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(Study No. 0886)

CONCENTRATIONS OF 2-BROMOPROPANE IN THE INHALATION CHAMBER
OF rasH2 MICE IN THE 26-WEEK CARCINOGENICITY STUDY

Concentration(ppm)
Group Name Mean + S.D.
Control 0.0+£0.0
67 ppm 66.8 + 1.2
200 ppm 200.6 + 3.6

600 ppm 599.2 £ 10.0




TABLE B1

SURVIVAL ANIMAL NUMBERS @ MALE



STUDY NO. : 0886 SURVIVAL ANIMAL NUMBERS
ANTMAL : Jic:CBEF1-Tg rasH2@Jol ’
REPORT TYPE : A1 26
“SEX : MALE PAGE : 1
Group Name Animals Administration (Weeks)
At start 1 2 3 4 5 6 7 8 9 10 1 12 13 14
Control 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/26 25/25 25/25
100.0 100.0 100. 0 100. 0 100.0 100.0 100.0 100.0 100.0 100.0 100, 0 100, 0 100.0 100.0
67ppm 25 26/26 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/26 25/25 25/25
100.0 100, 0 100.0 100.0 100.0 100.0 100, 0 100.0 100.0 100.0 100. 0 100, 0 100, 0 100.0
200ppm 25 25/25 25/25 25/25 25/25 26/25 25/25 25/26 25/25 25/25 25/25 25/25 26/25 25/26 25/25
100.0 100, 0 100.0 100. 0 100.0 100, 0 100. 0 100.0 100. 0 100.0 100. 0 100, 0 100, 0 100. 0
600ppm 25 25/25 26/25 25/25 25/25 25/25 25/95 25/25 25/25 25/25 25/25 25/25 26/25 ° 25/25 25/25
100.0 100.0 100, 0 100.0 100. 0 100.0 100.0 100, 0 100.0 100.0 100.0 100.0 100, 0 100. 0

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

(HAN360)

BAISE



STUDY NO, : 0886 SURVIVAL ANIMAL NUNMBERS
ANIMAL : Jic:CB6F1-Tg rasH2@dc|
REPORT TYPE : AT 26 .
SEX : MALE . PAGE : 2
Group Name Animals Administration (Weeks)
At start 15 16 17 18 19 20 21 22 23 24 25 26
Control 25 25/25 25/25 25/25 25/25 25/25 25/25 25/26 25/25 25/25 25/25 25/25 25/25
100. 0 100. 0 100.0 100.0 100.0 100.0 100.0 100, 0 100, 0 100.0 100.0 100.0
67ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
. 100.0 100. 0 100. 0 100.0 100.0 100.0 100.0 100.0 100, 0 100.0 100.0 100.0
200ppm 25 24/25 24/25 23/25 23/25 23/25 23/25 23/25 23/25 23/25 22/25 22/25 21/25
96,0 96.0 92.0 92.0 92,0 92.0 92,0 92.0 92.0 88.0 83.0 84.0
600ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 24/25 24/26 24/25 24/25 24/26 24/25
100, 0 100. 0 100, 0 100. 0 100.0 100.0 96.0 96.0 96.0 96.0 96.0 96.0

Number of survival/ Number of effective animals
Survival rata(%)

(HAN360) : BAISS



TABLE B2

SURVIVAL ANIMAL NUMBERS @ FEMALE



STUDY NO. : 0886
ANIMAL

: Jic:CB6F1-Tg rasH2@Jecl

SURV VAL

ANIMAL NUMBERS

REPORT TYPE : A1 26
SEX : FEMALE PAGE : 3
Group Name Animals Administration (Neeks)
At start 1 2 3 4 5 6 7 8 9 10 1 12 13 14
Control 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/26 25/286 25/25
100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100. 0 100.0 100. 0 100.0
67ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25
100.0 100.0 100.0 100.0 100, 0 100, 0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
200ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/26
100.0 100, 0 100.0 100.0 100. 0 100.0 100.0 100, 0 100, 0 100.0 100.0 100.0 100, 0 100. 0
600ppm 25 25/25 25/25 25/25 " 26/25 25/25 26/25 25/25 25/25 25/26 25/25 25/25 25/26 25/25 25/25
. 100. 0 100.0 100.0 100.0 100.0 100, 0 100.0 100. 0 100.0 100.0 100.0 100, 0 100.0 100.0
Number of survival/ Numbsr of effective animals
Survival rate (%)
(HAN380)

BA1S5



STUDY NO. : 0886 '

SURVIVAL ANIMAL NUMBERS

ANIMAL ¢ Jic:CBSF1-Tg rasH2@dcl
REPORT TYPE : Al 26
SEX : FEMALE PAGE : 4
Group Name Animals Administration (Weeks)
At start 15 16 17 18 19 20 21 22 23 24 25 26
Control 25 25/26  25/25 25/25 25/25 24/25 23/25 23/25 23/25 23/25 23/25 23/25 23/25
100.0 100. 0 100. 0 100.0 96.0 92,0 92.0 92.0 92.0 92,0 92,0 92.0
67ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 24/25 24/25 24/25 24/25 24/25
100. 0 100. 0 100.0 100.0 100, 0 100.0 100.0 96.0 96.0 96.0 96.0 96.0
200ppm 25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 25/25 24/25
100.0 100, 0 100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100, 0 100.0 96.0
600ppm 25 25/25 25/25 25/25 25/25 24/25 23/25 23/25 21/25 21/25 20/25 20/25 19/25
100.0 100.0 100, 0 100.0 96. 0 92,0 92.0 84.0 84.0 80.0 80.0 76.0

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

(HAN360)

BAISS



TABLE C1

CLINICAL OBSERVATION @ MALE



STUDY NO, : 0886 CLINICAL OBSERVATION (SUNMARY)

ANIMAL * Jic:CBEFi-Tg rasH28Jc| SURV IVAL ANIMALS

REPQRT TYPE : A1 26 .

SEX © MALE PAGE : i

Clinical sign Group Name Administration Week—day

1-7 2-7 3-7 4-7 57 6-7 77 8-7 9-7 10-7 11-7 12-7 13-7 14-7

EXTERNAL MASS Control 0 1] 0 0 0 0 0 i] 0 0 0 0 0 0
67ppm 0 o 0 0 1] 0 0 0 0 0 0 0 0 0
200ppm 0 0 1] 0 0 0 0 0 0 0 0 [ 4] 0
600ppm 1] 1} 1} 4] 0 0 -0 0 0 0 0 0 0 0

M. NOSE Control 0 0 0 0 1] 0 0 0 0 0 1] 0 0 0
67ppm 0 0 ] 0 0 0 0 0 0 0 1] 0 0 0
200ppm 0 0 1] 0 0 1] 4] 0 0 0 [ 0 1] 0
600ppm 0 0 0 0 0 1] 0 0 0 0 0 0 1] 0

