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1

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS
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CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS
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Administration Week-day
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SEX : MALE
Clinical sion
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STUDY NO.
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CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS
86-7

Administration Week-day
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MOUSE Crj :BDF1

0287
REPORT TYPE : Al 104
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Clinical sion

DM -

200 ppm
400 ppm

Control

EXOPHTHALMOS

800 ppm
Control
200 ppm
400 ppm
800 ppm
Controt
200 ppm
400 ppm
800 ppm
Control
200 ppm

CORNEAL OPACITY
EXTERNAL NASS

EYE OPACITY

[ Bl

400 pom

32

19
30

18
30

17
30

12
27

10
25

10
22

16 17

11
13

14 13 13

13

200 ppm
400 pom
800 ppm
Control
200 ppm
400 ppm
800 ppm
Control
200 ppm
400 ppm
800 ppm

Contral

800 ppm

INTERNAL MASS

¥.NOSE
M.EYE

Lo g = i

(=2 e =

L= e}

S OO O

OO OO

OO OO

DO OO

OO OO

OO OO

SO OO

(== R

o= = eI}

OO OoD

[~ Joe e ]

200 ppm
400 ppm
800 ppm

Control

M.PERI EAR

BAIS3

(HAN190)



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANTHAL * MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 16
Clinical sian Group Name Administration Week—day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
EXOPHTHALMOS Control 0 0 0 0 0 0 0
200 ppm 3 2 2 2 2 2 2
400 ppm 1 1 1 1 1 1 1
800 ppm 2 1 1 1 1 1 1
EYE OPACITY Control 0 0 0 0 0 0 0
200 ppm 2 1 1 1 1 1 1
400 ppm 1 1 1 1 1 1 1
800 ppm 1 0 0 0 0 0 1
CORNEAL OPACITY Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 1 0 0 0 0 0 1
EXTERNAL MASS Control 0 0 0 0 0 0 1
200 ppm 1 1 1 1 1 1 1
400 ppm 1 0 0 0 0 0 0
800 ppm 4 3 3 3 3 3 3
INTERNAL MASS Control 2 3 3 2 2 2 3
200 ppm 6 5 6 [ 7 7 7
400 ppm 21 20 21 28 26 28 28
800 ppm 32 32 32 34 36 36 36
M.NOSE Control 0 0 0 0 0 0 0
200 ppm 0 [} 0 0 0 0 0
400 ppm 0 [ 0 0 0 0 0
800 ppm 1 1 1 1 1 1 1
M.EYE Control 0 0 0 0 0 0 0
200 ppm 1 1 1 1 1 1 1
400 ppm 0 0 0 0 0 0 0
800 ppm 2 1 1 1 1 1 1
N.PERI EAR Control 0 0 0 0 0 0 1
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 [4
(HAN180)

BAIS3
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STUDY NO. : 0287 CLINICAL OBSERVATION (SUMMARY)
ANINAL * MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 24
Glinical sion Group Name Administration Wesek-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
M.NECK Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 pom 0 0 0 0 0 0 0
M. INTERSCAPULUX Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 1 1 1 1 1 1 1
M.POSTERIOR DORSUM Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 [ 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
N.HINDLINB Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 [4]
800 ppm 0 0 0 0 0 0 0
H.GENITALIA Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
N.TAIL Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 1 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
ANEXIA Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 [ 0 0 0 0
800 ppm 0 0 4 0 0 0 1
EROSION Control 0 0 0 0 0 0 1
200 ppm 0 0 0 0 0 ] 0
400 ppm 0 [ 0 0 0 0 0
800 ppm 1 1 1 1 1 1 1
(HAN190)

BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANINAL ¢ MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : MALE PAGE ¢ 25
Clinical sion Group Name Administration Week-day
1-1 1-7 2-7 37 4-7 5~7 6-7 -7 8-7 §-7 10-7 11-7 12-7 137
1 1 1 1 1 1 1 1 1 1 1 1 1 1
CRUSTA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 [ 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4] 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control v 0 0 0 0 0 0 0 [ 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 1 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 1 0 0 0 0 0 0
SUBNORMAL TENP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(HAN1S0)

BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANINAL + MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 28
Clinical sisn Group Name Administration Week-day
14-7 15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
CRUSTA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 [} 0 0 0 0 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TRREGULAR BREATHING Control 0 0 0 0 0 [ 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 i}
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 [ 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 4] 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 4 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
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 [ 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN130)

BAIS3



STUDY NO. : 0287 CLINICAL OBSERVATION (SUMMARY)
ANTHAL * MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 27
Clinical sisn Group Name Administration Week-day
28-7 29-7 30~-7 31-7 32-7 33-7 34-7 35-7 36-7 377 38-7 38-7 40-7 41-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
CRUSTA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTICOLLIS Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 [y 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 ) 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 [} 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 [ 0 4] 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 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
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0207 CLINICAL OBSERVATION (SUMMARY)
ANTHAL * MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 28
Clinical sian Group Name Administration Week-day
42-7 43~7 44-7 45-7 46-7 47-7 48-7 48-7 50-7 51-7 52-7 53-7 54-7 55-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
CRUSTA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 4] 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTIGOLLIS Control 0 0 0 0 0 0 0 0 0 1 1 1 1 1
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 I} 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 [v} 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 [ 0 0 0 0 0 0 0 0 0
800 ppm [ 0 0 0 0 [} 0 0 0 0 0 0 [ 0
SUBNORMAL TENP Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0287 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 28
Clinical sign Group Name Administration Week-day
56-7 57-7 58-7 59-7 60-7 61-7 82-7 83-7 64-7 - 65-7 66-7 67-7 68~7 69-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
CRUSTA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 i} 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTICOLLIS Controt 1 1 1 1 1 1 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 [1} 0 0 0 0 Q 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 i} 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 [ 0 0 0 0 Q 1
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 ] 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TENP Control [ 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 [ 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 [ 0 0 0 0 0 0 0 1 0
(HAN190)

BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : MALE PAGE ¢+ 30
Clinical sion Group Name Administration Week-day
70-7 71-7 72-7 73-7 74-7 75-7 76-7 77-7 78-7 79-7 80-7 81~7 82-7 83-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
CRUSTA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 1 1 1 1 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 1 1 1 1 0 0 0 0
200 ppm 1 0 0 0 0 0 0 4} 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANIMAL @ MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : A1 104

SEX : MALE PAGE ¢ 31
Clinical sion Group Name Administration Week-day
84~7 85-7 86~7 87-7 88-7 89-7 80-7 91-7 92-7 93-7 84-7 95-7 86-7 g7-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
CRUSTA Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 [4} 0 0 0 0 0 0 0 0 1 1 1
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 g
800 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 i} 0 0 0
200 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4} 8
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TENP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAISS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANTHAL + MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 32
Clinical sisn Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104~7
1 1 1 1 1 1 1
CRUSTA Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 1 1 2 2 1 1 1
800 ppm 0 0 0 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
TRREGULAR BREATHING Control 0 0 0 0 0 0 0
200 pom 0 0 0 1 0 0 0
400 ppm 0 0 0 0 0 0 1
800 ppm 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0
200 ppm 0 v} 0 1 0 0 [
400 ppm 0 0 0 0 0 0 1
800 ppm 0 0 0 0 0 0 0
SUBNORMAL TEXP Control 0 0 0 0 0 0 0
200 pom 0 0 0 1 0 0 0
400 ppm 0 0 [ 0 0 0 1
800 ppm 0 0 0 0 0 0 0
(HAN190)

BAIS3
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STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANTMAL ¢ MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE @ Al 104

SEX : FEMALE PAGE : 39
Clinical sign Group Name Administration Week-day
84-7 85-7 86-7 87-7 88-7 89-7 90~7 91-7 92-7 93-7 94~7 957 96-7 97-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
DEATH Controt 7 7 7 8 8 8 8 . 8 g g g g 9 g
200 ppm 8 9 9 9 g 9 10 10 10 10 10 10 10 11
400 ppm 6 7 8 8 8 8 8 g9 10 12 13 14 14 16
800 ppm 5 6 8 8 8 9 10 10 10 10 10 11 11 12
MORIBUND SACRIFICE Comtrol 3 3 3 3 3 3 3 3 3 3 5 5 [ 6
200 ppm 1 1 1 1 1 1 1 2 2 3 3 3 3 3
400 ppm 2 2 3 4 5 5 5 5 5 5 5 5 5 5
800 ppm 2 2 2 2 2 2 2 3 3 4 4 4 4 4
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 1 0 1 0 [ 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 [ 0 0 0 1 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 [y} 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 1 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 [ 0 0 0 0 0 1 0 0 0 0
400 ppm 0 1 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 [ 0 0 0 0 0 0 0
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 1 0 0 0 0 0 0
400 ppm 1 1 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 1 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 40
Clinical sign Group Name Administration Week-day
a98-7 99-7 100-7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
DEATH Control 10 10 11 11 11 11 11
200 ppm 12 12 12 12 12 13 14
400 ppm 18 20 22 23 23 24 24
800 ppm 13 16 16 18 19 19 20
HORIBUND SACRIFICE Control 6 7 8 8 8 8 9
200 ppm 3 3 3 4 4 4 6
400 ppm 5 5 5 5 5 5 5
800 ppm 4 4 5 5 [ 7 7
LOCOMOTOR MOVEMENT DECR Control 0 0 1 0 0 0 1
200 ppm 0 0 0 0 0 0 1
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
HUNCHBACK POSITION Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0
200 ppm 0 ¢ 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 [ 0 0 0 0
800 ppm 0 0 0 0 0 0 0
SOILED Control 0 0 0 0 0 0 1
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
PILOERECTION Control 0 0 0 0 0 0 1
200 ppm 1 1 1 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 1 0 0 0 0

(HAN190) BAIS3
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CLINICAL OBSERVATION (SUMMARY)
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STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 47
Glinical sian Group Name Administration Week-day
84~7 85-7 86-7 87-7 88-7 89-7 90~7 91-7 92-7 93-7 84-7 957 96-7 97-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
FROG BELLY Control 0 0 1 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 [ 0 0 1 1 1 0 4} 0 0 0 0
800 ppm 2 2 1 1 1 1 1 1 1 2 1 1 1 1
SOILED PERI GENITALIA Control 0 0 0 0 0 0 0 4} 0 1 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 1 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXOPHTHALKOS Control 0 0 0 0 0 0 0 0 0 0 0 1 1 1
200 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
400 ppm 0 0 0 0 0 0 0 0 0 0 Q 0 0 0
800 ppm 1 1 1 1 1 1 1 1 1 1 1 1 2 2
EYE OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXTERNAL MASS Control 1 1 1 1 1 1 1 1 1 1 1 2 2 2
200 ppm 0 0 0 0 1 1 1 1 1 1 1 1 1 1
400 ppm 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
800 ppm 1 1 0 0 0 0 0 0 0 0 0 0 0 0
INTERNAL MASS Control 2 2 2 1 2 2 2 3 3 4 3 3 3 3
200 ppin 6 5 5 5 10 10 11 19 18 18 18 22 22 21
400 ppm 18 18 18 21 18 27 28 29 34 32 31 30 30 29
800 ppm 24 23 22 24 25 27 27 26 27 27 27 27 27 32
N.NOSE Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 [}
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M.EYE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 4}
200 ppm 0 4 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANIMAL @ MOUSE Crj:BDF1 ALL ANTMALS

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 48
Clinical sion Group Name Administration Week-day
987 99-7 100-7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
FROG BELLY Controt 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 [
800 ppm 1 0 0 0 0 0 0
SOILED PERI GENITALIA Control 0 0 0 0 0 0 1
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
EXOPHTHALMOS Control 1 1 1 1 1 1 1
200 ppm 1 1 1 1 1 1 1
400 ppm 0 0 0 0 0 0 0
800 ppm 2 2 2 1 0 0 0
EYE OPACITY Control 1 1 1 1 1 1 1
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
EXTERNAL MASS Contral 2 1 1 0 0 0 [
200 ppm 2 2 2 2 2 2 5
400 ppm 1 1 1 1 1 1 1
800 ppm 0 0 0 0 0 0 0
INTERNAL MASS Control 7 [ 6 6 6 6 6
200 ppm 22 22 22 23 26 25 25
400 ppm 27 25 23 22 22 21 21
800 ppm 31 28 28 25 24 23 22
M.NOSE Control 1 1 1 0 0 0 0
200 ppm 0 0 1 1 1 1 1
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
M.EYE Control 0 0 0 0 0 4] 0
200 ppm [ 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
(HAN130)

BAIS3
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STUDY NO. : 0287 CLINICAL OBSERVATION (SUMMARY)
ANINAL : MOUSE Grj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 56
Clinical sion Group Name Administration Week-day
88-7 99-7 100~7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
M.NECK Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 1
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
M.FORLIMB Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 1
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
M.BREAST Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 1
400 ppm 0 0 0 0 0 0 0
800 ppin 0 0 0 0 0 0 0
H. ABDOMEN Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 1 1
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
M. ANTERIOR.DORSUN Control 1 1 1 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
M.GENITALIA Control 0 0 0 0 0 0 0
200 ppm 1 1 1 1 1 1 1
400 ppm 1 1 1 0 0 0 0
800 ppm 0 0 0 0 0 0 0
M. ANUS Control 1 0 0 0 0 0 0
200 ppm 1 1 1 1 1 1 1
400 ppm 1 1 1 1 1 1 1
800 ppm 0 0 0 0 0 ] 0
EROSION Control 1 1 1 1 1 1 1
200 ppm 0 0 0 0 0 0 0
400 pom 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
(HAN190)

BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUNMARY)
ANIMAL  : MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 57
Clinical sign Group Name Administration Week-day
-1 1-7 2-7 3-7 4-7 5-7 6-7 77 8-7 9-7 10-7 11-7 12-7 187
1 1 1 1 1 1 1 1 1 1 1 1 1 1
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 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
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 popm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN1S0) BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : MOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 58
Clinical sion Group Name Administration Week-day
14-7 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
1 1 1 1 1 1 1 1 1 1 1 1 1 1
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 1] 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 90 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TENP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) ' BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ~ : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 59
Clinical sisn Group Name Adninistration Week-day
28-7 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
1 1 1 1 1 1 1 1 1 1 1 _ 1 1 1
TORTICOLLIS Control 90 0 0 0 0 0 0 0 1 1 1 1 1 1
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
860 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEXP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS3



STUDY NO. : 0287 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : NOUSE Crj:BDF1 ALL ANINALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 60
Clinical sian Group Name Administration Week-day
42-7 43-7 44-7 45~7 46-7 47-7 48-7 48-7 50-7 51-7 52-7 53-7 54-7 - 55-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
TORTICOLLIS Control 1 1 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 4} 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TENP Control 0 1 [} 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS3



STUDY KO. : 0287 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE ¢ 81
Clinical sign Group Name Administration Week-day
56-7 57-7 58-7 59-7 60-7 61-7 62-7 63-7 84-7 65-7 66-7 67-7 68-7 69-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 1} 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 ) 0 0 0
TRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TENP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 4}
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : MOUSE Grj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 82
Clinical sion Group Name Administration Week-day
70-7 71-7 727 73-7 74-7 75-7 76-7 777 78-7 79-7 80-7 81-7 82-7 83-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 1 1 1 1 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 1 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 1 1 1 1 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 1 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 1 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 1 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 1 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0287 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 83
Clinical sion Group Name Administration Week-day
84~7 85~7 86-7 87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 1 0 0 0 0
400 ppm 0 0 0 0 0 0 0 [ 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 [ 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0 0 0 1 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 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 1 0 0 0
200 ppm 0 0 0 0 0 0 0 1 0 1 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0297 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 64
Clinical sion Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
TORTICOLLIS Contral 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 1 0 0 0 1
200 ppm 0 0 0 0 0 0 1
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 1 0 0 0 1
200 ppm 0 0 0 0 0 0 1
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0
200 ppm 0 0 0 0 0 0 1
400 ppm 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0
(HAN190)

BAIS3






STUDY NO. : 0287 BODY WEIGHT CHANGES (SUMNARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT P g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 1
Group Name Administration wesk-day.
0-0 1-1 1-7 2-7 37 4-7 57
Control 22.61+ 0.7 22.6% 0.8 24.0% 0.8 24,9+ 1.0 25.54% 1.1 26.1% 1.2 26.7+ 1.3
200 ppm 22,6t 0.7 22.3% 0.7 23.6% 0.8 24.6x 0.9 25.1+ 1.0 25.8% 1.1 26.3t 1.3
400 ppm 22.6+ 0.7 22.4+ 0.9 24,1+ 0.9 25.1% 0.9 25.9% 1.1 26.4% 1.1 26,81 1.1
800 ppm 22.6% 0.7 22,4 0.9 23.3t 0.8%x 23.94+ 0.8 24,2+ 1.1xx 24,5+ 1.3%x 24,7+ 1.5%x
{
Significant difference 3 *:P=0.05 % 1 P < 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0297 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL  : MOUSE Grj:BDF1 ALL ANINALS
UNIT I g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 2
Group Name Administration week~day.
6-7 -7 8-7 g-7 10-7 11-7 12-7

Controt 27.4% 1.4 27.6% 1.5 28.6% 1.8 28.4% 1.8 28.9+ 1.9 30.4% 2.0 3.1+ 2.2
200 ppm 26.8% 1.2 27.1% 1.3 28,0 1.4 28.6% 1.6 28.2+ 1.7 29.6+ 1.7« 30.1% 1.8
400 ppm 27.1+ 1.1 27.3% 1.1 28.2+ 1.4 28,5k 1.4% 29,0t 1.5% 28.1% 1.6%x 29.1% 1.5%x
800 ppm 25.1% 1.5%x 24.2% 1.5%x 25.8% 1.3%x 25,71 1.5xx 26.5E& 1.4xx 26,6 1.4x%x 28,6 1.3xx

Significant difference ; x:P S 0.05 x* ! P 5 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0207 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 3
Group Name Administration week-day.
13-7 14-7 18~7 22~7 26-7 30-7 34-7

Control 31.4%+ 2.3 32.0% 2.4 3.8 2.7 36,7 2.9 38.4+ 3.2 40,0+ 3.8 42.3% 4.1
200 ppm 30.7& 2.2 31.2+ 2.3 3.1+ 2.7 3.2+ 3.0 37.9+ 3.4 3.6+ 3.7 41.4% 3.8
400 pom 29.9% 1.7% 30.2% 1.8% 31.8% 2.0%x 33,5 2.7*x 34.24  3.0%x 35.51 3.4%x 36.9% 3.5%x
800 ppm 27.71 1.4%x 27.9% 1.2%x 28.1+  1.4%x 30.3%  1.4%x 30.8% 1.6%x 32.2+ 1.6 32.9% 1.7

Sionificant difference 3 * 1P = 0.0 *x I P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0297 BODY WEIGHT CHANGES (SUMMARY)
ANTMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT t g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 4
Group Name Administration week-day.
38-7 42-7 46-7 50-7 54-7 58-7 62-7

Control 43,44 4.4 45,1+ 4.4 45,9+ 4.4 46.2+ 4.5 46.6+ 4.9 47.86%+ 5.1 48.2+ 4.3
200 ppm 42,5+ 3.9 42.9+ 4.1 43.8% 4.1 44,3+ 4.3 44,5+ 4.5 45,2+ 4.8 45,21+ 4.9
400 ppm 37.8% 3.8xx 38.6:k 3.6%x 39,0+ 3,9%x 39.2%  4.0%x 39,21 4.0%x 38.8% 4.1xx 39.61+ 4.1%x
800 ppm 33.7+ 1.8%x 34,1+ 1.9%x 3.5+ 2.1xx 35,0t 2.3%x 35,1k 2.3%x 35.8+ 2,5%% 36.0k 2.7xx

Significant difference ; *: P = 0.06 ** 1 P = 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0297 BODY WEIGHT CHANGES (SUXMARY)
ANIMAL  : MOUSE Crj:BDF1 ALL ANIMALS
UNIT "y
REPORT TYPE : A1 104
SEX : MALE PAGE: 5
Group Name Administration week—-day.
66-7 707 74-7 78~7 82-7 86-7 90~7

Control 43,0+ 4.6 50.0t 4.4 50.2+ 5.5 50.9+ 8.0 61.6+ 5.5 51,94 5.7 52.,1% 5.9
200 ppm 45.8+ 5.4 46.9+ 5.8 47.9% 5.1 48.64+ 5.2 48,2+ 5.8 48.0% 5.8 47,94 5.2
400 ppm 40.61  4,3%x 411+ 4.1xx 41,0 4.2%x 41.4% 4.4xx 40,64 4.4%x 40,5+ 4.3%x 40,44 4.2%x
800 ppm 36.5% 2.9%x 36.6+ 2.9%x 36.2+ 2.8xx 36.0% 2.5%x 35.2% 2.7%x 34,6k 2.6%x 34.7% 2.9«

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

(HAN260)

BAIS3



STUDY NO. : 0297 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT :
REPORT TYPE : Al 104
SEX : MALE PAGE: 6
Group Name Administration wesk~day.
94-7 98-7 102-7 104-7

Control 52.4+ 8.5 51.7+ 6.3 50.4+ 7.4 48.2+ 7.6
200 ppm 46,6+ 4.7x 45,21+ 4.1x 43,5+ 3.7 42,6+ 3.8
400 ppm 39.84  3.7%x 39.41% 4,9%x 38.5 3.5%x 38.2% 3.3%x
800 ppm 3.2 2.7%x 34.61  3.2%x 34.2% 2.4xx 34.5+ 2,7+

Significant difference *: P S 0.05 x> : P < 0.01 Test of Dunnett

(HAN260)

BAISS3






STUDY NO. : 0297 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL ¢ MOUSE Grj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 7
Group Name Adninistration week-day.
0~0 1-1 1-7 2-7 3-7 4-7 §-7

Control 18.8% 0.7 18.2+ 0.9 19.4% 0.8 20.3+ 0.8 20.9%t 0.8 21.6% 0.8 22.2+¢ 0.9
200 ppm 18.8+ 0.7 18.1+ 0.7 18.2% 0.7 20.3+ 0.8 20.8% 0.8 21.6+% 0.9 21,7t 0.8%
400 ppm 18.8+ 0.7 18.2%+ 0.6 19.6+ 0.7 20,54 0.8 21.8+ 0,8 22,3+ 1.0%x 22,7k 1.0%
800 ppm 18.8% 0.7 18.1+ 0.8 18.1+ 0.7 18.8% 0.8% 20,5 0.8« 21.0% 0.9%x 21.24+ 0.9*x

*: P = 0.05 ** : P =5 0,01 Test of Dumnett

Significant difference 3

(HAN260)

BAIS3



STUDY NO. : 0297 BODY WEIGHT CHANGES (SUMNARY)
ANIMAL @ MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 8
Group Name Adninistration week—day.
6-7 77 8-7 9-7 10-7 11-7 12-7

Controt 22.8% 0.8 22,8+ 1.0 23.6+ 1.0 24,1+ 1.1 24.3% 1.4 24.3+ 1.2 24,7+ 1.5
200 ppm 22.6+ 0.8 22,9+ 0.9 23.3% 0.8 24.0% 0.9 23.9+% 1.1 24,1 0.9 24.3% 1.1
400 ppm 23.0 0.9 23.0% 1.0 24,1t 1.2% 24.4% 0.9 24,8+ 1.1 24.8% 1.1 25.3+ 1.2
800 ppm 21.6% 1.2%x 21.3%  1.0%x 23,1 1.1x 23,24 1.5%x 23.7% 1.1x 23.7% 1.2% 23.3% 1.2%x

Significant difference *: P = 0.0 ** 1 P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0287 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE: g
Group Name Administration week-day.
13-7 14-7 18-7 22-7 26-7 30-7 34-7

Control 24,7+ 1.2 25.0% 1.4 26,5+ 1.5 27.8% 1.9 28,61+ 2.0 28.4+ 2.8 30.24+ 2.7
200 ppm 246+ 1.1 24,7+ 1.1 26.2%+ 1.2 27.2 1.7 27,7+ 1.5% 28.5+ 1.8 29.2t 1.8
400 ppmn 25.2+ 1.2 25.2% 1.5 26.5% 1.2 27.3t 1.5 27,7+ 1.6% 28,4+ 1.5 28,7k 1.7«
800 ppm 24.1% 1.2% 24.3% 1.2% 25.44 1.3%x 26.3%  1.4%x 26.44%  1.4%x 27.44 1.5%x 27.94+ 1.6%x

Significant differencs * ! P = 0.05 * 2 P = 0,01 Test of Dunnett

(HAN260) BAIS3



STUDY NO. : 0297 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT : g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 10
Group Name Administration week-day.
38-7 42-7 46-7 50-7 54-7 58-7 62-7

Control 30.7£ 2.7 31.4+ 8.8 31,7+ 3.1 31.6x 2.8 31.8t 3.2 32.0f 3.1 32.2+ 2.9
200 ppm 29.4%+ 1.8% 28,7+ 2.0% 30.1+ 1.8 30,1+ 1.8x 30.1+ 2.0% 30.4% 2.0 30.5+ 1.9%
400 ppm 28.1+ 1.B6%x 29.3% 1.8%x 28.8%+ 1.6% 30.1% 1.8+ 30.1& 1.8 30.2+ 1.8 30.6+ 1.8«
800 ppm 28.0% 1.5 28.3% 1.7%x 28.6+1 1.6%x 28.94% 1.7%x . 28.81% 1.5xx 28.91+ 1.5%x 28.61 1.5%x

Sienificant difference 3 *: P = 0.05 ** : P = 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0297 BODY WEIGHT CHANGES (SUMHARY)
ANIMAL ¢ MOUSE Crj:BDF1 ALL ANINALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 11
Group Name Administration week—day.
66-7 70-7 74-7 78-7 82-7 86-7 90~7

Control 33.0% 3.8 33.7+ 3.9 34.3% 3.8 3.2+ 4.0 3.4+ 4.1 34,71 3.8 3.1+ 4.4
200 popm 30.8% 2.0%x% 31.8% 2.0 32.3% 2.6% 32.8% 3.5 32.7+ 2.2 32.8% 2.1 32.8% 2.4
400 ppm 31.2+ 1.8 31.74+ 1.8% 31.8% 2.1x 32.2% 2.4 33.0% 3.6 32.7% 2.1 33.1+ 2.3
800 ppm 29,0k 1.7*x 29,4t 1.8%x 28.21% 2.2%x 29,11+ 2.7%x 28.9+ 2.2**' 28,3% 2.1xx 28.1% 2.4xx

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

BAIS3



STUDY NO. : 0287 BODY WEIGHT CHANGES _(SUMHARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS
UNIT P g
REPORT TYPE : Al 104
SEX : FEMALE » PAGE : 12
Group Name Administration week-day.
94-7 98-7 102-7 104-7

Controt 33.8% 5.0 34.24+ 4.0 3.4+ 3.6 33.7 4.0
200 ppm 33.4% 2.5 33.7 2.5 33.8% 3.4 33.6+ 3.7
400 pom 33.1+ 2.2 33.4% 2.5 32.0% 2.6 32,0+ 2.7
800 ppm 27.8% 2.1xx 27.8% 2.5%x 27.1% 1.9 27.3% 2.1xx

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

(HAN260) BAIS3






STUDY NO. : 0297 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT t g
REPORT TYPE : Al 104
SEX : MALE PAGE : 1
Group Name Adninistration week-day{effective)
1-7(6) 2-7(7T) 3-71(T) 4-7(7) 5-7(7) 6-7(7) 7-7(7)
Control 4.1+ 0.2 4,0+ 0.2 4.1 0.3 4,2+ 0.2 4.2+ 0.2 4.2+ 0.2 4.24+ 0.3
200 pom 3.8% 0.2%x 4,1 0.2 4,1+ 0.2 4.3 0.4 4,3 0.3 4,3 0.8 4.4+ 0.3
400 ppm 3.8+ 0.3%x 4.2% 0.4 4.4 0.4%x 4,4 0.3 4.3% 0.3 4,3 0.2 4,3t 0.2
800 ppm 3.5 0.3%x 3.8+ 0.3%x 3.9% 0.3 4.1+ 0.4 4,0 0.3 4.0 0.4 3.8 0.3
Significant difference ; *: P =0.05 ** ! P = 0,01 Test of Dunnett
(HAN260) BAIS3



STUDY NO. : 0297

FOOD CONSUKPTION CHANGES (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration week-day(effectiuve)
8-1(7) 9-7(7) 10-7(7) 11-7(7) 12-7(T) 13-7(7) 14-7(7)

Controt 4.3% 0.2 4.4+ 0.2 4,4+ 0.2 4,4+ 0.3 4,5+ 0.3 4,4+ 0.4 4.4+ 0.3
200 pom 4.3+ 0.3 4,4+ 0.3 4,5+ 0.3% 4,4+ 0.3 4.5 0.3 4.5+ 0.3 4.6+ 0.3
400 ppm 4.4+ 0.2 4.3 0.3 4:3% 0.2 4,24 0,2%x 4.3t 0.2 4.5+ 0.2 4.4+ 0.3
800 ppm 4.1+ 0.3 3.8% 0.3xx 4.0 0.2%x 4.0 0.3k« 4.0%  0.4xx 4.2+ 0.3 4,0t 0.2%x

Significant difference 3 x: P = 0.05 ¥ ! P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0297 FOOD CONSUMPTION CHANGES (SUMMARY)
ANINAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT H-
REPORT TYPE : Al 104
SEX : MALE PAGE : 3
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 4,7t 0.2 4.8% 0.2 4.8+% 0.2 4.8t 0.8 4.9+ 0.3 4,9+ 0.3 4.9% 0.3
200 pom 4.8 0.3 4.9% 0.3 4.8t 0.3 4,9+ 0.3 4.9+ 0.4 5.0+ 0.3 4.9+ 0.3
400 ppm 4,6+ 0.3xx 4.64 0.5%x 4.6+ 0.3x 4.7t 0.3 4.7t 0.4 4.9+ 0.4 4.8% 0.3%
800 ppm 4.1 0.3%x 4,2+ 0.2%x 4.24  0,2%x 4,24 0.2%x 4,3% 0.3 4.5+ 0.3 4.3+ 0,3

Significant difference *: P = 0.0 *x 1 P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0287

ANINAL  : MOUSE Crj:BDF1

UNIT i g
REPORT TYPE : Al 104
SEX : MALE

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

PAGE :

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 5.1+ 0.3 5.24& 0.8 5.0 0.3 5.1+ 0.4 5.2+ 0.3 5.2t 0.3 5.3k 0.4
200 ppm 5.1+ 0.3 5.2+ 0.3 5.0+ 0.3 5.2+ 0.3 5.2+ 0.5 5.2+ 0.4 5.2 0.4
400 ppm 4,8% 0.4x 5.0+ 0.4%x 4.8% 0.3% 4.9+ 0.3 5.1+ 0.4% 5.0 0.4% 4.9%  0.4%x
800 ppm 4.4 0.3 4,54 0.2 4,44 0.2%x 4,5+ 0,3%x 4,9%  0.3%x 4.8 0.5%x 4.7+ 0.4%x

Significant difference 3

*: P = 0.05 ** : P = 0.01

Test of Dumnett

(HAN260)

BAIS3



STUDY NO. : 0287
ANIMAL ¢ MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE: &
Group Name Administration week-day(effective)
74-7(T) 78-7(T) 82-7(7) 86-7(7) 80-7(7) 94-7(7) 98-7(7)

Control 5.4+ 0.8 5.4% 0.7 5.3+ 0.4 5.3+ 0.4 5.6k 0.5 5.6+ 0.5 5.4+ 0.6
200 ppm 5.4+ 0.5 5.5+ 0.4 5.3+ 0.4 5.41% 0.6 5.4% 0.5 5.3+ 0.7 5.5+ 0.5
400 ppm 5.1+ 0.5%x 5.4+ 0.5 5.2%& 0.5 5.2% 0.5 5.5+ 0.6 5.5+ 0.7 5.4% 0.8
800 ppm 4.94 0.4 5.1% 0.5%x 5.1 0.5 5.3+ 0.6 5.7t 0.7 5.8+t 0.8 5.5% 0.8

Sianificant difference *x: P = 0.0 *x ! P = 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0297
ANIMAL  : MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIXALS

UNIT t g
REPORT TYPE : Al 104
SEX : MALE PAGE : 6
Group Name Adninistration week-day(effectiue)
102-7(7) 104-7(7)

Control 5.3 0.8 5.1+ 0.5
200 ppm 5.3+ 0.4 5.3t 0.5
400 pom 5.3+ 0.5 5.4% 0.6%
800 pom 5.2+ 0.6 5.1+ 0.6

Significant difference * P S 0.05 ** P £ 0,01 Test of Dunnett

(HAN260)

BAIS3






STUDY NO. : 0297
ANINAL  : NMOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 7
Group Name Administration week-day{effectiue)
1-7(8) 2-7(7) 3-7(7) 4-7(7) 5-7(7) 6-7(7) 7-7(7)
Control 3.5+ 0.3 3.6 0.3 3.7 0.3 4.0+ 0.2 4.1+ 0.2 4,1+ 0.2 4.2+ 0.2
200 ppm 3.14 0.3 3.6% 0.2 3.8+ 0.2 4,0+ 0.2 4,0+ 0.3 4,2+ 0.3 4.3+ 0.3
400 ppm 3.1+ 0.2%x 3.5+ 0.3 4.1%  0.4%x 4,14 0.3% 4.2+ 0.3 4.2+ 0.3 4.3+ 0.3
800 ppm 3.0% 0.2%x 3.5 0.3x 3.6 0.4 3.8t 0,4% 3.7+ 0.8%x 3.8+ 0.3%x 4.0% 0.4%x

