0 0 0 1 1 0 0 2 0 0 0 4 0 0 0
(H 000 (2202000 (000 (8 oo o
extramedul lary hematopoiesis 24 2 3 0 30 3 5 0 38 2 1 [ 26 3 3 0
(48) ( 9 ( 8 (0 (60) ( 6 (10) ( O (78 ( & (20 (52) ( 6) (8 ( O
[Circulatory system]
heart <50> <50> <60> <50>
thrombus 1 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(2000 (oCo o0y (229000 o200
mineralization 0 0 0 0 1 0 1 0 1 0 0 0 0 0 0 0
(o0 lon (22020 (2000 (oo oo
myacardial fibrosis 20 4 0 0 24 2 1 0 25 1 0 0 5 1 0 0 *x
(40) ( 8 (0 ( O (48 (9 (2 (0 (s (2200 (100 (22 0) (O
[Digestive system]
oral cavity <B0> <50> <50> <50>
saquamous cell hyperplasia 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(0000 (0o (0 (D000 (220000
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) cib/ax100
Sisnificant difference ; *: P = 0.05 ** : P £ 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. & 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL + RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 5
Group Name Control 20 ppm 40 pem 80 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 ® & & ® ®» ®
[Digestive system]
oral cavity <50> B0 <50> <50
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0l (OO0 (o 0o 0o 200000
tooth <50> <5 <60> <50>
inflammation 7 0 0 0 8 0 0 0 1 0 0 0 1 0 0 0
(o0 (2) (000 2) (0 (0 (0 2) (000
tonoue <50> <GB0 <50> <50
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (220C0C0 0 OO0 0CoCoCon
perivasculitis 0 0 0 0 1 0 0 0 0 0 0 (4] 0 0 0 0
(000 (220000 0o oo 0ol
stomach <60> <50 <50 <50>
basal cell activation 0 0 0 0 1 0 0 0 0 0 0 0 3 0 0 0
(oo o0 (22000000 1N QI O B QI ) BE QIEO)] 6) (0o (o0
erosion: forestomach 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(22000 (00 o0 000 2 (0000
ulcer: forestomach 0 0 3 0 0 0 2 0 0 0 1 0 0 2 0 0
(o080 (o0 OO0 Oy
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 * P < 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0284

HISTOLOGICAL FINDINGS :NON-NEQPLASTIC LESIONS (SUMMARY)

ANTHMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 6
Group Name Control ) 20 ppm 40 ppm 80 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 @ & % W
[Digestive system]
stomach <50> <50> <50 <50>
hyperplasia: forestomach 4 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(0o (OO0 (000 400 Co
erosiontglandutar stomach 0 0 0 0 1 1 0 0 5 0 0 0 3 0 0 0
(oo (0 (22022000 (10 C oy C 0 (0 6) ( 0) C 0) (0O
ulcer:glandular stomach 0 1 1 0 0 0 1 0 2 0 0 0 0 0 0 0
(o202 (0020 (00 0o
mineralizationtglandular stomach 0 0 0 0 0 0 2 0 1 0 0 0 0 0 0 0
(00 (a0 (2000000 0 (00 {0
Liver <500 <B0> <50> <50>
herniation 1 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(220000 (22000 (0 (2200000 H 00
necrosis:central 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
OB ) I ) B Q)] (02000 (o0 2000
fatty change 1 0 0 0 0 0 0 0 1 4] 0 0 0 0 0 0
(22000 QIO B Q) B G ) B Q)] (22000 0000
fatty change:central 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (GO B QI 1) B QRO B Q)] (GO R QIO B GO RG] 0Co 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/a*100

Significant difference : * 1 P = 0.0

*x 1 P £ 0.01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj ALL ANINALS (0-~105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 7
Grroup Name Control 20 ppm 40 ppm 80 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 @ w W o ® ® M W
[Digestive system]
Liver <50> <60> <50> <50
granulation 11 1 0 0 8 0 0 0 2 0 0 0 x 3 0 0 0 *
(22 (22 (0 (0 (18 (000 (000 (e (000
clear cell focus 2 1 0 0 3 0 0 0 2 0 0 0 0 0 0 0
(D200 (e (0o (a0l n (GO GN ) I G I 0]
acidophilic cell focus 6 1 0 0 8 4 0 0 7 13 0 0 *x 10 26 0 0 *x
(2 (2000 (1) ( 8 (00 (19 (28) ( 00 ( O (20) (52) ( 0) (0
basophitic cell focus 13 4 0 0 10 5 0 0 13 3 0 0 18 2 0 0
(26) ( 8 (0) (0 (20) (100 ( ) C O) (28) ( 8 C O ( O (3) (& (0 (0
vacuolated cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (0000 (22000 (oo
mixed cell focus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (000 (0000 (o oo
spongiosis hepatis 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo (oo (2200000 (220000
bile duct hyperplasia 42 2 0 0 42 2 0 0 42 3 0 0 34 0 0 0 *
() (00 (8) ( ) C 0) C 0 (8 ( 8 ( ) ( O (88) ( 0 C 0) C O)
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
(¢) cib/ax100

Significant difference

* 1P = 0.05 *x : P £ 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DCrj ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX : MALE PAGE: 8
Group Name Caontrol 20 ppm 40 ppm 80 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 ® ® ® o

[Digestive system]

Liver <50> <GB0 <50> <50>
biliary cyst 0 0 0 0 1 0 0 0 2 0 0 0 0 0

0 0
(oo (220000 (00 (n (ool (o0

pancreas <50> <50> <B0> <50
atrophy 8 1 0 5 2 0 0 4 1 0 0 4 1 0 0
(1) (2200 (1) (a0 (200 (82000

periarteritis nodosa 0 0 0 0 0 0 2 0 0 0 0 0
(o0 (000 (00 (oo (o0

hyperplasiatacinar cell 0 0 0 0 0 0 0 0
(o0 (o000 (oo (o0 (2200000

[Urinary system]

kidney <60> <60> <B0> <B0>
hvperplasiattubular epithelial cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (o0 (2000000 co oo (o
infarct 0 0 0 0 1 0 0 0 5 0 0 0 11 0 0 0 *x
o0 (o0 (2200000 (10 000 (22 C o) C ) C O)
Grade 1 @ Slisht 2 Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the sits
b b : Number of animals with lesion
(¢) c:b/ax100

Significant difference *x 1 P = 0.05 *x ! P = 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.
ANINAL

: 0284
+ RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 9
Group Name Control 20 ppm 40 ppm 80 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 @ ® 0 o
[Urinary system]
kidney <50 <50> <50> <50>
basophi lic changs 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 0
(oo (0 (0o (0 tocoCnCo (20220
chronic nephropathy 7 8 25 8 3 13 27 5 8 19 22 1 * 24 19 4 0 *x
( 14) (16) (50) (186) ( 6) (26) (54) (10) (16) (38) (44 ( 2) (48) (38) ( 8 (O
papillary necrosis 0 0 0 0 0 0 0 0 1 0 0 0 10 g 1 0 *x
(o0 (GO Q) B GO RG] (2200000 (20) (18) ( 2) ( O)
mineralization:papilla 0 0 0 0 8 0 0 0 * 8 [¢] 0 0 *x 28 1 0 0 *xx
(GO B Q) I Q) B Q)] (2200 (0 (B (00 (56 ( 20 C 0 (0
uothetial hyperplasiatpeluis 5} 0 0 0 15 1 0 0 * 27 0 0 0 *x 28 0 0 0 xx
(12 (0 C 0 ( » (30) ( 22 C 0 (C 0 (8) C ) C ) (O (s56) C 0) C ) ( O
eosinophilic droplet:proximal fubule 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (o0 (o0 (000 (2200000
uin bladd B0 <50> <500 <50>
dilatation 0 0 0 0 0 ] 0 1 0 0 0 0 0 0 0 0
(00 (OO0 (2 ooy (oo
hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (ocoCon (o (o0 codton o0
Grade 1t Slisht 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
Significant difference ; *: P = 0.05 ** 1 P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0284 KISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE @ 10
Group Name Control 20 ppm 40 ppm 80 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 W o @ & & » ® @® B W
[Endocrine system]
pituitary <50> <50> <50> <500
hyperplasia 7 1 0 0 4 0 0 0 g 3 0 0 5 0 0 0
(122000 (o0 ({8 (00 (o ooy
Rathke pouch 1 0 0 0 1 0 0 0 3 0 0 0 7 0 0 0
(22000 (200000 (e o (19 C 000
thyraid <50> <50> <50> <50>

ultimibranchial body remanst 0 0 0 0 0 0
(o000 (ocoCo o0 (oo oo (220000

follicular hyperplasia 0 0 0 0 1 0 0 0

1 0 0 0 5
(220000 C» (o0 o (22000000 (1 0y (00

C-cell hyperplasia 2 0 0 1 6 0 0 0 2 0 0
(02 (122000 (0000 (00

parathyroid <50> <50 <50> <50>
hyperplasia 0 0 0 0 0 0 ¢

o 0 0 0 0
(oo (oo (OO0 (0000

adrenal <50> <50> <505 <50>
cyst 6 0 0 0 00 0 0 00 0
o0l (0000l (ot lon (D000

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 50,01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANINMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 11
Group Name Control 20 ppm 40 ppm 80 prm
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 w® & & o @ & o 8 @ o o o
[Endocrine system]
adrenal <50> <50> <500 50>
hyperplasiatmedutla 4 1 0 0 8 0 0 0 5 0 0 0 8 0 0 0
(2000 (18 C 0 C 0) (0 (1) C 0 (0 (0 (12 oo
accesory cortical nodule 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (0o (o0 (000 (220000
cortical vacuolation:diffuse 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 (oo o0 QRO QRO QRO RG] (22000
focal fatty change 4 1 0 0 5 0 0 0 8 1 0 0 4 1 0 0
(82000 (10 C 0 (0 (0 (22000 (200
[Reproductive system]
testis <50> <50 <560> <60>
atrophy 31 8 0 0 32 12 0 0 30 ] 1 0 31 6 1 0
(62) (12) ( ) ( O (60 (20) ( ) ( O (60) (18) ( 2) ( O (62) (12) ( 2) ( O
periarteritis nodosa 8 0 0 0 4 0 0 0 0 0 0 0 xx 0 0 0 0 *x
(18 (000 (300 o0 (o0 (0 oo oo
interstitial cell hyperplasia 3 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(0000 Lo o (a0 QYRR G ) I Q) I )]
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:ib/a*100

Significant difference *: P = 0.05

* ! P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 12
Group Name Control 20 ppm 40 ppm 80 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 B ®
[Reproductive system]
testis 50> <50> <50> <50>
germ cell necrosis 0 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(oo (00 (oo (2000 (o0
prostate <50> <50> B0 <60>
inflammation 13 3 0 0 7 4 0 0 12 2 0 0 10 0 0 0
(8 (800 (oo (200 C & C 00 (200 C 0 C 0} (O
hyperplasia 8 0 0 0 5 0 0 0 5 0 0 0 1 0 0 0 x
(B (000 (100 C 0 C 0 (0 (10 (000 (000
mammary gl <50> <50> <G0> <50>
galactocele 13 0 0 0 7 0 0 0 10 0 0 0 0 0 0 0 *xx
(260 (00 C0) (0O (9 0o (0 (20 ( 0 C O ( 0 (GO I G ) I G ) B Q)]
[Neruous systen]
periph nerv <50> <60> <50> 50>
radiculoneurcpathy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (o0 (00 (oo (0 (220000
[Special sense organs/appendage]
eye 50> <50> <50 <50>
cataract 1 0 0 0 1 0 0 0 5 0 0 0 0 0 0 0
(220000 (220000 (10 C O C 0 C 0 (o oo
Grade 1 ¢ Slight 2 t Moderate 3 ¢ Marked 4 : Severe
<ad a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a=*100
Significant difference 3 ¥ 1 PS0.05 =x:P=<0,01 Test of Chi Square




STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE : 13
Group Name Controt 20 ppm 40 ppm 80 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 @ & & o
[Special sense organs/appendage]
eye <50> <B0> <50> <500
retinal atrophy 0 0 0 0 0 0 0 0 5 0 0 0 0 0 0 0

(Y ARG B G I ) (00 (ool (o000

keratitis 0 0 0 0 1 0 0 0 0 0 0
(0o (0 (000 (oo (oo (0

Harder gl <50> <50> <50> <50
tymphacytic infiliration 0 0 0 3 0 0 0

5 5 0 0 0 4 0
(10 C 0 0 ( 0 (10 C 0 (0 (o0 (00 (000

granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (000 (GO RGN B Q) B Q)] (00 o0
[Body cauvitiss]
adipose <50> <B0> <50> 50>
granulation 1 0 0 0 0 0 0 [y 0 0 0 0 0 4} 0 0
(20000 (ocoCco (o (ococo 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 ¥ PS005 x:P =001 Test of Chi Square

(HPT150) BAIS3



APPENDIX L2

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: FEMALE: ALL ANIMALS
(2-YEAR STUDY))



STUDY NO.  : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344/DuCrj ALL ANIMALS (0~105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 14
Group Name Control 20 ppm 40 pem 80 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 @ ® & W W @ o o ® ® & W
[Integumentary system/appandage]
skin/app <50 <50 (61 <50>
inflammation ) 0 1 0 0 0 0 0 0 0 2 0 0

0 0 0 0
(000l (2200000 (0000 (00000

sauamous cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0
(000 (200000 (oo (00

[Respiratory system}

nasal cavit <50> <50> <50> <50>
thrombus 1 0 0 0 0

0 1 0
(2000000 (0000 (2200000 (200000

inflammatory infiltration 3 1 0 0 4 0 2 0 0 0 0 0
(e (2000 (o QYRR QRN ) IR Q) B Q)] oo o

eosinophilic changetolfactory epithelium : 18 2 0 0 14 1 0 0 16 11 1 0 14 2
(s ( (00 (28) ( 2 ( O (0 (82) (220 ( 2 (0 (28 CH (0 (0

inflammation: foreion body 0 0 0 0 0 0 0 0 0
(ool (000 (ocoCnCo (220000

lung <50> <50> <B0> <50>
congestion 0 0 0 2

3 ¢ 0 2 0 6 0 0
(000 (H (000000 (000 (120 000

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

b b : Number of animals with lesion
(c) c:b/ax100

Significant difference : *:P=S0,05 x*:P<0.01 Test of Chi Square

(HPT150) BAIS3



STUDY XNO.

¢ 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 15
Group Name Control 20 ppm 40 ppm 80 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 @ ® o8 O @ W & W
[Respiratory system]
lung <50> <50> <50> <50>
hemorrhage 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(a0 Co (0000 (22000 (OB G O B GO ) B )]
accumulation of foamy cells 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (0O (0000 (220000
bronchiolar-alvesolar cell hypsrplasia 0 1 0 0 0 0 0 0 4 0 0 0 0 0 0 0
(o200 (OCOC0 (o0 (a0 (oo (0
inflammation:foreign body 1 0 1 ¢ 0 0 0 0 0 0 0 0 0 0 0 0
(200020 (0o (OO0 (o000 Co
[Hematopoietic system]
bone marrow <50> <50 <GB0 <50>
granulation 4 0 0 0 4 1 0 0 8 3 0 0 5 3 0 0
(00 (22000 (18 ( 8 C 00 (1 (8 (0 (0
increased hematopoiesis 1 0 0 0 1 0 0 0 4 0 0 0 3 2 0 0
(220000 (200000 (000 (800
Lymph node <502 <50> <50 <50
Lymphadenitis 0 0 0 0 2 0 0 0 4 0 0 0 0 0 0 0
Q) B GO B G ) B Q)] (D (0Cn {0 (8 (000 (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) ctb/ax100
Significant difference * 1 P = 0.05 % P S 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Cantrol 20 ppm 40 ppm 80 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’ o ® ® & o
[Hematopoietic system]
spleen <500 <60> <50> <50>
atrophy 0 i} 0 0 4 0 0 0 0 0 0 0 3 0 0 0
(oo (o000 (o0 (o n (0
deposit of hemosiderin 36 4 1 0 39 5 0 0 34 8 1 0 33 9 0 0
(12 ( 8 (2( 0 (78) (100 ( 0) ( O (68) (12) ( 2) ( O (66) (18) ( 0y ( O}
granulation 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0
(oo ln (oo (2 (O B G B G B Q1) ooy
fibrosis 2 0 0 0 3 0 1 0 1 0 0 0 0 0 0 0
(D000 (8 (0220 (2200000 CoCo oo
extramedullary hematopoiesis 35 3 3 0 35 2 1 0 33 8 2 1 31 2 0 0
(70) ( 8 ( 8 ( 0 (7 (920 (e6) (16) ( 4 ( 2) (62) ( 40 (0
[Circulatory system]
heart <50> <500 <50> <500
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(0o (o (0000 (220000 LG5 B G ) B G ) B Q)]
mvocardial fibrosis g 0 0 0 10 1 0 0 21 1 0 0 * 18 0 0 0
(B (000 (z) (2200 (a2 (20 0 (0 () oo (o0
Grade 1 : Slight 2 ¢ Moderate 3 Marked 4 ¢ Severse
<ad a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(e) c:b/ax100

Significant difference *x: P = 0.05

** ! P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 17
Group Name Control 20 ppm 40 ppm 80 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 W o