M. TAIL Control 0 0 0 0 0 o 1] 0 a 0 0 a 1] 1]
§7ppm 1] 0 0 0 0 [\ 0 0 0 0 0 0 7] 4]
200ppm o ] 0 0 0 0 0 0 0 0 0 0 0 [i]
600ppm 0 0 0 [} 0 0 0 0 0 [+ Q0 [} 0 1]

NON REMARKABLE Control 25 25 25 25 25 25 25 25 25 25 25 25 25 25
67ppm 25 25 25 25 25 25 25 25 25 25 25 25 25 25
200ppm 21 21 21 21 21 21 21 21 21 21 21 21 2] 21
G600ppm 24 24 24 24 24 24 24 24 24 24 24 24 24 24

(HAN190) . BAISE



STUDY NO. : 0886 GLINIGAL CBSERVATION (SUMMARY)

ANIMAL 1 Jio:GB6F1-Tg rasH2@Jcl SURVIVAL ANIMALS

REPORT TYPE : Al 26

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 24-7 257 26-7

EXTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 v}
67ppm 0 0 o] Q 0 0 0 0 0 0 0 0
200ppm 0 0 o} 0 0 0 [+ 0 0 0 1} 4]
600ppm 0 0 0 1 1 1 1 1 1 i 1 2

M. NOSE Control 0 Q 0 0 0 1} 0 0 0 0 0 0
67ppm 0 0 0 0 0 0 0 0 ] 0 0 4]
200ppm o 0 0 0 0 0 0 0 0 0 0 4]
600ppm 0 0 0 0 0 0 0 0 1] 0 0 1

M. TAIL Control 0 0 0 o 0 1] 0 0 1) 0 0 0
67ppm 0 [} Q 0 0 0 0 0 0 0 0 [}
200ppm 0 0 Q0 0 0 1] [} 0 0 0 0 0
600ppm 0 0 0 1 1 1 1 1 1 1 1 1

NON REMARKABLE Control 25 25 25 25 25 25 25 2 25 25 25 25
67ppm 25 25 25 25 25 25 25 25 25 25 25 25
200ppm 21 21 21 21 21 21 21 21 21 21 21 .2
600ppm 24 24 24 23 23 23 23 23 23 23 23 22

(HaN190) - BAISS



TABLE C2

CLINICAL OBSERVATION : FEMALE



STUDY NO, : 0886 CLINICAL OBSERVATION (SUMMARY)
ANIMAL . Jic:CB6F1-Tg rasH28Jc| SURV [VAL ANIMALS
REPORT TYPE : A1 26
SEX : FEMALE PAGE : 3
Clinical sign Group Name Administration Week—day
1-7 2-7 3-7 4-7 57 6-7 -1 8-7 9-7 10-7 1-7 12-7 13-7 14-7
WASTING Control 0 [} 0 [ 1} 4] 0 0 0 0 0 0 0 0
67ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200ppm 0 0 0 0 0 4] 0 0 0 0 0 0 0 0
600ppm 0 0 [} 0 0 0 v} 0 0 0 0 0 1] 0
EXTERNAL MASS Control 0 0 [} 0 0 0 [+} 0 0 0 [} [+ 0 0
67ppm 0 0 0 0 ¢ ‘0 0 0 0 0 0 0 0 0
200ppm 0 0 0 0 0 0 4] 0 0 0 0 0 0 0
600ppm 0 0 [} 0 0 0 0 0 0 0 [} 0 0 0
M. EAR Control 0 0 0 0 0 o} 4] 0 4] 0 [ 0 0 0
§7ppm 0 0 0 0 0 0 0 0 0 0 [} 0 0 0
200ppm 0 0 0 0 0 0 0 0 0 ] 0 0 0 4]
600ppm 0 0 0 0 0 1} 0 0 0 0 0 0 0 0
M. HINDLIMB Control 0 0 0 0 0 ] 0 0 0 0 0 0 1} 0
67ppm 0 0 0 [} 0 0 0 0 0 0 ] 0 0 0
200ppm 0 [ 0 0 0 0 0 0 0 0 0 0 [} 0
600ppm 0 0 0 0 0 1] 0 0 0 0 0 0 0 0
TACHYPNEA Control 0 [+ 0 0 0 0 1} 0 o} 0 Q 0 1] 0
’ 67ppm 0 4] 0 0 [ 0 [} 0 1} 4] 0 0 0 [}
200ppm 0 4] 0 0 [¥] 0 0 4] 0 4] 0 M) 0 0
600ppm 0 0 0 D 0 0 0 0 0 0 Q [} 0 0
NON REMARKABLE Control 23 23 23 23 23 23 23 23 23 23 23 23 23 23
67ppm 24 24 24 24 24 24 24 24 24 24 24 24 24 24
200ppm 24 24 24 24 24 24 24 24 24 24 24 24 24 24
600ppm 18 19 19 19 19 19 19 19 19 19 19 19 19 19

(HAN190) ) BAISS



P _\
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STUDY NO. : 0886 CLINICAL OBSERVATION (SUMMARY)
ANTMAL ¢ Jic:CB6F1-Tg rasH2@Jol SURVIVAL ANIMALS
REPORT TYPE : AT 26
SEX : FEMALE PAGE : 4
Glinical sign Group Name Administration Week-day
15-7 16-7 17-7 18-7 19-7 207 21-7 22-7 237 24-7 25-7 26-7
WASTING Gontrol 0 0 Q0 4 0 0 0 0 0 0 0 0
67ppm Q 0 Q0 0 0 0 0 4 0 [+ 0 0
200ppm 0 0 0 0 0 0 0 0 0 0 0 1]
600ppm 0 ] 0 0 0 0 0 0 0 1] 0 1
EXTERNAL MASS Control 0 0 0 0 0 1] 0 4] 1} 0 0 0
67ppm 0 4] 0 0 ] 0 0 0 1 1 1 1
200ppm 0 0 0 0 0 Q0 0 0 [} 0 0 o
600ppm 0 0 0 0 0 0 0 0 1] 0 0 1
M. EAR Control 0 0 0 0 0 0 0 o 0 0 0 0
§7ppm 0 0 0 0 0 0 0 0 0 0 0 0
200ppm 0 0 0 0 0 0 1] 0 0 0 0 0
600ppm /] 0 0 0 ] 0 0 0 0 0 ] i
M. HINDL1MB Control 0 1] 0 0 0 0 0 1] 0 1] 0 0
. 67ppm 0 0 1] 4] 0 0 0 0. 1 1 1 1
200ppm 4] V] 1] 0 0 0 0 0 0 -0 0 0
600ppm 4] 0 [i] ] 0 4] 0 0 0 o] 0 0
TACHYPNEA . Control 0 1] 0 0 0 4] 0 0 0 0 1] 0
67ppm 0 0 0 0 0 0 0 0 0 V] 0 0
200ppm 0 0 0 4] 1] 0 0 0 0 0 0 0
600ppm 0 0 0 0 0 0 0 0 0 0 0 1
NON REMARKABLE Control 23 23 23 23 23 23 23 23 23 23 23 23
67ppm 24 24 24 24 24 - 24 24 24 23 - 23 23 - 23
200ppm .24 24 24 24 24 24 24 24 24 24 24 24
600ppm 19 19 18 19 19 19 19 19 19 19 19 7

