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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE @ Al 104

SEX : MALE

PAGE = 2
Clinical sign Group Name Administration Week-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7 28-7
DEATIH Control 0 [ 0 0 0 0 0 0 0 ] 0 4] 0 0
500 ppm 0 ] 0 0 4] 0 0 ¢ 0 0 0 4] 0 ]
1000 ppm 0 0 0 0 0 0 0 1] 0 ¢l 0 ] 0 0
2000 ppm 0 0 0 0 0 [ [ 0 0 0 0 0 0 0
MORTBUND SACRITICE Control ] 0 ] 0 0 0 0 0 ] 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 4] ¢ o
1000 ppm 0 ¢ 0 0 0 0 0 0 4] 0 0 [ 0 o}
2000 ppm 0 0 0 0 0 4] ] o 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 [} 0 0
{000 ppm 4] ¢ o 0 0 0 ] 0 o 0 ] ] ¢ ]
2000 ppm ¢ 4] 0 0 ¢ 0 0 ¢ 0 0 0 0 [ 0
[TUNCIIBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 [s}
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 o 0 0 0 0 ] ] 0 0 0 0 0 0
2000 ppm Y ] 0 0 0 o V] 0 0 0 0 0 0 4]
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 g Y 0 0 V] 0 0 0 0 0 4] 0
1000 ppm 0 0 0 0 0 ¢ o 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 [ 0 0 ¢ [ 4] 0 0
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 4] 0 0
500 ppm ] 0 ] 0 0 ] 0 0 4] ¢ 0 [ 0 0
1000 ppm 0 0 0 3} ] 0 0 0 0 0 0 4} Y ]
2000 ppm 1 1 1 0 [ 0 0 ¢ 0 0 Y 0 0 0
FROG BELLY Control 0 0 0 0 0 0 9 0 0 0 0 0 0 0
500 ppm 0 0 0 0 ] 0 0 ] 0 0 0 0 0 0
1000 ppm 0 0 0 0 o] 0 0 V] 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 V] 0 0 4] 4] 0 0 ¢ 0
SOILED PERI GENITALIA Control 0 [} 0 0 0 [} 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 [ 0 0 0 0 0 0 0 0
1000 ppm ¢ 0 ¢ ¢ 0 0 0 0 1] o] ] ] o 0
2000 ppm G 0 [ 0 0 0 0 0 0 0 0 0 0 0
(HIAN190)

BAIS 4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE

PAGE : 3
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7
DEATHH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 9 0 0 0 0 1 1 1
1000 ppm 0 ¢ 0 0 0 0 0 0 0 0 o o a 0
2000 ppm 0 0 0 0 ] 0 0 g 4] 0 0 1 1 1
MORIBUND SACRTFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 4] 0 0 0 0 0 0
1000 ppm 0 0 0 [} 0 8} [1} 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 4] 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 ] 0 0 0 0 [ 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
1000 ppm 0 0 0 ] o 0 0 0 o 0 0 c 0 o}
2000 ppm 0 0 0 0 4] 1] 0 o 0 0 0 0 0 0
HUNCHBACK POSITION Control 0 0 0 o] 0 0 0 4} 4] 0 0 0 0 o]
500 ppm 0 0 ¢ 0 0 0 0 0 0 0 0 4} 0 0
1000 ppm ] ] 0 0 4] 0 0 ¢ 0 0 ] 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control ¢ 0 0 ¢ 0 0 0 0 0 ¢ 0 0 0 0
500 ppm 0 0 0 1] 0 0 ] 0 0 ¢ 0 [ 0 0
1000 ppm 0 0 ¢ 0 Q 0 0 0 0 0 ] 4] 0 0
2000 ppm 0 o 0 0 0 0 0 [} 0 0 0 0 9 0
PILOERECTION Control 0 0 [ ] 0 0 0 0 0 0 0 0 0 0
500 ppm ¢ 0 0 0 0 0 1 i 1 1 1 Q 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 4} 0 0 0 0 0 0 0 0 0 0 0 1]
FROG BELLY Control 0 0 0 0 0 [ 0 [} 0 0 0 0 0 0
500 ppm 0 0 4] 0 0 0 0 0 ] 0 0 0 0 ]
1000 ppm 0 0 ] 0 0 0 0 0 0 0 o [} 0 [\
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED PERI GENITALIA Control 0 0 0 0 0 ] 0 0 0 ] 0 0 0 0
500 ppm 0 0 0 o] 0 0 0 0 0 0 0 (o [ 0
1000 ppm ¢ 0 ] 0 0 0 0 0 0 0 o g 0 [
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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SEX @ MALE

PAGE : 4
Clinical sign Group Name Administration Week-day
42-7 43-7 44-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7
DEATH Control 0 0 0 0 0 0 0 0 0 0 0 [ 0 0
500 ppm 1 1 1 1 1 1 1 1 1 1 1 i 1 1
1000 ppm 0 0 0 [ 0 [ 0 0 0 0 0 0 0 0
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MORTBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 "]
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 ] 0 0 0 0 0 0 0 o 4]
2000 ppm 0 0 0 0 0 0 0 [ 0 0 [t} [ [ 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 [ 0 0 0 4]
500 ppm 0 0 0 0 0 0 0 0 0 0 ¢} 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
2000 ppm 0 0 0 0 4] 0 0 0 [ [ 0 0 [ ]
HUNCIIBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 [ 0 0 [
500 ppm 0 0 0 0 0 [ 0 0 0 0 0 0 0 0
1000 ppm 0 0 o] o] 0 0 0 0 1] 0 0 0 0 ]
2000 ppm 0 0 0 0 4] 0 0 0 4] ] 0 ] 0 0
WASTING Control 0 0 0 0 0 0 0 [ 0 0 ¢} 0 0 0
500 ppm 0 0 0 0 0 0 0 0 o] 4] 0 0 0 ¢
1000 ppm 0 0 0 0 0 0 0 0 V] o 0 0 0 o
2000 ppm 0 0 1] 4] 0 0 0 0 0 ] 0 0 0 0
PILOERECTION Control [ 0 0 0 [ 0 0 0 0 0 [t} 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 [
1000 ppm 0 [t} 0 4] 0 0 4} ¢} ] o] 0 0 0 4]
2000 ppm 0 0 V] 0 0 4 0 0 0 ] 0 0 0 0
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 1] 0 0 0 0 [ [ 0 0 0 0
SOILED PERI GENITALIA Control [ 0 0 0 0 0 0 0 0 0 [t} 0 [ ]
500 ppm 0 0 0 0 0 0 0 0 ] ¢ 0 0 0 0
1000 ppm ] 0 0 0 0 0 0 0 o] [ 0 0 [ 0
2000 ppm 0 [ 0 0 0 [ 0 ] 0 0 [t} 0 0 0
([1AN190)
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REPORT TYPE : Al 104

SEX : MALE

PAGE : B
Clinical sign Group Name Administration Week-day
66-7 57-7 58-7 59-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 69-7
DEATH Control 0 0 0 [ 0 4} 0 0 0 0 0 0 0 ]
500 ppm 1 1 2 2 2 2 2 2 3 3 3 3 3 3
1000 ppm 0 0 0 0 1 1 1 1 1 i 1 3 1 1
2000 ppm 1 i 1 1 1 1 1 1 1 1 1 1 1 1
MORTRUND SACRIFICE Control 0 0 0 0 0 0 0 [} 0 0 0 0 0 4]
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 ] 0 0 0 0 0 0 0 0 0
2000 ppm 0 ¢ 0 0 ¢ 0 0 0 o] o] 0 G 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 Y 0 0 0 0 0
500 ppm 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 o 0 0 0 ¢ 0 0
2000 ppm 0 0 0 0 0 ¢ 0 o 0 0 [ 0 0 0
fIUNCIIBACK POSITION Control 4 0 0 0 0 0 g 0 0 [ 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 ] 0 0 o 0 0 0 0 0 ¢ 0 0
2000 ppm 0 0 0 4] 4] 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
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 4} 4] 0 ] 0 0 0 0 0 o}
2000 ppm 0 0 0 0 0 0 0 0 0 4} 4] 0 0 0
PILOERECTION Control 0 0 0 0 0 0 0 4] 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 1 1 1
1000 ppm 0 0 0 o] 0 0 0 0 0 0 0 0 0 0
2000 ppm [ 0 1] 4] 0 0 0 0 ¢ 0 0 0 ¢ 0
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 Y]
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 ] 0 4] 0 0
2000 ppm ] 0 [ 0 0 0 0 0 0 0 0 ] 0 0
SOILED PERI GENITALIA Control 0 0 0 o 0 0 0 0 0 0 0 0 0 [¢]
500 ppm 0 0 [} 0 0 0 0 0 0 0 0 4 0 0
1600 ppm [t} 0 0 0 [ 0 0 0 0 0 0 o 4] 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1JAN190)
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STUDY NO. : 0372

CLINICAL OBSERVATION (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
REPOKT TYPE : Al 104
SEX : MALE PAGE : 8
Clinical sign Group Name Administration Week-day
70-7 71-7 72-7 73-7 14-7 75-7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7
DEATH Control 0 0 0 0 0 0 0 0 0 1 2 2 2 2
500 ppm 4 4 4 4 4 4 4 5 5 5 6 6 6 6
1000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 i
2000 ppm 1 1 1 1 1 1 1 2 2 2 2 2 2 2
MORIBUND SACRTFICE Control 0 0 0 [ 0 0 0 0 4] [ 0 0 0 [
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 [ 0 0 0 0 0 0 ] 0
2000 ppm 0 [ 0 0 0 ] 0 0 0 0 [ [t} [ 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 ¢} [ 0 0 0 4] 0 0 0 0 ]
500 ppm [¢} 0 0 0 0 0 0 0 0 0 ] 0 0 0
1000 ppm Q 0 0 0 0 0 0 ] 0 0 [} 4} [ 0
2000 ppm 0 0 [ 0 0 (] 0 0 0 0 0 0 0 0
{IUNCHBACK POSITION Control 0 0 0 0 4] 0 [} 0 4] 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 [ 4} 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 [t} [t} 0 o
2000 ppin 0 0 o] 0 0 [t} 0 0 0 4] 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 ] ] 0 [ 0 0
500 ppm 0 0 0 0 0 0 ¢} 0 ] ] 0 [ 0 0
1000 ppm 0 0 0 0 o] 0 0 0 0 0 0 0 ] ¢
2000 ppm 0 0 0 0 (] 0 0 0 0 0 [t} 1} 0 4]
PILOERECTION Control 0 0 0 0 0 [ 0 0 0 [ 0 0 0 o]
500 ppm 1 0 1 1 1 1 1 1 1 1 0 0 o] 4]
1000 ppm 0 [t} 0 4] 0 0 0 0 [ ] 0 0 0 4]
2000 ppm 0 0 1 1 1 1 1 0 [ ¢ 0 0 4] 1
FROG BELLY Control [ 0 0 0 [ 0 0 0 ¢} 0 0 0 o 0
500 ppm 0 0 0 0 0 0 1 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 V]
2000 ppm 0 ¢} 0 0 0 0 0 0 0 0 0 0 0 0
SOILED PERI GENITALIA Control 0 0 0 0 0 0 0 0 ] 0 0 0 0 [
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 [t] 0
1000 ppm 0 0 0 o} 0 0 0 0 0 0 0 0 0 o]
2000 ppm 0 0 0 0 0 [} 0 0 0 0 0 0 0 o]
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SEX @ MALE PAGE : 7
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 95-7 96-7 97-7
DEATH Control 2 2 2 2 2 2 2 2 2 3 4 5 6 6
500 ppm 6 6 7 7 K 7 7 7 7 9 9 9 10 10
1000 ppm 1 1 1 1 { I { 1 1 2 2 2 2 3
2000 ppm 2 2 3 4 4 5 5 5 6 6 7 7 7 7
MORTBUND SACRTFICE Control 0 0 0 0 1 1 1 1 { 1 1 t i 2
500 ppm 0 0 [} 0 0 0 0 0 4 [ 0 0 [ 0
1000 ppm 0 0 0 1 1 1 )3 1 1 1 1 1 1 1
2000 ppm 0 [ 0 0 [ 1 2 2 2 2 2 2 2 3
LOCOMOTOR MOVEMENT DECR Control Y 0 0 0 0 4 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 Y 0 0 0 0 0 0 0 9 ¢
1000 ppm ] 0 0 0 0 0 0 0 0 0 0 [ 0 0
2000 ppm 0 0 0 0 1} 0 0 0 0 0 0 0 0 4]
HUNCHBACK POSITION Control 0 [4} 0 0 0 0 0 0 0 0 0 0 0 1
500 ppm 0 0 0 [ 0 [ 0 0 0 0 0 0 0 0
1000 ppm 0 0 [ 0 0 0 1 1 1 0 0 0 0 0
2000 ppm 0 0 0 0 0 i 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 [\ 0 0 0 [} 0 0 0 [ 0 0 0 b}
2000 ppm 0 0 0 o 0 0 o (] o e 0 0 0 ¢
PILOERECTION Conlrol 0 0 0 i 0 0 0 0 0 ] 1 i (] 1
500 ppm 0 0 [\ 1] 0 0 o 0 0 0 0 i 0 0
1000 ppm 0 Y 0 0 ¢ 0 1 1 L 0 o [ 1 1
2000 ppm 1 2 1 1 1 0 2 1 0 0 0 0 0 0
FROG BELLY Control 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
500 ppm 0 4 0 \] 0 Y 0 0 0 0 0 0 0 Q
1000 ppm 0 0 0 0 0 0 ] 0 g 0 0 0 ¢ 0
2000 ppm 0 0 0 0 0 0 0 0 (] 0 0 0 \] 0
SOILED PERI GENITALIA Control 0 0 0 0 0 0 0 0 0 0 1 [ [ 0
500 ppm Y 0 0 0 0 0 0 0 0 0 0 4 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HIAN190)
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDFIL ALL ANIMALS
REPORT TYPE : Al 104

SEX © MALE

PAGE : 8
Clinical sign Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
DEATH Control 1 8 8 9 9 10 10
500 ppm 10 10 10 10 10 10 10
1000 ppm 3 4 4 7 7 7 7
2000 ppm 7 7 7 7 7 8 8
MORTRUND SACRTFICE Control 2 2 2 2 2 2 2
500 ppm ] 0 0 1 1 1 2
1600 ppm 1 i 1 1 1 1 1
2000 ppm 3 3 3 3 3 3 3
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 ] 0 0
500 ppm 0 0 0 1 [ 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 [ 0
[IUNCHBACK POSITION Control 1 0 0 1 i 1 0
500 ppm 0 0 0 0 0 0 0
1000 pum 0 0 0 0 0 ¢ 0
2000 ppm 0 0 0 0 0 4} 0
WASTING Control [} 0 0 1 1 1 0
500 ppm 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 s}
2000 ppm ] 0 0 [ 0 0 0
PILOERECTION Control 2 i 2 2 2 1 2
500 ppm 0 0 0 0 2 2 L
1000 ppm 1 1 1 0 4} o] 0
2000 ppm 0 0 0 o 1 0 0
FROG BELLY Control 0 0 0 1 2 5 2
500 ppm 0 0 [ 0 0 3 1
1000 ppm 0 [ 0 0 0 1 g
2000 ppm 0 0 0 0 0 1 0
SOILED PERI GENITALIA Control 0 0 0 0 0 0 0
500 ppm 0 0 0 0 ] 1 0
1000 ppm o] 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
([IAN190)

BAIS 4
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PAGE :
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SEX

Administration Week-day

Group Name

Clinical sign

2-7 3-7 4-7 5-7 6-7 -7 8-7 9-7 10-7 11-7 12-7 13-7 14-7

1-7

Control
500 ppm
1000 ppm

EXOPLTIIALMOS

2000 ppm

Control
500 ppm
1000 ppm

EYE OPACTTY

2000 ppm

Control

CATARACT

500 ppm
1000 ppm

2000 ppm

Conlrol

EXTERNAL MASS

500 ppm

1000 ppm
2000 ppm

Control
500 ppm

INTERNAL MASS

1000 ppm
2000 ppm

Control

M. NOSE

500 ppm

1000 ppm
2000 ppm

Control
500 ppm

M. EYE

1000 ppm
2000 ppm

Control

M. MANDIBULAR

500 ppm

1000 ppm

2000 ppm

BAIS 4

([1AN150)



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 10
Clinical sign Group Name Administration Week-day
15-7 18-7 17-7 18-7 19-7 20-7 2t-7 22-7 23-7 24-7 25-7 26~7 27-7 28-7
EXCPHTHALMOS Control 0 0 4 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 Q 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 4] ] 0 0 0 0 o] 0 0
2000 ppm [ 0 o 0 0 0 0 V] 0 0 0 0 0 0
EYE OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 Y 0 0 0 0 o} 0 0 0 0 0 0
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CATARACT Control 0 0 0 0 0 0 [} 0 0 0 0 Y 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 [y}
1000 ppm 0 0 0 0 0 ] 0 0 0 0 g 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 1] 0 0 0 0
EXTERNAL MASS Control 0 0 0 o] 0 [} 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1600 ppm 0 0 0 0 [ 0 0 0 0 0 0 0 0 o
2000 ppm 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
INTERNAL MASS Control 9 0 0 0 0 0 4 0 1 i 1 1 1 1
500 ppm 0 0 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm 0 1 1 1 1 1 1 1 1 1 1 3 1 1
2000 ppm 0 0 1 1 1 1 1 1 1 1 1 i 1 1
M. NOSE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 V]
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 1} 0 0
2000 ppm 0 0 0 0 ] 0 0 0 0 Q 0 0 0 [}
M. EYE Control 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 4 0 0 0 0 0 0 0 0 0
1000 ppm 0 g 0 0 0 1] 0 0 0 o] 0 0 0 0
2000 ppm ] 0 0 0 0 0 0 90 4} 0 0 [} 0 0
M. MANDIBULAR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
1000 ppm ¢ 0 V] ¢ 0 0 0 0 0 0 o ¢ 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 o
(11AN190)

BATS 4
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Administration Week-day

29-7

Group Name

Clinical sign

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

32-7

31-7

30-7

Control
500 ppm

EXOPHTIIALMOS

1000 ppm

2000 ppm

Contirol

EYE OPACITY

500 ppm
1000 ppm

2000 ppm

Control

CATARACT

500 ppm
1000 ppm

2000 ppm

Control
500 ppm
1000 ppm

EXTERNAL MASS

2000 ppm

Control

INTERNAL MASS

500 ppm
1000 ppm

™

2000 ppm

Control

M. NOSE

500 ppm
1000 ppm

2000 ppm

Control
500 ppm
1000 ppm

M. EYE

2000 ppm

Control

M. MANDIBULAR

500 ppm
1000 ppm

2000 ppm

BATS 4

(HAN190)



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
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REPORT TYPE © Al 104

SEX : MALE

PAGE : 12

Clinical sign Group Name Administration Week-day
42-7 43-7 44-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7
EXOPHTIIALMOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 ] 0 [ 0 [} 0 0 0 0 0 ]
1000 ppm 0 0 4} 0 ] 0 0 9 ] ¢ 0 0 0 ]
2000 ppm [ 0 0 0 4] 0 0 0 4] (] 0 0 4] 0
EYE OPACITY Conlrol 0 0 0 4] 0 0 0 0 0 0 0 0 0 [
500 ppm [ 0 0 0 0 0 0 0 ] 0 0 0 0 0
1000 ppm 0 [ 0 0 [} 0 0 0 0 0 0 ¢} 1} 0
2000 ppm 0 0 0 0 0 [ 0 4} 0 0 0 0 0 4]
CATARACT Control 0 0 0 0 0 Q 0 ] 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 [t} 0 ¢ 0 0 0 ¢
1000 ppm 0 0 0 0 ] 0 0 0 0 0 0 0 4] 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 1] "]
EXTERNAL MASS Control 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 [ [ 0 0 0 0 [t} 0 0 0 0
1000 ppm 0 s} 0 0 0 0 0 0 0 0 0 8} 0 0
2000 ppm 0 0 0 o 0 [ 0 0 0 0 0 0 0 0
INTERNAL MASS Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
500 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm 3 3 3 3 3 3 3 3 3 3 3 3 4 4
2000 ppm 0 0 0 0 0 0 0 0 0 4] 0 0 0 o]
M. NOSE Control 0 0 0 0 4] 0 0 0 0 0 1} 0 0 Y]
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 4]
1000 ppm 0 0 0 [ 0 0 [} 0 0 0 0 0 0 0
2000 ppm 0 0 0 [ 0 0 [t} 0 0 ¢ 0 [ 0 0
M. EYE Control 0 0 [ 0 0 0 0 0 0 0 0 [t} 0 0
500 ppm 0 0 0 0 0 [ 0 0 0 0 0 0 0 4]
1000 ppm 0 0 0 0 0 0 0 ¢} 0 ] 0 [ 0 4]
2000 ppm 0 0 0 [ 0 0 0 0 [ 0 0 1} [ 0
M. MANDIBULAR Conlrol 0 0 0 0 0 0 0 0 0 0 0 0 0 (]
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 4
1000 ppm 0 0 0 0 0 0 0 0 0 [t} 0 0 o] 0
2000 ppm 0 0 0 0 1] 0 0 0 0 0 0 0 0 0

(11AN190)

BATS 4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL t MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104
SEX : MALE PAGE : 13
Clinical sign Group Name Administration Week-day
56-7 57-7 58-7 59-7 60-7 61-7 62-7 63-7 64-7 65-7 66~7 67-7 68-7 69-7
EXOPITIHALKOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 [} 0 4} 0 0 0 0 0 1
1000 ppm 0 0 0 4} 0 0 0 0 0 0 0 0 0 o
2000 ppm o 0 0 9] 0 0 o] 0 0 ¢ 0 ] 0 0
EYE OPACTTY Control 0 0 0 4] 4] 0 0 0 0 ] 0 0 0 0
500 ppm 0 0 0 0 ] 0 0 0 4} 0 [ 0 i 0
1000 ppm 0 0 0 o 0 ] 0 0 0 0 0 0 0 0
20600 ppm 0 0 0 4} 0 0 0 0 0 0 0 0 0 0
CATARACT Control 0 0 0 0 0 G ¢ ] 0 0 0 0 0 0
500 ppm ] 0 0 0 0 0 0 0 0 0 0 ¢ 1 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 g o 0
2000 ppm 0 0 0 ¢ 0 ] o 0 0 0 0 0 0 ¢}
EXTERNAL MASS Control 0 [\ 0 0 0 0 0 [ 0 0 0 ¢} V] 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 ! 1 1 1 1 1 1 1
2000 ppm 4 0 0 0 o 0 0 0 0 0 0 0 0 0
INTERNAL MASS Control 1 1 1 1 1 1 1 1 1 1 1 1 2 2
500 ppm 1 1 1 2 2 2 2 2 1 1 1 I 1 1
1000 ppm 4 4 4 4 4 4 3 3 3 3 3 3 5 4
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. NOSE Control 0 0 0 0 0 0 0 0 [} 0 0 0 0 0
500 ppm 0 [y 0 0 0 0 0 0 0 0 0 [\ 0 0
1000 ppm 0 0 0 0 ] 0 0 ] o] 0 0 0 0 ¢}
2000 ppm 0 0 0 0 0 0 o 0 0 0 0 0 0 0
M. EYE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 g 0 0 0 Y] 0 o]
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4] 0
M. MANDIBULAR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 o]
500 ppm 0 0 0 0 0 0 0 0 [y 0 0 0 4] Q
1000 ppm 0 0 0 0 o] 0 0 0 0 0 0 0 0 V]
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 o]
(1IAN190)

BAIS 4
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PAGE

¢ MALE

SEX

Administration Week-day

Group Name

Clinical sign

71-7 72-7 73-7 747 5-7 76-7 -7 78-7 79-7 80-7 817 82-7 83-7

70-7

Control

EXOPITIALMOS

~N

500 ppm

1000 ppm

2000 ppm

Control
500 ppm

EYE OPACITY

1000 ppm

2000 ppm

Control

CATARACT

500 ppm
1000 ppm

2000 ppm

Control
500 ppm
1000 ppm

EXTERNAL MASS

2000 ppm

Centrol

INTERNAL MASS

500 ppm
1000 ppm

2000 ppm

Control
500 pym
1000 ppm

M. NOSE

2000 ppm

Control

M. EYE

500 ppm
1000 ppm

2000 ppm

Control

M. MANDIBULAR

500 ppm
1000 ppm

2000 ppm

BAIS 4

(11AN190)
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CLINICAL OBSERVATION (SUMMARY)
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PAGE : 15
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 95-7 96-7 97-7
EXOPHTHALMOS Control 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
500 ppm 2 2 2 2 2 2 2 2 2 1 1 i 1 1
1000 ppm i t 1 1 1 1 1 1 I 1 i 1 1 i
2000 ppm ] 0 [ 0 0 0 Y] 0 0 0 4] 0 0 e}
EYE OPACTTY Control 0 0 0 0 ] 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1600 ppm 0 0 0 0 0 0 9 0 4] 0 0 ] 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 V] 0 0
CATARACT Control 0 0 0 0 0 0 0 0 0 0 [ ] 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 Y 0 0 0
1000 ppm 0 o 0 0 0 0 0 o 0 0 0 ] 0 0
2000 ppm [ 0 ] 0 0 0 0 0 0 ¢ 0 0 0 o
EXTERNAL MASS Conltrol 0 0 0 0 0 0 (4 0 0 0 0 0 0 ]
500 ppm 0 1 0 0 0 0 0 2 1 1 1 0 0 0
1000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 2
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
INTERNAL MASS Control 2 2 2 2 2 2 4 4 4 4 5 4 4 4
500 ppm 1 1 1 1 1 1 1 1 1 1 1 3 3 4
1000 ppm 4 4 4 4 4 4 5 5 5 5 5 6 6 5
2000 ppm 1 2 1 1 1 2 1 2 1 1 3 3 3 2
M. NOSE Control 0 0 0 0 0 0 0 0 0 0 0 0 4] 0
500 ppm 0 o 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 4} 0 0 0 0
2000 ppm 0 0 0 0 [ 0 0 0 0 0 0 0 4] 0
M. EYE Control 0 0 0 [t} 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 4]
1000 ppm { { 1 1 i i i 1 1 { 1 1 1 1
2000 ppm 0 0 0 0 4] 0 0 0 0 0 0 [4} 0 4]
M. MANDIBULAR Control 0 0 ] 4] V] 0 0 0 0 0 [} 0 0 0
500 ppm ] 0 0 0 0 0 0 0 0 0 0 0 0 o}
1000 ppm 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(11AN190)

BAIS 4
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PAGE : 16
Clinical sign Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
EXOPIITHALMOS Control 0 0 0 0 0 0 0
500 ppm 1 1 1 1 1 1 1
1600 ppm I 1 i 1 1 I i
2000 ppm (] 0 0 0 0 0 0
EYE OPACTTY Control 0 0 0 4] 0 0 4}
500 ppm 0 0 [ ] 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
CATARACT Control 0 0 0 0 o] 0 0
500 ppm 0 0 0 0 0 0 ]
1000 ppm 0 0 0 0 0 0 g
2000 ppm 0 0 ¢ 0 4] 0 0
EXTERNAL MASS Control 1 0 1 1 3 0 0
500 ppm [ 0 0 0 0 0 0
1000 ppm 2 2 2 1 1 3 i
2000 ppm 0 0 o 0 1 2 2
INTERNAL MASS Control 3 3 3 4 5 6 6
500 ppm 4 4 6 6 5 7 6
1000 ppm 5 5 6 6 8 i1 11
2000 ppm 2 2 3 5 5 4 4
M. NOSE Control 0 0 0 0 0 0 0
500 ppm 0 0 0 4] 0 0 4}
1000 ppm 0 0 0 0 o] 0 0
2000 ppm 0 0 0 0 0 0 0
M. EYE Control 0 0 0 0 [} 0 4}
500 ppm 0 o} 0 0 0 0 0
1000 ppm 1 1 1 1 i 1 1
2000 ppm 0 0 ] 4] 0 0 0
M. MANDIBULAR Control 0 0 0 0 [ 0 0
500 ppm 0 0 0 0 0 0 0
1000 ppm 0 0 ] 0 ¢ 0 0
2000 ppm 0 0 0 0 0 [ 0
(1IAN190)

BATS 4
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PAGE :
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SEX

Administration Week-day

Group Name

Clinical sign

-7 12-7 13-7 14-7

10-7

2-7 3-7 47 57 6-7 -7 87

-7

Control

M.EAR

500 ppm
1000 ppm

2000 ppm

Conirol

M. NECK

500 ppm
1000 ppm

2000 ppm

Control

M. BREAST

500 ppm
1000 ppm

2000 ppm

Control
500 ppm

M. ABDOMEN

1000 ppm
2000 ppm

Control

M. HINDLIMB

500 ppm

1000 ppm
2000 ppm

Control
500 ppm

M. GENITALIA

1000 ppn
2000 ppm

Control

ANEMIA

500 ppm

1000 ppm

2000 ppm

Conlrol
500 ppm

CRUSTA

1000 ppm

2000 ppm

BAIS 4

(1IANI9O)
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PAGE :

o MALE

SEX

Administration Week-day

Group Name

Clinical sign

28-7

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

15-7

Control

M. EAR

500 ppm
1000 ppm

2000 ppm

Contirol
500 ppm
1000 ppm

M. NECK

2000 ppm

Control

M. BREAST

500 ppm

1000 ppm
2000 ppm

Control
500 ppm

M. ABDOMEN

1000 ppm
2000 ppm

Control

M. HINDLIMB

500 ppm

1000 ppm
2000 ppm

Control
500 ppm

M. GENITALIA

1000 ppm

2000 ppm

Control

ANEMIA

500 ppm

1000 ppm

2000 ppm

Control

CRUSTA

500 ppm

1000 ppm

2000 ppm

BATIS 4

(IIAN190)
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PAGE
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SEX

Administration Week-day

29-7

Group Name

Clinical sign

31-7 32-7 32-7 33-7 34-7 35-7 36-7 3717 38-7 39-7 40-7 41-7

30-7

Control

M. EAR

500 ppm
1000 ppm

2000 ppm

Control
500 ppm
1000 ppm

M. NECK

2000 ppm

Control

M. BREAST

500 ppm

1000 ppm
2000 ppm

Control
500 ppm

M. ABDOMEN

1000 ppm
2000 ppm

Control

M. 1IINDLIMB

500 ppm

1000 ppm
2000 ppm

Contirol

M. GENITALIA

500 ppm

1000 ppm

2000 ppm

Control

ANEMIA

500 ppm

1000 ppm

2000 ppm

Control
500 ppm

CRUSTA

1000 ppm

2000 ppm

BATS 4

(IIAN190)
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Administration Week-day

Group Name

Clinical sign

43-7 4-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-7 837 54-7 55-7

42-7

Control

M. EAR

500 ppm

1000 ppm

2000 ppm

Conlrol
500 ppm

M. NECK

1000 ppm

2000 ppn

Control

M. BREAST

500 ppm
1000 ppm

2000 ppm

Conirol
500 ppm
1000 ppm

N

M. ABDO!

2000 ppm

Control

M. IIINBLIMB

500 ppm
1000 ppm

2000 ppm

Control
500 pym
1000 ppm

M. GENITALIA

2000 ppm

Control

ANEMI1A

500 ppm
1000 ppm

2000 ppm

oo

oo

[~

oo

o o

oo

Control
500 ppm
1000 ppm

CRUSTA

2000 ppm

BATS 4

(HAN19G)
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PAGE :
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SEX

Administration Week-day

Group Name

Clinical sign

57-7 58-7 59-7 60-7 61-7 62-7 637 64-7 65-7 66-7 67-7 68-7 69-7

56-7

Control

M. EAR

500 ppm
1000 ppm

2000 ppm

Conlrol
500 ppm
1000 ppm

M. NECK

2000 ppm

Control

M. BREAST

500 ppm
1000 ppm

2000 ppm

Control
500 ppm

M. ABDOMEN

1000 ppm
2000 ppm

Control
500 ppm

M. HINDLIMB

1000 ppm
2000 ppm

Control

M. GENITALIA

500 ppm

1000 ppm
2000 ppm

Control

ANEMIA

500 ppm

1000 ppm

2000 ppm

Control
500 ppm

CRUSTA

1000 ppm

2000 ppm

BAIS 4

(11AN190)
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Administration Week-day

Group Name

Clinical sign

71-7 72-7 73-7 74-7 75-7 76-7 77-7 78-7 79-7 80-7 8i-7 82-7 83-7

70-7

Control

M. GAR

500 ppm
{000 ppm

2000 ppm

Control
500 ppm
1000 ppm

M. NECK

2000 ppm

Control

M. BREAST

500 ppm
1000 ppm

2000 ppm

Conlrol
500 ppm

M. ABDOMEN

1000 ppm
2000 ppmn

Control
500 ppm

1000 ppm
2000 ppm

M. HINDLIMB

Control

M. GENITALIA

500 ppm
1000 ppn

2000 ppm

Control

ANEMIA

500 ppm

1000 ppm

2000 ppm

Control
500 ppm

CRUSTA

1000 ppm

2000 ppm

BATS 4

(11AN190)
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Administration Week-day

84-7

Group Name

Clinical sign

86-7 87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7

85-7

Control
500 ppm
1000 ppm

M. EAR

2000 ppm

Control

M. NECK

500 ppm
1000 ppm

2000 ppm

Control
500 ppm
1000 ppm

M. BREAST

2000 ppm

Control

M. ABDOMEN

500 ppm
1000 ppw

2000 ppm

Control

M. HINDLIMB

500 ppm

1000 ppm
2000 ppm

Control
500 ppm

M. GENITALIA

1000 ppm
2000 ppm

Control

ANEMIA

500 ppm

1000 ppm
2000 ppm

Control
500 ppm

CRUSTA

1000 ppm

2000 ppm

BATS 4

(11AN190)
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Clinical sign Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
M. EAR Control 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 [t} 0
1000 ppm ¢ 0 0 0 0 0 0
2000 ppm 0 0 0 [ 0 0 0
M. NECK Conirol 0 0 0 0 0 [ 0
500 ppm 0 0 0 0 0 0 0
1000 ppum 0 0 0 0 0 0 0
2000 ppm Y 0 V] 0 0 0 0
M. BREAST Control 0 0 0 0 0 0 0
500 ppm [ 0 0 0 0 0 0
1000 ppm { i 1 0 ] 0 0
2000 ppm 0 0 0 0 0 0 0
M. ABDOMEN Control 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0
1000 ppm 0 0 0 o 0 0 g
2000 ppm ] [ 0 0 0 0 0
M. ILINDLIMB Control 0 0 1 1 1 0 0
500 ppm 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 4] [ 0 0 Q 0 0
M. GENITALIA Control 1 0 0 0 0 0 0
500 ppm 0 0 ] 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 ] ] o 1 2 2
ANEMIA Control 0 0 0 0 0 0 4}
500 ppm 0 0 0 0 4] 0 0
1000 ppm 4] ] 0 0 0 o 0
2000 ppm 0 0 0 ] 0 0 0
CRUSTA Control 0 0 0 0 0 0 0
500 ppm ¢ ] 0 0 ] ¢ 0
1000 ppm 0 0 0 0 0 0 4]
2000 ppm 0 0 0 0 0 0 0
(1IAN190)

BATS 4
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Clinical sign Group Name Administration Week-day
1-7 2-7 3-7 4-7 57 6-7 7-7 8-7 9-7 10-7 11-7 12-7 13-7 14-7
TORTICOLLIS Control 0 0 0 0 0 0 0 4} 0 0 0 0 0 0
500 ppm 0 0 0 4} 0 0 0 0 0 0 0 0 0 0
1000 ppm Y 4] o o 0 0 0 0 0 0 0 g 0 a
2000 ppm [ 0 0 0 0 0 0 0 0 0 0 [ 0 o]
IRREGULAR BREATIING Control 0 0 0 0 0 0 0 0 0 0 [ 0 0 3}
500 ppm 0 0 0 0 0 0 0 0 0 4} 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 ¢} 0
2000 ppm 0 0 0 0 1 0 0 0 0 0 0 1] 0 0
NOLSY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 Y 0 Q ¢ o 0 0
1000 ppm 0 ] 0 0 0 0 0 0 ¢ ¢ 0 0 0 0
2000 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
500 ppm 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
1000 ppm 0 g 0 0 0 [ ] 0 0 0 o] 0 0 0
2000 ppm 0 0 0 0 0 0 0 1] 4} 4} 0 0 0 0
TACIYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 ] 0 0 0 0 0 b}
1000 ppm 0 0 V] 0 0 0 g 0 0 0 0 ] 0 0
2000 ppm [J 4] 0 0 0 0 0 0 0 0 ¢ g 0 0
ABNORMAL RESPIRA. SOUND Contirol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 pum 0 0 0 ) 0 0 0 0 0 ¢ 0 0 0 0
1000 ppm 0 ¢ 0 0 0 0 0 0 ] 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 4 0 0
RED URINE Control 0 0 1} ] 0 0 8 0 0 0 0 0 ] 0
500 ppm 0 [4} 0 0 0 ¢ 0 0 o] 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4] 4]
YELLOW URINE Control 0 0 0 o 0 0 0 0 0 0 0 0 0 0
500 ppm 0 4} v} 0 0 0 0 o 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 ] [ 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 [ 0 0 0 0 o 0

(HANISO)

BAIS 4
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Clinical sign

Group Name

Administration Week-day

15-7

16-7

17-7

18-7

19-7

20-7

21-7

22-7

23-7

24-7

25-7

26-7

27-7

28-7

TORTICOLLIS

TRREGULAR BREATITNG

NOISY

ABNORMAL RESPIRATION

TACHYPNEA

ABNORMAL RESPIRA. SOUND

RED URINE

YELLOW URINE

Control
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
1600 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm
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Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7
TORTICOLLIS Control 0 0 0 0 0 0 [} 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 1 1 1 1 1 0 0 G
1000 ppm 0 i} 0 0 0 4] 0 1] 0 0 g g ] 0
2000 ppm [ 0 0 4] 0 0 ¢ 0 0 0 0 0 0 4]
TRREGULAR BREATIITNG Control 0 0 [ 0 0 0 0 0 0 ] 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
1000 ppm 0 0 0 0 0 c [ 1] o} 0 0 0 ] 0
2000 ppm 0 0 0 ] 0 0 [ 0 ] ¢ 0 0 ¢ 4]
NOISY Control 0 0 0 0 0 0 ] 0 0 0 0 0 0 0
500 ppm 0 4] 0 0 0 0 0 0 0 0 0 ¥ 0 0
1000 ppm 0 0 0 0 0 0 V] 0 0 0 0 0 0 o}
2000 ppm o 0 0 0 o 0 0 0 0 ] 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 [} 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 ¢ 0 0 0 0 ¢} ] 0 [
2000 ppm 0 0 0 0 0 0 0 0 o Y] 0 0 0 0
TACHYPNEA Control 0 ¢ 0 0 0 Y 0 0 0 0 0 0 0 0
500 ppm Q 0 0 0 0 0 0 0 Q 0 0 0 0 0
1000 ppm ] 0 0 0 0 0 0 0 0 0 0 o 0 0
2000 ppm [ 0 0 0 0 0 0 0 0 0 [ [¢] 4 0
ABNORMAL RESPIRA. SOUND Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 4] Y 0 0 [ 0 0 0 0 0 4] 1] 0 0
1000 ppm J ¢ 0 0 V] 4] 0 0 ¢ 0 0 0 0 0
2000 ppm 0 0 0 0 o 0 4] 0 4] 0 0 0 0 0
RED URINE Control 0 0 0 0 0 0 0 4] Y 0 0 0 0 0
500 ppm 0 0 0 0 g 0 0 0 0 4] 0 g 0 0
1000 ppm 0 0 ] 0 o 0 0 ¢ 0 0 o g 0 o
2000 ppm 0 g 0 4] 0 0 4] 0 0 0 0 0 1] 0
YELLOW URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 ] 0 0 0 ¢ [ 0 0 0
1000 ppm 0 0 [ 0 0 0 0 o 0 0 4] 0 0 o}
2000 ppm 0 0 0 0 0 4] 0 0 0 0 0 0 0 0
(1IAN190)
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Clinical sign

Group Name

Administration Week-day

42-7

43-7

44-7

45-7

46-7

41-7

48-7

49-7

50-7

51-7

52-7

53-7

54-7

55-7

TORTICOLLIS

TRREGULAR BREATHING

NOISY

ABNORMAL RESPIRATION

TACHYPNEA

ABNORMAL RESPIRA. SOUND

RED URINE

YELLOW URINE

Control
500 ppm
1000 ppm
2000 ppm

Conlrol
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm

Control
500 ppm
{000 ppm
2000 ppm

Control
500 ppm
1000 ppm
2000 ppm
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
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SEX : MALE

PAGE @ 28
Clinical sign Group Name Administration Week-day
56-7 57-7 58-7 59-7 60-7 61~7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 69-7
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm ] 0 0 0 1] 0 0 0 0 Q 0 4} 0 0
1000 ppm 0 0 0 0 0 0 g 0 ¢ ¢ 0 o ¢ ¢
2000 ppm 0 0 0 0 ] 0 0 0 0 0 0 0 0 0
TRREGULAR BREATIHING Control ] 0 0 o] 0 4] 0 0 ¢ "] 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 1 1 1
1000 ppm 0 0 [ 0 4 0 0 0 0 0 0 ] 0 0
2000 ppm 0 0 0 Y 0 0 0 0 Y [ 0 0 4] 0
NOISY Control ¢ 0 0 0 0 0 0 0 0 0 ] [ 0 0
500 ppm 4] 0 0 0 0 0 g 0 ¢ ¢ 0 o 0 0
1000 ppm 0 0 0 0 0 o 0 o o] 0 0 0 0 0
2000 ppm o 0 [ o] o] 0 0 0 0 0 ] 4] ] 0
ABNORMAL RESPIRATION Contirol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 i 1 1
1000 ppm 0 g o] ] 0 4] 0 0 0 [ 0 0 Y 0
2000 ppm 0 [ 0 0 0 0 0 0 0 ] 0 0 0 0
TACHYPNEA Control 0 g 9 0 0 [ 0 0 Y] 0 0 0 0 0
500 ppm 0 0 0 0 [ 0 0 0 0 0 0 1 1 1
1000 ppm 4] ] 0 0 0 0 g ] 0 0 0 ¢ 0 0
2000 ppm 0 0 0 4] 0 0 0 0 0 0 0 0 0 4]
ABNORMAL RESPIRA. SOUND Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
1000 ppm 4] 0 0 0 ¢ ¢ 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 ] (] 0 0 [ 0 ¢ 0 0
RED URINE Control 0 0 V] 0 0 4] g 0 0 0 0 0 0 0
500 ppm ] g 0 0 0 0 4] 0 0 Y 0 0 0 0
1000 ppm 0 0 0 0 o] 0 0 0 0 1] 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
YELLOW URINE Control 0 0 0 0 0 Q g 0 0 0 0 0 0 0
500 ppm ¢ 0 0 0 0 Y o ¢ 0 0 0 0 o] 0
1000 ppm ] 0 1] 0 0 0 0 ¢ 0 0 0 0 0 ]
2000 ppm 0 0 ¢ 0 0 0 0 0 V] 0 [ 0 0 0
(1IAN190)
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE @ Al 104

SEX @ MALE PAGE © 30
Clinical sign Group Name Administration Week-day
70-7 T-7 72-7 73-7 74-7 57 76-7 -7 787 79-7 80-7 81-7 82-7 83-7
TORTICOLLIS Control 0 0 0 1 1 1 1 1 1 1 1 1 1 1
500 ppm 0 0 0 0 0 G o 0 0 ol 0 0 0 0
1000 ppm 4 0 0 0 0 0 0 0 o] 0 0 0 0 0
2000 ppm 0 0 0 0 0 [ 0 0 0 g 0 0 0 0
TRRIEGULAR BREATIHING Control 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
500 ppm 1 i 1 1 L 1 1 1 1 1 0 0 0 0
1000 ppm 0 g 0 0 0 0 0 o 0 0 0 0 [¢] 0
2000 ppm 0 0 ] o 0 0 4] 0 0 0 [¢] 4] 0 0
NOISY Control 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
500 ppm 1 1 1 1 1 1 1 1 1 1 0 [t} 0 [}
1000 ppm 0 0 0 0 0 0 ¢ 0 0 ] 0 0 0 0
2000 ppm [ 0 0 0 0 0 0 ¢ 0 0 0 g 0 0
ABNORMAL RESPIRATION Contirol 0 0 0 0 0 0 0 ] 0 90 0 0 0 0
500 ppm 1 L 1 1 1 1 1 1 1 1 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 4} 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
TACHYPNEA Control 0 0 0 0 0 4 0 0 0 0 0 0 0 0
500 ppm 1 { 1 1 1 1 1 1 1 1 0 0 0 0
1000 ppm o 0 0 0 0 0 0 ¢ 0 0 0 g ] 0
2000 ppm 0 0 0 4] 0 0 [4} 0 o] 0 0 0 0 0
ABNORMAL RESPIRA. SOUND Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 1 1 1 1 1 1 1 1 1 1 0 0 0 o}
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 ¢ 0 0 0 0 0 0 0 Y 0 0 [y 1]
RED URINE Control 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 ] 0 0 0 ] 0 o] 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 [} 0 0 0 0 0 0 0 0
YELLOW URINE Control 0 0 0 0 0 0 0 0 0 [ 0 0 0 0
500 ppm 0 0 0 0 ] 0 0 0 0 0 [} 0 0 1]
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 [ 0 0 0 0 0 0 0 0 [t} 0 0
(1IAN190)

BATS 4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
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SEX : MALE

PAGE : 31
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 95-7 96-7 97-7
TORTICOLLIS Control 1 1 1 1 1 2 2 2 2 1 1 L 1 0
500 ppm 0 0 0 [ 0 0 0 0 0 4 0 0 0 0
1000 ppm g 0 0 0 0 0 0 0 0 0 0 g Y o}
2000 ppm 0 0 0 0 0 ] 0 0 0 0 0 0 0 0
TRREGULAR BREATIIING Control 0 0 0 0 0 0 0 0 0 { 2 t { ]
500 ppm Y 0 0 0 0 0 0 0 0 0 0 o 4 0
1000 ppm 0 0 0 0 0 0 0 [} 0 0 0 0 1 1
2000 ppm ¢ 0 V] 0 1 1 1) 0 0 ] 0 ] 1 0
NOISY Control 0 0 0 0 0 ¢ 0 [ 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 ¢ 0 0 ] 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 Y 0 ] ¢ 0 9] ¢ 0 o 0 0
ABNORMAL, RESPIRATION Control 0 0 0 0 0 0 0 0 0 1 2 L 1 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 4 0 0 0 0 0 1} 0 0 0 0 0 { 1
2000 ppm 0 0 0 0 1 1 g 0 0 0 [} 0 1 1]
TACHYPNEA Control 0 [ 0 0 0 Y 0 ] ¢ 0 0 0 0 0
500 ppm 0 0 0 4] 0 0 4 0 0 0 0 0 0 [
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 V]
2000 ppm 0 4] 0 0 0 ¢ 0 ] 0 o 0 0 0 0
ABNORMAL RESPIRA. SOUND Control 0 0 0 0 o] 0 0 0 0 0 0 0 0 [
500 ppm 0 [V 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 o 0 0 0 0 0 0 0 4 0 V]
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
RED URINE Control 0 0 0 0 0 [ 0 0 4] 0 0 0 0 [
500 ppm 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 ] 0 0 0 0 0 0 0 4] G
2000 ppm 0 ] 0 0 0 0 0 0 [ [t} 0 0 0 0
YELLOW URINE Conlrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 9 0 0 ] 0 0 0 0 0 0 Q 0
(I1AN180)
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © MOUSE Crj:BDFL ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 32
Clinical sign Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
TORTICOLLIS Control 0 0 0 0 0 0 0
500 ppm o Q 0 0 0 0 g
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 o 0
TRREGULAR BREATIITNG Conlrol i 0 0 0 1 L [4}
500 ppm 0 0 0 i 0 1 0
1000 ppm 1 { 2 0 ] 0 0
2000 ppm 0 0 0 0 4} 0 0
NOISY Control Y 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 ¢ 0
2000 ppm 0 0 0 ] 0 0 0
ABNORMAL RESPIRATION Control 1 0 0 0 { 1 0
500 ppm 0 0 [ 1 0 1 0
1000 ppm 1 3 2 0 0 0 0
2000 ppm 0 0 0 0 3} 0 0
TACHYPNEA Control 0 0 0 0 0 0 0
500 ppm 0 0 [} 0 0 0 0
1000 ppm 9 0 0 0 0 0 0
2000 ppm 0 0 0 0 4} 0 0
ABNORMAL RESPIRA. SOUND Conlrol 0 0 [} 0 0 0 4}
500 ppm 0 0 0 0 0 0 0
1000 ppm 0 0 0 o 0 ¢ 0
2000 ppm 0 0 0 0 0 0 0
RED URINE Control 0 0 0 0 0 0 0
500 ppm 1 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 o] 0 0 0
YELLOW URINE Control 0 0 0 0 0 0 0
500 ppm 0 [ 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 1 4 0
(1IAN190)
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS

REPORT TYPE : AL 104

SEX © MALE PAGE : 33

Clinical sign Group Name Administration Week-day

-7 2-7 3-7 4-7 5-7 6-7 7-7 8-7 9-7 10-7 11-7 12-7 13-7 14-7

SMALL STOOL Control 0 0 0 0 0 0 0 [ 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 i 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 { 4] 0 0 ¢ 0 o 0
2000 ppm 0 0 0 0 0 c 0 ¢ 0 0 o] 0 0 0

OLTIGO -STOOL Conirol 4} 0 0 0 0 0 0 ] 0 0 4 0 0 0
500 ppm 0 0 0 0 2 0 2 0 0 0 0 0 0 0
1000 ppm Y 0 0 0 o] 0 2 0 1 0 0 0 0 0
2000 ppm 0 0 2 0 0 4} 0 0 [ 0 1 i 0 o]

SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 [} 0 0 0 0 ]
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm ¢ 0 0 0 0 0 g 0 0 0 ] 0 o] 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