[Digestive system]

oral cavity <50> <GB0 <50> <50>
squamous csll hyperplasia 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(20000 (2200000 (20000 (220000
tooth <50> <50> <50> <50>
inflammation 3 0 0 0 3 0 0 0 0 0 [4} 0 1 0 0 0
(80l (oo QIR B G ) B Q) B Q)] (22000
tonaue <50 <50> <50 <50>
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G 1) I Q1) B G ) B Q)] (0000 (2200000 QO B G () B G 1) B Q)]

perivasculitis 0o 0 0 0 10 0 0 o 0 0 0 o 0 0 0
(oo o0 o (2200000 (oo (00

salivary gl <G00 <50> <50> <50>
mineralization 0 0 0 0 0 0 1 0 0 0 0

0 0 0 0
(oo (00000 (20000 (0 (00l

stomach <50 <50> <505 <50>
basal cell activation 1 0 0 0 1 0 0 0 1 0 0 0 3 0 0 0
(2200000 (200000 (20000 (8 (000
erosion: forestomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (o0 (0o lon (220000 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/a*100
Significant difference ; *:P = 0.05 ** ! P 5 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 18
Group Name Control 20 ppm 40 ppm 80 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 @ & W O
[Digestive system]
stomach <50> 50> <50> <50
ulcer: forestomach 1 1 0 0 0 2 0 0 0 0 0 0 0 0 1 0
(2(22(0(0 (a0 (oco oo 0020
hyperplasia: forestomach 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(02000 (20000 (0000 0o
erosion:glandular stomach 3 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
(e (oo (o0 (o200 (200 (0 BRI O B QI 1) B Q)]
Liver <50> <50 50> <50>
herniation 2 0 0 0 4 0 0 0 10 0 4] 0 * 1 0 0 0
(000 (000 (200 C O C 0 (0 2) C o) C o0
peliosis-Like lesion 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o000 (oo Co o0 (2200000 0 C 000
necrosis:central 0 0 0 0 0 0 1 0 1 1 0 0 0 0 0 0
(GO 2 Q) I ) B Q)] (0020 (2220000 oo o0
necrosis:focal 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (G ) R ) B GO B (G RGO B G ) B G| 000
fatty change 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(22000 (OO0 (220000 0 (0 (0o
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:b/ax100
Sionificant difference *x: P = 0.0 ** 1 P 5 0.01 Test of Chi Square

(HPT150)

BAIS3



: 0284

STUDY NO. HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 19
Group Name Control 20 ppm 40 ppm 80 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 M @ & o @ & o o ® ® & o
[Digestive system]
Liver <50> <50> 50> <B0>
fatty change:central 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(22000 (oo (oo (220000 C0
cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (00 (000 (22000
granulation 14 4 0 0 18 2 2 0 15 1 0 0 16 5 0 0
(28 ( 8 C 0) ( 0) (3) (9 (80 (30) ( 20 (0 (0 (32) (100 C 0) ( O
clear cell focus 1 0 0 0 0 1 0 0 1 0 0 0 2 0 0 0
(2200000 (02000 (22000 (00
acidophilic cetl focus 0 0 0 0 3 1 0 0 11 11 0 0 *x 9 17 0 0 *x
(0000 (20000 (22) (22 ( O ( O (18 (38 ( 0 ( O
basophilic cell focus 4 0 0 0 7 1 0 0 14 5 0 0 *% 11 8 0 0 *x
(8 (000 (w2000 (28) (100 ( 0) ( O (22) (18) C 00 C O
spongiosis hepatis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(00 (000 (0000 (o200
bile duct hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(200000 (200000 (0o co 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 *»* 1 P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE @ 20
Group Name Control 20 ppm 40 ppm 80 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 ® ® W o @ & & @ & ® o
[Digestive system]
Liver 50> <50> <50> <50>
cholangiofibrosis 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(0o (0020 (000 (o000
biliary cyst 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(G 1) I Q) B G ) R Q) (22000600 (OCoCnCo (220000
pancreas <60> <50> <50> 50>
atrophy 0 0 0 0 2 0 0 0 4 0 0 0 1 0 1 0
(oo (o0 (oo (oo (22020
periarteritis nodosa 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO B Q) B G ) B Q)] (oo oo (0 (220000
[Urinary system]
kidney <500 <50> <50> <50>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (000 (000 (2200000
infarct 0 0 0 0 2 0 1 0 15 16 4 0 *x 21 7 1 0 *x
(oo (0 (a2 (0 (30) (32) ( 8 ( 0 (42) (19 ( 2) ( 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 Llesion
(¢) c:b/ax100

Significant differencs *: PS5 0.05

** ¢ P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 21
Group Name Control 20 ppm 40 ppm 80 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 & B ® o @ & &
[Urinary system)
kidney <50> <50 <50> <50>
cyst 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
(o000 (ocoCcon (0 (22022000 (o009
basophi lic change 0 0 0 0 0 0 0 0 1 1 1 0 0 1 0 0
(o000 (OCOCo o0 (20220200 (o200
chronic nephropathy 17 13 12 0 8 15 21 1 31 3 8 1% 31 4 1 0 *x
(34) (26) (20) ( O (16) (30) (42) ( 2) (62) ( 8) (18) ( 2) (62) ( & (2 (0
papillary necrosis 0 0 0 0 1 0 0 0 11 16 8 0 *xx 4 10 28 0 *x
(oo (o (220000 (22) (32) (18) ( O ( 8 (20 (56) ( 0)
mineratizationipapilla 0 0 0 0 13 0 0 0 *x 32 3 1 0 #x 33 14 0 0 *x
(o000 (26) () C0)( O (64) ( 6) (2 ( 0O (66) (28) ( ) ( O)
urothelial hyperplasiatpslvis 18 0 0 0 ' 22 0 0 0 32 g 1 0 *x 34 11 0 0 *x
(3 (0 C0n (40 (O (0O (O (64) (18) (20 ( O (68) (22) ( &) ( O
eosinophilic dropletiproximal tubule 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
' (000 (200000 (00 (oo
urin bladd <50> 50> <50> <50
dilatation 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
CoCoCo (o0 (00 (020 (oo (oo
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:b/ax100
Significant difference *: P = 0.05 ** : P 5 0,01 Test of Chi Sauars

(HPT150)

BAIS3



STUDY NO. : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE @ 22
Graup Name Control 20 ppm 40 ppm 80 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 ® & B o
[Endocrine system]
pituitary <50> <50> <48> <50
cyst 0 0 0 0 4 2 0 0 % 4 0 0 0 2 0 0 0
(000 (8 a0 o0 (w00 (oo
hyperplasia 4 3 0 [4} 8 1 0 0 4 0 0 0 4 1 0 0
(oo (2200 8 (00 (o0 (8200
Rathke pouch 4 0 0 0 4 0 0 0 4 0 0 0 1 0 0 0
(oo (8 (0 (oo 2200 (0
thyroid <50> <50> <50> <50>
ultimibranchial body remanet 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(o0 (0000 H 0o (oo
follicular hyperplasia 0 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(0000 (22000 220000 (0 (000
C-cell hyperplasia 4 2 0 0 2 0 0 0 2 0 0 0 0 3 0 0
(8 (a0 (oo H 000 cocs o0
parathyroid <50 <50> <50> <50>
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 (OO0 o0 o0 (oo (0
Grade 1 ¢ Slight 2 : Moderate 3 1 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 5 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

T 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 23
Group Name Control 20 ppm 40 ppm 80 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
[Endocrine system]
adrenal <50> <502 <50 <B0>
thrombus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (2200000 co(o(0lo0 cococon (o
peliosis-Like lesion 26 0 0 0 28 0 0 0 22 1 0 0 24 2 1 0
(82) ( 0) C ) (0 (86 ( (OO (49 C 2 C 0 (0 (48) ( & (2 (©
necrosis:central 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 (ool (o200 (oo
cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo CoCo0 o0 (oo (220000
hyperplasiatcortical cell 1 1 0 0 0 0 0 0 3 0 0 0 1 1 0 0
(202000 (oo (00 (222000
hyperplasiatmedulla 2 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
(00 (OO0 (8000 ooy
focal fatty change 2 1 0 0 8 1 0 0 2 2 0 0 4 0 0 0
(aC200(C0 (18 (200 (D00 (0o lon
[Reproductive system)]
ouary 50> <505 0> <50>
atrophy 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(o0 (200000 (oo 0 (oo
Grade 1 ¢ Slight 2 t Noderate 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



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 24
Group Name Contral 20 ppm 40 ppm 80 ppm
No. of Animals on Study 50 50 50 50
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® W & W ® & o o @ & ’ o @ ® o W
[Reproductive system]
ovary <50> <50> <50> <50>
cyst 1 0 0 0 1 0 1 0 0 0 0 0 1 0 0 0
(20000 (2020 (oCo{o (o0 2o o (o0
uterus <50> 50> <50> 50>
dilatation 0 0 0 0 0 1 0 0 2 0 0 0 0 0 0 0
(0000 (022000 (800 0 CoCo o0
mammary gl <50> <60> <50> <50>
hyperplasia 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(00 (0o (00 0000
galactocele 12 0 0 0 14 0 0 0 5 0 0 0 1 0 0 0 *x
(20 (0 (0 (0 (28 ( O C 0 ( 0) (1) (000 2) C 00 (0
[Special sense organs/appendage]
eye <60> <50> <50> <50>
cataract 0 0 0 0 1 0 0 0 1 0 0 0 4 0 0 0
(000 (22000 (22000000 (oo
retinal atrophy 0 0 0 ¢ 0 0 0 4} 2 0 0 0 0 0 0 0
(0000 (0000 (9000 OO0
Grade 1 Slight 3 ¢ Marked 4 & Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ¢:b/a=*100
Significant difference ¥ 1 PSS 0,06 x:P<0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 25
Group Name 20 ppm 40 ppm 80 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 ® @ B & @ & ® o ® & W o
[Special sense organs/appendage]
eye <50> <50 50>
keratitis 2 0 1 0 0 0 0 0 0 0 0 0 0 0
(D000 (2200000 (oo 0 (oo
Harder gl 50> <50> <500
Lymphocytic infiltration 10 0 6 0 0 0 3 0 0 0 2 0 0 0 *
(200 C ) C 0 C O (12 C 000 (e (000 (oo
[Musculoskeletal system]
bone <60> <500 <B0>
osteosclerosis 11 0 0 0 5 0 0 0 8 0 0 0 1 0 0 0 %
(22 (0 (00 (1 (000 (18 (0000 (2200000
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4 1 Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:b/ax100

Significant difference ;

*: P < 0.05

% ! P S 0.01

Test of Chi Square

(HPT150)

BAIS3



APPENDIX L3

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: MALE: DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY))



STUDY NO. ¢ 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * RAT F344/DCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 6 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & B o @ & ® o W & ®» o ® & & W
[Respiratory system]
nasal cavit <13 <11 < B <11>
thrombus 4 1 0 0 1 0 0 0 2 0 0 0 4 0 0 0
(s (800 NCOCOL0 (a3 (000 (3 (0 (0 (0
inflammatory infiltration 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 09 (0o (0000 (oo
ensinophilic changetolfactory epithelium 7 1 0 0 1 0 0 0 x 1 0 0 0 3 0 0 0
(54) C 8 (00 9000 (1m0 (2n (0 (0
inflammation: foreion body 5 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(s (00 (0 000 o0 (1Mo C0(on (18 oo
tung <13> (458 <8 <1D
congestion 8 0 0 0 1 0 0 0 1 0 0 0 1 [4] 0 0
(46) C O C O (C 0 QOO0 (1 C 000 (oo o
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 [ 2N QI ) Q) B Q)] (OO B G ) I ) B Q)] Q) B G ) B G ) I Q)]
interstitial pneumonia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO I QI ) I G ) B Q)] )G I Q) B Q)] (o000 Q) B G ) IR Q) B Q)]
bronchiolar-alueolar ¢ell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo (0 0o (00 (o0
Grade 1 Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Nunber of animals with lesion
(c) c:b/ax*100
Significant difference ; *: P = 0.05 ** : P S 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIXALS (0-105W)
REPORT TYPE : Al
SEX T HALE PAGE : 2
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 6 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & O @ ™ ® O @ o B o @ & ® o
[Respiratory system]
lung <13 <1 < 6> <11
hyaline membrane 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCo (8 (0 (000 (0 (000 (oo
[Hematopoietic system]
bone marrow 13> <A1 < 6> <11>

necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (0 (ocoCon (0 (000 (900

increased hematopoiesis 0 0 0 1 0 0 0 1 0 0

0 3 1 1 0
oo (o0 (2 (3 (O (0 om0 (a9 (a0

ostitis fibrosa 0 1 0 0 [} 0 0 0 0

0 0 0 0 0 0
(SRR GO QRO RGNV (00 (00 (o (oo

spleen a3 A <8 <1
atrophy 60 0 0 0 60 0 0 10 0 0 0 0 0 0
(oo (OCOC0 (o0 (1m0 0o (o0

deposit of hemosiderin 5 2 0 0 3 4 0 0 3 0 0 0 2 4 1 0
(38 (158) ( 0) ( 0 (2n (88 ( O (0 (50 C 00 C O (0 (18) (38 ( 9 ( O
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

Significant difference : *x: P = 0.05 *x 1 P £ 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : RAT F344/DuCrj DEAD AND ¥ORIBUND ANIMALS (0~105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 3
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 6 i1
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 @ & ® o ® & & o
{Hematopoietic system]
spleen a3 1D <6 <10
extramedullary hematoppiesis 3 0 2 0 2 2 3 0 2 1 1 0 1 2 2 0
(23) ( 0 (18 ( O (18) (18) (27) ( 0) (33) (1) (17) ( O (9 (18 (18 (0
[Circulatory system]
heart <13 11D <8 <11
thrombus 1 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(800 (0o (1 o0 (o0 (n
mineralization 0 0 0 0 1 0 1 0 1 0 0 ‘ 0 0 0 0 0
(G G G I GR ) (0 (Mmoo (oo
myocardial fibrosis 5 2 0 0 4 2 1 0 2 1 0 0 2 0 0 0
(38) (15 ( 0 ( 0) (3) (18 ( 9 (0 (33) (1) C 0 (0 (1 o0
[Digestive system]
oral cavity A3 1D < B> An
souamous cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(000 (OCoCo0 o (MO0 (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 Llesion
(e¢) c:b/ax100
Significant difference *: P =0.05 *x 1 P S 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX 1 MALE PAGE : 4
Group Name Control 20 ppm 40 pom 80 pem
No. of Animals on Study 13 11 8 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o ® W ® & & o ® ® » o ® W ® o
[Digestive system]
tooth 43> A < B> <1
inflammation 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0

0
(000000 (1) 00l (0o (o (oCn o

tongue A3 <A < 6> <A
mineralization 0 0 0 0 1 0 0 0

0 0 0 0
(oo (D000 (oo (o000

stomach A 1D <8 <11>
basal cell activation 0 0 0 0 0 0 0 0

0 1 0
(0 (00 (o0 (o (o0 (0o (oo

erosion: forestomach

1 0 0 0 0 0 0 0
(8 (000 (oo o Do (000

)
—~

ulcer:forestomach 0 0 2 0 0 0 2 0 0 1
(0o (1m0 (OO0 (0000 (09 00

hyperplasia: forestomach 0 0 0 0 0 0

3 0 2 0 1
(233 C 0 (0O (ool (s C (0o (a0l

erosion:glandular stomach 0 0 0 1 0 0 0

0 2 1
(a0 (n (000 (333 C 0 (0 (o0 (ool

Grade 1 : Slight 2 ¢ Noderate 3 & Marked 4 : Severe
<ad> a : Number of animals examined at the site
b b : Number of animals with lesion

(ec) cib/ax*100
Significant difference x 1P = 0.05 ** 1 P = 0.01 Test of Chi Square

(HPT150) BAIS3




STUDY NO. : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + MALE PAGE: 5
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 [ 11
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 o
[Digestive system]
stomach <13> 1D <8 1D
ulcer:glandular stomach 0 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(o8 (00 (o9 o0 (0000 (oo
mineralizationtglandular stomach 0 0 0 0 0 0 2 0 1 0 0 0 0 0 0 0
(ocon(0 00 (18 (0 (m o Co(o oo oo
Liver <13 11D < 8 (4392
herniation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (OO0 o (1Imco o0 (oo (0
necrosis:central 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
(000 (O (000 Q) R Q) B G ) R Q)]
fatty change 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (oo (0 (M (00 (oo 0o
fatty change:centrat 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) Q) B Q) B Q)] (oo o0 (OO0 (ool
granulation 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(8 (o0 (9000 (GO B QI ) B Q1) B Q)] (ol
basophilic csll focus 1 0 0 0 2 0 0 0 0 1 0 0 3 0 0 0
(8o lon (18 (0 (0 (O (Mmoo (2 C o (0 (0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
Ca> a ! Nuwber of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference 3 *: P = 0.0