(HAN190) - BAISS



TABLE D1

BODY WEIGHT CHANGES AND SURVIVAL ANIMAL

NUMBERS : MALE



STUDY NO.  : 0886 MEAN BODY WEIGHTS AND SURVIVAL

ANINAL i Jie:CBE6F1-Tg rasH2@Jcl

UNIT g

REPORT TYPE : Al 26

SEX ¢ OMALE PAGE : 1

Control 67ppm 200ppm 600ppm
Av. Wt, No. of Av. Wt % of No. of Av. Wt % of No. of Av. Wt. % of No. of

Week Surviv. cont. Surviv, cont. Surviv, cont. Surviv.

on Study <267 5> {25 <257
0 24,4 (26) 25/25 24,4 (25) 100 25/25 24.4 (25) 100 26/25 24.5 (28) 100 25/25
1 25.7 (25) 25/25 24.7 (26) 96 25/25 24,8 (25) 96 25/25 24.6 (25) 96 25/25
2 26.3 (25) 25/25 25.4 (25) 97 25/25 25.5 (25) 97 25/25 26.2 (25) 96 25/25
3 27.1 (28) 25/ 26.0 (25) 96 26/25 25.9 (25) 26 25/25 25.7 {(25) 95 25/25
4 27.7 (25) 25/25 26.5 (26) 96 25/25 26.1 (25) 94 25/25 25.9 (25) 04 25/25
§ 28.2 (25) 28/25 26.8 (25) a5 25/25 26.5 (25) 94 25/25 26.1 (25) 93 25/25
6 28.9 (25) 25/25 27.4 (25) 85 25/25 27.1 (25) 94 25/25 26.9 (25) 93 25/25
7 29.2 (256) 25/25 28.0 {(25) 96 25/25 27.4 (25) 94 25/25 27.4 (25) 94 25/25
8 20,6 (25) 25/25 28.4 (26) 96 25/25 27.8 (25) 94 25/25 27.4 (25) 93 26/25
9 29.6 (25) 25/25 28.5 (25) 96 26/25 28.0 (28) 95 25/25 27.2 (25) 92 26/25
10 30,1 (28) 25/25 28.6 (25) 95 25/25 27.9 (25) 93 25/25 27.0 (25) 90 25/25
11 30.0 (25) 25/25 28.7 (25) 96 25/25 27.9 (25) 93 25/25 27.2 (25) 91 25/25
12 30.1 (25) 25/25 28,8 (25) 96 25/25 27.6 (25) 92 25/25 21.2 (25) 80 25/25
13 30.6 (25) 25/25 29,0 (25 a5 25/28 27.9 (25) 91 26/25 27.5 (25) 90 25/25
14 30.7 (25) 25/25 28,2 (25) 95 25/25 28.0 (25) 91 25/25 27.4 (25) 89 25/25
15 30.4 (25) 25/25 29,1 (25) 96 25/28 21.7 (24 91 24/25 27.4 (25) a0 25/25
16 30.9 (25) 25/25 29.5 (25) 95 25/25 27.8 (24) 90 24/25 27.3 (25) 88 25/25
17 30.9 (25) 26/25 29.4 (25) 95 25/25 28.3 (23 52 23/25 27.5 (25) 89 25/25
18 31.3 (25) 25/25 29.8 (25) 95 25/25 28.8 (23) 92 23/25 28.3 (25) 20 25/25
19 .31.5 (25) 25/25 30,1 (25) 96 25/25 28.8 (23) 91 23/25 28.6 (25) 91 25/26
20 31.8 {256) 25/25 30.5 (25) 96 25/25 28.8 (23) 91 23/25 28.8 (25} 9 25/25
21 31.7 (25) 25/25 30.5 (28) 985 25/25 28.9 {23) )] 23/25 28.3 (24) 89 24/25
22 32,2 (25) 25/25 30.8 (25) 96 25/25 29.2 (23) o1 23/95 28.6 (24) 89 24/25
23 32.4 (26) 25/25 30.9 (25) 95 25/25 29.6 (23} ]| 23/25 28.9 (24) 89 24/25
24 32.3 (25) 25/25 31.0 (25) 96 25/25 20.3 (22} 91 22/25 28,9 (24} 89 24/25
25 32.6 (26) 25/25 31.3 (25) 96 25/25 29.7 (22) ]| 22/25 29,2 (24) 80 24/25
26 32.5 (26) 25/26 31.8 (25) L] 25/25 20.7 (22) a1 21/25 29.5 (24) ot 24/25

{ 7:No.of effective animals, { ) :No.of measured animals Av.WE. © g
(B10040) BAISE



TABLE D2

BODY WEIGHT CHANGES AND SURVIVAL ANIMAL

NUMBERS @ FEMALE



MEAN BODY WEIGHTS AND SURVIVAL

STUDY NO.  : 0886

ANIMAL . Jic:CB6F1-Tg rasH2@Jcl

UNIT g

REPORT TYPE : Al 26

SEX : FEMALE PAGE : 2

Control 67pom 200ppm 600ppm
Av. Wt. No. of Av, Wt, % of No. of Av. Wt. % of No. of Av_Wt. % of No. of