Sianificant difference 3

*x: P =005 ** ! P S 0,01

Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0297
ANIMAL @ MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 8
Group Name Administration week-day(effective)
8-7(7) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 18-7(7) 14-7(7)
Control 4.2+ 0.2 4.3+ 0.2 4.2+ 0.8 4.2+ 0.2 4.3+ 0.3 4.4+ 0.7 4.2+ 0.3
200 ppm 4.2+ 0.3 4.4+ 0.3 4.3 0.8 4.3k 0.3%x 4.4+ 0.3 4.4+ 0.3 4.4+ 0.3x
400 ppm 4.5+ 0.4%x 4.6 0.5 4.4% 0.4 4,31 0.4% 4.7+ 0.5%x 4.4+ 0.8 4,4+ 0.4%
800 ppm 4.1+ 0.3 3.9%  0.4% 4,03 0,3 4,0 0.4% 4.0 0.4xx 4,1+ 0,3%x 4.1 0.5

Significant difference :

* ! P < 0,05 *x ! P = 0.01

Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0297
ANTHAL : MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

UNIT t g
REPORT TYPE : Al 104
SEX : FEMALE PAGE: 8
Group Name Administration week-day(effective)
18-7(7) 22-7(T) 26-7(7) 30-7(7) 34-7(7) 38-7(T) 42-7(7)
Control 4.6 0.3 4,7t 0.4 4,7+ 0.3 4.7+ 0.5 4.5% 0.4 4,7 0.4 4.5+ 0.4
200 ppm 4.6+ 0.3 4.8+ 0.4 4,7+ 0.3 4.8+ 0.3 4.7+ 0.4 4.8t 0.4 4.7+ 0.4
400 ppm 4.8+ 0.4xx 4.8+ 0.4 4.7 0.4 4.6 0.4 4.7 0.4 4.8+ 0.4 4,7t 0.4
800 ppm 4.2+ 0.3%x 4.3+ 0.3%x 4.3%  0.3%x 4,31 0.4%x 4.5+ 0.4 4.6+ 0.4 4.4% 0.4
Significant difference x: P = 0.0 *x 3 P = 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0297 FOOD CONSUMPTION CHANGES (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢ 10
Group Name Administration week-day(effectius)

48-7(7) 50-7(7) 54-7(7) 58-7(7) 62-7(7) 66-7(7) 70-7(7)
Control 4.6t 0.5 4.7% 0.4 4.6 0.4 4.5+ 0.4 4,7+ 0.4 4.9+ 0.5 4.7+ 0.5
200 ppm 4.8 0.3 4.8+ 0.3 4.6+ 0.4 4.7+ 0.5 4.8+ 0.8 4.8+ 0.4 4,8+ 0.6
400 ppm 4,7+ 0.3 4.8+ 0.4 4.7+ 0.4 4.5+ 0.4 4.8% 0.4 4.9+ 0.5 5.1& 0.6%x
800 ppm 4.5+ 0.4 4.5+ 0.4 4.5 0.4 4.4+ 0.4 4.7+ 0.4 4,7+ 0.5 4,.8% 0.5

Significant difference *x: P = 0.0 % P 50,01 Test of Dunnett

(HANZB0)

BAIS3



STUDY NO. : 0297
ANIMAL  : MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT T g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 11
Group Name Administration week-day(effective)
74-7(T) 78-7(T) 82-7(7) 86-7(7) 80-7(7) 94-7(7) 98-7(7)
Control 4.9% 0.6 4.8% 0.8 4.6+ 0.7 4.8+ 0.5 4.9+ 0.6 5.1+ 0.8 5.2+ 1.0
200 ppm 4.8+ 0.5 4,8 0.6 4.8+ 0.5 5.24 0.8% 5.3t 0.6% 5.6t 0.8% 5.6+ 0.9
400 ppm 5.5+ 0.8%x 5.5% 0.6xx 5.6 0.8%x 5.9:1 0.8« 8.0+ 0.7%x 6.1+ 0,9%x 5.94% 0.8%x
800 ppm 5.0 0.7 4.9+ 0.8 4.7 0.5 4.8t 0.6 4.8t 0.6 4.8+ 0.6 4,7 0.5

Sisnificant difference

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

Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0297 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT T g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration week-day(effective)
102-7(7) 104-7(7)
Control 5.1 0.7 5.0t 0.9
200 ppm 5.5+ 0.7 5.5k 0.8%
400 ppm 5.4% 0.7 5.3+ 0.7
800 ppm 4.3 0.5%x 4.3+ 0.5%x
Significant difference 3 *: P = 0.05 *»* P = 0,01 Test of Dunnett

(HAN260) BAIS3



APPENDIX D1
HEMATOLOGY: SUMMARY, MOUSE: MALE

(2-YEAR STUDY))



STUDY NO. : 0297

ANIMAL : MOUSE Crj:BDF1

MEASURE. TIME : 1

SEX : MALE REPORT TYPE : Al

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

PAGE : 1

Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MOV MCH HCHC PLATELET

Animals 108/u4 g /d2 % fo P8 g/ d¢ 103/u8
Control 36 9.88%+ 0.67 14.1% 0.8 45,3+ 2.6 45,9+ 1.5 14,34 0.5 3l.2+ 0.7 1885+ 345
200 ppm 31 ) 8.67%  2.08%x 11.6% 2.8%x 38.6% 7.6xx 45,5+ 6. 0%x 13.5% 0.7%x 29.8+ 2,2%% 2541+ 349%x
400 ppm 36 8.98+  1.64%x 12,0+ 1.9%x 39.1% 5.9%x 44,1+ 4, 1xx 13.4+ 1.1 30.5% 1. 2%x 2458+ 486x%x
800 ppm 36 9.28+ 1.52% 12.2+ 1.8%x 40,0k 5.4x%x 43.6% 3.5%x 13.2+ 0.7xx 30.4% 1.2%% 2565 +% 369xx

Significant difference 5 * : P = 0.05 *x ¢ P = 0.01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0287
ANIMAL  : MOUSE GCrj:BDF1
MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX : MALE REPORT TYPE : Al PAGE ¢ 2
Group Name NO. of WBC Differential WBC (%)
Animals 103/pe N-BAND N-SEG EOSINO BASO MONO LYMPHO OTHERS
Controt 36 3.564+ 1.78 1+ 3 32+ 15 1+ 1 0t 4t 60+ 17 2% 2
200 ppm 31 4,10+ 1.95 2+ 3x 3Bt 13 [1=3 1xx 0t 3k 55+ 15 3% 2%
400 ppm 36 10.05% 42.85 2+ 2 37+ 15 0k Oxx 0t 3% 52+ 15 7+ 12
800 ppm 38 2,87+ 1.18 2+ 2 37k 12 0k O%x 0t 3+ 54+ 12 4+ 2%%
Significant difference 5 * : P = 0.05 ** ¢ P 5 0,01 Test of Duett

(HCLO70)

BAIS3






STUDY NO. : 0297
ANINAL

+ MOUSE Crj:BDF1
MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPCRT TYPE : Al PAGE: 3
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT HCV MCH HCHC PLATELET
Animals 108/ g/d8 % £fe pg g/de 103/
Control 29 8.59+ 1.08 13.7+ 1.6 4,0% 4.5 46.0% 1.7 14.3+ 0.8 31.2% 0.7 982+ 426
200 pom 28 9.70+ 1.68 13.1+ 2.2 42.9% 6.4 44,64 2.2% 13.5% 0.5%x 30.44 1.0%x 1646+ 412%x
400 ppm 21 9,16+ 2.01 12.1+ 2.4% 40.3% 7.6 44,5+ 4,2%x% 13.3% 0.9%x 30.0k 0.9%x 1816+ B528%*
800 ppm 20 10.01+  0.83 13.0+ 1.0 42.5% 3.3 42.6% 2. 1%% 13.0+ 0.5%x 30.5% 0.7% 2080+ 417%%
Sionificant difference 5 * : P = 0.05 ** : P =5 0,01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0287

ANIMAL ¢ MOUSE Grj:BDF1

MEASURE. TIME : 1
SEX : FEMALE

REPORT TYPE : Al

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

PAGE : 4

Growp Name NO. of WBC Differential WBC (%)
Animals 103/ue N-BAND N-SEG EOSINO BASO HONO LYMPHO OTHERS
Control 29 3.28% 4.54 2+ 3 34+ 15 1+ 2 0t 4% 514 18 8+ 10
200 ppm 28 6.654+ 13.48 2+ 2 43+ 20 0t Ok 0% 3t 39t 15%% 14+ 23
400 ppm 21 2.87+ 1.58 3% 3 50+ 15%x 0 Ok 0t 3% 394 14x 5+ 4
800 ppm 20 1.66%+ 1.13 3+ 3 53+ 15%k 0 Ok 0k 3t 38+ 14x 3+ 3
Significant difference 5 x : P = 0,05 *x : P 5 0.01 Test of Dunnett

(HCLO70)

BAIS3






STUDY NO. : 0297

ANIMAL  : MOUSE Crj:BDF1

MEASURE. TIME : 1

SEX : MALE REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

PAGE ¢ 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g /42 g /44 ng/d4 ng/d# ng/d2 ng,/d4
Control 36 5.0+ 0.4 2.7+ 0.2 1.1+ 0.1 0,16+ 0.06 185+ 47 104:& 29 54+ 20
200 ppm 31 5.3% 0.4%x 2.8% 0.2 1.1+ 0.1 0.194+ 0.13 175& 36 230t 5%k 81+ 37%%
400 ppm 3% 5.6k 0.7*x 2.9+ 0.3%x 1.1+ 0.1 0.18+ 0.15 150% 39%x 282+ 103*x 65k 32
800 ppm 37 5.94& 0.4xx 3.1+ 0.3xx 1.1% 0.1 0.22%+  0.08%x 150+ 34xx 374% Boxx 56+ 28.
Sionificant difference 5 * : P = 0.05 ** ¢ P = 0.01 Test of Dumnett

(HCLO74)

BAISS3



STUDY NO. = 0287 BIOCHENISTRY (SUMKARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANINALS (105W)
MEASURE. TIXE : 1
SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of GOT GPT LbH ALP CPK UREA NITROGEN SODIUX
Animals 1U/48 1IU/8 IU/8 1u/¢ 1U/2 ng,/ d4 mEq,/ &
Control 35 107% 185 51+ 93 415% 875 145% 61 68 81 26.51% 18.0 154+ 4
200 ppm 31 561+ 592%x 501+ 469%x 4558%  10237*x 641+ 873%x 82+ b54x% 25.5+% 4.6 153+ 2
400 ppm 35 553+ 535*x 668+ T37xx 34971 10744%x 7+ T23xx 108+ Tk 32.8% 14.3xx 153+ 2
800 ppm 37 731+ 321*xx 829+ 359%x 2115+ 1062+ 12094 T06x* 155+ 118%x 29.8+ 4,8%x 153+ 2
Sienificant difference 5 * : P = 0.05 *x 1 P = 0,01 Test of Dumnett

(HCLO74) BAIS3



STUDY NO. : 0297
ANIMAL @ MOUSE Crj:BDF1
MEASURE. TI¥E : 1

BIOCHEMISTRY (SUMMARY)
ALL ANINALS (105%)

SEX : MALE REPORT TYPE : Al PAGE: 3
Group Name NO. of POTASSIUN CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals mEq/ 0 mEq/ § ng/ df ng/ d#

Control 36 4.3% 0.5 1256% 8.84% 0.3 8.6+ 1.6
200 ppm 31 3.9+ 0.3%x 124% 9.2+ 0.4%x 8.14 0.8
400 ppm 35 3.9+ 0.6xx 124+ 9.4+ 0.5%x 6.5+ 1.0
800 ppm 37 3.9% 0.4x%x 124+ 9.8+ 0.3%x 6.9+ 0.8

Significant difference ¢ * : P = 0.05 *x I P = 0.01 Test of Dunnett

(HCLO74)

BAIS3






STUDY NO. : 0297
ANINAL

: MOUSE Crj:BDF1

BIOCHEXISTRY (SUMMARY)
ALL ANIMALS (105W)

MEASURE. TIXE : 1

SEX : FEMALE REPORT TYPE : Al PAGE ¢ 4
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE

Animals g/d4 g/d8 ng//d4 ng/ ¢ g,/ d4 ng//d4

Control 29 5.0k 0.7 2.6t 0.3 1.1% 0.2 0.17+  0.11 1294 31 78+ 49 42+ 28

200 ppm 28 6.1+ 0.6%x 3.2% 0.2%x 1.1+ 0.1 0,256+ 0.12% 142+ 53 252+ 111%% 60t 46

400 ppm 20 6.2+t 0.8%x 3.3% 0.4%% 1.1% 0.1 0.83%  0.12%x 93k 50 3604 87*% 54+ 21

800 ppm 19 6.1% 0.6%x 3.3% 0.4%x 1.2% 0.1 0.34%  0.15%* 120+ 60 504k 177%x 87+ 51

Significant difference 5 *: P = 0.05 ** ! P = 0.01 Test of Dunnett

(HCLO74)

BAIS3



STUDY NO. : 0297
ANIMAL  : MOUSE Crj:BDF1
HEASURE, TIME : 1

BIOCHEISTRY (SUMMARY)
ALL ANIYALS (105W)

GPT

U/

LDH
IU/8

ALP

IU/8

SEX : FEMALE REPORT TYPE : Al
Group Name NO. of GOT

Animals 1U/8
Control 29 411+ 1286
200 ppm 28 991+ B845%x
400 ppm 20 1981  1156%x
800 pom 19 17481  1375%x

189+

781k

1748+

1289k

411

544xx

1060%x

858+x

847+t 1984

3588+  3204xx

8452+  B066¥*

3289t  2236**

213+

1098+

2116k

2168+

Significant difference 5 * : P = 0.05

* ! P = 0,01

Test of Dunnett

(HCL0O74)

BAIS3



STUDY NO. : 0287 BIOCHEMISTRY (SUMMARY)

ANIMAL  : MOUSE Crj:BDF1 ) ALL ANINALS (105W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE: 6
Group Name NO. of POTASSIUN CHLORIDE CALCIUY INORGANIC PHOSPHORUS
Animals mEq/ & mEq/ 0 ng/d¢ ng/d¢

Control 29 4.2k 0.5 126+ 3 g.1% 0.6 6.3t 0.9
200 ppm 28 4,0% 0.8 123% 4 10.3+ 0.9%x 7.1% 1.8
400 ppm 20 4.6+ 0.7 122+ 4x 10.3% 0.6%x 7.2+ 1.1%x
800 ppm 19 4,5+ 0.6 120+ 3wk 10.2% 0.4%x 7.1+ 0.7*x

Sienificant difference 5 * : P = 0.05 ** P S 0.01 Test of Dunnett
(HCLO74) BAIS3






STUDY NO. : 0297 URINALYSIS

ANIMAL : MOUSE Crj:BDF1

MEASURE. TIXE : 1

SEX : MALE REPORT TYPE : Al PAGE : 1

Group Name NO. of pli Protein Glucoss, Ketone body Oceult blood

Animals 5.0 6.0 6.5 7.0 7.5 8.0 8.5 CHI — 4 + 2+ 3+ 4+ CHl — & + 2+ 3+ 4+ CHI - £ + 2+ 3+ 4+ CHI — X + 2+ 3+ CHI

Control 37 0 2 4 5 10 14 2 0 133 300 37 00 0 00 729 01 0 0 34 1 2 00

200 ppm 33 0 2 3 7 1 10 0 0 523 410 3 0 0 000 1021 2 0 0 ¢ 32 0 0 0 1

400 pom 38 0 3 3 4 4 17 7 01815 4 1 0 == 38 000 0 0 1817 2 0 0 0 xx 38 0 0 00

800 pom 41 0 2 7 2 5 20 5 32214 1 0 1 = 41 0 0 0 0 O 2813 0 0 0 0 %« 331 0 01
Sienificant difference x: P = 0.05 **x 1 P S 0.01 Test of CHI SQUARE

(HCL101)

BAIS3



STUDY NO. : 0297
ANINAL  : MOUSE Crj:BDF1
MEASURE. TIME : 1

URINALYSIS

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

Controt 37 37 00 00

200 ppm 33 3 0000

400 ppm 38 38 0 0 00

800 ppm 41 41 0 0 0 ¢

Significant difference * P = 0.05 *>* : P = 0,01 Test of CHI SQUARE

(HCL101)

BAIS3






STUDY NO. : 0297 URINALYSIS

ANIMAL = NOUSE Crj:BDF1

MEASURE. THME ¢ 1

SEX : FEMALE REPORT TYPE : Al PAGE : 3

Group Name NO. of pH Protein________ Glucose______ Ketone body Occult blood

Animals 5.0 6.0 8.5 7.0 7.5 8.0 8.5 CHI — & + 2+ 3+ 4+ CHI — £ + 2+ 3+ 4+ CHI — £ + 2+ 3+ 4+ CHI — £ + 2+ 3+ CHI

Controt 28 0o 0 4 12 4 0 0 317 6 1 28 00 0 00 1012 5 1 0 0 251 011

200 ppm 31 0 5 3 14 2 4 0 21213 3 31 000 0090 1113 6 1 0 ¢ 25 21 21

400 ppm 21 0 3 4 4 4 0 0 2 8 9 2 21 0 0 0 0 0 9 83000 201 000

800 ppm 23 6 3 3 8 6 2 «x 0 86 5 4 x 23 0 0 0 00 1076 000 2011 01
Sionificant difference x: P = 0.056 *x 1 P < 0.01 Test of CHI SQUARE

(HCL101)

BAIS3



STUDY NO. : 0297
ANIMAL < MOUSE Crj:BDF1
MEASURE. TIME : 1

URINALYSIS

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

Control 28 28 0 0 0 0

200 ppm 31 3106000

400 ppm 21 21 0 0 0 O

800 ppm 23 23 00 00

Significant difference x: P < 0.05 ** ¢ P = 0,01 Test of CHI SQUARE

(HCL101)

BAIS3






STUDY NO.

: 0287

GROSS FINDINGS (SUMMARY)

ANTHAL : MOUSE Crj:BDF1 ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : NALE PAGE : 1
Group Name Control 200 ppm 400 ppm 800 ppn
Organ____ Findings ¥O. of Animals 50 (%) 50 (%) 48 (%) 50 (%)
skin/app nodule 0 (0 1 (2 0 (0 0 C o0
erosion 1 (2 0 (o 00 0o (0
thick 0 (0 1 (2 0 (O 0o
scab 0 (0 0 (0 2 (4 0 (0
subcutis edema 1 (2 1 {2 1 (2 0 (0
mass 3 (8 1 (2 0 (0 1 (2
nasat cauit  nodule 0 (0 0 (0 0 (0 1 (2
lung white zone 1 (2 o (0 0 (0 1 (2
red zone 1 (2 0 (0 0 (0 0 (0
nodule 8 (186) 11 (22 8 (16) 11 (22
tymeh node enlarged 4 (8 3 (8 3 (8 5 (10
splesn entarged 4 (8 5 {10) 6 (12) 3 (8
thite zone 0 (0 0 (0 0 (0 1 {2
black zone 2 (4 0 (0 0 (0 2 (9
nodute 1 (2 1 (2 2 (4 0 (0
deformed 0 (0 0 (0 0 (0 1 (2
accentuation of uhite pulp 1 (2 0o 2 (4 o o0
heart vhite zone 0 (0 0 (0 1 (2 0 (0
nodule 0 (0 0 (0 1 (2 0 (0
salivary gl nodute ¢ (0 1 (2 0 (0 o (0
forestomach  nodule 1 (2 0 (0 0 (0 0 (0
gl stomach thick 0 (0 2 (4 0 (0 oo
(HPT080) BAIS3



STUDY NO.

: 0297

GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE Crj:BDFI ALL ANIHALS (0-105H)
REPORT TYPE : Al
SEX : NALE PAGE : 2
Group Name Controt 200 ppm 400 ppm 800 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 49 (%) 50 (%)
stomach nodule 0 (0 1 (2 0 (0 0 (o0
ulcer 0 (0 0 (0 1 (2 0 (0
small intes  nodule 1 (2 1 (2 2 (8 1 (2
Liver enlarged 0 (0 1 (2 0 (0 1 (2
uhite zone 2 (4 3 (8 1 (2 1 (2
red zone 0 (0 0 (0 0 (0 1 (2
nodule 14 (28 44 (88) 48 (98) 48 ( 96)
mass 1 (2 0 (0 0 (0 0 (0
oyst 0 (0 1 (2 00 0 (o0
pancreas rodule 1 (2 0 (0 2 (4 0 (0
kidney nodule 0 (0 1 (2 1 (2 1 (2
deformed 1 (2 0 (0 0 (0 0 (0
hydronephrosis 2 (4 1 (2 3 (8 1 (2
urin bladd urine:marked retention 1 (2 3 (8 1 (2 1 (2
thyroid enlarged 0 (0 00 0 (0 1 (2
testis nodute 0 (0 0 (0 1 (2 1 (2
adhesion 1 (2 0 (0 0 (0 0 (0
spididymis nodule 0 (0 0 (0 1 (2 0 (0
semin ves achesion 1 (2 0 (0 0 (0 0 (0
brain nodule 0 (0 1 (2 0 (0 0 (0
mass 0o 1 (2 0 (0 0 (0
eye white 0 (0 1 (2 1 (2 1 (2
(HPT080)

BAISS



STUDY NO.

2 0297

GROSS FINDINGS (SUMMARY)

ANTHAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE : 3
Group Name Controt 200 ppm 400 ppm 800 pon
Organ, Findings N0. of Animals 50 (%) 50 (%) 48 (%) 50 (%)
Harder gl entarged 0 (0 2 (4 1 (2 1 (2
nodule 1 (2 1 (2 0 C0 2 (4
mediastirum  mass 00 0 (o 1 (2 0 (”
peritoneun nodute 0 (0 o (0 0o 1 (2
thick 0 (o0 0 (0 o (0 1 (2
abdominal ¢ hemorrhage 1 (2 1 (2 3 (8 3 (8
ascites 1 (2 1 (2 1 (2 0 (0
thoracic ca  hemorrhase 0 (0 0 (o 1 (2 0 (0
pleural fluid 2 (4 1 (2 3 (8 0 (0
other enlarged 1 (2 0 (0 0 (0 0 (0
rodule 0 (0 1 (2 o (0 0 (0
mass 0 (0 1 (2 0 (0 0 (0
tai L:nodute ¢ (0 0 ¢ 0 1 (2 0 (0
hindLimb:nodule 0 (0 0 (0 1 (2 0 (0
nose:nodute 0 (0 0 (0 ) 1 (2
(HPT080) BAIS3




APPENDIX G2
GROSS FINDINGS: SUMMARY, MOUSE: MALE: DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.

: 0297

GROSS FINDINGS (SUMMARY)

ANIMAL : HOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-108W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Contral 200 ppm 400 pom 800 ppm
Organ_____ Findinos NO. of Animals 13 (%) 17 (%) 12 (%) 10 {%)
skin/app nodule 0 (0 1 (8 0 (0 0 (0
thick 0 (0 1 ( 6) 0 (0 0 (0
scab 0 (0 0 (0 1 (8 0 (0
stbeutis edema 1 (8 1 ( 8) 1 {8 0 (0
mass 2 (15) 1 ( 8) 0 (0 0 (0
lug white zone 1 (8 0 Co 0 (0 0 (0
red zone 1 (8 0 (0 0 (0 0 (0
nodule 2 (15) 1 (8 4 (33 2 (20
Lymoh node entargsd 1 (8 2 (12 1 (8 1 (10
splesn enlarged 2 (15) 2 (12) 2 (17) 1 (10
nodule 1 (8 0 (0 0 (0 0 (0
deformed 0 (0 0 (0 0 (0 1 (10
accentuation of white pulp 0 (0 0 (0 1 (8 0 (0
heart nodule 0 (0 0 €0 1 (8 00
salivary gl nodule 0 (0 1 (8 00 00
sl stomach thick 0 (0 2 (12) 0 (0 0 (0
stomach rodute 0 (0 1 (8 0 (0 0 (0
uleer 0 (0 0 (0 1 (8 0 (0
small intes  nodute 0 (0 1 (8 0 { 0 0 (0
Liver entarged o (0 1 (8 0 (0 1 (10
white zone 1 (8 3 (18) 1 (8 1 (10
nodute 5 (38) 12 (7 12 (100) 8 (80
(HPT080) BAIS3



STUDY NO.

: 0297

GROSS FINDINGS (SUMMARY)

ANTHAL : HOUSE Crj:BDFL DEAD AND HORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Controt 200 ppn 400 ppm 800 ppm
Organ_____ Findings ¥0. of Animals 13 (%) 17 (%) 12 (%) 10 (%)
Liver mass 1 (8 0 (0 0 (0 0 (0
pancreas nodule 1 (8 0 (0 1 (8 0 (0
Kidney nodule 0 (0 1 (8 00 0 (0
hydronephrosis 1 (8 0 (0 0 (0 1 (10
urin bladd urinetmarked retention 1 (8 3 (18) 1 (8 1 (10
thyroid entarged 0 (0 0 (0 0 (0 1 (10
testis nodule )] 0 (0 0 (0 1 (10
adhesion 1 (8 0 (0 0 (0 0 (0
brain nodule 0 (0 1 (86 0 (0 00
mass 0 (0 1 (8 0 (0 o (0
Harder ol nodule 1 (8 1 (8 0 €0 1 (10
mediastinm ~ mass 0 (0 0 (0 1 (8 0 (0
peri toneum nodute 0 (0 0 (0 0 (0 1 (10
thick 0 (0 6 (0 0 (0 1 (10
abdominal ¢ hemorrhage 1 (8 1 (8 3 (25) 2 (20
ascites 1 (8 1 (8 1 (8 o (0
thoracic ca  hemorrhage 0 (0 0 (0 1 (8 0 (o0
pleural fluid 1 (8 1 (8 3 (25) 0 (0
other enlarged 1 (8 0 (0 0 (0 0 (0
nodule 0 (0 1 (8 0 (0 0 (0
mass 0 (0 1 (8 0 (0 0o (0
taiL:nodule 0 (0 00 1 (8 0 C0
(HPT080) BAIS3



STUDY NO. : 0297

GROSS FINDINGS (SUMMARY)

ANINAL : HOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : NALE PAGE: 3
Group Name Cortrol 200 ppm 400 ppm 800 ppm

Organ Findings, NO. of Animals 13 (%) 17 (%) 12 (%) 10 (%)

other hindLimb:nodule 0 (0 0 (0 1 (8 0 (0

(HPT080) BAIS3



APPENDIX G3
GROSS FINDINGS: SUMMARY, MOUSE: MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY ¥O.  : 0297 GROSS FINDINGS (SUMMARY)
ANTHAL : NOUSE Crj:BDFL SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 200 ppm 400 ppi 800 ppm
Organ Findings NO. of Animals 37 (%) 33 (%) 37 (%) 40 (%)
skinfapp erosion 1 (3 0 (0 0 (0 0 (0
scab 0 (0 0 (0 1 (3 0 (0
subcutis mass 1 (3 ¢ (0 0 (0 108
nasal cavit  nodule 0 C 0 0 (0 0 (0 1 (9
lung white zone o (0 0 (0 0 (0 1 (3
nodule 6 (18 10 (30 4 (11 9 (23
Lymoh node enlarged 3 (8 1 {3 2 ( 5 4 (10
spleen enlarged 2 (9 3 (9 4 (11 2 (5
white zone 0 (0 0 (0 0 (0 1 (3
black zone 2 (5 0 (o0 0 (0 2 (5
nodute 0 (0 1 (3 2 (5 0 (0
accentuation of white pulp 1 (3 0 (0 1 (3 0 (0
heart white zone 0 (0 0 (o 1 (9 0 (0
forestomach nodule 1 (3 0 (0 0 (0 0 (0
small intes  nodule 1 (3 0 (0 2 (5 1 (3
Liver white zone 1 (3 0 (o 0 (0 0 (0
red zone 0 (0 0 (0 o (0 1 (3
nodule 8 (20 32 (97 % (97 40 (100)
cyst 0 (0 1 {3 0 (0 0 (0
pancreas nocle 0 (0 0 (0 1 (3 )
kidney nodule 0 (o 00 1 (3 1 (3
deformed 1 (3 0 (0 o (0 0 (0
(HPT080)

BAIS3



STUDY NO. = 0297 GROSS FINDINGS (SUMMARY)
ANINAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Control
Organ_____ Findings, NO. of Animals 37 (%) 33 (%) 37 (%) 40 (%)
kidney hydronephrosis 1 (93 3) 8) 0
testis nodule 0 (0 0 3) 0
epididynis nodute 0 (o 0 3) 0
semin ves adhesion 1 (3 0) 0) 0)
eye white 0 (0 3) 3) 3)
Harder gt enlarged 0 (0 6) 3) 3)
rodule 0 (0 0 0 3)
abdominal ¢ hemorrhage (! 0 0 3)
thoracic ca pleural fluid 1 (3 0) 0) 0)
other nose:nodule 0 (0 0) 0) 3)
(HPT080) BAIS3






STUBY NO.  : 0297 GROSS FINDINGS (SUMNARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Control 200 ppm 400 ppm 800 ppm
Organ, Firdinos NO. of Animals 49 (%) 50 (%) 50 (%) 49 (%)
skin/app nodule 0 (0 1 (2 1 (2 0 (0
Stbeutis edema 6 (12) 5 (10 3 (8 0 (0
mass 2 (8 3 (8 0 (0 1 (2
tung enlarged 0 (0 1 (2 0 (o 0o
red 1 (2 0 (0 0 (0 1 (2
uhite zone 0 (0 2 (4 1 (2 1 (2
red zone 1 (2 00 0 Co0 0 (0
nodule 4 (8 5 (10) 8 (16) 8 (18)
adhesion 0 (0 0 (o 0o 1 (2
tymeh node enlarged 8 (18 11 (22 5 (10) 2 (4
adhesion 0 (o Q0 o (o 1 (2
thymus enlarged 0 (0 1 (2 1 (2 0 (0
nodule 1 (2 00 0 (0 0 (0
splesn enlarged 7 (14) 9 (18) 13 { 26) 3 (8
uhite zone 1 (2 0 (0 1 (2 0 (0
nodule 1 (2 0 (0 1 (2 2 (49
heart uhite zone 1 (2 0 (0 0 (0 0 (0
small intes  nodule 0o 0 (0 L (2 0 (0
dilated 1 (2 0 (0 0 (o0 0o
large intes dilated 1 (2 0 (0 0 (0 0 (0
Liver entarged 8 (12) 3 (8 5 (10 1 (2
white zone 4 (8 2 (8 4 (8 3 (8
(HPTOBO)

BAIS3



STUDY NO.

¢ 0297

GROSS FINDINGS (SUMMARY)

ANINAL : HOUSE Crj:BDF1 ALL ANIMALS (0~1085W)
REPORT TYPE : Al
SEX : FEMALE PAGE: 5
Group Name Cantrol 200 ppm 400 ppm 800 ppm
Ogan___ Findings N0. of Animals 49 (%) 50 (%) 50 (%) 49 (%)
Liver red zone 4 (8 0 (0 1 (2 1 ( 2)
nodule 12 (24) 46 {92 42 (84) 43 { 89)
roush 0 (0 2 (9 0 (0 0 (0
nodular 1 (2 1 (2 3 (8 3 (8
achesion 0 (o 0 (o 2 (8 0 (o0
pancreas nodute 0 (0 1 (2 2 (49 00
kidney enlarged 2 (9 0 (0 0 (0 1 (2
uhite zone 1 (2 2 (9 ¢ (0 0 (0
nodule 1 (2 0 (0 1 (2 1 (2
hydronephvosis 3 (8 0 0 2 (9 1 (2
urin bladd urine:marked retention 2 (4 0 (0 0 (0 0 0
pituitary enlarged 5 (10) 1 (2 4 (8 0 (0
red zone ¢ (0 1 {2 1 (2 00
black zone 0 (0 1 (2 O 0 (o
nodule 2 (4 7 (14) 2 (4 0 (0
ovary enlarged 4 (8 6 (12) 6 (12) 1 (2
oyst 1 (22 4 (8 4 (8 2 (4
uterus nodule 8 (16) 14 (28) 7 (14) 5 (10
vagina nodule 0 (0 0 (0 1 (2 0 (0
brain red zone 0 (0 0 (0 1 (2 00
nodule 0 (0 0 (0 0 (0 2 (4
spimal cord  nodule 0 (0 0 (0 0 (0 1 (2
(HPT080) BAIS3



STUDY NO.

+ 0297

GROSS FINDINGS (SUMMARY)

ANTHAL : HOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE: 6
Group Name Control 200 ppn 400 pon 800 ppm
Organ Findings X0. of Animals 48 (%) 50 (%) 50 (%) 48 (%)
eye nodute 1 (2 0 (0 0 (0 00
absence 0 (0 00 0 (0 1 (2
Harder gl enlarged 0 (o0 0 (0 0 (0 1 (2
nodule 0 {0 1 (2 1 (2 2 (9
muscle nodule 0 (o 1 (2 0 (0 0 (0
pleura mass 0 (o 0 (0 1 (2 0 (0
mediastirum  mass 2 (9 0 (0 ) )]
peritoneum nodule 1 (2 0 (0 0 (0 00
mass 0 (0 3 (8 1 (2 0 (0
thick 1 (2 0 (0 0 (0 00
sbdominal ¢ hemorrhage 3 (86 3 (86 3 (8 4 (8
ascites 6 (12) 5 (10 3 (8 0 (0
thoracic ca hemorrhage 0 (0 0 (0 1 (2 1 (2
pleural fluid 6 (12) 5 (10 4 ( 8 0 (0
other nose:nodule 1 (2 0 (o 0 (0 0 (0
(HPT080)

BAIS3



APPENDIX G5
GROSS FINDINGS: SUMMARY, MOUSE: FEMALE: DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.