** ! P 5 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢+ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 6
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 6 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & o W @ & & o @ ® W o M ® &
[Digestive system]
Liver <13 an < B> 1>
vacuolated cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (0o ln (M0 (0 (o0 (0
spongiosis hepatis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool (OO0 CocoCon o (9000
bile duct hyperplasia 8 2 0 0 7 0 0 0 3 0 0 0 1 0 0 0 xx
(862) (15) ( 0) ( O (8) ( ) C 0) (O (80 C 0 C 0) ( 0 Q) I G () B G ) B Q)]
pancreas 4D 11> <6 1D
atrophy 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 (on (a0 (00 (0o o0
[Urinary systen]
kidney 13> A4 < B> AD
infarct 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(0o (00 (ococo o Coco 0o (18 00y
chronic nephropathy 4 2 3 2 2 4 1 2 1 2 3 0 8 0 0 0
(31) (15) (23) (15) (18) (38) ( 9 (18 (17) (33) (50) ( 0) (13000
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 ** ! P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. ¢ 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-1058)
REPORT TYPE : Al
SEX : MALE PAGE : 7
Group Nams Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 8 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o ® & W ® ® ® o o ® W W
[Urinary systen]
kidhey as» 41D < B> <11
papillary necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 3 0 0
(000 (000 (0 (ococn o (2 (o (0
mineralization:papilla 0 0 0 0 0 0 0 0 0 0 0 0 4 1 0 0 *
(oo (0 (0Cocn (0 Q) I G ) I ) B Q)] (3 (9 (00
wurothelial hyperplasiatpeluis 2 0 0 0 1 0 0 0 3 0 0 0 7 0 0 0 *
(180 0o (9000 (s0) C 0y C 0 (0 (6) C 0) C O C O
eosinophilic droplet:proximal tubule 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (OO0 (o ooy CCo o0
uin bladd <13> 11> <8 Aan
di latation 0 0 0 0 0 0 0 1 0 0 4} 0 0 0 0 0
(o0 Co (00O (9 (oo 0 (0000
[Endocrine system]
pituitary <13> <11> < 6> <11>
hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ocoon o (0O (o0 (o0l (9o (o0
Grade 1 : Slisht 2 * Moderate 3 ¢ Marked 4 @ Severe
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; *: P = 0.05 ** 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DCrj DEAD AND HORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 8
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 6 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & o @ o & W @ o o @ o W W
[Endocrine system]
pituitary <13 <1 < 6> <1
Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(GO QI IR G R Q)] (OO0 (o000 (o0
thyraid <43 D < B> <1
follicular hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3 (000 (0o (0o co ool
C-cell hyperplasia 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
(oo (8 (oo (o0 (ocoConCon (o0l
parathyroid 13> 11> < 6> 11>
hyperplasia 0 ] 0 0 2 0 0 0 0 0 0 0 0 [ 0 0
(GO I Q) I Q) B Q)] (oo (0 (OCoCon o0 (0o
adrenal 18> 1 < 6> <11>
hyperplasiatmedulla 1 0 0 0 2 0 0 0 0 0 0 0 2 0 0 0
(a0 (B (oCon (0 (O oo (0 (oo
cortical vacuwolation:diffuse 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (0 (G OB G ) I Q) B Q)] QO I G ) B G ) R G )] oo l0n
focal fatty change 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(8 (000 (OO0 (oo 0 (B (00
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
(¢) c:b/ax100
Significant difference ; *: P =0.05 %% P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 9
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 i1 6 11
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 B O
[Reproductive system]
testis <13> <11 < 6> <D
atrophy 5 1 0 0 6 2 0 0 0 4 0 0 * 6 1 1 0
(s (8 (00 (55) (18 ( 0) ( O 0 (en (00 (85 ( & (9 (0
periarteritis nodosa 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1B (0 (00 oo oo oo oo (0
interstitial cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(800 (GO RGO B Q) B Q)] CocoCoCo Q) I G ) I G ) B Q)
prostate <18 11> < B> <1
inflammation 4 1 0 0 0 2 0 0 3 1 0 0 0 0 0 0
(s (80w (0w (00 (50) (1M C 0) (O (oo
hyperplasia 0 4 0 0 1 0 0 0 0 0 0 [ 0 0 0 0
(oo (o000 (OCoCn o0 (o0 (0
mammary gl <13 1D < 6> <A1
galactocele 5 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(3 (000 (000 (833 (000 (0000
[Nervous system]
periph nerv <13> <11 < 6> <11>
radiculoneuropathy 0 0 0 0 0 0 0 0 0 [} 0 0 1 0 0 0
(0000 (OCOC0 o0 (OO0 O B G ) B G ) B )]
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/ax100

Significant difference ; *: P = 0.06 ** : P S 0.01 Test of Chi Saquare




STUDY NO.  : 0284 HISTOLOGICAL FINDINGS :NON-~NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE : 10
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 6 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findines, @ o o o @ ® & O @ & & o @ B & ®
[Special sense organs/aprendage)
eye as A < 6> an
cataract 0 0 0 0 0 1 0 0 0 0 0 0 0

0 0 0
(0o (oo o

~

(I o000 (oo

Rl

retinal atrophy 0 0 0

00 0 0 00 0o 0 0 0
(oo o (o0 oo o

10
(1 0o o (oo o

=
RN

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 Saquare

(HPT150) BAIS3



APPENDIX L4

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: FEMALE: DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY))



STUDY NO. = 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL s RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 11
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 10 11 6 21
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & B o @ & & o | & o @ & o’ ™
[Respiratory system}
nasal cavit <1 <11 <8 QL
thrombus 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(w00 (0O (1o o0 (oo
inflammatory infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(010 (00 (G IO B G B Q)] (GO R QI ) B QI ) B )]
eosinophi lic change:olfactory epithelium 1 0 0 0 0 1 0 0 1 1 0 0 1 0 0 0
(o000 (000 (1M1 00 (0000
lug <10> <1 < B <2
congestion 3 0 0 0 2 0 0 0 2 0 0 0 6 0 0 0
(3 (000 (1) 000 (s (000w (290 C 00 C 0 ( O
bronchiolar-alueolar cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o (0o (0CoCo (o0 (I 000 (0o
inflammation: foreion body 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
oo (10 Q) B G B ) I )] (000 oo
[Hematopoietic system]
bone marrow <10> 11 <8 Q2
granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(oo (0 (OO0 (00 (D I G-) I G B )
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 = 0.06 ** : P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 12
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 10 11 6 21
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
[Hematopoietic system]
bone marrow 10> <1 < 6> Qn
increased hematopoiesis 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(GO B QI 1) B G ) B Q)| (00 (3 (000 (8000
spleen <10> 1D < 6> <21
atrophy 0 0 0 0 4 0 0 0 0 0 0 0 3 0 0 i}
(G REQ ) B G \) I Q)] (OO0 o o0 (ool
deposit of hemosiderin 2 3 1 0 4 5 -0 0 2 0 1 0 13 4 0 0
(20) (30) (100 ( O (36) (48) ( 0) ( 0) (33 (01 (0 (862) (19 ( 0) ( 0
fibrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G B Q) I G B )] coCoCo o (I (00 (ool
extramedullary hematopoiesis 4 1 1 0 1 2 1 0 0 2 2 1 4 0 0 0
(40) (10) (10) C O (99 (0 (0 (33 (383 (17) (oo
[Circulatory system]
heart <10> 11> <6 Q2D
mineralization 0 0 0 0 0 4} 0 0 0 0 0 0 2 0 0 0
(o000 (ocoCo (0 (G0 B QI ) QI ) I Q)] (1) oo (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/ax100

Significant difference ;

*x ! P =0.05

* : P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUBY NO.

¢ 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 13
Group Name Cantrol 20 ppm 40 ppm 80 ppm
No. of Animals on Study 10 11 [ 21
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o o ® ® & O ® & & O @ & W W
[Circulatory system]
heart <10> <1 <8 QD
myocardial fibrosis 1 0 0 0 3 1 0 0 3 0 0 0 6 0 0 0
(1 o (00 (2 (9 C 0 (0 (50 C OO C O (O (29) C 0) ( O ( O
[Digestive system]
oral cavity <10> <11> <8 Q@
squamous cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(10 C 0 00 (00 (GO B QI ) B Q1) B Q)] (8000
stomach <16 4L < 6> Q1
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
Q1) B G ) I G ) B Q)] (0o (o0 (OCcoCo0 (o (1 Co o
erosion: forestomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (OC0O 0o (I 000 (o oo (o
ulcer: forestomach 1 1 0 0 0 2 0 0 0 0 0 0 0 0 1 0
(10 C10) C 0) C O (oo o0 QIO B GO B G ) B Q)] (oo s (0
hyperplasia: forestomach 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G IR G T) I Q) I Q1)) (000 QIO B G ) I G ) B Q)] (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) cib/ax100

Significant difference 3 *: P = 0.05 x ! P = 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO.

T 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITMAL : RAT F344/DuCri DEAD AND XORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 10 11 6 21
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® B ® & ® ® @ & &8 W @ o o o
[Digestive system]
stomach <10> <11 < 6> Q10
erosion:glandular stomach 2 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(200 C ) C O (O (00 (0000 (o0
Liver <10> 1D < 8 Q2
herniation 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(o000 (OCOCon o (a3 (0 (00 (GO B Q) I Q) B G )]
necrosisicentral 0 0 0 0 0 0 1 0 1 1 0 0 0 0 0 0
QIR0 B Q) B G ) I Q) (oo (0 (1) (1 0 (0 (GO R G () B G 1) I )|
fatty change 1 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0
(1) (oo (000 (0000 (o0
fatty change:central 1 0 0 0 0 Q 0 0 0 0 0 4 0 0 0 0
(1O 00 (oo o (GO I QI ) I G 1) B Q)] QO B G ) B G ) B )]
cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0000 (00 (GO RGO B Q) BN (8 o000
granutation 1 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(o0 (a0 0 (oo (00
acidophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(G B Q) I G I (V)] (OO0 o0 (OO0 (1) C o) C o) (0
Grade 1 @ Stight 2 : Noderate 3 ¢ Marked 4 : Severs
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Sionificant difference

* 1 P 0.05

** : P = 0,01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PiGE : 15
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 10 11 [ 21
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & & @ & O o ® ® 0 o @ ® o o
[Digestive system]
Liver <10> <11 < 6> 21>
basophi lic cell focus 0 0 0 0 0 1 0 0 1 0 0 0 1 1 0 0
(0000 (OC9 00 (m o0 ({00
bile duct hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1) C o (00 (000 (o0 (000
[Urinary system]
kidney <10 an < 6> Q20
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (oco{oo (GO R G ) B QI ) B Q)] (000
infarct 0 0 0 0 0 0 0 0 2 1 0 0 % 7 2 0 0 x
(o0 oo oo (33 (11 0 (0 (33) (10) C 0) C O
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (oo (0 (o0 0 (GO RGN I G RG]
chronic nephropathy 5 0 2 0 2 4 2 0 3 0 0 0 8 1 0 [}
(50 ¢ 0) (20 ( 0) (18) (36) (18 ( O (s0) C 0y ( & (0 (3 (5 (00
papillary necrosis 0 0 0 0 0 0 0 0 0 2 1 0 x 1 3 13 0 *x
(G I G ) I G B G )] (ocoCon (o0 033y (1m0 (5 (14) (862) (O
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:ib/ax100

Significant difference *: P = 0.05

** ! P = 0,01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. = 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al :
SEX : FEMALE PAGE : 16
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 10 11 8 21
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o o ®m & ® O ® o & o ® & ® O
[Urinary systen]
kidney <10 <1 < 6> <2
mineralization:papilla 0 0 0 0 3 0 0 0 5 0 0 0 xx 15 4 0 0 *x
(0ocoCon (2 C O C 00 (83 (OO0 (71) (19) ( 0) ( ©)
urothelial hyperpl.asia;oetuis 4 0 0 0 1 0 0 0 3 1 0 0 14 2 0 0
(400 C 0 C 0 (O (G B ) B G R )] (50) (1) C 0 ( ) (87 (100 ( 0) ( )
eosinophilic droplet:proximal tubule 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (9000 Q) I Q) B Q) B Q)] (o0 o
urin bladd <10> <11> <6 2
di latation 0 0 [y 0 0 0 0 0 0 0 1 0 0 0 0 0
(GO B QI ) B GO ) I Q)] (oo o0 (000 (0 (o0
[Endocrine system]
pituitary <10 AL <6 2D
hyperplasia 1 0 0 0 0 0 0 [ 0 0 0 0 1 0 0 0
(1000 QIO B G ) B ) R Q)] (o000 (o0
Rathke pouch 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(GO I G I G ) I Q)] (a0 o0 (ool (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¢) c:b/a*100
Significant difference *: P = 0.05 ** 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

¢ 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PACE : 17
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 10 11 6 21
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 w O
[Endocrine system]
adrenal <10> 4D < 21>
peliosis~-like lesion 2 0 0 0 1 0 0 0 0 0 0 0 7 0 1 0
(200 C ) C O ( O (DCC (0 (oo 0 (305 (0
hyperplasiatcortical cell 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0w 0o (GO QO I GO RG] (G I G () B G 1) B Q)] (GO I G () B G () B Q)]
focal fatty change 1 0 0 0 0 1 0 0 1 0 0 0 2 0 0 0
(w000 (GRORI Q) I Q) B )] (00 (ool
[Reproductive system]
ouary 10> <11 <8 Q1
atrophy 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
Q) B IR Q) B 1)) (oo (oo oo oo
cyst 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(o0 (GO QI B ) I Q)] (o0 (oo
mammary ol <10> A <6 QL
galactocele 5 0 0 0 3 0 0 0 2 0 0 0 0 0 0 0 xx
(50 ( O C ) (O (2n (000 (33 (0 (00 oo 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
(e¢) c:b/a=*100

Significant difference 3

*x: P = 0.05 xx ¢ P = 0.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. & 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL t RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 18
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 10 11 8 21
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findinss ® ® & » ® ® O W ® ® ® O @ % W w
{Special sense organs/appendags]
eye <A <11 < 6> (A0

cataract o 06 0 o6 1 0 0 90 o 0 0 0 4 0 0 0
oo (o (000 (oo ()00

keratitis 0 0 0 0 0 0 0 0 0 0

1 0 0 0 0
(W00l (000 (oo 0o

Harder gl <10> Aan <8 Q2
lymphocytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0

1 0 0 0
(1) (00 (0o oo o (O

[Husculosksletal system]

bone <10> <11 < 6> Qe
osteosclerosis 0 0 0 1 0 0 0

1 1 0 0 1 0 0
(1) (00 (000 (1m0l (L0000

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

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

Sienificant difference * 1P = 0.05 ** 1 P = 0.01 Test of Chi Sauare

(HPT150) BAIS3
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HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
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STUDY NO. @ 0284

~——

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE: 1
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 37 39 44 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orsan____ Findinss ® & o o @ & w o ® & & O ® & & o
{Integumentary system/appandags]
skin/app (& 1p 3% 44> 3D
squamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
COCo 0o oo oo (o000 (3000
epidermal cyst 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(8o o (oo (2000 (GED RGN ) B Q) B G
[Respiratory system)
nasal cavit <37 <3 <44> <39>
thrombus 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(3000 CoOCo oo (0o (0o
inflammatory infiltration 0 0 0 0 0 0 0 0 6 0 0 0 0 0 0 0
(oo (oo oo (o0 (oo cn o
eosinophilic changetolfactory epithelium 26 3 0 0 18 0 0 0 xx 23 4 0 0 13 1 0 0 *x
(70) ( 8 ( 0) ( 0) (48) C 0) C 0y (0 (52) ( 9 (0 (0 (33 ( 3 (0 (0
inflammation: foreign body 17 0 0 0 14 0 0 0 4 1 0 0 *x 3 0 0 0 *x
(46) C 0) CO) (O (38 (0 C 0 (0 (200 (&0l
respiratory metaplasia:olfactory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o (a0 (0o 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) cib/ax100
Significant difference 3 *:P =005 *x:P 50,01 Test of Chi Square

(HPT150)

BAISS



STUDY NO.