Week Surviv. cont. Surviv. cont. Surviv. cont, Surviv,

on Study {25> 25> {25> 25>
0 19.7 (25) 25/25 19.7 (25) 100 25/25 19.7 (25) 100 25/25 19.7 (25) 100 25/25
1 20.1 (25) 25/25 20.2 (25) 100 25/25 19.8 (25) 29 25/26 19.7 {25) 98 25/25
2 20.7 (28) 25/25 20.5 (25) 99 25/25 20.5 (28) 99 25/25 20,4 (25) 99 25/25
3 21.2 (25) 125/28 21.1 (25) 100 25/25 20.8 (25) a8 25/25 20.8 (25) 98 25/25
4 21.9 (25) 25/25 21.4 {25) 28 26/25 21.4 (25) 08 26/26 20.9 (25) 95 25/25
5 22,2 (26) 25/25 21.7 (25) 98 25/25 21.2 (28) 95 25/25 21,1 (25) 95 25/25
6 22,4 (26) 25/25 22.6 (25) 10t 25/25 22,2 (25) 99 25/25 21.7 (28) 97 25/25
7 22,8 (25) 25/25 22,7 (25) 100 25/25 22.4 (25) 98 25/25 22,0 {25 96 25/25
8 22,8 (25) 25/25 22,6 (25) 29 25/25 22.3 (28) 98 25/25 22.1 (25) 57 25/25
9 22.9 (25) 25/25 23.0 (28) 100 25/25 22.3 (25) 97 25/25 22.1 {26) 97 25/25
i0 22.9 (25) 25/25 23.0 (25) 100 25/25 22.3 (28) 97 25/25 21.8 (25) 95 25/25
i1 23.1 (25) 25/26 23.0 (25 100 25/25 22.7 (25) 98 25/25 22.0 {25) 95 25/25
12 23.1 (25) 25/25 22,8 (25) 99 25/25 22.6 (25) 98 25/25 22.1 (25) 26 25/25
13 23.3 (25) 25/25 23.3 (25) 100 25/26 22.8 (25) 98 25/25 22.1 (25) 95 25/25
14 23.1 (25) 25/25 23.4 (25) 101 25/25 23.0 (25) 100 25/25 22,1 (25) 96 25/25
15 23.3 (25) 25/25 23.5 (25) 101 25/25 22,7 (25) 97 25/25 21.8 (25) 94 25/25
16 23.4 (26) 25/25 23.5 (25) 100 25/25 23.0 (25) 98 25/25 22.8 (25) 97 25/25
i7 23.6 (25) 25/25 23.8 (25) 101 25/25 23.6 (25) 100 25/25 22.8 (25) 97 25/25
18 24,2 (25) 25/25 23.9 {25) 99 25/28 24.1 (25) 100 25/25 23,1 (285) 95 25/25
19 24.3 (24) 24/25 24.4 (25) 100 25/25 24.2 (25) 100 25/25 23.1 (24) 95 24/25
20 24.1 (23) 23/25 24,0 (25) 100 25/25 23.5 (25) 08 25/25 23.2 (29) 96 23/25
21 24,3 (23) 23/25 24.0 (25) 09 25/25 23.7 (25) 98 25/25 22.7 (23 93 23/25
22 24.6 (23) 23/%% 24.8 (24) 101 24/25 23.9 (25} 97 25/25 23.6 (22) 06 21/25
23 24.8 (23) 23/25 24.7 (24) 100 24/25 24.3 (25) 08 25725 23.6 (21 95 21/25
24 24.5 (23) 23/25 24,9 (24) 102 24/26 24.0 (25) 98 25/25 23.6 (20 96 20/25
25 24,9 (23) 23/2% 25.2 (24) 101 24/25 23.9 (25) 96 25/25 23.2 (20) 93 20/25
26 26.1 (23) 23/25 25.5 (24) 102 24/25 24.2 (25) 96 24/25 23.5 (19) 94 19/265

< 7:No.of effective animals, { ):No.of measured animals Av.Wt. i g
(B10040) BAISS



TABLE D3

BODY WEIGHT CHANGES : MALE



C O
A v
STUDY NO. : OBBG& BODY WEIGHT CHANGES (SUMMARY)
ANITMAL ! Jic:CB6F1-Teg rasH2@8Jcl SURVIVAL ANIMALS
UNIT H 4
REPORT TYPE : A1 26
SEX : MALE PAGE : 1
Group Name Administration week
[1] 1 2 3 4 ] 6
Gontrol 24,4+ 1.2 25,7 1.1 26.3 1.3 21+ 1.2 27.7+t 1.3 28.2+ 1.4 28,9+ 1.4
G7ppm 24,4+ 1.2 24. 7= 1. 1% 25.4:_*' 1. 2% 26.0% 1.1% 26.5%  1.1% 26.8F 1. 1k 27.4% 1. 2%k
200ppm 24,4+ 1.3 24,72 1.2% 254+ 1.3 25.8+ 1, Bk 26,1 1.5%k 26,4 1. 2%k 27.0% 1, 2k
600ppm 24.5%+ 1,2 24,6 1. Bk 25. 2%+ 1, 4ok 25. 6 1, Tk 25.9%  1.6%k 26,0 1, g 26.8% 2, 1%k
Significant difference : * 1P < 0.05 * P = 0.01 Test of Dunnett

(HANZ60)

BAIS &



"\,)
STUDY NO. : 0836 BODY WEIGHT CHANGES {SUMMARY)
ANIMAL 1 Jic:CB6F1-Tg rasH2@Jde! SURVIVAL ANIMALS
UNET H3
REPORT TYPE : Al 26
SEX : MALE PAGE : 2
Group Name Administration wesk
7 8 9 10 1 12 13
Control 202+ 1.4 29.6% 1.8 29.6% 1.5 30.1+= 1.5 30.0+ 1.4 0.1 1.4 30.6+ 1.6
67ppm 28.0E 1, Ik 28.4%+ 1.3% 28.5+ 1.5 28,6 1.4%k 28.7x 1, 2%% 28.8%  1.4% 29,0k 1, 3ok
200ppm 27.4% 1, Ik 27.7%x 1. bk 27.8%+ 1,58k 27.9% 1. 34 27,9 1, 3%% 27.7% 1. 3k 28,15 1. A%k
600ppm 273k 2, Tk 27.3% 2. 1%k 2718 2, Tk 26,9 2 Tk 27,1 2, 14k 271 2, 3% 27.5% 2.1#*
Significant difference : * I P = 0,06 ¥ 1 P = 0.01 Test of Dunnett

(HAN260)

BAISS



STUDY NO. : 0886 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL  : Jic:CBBF1-Tg rasH2@Jc| SURVIVAL ANIMALS
UNIT : B
REPORT TYPE : A1 26
SEX : MALE PAGE : 3
Group Name Administration week
14 15 16 17 18 19 20

Control 30,7+ 1.7 ] 30.4% 1.5 30.9% 1.5 30,9+ 1.7 31.3% 1.7 3.5+ 1.9 31,8+ 1.8

67ppm 20,2+ 1, Juek 29,1+ 1, 5% 29.5%+ 1.7% 29,4 1. 8% 29,8 1.6% 301 2.1 30,6 2.0

200ppm 28,1k 1, 4ok 27.8+ 1. 5%k 28,0k 1, Gk 28,3k 1.6%k 28,7 1, Pk 28,7 1, 8%k 26,8 1, Bk

600ppm 27.3% 2, 8%k 27. 4% 2, 2%k 27.3k 2. 2k 27.5k 2. 4wk 28,4 2. Gk 28.6% 2, 4wk 28, Bk 2. 4wk

Significant difference ; ¥ P £ 0.05 #* 1 P = 0.01 Test of Dunnett

(HANZB0) BAISS



'

R

STUDY NO. : 0886 BODY WEIGHT CHANGES {SUMMARY)
ANIMAL ¢ Jie:CB6F1-Tg rasH2@dJcl SURVIVAL ANI[MALS
UNIT g _
REPORT TYPE : AT 26
SEX : MALE PAGE : 4
Group Name Administration week
2 22 23 24 25 26
Control 31,7+ 1.8 32.24+ 1.8 32.4% 1.6 32.3+ 1.6 32. 6+ 1.8 32.5+ 1.8
67ppm 30.5+ 2.1 30,8 2 1% 30.9+ 2, 0% 31,0+ 2.1 31,3+ 2,0 3.8 2.2
200ppm 28,8+ 1, 8%k 29.2% 1, Tk 20 54+ 1, Tk 29,1 2, 0%k 29,5 2,0 29.8% 2, 0%x
600ppm 28.3% 2 3k 8.6 ZF, 14k 28.9% 2 3%k 28.9+ 2 bk 20,2k 2 4% 29,5+ 2, 4%k
Significant difference : * 1 P = 0,05 *® . P = 0.01 Test of Dunnett