¢ 0297

GROSS FINDINGS (SUMMARY)

ANTHAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0~105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Cantrot 200 ppm 400 ppm 800 ppm
Organ______ Findings NO. of Animats 20 (%) 20 (%) 29 (%) 27 (%)
subeutis edema 6 (30 5 (28 3 (10 0 (0
mass 1 (5 0 (o0 0 (0 1 (4
lung enlarged 0w 1 (5 0 (0 60 (0
red 1 (5 0 (0 o (o0 1 (4
white zone 0 (0 2 ( 10) 1 (9 1 (9
nodute 0 (0 1 (5 5 (17) 3 (1)
adhesion 0 (0 0 (0 00 1 (4
Lymoh node enlarged 4 (20 6 (30 5 (17) 2 (7
achesion 0 (0 00 00 1 (9
thynus enlarged Q) 1 (5 1 (3 0 (0
nodule 1 (5 0 (0 00 0 (0
spleen enlarged 3 (19 3 (13 8 (31 2 (D
white zone 0 (0 0 (0 1 (3 0 (0
nodute 0 (0 0 (0 1 (3 1 (4
heart white zone 1 (8 0 (0 0 (0 0 (0
small intes  nodule 0 (0 0 (0 L (3 0 (0
dilated 1 (8 0 (0 0 (o 0 (0
large intes  dilated 1 (9 0 (0 0 (0 0 (0
Liver enlarged 6 (30 2 (10 5 (17) 1 (4
white zone 4 (20 2 (10 4 (149) 3 (1)
red zone 0 (0 0 (0 1 (3 1 (8
nodule 2 (10 18 (80) 21 (72) 21 (78)
(HPT080) BAIS3



STUDY ¥O. : 0297 GROSS FINDINGS (SUMMARY)
ANTMAL : MOUSE Crj:BDF1 DEAD AND NORIBUND ANIMALS (0~105W)
REPORT TYPE : Al
SEX : FENALE PAGE: 5
Group Name Control 200 ppm 400 ppm 800 pem
Organ Findines NO. of Animals 20 (%) 20 (%) 28 (%) 27 (%)
Liver roush 0 (0 2 (10) 0 (0 0 (0
nodutar 1 ( 5) 1 (5) 3 (10) 3 (1
adhesion 0 (0 0 (0 2 (7 o (0
pancreas nodule 6 (0 0 (0 2 (7 0 (0
kidhey entarged 1 (5) 0 (0 ) 1 (4
white zone 1 (8 1 (5 0 (o 0 (0
nodule 1 (5 0 (o 1 (3 1 (4
hydronephrosis 2 (10) 0 (0 1 (9 1 {4
urin bladd urine:marked retention 2 (10 0 (0 00 0 (0
pituitary entarged 1 ( 5) 1 (8 1 (3 )
red zone 0 (0 0 (0 1 (9 0 (0
black zone 0 (0 1 (9 0 (0 0 (0
nodule 0 (0 2 {10 1 (3 0 (0
ouary enlarged 4 (20 6 (30 4 (14) 1 (49
oyst 1 (5 0 (0 1 (9 00
uterus nodule 6 (30) 7 (35) 6 (21) 4 (18)
brain red zone 0 (0 0 (0 1 (3 0 (0
nacle 0 (0 0 (0 0 (0 2 (D
spinal cord  nodule 0 (0 0 (0 0 (0 1 (4
Harder al enlarged 0 (0 0 (0 0 (0 1 (9
nodule 0 (0 0 (0 0 (0 2 (7
pleura mass 0 (0 0 (0 1 (3 0 (0
{HPT080)

BAIS3



STUDY NO.

: 0297

GROSS FINDINGS (SUMMARY)

ANTMAL * MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 6
Group Name Control 200 ppm 400 ppm 800 ppm
Organ______ Findings ¥0. of Animals 20 (%) 20 (%) 29 (%) 27 (%)
mediastinum  mass 2 (10 0 (0 0 (0 0 (0
peritoneun mass 0 (0 1 (8 1 (3 0 (0
thick 1 (5 0 (0 0 (0 ¢ (0
abdominal ¢ hemorrhage 3 (15) 3 (1) 3 (10 4 (15)
ascites 5 ( 25) 4 (20 3 (10) 0 (0
thoracic ca  hemorrhage 0 (0 0 (0 1 (3 1 (4
pleural fluid 6 (30) 4 (20 4 (14) 0 (0
other nose:nodule 1 (8 ¢ (0 0 (0 o (0
(HPT080) BAIS3



APPENDIX G6
GROSS FINDINGS: SUMMARY, MOUSE : FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0297 GROSS FINDINGS (SUMMARY)
ANIHAL : NOUSE Crj:BDF1 SACRIFICED ANTYALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name Control 200 ppn 400 ppn 800 pom
Organ Findings X0. of Animals 29 (%) 30 (%) 21 (%) 22 (%)
skin/app nadute 0 (0 1 (3 1 (95 0 (0
subcutis mass 1 (3 3 (10 0 (0 0 (0
tung red zone 1 (3 0 (0 0 (0 0 (0
nodule 4 (19 4 (139 3 (14) 5 (23)
Lymoh node enlarged 5 (17 5 (17) 0 (0 0 (0
spleen entarged 4 (18 8 (20 4 (19) 1 (5
white zone 1 (3 0 (0 0 (0 0 (0
nodute 1 (3 0 (0 0 (0 1 (5
Liver enlarged 0 (0 1 (3 0 (0 0 (o0
red zone 4 (14) 0 (0 0 (0 0 (0
nodule 10 (34 30 (100) 21 (100) 22 (100)
pancreas nodule 0 (0 1 (3 0 (0 0 (0
Kidney entarged 1 (3 0 (0 ) 0 (0
white zone 0 (0 1 (3 0 (0 0 (0
hydronephrosis 1 (3 0 (0 1 (5 0 (0
pituitary enlarged 4 (14) 0 (0 3 (14) 0 (0
red zone 0 (0 1 (3 0 (0 0 (0
nodule 2 (7 5 (17) 1 (5 ¢ (0
ovary entarged 0 (0 0 (0 2 (10 0 (0
oyst 10 (34) 4 (13) 3 (14) 2 (9
uterus nodule 2 (7 7 (29) 1 (8 1 (5
vagina nodule 0 (0 0 (0 1 (5 0 (0
(HPT080) BAIS3



STUDY NO.

+ 0297

GROSS FINDINGS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Control 200 ppm 400 ppm 800 ppm
Organ Findings NO. of Animals 29 (%) 30 (%) 21 (%) 22 (%)
aye nodule 1 {3 0 (0 0 (0 0 (0
absence 0 (0 0 (0 0 (0 1 ( 5)
Harder ot nodule 0 (0 1 (3 1 ( 8) o (0
muscle nodute 0 (0 1 (3 0 (o ¢ (0
per i toneum nodule 1 (3 0 (o 0 (0 0 (0
mass 0 (0 2 (7 0 (0 ¢ (0
abdominal ¢ ascites 1 (3 1 (3 0 (0 0 (0
thoracic ca pleural fluid 0 (0 1 (3 0 (0 0 (0
(HPTO080)

BAIS3






STUDY NO. : 0297
ANIMAL : MOUSE Crj:BDF1
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

SURVIVAL ANIMALS (105W)

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

Control 37 45,0 7.5 0.016+  0.004 0.212+  0.041 0.234%  0.024 0.248%+  0.072 0.685% 0.072
200 ppm 33 38.0+ 3.6 0.0144%  0.003 0.205+ 0.039 0.251+ 0,021 0,258+  0.097 1.0204+ 1.945
400 ppm 37 33.1% 3.1xx 0.0131+  0.004* 0.213+  0.088 0.233%  0.023 0.231+ 0.062 0.760  0.377
800 ppm 40 30.4% 2.3%x 0.012+  0.003%x 0.191+ 0.034 0.226+ 0.041 0.234+  0.045 0.634Lf  0.268x%x

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

(HCL040)

BAIS3



STUDY NO. : 0297
ANIMAL  : NOUSE Crj:BDF1
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 0.092+ 0.086 1.724+ 0,411 0.462+ 0,017
200 ppm 33 0.135+  0.105% 4,162+  2.421%x 0.467+ 0.018
400 ppm 37 0,170k  0.175%x 4,570+  2.441xx 0.453+  0.016%
800 ppm 40 0,130  0.140*x 5,406+  0,878xx 0.435+  0.017*x

Significant difference 3 x 1P = 0,05 ** : P = 0.01 Test of Dunnett

(HCLO40)

BAIS3






STUDY NO. : 0297

ORGAN WEIGHT:ABSOLUTE (SUNMARY)

ANINAL ¢ MOUSE Crj:BDF1 SURVIVAL ANINMALS (105W)

REPORT TYPE : Al

SEX : FEMALE

UNIT: g PAGE ¢ 3

Group Name NO. of Body Weight ADRENALS OVARIES HEART LUNGS KIDNEYS

Animals

Control 29 29.5+ 3.8 0.017%  0.004 0.070+  0.066 0,192+  0.028 0.256:1  0.047 0.524+ 0.135

200 ppm 30 28.3f 3.2 0.015+  0.003* 0.051+  0.090 0.209f  0.036% 0.251+  0.059 0.544%  0.064x

400 ppm 21 27.4+ 2.1 0.014+  0.003%x 0,106+  0,281%x 0.208%t  0,026% 0,260+  0.160 0.569+  0,088%x

800 ppm 22 23.9+ 2,0 0.013%  0.004*x 0.016+  0.011%x 0.186+ 0.018 0.235%  0.048 0,492+  0.058
Significant difference 3 *: P = 0.0 *>* P = 0,01 Test of Dunnett

(HCL040)

BAIS3



STUDY NO. : 0297

ANINAL : MOUSE Crj:BDF1

REPORT TYPE : Al

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

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

Control 29 0.190+ 0.169 1.570+  0.325 0.481%+ 0.044
200 ppm 30 0.318% 0,374 5.535%  2.582xx 0.4684%  0.023
400 ppm 21 0.208% 0,147 7.100%  1.288%x* 0,445+  0,023x%x
800 ppm 22 0.101F  0.073%x 5,671+  0.967*x 0.430%  0.013%x

Significant difference 3 * 1P =0.05 ** : P = 0,01 Test of Dumnett

(HCLO040)

BAIS3






STUDY NO. : 0297

ANIMAL ~ : MOUSE Crj:BDF1

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)
Control 37 45,0 7.5 0.035% 0.010 0.479+ 0.104 0,531+ 0.083 0.559% 0.154 1.570k 0.370
200 ppm 33 38.0x 3.6 0.036% 0.007 0.543+ 0.115 0.6664 0.070%x 0.686% 0,262+ 2.568% 4.344%x*
400 ppm 37 33.1% 3.1k 0.040% 0.012 0.6474 0,179%x 0.7074 0.070%x 0.705+ 0,232#* 2.332+ 1.306%*
800 ppm 40 30,4+ 2.3 0.0414 0.010% 0.629: 0,099%x 0,744+ 0,.127%x 0.776 1 0.174x%x

2.093% 0.940%x

Sianificant difference 3

* P = 0.05

* ! P < 0.01

Test of Dunnett

(HCL042)

BAIS3




STUDY NO. : 0297
ANIMAL  : NOUSE Crj:BDF1

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

REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE : 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals
Control 37 0.223% 0.263 3.9324 1.227 1.0604 0.208
200 ppm 33 0,365k 0.296%x 10.967% 6.096%x 1,243+ 0.131%
400 ppm 37 0.499% 0.463%x 18,726+ 6.251%x 1,378+ 0,137%x
800 pom 40 0.425% 0.455%x 17,7654 2.527%x 1.437% 0.106%x

Significant difference

* 1 P S 0.05 1 P 5 0.01

Test of Dunnett

(HCLO42)

BAIS3






STUDY NO. : 0297

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SURVIVAL ANIMALS (105%)

REPORT TYPE : Al

SEX : FEMALE

UNIT: % PAGE : 3

Grouwn Name NO. of Body Weight ADRENALS OVARIES HEART LUNGS KIDNEYS

Animals (g)

Control 28 29.5% 3.6 0.038% 0.013 0.236% 0.216 0.657+ 0.112 0.883% 0.219 1.792+ 0.446

200 ppm 30 28.9+ 3.2 0.052% 0.010 0.173+ 0.286 0.736+ 0.197 0.8694 0.178 1.897% 0.280

400 ppm 21 27.4%+ 2.1 0.049% 0.008 0.4021 1,077%x 0.7584 0,081%x 0.971% 0.708 2.076% 0.201%x

800 ppm 22 23.9+ 2.0%x 0.055% 0.015 0,069 0.045%x 0.7814 0,064x%x 0.9%64 0.264% 2.0603: 0.209%=%
Significant difference 3 *: P = 0.0 ** : P < 0,01 Test of Dunnett

(HCLO42)

BAIS3



STUDY NO. : 0287
ANINAL ¢ HOUSE Crj:BDF1
REPORT TYPE : Al

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

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

Control 29 0.649% 0.566 5.401% 1.364 1,687% 0.246
200 ppm 30 1.0421+ 1.107 18.8551 6,985%x 1.634+ 0,173
400 ppm 21 0.746+ 0.497 25,804+ 3,731xx 1.628% 0.116
800 pom 22 0,423+ 0.310 23.630% 3.033%x 1.808% 0,168«

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

(HCL042)

BAIS3



APPENDIX J1

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



STUDY NO.

+ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITMAL * MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 43 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findines, @ ® ® W @ & o O @ ® & & ® ®m ® ®
[Intesumentary system/appandags]
skin/app <500 <50> 49> <50>
ulcer 0 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(022000 (OO0 0BG B QI B Q)] (o0 (o0
hyperplasiatepidernis 0 0 0 i} 0 0 0 0 1 1 0 0 0 0 0 0
(oCon (0 (GO RGN NG B Q)] 2) (200 (GO RGN I Q) B Q)]
[Respiratory system]
nasal cavit <50> <50 <49> <500
epidermal cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(20000 (oconCn (o0 0o (0o (oo o0
eosinophilic change:olfactory epithelium 29 1 0 0 13 0 0 xx 2 1 0 0 %% 4 0 0 0 *x
(88 ( 2 (0 ( O (280 (0 (C0(0O a4 220000 (8ol
sosinophi Lic changetrespiratory epithelium 8 0 0 0 3 1 0 0 7 2 0 0 12 2 0 0
(B (0000 (82000 (W oo (20 (& C0) (0
respiratory metaplasiatolfactory epithelium 11 0 0 0 21 0 0 0 17 0 0 0 11 37 0 0 *x
(22 (00 (0 ( 0 (42 (0 (00 (88 (0 (o0 (0 (22) (19 ( 0 ( O
respiratory metaplasiatgland 4 2 0 0 16 10 0 0 *x 2 0 0 0 14 0 0 0 *
(8 (HC0C0 (82 (200 ( 0 ( O D000 (28 C 0 ( 0 ( 0
Grade 1 ¢ Slisht 2 : Noderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Nuwber of animals with lesion
(c) c:b/ax100

Significant difference

* 1P S 0.05

** ! P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ MOUSE Crj:BDF1 ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 2
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 439 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ O & W W ® &® @ @ & & O ® & & O
[Respiratory system]
nasal cavit <B60> <50> <49 <50
necrosisirespiratory epithelium 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(2200000 (0000 0Co (0o (20000
thickening of bone 0 0 0 0 0 0 0 0 0 0 0 0 41 3 0 0 xx
(00w (G I G ) I ) I Q)] ORI O R 1) BE Q)] (82) (6 (0 (00
lung <505 <50> <49 <50>
congestion 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(D00 (200000 OO0 (o0 (200000
hemorrhage 1 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0
(20000 (a0 ORI R ) B Q)] (000
edema 1 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(22000 (O RO ) B G ) I Q)] 02 (00 () B Q) B Q) B Q)|
thrombus 0 0 0 0 1 1 0 0 0 0 0 0 1 1 0 0
(OO0 (2202200 00 (0o (222000
inflammatory infiltration 1 1 0 0 0 0 0 0 2 0 0 0 3 0 0 0
(22022000 (ocoCo (0 HL0C0 o (00
granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (0 (0 22000000 Q) B Q) I Q) G )]
Grade 1 : Slight 2 ¢ M¥oderate 3 ¢ Marked 4 Severe
<a> a * Nurber of animals examined at the site
b b : Number of animals with lesion
(e¢) cib/a=*100

Significant difference :

* P < 0,05

** ¢ P < 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. @ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANIHAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 3
Group Name Control 200 ppm 400 ppm 800 prm
No. of Animals on Study 50 50 43 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ & o o ® O O W @ O o o @ & & o
[Respiratory systen]
lung <50> <50> 4% <60>
perivascular inflammation 1 0 0 0 0 1 0 0 3 0 0 0 2 1 0 0
(2200009 (2200 8 (0 (0 (0 (2000
accunutation of foamy cells 0 1 0 0 0 0 0 0 1 0 0 0 7 2 0 0 x
(02000 (o0 22000000 (0o
bronchiolar-alvealar cell hyperplasia 1 0 0 0 1 1 0 0 4 0 0 0 1 0 0 0
(22000 (2202000 YR BN ) B ) (2200000
hyperplasiatepithelium,alveolar duct 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (00 2) (0 (0 (0 (o0 lon
[Hematopoietic system]
bone marTow <50> <50> <49 <50>
necrosis:focal 1 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
(2200000 (0220000 0 C o0 (o (2200000
accumulation of foamy cells 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (OO0 200000 (OO0 (o0
myelofibrosis 0 1 0 0 0 2 0 0 0 1 0 0 1 1 0 0
(o200 (000 0200 (22000
Grade 1 : Slisht 2 : Moderate 3 ¢ Marked 4 Severe
{a> a * Number of animals examined at the site
b b : Number of animals with Llesion
(c) ctb/ax100
Sianificant difference 3 *:P=0.05 ** : P S 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 43 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 o
[Hematopoietic system)
bone marrow <50 <50> <49 <50>
erythropoiesis: increased 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
oo (oo (220000 H 0000 0o (00
hyperplasiatvascular 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(o (00 QOB G 1) G ) I Q)] 2200000 0OC20C0 0
Lymph node <500 <50> <49 <GB0
hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (22000 ORI B ) BN G ) D) I Q) I )]
mastcsll hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(020000 (0000 00000 R ) BRI 1) B Q)]
Lymphadenitis 0 0 ¢ 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (0 (000 000 2) (0 (00
folticular hyperplasia 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
(0000 (O (o0 02000 22000
spleen <50 <50> <49 <B0>
atrophy 1 0 0 0 2 1 0 0 1 0 0 0 1 2 0 0
(220000 (2000 (000 29000
Grade 1 ¢ Slight 2 : Moderate 3 3 Marked 4t Severe
<a> a : Number of animals examined at the site
b b ¢ Nurber of animals with lesion
(c) ¢:b/ax100
Significant difference * 1 PS0.05 *:P =0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. ¢ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: b
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ®» ® & & ® ® & W @ & ® O @ & W O
[Hematopoistic system]
spleen <500 <B0> <UD <50>
angiectasis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o (000 (G I G ) B ) B Q)] 020 (o0 (GO B Q) B Q) I Q)]
deposit of melanin 2 0 0 0 0 4] 0 0 1 0 0 0 2 0 0 0
(D00 (OO0 200000 (D00
extramedullary hematopoiesis 2 0 1 0 g 6 3 0 *x 4 5 3 0 x 10 4 2 0 *x
(920 (18 (12) ( 8 ( 0 8 (10 ( 6 ( 0 (200 ( & ( (0
hyperplasiatvascular 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(00 (00 0 Co (0o (000
follicular hyperplasia 5 2 0 0 3 0 0 0 3 5 1 0 2 0 0 0
(10900 (8000 6) (10) ( 2) ( 0 (o0
[Circulatory system]
heart <50> <50> AU <50
‘thrombus 0 0 0 0 0 1 0 0 0 1 0 0 1 0 0 0
(000 (o200 020 o0 G200 o0
mineralization 0 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(o0 (0 (OO0 o0 2) (000 (0o
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severse
<a> a * Number of animals examined at the site
b b : Number of animals with Llesion
(c) c:b/a%100
Sisnificant difference ¥:P =006 %:P <0001 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANTHMAL

¢ 0297
: MOUSE Crj:BDF1
REPORT TYPE : Al

SEX ¢ MALE

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ALL ANINALS (0-105%)

PAGE: 6
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ W & W ® & & ® W @ & o @ & ® O
[Circulatory system]
heart <50> <50> <49 <500
infLammatory cell nest 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(o0 (o0 (22000 (000 (a0
arteritis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 4} 0
(o200 Q) B QI ) B Q) B Q)| (00 (0o
[Digestive system]
tooth <50 <50> <49> <50>
dysplasia 14 1 0 0 18 2 0 0 23 0 0 0 7 0 0 0
(28) ( 20 ( OO ( O (s (400 (an (00 (1 000
Tonoue <50> <50> <49> <60>
arteritis 0 1 0 0 0 1 0 0 0 0 0 0 0 [} 0 0
(2200 (022000 (o0 (0000
salivary gl <50 <50> <49> <50>
Lymphocytic infiltration 35 0 0 0 33 1 0 0 38 0 0 0 27 0 0 0
(7 (000 (66) ( 20 (C (0 (1 (000 () C 0 ( O ( O
stomach <50> <50> <49 <B0>
mineratization 1 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
(200000 (O G I ) B Q)] (GO BEG ) I G BG) 0ol
Grade 1 : Slisht 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*100

Significant difference 3

* ! P =0.05

*x 1 P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 7
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 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 o @ & ® o
[Digestive system]
stomach <500 <60> 4D <60>
arteritis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(020 (oo (oo (0 (0o
erosion: forestomach 0 0 Q 0 0 0 0 0 0 0 0 0 1 1 0 0
(GO B QI ) B Q1) B Q)| (0000 QI Q) B Q) B Q)] (22020 (0
hyperplasia: forestomach 3 0 0 0 0 0 0 0 4 1 0 0 1 1 0 0
Q) I G ) B G ) B Q1) coCo oo (8200 (22220000
erosioniglandular stomach 1 0 0 0 1 1 [} 0 0 2 0 0 1 1 0 0
(22000 (222000 (a0 (22022000
hyperplasia:glandular stomach 17 23 1 0 17 29 1 0 14 31 1 0 18 24 3 0
(34) (46) ( 2 ( 0O (34) (58 (2 (0 (29 (63) ( 2 (0 (36) (48) ( 8) (O
Liver <60> <50> <49> <50>
angiectasis 2 0 0 0 1 0 0 0 0 0 0 0 0 0 1 0
LGS B QI ) B Q1) B Q)] (220000 (0 (00 (o200
necrosis:centrat 1 1 2 0 0 2 0 0 1 2 0 0 0 0 0 1
(2222080 (a0 (200 Q) I G ) I G 1) B Q)]
necrosis: focal 6 1 1 0 14 3 0 0 2 5 2 0 0 0 0 0 *
(2220 (28 (6 (0 (0 (990 (000
Grade 1@ Stight 2 : Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; *: P = 0.05 ** 1 P £ 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0207

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 8
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 48 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® ® W ® @ ®m ® ® ® ®» W ® ® & & o
[Digestive system]
Liver <60> <80 <49 <50>
necrosisisingle cell 11 1 0 0 23 15 0 0 K 13 30 0 0 xx 8 42 0 0 *x
(22 (220 (0 (46) (30) ( 0) ( O (20 (s) ( ) ( O (12) (85 ( 0 ( 0
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 (000 (GO G 1) B GO B Q)] (220000
inflammatory infiltration 0 0 0 0 0 1 0 0 1 0 0 0 1 0 0 0
(000 (o200 (20000 (20000
lymphacytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 . 0
O I Q) B G 1) S G )] (oo C0o O B Q) G B Q)] (220000
inflammatory cell nest 15 0 0 0 37 0 0 0 %k 42 0 0 0 *x 47 1 0 0 *x
(s (o0 (79 C 0 (00 (8) 0 (00 (9) ( 2) C 0) ( O
fibrosistfocal 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 G I ) B G ) B Q)] Q) I G ) B Q) B G )] oo o0 (o0
proliferationthistiocyte 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ocoCon (o0 (00 (oo o200
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(0o (0o (0 (220000 (220000
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 *: P =0.05

** P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.

s 0287

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 8
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ__ Findings m & & & ® & & O ® & & & @ & & O
[Digestive system]
Liver <50> <50> <49 60>
clear csll focus 0 2 2 0 4 18 1 0 *x 2 10 1 0 * 5 12 0 0 *x
(a0 (8 (32 (20 (920 (20 (10 (28) C ) ( O
acidophilic cell focus 1 4] 0 0 3 15 20 0 *x 1 18 22 0 *x 1 22 19 0 *x
(200000 (8 (30) (400 ( O (2)(3n (45 (0 (2) (44 (38) (0
basophilic cell focus 2 1 1 0 0 2 0 0 3 1 0 0 1 3 1 0
(a9 220 (a0 (ey20(0 (2086 (20
vacuolated cell focus 0 1 Q 0 1 1 4 0 2 1 0 0 2 0 0 0
(02200 (22022000 (22000 (o0
cholangiofibrosis 0 0 0 0 0 [4} 0 0 1 [ 0 0 2 0 0 0
LG V) B QI ) B Q) B Q)] (OO0 (2000000 (G B G O B G ) I )]
swetlingicentral 0 0 0 0 27 12 0 0 *x 10 31 0 0 xx 4 43 1 0 *x
() B Q) B Q) B G )] (54) (24) C 0) ( O (20) (83) ( ) ( O (88 (20
biliary cyst 1 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(22200 (220000 (0o (0 (o0 0
nuclear atypiascentral 0 0 0 0 28 5 0 0 xx 16 26 0 Q *x 25 20 0 0 *x
(0000 (56) (10 ( 0) ( O (33) (83 ( 0)( O (50) (40) ( 0 ( O
Grade 1 @ Slisht 2 ¢ Moderate 3 * Marked 4 1 Severe
<a> a : Number of animals examined at the site
b b ¢ Nuwber of animals with lesion
(¢c) cib/ax100

Significant difference 3

*x: P = 0.0

* : P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE Crj:BDF1 ALL ANINALS (0-~105W)
REPORT TYPE : Al
SEX 3 MALE PAGE ¢ 10
Group Name Controt 200 ppm 400 ppm 800 ppm
No. of &nimals on Study 50 50 49 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findinss @ ® ® o ® ® & W @ ® ® O ® & ® O
[Digestive system]
gall bladd <50 <50> <49 <50
cyst 1 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(200 (0 (00 o0 20000 2) (00 (0
pancreas <50> <GB0 <49> <50>
atrophy 0 v 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (o0 (G I G ) 2 ) I Q)] 2000 0o w
necrosis:focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (oo (0 00 (00 2000
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
LG B G ) B Q) R Q)] (OO0 000 2) (000
[Urinary system]
kidney <50> <50 <43 <50>
thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (0000 0o (0o 2200 (0
infarct 1 0 1 0 1 0 0 0 3 0 0 0 1 0 0 0
(200020 (200000 8) ( (0 (0 2) (0 C 0y (0
Grade : Slisht 2 : Moderate 3 ¢ Marked 4 : Severe

b
(c) c:b/ax100
Sianificant difference ; *: P S 0.00

1
<a> a * Number of animals examined at the site
b : Number of animals with lesion

** 1 P = (.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 11
Group Name Controt 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ & o o @ & 0 o @ o W @ o ® ™

[Urinary system]

kidney <50 <50> <49 <50>
cyst 0

0 0 10
(OO0 (2200C0 (00 (9000 o (02000

hvaline droplet 0 1 5 0 0
(022000 (222000 (10 (000 (10 C 000

basophi lic change 0 0 2 0 0 0

5 1 0 0
(1 (2000 (00l ({000 (OO0

deposit of amyloid 1 0 0 0 0 0

0 0 0 0
(0000 (000 (o0 (oo (0000

deposit of hemosiderin 0 0 0 0 0 0

0 0 3
(GRORGRORGRO NN} (2208 (00 o8 (oo (000N

hyaline cast 0 0 1 0 0 0

0 0 0
(000000 (00000 (D000 (200000

lymphocytic infiltration 0 0 2 0 0 0

0 0 0 0
(0000l (00000 (2200000 (00l

inflammatory cell nest

1 0 0
(22000000 (0o oo (0o (2200000

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 = 0,05 ** : P S 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. & 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANINMALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE : 12
Group Name Contral 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ® & @ ® & o ® ® & O ® ® w o
[Urinary system]
kidney <50> <50> <49> <50>
inflammatory polyp 0 0 1 0 0 0 0 0 0 1 1 0 0 0 0 0
(020 (00 Co o0 220 DCo 0o
hydronephrosis 3 0 1 0 0 0 1 0 0 0 3 0 0 1 1 0
(8020 (0020 O (0 02 (20
mineralizationtpapilla 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (OO0 0 Co (0o 2) (000
dilatation:tubular lumen 0 1 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(220000 (220000 2) (0 (0 (0 000
urin bladd <80> <560> <49 50>
ulcer 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(00 (o0 00 (0o OCo (20
hemarrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 (ocoCo (0 (0B QI ) B QI ) B QR )] ()RR QIO NG ) B )]
lymphoeytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 (000 000 Nl
[Endocrine system]
pituitary <50> <50 48> <50>
angiectasis 0 0 0 0 1 0 0 0 0 0 4] 0 0 0 0 0
(00 (2200000 0000 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/ax100

Significant difference *: P =0.0b ** : P S5 0,01 Test of Chi Square




STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 13
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 43 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]
pituitary <GB0 <50> 48> <50
cyst 5 0 0 0 4 0 0 0 0 0 0 0 2 0 0 0
(1 (000 (8 (0 (n (oo (G B G I G ) I Q)]
hyperplasia 0 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(0w (0 (000 (2200000
Rathke pouch 1 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(22000 (200000 (a0 lon () B Q1) B G ) B Q)|
thyroid <50> <50 48> <50>
arteritis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(02200 (0000 (0000 (000
adrenal <50 <50 U8 <50>
hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
tococonCon (220000 (00 (GO I Q) B G () R Q)|
spindle-cell hyperplasia 31 0 0 0 31 0 0 0 28 1 0 0 26 0 0 0
(62 ( 00 C O ( O (62) ( 0 C 0 (0 (s (2200000 (82) C & C 0 (0
hyperplasiatcortical cell 9 0 0 0 b 1 0 0 3 4 0 0 x 0 0 0 0 *x
(B (00 (W00 (8800 (oco oo
Grade 1 ¢ Stight 2 ¢ Noderate 3 * Marked 4 Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Sienificant difference *x ! P = 0.0 ** 1 P < 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 14
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 43 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Firdings @ & B o ® & ® O @ & & O ® & ® O
[Endocrine system]
adrenal <50> <50> <4 <60>
hyperplasiatmedulla 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000000 DO o0 OO0 000
focal fatty change:cortex 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(o000 20 (00 20000 0 Co 00
[Reproductive systen)
testis <50> <50> <49> 49>
atrophy 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(220000 (UGN ) B GR) BGV)] 200000 OCo{o 0
mineralization 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(220000 HOL(0 OO0 0CoCoCo
interstitial cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(20000 C0 0 Co 0 (o0 00 (0o 0o 00
spermatogenic granuloma 1 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(220000 H 000 000 2) 000
xanthogranuloma 1 0 0 0 0 1 0 0 0 0 0 0 [4] 0 0 0
(20000 0200 0) (0 ( 0 (0 OO0
Grade 1 ¢ Slight 2 ¢ Moderate 3t Marked 4 : Severe
<a> a : Number of animals examined at the site
b b * Number of animals with lesion
(c) c:b/ax100

Sienificant difference 3 *: P = 0,05

** 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0207 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 15
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 43 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, M & & o W ® ® o @ & & o @ & ® o
[Reproductive system]
epididymis <50 <50> <49 <60>

mphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1 0
(20000000 (oo (o (oo (o (oo (on

speirmatogenic granuloma

3 0 0 5 00 ¢ 1
(0o (n (I (0o (000 (0 (200000

xanthogranuloma 0 0 0 1 0 0 0
(000 (22000 (o0 (G B QI ) B G 1) B V)|

semin ves <50> <50 U9 50>
oyst 0 2 0 0 00 0 0 00 0 0 0o 0 0
(a0 o oo 0o oo 0o oo o

xanthagranuloma 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO B QI ) B G ) B Q) (200000 (00 (oo

prostate <50 <50> <4 <50>
inflammation 0 0 0 0 0 1 0 0 0 0 0

1 0 0 0 0
(22000 OO0 (o (220000 (n (ot {o

spermatogenic granuloma 0 0 0

0 0 0
(o000 (0000 (ool (22000

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

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

Significant difference 3 * P = 0.05 ** 1 P S 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-~105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 18
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 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
[Neruous system]
brain <50> <50> <49 <50>
hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (220000 Q) IO ) I GV B Q)] (GO I Q) I Q) B Q)]
mineralization 38 0 0 0 31 0 0 0 29 0 0 0 29 0 0 0
(7 C 000 (82) ( O C 00 (89 (000 (s (0000
[Special sense organs/appendags]
eys <50> <50> <49 <50>
cataract 4 0 0 4 4 0 [ 0 3 0 0 0 [ 0 0 0
(8 (000 (00 (B0 (12 (0 (00
retinal atrophy 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
TG G ) B Q) B Q) (GO NG ) B GO R )] (o200 0 (oo (o
keratitis 0 0 0 0 1 0 0 0 1 0 0 0 0 1 0 0
(ocoCo o (220000 (200000 (o (20 (0
degeneration:comea 2 0 0 ¢ 2 0 0 0 1 0 0 0 1 0 0 0
(D000 (D00 (220000 (2200
Harder st <50> <B0> <49> <50>
degeneration 0 0 0 0 3 0 0 0 0 0 0 0 1 0 0 0
(000 (00 (o0 (220000
Grade 1 : Slisht 2 ¢ Moderate 3+ Marked 4 : Severs
<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 Sauare

(HPT150)

BAIS3



STUDY NO. ¢ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 17
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 43 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, @ & & o @ & & W M & & o ®w & W o
[Special sense organs/appendage]
Harder gt <50> <50> <49 <50>
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(o0 (2000 o0 (000 (200 o0
[Body cavities]
peritoneum <50> <50> <49 <50>
inflammation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o020 (G I G I Q) B Q0] (GO GO B G ) B G0} oo (oo
adipose <50> <50> <48> <60>
granulation 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(000 (oo (oo Q) B G I Q) B G )]
Grade 1 : Slight 2 * Moderate 3 : Harked 4 : Seuere
<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 = 0.0 ¥ : P S 0.01 Test of Chi Sauare