: 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE :
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 37 39 44 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings & ® @® W @ & W o ® ® ® O @ & &
[Respiratory system]
nasal cavit 8D <39 44> <39
ulcer:respiratory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o oo (00 2) (000 ooy
Lurg [&YM] <33 44> 39
congestion 0 0 0 0 2 1 0 0 0 0 0 0 0 0 0 0
(oo (B30 oo (oo
hemarrhags 1 0 0 0 0 0 0 0 3 0 0 i} 0 0 0 0
(oo 0 (oo (o D0l (oo Cn{on
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
00w (ool 2 (000 (G I G I GO RG]
osseous metaplasia 1 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(300 COCo 0o 5 (0 (0 (0 (5000
bronchiclar-alveolar cell hyperplasia 2 0 0 0 5 0 0 0 0 0 1 0 0 1 0 0
(8 (00 o0 (1300 0o 20 o3y 0o
{Hematopoietic system]
bone marTow (&1 3P 44 3%
granulation 1 0 0 0 0 0 1 0 2 0 0 0 4 0 0 0
(300 o o Co 3o 5 (000 (10 C 0y C 0 C 0
Grade 1 Slight 2 : Moderate 3 ¢ Marked 4 : Severe
{a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c¢) cib/a*100

Significant difference :

*:P = 0.0

** ! P = 0.01

Test of Chi Souars

(HPT150)



STUDY NO. : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANINMALS (105W)
REPORT TYPE : Al
SEX : NALE PAGE :
Group Name Control 20 pem 40 ppm 80 pem
No. of Animals on Study 37 39 44 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orsan Findings W W % ® W ® ® ® W W ® ® W ® & O
[Hematopoistic system]
bone marrow B <39 A48 <8
increased hematopoiesis 1 0 0 0 2 0 0 0 0 1 0 0 2 0 0 0
(300 o0 (5 000 (2200 (8000
Lymph node 387> <39 <44> <89
Lymphadenitis 1 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(N0 (8000 200 o0 (3 C0Cn 0
spleen <87 <39> <44> <3P
deposit of hemosiderin 28 0 0 0 33 1 0 0 40 3 0 0 *x 33 3 0 0
(78) C 0 C 03 C 0) (8 ( 3y (0 (0 (a1 ( (0 (0 (8) (8 (00
fibrosis 2 0 0 0 1 1 0 0 2 0 0 0 4 0 0 0
(850w o (3o (000 (1) oo
extramedul lary hematopoiesis 21 2 1 0 28 1 2 0 36 1 0 0 25 1 1 0
(51 (8 (3 (0 (720 (3 (50 (82) (200 (64) ( 3 ( 3) (0
[Circulatory system)
heart <87 <3P <44> 3D
myocardial fibrosis 15 2 0 0 20 0 0 0 23 0 0 [4} 3 1 0 0 *x
(41 (B C 0 (0 (s C oo (52) C 0) C 0 (O (83 0o
Grade 1 : Slight 2 : Noderate 3 ¢ Marked 4 : Severs
<a> a ¢ Number of animals examined at the site
b bt 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. ¢ 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s MALE PAGE : 4
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 37 39 44 39
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings, ® @& ® ® @ w o o @ W ® W @ & ® &
[Digestive system]
oral cavity (&7 <8 <44> <3P
sauamous cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (o000 (22000 ool
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(O 00 (oo (o0 o oo (3o
tooth <37 <39 <44> <3
inflammation 7 0 0 0 4 0 0 0 1 0 0 0 * 1 0 0 0
(oo (w0l (200000 (00
Tongue 3D <3 <44> ’ 3P
perivasculitis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00l (300 oo oo 0o
stomach <30 (& 44> 3
basal cell activation 0 0 0 0 1 0 0 0 0 ¢ 0 0 2 0 0 0
(000 (3000 o0 (800 o
erosion: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0ol oo oo (000 (00
ulcer: forestomach 0 0 0 0 0 0 0 0 0

0 1 0 0 0 1 1
(030 (ool (otaoC2(0 (o300

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:ib/ax*100
Significant difference ; *x: P < 0.0 ** ! P £ 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. @ 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL 1 RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 5
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 37 39 44 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 3D (&t <44> <3
hyperplasia:forestomach 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(a0 coco oo o o0 (o0 (3o oo
erosign:glandular stomach 0 0 0 0 0 1 0 0 3 0 0 0 2 0 0 0
(0o (O (0o (D0l (o0
ulcer:glandular stomach 0 0 1 0 0 0 0 0 2 0 0 0 0 0 0 0
coCcoC3(o0n (o0 (00 (00
Liver 8D 39 <44> <39
herniation 1 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(3o o (300 (oo oo (8o o0
granulation 10 1 0 0 7 0 0 0 2 0 0 0 *x 2 0 0 0 *
(2ny (3 C 0y C 0 (18 C 0 ( 0) ( 0 (00 (5 00
clear cell focus 2 1 0 0 3 0 0 0 2 0 0 0 0 0 0 0
(N (8000 (80000 oo o0 (o0
acidophilic cell focus 6 1 0 0 8 4 0 0 7 13 0 0 *x 10 26 0 0 *x
(B (00 (21) (10) C 0 ( 0 (18) (30) ¢ 0 ( © (26) (67) C 0) ( O
basophilic cell focus 12 4 0 0 8 5 0 0 13 2 0 0 15 2 0 0
(32) (11 C 0) C 0 (2D (1) ( O O (30) ( 8 C (O (38 (500
Grade 1 ¢ Slight 2 : Noderate 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 3 1P = 0,05

** : P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE: 6
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 37 39 44 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & o @ o8 w o @ o % W @ & & O
[Digestive system]
Liver <3 (&) 44> <3P
mixed cell focus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
({0 (o000 (oo (oo
spongiosis hepatis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (o0 20000 COCo 0o
bile duct hyperplasia 34 4] 0 0 35 2 0 0 39 3 0 0 33 0 0 0
(82 (00 (O (0 (90 ( 8 C O C 0) (8 (ol (8 (000
biliary cyst 0 ¢ 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(oo (3000 (o0 (oo
pancreas <37 3 <44> <38
atrophy 7 1 0 0 5 1 0 0 4 1 0 0 4 1 0 0
(1 (300 (1) (3 00 o200 (1) ( 3 (0 (o0
periarteritis nodosa 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
oo (000 (5 000 oo o0y
hyperplasiatacinar csll 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coCo oo (OCo0Co (OC 0o (3000
[Urinary system]
kidney <37 3D <44> <39
hyperplasiastubular epithelial cetl 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (000 (2200000 coCnCnl 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 3 x: P =005 = : P

< 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPCRT TYPE : Al

SEX : MALE PAGE : 7
Group Name Control 20 ppm 40 ppm 80 pom
No. of Animals on Study 37 33 44 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ® & @ & % W @ & & & @ & ® O
[Urinary system}
kidney (&7 <3P <44 <38
infarct 0 0 0 0 1 0 0 0 5 0 0 0 ] 0 0 0 ok
(oo lon (3o o0 iy ¢ o o0 (23 0 o(n
basophilic change 0 0 0 0 0 0 0 ¢ 0 0 0 0 1 1 1 0
(oo (oCo0Co0 (OCo 0o (a0
chronic nephropathy 3 6 22 6 1 g 28 3 7 17 18 1 % 16 18 4 0 *x
( 8 (18) (59 (16) (3 (23 (67 ( 8 (18) (39) (43) ( 2) (41) (49) (100 ( O
papi Llary necrosis 0 0 0 0 0 0 0 0 1 0 0 0 9 8 1 0 *x
(0o oo 0o (220000 (23) (18) ( 3) ( 0)
mineralization:papilla 0 0 0 0 6 0 0 0 x 8 0 0 0 * 24 0 0 0 *x
o000 (18) ( 0) C 0) ( 0) (18) C 0 C o) ( 0 (e2) C 0y ( 0 (0
urothelial hyperplasiapsluis 4 0 0 0 14 1 0 0 x 24 0 0 0 *x 21 0 0 0 *x
(oo o ‘( 36) (3) (0 (0 (85) ( 0y C ) C O (54) C 0 C 0)( 0
urin bladd <37 <3 <44> 3P
hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O3 (00 (oo oo (o (OCo o0
[Endocrine system]
pituitary <870 <39 44> <39
hyperplasia 7 1 0 0 4 0 0 0 g 3 0 0 4 0 0 0
(1) (3 (00 (1o (0Co0 (200 ( D0 (0 (10 C 0 0o
Grade 1 : Slight 2 : Moderate 3 : Marked 4 & Severs
<ad a * Number of animals examined at the site
b bt Number of animals with lesion
(¢) cib/ax100

Sionificant difference ; *: P = 0.05 ¥ : P S 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DuCrj SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © MALE PAGE: 8
Group Name Controt 20 pom 40 ppm 80 ppm
No. of Animals on Study 37 39 44 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ® o ® & o W @ ® o ® @ & & @&
{Endocrine system]
pituitary (&7 3D <44> (&
Rathke pouch 1 0 0 0 1 0 0 ] 2 0 0 0 ) 0 0 0
(3o (3000 (500 (o0 (1) C o) C 0) C 0
thyroid <87 3P 44> {39
ultimibranchial body remanst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(O (o0 (o0 (o0 (ool (300
follicular hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 5 0 0 0
(oo o0 (oo (2000000 (13 o0 lon
C-cell hyperplasia 2 0 0 0 6 0 0 0 2 0 0 0 0 0 0 0
(800 (1Y (0 C 0 ( 0 (8 o000 (oo
adrenal <37 <8P <44> <39
cyst 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo o0 oo 0o ) B Q) B Q) B Q) (5000
hyperplasiaimedulla 3 1 0 0 6 0 0 0 5 0 0 0 4 0 0 0
(BN (18 ( 0 C 0) ( 0) (1 ¢ 0 (0 (o0 (100 ( 0 C 0 ( ©
accesory cortical nodule 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o oo oo oo oo (3o
Grade 1 : Slisght 2 ¢ Moderate 3 ¢ Marked 4 : Severe
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢c) c:b/ax100
Sienificant difference 3 *x: P = 0.0 **x 1 P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj SACRIFICED ANINMALS (105W)
REPORT TYPE : Al
SEX i MALE PAGE: 9
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 37 39 44 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ W & o ® ® & oW ® & % O ® ® o’ W

[Endocrine system]

adrenal 37 3P <44> 3D
focal fatty change 0 0 0 1 0 0 2

3 1 0 5 6 1
(8 (annln (B0 (20 (o L0

=
—~

[Reproductive system]

testis <387 <38> <44> <39
atrophy 26 5 0 0 26 10 0 0 30 5 1 0 25 5 0 0
(70 (14 C 0) ( O (87) (28) ( 0) ( 0) (88 (11 ( 2) ( O (64) (13) ( 0) ( 0)
periarteritis nodosa 6 0 0 0 4 0 0 0 0 0 0 0 ® 0 0 0 0 %
(¢l (1o (0Co (0o (GRONGEYEGN) G
interstitial cell hyperplasia 2 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(s 0o (o0 coCoCon (o (8 000 (0o
germ cell necrosis 0 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
oo o0 (8 oo (oo o0 (0o
prostate (&7 3D 44> 3D
inflammation 9 2 0 0 7 2 0 0 9 1 0 0 10 0 0 0
(2 (8 C ) ( O (18 (5 (00 (200 ¢ 20 C ) ( 0) (28) C 0} C O) ( O
Grade 1 Slight 2 ¢ Moderate 3 ¢ Harked 4 1 Severs
<a> a * Nuwber of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100
Significant difference ; x: P = 0.05 ** : P = 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMKARY)

ANIMAL + RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 10
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 37 39 44 39
Grrade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & % o @ & % o & & ® o ® & ® o
[Reproductive system]
prostate 3D <3P <44> 3P
hyperplasia 8 0 0 0 4 0 0 0 5 0 0 0 1 0 0 0 *

(22 (0 (0 (0 (000 (miololon (o000

mammary gl (&) 3D <44> 39
galactocels 0 0 0 0 8 0 0 0 0 0 0 0 *x

8 7 0 0
(22 C O (00 (B (00 (B (0o oo

[Special sense organs/appendage)

eye (&7 <39 <44> (&)
cataract 1 0 ¢ 0 4 0 0 0 0 0 0 0
(0l on (30N (9000 () B D B G B )]

retinal atrophy 0 0 4 0

0 0 0
ool (o0 (000 (oo

keratitis 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

0
(o0 (000 (ool (oo

Harder gl <30 <39 <44> <39
lymphocytic infiltration 0 3 0 0 0

5 0 0 4
(w0 (B0 (D00 (10 C 00 C 0y C 0

Grade 1 : Slight 2 ¢ MNoderate 3 ¢ Narked 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 *x 1 P = 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0284

ANIMAL  RAT F344/DuCrj

REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIMALS (105W)

SEX ¢ MALE PAGE : 11
Graup Name 20 ppm 40 ppm 80 ppm
No. of Animals on Study 39 44 39
Grade 1 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings %) @ & O o @ ®» & o @ & & O
[Special sense organs/appendage]
Harder gl <39 <44> <39
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0
(300 (o0 (000 CoCo oo
{Body cavities]
adipose [&10)) <44> <39
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0
(30l (oo (G I G Q) I )] (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) c:b/ax100

Significant difference ;

* 1P = 0.05

** : P = 0.01

Test of Chi Sauare

(HPT150)

BAIS3



APPENDIX L6

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: FEMALE: SACRIFICED ANIMALS
(2-YEAR STUDY))



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 12
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 40 39 44 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & & W @ ® & o @ ® W o @ & & O

[Intesumentary system/appandage]

skin/app <40> B 44> 29>
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 2 0 0
oo oo (300 o0 ool (0N
sauamous cell hypérpLasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (3o oo CoCn (o CoCon o
[Respiratory system]
nasal cavit <40> <39 44> 29>
inflammatory infiltration 3 0 0 0 4 0 0 0 2 0 0 0 0 0 0 0
(oo (1) Co(0Co (8000 coCoCn o
eosinophilic change:olfactory epithelium 17 2 0 0 14 0 0 0 15 10 1 0 13 2 0 0
(43) (5 C 0 (0 (3 (00 o0 (8 (23) (2 (O () (D0

inflanmation: foreion body

0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 cocoCo (o (oo Con (30 ConCo
lung <40> <39 <44> Q29
hemorrhage 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(8000 (oo (o (220000 oo (oo
Grade 1 ¢ Stioht 2 ¢ Noderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ctb/ax100

Significant difference *: P =005 ** : P = 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. = 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Contral 20 ppm 40 ppm 80 ppm
No. of Animals on Study 40 39 44 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & & O @ & & W @ & & O @ o & ©

[Respiratory system]

lung <40> <3 . <44> LD
accunulation of foamy cells 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0l Co oo (o (00 (3000
bronchiclar-alusolar cell hyperplasia 0 0 0 0 0 0 0 0 0 0

1 0 0 0 3 0
(0300 (ool (D00 000

inflammation: foreign body 1 0 0 0 0 0 0
(3 CNCO(D oo oo (o0 (o CC0 o

[Hematopoistic system]

bone marTow <40> <3 <44> <29
grarulation 0 0

4 0 4 1 7 3 5
(1) C 0 ¢ 0 (0 (1 (3300 (18 (7100 (M D0

increased hematopoiesis

1 0 1 0 0 2 0 0
(0o (0o (0000 (DD

Lymoh node <40> 3P <44> 29
Lymphadenitis 0 0 0 0 2 0 0 0 4 0 0 0 0 0 0 0
(0o 5 oo (o0 (000 (0o
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) cib/ax*100

Significant difference 3 *x: P S 0.05 ** ¢ P = 0.01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344/DCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 14
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 40 39 44 23
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
[Hematopoistic system]
spleen <40> <3 . <44> Q2
deposit of hemosiderin 34 1 0 0 35 0 0 0 32 8 0 0 20 5 0 0
(8 (00 () C0) C ) (O (73 (19 (0 ( 0 (69 (17) ( 0 ( 0
granulation 0 0 0 0 4] 0 0 1 0 0 0 0 0 0 0 0
(oo (o0 (OO0 (3 (oo (OO0
fibrosis 2 0 0 0 3 0 1 0 0 0 0 0 0 0 0 0
(00 (® (8030 (G IO B G I 1)) (OO0 (o0
extramedul lary hematopoiesis 31 2 2 0 34 0 0 0 33 6 0 0 27 2 0 0
(78 ( B) ( B ( 0) (8N (0 C 0) (0 (75) (14) ( 0) ( O (8D (0
[Circulatory system]
heart 40> <39 <44> 2%
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (oo (20000 (o0
myocardial fibrosis 8 0 0 0 7 0 0 0 18 1 0 0 10 0 0 0
(200 C 0 C ) C O (18 C 0 C 0) ( 0 (ay (22 C 0 (0 (38 C 0 C 0)( 0
[Digestive system]
oral cavity <40> <3 <44> 29>
squamous cell hyperplasia 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo oo (0o (220000 (00
Grade 1 @ Slisht 2 * Noderate 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 * ! P < 0,05 ** : P £ 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

T 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 40 39 44 29
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ’ o @ & ® O @ | ® o @ ® @® ®
[Digestive system]
tooth <40> <3P <44> 29
inflammation 3 0 0 0 3 0 0 0 0 0 0 0 1 0 0 0
(0o (80 (o0 (G B G B Q) B )] 000
tongue <40> 39 <44> Q2P
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo oo (220000 0o oo
perivasculitis 0 0 4] 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo Co(on (a0 (o0 Co0(Con o0
salivary gl <40> <3P <44> Q29
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 [}
(o oo (o0 (000 (220000 0y C 0) C 0 (0
stomach <40> <39 <44> QP
basal cell activation 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(00 (3000 (20000 0 (0 (0 (o0
erosion:glandular stomach 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(N0 (G 1) B G () I ) R G (2200000 (O NIGI) B G B G )]
Liver <40> <3%> <44> QL
herniation 2 0 0 0 4 0 0 0 8 0 0 0 1 0 0 0
(0o (1000 (B (o (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:b/ax100

Significant difference 3

*: P S 0,05 ** : P = 0.01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY 0. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL + RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 16
Group Name Contral 20 pem 40 ppm 80 ppm
No. of Animals on Study 40 39 44 29
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® ® o o @ 8 & O @& ® ® o @ & ® o
[Digestive system]
Liver <40> <3P 44 29>
peliosis-like lesion 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo o0 (OC 0o 2000 (o0 (oo (o
necrosis:focal 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 Co oo (o (oo o0 (oo
fatty charge 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (0 coCo oo (200 (0 (oo
fatty change:central 0 0 0 0 0 0 0 4 0 0 0 0 1 0 0 0
(OO0 (0o o0 (Ol (30l
garylation 13 4 0 0 17 2 2 0 15 1 0 0 14 5 0 0
(33 (100 ( O 0) (449) ( B ( B 0) (3) ( 2 (O 0) (48) (1) C 0) ( O
clear cell focus 1 0 0 0 0 1 0 0 1 0 0 0 2 0 0 0
(3000 (300 (220000 (D00
acidophilic cell focus 0 0 0 0 3 1 0 0 11 11 0 0 xx 7 17 0 0 *x
(O (0(» (830 o0 (25) (25) ( 0) ( O) (24) (59 C 0) ( O
basophilic cell focus 4 0 0 0 7 0 0 0 13 5 0 0 *x 10 7 0 0 ®x
(1) O 00 (100 (3 (1 (0w (39 (200 C ) ( O
Grads 1t Slisht 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

Significant difference :