(HAN260}

BAIS&



TABLE D4

BODY WEIGHT CHANGES @ FEMALE



p

R

STUDY NO. : 0886 BODY WEIGHT CHANGES (SUMMARY)

ANEWAL ¢ JiciCB6F1-Tg rasH28Jc] SURVIVAL ANIMALS

UNIT 4

REPORT TYPE : Al 26

SEX : FEMALE PAGE : 5

Group Name Administration week

0 1 2 3 4 [ 6
Gontrol 19.8* 0.8 20.1%x 0.9 20.74+ 1.0 21.3+ 1.0 21,94+ 0.7 22.4%+ 1.0 22,5+ 0.8
67ppm 9.6 0,8 20,2+ 0.0 20,5+ 1.0 2.0 0.8 21,44 1.1 2.7+ 1.0 22,5+ 0.9
200ppm 19.7 0.8 19.9+ 0.8 20.6+ 0.¢ 20.9% 0.9 21,5+ 1.2 21,3k 1. 0%k 22,2+ 1.1
600ppm 19.7+ 0.8 19.7+ 0.9 20,4+ 1.0 20,8+ 1.0 20,81 1,00k 20,83 0, ek 21,7+ 1.3%
Signifieant difference : ¥ P S 0.05 ** 1P S 0.01 Test of Dunnett

(HANZ60)

BAIS 5



. K_)
STUDY NO. : 0886 BODY WEIGHT CHANGES (SUMMARY}
AN IMAL : Jio:CB6F1-Tg rasH2@Jc| SURVIVAL ANIMALS
UNIT i g
REFORT TYPE : Al 26
SEX : FEWALE PAGE : 6
Group Name Administration week
7 8 9 10 i 12 13
Control 22,5+ 1.2 22,9% 1.1 231+ 11 23.0+ 1.1 23.2* 1.0 23.2+ 1,0 23.4% 1.2
67ppm 22,6+ 1.4 22,6+ 1.3 22,0+ 1.0 22,9+ 1.0 23.0+ 1.4 22.8% 1.1 23.3+% 1.2
200ppm 22,5+ 0.9 22,3+ 0.9 22.4%+ 1.0 22,4+ 0.8 22.8+ 1.2 22.6% 1.4 22,9+ 0.8
600ppm 21,7 1.0%k 221+ 1.4 22, 1% 1. 04 21,7 0, 9ok 21.9% 0,9 21.8% 1.0k 22,2 Gen
Significant difference : ¥ P S 0,05 %k o P = 0.01 Test of Dunnett

(HAN260)

BAIS S



L

- —
STUDY NC. : 0886 BODY WEIGHY CHANGES (SUMMARY)
ANIMAL ¢ Jie:CB6F1~Tg rasH2@Jc! SURVIVAL ANIMALS
UNIT HE1
REPORT TYPE : A1 26
SEX : FEMALE ’ PAGE : 7
Group Name Administration week
14 15 16 17 18 19 20
Control 23.3+ 0.9 23,2+ 0.9 23,5+ 1.1 236 1.1 2.3+ 1.4 24 4+ 1.4 24,1+ 1.2

67ppm 23.3+ 1.5 2.5+ 1.4 23.4% 1.4 23.8%+ 1.2 23.9%+ 1.3 24,4+ 1.9 24,04 1.1

200ppm 231 1.3 2.7+ 0,9 23.1% 1.0 23.7+ 0.9 24,2+ 1.3 24.3% 1.3 23.61+ 0.%

600ppm 22,1 1, 2k 21,7 0. T 22.7+ 1.3 22,6k 1,.1% 23.3+ 1.6 231+ 1.4% 23.0k  0.9%k

Significant difference | * : P = 0.06 w . P = 0.01 Test of Dunnett

(HAN260) BAISS



_ V)
STUDY NO. : 0886 BODY WEIGHT CHANGES {SUMMARY)
ANIMAL : Jic:CB6F1-Tg rasHZedsl SURVIVAL ANIMWALS
UNIT g .
REPORT TYPE : A1 2B
SEX © FEMALE PAGE : 8
Group Name Administration week
21 - 22 23 24 25 26
Control 24,3 1,0 24,64 1.6 24.8+= 1.8 2.5 1,1 24,9+ 1.8 26.1% 1.1
67ppm 24,0+ 1.6 24,9+ 2.0 24,7+ 1.2 24.9%+ 1.5 25.2:+ 1.7 25.5+ 2.0
200ppm 23.8%x 1.1 24,0 1.4 24,3+ 1.3 24,0 1.1 240+ 0.9 24, 44 |, 2%
G00ppm 22.8% 0. Tix 23.6% 1.4 23.7 1.5 23,5+ 1.7 23.3% 1, 44% 23.5+ 1, ek
Significant difference ; * I P = 0.05 *®* I P = 0.01 Test of Dunnett

{HAN260)

BAISDH



TABLE E1

FOOD CONSUMPTION CHANGES AND SURVIVAL ANIMAL

NUMBERS : MALE



STUDY NO,  : 0866 MEAN FOOD CONSUMPTION(FC) AND SURVIVAL

ANIMAL : Jic:CB6F1-Tg rasH2@Jc)

GNIT I g

REPORT TYPE : A1 26 ‘

SEX ! MALE - PAGE : 1

Control 67ppm 200ppm 600ppm
Av, FC, No. of Av.FC. % of No. of Av. FC. % of No. of Av. FC. % of No, of

Week Surviv. cont. Surviv. cont. Surviv. cont, Surviv.