(HPT150)

BAIS3



APPENDIX J2

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



STUDY NO. : 0287

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findines @ ® B o @ & ® o @ & & o @ & & ®
[Integumentary system/appandage]
skin/app A3 an a2 <10>
ulcer 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(o (0o (n COCoOCe (o0 (OO0 co oo
hyperplasiatepidermis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
() I Q) I ) B Q)] (OO0 o0 (00 (000
[Respiratory system]
nasal cavit <13> A7 <12> <10>
epidermal cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(80 {n (0000 (oo Q)R GN) IE Q) I G|
eosinophilic changetolfactory epithelium 5 1 0 0 4 0 0 0 0 0 0 0 x 1 0 0 0
(s (8 (0(n (20 C O (C O ( 0 (oo Con o (10 C 000
eosinophilic change:respiratory epithelium 1 0 0 0 0 1 0 0 3 0 0 0 3 0 0 0
(& ({0 (o (800 (28) (000 (80 ( 0 C 0y ( 0)
respiratory metaplasiasolfactory epithelium 3 0 0 0 7 0 0 0 2 0 0 0 1 8 0 0 xx
(2 o (o0 (an oo (o (1D (000 (10) (80) ( ) ( O
respiratory metaplasiaigland 1 0 0 0 2 5 0 0 0 0 0 0 2 0 0 0
(oo (12) (20) ( 0) ( O (ocoon o0 (200 CO) (O (0
Grade 1 : Slight 2 ¢ Noderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100
Significant difference *: P = 0.05 ** 3 P = 0,01 Test of Chi Sauare

(HPT150)

BAISS



STUDY NO. = 0207

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 200 ppm 400 ppm 800 pom
No. of Animals on Study 13 17 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & o ® & & O @ o & ® @ ® & O
[Respiratary system]
nasal cavit 13> AP <12> <10>
thickening of bone 0 ] 0 0 0 0 0 0 0 0 0 0 8 0 0 0 *x
(0000 (0000 0000 (80) ( 0) ( 0) (0
lung <13 an 12> <1
congsstion 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(B (00w (B (000 oo (00 (10 C 0 (00
hemorrhage 1 0 0 0 0 1 0 0 0 0 0 0 [1] 0 0 0
(8000 (GO G ) IO B )] 000 oo (o
edema 1 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(800 (00D 08 (0o Q) B G ) I Q) I G )]
thrombus 0 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0
(o (00 (0800 0 C0 (0o o1 0o
inflammatory infiltration 1 1 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(a8 (00 (O B Q) I ) B Q)] 8 (00 o0 (I (o (oo
perivascular inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (000 8 (00 (o0 (000
bronchiolar-alueolar cell hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (8000 (OB ) B ) B Q)] (000
Grade 1 : Slight 2 * Moderate 3t Marked 4 : Severe
<a> a 3 Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference *:P = 0.05

¥ ¢ P S 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : HOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 3
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® % o ® ® & ® @ & & o M ® ® o
[Hematopoistic system]
bone martTow <13 <1 <12> <10>
necrosis:focal 1 0 [4} 0 0 1 0 0 0 0 0 0 0 0 0 0
(000 (000 (GO GIO B G ) B Q)] (o0 (o0
myelofibrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(GO GI ) IE Q) B Q0] (OCOC0 o (GO B G ) B Q) B Q)] (100 (100 C 0) ( 0
erythropoissis: increased 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(o000 (OO n (I (000 (000
hyperplasiatvascutar 0 0 0 0 0 00 0 1 0 0 0 0 0 0 0
(0000 (oo (8 (o0 (000
Lymph node 43D . 17 12> <10
hemarrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G B G ) I ) I Q)] (o0 o (ocoCn (o (000
masteoll hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GEORGE:) BN I Q! (00 QDI G) B G B Q) coconCon( o
spleen <13 <D <12> <10>
atrophy 1 0 0 0 2 1 0 0 1 0 0 0 1 2 0 0
(oo (122 (8 (00 (00w (100 (200 C ) C O
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b * Nuwber of animals with lesion
(c) c:b/ax100

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

(HPT150)

BAIS3



STUDY NO.  : 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 4
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ ® & o ® & & 0 ® % & o ®m & ® o
[Hematopoistic system)
spleen <13> 41D <12> <10>
extramedullary hematopoiesis 1 0 1 0 3 4 1 0 2 4 2 0 * 1 3 0 0
(380 (18) (24) ( B ( O (1) (33) (11 (0 (10) (30) C 0) ( 0)
hyperplasiatvascular 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (0 (e (o0 (O (o0 (000
[Circutatory system]
heart 13> an <12> <10
thrombus 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
[QIO 2 QI B G ) R Q)| (000 (GO N G ) G 1) B Q) (1) 000
mineralization 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(0o (0 () (000 (8 (OO0 (0COCnLon
inflammatory cell nest 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (8 (000 (000 (000
arteritis 0 1 0 0 0 0 0. 0 0 0 0 0 0 0 0 0
(0800 (oo (0 (oo 0 (000
[Digestive system]
tooth 13> A7 <12> <10>
dysplasia 1 0 0 0 5 1 0 0 6 0 0 0 2 0 0 0
(o (29 (&) ( O ( O (50 000 (200 C 00 C 0 ( O
Grade 1 : Slight 2 t Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*100



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIXALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 5
Group Name Cantrol 200 ppm 400 ppm 800 ppm
¥o. of Animals on Study 13 17 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findinss ®w ® ®» O @ ® & o ® ®» O ® ®» & ® O
[Digestive system]
tongue <13> <17 <12> <10>
arteritis 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o8 (00 Q) B Q) B Q) B Q1)) (0000 (GO B G ) B ) R Q)]
salivary gl 13> 17> <12> <10>
lymphoeytic infiltration 4 0 0 0 7 0 0 0 5 0 0 0 1 0 0 0
(s (00 (4D OO0 (a2 000 (1) (000
stomach <13> Aan 12> <10
arteritis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(O0CoCs (0 (OCcoCn (0 (000 (oco 0o
hyperplasia: forestomach 1 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o0 (o0 ({0 (oo o0 (oo (o0
hyperplasia:glandular stomach 6 2 0 0 8 g 0 0 xx 7 4 0 0 3 3 0 0
(48) (18 ( 0) ( O (47) (83) ( 0) ( 0O (58) (33) ( O (O (30) (30) C ) ( O
Liver <13 A7 12> <10>
angiectasis 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(B0 (0 (00 (000 (oo
necrosis:central 1 1 2 0 0 2 0 0 0 2 0 0 0 0 0 1
(3 ({1’ {0y (o (0lon (O oo oo o0 (10
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/a*100
Significant difference *:P = 0.05 *»* : P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

: 0297

HISTOLOGICAL FINDINGS :NON-~NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 86
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
Grade 1 2 3 [ 1 2 3 4 1 2 3 4 i 2 3 4
Organ______ Findings ® & & O @ o o o @ o w o @ & O o
[Digestive system]
Liver <13> 4 A2 <10>
necrosis:focal 1 0 0 0 2 3 0 0 1 0 1 0 0 0 0 0
(000 (12) (18 ( 0 ( 0 (a8 (0 (O Co o0
necrosisisingle cell 0 0 0 0 3 5 0 0 * 1 6 0 0 *x 0 8 0 0 %k
(0o (0 (18) (29) ( ) ( O (8 (50 (00 (08 (00
inflammatory cell nest 1 0 0 0 8 0 0 0 [ 0 0 0 8 0 0 0 *x
Q) I Q) B Q) B G )] (an oo (o (50) ( OO (C O ( O (s ( &y () ( O
praliferationthistiocyte 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o000 (OO0 (GO R G ) B Q) I Q)] 01000
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oCoCon 0 (000 (8 (000 (1) C 0 o0
clear cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (o0 (o000 (000
acidophilic cell focus 0 0 0 0 1 2 3 0 0 4 5 0 *xx 0 3. 3 0 *x
(oo (o0 (8 (12) (18 ( O (0 (33 (42 ( 0 (0 (30) (30) ( O
basophilic cell focus 0 0 0 0 0 1 0 0 0 0 0 0 1 0 1 0
(o0 (e (0o (oo (10) ¢ 0 (10 ( O
Grade 1 Slight 2 ¢ Moderate 3 : Harked 4 : Severe
<a> a * Nuwber of animals examined at the site
b b : Number of animals with lesion
(c) cib/a*100

Significant difference ;

x: P S 0.05

** P S 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0297
ANIMAL ¢ MOUSE Crj:BDF1

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

REPORT TYPE : Al
SEX : MALE PAGE : 7
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® ® O ® & B o @ & & o ® & W O
[Digestive system]
Liver <13 lelps 12> <10>
cholangiofibrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (ococo (0 (00 (o0
swelling:central 0 0 0 0 9 2 0 0 *x 3 2 0 0 * 2 5 1 0 *x
(000 (s (12 (o) ( O (28) (1) C ) ( 0) (20 (50) (10) ( )
nuclear atypiatcentral 0 0 0 0 9 3 [ 0 %% 5 1 0 0 * 2 6 0 0 xx
(000 (53 (18 ( O (0 () ( 8 (0 (0 (20) (80) ( 0) C O)
pancreas 13> Aan <12> <10>
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 (O NG I ) B! (G B G I Q) B G )] (10 ¢ o0
[Urinary system]
kidney <13> a7 12> 10>
thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 () B Q) G ) I Q)] (oo Ccoo (o0 (1000
infarct 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (000 (8 (00 on oo (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 Llesion
(c) c:b/ax100
Significant difference *: P = 0.0 ** : P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢+ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE: 8
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
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 M ® O o ® M ®

fUrinary system]

kidney 4D <17 <12> <10
cyst 0 0 0 0 0 0 0 0 1

0 0
(oo (oo (0o (0000

hyaline droplet 0 4 0
(oo (e (0o (300w (400 C OO C O (O

basophi lic change 2 0 0
(B (000 (OCoCn (o0 (00 (000

deposit of hemosiderin

0 2 0
(a0 (0o (00l (oo

hvaline cast

0 1 0
({000 (000l (00000 (10 €000

inflammatory cell nest

1 0 0
(ool (0000 (ool (0000

inflammatory polyp

0 0
(o0 (o(aCo o (oo o (o0

hydronephrosis 1 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0
(080 (00 (000 CoCo (100
Grade 1 Stight 2 ¢ Noderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with Llesion
(c) c:b/ax*100

Significant difference ; *x: P = 0.0 *»*® ! P £ 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. : 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIXALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 9
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
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 13> AaAn 42> <10>
mineralizationtpapilla 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 Q) B QI ) B ) R )] OO0 (1o o0
dilatation:tubular lumen 0 1 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(0800 (e (0o (0 (o (0o (00
u-in bladd 13 L1 <12> <10>
ulcer 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(O 00 (000 000 Co (0010
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (0000 0o oo Q1) I G () B G ) B Q)|
[Endocrine system]
pituitary A3 <17 <12> <10>
angiectasis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
cococo (o (oo (o0 0o (0o (oo
cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
({0 (0 (nCn(n (ONE Q) QI ) B G ) (GO I Q) B () B Q)]
Grade 1 ¢ Slight 2 ¢ Moderate 3 & Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*x100

Significant difference :

* ! P = 0,05

** ¢ P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0207

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 10
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
. Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® W O @ ® & o @ ® & W ® ® & ®
[Endocrine systen)
pituitary <13 47D 12> <10>
Rathke pouch 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 Co oo (o (o oo o (o000
thyroid <13 L1 <12> <10>
arteritis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o800 (OO0 (OO0 (OO0 (o0
adrenal <13 <17 <12> <10>
hemorrhage 0 0 0 0 1 0 0 0 0 0 4} 0 0 0 0 0
o000 (o (8000 oo o oo
spindle—cell hyperplasia 4 1} 0 0 8 0 0 0 5 0 0 v} 4 0 0 [
(3D COCH (0 (4 o (0 (0 (42 C 0 (0 (0 (40) C ) C ) ( O
hyperplasiatcortical cell 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(800w (GO RGN B G BN Q)] (oo Q) I Q1) B G 1) B Q)]
hyperplasiatmedul la 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (0000 (oo (0 (O I Q) B Q) B Q)]
[Reproductive systen]
testis _ <13> 17> <12> <9
atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(V) B QI ) B G 1) Q1)) (OO I G 2 ) B Q)] (800w (oo
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

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




STUDY NO.

: 0207

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMXARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE @ 11
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, @ ® ®m o ® ® & O @ ® ® o ® o o o
[Reproductive system]
festis <13 47D <12> <P
mineralization 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (e (0Cco(on 0Co 0o 0Co 0o
spermatogenic granuloma 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (800 000 0OCo 0o
xanthogranuloma 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 COCOCo0 o0 0o (0Co 0 C 000
epididymis <13 1D <12> <10>
spermatogenic granuloma 0 0 0 0 3 0 0 0 0 0 0 0 0 1 0 0
(GO B G ) B Q) R Q)] (B 000 0000 0) (10) ( 0) ( 0)
postats <13> <17 <12> <10>
inflammation 0 0 0 0 0 0 0 0 1 0 0 ] 0 0 0 0
(000 (OO0 o0 8 (0 (0 (o0 0000
spermatogenic granuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o0 (ocoCn (0 (0BRGN 1) I G 1) B Q)] 0 (1) (0( 0
[Neruous system]
brain 13 fe¥pl 12> <10>
hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) I Q) I G 1) B Q)] (O B B Q) B Q)] 0O Co (00 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/ax*100

Significant difference

*:P =005 x:P =0.01

Test of Chi Square




STUDY NO.  : 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 12
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings, @ o o, o @ ® 8 ® ® ® & O @ ® O O
[Neruous system]
brain <13 <17 12> <10>
mineralization 8 0 0 0 10 0 0 0 5 0 0 0 5 0 0 0

(62 (0 (00 (59 (0 (0o

Dl

(@ (0o (o (50 C 0) (0 (o

D

[Special sense organs/appendage]

eye <13 <17 <12> <10>
degeneration:comea 0 0 0 0 0 0 0

2 0 0 0 0 1 0 0
(1B (000 (0o (oo (10 C 0 C 00

Harder gt <13 a7 <12> <10>
degeneration 0 0 0 0 0 0 0

0 2 0 0 0 0 0
(OC0C0 o0 (12 C 0 (0 (0 (oo (0co (00

hyperplasia

0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (o (e (000 () B QI B ) B Q)] (o000
[Body cavities]
per-itoneun <13 <17 <12> <10>
inflammation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(080 (OO0 o0 Q) B GO B G ) R Q1)) (oo cooCon
Grade 1 : Slisht 2 : Moderate 3 : Marked 4 : Severe
<ad> a * Number of animals examined at the site
b b : Nurber of animals with lesion

(c) c:b/ax100
Significant difference : *: P = 0.05 ** : P = 0,01 Test of Chi Square

(HPT150) BAISS



STUDY NO. : 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 13
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ & & o ® @ ®» ® @ & O o ® & ® &
[Body cavities]
adipose A (e )2 <12> <10
granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G B G ) I G B G )] (ocoCo0 (0 (o000 (GO B Q) B Q) B Q)]
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(ec) c:b/ax100

Significant difference

x 1P =0.05

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

(HPT150)

BAIS3



APPENDIX J3
HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
MOUSE: MALE: SACRIFICED ANIMALS
(2-YEAR STUDY)



STUDY NO.  : 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
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 M W o o

[Integumentary system/appandage]

skin/app (& 33> AN <40>
ulcer 0 1 0 0

0 0 0 0 )
(0300 (00 (ool (oo Co

o)

~
=)

Ll

hyperplasiatepidernis 0 0 0 0 0
(o000 (OO0 (o300 oo (o

=

—~
=]

Ry

[Respiratory system]

nasal cavit <37 <33> <37 <40>
eosinophi Lic changstolfactory epithelium 24 0 0 0 1 0 0 *x

9 0 2 3
(88) ( O (O ( 0 (20 C 0 ( 0 (0 (8300 (a0

eosinophilic change:respiratory epithelium 2 0 0

7 0 3 0 4 g
(1) (0 (0o (a0 (1) (8 0 (0 (20 (8 (00

respiratory metaplasiatolfactory epithelium 0 0 14 0 0 15 0 0 0

8 0 0 10 28
(22 (0 (0 (0 (42 (0 (00 (ay C 0 (0 (0 (28) (1) (O ( 0

respiratory metaplasiatgland 0 0 14 5 0 0 *x 2 0 0 0

3 2 12 0
(8 (s oon (42 (15 (0 (0 (8000 (s ( (0o

necrosisirespiratory epithelium

10 0 0 00 10
(000 (OO0 (o000 (a0

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

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

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

(HPT150) BAIS3



STUDY NO. @ 0297

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : HALE PAGE : 2
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & o M & & ® @ ® &0 o ® & B
[Respiratory system]
nasal cavit 3D <33 3D <40>
thickening of bone 0 0 0 0 0 0 0 0 0 0 0 0 33 3 0 0 *x
(0000 (OO0 (oo (8)y (8 (0 (0
lung <8N 33 [&1p2 <40>
hemorrhage 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
L) I QI 1) B G ) R Q)] (0300 (oo (oo Cn
thrombus 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(ocoC0n (00 (oo (000
inflammatory infiltration 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(oo (0 (000 (3 (000 (000
granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (00 (30 oo o
perivascular inflammation 1 0 0 0 0 1 0 0 2 0 0 0 2 1 0 0
(00 (030 (000 (8300
accunulation of foamy cells 0 1 0 0 0 0 0 0 1 0 0 0 7 2 0 0 *
(o (300 (o000 (OO0 (18 (5 (0 (0
bronchiolar-aluveglar cell hyperplasia 0 0 0 0 0 1 0 0 4 0 0 0 1 0 0 0
(0o (0 (0300 (IO Cn (0o
Grade 1 : Slight 2 * Noderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c¢) c:b/ax100

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

(HPT150)

BAIS3



STUDY NO. @ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE: 3
Group Name Cantrol 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean Findings @ W ®m ® W ® ® ® ®w ® ® ® ® W ® ®
[Respiratory system]
lung <37 <33 37D <40>
hyperplasiatepithelium,alveclar duct 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (oo (o ICOC0 0 0) (oo (o0
[Hematopoietic system]
bone marTow <37 <33> 3D <40>
necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0ol (00 0 C oy (00 ) (0Co o
accunulation of foamy cells 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (0o oo (o0 0Co 0o
myelofibrosis 0 1 0 0 0 2 0 0 0 1 0 0 0 0 0 0
(0300 (o (e (oo 0) (3 (00 0 CoCoo
erythropoiesis: increased 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (3OO0 D00 0000
hyperplasiatvascular 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o000 (GO R Q) B Q) B Q)] OO0 03 0o
Lymph node <37 (&1 <37 <40>
lymphadenitis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (0000 () BRI ) N QI ) B Q) (0
Grade 1 @ Slight 2 : Moderate 3 t 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 Square

(HPT150)

BAIS3



STUDY NO. @ 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & W @ ® ® W @ & W O @ & & &
[Hematopoietic system]
Lymph node <87 <33 3D <40>
follicular hyperplasia 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
(o (00 (oo (o0 (02N Q) BN Q1) BE QIR V)] (30
spleen (%704 <33> (7o <40>
angiectasis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o0 (0 (OO0 o 0o oo (0
deposit of melanin 2 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(a0 (0 (0o (0 000 (o0
extramedullary hematopoiesis 1 0 0 0 [ 2 2 0 x 2 1 1 0 9 1 2 0 *
(3000 (1B (86 (60 5) ( 3) ( 3) (0 (23 ( 3y (5 (0
hyperplasiatvascular 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G I G I GO B G )] (000 0 Co (0o (0CoCn (o0
follicular hyperplasia 5 2 0 0 3 0 0 0 3 5 1 0 2 0 0 0
(1 (300 (000 8 (149 ( 3 (0 (8000
[Circutatory system]
heart <387 <33 (&1 <40>
thrombus 9 0 0 0 0 1 0 0 0 0 0 0 4] 0 0 0
o0 (o0 (G B Q) B ) R Q)] OO0 oo (0
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severse
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*100

Significant differencs * P = 0.05

*»* P = 0,01

Test of Chi Square

(HPT150)

BAISS



STUDY NO. = 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s MALE PAGE: 5
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, @ & O & ® & ® O @ ® W o @ o o
[Circulatory system]
heart 37 <33 37> <40>
mineralization 0 0 0 0 1 0 0 0 0 2 0 0 0

0 0 0
(excoCoCo (00 (ot (0o (00

inflammatory cell nest 0 0 0 0 0 0 0 0

0 0 0 0 0 0 2
(0000 (0000 (oo (00

[Digestive system]

tooth <87 <33 <37 <40>
dysplasia 13 1 0 0 14 1 0 0 0 0 0 *

17 0 0 5
() (3 (00 (2 () (009 (46) C 00 (C 0 ( 0 (13 C O (00

salivary gl (&Y 33> (&7 <40
Lymphaeytic infiltration 31 0 0 0 26 0 0 0 0 0 26

1 33 0 0
() (0 (0 (0 (9 (300 () C O (C OO0 (85} C ) C0)(C O

stomach <37 <33 <87 <40>
mineralization 0 0 0 0 0 0 0 0 0 0 0

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

erosion: forestomach 0 0 0

0 0 0 0 0 0 0 1 1 0
(000 (o0 (000 (o0 (30

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

Sianificant differencs x: P = 0.05 ** : P = 0.01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO. ¢ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 6
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
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 @ & & o
[Digestive system]
stomach 87D <33 37D <40>
hyperplasia: forestomach 2 0 0 0 0 0 0 0 4 0 0 0 1 1 0 0
(000 (OO0 (I C 000 (33 oo
erosion:glandular stomach 1 0 0 0 1 1 0 0 0 2 0 0 1 1 0 0
(33000 (L0 (O 00 (3L
hyperplasia:glandular stomach 11 21 1 ] g 20 1 0 7 21 1 0 15 21 3 0
(80) (57 ( 3 ( 0 (27 (e1) ( 3) ( 0 (19 (713 ( 3 (0 (38) (53) ( 8 ( O
Liver <37 <33> <8 <40>
angiectasis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(o000 (OO0 (o0 [QIO BRI B GO B Q)] (O3 (0
necrosisiceniral 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (000 (300 (GO B QI () I QI ) B Q)]
necrosis: focal 5 1 1 0 12 0 0 0 1 5 1 0 0 0 0 0 *
(1 (3 (3 (0 (3 (000 (3 (w3 (on (oo (0
necrosis:single cell 11 1 0 0 20 10 0 0 *x 12 24 0 0 *x 8 34 0 0 *xx
(330 (o (81) (30 C 0) ( O (32) (85) ( O ( O (18) (&) ( 0) ( 0
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
' (o0l (o000 (000 (000
Grade 1 Sliaht 2 ¢ Moderate 3 : Marked 4 Severs
<Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax*100
Significant difference : *: P = 0.05 *>* : P < 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 7
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & W O @ ® &® & @ & & o @ & &
[Digestive system]
Liver 3D QD <80 <40>
inflammatory infiltration 0 0 0 0 0 1 0 0 1 0 0 0 1 0 0 0
(o0 (0300 (3000 (3000
lymohocytic infiliration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (00 (oCcoCo o0 (300
inflammatory cell nest 14 0 0 0 29 0 0 0 *x 36 0 0 0 *x 39 1 0 0 *x
(s 000 (8 (0 C0 (0 (s (o0 (88 (300
Tibrosis:focal 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0300 (o0 (000 (oo
clear cell focus 0 2 2 0 4 16 1 0 xx 1 10 1 0 5 12 0 0 *x
(o0 (12) (48) ( 3 ( ) (3 (2n (3 (0 (18) (30) ( O ( ®
acidophilic cell focus 1 0 0 0 2 13 17 0 *x 1 14 17 0 *xx 1 19 18 0 *x
(3300 ( 8 (39) (52) ( 0 (3 (38) (46) ( 0 (3) (48) (40) ( 0
basophilic cell focus 2 1 1 0 0 1 0 0 3 1 0 0 0 3 0 0
(O (300 (8 (300 (080w
vacwlated cell focus 0 1 0 0 1 1 0 0 2 1 0 0 2 0 0 0
Q) B Q) I G ) B Q)| (AL (300 (000
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax100

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

(HPT150)

BAIS3



STUDY NO.

¢ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s MALE PAGE : 8
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ__ Findings @ o & o @ & & o ® ® ® o ® o »(%) [63)
[Digestive systenm]
Liver <3D 33> 37> <40>
cholangiofibrosis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(G B QI 1) B QI O) R Q)| (0000 (000 (oo
swelling:central 0 0 0 0 18 10 0 0 % 7 29 0 0 xx 2 38 0 0 *x
Q) I G 1) B G ) B Q)] (88) (30) ( 0 ( O (19 (718 (0O ( 0 (8 (%m0
biliary cyst 1 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(3 (H (OO0 (OCoCon o0 (0CC0 o0
nuclear atypiatcentral 0 0 0 0 18 2 0 0 *x 11 25 0 0 *x 23 14 0 0 *x
(00 (58 ( 8 ( 0) (O (30) (68) ( O) ( O (58) (3) () (0
gall bladd 37D <3 8D <40>
cyst 1 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(OO0 (800 (300 (300
pancreas <37 £33> <387 <40
atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (OO0 (00 (000
necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (o0 (000 (00 (00
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severs
<a?> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant differencs : *: P =0.05 = 1 P =5 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Grj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s MALE PAGE : 9
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
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 (792 <33 8D <40
infarct 1 0 1 0 1 0 0 0 2 0 0 0 1 0 0 0
(Y (000 (000 3000
cyst 0 0 0 0 1 0 0 0 1 0 0 0 0 1 0 0
(G ORI ) B Q) B Q1)) (0D (3000 OO0
hvaline droplet 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
() B Q) I Q) B G )] (000 (3o 3000
basophilic change 3 1 0 0 4 0 0 0 4 0 0 0 2 0 0 0
(N0 (122000 (I oo 5 (000
deposit of amyloid 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(000 (00 (GO I QI B () B G )] OO
deposit of hemosiderin 0 0 0 0 1 2 0 0 0 1 0 0 0 0 0 0
(GO B QI 1) B ) B Q)] (0o (0300 Do (0o
lymphaeytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(000 (o (oo (o (3OO0 5 (00 (0
inflammatory cell nest 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (0 tocoCon (0 (00 (0 0o
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) c:b/ax*1l00

Significant difference *: P = 0.05

** : P 5 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : A1
SEX : MALE PAGE : 10
Group Name Cantrol 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ ® O W @® & ® O @ & % OB @ ® W o
[Urinary system]
kidney 3D 33> <37 <40>
inflammatory polyp 0 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0
(oo (OO0 00330 000 (o0
hydronephrosis 2 0 0 0 0 0 1 0 0 0 3 0 0 1 4] 0
(00 (003 (0 DO N0
uin bladd a7 <33> <387 <40>
tymohocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 () I G ) B Q) B G ) 0000 (OB Q) B QIR ) B Q)|
[Endocrine system]
pituitary (€74 <33> <36> <40>
cyst 4 0 0 0 4 0 0 0 0 0 0 0 2 0 0 0
(I o oo (oo (o 0 Co (0o 5 (000
hyperplasia 0 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(00 (8 (000 6) ( 0) C 0)( 0 30 Co0Co
Rathke pouch 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(00 (o0 (DD 6) ( 0 (0 0 0Co 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
(e¢) c:b/ax100
Significant difference x: P = 0.05 ** ! P £ 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢+ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE @ 11
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ & & & @ & ® ® ® & ® o ® ® ® O
[Endocrine system]
adrenal 87> 33D <37 <40>
spindle-cell hyperplasia 27 0 0 0 23 0 0 0 23 1 0 0 22 0 0 0
(73000 (7 ooy (62 (3 (0 (0 (85 C 0 (O (0
hyperplasiatcortical cell 8 0 0 0 5 1 0 0 2 4 0 0 * 0 0 0 0 *x
(e (0 (00 (1B (300 (s (w0 (o (o oo (o
focal fatty change:cortex 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(GO B QI ) B G ) R Q)] (3000 (00 (ocoCo (o
[Reproductive system]
testis 8D <33 3D <40>
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (000 cocoCon (o0 Q) B Q) I G 1) I Q1)
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o (0 (00 {0 (oo (o (G I Q) I G ) B G )
interstitial cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (OO (0 (0o (0000
spermatogenic granuloma 1 0 0 0 1 0 0 0 4 0 0 0 1 0 0 0
(a0 ({0 (0o (o (3”0
Grade 12 Stight 2t Moderate 3t Marked 4 ¢ Severe
<ad> a * Number of animals examined at the sits
b b ¢ Number of animals with lesion
(c) c:b/a*100

Significant difference ; *x: P = 0.0 *>* P 5 0,01 Tost of Chi Squars

(HPT150)

BAIS3



STUDY NO. : 0297 HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 12
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
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
{Reproductive system]
testis Q3N <83> 37 <40>
xanthogranuloma 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Q) I G ) B Q) B G )] (oda (0 000 (o0 0o
epididymis (&7 <83 <3 <40>
tymphoeytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) G R Q) B G )] (0o (o0 DO 0OCe 0o
spermatogenic granuloma 3 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(8 (000 (8 (0o (RN QI ) BE QI 1) BE Q1)) 0o
xarthogranutoma 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(O (090 0 Co 0 (o0 (RGN I G ) B Q)]
semin ves <3N 33> (& 7p2 <40
cyst 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(s (00 (OO0 0O Co 0 (o0 D0
xanthogranuloma 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o (o (N0 O oo (OB GO RGN ) B!
prostate 3D 33> 3D <40>
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 oo (o 0o (0o OCOC0 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:b/ax100

Significant difference

*: P = 0,05 *»* ! P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 13
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ ® ®» o ® ®» ® ® ® ® ® &® @ ® & O
[Nervous systenm]
brain <37 <33 3D <40>
mineralization 30 0 0 0 21 0 0 0 24 0 0 0 24 0 0 0

(8 (0 (00 () C O (0 (o0

Pl

(68) ( O (00 (60) C ) (0 (O

[Special sense organs/appendage]

eye <37 <33 <37 <40>
cataract 0

4 0 4 0 0 6
(o oo (13000 (oo (15 0O CoO (0

retinal atrophy 0 0 0 0 0 0 1 0 0 0 0
: (OCoH 0o () B G ) B G ) B G )] () RO B G ) B G )] oo

keratitis 0 0 0 1 0 0 0

0 0 0 1 0
oo o (D00 (3000 (0300

degeneration:cornea 0 0 0 0 0 0

0 0 1 0
(o o000 (8000 (a0 (oo

Harder gl 37 <383 <87 <40>
degeneration 0 0 0 0 0 0

0 1 0 1
(000 (3000 (0o (N 0C0

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

b b : Number of animals with Llesion
(c) cib/ax100

Significant difference ; *: P = 0.05 ** 1 P S 0,01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX t MALE PAGE : 14
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40
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 ® ® ® ®
[Special sense organs/appendage]
Harder gl 37 <83 <37 <40>
hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o000 (o (o0 oo oo (0o
{Body cauvities]
adipose L& 7 <33> <87 <40>
granutation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o (00 (o0 (00 (0o (o0
Grade 1 : Slisht 2 t Moderate 3 : Marked 4 : Severe
<a> a 1 Number of animals examined at the site
b b : Nuwber of animals with lesion
(c) c:b/ax*x100

Significant difference ; *:P = 0.05

*>* ! P 5 (0,01

Test of Chi Square

(HPT150)

BAIS3



APPENDIX J4

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



STUDY NO. = 0287

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : ‘Al
SEX s FEMALE PAGE : 18
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 43 50 50 43
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, ® & ® O @ ® & o @ ® & » @ W O O
{Integumentary system/appandags]
skin/app <49> 50> <50> <49>
inflammation 0 0 0 0 1 0 [ 0 0 0 0 0 0 0 0 4
(oo (220000 (oo (0 (o0
hyperplasiatepidernis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ocoCo o (a0 (o0 (v () IO R Q) B Q)|
epidermal cyst 1 0 1} 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (0o {0 (000 (000
[Respiratory system]
nasal cavit <49 <49 <507 <48>
exudate 0 0 0 0 3 0 0 0 0 0 0 0 4 0 0 0
(GO B Q) B G ) R Q1)) (B0 (GO B G 1) B G () R Q)] (oo
polyp 0 0 0 0 1 4} 0 0 0 0 0 0 0 0 0 0
(oo (220000 Q) B G ) B G ) G )] oo
eosinophi lic change:olfactory epithelium 8 0 1 0 11 0 0 0 11 1 0 0 34 0 0 0 xx
(18 ( 0 ( 2 ( 0 (22 (oo (22 (2 (0 (0 (69) ( ) () ( O
eosinophilic changerespiratory epithelium 20 17 3 0 28 17 0 0 30 8 1 0 32 16 0 0 *x
(41) (35) ( 8 ( 0 (57) (3B) ( 0) ( O (60) (16) ( 2) ( O) (65) (33) ( 0)( 0
Grade 1 : Slight 2 : Moderats 3 : Marked 4 : Severs
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; *: P = 0.05 ** { P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 19
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 48
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ w w o ® & ®» O @ & ®» o ® & ® O
[Respiratory system]
nasal cavit <49 <49> <50 <49
respiratory metaplasiatolfactory epithelium 1 0 0 0 12 0 0 0 *x 16 0 0 0 *x 5 44 0 0 xx
(200000 (29 C o (0 (0 (82 CoCo0 (o0 (100 (80) C 0) ( O
respiratory metaplasiaigland 5 0 0 0 4 1 0 0 5 0 0 0 20 0 0 0 xx
(1 oo (200 (10 C 0y C oy ( o (4 C 0 (O (0
squamous cell metaplasiatrespiratory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(0o (20000 QORI O B G ) B Q)] (a0 o0
necrosisirespiratory epithelium 0 0 0 0 1 1 0 0 1 0 0 0 1 0 0 0
LG B QI ) B G 1) B Q)] (2020000 (220000 (220000
thickening of bone 0 0 0 0 0 0 0 0 0 0 0 0 44 2 0 0 *x
(000 (oo () B Q) B Q) B G )] (90) C & C 0 (0
rasopharynx 49> U <B0> <4
sosinophilic change 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (o (n(n (oco(nn oo (o0
lug <49 <50> <50> 49>
ectopic tissue 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo (OCoCo (o0 (OCoCn(o (o200
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Seuvers
<ad> a : Number of animals examined at the site
b bt Number of animals with Lesion
(¢) cib/ax100