NON REMARKABLE Control 50 49 49 50 49 49 49 49 49 49 50 50 50 50
500 ppm 50 50 50 50 48 50 48 50 50 50 50 50 50 50
1000 ppm 50 50 50 50 49 49 47 49 48 49 50 50 50 50
2000 ppm 50 50 18 50 49 49 48 418 47 48 47 47 48 48

(HAN190)

BAIS4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE

PAGE :© 34
Clinical sign Group Name Administration Week-day
15-7 16-7 17-7 18-7 19-7 20-7 2117 22-7 23-7 24-17 25-7 26-7 27-7 28-7
SMALL STOOL Control 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 o]
{000 ppm 0 0 0 0 ] 0 0 0 0 0 0 ¢} 0 0
2000 ppm 0 0 0 0 0 [ [ ] 0 0 0 0 0 0
OLIGO-STOO0I, Control 0 0 0 ¢} 0 0 0 0 0 0 0 0 1] 0
500 ppm 0 0 0 0 0 0 0 4} 0 0 0 0 0 0
1000 ppm 1 0 0 0 ] 0 0 0 0 0 0 1} 0 0
2000 ppm Y 0 4] ¢ 0 0 0 0 4 0 ] 0 0 Q
SUBNORMAL TEMP Control 0 0 1} 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 [} [y 0 0 0 0 ¢]
1000 ppm ] 0 0 0 o] 0 0 ¢ 0 4] o ¢ 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 o 0 0 0
NON REMARKABLE Control 50 50 50 50 50 50 50 50 49 49 49 49 49 49
500 ppm 50 50 49 49 49 49 49 49 49 49 49 49 49 49
1000 ppm 49 49 49 49 49 49 49 49 49 49 49 49 49 49
2000 ppin 49 49 18 49 49 19 49 49 49 49 49 49 19 49
(11AN190)
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX © MALE PAGE : 35
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7
SMALL STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 o} 0 0 0 ] 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 4]
2000 ppm 0 0 ] 0 0 0 0 0 "] 0 0 0 0 0
OLTGO-STOOL Control 0 0 0 0 0 0 0 0 [ 0 0 [t} 0 o]
500 ppm 0 0 0 0 0 1 1 0 0 0 1 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Control Y 0 0 0 0 0 g 0 Y ¢ ¢ 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 "]
1000 ppm 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
2000 ppm 0 o 0 0 0 0 0 0 0 0 [ 0 0 ]
NON REMARKABLE Conlrol 49 49 49 50 49 49 49 49 49 49 49 49 49 49
500 ppm 49 49 49 50 49 48 48 48 48 48 48 48 48 48
1000 ppm 48 48 48 50 43 48 48 48 48 47 47 47 47 46
2000 ppm 49 19 49 50 49 49 49 19 49 49 50 49 49 49
(11AN190)

BAIS4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS

REPORT TYPE : Al 104

SEX © MALE PAGE © 3B
Clinical sign Group Name Administration Week-day .
42-7 43-7 44-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7
SMALL STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
2000 ppm 0 0 0 0 0 0 g 0 o] 0 0 0 [ 0
OL,IGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 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
500 ppm 0 0 0 0 ] 0 Q 0 0 0 0 0 0 [}
1000 ppm 0 4] 0 0 0 0 4] 0 0 0 0 0 0 4
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
NON REMARKABLE Control 49 49 49 49 49 49 49 49 49 49 49 49 49 49
500 ppm 48 48 48 48 48 48 48 48 48 48 48 48 48 48
1000 ppm 47 47 47 47 47 47 47 47 47 47 47 47 46 46
2000 ppm 49 19 19 49 49 49 49 419 19 419 48 49 49 49
(11AN190)
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ MOUSE Cr.j:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE

PAGE : 37
Clinical sign Group Name Administration Week-day
56-7 57-7 58-7 59-7 60-7 61-7 62-7 63-7 64-7 65-7 66~7 67-7 68-7 69-7
SMALL STOOL Control 0 0 0 0 0 0 1} 0 0 0 0 0 0 [
500 ppm 0 0 0 0 1 0 0 1 0 0 0 1 2 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 4 0 0
2000 ppm 0 0 ] 0 0 0 g 0 ¢ 0 ] 4] 0 0
OLIGO~STOOL Conlrol [¢} 0 0 0 0 0 0 1 0 [ 0 4] 0 0
500 ppm 0 0 0 0 1 0 0 2 0 0 1 1 2 1
10600 ppm 0 0 0 o 0 0 0 0 0 0 0 0 0 0
2000 ppm 1 0 ¢ 0 0 0 0 1 G ] 4] 0 Y 0
SUBNORMAL TIMP Control 0 0 0 0 0 0 0 0 0 0 [ 0 0 0
500 ppm 0 0 0 0 0 0 0 4] 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 o [ 0 0 0 0 ¢ 0 0
2000 ppm 0 0 0 0 [ 0 0 0 0 0 0 ] 1] 0
NON REMARKABLE Control 49 49 48 49 49 49 49 48 49 49 49 49 48 48
500 ppm 48 48 47 46 45 46 46 44 46 46 45 45 44 44
1000 ppm 46 46 46 46 45 45 45 45 45 45 45 45 43 44
2000 ppm 48 19 19 49 48 49 49 48 49 49 49 49 19 49
(11AN190)
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : AL 104

SEX @ MALE PAGE : 38
Clinical sign Group Name Administration Week-day
70-7 71-7 72-7 73-7 74-7 57 76-7 77-7 8-7 79-7 80-7 81-7 82-7 83-7
SMALL STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 1 0 0 0 0 0 1 1 1 1 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
OLTGO-STOOL Conlrol 0 0 0 0 0 0 0 0 4] 0 0 0 0 [
500 ppm i 0 0 0 0 0 0 0 1 1 0 0 [ 0
1000 ppm 0 [ 0 0 0 0 0 o 0 0 0 4] 0 o}
2000 ppm 0 0 1 1 1 { 0 0 1 0 0 0 i 2
SUBNORMAL TEMP Control 0 0 0 0 0 [} 0 0 0 0 0 0 0 0
500 ppm 0 0 0 i 0 0 0 0 0 0 0 0 0 v}
1000 ppm ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 [ g 0 0 0 0 ] 0 0
NON REMARKABLE Control 48 48 48 48 48 48 48 48 43 42 42 42 40 45
500 ppm 44 44 43 43 42 42 42 42 42 42 42 2 41 41
1000 ppm 44 44 44 44 45 45 45 45 45 45 45 45 44 44
2000 ppm 19 49 48 48 48 48 48 48 47 48 418 48 a7 16
(11AN190)
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STUDY No. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1L ALL ANITMALS
REPORT TYPE : AL 104

SEX @ MALE

PAGE : 38
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 95-7 96-7 97-7
SMALL STOOL Control 0 0 1 1 0 0 g 0 1 3 3 3 1 2
500 ppm ¢ 0 0 0 0 0 0 0 1 0 ¢ 1 0 0
1000 ppm 0 0 3 0 G 0 ¢ 0 0 0 0 0 0 0
2000 ppm 1 2 1 1 2 0 0 0 0 0 1 1 1 0
OLIGO-STOOL Control 0 0 1 0 0 0 0 1 L 3 3 2 1 1
500 ppm 0 0 0 0 0 0 0 0 4] 0 ¢ 1 ¢ 0
1000 ppm 0 0 1 0 0 0 1 1 0 0 0 0 1 o}
2000 ppm 2 3 3 2 3 0 1 0 0 0 0 ] 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 4] 0 0 0 0 0 ¢ 0 0 0 0
2000 ppm 0 0 0 0 [ 0 0 0 0 0 0 0 0 0
NON REMARKABLE Control 45 45 44 44 44 44 42 41 41 40 39 39 39 37
500 ppm 4] 40 40 40 40 40 40 38 38 38 38 36 36 35
1000 ppm 43 43 42 42 42 42 40 40 40 40 39 39 39 39
2000 ppm 46 45 44 44 43 42 41 41 41 41 38 38 38 38
(1ANTS0)

BAIS 4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX @ MALE PAGE @ 40
Clinical sign Group Name Administration Week-day
98-7 99-7 100-7 {01-7 102-7 103-7 104~7
SMALL STQOL Control 0 0 0 0 ] 0 0
500 ppm 0 o 0 1 0 Y 0
1000 ppm 0 0 0 0 ] 0 0
2000 ppm 0 0 0 0 4] 0 g
OLIGO-STOOL Control 2 t 1 0 2 2 0
500 ppm 0 0 1 1 2 1 0
1000 ppm 0 o} 1 0 0 4} 0
2000 ppm 0 0 0 0 2 0 1
SUBNORMAL TEMP Control 0 0 0 0 0 0 0
500 ppm 0 0 0 1 (] 0 0
1000 ppm 0 0 0 0 0 ¢ 0
2000 ppm Y 0 V] o 0 0 g
NON REMARKABLE Control 36 36 35 34 33 27 30
500 ppm 34 35 33 33 2 28 30
1000 ppm 39 38 36 35 33 28 30
2000 ppm 38 38 37 35 34 32 33
(LIAN190)

BAIS4
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © MOUSE Crj:BPF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE . PAGE : 41
Clinical sign Group Name Administration Week-day
1-7 2-7 3-7 4-7 5-7 6-7 -7 8-7 9-7 10-7 11-7 12-7 13-7 14-7
DEATH Control 0 0 0 0 4] 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 ¢ 4] 0 0 0 0 0 [ 0 0
2000 ppm 0 0 0 0 0 0 ¢ 0 0 ] o 0 0 0
4000 ppm 0 0 0 0 0 0 ] 0 0 0 ] 0 o 0
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 1] 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 4 0 4} 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 o]
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 Y 0
LOCOMOTOR MOVEMENT DECR Control 4 0 0 0 0 4} 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 o 1] 0 0 0 (] 0 0 0 0 0 ¢ 0
4000 ppm [ ] 0 0 Q 0 0 0 0 ¢} ] 0 0 0
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 4} 0 4} 0 4}
1000 ppm 0 0 0 0 0 0 1} 0 0 0 0 0 ] ¢
2000 ppm 0 0 0 0 o] 0 0 0 o 0 0 0 0 ¢}
4000 ppm 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control [ 0 0 0 0 0 0 0 0 [ 0 4} 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4] ¢
2000 ppm 0 0 0 0 0 0 1} 0 o] 0 0 i 0 o
4000 ppm 0 4} 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
1000 ppm 0 0 0 0 1 0 0 0 o] 0 0 0 0 0
2000 ppm 0 0 0 0 3 0 0 0 0 0 0 0 [ 0
4060 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 4} 0 0
1000 ppm 0 0 0 [ 0 0 0 0 0 0 0 0 0 i
2000 ppm 0 o M o o 0 0 0 o 0 0 0 ] ¢
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXOPHTHALMOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pym . 0 0 0 o] 0 0 0 0 0 0 0 0 0 4
2000 ppm 0 0 0 ] ¢ ¢ 0 0 0 0 0 ¢ 0 0
4000 ppm ¢ 0 0 0 0 [ ¢ 0 0 (] ¢ o] 0 0

(11AN190) BAIS 4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE @ Al 104

SEX : FEMALE PAGE : 42
Clinical sign Group Name Administration Week-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7 28-7
DEATIH Control 9 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 [ 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 Q
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 ] 0 0 0 0 0 0 0 0 [
LOCOMOTOR MOYEMENT DECR Control 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 [
2000 ppm 0 ¢ 0 0 0 0 0 0 0 0 0 Q 0 0
4000 ppm 0 0 0 0 [ 4] 0 0 0 c 0 0 0 0
{TUNCHBACK POSITION Control 0 0 0 4 0 0 0 0 [ 0 0 0 0 0
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 ] 0 0 0 0 0 0 0 0 0 ¢
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm [ o] 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
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 [t} 0 [t} 0 1 1 1
FROG BELLY Control 0 0 0 [ 0 0 0 0 0 0 0 [y} 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm ¢ 4] 0 0 4] 0 0 4] 0 g 0 o 0 0
4000 ppm 0 0 0 0 4} 0 0 0 0 0 0 o [\ 0
EXOPHTIIALMOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 ¢ 0 0 0 0 o 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 90 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(IAN190) BAIS 4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ MOUSE Crji:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE @ 43
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7
DEATI} Control 0 0 0 0 [4} 0 0 0 0 0 0 0 0 0
1000 ppm [} 0 0 0 0 0 0 4} 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 ¢ 0 0 0 0 0 g 0 ¢
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 [ 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 ¢} 0 o 0
LOCOMOTOR MOVEMENT DECR - Control 0 0 0 0 0 0 0 0 [ 0 0 0 0 0
1000 ppm 0 0 [\ 0 0 0 0 0 0 Q 0 0 0 4]
2000 ppm 0 0 ¢ 0 ¢ 0 0 0 0 0 0 0 0 0
4000 ppm ¢ 0 0 0 o] 0 0 4] 0 0 0 0 0 0
HUNCHBACK POSITION Control [ 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 1} 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 4} 0 0 0 o]
4000 ppm 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 ] 0 0 0 0 [
1000 ppm 0 0 0 0 0 0 0 0 g 0 0 0 0 0
2000 ppm 0 [ o ] 0 0 0 0 ] 0 0 ¢] 0 0
4000 ppm 0 [ 0 4] 0 0 0 0 o 0 0 0 0 4]
PILOERECTION Control 0 0 0 0 0 0 0 [ 0 0 0 0 0 0
1000 ppm 0 ¢ 0 0 1 0 0 0 0 ] 0 0 0 0
2000 ppm 0 0 0 0 ¢ 0 0 [ 4] ¢ 0 o 0 0
4000 ppm [ 0 0 0 4] 0 0 ] 0 ¢ 0 4] 0 0
FROG BELLY Control ] ¢ 0 0 0 [ 0 0 0 0 0 g 0 0
1000 ppm 0 0 0 0 0 [4} 0 0 V] 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 o] 0 0 0 0 0
4000 ppm 0 0 0 0 0 9 0 0 0 0 0 0 0 0
EXOPHTHALMOS Control 0 0 0 0 [ 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 Y] 0 0 0 0
2000 ppm [ 0 0 0 0 0 0 0 0 0 0 0 0 Q
4000 ppm 0 9 0 0 0 0 0 0 0 0 0 0 0 Q

(1IAN190) BAIS 4



STUDY NO. : 0372
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE :

44

Clinical sign

Group Name

42-7

Administration Week-day

43-7 44-7

45-7

46-7

47-7

48-7

49-7

52-7

53-7

54-7

55-7

DEATII

MORTBUND SACRIFICE

LOCOMOTOR MOYEMENT DECR

TIUNCHBACK POSITION

PARALYTIC GAIT

PILOERECTION

FROG BELLY

EXOPHTHALMOS

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1600 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 45
Clinical sign Group Name Administration Week-day
56-7 57-7 58-7 59-7 60~7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 §9-7
DEATH Control 2 2 2 2 2 2 2 2 2 2 2 2 2 2
1000 ppm 1 1 1 1 1 1 1 1 1 2 2 2 2 2
2000 ppm 1 1 1 1 1 1 1 i 1 1 1 1 1 1
4000 ppm 1 1 1 1 1 1 1 2 2 2 2 2 2 2
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 4 0 [ 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control [ 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 [ 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm ¢ 0 0 0 Q 0 0 ] ] 0 0 0 0 0
HUNCIIBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 [} 4] 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 [ 0 0 0 0 0 ¢ 0 0
PARALYTIC GAIT Control 0 0 0 0 o] 0 0 0 4] 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 o 0 ] 0 0 ] g ¢ ]
4000 ppm 0 0 0 4] 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 L
1000 ppm 0 0 0 0 0 1} 0 0 0 ] 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
4000 ppm 0 0 0 0 0 0 0 0 1 1 1 L 1 2
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 [ o [ 0 0 0 0 ¢ 0 0 0 0 0
4000 ppm 0 0 0 0 o] 0 0 0 0 0 0 0 0 0
EXOPLTHALMOS Control 0 0 0 [ 0 0 1 1 1 i 1 1 1 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190) BAIS 4



STUDY NO. : 0372
ANIMAL © MOUSE Crji:BDF1
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 46
Clinical sign Group Name Administration Week-day
70-7 717 72-7 73-7 74-7 75-7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7
DEATH Control 2 2 2 2 2 2 3 3 3 4 6 8 9 9
1000 ppm 2 2 2 3 4 4 4 5 5 5 6 6 7 8
2000 ppm 1 1 2 2 2 3 3 3 4 4 5 5 5 6
4000 ppm 2 2 2 2 3 3 3 3 4 4 4 5 5 5
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 (] 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 4} 0 0 o 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 ¢} 0 0 0 0 0 0 0 0 0 [
1000 ppm 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm [ 0 0 0 0 0 0 4] 0 0 0 V] 0 0
4000 ppm 4] 0 0 0 o] 0 ] [ 0 o o [ 0 0
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 (4 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 pum 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 o 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 4] 0 0 ] 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 o] 0 0 0 o
PILOERECTION Control 1 L i 1 1 2 1 1 1 1 1 1 1 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 1 i 1 0
4000 ppm 1 1 1 1 0 0 0 ¢ 0 1 1 1 2 2
FROG BELLY Control 0 0 0 0 4} 0 0 0 0 0 0 0 0 0
1000 ppm 9 0 ] 0 0 0 0 0 0 0 0 9 0 0
2000 ppm 0 0 0 0 0 0 4] 0 ¢} 9 0 0 o 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXOPHTHALMOS Control 1 1 1 1 1 1 1 1 1 0 0 1} 0 0
1000 ppm 0 0 0 0 0 [4} 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 1 1 1
(HAN190) BAIS 4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE @ 47
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 95-7 96-7 97-7
DEATH Control 10 10 11 11 11 11 11 13 13 14 14 14 15 15
1000 ppm 8 8 8 9 9 9 10 12 13 13 13 14 14 18
2000 ppm 6 7 7 8 10 10 10 11 11 12 13 13 13 14
4000 ppm 5 5 6 6 7 7 7 7 8 9 9 9 9 9
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
1000 ppm 0 0 0 0 ] 0 0 0 0 1 1 L 1 1
2000 ppm 0 0 i 1 1 1 1 1 1 1 3 3 3 3
4000 ppmn ¢} 0 0 0 0 4] 0 1 1 1 1 1 1 1
LOCOMOTOR MOVEMENT DECR Control 0 [ 0 0 o] 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm ¢} 0 0 0 0 ¢} 0 0 0 0 2 0 0 0
4000 ppm 0 0 4] 0 0 0 0 0 0 0 0 [ 0 [}
HUNCHBACK POSITION Contlrol 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm [ 0 ] 0 0 0 0 0 0 ¢ 0 0 0 0
4000 ppm 0 0 0 [ 0 0 0 1 o] 4} 0 0 0 [}
PARALYTIC GAIT Control [ o} 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 ] 0 0 0 0 0 0 [t} 0 0 0 0
4000 ppm 0 0 0 o 0 0 0 0 0 0 0 0 0 0
PILOERECTION Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm 0 0 0 0 ] 0 0 0 1 0 Y 0 1 0
2000 ppm 0 0 0 0 0 0 0 0 0 [ 1 1 1 2
4000 ppm 2 2 2 2 2 4 5 5 4 3 2 2 2 6
FROG BELLY Control 0 0 0 0 0 0 0 0 ] 0 0 0 4] [4
1000 ppm 0 0 0 0 0 0 0 0 1 0 0 0 0 0
2000 ppm 0 ¢} 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm [ 0 0 0 0 o] 0 0 0 0 0 0 0 0
EXOPHTHALMOS Control 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
2000 ppm 0 0 [ 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1

(IAN190) BAIS 4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 48

Clinical sign Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7

DEATII Control 15 16 18 19 20 22 24
1000 ppm 16 17 17 17 19 20 20
2000 ppm 14 15 16 17 19 19 19
4000 ppm 9 10 11 11 13 14 14
MORIBUND SACRIFICE Control 0 0 0 ] 0 1 2
1000 ppm 1 1 1 1 L I 1
2000 ppm 3 3 3 3 3 3 3
4000 ppm 1 1 1 2 2 2 2
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 1 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 4]
4000 ppm 0 0 i} 0 0 0 0
HUNCHBACK POSITION Control 0 0 0 0 0 0 0
1000 ppm ¢ 0 0 0 0 [ 0
2000 ppm 1 1 0 0 0 0 0
4000 ppm 0 0 [ 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 1
2000 ppm 0 o] 1] 4] Y ¢] 0
4000 ppm 0 ] 0 o] ol 0 4]
PILOERECTION Control 1 1 2 2 2 2 1
1000 ppm 0 0 0 0 0 0 0
2000 ppm 2 1 1 ] 0 4} 0
4000 ppm 6 6 8 9 8 8 8
FROG BELLY Control 0 1 1 0 1 2 1
1000 ppm 0 0 0 1 4} 0 0
2000 ppm o 4] 1 0 4] 0 0
4000 ppm 0 0 0 0 2 2 3
EXOPHTIIALMOS Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 ] 0
2000 ppm 0 0 0 ] 0 0 0
4000 ppm 1 1 1 1 o 0 0

(HAN190) BAIS 4



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0372

STUDY NO
ANIMAL

: MOUSE Crj:BDF1

1AL 104

REPORT TYPE

49

PAGE :

© FEMALE

SEX

Administration Week-day

-7

Group Name

Clinical sign

3-7 4-7 5-7 6-7 -7 8-7 9-7 10-7 11-7 12-7 13-7 14-7

2-7

Control
1000 ppm

EXTERNAL MASS

2000 ppm

4000 ppm

Control
1000 ppm
2000 ppm

INTERNAL MASS

4000 ppm

Control
1000 ppm
2000 ppm

M. NOSE

4000 ppm

Control
1000 ppm
2000 ppm

M. EYE

4000 ppm

Control
1000 ppm
2000 ppm

M. ORAL CAVITY

4000 ppm

Control
1000 ppm
2000 ppm

M. PERL EAR

4000 ppm

Control
1000 ppm
2000 ppm

M. FORLIMB

4000 ppm

Control
1000 ppm

M. HINDLIMB

2000 ppm
4000 ppm

BAIS4

(HAN190)



STUDY NO. : 0372
ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 50
Clinical sign Group Name Administration Week-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-1 25-7 26-7 27-7 28-7
EXTERNAL MASS Control 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 4} 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 o 0 0 [ o} 0 0 0 [ 0
4000 ppm 0 0 0 0 4} 0 0 0 0 ] 0 0 0 0
INTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
1000 ppm 0 0 0 0 0 0 0 1 1 1 1 L 1 1
2000 ppm [ 0 0 0 0 0 0 0 0 ] 0 0 0 0
4000 ppm 0 0 0 [ 0 [ 0 0 0 0 0 4} 0 0
M. NOSE Control 0 0 0 0 4 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm [t} 0 0 0 0 0 0 [t} 0 0 0 0 0 0
4000 ppm 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 0
1000 ppm [ 0 0 0 0 0 0 [} 0 0 0 [t} 0 0
2000 ppin 0 0 0 0 0 0 0 0 ] 0 0 0 ¢ 0
4000 ppm 0 0 0 0 0 0 0 0 o 0 0 0 0 0
M. ORAL CAVITY Control 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
1000 ppm 0 0 V] 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 [ 0 0 0 0 0 0 0 0 0 o]
4000 ppm 0 0 0 0 0 0 0 0 | 0 0 0 0 o
M. PERT EAR Control 0 0 0 0 0 0 0 0 0 [} [ [1} 0 0
1000 ppm 0 0 ] 0 0 [ 0 0 0 0 0 0 [ 0
2000 ppm 0 0 0 [ 0 0 0 0 [ 0 0 0 0 0
4000 ppm 0 [t} [t} 0 0 0 0 0 0 0 0 0 [t} 0
M. FORLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 &} ¢ 0 0 0 0 0 0 0 0 0 g
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 [ 0 0
M. HIINDLIMB Control 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 [ 0 0 0 0 0 ] 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 4} 0 0 ¢} 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 [ 0 0 0
(HAN190) BAIS 4



STUDY NO. : 0372
ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX @ FEMALE PAGE : 51
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7
EXTERNAL MASS Control 0 0 0 0 4] 0 0 0 0 0 0 0 0 0
1000 ppm [ 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 V] ] 0 0 0 0 0 0 0 0 0 0 4]
INTERNAL MASS Control 0 0 0 0 0 ¢ 0 0 0 ¢ [ 0 ¢ 0
1000 ppm 1 1 1 0 1 1 1 1 0 4} 0 0 0 0
2000 ppm Y 0 ] 0 0 0 0 0 0 0 0 0 4} ¢
4000 ppm ¢ 0 0 4] ¢ 0 0 4 1 1 1 1 1 1
M. NOSE Control 0 0 ] 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 ¢ 0 4 0 0 0 0 0 0 0 0 ] 0
2000 ppm 0 0 0 0 0 0 0 o 0 0 0 ¢ 0 0
4000 ppm 4] 0 0 0 0 0 [ 0 0 0 o 0 0 0
M. EYE Conlrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 4] ¢ 0 0 0 0 0 0 0 0
2000 ppm ¢ 0 0 0 ] ] 0 0 0 [t} 0 s} 0 ¢
4000 ppm 0 0 0 0 0 4] 0 0 0 0 ] 0 [ ¢
M. ORAL CAVITY Control 0 ] 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 ¢ 0 0 ¢ 0 0 4] 0 0 0 ] 1] 0
2000 ppm ] ] 0 0 4] 0 0 0 0 o 0 0 0 0
4000 ppm 0 0 0 0 0 ] [ 0 0 0 ] 0 [ 4]
M. PERI EAR Control 0 V] 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm [ 0 0 0 0 0 0 ] 0 0 0 [¢} 0 0
4000 ppm 0 0 0 0 0 0 4} 0 0 0 0 ] Y 0
M. FORLIMB Control 0 0 0 ¢ 0 0 ] 0 0 0 0 0 0 0
1000 ppm 0 0 ] 4] 0 0 0 0 ¢ 0 0 0 0 0
2000 ppm ¢ 0 0 0 4] 0 0 o 0 4] ¢ 0 0 0
4000 ppm 4] 0 0 0 0 0 ¢ [} 0 0 [t} ¢ 0 0
M. HINDLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 V] ] 0 0 0 0 0 0 0 0 0 0 0
2000 ppin 0 0 0 0 0 0 0 i} 0 0 0 0 [ [
4000 ppm 0 0 Y 0 0 0 0 0 0 0 0 0 ¢ ¢
(11AN190) BAIS4



STUDY NO. : 0372
ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 52
Clinical sign Group Name Administration Week-day
42-7 43-7 44-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7
EXTERNAL MASS Control 0 0 0 0 0 0 0 0 1 1 1 1 1 1
1000 ppm 0 0 0 [ 0 0 0 0 0 0 0 g 0 o]
2000 ppm 0 0 ¢ o 0 0 0 0 ¢ 0 0 0 4] 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
INTERNAL MASS Control 0 0 0 0 Q 0 0 0 0 ] 0 0 0 0
1000 ppm 0 0 1 1 1 1 1 1 2 2 1 L 1 1
2000 ppm 0 0 0 0 0 v} 0 0 0 0 0 0 0 2
4000 ppm 1 1 1 1 1 1 0 0 0 0 1 L 1 1
M. NOSE Control 0 0 0 0 4} 0 0 0 1 1 1 1 1 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 ] 0
2000 ppm 0 0 0 0 0 ] 0 0 0 [ 0 0 0 o
4000 ppm 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 o]
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 ] 0 0 0 0 0 0 0 0
M. ORAL CAVITY Control 0 0 0 0 0 0 0 0 0 [ 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 [ 0
2000 ppm 0 0 Y] 0 0 0 0 0 0 0 0 0 0 g
4000 ppm 0 [ c 0 ] 0 0 0 4] 0 0 0 ] ¢
M. PERI EAR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
2000 ppm 0 0 0 0 0 4} 0 0 0 0 0 | 0 0
4000 ppm ¢ 0 0 0 4] 0 [ ¢ 0 0 0 () 0 0
M. FORLIMB Control 0 0 0 0 0 0 0 0 [ 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 o 0 0 0 0 0 0 0 0 0 ¢ g
4000 ppm 0 0 o} [ 0 0 0 0 0 0 0 0 0 0
M. HINDLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm ¢ 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 Q
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
(HAN190) BAIS4



STUDY NO. : 0372
ANIMAL © MOUSE Cr.j:BDF1
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : B3
Clinical sign Group Name Administration Week-day
56-7 57-7 58-7 59-7 60-7 61-7 62-7 63-7 64-7 65-7 66~7 67-7 68-7 69-7
EXTERNAL MASS Control 1 1 1 1 2 2 2 2 2 2 2 2 2 2
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm o g 0 ] o 0 0 o ] 0 0 Y] 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 1 1 1 1 1
INTERNAL MASS Control 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
1000 ppm 2 3 3 3 3 3 3 3 5 4 4 5 5 6
2000 ppm 1 2 2 2 2 2 2 2 2 2 3 3 3 4
4000 ppm 1 1 1 0 1 1 2 1 1 1 1 1 1 4
M. NOSE Control 1 L 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 Y
2000 ppm 0 0 ¢ ¢ 0 0 4] 0 o 0 0 Q 0 0
4000 ppm 0 [ 0 1] 0 0 0 0 0 o 0 0 0 0
M. EYE Control 0 0 0 0 0 0 0 ¢ 0 0 0 4} 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 o] 0 0 0 ] 0 ¢ 0 0 0 4] 0
M. ORAL CAVITY Control 0 0 0 0 [ 0 0 4] 0 0 0 0 0 0
1000 ppm 0 0 0 0 ] 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 1} 0 0 0 0 0 0
M. PERI EAR Control 0 0 0 0 0 0 0 ] 0 0 0 0 Y 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 o] 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 [ 0 0 4] 0 0 0 0 0 Q
M. FORLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 o
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 [ ¢
2000 ppm ¢ 0 0 0 0 ¢ [ 0 0 0 o 4] 4 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. IIINDLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm o 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm ¢ 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
(HAN190) BAIS4



STUDY NO. : 0372
ANIMAL © MOUSE Cri:BDF1
REPORT TYPE @ Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 54
Clinical sign Group Name Administration Week-day
70-7 T1-7 72-7 73-7 74-7 75-7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7
EXTERNAL MASS Control 2 2 2 2 2 2 2 2 2 2 2 2 2 2
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm g 0 0 0 0 0 o 0 0 ¢ 0 0 0 0
4000 ppm 1 1 1 2 2 2 2 2 2 2 2 2 2 2
INTERNAL MASS Control 1 2 2 3 3 3 1 2 2 3 1 1 0 Q
1000 ppm 6 6 7 8 8 9 9 8 8 9 9 10 8 7
2000 ppm 4 4 4 7 7 8 8 9 8 9 9 9 11 11
4000 ppm 4 4 5 6 5 5 5 5 4 5 5 4 5 5
M. NOSE Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0
4000 ppm 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 4
1000 ppm 0 [V 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm [ 0 0 0 0 0 0 0 0 0 0 0 0 0
M. ORAL CAVITY Control 0 0 0 4] 0 0 0 0 ] 0 0 0 0 0
1000 ppm 0 0 4] ] 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 [1} 0 4} 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 ] 0 0 g
M. PERI [AR Control [ 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 ¢ ] 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 4}
4000 ppm 0 0 ] [ 0 0 0 0 o 0 0 0 0 0
M. FORLIMB Control [ 0 0 0 0 0 0 0 0 [4} 0 4} 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 o] ¢ 0 0 0 0 4] 0 0 Q 0 0
4000 ppm 0 0 0 0 [ 0 0 0 0 0 0 0 0 0
M. HINDLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 ] 0 1] 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4 0
(HAN190) BAIS4



STUDY NO. : 0372
ANTHAL : MOUSE Crj:BDF1
REPORT TYPE @ Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 55
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 95-7 96-7 97-7
EXTERNAL MASS Control 2 2 2 2 2 3 3 3 3 3 3 3 3 3
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 o o o 0 0 0 0 ¢ 0 0 0 ¢ 1
4000 ppm 2 2 1 1 0 0 0 0 1} 0 0 0 0 0
INTERNAL MASS Control 0 0 0 0 0 4} 1 2 2 { 1 2 1 L
1000 ppm 7 7 8 7 7 8 8 8 7 6 8 10 11 9
2000 ppm 12 11 13 12 10 10 10 9 9 8 11 12 12 12
4000 ppm 5 5 6 7 8 8 10 10 9 8 9 11 12 12
M. NOSE Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm 0 0 0 0 ¢ 0 ] 0 0 0 0 ] 0 0
2000 ppm ¢ 0 0 0 0 0 0 0 0 0 0 4] 0 0
4000 ppm ¢ 0 0 0 4] ] Y] 0 0 ] 0 0 0 0
M. EYE Control 0 0 0 0 0 0 0 0 1 i 1 L 1 1
1000 ppm 0 0 0 0 ] 0 0 0 0 0 0 0 0 0
2000 ppm o 0 0 0 ] 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 [ 0 0 0 ] o g Y 0
M. ORAL CAVITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 g
4000 ppm [ 0 0 0 0 4] [ [ 0 ¢ 4] ] 0 0
M. PERI EAR Control 0 0 0 0 0 1 1 1 1 1 1 { 1 1
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 ] 0 0 0 0 0 0 0 0
4000 ppm 4 0 0 0 0 0 0 0 0 0 0 0 o 0
M. FORLIMB Control 0 0 0 o] 0 0 [4} 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 ] 0 0 0 0 0 0
2000 ppm Y 0 0 0 4} [ 0 0 0 0 0 0 0 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. {IINDLIMB Control 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 o] 0 0 0 0 0 0 0 0 0
4000 ppm ¢ 0 0 0 0 [ 0 ¢ 0 ] 0 0 0 ]
(HAN190) BAIS4



STUDY NO. : 0372
ANTMAL * MOUSE Crj:BDF1
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 56
Clinical sign Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
EXTERNAL MASS Control 3 3 2 2 2 2 2
1000 ppm 0 0 0 0 0 0 0
2000 ppm 1 1 1 1 1 1 1
4000 ppm 0 2 1 1 0 0 0
INTERNAIL MASS Control 1 3 4 4 3 2 2
1000 ppm 9 8 9 9 8 7 7
2000 ppm 12 12 it 10 10 13 3
4000 ppm 13 13 13 12 13 13 14
M. NOSE Control 1 L 1 1 1 1 1
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 o 0 0 0 0
4000 ppm ] 0 ] 1] 0 0 0
M. EYE Control 1 1 1 1 1 1 L
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 1 1 1 0 ] 0
M. ORAL CAVITY Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm o 4] 0 0 0 ¢ 0
4000 ppm [ 1 0 0 0 [ o
M. PERT EAR Control 1 L ] 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 o] 0 0 0 o]
4000 ppm 0 0 0 [ 0 0 0
M. FORLIMB Control 0 0 0 4] [ 0 0
1600 ppm 0 0 0 0 0 0 0
2000 ppm 1 4] 0 0 0 0 0
4000 ppm ¢ (] 1] 4] 0 0 [¢]
M. ITINDLIMB Control 0 0 0 0 0 0 0
1000 ppm [ 4 0 0 [ 0 0
2000 ppm 0 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0
(HAN190) BAIS 4



STUDY NO. : 0372
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

PAGE : 57

Clinical sign

Group Name

Administration Week-day

1-7 2-7

3-7

47

57

6-7

-7

8-7

9-7

10-7

11-7

12-7

13-7

14-7

M. GENITALIA

ANEMIA

HEMORRHAGE

TORTICOLLIS

IRREGULAR BREATIIING

NOISY

ABNORMAL RESPIRATION

TACHYPNEA

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppi
4000 ppm
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STUDY NO. : 0372
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 58

Clinical sign

Group Name

Administration Week-day

15-7 16-7

17-7

18-7

19-7

21-7

25-7

26-7

277

28-7

M. GENITALIA

ANEMTA

HEMORRHAGE

TORTICOLLIS

IRREGULAR BREATIIING

NOISY

ABNORMAL RESPIRATION

TACHYPNEA

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm
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STUDY NO. : 0372
ANIMAL * MOUSE Cri:BDFL
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 59
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7
M. GENITALIA Control 9 0 0 0 0 0 0 0 0 4} 0 0 0 ]
1000 ppm 0 0 0 [ 0 0 0 0 0 0 0 0 0 4]
2000 ppm 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0
4000 ppm 0 [t} 0 0 [ 0 0 0 0 0 0 i} 0 0
ANEMTA Control 0 0 0 0 0 0 0 0 ] 0 0 0 0 4]
1000 ppm 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 [ 0 0 ] 0 ¢ 0 0 0 0 0 0
HEMORRHAGE Control 0 0 0 [ 0 0 [¢} 0 0 0 0 0 ] 0
1000 ppm 0 0 0 o 0 0 0 0 4] 0 0 0 0 0
2000 ppm [ o} 0 0 4] 0 0 [ 0 0 0 0 0 0
4000 ppm 0 0 0 0 ¢} o] 0 0 0 0 0 0 0 0
TORTICOLLIS Control 0 0 o 0 0 0 0 0 0 0 0 0 0 o
1000 ppm 0 0 4} 0 ] 0 0 0 ¢} 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 ¢} 0 [t} 0 [t} 0 o]
IRREGULAR BREATIIING Control 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
NOISY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 [t} Q
2000 ppm 0 o} ¢} 0 o] 0 0 [ 0 o] 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 4} 0 0 0 0 [} 0 0 ] 0 0 0 0 4
1000 ppm 0 0 0 0 0 0 0 0 [ 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 o} 0 [ 0 0 0 4}
TACHYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 o 0 ] 0 0 0 0
2000 ppm ¢ 0 0 0 0 ] 0 0 0 0 0 0 0 0
4000 ppm [ 0 0 0 0 0 [} 0 0 0 1} 0 o 0
(AN190) BAIS4



STUDY NO. : 0372
ANIMAL * MOUSE Crj:BDF1
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 60
Clinical sign Group Name Administration Week-day
42-7 43-7 44-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 65-7
M. GENITALIA Control 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 4] 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 [ 0 0 0 i} 0 0 0 0
ANEMIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 [ 0 0 0 0 0 0 0 0 0 0 0
2000 ppm o 0 0 0 ¢ 0 0 0 0 0 0 0 0 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
HEMORRIAGE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 ¢ 0 1] 0 0 0 [ 0 ]
TORTICOLLIS Control 0 0 0 0 0 0 0 0 9 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 [\ 0 0 0 0 0 0 0 0 0 0 0
4600 ppn 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATIIING Control 0 0 0 0 0 0 0 [} 0 0 0 4 0 0
1000 ppm 0 0 0 0 0 0 0 ¢ 0 4} 0 0 0 0
2000 ppm [ 0 0 0 0 o] g 0 o 0 0 ] 4] o
4000 ppm 0 4] 0 o 0 0 0 0 ¢ ] 0 0 0 4
NOISY Control 0 0 0 0 ] 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 4} 0 0 0 0 0 0 0
4000 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 4] 0
1000 ppm 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TACHYPNEA Control 0 [¢} 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 4} 0 g
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
4000 ppm 0 0 0 V] 0 0 0 0 0 0 0 0 0 4}
(11AN190)

BAIS 4



STUDY NO. : 0372
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

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 64-7 65-7 66-7 67-7 68-7 69-7
M. GENITALIA Control 0 0 0 0 1 1 1 1 1 1 1 1 1 1
1000 ppm 0 0 0 0 ] 0 0 4] 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 4} g 0 0 1 1 1 1 1
ANEMIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 pptn 0 0 0 0 0 0 0 1} 0 0 0 0 0 0
HEMORRHAGE Control 0 0 0 0 0 [4} 0 0 [ 0 0 0 0 [
1000 ppm 0 0 0 ¢ 0 0 0 [ 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 g 0 4] Q 0 0 4] 0 0 0 ] 0 0
TORTICOLLIS Control 0 4 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 4 0 ] 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 o o] 0 0 0 0 8} 0 0 0 o} 0
4000 ppm 0 4} 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 o}
1000 ppm 0 0 0 0 0 0 0 4} 0 [ 0 0 [ 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4] o}
4000 ppm ¢ 0 0 0 0 0 0 0 ] 0 0 0 0 0
NOISY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 [} 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 o ¢
4000 ppm 0 0 0 4} 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 [
1000 ppm 4 0 0 0 0 0 0 0 0 0 0 0 0 ¢
2000 ppm g 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 [ 0 0 0 0 ] 0 0 0 0 0
TACHYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 1} 0 0 0 0 0 0
2000 ppm 0 0 0 0 4} 4} 0 0 0 0 0 0 ] 0
4000 ppm 0 0 0 0 0 0 Y 0 0 0 0 0 0 0
(HAN190) BAIS4



STUDY NO. : 0372
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 82
Clinical sign 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
M. GENITALIA Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm ¢ 0 0 0 4] 0 0 0 0 ¢ 0 0 0 0
2000 ppm 0 0 4] 0 0 0 g 0 0 4] 0 g 4 0
4000 ppm 1 1 1 2 2 2 2 2 2 2 2 2 2 2
ANEMTA Control 0 ] 0 0 [ o 0 ¢ 4] 1 0 0 0 0
1000 ppm ¢ 0 0 0 o} ¢ 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 [ 0 ] 0 0 0 ] 0 [} 0 0
4000 ppm 0 0 1] 0 0 0 0 0 0 0 0 4] o 0
HEMORRHAGE Control ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm ] 0 0 0 ¢ 4] 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 ¢ 0 ¢ 0 0
4000 ppm 0 0 0 [ 0 0 g 0 0 ¢ 4] 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0 0 0 4 0 0 0 4 0
1000 ppm 0 0 0 0 4] 0 0 0 0 0 0 0 0 0
2000 ppm 0 4] 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 ¢ 0 ¢ 0 0 4] 0 0 0
IRREGULAR BREATHING Control 0 0 ] 0 0 0 0 0 0 2 0 0 0 0
1000 ppm 0 1] 0 0 ] 0 0 0 0 0 0 0 0 0
2000 ppm ¢ 0 0 0 o 0 0 0 1] 0 0 0 0 0
4000 ppm o 0 0 0 4] 0 0 4] 0 0 0 o] 0 0
NOISY Control 0 0 0 0 0 1] 0 0 0 o] 0 0 0 0
1000 ppm 0 0 0 0 0 ¢ ] 0 0 (] 0 0 0 0
2000 ppm 0 0 1] 4] 0 0 4] 0 o 0 0 0 4] 0
4000 ppm 0 0 0 4] 0 0 0 0 ¢ 1] 0 0 0 0
ABNORMAL RLSPIRATION Control 0 0 0 0 4 0 0 0 0 2 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 Q
2000 ppm ¢ 0 0 ¢] 0 ] V] 0 0 ¢ V] 4] o 0
4000 ppm 0 0 0 0 0 0 [} 0 0 0 0 0 0 0
TACHYPNEA Control 0 0 0 0 0 0 0 0 0 Q 0 0 [ 0
1000 ppm 0 0 V] 0 0 0 0 0 ] 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 [ ¢ 4] 0 0 o 0 Y 0
(HAN190) BAIS 4



STUDY NO. : 0372

CLINICAL OBSERVATION (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104
SEX : PEMALE PAGE : 63
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 95-7 96-7 97-7
M. GENITALIA Control 1 1 1 1 1 1 1 1 1 1 1 t 1 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm [} 0 0 0 4} 0 0 1} 0 ] 0 0 0 0
4000 ppm 2 2 1 1 0 0 0 0 0 4} 0 g 0 0
ANEMTA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 [¢] 0 0 0 0 [
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4} 0
4000 ppm 0 0 V] 0 0 0 0 o 0 0 0 0 0 0
HEMORRHAGE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 1 0 0 0 ] 0 0 0 0 0 [4} 0 0
2000 ppm ¢ 0 0 0 0 0 [ 4 0 o 0 g 0 0
4000 ppm 0 0 0 0 0 4] 0 0 0 0 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0 1 i 1 1 1 L 1 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 (] 0 0 0 0 ] 0 0 0 0
IRREGULAR BREATIIING Control 0 0 0 1 1 1 2 1 1 1 1 L 1 2
1000 ppm 0 0 0 0 0 0 1 0 1 0 0 0 0 0
2000 ppm 0 0 0 0 0 ¢ () 0 0 0 1 4] 0 1
4000 ppm 0 0 o 0 1 1 1 2 1 1 1 0 0 g
NOISY Control 0 0 0 (] 0 1 1 1 1 1 1 L 0 0
1000 ppm 0 0 [} 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 4] 0 0 0 0 0 0
4000 ppm 0 4} 0 0 0 0 0 0 0 0 0 4} 0 0
ABNORMAL RESPIRATION Control 0 0 0 1 1 1 2 1 1 1 2 2 1 2
1000 ppm 0 0 0 0 0 4} 1 0 1 0 0 0 ] o]
2000 ppm [ 0 0 0 0 0 o] 0 0 0 2 g 0 1
4000 ppm 0 0 0 o] 3 1 1 2 1 1 1 0 0 ¢
TACIHYPNEA Control 0 0 0 [¢] 0 0 0 0 0 0 1 i 0 0
1000 ppm 0 0 0 0 ] 0 0 [ 1 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 ] 0 4} 0 0
4000 ppm [ 0 0 0 0 [ 0 [ 0 0 ¢ 0 0 0
(HAN190) BAIS4



STUDY NO. : 0372
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANTMALS

SEX @ FEMALE PAGE : 64
Clinical sign Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
M. GENITALIA Control 1 1 1 1 1 1 1
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 ] ] 0 0 0 0
4000 ppm 0 g o] 0 0 0 0
ANEMTA Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 [y 0
4000 ppm 0 0 ¢ c 0 0 ¢
HEMORRHAGE Control 0 0 0 0 o 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
TORTICOLLIS Control 0 0 0 o 0 0 4}
1000 ppm 0 0 0 0 0 1 1
2000 ppm 0 0 0 0 ] 0 0
4000 ppm 0 4] 0 0 0 0 0
IRREGULAR BREATIIING Control 2 1 1 2 3 2 1
1000 ppm 0 0 0 0 0 0 1
2000 ppm 2 1 0 0 0 ] 0
4000 ppm 0 0 0 1 1 1 1
NOISY Control 0 0 0 0 [ 0 0
1000 ppm 0 0 0 0 ] 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm [ 0 0 0 0 0 ]
ABNORMAL RESPIRATION Control 2 1 1 2 3 3 1
1000 ppm 0 0 0 0 0 4] 1
2000 ppm 2 I [} (] 0 0 0
4000 ppm 0 0 o] 1 1 1 1
TACIIYPNEA Control 0 [t} 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
(AN190) BAIS4



STUDY NO. : 0372
ANIMAL © MOUSE Cr j:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

Clinical sign

Group Name

Administration Week-day
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STUDY NO. : 0372
ANIMAL : MOUSE Crj:BDr1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

PAGE :

66

Clinical sign

Group Name

Administration Week-day

15-7 16-7

17-7

18-7

19-7

20-7

21-7

26-7

27-1

28-7

BRADYPNEA

ARNORMAL RESPIRA. SOUND

SMALL STOOL

OLIGO-STOOL

SUBNORMAL. TEMP

NON REMARKABLE

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 67
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7
BRADYPNEGA Control 0 0 0 0 0 0 0 (Y 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 (4 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 4] ¢ 0 4]
4000 ppm 0 0 0 0 0 0 g 0 0 0 0 0 0 0
ABNORMAL RESPTRA. SOUND Control 0 0 o] 0 0 0 0 0 0 0 0 0 o 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 o}
2000 ppm 0 0 0 0 [¢] 0 0 [ 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SMALL STOOL Control 0 0 0 0 0 0 0 0 0 0 [} 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 ] 0
4000 ppm 0 0 ] 0 0 ] ] 0 0 (] 0 ] 4 0
OLIGO-STOOL Control 0 0 0 [ 0 0 0 0 0 0 0 0 [ 0
1000 ppm 0 0 0 0 1 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 G 0 0 0 g 0 el 0 0 0 ] o]
4000 ppm 0 ¢ [ 0 0 0 0 0 0 0 0 0 4] 4]
SUBNORMAL TEMP Control [y 0 0 0 0 0 0 0 0 0 0 0 0 0
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 4] 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 ¢ ] o] 0 0 0 0
NON REMARKABLE Control 50 50 50 50 50 50 50 50 50 50 50 50 50 50
1000 ppm 49 49 49 50 48 49 49 49 50 50 50 50 50 50
2000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
4000 ppm 50 50 50 50 50 50 50 50 49 49 49 49 49 49

(HAN190) BAIS4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 68
Clinical sign Group Name Administration Week-day
42-7 43-7 44-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 4] 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 ] 0 0 o 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 1} 0 o}
ABNORMAL RESPIRA. SOUND Control 0 0 0 o] 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 [ 0 0 0 0 o]
2000 ppm 0 0 [\ 0 0 0 0 0 (] 0 0 0 0 0
4000 ppm 0 ¢ 0 0 el 0 0 Y 0 0 0 0 0 0
SMALL STOOL Control 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
1000 ppm 4 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 1 0 0 0 0 [t} 0 0 0 0 4] 0
4000 ppm 0 0 0 0 0 o [ (] 0 0 [ 1 0 0
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 K 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 1 0 0 0 0 0 o 0 0 0 1 1
4000 ppm 0 0 1 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 G 0 ] 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm g 0 0 0 0 ] g 0 0 0 0 0 ¢ 0
4000 ppm 0 0 0 0 4] 0 0 0 0 0 0 0 o ]
NON REMARKABLE Control 50 50 50 50 49 49 49 49 48 47 47 47 47 47
1000 ppm 50 50 49 49 48 48 48 48 47 47 48 48 48 48
2000 ppm 50 50 49 50 50 50 50 50 50 50 50 50 49 48
4000 ppm 49 49 418 49 49 49 49 48 48 418 48 47 48 48

(AN190) BAIS 4



STUDY NO. : 0372
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

Clinical sign

Group Name

Administration Week-day

56-7 57-7

58-7

59-7

60-7

64-7

65-7

66-7

67-7

BRADYPNEA

ABNORMAL RESPIRA. SOUND

SMALL STOOL

OLIGO-STOOL

SUBNORMAL TEMP

NON REMARKABLE

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
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4000 ppm