on Study 25> {25 {26> {25>
1 4.3 (25) 25/25 4.0 (25) 93 25/25 4.1 (25) 95 25/25 4.0 (25} 93 25/25
2 4.4 (25) 25/25 4,2 (25) 95 25/25 4.2 (25) 95 25/26 4.2 (25) 25 25/25
3 4,4 (25) 25/285 4.2 (25) 95 25/25 4.3 (25) 98 25/25 4,2 (25) 95 25/25
4 4,6 (25) 25/25 4.4 (25 06 25/25 4.3 (28) 93 25/25 4.4 (265} 96 25/25
5 4.5 (25) 25/25 4,4 (25) 98 25/25 4.5 (25) 100 25/25 4.4 {(25) 98 25/25 B
6 4.6 (25) 25/25 4,4 (25) 96 25/25 4.4 (25) 96 25/25 4.4 (25} 96 25725
7 4.6 (25) 25/25 4.4 (25) 96 25/25 4.4 {25) 96 25/25 4.4 (25} 96 25/25
8 4,6 (25) 25/26 4.4 (25) 96 25/25 4.5 (25) 1] 25/95 4.4 (25) 96 25/25
9 4.6 (25) 25/25 4.4 (25) 96 25/25 4.4 (25) 96 25/25 4.3 (25) 93 26/26
10 4,7 {25y 26/25 4.3 (25) 91 25/25 4.3 (25) 91 25/285 4.3 (25) 91 25/25
1 4.5 (25) 25/25 4.3 (25) 96 25/25 4,2 (25) 93 25/25 4,3 (25) 96 25/25
12 4.5 (25) 25/25 4.3 (25) 96 25/25 4,1 (25) 91 25/25 4,3 (25) 95 25/25
13 4.5 (28) 25/25 4.2 (25) 93 25/25 4.1 {25) a1 25/26 4.3 (25) 96 25/25
14 4.5 {25) 25/25 4.2 (25) 93 25/25 4,1 (25) ]| 25/25 4.3 (25) 9% 26/25
15 4.5 (25) 25/25 4.5 (25 100 25/25 4.4 (24) 98 24/25 4,7 (25 104 25/25
16 4.9 (25) 25/25 4.6 (25) 84 25/25 4.5 (24) 92 24/25 4.7 (25) 96 25/25
17 4.8 (25) 25/25 4.4 (25) 92 25/26 4.4 (23) 92 23/25 4.7 (25) o8 26/25
18 4.9 (25) 25/25 4.6 (28) 94 25/25 4.6 (23) 94 23/25 4.8 (25) 98 25/25
19 4.9 (25) 25/25 4.6 (25) 94 25/25 4,5 (23} 92 23/25 4.8 (25 98 25/25
20 5.0 (25) 25/26 4.8 (25) 06 25/25 4.5 (23} 80 23/25 4.7 (25) 04 25/25
21 5.0 (25) 25/28 4.7 (25) 94 25/26 4.6 (23) 92 23/26 4.8 (24) 96 24/25
22 4.8 (25) 25/25 4,5 (25) 94 25/25 4.4 (23) 92 23/25 4.6 (24) 96 24/25
23 4.7 (25) 25/25 4.5 (25) 96 25/25 4.4 (23) 04 23/25 4.7 (24) 100 24/26
24 4.7 (25) 25/2% 4.4 (25) 04 25/25 4.4 (22} o4 22/25 4.6 (24) 98 24/25
25 4.8 (25) 25/25 4.5 (25) 04 26/25 4.4 (22) 92 22/25 4.6 (24) 96 24/25
26 4.8 (25) 25/25 4.6 (285) 96 25/25 4,6 (21) 96 21/25 4.7 (24) 98 24/25

€ 7:No.of affective animais, { }:No.of measured animals Av.FC.: g

(810040) BAISS



TABLE E2

FOOD CONSUMPTION CHANGES AND SURVIVAL ANIMAL

NUMBERS @ FEMALE



L .\x ¥

STUDY No, : 0886 MEAN FOOD GONSUMPTION(FC) AND SURVIVAL

ANIMAL : Jic:CB6F1-Tg rasH2@dJel

UNIT I E

REPORT TYPE : AT 26

SEX : FEMALE PAGE : 2

Gontrol 67ppm 200ppm 600ppm
Av. FC. No. of Av.FC. % of No. of Av. FGC, % of No. of Av. FC. % of No. of

Week Surviv. cont. Surviv. cont. Surviv. cont, Surviv,

on Study a5 25> L1 {25
1 3.6 (25) 25/25 3.5 (25) 97 25/26 3.5 {25) a7 25/25 3.3 (25) 92 25/25
2 3.7 (25) 25/25 3.5 (25) 95 25/25 3,7 (25) 100 25/25 3.7 (25) 100 26/25
3 3.9 (28) 25/26 3.7 (25) 95 25/25 3.9 (25) 100 25/25 3.8 (25 87 25/25
4 4,0 (25) 25/25 3.8 (25) 95 25/25 4,0 (25) 100 25/25 3.8 (25 a5 25/25
5 4.1 (25) 25/25 4.0 (25) 98 25/25 4.1 (25) 100 25/25 4,0 (25) 98 25/25
6 4.2 (25) 25/25 4,0 (25) 95 25/25 4.1 (25) o8 25/25 3.5 (25) 93 26/25
7 4,2 {25) 25/25 4.0 (25) 95 25/25 4,2 (25) 100 25/26 4.1 (25) 08 25/25
8 4,2 (28) 25/25 4.1 (25) 08 25/25 4.2 (25) 100 25/25 4,1 (25 98 25/25
9 4,2 {(25) 25/25 4.1 (25) 98 25/25 4.1 (25) 98 25/25 4.1 (25) 08 25/25
10 4.1 (28) 25/25 4.0 (25) 58 25/25 4.1 (25) 100 25/28 3.9 (28 95 25/25
1 4.1 (25) 25/25 4,0 (25) 98 25/25 4.1 (25) 100 ° 25/25 3.9 (25) 95 25/25
12 4.1 (25) 25/25 3.9 (25) 95 25/25 4,0 (25) 8 25/25 3.9 (25) 95 25/25
13 4.0 (25) 25/28 4.0 (25) 100 25/25 4.1 (26) 103 25/25 3.9 (25) 98 25/25
14 4,1 (25) 25/25 4.0 (25) 98 25/25 4.2 (25) 102 25/25 4.1 (28 100 25/25
15 4.3 (25) 25/25 4.4 (25) 102 25/26 4.6 (28) 107 25/25 4.5 (25) 105 25/25
16 4.6 (25) 25/2% 4.5 (25) a8 25/25 4.7 (25) 102 25/25 4.7 (25 102 25/25
17 4.6 (25) 25/28 4.5 (25) on 26/25 4.7 (25) 102 25/25 4.5 (25) 08 25/25
18 4.7 (25) 25/25 4.5 (25) 96 25/25 4.7 (25) 100 25/25 4.6 (25) 98 25/25
19 4,6 (24) 2435 4.7 (25) 102 26/25 4.7 (25) 102 25/25 4.6 (24) 100 24/25
20 4.7 (23) 23/25 4.4 (25) 94 25/25 4.4 (25) 94 25/25 4.5 (23) 06 23/25
21 4,8 (23) 23/75 4.6 (25) 96 25/25 4,7 (25) 98 26/26 4.6 (23) 96 23/25
22 4.5 (23) 23/25 4,5 (24) 100 24/25 4.4 (25) o8 25/25 4.4 (21) 93 21/25
23 4.6 (23) 23/25 4.4 (24) 96 24/25 4.4 (25) 96 25/25 4.6 (21) 100 21/25
24 4,4 (23) 23/75 4.4 (24) 100 24/25 4,3 (28) 98 25/25 4.3 (20) 98 20/25
25 4.5 (23) 23/25 4.5 (24) 100 24/25 4.3 (25) 96 26/25 4.3 {(20) 96 20/25
26 4.4 (23) 23/25 4.4 {(24) 100 24/25 4.4 (24) 100 24/25 4.3 (19) 98 19/25