Sisnificant difference ; *: P < 0.05 *>* ! P 5 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢+ 20
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 43
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings, @ o ® o @ & ® o ® ® ®» W ® & W o
[Respiratory system]
lung 4% <50> <50> <49>
congestion 0 0 0 0 0 0 0 0 0 0 Q 0 2 0 0 0
QOB Q) I G I Q)] (OO0 (000 (00
hemorrhage 0 1 0 0 1 1 0 0 0 1 0 0 0 1 0 0
(22000 (222000 (o200 (2200
edema 0 0 0 0 0 0 0 0 0 i} 0 0 0 2 1 0
(GO R G)  G Y B Q)] CocoaCn o0 (000 (0200
inflammatory infiltration 5 1 0 0 0 1 0 0 3 1 0 0 i} 0 0 0 *
(1) 2200 (o200 (0 (20000 (OGN RGN B G )]
granulation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0o (o0 (00 (0 ) I Q) G ) I G )] (02000
perivascular inflammation 1 2 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(2000 (a0 (oo (220000
accunulation of foamy cells 0 1 0 0 0 1 0 0 3 0 0 0 5 1 1 0
(o200 (22000 (&0 (1 222w
bronchiolar-alueotar cell hyperplasia 0 1 1 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (22000 (oo (o coconCo (o
Grade ‘1 ¢ Slisht 2 : Moderate 3 : Marked 4 : Sevsre
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢} c:b/a=*100

Sianificant difference

*x: P = 0.0

** P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 21
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 43
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings W & & o W & ®» o @ & O o @ W o o
[Respiratory system]
lung <49> <50> <50> <49>
hyperplasiatepithelium,alueglar duct 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

(2000000 (200000 (0000 (0000

[Hematopoietic system]

bone marrow <49> <502 <50> <49
necrosistfocal

0 0 0 0
(o000 (000 o0 (o0 o (2200000

agranulation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(OO0 (0 (o200 (0 Q) I ) B G ) R G )] ) B Q) B G B Q)]
myelofibrosis 0 0 0 0 1 0 0 0 0 0

3 1 0 1 0 1
(¥ (22000 o200 (200000 (o200

ervthropoiesist increased 0
(GO QIO I G ) B G| (20000 (22000 (OO0

granulopoiesis: increased

1
(200000 (o0 (000 (2200000

hyperplasiatvascular

00 0 1 0
(O (0000 (00200000 (o200 C0 (L0000

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

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

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

(HPT150) BAIS3



STUDY NO. & 0207 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL * MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 22
Group Name Controt 200 ppm 400 ppm 800 ppm
No. of Animals on Study 48 50 50 48
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® ® & O ® ® & O ® & ®» ® ® ® & W
[Hematopoietic system]
Lymph node <4 <50> <50> <49
follicular hyperplasia 0 0 0 0 0 1 0 0 1 0 0 0 0 1 0 0
oo (o (022000 (22000 ({2200
spleen <49> <50> <50> 4P
atrophy 2 0 0 ¢ 1 0 0 0 0 0 0 0 2 0 0 0
QIS B G ) B G ) R Q) (2200000 (0o (9000
deposit of hemosiderin 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(2000 (22000000 (G IO ) I G B G ) (0o
deposit of melanin 1 0 0 0 1 0 0 0 3 0 0 0 3 0 0 0
(22000 (0 (220000 (0o (0o
fibrosis 0 1 0 0 0 0 [ 0 0 0 0 0 0 0 0 0
(200 (00 (o0 CoCoon (o o oo (o0
extramedul lary hematopoiesis 4 6 4 0 8 9 1 0 10 10 8 0 x 11 11 0 0 %
(a0 (18 (18 ( 2 ( 0 (20 (20 (18) ( 0) (22) (22 ( 0) ( O
follicular hyperplasia 2 2 0 0 1 2 0 0 0 1 0 0 0 1 0 0
(9o (22900 (o200 (0200
[Circulatory system]
heart <49 <50> <50> <49
hemorrhage 0 0 0 0 0 1 0 0 0 4] 0 0 0 0 0 0
(o0 (on (o200 (G B QI ) I Q) R V)] (G I G ) B Q) B Q)]
Grade 1 : Slight 2 t Moderate 3 ¢ Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a=*100

Significant difference :

*:1 P S 0,05

** 1P = 0,01

Test of Chi Sauare




STUDY NO.

T 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL * MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 23
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 43
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings M & O O @ ® ®» » ® ® & o ® & ® O
[Circutatary system]
heart <49 <502 <500 <49>
thrombus 0 2 0 0 0 2 0 0 0 0 0 0 1 0 0 0
(000 (O0CH 0o (0000 (2000000
necrosis: focal 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
0o o (2200000 (oo (o (GO I Q) I Q) BN Q)|
mineralization 0 1 0 0 5 1 0 0 9 0 0 0 ®x 3 0 0 0
(02200 (1 (2200 (B (00 (0o
inflammatory cell nest 0 1 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(22000 (G I Q) ) B G )] (22000 (o200
artery/aort 49> <50> <50> <49
degeneration 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(000 (0200 (oo (0000
[Digestive system]
tooth <49> <50> <50> <48>
dysplasia 4 0 0 0 7 0 [ 0 3 0 0 0 5 0 0 0
(800 (W00 (800 (0 (100 C 0 C 0) (0
Grade I Slight 2 : Moderate 3 : Marked 4 : Severs
Ca> a * Number of animals examined at the site
b b : Number of animals with Llesion
(¢) cib/a*100

Significant difference

x: P = 0.0

% : P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0207

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX s FEMALE PAGE ¢ 24
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 43
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® & & » ®» & & O ® ® ® & @ & o &
[Digestive system]
‘tongue <49 <50> <50> U
epidermal cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200000 () I Q) I ) B Q)] oo oo oo oo
sativary gl <49> <50> <50> <49>
tymphocytic infiltration 19 0 Q 0 19 0 0 0 17 0 0 0 13 0 0 0
(3 () (O (0 (8 (o0 (8 C o)y (0 (0 2 C 0 (0 (0
stomach <49 <50> <49> <48>
arteritis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0200 OO0 (OO0 (0 (OCoCo0 (o0
erosion: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
() B GO N G B G )] (0o (o (oo (0o
hyperplasia: forestomach 1 1 0 0 1 1 0 0 0 0 0 0 2 1 0 0
(2202000 (2202000 Co oo (o (2000
erosion:glandular stomach 1 0 0 0 1 0 0 0 2 1 0 0 1 0 0 0
(20000 (220000 (92200 (200000
hyperplasiaiglandutar stemach 14 32 0 0 20 28 0 0 21 24 1 4] 20 26 0 0
(29) (68) ( 0) ( 0 (40) (86) ( O ( O (43) (49) ( 20 ( © (41) (53) ( 0 ( 0
Grade 1 : Stight 2 : Moderate 3 ¢ Marked 4 Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢c) c:b/ax100
Significant difference ; *: P = 0.05 ** 1 P 50,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 25
Group Name Contraol 200 ppm 400 ppm 800 ppm
No. of Animals on Study 48 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings, @ & & o ® & & O® @ & ® O @ & W o
[Digestive system]
small intes <49> <50> <50> <49
erosion 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

(o0 (a0 (0000 (0000

large intes <49> <50 <50> <4
erosion 0 0 0 0

0 10 0 00 0
(oo o (220000000 (ocoCo o (o0

Liver <4 <50> <50> <49>
angiectasis 0 0 0

1 1 1 0
(0220 (000 (220000 (0o

necrosis:central

0 0 0 0 0
(0000 (o200 (ool (o0 (o0l

necrosis:focal 1 0 0 0 1 1 0 1 2 0 0 1 0 0

1 1
(22(20C0 (0 (000 (2249000 (20220000

necrosisisingle cell 13 9 0 0 0 0 *xx 13

g 4 4 2 6
(en) (18) ( 0y ( 0 (Bl (00 (20 (12) ( 0) ( 0

inflammatory infiltration 0 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0
(20 (OO0 o0 (22000 (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/ax*100

Significant difference : x ! P S 0,05 x* ! P = 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 28
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 43 50 50 43
: Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @M & W o @ ®w ®» » @ o & ® @ o W O
[Digestive system]
Liver <49 <50> <50> <4
Lymphooytic infiltration 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(200000 (200000 0o (0o CoOCo0 (o
granulation 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(202200 (oo (o0 OO (o0 (GO I G I G I G|
inflammatory cell nest 24 0 0 0 13 0 0 0 * 4 0 0 0 *x 17 1 1 0
(49 (O (0 ( 0 (28> C ) (0 (0 8 (0 (0 (o0 (3 (22 (0
extramedullary hematopoiesis 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(20000 (a0 0Co 0 Co (230000 (0
clear cell focus 0 2 1 0 3 3 1 0 2 1 1 0 0 2 0 0
(a0 (886 (20 g 20 (00
acidophilic cell focus 0 1 0 0 0 6 37 0 xx 1 3 39 0 xx 0 3 45 0 *x
({2000 (012 (7 (0 2) ( 8) (78) ( 0 08 (82 (0
basophi Lic cell focus 1 1 0 0 5 2 0 0 3 2 2 0 1 2 0 0
(2022000 (10 o oo 8) (0 (9 (0 (2200000
vacuolated cell focus 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
COCo oo (8o OO0 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 Llesion
(c) c:b/ax*x100

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

(HPT150)

BAIS3



STUDY NO. @ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 27
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 439 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & ® O ® & ® ® ® & ® O @ & ® ®
{Digestive system]
Liver 49> <50> <50> <49
spongiosis hepatis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G B GI) I G) B G )] (O I GI ) BV B G )] 20000 (oo oo
bile ductular proliferation 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
Q) I G ) B ) B ) (200000 020 (0 (000
swelling:central 2 0 0 0 g 2 0 0 % 4 1 0 0 7 9 0 0 xx
(oo (B (a0 (0w (14 (18 ( 0 (0
biliary cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) RGN ) B G I G )] (230000 0 (000 (000
nuclear atypiascentral 2 0 0 0 6 1 0 0 2 1 0 0 10 6 0 0 *x
Q00 (22000 HC20C0 0 (20 (12) C O ( 0
gall bladd <49 <60> <50> <49
cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (GO RGO B ) R Q)] 000 (o0 (2000
eosinophilic change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (o (a0 OO0 oo (o (o
pancreas <49 <60> <50> U
Lymphooytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
({0 (oo (o 0Co 0o (200000
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
{c) c:b/ax100

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

(HPT150)

BAIS3



STUDY NO. : 0297 HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUKMARY)
ANIMAL + MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 28
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 43 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® & O o @ & & o @ & & O @ o % o
[Urinary systen]
kidney <49 <60> <50 49>
infarct 1 0 0 0 0 0 0 0 3 0 0 0 1 0 0 0
(220000 (00 (oo o0 (D000
hydropic change 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 (GO RGN N G I Q)] (o0 (OO0
hyaline droplet 11 0 ] 0 13 1 0 0 15 0 0 0 10 0 0 0
(22 (0 (0 (0 (28) (20 (C (0 (30 (O (O (0 (20 C O C ® (0
basophilic changs 1 1 0 0 2 0 0 0 3 1 0 0 6 0 0 0
(2220000 (D000 (82000 (122 C 0 0o
deposit of hemosiderin 0 0 0 0 0 4] 0 0 2 0 0 0 0 0 0 0
(OO0 (o0 (OO0 (9o (0Co oo
hyvaline cast 1 0 0 0 10 0 0 0 * 5 0 0 0 3 0 0 0
(20000 (20 C O C O ( O (1000 (8000
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 (O {0 (OCcCoCo (o0 (oCco 0y
lymphoeytic infiltration 7 0 0 0 3 1 0 0 2 0 0 0 1 0 0 0
(1) 000 (82200 (00 (220000
Grade 1 Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Nunber of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/a*100
Significant difference *: P < 0.06 ** 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL * MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 29
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, @ & &® & @ B ® O @ & & o @ & » &
[Urinary system]
kidney 49> <50> <50> <49
inflammatory cell nest 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 Q) I Q) B ) B Q)] 000 (o0 22000
inflammatory polyp 2 0 1 0 1 1 0 0 0 1 0 0 0 1 0 0
(w20 (2a2(2(0 (0 22000 0200
hydronephrosis 1 2 1 0 1 0 0 0 2 0 0 0 1 0 1 0
(220 (200000 HOCOCO (O 2) (0O (2 (0
mineralization:papilla 0 0 0 0 0 0 0 0 1 0 0 0 0. 0 0 0
(000 (0000 2 (0 (00 OCOLO o0
glomerulosclerosis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o220 (00 0o (0o 000 (o
u-othelial hyperplasia:peluis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (o0 (o 2 (000 DO
uin bladd 49> <50 <50> 4P
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o0 (OO0 02000 0Co 0o
[Endocrine system]
pituitary U <50> 49 <49
angiectasis 2 1 0 0 3 4 0 0 2 0 0 0 0 0 0 0
(a0 (8 (800 400 0o 0Co oo
Grade 1@ Slight 2 ¢ Moderate 3 : Marked 4 & Severe
<a> a ¢ Number of animals examined at the site
b b : Nuwber of animals with lesion
(¢) cib/ax100

Significant difference *: P = 0.05

** ¢ P S 0,01 Test of Chi Sauare




STUDY NO. & 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 30
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 43 50 50 48
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & & o @ ® ® o™ ® & & o @ & &®» &
[Endocrine systenm]
pituitary U <50> <49> <49>
oyst 2 0 0 0 5 1 0 0 5 0 0 0 [ 0 0 0
(D00 (w200 (10 C 0o (0 (200
hyperplasia 14 2 0 0 12 6 0 0 7 4 0 0 4 1 0 0 *
(299 C 9 (00 (29) (120 ( O ( O (w80l (2000
focal hypertrophy 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (220000 (RO RE QI 1) B G ) R Q)] (00
thyroid <49 <50> <50> <49
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
QOB QIO B Q) B V)| (OO0 (ocoCo o (220 C0Co
adrenal <49 <50> <50> <49
angiectasis 0 0 0 0 0 0 0 ] 0 0 0 0 1 0 0 0
() I Q) I Q) B G )] (G B ) B ) R Q)| COCoCo o (2200000
necrosisizonal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (0000 (ococon (o (220000
inflammatory infiltration 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(OO0 (220000 (200000 (2200000
Grade 1 : Slisht 2t Moderate 3 : Marked 4t Severs
<ad> a * Number of animals examined at the site
b b : Number of animals with Llesion
(c) ctib/ax100
Significant differencs *x: P =0.05 ** : P £ 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.

+ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : A1
SEX : FEMALE PAGE ¢+ 31
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 43 50 50 48
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____  Findinss @ ®» ®» O ®» ® & W ® ® ® ® @ ® » O
[Endocrine system]
adrenal <49 <60> <50> <49>
extramedullary hematopoiesis 1 0 0 0 2 0 0 0 2 0 0 0 2 0 0 0
(2200000 QIS I G ) B ) B G ) (00 QI B G ) B () I Q)
spindle~cell hyperplasia 32 12 0 0 48 1 0 0 *x 45 1 0 0 *x 47 0 0 0 xx
(65) (24) ( O ( O () (20 (0 (s (220 (0 (96 ( 00 ( O (0
typerplasiatcortical cell 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(GO B G I G B G )] (20000 (2200000 2200000
hyperplasiatmedulla 0 0 0 0 1 1 4} 0 1 0 0 0 0 0 0 0
(GO B G I Q) BN Q)] (202200 (220000 QORI G ) I Q) RG]
accesory cortical nodule 2 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
QY I Q) B G B G )] (0o (o (a0 (20000
focal fatty change:cortex 1 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(202200 (02000 (o0 (000
[Reproductive system]
ovary <4 <49 <49 <49
angiectasis 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(0o (20000 (ococo o (200000
Grade 1 Slight 2 : Moderate 3 : Marked 4 : Severs
Ca> a ¢ Number of animals examined at the site
b b : Nuwber of animals with lesion
(c) c:b/ax100
Significant difference 3 *: P =0.05 ** ! P = 0,01 Test of Chi Sauare

{HPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 32
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 43 50 50 43
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & & O ® & & @ @ & & o @ 8 ® o
[Reproductive system]
ovary <49> <4 <49 <49
thrombus 0 1 0 0 0 0 0 0 0 0 1 0 1 0 0 0
(022000 (OCOCo (0 (o0 (22000 (0
cyst 1 0 0 0 6 0 0 0 4 2 0 0 1 5 0 0 xx
(22 (o0 (1200 (a0 20100 (o
uterus <UD <50> <50> 4P
‘thrombus 0 1 0 i} 1 0 1 0 0 0 0 0 0 0 0 0
(o200 (220020 (G B GIE) B Q) B Q1)) (O (oo
Lymphocytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (o (oo (20000 (000
cystic endometrial hyperplasia 28 6 0 0 24 10 1 0 29 4 0 0 33 0 0 0 x
(87 (12 ( 0) ( ) (48) (200 ( 2 ( O (88 ( 8 ( O ( 0 (6D (0 (O (0
xanthogranuloma 0 0 0 0 0 0 0 0 0 1 0 0 0 3 0 0
(oo (o QIO B QI 1) B Q1) R Q1) o200 (e 0o
mammary gl <43> <50> <50> <49
hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(022000 (oo (o0 (00 (oo (o0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severs
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:b/a*100

Sianificant difference 3 *: P = 0.05 ** : P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0287 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL * MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 33
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 438 50 50 43
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ__ Findings ® w O O ® & ®» ® ® ® ® O @ & ®» O
[Reproductive system)
mammary gl <4 ’ <500 <60> <49

saquamous cell metaplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0
(200000 (20000 (OCoCon (o0 (GO B G ) I G ) B G )]

atypical hyperplasia 0 0 0

0 1 0 0 0 0
(0 (o0 (o009 OO (0o (a0

galactocele 0 0 0 1 0 0 0
(o (0o 20000 (20000 (OCoCn (0

[Neruous system)
brain 49> <50> <50> <4s>

hemorrhage 00 0 0 11 o0 0 0 1
Co oo (o0 (202200 (0o (D000

mineralization 14 0 0 0

18 0 0 21 0
(28 C O (0 (0 (s (o0 (4 (00 (0 (a3 (000

arteritis 0 0

0 1 0 0 0 0 0 0 0 0
(oo (oo oo C0Co (oo

[Special sense organs/appendage]

aye <49 <502 <50> <49

cataract 1 0 0 3 0 0 1 0 0 4 0 0
(2200000 (0o G200 oo (8O0 (o

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

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

Significant difference ; * ! P = 0.05 =P < (0,01 Test of Chi Sauare

(HPTISO) DATOO



STUDY NO. & 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 34
Group Name Cantrol 200 ppm 400 ppm 800 ppm
No. of Animals on Study 43 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ®» ®» O ® ® ® ® ® & & O ® & O ®
[Special sense organs/appendage]
eye ‘ <49> 50> <60> <49
keratitis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0200 oo OO0 0Co oo
degenerationicornea 2 0 0 0 1 0 0 0 1 0 0 0 3 0 0 0
(Y B G ) B Q) B Q1) 2) (0 (00 2) (0 (0o 8 (00 (0
ulcer:comea 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 0000 20000 OO0 (o
Harder gl <49 <50> <50> <4
granulation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
L2 o0 OO0 Do DO
[Musculoskeletal system]
muscle <49 <60> <50> <49
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 D00 0Co0 0o 00 (0o
[Body cauvities]
adipose <49 <50> 50> <48>
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (o 0 C0o (0o 0o (0o 200 (o0
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Sienificant difference *:P = 0.05

** ! P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



APPENDIX J5

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



STUDY NO. @ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27
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 o
[Integumentary system/appandags]
skin/app <200 <20> 29 <2
epidermal cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 4} 0 0
(85000 (0000 (000 (GO I GNO NG B )’
[Respiratory system]
nasal cavit <20> <200 28> 27>
exudate 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(000 (OCoCon (o (0000 (oo
eosinophilic change:ialfactory epithelium 3 0 0 0 2 0 0 0 6 0 0 0 16 0 0 0 xx
(B (0o (10 C 000 (2D C oy (o (0 (589 ( ) C ) (O
eosinophi lic changetrespiratory epithelium : 10 3 0 0 8 8 0 0 15 2 1 0 20 6 0 0 *
(50} (15) ( ) ( O (40) (40) ( 0) ( O) (82 (D (3 (0 (74) (22) ( 0) ( O
respiratory metaplasiatalfactory epithelium 0 0 0 0 3 0 0 0 9 0 0 0 x 4 23 0 0 xx
(G I G ) I ) B Q) (B oo (s (o0 (15) (8) ( 0) ( O
respiratory metaplasiaigland 2 0 0 0 1 0 0 0 1 0 0 0 10 0 0 0
(oo (00 (o0 (s C (00
saquamous cell metaplasiatrespiratory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (0 (ocoCon (o (OCoon (o0 (00
Grade 1 : Stight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with Llesion
(c) c:ib/a*100

Significant differencs *:P = 0.05 ¥ 1 P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 15
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27
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
[Respiratory system]
nasal cavit <20> <205 <29 @en
necrosistrespiratory epithelium 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(GO I Q) I GO B Q)] (500 (a0 (OO0
‘thickening of bone 0 0 0 0 0 0 0 0 0 0 0 0 24 0 0 0 *x
(oo (0 (00 Co (0 (OCoCon (0 (8 (O (OO
lurg 20> <20> {29 @D
congestion 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(000 (000 (000 (D00
hemorrhage 0 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0
(oo (s 00 (300 (G B GIF) B GV B )]
edema 0 0 0 0 0 0 0 0 0 0 0 0 0 2 1 0
G I ) B Q) R Q)] (0o (O0coCn (o (0D 0
inflammatory infiltration 2 0 0 0 0 1 0 0 3 1 0 0 0 0 0 0
(10 (000 ({00 (10 (300 (000
per-ivascular inflammation 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(000 (000 (3OO0 LG9 I G ) I G ) B Q)
accumulation of foamy cells 0 0 0 0 0 1 0 0 0 0 0 0 2 0 0 0
(000 (o (00 (0000 (Do (0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<ad> a ! Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:b/ax100

Sionificant difference *: P = 0.05

¥* ! P 5 0.01

Test of Chi Square

(HPT150)

RAISR



STUDY NO. ¢ 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL s MOUSE Crj:BDF1 DEAD AND XORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 28 27
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ ® B ® ® ® & O ® ® & O & ® & O

[Respiratory system]

lung €0 L& Q29 QD
bronchiolar—alueolar cell hyperplasia 0 0 1 0 1 0 0 0 0

0 0
(000 (oo (000 (oo

hyperplasiatepithelium,alveolar duct 0 0 0 0 0
(000 (00 (0 (0000 (000

{Hematopoietic system]

bone marTow <20 <205 29 aQn
necrosis: focal

0 0 0 0 0
(0000 (000 (00000 (D000

myelofibrosis

0 1 0 0
(000 (o0 o SR GRO RGO REN)) (D00

erythropoiesis: increased 0 0 0
(o (o0 lon (G RGBS Q)] (o0 (0o

aranulopoissist increased 1 0 0 0

0 0
(800 (o (oo o (OO0l (a0

hyperplasiavascular 0 0 0 0

0 1 0
(o000 (s oo (003 (0o o000

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

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

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

(HPT150) BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMXARY)

ANTHMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 17
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ O & O ® & & ® @ & & O @ & & W
[Hematopoietic system]
spleen <20> <20 @D 27>
atrophy 2 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(1 C 0o (o0 (8 (000 00 0o (D0
deposit of hemosiderin 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(s (00 () R B G ) I G )] 00 (0o (o0
deposit of melanin 0 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(000 (00 (0 00 (DO (0
extramedut lary hematopoiesis 2 6 4 0 3 7 1 0 2 8 8 0 6 11 0 0
' (10) (30) (20 ( 0) (18) (35) ( 8 ( O 7) (28) (28) ( 0) (22) (41) C O) C O
follicular hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(GO IO I GO B G )] (000 0 (0 (0 (0 (0o
[Circulatory system]
heart <20> <20> <29 @D
hemorrhage 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(G B G ) B G ) R Q)] (000 (OBEQI O RGN BE Q) oo (o0
thrombus 0 2 0 0 0 1 0 0 0 0 0 0 1 0 0 0
0o (000 00 (0CCo (a0
Grade 1 : Slieht 2 : Moderate 3 : Marked 4 : Severs
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:b/ax100
Significant difference ; *: P =0.06 ** ! P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0207 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMXARY)

ANIMAL  MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢+ 18
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o | o ® & O o ® w & o @ & o o
[Circulatory systen]
heart <20> <20> QL L2
necrosis: focal 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

(00000 (B (00000 oo (00

mineralization 0 1 0 0 0 0 0 *

5 1 9 3 0
(s 0o (28 ( B (0 (0 (sp (00 (o C0Co

inflammatory cell nest 1 0 0 0 0 1 0 0 0 1 0 0

0 0 0 0
({00 (oo 0 (000 (oo

artery/aort <20 <20 <29 Qv
degeneration

00 0 0 1 0 00 0 00 0
oo o0 o o {00 OO0 (O cn (o0

[Digestive system]

tooth 20> Q0 29> 27>
dysplasia 0 0 0 0 0 0

1 5 2 3 0 0
(000 (28000 (D00 (I 0o

salivary gt <20 <20> <29 <27
lymohacytic infiltration 0 0 0 0 0 0 0 0

3 0 2 5 3
(185 (0 (00 (10 (o0 (1 000 (1 0 ¢ 0o

Grade 1 : Slisht 2 * Noderate 3 : Harked 4 : Severe
<a> a ¢ Nurber of animals examined at the site

b b : Number of animals with Llesion
(c) c:b/a*100

Significant difference ; *: P = 0.05 ** ! P S 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. = 0207 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 19
Group Name Cantrol 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & B o ® ® ® o @ ® & o ® & o

[Digsestive system]

stomach 20> <20> <28> @
arteritis 01 0 0 0 0 00 0 0 00 0 0
o5 (0o (OC0C0 (o0 o0 (o0 (oo ln

eosion: forestomach 0 0 0

0 0 0 0 0 0
(0000 (ocaoCo o (oo (N (00

hyperplasia: forestomach 0 0 1 0 0 0

0 1 0 0 0 0
(o800 (o0 o (alioCo o0 (00

erosioniglandular stomach 0 0 0 0 0 0

0 0 0 0 0
(ocodoCo (ool (oo (a0

hyperplasiatglandular stomach 10 8 0 0 12 7 0 0 13 12 0 0 10 14 0 0
(50) (40) ( 0) ( O (80) (35) ( O ( O (46) (43) ( ) ( O (31 (52 ( 0 (O
small intes <20 <20> 2% 27>
ercsion 0 0 1 0 0 0 0 0 0 0 0 0

0 0 0 0
(000 (0o (000 o000

Liver <20> 20> <29> Q@
angiectasis 0 0 0 0 0

0 0 0 0 1 0 0 0
(OO0 (oo (00300 (00O

Grade 1 : Slight 2 * Moderate 3 : Marked 4t Severe
<a?> a ¢ Nuwber of animals examined at the site

b b : Number of animals with Llesion
(c) cib/ax100

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

(HPT150) BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX  FEMALE PAGE @ 20
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27
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 &
[Digestive system]
Liver <20> <20> <29 @
necrosis:central 0 0 0 0 0 1 0 0 0 0 3 0 0 0 0 0
(0o (000 0C0 (1) (0 Co oo (o
necrosis:focal 0 1 0 0 0 0 1 0 0 1 0 0 1 1 0 0
(s 00 (0 (0 03 0o (O CH 0
necrosisisingle cell 0 0 0 0 2 3 0 0 1 2 0 0 4 2 0 0
(00 (10) (18) ( 0) ( O ACDHDCOC0 (1B (D000
inflammatory infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) B G ) B G ) I G ) (000 0o Q) B Q) I Q) B G )]
inflammatory cell nest 0 0 0 0 6 0 0 0 * 2 0 0 0 4 1 1 0
(oo (o (3 ( ) C ) ( O 7000 (B (D0
clear cell focus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
000 (o (O G QI 1) B Q)] OO0 (o QIO R QIS B GO 1) B Q)]
acidophilic cell focus 0 0 0 0 0 3 11 0 *x 1 3 2 0 *x 0 3 23 0 *x
CoOCo 0o (0)(15) (55 ( 0 3) (10) (89) ( 0) (0 (1) (85 (0
basophi lic cell focus 0 0 0 0 1 1 0 0 2 1 1 0 1 0 0 0
(DI Q) B Q) B G )] (N (0 NEHCH(O QY B Q) I Q) I G )]
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severs
<a> a * Number of animals examined at the site
b b 3 Number of animals with Llesion
{(¢c) c:b/ax100
Significant difference ; ¥ P =005 *:P 0,01 Test of Chi Square

{HPT150)

BAIS3



STUDY NO. = 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE : PAGE : 21
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 23 27
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ®» O ® & ® & @ & & o ® O &
[Digestive system]
Liver <20> <20> 2 QD

vacuolated cell focus

0 0 1 0 0 0 0 0
(o0 (oo (000 (00

bile ductular proliferation 0 0 0 0 0 0

0 0 0 1
oo oo (oo (a0 (oo

swellingicentral

0 3 1 2 1 3 3
(000 (o0 (1B (B 00 (D00 (1) (1) C 0 (

biliary cyst

0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (o (83000 (oo (0Co 0o
nuclear atypiatcentral ¢ 0 0 [ 0 1 0 0 1 1 0 0 4 4 0 0 x
(0o (000 (3 (3000 (15) (18) ¢ 0) ( 0
[Urinary system]
kidney <20> 20> <29> Q27
hvaline droplet 11 0 0 0 10 1 0 0 15 0 0 0 10 0 0 0

(88 (0 (0 ( 0 (50) ( B C 0 (0 (52 C 0 (00 (sn (0o

el

—~
=

Dl

basophilic change 0 0 0

0 0 0 2 0 0 2 0
(0o (0000 (o0 (D00

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

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

Significant difference *:P =005 x=:P =001 Testof Chi Square

(HPT150) BAIS3



STUDY NO. = 0287

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANI¥AL * MOUSE Crj:BDF1 DEAD AND ORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 22
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & ® @ & & o @ & O @ o O ®
[Urinary system)
kidney <20> <20> <28 2
deposit of hemosiderin 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(oo (o QI B Q) B ) R Q1) NLOCH(n 000
hyaline cast 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(OCoCo o (8000 NI HOCO 0
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (0 (OO 0o oo OB B Q) B Q)]
lymphoeytic infiliration 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1000 (00 OO o 000 o
infLammafory polyp 1 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(5000 (00 Do OCH 0y
hydronephrosis 1 0 1 0 1 0 0 0 1 0 0 0 1 0 1 0
(805 (0 (800 (o0 0o 400 Ca o
glomerulosclerosis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (s (0 (o0 OCOCn oD 0000
uin bladd <20> <20> @29 2
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
O B Q) B G ) I G ) (0o (0 0300 0 (000
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<ad> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/a*100
Significant difference ; x: P = 0.0 ** ! P 5 0,01 Test of Chi Sauare

(HPT150)

NATOD



STUDY NO. ¢ 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 23
Group Name Contraol 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, ® & & O ® O ® @ @ ® ®» O ® & & &
[Endocrine system]
pituitary <20> <20> <28> 27
angiectasis 1 1 0 0 1 2 0 0 2 0 0 0 0 0 0 0
(300 (8 (1) (0o (GO I G ) S Q) B Q)] Q)R G B Q) B G )]
cyst 0 0 0 0 3 0 0 0 3 0 0 0 3 0 0 0
(00 (o (15 C 0 (00 (oo (o (m oo
hyperplasia 1 0 0 0 1 0 0 0 2 0 0 0 1 1 0 0
(000 (8000 (D0 (a0
adrenal 20> <20> 29> 2
necrosis:zonal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (00 (o0 (0000 (9 C0Co o
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 O R ) R Q) R Q)] (OC0C0 o (0o o0
extramedul lary hematopoiesis 1 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(a0 (o0 (000 (oo (D00
spindle-cell hyperplasia 14 2 0 0 19 0 0 0 25 0 0 0 26 0 0 0 *
(70) C10) ( 0) ( 0 (8B (o (0o (88 (0 (00 (98 ( 0y C 0 ( 0
hyperplasiatcortical cell 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(GRORERORER) ) (0o (o000 (00
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 ¢ Severs
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100

Significant difference ; *: P = (0.05

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

(HPT150)

RATCQ



STUDY NO. & 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 24
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 28 27
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® W & ® @ ® o O @ & & & @ ® & o