Control
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4000 ppm

Control
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4000 ppn

Control
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Control
1000 ppm
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STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE @ 70
Clinical sign Group Name Administration Week-day
70-7 71-7 72-7 73-7 41 75-7 76-7 77-7 87 79-7 80-7 81-7 82-7 83-7
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 ¢ 0 0 0 [ 0 0 Q 0 0
4000 ppm 0 4] 0 0 9] 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRA. SOUND Control 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0
1000 ppm 0 0 0 [ 0 0 0 0 b} 0 0 0 [ 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 ] 0 0
4000 ppm 0 0 0 ¢} 0 0 0 0 0 0 0 0 ¥ 0
SMALL STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 1
1000 ppm 0 0 0 1 0 0 1 0 1 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 o 0 0
4000 ppm 4] 0 0 0 1 1] V] 1 1 0 0 0 2 0
OLIGO-STOOL Control 0 0 0 0 0 0 0 1 1 2 1 0 0 1
1000 ppm 0 0 0 1 0 0 3 0 ] 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 [t}
4000 ppm 0 0 0 0 0 0 0 0 0 0 1 1 0 0
SUBNORMAL TEMP Control ¢ 0 0 0 o 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm ¢ 0 0 0 0 ¢ [ [ 0 ] 0 0. 0 0
4000 ppm 0 0 0 0 0 ] [ 0 4] [¥] [ o 0 ¢
NON REMARKABLE Control 44 44 44 43 43 43 43 42 42 41 40 39 39 38
1000 ppm 42 42 41 39 38 37 37 37 36 36 35 34 35 35
2000 ppm 45 45 44 41 41 39 39 38 38 37 36 36 34 33
4000 ppm 42 42 42 40 39 40 40 40 40 39 38 38 36 38

(HAN190) BAIS 4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 71
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 95-7 96-7 97-7
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 ] 4] 0 0 0 0 0 0 0 4] 0 0
2000 ppm 0 0 0 0 0 0 0 4] 0 0 1 0 0 0
4000 ppm ] 0 0 0 1] ¢ 0 [ 0 ¢ V] (4] 0 0
ABNORMAL RESPIRA. SOUND Control 0 0 0 ] 0 1 1 1 1 i 1 1 0 [
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 o 0 o] 0 0 0 0 0 0 0 0 0 0
SMALL STOOL Control 0 0 0 0 0 1 i [} 0 0 0 0 0 1
1000 ppm 0 0 0 0 0 [ 2 0 1 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 2 0 i 2 1 2 0 3
4000 ppm 0 0 0 Y 1 0 2 2 1 0 0 0 4] 1
OLIGO-STOOL Control 0 0 0 0 0 2 2 1 1 1 1 0 0 1
1600 ppm 0 0 0 0 0 0 L 0 0 0 1 0 0 0
2000 ppm 0 0 1 0 1 0 L 0 0 0 2 2 1 2
4000 ppm 0 0 0 0 0 [ 0 1 1 1} 0 2 2 2
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
1000 ppm ¢ 0 0 0 0 0 0 0 0 0 0 0 0 ]
2000 ppm 0 0 0 o] 0 0 0 0 0 0 1 0 0 o]
4000 ppm 0 0 0 0 0 0 0 0 4] 0 0 0 0 0
NON REMARKABLE Control 38 38 37 37 37 34 32 31 31 31 31 30 31 30
1000 ppm 35 35 34 34 34 33 31 30 30 30 28 25 24 24
2000 ppm 32 32 29 29 29 29 29 29 29 28 23 21 21 19
4000 ppm 38 38 36 35 3 34 31 31 31 31 31 27 26 25

(HAN190) BAIS 4



STUDY NO. : 0372 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 72

Clinical sign Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7

BRADYPNEA Control 0 0 0 ] 0 1 0
1000 ppm 0 0 0 o 0 4] g
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 o} 0 0
ABNORMAL RESPIRA. SOUND Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 o] 0 0 0
4600 ppm 0 o ] 1] o 0 0
SMALL STOOL Control 1 0 0 2 1 1 0
1000 ppm 0 1 0 ] 0 0 1
2000 ppm 2 2 0 1 0 0 0
4000 ppm 1 1 4 3 2 2 2
OLIGO-STOOL Control 1 4} 1 2 1 2 0
1000 ppm 0 0 0 0 0 0 2
2000 ppm 1 1 1 1 1 [ 0
4000 ppm 2 3 3 2 2 2 2
SUBNORMAL TEMP Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 ol 0 0
2000 ppm 0 0 0 0 o 0 0
4000 ppm 0 0 0 0 0 0 0
NON REMARKABLE Control 31 29 25 24 22 21 20
1000 ppm 24 24 23 22 22 21 20
2000 ppm 19 18 i8 18 16 14 14
4000 ppm 24 23 20 21 18 18 17

(HAN190) BAIS 4



APPENDIX B 1

BODY WEIGHT CHANGES :SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0372 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT :
REPORT TYPE : Al 104
SEX © MALE PAGE 1
Group Name Administration week-day
0-0 1-7 2-7 3-7 4-7 5-7 6-7
Control 22.8+ 0.8 23.5+ 1.0 24.8%+ 1.1 25.4+ 1.2 25.9%+ 1.3 26.9% 1.6 27.6% 1.7
500 ppm 22.8+ 0.8 23.4+ 0.9 24.5+ 0.9 25,3+ 0.9 26.0%+ 1.0 26.3+ 1.6 27.2+ 1.1
1000 ppm 22.8+ 0.8 22.9%+ 0, 9kx 24.3%+ 0.9% 24.9% 0.8 25.7x 0.9 26. 1% 1.4% 26.7% 1.0%
2000 ppm 22.8+ 0.8 22.2% 1. 1% 23.5% 1. 0%k 23.8% 1. 7% 24.9% [, 1%k 25. 1% 1. 6%k 26.2% 1. 0%%
Significant difference ; ¥ P = 0.05 * 1P < 0,01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0372 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration week-day
-7 : 87 9-7 10-7 11-7 12-7 13-7
Control 28.2%t 1.9 29.6%+ 2.2 29.9%+ 2.2 30.8x 2.6 3.1+ 2.6 32.0+ 2.8 32.7 2.8
500 ppm 27.5% 1.4 28.9+ 1.3 29.2+ 1.6 29.5x L. 29.9+ 1.7 30,9+ 1.7 3.3+ 1.6
1000 ppm 26. 7 1. Tk 28.0x 1. 3%k 27.8% 1. 5% 28.8% 1. 4%k 29.0%  1.G%k 29.6% 1, Tk 30. 1% 1. 7%
2000 ppm 26.5+ 1. [+ 27.3% 1.4k 27.2% 1. 3%k 28. 1% 1, 4k 28.0 [, Tk 28.6% 1. Gk 28.7% 1.6%k
Significant difference ; ¥ ! P = 0.05 o P 5 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0372 BODY WEIGHT CHANGES (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT tg
REPORT TYPE : Al 104
SEX : MALE PAGE : 3
Group Name Administration week-day.
14-7 18-7 22-7 267 30-7 34-7 387
Control 3.7+ 2.9 3.2+ 3.2 38.5+ 3.6 40.8*+ 3.9 42.9%+ 4.3 44.4+ 4.4 45.7+ 4.4
500 ppm 32.3% L6 340+ [.9% 35.9+ 2.2% 37.1%  2.3% 38.3% 2.5%k 38.0% 3. 1xx 3.7+ 3.8k
1000 ppm 30.8%  1.9%x 32.4%  2.3%+% 33.6+ 2.5%% 35.1%  2.8%% 36. 1= 2. 0%k 36.5% 3. 1% 37.4& 3, 2%*
2000 ppm 28.4% 1.8+ 30.8% 2, Ok 31.8% 2,24k 33.2% 2.0%k 33.9% 2. 4k 34.5x 2. 6%* 35. 1 2. 7#k
Significant difference ; * 1P < 0.05 ¥ I P = 0,01 Test of Dunnett
(HAN260)

BAIS4



STUDY NO. © 0372 BODY VWEIGHT CHANGES (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS
UNIT tg
REPCRT TYPE : Al 104
SEX . MALE PAGE : 4
Group Name Administration week-day
42-7 46-7 50-7 54-7 58-7 62~7 66-7
Control 46.8% 4.5 47.8% 4.2 48.7+ 4.3 49.5% 4.0 49.8+ 4.0 50.5+ 4.0 5.6+ 4.2
500 ppm 41.0x 3. 1%* 41.9% 3. 4% 42.7+  3.6%k 43.9% 3. 7#k 43.4% 3. 8%k 43.3% 4. %% 45.0% 4. 2%
1000 ppm 38.2% 3.2%k 38,9% 3.5%k 39,5 3.4%% 40.3% 3. 6%k 40. 1 3.7k 40.0x  3.9%* 41.0%  3.9%+
2000 ppm 35.94 2, 9k 36.4% 2.9k 37.2% 3. 0%k 37.4+ 3.2%F 37.0+ 3. 4% 36. 7%+ 3.8%k 38.0% 3. 5%k
Significant difference ; 1P < 0.05 kP = 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0372 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : MOUSE Crj:BDFL ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 5
Group Name Administration week-day.
70-7 74-1 78-7 82-7 86-7 90-7 94-7
Control 52.1+ 4.2 52.0% 5.0 52.1x 5.5 52.6x 5.4 52.4+ 6.6 5l.6% T.1 50.5% 8.2
500 ppm 45. 1% 4. 6%k 45. 6% 4. 8%k 45.3% 5.3%% 46.0% 4. 3% 46. 1% 4. T 44,9 B5.2%x 44. 6+ 5.2%
1000 ppm 41. 4% 3. 9%k 41,5+ 4, L&k 41. 7+ 4, 2%k 41. 4% 4. 3% 41. 1% 4. 43 39.4%  4.8%x 30,13 4. 2%
2000 ppm 38.4%+ 3. THx 37.6%  3.5%k 38.1%x 3.5%k 37.7x 3.7%k 36,5+ 4. I#* 35.9% 3.9%% 35,7+  3.3%*
Significant difference 3 ¥ : P = 0.05 % P = 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 6
Group Name Administration week-day.
-98-7 102-7 104-7
Control 51.2+ 8.1 51.8% 7.4 52.6x 7.0
500 ppm 44.1% 5. 4% 43.5+ 5. 8kk 44.4+ 5, 4%k
1000 ppm 38.6F 4, Fkk 38.5% 4. Ok 38.8 3.9%%
2000 ppm 35.2% 2. 9%k 34.2% 2.8%k 34.5% 2,8k
Significant difference ; ¥ P < 0.05 ok P = 0.01 Test of Dunnett
(HAN260)

BAIS4



APPENDIX B 2

BODY WEIGHT CHANGES @ SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0372 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 7

Group Name Administration week-day.

0-0 1-7 2-7 3-7 4-7 5-7 6-7
Control 18.9x 0.7 8.7 1.1 19.9%+ 0.7 20.5%t 0.8 21.2+ 0.8 2.6 0.9 22.2%F 1.1

1000 ppm 18.9+ 0.7 8.9t 0.9 19.8% 0.9 20.5+ 1.0 20.8+ 0.8 20.7% 1.7#% 22.3+ 0.9
2000 ppm 18.9+ 0.7 18.3%+ 0.8 19.3% 0. Tk 18.8% Q. 7%* 20.0E 0.9k 20.0F 1.6k 21.0% 0.9k
4000 ppm 18.9% 0.7 16.3% 1,3k 18. 1% 1. 1% 18. 1 1.0 19.3%= L Ok 19. 7 1.2%% 20.2 0. 9%k
Significant difference ; ¥ : P = 0.05 * P = 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372 BODY VWEIGHT CHANGES (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 8

Group Name Administration week-day

7-7 8-7 9-7 10-7 11-7 12-7 13-7
Control 22.7+ 0.9 23.2x 0.9 23.3% 1.1 23.9+ 1.3 24.1% 1.3 24.1+ 1.2 24,7+ 1.4

1000 ppm 22.2% 0.9% 22.4%+ 0. 8%k 23.0% 0.9 23.5+ 1.0 23.44+ L. 1% 23.5+  1.0%% 23.8% 1.1k
2000 ppm 21.5% 1. 0%k 21.5% 1, 0%k 22.2+ 1. 4%k 22.5%F  1.4%k 22.6% 1. Ok 22.8% 1. 1%k 23.3% 1. 1%
4000 ppm 20.6£ 0. 9%k 21.1%F  0.9%k 21.4% 0. 9%k 21.8%F 1. 0%k 21.8% 1. 0%k 22.0%+ 0, 9% 22.3% 1. 0%k
Significant difference ; P =0.05 : P = 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0372

BODY WEIGHT CHANGES (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 9
Group Name Administration week-day.
14-7 18-7 22-7 26-7 30-7 34-7 38-7
Control 24.9% 1.4 26.0x 1.6 27.3x 2.1 28.6+ 2.4 29.7x 2.9 30.5+ 2.9 3.3+ 3.0
1000 ppm 24.0%+ 1.1% 25.1+ 1.1 25.8+ 1.2% 26.5% 1.2%* 27.1% 1. 4k 27.6% 1.5%k 28.3+ 1.b¥k
2000 ppm 23.2%  1.2%% 24.2% 1. Ok 24. 7%+ 1. 3%k 25.5% 1.5%k 25.5E& 1.b%k 26. 1+ 1,9%k 26. 7+ 1.9%%
4000 ppm 22.4%  0.9%% 23.3% 0. 9%k 23.74+  1.2%% 24. 4% 1.3k 24.5% 0, Ok 24.6+ 1,24k 25. 1% 1.3%%
Significant difference #:P < 0.05 #* ! P < 0.00 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0372 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS

UNIT

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 10

Group Name Administration week-day.

42-7 46-7 50-7 54-7 58-7 62-7 66-7
Control 31.8+ 3.5 32.6x 3.5 33.2% 3.5 33.8%+ 3.7 33.8+ 3.8 33.4+ 3.5 34.5+ 3.5

1000 ppm 28.6+ 1.8%% 29.61+ 2.4% 29.7+  2.2%k 30.0%F 2. 4%k 20.7% 2. 3kk 30.4+ 2.5% 31.3+ 3.0%
2000 ppm 27.1% 2. 1% 26.8% 2. 0%k 27.6= 2. 1%k 27.4%  1.9%% 27.3% 1. Gk 27.2%  2.0%% 27.9%  2.2%%
4000 ppm 25.3F 1.4k 25.7% 1. 5%k 25.9% 1. 4%k 26.0% 1.5%k 25.7x 1. 43 256.6% 1. D%k 26. 1% 1. 6%%
Significant difference ; ¥ P = 0.05 P = 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL © MOUSE Crji:BDF1 ALL ANIMALS

UNIT

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 11

Group Name Administration week-day,

70-7 74-7 78-7 82-7 867 90-7 94-7
Control 3Bl 3T 35.5%+ 3.6 35.4%= 3.9 3/.T7TE 3.7 3.6 3.9 34.7x 4.6 34.2+ 4.4

1000 ppm 31.8% 2.9% 32.1+ 3.1* 32.1= 2.8% 32.5% 3.1 32.0% 3.3% 31.6%+ 3.3 31.3+ 3.5
2000 ppm 28.3%  2.4%x 28.3% 2.5%k 28.4F 2.6%% 29.1%x 3. 1%k 28. 7% 3.7k 28. 7%  4.3%% 28.6% 4. 3%*
4000 ppm 25.7+ 1.8%k 25.5+ 1.8k 25.4+  1.8%k 24.7% 1.9%k 24,0 2. 1%k 23. 7% 1.7 23.6% 1. 6%k
Significant difference ; ¥ : P = 0.05 PP = 0.01 Test of Dunnett

(HANZ60)

BAIS4



STUDY NO. : 0372

BODY WEIGHT CHANGES (SUMMARY)

ANTMAL : MOUSE Crj:BDF1L ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration week-day
98-7 102-7 104-7
Control 34.0+% 4.1 33.4% 4.6 35.8x 3.1

1000 ppm 3.3+ 3.0 32.0+ 4.7 31.56% 4.3%

2000 ppm 28.4% 5. l%x 28.5% 5. ok 28.3% 5.9%x

4000 ppm 23.5x 1. 9%% 23.5% 2. 2%k 23.9%  2.2%%

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

(HANZ60)

BAIS4



APPENDIX C 1

WATER CONSUMPTION CHANGES : SUMMARY, MOUSE @ MALE

(2-YEAR STUDY)



STUDY NO. : 0372

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS
UNIT -1
REPORT TYPE : Al 104
SEX : MALE PAGE : 1
Group Name Administration week-day(effective)
1-7(4) 2-7(4) 3-7(4) 4-7(4) 5-7(4) 6~7(4) 7-7(4)
Control 4.7 0.9 4.7+ 0.8 4.4% 0.7 4.6 0.8 45+ 0.9 4.8+ 1.0 4.4+ 0.9
500 ppm 4.4+ 0.8 4.8% 0.8 4.9+ 0.8% 4,5+ 0.7 40X 1.2 4.6+ 0.9 4.1 L0
1000 ppm 3.4+ 0,5%* 3.7 0. bkk 3.8 0. 7%k 3.5 0.6%% 3.4% 1. 0%k 3.8 0.7%* 3.5  0.9%k
2000 pym 2.3+ 0.3k 2.7+ 0.6%k 2.7 0.7%k 2.8 0.6%k 2.7 0.8k 3.2 0, Tk 3.0k 0.6%*
Significant difference ; ¥ : P = 0.05 % ¢ P £ 0.0 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT ‘g
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration week-day(effective)
8-7(4) 9-7(4) 10-7(4) 11-74) 12-7(4) 13-7(4) 14-7(4)
Control 4.5 0.7 4.6+ 0.8 4.8 1.2 4.3 0.8 4.2+ 0.8 4.4+ 0.8 4.3+ 0.7
500 ppu 4.3+ 0.7 4.2t 0.7 4.5+ 1.1 4.0 0.6 41t 0.6 4.1+ 0.8 4.1+ 0.6
1000 ppm 3.6% 0,7k 3.4% 0.7k 3.6 0.8% 3.5% 0.6%k 3.4x  0.5%k 3.6 0.6%% 3.3+ Q. 4%k
2000 ppm 3.0 Q. T+ 3.2 0. 7k 3.1% 0. 7%k 2.9+ Q. 7#k 2.9+ 0. 6%k 3.0+ 0, 6%k 3.0k Q.8%*
Significant difference ; * P =0.05 ¥k 1 P = 0.01 Test of Dunnett

(HANZ60)

BAIS4



STUDY NO. : 0372 WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE @ Al 104
SEX :© MALE PAGE : 3
Group Name Administration week-day(effective)
18-7(4) 22-7T(4) 26-7(4) 30-7(4) 34-7(4) 38-7(4) 42-7(4)
Control 3.8+ 0.6 3.7 0.5 3.7 0.4 3.7 0.5 4.0+ 0.4 4.1+ 0.4 4.1 0.5
500 ppm 3.6+ 0.4 3.4+ 0.4 3.5+ 0.6 3.5 0.4 3.6 0.4k 3.9+ 0.4 3.7+ 0.3k
1000 ppm 3.2 0.5% 3.0+ 0. 3%* 3.1 0. 4k 3.0 0. 4wk 3.2% 0.3k 3.3 0.4 3.3k 0.4k
2000 ppm 2.8 0. 4% 2.7 0.4k 2.7 O.4%¢ 2.8 0.4%* 2.9% 0. 44k 3.0 0.4 3.1x 0.4k
Significant difference ; ¥ : P =0.05 * : P = 0.01 Test of Dunnett
(HAN260)

BAIS4



STUDY NO. : 0372

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 4
Group Name Administration week-day (effective)
46-7(4) 50-7(4) 54-7(4) 58-7(4) 62-7(4) 66-7(4) 70-7(4)
Control 4.1% 0.4 3.9+ 0.5 4.0+ 0.4 4.0 0.4 4.1+ 0.4 4.2% 0.5 4.4t 0.6
500 ppm 3.7 0.3%% 3.7+ 0.3% 3.6 0.3k 3.9+ 0.7 3.4+ 0. 9%k 3.7+ 0.5%kk 3.9+ 0. 5%k
1000 ppm 3.4% 0.4k 3.3k 0. 4%k 3.3+ 0.3%% 3.5 0.5k 3.4 Q. Tk 3.5  0.4%* 3.6 0.4%k
2000 ppm 3.2 0.4%% 3.0 0,45 3.1 0.4k 3.1k 0.4k 3.1k 0. Tk 3.4 0.4%% 3.6k 0.5k

Significant difference ;

* P = 0.05 % P = 0.01

Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0372

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE @ Al 104
SEX : MALE PAGE : 5
Group Name Administration week-day(effective)
74-7(4) 78-7(4) 82-7(4) 86-7(4) 80-7(4) 94-7(4) 98-7(4)
Control 4.4+ 0.7 4.5+ 0.8 4.6 0.7 4.4+ 0.8 4.5+ 0.9 4.2 1.2 4.7+ 0.9
500 ppm 3.8+ 0. 6%* 4.0t 0.5% 4,0% 0, 4%k 3.9 0. Tk 4.2 0.4 4.0+ 0.4 4.0% Q. 4%k
1000 ppm 3.6 0. 4% 3.7 0.b%k 3.7 0.5%% 3.6% 0. 7% 3.9+ 0. Tk 3.9+ 0.5% 3.9+  0.6%x
2000 ppm 3.4 0.6%k 3.4+ 0.5%k 3.6+ 0.6+ 3.3k 0.8k 3.6 0, 9%k 3.8 0. 43 3.8 0, 6%k

Significant difference ;

*:P < 0.05 # @ P £ 0.01

Test of Dunnett

(HANZ60)

BAIS 4



STUDY NO. : 0372

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Cr j:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 6
Group Name Administration week-day{(effective)
102-7(4) 104-7(4)
Control 4.8+ 0.9 4.6+ 0.7
500 ppm 4.0+ 0. 6%k 4.0 0.5%k
1000 ppm 4.1 0.6%* 4.0% 0. Gkk
2000 ppm 4.0 0.9%% 4. 1% 1. 0%k
Significant difference ; % : P < 0.05 ## P £ 0.01 Test of Dunnett

(HAN260)

BAIS 4



APPENDIX C 2

WATER CONSUMPTION CHANGES : SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0372

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 7
Group Name Administration week-day(effective)
1-7(4) 2-7(4) 3-7(4) 4-7(4) 5-7(4) 6-7(4) 7-7(4)
Control 4,2+ 0.7 4.4+ 0.5 4.2 0.4 4.3 0.4 4.2 0.4 4.4+ 0.5 4.2+ 0.4

1000 ppm 3.3%F 0. 3%k 3.3 0. 3%k 3.3 0.3k 3.2 0.3%% 3.1 0. 9%k 3.5+ 0.5%k 3.4% 0.5%%

2000 ppm 2.2+ 0.3%% 2.4%F Q. 6G%x 2.3+ 0.3%% 2.4% 0. 4%k 2.3 0.0%k 2.7+ 0. 4%k 2.6+ Q. 4k

4000 ppm 1.6 0. 3% 1.8% 0. 2k 1.8% 0.2%% 1.9 0.3+ 1.9% 0, 3k 2.1+ 0,43 2.0t  0.2%%

Significant difference ; * :

P =0.05 * 1 P £ 0.01

Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372

VATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 8

Group Name Administration week-day{effective)

8-7(4) 9-7(4) 10-7(4) 11-7(4) 12-7(4) 13-7(4) 14-7(4)
Control 4.3+ 0.4 4.3+ 0.4 4.2 0.4 4.2+ 0.4 4.3+ 0.4 4.3 0.5 4,3 0.5

1000 ppm 3.5+ 0. 4% 3.6+ 0.6%k 3.5  0.6%k 3.5 0.3k 3.5 0.3%x 3.8+ 0.7% 3.6 0. 7%
2000 ppm 2.6 0.4%k 2.7% 0.5%k 2.7+ 0.5%% 2.7 0.3+ 2.7 0.3%% 2.9+ 0. 8%k 3.0 0. 7%k
4000 ppm 2.0 0, 2%k 2.1 0.3k 2.0 0, Gk 2.2+ 0.3k 2.2+ 0., 2%k 2.3+ 0. 5%k 2.2%F 0.4%*
Significant difference ; #:P = 0.05 % 1 P = 0.01 Test of Dunnett

(HANZ60)

BAIS4



STUDY No. : 0372

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS

UNIT g

REPORT TYPE @ Al 104

SEX : FEMALE PAGE : 9

Group Name Administration week-day(effective)

18-7(4) 22-7(4) 26-7(4) 30-7(4) 34-7(4) 38-7(4) 42-7(4)
Control 4.1 07 4.1 0.4 4.0 0.5 4.0+ 0.5 4.0+ 0.5 3.9+ 0.5 3.9+ 0.6

1000 ppm 3.4+ Q. 4 3.3 0.5%x 3.1 0.5k 3.2 0.9% 3.2 0.7 3.2+ 0. THx 3.2+ 0.9%¢
2000 ppm 2.7% 0.3%% 2.7 0.4%% 2.6 0. 4%% 2.7 0.b%k 2.8 0.b%* 2.6 0. 4%k 2.6 Q. 4%k
4000 ppm 2.2+ 0.2%k 2.0%x 0, 2%k 2.0 Q. 3k 2.2 0, Jkk 2.24 0. 2%k 2.2% 0. 3% 2.2% 0, 3k
Significant difference ; * ! P < 0.05 kP £ 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0372

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE @ 10
Group Name Administration week-day(effective)
46-7(4) 50-7(4) 54-7(4) 58-7(4) 62-7(4) 66-7 (4) 70-7(4)
Control 4,0 0.6 4.0t 0.6 3.9+ 0.5 3.8 0.8 3.9 0.5 3.9+ 0.5 3.7 0.6

1000 ppm 3.1+ 0.4 3.2+ 0.6%% 3.0 0.b%kx 3.1E 0.5%k 3.0 0. 4k 3.0+ 0. 4%k 3.0 0.3k

2000 ppm 2.7 0. 4% 2.7+ 0.4%x 2.7 0.3% 2.6 Q. 4%k 2.6 0. 4k 2.8%  Q.6%% 2.7% 0. 4%%

4000 ppm 2.3 0. 3% 2.3 0.3%k 2.2 0. 2% 2.2 0. 3% 2.3 0. 3k 2.4% 0, 3%k 2.3 0. 4%

Significant difference ;

*¥:P % 0.05 # 1 P £ 0.01

Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Cri:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : AL 104
SEX : FEMALE PAGE @ 11
Group Name Administration week-day{effective)
74-7(4) 78-T7(4) 82-7(4) 86-7(4) 90-7(4) 94-7(4) 98-7(4)
Control 3.9+ 0.7 3.9 0.7 4.1+ 0.8 3.9+ 0.9 4.0+ 1.0 4.1+ 1.0 4.2+ 1.1

1000 ppm 3.0% 0. 4%k 3.1+ 0. 5%k 3.2 0.4%% 3.1+ 0.5%x 3.1%  0.6%k 3.5k 0.8k 3.34  0.6%x

2000 ppm 2.7k 0.6%* 2.8% 0, 6%k 3.0 0. 6%k 2.9 0. 6%k 3.1 0. 7%k 3.5 0.8k 3.7 0.9%

4000 ppm 2.5+ 0. 4%k 2.8+ 0. 6%k 3.1 0. 5%k 3.3 0. Dk 3.4 0. 6%k 4.0 0.5 3.7 0.6

Significant difference ;

* 1P =< 0.05 # P < 0.01

Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration week-day(effective)
102-7(4) 104-7(4)
Control 4.1+ 1.1 4.3+ 0.7

1000 ppm 3.5+ 0.9 3.3+ 0.9%x

2000 ppm 3.8% 0.8 4.1 0.9

4000 ppm 3.8t 0.8 3.8+ 0.6

Significant difference ; * P = 0.05 * @ P = 0.01 Test of Dunnett

(HANZ60)

BAIS 4



APPENDIX D 1

FOOD CONSUMPTION CHANGES : SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0372

R

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 1
Group Neme Administration week-day(effective)
1-7(D) 2-7(7) 3-7(7) 4-7(7) 5-7(0) 6=7(7) 7-7(D
Control 3.7+ 0.3 3.9 0.4 3.9 0.3 4.0 0.4 4.0+ 0.4 4.1+ 0.4 4.1+ 0.4
500 ppm 3.6+ 0.3 3.8t 0.3 3.9 0.3 4.0+ 0.3 3.9 0.4 4.1+ 0.3 4.0+ 0.4
1000 ppm 3.6+ 0.2% 3.8+ 0.2 3.9 0.3 3.9+ 0.3 3.9 0.4 3.9+ 0.3 3.9+ 0.4%
2000 ppm 3.43 Q. 3%k 3.7 0.2 3.7 0.3k 3.8+ 0.4 3.8 0.3% 4.0+ 0.4 4.1 0.4
Significant difference : ¥: P = 0.05 %k ! P < 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration week-day({effective)
8-7(7) 9-7(7) 10-7(7) 11-7(D 12-71(0) 13-7(D) 14-7(D)
Control 4.2+ 0.4 4.2+ 0.4 4.3+ 0.4 4.2+ 0.4 4.3+ 0.4 4.2+ 0.3 4.4 0.3
500 ppm 4.1+ 0.4 4.0+ 0.3 4.1+ 0.3% 4.3+ 0.5 4.3% 0.3 4.1 0.3 4.3+ 0.2
1000 ppm 4.1 0.5 3.9% 0.4k 4.1+t 0.4% 4.1+ 0.4 4.2+ 0.4 4.0+ Q. 4kk 4,2+ 0. 4%k
2000 ppm 4.0+ 0.5 4.0+ 0.4 4.1+ 0.4% 4.1+ 0.4 4.1+ 0.4 4.0 0.3k 4.1 Q. 3%

Significant difference ;

* P £0.05 # P 5 0.01

Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0372

FOOD CONSUMPTION CHANGES (SUMMARY)

ANTMAL © MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE :@ Al 104
SEX : MALE PAGE : 3
Group Name Administration week-day(effective)
18-7(0) 22-747) 26-7(7) 30-7(7) 34-7(D) 38-7(D) 42-7(D)
Control 4.4+ 0.4 4.5% 0.3 4.5+ 0.3 4.7+ 0.4 4.9+ 0.4 5.0+ 0.3 4.9+ 0.4
500 ppm 4.3+ 0.3 4.2 0.3k . 4.3+ 0.3%x 4.3% 0.3k 4.6+ 0. 4% 4.7% 0. 4% 4.6 0.3%%
1000 ppm 4.2+ Q. 3k 4.2+ 0. 4% 4.2+ 0.3%x 4.2+ Q. 3%k 4.5% 0, 4%k 4.6 0. 4%% 4.6 0. 4%k
2000 ppm 4.1 0.3k 4.1 0, 3% 4.0 0. 3%k 3.9% 0.4k 4.3+ 0, 3%k 4.3k 0. 3%k 4.4% 0. 3%k

Significant difference ;

*¥:P £0.05 % 1 P = 0.01

Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 4
Group Name Administration week-day(effective)
46-7(7) 50-7(7) 54-7(T) 58-7(1) 62-7(7) 66-7(7) 70-7(7)
Control 5.0 0.3 4.9 0.5 5.0 0.3 4.7 0.3 4.6+ 0.4 5.0 0.3 5.1 0.4
500 ppm 4.6 0. 3%k 4.8 0.3 4.6+  0.3%F 4.3+ Q.3 3.9t 0.5%k 4.6 0. 4kk 4.8+ 0. 4%k
1000 ppm 4,5% Q. 4%k 4.5 0. 4%k 4.5 .44k 4.2% 0. 4ok 4.2+ 0. 3k 4.5+ 0, 5%k 4.7+ 0. 4%k
2000 ppm 4,3 0, 3k 4.5% 0. 3% 4.3 0. 3%k 4.0% 0. 3% 4,03 0. 4k 4.4%  (Q, 3%¥ 4.5+ 0, 4%k
Significant difference *: P = 0.05 * 1 P < 0.01 Test of Dumnett

(HAN260)

BAIS4



STUDY NO. : 0372

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDFL ALL ANIMALS
UNIT tg
REPORT TYPE : Al 104
SEX : MALE PAGE : &
Group Name Administration week-day(effective)
74-7(7) 78-7(7) 82-7(7) 86-7(7) 90-7(7) 94-7(7) 98-7(7)
Control 5.1 0.3 51 0.4 5.2+ 0.4 4.9+ 0.8 51 1.0 5.0% 0.8 4.9+ 0.6
500 ppm 4.7 0. 6%k 4.6 0.5%k 4.8+ 0.3%x 4.7+ 0.3% 4.8+ 0.4% 4.6F 0.3%% 4.5% 0.4%*
1000 ppm 4.8+ Q. bk 4.6+ 0.5%k 4.7+ 0. 5%k 4.5+ 0. 6kk 4.6% 0. b¥x 4.5 0. 4k 4,4 0. 4%k
2000 ppm 4.6% 0, I 4.3% 0, Fkk 4.5+ 0.4k 4.2+ Q. 5%k 4.3 Q. 4k 3.9 0. 4% 4,2+ 0.3%%

Significant difference ; * :

]
1A

0.05 1 P < 0.01

Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372

ANIMAL : MOUSE Crj:BDF1
UNIT g

REPORT TYPE @ Al 104

SEX : MALE

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

PAGE : 6
Group Name Administration week-day(effective)
102-7(7) 104-7(7)

Control 5.0 0.5 4.8+ 0.4

500 ppm 4.4+ 0. 5%k 4.4+ 0. 4%k
1000 ppm 4.4% 0, 4%k 4.4+ 0. 4k
2000 ppm 4.1+  0.5¥k 4.1 0.3%k
Significant difference ; *: P = 0.05 * P < 0.01 Test of Dunnett

(HAN260)

BAIS4



APPENDIX D 2

FOOD CONSUMPTION CHANGES : SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0372 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS

UNIT g

REPORT TYPE @ Al 104

SEX : FEMALE PAGE : 7

Group Name Administration week-day(effective)

1-7(7) 2-7(7) 3-7(7) 4-7(7) 5-7(7) 6-7(7) 7-7(7)

Control 3.0+ 0.3 3.4+ 0.2 3.4 0.3 3.5+ 0.2 3.4 0.2 3.5+ 0.2 3.7 0.2
1000 ppm 3.1+ 0.3 3.3+ 0.2 3.4+ 0.2 3.4%+ 0.2% 3.3+ 0.4 3.5 0.3 3.5+ 0.2%
2000 ppm 2.8+ 0.3% 3.1 0.2k 3.2 0.2%% 3.2 0.3%% 3.2 0.3 3.4% 0. 3%k 3.4% 0. 3%k
4000 ppm 2.2+ 0. 3%k 3.1 0.3k 3.1k 0.2% 2.9+ 0.2%* 3.0 0, 2%k 3.1x 0.2%* 3.2F 0.2%k
Significant difference ; * P =0.05 ¥ P < 0.01 Test of Dunmnett

(HAN260)

BAIS4



STUDY NO. : 0372

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS

UNIT 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(D 12-7(1) 13-7(T) 147D
Control 3.7+ 0.3 3.7 0.3 3.7 0.3 3.7+ 0.3 3.7 0.3 3.8 0.3 3.9+ 0.3

1000 ppm 3.6+ 0.2% 3.7 0.2 3.7+ 0.3 3.7 0.2 3.7+ 0.4 3.8+ 0.3 3.8+ 0.3
2000 ppm 3.3 0.3% 3.5 0.3%* 3.5 0.3%k 3.6t 0.3 3.6 0.3% 3.7 0.3 3.8+ 0.3
4000 ppm 3.2k 0.2%% 3.3+ 0.3%* 3.2+ 0.2%k 3.3 Q. 2%k 3.3 0.2%k 3,43 Q.34 3.5 0. 3%k
Significant difference *: P < 0.05 *k @ P = 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0372

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS

UNIT g

REPORT TYPE :@ Al 104

SEX : FEMALE PAGE : 9

Group Name Administration week-day (effective)

18-7(D) 22-7(7) 26~7(7) 30-7(7) 34-7(7) 38-7(D) 42-7(7)
Control 4.0+ 0.3 4.0 0.4 4.1+ 0.4 4.0+ 0.4 4.1+ 0.4 4.2+ 0.5 4.0 0.4

1000 ppm 3.9+ 0.3 3.8+ 0.3 4.0t 0.3 3.8+ Q.3%x 3.9 0.3% 4.0 0.3 3.9+ 0.4
2000 ppm 3.8 0.2%% 3.7 0.3+ 3.8+ 0.3k 3.6+ 0.3%x 3.8 0. 3%k 3.9+ 0.3%k 3.7 0.4%%
4000 ppm 3.5k 0, 3k 3.4 0.3k 3.6 0.3k 3.4% Q. 3%k 3.6 0, 3k 3.6 0. 3kx 3.6 0.3k
Significant difference ; ¥ P < 0.05 ¥ P < 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 10
Group Name Administration week-day(effective)
46-7(7) 50~7(7) 54-7(7) 58-7(7) 62-7(7) 66-7(7) 70-7(7)
Control 4.0 0.5 4.1+ 0.5 4.1t 0.4 3.8 0.4 ‘3.8 0.5 4.1+ 0.5 4.2+ 0.4

1000 ppm 4.0+ 0.5 3.8+ 0.4% 3.7 0. 4% 3.4 0. 4% 3.5+ 0.5% 3.7 0.5%% 3.9+ Q. 4%k

2000 ppm 3.7 0,34+ 3.6 O, 4k 3.6 0.3k 3.2 0.3k 3.3 0.3k 3.5%  0.3%% 3.7 0.3%F

4000 ppm 3.5 0. 3%k 3.4 0.3k 3.3 0.3 3.1 0.4%* 3.1 0. 4%k 3.4 0. 3% 3.4  0.4%%

Significant difference ;

*: P = 0.05 0 P < 0.01

Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0372

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS

UNIT I g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 11

Group Name Administration week-day(effective)

74-7(7) 78-7(7) 82-7(T) 86-7(7) 90-7(7) 94-7(7) 98-7(7)
Control 4.1+ 0.6 4.0 0.7 4.0 0.6 4.2+ 0.6 4.1 0.8 4.1+ 0.6 4.0+ 0.8

1000 ppm 3.9+ 0.5% 3.8 0.5 3.8t 0.4 3.7t 0.5%% 3.7 0.bkk 3.8+ 0.5 3.7+ 0.5
2000 ppm 3.6+ 0.5kk 3.5 0.4k 3.6 0.4%F 3.6%+ 0.5%k 4.0+ 0.6 3.7 0.6% 3.6+t 0.6%
4000 ppm 344 0 4% 3.3k 0.4k 3.3%  0.5¥k 3.3+ 0.5%F 3.7 0.4k 3.3 0. 3%k 3.2% 0. 4%k
Significant difference ; ¥ 1P =0.05 # P = 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0372

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE :@ Al 104
SEX : FEMALE PAGE : 12
Group Name Administration week-day(effective)
102-7(7) 104-7(7)
Control 4.0+ 0.7 4.4+ 0.6

1000 ppm 3.7 0.5 3.6+ 0.8k

2000 ppm 3.7t 0.5 3.7 0.6%%

4000 ppm 3.24 Q. 44k 1% 0.4k

Significant difference ; ! P < 0.05 %k 1 P < 0.01 Test of Dunnett

(HAN260)

BAIS4



APPENDIX E 1

CHEMICAL INTAKE CHANGES : SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0372

CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 1
Group Name Administration (weeks)
1 2 3 4 5 6 7
Control 0.000% 0.000 0.000x 0.000 0.000% 0.000 0.000%x 0.000 0.000%x 0.000 0.000% 0.000 0.000% 0.000
500 ppm 0.093%+ 0.017 0.097% 0.015 0.096% 0.016 0.087% 0.013 0.076%+ 0.021 0.085+ 0.018 0.075% 0.019
1000 ppm 0. 148+ 0.020 0.152%& 0.023 0.153% 0.029 0.137+ 0.022 0.129%+ 0.035 0.141x 0.025 0.129% 0.031
2000 ppm 0.211% 0.026 0.233% 0.050 0.227% 0.057 0.228+ 0.044 0.213x 0.054 0.242+ 0.052 0.226% 0.045
(HAN300)

BAIS 4



STUDY NO. : 0372 CHEMICAL INTAKE CHANGES  (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration (weeks)
8 9 10 11 12 13 14
Control 0.000% 0.000 0.000x 0.000 0.000EX 0.000 0.000x 0.000 0.000% 0.000 0.000% 0.000 0.000% 0.000
500 ppm 0.074%+ 0.012 0.073% 0.014 0.076+ 0.018 0.067+ 0.010 0.066%+ 0.010 0.0656+ 0.012 0.063+ 0.009
1000 ppm 0.128% 0.025 0.123% 0.025 0,126 0.026 0.121% 0.021 0.116* 0.018 0.118%= 0.019 0.109%+ 0.015
2000 ppm 0.217% 0.046 0.233% 0.054 0.221%+ 0.050 0.209% 0.050 0.203% 0.043 0.209% 0.043 0.206% 0.053
(HAN300)

BAIS4



STUDY NO. : 0372 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 3
Group Name Administration (weeks)
18 22 26 30 34 38 42
Control 0.000+ 0.000 0.000+ 0.000 0.000X 0.000 0.000%x 0.000 0.000x 0.000 0.000%= 0.000 0.000% 0.000
500 ppm 0.053% 0.007 0.048+ 0.006 0.048%+ 0.009 0.046+ 0.006 0.046% 0.005 0.050% 0.010 0.046F+ 0.005
1000 ppm 0.098+ 0.015 0.091+ 0.012 0.083L 0.014 0.084% 0.014 0.087% 0.012 0.088%+ 0.014 0.087% 0.013
2000 ppm 0.185% 0.031 0.168%x 0.026 0.166% 0.028 0.164+ 0.023 0.172+ 0.024 0.170£ 0.025 0.172% 0.022
(HAN300)

BAIS4



STUDY NO. : 0372

—

CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL © MOUSE Crj:BDFL ALL ANIMALS
UNIT : g/ke/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 4
Group Name Administration (weeks)
46 50 54 58 62 66 70
Control 0.000% 0.000 0.000%x 0.000 0.000%= 0.000 0.000% 0.000 0.000% 0.000 0.000£ 0.000 0.000%= 0.000
500 ppm 0.044* 0.005 0.044+ 0.005 0.0423 0.004 0.045%+ 0.010 0.039%+ 0.011 0.041+ 0.007 0.043+ 0.006
1000 ppm 0.087x 0.012 0.085+ 0.014 0.083% 0.010 0.088%+ 0.015 0.085% 0.018 0.087x 0.012 0.089% 0.014
2000 pym 0.176x 0.025 0.162%+ 0.024 0.164%x 0.021 0.170%+ 0.021 0.170x 0.036 0.180%= 0.019 0.183%+ 0.028
(HAN300)

BAIS 4



STUDY NO. : 0372 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT cg/ke/day
REPORT TYPE : A{ 104
SEX : MALE PAGE : 5
Group Name Administration (weeks)
74 78 82 86 90 94 98
Control 0.000+ 0.000 0.000+ 0.000 0.000x 0.000 0.000+ 0.000 0.000%x 0.000 0.000+ 0.000 0.000%+ 0.000
500 ppm 0.042+ 0.008 0.044% 0.007 0.044% 0.007 0.043% 0.011 0.047% 0.008 0.045% 0.007 0.046%= 0.009
1000 ppm 0.088% 0.014 0.090%x 0.017 0.090% 0.017 0.088%= 0.020 0.101%= 0.029 0.089x 0.017 0.103%* 0.019
2000 ppm 0.184+ 0.038 0.178% 0.030 0.190% 0.040 0.184% 0.060 0.206%= 0.077 0.213x 0.034 0.224% 0.040
(HAN300)

BAIS4



STUDY NO. : 0372
ANIMAL * MOUSE Cri:BDF1

CHEMICAL INTAKE CHANGES
ALL ANIMALS

(SUMMARY)

UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 6
Group Name Administration (weeks)
102 104
Control 0.000E 0.000 0.000%+ 0.000
500 ppm 0.046+ 0.009 0.046x 0.009
1000 ppm 0.108+ 0.020 0.104%= 0.021
2000 ppm 0.237+ 0.058 0.237x 0.055
(HAN300)

BAIS 4



APPENDIX E 2

CHEMICAL INTAKE CHANGES : SUMMARY, MOUSE @ FEMALE

(2-YEAR STUDY)



STUDY NO. : 0372

CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS
UNIT P g/ke/day
REPORT TYPE @ Al 104
SEX : FEMALE PAGE : 7
Group Name Administration (weeks)
1 2 3 4 5 6 7
Control 0.000% 0.000 0.000% 0.000 0.000% 0.000 0.000 0.000 0.000%+ 0.000 0.000+ 0.000 0.000% 0.000

1000 ppm 0.1754 0.020 0.166+ 0.019 0.160% 0.015 0.156% 0.014 0.149% 0.041 0.157+ 0.025 0.155+ 0.025

2000 ppm 0.244+ 0.037 0.249+ 0.061 0.233% 0.033 0.242%+ 0.036 0.224*+ 0.082 0.253+ 0.036 0.246%= 0.034

4000 ppm 0.386+ 0.051 0.391% 0.037 0.377% 0.040 0.404x 0.064 0.379% 0.065 0.416%+ 0.073 0.385% 0.037
(HAN300)

BAIS4



STUDY NO. : 0372

CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS
UNIT cg/kg/day
REPORT TYPE @ Al 104
SEX @ FEMALE PAGE : 8
Group Name Administration (weeks)
8 9 10 11 12 13 14
Control 0.0003 0.000 0.000% 0.000 0.000x 0.000 0.000% 0.000 0.000%+ 0.000 0.000+ 0.000 0.000%x 0.000

1000 ppm 0.156% 0.019 0.158+ 0.028 0.149+ 0.028 0.148%+ 0.017 0.149+ 0.016 0.162% 0.035 0.153+ 0.032

2000 ppm 0.240% 0.040 0.243% 0.047 0.242Et 0.045 0.240% 0.028 0.238%+ 0.028 0.250x 0.067 0.259% 0.061

4000 ppm 0.381%x 0.039 0.396% 0.062 0.375% 0.107 0.397 0.059 0.394%+ 0.043 0.418%+ 0.089 0.390% 0.066
(HAN300)

BAIS 4



STUDY NO. : 0372

CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS
UNIT tg/w/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 9
Group Name Administration (weeks)
18 22 26 30 34 38 42
Control 0.000+ 0.000 0.000% 0.000 0.000%+ 0.000 0.000%x 0.000 0.000%+ 0.000 0.000%x 0.000 0.000% 0.000

1000 ppm 0.135+ 0.021 0.127+ 0.018 0.119%+ 0.023 0.120%+ 0.035 0.117% 0.027 0.115%+ 0.027 0.111% 0.029

2000 ppm 0.228% 0.028 0.218% 0.031 0.202%+ 0.031 0.212%  0.040 0.215 0.041 0.198% 0.030 0.194x 0.032

4000 ppm 0.38]1% 0.032 0.347% 0.039 0.328% 0.054 0.352% 0.048 0.353+ 0.039 0.345% 0.040 0.345% 0.042
(HAN300)

BAIS 4



STUDY NO. : 0372

CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : MOUSE Crj:BDF1L ALL ANIMALS
UNIT P g/keSday
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 10
Group Name Administration (weeks)
46 50 54 58 62 66 70
Control 0.000+ 0.000 0.000% 0.000 0.000+ 0.000 0.000%= 0.000 0.000%+ 0.000 0.000% 0.000 0.000x 0.000

1000 ppm 0.106% 0.017 0. 107+ 0.022 0.101% 0.021 0.105+ 0.018 0.100%x 0.014 0.098%+ 0.015 0.084+ 0.014

2000 ppm 0.202+ 0.032 0. 195i 0. 029 0.194% 0.027 0.194%+ 0.030 0.196% 0.035 0.202% 0,046 0.193% 0.037

4000 ppm 0.351+ 0.050 0.352+ 0.044 0.337% 0.032 0.347+ 0.048 0.358%+ 0.049 0.366% 0.045 0.352% (.060
(HAN300)

BAIS4



STUDY NO. : 0372

CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS
UNIT tg/kgSday
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 11
Group Name Administration (weeks)
74 78 82 86 90 94 98
Control 0.000x 0.000 0.000+ 0.000 0.000x 0.000 0.000%+ 0.000 0.000% 0.000 0.0004+ 0.000 0.000% 0.000

1000 ppm 0.096+ 0.016 0.098+ 0.018 0.098+ 0.015 0.096+ 0.016 0.088+ 0.016 0.113+ 0.020 0.105%+ 0.020

2000 ppm 0.195+ 0.045 0.198+ 0.046 0.208%= 90.053 0.207+ 0.054 0.219+ 0.061 0.250x 0.075 0.266x 0.087

4000 ppm 0.398% 0.072 0.437+ 0.096 0.504% 0.092 0.558+ 0.082 0.580+ 0.106 0.684% 0.090 0.640% 0,115
(HAN300)

BAIS4



STUDY NO. : 0372 CHEMICAL INTAKE CHANGES  (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS
UNIT P gSkeSday
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration (weeks)
102 104
Control 0.000% 0.000 0.000x 0.000

1000 ppm 0.108+ 0.023 0.105%+ 0.028

2000 ppm 0.275x 0.066 0.282%+ 0.074

4000 ppm 0.652+ 0.131 0.638+ 0.114
(HAN300)

BAIS 4



APPENDIX F 1

HEMATOLOGY @ SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0372

ANIMAL : MOUSE Crj:BDF1

MEASURE. TIME :

1

HEMATOLOGY (SUMMARY)

ALL ANIMALS (105%)