* 1P S 0.0 ** 1 P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. = 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 17
Group Name Contrel 20 ppm 40 rom 80 ppm
No. of Animals on Study 40 39 44 28
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 @ o & &
[Digestive system]
Liver <407 <39 <44> <29
spongiosis hepatis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo 0 Co o (o0 (oo lon o3 0o
bile duct hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OO0 O (Y (Ol (oo
cholangiofibrosis 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(GO RGN B G 0 (0 (3 (0 (oo (o0 (o
biliary cyst 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
oo ol (O (0 (oo (o0
pancreas <40> <8P <44> <28
atrophy 0 0 0 0 2 0 0 0 4 0 0 0 1 0 1 0
(OO0 5 (000 (o0l (3030
periarteritis nodosa 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0w oo oo (000 (0o
{Urinary systenm]
kidney <40> <39 <44> 29
infarct 0 0 0 0 2 0 1 0 13 15 4 0 *x 14 5 1 0 ®x
(000 5 (0 (3 (0 (30) (34) ( 9 (O (48) (1 ( 3 (0
Grade 1 Slisht 2 ¢ Noderate 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 3 *x: P = 0,06 ** : P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL * RAT F344/DCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Cantrol 20 ppm 40 ppm 80 ppm
No. of Animals on Study 40 39 44 29
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, ® & ® O @ ® ® ® @ & % O @ & & O
[Urinary system]
kidney <40> 3 44> <29
cyst 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo (oo (o200 (o Con oo
basophilic change 0 0 0 0 0 0 0 0 1 1 1 0 0 1 0 0
(OO0 (oo (22220 (o300
chronic nephropathy 12 13 10 . 0 8 11 19 1 28 3 8 1 o*x 23 3 1 0 ok
(30 (33) (28 ( O (15) (28) (49) ( 3) (64) ( 7) (18) ( 2) (79) (10) ( 3) ( O
papillary necrosis 0 0 0 0 1 0 0 0 11 14 7 0 % 3 7 15 0 *x
' (oo (o0 (25) (32) (16) ( ) (10) (24) (52) ( O
mineralization:papitla 0 0 0 0 10 0 0 0 %k 27 3 1 0 *x 18 10 0 0 *%
(o0 (28) C ) C O (C 0 (D (D20 (62) {30 ( 0) ( O
urathelial hyperplasiapsluis 15 0 0 0 21 0 0 0 28 8 1 0 *x 20 g 0 0 *x
(3 (00l (58) ( 0) C 0) (O (66) (18) ( 2) ( O) (69) (31 C 0 (O
[Endocrine system]
pituitary <40> <3P <42> <29
cyst 0 0 0 0 4 2 0 0 x 4 0 0 0 2 0 0 0
(000 (100 ¢ 8 C 0) ( 0) (10 C 0y (0 (O (o 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/ax*100

Significant difference 3 ¥ P = 0,05

*x : P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)
ANTHAL ¢ RAT F344/DCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 19
Group Name Control 20 pom 40 ppm 80 ppm
No. of Animals on Study 40 38 44 29
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 <40> <39 <42> Q29
hyperplasia 3 3 0 0 8 1 0 0 4 0 0 0 3 1 0 0
(88 (00 (2D (A (00 (100 C 0 (00 (1 ¢ 0 (0
Rathke pouch 4 0 0 0 3 0 0 0 3 0 0 0 1 0 0 0
(oo (800 (Do (OO0
thyroid <40> <39 44> <29
ultimibranchial body remanst 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
ooy (00 (o (0o
follicular hyperplasia 0 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(DB Q) B GO B Q)| (D00 (20000 (Do
C-cell hyperplasia 4 2 0 0 2 0 0 0 2 0 0 0 0 3 0 0
(10 (8 (0 (0 (0o (500 (o0 (oo
parathyroid <40> <3 44> 2P
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (OO0 (oo oo (o0
adrenal <40> <39 <44> <29>
thrombus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (3O (oo (OCoCnlon
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
(¢) cib/a*100

Significant difference ; *: P < 0.06 xx ! P £ 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0284 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 20
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 40 38 44 29
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & W ® ® % o @ W & O @ & & O
{Endocrine system]
acrenal <40> <39 <44> 28>
peliosis-Like lesion 24 0 0 0 27 0 0 0 22 1 0 0 17 2 0 0
(60) ( 0) C 0) C O (69 C 0 C 0) (0 (50) ( 20 C 0)( O (88) ( D C 0 (0
necrosisscentral 0 4 0 0 0 0 0 0 0 1 0 0 0 0 0 0
o oo (o0 (00 (2000 (000
cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 oo o0 (o0 Con (0o
hyperplasiatcortical cell 1 0 0 0 0 0 0 0 3 0 0 0 1 1 0 0
(oo cococon o (D0l (0o
hyperplasiaimedulla 2 0 0 2 0 0 3 0 0 0 0 0

0 0 0 0
(50000 (0000 (D00 (000

focal fatty change 1 0 ) 2 0
(33 0o (213 C 0) C 0) (C ©0) (20500 (0o

[Reproductive system)

ouary <40> (&4 <44> <28>
atrophy 0 0 0 0 0 0 0 1

0 0 0
ooy (ot 20000 (ool

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/a*100

Significant difference 3 *: P =< 0.05 ** : P = 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. ¢ 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL + RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 21
Group Name Control 20 ppm 40 ppm 80 pom
No. of Animals on Study 40 39 44 29
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & O @ & ® O @ & ® ® ® & ® O
[Reproductive system]
vary <40> <3P <44> 29
cyst 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(30 Cn (3o 000l CO 00
uterus <40> <3P <44> 2%
dilatation 0 0 0 0 . 0 1 0 0 2 0 0 0 0 0 0 0
(GO R Q) B Q) B G (O30 5) (0 (0 ( 0 0 C0C0 (o
mammary gl <40 <39 <44> QP
hyperplasia 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(G B GI) B G B )] (B 0o OCo oo 000
galactocele 7 0 0 0 11 0 0 0 3 0 0 0 1 0 0 0
(18 (0 C 0 (0 (28) C 0) C 0) (O 000 CCO
[Special sense organs/appendage]
eys <40> 3D <44> <29>
cataract 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (oo CoCo oo 2) (000 0000
retinal atrophy 0 0 0 0 0 0 0 ] 2 0 0 0 0 0 0 0
(oo (000 5 (0 (0 (00 OO0
Grade 1 : Slight 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 < 0.05 *x ¢ P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. @ 0284

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s FEMALE PAGE : 22
Group Name Control 20 ppm 40 pom 80 ppm
No. of Animals on Study 40 39 44 23
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o’ @ ® & ® @ ® & o

® ® & O

[Special sense oreans/appendags]

eye
keratitis

Harder gl
lymphacytic infiltration

[Husculoskeletal system]

<40>

(=)
[l

10 0
(oo

<40>
9 0 0 0
(28 (0 (oo

=

<39
1 0 0 0
(00

<39
6 0 0 0
(1B (0o

<44>

0 0 0
toco oo

Rl

48>
3 0 0 0
(Do o

<

<29
0 0 0 0
Do

<29>
1 o0 0 0
00 C0 o

bone <40 <8P <44> 29
osteosclerosis 10 0 0 0 4 0 ] 0 7 0 0 0 0 0 0 0 *
(2) (O COC( O (100 { 0 C O (0 (10 (0o O Co oo
Grade 1 : Slisht 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 ; *: P = 0.0

> 1 P 5 0,01

Test of Chi Square

(HPT150)

BAIS3



APPENDIX M1

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
RAT: MALE
(2-YEAR STUDY))



STUDY NO. : 0284

ANIMAL ¢ RAT F344/DuCrj

REPORT TYPE : Al
SEX ¢ HALE

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

PAGE : 1
Time-related Items Group Name Control 20 ppm 40 ppm 80 ppm
Weeks,

0- b2 NO. OF EXAMINED ANIMALS 0 0 0 0
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

NO. OF BENIGN TUMORS 0 0 0 0

NO. OF MALIGNANT TUMORS 0 0 0 0

NO. OF TOTAL TUMORS 0 [4} 0 0

53 - 78 NO. OF EXAMINED ANIMALS 2 1 0 2
NO. OF ANIMALS WITH TUMORS 2 1 0 1

NO. OF ANIMALS WITH SINGLE TUMORS 2 0 0 1

NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 0 0

NO. OF BENIGN TUMORS 2 1 0 0

NO. OF MALIGNANT TUMORS 0 1 0 1

NO. OF TOTAL TUMORS 2 2 0 1

79 - 104 NO. OF EXAMINED ANIMALS 11 10 8 9
NO. OF ANIMALS WITH TUMORS 11 10 6 9

NO. OF ANIMALS WITH SINGLE TUMORS 5 3 0 1

NO. OF ANIMALS WITH MULTIPLE TUMORS 6 7 6 8

NO. OF BENIGN TUMORS 19 17 10 14

NO. OF MALIGNANT TUMORS 4 8 2 7

NO. OF TOTAL TUMORS 23 25 12 21

105 - 105 NO. OF EXAMINED ANIMALS 37 39 44 38
NO. OF ANIMALS WITH TUMORS 37 39 44 39

NO. OF ANIMALS WITH SINGLE TUMORS 7 10 12 9

NO. OF ANIMALS WITH MULTIPLE TUMORS 30 29 32 30

NO. OF BENIGN TUMORS 79 83 82 82

NO. OF MALIGNANT TUMNORS 8 ) 7 6

NO. OF TOTAL TUMORS 87 88 89 88

(HPT070)

BAIS3



STUDY NO. : 0284 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUXORS - TIME RELATED
ANIHAL : RAT F344/DuCrj
REPORT TYPE : Al
SEX : HALE PAGE ¢ 2
Time-related Items, Group Name Control 20 ppm 40 ppm 80 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 50 50 50 49
NO. OF ANIMALS WITH SINGLE TUMORS 14 13 12 11
NO. OF ANIMALS WITH MULTIPLE TUMORS 36 37 38 38
NO. OF BENIGN TUMORS 100 101 92 96
NO. OF MALIGNANT TUMORS 12 14 9 14
NO. OF TOTAL TUMORS 112 115 101 110
(HPT070)

BAIS3



APPENDIX M2

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
RAT: FEMALE
(2-YEAR STUDY))



STUDY NO.

T 0284

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

ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al
SEX : FENALE PAGE : 38
Time-related Ttems. Group Name Control 20 ppm 40 ppm 80 ppm
__ Weeks,
0- 52 NO. OF EXAMINED ANIMALS 1 1 0 0
NO. OF ANIMALS WITH TUMORS 1 1 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 1 1 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 1 0 0
NO. OF MALIGNANT TUMORS 1 0 0 0
NO. OF TOTAL TUMORS 1 1 0 0
53- 178 NO. OF EXAMINED ANIMALS 1 1 1 8
NO. OF ANIMALS WITH TUMORS 1 1 1 2
NO. OF ANIMALS WITH SINGLE TUMORS 1 1 1 2
NO, OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS i} 1 1 2
NO. OF MALIGNANT TUMORS At 0 0 0
NO. OF TOTAL TUMORS 1 1 1 2
79 - 104 NO. OF EXAMINED ANIMALS 8 g 5 13
NO. OF ANIMALS WITH TUMORS 7 g 5 6
NO. OF ANIMALS WITH SINGLE TUMORS 3 8 5 3
NO. OF ANIMALS WITH MULTIPLE TUMORS 4 3 0 3
NO. OF BENIGN TUMORS 10 6 4 5
NO. OF MALIGNANT TUMORS 5 8 1 5
NO. OF TOTAL TUMORS 15 12 5 10
105 - 105 NO. OF EXAMINED ANIMALS 40 39 44 29
NO. OF ANIMALS WITH TUMORS 31 26 29 18
NO. OF ANIMALS WITH SINGLE TUMORS 16 14 23 10
NO. OF ANINALS WITH MULTIPLE TUMORS 15 12 6 8
NO. OF BENIGN TUMORS 48 42 33 26
NO. OF MALIGNANT TUMORS 3 2 3 4
NO. OF TOTAL TUMORS 51 44 36 30
(HPT070)

BAIS3



STUDY NO.

T 0284

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

ANIMAL + RAT F344/DuCrj
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Time-related Items, Group Name Control 20 ppm 40 ppm 80 ppm
Weeks.
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 40 37 35 26
NO. OF ANIMALS WITH SINGLE TUMORS 21 22 28 15
NO. OF ANIMALS WITH MULTIPLE TUMORS 19 15 6 11
NO. OF BENIGN TUMORS 58 50 38 33
NO. OF MALIGNANT TUMORS 10 8 4 g
NO. OF TOTAL TUMORS 68 58 42 42
(HPTO70)

BAIS3



APPENDIX N1

HISTOLOGICAL FINDINGS: NEOPLASTIC LESIONS: SUMMARY,
RAT: MALE: ALL ANIMALS
(2-YEAR STUDY))



STUDY NO.

+ 0284

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1

Group Name Control 20 ppm 40 ppm 80 ppm

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

[Intesumentary system/appandage]

skin/app <50> <50> <50> <50>
squamous cell papilloma ( 2% ( o% ( 0% ( o%)
trichoepithelioma o (0% (2% ¢ o (0%
keratoacanthoma (2% ( o%) ¢ o ( 4%
sebaceous adenoma ( 2% ( 4% (¢ op (21
saquamous cell carcinoma ( 2% ( o%) ( 2% ( 28

subcutis <50> <50> <50 <50
fibroma 5 ( 10%) ( 14%) ( 109 ( 8%
Lipoma ( 2% ( 2% ( 4% ¢ %
fibrosarcoma 0 ( 0% ( 4% ( o%) ( 0%
osteosarcoma 0 ( 0% ( 2% (0% ( 2%
schwannoma:malignant (0B ( 2% ( o%) ¢ o

{Respiratory system}

nasal cavit <50> <50> <50 <500
adenoma 0 ( 0% ¢ o% ¢ o ( 2%

tung <50> <50> <50> <500
bronchiolar-alueslar adenoma 3 ( 8% ( 6% ( &%) 25

<a> a * Number of animals examined at the site
b (¢) b : Number of animals with neoplasm c:b/ax*xl00
(HPT085)

BAIS3



STUDY NO.  : 0284 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 2
Group Name Control 20 ppm 40 ppm 80 ppm

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

[Respiratory system]

lung <50> <B0> <50> <500
squamous cell carcinoma o ( op 0 ( op 0 ( 0B 1 (2
bronchiolar-alveclar carcinama 0 ( op) 3 (69 0 (0B 0 (o

{Hematopoietic system]

bone marrow <50> <50> <50> <50
histiocytic sarcoma 0 ( o 0 ( op 2 (4 1 (2%
Lymph node (617 <50> <50> <50>
histiocytic sarcoma 0 ( o% 1 (2% o ( o 0 ( op
thymus . <50> <50> <500 <50>
thymama:benion 1 (2% ¢ ( o ¢ ( op 0 ( on
spleen <50 <500 <50> <50>
fibrosarcona 0 ( 0% 0 ( op o ( o 1 (2%
histiocytic sarcoma 0 ( 0% o ( op 1 (2% 1 (2%
mononuctear cell leukemia 5 ( 10%) 3 ( &%) 1 { 2% 1 (2%

[Digestive system]

oral cavity <50> <B0> <50 <BO
squamous cell papiLloma o (o 0 ( o% 0 ( op) 1 (2%

Liver (614 <50> <505 <50>
hemangiona 0 ( 0% o ( op 1 (2p 0 (0%
hepatocsllular adenoma : 0 ( 0% 0 ( op 0 (0B 3 ( 8%

Ca> a ! Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/ax1l00
(HPT085)

BAIS3



STUDY NO. : 0284

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIXALS (0-105W)

REPORT TYPE : Al

SEX T MALE PAGE : 3

Group Name Control 20 ppm 40 ppm 80 ppm

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

[Digestive system]

Liver <50> <50> <50> <50>
hepatocellular carcinoma 0 ( o% o ¢ op 0 ( 0% 1 (2%

pancreas <500 <50> <50> <50>
islet cell adenoma 1 (29 3 ( &%) 1 (2% 2 (49
istet cell adenocarcinoma 0 ( 0B 1 (29 ] 1 (2%

[Urinary system]

Kidney <50> <60> <50> <50
transitional cell papilloma 0 ( 0% 0 ( o% 1 ( 2% 0 ( op

[Endocrine system]

pituitary <50> <50 <50> <5BM
adenoma 33 ( 66%) 21 ( 42%) 25 ( 50%) 21 ( 42%)

thyroid <50> <50> <50> <50>
C—cell adenoma 5 (10%) 7 (14 5 (109 3 ( 8p
follicular adenoma 0 ( 0% 1 (2% 0 ( 0% 0 ( on
C-cell carcinoma 2 (4% 0 ( 0% 0 ( o% 0 ow
follicular adenocarcinoma 2 (4% 0 ( op 1 (2% 0 ( on

adrenal <50> <50> <50> <507
pheochromocytoma 8 (18%) 8 (16%) 4 ( 8® 6 (12§
cortical adenoma o ( 0% 0 ( 0% 0 ( 0% 1 ( 2p

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

BAIS3



STUDY NO.

s 0284

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE :

Group Name Control 20 ppm 40 ppm 80 ppm

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

[Endocrine system])

adrenal <50 <50> <50 <50>
pheochromocytona:malisnant 0 ( 0% 0 ( 0% 1 (¢ 2p 0 ( o

[Reproductive system)

testis <50> <50> <50 <&
interstitial cell tumor 37 (74%) 45 (90 43 ( 86%) 44 ( 88%)

mammary gl <50> <50 <B0> <50>
fibroadenona 1 (29 1 (29 0 ¢ op 0 ¢ op

prep/cli gt <50> <50> <50> <50
adenoma 2 (4D 1 (28 ¢ ( o 3 ( &%)

[Neruous systenm]

brain <GB0 <50> <500 <50>
glioma:benign 0 ( 0% 0 ( o% 2 (4% o ( op
malisnant reticulosis 0 (0% o ( 0% 0 ( 0% 1 (29

[Special sense organs/appendage]