{Endocrrine system]

adrenal <20> <20> 28> 27
hyperplasiatmedulla 0 0 0 0 0 1 0 0 0 0

(0000l (0o D000 (oo (no

<>
(=4
<
<>
<
<

[
—
Py

[Reproductive system]

ovary <20> A9 <29 27
thrombus 0 0 0 0 0 0 0 0 0

0 1 0 0 0 0
(0000 (0o (0000 (ocCoCo o

cyst 0 0 1 0 0 0 0 0 0 1 3 0 0

10 1
(8 000 (oo (e300 (om0

uterus 20> <20> <28> 2D
cystic endometrial hyperplasia 0 0 0 0 13 0 12 0 0 0

8 10 2 0 1 0
(4 C 0 C 0 (0 (50) (100 ( 0 (C 0 (B (00 (4 (0 (0 (0

xanthogranuloma 0 0 0 0 0 2 0 0

0 00 0 0 0 0
(0 (0o (oo o (o 0co N oo

mammary gl <20> <20> Q29 aQn
saquamous cell metaplasia 0 1 0 0 0 0 0 0 0

0 0 0 0 0 0 0
(000 (00 (o COCO 0o oo o

=
Nl

Grade 1 : Sliont 2 : Moderate 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 =0.05 %% 1 P S 0,01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO. = 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 25
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 28 27
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findinss, ® & & O ® & & @ ® ® & O @ & O @
[Reproductive system]
mammary gl <20> <20> <29 QLD
galactocele 0 0 0 0 1 0 0 4] 0 0 0 0 0 0 0 0
OO Co 0 (8N (000 (OCH (00
fNervaus system]
brain <20 <20> <29 Qn

hemorrhage 0 0 0

0 0 0 0 1 0 0 0 0
(0o (s (0o (000000 (0000

mineralization 0

30 0 5 0 0 8 0
(15 (0 o (0 (25 (0 (o) (0 (3 C O (0 (0 (30) C 0y C0) (0

arteritis 0 0

0 1 0 0 0 0 0 0
C0Cs o0 (oo (o0 (0000

[Special sense organs/appendage)

eye <20> <20> <29 @en
cataract 0 0 0 0 0

0 0 0 0 1
(oo (a0 (0o (H 0o

<

Grade 1 : Slight 2 : Noderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site

b b : Nuwber of animals with lesion
(c) c:b/a*100

Stanificant difference x! P = 0,05 ** : P = 0.01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO. = 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 26
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ O & & @ o O O ® O & @ ® & @
[Special sense organs/appendage)
aye 2m <Qm <29 2D

degenerationicornea 0 0 0

(o0

L=
—

0 0 0 0 0 0 0 1 0
5) (0 ( 0)( 0) COCo (o0 (o0 (9000

<
~

ulcer:icomea 0 0 0

0 0 0 0 0 0 00 0
CoCo o Do (3000 oo

<
=
~~

[Musculoskeletal system]

muscle <20> <20 29 @
mineralization 0 0 0 0 0

1 0 0 0 0
(B (000 (000 (o (SROR GRON QRO RN OO0 o

[Body cavities]

adipose Q» <20> 2% 2D
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

(0o (00 (o (000 (D00
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

(¢) cib/a=x*100

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

(HPT150)

BAIS3



APPENDIX J6

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



STUDY NO.  : 0297

RISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMKARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 15
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ®» ® O ® ® ®» O ®» ® &® ® @ ® & o
[Integumentary system/appandage]
skin/app 2% <30 < Q22>
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (oo (N0 (oo (o0 (00
hyperplasiaepidermis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (0 (OO (OCoCon (o (000
[Respiratory system]
nasal cavit <P 29 < <22>
gxudate ] 0 0 0 3 0 0 0 0 0 0 0 1 0 0 0
00 (o0 (oo (G R Q) RO R G )] (000
polyp 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (a3 coCo 0 (0o (O (o0
eosinophilic change:olfactory epithslium 5 0 1 0 g 0 0 0 5 1 0 0 18 0 0 0 *%
(D) (o (sDCoCo0 (o (2 (B () (O (82) (0 (0 (00
eosinophilic change:respiratory epithelium 10 14 3 0 20 ] 0 0 * 15 6 0 0 * 12 10 0 0
(34) (48) (10) ( O (89) (s1) ( O ( O (T (29) ( ) ( O (85) (45) ( 0) ( 0)
respiratory metaplasiazolfactory epithslium 1 0 0 0 g 0 0 0 * 7 0 0 0 * 1 21 0 0 *x
(3 0o (s CO(C0Co (3 (0 (o0 (0 (8 (9) (0 (0
Grade 1 @ Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax100

Sionificant difference 3 *: P = 0.05

* 1 P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0297 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 18
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
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 ® ® ® &
[Respiratory system]
nasal cavit <2 <29 QL 22>
respiratory metaplasiatgland 3 0 0 0 3 1 0 0 4 0 0 0 10 0 0 0 *
(1) C 0 (00 (I (30 (19 (000 (45) ( O C ) C 0
sauamous cell metaplasiairespiratory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(00 (00 Q1) I G ) B G ) R Q)] (85000
necrosistrespiratory epithelium 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
(0000 (300 (oo (o0 (8000
thickening of bone 0 0 0 0 [ 0 0 0 0 0 0 0 20 2 0 0 *x
(000 (OO0 o0 (oo (s (9 (0 (0
nasopharynx <29> 29> Q1> <22>
eosinophilic change 0 2 0 0 0 0 0 0 0 1} 0 0 0 0 0 0
(D00 (0o o (OO0 (G I G I G B G )]
lug {29> <30> <21> <22>
ectopic tissue 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
Q) RO I G ) I Q)] (0 (000 () R G B G ) I G ) (05 (0 (0
hemorrhags 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0300 (OO0 (oo (o QI B G 1) B G 1) B Q)]
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax*x100

Significant difference :

*: P = 0.06 =% 1 P < 0.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. & 0287

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 17
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ®» O o @ & ®» ® @ ® O & ® & ® O
[Respiratory system]
lung <29> <30> QD L <22>
inflammatory infiltration 3 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1300 (OO I G B Q) B )] (ococon o (D I B ) B Q1)
granulation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
' (oo () B ) I G I Q)| O G B G ) I G )] (o (s {0 (0
perivascular inflammation 1 2 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(D0 (DO (1o oo (GO I QI ) B Q) B )
accunulation of foamy cells 0 1 0 0 0 0 0 0 3 0 0 0 3 1 1 0
(0300 (ocoCn (o (1 (o0 (1 (5 (85 (0
bronchiolar-aluenlar cell hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0300 (00 (o0 (oo (o (00 (o
hyperplasiatepithelium,alveolar duct 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (oo (o oo Con o oo (o (0
[Hematopoistic system]
bone marTow <29 <30> QD <22>
granulation 0 0 0 0 0 1 0 0 0 0 4] 0 0 0 0 0
(GO RGN ) I B Q)| () I QI I Q) B Q) (00000 (00
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:ib/a=x100
Significant difference 3 *x:PS50065 x:P =001 Testof Chi Square

(HPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL * MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 200 ppm 400 pom 800 ppm
No. of Animals on Study 28 30 21 22
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 ® ®
[Hematopoistic system]
bone marTou <29> <30> e <225
myelofibiosis 3 0 0 0 0 1 0 0 1 0 0 0 0 1 0 0
(o0 (O30 (oo (o0 (0 (00
erythropoiesis: increased 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) I Q) I ) B Q)] (D (OO0 (o0 (000
Lymph node Q2 <30> QL Q22>
follicular hyperplasia 0 0 0 [ 0 1 0 0 1 0 0 [y 0 1 0 0
COCoCon (o0 (0300 (B (o0 (s 00
spleen 29 <30> Q21 22>
deposit of hemosiderin 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) I Q) B ) BN G )] (a0 (0 (o0 (0o o
deposit of melanin 1 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(00 (O Co (o (1 CoCo (o0 (8 oo (0
fibrosis 0 1 [ 0 0 0 0 0 0 0 0 0 0 0 0 0
(e300 (G I G ) I ) B Q)] (ocoCn (o0 (000
extramedullary hematopoiesis 2 0 0 0 5 2 0 0 8 2 0 0 *x 5 0 0 0
(Do (1 (D0 o0 (38) (100 ( 0 ( 0 (23 (00
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
(¢) cib/ax100
Significant difference *: P = 0.05 *% 1 P < 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. @ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 19
Group Name Controt 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® ® ® @ o ® ® @ @ & W ® & ®» ®
{Hematopoietic system]
spleen 29 <30> QD 22>
follicular hyperplasia 2 2 0 0 1 2 0 0 0 1 0 0 0 0 0 0
(D00 (D0 (0 (00 (DRGB!
[Circulatory system]
heart 29> <30> QD 22>
thrombus 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oCoCoCo (oo CocoCo o (oo
[Digestive system]
tooth 29 <80> Q2L 22>
dysplasia 3 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(1 (0 (0 (0 (D00 (8000 (0o
tongue Q2 <30> 2D 22>
epidermal cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 () R G B G ) I G )] (0o (o (OO0
salivary gl <29 <30> 21 <22>
lymphoeytic infiltration 16 0 0 0 17 0 0 0 12 0 0 0 10 0 0 0
(85) ( 0) C 0}y (0O (sn (00 (o0 (s (000 (45) ( 0) ( 0) ( 0)
Grade 1: Slight 2 @ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Nuwber of animals with lesion
(e¢) c:b/a*100

Significant difference *x: P S 0.0 *x : P £ 0.01 Test of Chi Sauare

(HPT150)

BAIS3




STUDY NO.
ANIMAL
REPORT TYPE :

T 0297
¢ MOUSE Crj:BDF1

Al

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

SEX ¢ FEMALE PAGE : 20
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1. 2 3 4
Organ Findings ® ® ® ® ® ® & W @ & ®» o ® & ®» o
{Digestive syétem]
stomach <29 <30> Q2D <22>
hyperplasiat forestomach 1 0 0 0 1 1 0 0 0 0 0 0 1 1 0 0
(0000 (OO (0000 (5800
erosion:glandular stomach 1 0 0 0 1 0 0 0 2 1 0 0 0 0 0 0
(oo (00 (1) (800 oo (o
hyperplasiatglandular stomach 4 24 0 0 8 21 0 0 8 12 1 0 10 12 0 0 %
(14) (8) ( 0 ( 0 (2n (70 ¢ 0 ( 0 (38) (57 ( 8 (0 (45) (85} ( 0) ( O
large intes @29 <30> QL 22>
erocsion 0 0 0 Q 1 0 0 0 0 0 0 0 0 0 0 0
() B Q) I ) B G )] (0000 G RGN ) B G ) I G ) (o0 (o
Liver <29> <30 <2 <22>
angiectasis 1 1 1 0 0 2 0 0 1 0 0 0 0 0 0 0
(N0 (0o (o (00 (000
necrosis:focal 1 0 0 0 0 1 0 0 1 1 0 0 0 0 0 0
(D00 (O30 (00 (0o
necrosisisingle cell 13 g 0 0 7 1 0 0 *x 3 0 0 0 *x g 4 0 0
(45) (31) ( O ( 0 (2 (3 (0 (o (oo (an (18) ( O ( 0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with Llesion
(c) c:b/a*100

Significant difference : *: P =0.05

** 1 P £ 0,01 Test of Chi Sauare

(HPT150)

BAIS3




STUDY NO. = 0297
ANIMAL * MOUSE Crj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

SEX : FEMALE

SACRIFICED ANIMALS (105W)

PAGE : 21

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings, @ o o O ® & W o ® W & o @ o o o
[Digestive system]
Liver 29 <30 (¢392 <22>
inflammatory infiltration 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (0o (o (GO B G I ) I G )] (0CoCon (0
lymphoeytic infiltration 1 0 0 0 1 0 0 0 0 0 [ 0 4} 0 0 0
(L0 CH o (0 (ool (oo
granulation 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (OO0 o0 oo (o0 (G RGO I Q) I GV
inflammatory cell nest 24 0 4] 0 7 0 0 0 %k 2 4] 0 0 *x 13 0 0 0
(83 (0 (00 (23 ( O C 0 (0 (100 C ) C 0 (O (59 ( 0) C 0 (0
extramedullary hematopoiesis 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(300 (3o oo (G B Q) B ) B Q)] (OO0
clear cell focus 0 2 1 0 3 3 1 0 2 1 1 0 0 1 0 0
(D0 (100 (100 ¢ & ( O (10 ( 5 (8 (0 (0 0o
acidophilic cell focus 0 1 0 0 0 3 26 0 *x 0 0 19 0 *x 0 0 22 0 *x
(0300 (01080 (0 (0Co0 (80 ¢ 0 (0 (100 (0
basoehilic cell focus 1 1 0 0 4 1 0 0 1 1 1 0 0 2 0 0
(330 (1330 (8 (5 (5 (0 QORI ) I G ) B!
Grade 1 ¢ Slight 2 * Moderate 3 ¢ Marked 4t Severe
<a> a : Nuwber of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax100

Sianificant difference *: P = 0.0 x* P 5 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

: 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE @ 22
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & W o @ & & o @ & W o @ ® & o
[Digestive system)
Liver 29 <30> 2D <22>
vacuolated cell focus 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(00 (Do oo (o0 () IO ) 2 G ) B Q)]
spongiosis hepatis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (000 (8 ({00 (D B ) B Q) B G )]
bile ductular proliferation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
() G ) B ) B G )] (00 (oo (o oo (o
swelling:central 2 0 0 0 6 1 0 0 2 0 0 0 4 6 0 0 *x
(DO (0 (200 ( 3y (0 (0 (10 oo (18 (27) ( 0) ( O
nucltear atypiatcentral 2 0 0 0 6 0 0 0 1 0 0 0 6 2 0 0 =*
(DCOCO (20 (0 (0 (0 Q) B G ) B G ) I G )] (an (9 0 (0
gall bladd @29 <30> Q2 <22>
cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (0o Q) RO B G () R G )] (8000 (o0
eosinophilic change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o (o (oo (o0 () B G ) B Q) I G )]
pancreas 29 <30 Q2D <22>
lymphooytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o0 (o0 (G I G ) I G IR Q)] (OCoCo (0 (a0
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




STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 23
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® O & @ ® & » ® ® ® o @ & & &
[Urinary system]
kidney <29> <30> 2w 22>
infarct 1 0 0 0 0 0 0 0 3 0 0 0 1 0 0 0
(0o (O (” (W (oo (s (0000
hydropic change 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o (000 ) G R G ) I G )] (D R G B Q) I G )]
hvaline droplet 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
() B QI ) I Q) B G )] (1 oo (o (D B Q) I Q) B Q)] (ocoCn o
basophi Lic change 1 1 0 0 2 0 0 0 1 1 0 0 4 0 0 0
(300 (N0 (0 (8 (8 (o0 (18000
hvaline cast 1 .0 0 0 g Q 0 0 * 4 0 0 0 2 0 0 0
(a0 (s COCo (o (D0 (o (GBI ) I G ) B )
lymphocytic infiltration 5 0 0 0 3 1 0 4] 2 0 0 0 1 0 0 0
(M0 (1 (30 (0 (I (0o (000
inflammatory cell nest 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (0000 (OO0 (0 (000
inflammatory polyp 1 0 1 0 0 1 0 0 0 1 0 0 0 0 0 0
(330 () I Q) B ) B ) Q) I G-) I Q) B G ) COCoHnCo
Grade 1 : Slight 2 ¢ Noderate 3 : Narked 4 : Severs
<a> a : Number of animals examined at the site
b b ¢ Nuwber of animals with lesion
(¢) c:b/ax100

Significant difference *:P =005 xx:P =0.001 Testof Chi Squars

(HPT150)

BAIS3



STUDY NO. @ 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 24
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ O ® o ® & O o M ® & o ® & & o
[Urinary system)
kidney <29 <30> Q2 <22>
hydronephirosis 0 2 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(N0 (o oo o (8000 oo (o0
mineralization:papilla 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o (0 (OCoCcon (o0 (000 CoCo0Cy
urothetial hyperplasiatpsluis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (000 (00 coconCo (o0
[Endocrine system)
pituitary <2 <30> Q2 22>
angiectasis 1 0 0 0 2 2 0 0 0 0 0 0 0 0 0 0
(o0 (DD 0 oo (000
cyst 2 0 0 0 2 1 0 0 2 0 0 0 3 0 0 0
(D0 (D3 (1 oo (o (W0
hyperplasia 13 2 0 0 11 6 [4] 0 5 4 0 0 3 0 0 0 *
(B (D00 (87 (20) C 0) C O) (20) (19) C 0) ( 0 (1) C 0y (0 (0
focal hypertrochy 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G0 B G ) B Q) R Q) (3 COC0n (0o (O o0
Grade 1 Slight 2 ¢ Moderate 3 * Marked 4 : Severe
<ad> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100

Significant difference *: P = 0.0

** ! P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.

: 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : A1
SEX 2 FEMALE PAGE : 25
Graup Name Contral 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orsan Findings @ & & O ® O W o @ | o o @ & & O
[Endocrine systen]
thyroid a2 <30> Q2 22>
inflammatory infiltration 0 0 0 0 [ 0 0 0 0 0 0 0 1 0 0 0
(00 (o (OO0 (ocoCn o (0o
adrenal D <30> <21 22>
angiectasis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(O Co o (ocoCn (o COCoCn (o (900
inflamnatory infiltration 0 0 0 4] 1 0 0 0 1 0 0 0 0 0 0 0
(oo (o (3OO0 (8000 (0o (o0
extramedul lary hematopoiesis 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(0o (D0 (0o (GO R QI () B GO ) I Q)]
spindle—cell hyperplasia 18 10 0 0 28 1 0 0 *xx 20 1 0 0 * 21 0 0 0 xx
(862) (30) ( 0) ( O (a3 (0 (85) ( 8 ( 0) (0 (8% (00 (0 (0
hyperplasiatcortical cell 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (D (oo (o (G I GN ) NG B Q)|
hyperplasiatmeculla 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo (OO0 (8000 (00 (o0
acces'ory cortical nodule 2 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(Do (o (oo (8000 (8000
Grade 1 : Stight 2 : Moderate 3 : Marked 4 ¢ Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢c) c:b/ax100

Significant difference

*:P =005 #x:P =000 Testof Chi Square

(HPT150)

BAIS3



STUDY NO. : 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 26
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings, @ & ® » @ & & @ & & o @ o ®» ®
[Endocrine system]
adrenal <29 <30> QL <22>
focal fatty changse:cortex 1 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(330 (03w (oCcoCon (o 0o Co o
[Reproductive system]
ovary 42 <80> <20> 22>
angiectasis 0 0 0 0 1 0 0 ¢ 0 0 0 0 1 0 0 0
(G B QI ) B G () B Q)] (A0 (0o 5 (0 (00
thrombus 0 0 0 0 0 0 0 0 0 0 1 0 1 0 0 0
(000 (0o (0O (0 5 ( 00 C 0 ( 0
cyst 10 0 0 0 5 0 0 Y 4 1 0 0 0 2 0 0 *x%
(s (o (0 (o0 (o (200 ( 8y C ) ( O ) BG) B Q) B Q)]
uterus <29 <30> <2 22>
thrombus 0 1 0 0 1 [4} 1 0 0 0 0 0 0 0 0 0
(GO BG-GB Q)] (0 Q) I B Q) B G )] OO
tymohocytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO RGN B GO B Q)] (00 (000 (0 000 (0
Grade 1@ Slight 2 : Moderate 3t Marked 4 : Severe
<a? a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*x100

Significant difference *: P = 0.0 *>* P 5 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUBY NO.

1 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 27
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findinss @ & ® O ® & ®» @ ® & ®» O @ o & ®
[Reproductive system]
uterus <29 <30> Q1 <22>
cystic endometrial hyperplasia 20 6 0 0 14 8 1 0 16 3 0 0 21 0 0 0 *
(69) (21) ( ©) ( 0 (an (203 ( 3 ( ) (78) (14 ( 0) ( 0 (98 (0 (O (0
xanthogranuloma 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
(oo (0o (s 0o (008 (00
mammary gl 29 <30> QD 22>
hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O30 o (00 (o oo (00 (o
sauamous cell metaplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (o0 () R Q) B G ) R G )] (oo (o (oo (o (o
atypical hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) 2 Q) B G ) B G ) (0o (G G B G ) B G )] CoLoCo (0
galactocels 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o000 (OO (8 o000 Co oo {0
[Neruous system]
brain 29> <30> <2 <22>
hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
oo (o (300 Co oo (o0 (8 (o000
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100

Significant difference

*: P =0.05 > P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ HOUSE Crj:BDF1 SACRIFICED ANIMALS (108W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 28
Group Name Cantrol 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ®» ® ® ®» & & O @ & ® @ ® ® & O
[Nervous system}
brain <29> <30> 21 <22>
mineralization 11 0 0 0 13 0 0 0 12 0 0 0 13 0 0 0
(38 (oo (33000 (57 C 0 (0 (0 (89 ( 0 ( 0) (O
[Special sense organs/appendage]
eye <29 <380> <2 22>
cataract 1 0 0 0 3 0 0 0 1 0 0 0 3 0 0 0
(D00 (10 C 0 C 0) ( 0 (0o (o0
keratitis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o O R G B G I G )] (oo (oo (oo
degeneration:cornea 2 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(DCOCO o GNOR Q) B Q) BN Q)] (0o (0o
Harder gl 29> <30> 21 22>
granulation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o3 (000 (0o 0o o (oo oo
Grads 1 : Slight 2 : Moderate 3 : Marked 4 : Severs
<a> a : Number of animals examined at the sits
b b : Number of animals with lesion
(c) cib/a*100

Significant difference 3 * 1P = 0.05

x* ! P S 0,01 Test of Chi Square

(HPT150)

BAIS3



APPENDIX K1

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



STUDY NO. & 0297

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

ANTMAL * MOUSE Grj:BDF1
REPORT TYPE : Al
SEX : MALE PAGE : 1
Time-related Hems, Group Name Control 200 ppm 400 ppm 800 ppm
Weeks,
0- 52 NO. OF EXAMINED ANIMALS 0 0 0 1
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
53 - 78 NO. OF EXAMINED ANIMALS 4 3 1 3
NO. OF ANIMALS WITH TUMORS [{] 2 1 2
NO. OF ANIMALS WITH SINGLE TUMORS 0 1 1 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 0 0
NO. OF BENIGN TUMORS 0 3 0 0
NO. OF MALIGNANT TUMORS 0 1 1 2
NO. OF TOTAL TUMORS 0 4 1 2
79 - 104 NO. OF EXAMINED ANIMALS g 14 11 6
NO. OF ANIMALS WITH TUMORS g 14 11 6
NO. OF ANIMALS WITH SINGLE TUMORS 5 6 2 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 4 8 9 5
NO. OF BENIGN TUMORS 2 10 9 5
NO. OF MALIGNANT TUMORS 12 16 16 9
NO. OF TOTAL TUMORS 14 28 25 14
105 - 105 NO. OF EXAMINED ANINALS 37 33 37 40
NO. OF ANIMALS WITH TUMORS 18 32 36 40
NO. OF ANIMALS WITH SINGLE TUMORS 13 11 15 18
NO. OF ANIMALS WITH MULTIPLE TUMORS 5 21 21 22
NO. OF BENIGN TUXORS 12 40 43 48
NO. OF MALIGNANT TUMORS 11 27 25 22
NO. OF TOTAL TUMORS 23 67 68 70

(EPT070)

BAIS3



STUDY NO. = 0297 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

ANIMAL + MOUSE Crj:BDF1

REPORT TYPE : Al

SEX s HALE PAGE : 2

Timerelated Items Group Name Control 200 ppm 400 ppm 800 ppm

____Weeks

0~ 105 NO. OF EXAMINED ANIMALS 50 50 48 50

NO. OF ANIMALS WITH TUMORS 27 48 48 48
NO. OF ANIMALS WITH SINGLE TUMORS 18 18 18 21
NO. OF ANIMALS WITH MULTIPLE TUMORS g 30 30 27
NO. OF BENIGN TUMORS 14 53 52 53
NO. OF MALIGNANT TUMORS 23 44 42 33
NO. OF TOTAL TUMORS 37 97 94 86

(HPT070)

BAIS3



APPENDIX K2

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



STUDY NO.

+ 0297

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

ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : A1
SEX ¢ FEMALE PAGE: 3
Time-related Items Group Name Control 200 ppm 400 ppm 800 ppm
Weeks
0- 52 NO. OF EXAMINED ANIMALS 2 0 0 1
NO. OF ANIMALS WITH TUMORS 1 0 0 1
NO. OF ANIMALS WITH SINGLE TUMORS 1 0 0 0
NO. OF ANIMALS WITH XULTIPLE TUMORS 0 0 0 1
NO. OF BENIGN TUMORS 0 0 0 1
NO. OF MALIGNANT TUMORS 1 0 0 1
NO. OF TOTAL TUXORS 1 0 0 2
53- 78 NO. OF EXAMINED ANIMALS 4 5 4 3
NO. OF ANIMALS WITH TUMORS 3 5 4 3
NO. OF ANIMALS WITH SINGLE TUMORS 2 2 0 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 3 4 2
NO. OF BENIGN TUMORS 2 3 5 3
NO. OF MALIGNANT TUMORS 3 ) 8 3
NO. OF TOTAL TUMORS 5 g 11 8
78 - 104 NO. OF EXAMINED ANIMALS 14 15 25 23
NO. OF ANIMALS WITH TUMORS 11 15 25 23
NO. OF ANIMALS WITH SINGLE TUMORS 10 5 1 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 10 24 22
NO. OF BENIGN TUMORS 0 17 28 25
NO. OF MALIGNANT TUMORS 12 18 39 31
NO. OF TOTAL TUMORS 12 35 67 56
105 - 105 NO. OF EXAMINED ANIMALS 29 30 21 22
NO. OF ANIMALS WITH TUMORS 22 30 21 22
NO. OF ANIMALS WITH SINGLE TUMORS 12 4 2 6
NO. OF ANIMALS WITH MULTIPLE TUMORS 10 26 19 18
NO. OF BENIGN TUMORS 17 48 33 24
NO. OF MALIGNANT TUMORS 18 34 23 20
NO. OF TOTAL TUNORS 35 82 56 44
(HPT070)

BAIS3



STUDY NO.

: 0297

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

ANIMAL * MOUSE Crj:BDF1
REPORT TYPE : A1
SEX : FEMALE PAGE ¢ 4
Time-related Items Group Name Control 200 ppm 400 ppm 800 ppm
Woeks
0 - 105 NO. OF EXAMINED ANIMALS 49 50 50 43
NO. OF ANIMALS WITH TUMORS 37 50 50 49
NO. OF ANIMALS WITH SINGLE TUMORS 25 11 3 8
NO. OF ANIMALS WITH MULTIPLE TUMORS 12 38 47 41
NO. OF BENIGN TUMORS 19 68 66 53
NO. OF MALIGNANT TUMORS 34 58 68 55
NO. OF TOTAL TUMORS 53 126 134 108
(HPT070)

BAIS3



APPENDIX L1
HISTOLOGICAL FINDINGS: NEOPLASTIC LESIONS: SUMMARY, MOUSE: MALE

(2-YEAR STUDY)



STUDY NO. : 0297

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX 1 MALE PAGE: 1

Group Name Control 200 ppm 400 ppm 800 ppm

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

[Integumentary system/appandage]

skin/app <50> <50> <4 <50>
squamous cell papilloma 0 ( 0% 0 ( op 0 ( op L (2%

subcutis <GB0 <50> <49> <50>
Lipoma 1 (2% 1 (2% 0 ( o 0 ( 0%
xanthoma 0 (0% ¢ (0% 1 (25 0 ( 0%
schwannomasmalignant 0 ( 0% 0 ( o% 1 (29 0 0%
histicoytic sarcoma 0 ( 0% o ( op ¢ ( o% 1 ( 2%
hemangiosarcoma 1 (29 0 (0% 0 ( o% 1 (2%

[Respiratory system]

lung <50 <50 <49 <50
bronchiolar-alueolar adenoma 2 (49 7 (14%) 4 ( 8% 7 ( 14%)
bronchiolar-aluesolar carcinoma 8 (16%) 6 ( 12%) 3 ( 6% 2 (4%

[Hematopoietic system}

Lymph node <50> <50> 4P <50
malisnant Lymphoma 4 ( 8 4 ( 8p 7 (14%) 4 ( 8p
mastcytomatmalionant 1 (2% 1 (29 2 (4% ¢ ( o%

spleen <50> <50> <49 <50
hemangioma 1 (2% 2 (4% 0 ( o% o ( o%

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

b (c) b : Number of animals with neoplasm “ctb/ax100

(HPTO85)

BAIS3



STUDY NO.
ANTHAL

: 0297
: MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX : MALE PAGE ¢ 2
Group Name Control 200 ppm 400 ppm 800 ppm

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

[Hematopoistic system)

spleen <BM <50 <49 <50>
malignant lymphoma 1 (29 0 ( op 1 (2% 0 (0%
hemangiosarcoma 3 (&) 1 (2% 0 ( op 1 (2%

[Circulatory system]

heart <50> <50 <49 <50>
sarcoma:NOS 0 ( 0% 0 ( 0% 1 (2% 0 ( 0%

[Digestive system)

tongue <50 <560> <49> <50
saquanous cell papilloma 0 ( 0% 0 ( 0% 0 ( o% 1 (29

stomach <50> <50> <4 <50>
squamous cell papilloma 1 (29 0 (0% 0 ( 0% o ( o%
histiocytic sarcoma 0 ( 0% 1 ( 2% 0 ( 0% 0 ( o%
neurcendocrine cell tumor:malisnant 0 ( op) 0 op 1 (2 0 ( on

small intes <500 <50> <48> <50
adenoma 0 ( 0% 1 (28 0 0% 0 (0%

Liver <GB0 <50> <49 <50>
hemangioma 1 (2% 2 ( 4p 0 ( op 1 (2%
hepatocellular adenoma 6 (12%) 36 (72%) 41 ( 84%) 41 ( 82%)
histiocytic sarcoma 0 ( 0%) 2 (4% 2 (4 1 (2%

<a> a : Number of animals examined at the site
b {(c¢) b : Number of animals with neoplasm cib/ax100
(HPTO85)

BAIS3



STUDY NO.  : 0287

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE ¢ 3

Group Name Control 200 ppm 400 ppm 800 ppm

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

[Digestive system]

Liver <&0> <GB0 4P <500
hemangiosarcoma 2 (4% 2 (4% 0 ( 0% 0 ( 0%
hepatocellular carcinoma 2 (49 12 ( 24%) 16 ( 33%) 18 ( 32%)
hepatoblastoma 0 ( 0% 13 ( 26%) 7 (14%) 4 ( 8%

pancireas <50> <50 UP» <50>
islet cell adenoma 0 ( 0% 0 ( o%) 1 (2% 0 ( of)
islet cell adenacarcinoma 1 (29 0 ( o% 0 ( o 0 ¢ %

[Urinary system]

kidney <50> <50> <49> <50>
renal cell adenoma 0 ( of) 0 ( 0% 1 (2% 0 ( 0%

[Endocrine system]

pituitary <50> <B0> <48> <50>
adsnoma 1 (29 0 (0P 1 (20 0 ( op

thyroid <50> <50> <48> <50>
C-coll carcinoma 0 ( op 0 ( o% 0 ( om 1 (25

adrenal <50> <50> <49> <50>
pheochromocy toma o ( 0% ¢ ( op 1 (2% 0 ( op
cortical adenoma 1 (29 2 (4% ¢ ( o 0 ( op

[Reproductive systenm)

testis <50> <50> <48 <49>
interstitial cell tumor 0 ( 0% 0 ( 0% 1 (2% 0 ( 0%

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

BAIS3



STUDY NO. @ 0287

ANTHAL : MOUSE Crj:BDF1
REPORT TYPE : Al

SEX * MALE

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ALL ANIMALS (0-105W)

PAGE :
Group Name Control 200 ppm 400 ppm 800 ppm

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

[Reproductive systen]

prep/cli gl <50 <50> <49 <50>
adenoma 0 ( 0% 1 (2% 0 ( 0% 0 (o

[Neruous system]

periph nerv <50> <50> <4D <50>
histiocytic sarcoma 0 ( 0% 1 (29 0 (o 0 (o

[Special sense argans/appendage]

Harder gl <B0> <60 <49> <50>
adenoma 0 ( 0% 1 (29 1 (2% 2 (4
adenocarcinoma 0 ( 0%) 1 (28 0 ¢ o 0 ( op

[Body cavities]

peritoneun <50> <500 <49 <50>
histioeytic sarcoma 0 ( op 0 op 1 (2% 2 (4%

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

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

(HPT085)

BAIS3



APPENDIX L2
HISTOLOGICAL FINDINGS: NEOPLASTIC LESIONS: SUMMARY, MOUSE: FEMALE

(2-YEAR STUDY)



STUDY NO. @ 0287 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE : B

Group Name Control 200 ppm 400 ppm 800 ppm

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

[Inteoumentary system/appandage]

subcutis <49 <GB0 <50> 49>
MyXOma 0 ( op 1 (29 0 o% 0 op
hemangioma o (0% 3 ( &% 1 ( 2% 0 ( 0%
Leiomyosarcona 0 ( 0% 1 ( 2% 0 ( o 0 ( 0%
schwannoma:malisnant 0 ( o% 0 ( o%) 0 ( 0% 1 (2%
hemangiosarcoma 0 ( o 1 (2% 0 (o 0 ( 0%

{Respiratory system]

lug <49> <50> <B0> <49>
bronchiolar-alueolar adenoma 5 (10% 2 (49 4 ( 8p 1 (2%
bronchiolar-alveolar carcinoma 1 (28 2 ( 4n 2 (49 o (0%

[Hematopoistic system]

bone marrow 49> <50> <50 <48
hemangiona 0 ( on 0 (0B 1 (2% 0 ( 0%
hemangiosarcoma 0 ( 0% 1 (2% 1 (2% 1 (2%

Lymoh node UD <GB0 <50> <49
hemangioma 0 ( op 1 (2% 1 (2% 0 ( o%
malignant lymphoma 13 (27%) g (18%) 7 (14%) 3 ( 6%

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

BAIS3



STUDY NO. = 0297

ANTHAL + HOUSE Crj:BDF1
REPORT TYPE : Al

SEX + FEMALE

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

PAGE : 6
Group Name Control 200 ppm 400 ppm 800 ppm

Organ Findings No. of animals on Study 49 50 50 48

[Hematopoietic systen]