SEX :© MALE REPORT TYPE : Al PAGE 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCV MCH MCHC PLATELET
Animals 105/l g /A2 % f2 pE g /de 103/ pl
Contrel 36 9.60+ 0.91 13.8% 1.1 43.8* 3.2 45.8% 1.9 14. 4% 0.5 3.5+ 0.7 1911 % 411
500 ppm 38 9,59+ 1.28 13.6% 1.5 43,2+ 4.2 45,3+ 2.9 14.2% 0.7 31.4% 1.0 1985 % 418
1000 ppm 42 9. 43 1.92 {3.5% 2.3 43.4% 6.8 46. 94 6.3 - 14.5+ 1.1 3. 1% 1.3 2087 & 470
2000 ppm 39 9.104 0. 84%k 13.3% 1. 2%k 12.7% 3.9 46.9+% 1. 2%k 14.6% 0.3 3.1+ 0. G 2279+ 303%%
Significant ditference i * : P < 0.05 #t @ P < 0.0l Test of Dunnett

(HCLOT0)

RAIS 4



STUDY NO. : 0372 HEMATOLOGY (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 ALL ANIMALS (105W)
MEASURE. TIME : 1
SEX © MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of WBC Differeutial WBC (%)
Animals 108/uk N-BAND N-SEG EOSINO BASO MONO LYMPIIO OTHER
Control 36 4,47+ 8.86 1+ 2 30+ 17 2% 1 ox ¢} 5% 3 60+ 18 2% ]
500 ppm 38 2.96% 1. 61 1x { 29+ 13 2% 3 ot 0 5+ 2 6l% i6 3k 9
1000 ppm 42 3.06k  2.90 2+ 3 6L 14 1k 1 [ 0 4k 2 56:k 15 1+ 2
2000 ppm 39 2.00% 1. 31%k 2% 2 42+ 174k it 3k 0= ¢ 3+ 1k 52+ 17 0+ 1
Significant difference : * : D < 0.05 #* @ P < 0.0l Test of Dunnett
(HCLOTO)

BAIS 4



APPENDIX F 2

HEMATOLOGY : SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0372
ANIMAL : MOUSE Crj:BDF1
MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)

ALL ANTMALS (105W)

SEX @ FEMALE REPORT TYPE : Al PAGE @ 3
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCV MCH MCHC PLATELET
Animals 105/ g/ Yo fe pPE g/ 108/l
Control 22 9.82+ 1.99 14. 1% 2.3 44.5% 7.1 45. 7% 2.3 14. 4% 0.6 31.6% 1.1 1210+ 273
1000 ppm 27 9,30k 1.22 13.6% L7 43.2% 4.6 46. 7% 2.8 14.7% 0.6 31.5% 1.1 1329+ 374
2000 ppm 25 8.941L 190 12.9L 2.7 41.6% 8.0 47. 4% 5.1 14.6% 0.7 30.94 1.6% 1399k 453
4000 ppm 28 9.37+ 0.85 13.4% 1. 2% 43.7% 3.9 46. 7% 2. 1%k 14.4% 0.7 30.7% 0. Gk 1641+ 454k
Signiticant difference ; % : [P = 0.05 : P 001 Test of Dunnett
(HCLOTO) BAIS4



STUDY NO. : 0372

ANIMAL : MOUSE Crj:BDF1

MEASURE. TIME : 1
SEX : FEMALE

REPORT TYPE : Al

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105%)

PAGE : 4
Group Name NO. of WBC Differential ¥BC (%)
Animals 108/ N-BAND N-SEG EOSINO BASO MONO LYMPIIO OTIHER
Cuontrol 22 2.13%  1.63 1% 2 29+ 12 3+ 4 0k 5% 58% 15 3% 10

1000 ppm 27 4.50f 1L 15 2x 2 30E 12 1+ L (3= 5% 58+ 15 4% 14
2000 ppm 25 4,17t 4.18 2t 2 3pt 14 1k L3k [\ 4+ 56k i4 24 4
4000 ppm 28 1.94+ 1.51 2% 1 10% 19 1% L3k 0x 4% 52k 19 2% 8
Significant difference ;5 % : P = 0.05 *k 1 P < 0.0 Test of Dunnett

(HCLO70)

BAIS 4



APPENDIX G 1

BIOCHEMISTRY : SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0372

ANIMAL : MOUSE Crj:BDF1

MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : MALE REPORT TYPE : Al PAGE : 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/ y4: g/ a8 g/ e ng/d¢ ng/dt
Control 37 5.1% 0.6 2.9% 0.4 1.3% 0.2 0.13* 0.02 193+ 32 113% 38 47% 27
500 ppm 38 5.3% 0.7 3.0% 0.4 1.3x 0.1 0.13+ 0.03 198+ 35 17+ 51 41 % 24
1000 ppm 42 5.3% 0.9 3.0k 0. 5% 1.3% 0.2 0.154&  0.10 1794 50 1274 68 41+ 16
2000 ppm 39 56+ 0. 8% 3.2+ 0. 3k 1.3% 0.2 0. 14+ 0.04 185+ 43 129+ 50 31+% 11k
Significant difference : * ! P < 0.05 % 1 P < 0.0] Test of Dunnett

(HCLO74)

BAIS 4



STUDY NO. : 0372

ANIMAL : MOUSE Cri:BDFL

MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : MALE REPORT TYPE @ Al PAGE : 2
Group Name NO. of PHOSPHOLIPID GOT GPT LDH ALP G-GTP CPK
Animals mg,/de 1U/4 1u/2 1U/2 1U/2 1U0/2 1U/2
Control 37 210% 58 88+ 167 49+ 7 343% 262 124+ 28 1+ 42+ 13
500 ppm 38 220 6 127 224 135+ 355 620+ 1341 220% 2443k 2+ 47x 20
1000 ppm 42 243+ 17 174L 355 178k 514k 752% 1200 337E 3964k 2+ 120k 337
2000 ppm 39 241+ 80 118+ 264 118+ 300%% 612 1125 279+ 1824k 2+ 84+ 129%%
Significart difference : P < 0.05 P =001 Test of Dunnett

(HCLO74)

BAIS4



STUDY NO. : 0372

ANIMAL : MOUSE Crj:BDF1

MEASURE. TIME @ 1
SEX © MALE

REPORT TYPE @ Al

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

PAGL : 3
Group Name NO. of UREA NITROGEN SODIUM POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals g,/ df mEq,/ £ mEq/ £ mEq/ £ mg/ a4 mg,/ 42

Cuntrol 37 23.4% 9.4 152+ 1 4.3% 0.4 122+ 3 9.0 0.5 6.4+ 0.8

500 ppm 38 22.8% 3.3 152% 1 4.1% 0.3 122 3 9.1% 0.5 6. 2% 0.6
1000 ppm 42 28,4k 12, Ik 1524 3 4.2% 0.4 123+ 9.1k 0.7 6.3k 0.7
2000 ppm 39 30.8+ 11,34k 153+ 2%k 4.0% 0. 4%% 123+ g.2% 0.5 6.4% 0.8
Significant difference ; * @ D < 0.05 P < 0.01 Test of Dunnett

(HCLO74)

BATS 4



APPENDIX G 2

BIOCHEMISTRY @ SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0372
ANIMAL © MOUSE Crj:BDF1
MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105%)

SEX : FEMALE REPORT TYPE : Al PAGE @ 4
Group Name NO. of TOTAl, PROTEIN ALBUMTN A/G RATIO T-BILIRUBIN GLUCUSE T~CHOLESTEROL TRIGLYCERIDE
Animals g /42 g/ mg,/d¢ mg./df mg,/ 48 wg,/ 48
Cuutrol 23 5.5% L1 2.9% 0.3 1.3% 0.3 0.13%  0.02 131 24 85+ 37 33+ 28
1000 ppm 27 5.3% 0.5 3.1+ 0.3 1.4% 0.2 0.15%  0.07 147+ 35 93% 37 2xE 14
2000 ppm 26 5.4% 0.9 3.2k 0, Gk L.5% 0.2 0.16 0.12 144+ 36 {33k 8lak 44k 47
4000 ppm 31 5.7+ 0. 7% 3.5%x 0. Aok 1.6% 0. 2k 0.156% 0.04 144+ 36 169+ 4%k 24% i3
Significant difference ; * ! P < 0.05 #* 1P < 0.01

Test of Dunnett

(HCLO74)

BAIS 4



STUDY NO. : 0372

ANIMAL : MOUSE Crj:BDF1

MEASURE. TIME : 1
SEX : FEMALE

REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)
ALL ANTMALS (105W)

PAGE : 5
Group Name NO. of PHOSPHOLIPID GOT GPT LIH ALP G-GTP CPK
Animals mg,/ de 11U/ ¢ 10/2 16/2 1u/2 10/2 1U/2

Control 23 163+ 61 87+ 36 40+ 23 386+ 304 171 53 2+ 73+ 65

1000 ppm 27 177 53 130 203 4% 123 646% 87% 254+ 88% 2+ 64+ 43
2000 ppm 26 244% 1164k 133k 151 120+ 189 537t 451 443+ 4683k 3k 7L 184
4000 ppm 31 286+ 1043+ 190+ 224 207 % 316%% 867% i112 598+ 559%k 1% 12+ 88k
Significant difference : : P £0.05 k1 P < 0.0l

Test of Dunnett

(HCLOT4)

BAIS 4



STUDY NO. : 0372

ANIMAL : MOUSE Crj:BDF1

MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)

ALL ANTMALS (105%)

SEX : FEMALE REPORT TYPE : Al PAGE : &
Group Name NO. of UREA NITROGEN SODIUM POTASSTUM CHLORIDE CALCIUM INGRGANIC PHOSPHORUS
Animals mg/ 48 mEq/ 4 mEq,/ £ mEg/ 2 mg,/ 48 me,/ A€
Control 23 23.6%  24.3 151+ 2 4.2% 0.5 123+ 3 9.4% 0.6 6.6% 1.3

100G ppm 27 24.5% 10.6 151 % 2 4.0% 0.4 123+ 4 9.3 0.6 6.3% 1.5

2000 ppm 26 27.5k 11, 9% 152L 3 3.9% 0.4 124+ 5 9.6 0.5 6.2k 1.4

4000 ppm 31 30.7% 13. 9% 155+ 4k 3.9% 0.4 126+% 4k 9.6 0.6 6. 1% 0.9

Significant difference : 2 P < 0.05 k1P < 0.01 Test of Dunnett

(HCLOT4)

BAIS 4



APPENDIX H 1

URINALYSIS : SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



STUDY NO. : 0372 URINALYSIS

ANTMAL © MOUSE Crj:BDF1

MEASURE. TIME : 1

SEX © MALE REPORT TYPE : Al PAGE : 1

Group Name NO. of pH. Protein___ Glucose_____ Ketone body Occult blood

Animals 5.0 6.0 6.5 7.0 7.5 8.0 85 CHI — = + 2+ 3+ 4+ CHI — = + 2+ 3+ 4+ CHI — % + 2+ 3+ 4+ CHI — = + 2+ 3+ CHI

Control 38 0 1 6 16 14 1 0 0 424 8 2 38 06 0000 2313 2 0 0 O 34 0 0 0 4
500 ppm 38 0 1 19 12 6 Y] 0 * 0 030 7 1 300 000 1718 3 0 0 0 37 01 0 0
1000 ppm 42 0 7 28 7 0 4} 0 *k 0 22910 1 42 0 0 0 00 2116 5 0 0 0 3 11 2 2
2000 ppm 39 4] 6 25 8 0 0 [ *k 0 42510 © 3 6 0 0 ¢ O 1811 9 0 ¢ O 3 ¢ 0 2 2
Significant difference ¥ : P =< 0.05 # P £ 0.01 Test of CHI SQUARE

(HCL101)

BAIS 4



STUDY NO. : 0372
ANIMAL © MOUSE Crj:BDF1
MEASURE. TIME : 1

SEX © MALE REPORT TYPE : Al

URINALYSIS

PAGE : 2

Group Name NO. of

Urobilinogen

Animals + 4 2+ 3+ 4+ CHI
Control 38 38 0 0 00
500 ppm 38 38 0 0 0 0
1000 ppm 42 42 0 0 0 0
2000 ppm 39 33 0 0 0 O
Significant difference ; ¥ 1P = 0.05 # P =001 Test of CHI SQUARE

(ticL1on)

BAIS4



APPENDIX H 2

URINALYSIS : SUMMARY, MOUSE @ FEMALE

(2-YEAR STUDY)



STUDY NO. : 0372 URINALYSIS

ANIMAL * MOUSE Crj:BDF1

MEASURE. TIME : 1

SEX @ FEMALE REPORT TYPE : Al PAGE : 3

Group Name NO. of Protein______ Glucose______ Ketone body Occult blood

Animals 50 6.0 6.5 7.0 7.5 80 85 CHI — & 4 2+ 3+ 4+ CHI —~ & 4 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHT ~ & b2+ 3+ T

Control 27 1 3 6 5 10 2 0 0 916 2 276 000690 320 4 0 00 203 01 3
1000 ppm 29 2 14 8 4 1 0 Eal 0 2 916 2 22 06 00900 218 7 2 00 20 4 0 1 4
2000 ppm 28 9 16 3 ¢ 0 0 *k 0 61011 1 28 6 0 0 0 O 32 1 2 08¢ 241 01 2
4000 ppm 34 25 9 0 g 0 0 ok 01316 4 1 *k 3 ¢ 0 0 0 O 1320 1 0 0 0O * 25 1 0 0 8
Significant difference 1P = 0.05 #* ! P =< 0.01 Test of CHI SQUARE

(HCL1oD)

BAIS 4



STUDY NO. : 0372
ANIMAL : MOUSE Crj:BDF1
MEASURE. TIME :

SEX : FEMALE

URINALYSIS

REPORT TYPE : Al PAGE : 4
Group Name NO. of Urobilinogen
Animals + 4 2+ 3+ 4+ CHI
Control 27 27 00 00
1000 ppm 29 29 0 0 0 O
2000 ppm 28 28 0 0 0 O
4000 ppm 34 34 0 0 0 O
Significant difference ¥:P =005 # ¢ P < 0,01 Test of CHI SQUARE

(HCL10D)

BAIS4



APPENDIX I 1

GROSS FINDINGS : SUMMARY, MOUSE : MALE ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.

© 0372

GROSS FINDINGS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 1
Group Name Control 500 ppm 1000 ppm 2000 ppm
Organ, Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
skin/app ulcer 0 (0 1 (2 o (0 1 (2
thick o (0 [ Q)] o (0 I (2
scab ¢ (0 1 (2 [ )] 0 (0
subcutis mass 1 (2 0 (0 12 L2
lung red zone [ ) 6 (O I (2 s (0
red patch ¢ (0 1 (2 1 (2 0 (0
nodule 7 (19 6 (12 5 (10 4 (8
lymph node enlarged 4 (8 6 (12) 6 (12) 7 (14
spleen enlarged 2 (9 4 (8 3 (6 L2
black zone 1 (2 1 (2 2 (9 2 (9
nedule I 2 0 (0 2 (9 0 (0
accentuation of white pulp o o 2 (9 1 (2 3 (8
heart white zone [ G )] 0 (o 0o (0 t 2
deformed 0 (0 1 (2 0 (0 0 (0
dilated [ Q)] 0 (0 1 (2 o (0
salivary gl nodule 0 (0 o (0 1 (2 0o (0
gl stomach nodule 1 (2 0 (0 0 (o ¢ (0
thick 1 (2 0 (® 0 (0 6 (0
ducdenum nodule 1 (2 [ )] o (0 o (0
small intes nodule 1 (2 1 (2 3 (8 L2
dilated 0 (0 [ G)] 0o (0 (2
liver enlarged [V G 1 (2 I (2 o (0
(HPT080)

BAIS 4



STUDY NO.

© 0372

GROSS FINDINGS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX © MALE PAGE : 2
Group Name Control 500 ppm 1000 ppm 2000 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 {%)
liver white zone 1 (2 4 (® 6 (12) 4 (8
red zone 2 (8 1 (2 o (0 1 (2
nodule 21 (42) 25 (50) 33 (66) 31 (62
cyst G )] 1 (2 0 (0 0 (0
kidney red zone 0 (0 1 (2 0o ( 0 o (0
cyst 1 (2 0 (0 1 (2 [V O]
granular 0 0 0 (0 L2 ¢ (0
hydronephrosis 2 (9 2 (4 2 (@ 4 (8
urin bladd nodule 0 (0 102 0o (0 o (0
urine:marked retention 2 (4 3 (8 0 (o0 1 (2
pituitary enlarged 0 (0 0o (0 1 (2 1 (2
testis enlarged [ )] 1 (2 o (0 0o (0
epididymis nodule 1 (2 [ )] 1 (2 1 (2
prep/cli gl nodule 9 (18 9 (18 2 (9 6 (12)
brain hemorrhdge 6 (0 1 (2 ¢ (0 [ )]
nodule 1 (2 0 (0 o (0 o (o
spinal cord hemorrhage 0 (0 1 (2 o (0 o {0
periph nerv nodule [ )] 1 (2 o (0 o (0
Harder gl enlarged 1 (2 2 9 L (2 [ )]
rodule 2 (D 3 (8 1 (2 1 (2
vertebra mass o (0 9 (0 0o (0 1T (2
mediastinum wass 1 (2 o (o o (0 1 (2
(HPT080)

BAIS 4



STUDY NO.

¢ 0372

GROSS FINDINGS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 3
Group Name Control 500 ppm 1000 ppm 2000 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
peri toneum nodule 1 (2 [ Q)] 0 (0 o (0
abdominal ¢ hemorrhage [ Q] o (0 ¢ (0 e (o0
ascites 2 (48 o (0 o (0 2 (9
thoracic ca pleural fluid 1 2 1 (2 3 (8 2 {8
whole body anemic ¢ (0 2 (9 1 (2 1 (2

(1IPT080)

BAIS 4



APPENDIX I 2

GROSS FINDINGS : SUMMARY, MOUSE : FEMALE ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.

© 0372

GROSS FINDINGS (SUMMARY)

ANTMAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 4
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
skin/app nodule 1 (2 0 (0 0o (0 o (0
thick 1 {2 o (o o (0 0 {0
subcutis edema 5 (10 6 (12) 2 (9 0o (0
mass o (0 1 (2 1 (2 2 (9
lung white 0o (0 [ )] 1 (2 o (0
white zone 0 (0 [ )] 1 (2 0o (0
red zone 0 (o 6 (O L (2 o (0
nodule 2 (48 1 (2 3 (8 L2
lymph node enlarged 1 (22 8 (16 4 ( 3 (6
thymus enlarged 1 (2 o (0 o {0 [ Q)]
spleen enlarged 5 (10) 7 (14 3 (8 2 {9
nodule 1 (2 1 (2 o (0 L (2
accentuation of white pulp [ Q)] 1 (2 4 (8 I (2
forestomach nodule [ )] 1 (2 2 (4 [ )]
ulcer 1 (2 0 (o0 0 (0 0 (0
gl stomach ulcer 1 (2 0 (0 0 (0 0 (0
small intes noduie 1 (2 it (2 L (2 0 (0
dilated o (0 12 o (0 0 (0
cecum nodule 0 (0 1 {2 1 2 00
liver enlarged 4 (8 4 (8 3 (86 3 (6
atrophic o (0 1 (2 0 (0 o (0
white zone 6 (12) 9 (18 6 (12 5 (10}
(HPTO80)

BAIS 4



STUDY NoO.

© 0372

GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : b
Group Name Control 1600 ppm 2000 ppm 4000 ppm
Organ______ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
liver red zone 2 (49 o (0 2 (9 14 (8
brown zone RG] 1 (2 o (0 o (0
nodule 10 (20} 23 ( 48) 31 (62) 36 (72)
cyst 0 (0 1 (2 0 (0 L2
rough 1 (2 0 (o [ ] o (O
nodular 1 (2 o (0 o (0 0 (o
kidney enlarged ¢ (o 2 (@ 2 (9 0 (0
atrophic 0 (0 1 (2 0 { o 0 (0
white zone 0 (0 1 (2 6 (0 12
nodule 1 (2 0 (0 1 (2 o (o
cyst 0 (0 o (0 o (0 1 (2
hydronephrosis 2 (4 7 (19 12 (29 7 (19
ureter dilated [ )} o 0 1 (2 o (0
thick o C 0 [V ] 1 2 o (0
urin bladd urine:marked retention 1 (2 6 (0 [ O] 0 (0
pituitary enlarged 3 (6 2 (9 [ )] 1 {2
red 1 2 [ )] 0 (0 0 (0
red zone 1 (2 [ O] 0o (0 0 (0
black zone 0 (0 1 (2 0 (o ¢ (0
nodule 2 (2 0 (0 1 (2 [}
ovary enlarged 5 (10) 9 (18 5 (10 2 (49
cyst 11 (22 4 (8 3 (8 3 ( 6)
(HPT080)

BAIS 4



STUDY NO.

¢ 0372

GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANTMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 6
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
uterus nodule 10 ( 20) 20 (40 12 (29 9 (18
nodular 1 (2 0 (o o (0 o (0
dilated lumen 1 (2 6 (0 o (0 ¢ (0
Harder gl enlarged L2 12 1 (2 12
nodule [ Q)] ¢ (0 1 (2 2 (9
Zymbal gl nodule 1 (2 0 (0 6 (0 o (0
hone nodule o (o0 ¢ (0 0 (0 1 (2
mediastinum mass 4 (8 3 (6 0 (0 o (0
peri totteum nodule 0o (0 [ )] i (2 [ )]
thick 3 (® 1 (2 0 (® o (0
abdominal ¢ hemorrhage 2 (4 2 (9 3 (8 0 (0
ascites 10 ( 20) 6 (12) 5 (10 2 (9
thoracic ca hemorrhage 1 (2 0o (0 12 0 (0
mass 1 (2 0 (0 0 (O 0o (0
pleural fluid 11 (22) 5 (10 1 (2 1 (2
other forelimb:nodule 0 (0 [ )) (2 o (0
lower jaw:nodule [ )] ¢ (o0 [} L (2
nose:nodule 1 (2 [ G)] [ ) o (0
whole body anemic 1 (2 [ )] o (0 o {0

(IPT080)

BAIS4



APPENDIX I 3

GROSS FINDINGS : SUMMARY, MOUSE @ MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. © 0372 GROSS FINDINGS (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE @ Al
SEX © MALE PAGE © 1
Group Name Control 500 ppm 1000 ppm 2000 ppm
Organ______ Findings NO. of Animals 38 (%) 38 (%) 42 (%) 39 (%)
skin/app thick [ Q)] [ )] o (0 1 03
lung red zone )] 0 (o (2 [}
nodule 5 (13) 5 (13) 5 (12} 4 {10)
lymph node enlarged 2 (B 4 (1D 5 (12) 6 {15)
spleen enlarged 1 (3 2 (5 3 (D 1 (3
black zone 1 (3 1 (3 2 (5 2 (9
nodule o (o ¢ (0 2 (5 0 (0
accentuation of white pulp 0 (0 2 (9 1 (2 3 (8
gl stomach nodule 13 o Co0 [ O] [ )]
duodenum nodule 1 (3 ¢ (0 ¢ (0 0 (0
small intes nodule o (0 1 ¢ 3 3 (D o (0
liver enlarged o (0 0 (0 2 o (0
white zone 1 €3 3 (8 5 (12 4 (10)
red zone 2 (5 1 (3 o (0 i3
nedule 13 (3 21 (55) 29 (69) 28 ( 72)
cyst 0o (o 1 (9 0 (0 o (0
kidney red zone ¢ (0 1 (3 0 (0 0 (0
cyst 1 (3 [ )] 12 o ({0
hydronephrosis 1 (3 1 3 12 1 3
urin bladd urine marked retention 1 (3 [ V)] 0 (0 [ )]
pituitary enlarged o (0 ¢ (o o (0 1 (3
testlis enlarged [ G )] 1 (3 o (0 ¢ (0
(HPT080)

BAIS4



STUDY NO.

: 0372

GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 500 ppm 1000 ppm 2000 ppm
Organ, Findings NO. of Animals 38 (%) 38 (%) 42 (%) 38 (%)
epididymis nodule 1 (3 (RG] 1 {2 1 (3
prep/cli gl nodule g (249 9 (24 2 {9 6 (15
Harder gl enlarged 1 (3 2 (5 1 (2 o (0
nodule 2 (5 2 (8 L2 13
thoracic ca pleural fluid o (0 [ )] 2 (9 0 ( 0

(11'1080)

BAIS 4



APPENDIX I 4

GROSS FINDINGS : SUMMARY, MOUSE @ FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.

¢ 0372

GROSS FINDINGS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 3
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ Findings NO. of Animals 24 (%) 29 (%) 28 (%) 34 (%)
skin/app nodule 1 (49 0 (0 0 (0 0 0)
thick 1 (4 0 (0 o (0 0 0}
subcutis mass o (o 0 (0 1 (49 0 0)
lung vhite 0 {0 [ )] 1 0 o)
white zone 0 (0 o (0 1 (9D 0 0)
nodule 2 (8 1 (3 1 (9 9 0)
iymph node enlarged 3 (13 3 (1o 3 (1D 2 6)
spleen enlarged 2 (8 2 (D 0o (0 i 3)
nodule 00 1 (3 o (0 1 3)
accentuation of white pulp o ( 0 1 (3 4 (1D 1 3)
forestomach nodule 0 (0 1 (3 2 (D 0 0)
gl stomach ulcer 1 (4 o (0 g (0 0 0)
small inles nodule [ o (o 1 9 0 )
cecum nodule G [ G)] 1 (9 0 0
liver atrophic o (O 1 (3 6 (0 0 0)
white zone 1 (@ 4 (19 3 (1D 3 9)
red zone )] o (0 2 (D 2 6)
nodule 5 (20 15 (52) 18 (69 28 82)
cyst 0 o 1 (3 0 (W 1 3)
kidney enlarged 0 (0 1 (3 0o (o 0 0)
white zone 0 (0 1 (3 0 (0 1 3)
nodule o (0 ¢ (0 t 8 0 0)
(HPT080)

BAIS 4



STUDY NO.

© 0372

GROSS FINDINGS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX : FOMALE PAGE : 4
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ____ Findings NO. of Animals 2¢ (%) 29 (%) 23 (%) 34 (%)
kidney cyst o (0 0 (0 o (0 1 (3
hydronephrosis 2 (8 3 (1w 5 (1 2 (8
pituitary enlarged 1 (4 1 (3 0 (O ¢ (0
red zone 1 (9 o o0 o (0 0 (0
black zone o (0 1 0 (0 o (0
nodule 2 (8 o (0 1 (9 o (0
ovary enlarged o (o 3 (10 L (3
cyst 6 {(25) t 3 2 (1N 3 (@
uterus nodule 3 (13 g (30 3 (1D 4 (12
nodular 1 (8 6 (0 ) o (0
llarder gl nodule o (0 o (0 0 (0 1 {3
bone nodule 0 (o o (0 o (o I G )
abdominal ¢ asciles 2 (8 103 L ca o (0
theracic ca pleural fluid 0 (0 1 (3 [V G )] 0 (0
other nose:nodule ISV} o (0 0 (0 o (0
(HPT080)

BAIS 4



APPENDIX I 5

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

(2-YEAR STUDY)



STUDY NO.

10372

GROSS FINDINGS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE @ 1
Group Name Control 500 ppm 1000 ppm 2000 ppm
Organ, Findings NO. of Animals 12 (%) 12 (%) 8 (%) 1 (%
skin/app ulcer 0 (0 1 (8 0 (0 1 (9
scab 0 (0 1 (8 g (0 0o (0
subcutis mass 1 ( 8 0 (0 1 (13) 1 (9
lung red patch ¢ (0 1 8 L1 o 0
nodule 2 (1D 1 (8 o (0 ¢ (0
lymph node enlarged 2 (1D 2 (1D 1 (13) 1 (9
spleen enlarged I (8 2 (1D 0 (0 s (0
nodule 1t 8 0o (0 0 (0 o0
heart white zone 0 (0 ¢ (0 o (0 1 (9
deformed 0 (O 1 (8 0 (0 o (0
dilated 0 (o [ Q)] 1 (13 0 ( 0
salivary gl nodule o (0 [V )] 1 (13) 0o (0
gl stomach thick 18 0 (0 o (0 ¢ (0
small intes nodule 1 (8 0 (0 ¢ (0 1 €9
dilated 0 (0 ¢ (0 o (0 1 (9
liver enlarged 0 C 0 1 (8 o ( 0 o (o
white zone [ G)] 1 (8 1 (13 o (0
nodule 8 (6D 4 (33 4 (50) 3 (210
kiduey granular 0 (0 [ G)] 1 (13) ¢ (0
hydronephrosis 1 (® 1 (® L1y 3 (21
urin bladd nodule ¢ (0 1 (8 o (0 o (0
urine!marked retention 1 (8 3 (29 o (0 t (9
(HPT080)

BAIS4



STUDY NO.

L 0372

GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE @ 2
Group Name Control 500 ppm 1000 ppm 2000 ppm
Organ Findings NO. of Animals 12 (%) 12 (%) 8 (%) 1 (%)
pituitary enlarged 0 (0 0o (0 1 (13 0o ( 0
brain hemorrhage ¢ (o 1 (8 0 (O o (O
nodule 1 (8 0 (0 [ 0o (o
spinal cord hemorrhage 0 (0 18 0 (0 0o (0
periph nerv nodule o ¢ 0 1 (8 o (0 o (0
Harder gl nodule 6 (0 1 (8 0 (0 o (0
vertebra mass o (o o (0 0 (0 1 {9
mediastinum mass 1 (8 0 (0 oo 1 (9
peritoneum nodule (8 [ Q)] g 0 o (0
abdominal c hemorrhage 1 (8 [ G)] o (0 6 (0
ascites 2 (17 0o (0 6 (O 2 (18)
thoracic ca pleural fluid 1 (8 1 (9 1013 2 (19
whole body anemic ¢ ( 0 2 (I I (13 1 (9

(HPT080)

BAIS4



APPENDIX I 6

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

(2-YEAR STUDY)



STUDY NO.

10372

GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 3
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ Findings NO. of Animals 26 (%) 21 (%) 22 (%) 16 (%)
subcutis edema 5 (19) 6 (29 2 (9 0 0)
mass o (o0 1 (9 o (0 2 (1)
tung red zone ¢ (0 g (0 1 (89 0 0)
nodule [ o (@ 2 (@® i 6)
1ymph node enlarged 8 (31) 5 (24 1 (B 1 6)
thymus cnlarged 1 (9 o (0 o (0 0 0)
spleen enlarged 3 (12 5 (24) 3 (19 t 6)
nodule 14 0o (0 o (0 0 0)
Lorestomach ulcer 1 (9 0 (0 [ )] 0 0
small intes nodule 1 (4 1 (5 o (0 0 0)
dilated [ O] 1 (9 ¢ (0 0 0)
cecum nodule 0o (0 1 (8 ¢ (0 0 0)
liver enlarged 4 (19 4 (19 3 (14) 3 19)
white zone 5 (19 5 (29 3 (19 2 (13
red zone 2 (® o (0 0 (0 2 (13)
brown zone 0 (0 1 (5 0o (o 0 0)
nodule 5 (19 8 (38 13 ( 59) 8 (50
rough L Ca 0 (0 0o (0 0 0)
nodular 1 9 [ G [ 0 0)
kidney enlarged 86 (0 1 ( 8 2 (9 0 0)
atrophic 0o (0 1 (8 o (0 0 0)
nodule 1 (8 g (0 s (0 o 0)
(HPTO80)

BAIS 4



STUDY NO.
ANINAL

L 0372
: MOUSE Crj:BDF1L

GROSS FINDINGS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : AL
SEX * FEMALE PAGE : 4
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ Findings NO. of Animals 26 (%) 21 (%) 22 (%) 16 (%)
kidney hydronephrosis o (0 4 (19 7 (32 5 (3D
ureter dilated o (0 0o (0 1 (5 0 0
thick o (0 0 (o 1 (5 0o (0
urin bladd urine:marked relention 1 (9 ¢ (0 o (0 0o (0
pituitary enlarged 2 (8 1 (5 o (0 1 (6
red 1 (48 6 (0 0o (0 0o (0
ovary enlarged 5 (19) 6 (29 4 (18) 1 (6
cyst 5 (19 3 (14 1 (5 o (0
uterus nodule 7 (2D 11 (562) g (4D 5 (31)
dilated lumen 1 (D o (O o (0 0o ( 0
llarder gl enlarged 1 (9 1 (9 1 (9 1 (8
nodule ¢ (0 0 (0 1 (9 I (8
Zymbal gl nodule 1 (4 o (W 0o (0 o {0
mediastinum mass 4 (1B) 3 (14 0 (0 [ )]
peritoneum nodule 6 (O o (0 1 (5 [ )]
thick 3 (12 1 (5 ¢ (0 o (0
abdominal ¢ hemorrhage 2 (8 2 (10 3 (19 o (0
ascites 8 (3D 5 (29 4 (13 2 (13
thoracic ca hemorrhage 1 (D ¢ (0 1 5 o (0
mass R )] 0 (O o (0 o (0
pleural fluid 11 (42) 4 (19 1 (5 1 ¢ 6
other forelimb:nodule o (0 0 (0 1 ( & o (O
(HPT080)

BAIS4



STUDY NO.

T 0372

GROSS FINDINGS (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105%)

REPORT TYPE : Al

SEX © FEMALE PAGE © 5
Group Name Control 1000 ppm 2000 ppm 4000 ppm

Organ Findings. NO. of Animals 26 (%) 21 (%) 22 (%) 16 (%)

other lower jaw:nodule [ Q)] 0 (0 o (0 1 (8

whole body anemic 1 (9 [ )] 0o (o 0o (o

(HPT080)

BAIS 4



APPENDIX J 1

ORGAN WEIGHT, ABSOLUTE : SUMMARY, MOUSE @ MALE

(2-YEAR STUDY)



STUDY NO. : 0372

ANIMAL  MOUSE Crj:BDFL

REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE {SUMMARY)

SURVIVAL ANIMALS (105W)

SEX : MALE
UNIT: g PAGE : 1
Group Name NO. of Body Weight ADRENALS TESTES HEART LUNGS KIDNEYS
Animals
Control 37 48,1+ 7.0 0.0i1%+ 0,003 0.219%f  0.044 0.232+  0.026 0.238t  0.091 0.964+ 1.964
500 ppm 38 40.3% 5.3%¢ 0.010+  0.003 0.221% 0.051 0.216% 0018k 0.222+  0.046 0.757%  0.893
1000 ppm 42 35. 1 4. [4% 0.0[0%x  0.003 0.204%  0.033 0.210  0.019%* 0.2084  0.037* 0.676 0. 447%
2000 ppm 39 31,0 2.6%% 0.009%  0.003 0.209% 0.030 0.187%  0.021%k 0.195+ 0,027+ 0.765%  0.918
Significant difference : : PP £ 0.05 % : P £ 0.01 Test of Dunnett

(11CL040)

BAIS 4



STUDY NO. : 0372
ANIMAL : MOUSE 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+  0.080 1.792+  0.601 0.453x 0.017
500 ppm 38 0.143% 0.210 1.902%  0.833 0.466% 0.017
1000 ppm 42 0.169%x  0.271 2.0924  0.964 0.453+  0.020
2000 ppm 39 0.092%  0.112 1.872+  0.504 0.453+  0.018
Significant difference : *: P % 0.05 P =001 Test of Dunnett

(1icL040)

BAIS 4



APPENDIX J 2

ORGAN WEIGHT, ABSOLUTE : SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



— e

STUDY NO. @ 0372 ORGAN WEIGHT:ABSOLUTE (SUMMARY)

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

REPORT TYPE : Al

SEX : EMALE

UNIT: g PAGE @ 3

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

Animals
Control 24 3.1+ 3.4 0.013+  0.003 0.097+  0.113 0.183%  0.026 0.249%= 0.2483 0.501+ 0.273

1000 ppm 29 28.4% 4.4 0.013x  0.004 0.268%t 0.866 0.169% 0.031 0.197t  0.083 1.056%  2.744
2000 ppm 28 26.4:k 5. 6% 0.012:+  0.002 0.052%  0.077 0.1581 Q. 032%k 0.191%+  0.028 2.107+  6.004
4000 ppm 34 21.5% 2.1 0.010= 0,002 0.041%t  0.037 0.139% 0, 0254k 0.173%= 0, 024%= 0.442%  0.338%*
Significant difference : *: P £ 0.05 * 1 P < 0.01 Test of Dunnett

(1ICL040)

BAIS 4



STUDY NO. : 0372
ANTMAL © MOUSE Crj:BDF1L
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 24 0.169% 0.159 1.490+  0.300 0.471+  0.021

1000 ppm 29 0.298+  0.672 1.580%  0.437 0.466+  0.017

2000 ppm 28 0.168%+ 0.128 1.993  1.208 0.455+  0.025%

4000 ppm 34 0.115%+ 0. 178%x 2.024% 0.976 0.443% 0. 021%*

Significant difference ;

1P S 0.05

#* P £ 0.01

Test of Nunnett

(1ICLO40)

BAIS 4



APPENDIX K 1

ORGAN WEIGHT, RELATIVE : SUMMARY, MOUSE : MALE

(2-YEAR STUDY)



S
STUDY NO. : 0372 ORGAN WEIGHT:RELATIVE (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 SURVIVAL ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE @ 1
Group Name NO. of Body Weight ADRENALS TESTES HEART LUNGS KIDNEYS
Animals (g)
Control 37 18.1% 7.0 0.023£ 0.009 0.461% 0.094 0.485% 0.111 0.504=% 0.196 2.119% 4.555
500 ppm 38 40.3F 5. 3k 0.025+ 0.008 0.557% 0. 156% 0.547% 0.094% 0.556% 0.114% 1.925 2. 408%
1000 ppm 42 35. 1% 4. |% 0.030x 0. 009%* 0.586£ Q. 102%% 0.602E 0. 065%* 0.600% 0. 1274k 1.932k 1. 234%*
2000 ppm 39 31.0%  2.6%% 0.031 0.011%* 0.679% 0. 109%x 0.639% 0. 068+ 0.637= 0, 1284k 2.473% 2.930%x
Significant difference : *: P = 0.05 P = 0.01

Test of Dunnett

(TiCLo42)

BAIS 4



STUDY NO. : 0372 ORGAN WEIGHT:RELATIVE (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 SURVIVAL ANIMALS (105W)
REPORT TYPE : Al
SEX @ MALE .
UNIT: % PAGE @ 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 37 0.199+ 0.171 3.919+ 2.259 0.967x 0.173

500 ppm 38 0.373% 0. 584%* 4.945% 2. 625%k 1. 151% O. 157k

1000 ppm 42 0.5064 0.867+* 6. 162:: 3. 224%% 1. 308:k 0. [56%+*

2000 ppm 39 0, 298% 0. 365%* 6. 115+ 1 984k 1. 4704 0. [27%

Significant difference : ¥ : P < 0.05 ** . P £ 0.01 Test of Dunnett
(1IcLo42)

BAIS4



APPENDIX K 2

ORGAN WEIGHT, RELATIVE : SUMMARY, MOUSE : FEMALE

(2-YEAR STUDY)



STUDY NO. @ 0372
ANIMAL - MOUSE Crj:BDF1

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

REPORT TYPE : Al

SEX : FEMALE

INIT: %

PAGE :
Group Name NO. of Body Weight ADRENALS OVARTES HEART LUNGS KIDNEYS
Animals e)]

Control 2% 3L1x 3.4 0. 040+ 0. 009 0. 310+ 0.383 0. 600+ 0.129 0. 831+ 0.904 1. 655+ 0. 992
1000 ppm 29 8.4+ 4.4 0. 045+ 0.018 0. 893+ 2.780 0. 597+ 0.086 0.700£ 0.187 3. 077+ 6.025%
2000 ppm 28 26.4+ 5. 6% 0. 046+ 0. 009 0.201+ 0. 268 0.612+ 0. 136 0. 745+ 0. 157% 5. 634412, 482%%
4000 ppm 34 2.5+ 2 I 0. 049+ 0. 015% 0. 193+ 0.198 0. 649+ 0.122 0. 810+ 0. 100 2070+ 1. 574%%
Significant difference ; * :P =0.05 % P = 0.01 Test of Dunnett

{HCLO42)

BAIS 4



STUDY NO. = 0372

ANIMAL @ MOUSE Crj:BDF1

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

4

REPORT TYPE : Al
SEX : FEMALE
INIT: %
PAGE :
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 24 0. 576+ 0.598 4,891+ 1. 346 1. 533+ 0. 186

1000 ppm 29 1. 048+ 2 384 5611+ 1529 1. 674+ 0. 231

2000 ppm 28 0. 642+ 0. 487 7.834+ 5. 039%% 1 775+ 0. 254%%

4000 ppm 34 0.510+ 0. 734 0.4514 4 632%% 2. 0811 0. 225%+

Significant difference ; *:P =005 ;P = 0.0] Test of Dunnett

(HCL042)

BAIS4



APPENDIX L 1

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

(2-YEAR STUDY)



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 1
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® &% o @ @ W % W @ ® ® W ® & % %
{Integumentary system/appandage}
skin/app <500 <50> <50> <50>
ulcer 0 0 0 0 1 1 0 0 0 0 0 0 1 2 0 0
COCo (o0 C202 0 (0 Q) I G ) B G ) B G 249 0 (o
inflammation 0 0 0 0 0 0 0 0 0 ] o] 0 0 0 1 0
(O (o0 o (oo (o CoCon oo (020
{Respiratory system}
nasal cavit <50> <50> <50> <50>
eosinophilic changelolfaclory epithelium 21 1 0 0 11 0 0 Q 22 0 0 0 23 1 0 0
(2 (220 (» (222 C oy C ) (0 (44 (o) ( O ( O (46 { 22 C 0 ( O
eosinophilic change:respiratory epithelium 31 0 1 4} 25 1 1 0 25 3 0 0 36 6 3 Q %k
(62) C0) (2 (o (80 ( 22 C 2 (0 (50) ( 8 (0 ( O (72) (12) ( 6 ( 0
respiratory metaplasiaolfactory epithelium 18 0 0 [ 7 0 0 0 * 12 1 0 0 11 0 0 0
(36 C 0y ( 0) (O () oo (o (20) ¢ 22 C 0y ( 0 (22 ( 0 (o (0
respiratory metaplasia:gland 28 3 0 0 22 3 0 0 22 3 0 0 34 [y 0 0
(56) ( 6 ( 0 (0 (40 ( 6 C 0 ( 0 (4 (& (0 ( O (68) ( O C (0
inflammation:transitional epithelium 0 0 0 0 1 0 0 0 "] [y] 0 0 0 0 [ 4
oo (oo (2000 (0 oo o (o Co o0 (0o
Grade 1 : Slight 2 ! Moderate 3 : Marked 4 : Severe
<a?d a : Number of animals examined at the site
b b : Number of animals with lesion

(c) c:ib/a%*100
Significant difference ; ¥ ! P S 0.05 4:P =001 Test of Chi Square

(HPT150) BATS4



STUDY NO. 1 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE © 2
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
‘ Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ @ % % @ % W W @ W o W @ ® W %
{Respiratory system)
nasopharynx <50> <50> <50> <50>
eosinophilic change 2 0 0 0 1 1 0 0 1 ] 0 0 4 0 0 Q
Ca o (o (0 C2 02 (0 (o0 2200 o0 (o0 (8 (000
trachea <50> <50> <50> <50>
eusinophilic change 1 0 0 0 1 0 0 0 0 0 ] 0 1 0 0
2000 (o0 (2000 (® (oo (o0 (22 (D000
lung <50> <50> <50> <50>
congestion g 0 0 0 1 0 ¢ 0 0 0 0 ¢ 4] 0 0 0
CoCco o0 (o0 (2200 (0 o Cco o (o0 oo 0 (0
hemorrhage [ 0 0 0 o] o] o] 0 3 o] 0 0 0 0 0 0
oo (o0 (o0 oo (o0 [Q ) I G ) B G B Q) oo oo
edema 1 0 0 ¢ 1 0 0 0 0 0 0 0 Q 1 0 0
c2aCo 0o (2200 (0 (0 co¢Co oo (o200
inflammatory infiltration 2 4] 0 0 1 0 0 0 1 0 0 0 3 0 0 0
[ I G ) O G ) B Q) C22¢0C0 (0 (2200 o0 (o0 (6 o o0 (o0
granulation 0 0 [} 0 0 0 4 [¢} 0 0 1 0 0 0 [ 0
(oo o0 (o oo (o0 [ G ) I G I G )] oo o0 (o0
Grade 1@ Slight 2 * Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b I Number of animals with lesion
(c) c:b/a*l00

Significant difference ; * 1P £ 0.05 ¥k . P < 0.01 Test of Chi Square

(IIPT150) BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0~105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 3
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % & W [CYRECYNN ) B 9] ® W % W % & @
{Respiratory system)
lung <50> <56> <50> <50>
accumulation of foamy cells 2 1 0 0 0 0 g 0 1 0 0 0 1 1 0 0
(892000 Co 0 o0 (o0 (2000 (0 (220 o
bronchiclar cell hyporplasia 0 0 0 0 [¢] 0 o] 0 0 0 0 0 1 4] 0 ]
CoOCo (0 (o (o000 (0 CoOCoCon (o0 (20000
bronchiolar-alveolar cell hyperplasia 12 0 0 0 i5 0 0 0 15 0 0 0 15 ] 0 0
(2¢) C oy C Oy CO) (30 ( 0) C 0) ( 0) (30 C & C ) ( O (30 ( 0 ¢ O (0
{Hematopuvietic system)
bone marrow <50> <50> <50> <50>
thrombus 0 0 0 0 0 o 0 o 0 0 0 0 1 0 0 0
o oo (o0 (00 (0 oo (o0 (o0 (22000
decreased hemalopoiesis 0 1 0 0 0 0 0 0 { 0 0 0 0 4] 0 0
o2y (0o (oo oo (20000 (o000
myelofibresis 1 0 0 0 1 0 0 o] 1 0 4] 0 1 0 0 0
(D00 (200000 (22000 (0 (D00 (0
erythropoiesis’increased 1 0 0 0 3 0 4] 0 1 ] 0 0 i 0 0 [t}
20 (0 (o0 (800 (o (2200 (0 (0 (22000 Co»
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/a%*l100

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

(HPT150) BATS4



STUDY NO. ¢ 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 4
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & % % ® ® W W ® B % W @ ® % W
{llematopoietic system)
bone marrow <50> <50> <50> <50>
megakaryocyte: increased 2 0 0 0 0 0 1] 0 1 4] 0 0 0 0 0 0
(oo (o (0 0 ( 0) 0) (2 0 (0 0) oo (o
spleen <50> <50> <50> <50>
deposit of hemosiderin 0 0 0 0 1 0 0 0 0 0 0 0 2 0 4] 0
(oo (0o 2 0 (0 0) [ QY] 0 0 0) (Do o
deposit of melanin 2 o] 0 0 o] o] 0 4] 2 0 0 ] Q [ 0 0
(G I G 1) I G 1) I G 1)) «Co [N )] ()] 0o 0) [RGB B 1)
plasma cell hyperplasia 0 0 0 ] 0 0 0 1] 0 0 4] 0 1 0 0 0
CoOCo (o o 0 (0 0) 0 0 (0 0) (D000
extramedul lary hematopoiesis 5 1 5 0 5 3 4 0 10 4 2 0 12 2 1 Q
(1) 2 (10 (o (10} 6 (8 0) ( 20) 8 (4 0) (29 ( & (2 (0O
hyperplasia:mast cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 [
(oo (0 (o ()] 0y ( 0) )] 2 00 0) OO0 o0
follicular liyperplasia 1 0 0 0 2 1 0 0 2 1 ] 0 0 0 0 0
(20000 (48 2 (0 0) [QI:Y] 2 (0 0) (OO0 (o0
{Circulalory system)
heurt <50> <50> <50> <60>
thrombus 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 1 ¢
CoCo (0 (o COCo o0 0) (0 0 (0 0) (O (200
Grade 1 : Slight 2 ! Moderate 3 I Marked . Severe
<a?> a : Number of animals examined al the site
b b : Number of animals with lesion
(c¢c) ¢:ib/ax* |00

Significant difference ; * P = 0.05 % P < 0.01

Test of Chi Square

(HPT150)

BAIS4



STUDY NO. : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS {(0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : B
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ Findings @ W W @ ®» ® W ® W o W [CONECT ¢ YR ¢}
{Circulatory system)
heart <56> <50> <50> <50>
wineralization 0 0 0 0 1 0 0 0 0 0 0 0 [4} 0 0 0
Co o0 (0 (0 200 (0 oo o (o9 [QI) B Q) G ) B G )]
granulation 0 0 0 0 0 0 Q 0 1 0 0 0 4] 0 0 ¢
(o000 Co 00 (0 220000 [QE ) I G ) I G ) Q)
arteritis 1 0 0 0 1 0 0 0 0 0 0 0 0 0 o 0
220 0 (o0 200 0 (0 oo (00 (oo (o (o
dilatation:right ventricle 2 0 0 0 1 0 [ 0 1 0 0 0 1 0 [y ]
o0 o0 2200 0 (o0 C2(C0 (o (0 2200000
{Digestive system)
tooth <50> <50> <50> <50>
dysplasia 0 0 0 0 0 0 1 0 0 [ 0 0 0 0 0 0
000 (o0 CoCo 20 (oo oo o000
tongue <50> <50> <50> <50>
arteritis 0 0 0 ¢ 0 0 0 0 0 0 0 0 1 0 0 )
G O I G ) I G 1) I Q)] CoCo o0 o oo (oo (00 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¢) ¢ b/ a*100