Zymbal gl <50> <50> <50> <50>
adenoma 0 ( 0% 0 ( o% 0 ( op 2 (4

[Musculoskelstal system]

bone <50 <505 <50 <50
osteosarcona 0 ( 0% 1 (29 0 ( 0% 0 om

vertebra <50> <GB0 <50 <0
chordoma o ( op 0 ( op. 0 ( op 1 (28

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

BAIS3



STUDY NO. & 0284 HISTOLOGICAL FINDINGS ¢ NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344/DCrij ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX T MALE PAGE :

Group Name Cantrol 20 ppm 40 ppm 80 ppm

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

[Body cavities]

mediastinum <50> <50 <500 (&1
schwannoma:malignant 0 ( 0% 0 ( 0% 0 op 1 (20

peritoneun <50 <50> <50 <50>
mesotheliona 2 (4% 1 (2% 0 ¢ o% 2 (40

retroperit <B0> <50> <50> <50>
schuannoma:malignant 0 ( o% 0 ( 0% 0 ( op 1 (2%
sarcoma:NOS o ( o%) 0 ( of 1 (2% 0 ( o
teratomasmalionant o ( 0% o ( op 1 (2% 0 ( 0%

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

BAIS3



APPENDIX N2

HISTOLOGICAL FINDINGS: NEOPLASTIC LESIONS: SUMMARY,
RAT: FEMALE: ALL ANIMALS
(2-YEAR STUDY))



STUDY NO. = 0284

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DUCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 8

Group Name Control 20 ppm 40 ppm 80 ppm

Organ______ Findings No. of animals aon Study 50 50 . 50 50

[Integumentary system/appandage]

skin/app <50> <50> <50> <50
squamous cell papilloma ( op (o ( om (28
trichoepitheliona (29 (o ( on (G 179]
keratoacanthoma ( 2% ( o) ( o%) (¢ on
sebaceous adenoma ( 2% ( op ( 0% ( 0%
squamous cell carcinama ( 28 ( o%) ( op ( 0%

subcutis <50> <500 <50> <50>
fibroma ( 2% (Y (o ¢
fibrosarcoma (o ( 2% ¢ op ( o%
sarcoma:NOS (2% ¢ 0% ( om (2%

[Respiratory system]

nasal cavit <50 <SEH <B0> <5
adenoma ( o% ¢ 2% ( op ( op

lung <50> <50> <50> <50>
branchiolar-alueslar adencma ( 2% ¢ ow (20 ¢ o
bronchiolar-atveolar carcinoma ( o%) ( 2% ( o% ( o%

[Hematopoietic system]

Lyreh node <BO> <50> <50 <5BM
malignant Lymphoma (2% ( o% ( o% ( 4%

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

BAIS3



STUDY NO. : 0284

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 7

Group Name Control 20 ppm 40 ppm 80 pem

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

[Hematopoietic system]

thymus <50> <50> <50 <50
thymomatbenisn 0 (0% 0 ( of o ( o% 1 (2n

spleen <80> <50> <50> <50
mononuclear cell leukemia 6 (12%) 3 ( 8p 1 (2% 1 (2%

[Digestive system]

large intes <50> <50> <50> <50>
fibrosarcoma 0 ( 0% 0 ( 0% 0 ( op 1 (2%

Liver <50 <50> <60> <50>
hepatocel lular adenoma 1 (2% 0 ( o% 3 ( &% 4 ( 8p
chalangiocellular adenoma 2 (4% 0 ( 0% 0 ( 0% 0 o
hepatocel lular carcinoma 0 ( 0% 0 ( o%) 0 ( op 4 ( 8p

pancreas <60> <50> <50 <50>
islet cell adenoma 1 (2% 0 ( op 0 ( 0% 0 (0w
islet cell adenocarcinoma 0 ( o% 0 ( om 1 (2% 0 ( op

[Urinary system]

kidney <50> <50> <50> <50
transitional cell papilloma ¢ (0% o ( 0% 1 (2B 0 ( 0%
renal cell adenoma 0 ( op 1 (2% 0 ( 0% 0 ( o%)

[Endocrine system]

pituitary <50 <B0> <48> <50
adenoma 23 ( 46%) 26 ( 52%) 23 ( 48%) 16 ( 32%)

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

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX s FEMALE PAGE ¢ 8

Group Name Control 20 ppm 40 ppm 80 ppm

Organ, Findines No. of animals on Study 50 50 50 50

[Endocrine system]

thyroid <50> <B0> <50> <50>
C-coll adenoma 7 (149 ( 4% 1 (29 ( 4%)
follicular aderoms ( op ( o% 0 ( op ( 4%)

acrenal <50> <B0> <50 <500
pheochromocytoma (2% ( &% 0 (0% ¢ 0%
pheochromocytomasmalisnant 0 ( of) (2% 1 (2% ¢ o

[Reproductive system]

ouvary <& <50> <50> <60>
sertoli cell tumor ( 0% ( 2% 0 ( o%) ( on

uterus <50> <50> <50> <GB0
papi Llary adenoma ( o% 2% 2 (49 ¢ om
endometrial stromal polyp ( 14%) ( 12%) 5 ( 10%) ( 8%
adenocarcinoma ( op ( 2n 0 ( o ( 0%
schannoma smalignant (0% ( 2% 0 ( on ( 0%

mammary gl <50 <50> <50> <50>
fibroadenoma ( 18%) ( 16%) ¢ (o ( 4%
adenocarcinoma ( 2% (o 0 ¢ o ( 0%

prep/cli gl <G <50 <50> <50>
adenona (4% ( 2% 2 ( 4n ( 2%

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

BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al .
SEX : FENALE PAGE : ¢
Group Name Control 20 ppm 40 ppm 80 ppm
Organ Findings No. of animals on Study 50 50 50 50
[Body cavities]
retroperit <50> <50> <50> <50
schuwannoma:mal ignant 0 ( 0% o ( o% 1 (29 0 ( o%
<a> a : Number of animals examined at the site
b (c¢) b : Number of animals with neoplasm cib/axl100
(HPT085) BAIS3



APPENDIX O1
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANALYSIS, RAT: MALE

(2-YEAR STUDY))



STUDY No. : 0284

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL * RAT F344/DuCrj
SEX ¢ MALE PAGE : 1
Group Name Control 20 ppm 40 ppm 80 ppm
SITE subcutis
TUMOR : fibroma
Tunx- rate
Ouerall rates(a) 5/50( 10.0) 7/50( 14.0) 5/50( 10.0) 4/50( 8.0)
Adjusted rates(b) 10.81 15.56 9.09 10.26
Terminal rates(c) 4/37( 10.8) 6/39( 15.4) 4/44( 8.1) 4/38( 10.3)
Statistical analysis
Peto test
Standard method(d) P = 0.7318
Prevalence method(d) P = 0.6208
Combined analysis(d) P = 0.7014
Cochran-Armitage test(e) P = 0.5587
Fisher Exact test(e) P = 0.3798 P = 0.3703 P = 0.5000
SITE : subcutis
TUMOR ¢ fibroma,fibrosarcoma
Tomor rate
OQuerall rates(a) 5/50( 10.0) 8/50( 16.0) 5/60( 10.0) 4/50( 8.0)
Adjusted rates(b) 10.81 15,81 9,03 10.26
Terminal rates{c) 4/37( 10.8) 6/39( 15.4) 4/44( 8.1) 4/38( 10.3)
Statistical analysis
Peto test
Standard method(d) P = 0.7997
Prevalence method(d) P = 0.6201
Combined analysis{(d) P = 0.7367
Cochran-Armitage test(e) P = 0.4017
Fisher Exact test(e) P = 0.2768 P = 0.3703 P = 0.5000
SIIE lung
TUHOR bronchiolar-alveolar adenoma
Tumor  rate
Ouerall rates(a) 3/50( 6.0) 3/50( 6.0) 3/50( 6.0) 1/50( 2.0)
Adjusted rates(b) 8.11 7.69 6.82 2.56
Terminal rates(c) 3/37( 8.1) 3/3%( 7.7) 3/44( 6.8) 1/38( 2.8)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence method{(d) P = 0.8574
Combined analysis(d) P=——
Cochran-Armitage test(e) P = 0.3236
Fisher Exact test(e) P = 0.3389 P = 0.3389 P = 0.3087

(HPT3604)

BAIS3



STUDY No. : 0284 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344/DuCrj
SEX : MALE PAGE : 2
Group Name Control ’ 20 ppm 40 ppm 80 ppm
SITE : lung
TUMOR : bronchiolar-alveolar carcinoma
Tumor rate
Overall rates(a) 0/50( 0.0) 3/50( 6.0) 0/50( 0.0) 0/50( 0.0)
Adjusted rates(b) 0.0 7.14 0.0 0.0
Terminal rates(c) 0/37( 0.0) 2/38( 5.1) 0/44( 0.0) 0/33( 0.0)
Statistical analysis
Peto test
Standard method{d) Pz
Prevalence method(d) P = 0.7985
Combined analysis(d) P=—
Cochran-Armitage test(e) P = 0.3762
Fisher Exact test(e) P = 0.1212 P = 0.5000 P = 0.5000
SITE : lung
TU¥OR : bronchiolar-alueolar adenoma,bronchiclar-alueolar carcinoma
Tumor rate
Overall rates(a) 3/50( 6.0) 5/50( 10.0) 3/50( 6.0) 1/50( 2.0)
Adjusted rates(b) 8.11 11.90 6.82 2.56
Terminal rates(c) 3/37( 8.1) 4/39( 10.3) 3/44( 6.8) 1/38( 2.8)
Statistical analysis
Peto test
Standard method(d) P=——
Prevalence method(d) P = 0.8875
Combined analysis{(d) P= ——
Cochran-Armitage test(e) P = 0.2271
Fisher Exact test(e) P = 0.3575 P = 0.3389 P = 0.3087
SITE : spleen
TUMOR : mononuclear cell leukemia
Tumor  rate
Ouerall rates(a) 5/50( 10.0) 3/50( 6.0) 1/50( 2.0) 1/50( 2.0)
Adjusted rates(b) 5.41 2.58 2.27 0.0
Terminal rates(c) 2/37( 5.4) 1/38( 2.8) 1/44( 2.3) 0/38( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.8955
Prevatence method(d) P = 0.9285
Combined analysis(d) P = 0.9745
Cochran-Armitage test(e) P = 0.0622
Fisher Exact test(e) P = 0.3575 P = 0.1022 P = 0.1022

(HPT35604)

BAIS3



STUDY No. : 0284

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIHAL ¢ RAT F344/DuCrj
SEX : HALE PAGE : 3
Group Name Control 20 ppm 40 ppm 80 ppm
SITE ¢ Lliver
TUMOR : hepatocellular adenoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 3/50( 8.0)
Adjusted rates(b) 0.0 0.0 0.0 7.69
Terminal rates{c) 0/37( 0.0) 0/33( 0.0) 0/44( 0.0) 3/3%( 7.7)
Statistical analysis
Peto test
Standard method(d) P = —mmrem
Prevalence method(d) P = 0.0038%x?
Combined analysis{d) P=
Cochran-Armitage test(e) P = 0.0079+x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P =0.1212
SITE : Lliver
TUMOR : hepatocellular adenoma,hepatoceliular carcinoma
Tunor rate
Overall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 4/50( 8.0)
Adjusted rates(b) 0.0 0.0 0.0 10.26
Terminal rates(c) 0/37( 0.0) ) 0/39( 0.0) 0/44( 0.0) 4/39( 10.3)
Statistical analysis
Peto test
Standard method(d) P=-—-
Prevalence method(d) P = 0.0009%x?
Combined analysis{d) P=—0-
Cochran-Armitage test(e) P = 0.0021%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0.0587
SITE : pancress
TUMOR : islet cell adenoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 3/50( 6.0) 1/50( 2.0) 2/50( 4.0)
Adiusted rates(b) 2.70 7.69 2.27 5.13
Terminal rates(c) 1/37( 2.7) 3/38( 17.7) 1/44( 2.3) 2/39( 5.1)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence method(d) P = 0.4343
Combined analysis(d) P=—-
Cochran-Armitage test(e) P = 0.8453
Fisher Exact test(e) P = 0.3087 P = 0.2475 P = 0.5000

(HPT3604)

BAIS3



STUDY No. : 0284 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL t RAT F344/DuCrj
SEX ¢ MALE PAGE : 4
Group Name Control 20 ppm 40 ppm 80 ppm
SITE : pancreas
TUMOR : islet cell adenoma,islet cell adenocarcinoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 4/50( 8.0) 1/50( 2.0) 3/50( 6.0)
Adjusted rates(b) 2.70 8.76 2.27 6.67
Terminal rates(c) 1/37( 2.7) 3/33( 7.7) 1/44( 2.3) 2/33( 5.1)
Statistical analysis
Psto test
Standard method(d) P=-—
Prevalence method(d) P = 0.2916
Combined analysis(d) P=—o
Cochran-Armitage test{e) P = 0.6038
Fisher Exact test(e) P = 0.1811 P = 0.2475 P = 0.3087
SITE pituitary gland

Tumr rate
Ouverall rates{a)
Adjusted rates(b)
Terminal rates(c)
Statistical analysis
Peto test

TUMOR : adenoma

33/50( 66.0)
64.10
23/37( 62.2)

21/50( 42.0)
46.51
18/38( 46.2)

25/50( 50.0)
50.00
22/44( 50.0)

21/50( 42.0)
50.00
19/39( 48.7)

Standard method(d) P = 0.9984
Prevalence method(d) P = 0.8697
Combined analysis(d) P = 0.9824
Cochran-Armitage test(e) P = 0.0558
Fisher Exact test(e) P = 0,0134% P = 0.0779 P = 0.0134x
SITE thyroid
TUMOR C-cell adenoma
Tumor rate
Overall rates(a) 5/50( 10.0) 7/50( 14.0) 5/50( 10.0) 3/50( 6.0)
Adjusted rates(b) 13.18 17.95 11.36 6.82
Terminal rates(c) 4/37( 10.8) 7/39( 17.9) 5/44( 11.4) 2/33( 5.1)
Statistical analysis
Psto test
Standard method(d) P= -
Prevalence method(d) P = 0.8353
Combined analysis{(d) P =
Cochran-Armitage test(e) P = 0.3390
Fisher Exact test(e) P = 0.3798 P = 0.3703 P = 0.3575

(HPT3604)

BAIS3



STUDY Ne. : 0284

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344/DuCrj
SEX ¢ MALE PAGE : 5
Group Name Control 20 ppm 40 ppm 80 ppm
SITE : thyroid
TUMOR C-cell adenoma,C-cell carcinoma
Tumor rate
Oueratl rates(a) 7/50( 14.0) 7/50( 14.0) 5/50( 10.0) 3/50( 6.0)
Adiusted rates(b) 18.42 17.95 11.36 6.82
Terminal rates(c) 6/37( 16.2) 7/38( 17.9) 5/44( 11.4) 2/39( 5.1)
Statistical analysis
Peto test
Standard method(d) P=-—
Prevalence method(d) P = 0.9344
Combined analysis{d) P= -
Cochran-Armitage test(e) P = 0.1466
Fisher Exact test(e) P = 0.3871 P = 0.3798 P = 0.1589
SITE adrenal gland
TUMOR : pheochromocytoma
Tumor rate
Querall rates(a) 8/50( 16.0) 8/50( 16.0) 4/50( 8.0) 6/50( 12.0)
Adjusted rates(b) 21.05 18.60 8.33 13.95
Terminal rates(c) 7/37( 18.9) 7/39( 17.9) 3/44( 6.8) 5/39( 12.8)
Statistical analysis
Peto test
Standard method{d) P = e
Prevalence method(d) P = 0.7646
Combined analysis(d) =
Cochran-Armitage test{e) P = 0.4343
Fisher Exact test(e) P = 0.3928 P =0.1783 P = 0.3871
SITE testis
TUMOR interstitial cell tumor

Tumor  rate
Querall rates(a)
Adjusted rates(b)
Terminal rates{(c)
Statistical analysis
Peto test
Standard method(d)
Prevalence method{(d)
Combined analysis(d)
Cochran-Armitage test(e)
Fisher Exact test(e)

37/50( 74.0)
85.37
31/37( 83.8)

| —
P = 0.0449%
P = ———
P = 0.1372

45/60( 80.0)
g1.84
35/39( 89.7)

P = 0.0332%

43/50( 86.0)
87.23
38/44( 86.4)

P = 0.1054

44/50( 88.0)
93.62
36/39( 82.3)

= 0.0824

(HPT3504)

BAIS3



STUDY No. : 0284 NEOPLASTIC LESIONS-INGIDENCE AND STATISTICAL ANALYSIS
ANINAL t RAT F344/DuCrj

SEX s MALE PAGE : 6
Group Name Contrat 20 ppm 40 ppm 80 ppm
SITE : preputial/clitaral gland
TUMOR : adencma
Tunor rate
Queratl rates(a) 2/50( 4.0) 1/50( 2.0) 0/50( 0.0) 3/50( 6.0)
Adjusted rates(b) 2.70 2.56 0.0 7.69
Terminal rates(c) 1/37¢ 2.7) 1/38( 2.6) 0/44( 0.0) 3/39( 7.7)
Statistical analysis
Peto test
Standard methad{d) P =0.9147 ?
Prevalence method(d) P = 0.1078
Combined analysis(d) P = 0.2519
Cochran-Armitage test(e) P = 0.4835
Fisher Exact test(e) P = 0.5000 P = 0,2475 P = 0.5000
(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-values 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 ouerall incidence rates.
‘7 .