€ >:No.of effective animals, { ) :No.of measured animals Av.FC.: g
(B10040) BAIS5



TABLE E3

FOOD CONSUMPTION CHANGES @ MALE



STUDY NO. :@ 0886

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL I Jic!CBGF1-Te rasH2@Jc| SURVIVAL ANIMALS

UNIT "

REPORT TYPE : A1 26

SEX :© MALE - PAGE : 1

Group Name Administration week

i 2 3 4 5 6 7
Control 4.3+ 0,2 4.4+ 0.2 4.4+ 0,3 4.6 0.3 4.5t 0.3 4,6+ 0.3 4.6 0.4
67ppm 4.0 0, 24k 4.2+ 0.3 4,2+ 0.4 4.4% 0.4 4,4+ 0.4 4.4+ 0.4 4.4+ 0.4
200ppm . 4.1+ 0.3 4.2+ 0,3 4.3+ 0.4 4.4 0.4 4.5+ 0.3 4,4 0.3 4,44+ 0.3
600ppm 4.0 0 3kk 4.2+ 0.3 4.2+ 0.3 4.4% 0.3 4.4% 0.3 4.4% 0.5 4.4% 0.3
Significant difference : *: P % 0.06 k1 P = 0,01 Test of Dunnett

(1HAN260)

BAIS S



STUDY NO. : 0886

FOOD  CONSUMPTION CHANGES (SUMMARY)

ANIMAL ! JiciCBEF1-Tg rasH2@Jc| SURV VAL ANIMALS
UNIT H
REPORT TYPE : A1 26
SEX © WALE PAGE : 2
Group Name Administration week .
8 9 10 ) 11 12 12 14
Control 4.6+ 0.5 4.6+ 0.5 4.7+ 0,5 4.5+ 0.3 4,563 0.4 4.5+ 0.5 4.5+ 0.5
67ppm 4.4+ 0.4 4.4+ 0.4 4,3 0. 4%k 4.3+ 0.3 4,3+ 0, 38% 4,24 0.3% 4,.2% 0, Fx
200ppm 455 0.3 4.5+ 0.3 4.4+ 0,3% 4.3+ 0.3 4,2% 0. 3% 4,2+ 0.3 4.2, Bk
600ppm 4.4+ 0.4 4.3+ 0.3 4.3 0.4%x 4,3+ 0.3 4,3% 0.4% 4.3+ 0.3 4.3+ 0.4
Significant difference . * ! P 5 0.05 o1 P S 0.01 Test of Dunnett
(HAN260} BAISS



STUDY NO. : 0886

ANTMAL ¢ JiciCB6F1-Tg rasHZ@Jcl

UNIT -
REPORT TYPE : Al 26
SEX : MALE

FOOD CONSUMPTION CHANGES (SUMMARY)
SURVIVAL ANIMALS

PAGE :

Group Name Administration week
15 16 17 18 18 20 21
Gontrol 4,6t 0.4 4.9+ 0.5 4.8t 0.6 4.9% 0.5 4,9+ 0.6 5.0+ 0.5 5.0 0.8
67ppm 4.5+ 0.3 4.6 0, 4% 4,4+ 0. 4% 4.6% 0. 3%k 4,6 0.6 4.8+ 0.4 4,745 0 4%
200ppm 4,5 0.4 4. 5% 0. 4k 4.4+ 0. 4% 4.6 0.4% 4.5+ 0.4 4.5+ 0, 3%k 4.7+ 0.4
600ppm T a7 0.4 4,7+ 0.5 4.7+ 0.5 4.8+ 0.5 4.8+ 0.5 4.7 0.4% 4.8+ 0.4
k1P X 0.06 ** 1 P = 0.01 Test of Dunnett

Significant difference ;

{HAN260)

BAIS5



STUDY NO. : 0886

FOOD CGONSUMPTION CHANGES (SUMMARY)

EEY

ANTMAL : Jic:GB6F1=Tg rasH28Jc! SURV IVAL AMIMALS

UNIT HI

REPORT TYPE : A1 26

SEX : MALE PAGE : 4

Group Name Administration week

22 23 24 25 26
Control 4.8+ 0.5 4. 7% 0.4 4,74+ 0.4 4.8+ 0.5 4,8+ 0.4
67ppm 4.5+ 0, 3% 4.5+ 0.3 4,4+ 0.4% 4,5% 0.4 4.6 0.3
200ppm 4,4 Q. 4k 4,4+ 0.3 4,44 0, 3k 4.4+ 0,3 4.6+ 0.3
600ppm 4.6+ 0.4 4,7+ 0.5 4.6+ 0.4 4.6 0.5 4.7 0.4
Significant difference ; ¥ 1P = 0.05 ®» P = 0.01 Test of Dunnett

(HAN260)

BAISE



TABLE E4

FOOD CONSUMPTION CHANGES @ FEMALE



STUDY NO. : 0886

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : Jic:CB6F1-Tg rasH2@Jc| SURVIVAL ANIMALS
UNIT L g
REPORT TYPE : Al 28
SEX : FEMALE PAGE : 5
Group Name Administration week
1 2 3 4 5 6 7
Control 3.6 0.3 .7 0.3 3.9% 0.3 4,0+ 0.3 4.1 0.3 4,2+ 0.3 4.2+ 0.3

67ppm 3.5+ 0.3 3.6 0.3 3.7+ 0.3% 3.8 0.3% 4.0 0.3 4,0 0.3% 4.1t 0.4

200ppm 3.5+ 0.3 3.7+ 0.3 3.9+ 0.3 4.0+ 0.3 4.1 0.3 4.2+ 0.3 4.3+ 0.3

600ppm 3.3+ 0, 2% 3.7 0.3 3.8+ 0.2 3.8+ 0.3% 4.0 0.4 3.9+ Q. 3%k 4,0+ 0. 3%

Significant difference : * P =006 * P = 0.01 Test of Dunnett

(HANZ60) BAIS S



STUDY WD, : 0886 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL 1 Jie:CBSF1-Tg rasH28Jc! SURVIVAL ANIMALS

UNIT P B

REPORT TYPE : A1 26

SEX : FEMALE PAGE : @

Group Name Administration week

8 g 10 1 12 13 14
Control 4.2+ 0.3 4,2+ 0.3 4,2 0.3 4,1+ 0.3 41 0.2 4,0+ 0.3 4.1+ 0.3
67ppm 4,1+ 0.4 4,1 0.4 4.0+ 0.3 4,0% 0.3 3.8+ 0, 3% 4,01+ 0.4 4.0+ 0.3
200ppm 4.2+ 0.3 4,2+ Q0.4 41 0.3 4.1+ 0.3 4,0% 0.3 4.1+ 0.3 4.2+ 0.4
600ppm 4.1 0.4 4,0 0.3 3.9+ 0 3%k 3.9+ 0 3% 3.8 0.3% 3.9+ 0.3 4.1+ 0.3
Significant difference : ¥ P X 0.05 P =001 Test of Dunnett

{HANZ260)