Significant difference ; * ! P = 0.05 *¥* P £ 0.0 Test of Chi Square

(IPT150) BALS4



STUDY NO.
ANIMAL

t 0372
: MOUSE Crj:BDF1

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 6
Group Name Control 500 pym 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ Findings % % W &% @ ® & W @ W ) @ COB Y]
{Digestive system)
salivary gl <50> <50> <50> <650>
atrophy ¢ 0 0 ] 0 0 0 ] 0 0 0 [ 1 0 0 0
(o0 (o 0) o (0 0) (0 (0o 0) (220 o0 (0
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 [ 0 0
(o0 o0 2) 0 (0 0 oo o0 0) coCn oo
fibrosis:focal 0 0 0 0 0 0 [y} 0 0 0 0 0 0 I 0 0
(o (o (o 0 0 (0 0) (o (o (o0 0) (o (2o (0
stonach <50> <50> <50> <50>
mineralization 3 0 0 0 0 0 0 4} 0 0 0 0 0 0 0 0
(e (0 (0 (0 (o 0o oo (o0 0) (OB G B G B Q)]
inflammatory infiltration 5 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 Q
(oo (o 0 0 (0 [V} (oo o0 0 [QI) B I G ) I Q)
erosion: forestomach 0 0 0 0 0 0 ¢ 0 0 0 ¢ [ 1 0 0 0
(0o 0 0«0 0} (oo o0 (0] (2200 00
hyperplasia: forestomach 0 0 0 0 0 0 0 ¢ 1 0 0 0 2 0 0 ¢
(oo o (o0 n(o o (o0 (a0 (0 (D (o0 (0
erosion:glandular stomach 2 0 0 0 0 0 0 0 2 0 0 [ 0 0 0 0
QS I ) G ) B Q)] 0) o 0 0} (9 (0 (o0 0) Q) B Q) I G 1) B Q)]
Grade 1 @ Slight 2 : Modcrate 3 ! Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(<) c:b/a*l00
Significant difference *: P < 0.05 0.01 Test of Chi Square
(HPTL50)

BAIS4



STUDY NO. © 0372 HISTOPATHOLOGICAL FINDINGS

:NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANTMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 7
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ_____ Findings @ W W W @ ® ® W ® W % @ & G %
{Digestive system)
stomach <50> <50> <50> <50>
ulcer:glandular stomach 0 0 0 0 1 0 0 0 0 [4} 0 0 0 4] 0 0
(0o (0o 2 0 (0 0) 0) 0 (0 0 (O (000
liyperplasia:glandular stomach 6 ] 1 0 1 0 0 0 0 0 0 0 * 1 0 0 0
(122 (0 (20 2 000 0) 0 (0 0) (200 (0
ectopia:glandular stomach 2 0 0 0 0 0 Q [} 0 0 0 0 0 0 0 0
(oo o (oo o (o0 (o (oo (oo o0
liver <50> <50> <50> <50>
congestion o] 0 0 0 1 g ] 0 o] 0 0 0 4] 0 0 0
(o0 (0 2 0 (0 0) 0) 0 0 0) (oo o
angiectasis 1 0 0 9 0 0 0 0 0 0 0 0 0 0 0 4}
(D000 o0 0 (0 0) 0) 0 {0 0) (000
necrosis‘central 0 0 0 0 0 0 0 0 1 ¢ 0 ] 0 2 0 0
(0 C0 (0 (0 (0 0 (0 0) 2) 0 ¢ 0 0) o CH 0w
necrosisifocal 1 1 0 0 2 0 0 0 3 0 0 0 3 1 0 0
(2020 (o (Y] 00 0) 8) 0 (0 0 (e 2000
necrosis:single cell 3 0 0 0 1 0 0 0 i 0 o] 0 [ 0 0 [
C6y (0 (0 (0 2 0 0 0 2) (DRG] 0) (0 o000
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) cib/a%*l00
Significant difference : *: P £ 0.05 *% 1 P £ 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0~105W)
REPORT TYPE : Al
SEX : MALE PAGE : 8
Group Name Control 500 ppm 1600 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ Findings ®% % ® @& ® % &% o @ & & W ® % & W
{Digestive system)
liver <50> <50> <50> <50>
fatty change 1 0 0 0 0 0 0 0 [ 4} 0 0 0 0 0 0
(22 0 oo oo oo o (o0 (oo o (o0
fatty change:central 0 ] 0 0 0 0 0 0 1 0 0 0 ¢ 0 0 0
(o (oo (oo 220000 (oo (0
degeneration:focal 0 0 0 4] 1 0 0 0 0 0 0 Q 0 0 0 o
Co o (0o (o0 (200 (0 oo o (o0 (oo (o0 (0
inflammatory inf{iltration 0 0 0 0 0 0 o] 0 0 0 0 0 4] 1 0 g
Co oo (o0 Co 00 (o0 (oo o (o0 (o200 (0
lymphocytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 1 0 [ 0
oo o (o (2000 (0 o Co (00 (220000
granulation 30 0 0 0 31 [t} 0 0 27 2 0 0 26 0 0 0
(60) ( 0) ( 0 C 0) (62) ( 0) C 0 ( O (5) ( 9 (00 (52) ( 0) C O C O
extramedullary hematopoiesis 0 0 0 0 1 0 0 0 1 0 0 0 ¢ ¢ 0 0
(oCco o0 (o0 (2000 (0 (a0 (0 (o0 (000
clear cell focus 3 0 0 0 8 Y] g 0 1 1 0 0 ¢} o] o] 0
6 (o (0o (0 (2o (0 (o0 20200 o0 [Q ) I G 1) B G ) B G 1))
Grade 1 : Slight 2 * Moderate 3 ¢ Marked 4 : Severe
<ad> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c¢) ¢ b /ax*x 100
Significant difference : *: P = 0.05 : P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY No. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 9
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W % ® ® & o W ® & W ® % % W
{Digestive system)
liver <50> <50> <50> <60>
acidophilic cell focus 1 1 0 0 9 1 0 0 * 5 4 0 0 5 0 0 0
(222000 ({2000 (10 ¢ 00 (1ot (0
basophilic cell focus 2 0 0 0 5 0 0 ] 6 3 ] 0 7 1 1 0
(D0 o0 (10 0 0 (0 (12 (6 o (0 (D (DY
mixed cell focus 0 0 0 0 0 0 g 0 G 1 0 0 Q 0 0 0
(o (o (o0 (o (000 (o220 (0 (00 (o
bile ductular proliferation 0 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(oo o0 (o (00 (0 (oo {0 (20000
biliary cyst 3 0 0 0 3 0 0 0 3 0 0 0 1 0 0 0
() (o0 Cn (0o o0 (e (oo (0 (D00 (0
focal fatly change 2 0 0 0 I 0 0 0 0 0 0 0 4} 0 0 0
(a0 0 200000 (oo oo oo (o0
gall bladd <46> <50> <49> 47>
cyst 0 0 0 0 1 0 0 4] 1 ¢ 0 0 0 0 0 0
({0 (200 (0 (a0 o (0 (D00
eosinophilic change 3 0 0 ] 2 g 0 4 3 1 0 0 0 1 0 o
(Do o0 o0 40 0 0 (6 (2200 (o200
Grade 1 1 Slight 2 : Moderate 3 : Marked 4 : Severe
<ad a : Number of animals examined at the site
b b : Number of enimals with lesion
(e) ¢ b/ a%*100
Significant difference *: P < 0.05 %k ! P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO. © 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 10
Group Name Control 500 ppmn 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 i 2 3 4 i 2 3 4 1 2 3 4
Organ Findings @ & % W @ ® & ® & G W @ % W W
{Digestive system)
gall bladd <46> <50> <49> <47>
hyperplasia 4] 0 0 ] 13 0 0 0 %% 8 0 0 0 * 8 0 0 0 =*
(oo (o0 (28) ( O C O (O (o {o(0 (D000
pancreas <50> <50> <50> <50>
atrophy 0 1 0 0 0 0 0 0 0 0 o] 0 0 0 0 0
(o200 (GO RO B QRO R G) toCo o (o0 (000 (0
{Urinary system)
kidney <50> <50> <50> <50>
hemorrhage 1 4} 0 0 0 0 0 0 9 0 ] 0 0 0 0 0
(D0 (00 (O (000 (0 (00 (0 (00 (00
infarct 0 0 0 0 1 0 0 0 1 0 0 0 0 0 Y] 0
(oCo o (0 (2200 (0 (20 o0 (o0 (o0l
cysi 1 1 0 0 1 1 0 0 i 0 0 0 0 0 0 0
(22000 (2220 (0 (2000 o000
hyaline droplet 1 2 0 0 2 0 g 0 2 1 0 0 3 0 0 0
(200 (oo (0 (D00 (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
(¢ ¢ b /a*l100

Significant difference ; *: P = 0.05 # 1 P £ 0.01 Test of Chi Square

(HPT150) BALS4



~—

STUDY NO. 1 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 11
Group Name Control 500 ppm 1006 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 L 2 3 4
Organ Findings (AT YN ¢ Y B ()] ® ® & o ® W % W @ @& % %)
{Urinary system)
kidney <50> <50> <60> <50>
basophilic change 34 0 0 0 39 ] g 0 40 1] 0 0 40 0 0 ]
(68) ( 0 (0O 0) (78) 0 (0 0) (80) ( 0 ( O 0) (80y ( 0 ¢ 0 ( 0
deposit of henosiderin 4] 0 0 0 0 0 0 0 0 0 0 [ 1 [ ] 0
(oCo (o 0} 0 0) (0 0) oo (o0 0) (22000
inflammation g 1 0 0 I 0 0 0 Y Q 0 0 0 0 0 0
(2w 0) 2 9 (0 0) [GE) I Q) B GV 0) (o (000
Iymphocytic infiltration 4 0 0 0 3 0 0 0 8 0 o] 0 4 i 0 0
(8 (0 (0 0 [Q )] o0 0 (18) ¢ © ( O 0) (820 (0
inflammatory poelyp 0 2 0 0 0 0 2 0 0 1 1 0 0 1 2 0
CoCa o0 0) [} 0) ( 4) 0) o2 2 0) (o200
hydronephrosis 0 2 1 [V ] g 1 1 0 0 2 0 0 0 3 1
(a2 0) 0 0 (2 2) Q) G ) B Q] 0) (o6 2
mineralization:pelvis 1 0 0 0 0 (] 0 0 0 0 0 0 1 0 0 0
(20 (0 0) (G} o o0 0) 0 (o0 0) (D000
mineralization:cortex 11 0 0 1] 13 0 0 ] 19 0 0 4] 10 0 0 4]
(22 C 0 ( O 0} ( 26) 0 (0 0) (3 (o C O 0) (200 ( O C 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¢) ¢ b/ a%l100

Signiticant difference

%P = 0.05 CPE0.01

Test of Chi Square

(HPT150)

BATS4



STUDY NO. © 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL  MOUSE Crj:BDF1 ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX t MALE PAGE : 12
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade i 2 3 4 1 2 3 4 3 2 3 4 1 2 3 4
Organ Findings [CYIIE G ¢ O N (] ®w ® ® % @& W W W & & %
{Urinary system)
kidney <50> <50> <50> <506>
glomerulosclerosis 0 0 0 [ ] 0 ] [ 0 0 1 0 0 0 0 0
CoCo o (o 0) 0o (o0 0) 0 ( 2) 0) 0) 0 (0 (0
urin bladd <50> <50> <50> <50>
dilatation 0 0 2 0 0 0 3 0 0 0 0 0 0 0 L 0
(o0 0) 0 (86 (0 0) 0 (0 0) [} 0) (2 ¢ 0
inflammation 1 0 0 0 0 o] 0 0 0 0 g 0 ] 0 0 4]
(20 0 0 0 0o {0 0} 0o 0) Q) 0o (0
{Endocrine system)
pituitary <48> <50> <485 <50>
cyst 2 0 0 0 2 g 0 0 1 0 0 0 1 0 0 0
(o 0 4) 00w 2) 00 0) 2) 0o (0
hyperplasia 0 0 0 0 0 1 0 0 1 ¢} 0 0 3 0 0 0
CoCo (o o0 )] 2 0 (0 2) 0 (0 0) 6} 000
Rathke pouch 0 0 0 0 4 0 0 1] 3 0 0 1] 3 0 0 0
(GO NG ) B G B Q)] 8) 0 (o (o0 6) 0 (0 0) 6) 00 (o0
Grade 1 @ Slight 2 * Moderate 3 : Marked 4 : Severe
<a> a ! Number of animals examined al the site
b b : Number of animals with lesion
(¢ c b /a* 100

Significant difference ; *: P X 0.05 *k : P = 0.0 Test of Chi Square

(1PT150)

BALS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 13
Group Name Control ’ 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
{Endocrine system)
thyroid <49> <50> <50> <50>
Tymphocytic infiltration 0 0 0 0 0 ] g 0 1 4] 0 0 4] 0 0 0
(oo 0o (o (o (00 (2000 (000D
ultimibranchial body remenet 0 0 0 ] 1 0 ] 0 0 0 0 0 Q 0 0 0
Coy oo o (20 o0 Co (ool oo o0l
C-cell hyperplasia 3 0 0 0 3 0 0 0 0 0 0 0 1 0 0 0
(e (oo 0 (e (000 (o (o (Cn o0 (D000
cystic thyreid follicle 0 0 0 0 1 0 4] 0 1 0 0 0 1 0 0 0
(o (o (0 (0 (0 0 (0 (20 0 (0 (D000
adrenal <50> <50 <50> <50
cyst 0 0 ] 0 0 0 ¢ 0 1 ] 0 0 0 0 0 0
(0o (00 (o (o o (o0 (2 (000 (ool
spindle-cell hyperplasia 21 0 0 0 18 2 0 0 16 i 0 0 12 0 0 0
(42 (0 C 0 (0 (3 (9 (0 (0 (32 . 2 C 0 (0 (2 L O C O (L O
hyperplasia‘cortical cell ki 1 0 o] i1 4 0 o] 8 ] 0 o] 5 1 0 0
(w200 (2 ( 8 C O (O (oo o (100 ( 2 00
{Reproductive system)
testis <50> . <50> <50> <50
atrophy 9 0 0 0 2 0 0 0 12 0 0 0 10 0 0 0
(1 (o (o0 (D00 (200 ( O C O (0O (200 C 0 C 0) (O
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a?> a : Number of animals examined at the sitle
b b : Number of animals with lesion
(c) ¢t b/ a*l00

Significant difference 3 * ! P = 0.05 # 1 P £ 0.01 Test of Chi Square

-

(HPT150)

BAIS4



STUDY NO.
ANIMAL

1 0372
: MOUSE Crj:BDF1

REPORT TYPE : Al

o

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ALL ANIMALS (0-105%)

SEX ¢ MALE PAGE : 14
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 L 2 3 4
Organ Findings % @& @ ®  ® % o ® W % W @ % %
{Reproductive system)
testis <50> <50> <50> <50>
mineralization 45 0 0 0 43 1 0 0 48 0 ] 0 46 0 0 0
€90 C 0y C O C 0 (86 ( 2 ( 0 0) (96) (0 ( O 0) (92) ( 0 (0 (0
interstitial cell hyperplasia 1 0 0 0 0 0 0 0 0 0 ] 0 o 0 0 0
(22000 (0 Co (0 (0 0) o (oo 0) oo 0 (9
spermatogenic granuloma 1 0 0 0 0 0 0 ] 0 0 [ 0 0 0 0 0
(a0 0 (o0 o Co (oo 0 oo (o 0) (oo oo
epididymis <50> <50> <50> <50>
inflammation 0 0 0 0 1 0 0 ] 0 0 0 0 2 o ¢ 0
CoCo 0o (2200 C® 0) oo (o 0) (D000
spermatogenic granuloma 4 0 0 0 4 0 0 0 3 0 0 0 3 2 0 0
(8 (0 (0 o0 (8 (o (o [+ (8 (oo 0 e oo
xanthogranuloma 0 0 1 0 0 0 0 [ { 0 0 0 0 0 o 0
oo (20 oo (0 0) (2200 0) Co o000
prep/eli gl <50> <50> <50> <50>
duct ectasia 9 0 0 0 7 0 0 0 2 0 0 0 5 1 0 0
(18 00 (0 (1 (0 (o 9] (G YRR Q) IR Q)] 0 (10 ¢ 2> C 0 ¢ 0
Grade 1 Slight 2 * Moderate 3 ¢ Marked 4 @ Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesien
(e) cib/a*l100
Significant difference ; * ! P = 0.05 #% 1 P < 0.01 Test of Chi Square
(IPT150)

BATS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : At
SEX ¢ MALE PAGE : 15
Group Name Control 500 ppm 1600 ppm 2000 ppm
No. of Animals on Study 50 50 50 50
Grade ! 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings [CAR U CY S 5} % ® % W ® W W @ % % @
{Nervous system)
brain <50> <50> <50> <50>
mineralization 21 0 0 0 8 0 0 0 20 90 0 0 16 0 0 0
(42 C 0y (. ) C O (oo (o0 (40) C 0) C OO ( O (322 ( ® C0 (0
gliosis 2 0 0 0 0 0 0 0 ] 0 0 0 3 0 0 0
(D Co (o o (G I G ) B G ) B V)] Co oo (o0 (G B G 1) B G ) IR Q)
{Special sense organs/appendage}
eye <50> <50> <50> <50>
degeneration:cornea 1 0 0 0 1 L 0 0 0 0 ] 0 1 0 0 0
(20000 (222200 (0 (oo {0 (220 (0 (0
llarder gl <49> <50> <50> <50
hyperplasia 1 0 0 0 0 1 o] 0 4] ] 0 0 0 0 0 0
(o0 (0 ({2200 oo oo (o oo o0
{Body cavities)
peritoneum <50> <B6> <50> <50>
xanthogranuloma 0 0 0 4 0 0 0 o] 0 4} 1 0 Q 0 0 0
oo {on o0 Co (0o 0 (o oo 20 (OO0
Grade 1 : Slight 2 . Moderate 3 1 Marked 4 : Severe
<a> a : Number of animels examined at the site
b b : Number of enimals with lesion

(¢ c:ib/a*l00
Significant difference ; * P < 0.05 * P £ 0.01 Test of Chi Square

(IPT150) BALS4



APPENDIX L 2

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : FEMALE: ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 L 2 3 4
Organ Findings ® W % oW ® W % @ W W W @ & % ®
{Integumentary system/appandage)
skin/app <50> <50> <50 <50>
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0
(D0 {0 0) )] 0 0 0) [ Q)] 0o (0 (O (oo (0
scar:dermis 0 1 0 0 0 g i} 0 ¢ o] 0 0 ¢ 4] 0 0
C 0 (20 0) 0) 0 (0 0) (0 [ B B G 1)] (G G B G ) B G )]
subcutis <50> <50> <50% <50>
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (o0 0) 0} o (0 0} (0 00 (0 (200 (0
{Respiratory system}
nasal cavit <50 <50> <50 <500
exudate 1 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0
(20 (0 0) 0 0 o0 )] [Q)] (DI QY] (oo o0 (o0
angiectasis 0 0 0 0 1 0 0 0 0 0 0 0 4 0 0 0
(¢ (0 0 2) 0 (0 )] « 0 [ B EE) B G )] (N 00
hemorrhage 0 0 0 [ 0 ¢ 0 ] 1 0 0 ] [ 0 0 0
(00 0) 0 0 (0 0) (2 [ERGE ) B )] (oo (0
Grade L : Slight 3 ! Marked 4 : Severe
<a?> a : Number of animals examined al the site
b b : Number of animals with lesion
(c) c:b/a=*x100

Significant difference :

* ! P =005 #:P =001

Test of Chi Square

(1IPTL50)

BAIS4



STUDY NO. L 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANTMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 17
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ Findings @ & @ % @ ® W W ® W @ W ® % % @
{Respiratory system)
nasal cavit <50> <50> <50> <B0>
eosinophilic changelolfactory epithelium 7 0 0 0 1 g 0 0 11 0 0 0 18 0 0 0 *
(19 C 0o (O 0) (220 (o0 0) (220 C 0 C O (O (3 oo (o0
eosinophilic change:respiratory epithelium 30 5 2 0 26 18 1 0 ok 15 32 1 0 sk 9 28 i1 0 *k
(60) (100 ( D 0) (52 (36 ( 2 0) (30) (60 ( 2) ( O (18 (56) (22) ( O
respiratory metaplasiaolfactory epithelium 2 0 0 ] 1 0 0 4] 0 0 0 0 [ 0 0 o]
(G5 I G ) I Q)] 0) 20 (0 0) oo (o0 oo o0 (o0
respiratory metuplasia:gland 14 0 0 0 18 0 0 0 32 5 0 0 sk 31 3 0 0 *%
(28 ( 0 ( 0) 0) (38 (0 (0 0) (44) (10) C O) ( O (62) ( 6 ( 0 ( O
nasopharynx <50> <50> <50> <50
eosinophilic change 2 1 0 0 5 0 0 0] 3 0 0 0 13 0 0 0 %
(9 (200 )] (o (oo ) (8 (oo (09 (20 (o) Co) (O
lung <50> <B0> <49> <50>
edema 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 4}
Co0Co (o0 0) co o (0 )] coCco oo 2200
inflammatory infiltration 3 0 0 0 0 0 4 0 3 0 0 0 0 0 0 0
8 0 (0 0) (G ) B G ) B Q)] 0) ey o oo cCoCo o (o
Grade 1 ¢ Slight 2 * Moderate 3 ¢ Marked 4 @ Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(e c:b/a%*l00

Significant difference ; *: P =% 0.05 # . P = 0.01

Test of Chi Sguare

IPT150)

BATS4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX © FEMALE PAGE : 18
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 20 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings AT AT C I )] @ % % W ® % % @ [CANEN Y] (%) )
{Respiratory system)
lung <b0> <50> <49> <50>
Tymphocytic infiltration 0 0 0 0 1 0 0 0 0 [ 0 0 0 0 0 0
(00 (2200 (0 cCoCo oo Q1) 2 Q) I G 1) B GV
accumulation of fuamy cells 1 0 0 0 0 0 0 4] 0 0 1 0 0 o] ] 0
(220 o0 o Q) I ) B G ) I Q1) (oo 20 (000
bronchiolar-alveolar cell hyperplasia 6 0 0 0 10 g 0 0 7 0 0 0 13 0 0 0
(12 o oo (200 C 0y CO) (O (149 C 0y C oy (O (26 (0 C ) (O
{Hematopoietic system)
bone marrow <50> <50> <50> <50>
decreased hematopeiesis 1 4] 0 0 0 0 [ 0 0 0 Y 0 0 0 0 0
(D00 (oo (o oo oo ({000
myelofibrosis 4 0 0 0 4 g ! 0 3 1 0 0 2 0 0 ¢
({0 (8 (0 2o (s 22000 a0 oo
megakaryocyte: increased 1 0 0 0 0 0 0 0 0 0 0 0 4 Q 0 1]
(a0 009 (0 (o0 oo (o0 (000
granulopoiesis! increased 0 1 0 0 0 0 0 0 i o ¢} o o] 0 Q 0
(o200 (0 (0 (0 (o0 (20 o0 (o o (0
'Grade 1+ Slight 2 : Moderate 3 : Marked 4 : Severe
Cad> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c¢) ¢t b /a*100

Significant difference 3 *: P = 0.05 *k 1 P = 0.01 Test of Chi Square

(HPTI150) BATS4



STUDY NO. @ 0372 ‘ HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 19
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 i 2 3 4 1 2 3 4 L 2 3 4
Organ Findings (CATEE GBI C YR ¢ )] @ & % ® [CATEC YR Y ¢ ) % & % W
{llematopoietic system)
lymph node <50> <50> <50> <50>
Tymphadenitis 0 0 0 0 0 0 0 0 1 0 0 4] 0 4] 0 0
(oo Co o0 oo 220 o0 { o0 (oo (0 (o
spleen <50> <50> <50> <50>
atrophy 4 0 0 0 0 0 0 0 2 0 ] 4} 2 0 0 [
({00 Coy (o (0 (o0 (oo (0 (D0 (0
angiectasis 0 0 0 0 1 4] 0 4] 0 0 0 0 Q 0 0 0
(GO G ) I Q) B )] (00 0 o oo (o0 Q) B G ) I G ) B G 1))
deposit of lemosiderin 2 0 0 0 8 0 0 0 1 0 0 0 3 0 0 0
(0o (tey ¢ 00 C 0 C O (20 (0 (0 (6 (oo o0
deposit of melanin 2 0 0 0 0 0 ] 0 2 0 0 0 5 0 0 0
¢4 (oo (o0 (oo (0 (9o o (o0 (1w oo
extramedullary hematopoiesis 14 5 i 0 5 1 3 0 * 10 7 2 0 9 2 4 0
(28 (100 ( 2 C 0 (10 (20 C 2 C 0 (20 (149 ( 9 (0 (18 ( 9 (8 (0O
follicular hyperplasia 0 0 0 0 4 0 0 0 1 2 0 0 2 1 0 0
(oo (o0 (0o (200 (0 (D000
{Circulatory sysiem)
heart <50> <50> <50> <50>
thrombus 0 0 0 0 0 0 0 0 i 0 o] 0 4} 0 0 0
(oo (0 o0 (oo o0 (20 0 (0 oo (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

(e¢) ¢c:b/ax*xl00
Significant differvence ; ¥ :P <005 #:P =001 Test of Chi Square

(HPT150) BAIS4



Oz

STUDY NO. : 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Cr-j:BDF1 ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 20
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ &% % ® % ® ® @ ® % W &% % % W
{Circulatory system)
heart <50> <50> <50> <50>
mineralization 1 0 0 0 0 0 0 0 0 0 ] 0 0 a 0 0
(2200 (o 0000 o oo lon oo (00
myocardial fibrosis 0 0 0 0 0 0 o] 0 1 0 0 0 4] 0 0 0
(G 1) B Q) B Q)] 0) 0 (OB 0) 2 0o (o0 ()] 0 (0 (09
arteritis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(20 0) 0 0 ( 0) 0) (0 o0 (o (G0} 0) ¢ 0 C 0
dilatalion:right ventricle 2 0 0 0 1 0 0 ¢} 0 0 0 0 2 4] 0 0
o o (0 0) 2} 0 C 0 0) 0 0o (o0 [y 00 (0
{Digestive system)
Looth <50> <50> <50> <H0>
inflammation 4] 0 0 0 0 0 0 0 ¢ 1 0 ] 4] 0 0 0
oo (0 0) 0 9 (0 0) [Q)] 200 () 0y ( 0 ( 0
stomach <50> <50> <50> <50
inflammatory infiltration 0 0 0 0 1 0 Q 0 1 1 0 0 0 0 0 0
co(o (o (o0 D000 (a0 (0 (o (oo (o0
Grade 1 : Slight 2 ° Moderate 3 : Marked 4 : Severe
<a> a ¢ Number of animals examined al the site
b b @ Number of animals with lesion
(¢) ¢ ib/a*l00
Significant difference ; *: P £ 0.05 #%* @ P = 0.0l Test of Chi Square

(HPT150)

BALS4



e

STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 21
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W W % W ® W o W [CANN A B Y N ()] ® & &% W
{Digestive system)
stomach <50> <500 <50> <50>
ulcer: forestomach 1 0 0 0 0 1 0 0 0 0 0 4] ¢ 0 0 Y
(20 (00 (o200 (oo o {0 00 o0 0
hyperplasia:forestomach 2 0 0 0 0 [ 0 0 0 1 0 0 0 0 0 ]
(D0 (o (0o (o200 N0 (0
erosion:glandular stomach 1 ] ] 0 1 0 0 4] 0 0 0 0 g 0 0 0
(0 (o0 (D00 (o (oo o (o0 [RGB G )}
uleer:glandular stomach 2 0 0 0 0 ¢ 0 Q 0 0 0 0 0 0 ] 0
4 oo (o0 (o000 (oo o (o oo o0
small intes <50> <500 <502 <50>
ulcer 0 1 0 0 0 0 Q 0 0 0 4] 0 0 0 0 [
(o000 (oo (0 coCo (o (0 0o oo
liver <50> <50> <50 <50>
angiectasis 2 3 0 0 [ 0 4] 1] 0 0 0 0 0 0 0 0
(a0 (o0 oo 0 Co0 (o000 00 (00
necrosis:focal 1 1 0 0 1 1 0 0 1 0 (4] 0 1 0 0 0
(2220000 (222000 (22000 (0 20 o0 0
Grade 1 @ Slight 2 : Moderate 3 : Marked 4 ¢ Severe
<a> a : Number of animals examined al the site
b b : Number of animals with lesion
(c) cib/a* 100

Significant difference ; *¥:P = 0.05

¥ P = 0.01 Test of Chi Square

UrT150)

BA1S4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 22
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ Findings [CATEENCYREC YR %) @ & & @ & W % ® & % W
{Digestive system)
liver <50> <50> <500 <60>
necrosis:single cell 1 0 0 0 0 0 0 1] 0 1] 4] 0 4] 4] 0 0
(20 00 o 0o Co0 co oo 0) (G} 0 (0 (0
fatty change 1 4] 0 0 o] 0 ] 0 [ 0 ¢ 0 0 0 0 [
(22000 [} 0 (0 0) (G B G 1) I ) 0) [} 6) ¢ 0 (0
degeneration: focal 0 0 0 0 1 0 0 g i 0 0 ] 0 o 0 0
oo (n (o0 2 0 (0 0) 2000 0) (0 0 C 0 (0
atrophy: focal 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (o0 (G 2 (0 0) o099 0) [ [DIRGEOGN )]
inflammatory infiltration 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o 2 0 ( 0 0) o oo 0} [GNY) 0 (o0 (o0
lymphocytic infiltration 1 ] 0 0 0 0 0 0 2 0 0 0 0 0 0 Q
20 0 (0 (0 00 0) (G IR G V) B G )] 0) (0 0o (0
granulation 9 i 0 0 8 ¢ 0 Y 3 0 [ ¢ 13 0 0 0
(20 (0 (16} 0) (O 0) (e (o (0 0) ( 26) o0 (0
inflammatory cell nest 17 0 0 ] 16 0 0 0 20 0 0 0 9 0 0 0
(3 C O C O C O (32} 00 0} (40) C 0 ( O 0) ( 18) 00 (0
Grade 1 ¢ Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b h : Number of animals with lesion
(e) ¢ b/ a%* 100
Signiticant difference 3 *: P = 0.05 *% 1 P = 0.01 Test of Chi Square
(HPT150)

BATS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 23
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ Findings % & W W @ ® & W ® ® ® ® ® ®& & %
{Digestive system)
liver <50> <50> <50> <50>
extramedullary hematopoiesis 3 0 0 0 6 0 0 0 5 0 0 0 0 0 0 0
(e oo (0 (2 (o o0 0) (1 oo (0 (G B R Q)] 0)
clear cell focus 0 0 0 0 4 0 0 0 3 0 0 0 6 0 2 0 *
(000 (800 0) (e oo (o0 (12 (o4 0)
acidophilic cell focus 1 0 0 1 3 t g 0 3 0 0 c 12 5 1 0 #%
(2002 (8 (20 0) (o0 (0 (29 (10 ( 2) 0)
basophilic cell focus 0 1 0 0 5 2 0 0 4 0 0 0 9 1 0 0 #%k
o200 (1 (0 )] (G IO ) B G B Q1)) (18 (2 ( 0 0)
bile ductular proliferation 2 0 0 0 4 0 0 0 8 ¢} 0 0 4 0 0 0
(oo 0 (00 0) (18 C 0 C 0 (O (8 (00 0)
biliary cyst 3 1 0 0 7 0 { 0 5 0 0 0 3 0 0 0
(e 2000 (i (02 0) (1 ool (6 (0 (0 ()
focal fatty change 0 4} 0 0 1 0 g 0 0 0 0 0 0 0 0 0
(oo (0 (220 0) (oo o0 (oo 0 0)
gall bladd 47> 47> <49> <45>
dilatation 0 [ 0 0 0 1 0 o} 0 0 0 0 0 0 0 0
C0 (oo (o0 o 20 0 0o (oo o0 (o0 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
(e c b /a%100
Significant difference : *: P = 0.05 P =001 Test of Chi Square
(HPT150)

BAIS4



STUDY NO. 1 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANTMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 24
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, [V CA R YR Y @ W o W ® & B % W & &% o

{Digestive system)

gall bladd <47 47> <49> <45>
eosinophilic change 2 0 0 0 2 2 0 4] 3 ¢ 0 0 0 1 0 0
(00 (HHCO O (8o (o0 (o (2200
hyperplasia 0 0 0 0 2 0 0 0 14 0 0 0 %k 10 0 0 0 %
(oo (D000 (200 C ) C O (O (22 (. 0 ¢ 0 (0

{Urinary system}

kidney <50> <50> <50> <50>
infarct 1 i 0 0 1 0 0 0 2 0 0 0 4 2 0 [
(22200 (20 0 (0 (G RGE) BE GO BRG] (8 (49 00
cyst 0 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0
(0 (0o (D2 (0 (oo co (o (o (20 (0
hyaline droplet 5 5 0 0 5 8 2 0 8 4 0 ] 3 5 0 0
: 10y (10 C 0 € O (10) (16 ( 4 (0 (6 ( 8 ¢ O (O (& (1 o (0
basophilic change 11 0 0 0 16 1 0 0 9 1 0 0 18 0 ] 0
(222 (o (0 (0 (32 (20 0 (1) (o0 (36) (. 0 C 0 C O
deposit of hemosiderin Q 0 0 0 0 2 [ 0 0 4 0 0 0 0 0 ja]
oo o (0 (o (4o (o0 [QV) I G ) B Q) B Q)] (G G B G ) B G )]
Grade 1 @ Slight 2 ! Moderate 3 & Marked 4 : Severe
<ad a © Number of animals examined at the site
b b : Number of animals with lesion
(c) c:tbh/a*l00
Significant difference : * ! P = 0.05 # P £ 0.01 Test of Chi Square
(BPT150)

BATS4



STUDY NO. T 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 25
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 i 2 3 4
Organ Findings @ % % % ® ® ® ® G W ® ® % % W
{Urinary system)
kidney <50> <50 <50> <50>
hyaline cast 0 1 0 0 4] 2 g ¢ ] 1 0 ¢ ] 1] 0 ¢
(o200 (a0 (o0 (022000 0 0 0 (0
Iymphocytic infiltration 2 4} 0 0 2 0 0 [} 2 1 0 0 1 0 0 0
(D0 (0 (D (0 (D200 2 00 (0
inflammatory polyp 4] 2 0 [ 2 2 5 0 0 2 8 0 * 1 2 3 0
o4 o (o0 (9 (81, (0 o (aie (0 (e 0
hydronephrosis 1 0 1 Q 4 1 7 0% 0 2 it 0 %% 4 0 7 0 *
(020 (8 (2 (14 (0 Co (22 (0 8) 0 (1 (0
papillary necrosis 0 0 0 0 0 0 0 0 0 [} 0 0 1 1 0 0
oo oo oo o0 o0 (oo (o0 2) 20 (0
mineralization:papilla 1 0 0 0 i 0 0 0 0 0 ] 0 1 [ 0 0
(2200 o0 (20 (0 0 o (o000 2) 0 C 0 (0
mineralization:pelvis 0 0 0 0 0 0 0 0 2 0 0 0 4 | ¢ 0
(oo (o0 (o (o (oo (oo 8) 0 (o (0
mineralization:cortex R o 0 0 1 0 0 V] 0 0 Y] o 0 0 ¢ 0
(220000 (20 C0 o0 (oo o0 0) 00 (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:b/a*100

Significant difference 3 *: P s 0.05 *k D

P £ 001 Test of Chi Square

(HPTI50)

BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 28
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 i 2 3 4
Organ Findings @ & W W @ ® % ® [T I ) BV B % & &% W
{Urinary system)
kidney <50> <50> <50> <B0>
dilatation:tubular Jumen 1 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
(200 (0 (O (o000 (oo oo (o (00 (0
glomerulosclerosis 0 0 2 0 0 g 0 0 o] o] 0 0 0 0 1 0
(o0 (0o (0 oo o0 (G ) B G ) B I G )]
desquamation:pelvis 1 0 0 0 7 o] g 0 6 1 0 0 5 0 0 0
(20 (00 (@ (o oo (120 (22 C 0o (0 (1) ¢ O C O ( 0
urothelial liyperplasiaipelvis 0 0 0 0 0 0 0 0 ¢ 0 0 0 1 0 0 0
(oo (o (00 (o (0o 0 (oo (22000
urin bladd <50> <49> <50> <50
dilatation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (0 (o (00 oo (oo (o (o0l
{Endocrine system)
pituitary <50> <50> <50> <50>
angiectasis 0 0 0 ] 0 1 0 0 0 0 Q0 0 [4] 0 0 ]
(oo o (o0 (0200 (o Coto {0 (00
Grade I @ Slight 2 ! Moderate 3 : Marked 4 ! Severe
<a> a : Number of animals examined at the site
b b : Number of animels with lesion

(¢) ¢ b/ a=*100
Significant difference ; #: P £0.05 *x:P =00 Test of Chi Square

Q1PT150) BAIS4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 27
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings (G IR CY I ¢S I ] @ ® & W @ & W ® ® & & B
{Endocrine system)
pituitary <50> <50> <50> <50>
cyst 5 0 0 0 5 0 ] 0 8 0 0 0 9 0 0 0
(o o (o (1 ¢ 0«0 0) (| 0 (o 0) (| oo o
hyperplasia 5 6 L 0 8 2 0 0 3 1 0 0 4 0 0 0 *
(100 (12) ( 2 0) [GR1:) IR GV B Q)] 0) (6 (2o 0) (000
thyroid <50> <50> <495 <49
inflammatory infiltration 0 ] 0 0 0 0 0 0 1 0 0 0 0 0 0 0
co o (oo 0 Co 0o 0 2000 0} (G B Q) B G RG]
cystic thyreid follicle 2 0 0 0 1 0 g 0 1 ] 0 0 1 0 0 0
o0 0) (200 (0 o) (200 0) 2000 (o0
adrenal <49> <49> <50> <560>
hemorrhage o 0 0 0 0 g 0 ] 1 0 0 0 o 0 0 0
0o (0 0) (oo (o 0) (20 (0 0) (0 (0o
extramedullary hematopoiesis 0 [ 0 0 2 0 0 0 1 0 0 0 0 0 [ 0
[ Q) I G ) B Q)] 0 CD o0 (o0 0) 20 (0 0) o000
spindle cell hyperplasia 23 24 0 0 18 29 0 0 17 32 1 0 36 11 0 0 *
(47 (49 ( 0) 0) (37 (59 ( 0 0) (34) (649 ( 2 0) (72) (22) C 0 ( 0)
Grade 1 Slight 2 ¢ Hoderate 3 : Marked 4 ! Severe
<a?> a : Number of animals examined atl the site
b b : Number of animals with lesiun
(c) ¢:b/a*100

Significant difference ;

*: P = 0.05 ¥ P < 0.01 Test of Chi Square

(UIPT150)

BAIS4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 ALL ANTMALS (0-105%)
REPORT TYPE : Al
SEX ! FEMALE PAGE : 28
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 i 2 3 4
Organ Findings @ % % W @ % ® W @ & ® W % @& W
{Endocrine system)
adrenal <49> <49> <505 <502
hyperplasia‘cortical cell 2 0 0 0 0 2 0 0 1 1 0 0 0 0 0 0
(00 (0 (o 0 0 (2220 (0 (oo o (o
focal fatty change:cortex 0 2 0 0 1 0 0 Q 0 0 0 0 1] 0 0 0
Co Do o0 (200 (0 (O Co o o o0 o (n
{Reproductive system)
ovary <50> <50> <50> <50>
anglectasis 4] 2 0 0 0 0 0 g 0 0 0 0 0 0 0 0
00 (o0 o0 (00 oo oo (oo o (0
thrombus 0 0 0 0 1 0 3 0 0 0 1 0 0 0 0 0
(GO NG ) RO ) B G )) (2208 (0 Co o020 (o (o0
cyst 8 3 0 0 5 { 0 0 4 2 0 0 3 2 1] 0
(16 ( 8 ( 0) ( 0 (1 €2 0 (0 (8 (400 (6 (48 0o (0
uterus <50> <50> <50> <50>
thrombus 1 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(2200 (o020 (oo (o (0 oo o (o0
Grade 1 @ Slight 2 : Moderate 3 : Marked 4 @ Severe
<a?d a ! Number of animals examined al Lhe site
b b @ Nunber of animaels with lesion
(c) ¢ b /a* 100

Significant difference ; * P =< 0.05 ** ! P £ 0.0 Test of Chi Square

(1IPT150) BA1S4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANTMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 29
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 i 2 3 4 1 2 3 4 ! 2 3 4
Crgan Findings (ST G T ¢S -] (¢TI N Y] @ W W W [CORMNCY RN YR )
{Reproductive system)
uterus <50> <50> <50> <80>
cystic endometrial hyperplasia 28 8 0 0 22 2 0 0 24 5 1 0 32 1 0 0
(56) (12) ( 0 ( 0 (49 ( (0 (O (48 (10) ( 20 ( O (6) ( 2 C 00 ( O
xanthogranuloma 0 0 2 0 0 0 0 0 0 0 1 0 ¢ 0 0 0
(0o (D0 (00 (o220 (0o (0
vagina <50> <502 <50> <50>
epidermal cyst [ 0 0 4] 0 0 0 4] 2 1] 0 0 4] ¢ ] 0
[QIE O B G ) I Q) B G )] Co o 0o (4000 oo 0 (o0
mammary gl <50> <50> <50> <50>
ygalactocele 1 0 0 ¢ 0 0 0 4] 1 0 0 0 1 0 0 0
(00 (o (o (2200 (0 (2200 (0
{Nervous system}
brain © <50> <50> <50> <B0>
vacuolic change 0 0 0 0 0 0 0 0 1 o] 0 0 0 0 ¢ 4]
o Cco {0 (o0 (ool (20000 (o (ool
mineralization 3 0 0 0 6 0 0 0 3 0 0 0 1 0 0 0
(e oo o (20 oo (8 o000 (20000
Grade 1 @ Slight 2 * Moderate 3 Marked 4 Severe
<a> a ! Number of animals examined al the site
b b : Number of animals with lesion
(c) ¢:b/a*l00

Significant difference ; * ! P =005 ¥ : P < 0.01 Test of Chi Square

(1IPT150) BALS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 30
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Qrgan Findings % & ® W @ % e @ @ W ¢ W [C- YR -5 N ¢ T ]
{Nervous system)
brain <50> <50> <50> <50>
perivascular inflamnation 0 0 0 0 0 0 Q 0 1 0 ] 0 0 0 0 4]
o0 o0 (0o (o0 (2200 (0 (0 (O (00
spinal cord <50> <50> <50> <50>
epidermal cyst 0 0 0 0 0 0 0 0 1 0 0 0 4] 0 0 0
CoCo o (o0 [QIE I G ) I GO B Q) 20 0o (oo (o0 (0
{Special sense organs/appendage)
eye <50> <50> <50> <50>
degenerationcorhea 3 0 0 0 4 0 [¢] 0 1 0 0 0 0 0 0 0
(e ool (o (o0 (2200 (0 Co oo (o0
Harder gl <50> <50> <60> <50>
degeneration 0 ] 0 0 0 1 0 ] 0 0 0 0 4] 0 0 g
o 0 (0 (o0 (o 2y 0 (o0 (oo (o (o0 (o0 o (o0
Iyperplasia 0 0 0 0 1 0 0 0 0 1 1 0 2 1 0 0
(oo (o 220 0 (0 o202 (0 (200 (0
{Musculoskeletal system)
muscle <50> <50> <50> <50>
mineralization { 0 0 0 L 0 0 0 0 0 0 0 o 0 0 0
20 0 (o0 200 (0 (0 Co (0 (o0 (000
Grade 1 ¢ Slight 2 ¢ Moderate 3 Marked 4 : Severe
<ad> a : Number of animals examined at the site
b bt Number of animals with lesion
(c) c:b/a#*100

Significant difference ; * ! P < 0.05 P < 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO. © 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 31
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 { 2 3 4
Organ Findings @ &% % % ® & W W @ % W % & W W
{Bedy cavities
pleura <50> <50> <50> <50>
thrombus 1 0 0 0 0 0 0 0 ¢ 0 0 4] o 0 0 0
(2o (00 (oo (o0 coco (o0 (oo o0 o0
peritoneum <50> <50> <50> <50
thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o0 o0 (o (o (0 (oo (o (0 (220 0 (0
thoracic ca <50> <50> <50> <50>
hemorrhage ¢ { 0 0 0 0 0 0 0 0 0 0 0 0 0 (]
o020 (0 (0o o (o0 [ ) I G ) I G I GV oo o0
Grade 1 : Slight 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 :

©P < 0.0

Test of Chi Square

(HPT150)

BATS4



APPENDIX L 3

HISTOLOGICAL FINDINGS @ NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © MALE PAGE : 1
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings. @ W % W @ @ & W @ & B ® @ & ® W
{Integumentary system/appandage)
skin/app <3 <38> <42> 39>
ulcer 0 0 4] 0 0 ] 0 4] 0 0 0 4] [ 2 Q 0
oo 0o (G 0 (0 )] [} 0 (0 0 o 0 (0
{Respiratory system}
nasal cavit <38> <38> 42> {39
eosinophilic changeloifactory epithelium 17 0 0 0 10 0 Q [y} 19 0 ] 0 17 0 0 0
(45 C 0y ( O ( O ( 26) 0 (0 0) ( 45) 0 (0 0) (a9 C 0 (0 ( O
eosinophilic change:respiratory epithelium 25 0 0 0 21 0 0 0 22 2 0 0 27 6 2 0 *%
(e6) ( O (. 0 (O ( 55) 0 (0 0) ( 52) 5 ( 0 ) (69) (15 ( 5 ( 0
respiratory metaplasialclfactory epithelium 12 0 0 0 7 o} 0 0 10 0 0 0 8 0 0 0
(s 2o (00 (18) 0 0 0 (24) 00 0) (20 (0 C ) (O
respiratory metaplasiatgland 22 2 0 0 19 2 0 o] 19 2 0 0 26 [ 4] 0
(58 (5 (0 (0 { 50) 5 (0 0) ( 45) 5 ( 0 0) (6 C ® C 0 ( 0
inflammation: transitional epithelium 0 0 0 0 1 0 0 [ 0 0 0 0 ] ¢ 0 0
(o (0 3 0 ( 0 0) [V (DI D] 0) (OO
nasopharynx <38> <38> <42> <39>
eosinophilic change 1 0 ) 0 0 0 0 ] t 0 0 0 2 [ 4} 0
(3o o0 o0 [ 0«0 0} 2 [ )] 0 (0o (o
Grade 1 ¢ Slight 2 ! Moderate 3 Marked 4 @ Severe
<ad a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢ :b/ax*100

Significant difference : *: P £ 0.05 *kk 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS4



STUDY NO. © 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 2
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 L 2 3 4 1 2 3 4 i 2 3 4
Organ Findings ®w % % W @ ® % W @ B W ® ® @ % B
{Respiratory system)
trachea <38> <38> <42> <3
eosinophilic change 0 0 ] 0 0 0 o] 0 0 0 0 0 Q 1 0 0
(oo oo (0 0 € 0 ¢ 0 Co(C0Lo{o0 (o300
lung <38> <38> <42> <38>
hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (o (0 (00 (0 (22000 (0 (oo (o0 (0
inflammatory infiltration 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 o}
(30 (0 0) o 00 (0 (200 o (0 (oo o o
granulation 4] 0 0 0 4] 0 ] 0 Y 0 1 0 0 0 0 0
oo (0 0) QY] 00 (o0 Co o020 Co oo (o0
accumulation of foamy cells 1 1 0 0 0 0 0 4 0 ¢ 0 0 [t} 0 0 0
(330 0) [0} 0 (o (o (o co oo oo (o0
bronchiolar-alveolar cell hyperplasia 12 0 0 0 15 0 0 0 15 [ 0 0 14 0 0 0
(32 o (0 ) (39) 0o (0 (36 (0 O (0 (36 (. O ¢ O C O
{llematopoietic system)
bone marrow <38> <38> <42> <39>
thrombus 0 0 0 0 4] 0 0 0 0 [ 0 0 1 0 0 0
(oo (o0 )] o0 [RGB Q)] 0000 (30000
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
(e¢) c:b/a*x100
Significant difference : *: P = 0.05 #* 1 P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL © MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 3
Group Nawe Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % & & © ® % ® ® @ W % W ® @& %
{{ematopoietic system)
bone marrow <38 <38 <42> <3P
decreased hematopuiesis 0 0 0 0 0 0 0 4] 1 0 0 ] ¢l 0 4] 0
oo (o0 0) 0 0 C 0) 0) 220 (o 0) oo o (o
myelofibrosis 1 0 0 0 1 0 0 o] 1 4] 0 0 1 0 Q0 0
30 (o0 0) 3 0 ¢ 0 0) 220 o0 0) (D000
erythropoiesis:increased 1 0 0 Q 0 0 0 0 1 0 0 0 1 4] 0 0
30 (0 0) (0 0 (0 0) 220 (0 0) [Q:) IR Q) B G B )]
megakaryocyte! increased 0 0 0 0 0 0 ¢ 0 1 0 0 0 0 0 0 0
oo (o0 0) o 0 (0 [¢)] 2o (o0 0 [ ) B GEE O R G ) B Q)]
spleen <38> <38> 42> <39
deposit of hemosiderin 0 0 0 0 1 0 0 4] 0 0 0 0 2 0 0 0
(oo (o 0) 3 [V IR Q] 0] co o o 0) (5 (0o (0
deposit of melanin 2 ] 0 0 0 0 0 0 2 0 [ 0 0 0 ] 0
(5 o (o0 0) 0 0 (0 0 (5 oo 0) CoCo 0w
extramedullary hematopoiesis 3 1 2 0 5 2 2 9 10 3 2 0 11 2 1 0
(835 (0 (13) 5) ( 5) 0) (290 ( D (B 0) (28 ( 8 3 (0
hyperplasia:mast cell 0 0 0 0 0 0 0 0 i 0 0 [ 0 0 0 0
[GI) IR G ) I )} 0) o 0 ( 0 0 (22 (000 0) oo (0o
Grade 1 ¢ Slight 2 * Moderate 3 : Marked 4 @ Severe
<z> a ! Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/a*100

Significant difference ;

*: P < 0.05

: P = 0.01

Test of Chi Sguare

(HPT150)

BAIS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE © 1
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ Findings @ G W W @ % w W @ W % W w % %
{llematopeietic system)
spleen <38 <38> <42> <39>
follicular hyperplasia 1 0 0 0 2 1 0 [4] 2 1 0 0 4] 0 0 1]
(3o (00 (B (30 (o0 { 5) 2 (0 0) Co o (00
{Circulatory system)
heart <38> <38> <42> <39>
granulation 0 0 0 0 0 0 0 o 1 0 0 0 0 0 o 0
Co 000 (o (oo o0 (2 0 (0 0) oo (o0 (o0
{Digestive system)
touth <38> <38> 42> <39>
dysplasia 0 0 0 0 0 0 1 0 ] 0 0 0 0 0 0 g
(00 (0 Co 030 Co 0 (0 0) (oo o (0
tongue <38> <38> <42> <38>
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo o o0 [ I G ) B G ) B G )] ¢ 0 [V RG] 0 Q) S G 1) I G ) I Q)
salivary gl <38> <38> 42> <39>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO QI ) NG ) B G 1)) Q) I GV I Q) I G )} (G0} 0 (0 0) (00
Grade 1 - Slight 2 1 Moderate 3 ! Marked 4 @ Severe
<a> a ¢ Number of animals examined at the site
b b Nupber of animals with lesien
(e) ¢ b /ax*xl00