Lymeh node <49 <50> <50> <49>
hemangiosarcoma (0B 1 (29 0 ( o% 0 ¢ 0%

thymus AP <B0> <50 49>
malignant lymphama ( 4% 1 (21 1 (2§ 0 ( on

spleen <49> <500 <50 <49>
hemangioma ( oR 0 (o 1 (29 0 ( op
histiocytic sarcoma (o 1 (28 0 ( o 0 ( o%
malignant Lymphoma (0% 2 ( 4n 1 (2§ 0 ( 0%
hemangiosarcona (2% 0 ( 0% 3 (6% 3 ( 8%

[Digestive system]

stomach 49> <50> 49> <49>
saquamous cell papilloma (2% 0 ( op (2% 0 ( o
mastcytomaimalisnant ¢ 0% 0 (0B 0 ( 0% 1 (2%

small intes <49> <50> <50> <49>
adenocarcinona ( 0% o ( 0% 1 (29 0 ( 0%

Liver <49 <GB0 <500 49>
hemangioma ( 4% 0 ( 0% 0 ( on 3 ( 8%
hepatocel lular adenoma (2% 42 ( 84%) 47 ( 94%) 48 ( 98%)
histiocytic sarcoma ( 2% 1 (2% 4 ( 8% 1 (2%

<a> a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/ax*x100
(HPT085)

BAIS3



STUDY NO. = 0297

ANINAL : MOUSE Crj:BDF1
REPORT TYPE : Al

SEX ¢ FEMALE

ALL ANIMALS (0-105W)

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

PAGE ¢ 7
Group Name Control 200 ppm 400 ppm 800 ppm

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

[Digestive system]

Liver <48> <50> <500 (gt
hepatocellular carcinama 3 (&% 25 ( 50%) 32 (64%) 3B (1%
hepatoblastoma 6 (0% 0 (0% 4 ( 8%) o (0%

pancreas AU <50 <50> 4D
hemangicma 1 (29 0 ( 0% 0 ( o% 0 (o

fUrinary system]

urin bladd <49> <50 <50 49>
hemangioma 0 ( 0% 0 ( 0% 1 (2% 0 ( 0%

{Endocrine system]

pituitary <49> <50> <49> <49>
adenoma 7 (149 9 (18%) 6 (12%) 0 (0%

adrenal <49> <50> <B0> <49
hemangiosarcona 1 (2% 0 ( 0% 0 ( op o ( 0%

[Reproductive system)

ovary 49> <49> <49 <49>
cystadenoma 0 (0% (2% 1 (28 0 ( o

uterus <49 <50 <50> 4P
endometrial stromal polyp 0 ( 0B 2 ( 4n 1 (29 0 ( 0%
Lleiomyosarcoma 0 (o 0 ( 0% 1 (2% 0 ( 0%
histiocytic sarcoma 10 ( 20%) 12 ( 24%) 11 ( 22%) 8 (12%)

<ad> a : Number of animals examined at the site
b {c) b : Number of animals with necplasm c:b/axl00
(HPT085)

BAIS3



STUDY NO. : 0287

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE : 8

Graup Name Control 200 ppm 400 ppm 800 ppm

Organ_____ Findinss, No. of animals on Study 49 50 50 49

[Reproductive system]

uterus <49 <50 <BO> <49
endometrial stromal sarcoms 0 ( 0%) 1 (2% 0 (0% 0 (o

vagina <49 <50> <50> <48>
xanthoma 0 ( 0% 1 (29 0 ( op 0 ( o

mamnary gt <49 <50> <B0> <49>
adenoma 1 (2 1 (29 0 (0% 0 ( o
adenoacanthoma 0 ( o%) 1 (2% 0 ( o%) 0 ( 0%
adenocarcinona 1 ( 21 0 ( % o ( 0B 0 ( on

[Neruous system]

brain <49> <50 <50> <49
meningiomatmalisnant 0 ( 0% 0 ( 0% 0 ( 0% 1 (25

periph nerv <49> <50> <50> <UD
schwannoma:mal ignant 0 ( 0% 0 ( 0% 0 (0B 1 (2%

[Special sense organs/appendage]

Harder gt <49> <50> <B0> <49>
adenoma 1 (29 4 ( 8% 1 (29 1 (29
adenocarcinoma 0 ( op 0 ( o% 0 ( op 1 (2%

[Musculoskeletal system)

bone 4D <B0> <50> <49
osteosarcona 0 (0% 0 ( 0% 0 ( o% 1 (20

<a> a ¢ Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/ax100
(HPTO85)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : @
Group Name Control 200 ppm 400 ppm 800 ppm
Organ, Findings No. of animals on Study 43 50 50 49
[Body cavities]
peritoneum AUD <50> <50> <49>
histiocytic sarcoma 1 (2% 0 ( o%) 0 { o%) 0 ( 0%
<a> a ¢ Number of animals examined at the site
b (c) b ¢ Number of animals with neoplasm ctb/ax*100
(HPTO85)

BAIS3



APPENDIX M1
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANALYSIS, MOUSE: MALE

(2-YEAR STUDY)



STUDY No. : 0297 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANTNAL ¢ MOUSE Crj:BDF1
SEX * MALE

PAGE : 1
Group Name Control 200 ppm 400 ppm 800 ppm
SITE : lung
TUMOR : bronchiolar-alueolar adenoma
Tumor  rats
OQuerall rates(a) 2/50( 4.0) 7/50{( 14.0) 4/49( 8.2) 7/50( 14.0)
Adjusted rates(b) 5.41 16.22 10.81 17.50
Terminal rates(c) 2/37( 5.4) 5/33( 15.2) 4/37( 10.8) 7/40( 17.5)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0.1271
Combined analysis(d) P=——-
Cochran-Armitage test(e) P = 0,2018
Fisher Exact test(e) P = 0.0798 P = 0.3292 = 0.0798
SITE ¢ lung
TUKOR : bronchiotar-alueslar carcinoma
Tumor  rate
Ouerall rates(a) 8/50( 16.0) 6/50( 12.0) 3/49( 6.1) 2/50( 4.0)
Adjusted rates(b) 17.50 15,15 6.52 2.22
Terminal rates(c) © 8/37( 16.2) 5/33( 15.2) 1/37¢ 2.7) 0/40( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.5408
Preuvalence method(d) P = 0.9932
Combined analysis(d) P = 0.9889
Cochran-Armitage test(e) P = 0.0314%
Fisher Exact test(e) P = 0.3871 P = 10,1061 P = 0.0458%
SITE : luwg
TUMOR : bronchiolar-alveolar adenoma,bronchiolar-alueolar carcinoma
Tuvar rate
Ouerall rates(a) 10/50( 20.0) 13/50( -26.0) 7/49( 14.3) 9/50( 18.0)
Adjusted rates(b) 22,50 30.56 15,22 17.78
Terminal rates(c) 8/37( 21.8) 10/33( 30.3) 5/37( 13.5) 7/40¢ 17.5)
Statistical amalysis
Peto test
Standard method(d) P = 0.5409
Prevalence method(d) P = 0.7550
Combined analysis(d) P = 0.759%
Cochranm-Armitage test(e) P = 0.5310
Fisher Exact +test(e) P = 0.8176 P = 0.3137 P = 0.5000

(HPT3504)

BAIS3



STUDY No. : 0297

NEQPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL + MOUSE Crj:BDF1
SEX : MALE PAGE : 2
Group Name Control 200 ppm 400 ppm 800 ppm
SITE : lymoh node
TUMOR : malisnant lymphoma
Tumx- rate
Ouerall rates(a) 4/50( 8.0) 4/50( 8.0) 7/49( 14.3) 4/50( 8.0)
Adjusted rates(b) 8.11 3.03 13.51 7.50
Terminal rates(c) 3/37( 8.1) 1/33( 3.0) 5/37( 13.5) 3/40( 17.5)
Statistical analysis
Peto test
Standard method(d) P = 0.8376
Prevalence method(d) P = 0.4013
Combined analysis(d) P = 0.5142
Cochran-Armitage test(s) P = 0.8398
Fisher Exact test(e) P = 0.3575 P = 0.2505 P = 0.3575
SITE : spleen
TUMOR ¢ hemangiosarcomna
Turr rate
Ouverall rates(a) 3/50( 6.0) 1/50{ 2.0) 0/48( 0.0) 1/50( 2.0)
Adjusted rates(b) 2.44 3.03 0.0 2,50
Terminal rates(c) 0/37( 0.0) 1/33( 3.0) 0/37( 0.0) 1/40( 2.5)
Statistical analysis
Peto test
Standard method{d) P=10.9761 7
Prevalence method(d) P = 0.5435
Combined analysis(d) P = 0.8844
Cochran-Armitage test(e) P = 0.2527
Fisher Exact test(e) P = 0.3087 P = 0.1250 P = 0.3087
SITE ¢ Liver

Tumor  rate
Ouerall rates(a)
Adjusted rates(b)
Teminal rates(c)
Statistical analysis
Peto test
Standard method(d)
Prevalence method(d)
Conbined analysis(d)
Cochran-Armitage test(s)
Fisher Exact test(e)

TUMOR ¢ hepatocellular adenoma

6/50( 12.0)
14.63
5/37( 13.5)

36/50( 72.0)
90.91
30/33( 90.9)

P < 0.0001*x

41/49( 83.7)
90.91
33/87( 89.2)

P < 0.0001%x

41/50( 82.0)
93.18
37/40( 92.5)

P < 0.0001x

(HPT3604)

BAIS3



STUDY No. : 0297 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL * NOUSE Crj:BDF1
SEX 3 MALE . PAGE : 3
Group Name Controt 200 ppm 400 ppm 800 ppm
SITE : Lliver
TUMOR : hepatocetlular carcinoma
Tunor rate
Overall rates(a) 2/50( 4.0) 12/50( 24.0) 16/49( 32.7) 16/50( 32.0)
Mijusted rates(b) 2.70 20.45 32.56 33.33
Terminal rates(c) 1/87( 2.7 6/33( 18.2) 12/37( 32.4) 12/40( 30.0)
Statistical analysis
Peto test
Standard method(d) P = 0.4283
Prevalence method(d) P = 0.0011%x
Combined analysis(d) P = 0.0026%x
Cochran—Armitage test(e) P = 0.0018x
Fisher Exact test(s) P = 0.0038*x P = 0.0002%x P = 0.0002%x

SITE ¢ Lliver
TUMOR : hepatoblastoma

Tumor  rate

Ouerall rates(a) 0/50( 0.0) 13/50( 26.0) 7/49( 14.8) 4/50( 8.0)
Adjusted rates(pb) 0.0 33.33 7.89 10.00
Terminal rates(c) 0/37( 0.0) 11/83( 33.3) 2/37( 5.4) 4/40( 10.0)
Statistical analysis

Peto test

Standard method(d) P = 0.3793

Prevalence method(d) P = 0.5378

Combined analysis(d) P = 0.4857

Cochran-Armitage test(e) P = 0.8798

Fisher Exact test{e) P < 0.0001%x P = 0.0058%x P = 0.0587

(HPT3504) BAIS3



STUDY No. : 0297 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANTHAL ¢ MOUSE Crj:BDF1

SEX ¢ MALE PAGE : 4
Group Name Control 200 ppm 400 ppm 800 ppm
SITE : Lliver
TUXOR : hepatocellular adenoma,hepatocellular carcinoma,hepatoblastoma
Tumor  rate
Overall rates(a) 8/50( 16.0) 42/50( 84.0) 46/49( 93.9) 44/50( 88.0)
Adjusted rates(b) 17.07 93.84 95.12 97.87
Terminal rates(c) 6/37( 16.2) 31/33( 93.9) 35/37( 94.8) 39/40( 97.5)
Statistical analysis
Psto test
Standard method(d) P = 0.4412
Prevalence method(d) P < 0.0001*x
Cormbined analysis{d) P < 0.0001%x
Cochran—Armitage test(e) P < 0.0001%=*
Fisher Exact test(e) P < 0.0001*x P < 0.0001xx P < 0.0001%x
(HPT3604) BAIS3

(a): Number of tumor-bearing animals/number of animals examined at the sits.
(b): Kaplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(¢): Observed tumor incidence at terminal kill.
(d): Beneath the control incidence are the P-ualues associated with the trend test.
Standard method ¢ Death analysis
Prevalence method : Incidental tumor test
Combined analysis : Death amalysis + Incidental tumor test
{8): The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.

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

: There is no data which should be statistical analysis.
Sisnificant difference 3 *:P S 0.05 *»* P 5 0.01



STUDY No. : 0207 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANINAL ¢ MOUSE Crj:BDF1

SEX T MALE PAGE : 1
Group Name Control 200 ppm 400 ppm 800 ppm
SITE ¢ ALL SITE
TUHOR : hemangioma
Tumor rate
Overall rates(a) 2/50( 4.0) 4/50( 8.0) 0/43( 0.0) 1/50( 2.0)
Adjusted rates(b) 5.41 10.00 0.0 2.50
Terminal rates(c) 2/37( 5.4) 2/33( 6.1) 0/37( 0.0) 1/40¢( 2.5)
Statistical analysis
Peto test
Standard method(d) P = ———
Prevalence method(d) P = 0.8787
Combined analysis(d) P = -
Cochran-Armitage test(e) P = 0.2710
Fisher Exact test(e) P = 0.3389 P = 0,2525 P = 0.5000
SITE : ALL SITE
TUHOR : histiocytic sarcoma
Tuxr rate
Ouerall rates(a) 0/50( 0.0) 4/50( 8.0) 3/43( 8.1) 4/50( 8.0)
Adjusted rates(b) 0.0 0.0 2.70 2.50
Terminal rates(c) 0/37( 0.0) 0/33( 0.0) 1/87( 2.7) 1/40( 2.5)
Statistical analysis
Peta test
Standard method(d) P = 0.1922
Prevalence method(d) P = 0.1540
Combired analysis{d) P = 0.1057
Cochran-Armitage test(e) P = 0.1570
Fisher Exact test(s) P = 0.0587 P = 0.1175 P = 0.0587
SITE : ALL SITE
TUMOR : malionant lymphoma
Turor rate
Overatl rates(a) 5/50( 10.0) 4/50( 8.0) 8/49( 16.3) 4/50( 8.0)
AMdiusted rates(b) 8.11 3.03 16.22 7.50
Terminal rates(c) 3/37( 8.1) 1/33( 3.0) 6/37( 16.2) 3/40( 7.5)
Statistical analysis
Psto test
Standard method(d) P = 0.7781
Prevalence method(d) P = 0.3914
Combined analysis(d) P = 0.6090
Cochran-Armitage test(e) P = 0.9108
Fisher Exact test(e) P = 0.5000 P =0.2635 P = 0.5000

(HPT360A)

BAIS3



STUDY No. : 0297 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ MOUSE Crj:BDF1
SEX i MALE PAGE : 2
Group Name Control 200 ppm 400 ppm 800 ppm
SITE : ALL SITE
TUXOR : hemangiosarcoma
Tumor rate
Overall rates(a) 5/50( 10,0) 3/50( 6.0) 0/48( 0.0) 2/50( 4.0)
Adjusted rates(b) 2,50 3.09 0.0 5.00
Teminal rates(c) 0/37( 0.0) ’ 3/33( 8.1) 0/37( 0.0) 2/40( 5.0)
Statistical analysis
Peto test
Standard method(d) P = 0.9980
Prevalence method(d) P = 0.4782
Combined analysis(d) P = 0.9380
Cochran-Armitage test(e) P = 0.1557
Fisher Exact test(e) P = 0.3575 P = 0.0296% P = 0.2180
(HPT3604) BAIS3

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

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

(c): Observed tumor incidence at terminal kill.

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

(e): The Cochran-Armitags and Fisher exact test compare directly the overall incidence rates.
? : The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-valus.

¢ There is no data which should be statistical analysis.
Significant difference ; *: P = 0.05 ** P = 0,01



APPENDIX M2
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANALYSIS, MOUSE: FEMALE

(2-YEAR STUDY)



STUDY No. : 0297
ANINAL : MOUSE Crj:BDF1
SEX :  FEMALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 5
Group Name Control 200 ppm 400 ppm 800 ppm
SITE subcutis
TUMOR hemangioma
Tumxr  rate
Querall rates(a) 0/48( 0.0) 3/50( 6.0) 1/50( 2.0) 0/49( 0.0)
Adjusted rates(b) 0.0 8.11 4,76 0.0
Terminal rates(c) 0/28( 0.0) 0/30( 0.0) 1/21( 4.8) 0/22( 0.0)
Statistical analysis
Peto test
Standard method(d) P
Prevalence method(d) P = 0.7157
Combined analysis(d) P=——-
Cochran-Armitage test(e) P = 0.4949
Fisher Exact test(e) P = 0.1250 P = 0.4949 P = 0.5000
SITE lung
TUMOR bronchiolar-alveolar adenoma
Tunx rate
Ouerall rates(a) 5/49( 10.2) 2/50( 4.0) 4/50( 8.0) 1/48( 2.0)
Adjusted rates(b) 13.79 6.67 10.34 3.33
Terminal rates(c) 4/29( 13.8) 2/30( 6.7) 2/21( 9.5) 0/22( 0.0)
Statistical analysis
Peto test
Standard method(d) P=
Prevalence method(d) P = 0.9271
Conbined analysis(d) P=——
Cochran-Armitage test(e) P = 0.1586
Fisher Exact test(e) P = 0,2096 P = 0,4870 P = 0,1021
SITE tung
TUMOR bronchiolar-alueolar adenoma,bronchiclar-atusolar carcinoma
Tumor  rate
Ouerall rates(a) 6/49( 12.2) 4/50( 8.0) 8/50( 12.0) 1/48( 2.0)
Adjusted rates(b) 17.24 10.00 18.18 3.33
Terminal rates(c) 5/29( 17.2) 3/30( 10.0) 3/21( 14.8) 0/22( 0.,0)
Statistical analysis
Peto test
Standard method(d) P = 0.5387
Prevalence method{(d) P = 0.9509
Combined analysis(d) P = 0.9568
Cochran-Armitsge test(e) P = 0.0945
Fisher Exact test(e) P = 0.3574 P = 0.3654 P = 0,0557

(HPT360A)

BAIS3



STUDY No. : 0297

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : MOUSE Crj:BDF1
SEX ¢ FEMALE PAGE 6
Group Name Control 200 ppm 400 ppm 800 ppm
SITE @ lymph node
TUXOR ¢ malignant lymphoma
Tumor rate
Ouerall rates(a) 13/49( 26.5) 9/50( 18.0) 7/50( 14.0) 3/48( 6.1)
Adjusted rates(b) 27.58 13.33 4,76 9.08
Terminal rates(c) 8/29( 27.6) 4/30( 13.8) 1/21( 4.8) 2/22( 9.1)
Statistical analysis .
Peto test
Standard method(d) P = 0.8073
Prevalence method{(d) P = 0.9708
Combined analysis{(d) P = 0.9880
Cochran-Armitage test(e) P = 0.0061+*
Fisher Exact test(e) P = 0.2182 P = 0.0961 P = 0.0060%x
SITE : spleen
TUMOR : hemangiosarcoma
Tumar rate
Querall rates(a) 1/48( 2.0) 0/50( 0.0) 3/50( 6.0) 3/49( 6.1)
Adjusted rates(b) 3.45 0.0 2.84 5.41
Terminal rates(c) 1/29( 3.4) 0/30( 0.0) 0/21( 0.0) 1/22( 4.5)
Statistical analysis
Peto test
Standard method(d) P = 0.1543
Prevalence method(d) P = 0.1519
Combined analysis(d) P = 0.0720
Cochran-Armitase test(e) P = 0.1317
Fisher Exact test(e) P = 0.4949 P = 0.3163 P = 0.3086
SITE : Liver
TUMOR : hemansioma
Tumor rate
Ouerall rates(a) 2/49( 4.1) 0/50{ 0.0) 0/50( 0.0) 3/49( 6.1)
Adjusted rates(b) 8.90 0.0 0.0 9.09
Terminal rates(c) 2/29( 6.9) 0/30( 0.0) 0/21{ 0.0) 2/22( 9.1)
Statistical analysis
Peto test
Standard method{(d) P=——o
Prevalence method(d) P = 0.1357
Combined analysis(d) P = o
Cochran-Armitage test(e) P = 0.3156
Fisher Exact test(e) P = 0.2424 P = 0.2424 = 0.5000

(HPT3604)

BAIS3



STUDY No. : 0297

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL : MOUSE Crj:BDF1
SEX ¢ FEMALE PAGE : 7
Group Name Control 200 ppm 400 ppm 800 ppm
SITE : Liver
TUMOR hepatoceliular adenoma
Tumor rate
OQuerall rates(a) 1/48( 2.0) 42/50( 84.0) 47/50( 94.0) 48/48( 98.0)
Adjusted rates(b) 3.45 93.55 100.00 100.00
Terminal rates(c) 1/29( 3.4) 28/30( 93.3) 21/21(100.0) 22/22(100.0)
Statistical analysis
Peto test
Standard method(d) P = 0.5980
Prevalence method(d) P < 0.0001%
Combined analysis(d) P < 0.0001%x
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test(s) P < 0.0001%x P < 0.0001*x P < 0.0001%x
SITE : Lliver
TUMOR histiocytic sarcoma
Tumor rate
Ouerall rates{a) 1/49( 2.0) 1/50¢( 2.0) 4/50( 8.0) 1/48( 2.0)
Adiusted rates(b) 0.0 3.33 0.0 0.0
Terminal rates(c) 0/28( 0.0) 1/30( 3.3) 0/21( 0.0) 0/22( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.3313
Prevalence method(d) P = 0.5260
Combined analysis(d) P = 0.3938
Cochran-Armitage test(e) P = 0.8410
Fisher Exact test(e) P = 0.2424 P = 0.1874 P = 0.2474
SITE : Liver
TUMOR hepatocsliular carcinoma
Tumor rate
Ouerall rates(a) 3/48( 6.1) 25/50( 50.0) 32/50( 64.0) 35/49( 71.4)
Adiusted rates(b) 10.34 57.58 72.73 72.00
Terminal rates(c) 3/29( 10.8) 17/30( 56.7) 15/21( 71.4) 15/22( 68.2)
Statistical analysis
Peta test
Standard method(d) P < 0.0001%x
Prevalence method{(d) P < 0.0001xx
Combined analysis(d) P < 0.0001xx?
Cochran-Armitage test(e) P < 0.0001xx

Fisher Exact test(e)

P < 0.0001%x

P < 0.0001*x

P < 0.0001#x

(HPT3604)

BAIS3



STUDY No. : 0297

ANIMAL ¢ MOUSE Grj:BDF1

SEX :  FEMALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 8
Group Name Control 200 ppm 400 ppm 800 ppm
SITE : Liver
TUMOR hepatoblastoma
Tunor rate
Querall rates(a) 0/48( 0.0) 0/50( 0.0) 4/50( 8.0) 0/48( 0.0)
Adjusted rates(b) 0.0 0.0 4,76 0.0
Terminal rates(c) 0/29( 0.0) 0/30( 0.0) 1/21( 4.8) 0/22( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.3491
Preuatence method(d) P = 0.3476
Combined analysis(d) P = 0.3156
Cochran-Armitage test(e) P = 0.7290
Fisher Exact test(e) P = 0.5000 P = 0.0612 P = 0.5000
SITE @ tliver
TUMOR hepataocellular adenoma,hepatocellular carcinoma,hepatoblastona
Tumor rate
Overall rates(a) 3/48( 6.1) 45/50( 90.0) 49/50( 98.0) 49/49(100.,0)
Adjusted rates(b) 10.34 97.30 100.00 100,00
Terminal rates{(c) 3/29( 10.3) 28/30( 96.7) 21/21(100.0) 22/22(100,0)
Statistical analysis
Peto test
Standard method(d) P < 0.0001%x
Prevalence method(d) P < 0.0001%x
Combined analysis(d) P < 0.0001%=
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test(e) P < 0.0001x%x P < 0.0001xx P < 0.0001%x
SITE pituitary gland
TUMOR adenoma
Tumor  rate
Querall rates(a) 7/48( 14.3) 9/50( 18.0) 6/48( 12.2) 0/48( 0.0)
Adjusted rates(b) 20.69 23.68 23.81 0.0
Terminal rates(c) 6/23( 20.7) 7/30( 23.3) 5/21( 23.8) 0/22( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.4108
Prevalence method(d) P = 0.8958
Combined analysis(d) P = 0.9841
Cochran-Armitage test(e) P = 0.0076%x
Fisher Exact test(e) P = 0.4101 P = 0.5000 P = 0.0062x%x

(HPT3604)

BAIS3



STUDY No. : 0297 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL * MOUSE Crj:BDF1
SEX ¢ FEMALE PAGE : 9
Group Name Control 200 ppm 400 ppm 800 ppm
SITE : wuterus
TUMOR : histiocytic sarcoma
Tumor  rate
Overall rates(a) 10/49( 20.4) 12/50( 24.0) 11/50( 22.0) 6/49( 12.2)
Adjusted rates(b) 10.34 13.33 9.68 4.55
Terminal rates(c) 3/29( 10.3) 4/30( 13.8) 2/21( 9.5) 1/22( 4.5)
Statistical analysis
Peto test
Standard method(d) P = 0.7085
Prevalence method(d) P = 0.8402
Combined analysis(d) P = 0.8438
Cochran-Armitage test{e) P = 0.2180
Fisher Exact test(e) P = 0.4258 P = 0.4791 P = 0.2065

SITE ¢ Harderian gland

TUMOR ¢ adenoma
Tumor rate
Ouerall rates(a) 1/49( 2.0) 4/50( 8.0) 1/50( 2.0) 1/48( 2.0)
Adjusted rates(b) 3.45 12.90 4,76 3.85
Torminal rates(c) 1/29( 3.4) 3/30( 10.0) 1/21( 4.8) 0/22( 0.0)
Statistical analysis
Petoc test
Standard method(d)
Prevalence method(d)
Combined analysis(d)
Cochran-Armitags test(e)
Fisher Exact test(s) P = 0.1874 P =0,2424 P = 0.2474
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(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.
? : The conditional probabities of the largest and smallest possible out comes can not estimated or this P-valus is beyond the estimated P-ualue.
: There is no data which should be statistical analysis.
Significant difference : *:P = 0,06 ** : P < 0.01




STUDY No. : 0297

ANINAL ¢ NOUSE Crj:BDF1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX : FEMALE PAGE : 3
Growp Name Control 200 ppm 400 ppm 800 ppm
SITE : ALL SITE
TUMOR : hemansiona
Tumor  rate
Ouerall rates(a) 3/49( 6.1) 4/50( 8.0) 4/50( 8.0) 3/49( 6.1)
Adjusted rates(b) 10.34 10.81 13.64 39.08
Terminal rates(c) 3/29( 10.3) 1/30( 3.3) 2/21( 9.5) 2/22( 9.1)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence methad(d) P = 0.5013
Combined analysis{(d) P=s—-
Cochran-Armitage test(e) P = 0.9303
Fisher Exact test(e) P = 0.4886 = 0.4886 P = 0.3388
SITE : ALL SITE
TUMOR : histiocytic sarcoma
Turar rate
Ouerall rates(a) 12/48( 24.5) 14/50( 28.0) 15/50( 30.0) 7/49( 14.8)
Adjusted rates(b) 13.79 16.87 10.00 4,55
Terminal rates(c) 4/29( 13.8) 5/30( 18.7) 2/21( 9.5) 1/22( 4.5)
Statistical analysis
Peto test
Standard method(d) P = 0.6525
Prevalence method(d) P = 0.9120
Corbined analysis(d) P = 0.8508
Cochran-Armitase test(e) P = 0.1810
Fisher Exact test(e) P = 0.4334 P = 0.3487 P = 0.1534
SITE : ALL SITE
TUMOR : malignant Lymphoma
Tumor rate
Ouerall rates(a) 15/49( 30.8) 12/50( 24.0) 9/50{ 18.0) 3/49( 6.1)
Adjusted rates(b) 31.03 20,00 9.52 9.08
Terminal rates(c) 9/28( 31.0) 6/30( 20.0) 2/21( 9.5) 2/22( 8.1)
Statistical analysis
Peto test
Standard method(d) P = 0.8424
Prevalence method(d) P = 0.9835
Combined analysis(d) P = 0.9955
Cochran-Armitage test(s) P = 0,0015*x
Fisher Exact test(s) P = 0.3042 P = 0.1093 P = 0.0016%x*

(HPT350A)

BAIS3



STUDY No. : 0297 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : NOUSE Crj:BDF1
SEX *  FEMALE PAGE : 4
Group Name Control 200 ppm 400 ppm 800 ppm
SITE : ALL SITE
TU¥OR : hemangiosarcoma
Tumx rate
Ouerall rates(a) 2/48( 4.1) 1/50( 2.0) 3/50( 6.0) 3/43( 8.1)
Adjusted rates(b) 6.45 3.33 2,94 5.41
Terminal rates(c) 1/29( 3.4) 1/30( 3.3) 0/21( 0.0) 1/22( 4.5)
Statistical amalysis
Peto test
Standard method(d) P = 0.1543
Prevalence method(d) P = 0.4150
Combined analysis(d) P = 0.2188
Cochran-Armitage test(s) P = 0.4483
Fisher Exact test(e) P = 0.4923 P = 0.4903 P = 0.5000
(HPT3604) BAIS3

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

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

{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
Preuvalence method @ Incidental tumor test
Combined analysis ¢ Death analysis + Incidental tumor test

{e): The Coctran-Armitage and Fisher exact test comoare directly the ouerall incidence rates.
? : The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value Jis beyond the estimated P-value.

¢ There is no data which should be statistical analysis.
Significant difference 3 *: P S 0.05 ** ! P = 0.01



APPENDIX N1

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



STUDY NO. @ 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUOR (SUMMARY)

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

REPORT TYPE : Al

SEX s MALE PAGE : 1

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 50

Organ Findings

[Respiratory system]

nasal cavit <50> <50> <49> <50
leukemic cell infiltration 0 0 1 0
metastasis: Liver tumor 0 1 0 0
metastasisisubcutis tumor 0 0 0 1

Larynx <50> 50> <4 <50
leukemic cell infiltration 0 0 1 0

{rachea <50 <50> 4P <50
leukemic cell infiltration 0 1 0 0
metastasis: lung tumor 0 0 0 1

tung <50> <50 <49> <50>
leukemic cell infiltration 1 3 3 0
metastasis: Liver tumor 0 6 7 5
metastasisistomach tumor 0 1 0 0
metastasistheart tumor 0 0 1 0

[Hematopoietic system]

bone marrow <50 <60> 4> <50>
teukemic cell infiltration 0 0 1 0
metastasis: Lliver tumor 0 1 0 0

Lymph node <50> <50> <49 <50>
motastasis: Liver tumor 0 2 1 1

spleen <50> <50> <49 <50>
letkemic cell infiltration 4 5 8 3

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. & 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE : 2

Group Name Control 200 ppm 400 ppm 800 ppm
Na. of Animals on Study 50 50 49 50

Organ, Findings

[Circulatory system]

heart <50> <50> <49 <50>
letkemic cell infiltration 0 2 3 0

[Digestive system}

tongue <50> <50 <49 <50>
lewkemic cell infiltration 0 0 1 0

salivary gl <50> <50 49> <50>
leukemic cell infiltration 0 2 2 0

esophagus <50> <50 <49 <50>
letkemic cell infiltration [} 0 1 0

stomach <50> <50> 49> <50>
letkemic cell infiltration 0 3 2 0
metastasis:peritoneum tumor 0 0 0 2

small intes {60> <50> <49 <50>
leukemic cell infiltration 1 0 0 0
motastasis:peritoneum tumor 0 0 1 0

Liver <50> <50> <49 <50>
teukemic coll infiltration 3 2 2 1
metastasisisubeutis tumor 0 0 0 1
metastasisispleen tumor 1 0 0 0
motastasis:stomach tumor 0 1 0 0
metastasis:epididymis tumor 0 0 1 0

Ca> a * Number of animals examined at the site

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



STUDY NO. = 0287
ANTNAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :

ALL ANIMALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

SEX : MALE PAGE : 3
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 50

Organ Findings

[Digestive system]

Liver <50> <60> <49 <50>
metastasistheart tumor 0 0 1 0

pancreas <50> <50> <4 <50>
ledkemic cell infiltration 0 1 2 1
metastasis:stomach tumor 0 1 0 0

{Urinary system]

kidney <50> <50> 49> <50>
lewkemic cell infiltration 0 2 1 0
metastasis: Lliver tumor 0 1 0 0
metastasistheart tumor 0 0 1 0

urin bladd <50> 50> <49 50>
leukenic cell infiltration 0 2 1 0

[Endocrine system]

pituitary <50> <50 48> <50>
metastasis: Liver tumor 0 1 0 0
metastasis:peripheral nerve tumor 0 1 0 0

throid <50 <50> <48 <50>
lekemic cell infiltration 0 0 1 0

adrenal 50> <50> <A <50>
teukemic cell infiltration 0 2 1 0
metastasis:peritoneun tumar 0 0 0 1

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. = 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE :

SEX * MALE PAGE ¢ 4

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 50

Organ Findings,

[Reproductive system]

testis <50> <50> <49> <560>
leukemic cell infiltration 0 1 0 0
motastasis:peritoneun tumor 0 0 1 0

epididymis <50 <50> <49 <50>
leukemic cetl infiltration 0 1 0 0
metastasis:peritoneun tumor 0 0 0 1

semin ves <50> <50 <49> <50
metastasis: Liver tumor 0 1 0 0

[Nervous system]

brain <50> <50> <49 <50>
leukemic cell infiltration 0 1 0 0
metastasis: Liver tumor 0 1 0 0
metastasis:peripheral nerve tumor 0 1 0 0

periph nerv <500 <500 <49 <50
nmotastasis: Liver tumor 0 1 0 0

[Special sense organs/appendage]

oye <BM <50> <49 <50%
leukemic cell infiltration 0 0 1 0

Harder sl <50> <50 AU <50>
lekemic cell infiltration 0 1 0 0
motastasisisubeutis 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. @ 0297 HISTOLOGICAL FINDINGS :

HETASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX © MALE PAGE: 5
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 50 50 49 50

Organ Findings

[Musculoskeletal system]

muscle <50> <50> <49 <50>

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

BAIS3



APPENDIX N2

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



STUDY NO. = 0297

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105H)

REPORT TYPE : Al

SEX ¢ MALE PAGE: 1

Group Name Control 200 ppm 400 ppm 800 ppm
No. of &nimals on Study 13 17 12 10

Organ Findings.