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

¢ There is no data which should be statistical analysis.
Significant difference ; *x P < 0,05 *x 1 P = 0,01



APPENDIX O?2
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANALYSIS, RAT: FEMALE

(2-YEAR STUDY))



STUDY No. : 0284

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344/DUCrj
SEX . FEMALE PAGE : 7
Group Name Control 20 ppm 40 ppm 80 ppm
SITE : spleen
TUMOR : mononuclear cell leukemia
Tumor rate
Ouerall rates(a) 6/50( 12.0) 3/50( 6.0) 1/50( 2.9) 1/50( 2.0)
Adjusted rates(b) 9.52 2.56 2.27 0.0
Terminal rates(c) 3/40( 7.5) 1/38( 2.8) 1/44( 2.8) 0/28( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.7611
Prevalence method(d) P = 0.,9865
Combined analysis(d) P = 0.8816
Cochran-Armitage test(e) P = 0.0316%
Fisher Exact test(e) P = 0.2435 P = 0.0558 P = 0.0558
SITE @ tiver
TUMOR : hepatocellular adenoma
Tumor  rate
Overall rates(a) 1/50( 2.0) 0/50( 0.0) 3/50( 6.0) 4/50( 8.0)
Adjusted rates(b) 2.50 0.0 6.82 10.81
Terminal rates(c) 1/40( 2.5) 0/39( 0.0) 3/44( 6.8) 2/298( 6.9)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence method(d) P = 0.0165%
Combined analysis(d) P=—
Cochran-Armitage test(e) P = 0.0510
Fisher Exact test(e) P = 0.5000 P = 0.3087 = (.1811
SITE ¢ Lliver
TUMOR ¢ hepatocellular carcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 4/50( 8.0)
Adjusted rates(b) 0.0 0.0 0.0 11.43
Terminal rates(c) 0/40( 0.0) 0/39( 0.0) 0/44( 0.0) 2/29( 6.9)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0.0004x%?
Combined analysis{d) P=——
Cochran-Armitage test(s) P = 0.0021%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0.0587

(HPT360A)

BAIS3



STUDY No. : 0284

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL * RAT F344/DuCrj
SEX ¢ FEMALE PAGE : 8
Group Name Control 20 ppm 40 ppm 80 ppm
SITE @ Lliver
TUMOR : hepatocellular adenoma,hepatocellular carcinoma
Tumor rate
Querall rates(a) 1/50( 2.0) 0/50( 0.0) 3/50( 6.0) 6/50( 12.,0)
Adjusted rates(b) 2.50 0.0 6.82 16.22
Terminal rates{c) 1/40( 2.5) 0/33( 0.0) 3/44( 6.8) 3/29( 10.3)
Statistical analysis
Peto test
Standard method(d) P = —ee
Prevalence method(d) P = 0.0015%x
Combined analysis(d) P=—-
Cochran-Armitage test(e) P = 0.0061xx
Fisher Exact test(s) P = 0.5000 P = 0.3087 P = 0.0559
SITE : pituitary gland

Tumor  rate
Overall rates(a)
Adjusted rates(b)
Terminal rates{c)
Statistical analysis
Peto test
Standard method(d)
Prevalence method(d)
Combined analysis(d)
Cochran-Armitage test(e)

TUMOR : adenoma

23/50( 46.0)
46.34
18/40( 45.0)

javBiaviia~ Mgl

26/50( 52.0)
48.84
18/38( 48.7)

23/48( 47.9)
50.00
21/42( 50.0)

16/50( 32.0)
45.16
13/29( 44.8)

Fisher Exact test(e) P = 0.3447 P = 0.4951 P = 0.1092
SITE @ thyroid
TUMOR : C-cell adenoma
Tumor rate
Ouerall rates(a) 7/50( 14.0) 2/50( 4.0) 1/50( 2.0) 2/50( 4.0)
Adjusted rates(b) 15,22 5.13 2.27 6.90
Terminal rates{(c) 6/40( 15.0) 2/38( 5.1) 1/44( 2.3) 2/29( 6.9)
Statistical analysis
Peto test
Standard method{d) P =~
Prevalence method(d) P = 0.9507
Combined analysis(d) P=—
Cochran-Armitage test{e) P = 0.0700
Fisher Exact test(e) P =0.0798 P = 0.0297x P = 0.0788

(HPT3604)

BAIS3



STUDY No. : 0284

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344/DuCrj
SEX ¢ FEHALE PAGE : g
Group Name Control 20 ppm 40 ppm 80 ppm
SITE : adrenal gland
TUMOR : pheochromocytoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 3/50( 6.0) 0/50( 0.0) 0/50( 0.0)
Adjusted rates(b) 2.50 7.50 0.0 0.0
Terminal rates(c) 1/40( 2.5) 2/39( 5.1) 0/44( 0.0) 0/28( 0.0)
Statistical analysis
Peto test
Standard method{(d) Pz
Prevalence method(d) P = 0.8392
Combined analysis(d) P=——
Cochran-Armitage test{e) P = 0.1718
Fisher Exact test(e) P = 0.3087 P = 0.5000 P = 0.5000
SITE : uterus
TUMOR : endometrial stromal polyp
Tumor  rate
Overall rates(a) 7/50( 14.0) 6/50( 12.0) 5/50( 10.0) 4/50( 8.0)
Adjusted rates(b) 16.67 15.38 9.08 13.78
Terminal rates(c) 6/40( 15.0) 6/38( 15.4) 4/44( 9.1) 4/29( 13.8)
Statistical analysis
Peto test
Standard method(d) P = 0.3595
Prevalence method(d) P = 0.7504
Combined analysis(d) P = 0.7240
Cochran-Armitagse test(e) P = 0.3206
Fisher Exact test(e) = 0.5000 P = 0.3798 = (,2623

(HPT3604)

BAIS3



STUDY No. : 0284

ANINAL : RAT F344/DuCrj

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX :  FEMALE PAGE : 10
Group Name Control 20 ppm 40 ppm 80 ppm
SITE ¢ mammary gland
TUMOR : fibroadenoma
Tumor rate
Overaill rates(a) 8/50( 18.0) 8/50( 16.0) 0/50( 0.0) 2/50( 4.0)
Adjusted rates(b) 20.45 20.51 0.0 6.90
Terminal rates(c) 7/40( 17.5) 8/39( 20.5) 0/44( 0.0) 2/29( 6.9)
Statistical analysis
Peto test
Standard method(d) = ——
Prevalence method(d) P = 0.9973
Combined analysis(d) P=——
Cochran-Armitage test(e) P = 0.0049*x
Fisher Exact test(e) P = 0.5000 P = 0.0013%x P = (.0256%
(HPT3604) BAIS3

(a): Number of tumor—bearing animals/number of animals examined at the site.
(b): Kaplan-Meire estimated tumar 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-valuss associated with the trend test.
Standard method @ Death analysis
Prevalence method @ Incidental tumor test

Combined analysis :

Significant difference

Death analysis +

* 1 P 5 0.05

Incidental tumor test
(e): The Cochran-Armitage and Fisher exact test compare directly the ouerall 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-ualuse.
¢ There is no data which should be statistical analysis.
¥ ¢ P £ 0,01



APPENDIX P1

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: MALE: ALL ANIMALS
(2-YEAR STUDY))



STUDY NO. ¢ 0284 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 1

Group Name Control 20 ppm 40 ppm -80 ppm
No. of Animals on Study 50 50 50 50

Organ Findings,

{Respiratory system]

nasal cavit <50> <50 <50> <50>
leukemic cell infiltration 0 1 0 0

lung <50> <50 <50> <50>
leukemic cell infiltration 3 3 0 1
metastasis:thyroid tumor 1 0 0 0
metastasisisubeutis tumor 0 1 0 1
metastasisibone tumor 0 1 0 0
metastasis:skin/appendage tumor 0 0 1 0

[Hematopoietic system]

bone martow <50 <50> <50 60>
tetkemic cell infiltration 3 1 0 0
metastasisisubcutis tumor 0 0 0 1
metastasisispleen tumor 0 0 1 1

Lywoh node <50 <50 <50 <50>
metastasis:thyroid tumor 1 0 0 0
metastasisisplesn tumor 0 0 1 1

spleen <50> <50> <500 <60>
metastasis:pancreas tumor 0 1 0 0

[Circulatory system]

heart <50> <50> <50> <B0>
metastasisisubcutis tumor 0 0 0 1

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

b b : Number of animals with lesion
(JPT150) BAIS3



STUDY NO. ¢ 0284
ANIMAL * RAT F344/DuCrj
REPORT TYPE : Al

ALL ANIMALS (0-105W)

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

SEX : MALE PAGE: 2
Group Name Control 20 pem 40 ppm 80 ppm
No. of Animals on Study 50 50 50 50

Organ_______ Findings

[Circulatory system]

heart <50> <50> 50> <50>
metastasisimediastinum tumor 0 0 0 1

[Digestive system]

stomach <50> 50> <50> <50>
metastasis:subcutis tumor 0 0 0 1

Liver <50> <50> <50> <50>
letkemic cell infiltration 3 3 0 1
metastasisisubeutis tumor 0 0 0 1
metastasisispleen tumor 0 0 1 1

pancreas <50 <B0> 50> <500
metastasisisubeutis tumor 0 0 0 1

{Urinary systen]

kidney <50 50> <50> <505
leukemic cell infittration 1 1 0 1

[Endocrine system]

pituitary <50 <50> <50> <GB0
leukemic cell infiltration 1 0 0 0

adrenal <50> <500 50> <50>
tekemic cell infiltration 2 1 0 1

[Neruous systen]

brain <50> 50> <50> 50>
letkemic cell infiltration 1 1 0 0

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

b b : Nuwber of animals with lesion
(JPT150)

BAIS3



STUDY NO. @ 0284
ANINAL : RAT F344/DuCrj
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :
ALL ANIMALS (0-105W)

METASTASIS OF TUXOR (SUMMARY)

SEX : MALE PAGE: 3
Group Name Controt 20 ppm 40 ppm 80 ppm
¥o. of Animals on Study 50 50 50 50
Organ Findings,
[Nervous system]
spinal cord <502 <50> 50> <50>
leukemic cell infiltration 1 1 0 1
[Special sense organs/appendage]
Harder gl <60> <50> <50> <60>
leukemic 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 P2

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: FEMALE: ALL ANIMALS
(2-YEAR STUDY))



STUDY NO. @ 0284

HISTOLOGICAL FINDINGS

: METASTASIS OF TUKOR (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 4

Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

[Integumentary system/appandage]

skin/app <50 <50> <50> <50>
letkemic cell infiltration 1 0 0 0

[Respiratory system]

lung <50> <50> <50> <50>
teukemic cell infiltration 4 2 1 1
metastasisisubcutis tunor 0 1 0 1

[Hematoooietic system]

bone martTow <50> <50> <B0> <50>
leukemic cell infiltration 2 1 0 1

Lymoh node <B0> <50> <50 <50>
leukemic cell infiltration 1 0 0 0
metastasisiretroperitonsum tumor 0 0 1 0

[Digestive system]

tonaue <60> <50> <50> <50>
leukemic coll infiltration 1 0 0 0

stomach <50> <50> <500 <50>
leukemic cell infiltration 2 0 0 0

Liver <GB0 <50> <50> <500
letkemic cell infiltration 5 2 1 1
metastasisisubcutis tumor 0 1 0 0

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

b b : Nuwber of animals with lesion
(JPT150)

BAIS3



STUDY NO, : 0284

HISTOLOGICAL FINDINGS

¢ METASTASIS OF TUMOR (SUKMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE: 5

Group Name Cantrol 20 ppm 40 ppm 80 ppm
No. of Animals on Study 50 50 50 50

Organ Findings,

{Digestive system]

Liver <50> <50> <50> <50>
metastasisiretroperitoneum tumor 0 0 1 0

pancreas <50> <50> <500 <50>
leukemic cell infiltration 1 0 0 0

[Urinary system}

kidney <50> <60> <50> <50
letkemic cell infiltration 1 1 0 0

[Endocrine system)

pituitary <50> <50 <48> <60>
letkemic cell infiltration 1 0 0 0

adrenal <50> <50> <50> <50>
teukemic cell infiltration 0 2 0 0

[Reproductive systenm]

ovary <50> <50> <50> <560>
tekemic cell infiltration 0 1 0 0
metastasis:retroperitoneum tumor 0 0 1 0

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

[Nervous systenm]

brain <50> <50> <50> <50>
letkemic cell infiltration 3 0 0 0

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE: 6
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 50 50 50 50
Organ Findings
[Neruous system]
spinal cord <500 <50> <50> <50>
tetkemic cell infiltration 3 0 0 0
[Musculosketetal system]
muscle <50> <50> <50 <50>
letkemic cell infiltration 1 0 0 0
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX P3

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: MALE: DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY))



STUDY NO.  : 0284 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1

Group Name Controt 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 6 11

Organ Findings

[Respiratory system]

nasal cavit 13> <11 < 6> <11
leukemic cell infiltration 0 1 0 0

lung 13> <11> < 6> a1
leukemic cell infiltration 2 2 0 1
metastasisisubcutis tumor 0 1 0 1
metastasis:bone tumor 0 1 0 0
metastasisiskin/appendage tumor 0 4 1 0

[Hematopoietic system]

bone marrow <13 an <8 <11>
levkemic cell infiltration 2 1 0 0
metastasisisubeutis tumor 0 0 0 1
metastasis:splesn tumor 0 0 1 1

tymph node <13 an < 6> <11
metastasis:ispleen tumor 0 0 1 1

spleen <A <1 <8 <1
metastasisipancreas tumor 0 1 0 0

[Circulatory system]

heart 13> <an < 6> <11>
metastasis:subeutis tumor 0 0 0 1
metastasisimediastinum tumor 0 0 0 1

<a?> a ¢ Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. : 0284 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 2
Group Name Cantrot 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 6 11

Organ Findings

[Digestive system]

stomach a3 an <6 <11
metastasisisubcutis tumor 0 0 0 1

Liver <13 <11 <6 <AL
leukemic cell infiltration 2 2 0 1
metastasisistboutis tumor 0 0 0 1
metastasis:spleen tumor 0 0 1 1

pancreas <13> <1 < B <11>
metastasisisubcutis tumor 0 0 0 1

[Urinary system]

kidney <43 41 < B> <1
leukemic cell infiltration 1 1 0 1

{Endocrine system]

pituitary <13> <11> < B> <11>
Leukemic cell infiltration 1 0 0 0
adrenal <13 A <6 11>
leukemic cell infiltration 2 1 0 1

[Neruous systen]

brain <13 <1 <B> <11
letkemic cell infiltration 1 1 0 0
spinal cord <13> <11> <6 <11
Leukemic cell infiltration 1 1 0 1
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO,
ANTHAL

0284
RAT F344/DuCrj

REPORT TYPE : Al

SEX

MALE

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

. PAGE : 3
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 13 11 6 11

Organ Findings,

[Special sense organs/appendags]

Harder gl <13 <11> < B> <11

leukemic cell infiltration 0 1 0 0
<a> a : Number of animals examined at the site
b b : Nuwber of animals with lesion
(JPT150) BAIS3



APPENDIX P4

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: FEMALE: DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY))



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE ~ PAGE : 4

Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 10 11 8 21

Organ_____ Findings,

[Integurentary system/appandage]

skin/app <1 A B> 21
leukemic cell infiltration 1 0 0 0

{Respiratory system]

lung <10> 1D < 6> Q2L
letkemic cell infiltration 3 2 0 1
metastasisisubcutis tumor 0 1 0 1

[Hematopoistic system]

bone marrow <10> 1D < B> Qe
tewkemic cell infiltration 1 1 0 1

lymph node <10> <1 B> Qe
letkemic coell infiltration 1 0 0 0
metastasis:retroperitoneum tumor 0 0 1 0

[Digestive system]

‘tongue <10 an <6 Q2D
leukemic cell infiltration 1 0 0 0

stomach 10> A <6 21>
leukemic cell infiltration 1 0 0 0

Liver <10> <D < 8> QL
leukemic cell infiltration 3 2 0 1
metastasis:subcutis “tumor 0 1 0 0

<a?> a ¢ Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0284

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL * RAT F344/DUCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX * FEMALE PAGE: &

Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 10 11 [ 21

Organ Findinss

[Digestive system]

Liver <10> <D <6 QD
metastasisiretroperitoneun tumor 0 0 1 0

[Urinary system]

kidney <10 (9902 <8 @D
leukemic cell infiltration 1 1 0 0

[Endocrine system]

adrenal <10> <11> < 6> QD
letkemic cetl infiltration 0 2 0 0

[Reproductive system)

ovary <10> <11> < 6> Q2D
letkemic cell infiltration 0 1 0 0
metastasis:retroperitoneun 0 0 1 [

uterus <10 <11 [ QL
letkemic cell infiltration 1 0 0 0

[Nervous system)

brain <10> <1 < 6> <D
letkemic cell infiltration 2 0 0 0

spinal cord <10> AD < 8> QD
tekemic cell infiltration 2 0 0 0

[Musculoskeletal system]

muscle <10> <11 <6 QD
letkemic cell infiltration 1 0 0 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX P5

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: MALE: SACRIFICED ANIMALS
(2-YEAR STUDY))



STUDY NO.
ANIMAL

.