Significant difference ; *: P = 0.05 # P = 0.01 Test of Chi Sguare

QiPT150)

BALS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 5
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % & @& % @ ® ® W @ & W W ®% @ % W
{Digestive system)
salivary gl <38 <38 <42> <38
inflammatory infiltration 0 0 0 0 1 4} 0 0 0 0 0 0 ] 0 ¢ 0
coco (oo (00 0) 0 (0 0) (0o (o0
fibrosis:focal 0 0 0 0 0 i} 0 4 0 0 0 0 0 i 0 0
[QIR O B G ) N G ) B Q)] (o Co (o0 0) 00 0) (G ) I Q) B G ) B Q)
stomach <38> <38> <42> <38>
mineralization 3 o 0 [ o] 0 ] 0 0 o] 0 0 0 0 0 0
(o0 (o (oo (o (o 0} [ BRG] 0) (o (oo (o
inflammatory infiltration 5 0 0 0 0 0 0 0 0 0 0 0 * o] ] 0 0
(13 C 0 (0 0 (oo (0 (0 0} [DERGN)] 0) CcoCo o (oo
hyperplasia: forestomach 0 0 0 0 4] 0 ¢ 0 1 0 0 0 1 0 1] 0
(oo (oo (oo (o0 2) 0 (0 0) (oo (o0
ercsion:glandular stomach 2 0 0 0 0 0 0 0 2 0 0 0 [ 0 0 0
(5 (000 (oo oo 5) 00 0) (oo o o0
ulcer:glandular stomach 0 0 0 0 1 0 0 0 [ ¢ 0 9 0 0 0 0
coCo (o0 (o 30 0 o0 0) 0 (0 0) co o o0
hyperplasia:glandular stomach 5 0 1 0 1 1} 4} 0 0 0 0 0 * i [ 0 0
13y C 0 ( 3) (0 (o000 0} 000 0 (N (Y
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:tb/a*100
Significant difference *: P = 0.05 *#* : P = 0.01 Test of Chi Square
(HPT150)

BATS4



STUDY NO. : 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE : 6
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade ) 2 3 4 1 2 3 4 )] 2 3 4 i 2 3 4
Organ Findings @ % & W ® % % % W & @ @ % %
{Digestive system}
stomach <38> <38> <42> <39
ectopiaglandular stomach 2 0 0 o] 0 0 0 0 0 o] [ 0 0 ] 4] 0
(5 (0 (0 0) 0) 0 (0 0) 00 (o0 0) (0 0y ( 0 ( 0
liver <38> <38> <42> <38>
angiectasis i 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3o (0 0) 0) 0 (0 0) 0 (o (o0 0) [Q0)) 0o (0
necrosis:central 0 0 0 o ] 0 0 0 1 ¢ 0 0 0 0 ¢ 0
co o (0 D] 0} 0 ( 0 0 20 (0 0) 0 00 (0
necrosis: focal 0 1 0 0 2 0 4 g 2 0 0 0 3 Y 0 0
Co (30 0) 5) 0 (0 0) 55 (0 (0 0) (8 0 (0 (o0
necrosis:single cell 3 V] 0 0 1 0 0 4] 1 4] 0 0 0 0 0 0
(8 (0 (0 0) 3) 00 0) 2) (o (0o 0) 0 0 C o0 (0
fatiy change 1 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
[ I G O I Q)] 0) 0) 0 (0 0) [RGB G )] 0) (0 0o (o0
degeneration: focal 0 0 0 0 1 g o] 0 0 ] 0 0 0 0 0 0
(oo (o0 0) 3) 0 (0 0) [) IR G ) B QD) 0) [} 0 ¢ 0 ( 0
inflammatory infiltration 0 0 0 0 0 0 0 ] 0 4] 0 0 0 L 0 0
oo (o0 0) D] 00 0) [ G I G )] 0 0 00
Grade 1 : Slight 2 : Moderate 3 ' Marked 4 @ Severe
<ad a : Number of animals examined at the site
b b 2 Number of animals with lesion
(c) ¢ b /a% 100
Significant difference : *: P £ 0.05 ** 1 P =< 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © MALE PAGE : 7
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % W ¢ W @ ® &% W ® G W ® @ ® &% o
{Digestive system)
liver <38> <38> <42> <39>
Tymphocytic infiltration 0 4 0 0 1 0 0 0 ] 0 0 0 1 0 0 (]
(oo (o (o0 (3 (0 (0 0) co oo 0) (30 o0 (o0
granulation 30 0 0 0 29 0 0 0 27 2 ] 0 24 0 0 0
(79 C O (0 (0 (76 (0 (0 0) (s0) ( 5 C 0 0) (62 C 0) ( 0 C O
extramedul lary hematopoiesis 0 0 0 0 1 o] g o] 1 0 0 0 0 0 0 0
o oo (30 o0 0) 200 0) co (o oo
clear cell fueus 3 4] 0 0 6 ¥} 0 0 1 1 ] 0 0 0 0 0
(oo (o0 (1. 0 (0 0) (22 (o 0} (oo o (0
acidophilic cell focus 1 1 0 0 9 1 9 0 * 5 4 0 0 3 [ 0 0
(33 o0 (24 ¢ 3 C 0 0) (12) (10 ¢ O 0) (000
basophilic cell focus 2 0 0 0 4 0 i} 0 6 3 0 0 7 1 { 0
5 (0 (o0 (o0 (oo 0} (149 (D (0 0) (18 33 0
mixed cell focus 0 0 0 0 0 0 0 0 0 1 [ 0 0 0 ] 0
Coco o0 (o0 Co (0 (0 0) o020 0) oo o0 (o0
biie ductular proliferation Q o 0 0 2 g 0 [¢] 0 0 0 0 c 0 ] 0
(oo (o (o0 (s o o0 o) co oo 0) (o000
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a : Number of animals exumined at the site
b b : Number of animals with lesion
(c) c:h/a*100

Significant difference ; * P = 0.05

P £ 0.01 Test of Chi Square

(HPT150)

BRATS4



e’
STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : MOUSE Crj:BDFL SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE © 8
Group Name Control 500 pum 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 L 2 3 4
Organ Findings @ % G W @® o % W @ o ® ® & % W
{Digestive system)
liver <38> <38> 42> <39
biliary cyst 3 0 0 0 3 ] 0 0 3 0 0 0 1 0 0 0
(8 (000 (8 (000 (Do {olo (DO (0
focal fatty change 2 0 0 0 1 0 0 0 0 0 0 0 0 0 ] 0
(o0 (O Co o0 [ IR G B Q) B G ) (o0
gall hladd <35> <38> <412 <36>
cyst Q0 o 0 0 1 0 0 0 1 0 o 0 ¢ 4] 0 0
[ B B O B Q)] (oo (20 0 (0 (o (oo l0
eosinophilic change 3 0 0 0 2 0 0 o] 3 1 0 0 0 1 0 0
(9 (000 (oo (0 (D20 (0 (300
hyperplasia 0 0 0 0 12 0 0 0 x 8 0 0 0 % 8 0 0 0 %k
(o (o (0 (0 (32 (000 (200 C ) C ) ( O (22 (. O ( 0 (0
pancreas <38> 38 <42> <39>
atrophy 0 i 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o300 (oo (GO RGN 1) B G ) B G Co oo (o0
{Urinary system)
kidney <38 38> <42> <3P
infarct 0 0 0 0 1 0 0 0 3 0 0 0 0 0 0 0
({00 (o (o (20000 oo o0 {0
Grade 1 : Slight 2 : Moderate 3 ! Marked 4 : Severe
<a?> a : Number of animals exemined at the site
b b : Number of animals with lesion
(c) “c:b/a*100

Significani difference ; * . P < 0.05 w1 P < 0.01 Test of Chi Square

(HPT150)

BAIS4



STUDY NO. - 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 9
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ Findings @ % % % ® ® % W @ @ ® % @ ® & ®
{Urinary system)
kidney <38 <38> <42> 3D
cyst 0 1 0 0 1 1 0 0 1 o 0 0 0 0 4] ]
030 0) 3 3y (0 0} (220 (0 0) Co0 (o0 0)
hyaline droplet 1 0 0 [ 0 4 0 0 1 0 0 0 1 0 Q0 0
(0 (” (o (0o (o0 (22000 (0 (L0 0
basophilic change 30 0 0 0 35 0 ] 0 39 0 0 0 34 0 0 0
(79 ( 0) ( 0 0) (92) 0 (0 0) (93) ( 6 ( O 0) (s (0 € 0 0)
lymphoceytic infiltration 3 0 0 0 3 0 0 0 8 0 0 0 4 1 0 0
(8 (0 (0 [ (8 00 0 (9o o0 0) 10y ¢ 3) (0 0)
inflammatory polyp 0 1 0 0 0 0 1 0 0 1 0 0 0 0 2 0
030 0) ()] 0 ( 3) 0) o 20 0) oo (5 0)
hydronephrosis 4] i 0 0 0 0 { 0 4] 0 i 0 0 ] i 4]
030 0) (0 0 (3 0) (0o 2 0) Co 03 [}
mineralization:pelvis 1 0 0 0 i} 0 0 0 0 0 1] 4 [y 0 0 [t}
(o o0 0} ()] 0 (0 0) oo (o0 0) (G G B Q)] 0)
mineralization:cortex 11 ¢ [ o 12 ¢ o} 0 16 0 0 [ ] ] 0 0
(290 C 0 ( O 0) (32) 0 ( 0) 0) (33 (0 (O 0) (23 0 (0 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¢) c:b/a*100

Significant difference ; * P = 0.05

1 P = 0.01 Test of Chi Square

(HPT150)

BATS4



STUDY NO. 1 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (L05%)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 10
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 L 2 3 4 L 2 3 4 1 2 3 4
Organ Findings @ W W W @ W G W @ G W W @ &% & &
{Urinary system}
urin bladd <38> <38> <42> <3P
dilatation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 ]
o3 o0 (oo o0 (G} [ 1)} (o000
inflampation 1 0 0 0 0 0 0 0 0 [} 0 0 g 0 ] 0
(oo o o (o0 0 (0 [Q)] 0 (0 0) oo (o0 (o
{Endocrine system)
pituitary <36> <38> <42> <39>
cysl 2 0 0 0 1 i 0 0 L [ 0 0 1 0 0 0
(e (oo (N (o0 (2 0 (0 [} (NN (0
hyperplasia 0 0 0 0 0 1 0 0 1 0 0 0 3 0 0 0
(oo o0 (o0 (D (0 2 0 ( 0 0) (o (ol
Rathke pouch [ 0 0 ¢ 3 0 0 0 3 1] 0 0 { 0 0 0
CoCo oo (8o (0 (o0 «n 00 0) (oo o0
thyreid <38 <38 <42> <39>
Iymplocytic infiltration 0 0 0 0 0 0 0 [ 1 4} 0 0 [ 0 0 0
(oo o (oo (o0 2 00 0) (o (000
Grade L : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(e¢) ¢t b /a* 100

Significant difference ; *: P =005 % : P £ 0.0 Test of Chi Square

(UPT150)

BALS4



STUDY NO. 1 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE : 11
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % &% % ® ® W % ® ® & % % % ® % ®
{indocrine system)
thyroid <38> <38> <425 <38>
ultimibranchial body remanet 0 0 0 0 1 0 0 0 [ 0 0 0 [4} 0 0 0
oo 0o (Lo (oo (o0 (o (ool
C-cell hyperplasia 3 0 0 I¢] 3 o] 0 [+] 0 0 [} [} 1 [¢] v] 0
(8 (o0 (o (o0 (oo (o0 (DO (0
cystic thyreid follicle 0 [} 0 0 0 ] o] 0 1 0 0 0 1 0 0 0
(oo o (o0 (o (o0 (o0 (2000 (o o0
adrenal <38> <38> <42> <39>
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 g
(o0 (o oo (o0 (20 (00 (O Co (00
spindle-cell hyperplasia 17 0 0 [ 18 2 g 0 14 1 0 0 11 4] 0 0
(48) C Oy C O C O (4 (5 C 0 (O (33 (a0 (0 (2 C 0 C 0 (B
hyperplasia:cortical cell 6 1 0 0 il 4 0 0 8 0 0 0 5 1 0 0
(18 (30 Cn (29 (1) C 03 ( O (19 C 0 o (o0 (100
{Reproductive system)
testis <38> <38> <42> <39>
atrophy 9 0 0 0 2 0 0 0 11 0 0 0 10 0 0 0
(24 C O C O CO) (5 00 (0 (260 C O C ) (O (260 ( 00 C 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 lesiovn
(c) c:b/a*100
Significant difference : *: P < 0.05 #k P £ 0.01 Test of Chi Square
(HPTL150)

BAIS4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © MALE PAGE : 12
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 L 2 3 4
Organ Findings @ &% w % ® % W W ® W W % ®% & % W
{Reproductive system)
testis <38> <38> <42> <38>
mineralization 36 0 0 0 35 1 0 0 41 Q 0 ] 38 0 0 0
(95) ( 0 ( O C O (92) 3 (0 0) ( 98) 0 (0 0) (97 C 0 C 0 ( 0
interstitial cell hyperplasia 1 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0
(00 Co0 0 0 0) 0 0 (0 0) (OO (0
spermatogenic granuloma 1 0 0 0 0 0 0 0 o 0 0 0 0 0 ] 0
(3o 00 «o 0 (0 0)  0) 0 ( 0 0) o (o (o0 (0
epididymis <38> <38> 42> <39>
inflammation 0 o] 0 0 1 0 0 0 0 0 4] 0 2 0 0 0
(oo (00 3 0y (0 0) o0 0 (9 0) (0 o (o0
spermatogenic granuloma 4 0 0 0 3 0 g 0 3 0 0 0 3 2 0 0
(o (oo (oo (oo (0 (TN
xanthogranuloma 0 0 1 0 0 0 0 0 1 0 0 0 0 0 [ 0
Co o030 (0 0 (0 0) 2 o (0 0) 0 Co o (0
prep/cli gl <38> <38> <42> <39>
duct ectasia 9 Y V] 0 7 0 0 0 2 ¢ 0 0 * 5 0 0 0
(2 () (O (O (18) 0 (0 0 ( 5) 0 (0 0) (13 oo
Grade L @ Slight 2 Moderate 3 Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(e) ¢ b /ax* 100
Significant difference ; P = 0.05 #% P = 0.01 Test of Chi Square
(IPT150)

BAIS4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE : 13
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Grade ! 2 3 4 i 2 3 4 1 2 3 4 t 2 3 4
Organ Findings @ @ % % @ W ™ ® W % W @ & % W

{Nervous system)

brain <38 <33> 42> <39>
mineralization 19 V] 0 0 8 0 4] 0 * 17 0 0 0 12 0 0 0
(50) ( 0 C O C O (2 (o C o (o (40) ¢ 0 C 0 ( O (3 { O C 0 (0
gliosis 2 [ 0 0 0 0 0 0 0 0 o] 0 3 0 0 0
(B (00 o0 ({0 (o oo o0 (8 (oo 0

{Special sense organs/appendage)

eye <38> <38 <42> <39>
degeneration:cornea 0 0 0 0 1 L 0 0 0 0 0 [ 1 0 0 0
(oo (0 (0 (D3N (0 (oo o (o0 (3 Co 0w

[larder gl <37 38> <42> <3P
hyperplasia 1 0 0 ¢ 0 1 0 ] 0 0 0 o 0 0 0 0
(3o o Q)R ) B G ) B Q) (oo o (o (o0 (o (on

{Budy cavities)

peritoneum <38> <38> <42> <3%>
xanthegranuloma Q0 o 0 0 0 I 0 0 ] 0 1 0 0 0 0 0
(oo (o (o oo (2 (o0 Co oo o
Grade 1 : Slight 2 : MNoderate 3 1 Marked 4 : Severe
<a> a © Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/a*100

Significant difference ; *: P = 0.05 ¥ I P S 0.01 Test of Chi Square

APT150) BAIS4



APPENDIX L 4

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

(2-YEAR STUDY)



STUDY NO.  : 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 14
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings (YR C AT ¢S I 9] @ % @ W @ W W @ ® % oW
{Integumentary system/appandage)
skin/app 24> <29> 28> <34>
inflammation 1 0 0 0 0 0 0 0 0 0 0 o 0 0 [ 0
CH o0 0) (o000 0) oo (o0 0) o (o{0(o0
scar:dermis 0 1 0 0 0 0 0 0 [¢} o] 0 0 0 0 0 0
coCn (o 0 o0 (0 0) co o o 0) Co o o0 (0
{Respiratory system)
nasal cavit 24> Q29 <28> <{34>
exudale 1 0 0 0 0 0 0 0 0 0 0 0 [} 0 0 0
(49 oo 0) oo (oo 0) co o o0 0} oo (0
angiectasis 0 0 0 0 4] 0 0 0 [ ¢ 0 0 4 0 Y 0
CoCo (0 0) (oo (o 0) co oo 0 (12 C0 o0 (o
eosinophilic changelolfactory epithelium 5 0 0 0 4] 0 0 0 * 8 1] 0 0 14 0 V] 0
(an o (0 0) o (0 0 0 (290 ( O ( O 0) 4an C 0 ¢ 0 C 0)
eosinophilic change'respiratory epithelium 16 3 2 [ 17 10 0 0 6 21 1 0 ek 5 19 10 0 %
(67) (13) ( 8 ( 0) (59 (30 ( 0 0) (21 (7150 C 4 0) (15 (56) (29 ( O
respiratory metaplasiaolfactory epithelium 2 0 0 0 ] 0 0 0 0 0 0 0 4] 0 0 ]
8 o (o V)] co o o 0} [ ) B QIR ) B G )] 0} O o (o
Grade 1 @ Slight 2 @ Moderate 3 : Marked 1 : Severe
<a> a ! Number of animals cxamined at the site
b b : Number of animals with lesion
() c:b/a*100
Significant difference : *: P = 0.05 *k 1 P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO.  : 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % @& % ® ® & W @ W W % ® % % ®
{Respiratory system}
nasal cavit 24> <29> <28> 349
respiratory metaplasia:gland 10 0 0 0 13 0 0 4] 12 5 ] 9 23 3 0 0 *
(42 (00 (0 (0 (45 ( 00 (O 0) (43) (18 ( O 0) (e8) ( 9 (0 0
nasopharynx 24> <29 <28> 340
eosinophilic change 1 1 0 0 2 0 0 0 2 0 0 0 9 0 0 0 *
(a0 o0 [ I G 1) I Q)] 0) «n [V 0) (26) ( 0 ( 0 )]
lung <24> <29> 28> <34>
inflammatory infiltration 2 [\ 0 0 0 o] 0 o] 1 0 0 0 ¢} 0 [ 0
(oo o0 Q) I Q) B Q1) 0} Q)] 0 (0 0) (GO R B V)] 0)
accumulation of foamy cells 1 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
CHCo oo o (0 (0 0) ¢ 0) 0 (4 0) (o0 0)
bronchiolar-alveolar cell hyperplasia 5 [ 0 0 1o 0 0 o} 7 [} 0 0 12 0 0 0
(2 (. 0) C O (O (30 ( ) (O 0 (25) 0 (0 0) (35 ( 0 ( O 0)
{Hematopoietic system}
boie marrow <24> 29> 28> <34
myelofibrosis 3 0 0 0 3 0 1 0 1 1 0 0 2 0 0 0
(B»y oo (o (w0 3 0) (4 9 (0 0) 6 (0 (0 0)
Grade 1 : slight 2 ! Moderate 3 ! Marked 4 : Severe
<a?> a : Number of animals examined atl the site
b b : Number of animals with lesion
(c) ¢ b /a* 100

Significant differcnce ; *: P =005 ¥ . P = 0.01 Test of Chi Square

(IPT150)

BALS4



STUDY NO. © 0372

o

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © FEMALE PAGE : 16
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 L 2 3 4
Organ Findings [CANERCY S ¢ Y I ) ® &% % w B % W @ @ %
{llematopoietic system)
bone marrow <24> 29 <28> <34>
megakaryocyte! increased 0 0 0 0 0 o] ] 0 0 0 0 0 1 0 0 0
(o000 (o (oo oo o0 0) (300 (o0
granulopoiesis: increased [ 1 0 0 0 0 i} o] 0 4] 0 0 0 0 0 0
(O (D00 (oo (o0 co o (0 0) (000
spleen <24> 29> <28> <34>
atrophy 0 o] ] 0 0 0 0 0 o 0 0 0 1 0 0 0
(o (0o (0000 [ B RO} 0) (L0000
angiectasis 0 0 0 0 1 0 0 0 0 0 e} 0 [ 0 o} 4]
(oo (0 (0 (o 0 (0 (o0 (0 0) Co (000
deposit of hemosiderin 1 0 0 [¢] 8 0 0 0 1 0 0 0 2 0 0 [
(oo (0 (z (0 C O (O oo 0) (®H (o0l
deposit of melanin 2 0 0 0 0 0 0 0 1 [ 0 0 4 0 [ 0
(8o (0 (0 0o (0o (400 0 (12> C 0 o0
extramedullary hematopeiesis 11 2 0 0 5 1 0 0 * 8 3 1 0 7 1 1 0
(46) ( 8 (0 C O (I 30 o (29 (1D ( 4 0) (21 ( 3 ¢ 3) (0
follicular hyperplasia 0 0 0 0 4 0 0 0 1 1 0 0 1 1 0 0
Q) IO ) B ) B V)] (o0 (0 [ G Y I G 1) )] Q) I Q<) I G B GRR O
Grade 1 @ Slight 2 : Modcrate 3 ¢ Marked 4: Sew;re
<ad a : Number of animals examined at the site
b b @ Number of animals with lesion
(e c:b/a*100
Significant difference : *: P £ 0.05 * : P = 0.01 Test of Chi Square
(HPTL50)

BAIS4



STUDY NO. © 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Cxj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 17
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % @ W W @ W & W @ % B W @ & W W
{Digestive system)
tooth 24> <29> 28> (&5
juflammation 4] 0 0 0 0 0 0 0 0 1 0 0 [ 0 0 Q
(o (o (00 [V )] 0 ()] 4H (0 (0 0o o0 o
stomacht L24> <29> <28> 34>
inflamatory infiltration Q ] 0 0 1 0 4] 0 1 i 0 0 0 0 0 V]
(o (oo (0 00 o0 (D (Do o0 ()OO B QN
ulcer:forestomach 0 0 0 0 0 1 4} 0 0 0 0 0 0 0 0 0
(oo o0 (o0 (3o 0) (0 [ G ) B )] [ IEGE ) B B Q1))
hyperplasia: forestomach 1 0 0 0 0 0 0 0 0 1 0 0 0 0 0 [y}
(o0 o0 0 (0 (0 0 (0 H o0 ) IGE) B O B Q)]
erosion:glandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo o 30 (0 0) o0 o0 (o0 000 (0
ulcer:glandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o (0 o0 (0 )] (G 0o o0 Qoo 0
smell intes 24> <29> <28> 34
ulcer 0 1 0 0 0 0 0 4] [+ 0 0 0 0 0 0 0
(o (oo 00 (0 0 o0 90 (0 Moo (0
Grade 1 @ Slight 2 : Moderate 3 ¢ Marked 4 @ Severe
<ad a ¢ Number of animals examined al the site
b b ¢ Number of onimals with lesion
(e c:b/a%*l00

Significant difference ; * 1 P = 0.05

1 P = 0.01

Test of Chi Square

rTI50)

BAIS4



N
STUDY NO. 1 0372 HISTOPATHOLOGICAL FINDINGS :NON-NECPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ Findings W @ % W @ % ® » ® w & W @ & % W
{Digestive system)
liver <24> 29> 28> <34
angiectasis 1 2 0 ¢ 0 g 0 0 G ¢ 0 0 Q 0 0 0
(o8 oo (oo (o Co oo o0 Co (o000
necrosis: focal 1 0 0 0 1 0 0 ] 0 0 0 0 1 0 0 0
(900 (O n (oo (0 (33000
necrosis:single cell 1 0 0 0 4] 0 0 0 4] 0 0 0 0 0 0 0
(a0 (0 () B ) B Q) B )] Q)N G ) B Q) B G 1) (o0 (o0
degeneration: focal 0 0 0 0 0 0 0 0 1 [ 0 0 0 0 0 0
o (0 (0 (0 (0000 [ B G ) B G B V)] (000
atrophy: focal 0 0 0 0 0 1 0 0 1] 0 o] 0 0 0 0 0
[GHO I GO I SRR G (030 (o0 (oo oo (oo o0
inflammatory infiltration 1 0 0 1] i 1] 0 0 0 0 0 ] ) 0 0 0
4 00 o0 (oo (on (oo (0 oo (o (o
lymphoeytic infiltration 1 0 [ 0 0 g o] 0 2 0 0 it} Q [ 0 0
(Y I G ) I QI ) I )] (GO G I G B Q} (D00 (OO0 (0
granulation 8 0 0 0 8 0 ] 0 3 0 0 0 11 0 0 0
(3 C o (oo (28 C 0 C 0) ( 0) (1) o o (o (32) C 0 C 0) (0
Grade 1 @ Slight 2 ! Moderate 3 Murked 4 : Severe
<ad a ! Number of animals examined at the site
b b i Number of animals with lesion
(c) ¢ b /a*100
Significant difference : * P = 0.05 # @ P = 0.01 Test of Chi Square
(HPT150)

BATIS4



STUDY NO. © 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 19
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings G W % O @ & ® W @ & % W ® & % W
{Digestive system)
liver 24> <29> <28> <34>
inflammatory cell nest 7 ] 0 0 16 0 0 0 18 0 o 0 9 0 0 0 #k
() o (0 0) ( 85) 0 (0 0) ( 64) 0 (0 0) ( 26) 0 (00
extramedullary hematopoiesis 3 0 0 0 6 0 0 0 5 0 0 [ 4] 0 0 0
(13 0y 0) (2 (0 (0 0) ( 18) o (0 0) 0 0) ( 0 ( 0
clear cell focus 0 o 0 0 4 0 0 0 2 0 0 0 6 0 2 0 *
(oo {0 0) (14 0 ( 0) 0) «n 0 ( 0 0) (18) o) ( 8 (0
acidophilic cell focus 1 0 0 1 3 1 0 0 3 0 0 0 10 3 1 0 *
(oo (0 4) (@] N0 0) (1D [ ARG 0) (29 9 (3 (0
basophilic cell focus 0 0 0 0 5 1 0 0 4 0 0 0 7 1 0 0 *
o Co (o0 0) 1n L0 0) ( 14) 0 (0 0) (21 N COC0
bile ductular proliferation 2 0 0 [ 4 o] 0 o] 7 0 0 0 4 0 0 0
(00 0) (14 0 (0 0} ( 25) 00 0) ( 12) 0o Co0 (0
biliary cyst 2 1 0 0 7 0 L 0 3 0 0 0 2 0 0 [
(o0 (24) 0 ( 3) 0) (11) 00 0) 6 0 C o0 (0
focal fatty change o] 0 0 0 1 0 g 0 o] 4 0 0 Q0 ] 0 ¢l
co (o (0 0) 3 0 0 0) [QV)] 00 0) ()] 00 (o
Grade 1 : Slight 2 : Moderate 3 @ Marked 4 : Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c¢) ¢:b/a%*100

Signiticant difference ; * 1

P = 0.05

P =001

Test of Chi Square

(HPT150)

BATS4



STUDY NO. 1 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (L05W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE :© 20
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & W ® @ % ® W ® ® % % & % W
{Digestive system)
gall bladd <2 <29> 28> <32>
dilatation 0 0 0 0 0 1 0 0 0 0 0 ] Q 0 [} 0
(0o (0o ({30l ¢ 0) 0 (0 0) 0 0 (0 0)
eosinophilic change 2 0 0 4] 2 2 0 ] 3 0 ¢ 0 4] 1 0 0
(o (DD o 0) (10 [YIG)] 0) 0 3 (0 0
hyperplasia 0 0 0 0 1 0 0 [§] 2 4] 0 0 ek 9 ¢ ] 0 *
(oo ({0 (30 (0 0) ( 43) 0 (0 0) (28) 0 (0 0)
{Urinary system}
kidney 24> <29 {28> <34
infarct 0 1 0 0 0 0 0 0 2 0 0 0 4 2 0 0
(o CH oo (o0 (0 0) [Q] 0 0 0) (12 6) { O 0)
cyst 0 0 0 0 0 9 0 0 0 0 0 0 o 1 0 0
o o0 o0 (o (o0 0} 0 0 (0 0) Q)] 3 (0 o)
hyaline droplet 0 V] 0 0 1 0 0 0 2 0 0 0 2 1 0 0
(o (o0 (300 0) (D 00 0} (G ) 3 (0 (0]
basophilic change 7 0 0 0 12 L 0 0 5 1 ] 0 13 1] ] ¢}
(290 C O (0 (B (4 ( 3 (0 o) (13) 49 (0 0 ( 38) 0 ( 0) 0
Grade 1 @ Slight 2 Moderate 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:hb/a%*100

Significant difference :

*:P = 0.05

Test of Chi Square

(HPT150)

BATS4



N

STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © FEMALE PAGE : 21
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % & & ® @ ® ® W @ W W W ® & % ®
{Urinary system)
kidney <24> <29 <28 <34>
deposit of hemosiderin 0 0 0 0 0 2 0 0 0 0 0 0 ¢ 0 0 0
(o0 (0 (o (D00 (G G 1) BRG] 0) (D00
hyaline cast ' 0 1 0 o 0 o6 0o 0 0 1 o 0 0 0 0 o
(O (o0 (0 (0 (o a0 0) CoCo oo
lymphocytic infiltration 2 0 0 0 2 0 0 4} 1 ; 0 ] 1 0 0 0
(o0 (o0 (Do o0 (4490 0) (o0
inflasmatory polyp 0 2 0 0 0 2 2 0 0 0 5 0 * 1 1 i 0
(0 (8 (00 [Q ) 2 G I G O I G )} 0 (o0 (13 0) (3330
hydronephrosis 1 0 1 0 1 0 4 ] 0 0 5 0 2 0 2 0
(H Do (0 (1) 0 (0o (18 0) (& 08 (0
papillary necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (00 (oo oo [GEY) IR Q) R )] 0) (o
mineralization:papilla 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 o0 (oo o0 o0 (0 (0 0) oo oo
mineralization:pelvis 4] o 0 0 0 [ ¢ ¢ 2 4] 0 0 4 0 0 0
oo (00 Co (o000 (D00 0) (122 C 0 (00
Grade 1 ¢ Slight 2 © Moderate 3 Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of snimals with lesion
(c¢) ¢t b/ a*100

Significant difference ; *:1 P = 0.05 ¥ : P S 0.01 Test of Chi Sauare

(HPTI50)

BATS4



STUDY NO. © 0372

HISTOPATHOLOGICAL FINDINGS

:NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE @ 22
Group Name Control 1000 ppm 2000 ppm 4000 ppmn
No. of Animals on Study 24 29 28 34
Grade 1 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ Findings (Y ] % @ [CYRECY I ¢ B 9] @ & W ® & % W
{Urinary system)
kidney <24> <29> <28> <S4
mineralization: cortex 0 0 0 0 1 0 0 0 0 ] 0 0 0 [ 0 0
(o0 (o0 0) (3 0 (0 0 oo (o0 0) [ )] 0 (0 (0
desquamationipelvis 1 Y] 0 ] 5 ] 0 o] 4 0 0 0 3 0 0 4}
Do (o0 0) (1 0 (0 0) (14 C 0 C 0 0) 9 00 (0
urothelial hyperplasiapelvis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Co (o (o0 0) ()] 0 (0 0) co (oo 0) 3 0o (0
{Endocrine system}
pituitary 24> <29> 28> <34
cyst 3 0 0 0 4 0 0 0 [} 0 0 0 6 [ [ 0
(13 (o (0 0) (@Y 00 )] (2n C o (0 0 (18) 0o (0
hyperplasia 4 6 { 0 8 2 0 0 3 { 0 0 4 0 0 0 *%
(17 (25 ( 4 0) ( 28) N0 0} (i 9 o 0) (12) 0o (0
thyroid 2P 29> <28> <30
cystic thyreid follicle 2 0 0 0 1 0 [4} 0 1 0 0 0 1 0 0 0
(o0 (O (0 (900 (oo
Grade 1 : Slight 2 Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ! Number of animals with lesion
(e) ¢ b /a=*100

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

Test of Chi Square

(HPT150)

BALS4



N
STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESTONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105¥)
REPORT TYPE : Al
SEX © FEMALE PAGE : 23
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
Grade ! 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ Findings @ &% W ® @ % ® o ® W % % [CYRE A ¢ VI ¢ ]
{Endocrine system)
adrenal 24> <29> <28> <34
spindle—cell hyperplasia 6 18 0 0 8 23 g ¢} 7 20 1 0 24 9 0 0 **%
(28 (75 ( 0) C O (20 (79 C 0 (O (25 (7)) ( 4 ( 0 (7 (26) ¢ 0) C 0)
hyperplasiaicortical cell 2 0 0 Y] 0 2 0 [ 1 1 0 ¢ 0 0 Y 0
[GIE:) Q) B G ) I V)] CoCnCon o (D CaCo (o0 (O 00
focal fatty change:cortex 0 2 0 0 1 0 0 0 0 0 0 0 4] 0 0 0
0 (8 (o) (0 (30 0 (0 Q) 2 G ) I G ) B GV oo (0
{Reproductive system}
ovary 24> Q29 <28> 34>
angiectasis 0 1 0 0 0 0 0 0 0 0 0 0 4} 0 0 0
O 0o oo o (o (G ) G ) I QI ) B Q1) oo o0 (o0
thrombus 0 0 0 0 1 0 3 0 o 0 1 0 0 0 ¢ [t}
Co (o (00 (o1 (0 oo 490 S ) I G T) B G 1) I Q1))
cyst 5 2 0 0 3 0 0 0 4 1 0 0 3 2 0 0
(2 ¢ 8 (0 (O (oo (o (M oo (e 0 (o0
uterus <24> <29> <28> <34>
thrombus s 0 0 0 0 0 1 0 0 0 0 0 0 [ 0 0
[QE:S I G ) O G 1) B Q) 00 (30 [QIV) I G ) I G ) G )] (00 (o (0
Grade 1 * Slight 2 ¢ Moderate 3 : Marked 4 @ Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a%*100
Significant difference : * P £ 0.05 ** ! P £ 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al :
SEX © FEMALE PAGE : 24
Group Name - Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ Findings % @ B @ W % WM @ G W @ & % W
{Reproductive system)
uterus 24> <29> <28> 34
cystic endometrial hyperplasia 20 4 0 0 19 2 0 0 * 19 5 1 0 28 1 0 0 *
(83 (11 ( 0 0) ( 66) 70 (0 (63) (18 ( 4 0) (82) 3 (0 (0
xanthogranuloma 0 0 1 0 0 g 0 0 0 o 0 0 o} 0 0 0
(GO GO N EY 0) (G0} 0 (O (0 o (oo 0) [Q)] 00 (o0
vagina <24> <29> 28> <34>
epidermal cyst 0 o] 0 0 0 Y 0 0 2 ] 0 0 0 0 0 0
o0 (0 0) 0 [ ) 2R Q)] (7N o0 0 [ Q) 0 ( 0 (0
mammary gl 24> <29> <28> <34>
galactocele 0 0 0 0 0 0 0 0 1 0 0 G 4] 0 0 0
0o (o0 0) 0 [V GO N Q)] 4o (o 0) [ )] o ( 0 (0
{Nervous system}
brain <24> <29 <28> <34>
vacuolic change 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
0 (0 (0 0) (o (o (0 (G VI G ) B Q1) 0) 0 0 ( 0 ( 0
mineralization 2 0 0 0 4 0 0 0 3 0 ] 0 1 [\] 0 0
(8 (0 (0 0) (19 0 o (0 gll) oo 0) 3 0y ¢ 0 (0
Grade L @ Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined al the site
b b : Number of animals with lesion
(c) ¢ :b/ax*l00

Significant difference : *

P = 0.05 *#* : P < 0.01

Test of Chi Square

(1IPT150)

BAIS4



STUDY NO. 1 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 25
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® % % @ ® & @ & W [CATNEN G ¢ AR
{Special sense organs/appendage}
eye <24> <29 28> <34>
degeneration:coruea 1 0 0 0 2 ] 0 0 4] ] 0 0 0 0 0 4]
(48000 (Do oo oo (o0 ({000
Harder gl 24> <29> <28> <34>
Iyperplasia 0 0 0 0 1 ¢ 0 0 0 0 0 o] 2 0 0 0
(oo o (o (oo (o0 (oo (o (0 (oo (0
{Budy cavities)
peritoneun 24> <29> 28> 34>
thrombus 4] 0 0 0 0 0 [ 0 ] 0 0 0 1 [ 0 0
(oo (o0 (o CoO(Co 0 (o0 o oo (o0 (3 (0o
Grade 1 Slight 2 : Moderate 3 ! Marked 4 ! Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a%*100
Significant difference ; * ! P = 0.05 w1 P 5 0.01 Test of Chi Square

(HPT150)

BAISA



APPENDIX L 5

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

(2-YEAR STUDY)



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105¥)
REPORT TYPE : Al
SEX T MALE PAGE : 1
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & W W @ W W ® ® & & W @ % ® W
{Integumentary system/appanaage]
skin/app <12> <12> < 8 <11>
ulcer 0 0 0 0 1 1 0 0 0 0 [ 0 1 0 0 0
o0 (0 0) (8 8 ( 0 0 oo (o 0) 9o 0 (0
inflammation 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 1 0
0o (0 0) (0 0 0 0} oo o 0) oo 9 (0
{Respiratory system}
nasal cavit <12> 12> <8 <D
eosinophilic change:olfactory epithelium 4 1 0 0 1 0 0 0 3 [t} 0 0 6 L 0 0
(33 ( 8 (0 0} (8 o (0 0) (38 () (0 0) (55 ( 9 C O ( O
eosinophilic change:respiratory epithelium 6 0 1 0 4 1 1 0 3 1 o] 0 9 0 1 0
(500 C O (8 (O (3B (38 (13) ( 0) ( O (82) ( O C 9 (0
respiratory metaplasia‘olfactory epithelium 4] 0 0 0 0 0 [ g * 2 1 0 0 3 0 0 ¢
(50 C 0) ( 0) 0) (G} 9 (0 0) (25 (13 ( O 0) (2n o (0 (o
respiratory metaplasia:gland 6 1 0 0 3 1 0 0 3 1 0 0 8 0 0 0
(50 ( 8 ( 0 o) ( 25) 8 (o 0) (38 (13 ( O 0) (73 C o) C 0 (O
nasopharynx <12> 12> < 8 <1
eosinophilic change 1 0 0 0 1 1 0 [} 0 0 4] 0 2 0 0 0
|G ) IR Q) B G )} W] (8 8 (0 0 [GEE I ) B G )] 0} (18 (0 C 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:hb/a*100
Significant difference ; * ! P < 0.05 ** @ P £ 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO. : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX © MALE PAGE : 2
Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 1
1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ, Findings @ % % % ® ® % & ® w & W @ ® %
{Respiratory system)
trachea <12> <12> < 8 <ii>
eosinophilic change 1 0 0 0 1 0 0 ¢ 0 0 0 ¢ 1 0 0 0
(oo (on ( 8 0 (0 0) CoCo o0 (o0 (9 (00 (o
lung <12> 12> <8 11>
congestion 0 e} 0 0 1 0 0 0 0 [ 0 ] 0 0 0 0
(o0 0 (oo (o (o000 (G )2 QI V)RR Q) B Q)]
hemorrhage 0 0 0 0 0 g g o] 2 0 0 0 g 4] 0 0
CoCo 0 (0 o o0 0 (280 C ) C O ( O (GO NG BRI G )]
edema 1 0 0 0 1 0 0 0 0 ] 0 0 ] 1 ] 0
(8 (00 (o0 (o0 L) I G 1 B G ) G ) (O oo
inflammatory infiltration 1 0 0 0 1 4} 0 0 0 0 0 0 3 0 0 0
(oo (o (8 0 (0 0) (oo o (o0 (2 oo (o0
accumulation of foamy cells 1 0 0 0 0 0 0 0 1 0 1] 0 1 i 0 0
(8o o0 o |G} 0 (0 [0)] (13) C 0 (0 (0 (SR B G ) B G B )]
bronchiolar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 [ 0
coco (o (o [ )] 0y ( 0) 0) (oo (oo [Q) I G ) B G 1) B Q)]
bronchiolar-alveolar cell hyperplasia 4] 0 0 0 4] 0 [ 0 0 0 4] ¢ 1 W] 0 0
oo o (o0 (G 00 0) [ ) I Q1) I G ) B () (D00
Grade 1 : Slight 2 Moderate 3 Marked : Severe
<a>d> a : Number of animals examined at the site
b b Number of animals with lesion
(c) c:h/a*100
Significant difference : %! P £ 0.05 ¥k I P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105¥)
REPORT TYPE : Al
SEX © MALE PAGE : 3
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 11
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ Findings W W % % @ o o o ® @ & W ® & &
{llematopoietic system)
bone marrow <12> 12> < 8 <11>
decreased hematopoiesis 0 1 0 0 0 0 0 0 0 0 0 0 4] 0 0 [t}
(o (0 (o0 (G ) I G ) B QIR ) I Q) Q) B G ) B G I ) (o0 Co o0
erythropoiesis:increased 0 0 0 0 3 0 0 0 o] 0 0 0 4] 0 0 0
[QER O R GE () 2 Q) B )] (250 C 0 C 0) ( 0) oo o0 oo o0 (o
megakaryocyte: increased 2 0 0 0 o 0 ] Q o 0 0 i3 0 ] ] 0
(oo (o (o (oo (o0 oo (o (o0 o000
spleen <12> 12> < 8 <A
plasma cell hyperplasia 0 0 0 0 0 0 0 0 0 ] [} [ L 0 0 0
(00 (o (o (oo (o (o o0 (o0 (D0
extramedullary hematopoiesis 2 0 3 0 ¢} 1 2 0 0 1 0 0 1 0 0 0
(1m0 (26 (0 (8 (m o 013 (o (o (G B G ) B G ) I )]
{Circulatory system}
heart <12 <12> <8 <11
thrombus 0 0 0 0 0 0 0 0 0 ] ] 0 0 0 1 4}
(oo (0 (0 (oo oo o (0 (09 (0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion

(c) c b /a% 100
Significant difference ; * ! P = 0.05 ** @ P < 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO.  : 0372

HISTOPATHOLOGICAL 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 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W & & O @ ® % W @ W % W ® & &% &
{Circulatory system)
heart 12> 12> <8 <11>
mineralization ¢ 0 0 0 1 0 0 0 0 0 ] 0 0 0 0 [
oo (o0 0) 8) 0) ( 0) 0) (0 o0 0 (G 0O Co0 (0
arteritis 1 0 c 0 1 o 0 0 o 0 0 0 0 0 0 ¢
8 (0 (0 0) 8 00 0 0 0 (0 0) 0 0o (0
dilatation:right ventricle 2 ] 0 0 1 g g ¢ 1 0 0 0 1 ] 0 0
(1 o (0 0) 8) 0 ( 0 0) ( 13) 0 (0 0) 9 0 0 (0
{Digestive system}
stomach <12> <12> <8 11>
erosion: forestomach 0 0 0 0 0 0 0 0 0 0 0 9 1 0 0 0
oo (0 o) 0) 00 0 o0 [DRRGEY)] 0) (9 0 (0 (0
hyperplasia: forestomach ] 0 0 0 0 [H] 4] 0 0 0 0 0 1 0 0 \]
oo (0 0) 0) o) 0 0) (0 0 (0 0) 9 90 (0
hyperplasia:glandular stomach 1 0 0 4] 0 0 0 0 0 0 0 0 4] 0 0 4
(oo o0 0) 0 (0 0) o o0 0) (G} 0 (0 (0
liver <12> <12> <8 <11>
congestion [ 0 0 0 1 0 0 0 0 0 0 0 Q 0 0 [
CoCo (o0 0) 8) 0 (0 0) ()] 0 (o0 0 (0 00 (0
Grade 1 : Slight 2 * Moderate 3 & Marked 4 : Severe
<a? a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*100
Significant difference ; *: P = 0.05 k1 P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 5
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings. @ &% % @ @ % 6 W @ & & W ® & W W
{Digestive system)
liver <12> <12> < 8 <11
necrosis:central 0 0 0 0 0 0 0 0 0 0 ¢ &3 0 2 0 0
oo (o0 0} [Q)] 0 (0 0 Q) I G ) B G I G 0o (18 (0 (0
necrosis: focal 1 0 0 0 0 [t} 0 0 1 ¢ 0 0 0 1 ¢ 0
8 (0o (o0 0) co 0 C 0 V)] (1B oo (o o9 oo
fatty change:central 0 0 0 0 0 0 0 Q 1 0 0 0 i) ¢} 0 0
oo (o0 0) o 0 (0 0 (13) C 0 C 0y ( O (o0 0o
granulation 0 0 0 0 2 0 0 0 0 0 0 0 2 0 0 0
(o0 (0 0) N 00 0) (oo (0 (18 (o) C 0 ¢ 0
acidophilic cell focus 0 0 0 0 ¢ 0 Q 0 0 0 0 0 2 o 0 0
Co o (o0 0) [Gn)} 0 (0 0) OO0 (0 (10 oo
basophilic cell focus 0 o] ] 0 i g 4] 0 0 0 0 0 0 4] 0 0
QI I 1) I 1)) 0) (8 (0 o (0o (o0 (000
bile ductular proliferation 0 0 0 [} 0 0 0 0 0 0 4] 0 1 0 0 0
(oo (G B GO B ) B V)] (oo (o0 (G ) B QI ) B G ) I )]
gall bladd 11> 142> < 8 <11>
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 o 0
Co o0 (o0 0) (8 0 (0 0 Q1) I G ) G ) B Q1)) o Co 00
Grade 1 : Slight 2 ! Moderate 3 : Marked 4 @ Severe
<ad a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/a*l100
Significant difference ; * 1 P = 0.05 *% 1 P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO. © 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 6
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 I8}
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings [CATEE CY I A T ¢ 3] @ ® % o™ ® & % % @ & % W
{Urinary system)
kidney 12> <12> <8 <11>
hemorrhage 1 0 0 0 0 0 0 0 0 4] [+ [ [ 0 0 0
(oo (o0 (o (0 (oo o (o0 (GO REGED B R )
cyst 1 0 0 0 0 0 0 0 1] 0 0 0 0 0 [ 0
(8000 (o0 0o coCco o (o0 (o (0o (o
hyaline droplet 0 2 0 0 2 0 0 0 1 1 0 ] 2 0 0 0
o oo (Mmoo (o0 (13 (13) (0 ( O (1) 0o (0 (0
basophilic change 4 0 0 0 4 0 0 g 1 0 0 [ 6 0 0 0
(33 (0 (0 (0 (3 (o o (o (13 C O 0 0 (55) ( OO C O (O
deposit of hemosiderin ¢ 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo 0o (0o (o0 (GO B G O NS G ONE QIR 1) (00
inflammation 0 1 . 0 0 1 0 0 0 0 4} 0 0 0 4] [ 4}
o0 (00 (oo oo o0 (o0 (000
lymphoeytic infiltration 1 [} 0 0 0 0 0 0 0 0 0 ] 4} 0 0 0
(Yoo (o0 (oo (o0 (o (o0 (0 (OO0 (0
inflammatory polyp 0 i 0 0 0 0 1 0 o] ] 1 0 0 1 ¢ 0
Co (8 (0o Co o (8 (0 o Co (13 (0 CoC9 o0 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/a%*100
Significant difference : * P = 0.05 *k P = 0.01 Test of Chi Square
(HPT150)

BATIS4
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STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL © MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 7
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study i2 12 8 i1
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ. Findings % & % @ % ® W @ 6 W W @& & %
{Urinary system)
kidney <12> <12> < 8 <11>
hydronephrosis 0 1 1 0 0 0 0 1 0 0 1 Q0 0 o 2 1
(8o (o (008 Co o (o0 Co (o0 (18 (9
mineralization:pelvis : 0 0 0 0 0 0 0 0 0 0 4] 0 1 0 0 0
(o0 o0 (o0 (o0 [S) B G ) I G ) I Q)] (90 (00
mineralization:cortex 0 0 0 0 1 g 0 0 3 6 0 0 i 0 0 4]
(oo (o0 (8 (0 (0 (o0 (38) C 0 C 0 (0 (o (o0 o0
glomerulosclerosis 0 0 0 0 0 4} 0 Q 0 0 1 0 ¢ 0 0 0
oo 0o (oo (o (o (oo (1 (0 Co o0 (o0
urin bladd <12> 12> < 8 11>
dilatation 4 0 1 0 0 0 3 0 0 ¢ 0 0 0 0 1 ]
CoCo (8 (o0 (oo (28 (0 [ QD) B G ) B G ) I )] (oo (9 (o0
{Endocrine system}
pituitary L12> <12> <7 <11>
cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 [ 0 ¢
Co oo o0 (8 (0 (0 (0 Co (oo (o0 (o0 o (o0
Grade 1 ¢ Slight 2 ! Moderate 3 : Marked 4 © Severe
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion
(c¢) c:h/a*100
Significant difference ; *! P <0.05 ¥ ! P < 0.01 Test of Chi Square
(IPT150)

BAIS4
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STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 DEAD AND MORTIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 8
Group Name Control i 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 131
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ % W % ® ® % O ® W % ® ® W & %
{Endocrine system)
pituitary <12> <> < <1
Rathke pouch 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
coco o (o €8 (0 (90 (0 L) I Q) B ) I G )] (18 (0 (0 (0
thyroid <11> <12> < 8 <11>
cystic thyroid follicle ] 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
cCoco o o (0o (o oo (o (o0 (oo oo
adrenal <12> <12> < 8 <11
spindle~cell hyperplasia 4 0 0 0 0 0 0 V] 2 0 0 0 1 0 0 0
(3 (000 oo Cco o0 (28) C 0 (O) (O (oo
hyperplasia:cortical cell 1 0 0 0 4] [t} 0 0 ] 0 1] 0 0 [ 0 0
[QIE:) I QI ) IR Q) B Q)] o0 (0 (o0 oo o (o0 Co (oo (o0
{Reproductive system}
testis 12> 12> <8 <11>
atrophy 0 0 0 [ 0 0 0 0 1 0 0 0 0 0 0 0
CoCo (o0 o oo Co (o0 (13) C 0 C o) ( 0 oo oo
mineralization 9 0 0 0 8 0 0 0 7 0 0 0 8 0 [ 0
(7 (0 (0 (0 (87 C 0 C 0) ( 0) (88) (o (0 (0 (7 (0 (0 (0
Grade L Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a : Number of animels examined at the site
b b : Number of animals with lesion
(c) c:ib/a%* 100

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

{IPT150) BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 DEAD AND MORTIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 9
Group Namme Control 500 ppm 1000 ppm 2000 ppm
No. of Animals or Study 12 12 8 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ % % % [CNEN YR YR 9] @ &% % W [CATEEEC AT ¢ Y R ()
{Reproductive system)
epididymis <12> <12> < 8 <11>
spermatogenic granuloma g 0 0 ] 1 0 0 0 0 0 0 0 0 0 0 0
oo 0 o0 (8 (0o (o0 oo o (o oo (n
prep/cli gl <12> 12> < 8 L11>
duct ectasia 0 o 0 0 0 0 0 [¢] [t} ] 0 0 0 1 ] 0
(G ) G ) N G 1) B Q)] (O (o0 oo o (0 o9 oo
{Nervous system}
brain <12> <12> <8 <11
mineralization 2 ¢ 0 0 ] 0 g 0 3 0 0 0 4 0 0 0
(o 0o (o (0 (0 (o0 (39 ( ) C ) ( O (36 ( 0) ( 0) C 0O
{Special sense organs/appendage)
eye <12> 42> <8 <11>
degeneration:cornea 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [t}
8 (0 (0 (o0 o000 [ Q) I G ) I G ) I G ) CoCo 0 (0
Grade 1t Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c b /ax*100

Significant difference ; *:P < 0.05 ¥ I P £ 0.01 Test of Chi Square

(HPT150) BAIS4
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STUDY NoO. 1 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105¥)
REPORT TYPE : Al
SEX : FEMALE PAGE : 10
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16
Grade i 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W % % W ® @& % o ® & & W ® & &% W
{Integumentary system/appandage}
subcutis 26> (304 <22> <16>
hemorrhage 0 0 0 0 0 0 0 0 0 [4} 1] 0 1 0 0 0
oo (00 o (0o 0) [ IR G ) B Q) 0) Q) B QI B G ) I Q1))
{Respiratory system}
nasal cavit <26> Q> 22> <16>
angiectasis 0 0 0 0 1 0 [ 0 [ 0 0 0 0 Q0 o] 0
CoCo (0 (o0 (8 (00 (o0 0 (0 (o 0) CoCo0 oo
hemorrhage 0 0 0 0 0 0 0 0 1 0 0 [i} 0 0 0 0
CoCo (o (o0 Co (0 (0 0) (5 (0 (0 0) (GRS Q) I 1)
eosinophilic change:olfactory epithelium 2 ] 0 0 1 ¢} 0 0 3 0 0 [ 4 0 0 0
(8 o (o0 (o0 (5 (o9 0) (19 (0 (0 0) (250 C 6y C O (O
eosinophilic change:respiratory epithelium 14 2 0 0 9 8 i Q= 9 11 0 0 #x 4 9 1 0 0k
(54 ( 8 (0 (0 (43) (38 ( B ) (4D (50 ( O 0) (25 (56 ( & ( O
respiratory metaplasia:olfactory epithelium 0 0 0 0 1 [ 0 ] 0 [t} 0 0 4 0 0 0
(o (0 (o (5 (0 (0 0) o (o (o 0) (o oo (o
respiratory metaplasiagland 4 0 0 ] 6 0 o 0 10 V] 0 0 * 8 4] 0 0 *
(1 oo o (29 00 (0 (45) ( O ( O 0) (500 ( 0 C 0 (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/a*100

Significant difference ;

* !