[Respiratory system]

nasal cavit <13> A7 <12> <10
metastasis: liver tumor 0 1 0 0

Larymx <13> 17D <12> <10>
Letkemic cell infiltration 0 0 1 0

trachea <13 an <12> <10>
leukemic cell infiltration 0 1 0 0
metastasis: lung tumor 0 0 0 1

lung 13> 417> <12> <10>
leukemic cell infiltration 1 3 1 0
metastasis: liver tumor 0 2 3 2
metastasis:stomach tumor 0 1 0 0
metastasistheart tumor 0 0 1 0

[Hematopoietic system]

bone marrow <13 A7 12> <10>
metastasis: liver tumor 0 1 0 0

Lymph node A Aan <12> <10>
metastasis: Liver tumor 0 1 1 0

spleen <13> A7 <12> <10>
leukemic cell infiltration 1 4 2 1

[Circulatory system]

heart <13> 17 <12> <10>
Letkemic cell infiltration 0 2 1 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. = 0297

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 2

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10

Organ, Findings

[Digestive system]

tongue 13> 17> <12> <10
letkemic cell infiltration 0 0 1 0

salivary gl 13> A7 12> <10>
leukemic cell infiltration 0 2 1 0

esophagus as» <7 <A2> <10>
leukemic cell infiltration 0 0 1 0

stomach <13> <17 <12> <10>
tetkemic cell infiltration [ 2 1 0
metastasis:peritoneum tumor 0 0 0 2

Liver 13> 17> 12> <10>
leukemic cell infiltration 1 2 1 1
metastasisispleen tumor 1 0 0 0
metastasisistomach tumor 0 1 0 0
metastasistheart tumor 0 0 1 0

pancreas 13> <17 12> <10>
leukemic cell infiltration 0 1 2 1
metastasis:stomach tumor 0 1 0 0

[Urinary system]

kidney <13> A <12> <10>
leukemic cell infiltration 0 2 0 4}
metastasis: Liver umor 0 1 0 0

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

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



STUDY NO. = 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE Crj:BDFi DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE :

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10

Organ Findings

[Urinary system]

kidney <13> 17D <12> 10>
metastasistheart tumor 0 0 1 0

uin bladd <13> A7 <12> <10>
letkemic cetl infiltration 0 2 0 0

{Endocrine systenm)

pituitary <13> an 12> <10>
metastasis: Liver tumor 0 1 0 0
metastasistperipheral nerve tumor 0 1 0 0

thyroid <13> 4an <12> <10>
leukemic cell infiltration 0 0 1 0

adrenal A3 17 <12> <10>
lewkemic cell infiltration 0 2 0 0
metastasis:iperitoneun tumor 0 0 0 1

[Reproductive systen]

testis <13> {17 <12> <10>
leukemic cell infiltration 0 1 0 0

epididymis <13 A7 12> <10>
Leukemic cell infiltration 0 1 0 0
metastasis:peritoneun tumor 0 0 0 1

[Neruous system]

brain A3 A4n <12> <10>
tetkemic cell infiliration 0 1 0 0

<a> a 3 Number of animals examined at the site

b b ¢ Number of animals with lesion



STUDY NO. = 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 4

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 13 17 12 10

Organ Findings

[Nervous system]

brain 13> 417 <12> <10>
metastasis: Liver tumor 0 1 0 0
metastasis:peripheral nerve tumor 0 1 0 0

periph nerv <13> A7 <12> <10>
metastasis: Liver tumor 0 1 0 0

[Special sense organs/appendags]

eye <13> A7 <12> <10>
lekemic cell infiltration 0 0 1 0

Harder gl <13 D <12> <10
letkemic cell infiltration 0 1 0 0

{Musculoskeletal system]

muscle <13> A7 12> <10>
leukemic cell infiltration 0 1 1 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX N3

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



STUDY NO. : 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40

Organ Findings

[Respiratary system]

nasal cavit 37> 33D <3 40>
leukemic cell infiltration 0 0 1 0
metastasisisubcutis tumor 0 0 0 1

tug <87 3D <387 <40>
teukemic cell infiltration 0 0 2 0
motastasis: Liver tumor 0 4 4 3

[Hematopoietic system]

bone marrow 8D 3D [&7p4 <40>
leukenic cell infiltration 0 0 1 0

Lymph node 3D <33 <37 <40>
metastasis: Liver tumor 0 1 0 1

spleen <38 {33> <8 <40>
leukemic cell infiltration 3 1 4 2

[Circulatory system]

heart 37> 33 <37 <40>
tetkemic cell infiltration 0 0 2 0

{Digestive system]

salivary gl <87 <33> <87 <40>
letkemic cell infiltration 0 0 1 0
stomach 37> <83 <87 <40>
tetkemic cell infiltration : 0 1 1 0
<a> a : Number of animals examined at the site
b b : Number of animals with lesion

(JPT150) BAIS3



STUDY NO. = 0207
ANIMAL : KOUSE Crj:BDF1
REPORT TYPE : Al

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

SEX ¢ MALE PAGE + 2
Group Name Controt 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40

Organ, Findings

[Digestive system]

small intes <37 <33 37> <40>
leukemic coell infiltration 1 0 0 0
metastasis:peritoneun tumor 0 0 1 0

Liver 37> <33 37 <40>
leukemic cell infiltration 2 0 1 0
metastasisisubcutis tumor 0 0 0 1
metastasistepididymis tumor 0 0 1 0

[Urinary system}

kidney <L37> <383> 37> <40>
leukemic cell infiltration 0 0 1 0

urin bladd (€754 <33> 387 <40>
Leukemic cell infiltration 0 0 1 0

[Endocrine system)

adrenal <37 <33 387> <40>
tetkemic cell infiltration 0 0 1 0

[Reproductive system)

testis <37 <383 <37 <40>
metastasis:peritoneum tumor 0 0 1 0

semin ves <37 <33> <3N <40>
metastasis:t Liver 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. = 0297

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : MALE PAGE : 3
Group Name Contral 200 ppm 400 ppm 800 ppm
No. of Animals on Study 37 33 37 40

Organ______ Findings

[Special sense organs/appendags]

Harder gl 3D <33> [&7p2 <40>

metastasis:subcutis tumor 0 0 0 1
<ad> a * Number of animals examined at the site
b b ¢ Number of animals with Llesion
(JPT150)

BAIS3



APPENDIX N4

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



STUDY NO. & 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANI¥AL + MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE :

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 49

Organ Findings

[Respiratory system]

nasal cavit <49 B> <50> <49
leukemic cell infiltration 1 0 1 0
metastasis:uterus tumor 1 0 0 0

lung <49 <B0> <50> <49>
teukemic coll infiltration 10 8 7 1
metastasis: Liver tumor 2 9 11 5
metastasis:uterus tumor 6 6 3 3
metastasisispleen tumor 0 1 1 1

[Hematopoistic system]

bone martTow [¢ie) <50> <50> <49
leukemic cell infiltration 2 5 3 1
metastasis: Liver tumor 1 1 1 0
metastasisiuterus tumor 3 2 2 1
metastasisispleen tumor 0 1 0 0

Lymoh node <49 <50> <60> <49
leukemic cell infiltration 1 2 2 0
metastasis: Liver tumor 1 2 1 0
metastasisiuterus tumor 2 1 1 0
metastasis:spleen tumor 0 1 0 1

thymus <49 <50> <50> U
teukemic cell infiltration 1 0 0 0

Ca> a @ Number of animals examined at the site

b b ¢ Number of animals with lesion




STUDY NO, @ 0297

ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al

SEX : FEMALE

HISTOLOGICAL FINDINGS :
ALL ANIXALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

PAGE : 7
Group Name Contral 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 43

Organ Findines

[Hematopoistic system]

spleen <49 <50> <50> 49
tekemic cell infiltration g 7 8 2
motastasis: Liver tuma- 0 1 2 0

[Circutatory system]

heart <49 <50> <50> <49
lekemic coll infiltration 8 3 3 0
metastasis: Liver tumor 0 0 1 0
motastasis:uterus tumor 0 2 1 0

{Digestive system]

tooth <49> <50> <50> <4
metastasis:uterus tumor 0 1 0 0

torgue <49 <50> <50> <49
letkemic cell infiltration 2 2 2 0

salivary gl <49> <50> <500 <4
leukemic cell infiltration 7 8 3 1
metastasis: Liver tumor 0 1 0 0

stomach <49> <50> <50> <49>
letkemic cell infiltration 4 3 3 2
metastasis: liver tumor 1 0 1 1
metastasisiuterus tumor 4 8 4] 1

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 49

Organ Findings

[Digestive system]

small intes <49> <50> <50> <49
leukemic cell infiltration 0 0 1 0

large intes <49 <50> <50> <49
leukemic cell infiltration 0 1 0 0

Liver <48> <50> <50> <49
leukemic cell infiltration 9 9 [ 3
metastasis:uterus tumor 7 7 6 4
metastasis:ispleen tumor 0 1 1 1

pancreas <49 <50 <50> <49>
teukemic cell infiltration 5 6 0 1
metastasis: liver tumor 0 0 1 0
metastasisiuterus tumor 1 3 2 0

[Urinary systenm]

Kidney <49 <50 <50 <49
leukemic cetl infiltration 6 5 5 2
metastasis: Liver tumor 0 1 1 0
metastasis:uterus tumor - 4 3 3 3

urin bladd <49 <50> <60> <49>
tekemic cell infiltration 2 5 3 1

[Endocrine system]

pituitary <49 <50> <50> <49
leukemic cell infiltration 0 1 1 0

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

b b : Number of animals with lesion



STUDY NO. ¢ 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : FENALE PAGE :

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 43

Organ, Findings

{Endocrine system]

pituitary <49 <50> <50> 49>
metastasis:uterus tumor 0 1 0 0

thyroid <43 <50> <50> <49
leukemic cell infiltration 2 2 0 0

adrenal <49 <50> <50> <49
letkemic cell infiltration 1 4 3 1
metastasis: liver tumor 1 0 2 0
netastasisiuterus tumor 1 2 3 1

[Reproductive system)

ovary 49> <50> <50> <49>
letkemic cell infiltration 3 5 4 1
metastasis: Liver tumor 1 0 2 0
metastasis:uterus tumor [ 7 5 4

uterus <UD <50> <50> <49
lekemic cell infiltration 2 3 4 1

mammary gl <49 <50> <50> 49>
leukemic cell infiltration 0 1 0 0

[Nervous systenm]

brain <49 <50> <50> <49
tekemic cell infiltration 0 0 1 0

spinal cord <49 <50> <50> <49>
letkemic cell infiltration 0 0 1 0

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

b b : Number of animals with lesion




STUDY NO. & 0297 HISTOLOGICAL FINDINGS :

METASTASIS OF TUXOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 10

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 49 50 50 49

Organ, Findings

[Special sense organs/appendage]

eye <49 <B0> <50> <49>
leukemic cell infiltration 0 0 1 0

Harder gl <49 <50> <50> <49>
lewkemic cell infiltration 3 1 1 0
metastasisisubeutis tumor 0 0 0 1

[Musculoskeletal system]

muscle 49> <50> <50> <4
lekenic cell infiltration 1 3 3 0

[Body cavities]

pleura <49> <50> <50> <49
leukemic cell infiltration 0 0 1 0

peritoneun <49> <50> <50> <49>
leukemic cell infiltration 1 0 0 0
motastasis: Liver tumor 0 2 1 0
metastasis:uterus tumor 0 1 1 0

retroperit <49 <50> <50> U
metastasis: Liver tumor 0 1 0 0

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



APPENDIX N5

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



STUDY NO. = 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINAL + MOUSE Grj:BDF1 DEAD AND MORIBUND ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE :
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27

Organ Findings

[Respiratory system]

nasal cavit <20> <20> <29 27>
- leukemic cell infiltration 1 0 1 0
metastasis:uterus tumor 1 0 0 [

lurg <205 <20 <29 27>
letkemic cell infiltration 6 5 7 0

metastasis: Liver tumor 0 3 5 4
metastasis:uterus tumar [ 5 3 3
metastasisispleen tumor 0 1 1 1

[Hematopoistic system]

bone marrow <20> <20> @ <27
letkemic cetl infiltration 0 0 3 0
metastasis: Liver tumor 1 0 1 0
metastasis:iuterus tumor 3 2 2 1
metastasis:isplesn tumor 0 1 0 0
Lymoh node <20> <20 @ Q@D
letkemic cell infiltration 1 0 1 0
metastasis: Liver tumor 1 0 1 0
metastasis:uterus tumor 2 1 1 0
metastasisispleen tumor 0 1 0 1
spleen <20> <20> Q29 2n
leukemic cell infiltration 5 4 6 1
<a> a : Number of animals examined at the site

b b ¢ Number of animals with lesion

st et Tt o TN




STUDY NO. = 0207

ANIMAL ¢ HOUSE Crj:BDF1
REPORT TYPE : Al
SEX + FEMALE

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

PAGE :

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27

Organ Findings

[Hematopoietic system]

spleen <205 <20> <29 2n
metastasis: Liver tumor 0 0 2 0

[Circulatory system}

heart <20> <20> <29 Qen
leukemic cell infiltration 5 1 3 0
metastasis: Liver tumor 0 0 1 0
metastasisiuterus tumor 0 2 1 0

[Digestive system]

tooth <20 <20> L2 <20
metastasis:iuterus tumor 0 1 0 0

tongue <20 <20> Q2P Q2>
leukemic cell infiltration 1 1 2 0

salivary gl <20> <20> @D 2D
leukemic cell infiltration 3 2 2 0

stomach <20> <20> 29 @D
leukemic cell infiltration 3 1 3 1
metastasis: Liver tumor 1 0 1 1
metastasis:uterus tumar 4 5 0 1

small intes <20> <20 <29 L2
teukenic csll infiltration 0 0 1 0

large intes <20 <20> 2% 27>
leukemic cell infiltration 0 1 0 0

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

b b :

Number of animals with Llesion




STUDY NO.  : 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105%)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE :

Group Name Control 200 pem 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27

Organ Findings

[Digestive system]

Liver <20> <20 29 2D
leukemic cell infiltration 5 4 5 1
metastasis:uterus tumor 7 7 6 4
metastasisispleen tumor 0 1 1 1

pancreas <20> 20> 22 27
leukemic cell infiltration 3 4 0 0
motastasis: Liver tumor 0 0 1 0
metastasis:uterus tumor 1 2 2 0

[Urinary system]

kidney <20> <20> <29> Q27
leukemic cell infiltration 2 4 5 1
metastasis: Liver tunor 0 0 1 0
metastasisiuterus tumor 4 3 3 3

uin bladd 20> Q20 29 <L
teukemic cell infiltration 2 2 3 0

[Endocrine system)

pituitary <20> <20 (eathd 2D
leukemic cell infiltration 0 1 1 0
metastasisiuterus tumor 0 1 0 0

thyroid <20> 20> 29 <
leukenmic cell infiltration 2 1 0 0

<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion




STUDY NO. = 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINAL : MOUSE Grj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE :
Group Name Control . 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 29 27

Organ Findinss

[Endocrine system]

adrenal <20 <20 QD 27>
leukemic coll infittration 1 4 3 0
metastasis: Liver tumor 1 0 2 0
metastasis:uterus tumor 1 2 3 1

[Reproductive system]

ovary <20> <20 2% e
tekemic cell infiltration 3 2 4 0
metastasis: liver tumor 1 0 2 0
motastasis:uterus tumor [ 6 5 4

uterus <20> <20 <29 <27
letkemic cell infiltration 2 2 4 0

mammary gl <20> <20> Q29 aQen
leukemic cell infiltration 0 1 0 0

[Neruous systenm]

brain <20 <20> @D 27
leukemic cell infiltration 0 0 1 0
spinal cord <20> <20> <29 2
lewkemic cell infiltration 0 0 1 0

[Special sense organs/appendage]

oye <20> <20> 29 27>
lekemic cell infiltration 0 0 1 0

<a> a : Number of animals examined at the site
b b : Number of animals with lesion

oan



STUDY NO. = 0207

ANTMAL * MOUSE Crj:BDF1
REPORT TYPE : Al

SEX : FEMALE

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

PAGE: 8
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 20 20 28 27

Organ Findings,

[Special sense organs/appendags]

Harder gl <20> <20> <29 a2
letkemic cell infiltration 1 1 1 0
metastasisisubcutis tumor 0 0 0 1

[Nusculoskeletal system]

muscle <20 <20> 29> 27
letkemic cell infiltration 1 1 3 0

{Body cavities]

pleura <20> <20> 2D QD
lekemic cell infiltration 0 0 1 0

peritoneun <20> <20> 2 27>
leukemic cell infiltration 1 0 0 0
metastasis: Liver tumor 0 1 1 0
metastasis:uterus tumor 0 0 1 0

retroperit <20> <20 29> 2D
metastasis: liver tumor 0 1 0 0
<a> a * Nuwber of animals examined at the site
b b 1 Number of animals with lesion
(JP1150)

BAIS3



APPENDIX NG

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



STUDY NO. = 0297 HISTOLOGICAL FINDINGS : METASTASIS OF TUKOR (SUMMARY)

ANINAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX $ FEMALE PAGE :
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 28 30 21 22

Organ Findings

[Respiratory system]

lung <29 <30> 2D <22>
teukemic cell infiltration 4 3 0 1
metastasis: Liver tumor 2 8 6 1
metastasis:uterus tumor 0 1 0 0

[Hematopoietic system]

bone marrow <28 <30> Q21 <22>
leukemic cell infiltration 2 5 0 1
metastasis: Liver tumor 0 1 0 0
lymph node <29 <30> 21 22>
leukemic cell infiltration 0 2 1 0
metastasis: Liver tumor 0 2 0 0
thymus <29 <30 QD <22>
letkemic cell infiltration 1 0 0 0
spleen 29 <30> 2L <22>
tetkemic cell infiltration 4 3 0 1
metastasis: Liver tumor 0 1 0 0

[Circulatory system]

heart ) <29> <30> QD 22>
teukemic cell infiltration 1 2 0

[Digestive system]

tongue <28 <30> QL <22
1

letkemic cell infiltration

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



STUDY NO. = 0287 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX * FEMALE PAGE :
Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22

Organ Findings

[Digestive system]

salivary gl <29 <80 <21 <22>
leukemic cell infiltration 4 4 1 1
metastasis: Liver ‘tumor 0 1 0 0
stomach <29 <30 2D <22>
leukemic cell infiltration 1 2 0 1
metastasisiuterus tumor 0 1 0 0
Liver <2 <30 QD <22>
leukemic coll infiltration 4 5 1 2
pancireas Q2P <30 Q@ <22>
leukemic cell infiltration 2 2 0 1
metastasis:uterus tumor 0 1 0 0

[Urinary system]

kidney <29 <30> Q2D <22>
leukemic cetl infiltration 4 1 0 1
motastasis: Liver tumor 0 1 0 0

urin bladd Q9 <380> 21 22>
leukemic cell infiltration 0 3 0 1

{Endocrine system]

thyroid 2% <30 2 <22>
teukemic cell infiltration 0 1 0 0

adrenal <29> 30> Qe <22>
leukemic cell infiltration 0 0 0 1

<a> a * Number of animals examined at the site
b b : Number of animals with lesion




STUDY NO.  : 0297

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : ‘Al

SEX : FEMALE PAGE: &

Group Name Control 200 ppm 400 ppm 800 ppm
No. of Animals on Study 29 30 21 22

Organ Findinos

[Reproductive system]

ovary Q9 <30> Q2 <22>
leukemic cell infiltration 0 3 0 1
metastasis:uterus tumor 0 1 0 0

uterus 2 <30> <21 22>
teukemic cell infiltration 0 1 0 1

[Special sense organs/appendags]

Harder gt 29 <30> QL <22>
leukemic cell infiltration 2 0 ] 0

[Musculoskelstal system]

muscle 29 <30> L¢3 4 <22>
letkemic cell infiltration 0 2 0 0

[Body cavities)

peritoneun 29 <30 2 22>
metastasis: Liver tumor 0 1 0 0
metastasis:uterus tumor 0 1 0 0

<ad a * Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3






(Study No.0297)

IDENTITY OF N,N-DIMETHYLFORMAMIDE THE 2-YEAR INHALATION STUDY

Test Substance
A. Lot No. : CAL4288
1. Spectral data

Mass Spectrometry

Instrument : Hitachi M-80B Mass Spectrometer
Ionization . El(Electron Ionization)
Ionization Voltage 1 70eV
1007 o
-: 73
50
15
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] e se
0'.1l L 1!..1 lu!v!l . .l‘ Ill : .
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Mass Spectrum of Test Substance m/Z
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Mass Spectrum of N, N-dimethylformamide (Literature data*)

Results: The mass spectrum was consistent with literature spectrum.

*Wiley 138K Mass Spectral Data Base Entry Number 1553(1990)

John Wiley and Sons Inc.,U.K.

: N N-Dimethylformamide (Wako Pure Chemical Industries, LTD.)



(Study No.0297)

Infrared Spectrometry

Instrument : Shimazdu FT-IR 8200PC Infrared Spectrometer

Cell : KBr

80 —

i
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40 —

20 —

I I I I ]
4000 3000 2000 1500 1000 500 x
cm’

Infrared Spectrum of Test Substance

100.00

ey

,) . 00 T T T H T T
4000 3500 3000 2508 2000 1500 1000 cat 500

Infrared Spectrum of N,N-dimethylformamide (Literature data*)
*Performed by Wako Pure Chemical Industries, LTD.

Results: The infrared spectrum was consistent with literature spectrum.

2. Conclusions: The test substance was identified as N N-dimethylformamide, by the mass
spectrum and the infrared spectrum.



B. Lot No. : SKH4945
1. Spectral data

Mass Spectrometry

Instrument : Hitachi M-80B Mass Spectrometer
Tonization : EI(Electron Ionization)
Ionization Voltage : 70eV
100} 44
] 73
- 28
sa 7
- 15
] l l s8
10 20 30 40 so 60 70 80 sg 100
Mass Spectrum of Test Substance m/Z
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Mass Spectrum of N,N-dimethylformamide (Literature data*)

Results: The mass spectrum was consistent with literature spectrum.

*Wiley 138K Mass Spectral Data Base Entry Number 1553(1990)
John Wiley and Sons Inc.,U.K.

(Study No.0297)



(Study No.0297)

Infrared Spectrometry

Instrument : Shimazdu FT-IR 8200PC Infrared Spectrometer

Cell : KBr
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em!

Infrared Spectrum of Test Substance
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.00 T T T t T
T
4000 3500 3000 2500 2000 1500 1000 cel 500

Infrared Spectrum of N,N-dimethylformamide (Literature data*)
*Performed by Wako Pure Chemical Industries, LTD.

Results: The infrared spectrum was consistent with literature spectrum,

2. Conclusions: The test substance was identified as N,N-dimethylformamide, by the mass
spectrum and the infrared spectrum.
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C. Lot No. : LEK4984
1. Spectral data

Mass Spectrometrv

Instrument : Hitachi M-80B Mass Spectrometer
Ionization : El(Electron Ionization)

Ionization Voltage : 70eV
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Mass Spectrum of N, N-dimethylformamide (Literature data*)

Results: The mass spectrum was consistent with literature spectrum.

*Wiley 138K Mass Spectral Data Base Entry Number 1553(1990)
John Wiley and Sons Inc.,U.K.
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Infrared Spectrometry

| Instrument : Shimazdu FT-IR 8200PC Infrared Spectrometer

Cell : KBr
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Infrared Spectrum of N,N-dimethylformamide (Literature data*)
*Performed by Wako Pure Chemical Industries, LTD.

Results: The infrared spectrum was consistent with literature spectrum.

2. Conclusions: The test substance was identified as N,N-dimethylformamide, by the mass
spectrum and the infrared spectrum.



D. Lot No.

1. Spectral data

: WTL5167

Mass Spectrometrv

Instrument : Hitachi M-80B Mass Spectrometer
Ionization : El(Electron Ionization)
Ionization Voltage : 70eV
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Mass Spectrum of N, N-dimethylformamide (Literature data*)

Results: The mass spectrum was consistent with literature spectrum.

*Wiley 138K Mass Spectral Data Base Entry Number 1553(1990)
John Wiley and Sons Inc.,U.K.
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Infrared Spectrometry

Instrument : Shimazdu FT-IR 8200PC Infrared Spectrometer

Cell : KBr
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Infrared Spectrum of N,N-dimethylformamide (Literature data*)
*Performed by Wako Pure Chemical Industries, LTD.

Results: The infrared spectrum was consistent with literature spectrum.

2. Conclusions: The test substance was identified as N,/N-dimethylformamide, by the mass
spectrum and the infrared spectrum.
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STABILITY OF N,N-DIMETHYLFORMAMIDE IN THE 2-YEAR INHALATION STUDY
Test Substance : N,N-Dimethylformamide (Wako Pure Chemical Industries, LTD.)
A. Lot No. : CALA4288

1.Sample: This lot was used from 1995.11.14 to 1995.11.13. Test substance was stored at room
temperature .

2. Gas Chromatography

Instrument : Hewlett Packard 5890A

Column : Hewlett Packard INNOWax(0.2mm ¢ X 50m)
Column Temperature : 150°C

Flow Rate : 1 mli/min

Detector : FID(Flame lonization Detector)

Injection Volume 1 oud

Results : Gas chromatography indicated one major peak(peak No.l) amalyzed
at 1995.10.20 and one major peak(peak No.l) analyzed at 1995.11.13.
No new trace impurity peak in the test substance analyzed at 1995.11.13
was detected.

Date Peak No. Retention AREA(%)
(date analyzed) Time(min)

1995.10.20 1 6.013 100
1995.11.13 1 6.012 100

3. Conclusions: The test substance was stable for about 3 weeks in the dark at room temperature.
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B. Lot No. : SKH4945

1.Sample: This lot was used from 1995.11.14 to 1996.10.30. Test substance was stored at room
temperature .

2. Gas Chromatography

Instrument : Hewlett Packard 5890A

Column : Hev;rlett Packard INNOWax(0.2mm ¢ X 50m)
Column Temperature : 150°C

Flow Rate : 1 ml/min

Detector . FID(Flame Ionization Detector)

Injection Volume 1 ul

Results : Gas chromatography indicated one major peak(peak No.l) analyzed
at 1995.11.13 and one major peak(peak No.l) analyzed at 1996.10.30.
No new trace impurity peak in the test substance analyzed at 1996.10.30
was detected.

Date Peak No. Retention AREA(%)
(date analyzed) Time(min)
1995.11.13 1 6.012 100
1996.10.30 1 6.013 100

3. Conclusions: The test substance was stable for about 1 year in the dark at room temperature.



C. Lot No. :

(Study No.0297)

LEK4984

1.Sample: This lot was used from 1996.10.31 to 1997.10.22. Test substance was stored at room
temperature .

2. Gas Chromatography

Instrument . Hewlett Packard 5890A

Column : Hewlett Packard INNOWax(0.2mm ¢ X50m)

Column Temperature : 150°C

Flow Rate : 1 ml/min

Detector : FID(Flame Ionization Detector)

Injection Volume i1 oul

Results : Gas chromatography indicated one major peak(peak No.l) analyzed

at 1996.10.29 and one major peak(peak No.l) analyzed at 1997.10.23.
No new trace impurity peak in the test substance analyzed at 1997.10.23
was detected.

Date Peak No. Retention AREA(%)

(date analyzed) Time(min)

1996.10.29 1 6.012 100

1997.10.23 1 6.01 100

3. Conclusions: The

test substance was stable for about 1 year in the dark at room temperature.



D. Lot No. :

(Study No.0297)

WTL5167

1.Sample: This lot was used from 1997.10.23 to 1997.11.10. Test substance was stored at room
temperature .

2. Gas Chromatography

Instrument : Hewlett Packard 5890A

Column : Hewlett Packard INNOWax(0.2mm ¢ X 50m)

Column Temperature : 150°C

Flow Rate : 1 ml/min

Detector : FID(Flame Ionization Detector)

Injection Volume 1 ul

Results : Gas chromatography indicated one major peak(peak No.l) analyzed

at 1997.10.21 and one major peak(peak No.l) analyzed at 1997.11.18.
No new trace impurity peak in the test substance analyzed at 1997.11.18
was detected.

Date Peak No. Retention AREA(%)

(date analyzed) Time(min)

1997.10.21 1 6.012 100

1997.11.18 1 6.008 100

3. Conclusions: The

test substance was stable for about 1 months in the dark at room temperature.
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CONCENTRATION OF N,N-DIMETHYLFORMAMIDE IN THE INHALATION CHAMBER
OF THE 2-YEAR INHALATION STUDY

Concentration (ppm)
Group Name Mean + S.D.
Control 00X 0.0
200ppm 2017 + 52
400ppm 397.8 + 7.8

800ppm 790.6 £ 18.3




APPENDIX P2

ENVRIONMENTAL CONCENTMOUSEION OF INHALATION CHAMBER IN THE 2-YEAR
INHALATION STUDY OF N,N-DIMETHYLFORMAMIDE



ENVIRONMENTAL CONDITIONS OF INHALATION CHAMBER IN THE 2-YEAR INHALATION STUDY OF N, N-DIMETHYLFORMAMIDE

Group Name Temperature(°C) Humidity(%) Ventilation Rate(L/min) Air Changes(time/h)
Mean + S.D. Mean + S.D. Mean + S.D. Mean
Control 22.4+0.3 53.7+ 1.3 748.2+11.3 (370.8+4.2) 12.1 (6.0)
200ppm 22.3+0.2 49.9+ 3.6 737.2+10.5 (372.8+3.1) 12.0 (6.0)
800ppm 22.3+0.2 52.1+43 741.5+10.6 (371.9+3.3) 12.0 (6.0)
400ppm 22.3+0.2 48.7+ 4.3 743.1+10.8 (373.2+£3.2) 12.1 (6.1)

( ):during exposure

(1630 "ON ApMIg)
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METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS
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METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS
IN THE 2-YEAR INHALATION STUDY OF N,N-DIMETHYLFORMAMIDE

Item Method
Hematology \
Red blood cell (RBC) Light scattering method \
Hemoglobin (Hgb) Cyanmethemoglobin method \
Hematocrit (Hct) Calculated as RBC X MCV/10

Mean corpuscular volume (MCV)
Mean corpuscular hemoglobin (MCH)
Mean corpuscular hemoglobin concentration (MCHC)

Platelet

Light scattering method K
Calculated as Hgb/RBC X 10
Calculated as Hgb/Het X 100 D
Light scattering method
Light scattering method K

‘White blood cell (WBC) il »
Differential WBC Pattern recognition method
(May-Grunwald-Giemsa staining)

Biochemistry

Total protein (TP) Biuret method >

Albumin (Alb) BCG method *

A/G ratio Calculated as Alb/(TP— Alb) ”

T-bilirubin Alkaline azobilirubin method *

Glucose GlcK - G-6-PDH method Y

T-cholesterol

Triglyceride

Glutamic oxaloacetic transaminase (GOT)
Glutamic pyruvic transaminase {(GPT)
Lactate dehydrogenase (LDH)

Alkaline phosphatase (ALP)

Creatine phosphokinase (CPK)

Urea nitrogen

CE*COD*POD method *
LPI*GK+GPO*POD method >
JSCC method >

JSCC method *

SFBC method >

GSCC method *

JSCC method *

Urease * GL.DH method Y

. 3)
Ion selective electrode method

Sodium

Potassium Ion selective electrode method Y

Chloride Ton selective electrode method Y

Calcium OCPC method *

Inorganic phosphorus PNP-XOD*POD method K
Urinalysis

PH,Protein, Glucose,Ketone body,Occult Blood,

Urobilinogen

Urinalysis reagent paper method K

1) Automatic blood cell analyzer (Technicon H*1 : Bayer Corporation)
2) Automatic blood cell differential analyzer (Hitachi 8200 : Hitachi,Ltd.)

3) Automatic analyzer (Hitachi 7070 : Hitachi,Ltd.)

4) Ames reagent strips for urinalysis (Uro-Labstix : Bayer Corporation)
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UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY
IN THE 2-YEAR INHALATION STUDY OF N,N-DIMETHYLFORMAMIDE

Item Unit Decimal
place

Hematology

Red blood cell (RBC) x10°/ L 2
Hemoglobin g/dL 1
Hematocrit % 1
Mean corpuscular volume (MCV) i 1
Mean corpuscular hemoglobin (MCH) rg 1
Mean corpuscular hemoglobin concentration (MCHC) g/dL 1
Platelet X10°%/ 4L 0
White blood cell (WBC) X10°/uL 2
Differential WBC % 0
Biochemistry

Total protein g/dL 1
Albumin g/dL 1
A/G ratio — 1
T-bilirubin mg/dL 2
Glucose mg/dL 0
T-cholesterol mg/dL 0
Triglyceride mg/dL 0
Glutamic oxaloacetic transminase (GOT) IU/L 0
Glutamic pyruvic transaminase (GPT) IU/L 0
Lactate dehydrogenase (LDH) IU/L 0
Alkaline phosphatase (ALP) IU/L 0
Creatine phosphokinase (CPK) IU/L 0
Urea nitrogen mg/dL 1
Sodium mEq/L 0
Potassium mEq/L 1
Chloride mEq/L 0
Calcium mg/dL 1
Inorganic phosphorus mg/dL 1