0284
RAT F344/DuCrj

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 20 ppm 40 ppm 80 prem
No. of Animals on Study 37 39 44 39

Organ Findings

[Respiratory system]

lung <87 <33 <44> 3P
leukemic cell infiltration 1 1 0 0
metastasis:thyroid tumor 1 0 0 0

{Hematopoietic system]

bone marrow <3N 38D 44> <33
leukemic cell infiltration 1 0 0 0

Lymph nade 8D <8P <44> <3P
metastasis:thyroid tumor 1 0 0 0

[Digestiue system]

Liver <387 <33> <44> <39
letkemic cell infiltration 1 1 0 0

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

b b ¢ Number of animals with Llesion
(JPT150)

BAIS3




APPENDIX P6

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: FEMALE: SACRIFICED ANIMALS
(2-YEAR STUDY))



STUDY NO.  : 0284 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FENALE PAGE : 2
Group Name Control 20 ppm 40 ppm 80 ppm
No. of Animals on Study 40 39 44 29

Organ Findings,

[Respiratory system]

lung ) <40> <3% 44> 2%
leukemic cell infiltration 1 0 1 0

[Hematopoietic systeml
bone marrow <40> <3 <44> <28>

leukemic cell infiltration 1 0 0 0

[Digestive system]

stomach <40> 39 44> 2
Leukemic cell infiltration 1 0 0 0
Liver 40> <39 4 2
Leukemic cell infiltration 2 0 1 0
pancreas <40> <39 <44> a2
leukemic cell infiltration 1 0 0 0

[Endocrine system]

pituitary <40> <39 <42> <29
leukemic cell infiltration 1 0 0 0

[Nervous system]

brain <40> <39 <44> <29
letkemic cell infiltration 1 0 0 0
spinal cord <40> 3P <44> Q2P
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



APPENDIX Q1

IDENTITY OF HYDRAZINE MONOHYDRATE IN THE 2-YEAR
DRINKING WATER STUDY



(Study No. 0284)
IDENTITY OF HYDRAZINE MONOHYDRATE IN THE 2-YEAR DRINKING WATER STUDY
Test Substance : Hydrazine Monohydrate (Wako Pure Chemical Industries, LTD.)
A. Lot No. : KCJ4216

. 1. Spectral data

Mass Spectrometry

Instrument : Hitachi M-80B Mass Spectrometer

Ionization : SIMS. (Secondary Ionization Mass Spectrometry)
Matrix : Glycerol

Primary Ion : Xenon®

Accelerating Voltage : 8kV

1007 3
50 7
o rrrrerer I‘J ! Hul'll[l
0 sa 100
m/z
Mass Spectrum of Test Substance
Determined Value Calculated Value
Fragment Peak (m/z) Fragment Peak (m/z)
33 33 (NH,'NH, + HY)

Results: The mass spectrum was consistent with calculated spectrum.



(Study No. 0284)

Infrared Spectrometry
Instrument : Shimadzu FTIR-8200PC Infrared Spectrometer

Cell : KBr Liquid Cell

Resolution : 2.0 cm™

100.0

%7

80.0

60.0 —

40.0 —

20.0

0.0 i i é ; ;
4000.0 3000.0 2000.0 1500.0 1000.0 500._0

Infrared Spectrum of Test Substance

*
Determined Values Literature Values
Wave Number (cm™) Wave Number (cm™)
850~ 970 850~ 970
970~1220 970~1220
1220~1400 1220~1400
1500~1800 1500~1800
2000~2500 2000~2500
2500~3750 2500~3750

Results: The infrared spectrum was consistent with literature spectrum.

(*Performed by the Wako Pure Chemical Industries, LTD.)

2. Conclusions: The test substance was identified as hydrazine monohydrate, by the mass spectrum and
the infrared spectrum.



(Study No. 0284)

B. Lot No. : DLLA4042

1. Spectral data

Mass Spectrometry

Instrument : Hitachi M-80B Mass Spectrometer

Tonization : SIMS (Secondary Ionization Mass Spectrometry)
Matrix : Glycerol

Primary Ion : Xenon®

Accelerating Voltage : 8kV

1007 33
50 ]
. .7111 ’ ,,,,,, ettt
0 s0 100
m/z
Mass Spectrum of Test Substance
Determined Value Calculated Value
Fragment Peak (m/z) Fragment Peak (m/z)
33 " 33 (NH,'NH, + HY)

Results: The mass spectrum was consistent with calculated spectrum.



(Study No. 0284)

Infrared Spectrometry
Instrument : Shimadzu FTIR-8200PC Infrared Spectrometer
Cell : KBr Liquid Cell
Resolution : 2.0 cm™
100.0
%7
80.0 7~
60.0
40.0 — ;
20.0 :
0.0 i : i f i
4000.0 3000.0 2000. 0 1500.0 1000.0 SOO.Q
cm-
Infrared Spectrum of Test Substance
. 3 *
Determined Values Literature Values
Wave Number (cm™) Wave Number (cm™)
850~ 970 850~ 970
970~1220 970~1220
1220~1400 1220~1400
1500~1800 1500~1800
2000~2500 2000~2500
2500~3750 2500~3750

Results: The infrared spectrum was consistent with literature spectrum.

(*Performed by the Wako Pure Chemical Industries, LTD.)

2. Conclusions: The test substance was identified as hydrazine monohydrate, by the mass spectrum and

the infrared spectrum.



APPENDIX Q2
STABILITY OF HYDRAZINE MONOHYDRATE IN THE 2-YEAR
DRINKING WATER STUDY



(Study No. 0284)
STABILITY OF HYDRAZINE MONOHYDRATE IN THE 2-YEAR DRINKING WATER STUDY
Test Substance : Hydrazine Monohydrate (Wako Pure Chemical Industries, LTD.)

A. Lot No. : KCI4216

1. Sample : This lot was used from 1995.3.13 to 1997.1.13. Test substance was stored
in a dark place at room temperature.

2. Infrared Spectrometry
Instrument  : Shimadzu FTIR-8200PC Infrared Spectrometer
Cell : KBr Liquid Cell

Resolution : 2.0 cm’!

100.0
4T
80.0

0.0 i ; i i -
4000.0 3000. 0 2000. 0 1500.0 1000. 0 500.0

Infrared Spectrum of Test Substance (date analyzed : 1995.02.14)

60.0

40.0 —

20.0 7

0.0 i ; i ; x
4000.0 3000.0 2000. 0 1500.0 1000. 0 500. 0

cm?

Infrared Spectrum of Test Substance (date analyzed : 1997.01.13)

Results: The results of infrared spectrum did not change before and after the period.



(Study No. 0284)

3. High Performance Liquid Chromatography

Instrument : Hewlett Packard 1090 High Performance Liquid Chromatograph
Column : TSK GEL ODS-80TM (4.6 m¢ X 15 cm)

Column Temperature : 50 "C

Flow Rate : 0.8 mL/min

Mobile Phase : Methanol : Distilled Water = 9 : 1

Detector : UV (313 nm)

Injection Volume : 10 puL

Pre-Treatment : Hydrazine monohydrate was allowed to react with benzaldazine, and

analyzed. Benzaldazine was reacted according to the method of
Andersson K., et al.* based on the reaction of the appropriate hydrazine
monohydrate and benzaldehyde with hydrochloric acid.

Date Peak No. Retention Time Area
(date analyzed) (min) (%)
1995.02.14 1 3.557 100
1997.01.13 1 3.555 100

Results: High performance liquid chromatography indicated one major peak (peak No.l) analyzed at
1995.2.14 and one major peak (peak No.l) analyzed at 1997.1.13. No new trace impurity peak
in the test substance analyzed at 1997.1.13 was detected.

(* Andersson K., Hallgren C., Levin J. -O., and Nilsson C. -A. (1984) Liquid chromatographic
determination of hydrazine at sub-parts-per-million levels in workroom air as benzaldazine with
the use of chemosorption on benzaldehyde-coated amberlite XAD-2. American Chemical Society.,

56, 1730-1731. )

4. Conclusions: The test substance was stable for about 23 months in a dark place at room temperature.



(Study No. 0284)

B. Lot No. : DLLA042

1. Sample : This lot was used from 1997.1.13 to 1997.3.17. Test substance was stored
in a dark place at room temperature.

2. Infrared Spectrometry

Instrument  : Shimadzu FTIR-8200PC Infrared Spectrometer
Cell : KBr Liquid Cell

Resolution : 2.0 cm’?

100.0
4T
80.0 —7 -

4000.0 3000.0 2000.0 1500.0 1000.0 500. 0

Infrared Spectrum of Test Substance (date analyzed : 1997.01.13)

100.0

£T

80.0

60.0 —

40.0

20.0

0.0 ; : |‘ — {
4000.0 3000. 0 2000. 0 1500. 0 1000. 0 500.0

Infrared Spectrum of Test Substance (date analyzed : 1997.04.25)

Results: The results of infrared spectrum did not change before and after the period.



(Study No. 0284)

3. High Performance Liquid Chromatography

Instrument

Column

Column Temperature
Flow Rate

Mobile Phase
Detector

Injection Volume

Pre-Treatment

: Hewlett Packard 1090 High Performance Liquid Chromatograph

: TSK GEL ODS-80TM (4.6 m¢ X 15 cm)

:50 C

: 0.8 mL/min

: Methanol : Distilled Water = 9 : 1
: UV (313 nm)

: 10 pL

: Hydrazine monohydrate was allowed to react with benzaldazine, and

analyzed. Benzaldazine was reacted according to the method of
Andersson K., et al.* based on the reaction of the appropriate hydrazine
monohydrate and benzaldehyde with hydrochloric acid.

Date
(date analyzed)

1997.01.13

1997.04.25

Peak No. Retention Time Area
(min) (%)

3.556 100

3.555 100

Results: High performance liquid chromatography indicated one major peak (peak No.1) analyzed at
1997.1.13 and one major peak (peak No.l) analyzed at 1997.4.25. No new trace impurity peak
in the test substance analyzed at 1997.4.25 was detected.

(* Andersson K., Hallgren C., Levin J. -O., and Nilsson C. -A. (1984) Liquid chromatographic
determination of hydrazine at sub-parts-per-million levels in workroom air as benzaldazine with
the use of chemosorption on benzaldehyde-coated amberlite XAD-2. American Chemical Society.,

56, 1730-1731. )

4. Conclusions: The test substance was stable for about 3 months in a dark place at room temperature.



APPENDIX Q3

CONCENTRATION OF HYDRAZINE MONOHYDRATE IN FORMULATED WATER
IN THE 2-YEAR DRINKING WATER STUDY



CONCENTRATION OF HYDRAZINE MONOHYDRATE IN FORMULATED WATER IN THE 2-YEAR DRINKING
WATER STUDY

Target Concentration

Date Analyzed 20° 40 80

1995.03.13 203 (101.5)° 40.8 (102.0) 81.3 (101.6)
1995.06.05 20.9 (104.5) 40.3 (100.8) 80.4 (100.5)
1995.08.21 20.1 (100.5) 39.9 ( 99.8) 81.0 (101.3)
1995.11.20 20.1 (100.5) 39.4 ( 98.5) 80.6 (100.8)
1996.02.19 20.1 (100.5) 39.6 ( 99.0) 78.4 ( 98.0)
1996.05.13 19.4 ( 97.0) 40.8 (102.0) 82.0 (102.5)
1996.07.29 20.1 (100.5) 40.5 (101.3) 79.8 ( 99.8)
1996.10.21 20.1 (100.5) 39.1 ( 97.8) 79.4 ( 99.3)
1997.01.13 20.0 (100.0) 40.3 (100.8) 81.1 (101.4)

ppm

a
b
%

Analytical method : The samples were analyzed by the high performance liquid chromatography.

Instrument : Hewlett Packard 1090 High Performance Liquid Chromatograph -

Column : TSK GEL ODS-80TM (4.6 mm¢ X 15 cm) Mobile Phase : Methanol : Distilled Water = 9 : 1
Column Temperature :50°C Detector : UV (313 nm)

Flow Rate : 0.8 mL/min Injection Volume : 10 pL

Pre-Treatment : Hydrazine monohydrate was allowed to react with benzaldazine, and analyzed. Benzaldazine was reacted

according to the method of Andersson K., et al.* based on the reaction of the appropriate hydrazine
monohydrate and benzaldehyde with hydrochloric acid.

(* Andersson K., Hallgren C., Levin J. -O., and Nilsson C. -A. (1984) Liquid chromatographic determination of hydrazine at
sub-parts-per-million levels in workroom air as benzaldazine with the use of chemosorption on benzaldehyde-coated amberlite
XAD-2. American Chemical Society., 56, 1730-1731. )

(y870 "oN Apmig)



APPENDIX Q4

STABILITY OF HYDRAZINE MONOHYDRATE IN FORMULATED WATER
IN THE 2-YEAR DRINKING WATER STUDY



STABILITY OF HYDRAZINE MONOHYDRATE IN FORMULATED WATER IN THE 2-YEAR DRINKING

WATER STUDY

Target Concentration

Date Prepared Date Analyzed 20° 80
1995.02.20 1995.02.20 20.4 (100)° 83.0 (100)

1995.02.24° 16.1 ( 78.9) 62.0 ( 74.7)
* ppm

® % (Percentage was based on the concentration on date of preparation.)
¢ Animal room samples

Analytical method

Instrument
Column
Column Temperature :
Flow Rate
Mobile Phase
Detector
Injection Volume

Pre-Treatment

: The samples were analyzed by the high performance liquid chromatography.

: Hewlett Packard 1090 High Performance Liquid Chromatograph
: TSK GEL ODS-80TM (4.6 mm¢ X 15 cm)

50 °C

: 0.8 mL/min

: Methanol : Distilled Water = 9 : 1
: UV (313 nm)

1 10 pL

: Hydrazine monohydrate was allowed to react with benzaldazine, and analyzed.

Benzaldazine was reacted according to the method of Andersson K., et al.* based on

the reaction of the appropriate hydrazine monohydrate and benzaldehyde with
hydrochloric acid.

(* Andersson K., Hallgren C., Levin J. -O., and Nilsson C. -A. (1984) Liquid chromatographic determination
of hydrazine at sub-parts-per-million levels in workroom air as benzaldazine with the use of chemosorption
on benzaldehyde-coated amberlite XAD-2. American Chemical Society., 56, 1730-1731. )

(820 "ON Apms)



APPENDIX R1

METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS
IN THE 2-YEAR DRINKING WATER STUDY OF HYDRAZINE MONOHYDRATE



(Study No. 0284)

METHODS FOR HEMATOLOGY ,BIOCHEMISTRY AND URINALYSIS
IN THE 2-YEAR DRINKING WATER STUDY OF HYDRAZINE MONOHYDRATE

Item Method
Hematology
Red blood cell (RBC) . Light scattering method K
Hemoglobin (Hgb) Cyanmethemoglobin method N
Hematocrit (Hct) Calculated as RBCXMCV/10
Mean corpuscular volume (MCV) Light scattering method K
Mean corpuscular hemoglobin (MCH) Calculated as Hgb/RBC X 10 N
Mean corpuscular hemoglobin concentration (MCHC) Calculated as Hgb/Hct X 100 »
Platelet Light scattering method "
White blood cell (WBC) Light scattering method
Differential WBC Pattern recognition method 2
(May-Grunwald-Giemsa staining )
Biochemistry
Total protein (TP) Biuret method Y
Albumin (Alb) BCG method
AJG ratio Calculated as Alb/(TP— Alb) >
T-bilirubin Alkaline azobilirubin method ¥
Glucose GlcK- G-6-PDH method Y
T-cholesterol CE-COD-POD method >
Triglyceride LPL-GK-GPO-POD method *
Phospholipid PLD-ChOD*POD method ?
Glutamic oxaloacetic transaminase (GOT) JSCC method ?
Glutamic pyruvic transaminase (GPT) JSCC method Y
Lactate dehydrogenase (LDH) SFBC method Y
Alkaline phosphatase (ALP) GSCC method *
¥ -Glutamyl transpeptidase (7 -GTP) L- 7 -Glutamyl-p-nitroanilide method ¥
Creatine phosphokinase (CPK) JSCC method Y
Urea nitrogen Urease * GLDH method »
Creatinine Jaffe method Y
Sodium Ion selective electrode method ¥
Potassium Ion selective electrode method Y
Chloride Ion selective electrode method ¥
Calcium OCPC method ~
Inorganic phosphorus PNP-XOD+POD method Y
Urinalysis
pH,Protein,Glucose,Ketone body,Bilirubin,Occult blood, Urinalysis reagent paper method K
Urobilinogen

1) Automatic blood cell analyzer (Technicon H-1 : Technicon Instruments Corporation)
2) Automatic blood cell differential analyzer (Hitachi 8200 : Hitachi,Ltd.)

3) Automatic analyzer (Hitachi 7070 : Hitachi,Ltd.)

4) Ames reagent strips for urinalysis (Multistix : Bayer-Sankyo Co.,1td.)



APPENDIX R2

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY
IN THE 2-YEAR DRINKING WATER STUDY OF HYDRAZINE MONOHYDRATE



(Study No. 0284)

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY
IN THE 2-YEAR DRINKING WATER STUDY OF HYDRAZINE MONOHYDRATE

Item Unit Decimal
place

Hematology

Red blood cell (RBC) X10°/uL 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°/uL 0
White blood cell (WBC) xX10°%/u4L 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
Phospholipid mg/dL 0
Glutamic oxaloacetic transaminase (GOT) IU/L 0
Glutamic pyruvic transaminase (GPT) IU/L 0
Lactate dehydrogenase (LDH) I0/L 0
Alkaline phosphatase (ALP) IU/L 0
¥ -Glutamyl transpeptidase (7 -GTP) 1U/L 0
Creatine phosphokinase (CPK) IU/L 0
Urea nitrogen mg/dL 1
Creatinine mg/dL 1
Sodium mEq/L 0
Potassium mEq/L 1
Chloride mEq/L 0
Calcium mg/dL 1
Inorganic phosphorus mg/dL 1