P = 0.05 *k I P = 0.01 Test of Chi Square

(HPT150)

BATS4



STUDY NO. : 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE ¢ 11
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % @& & % ® ® % ® ® & & oW [CATEC B ¢ ]
{Respiratory system)
nasopharynx <26> 21> <22> <16>
eosinophilic change 1 0 0 0 3 0 0 0 1 0 0 0 4 0 ¢ 0
(a0 (o0 0) (14 0) ( 0 0) (G- I ) I Q) I G ( 25) 0y ( 0) ( 0)
lung <26> QL 2 <16>
edema 0 0 0 0 0 0 0 0 ¢ 0 0 0 1 0 0 &}
() B O B GV R QIR ) (o (0o (oo (o (o0 (e 000
inflammatory infiltration 1 0 0 0 0 0 0 0 2 0 4] 0 0 0 0 (]
a0 (o0 0 (0 00 0) (100 ¢ &) C 0o ( O [ 1)) [V 2 ) SR G 1))
Iymphocytic infiltration 0 0 0 0 1 0 0 0 [\] 0 0 0 0 0 4] 4}
o (0 (0 0) ( 5 0o 0 (oo (o0 (0 (0 [RGB Q)]
bronchiolar-alveolar cell hyperplasia 1 0 0 0 0 0 0 ¢} 0 0 0 0 1 o 0 0
(4 Co (0 0) [Q)] 9 (0 ] (oo (o0 8 00 (0
{Hematopoietic system)
bone marrow <26> <2 22> <16>
decreased hematopoiesis 1 0 0 0 0 0 0 0 0 0 0 0 0 ] ] 0
oo 0) 0 (BRG] 0) (oo (o0 [ )] 0 (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) ¢ b /a* 100

Significant difference ;

tP£0.05 # 1P £ 0,01

Test of Chi Square

(HPT150)

BALS4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105¥)
REPORT TYPE : Al
SEX : FEMALE PAGE : 12
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animels on Study 26 21 22 16
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® % % % ® ® W o ® W &% W ®w & @
{llematopeietic system)
bone marrow <26> 21> 22> <18>
myelofibrosis 1 0 0 0 1 0 0 o] 2 0 0 0 0 0 [ 0
oo o (0 ({00 9 oo (o (oo o
megakaryocyte: increased 1 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
CH 0 o0 o (GO B G ) B Q) B Q)] oo o (o0 (19 C 0 o 0
granulopoiesis!increased 0 0 0 0 ] g 0 ¢ 1 1] 4] 0 0 0 0 0
(oo (oo Co (o (500 (0 oo 0 (o0
lymph node <26> <2 <22 <i6>
Iymphadenitis 0 0 0 0 0 0 0 0 1 0 0 0 o} 0 0 0
(Co (o Q) 2 Q) I Q1) B Q)] (5 (0 (0 (o0 o0 Co (0 (o
spleen <26> Q<D 22> <16>
atrophy 4] 0 0 0 Y] 0 0 0 2 0 0 0 1 0 0 0
coCco o (o (o (0o (o0 (0 (e 0o (o
deposit of hemosiderin 1 ¢ 0 ] 0 0 0 o] 0 0 0 0 1 0 ¢ 0
(Do (o0 (o0 (oo (o (o (oo o {0 (6 (0 o (o0
deposit of melanin 0 0 0 0 0 0 0 0 1 4] 0 0 1 0 0 0
coCo o o (oo (o0 (50 (o0 (e oo
Grade 1 : Slight 2 ' Moderate 3 @ Marked 4 : Severe
<a> a @ Number of animals examined at the site
b b : Number of animals with lesion
(c¢) c:b/a%*100

Significant difference ¥ P = 0.05

% . P = 0.01 Test of Chi Square

(1IPT150)

BAIS4
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STUDY NO. 1 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 13
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings (GO ATIE ¢ VR Y} ® @ w o ® & % W W & % %
{Hematopoietic system)
spleen <262 2 <22> <16>
extramedullary hematopoiesis 3 3 1 0 4} 0 1 0 2 4 1 0 2 1 3 0
(12 (12 ( & (0 (oo (5 (o0 (918 (5 (0 (13 (8 (19 ( 0
follicular hyperplasia 0 0 0 0 0 0 4} 0 0 1 0 W] 1 0 0 0
(o0 o0 (o000 o (5 o0 (0 (e (o o (o0
{Circulatory system}
heart 26> L4 4 22> <16>
thrombus 0 0 0 0 0 0 0 o] 3 0 0 0 4} 0 0 0
(oo (o o (o (00 (o0 (5 (00 (0 (oo o0 (0
mineralization 1 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
(G RE GIE ) 2 G ) B Q)] o0 o0 (o0 CoCo o (o0 ({00 o0
myocardial fibrosis 0 0 0 0 0 0 0 ) 1 0 ¢} 0 ] 0 0 [
oo o0 (o0 (0o (50000 oo o (0
arteritis 0 1 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
(a0 o0 (o (oo (0 [ Q) B G G ) B G )] CoCo oo
dilatation:right ventricle 2 0 0 0 1 0 0 Q 0 0 [} 0 2 0 0 ]
(o0 (o (5 (0 0 (o0 Co (000 (1) (0 (00
Grade 1 : Slight 2 : Moderate 3 Marked 4 : Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
() c:b/a%*l00

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

(HPT150) BATS4
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STUDY NO. 1 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105¥)
REPORT TYPE : Al
SEX © FEMALE PAGE : 14
Group Name Control 10600 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ & % W @ % & W @ W W ® & @ W
{Digestive system}
stomach <26> 21> 22> <16>
ulcer:forestomach 1 0 0 0 0 0 0 0 0 0 ] 4} 0 0 0 0
(00 oo (o0 (oo (oo (0o (0
hyperplasia:forestomach 1 4] 0 0 0 0 0 0 0 ] 0 0 ] ] 0 0
(GRS I Q) I G ) B Q)] [Q ) I G ) I G ) 2 Q1)) co oo (o0 Coo o0l
erosion:glandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0
4o o o0 oo (o (o0 oo o (o (oo o (0
ulcer:glandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ca oo (o0 (o0 (0 co o oo Co o o0 (o0
liver <26> QD <22> <16>
angiectasis 1 1 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
(D CH 0o (o (oo (oo (0 (0 (oo (o
necrosis:focal 0 1 0 0 0 1 0 0 1 0 0 0 0 0 0 0
Co (400 05 (0 (0 (5 (000 (o000
fatty change 1 0 ] 0 0 0 0 0 0 0 0 0 [} 0 0 0
CH o0 o0 (oo (o0 oo (o0 (G ) R G ) B Q) B G )
degeneration:focal 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Co o o (0 (s 00 (0 (S I G+ ) I G ) B G )] (O (00
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a>d> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/a*100
Significant difference ; *: P £ 0.05 *k 1 P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Control 1000 ppm 2000 ppm 4000 ppmn
No. of Animals on Study 26 21 22 16
Grade 1 2 3 4 1 2 3 4 i 2 3 4 L 2 3 4
Organ Findings [CATE YN C YR ¢ 3] CATEC YR ¢ R ¢ 9} @ W W ® @ @ ® %
{Digestive system)
liver <26> 2y <22> <16>
inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 [4} 0 [ 0
4 0 (o0 0) 0 0 (0 0) o0 00 0 Co o o0 (o0
granulation 1 1 0 0 o] g g 0 0 0 0 0 2 0 0 0
(DD 0o Co o0 QIO 2 G ) B G ) B G 1) (10 (0
inflammatory cell nest 0 0 0 0 0 0 0 0 2 0 0 0 0 ] 0 0
oo (o0 0) 0) 0 (0 0) 9 0 (0 0) (o (00
clear cell focus 0 4] 0 0 0 0 0 0 1 0 0 0 0 0 ] 0
coCo {0 0) 0) oo 0 ( 5) 0 (0 0) (oo (o (0
acidophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 2 2 [ 0 *
o0 0) 0) 0 (0 0) ¢ 0 0 (0 0) (13 (13 C 0 (0
basophilic cell Cocus 0 1 0 0 0 { g 0 0 0 0 0 2 0 0 0
o9 (0 0) 0) 5 ( 0 0) (0 00 0) (1o (0
bile ductular proliferation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o0 0) 0 ( 0 0) ( 5) 00 [1)] Co o oo
biliary cyst 1 o] 0 4] 0 0 0 0 2 4] 0 0 3 ¢ 0 0
(a9 o (o0 0) 0) 0 (0 0 (9 0 (0 0) (e (00 o0
Grade 1 : Slight 2 : Moderate 3 : Marked 41 : Severe
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a%*100

Significant difference ;

* 1P S 0.05

¥k I P = 0.01

Test of Chi Square

(HPT150)

BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX © FEMALE PAGE : 16
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16
Grade 1 2 3 4 1 2 3 4 ! 2 3 4 i 2 3 4
Organ Findings @ W W W ® & & o ® G B W @ & % &
{Digestive system)
gall biadd <24> 18> Q2 <13
hyperplasia 0 0 0 0 1 0 0 0 2 0 0 ¢ 1 4] 0 0
oo oo (8 (0 00 (w0 o0 (800
{Urinary system)
kidney <26> 2D 82 <16>
infarct 1 0 Y] 0 1 0 0 0 0 0 0 0 ] 0 0 0
(900 (5 (00 (o0 (oo (oo o (o o (0
cyst 4 0 0 0 0 0 i 0 0 0 0 0 0 0 0 0
(oo (0 (o0 (o¢o s {0 oo (0 (o0 (000
hyaline droplet 5 5 0 0 4 8 2 4 6 4 0 0 1 4 0 0
(19) (19 ( 0 C 0 (19) (38 (100 ( O (21 (18) { 0 ( O (6 (25 (0 (0
basophilic change 4 0 0 0 4 0 0 o] 4 0 0 0 5 0 0 0
(15 C 0 (0 ¢ o (19 C 0 ¢ 0 (0 (189 (0 o {0 (3D C 0 C 0 (O
hyaline cast 0 0 0 0 0 2 0 0 0 0 0 [ 0 0 0 0
(oo (o0 (o1, (0o (oo o0 (oo {0
lymphocytic infiltration 0 0 o 0 0 0 0 0 1 0 0 3} 0 0 1] g
(oo (oo o0 (5000 Co (0o (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:hb/a%*i00 .
Significant difference : *: P = 0.05 k1 P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO.

T 0372

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105¥)
REPORT TYPE : Al
SEX : FEMALE PAGE : 17
Control 1000 ppm 2000 ppm 4000 ppmn
No. of Animals on Study 26 21 22 16
1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Qrgan Findings @ % % % ® W % o ® B W W (G ¢ T )] %)
{Urinary system)
kidney <26> <21> 22> <16>
inflammatory polyp 0 0 0 0 2 0 3 0 * 0 2 3 0 * 0 1 2 0
oo (o0 0) (10) 0) (14) 0 (0 (9 (1 (00 o (6 (13 0)
hydronephrosis 0 0 0 0 3 1 3 0 * 0 2 6 0 %k 2 0 5 0 %k
(oo (o0 0) (19 5 (149 0) 09 (21 (0 (13) C 0 (3D 0)
papillary necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 ] 0
(oo 0) o 0) ( 0 0) oo (o (0 Co{e6 (0 0)
mineralization:papilla 0 0 0 0 0 0 0 0 0 0 ] 0 1 0 0 0
CoCo (o0 0) (oo (o0 0) (oo (oo (8 (00 0)
mineralization:cortex 1 0 ¢ 1] 0 0 0 0 0 Y 0 0 0 0 0 0
(D00 0) o0 0) ( 0 0) oo (oo o000 0)
dilatalion:tubular lumen 1 0 0 0 [t} 0 0 ¢} 0 0 1] 0 0 0 0 4}
C4aC0 o0 0) 0 0 (0 0) (000 [GI ) B QI ) B QI 0)
glomerulosclerosis 0 0 2 g 0 0 0 0 ] 0 0 0 Q o 1 0
o0 (8 0) [} 0 (0 0) (G I Q) I Q) I )] 006 0)
desquamation:pelvis c 0 0 0 2 0 0 0 2 i 0 0 2 0 0 0
oo (o0 0) ( 10) 0 (0 0) 9 (5 0 (0 (1 0 (0 0)
Grade 1 : Slight 2 : Moderate 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) ¢:b/a%*100

Significant difference :

*: P £ 0.05

Test of Chi Square

(HPT150)

BATS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 18
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings AN C YR C YR () ® w % ® @ ® B W ® &% % W
{Urinary system)
urin bladd <26> 21> 22> <16>
dilatation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o o0 (o (o0 (o0 (0 (00 0) o o Co (0
{Endocrine system)
pituitary . <26> QD {22> <16>
angiectasis 0 0 g 0 0 1 0 0 0 ¢ 0 0 0 Q 0 0
(oo (o (o0 (o5 00 oo (o0 0) (0 0 (0 (0
cyst 2 0 0 0 1 0 0 [1} 2 0 0 0 3 0 0 0
(8 (0 (0 (0 (00 (0 (9 o (o0 0) 19 0 0 ( 0
hyperplasia 1 0 0 0 0 0 4} 0 0 0 0 0 [ 0 0 [
Cacoo0 (0 (o0 (o0 oo o0 0) 0 o0 o0
thyroid <26> 21> <20 <15>
inflammatory infiltration 0 0 0 0 0 0 i} 0 1 0 0 0 0 0 0 0
0o (o0 o0 [QIE ) I G ) B Q) B G V)] (5 (00 0) (0 00 (o0
adrenal <25> <20> <22 <16>
hemorrhage 0 0 0 0 0 [ 0 Q 1 ] 0 [ [ 0 0 0
oo (o0 (ool (5 00 (0 (00 {0
Grade 1t Slight 2 * Moderate 3 Marked 4 © Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a* 100

Significent difference ; *: P = 0.05 1 P 5 0.01 Test of Chi Square

(1IPT150)

BATS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105¥)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 19
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & W @ % ® W ® W & W @ & &%
{findocrine system}
adrenal <25> <20> 22> <16>
extramedullary hematopoiesis 4] 0 0 0 2 0 ¢ 0 1 0 0 0 0 0 0 0
ool (on (0 (0 (o0 (5 o (00 (000
spindie-cell hyperplasia 17 6 0 0 12 6 0 0 10 12 0 4} 12 2 0 0
(68) (24 C 0y ( O (60) (30) C 0) ( O (45) (55 C O) { O (75) (13) ( 0 ( 0
{Reproductive system)
ovary <26> 21> 22> <16>
angiectasis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
[QI ) I G I G ) B G )] o Co (0 (0 co oo {0 CoCo (o0
cyst 3 1 0 0 2 1 0 0 0 1 0 0 0 0 0 0
(12 ¢ o (o (1) ¢ 5 0 (o0 Co 5 o0 (o (oo
uterus <26> 2D <22> <i6>
cystic endometrial hyperplasia 8 2 0 0 3 0 0 Y 5 0 0 0 4 0 0 0
(3 8 (00 (oo (o (23 o) C oY (25 (00 C 0 (O
xanthogranulema 0 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0
(a0 (00 oo {5 (0 o000
Grade 1 @ Slight 2 : Moderate 3 : Marked 4 : Severe
<ad a ! Number of animals examined at the site
b bt Number of animals with lesion
(e) c:b/a=*xl00

Significant difference ; * ! P < 0.05 ¥* P < 0.0l Test of Chi Square

(HPT150) BAIS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX * FEMALE PAGE © 20
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings &% W W oW ® W & ® & % % & % %
{Reproductive system)
mammary gl <26> Q1> <22> <16>
galactocele 1 0 0 0 0 0 0 0 ¢} 0 0 0 1 0 ¢ 0
4 0 (o0 0) oo (0 )] [GIE ) IR Q1) B Q) 0) (&0 (o
{Nervous system}
brain <26> Q2D 22> <16>
mineralization 1 0 0 g 2 0 0 0 0 0 0 0 0 0 0 0
CH oo o (w0 oo co oo (o0 (OO0 (n
perivascular inflammation 0 0 0 0 0 0 0 0 1 0 0 ] 0 0 [y} 0
CoCo (o0 0) (0 (0 (0 0 (500 0) (o (0
spinal cord 26> 21> 22> <16>
epidermal cyst 0 0 0 0 0 0 4] 0 1 0 0 0 0 0 4] 0
Co o0 (o0 0 oo (o0 0) (5 (o0 (0 0} (o (oo
{Special sense orgens/appendage)
eye £26> QP 22> <16>
degeneration:cornea 2 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(a0 (o0 (1 (oo (o0 (s oo (o0 oo o (o0
Grade i : Slight 2 ! Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/a*l100

Significant difference ;

*! P < 0.05

# : P < 0.0

Test of Chi Square

1IPT150)

BAIS4



\)—/)
STUDY NO.  : 0372 . HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX : FEMALE PAGE : 21
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16
Grade 1 2 3 4 1 2 3 4 ! 2 3 4 1 2 3 4
Organ, Findings @ ® % % @ ® % W ® @& W O % W %
{Special sense organs/appendage)
Harder gl <26> 21> 22> <16>
degeneration 0 0 0 0 0 1 ] 0 0 ] 0 0 [ 0 0 4]
(G ) B GIR G) B G V)] o (5 0 (0 w0 (o0 (00 (o o0
hyperplasia 0 ] 0 0 0 0 0 0 0 1 1 0 0 i 0 0
(GO RGO BEGE ) B G} Co (oo (o (0 (5 (5 (0 (o6 (0o
{Musculoskeletal system)
muscle <26> <2 {22> <16>
mineralization 1 0 0 0 1 Y g 0 0 0 ] 0 0 0 0 0
9 o0 (o0 5 (00 (0 (oo o (o (00 o (o0
{Body cavities)
pleura <26> 21 22> <16>
thrombus 1 0 0 0 0 [ 0 0 0 0 ¢ 0 0 ¢ 0 0
(0 (0 O Co o0 (oo o (0 Co 00 (o0
thoracic ca <26> <21 22> <16>
hemorrhage g 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (0 (oo (o0 (oo (o0 (G NG B Q1) B G )]
Grade 1 ¢ Slight 2 : Moderate 3 ! Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c b/ a*l00

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

(HPT150) BALS4



APPENDIX M 1

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

(2-YEAR STUDY)



STUDY NO.
ANIMAL

© 0372
© MOUSE Crj:BDF1

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

REPORT TYPE : Al
SEX T MALE PAGE : 1
Time-related Ttems Group Name Control 500 ppm 1000 ppm 2000 ppm
___Weeks.
0~ 52 NO. OF EXAMINED ANIMALS 0 1 0 1
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 h}
NO. OF BENIGN TUMORS 0 ] 0 0
NO. OF MALIGNANT TUMORS 0 4] 0 0
NO. OF TOTAL TUMORS 0 0 0 ]
53 - 718 NO. OF EXAMINED ANIMALS 0 4 1 1
NO. OF ANIMALS WITH TUMORS 0 3 i 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 3 1 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 4 0 0
NO. OF BENIGN TUMORS 0 1 0 0
NO. OF MALIGNANT TUMORS 0 2 L 0
NO. OF TOTAL TUMORS ] 3 1 0
79 - 104 NO. OF EXAMINED ANIMALS 12 7 7 9
NO. OF ANIMALS WITH TUMORS 10 7 6 9
NO. OF ANIMALS WITH SINGLE TUMORS 4 4 2 5
NO. OF ANIMALS WITH MULTIPLE TUMORS [ 3 4 4
NO. OF BENIGN TUMORS 4 3 5 5
NO. OF MALIGNANT TUMORS 13 7 5 8
NO. OF TOTAL TUMORS 17 10 10 13
105 - 105 NO. OF EXAMINED ANIMALS 38 38 42 39
NO. OF ANIMALS WITH TUMORS 27 34 38 35
NO. OF ANIMALS WITH SINGLE TUMORS 13 18 12 13
NO. OF ANIMALS WITH MULTIPLE TUMORS 14 16 26 2
NO. OF BENIGN TUMORS 28 37 43 40
NO. OF MALIGNANT TUMORS 15 20 27 24
NO. OF TOTAL TUMORS 43 57 70 64
(HPTO70)

BAIS4



STUDY NO. @ 0372 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE : Al
SEX © MALE PAGE : 2
Time-related Ttems, Group Name Control 500 ppm 1000 ppm 2000 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 37 44 45 44
NO. OF ANIMALS WITH SINGLE TUMORS 17 25 15 8
NOC. OF ANIMALS WITH MULTIPLE TUMORS 20 19 30 26
NO. OF BENTGN TUMORS 32 41 48 45
NO. OF MALIGNANT TUMORS 28 29 33 32
NO. OF TOTAL TUMORS 60 70 81 77
(HPTG70)

BATS4



APPENDIX M 2

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

(2-YEAR STUDY)



STUDY NO. : 0372 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS — TIME RELATED
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE @ Al
SEX © FEMALE PAGE @ 3
Time-related Ttems. Group Name Control 1000 ppm 2000 ppm 4000 ppm
Weeks.
0- 52 NO. OF EXAMINED ANINMALS 2 1 0 1
NO. OF ANIMALS WITH TUMORS 1 1 [ 1
NO. OF ANIMALS WITH SINGLE TUMORS 1 [ [ 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 ¢} 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 13 1 0 1
NO. OF TOTAL TUMORS i i 0 1
53 - 18 NO. OF EXAMINED ANIMALS 1 4 4 3
NO. OF ANIMALS WITH TUMORS { 3 4 2
NO. OF ANIMALS WITH SINGLE TUMORS 0 3 2 o]
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 0 2 2
NO. OF BENIGN TUMORS 1 9 3 1
NO. OF MALIGNANT TUMORS L 3 3 3
NO. OF TOTAL TUMORS 2 3 6 4
79 - 104 NO. OF EXAMINED ANIMALS 23 16 18 12
NO. OF ANTMALS WITH TUMORS 23 16 17 11
NO. OF ANTMALS WITH SINGLE TUMORS 13 8 1t 4
NO. OF ANIMALS WITH MULTIPLE TUMORS 10 8 & 7
NO. OF BENIGN TUMORS 1L 7 8 10
NO. OF MALIGNANT TUMORS 23 21 15 9
NO. OF TOTAL TUMORS 34 28 23 19
105 - 105 NO. OF EXAMINED ANIMALS 24 29 28 34
NO. OF ANIMALS WITH TUMORS 17 24 25 3t
NO. OF ANIMALS WITIl SINGLE TUMORS 7 11 11 1L
NO. OF ANIMALS WITH MULTIPLE TUMORS 10 13 14 20
NO. OF BENIGN TUMORS 16 24 27 38
NO. OF MALIGNANT TUMORS 15 21 17 22
NO. OF TOTAL TUMORS 31 45 44 60
(HPTO70)

BATS4



STUDY NO. 1 0372 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 4
Time-related Ttems, Group Name Control 1000 ppm 2000 ppm 4000 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 42 44 46 45
NO. OF ANIMALS WITH SINGLE TUMORS 21 23 24 16
NO. OF ANIMALS WITH MULTIPLE TUMORS 21 21 2 29
NO. OF BENIGN TUMORS 28 3t 338 49
NO. OF MALIGNANT TUMORS 40 46 35 35
NO. OF TOTAL TUMORS 68 77 73 84
(HPTO70)

BAIS4



APPENDIX N 1

HISTOPATHOLOGICAL FINDINGS : MEOPLASTIC LESIONS : SUMMARY,
MOUSE : MALE @ ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS

© NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX © MALE PAGE : 1

Group Name Control 500 ppm 1000 ppm 2000 ppm

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

{Integumentary system/appandage)

subcutis <50> <50> <50> <50>
hemangioma 1 (2% 0o ( 0% g ( 0% 0 ( 0%
histiocytic sarcoma 0 ( oB ( 2% I (2% 2%

{Respiratory system)

lung <50> <50> <50> <50>
bronchiolar-alveolar adenoma 5 (10%) 4 ( 8% 5 ( 10%) 2 (%
bronchiolar-alveolar carcinoma 9 (189 4 ( 8% 5 ( 10%) 5 (10%)

{Hematopoietic system)

lywph node <50 <50> <50> <50>
malignant lymphoma 7 ( 14%) 7 (14%) 8 ( 16%) 9 (18%)

spleen <50> <50> <50> <50>
hemangioma 0 ( 0% 0 ( 0% 2 ( 4% o { oW
histiocytic sarcoma 0 ( ow (2% 0o ( 0% 0 ( o%®
malignant 1ymphoma 0 ( 0% ( 2% ¢ ( 0% 1 (2%
masteytoma:malignant 1 (2% ( 0%) o ( 0% 0 ( 0%
hemangiosarcoma 1T (2% 0 ( 0% 1 (2% 0 ( 0%

{Digestive system)

salivary gl <50> <50> <50> <50>
histiocytic sarcoma o ( 0% ( o%) 1 2% 0 ( 0%

<ad a © Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:ib/a#*100
(1IPT085)

BAIS4



STUDY NO.
ANIMAL

: 0372
* MOUSE Crj:BDF1

HISTOPATHOLOGICAL FINDINGS
ALL ANIMALS (0-105W)

: NEOPLASTIC LESIONS (SUMMARY)

REPORT TYPE @ Al
SEX ¢ MALE PAGE @ 2
Group Name Control 500 ppm 1000 ppm 2000 ppm

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

{Digestive system)

stomach <50> <50> <50 <50>
carcinoid tumor 1 2% 0 { 0% 0 ( 0% o ( o

small intes <50> <50> <50 <50>
adenoma 1 (2% o ( 0% o ( o% 0 ( 0%
histiocytic sarcoma o ( 0% 1 (2% 0 ( 0% 1 (2%

liver <50> <50> <50 <50>
hemangioma 6 (12%) 4 ( 8% 1 (2% o ( o%
hepatocellular adenoma 12 ( 24%) 25 ( 50%) 34 ( 68%) 35 ( 70%)
histiocytic sarcoma 1 (2% L 2% 2 (4 2%
hepatocellular carcinoma 6 (12%) 9 (18% 12 ( 24%) 10 { 20%)
lepatoblastoma 1 (2% 1 (2% 0 ( 0% 1 { 2%

gall bladd 46> <50> <495 47>
papillary adenoma 0o o® 2 (4% 4 ( 8% 5 (1%

pancreds <50> <50> <50> <50>
islet cell adenoma o ( 0% 0 ( 0% 1 (2% 0 ( 0%
acinar cell adenccarcinoma 1 (2% 0 ( 0% 0 ( 0% o ( oW

{Urinary system)

urin bladd <50> <50> <50> <60>
hemangioma 1 (2% 0o ( 0% 6 ( 0% o ( oW

<a?>
b (c)

a : Number of animals exomined at the site
b : Number of animals with neoplasm

c b /axl100

(1PTO85)

BALS4



STUDY NO. © 0372 HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE @ Al

SEX T MALE PAGE : 3

Group Name Control 500 ppm 1000 ppm 2000 ppm

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

{Endocrine system)

pituitary 48> <50> <49> <50>
adenoma 1 (2% 0o ( 0% o ( o% 0 ( 0%

thyroid <49> <b0> <50> <50>
C—cell adenoma 1 2% 0 ( 0% 0 ( 0%) 0 ( oW

adrenal <50> <50> <50> <50>
phevcliromocytoma o0 ( 0% o ( 0% 0 ( 0% 1 (2%

{Reproductive system)

testis <50> <50> <&60> <50>
hemangioma 0 ( o 2% o ( 0% 0 ( 0%
hemungiosarcoma 0 ( 0% 1 (2% 0 ( 0% 0 ( 0%

epididymis <50> <50> <50> <50>
histiocytic sarcoma o ( oW 0 ( 0% 1 (2% 1 (2%

prep/cli gl <50> <50> <50> <50>
xanthoma o ( o% I (2% 0 ( 0% o ( o%

{Nervous system)

spinal cord <50> <60> <50> <50>
histioeytic sarcoma 0 ( 0% 0 ( 0% 0 ( o% (2%

periph nerv <50> <50> <50> <50>
histiocytic sarcoma ¢ ( oD 1 (2% 1 (2% 1 (20

{Special sense organs/appendage)

Herder gl <49> <60> <50> <50>
adenoma 3 ( 6% 4 ( 8% 1 (2% 2%
a ! Number of animals examined at the site

b (¢) b : Number of animals with neoplasm c:b/a%100

(HPTO8S)

BATS4



STUDY NO.  : 0372

HISTOPATHOLOGICAL FINDINGS

: NEOPLASTIC LESIONS (SUMMARY}

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

REPORT TYPE @ Al

SEX ¢ MALE PAGE @ 4

Group Name Control 500 ppm 1000 ppm 2000 ppm

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

{Special sense organs/appendage)

Harder gl 49> <500 <50 <50>
adenocarcinoma o C o 1T (2% 1 (2% o ( o®

{Musculoskeletal system}

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

{Body cavities)

peritoneum <50> <50> <50 <50>
hemangioma 0o ( 0% 0 ( 0% o ( o% T (2%

a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm

cib/a*100

(11PTO85)

BAIS4



APPENDIX N 2

HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS @ SUMMARY,
MOUSE : FEMALE :© ALL ANIMALS

(2-YEAR STUDY)



N

=

STUDY NO. 1 0372 HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 5

Group Name Control 1000 ppm 2000 ppm 4000 ppm

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

{Integumentary system/appandage)

skin/app <50> <50> <h0> <50>
squamous cell papilloma 1 ( 2% 0 ( 0% 0 ( 0% 0 ( 0%

subcutis <50> <50> <50 <50>
hemangioma 1 ¢ 2% 0 ( 0% 0o ( 0% 0 ( oW
carcinoma:NOS o ( 0% 0o ( 0% 1 ¢ 2% 0 ( 0%

{Respiratory system)

nasal cavit <80> <50> <50> <50>
chondroma 1 (2% 0 ( 0% 0 ( o¥ o ( o%
hemangioma 1 (2% 0 ( 0%) o ( 0% 0 ( 0%

lung <50> <50> <49> <50>
bronchiolar-alveclar adencma 1 (2% 1 (2% 2 (1% 1 (2%
bronchiolar alveolar carcinoma 1 ( 2% 1 (2% 1 (2% 1 (2%

{llematopoietic system)

bone marrow <50> <50> <50> <50>
hemangioma 1 (2% 0 ( 0% 0 ( o%) o ( 0%
hemangiosarcoma 1 (2% 0 ( 0% 0 ( 0% 0 ( 0%

lymph node <50> <50> <50> <50>
malignant lymphoma 22 ( 44%) 16 32%) 6 ( 12%) 3 (6%

spleen <B0> <50> <50> <50>
hemangioma 1 (2% 0 ( 0% o ( 0% o ( 0%

<ad a : Number of animals examined at the site
b (c) b : Numher of animals with neoplasm c:ib/a*100
(HPTO85)

BAIS4



STUDY No.  : 0372

HISTOPATHOLOGICAL FINDINGS

: NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX © FEMALE PAGE : 6

Group Name Control 1000 ppm 2000 ppm 4000 ppm

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

{llematopoietic system}

spleen <B0> <50> <50> <50>
histiocytic sarcoma 1 (2% 0o ( 0% o ( o 6 ( 0%
malignant lymphoma 1 (2% 1 (20 1 (2% 1 (2%
hemangiosarcoma o ( o% 2 { o ( 0% o ( 0%

{Digestive system)

stomach <50> <50> <56 <50>
squamous cell papilloma o ( 0% o ( 0% 1 (2% 0 ( oW

large intes <50> <502 <50 <50>
histiocytic sarcoma 0 ( o 1 (2% L 2% 0 { 0%

liver <50> <50> <50> <50>
hemangioma 3 ( oW 2 (4% 0 ( 0% 2 (4%
hepatocellular adenoma 6 (128 22 ( 44%) 23 ( 46%) 34 (68%)
cholangiocel lular adenoma 0o ( 0% 0 ( 0% 0 ( 0% 1 (2%
hepatocholangiocel lular adenoma o ( 0% 0 ( 0% 2 (4% 0 ( om
histiocytic sarcoma 1 ¢ 2% 1 (2% 2 (4% 0 ( 0%
hepatocellular carcinoma 1 (2% 4 ( 8% 11 (22%) 17 (3%
hepatoblastoma 0 ( 0% 1 (29 0 ( 0% o { on
a ¢ Number of animals examined at the site

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

(HPT085)

BAIS4



STUDY NO. ¢ 0372 HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX * FEMALE PAGE : 7

Group Name Control 1000 ppm 2000 ppm 4000 ppm

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

{Digestive system)

liver <50> <50> <50> <50>
hepatocholangiocellular carcinoma o ( oW o { o® o ( 0% 1 (2%

gall bladd <47> 47> <49> <45>
papillary adenome 0 0% (2% 5 ( 10%) 3 (™

{Endocrine system)

pituitary <50> <50> <50> <50>
adenoma 6 (12%) 3 ( &% 1 (2% 1 (2%
adenocarcinoma 1 (2% o ( o o ( 0% 0 ( 0%

{Reproductive system)

ovary <50> <50> <50> <50>
cystadenoma 1 (2% 0 ( 0% 0 ( 0% 1 (2%
histiocytic sarcoma 0 (0% 0 ( 0% 0o ( o% 1 (29

uterus <50> <50> <50> <50>
xanthoma o (0% 1 {29 o ( 0% 2 (4%
hemangioma 0 (oW 2% o ( 0% 1 (2%
endometrial stromal polyp 3 (6% 0 ( 0% 0 ( 0% 0 ( 0%
histiccytic sarcoma g (18%) 18 ( 36%) 10 (204 10 ( 20%
endometrial stromal sarcoma 0 (0% 1 (2% 1 (2% 0 ( 0%
a : Number of animals examined at the site

b (c¢) b ¢ Nusber of animals with neoplasm c!b/a*100

(IIPTO85)

BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX t FEMALE PAGE :
Group Name Control 1000 ppm 2000 ppm 4000 ppm

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

{Reproductive system)

mammary gl <50> <505 <505 <50>
adenocarcinoma o ( 0% 0 { 0%) 1 (2% 1 (2%

prep/cli gl <50> <50> <50 <50>
adenocarcinoma 1 (2% 0 ( 0% 0 ( 0% 0 ( 0%

{Nervous system)

periph nerv <50 <50> <50 <50
histiocytic sarcoma 1 ¢ 2% 0 { 0% 0 ( 0% 0 ( 0%

{Special sense organs/appendage}

Barder gl <50> <50> <50> <50>
adenoma 2 (4 0 ( 0% 3 (6% 2 (4%

{Musculoskeletal system}

hone <50> <50> <50 <50>
osteoma o ( 0% 0 0% o ( 0% i (2%

{Body cavities)}

peritoneum <50> <50> <50 <502
hemangioma 0 ( 0% 0 ( 0% 1 (2% 0 ( 0%
a : Number of animals examined at the site

b {c) b : Number of animals with neoplasm cib/a#*100

(HPT085)

BAIS4



APPENDIX O 1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS,
MOUSE : MALE

(2-YEAR STUDY)



STUDY No. @ 0372

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : MOUSE Crj:BDF1
SEX t MALE PAGE : 1
Group Name Control 500 ppm 1000 ppm 2000 ppm
SITE ¢ lung
TUMOR : bronchiolar-alveclar adenoma
Tumor rate
Overall rates(a) 5/50( 10.0) 4/50( 8.0) 5/50( 10.0) 2/50( 4.0)
Adjusted rates(b) 10.53 10.53 10. 64 5.13
Terminal rates(c) 4/38( 10.5) 4/38( 10.5) 3/42( 1.1) 2/39C 5.1)
Statistical analysis
Peto test
Standard method(d) P = e
Prevalence method{d) P = 0.8542
Combined analysis(d) P=-——
Cochran-Armitage test{e) P = 0.2903
Fisher Exact test(e) = 0.5000 P = 0.6297 P =0.2180
SITE  : lung
TUMOR : bronchiolar-alveolar carcinoma
Tumor rate
Overall rates(a) 9/50( 18.0) 4/50( 8.0) 5/50( 10.0) 5/50( 10.0)
Adjusted rates(b) 22.50 10.53 11.90 12.82
Terminal rutes(c) 8/38( 21. 1) 4/38( 10.5) 5/42( 11.9) 5/39( 12.8)
Statistical analysis
Peto  test
Standard method (d) p=
Prevalence method(d) P = 0.8352
Combined analysis(d) pP=
Cochran-Armitage test(e) P = 0.3489
Fisher Exact Llest(e) P = 0.1168 P = 0.1940 P = 0.1940
SITE : lung
TUMOR : bronchiolar-alveolar adenoma, bronchiolar-alveclar carcinoma
Tumor rate
Overall ratesf(a) 14/50( 28.0) 8/50( 16.0) 10/50( 20.0) 7/50( 14.0)
Adjusted rates(b) 32.50 21.05 21.28 17.95
Terminal rates(c) 12/38( 31.86) 8/38( 21. 1) 8/42( 19.0) 7/39¢ 17.9)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence method (d) P - 0.9331
Combined analysis(d) P=——
Cochran-Armitage test(e) P =0.13%4
Fisher Lxact test(e) P =0.1135 P = 0.2415 P = 0.0698
(HPT360A)

PATIS4



NI
STUDY No. @ 0372 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL : MOUSE Cri:BDF1
SEX © MALE PAGE 2
Group Name Control 500 ppm 1000 ppm 2000 ppm
SITE : lymph node
TUMOR : malignant lymphoma
Tumor rate
Overall rates(a) 7/50( 14.0) 7/50( 14.0) 8/50( 16.0) 9/50( 18.0)
Adjusted rates(b) 10.53 10.53 16. 67 15.38
Terminal rates(c) 4/38( 10.5) 4/38( 10.5) 7/42( 16.7) 6/39( 15.4)
Statistical analysis
Peto test
Standard method(d) P = 0.5231
Prevalence method{d} P = 0.2215
Combined analysis(d) P = 0.2837
Cochran-Armitage test(e) P = 0.5303
Fisher Exact test{e) P = 0.6129 P = 0.5000 P = 0.3929
SITE : spleen
TUMOR : hemangioma, hemangiosarcoma
Tumer rate
Overall rales(a) 1/50( 2.0) 0/50( 0.0) 3/50( 6.0) 0/50( 0.0)
Adjusted rates(b) 0.0 0.0 6.67 0.0
Terminal rates(c) 0/38( 0.0) 0/38( 0.0 2/42( 4.8) 0/39¢ 0.0
Statistical analysis
Peto  test
Standard method (d) P =0.9070 ?
Prevalence method {(d) P = 0.3765
Combined analysis(d) P = 0.6154
Cochran-Armitage test(e) P =0.7327
Fisher Exact test(e) P = 0.5000 P = 0.3087 P = 0.5000
SITE ¢ liver
TUMOR : hemangioma
Tumor rate
Overall rates(a) 6/50( 12.0) 4/50( 8.0) 1/50( 2.0) 0/50( 0.0)
Adjusted rates(h) 12.50 7.89 2.38 0.0
Terminal rates(c) 4/38( 10.5) 3/38( 7.9) 1/42( 2.4) 0/39( 0.0)
Statistical analysis
Peto tLest
Standard method(d) P = 0.5895
Prevalence method(d) P — 0.9986
Combined analysis(d) P = 0.9987
Cochran-Armitage test{e) P = 0.0055%%
Fisher [bxact test{e) P = 0.3703 P = 0. 0559 P = 0.0133%
(1IPT360A)

BATS4



STUDY No. @ 0372 NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS
ANTMAL : MOUSE Crj:BDF1
SEX : MALE PAGE 3
Group Name Control 500 ppm 1000 ppm 2000 ppm
SITE : liver
TUMOR : hepatocellular adenoma
Tumor  rute
Overall rates(a) 12/50( 24.0) 25/50( 50.0) 34/50( 68.0) 35/50( 70.0)
Adjusted rates(h) 31.58 60. 53 76.74 80. 00
Terminal rates{c) 12/38( 31.6) 23/38( 60.5) 32/42( 76.2) 31/39( 79.5)
Statistical analysis
Peto test
Standard method{d} P = -~
Prevalence method (d) P < 0.000[%*
Combined analysis(d) Pp=—
Cochran—Armitage test(e) P < 0.0001%x
Fisher Exact test(e) P = 0.0062%% P < 0.0001%% P < 0.0001%*
SITE @ liver
TUMOR : hepatocellular carcinoma
Tumor rate
Overall rales(a) 6/50( 12.0) 9/50( 18.0) 12/50( 24.0) 10/50( 20.0)
Adjusted rates(b) 7.89 18. 60 26. 19 20.93
Terminal rates(c) 3/38( 7.9) 7/38( 18.4) 11/42( 26.2) 8/39( 20.5)
Statistical analysis
Peto  test
Standard method (d) P = 0.8251
Prevalence method (d) P = 0.0668
Combined analysis(d) P =0.1722
Cochran—-Armitage tesi(e) P = 0.3097
Fisher Exact test(e) P = 0.2883 P = 0.0961 P = 0.2070
SITE : liver
TUMOR hepatocellular adencma, hepatocellular carcinoma
Tumor rate
Overall rates(a) 18/50( 36.0) 29/50( 58.0) 39/50( 78.0) 38/50( 76.0)
Adjusted rates(h) 39. 47 65. 79 86.05 85.00
Terminal rates(c) 15/38( 39.5) 25/38( 65. 8) 36/42( 85.7) 33/39( 84.6)
Statistical analysis
Peto test
Standard method{(d) P = 0.8251
Prevalence method{d) P < 0.0001%*
Combined analysis(d} P < 0.000{%k
Cochran-Armitage test(e) P < 0.0001%*
Fisher Exact test(e) P = 0.0223% P < 0. 0001+ P = 0.0001%
(1IPT360A) BATS4



STUDY No. @ 0372 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL : MOUSE Crj:BDF1
SEX © MALE PAGE : 4
Group Name Control 500 ppm 1000 ppm 2000 ppm
SITE : gall bladder
TUMOR : papillary adenoma
Tumor  rute
Overall rates{a) 0/46¢( 0.0) 2/50( 4.0) 4/49( 8.2) 5/47( 10.6)
Adjusted rates(b) 0.0 5.26 9.76 13.88
Terminal rates(c) 0/35( 0.0) 2/38( 5.3) 4/41( 9.8) 5/36( 13.9)
Statistical analysis
Peto  test
Standard method{(d) P = e
Prevalence method{(d} P = 0.0126%
Combined analysis(d) pP=——
Cochran—Armitage test{e) P = 0.0223%
Fisher Exact test(e) P = 0.2686 P = 0. 0666 P = 0.0295%
SITE : llarderian gland
TUMOR : adenoma
Tumor rate
Overall rales{a) 3/49( 6.1) 4/50( 8.0) 1/50( 2.0) 1/50C 2.0)
Adjusted rates(b) 8. 11 9.52 2.38 2.56
Terminal rates(c) 3/37( 8.1) 3/38( 1.9} 1/42( 2.4 1/39C 2.6)
Statistical analysis
Peto test
Standard method (d) pP=
Prevalence method (d) P = 0.9045
Combined analysis(d) p=-—
Cochran-Armitage test(e) P = 0.1783
Fisher Exact test(e) P = 0.5114 P = 0.3010 P = 0.3010
(HPT360A)

BAIS4



STUDY Nv. @ 0372 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL © MOUSE Crj:BDFL
SEX © MALE PAGE 5
Group Name Control 500 ppm 1000 ppm 2000 ppm
SITE @ Harderian gland
TUMOR : adenoma, adenocarcinoma
Tumoy rate
Overall rates(a) 3/49( 6.1) 5/50( 10.0) 2/50( 4.0) 1/50( 2.0)
Adjusted rates(b) 8.11 11.90 4.76 2. 56
Terminal rates(c) 3/37( 8.1) 4/38( 10.5) 2/42( 4.8) 1/38C 2.6)
Statistical analysis
Peto  test
Standard method{d} P = wemeee
Prevalence method(d) P = 0.9048
Conbined analysis(d) P=-—-
Cochran-Armitage test(e) P = 0.1827
Fisher Exact test(e) P = 0.3689 P = 0.4903 P = 0.3010
(LIPT360/) BAIS4

(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 overall incidence rates.

—————— : There is no data which should be statistical analysis.
Significant difference : *: P £ 0.05 #® P £ 0.01
N.C. :Stalistical value cannul be calculated and was not significant.

¢ The conditional probabilities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-value.



STUDY No. @ 0372 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL : MOUSE Crj:BDF1
SEX © MALE PAGE 1
Group Name Control 500 ppm 1000 ppm 2000 ppm
SITE : ALL SITE
TUMOR : lemanugioma
Tumor  rute
Overall rates(a) 7/50( 14.0) 5/50( 10.0) 3/50( 6.0) 1/50( 2.0)
Adjusted rates(b) 14.58 10.53 6.67 2.27
Terminal rates(c) 4/38( 10.5) 4/38( 10.5) 2/42( 4.8) 0/39( 0.0)
Statistical analysis
Peto test
Standard method{d) P = 0.5895
Prevalence method(d) P = 0.9894
Combined analysis(d) P = 0.9910
Cochran-Armitage test(e) P = 0.0220%
Fisher Exact test(e) P = 0.3798 P = 0.1589 P = 0. 0297#%
SITE © ALL SITE
TUMOR : histiocytic sarcoma
Tumor vate
Overall rales(a) 1/50( 2.0} 5/50( 10.0) 6/50( 12.0) 6/50( 12.0)
Adjusted rates(b) 2.50 5.26 4.76 7.69
Terminal rates(c) 0/38( 0.0) 2/38( 5.3) 2/42( 4.8) 3/39( 7.7)
Statistical analysis
Peto  test
Standard method (d) P =0.1241
Prevalence method (d) P = 0.1601
Combined analysis(d) P = 0.0639
Cochran-Armitage test{e) P =0.1125
Fisher Exact testfe) P = 0.1022 P = 0.0559 P = 0.0559

{HPT360A)

BAIS4



STUDY Nu. : 0372 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL ¢ MOUSE Crj:BDF1
SEX T MALE PAGE 2
Group Name Control 500 ppm 1000 ppm 2000 ppm
SITE : ALL SITE
TUMOR : malignant lymphoma
Tumor rate
Overall rates(a) 7/50( 14.0) 8/50( 16.0) 8/50( 18.0) 10/50( 20.90)
Adjusted rates(h) 10.53 10.53 16. 67 17.95
Terminal rates(c) 4/33( 10.5) 4/38( 10.5) 7/42( 16.7) 7/38( 17.9)
Statistical analysis
Peto test
Standard method(d) P = 0.5836
Prevalence method{d) P = 0.137L
Combined analysis(d) P =0.2313
Cochran-Armitage testf{e) P = 0.4208
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0.2977
(LPT360A) BALIS4

(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 overall incidence rates.

: There is no data which should be statistical analysis.
Significant difference : *: P = 0.05 #* P £ 0.01

N.C. :Statistical value camnot be calculaled and was not significant.

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



APPENDIX O 2

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS,
MOUSE : FEMALE

(2-YEAR STUDY)



STUDY No. @ 0372

NEOPLASTIC LESIONS—INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL © MOUSE Crj:BDF1
SEX :  FEMALE PAGE 6
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE @ lung
TUMOR bronchiolar-alveolar adenoms, bronchiolar-alveolar carcinoma
Tumor  rute
Overall rates(a) 2/50( 4.0) 2/50( 4.0) 3/48( 6.1) 2/50( 4.0)
Adjusted rates(b) 8.33 4.76 4.26 5.88
Terminal rates(c) 2/24( 8.3) 0/28( 0.0) 1/28( 3.6) 2/34( 5.9)
Statistical analysis
Peto test
Standard method(d) P = 0.4318
Prevalence method (d) P = 0.4969
Combined analysis{d) P = 0.4839
Cochran-Armitage test(e) P = 0.9521
Fisher Exact test(c) P = 0.6913 P = 0.4903 P = 0.6913
SITE : lymph node
TUMOR : malignant Iymphoma
Tumor rate
Overall ratles(a) 22/50( 44.0) 16/50( 32.0) 6/50( 12.0) 3/50( 6.0)
Adjusted rates(b) 37.50 27.59 17.86 5.88
Terminal rates(c) 9/24( 37.5) 8/29( 27.6) 5/28¢ 17.9) 2/34( 5.9)
Stutistical analysis
Peto test
Standard method (d) P = 1. 0000
Prevalence method(d) P = 0.9992
Combined analysis(d) P = 1.0000
Cochran-Armilage test(e) P < 0.0001%¢
Fisher Exact test(e) = 0.1515 P = 0. 0003%* P < 0. 000 1%
SITE @ liver
TUMOR : hemangioma
Tumer rate
Overall rates(a) 3/50( 6.0) 2/50( 4.0) 0/50( 0.0) 2/50( 4.0)
Adjusted rates(b) 4.35 6. 90 0.0 5.88
Terminal rates{c) 0/24( 0.0) 2/28( 6.9) 0/28( 0.0) 2/34( 5.9)
Statistical analysis
Pelo test
Standard method{d) P =0.9190 ?
Prevalence method(d) P - 0.5992
Combined analysis(d) P = 0.7575
Cochran-Armitage testf(e) P = 0.5583
Fisher Exact test(e) = 0.5000 P =0.1212 P = 0.5000

(1HPT360A)

BAIS4



STUDY No. : 0372

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL © MOUSE Crj:BDF1
SEX : FEMALE PAGE : 7
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE @ liver
TUMOR : hepatocellular adenoma
Tumor rute
Overall rates(a) 6/50( 12.0) 22/50( 44.0) 23/50( 46.0) 34/50( 68.0)
Adjusted rates(b) 21.43 60. 00 62.07 78.38
Terminal rates{c) 5/24( 20.8) 17/29¢ 58. 6) 17/28( 60.7) 26/34( 76.5)
Statistical analysis
Peto  test
Standard method(d) P =~
Prevalence method{d) P < 0.000[%
Combined analysis(d) P =~
Cochran-Armitage test(e) P < 0.0001%k
Fisller Exact test{e) P = 0.0003+* P = 0. 0002+ P < 0.0001%%
SITE @ liver
TUMOR : hepatoceliular carcinoma
Tumor rate
Overall rates(a) 1/50( 2.0) 4/50( 8.0) 11/50( 22.0) 17/50( 34.0)
Adjusted rates(b) 4.17 111 23.53 38.24
Terminal rates(c) 1724 4.2 3/29( 10.3) 6/28( 21.4) 13/34( 38.2)
Statistical analysis
Peto test
Standard method{d) P = 0.0687
Prevalence method (d) P < 0. 00014
Combined analysis(d) P < 0.0001%
Cochran-Armitage test(e) P < 0.00014k
Fisher Exact test(e) P = 0.1811 P = 0.0019%* P < 0.0001%*
SITE : liver
TUMOR : hopatocellular adenoma, hepatocellular carcinoma
Tumor rate
Overall rates(a) 6/50( 12.0) 23/50( 46.0) 31/50( 62.0) 41/50( 82.0)
Adjusted rates(b) 21.43 60. 00 72.41 89.47
Terminal rates(c) 5/24( 20.8) 17/29( 58.6) 20/28( 71.4) 30/34( 88.2)
Statistical analysis
Peto  test
Standard method (d} P = 0.0687
Prevalence method{d) P < 0. 00014%?
Combined analysis(d) P < 0.0001%
Cochran-Armitage test(e) P < 0.0001%*
Fisher Exact test(e) P = 0.0002%%

(1IPT360A)

P < 0.0001%k

P < 0.0001%*

DBATS4



STUDY Nu. @ 0372 NEOPLASTIC LESIONS—INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL © MOUSE Crj:BDF1
SEX © FEMALE PAGE 8
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE : gall bladder
TUMOR : vpapillary adenoma
Tumor rute
Overall rates(a) 0/47( 0.0) 1/47¢ 2.1) 5/48( 10.2) 3/45( 6.7)
Adjusted rates(b) 0.0 2.78 14.71 9.38
Terminal rates(c) 0/23( 0.0) 0/28( 0.0) 4/28( 14.3) 3/32( 9.4)
Statistical analysis :
Petc test
Standard method{(d) P=-—
Prevalence method (d) P = 0.0600
Conbined analysis{d) pP=—-
Cochran-Armitage test(e) P = 0.0818
Fisher Exact test(e) P = 0.5000 P = 0.0312% P = 0.1130
SITE  : pituitary gland
TUMOR @ adenoma
Tumor rate
Overall rates(a) 6/50( 12.0) 3/50( 6.0) 1/50( 2.0) 1/50( 2.0)
Adjusted rates(b) 12.50 10.34 3.57 0.0
Terminal rates(c) 3/24( 12.5) 3/29( 10.3) 1/28( 3.6) 0/34( 0.0)
Statistical analysis
Peto test
Standard method{(d) P = 0.4259
Prevalence method(d) P = 0.9978
Combined analysis(d) P = 0.9920
Cochran-Armitage test(e) P = 0.0316+%
Fisher Exact tLest(e) P = 0.2435 P = 0.0559 P = 0.0559
SITE : pituitary gland
TUMOR : adenoma, adenocarcinoma
Tumor rate
Uverall rates(a) 7/50( 14.0) 3/50( 6.0) 1/50( 2.0) 1/50¢ 2.0)
Adjusted rates(b) 16. 67 10. 34 3.57 0.0
Terminal rates(c) 4/24( 16.7) 3/29( 10.3) 1/28( 3.86) 0/34( 0.0
Statistical analysis
Peto test
Standard method{d) P = 0.4259
Prevalence method(d) P - 0.9993
Combined analysis(d) P = 0.9970
Cochran-Armitage test(e) P = 0.0157%
Fisher Exact test(e) P = 0.1589 P = 0.0297% P = 0.0297%

(IPT360A)

BATS4



STUDY No. @ 0372 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL © MOUSE Crj:BDF1
SEX : FEMALE PAGE : 9
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE : uterus
TUMOR : endometrial stromal polyp
Tumor rute
Overall rates(a) 3/50( 6.0) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0)
Adjusted rates(h) 8.33 0.0 0.0 0.0
Terminal rates(c) 2/24( 8.3) 0728 0.0) 0/28( 0.0} 0/34( 0.0)
Statistical analysis
Peto test
Standard method (d) P=-———
Prevalence method{d) P =0.9939 ?
Combined analysis(d) P=-—-
Cochran—-Armitage test(e) P = 0.0389%
Fisher Exact testle) P = 0.1212 P = 0.1212 P = 0.1212
SITE ! uterus
TUMOR : histiocytic sarcoma
Tumor rate
Overall rates(a) 9/50( 18.0) 18/50( 36.0) 10/50( 20.0) 10/56( 20.0)
Ajusted rates(b) 7.14 25.71 3.57 11.76
Terminal rates(c) 1/24( 4.2) 6/28( 20.7) 1/28( 3.6) 4/33( 11.8)
Statistical analysis
Peto  test
Standard method(d) P = 0. 5960
Prevalence method(d) P = 0.7381
Combined analysis(d) P =0.7212
Cochran-Armitage tlest(e) P = 0.6318
Fisher Exacl test(e) P = 0.0352% P = 0.5000 P = 0.5000

(HPT360A)

BAIS4



STUDY Nv. @ 0372 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL : MOUSE Crj:BDF1
SEX © FEMALE PAGE : 10
Group Name Control 1000 ppm 2000 ppm 40600 ppm
SITE : Harderian gland

TUMOR : adenoma
Tuwor rute

Overall rates(a) 2/50( 4.0) 0/50( 0.0) 3/50( 6.0) 2/50( 4.0)
Adjusted rates(b) 8.33 0.0 6.00 5. 41
Terminal rates(c) 2/24( 8.3) 0/29( 0.0 1/28( 3.6) 1/34C 2.9)
Statistical analysis

Peto  test

Standard method(d) P=-—

Prevalence method(d) P = 0.3394

Combined analysis(d} P=-—-

Cochran-Armitage test(e) P = 0.648%

Fisher Exuct test(e) P = 0.2475 P = 0.5000 P = 0.6913

1IPT360A) BAIS4
(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 lumor incidence at terminal kill.
(d}: Beneath the control incidence are the P-values associated with the trend test.
Standard method : Death analysis
Prevalence methoed : Incidental tumor test
Combined analysis : Death amalysis + Incidental tumor test
(e): The Cochran Armitage and Fisher exact test compare directly the overall incidence rates.
7 ¢ The conditional probabilities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-value
————~ : There is no data which should be statistical analysis
Significant diflerence ; * P X 0.05 # P £ 0.01
N.C. :Statistical value camnot be calculated and was not significant.



STUDY No. @ 0372 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL * MOUSE Crj:BDF1
SEX : FEMALE PAGE : 3
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE : ALL SITE
TUMOR : hemangioma
Tumor rute
Overall rates(a) 6/50( 12.0) 3/50{ 6.0) 1/50¢ 2.0) 3/50( 6.0)
Adjusted rates(h) 10. 87 10.34 0.0 8.82
Terminal rates(c) 1/24( 4.2) 3/29( 10.3) 0/28( 0.0) 3/34( 8.8)
Statistical analysis
Peto test
Standard method{(d) P = 0.7385
Prevalence melhod(d) P = 0.8348
Combined aualysis(d) P = 0.8852
Cochran-Armitage test{e) P = 0.2648
Fisher Exact test(e) P = 0.2435 P = 0.0559 P = 0.2435
SITE @ ALL SITE
TUMOR :© histiocytic sarcoma
Tumor rate
Overall rates(a) 12/50( 24.0) 20/50( 40.0) 13/50( 26.0) 11/50( 22.0)
Adjusted rates(b) 7.50 25.71 10.71L 11.76
Terminal rates(c) 1/24( 4.2) 6/29( 20.7) 3/28( 10.7) 4/34( 11.8)
Statistical analysis
Peto  test
Standard method (d) P = 0.7657
Prevalence method(d) P = 0.7216
Combined analysis(d) P = 0.8267
Cochran-Armitage test(e) P = 0.3943
Fisher Exact test(e) P = 0.0664 P = 0.5000 P = 0.5000

(HPT360A)

BAIS4



STUDY Nu. : 0372 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANTMAL : MOUSE Crj:BDFL
SEX :  FEMALE PAGE : 4
Group Name Control 1006 ppm 2000 ppm 4000 ppm
SITE : ALL SITE
TUMOR : malignant lymphoma
Tumor raute
Overall rates(a) 23/50( 46.0) 17/50( 34.0) 7/50( 14.0) 4/50( 8.0)
Adjusted rates(b} 37.50 31.03 21.43 8.82
Terminal rates(c) 9/24( 37.5) 9/29( 31.0) 6/28( 21.4) 3/34( 8.8)
Statistical analysis
Peto  test
Standard method(d) P = 1.0000
Prevalence method(d) P = 0.9976
Combined analysis{(d) P = 1.0000
Cochran-Armitage test(e) P < 0.0001%k
Fisher Exact testl(e) P = 0.1537 P = 0.0004** P < 0.0001%*
(LIPT360A) BALS4

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

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

(c): Observed tumor incidence at lerminal kill.
(d): Beneath tlie control incidence are Lhe P-values associated with the Lrend test.
Standard method  ° Death analysis
Prevalence method @ Incidental tumor test
Combined analysis @ Death amalysis + Incidental tumor test
{e}: The Cochran Armitage and Fisher exact test compare directly the overall incidence rates.
?

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

—--—- : Theére is no data which should be statistical analysis.
Significant difference : *: P = 0.05 #% . P Z 0.01
N.C. :Statistical value cannot be calculated and was not significant.



APPENDIX P 1

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR : SUMMARY,
MOUSE : MALE @ ALL ANIMALS

(2-YEAR STUDY)



STUDY NO. 1 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX * MALE PAGE : 1

Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

{Respiratory system)

nasal cavit <50> <50> <50> <50>
leukemic cell infiltration 1 1 0 1
melastasis:liver tumor i 0 0 0
metastasis:subcutis tumor 0 0 1 0
metastasis:periphoral nerve tumer 0 ] 1 0
metastasis:epididymis tumor ] 0 0 1

Tung <50> <50> <50> <50>
leukemic cell infiltration 2 4 2 3
metastasisiliver tumor 4 3 3 2
metastasis:pancreas tumor 1 0 0 0
metastasis:subcutis tumor 0 0 1 1

{Hematopoietic system)

bone marrow <50> <50> <50> <50>
leukemic cell infiltration 4 4 1 0
metastasis:spleen tumor 0 1 0 0
metastasisismall intestine tumor 0 0 0 1

lymph node <50> <50> <50> <50>
leukemic cell infiltration 0 1 90 0

spleen <50> <50> <50> <50>
leukemic cell infiltration 4 7 4 7

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

b b : Number of animals with lesion
(JPT150)

RATS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX © MALE PAGE = 3

Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50

Organ____ Findings

{llematopoietic system)

spleen <50> <50> <50> <50>
metastasis:liver tumor ¢ 1 0 Q.
metaslasis:small intestine tumor 0 0 0 1

{Circulatory system}

heart <50> <50> <50> <60>
leukemic cell infiltration 3 2 ¢} 2
metastasis:liver tumor 0 t 0 0

{Digestive system)

tohgue <50> <5B0> <50> <50>
leukemic cell infiltratioen [ 1 0 0

salivary gl <50> <50> <50> <50>
leukemic cell infiltration 1 2 o] 1]

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

small intes <50> <50 <50> <50>
leukemic cell infiltration 0 2 2 3
metastasis:pancreas tumor 1 4] 0 4]

large inles <50> <50> <50> <50>
leukemic cell infiliration 1 0 0 1

liver <50> <50> <50> <60>
leukemic cell infiltration 3 4 2 L

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

b b : Number of animals with lesion
(JPT150)

BAIS4



STUDY No.  : 0372

HISTOPATHOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE : 3

Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

{Digestive system)

liver <50> <50> <50> <50>
metastasis:subcutis tumor 0 ¢ 1 0
melastasis:spleen tumor 1 0 0 0
metastasis:salivary gland tumor [¢} ¢ 1 ¢

pancreas <50> <50> <50> <50>
leukemic cell infiltration 0 0 0 1
metastasisispleen tumor 0 1 0 a

{Urinary system)

kidney : <50> <50> <50> <50>
leukemic cell infiltration 2 3 1 1

urin bladd <50> <50> <50> <50>
Teukemic cell infiltration 1 1 0 0
metastasis:liver Lumor 0 1 0 0

{Endocrine system}

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

adrenal <50> <50> <50> <50>
leukemic cell infiltration [ 2 0 0

{Reproductive system)

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

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

b b : Number of animals with lesion
(JPT150)

BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX © MALE PAGE : 1

Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

{Reproductive system)

epididymis <50> <50> <50> <50
leukemic cell infiltration 1 1 0 Q
metaslasisisubcutis tumor 0 0 1 0
metastasis:periphieral nerve tumor 0 0 1 0

semin ves <50 <50> <50> <50>
leukemic cell infiltration 0 2 4] 0

prostate <50> <50> <50> <50>
leukemic cell infiltration 0 2 0 0
metastasisispinal code tumor 0 0 0 i

matmary gl <50> <50> <50> <50>
leukemic cell infiltration 0 1 0 0

{Nervous system)

brain <50> <50> <50> <H0>
leukemic cell infiltration 2 i 0 0
metastasis:peripheral nerve tumor 0 1 i ¢

spinal cord <50> <50> <50> <60>
leukemic cell infiltration [ 1 0 0

{Special sense organs/appendage)}

Harder gl <50> <50> <50> <50>
leukemic cell infiltration 2 1 0 0

{Musculoskeletal system)

muscle <50> <50> <50> <505
leukemic cell infiltration 4} t o 0

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

b b : Number of animals with lesion

(TPT150) BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX T MALE PAGE : 5
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

{Body cavities]

peritoneum <50> <50> <50> <50>

metastasis:pancreas tumor 1 0 0 el
<a> a ' Number of animals exemined at the site
b bt Number of animals with lesion
(JPT150)

BAIS4



APPENDIX P 2

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR : SUMMARY,
MOUSE : FEMALE :© ALL ANIMALS

(2-YEAR STUDY)



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX © FEMALE PAGE : 6

Group Name Control {000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

{Integumentary system/appandage}

subcutis <50> <50> <50> <50>
metastasis:iuterus tumor 1 4] 0 1

{Respiratory system}

nasal cavit <50> <50> <50> <50>
leukemic cell infiltratien 0 1 0 0
metastasis:uterus tumor 0 i 0 0
metastasis:peripheral nerve tumor 1 0 0 0

Tung <50> <50> <50> <50>
leukemic cell infiltration i6 12 2 2
metastasis:liver tumor 2 3 5 2
metastasisiuterus tumor 4 5 7 3
melasiasis:preputial/clitoral gland tumor 1 0 0 ]

{Hematopuietic system)

bene marrow <50> <50> <50> <50>
leukemic cell infiltration 5 9 3 o}
metastasis:liver tumotr 0 1 0 [
metaslasisiuterus tumor 3 3 1 2

lymph node <500 <50 <50> <50>
leukemic cell infiltration 0 1 0 0
metastasis:liver tumor 1 0 0 0

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

b b : Number of animals with lesion
(JPT150)

BAIS4



STUDY NO.
ANIMAL

10372
¢ MOUSE Crj:BDF1

HISTOPATHOLOGICAL FINDINGS :
ALL ANIMALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

REPORT TYPE : Al
SEX © FEMALE PAGE : 7
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

{lematopoietic system)

1ymph node <50> <50> <50> <50>
metastasisiuterus tumor 0 2 0 0
metastasis:large intestine tumor 0 1 0 0

thymus <50> <50> <50> <50>
metastasisiuterus tumor 1 ] 0 0

spleen <50> <50> <50 <50
leukemic cell infiltration 15 13 6 2
metastasisiliver tumor 0 { 0 0
metlastasisiulerus tumor 5 6 5 2
nmetastasisilarge intestine tumor Y 1 0 [¢}

{Circulatory system)

heart <50> 50> <50> <50>
leukemic cell infiliration 5 5 i 1
metastasisiuterus tumor 3 0 1 a

{Digestive system)

tongue <50> <50> <50> <50>
leukemic cell infiltration i 0 0 ¢

salivary gl <50> <50> <50> <50>
Jeukemic cell infiltration 3 5 2 0
metastasisiuterus tumor 0 0 0 1

a ° Number of animals examined at the site

b : Number of animals with lesion

(JPT150)

BATS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX * FEMALE PAGE : 8

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Stiudy 50 50 50 50

Organ Findings

{Digestive system}

stomach <50> <50> <50> <50>
leukemic cell infiltration 0 2 1 0

small inles <50> <50> <50> <50>
leukemic cell infiltration i 0 1 1
metastasis:large intestine tumor 0 1 0 o]

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

liver <50> <50> <502 <50>
leukemic cell infiltration 9 9 4 2
metastasis:uterus tumor 7 10 8 5

pancreas <50> <50> <50> <50>
leukemic cell infiltration 6 3 2 1
metastasisiuterus tumor 1 1 2 1

{Urinary system)

kidney <50> <50> <50> <50>
leukemic cell infiltration 8 6 3 1
metastasis:liver tumor 1 0 0 0
metastasisiuterus tumor 1 5 4 1

urin bladd <50> <50 <50> <50>
leukemic cell infiltration 3 2 0 0

{Endocrine system)

pituitary <50> <50> <500 <505
leukemic cell infiltration 1 4] 0 g

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

b b : Number of animels willt lesion
(JPT150)

BAISA



STUDY NO.
ANTMAL

© 0872
© MOUSE Crj:BDF1

HISTOPATHOLOGICAL FINDINGS :
ALL ANIMALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

REPORT TYPE @ AL
SEX * FEMALE PAGE : 9
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

{Endocrine system)

pituitary <50> <50> <50> <50>
metastasisiuterus tumor 0 0 0 1

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

adrenal <50> <50> <50> <50>
leukemic cell infiltration 2 3 0 1
metastasis:uterus tumor i 0 0 g

{Reproductive system)

ovary <50> <50> <50> <50>
leukemic cell infiltration 11 9 1 1
metastasis:liver tumor 1 1 0 0
metastasisiuterus tumor 5 6 6 5
meiaslasis:large intestine Lumor 0 1 0 0

uterus <50> <50> <50> <50>
loukemic cell infiltration 4 2 0 0
metastasis:liver tumor 0 1 [ 0
metastasis:spleen tumor 1 ¢ 0 0

vagina <60> <50> <50> <50>
leukemic cell infiltration 1 1 0 0

manmary gl <50> <50> <50> <50>
leukemic cell infiltration 0 ¢ 1 0

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

b b ! Number of animals with lesion
(JPTI50)

BATS4



STUDY NO.  : 0372

HISTOPATHOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

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

REPOKRT TYPE @ Al

SEX © FEMALE PAGE : 10

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

{Nervous system)

brain <50> <50> <50> <60>
Teukemic cell infiltration 1 4 0 0
metaslasisiuterus lumor 1 1 0 0

spinal cord <50> <50> <50> <50>
lcukemic cell infiltration 0 1 0 0

periph nerv <50 <50> <50 <60>
leukemic cell infiltration 1 o 0 0

{Special sense organs/appendage)

eye <56> <50> <50> <50>
metastasis:peripheral nerve tumor 1 ¢ ] 0

llarder gl <50> <50> <50 <50>
leukemic cell infiltration 2 3 1 4}
metastasis:peripheral nerve tumor i 0 0 0

{Musculoskeletal system)

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

{Body cavities)

peritoneum <50> <50> <50> <50>
leukemic cell infiltration 3 i 0 0

<ad a ! Nusber of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS4



APPENDIX P 3

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR : SUMMARY,
MOUSE : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX t MALE PAGE @ 1

Group Name Control 500 ppm 1000 ppm 2000 ppm
Ne. of Animals on Study 38 38 42 39

Organ Findings

{Respiratory system)

nasal cavit <38> <38> <42> <39>
teukemic cell infiltration 1 0 0 1
metastasis’epididymis tumor 0 0 ¢ 3

lung <38> <38> <42> <39>
leukemic cell infiltration 2 1 2 1
metastasis:liver tumor 2 1 3 1
metastasis:subcutis tumor 0 0 0 1

{Hematopuietic system)

bone marrow <38> <38> <42> <39>
leukemic cell infiltration 2 2 1 0

spleen 38> <38> <42> <39>
leukemic cell infiltration 3 4 4 4

{Circulatory system)

heart <38> <38> <42> <39>
leukemic cell infiltration 0 1 [ 4]

{Digestive system)

tongue <38> <38> <42> <39>
leukemic cell infiltration 0 1 0 0

sulivary gl <38> <38> <42> <39>
leukemic cell infiltration 1 L 0 [¢]

<ad a ! Number of animals examined at the site

b b Number of animals with lesion

(JPT150)

BATS4



STUDY NO. : 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE @ Al

SEX ¢ MALE PAGE : 2

Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39

Organ, Findings

{Digestive system)

stomach <38> <38> <42> <39>
leukemic cell infiltration 1 0 [y} 0

small intes <38> <38> 42> <39>
leukemic cell infiltration 0 1 2 2

large intes <38> <38> <42> <39>
leukemic cell infiltration 1 4] 0 4}

[iver <38> <38> <42> 39>
leukemic cell infiltration 2 1 2 1

{Urinary system}

kidney <38> <38> 42> <39>
leukewic cell infiltration 1 1 1 {

urin bladd <38> 38> <42> <395
leukemic cell infiltration 1 0 0 Y]

{Endocrine system)

pituitary <38> <38> <42> <38>
metastasis:peripheral nerve tumor 0 0 0 1

{Reproductive system)

epididymis <38> <38> <42> <39>
leukemic cell infiltration 1 0 0 0

semin ves <38> <38> <42> <39>
leukemic cell infiltration 0 { 0

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

b b : Number of animals with lesion
(JPT150)

BATS4



STUDY NO. T 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SIMMARY)
ANIMAL © MOUSE Crj:BDFi SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE : 3
Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 38 38 42 39
Organ Findings
{Reproductive system)
prostate <38> <38> <42> <39>
leukemic cell infiltration 0 1 0 ¢
{Special sense organs/appendage)
Harder gl <38> <38> <42> <39>
leukemic cell infiltration 1 1 0 0
{Musculoskeletal system)
muscle <38> <38> <42> <39>
leukemic cell infiltration 0 1 0 0
<ad a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(JPTI50)

BALS4



APPENDIX P 4

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR : SUMMARY,
MOUSE : FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0372

HISTOPATHOLOGICAL FINDINGS

: METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE :@ Al

SEX : FEMALE PAGE © 4

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34

Organ Findings

{Respiratory system)

lung 24> <29> 28> <34
Teukemic cell infiltration 4 5 1 1
melastasis:liver Lumor i 2 0 t
metastasisiuterus tumor 0 0 0 1
metastasis:preputial/clitoral gland tumor 1 9 0 o

{Hematopoietic system)

bone marrow Q4> <29> <28> {34
leukemic cell infiltration 0 2 3 0

lymph node 24> <29 <28> <3
leukemic cell infiltration 0 1 0 Q

spleen <24> <29> 28> <34>
leukemic cell infiltration 5 6 5 l
metastasisiuterus tumor ] 0 0 2

{Circulatory system)

heart 2 <29> <28> 3D
leukemic cell infiltration 2 2 0 1

{Digestive system)

salivary gl Lo <29> <28> <34>
leukemic cell infiltration 2 3 1 ¢
metastasisiuterus tumor [ 0 ] 1

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

b b : Number of animals with lesion
(JPT150)

BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX © FEMALE PAGE : 5

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34

Organ. Findings

{Digestive system}

small intes <24> @29 <28 3P
leukemic cell infiltration 0 0 1 0

large intes <24> <29> <28> <34
leukemic cell infiltration 0 L 0 0

liver 24 <29 <28> 3D
leukemic cell infiltratien 2 4 3 1
metastasisiuterus tumor 0 ¢ 1 1}

pancreas <24> <29> 28> <34>
leukemic cell infiltration 3 1 1 0
metastasisiuterus tumox 0 ¢ 0 1

{Urinary system)

kidney <24 <29 28> <34
leukemic cell infiltration 1 2 2 1
metastasis:ulerus tumor 0 0 0 1

urin bladd (oY QP <28> <30
leukemic cell infiltratien 1 0 4] 0

{Endocrine system)

thyroid <24> Q9 <28> <34>
leukemic cell infiltration 0 1 0 0

adrenal 24> <29> <{28> 314>
leukemic cell infiltration 0 1 0 0

Ca> a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BATS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 6

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 24 29 28 34

Organ Findings.

{Reproductive system)

ovary <24> <29> 28> 34
leukemic cell infiltration 1 2 0 0
metastasis:uterus tumor 0 0 1 2

uterus 24> <29 <28> 34
leukemic cell infiltration 2 0 0 0

mammary gl <24> <29> 28> <34>
leukemic cell infiltration 0 0 1 0

{Nervous system)

brain 24> 29> <28> <34>
leukemic cell infiltration [ 3 0 4
metastasis:uterus tumor 0 1 0 0

{Special sense organs/appendage)

flarder gl 24> <29 <28> <34>
leukemic cell infiltration 0 1 0 0

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS4



APPENDIX P 5

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR : SUMMARY,
MOUSE : MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : AL

SEX T MALE PAGE : 1

Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 11

Organ Findings

{Respiratory system]

nasal cavit <12> <12> < 8 L1
leukemic cell infiltration 0 1 0 0
metastasis:liver tumor 1 [t} 0 1}
petastasis:subcutis tumor 4] ¢ 1 0
metastasis:peripheral nerve tumor 0 0 1 0

lung <12> <12> < 8> L1
leukemic cell infiltration 0 3 0 2
metastasis:liver tumor 2 2 0 1
metastasis:pancreas tumor 1 0 0 Q
metastasisisubcutis tumor 0 0 1 0

{Hematopoietic system)

bone marrow <i2> <12> < 8 <I>
leukemic cell infiltration 2 2 0 0
metastasis:spleen tumor 0 1 0 0
metastasis:small intestine tumor 0 0 0 1

Iymph node <12> <12> <8 <11>
leukemic cell infiltration 0 1 0 0

spleen <12> <12> <8 <L
leukemic cell infiltration 1 3 0 3
metastasis:liver tumor 0 1 0 0

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

b b ¢ Number of animals with lesion
(JPT150)

BATS4



S

STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE @ Al

SEX © MALE PAGE : 2

Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 11

Organ Findings.

{llematopoietic system)

spleen <12> 12> <8 11>
metastasis:small intestine tumor 0 0 0 1

{Circulatory system}

heart <12> <a12> < 8 <11>
leukemic cell infiltration 1 1 0 2
metastasis:liver tumor 0 3 0 0

[Digestive system}

salivary gl <12> <12> <8 <i1>
leukemic cell infiltratien 0 1 0 g

stomach 12> <12> < A
leukemic cell infiltration 0 1 0 0

small intes <12> <12> < 8 11>
leukemic cell infiltration [} 1 0 1
metastasis:pancress tumor 1 0 0 0

large intes <12> <12> < 8 A
Jeukemic cell infiltration 0 0 0 i

liver <12> A2 <8 <1
leukemic cell infiltration 1 3 0 0
metastasisisubcutis tumor 0 0 1 0
metastasis:spleen tumox 1 ¢ 0 4]
motastasis:salivary gland tumor 0 0 1 0

<ad a : Number of animals examined at the site

b b : Number of animals with lesion

(JPT150} BAIS4



STUDY NO. @ 0372

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al '

SEX * MALE PAGE : 3

Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 11

Organ Findings

{Digestive system)

pancreas <12> <12> < 8> <11>
Teukemic cell infiltration [ 0 0 1
metastasisispleen tumor 0 i 0 [t}

{Urinary system}

kidney <12 <12> <8 <1
leukemic cell infiltration i 2 0 0

urin bladd <12> <12> < 8> <11>
leukemic cell infiltration 0 1 ) 0
metastasis:liver tumor 0 i 0 0

{Endocrine system)

adrenal <12> <12> <8 <1
leukemic cell infiltration 0 2 0 0

{Reproductive systewm}

testis <12> <12> <8 <1
metastasis:subcutis tumor 0 0 1 0

epididymis A 12> <8 <1
leukemic cell infiltration 0 1 0 o}
metastasisisubcutis tumor 0 0 1 0
metastasisiperipheral nerve tumor 0 0 1 0

semin ves 12> <12> <8 <11>
leukemic cell infiltration 0 1 [} 0

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

b b : Number of animals with lesion
(JPT150)

BAIS4



STUDY NO.  : 0372

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 DEAD AND MORIBUND ANINALS (0-105%)

REPORT TYPE : Al

SEX © MALE PAGE : 4

Group Name Control 500 ppm 1000 ppm 2000 ppm
No. of Animals on Study 12 12 8 11

Organ Findings,

{Reproductive system)

prostate <12> 12> < 8 <11>
leukemic cell infiltration [t 1 0 g
metastasisispinal code tumor 0 0 0 1

mammary gl <12> <A <8 A
leukemic cell infiltration 0 1 0 0

{Nervous system)

brain <12> <12> < 8 <11>
leukemic cell infiltration 2 1 0 o
metastasis:peripheral nerve tumor 0 i 1 0

spinal cord <12> <12> < 8 A0
leukemic cell infiltration 0 1 0 1}

{Special sense organs/appendage}

Harder gl <12> <12> < 8 <L
leukemic cell infiltration 1 0 0 0

{Body cavities)

peti toneum <12> <12> <8 1>
metastasisipancreas tumor 1 0 0 0

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

b b : Number of animals with lesiun
(JPTL50)

BALS4



APPENDIX P 6

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR : SUMMARY,
MOUSE : FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.
ANTMAL

REPORT TYPE :
SEX

1 0372
* MOUSE Crj:BDFL

© FEMALE

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

PAGE : &

Group Name Control

1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16

Organ. Findings.

{Integumentary system/appandage}

subcutis <26> <2 22> <16>
metastasis:uterus tumor 1 0 0 1

{Respiratory system}

nasal cavit <26> 21> <22> <16>
leukemic cell infiltration 0 1 0 0
metastasis:uterus tumor 0 1 0 0
metastasis:peripheral nerve tumor 1 0 ¢ 4]

lung <26> 2D 22> <16>
leukemic cell infiltration 12 7 1 1
metastasis:liver tumor 1 1 5 1
metastasisiuterus tumor 4 5 7 2

{Hematopoietic system)

bone marrow <26> (¢4 22> <16>
leukemic cell infiltration 5 7 0 0
metastasis:liver tumor 0 1 ¢} 0
metastasis:iuterus tumor 3 3 1 2

lymph node 26> <2 <22> <16>
melastasis:liver tumor 1 0 0 0
metastasisiuterus tumor 0 2 0 0
metastasisilarge intestine tumor 0 1 0 ¢

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

b b : Number of animals with lesion
(JPT150)

BAIS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX © FEMALE PAGE : 6

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16

Organ Findings

{lematopoietic system)

thymus 26> <21> 22> <16>
metastasisiuterus tumor 1 0 0 0

spleen <26> QY 22> <16>
leukemic cell infiltration 10 7 1 L
metastasis:liver tumor 0 1 0 ¢
metastasisiuterus tumor 5 6 5 4}
metastasis:large intestine tumor ¢ 1 0 o}

{Circulatory system)

heart <26> D 22> <16>
Jeukemic cell infiltration 3 3 1 0
metastasisiuterus tumor 3 0 1 1}

{Digestive system)

tongue <26> 21> 22> <16>
leukemic cell infiltration 1 0 0 0

salivary gl <26> 21 22> <16>
leukemic cell infiltration 1 2 0

stomach 26> e 22> <16>
leukemic cell infiltration 0 2 1 0

small intes <26> <2 {22> {16>
leukemic cell infiltration 1 0 0 t
metastasis:large intestine tumoer 0 1 0 ¢

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS4



STUDY NO.  : 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL  MOUSE Crj:BDF1 DEAD AND MORIBUND ANTMALS (0-105¥)

REPORT TYPE : Al

SEX : FEMALE PAGE : 7

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Stiudy 26 21 22 i6

Organ Findings

{Digestive system)

liver <26> <21 22> <16>
leukemic cell infiltration 7 5 1 1
melastasis:uterus tumor 7 10 7 5

pancreas <26> QD 22> <16>
leukemic cell infiltration 3 2 1 1
metastasis:uterus tumor 1 1 2 Q

{Urinary system)

kidney <26> e {22> <16>
Jeukemic cell infiltration 7 4 1 Q9
metastasis:liver tumor { 0 0 0
metastasisiuterus tumor 1 5 4 Q

urin bladd <26> <2 22> <16>
leukemic cell infiliration 2 2 0 0

{Endocrine system)

pituitary <26> 21> 22> <16>
leukemic cell infiltration 1 0 0 0
metastasis:iuterus tumor 0 0 0 1

thyroid 26> 21> 22> <16>
leukemic cell infiltration 1 [ 0 0

adrenal <26> Qp 22> <i6>
leukemic cell infiltration 2 2 0 1

<ad a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL © MOUSE Crj:BDFI1 DEAD AND MORIBUND ANIMALS (0-105%)

REPORT TYPE : Al

SEX © FEMALE PAGE : 8

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16

Organ Findings

{Endocrine system)

adrenal <26> <21 22> <16>
metastasisiuterus tumor 1 [ 0 0

{Reproductive system}

gvary <26> 21 22> 16>
leukemic cell infiltration 10 7 1 1
metastasis:liver tumor 1 1 0 g
metastasisiuterus tumor 5 6 5 3
metaslasis:large intestine tumor ¢ 1 4] 0

uterus 26> 21 22> <16>
leukemic cell infiltration 2 2 0 0
metastasis:liver tumor [ 1 0 0
metastasis:spleen tumor 1 0 o 0

vagina <26> <2 22> <16>
leukemic cell infiltration 1 1 0 0

{Nervous system)

brain <26> <21 22> <16>
Jeukemic cell infiltration 1 1 0 ]
melastasisiuterus tumor 1 0 0 0

spinal cord <26> <21> 22> <16>
leukemic cell infiltration 0 1 0 [1}

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

b b 1 Number of animals with lesion
(JPTI50)

BATS4



STUDY NO. @ 0372 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX * FOMALE PAGE : 9

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 26 21 22 16

Organ Findings

{Nervous system)

periph nerv <26> 21> 22> <16>
Teukemic cell infiltration 1 0 0 0

{Special sense organs/appendage)

cye <26> Q2D <22> <16>
metastasis:peripheral nerve tumor 1 0 0 ¢

Harder gl <26> 21> 22> <16>
leukemic cell infiltration 2 2 1 4]
metastasis:peripheral nerve tumor 1 0 0 0

{Musculeskeletal system)

muscle <26> QD <22> <16>
leukemic cell infiltration 1 0 0 0

{Body cavities}

peritoneum <26> 2D 22> <16>
leukemic cell infiltration 3 i 0 0

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

b b : Number of animals with lesion
(JPT150)

BAIS4



APPENDIX Q 1

IDENTITY OF o-PHENYLENEDIAMINE DIHYDROCHLORIDE

IN THE 2-YEAR DRINKING WATER STUDY



IDENTITY OF o
WATER STUDY

Test Substance
Lot No.

1. Spectral Data

Mass Spectrometry

Instrument
Tonization

Tonization Voltage

(Study No. 0372)

-PHENYLENEDIAMINE DIHYDROCHLORIDE IN THE 2-YEAR DRINKING

: o-Phenylenediamine Dihydrochloride (Wako Pure Chemical Industries, Ltd.)

: PAGO0825

: Hitachi M-80B Mass Spectrometer
. EI (Electron Ionization)

1 70eV

S0 ]

o

(| | |
PR SRNNPRININS | PO | | || P | PSS |} O SE———

50 100 150

108

|

Mass Spectrum of Test Substance

Determined Value Calculated Value
Quasi-molecular ion Peak (m/z) Quasi-molecular ion Peak (m/z)
108 108 (NH,CsH4NH, - 2HCl) — (2HCI)

Result: The mass spectrum was consistent with calculated spectrum.



Infrared Spectrometry

Instrument

Cell : KBr

Resolution

1

2 cm

: Shimadzu FTIR-8200PC Infrared Spectrometer

(Study No. 0372)

100.0
%T

A
N

T

'
T

0.0 T
4000.0 3000.0

2000.0

1500.0

Infrared Spectrum of Test Substance

Literature Valuas*
Wave Number (cm'l)

Determined Values
Wave Number (cm‘l)

410~ 480
480~ 550
550~ 600
680~ 800
820~ 850
1010~1050
1050~1160
1160~1200
1250~1280
1280~1330
1330~1640
2100~3200

410~ 480
480~ 550
550~ 600
680~ 800
820~ 850
1010~1050
1050~1160
1160~1200
1250~1280
1280~1330
1330~1640
2100~3200

Result: The infrared spectrum was consistent with literature spectrum.

(*Performed by Wako Pure Chemical Industries, Ltd.)

2. Conclusion: The test substance was identified as o-phenylenediamine dihydrochloride by mass spectrum
and infrared spectrum.



APPENDIX Q 2

STABILITY OF o-PHENYLENEDIAMINE DIHYDROCHLORIDE

IN THE 2-YEAR DRINKING WATER STUDY



(Study No. 0372)

STABILITY OF o-PHENYLENEDIAMINE DIHYDROCHLORIDE IN THE 2-YEAR DRINKING
WATER STUDY

Test Substance : o-Phenylenediamine Dihydrochloride (Wako Pure Chemical Industries, Ltd.)
Lot No. : PAGO825
1. Sample : This lot was used from 1998.12.7 to 2000.12.11. Test substance was stored

in cold storage in a dark place.

2. High Performance Liquid Chromatography

Instrument : Hewlett Packard 1090 High Performance Liquid Chromatograph

Column : TSK GEL ODS-80TM (4.6 m¢ X 15 cm)

Column Temperature : Room Temperature

Flow Rate : 1 ml/min

Mobile Phase : Distilled Water (10mM Potassium Dihydrogenphosphate, SmM
1-Hexanesulfonic Acid Sodium Salt) : Acetonitrile = 80 : 20

Detector : UV (290 nm)

Injection Volume : 20 pL

Date Peak No. Retention Time Area

(date analyzed) (min) (%)

1998.10.30 1 3.743 100

2000.12.18 1 3.743 100

Result: High performance liquid chromatography indicated one major peak (peak No.l) analyzed on
1998.10.30 and one major peak (peak No.l) analyzed on 2000.12.18. No new trace impurity
peak in the test substance analyzed on 2000.12.18 was detected.

3. Conclusion: The test substance was stable for about 26 months in cold storage in a dark place.



APPENDIX Q 3

CONCENTMOUSEION OF o-PHENYLENEDIAMINE DIHYDROCHLORIDE

IN FORMULATED WATER IN THE 2-YEAR DRINKING WATER STUDY



CONCENTRATION OF 0-PHENYLENEDIAMINE DIHYDROCHLORIDE IN FORMULATED WATER IN THE 2-YEAR
DRINKING WATER STUDY

Target Concentration

Male Male and Female Male and Female Female
Date Analyzed 500° 1000 2000 4000
1998.12.07 507 (101)b 1010 (101) 1990 ( 99.5) 4050 (101)
1999.01.25 515 (103) 964 ( 96.4) 1920 ( 96.0) 3880 ( 97.0)
1999.04.19 515 (103) 1020 (102) 2040 (102) 4080 (102)
1999.07.12 507 (101) 997 ( 99.7) 1980 ( 99.0) 4000 (100)
1999.10.04 506 (101) 984 ( 98.4) 1980 ( 99.0) 3980 ( 99.5)
1999.12.27 510 (102) 988 ( 98.8) 2000 (100) 4100 (103)
2000.03.13 498 ( 99.6) 992 ( 99.2) 2010 (101) 3920 ( 98.0)
2000.06.05 476 ( 95.2) 956 ( 95.6) 1900 ( 95.0) 3860 ( 96.5)
2000.08.28 481 ( 96.2) 947 ( 94.7) 1870 ( 93.5) 3820 ( 95.5)
2000.10.20 513 (103) 1010 (101) 2040 (102) 4090 (102)

* ppm

* %
Analytical method

Instrument

Column

Column Temperature
Flow Rate

Mobile Phase

Detector
Injection Volume

: The samples were analyzed by high performance liquid chromatography.

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

: Room Temperature

: 1 mL/min

: Distilled Water (10mM Potassium Dihydrogenphosphate, 5mM 1-Hexanesulfonic Acid Sodium Salt) :

Acetonitrile = 80 : 20

: UV (290 nm)
: 20 pl.

(ZLE0 "ON Apmig)



APPENDIX Q 4

STABILITY OF o-PHENYLENEDIAMINE DIHYDROCHLORIDE IN FORMULATED WATER

IN THE 2-YEAR DRINKING WATER STUDY



STABILITY OF o-PHENYLENEDIAMINE DIHYDROCHLORIDE IN FORMULATED WATER IN
THE 2-YEAR DRINKING WATER STUDY

Target Concentration

Date Prepared Date Analyzed 500° 5000
1998.02.09 1998.02.09 503 (100)° 4900 (100)

1998.02.17° 480 ( 95.4) 4910 (100)
" ppm

® % (Percentage was based on the concentration on date of preparation.)
¢ Animal room samples

Analytical method

Instrument
Column
Column Temperature :
Flow Rate
Mobile Phase

Detector
Injection Volume

: The samples were analyzed by high performance liquid chromatography.

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

Room Temperature

: 1 mL/min
: Distilled Water (10mM Potassium Dihydrogenphosphate, SmM 1-Hexanesulfonic Acid

Sodium Salt) : Acetonitrile = 80 : 20

: UV (290 nm)
: 20 uL

(ZLE0 "ON Apnig)



APPENDIX R 1

METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS IN THE 2-YEAR

DRINKING WATER STUDY OF o-PHENYLENEDIAMINE DIHYDROCHLORIDE



(Study No.0372)

METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS IN THE 2-YEAR
DRINKING WATER STUDY OF 0-PHENYLENEDIAMINE DIHYDROCHLORIDE

Item Method
Hematology
Red blood cell (RBC) Light scattering method
. ) L LD
Hemoglobin (Hgb) Cyanmethemoglobin method

Hematocrit (Hct)

Mean corpuscular volume (MCV)

Mean corpuscular hemoglobin (MCH)

Mean corpuscular hemoglobin concentration (MCHC)
Platelet

Calculated as RBCXMCV/10
Light scattering method ?
Calculated as Heb/RBCX 10
Calculated as Hgb/Hct X 100 )
Light scattering method ?

Light scattering method ?

White blood cell (WBC)
Differential WBC Pattern recognition method ?
( Wright staining )

Biochemistry

Total protein (TP) Biuret method ¥

Albumin (Alb) BCG method .

A/G ratio Calculated as Alb/(TP— Alb)

T-bilirubin Alialine azobilirubin method ~

Glucose GlcK - G-6-PDH method ?

T-cholesterol

Triglyceride

Phospholipid

Glutamic oxaloacetic transaminase (GOT)
Glutamic pyruvic transaminase (GPT)
Lactate dehydrogenase (LDH)
Alkaline phosphatase (ALP)

7 -Glutamy] transpeptidase (7 -GTP)
Creatine phosphokinase (CPK)

Urea nitrogen

Sodium

Potassium

Chloride

Calcium

Inorganic phosphorus

CE-COD-POD method
LPL-GK-GPO-POD method
PLD- ChOD-POD method
JSCC method

JSCC method

SFBC method X

GSCC method ?

L- 7 -Glutamyl-p-nitroanilide method X
JSCC method

Urease * GLDH method Y

Ton selective electrode method ?
Ton selective electrode method X
Ton selective electrode method K
OCPC method
PNP-XOD-POD method

Urinalysis
pH.,Protein,Glucose,Ketone body,Occult blood,
Urobilinogen

. . 4)
Urinalysis reagent paper method

1) Automatic blood cell analyzer (Technicon H-1 : Bayer Corporation)
2) Automatic blood cell differential analyzer (MICROX HEG-120NA : OMRON Corporation )

3) Automatic analyzer (Hitachi 7070 : Hitachi,Ltd.)

4) Ames reagent strips for urinalysis (Uro-Labstix : Bayer Cosporation)



APPENDIX R 2

UNITS AND DECIMAL PLACE FOR HEMATOLOGY, AND
BIOCHEMISTRY IN THE 2-YEAR DRINKING WATER STUDY

OF o-PHENYLENEDIAMINE DIHYDROCHLORIDE



(Study No.0372)

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY IN THE 2-YEAR
DRINKING WATER STUDY OF o-PHENYLENEDIAMINE DIHYDROCHLORIDE

Item Unit Decimal
Place

Hematology

Red blood cell (RBC) X10°%/ ¢ L 2
Hemoglobin g/dL 1
Hematocrit % 1
Mean corpuscular volume (MCV) fL. 1
Mean corpuscular hemoglobin (MCH) P 1
Mean corpuscular hemoglobin concentration (MCHC) g/dL 1
Platelet X10%/ 1L 0
White blood cell (WBC) X10%/ 1L 2
Differential WBC % 0
Biochemistry

Total protein g/dL 1
Albumin g/dL 1
A/G ratio - 1
T-bilirubin mg/dL 2
Glucose mg/dL 0
T-cholesterol mg/dL 0
Triglyceride mg/dL 0
Phospholipid mg/dL 0
Glutamic oxaloacetic transaminase (GOT) IU/L 0
Glutamic pyruvic transaminase (GPT) IG/L 0
Lactate dehydrogenase (LDH) IU/L 0
Alkaline phosphatase (ALP) IU/L 0
7 -Glutamyl transpeptidase (7 -GTP) IU/L 0
Creatine phosphokinase (CPK) IU0/L 0
Urea nitrogen mg/dL 1
Sodium mEq/L 0
Potassium mEq/L 1
Chloride mEq/L 0
Calcium mg/dL 1
Inorganic phosphorrus mg/dL 1