BAISD



STUDY NO. : 0886 ' FOOD™ CONSUMPTION CHANGES (SUMMARY)
ANIMAL : Jie:CBSF1-Teg rasH2@Jci SURVIVAL ANIMALS
UNIT DB
REPORT TYPE : Al 26
SEX : FEMALE PAGE : 7
Group Nama Administration week
15 16 17 i8 19 20 21
Control 4.3+ 0.3 4.6 0.2 4.6+ 0.3 4,8 0.4 4.7+ 0.3 4.7+ D4 4.8 0.4
67ppm 4.4+ 0.5 4.5+ 0.5 4.5+ 0.4 4.5+ 0.4 4.7+ 0.7 4.4% 0.3 4.6+ 0.4
200ppm 4.6 0.6 4.8% 0.4 4.7+ 0.4 4.7 0.4 4.7+ 0.5 4,6+ 0.4 4.7 0.4
600ppm 4.4+ 0.4 4.6+ 0.5 4.5+ 0,4 46+ 0.5 4.6 0.4 4.5+ 0.4 4.7 0.4
Significant difference : * P S 0,05 #* 1P =001 Test of Dunnett
(HAN260) BAISE



STUDY NO. : 0886 FOOD GONSUMPTION CHANGES (SUMMARY)

ANIMAL : Jic:CB6F1-Tg rasH2@Jc| SURVIVAL ANIMALS

UNIT i g

REPORT TYPE : Al 26

SEX : FEMALE PAGE : 8

Group Name Administration week

22 23 24 25 26
Contral 4.5+ 0.3 4.6 0.4 4,4+ 0.3 4.5+ 0.4 4.4 0.4
67ppm 4.5+ 0.4 4.4+ 0.5 4.4%+ 0.5 4.6+ 0.4 4.4+ 0.4
200ppm 4.4+ 0.4 4.4+ 0.4 4.3+ 0.4 4.3+ 0.4 4.4+ 0.3
600ppm 4.4+ 0,4 4.4+ 0.5 4.3+ 0.5 4.3+ 0,4 4.3+ 0,6
Significant difference : *¥ I P S 0.05 k1 P = 0,01 Test of Dunnett

(HANZ60) BAISS



TABLE F1

URINALYSIS : MALE



’\,‘_./"

STUDY NO. : 0886 URINALYSIS
ANIMAL : JIc:CB6F1-Tg rasH2@Jes|
MEASURE. TIME : 1 _
SEX : MALE REPORT TYPE : Al ) PAGE : -1
Group Name NO. of pH Protein Glucose Ketone body Dceult blood
Animals 50 6.0 65 7.0 7.5 80 85 CHI — & 4 2+ 3+ 4+ GHI — £ - 2+ 3+ 4+ CHI — * 4 2+ 3+ 4+ CHI — & + 2+ 3+ CHI

Controi 18 0 0 0 2 2 D 14 c 413 1 0 0O 18 0 0 0 0 0O 07 9 2 00 18 0 0 0 0

67ppm " 4] [+} 2 0 0 1 8 06 50 00 1M 06 0 0 C O 3 42 2 00 11 0000

200ppm 10 0 0 1 2 1 3 3 * 35 2 00 0 0 0 0 00 t 5 31040 12 0 0 0 O

600ppm ] 1] 1 0 1 1 0 3 1 4 01 00 =% 6 00 0 0 0 13 1100 6 0 0 0 O

Significant difference ¥ I P = 0.05 w I P S 0.01 Test of CH1 SGUARE

(HCEL101) BAISS



STUDY NO. : 0886 URINALYS|S
ANIMAL - : Jic:CB6F1-Tg rasH2@dcl
MEASURE. TIME : :
SEX : MALE REPORT TYPE : Al PAGE @ 2
Group Neme NO. of Urobi [ fnogen
Animals + + 2+ 3+ 4+ CHI

Gantrol 18 i 0 0 0 0O

G7ppm 1 11 0 0 0 ©

200ppm 10 0 00 ¢ 0

600ppm 6 6 0000

Significant difference * 1 P = 0.05 *k I P = 0,01 Test of CHI SQUARE

(HeL101)

BAIS 5



TABLE F2

URINALYSIS : FEMALE



STUDY NO. : 0886 URINALYSES

ANIMAL : Jic:CB6F1-Tg rasH2@Jc]

MEASURE. TIME :

SEX : FEMALE REPORT TYPE : Al PAGE : 3

Group Name NO. of pH Protein Glucose . Ketone body Occult blood

Animals 50 6.0 65 7.0 7.§ 80 8.5 CHI — & + 2+ 3+ 4+ CHI — £ 4 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHI — & 4+ 2+ 3+ CHI
Control 23 0 1 6 6 3 0 212 9 0 0 O 2300000 11 % 2 0 0 232 0 0 00O
67ppm 22 0 0 3 9 4 2 21010 0 0 © 2 00000 112 8 1 0 0 22 00 00O
200ppm 24 0 0 3 5 ) 3 21012 0 0 © 20 0 000 212 8 2 0 O 24 0 0 0 0O
600ppm 13 o o0 2 2 7 0 2 6 § 100 13 ¢ 00 00 0 8 4100 13 0 0 0 0
Significant difference ; * P £ 0.05 ** 1 P = 0,01 Test of CHI SQUARE

(HoL101) |

BAISE



STUDY NO. : 0886 URINALYSIS
ANTHAL : Jic:CB6F1-Tg rasH2@Jc|
MEASURE. TINE : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of Urobi | inogen -
Animals + + 2+ 3+ 4+ CHI

Centrol 23 230 00 0

67ppm 22 22 0 0 0 O

200ppm 24 24 0 000

600ppm 13 13 00 0 0

$lgnificant difference : * @ P = 0.05

P = 0.01

Test of CH| SQUARE

(HCLTOT)

BAIS 5



TABLE G1

HEMATOLOGY @ MALE



(/ i N
STUDY NO. : 0886 HEMATOLOGY (SUMMARY)
ANIMAL  : Jic:CBBF1-Tg rasH2@Jc! SURVIVAL ANIMALS ( 27W)
MEASURE, TIME : 1
SEX : WALE REPORT TYPE : Al PAGE : 1
Group Name NO. of RED BLOOD CELL HEMOGLOBEN HEMATOCRI T MoV MCH NCHC PLATELET
. Animals 105 g de % fe pPE g d¢ 1008
Control 25 10.78+ 0.33 171+ 0,4 51. 4% 1.8 47. 7% 0.8 15.8% 0.3 33.2+ 0.6 1269+ 91
- 67ppm 25 10.57=  0.92 16,7+ 1.3 0.7 3.6 48.0+ 1.5 5.8 0.3 33.0+ 0.6 1268+ 97
200ppm 21 10.74  0.34 7.1 0.4 §1,Bf"° 1,4 48.3%  0.9% 16.0+ 0,3 3.1+ 0.6 1224+ 47
600ppm 24 0,98+  0.3%kk 16,6 0.5 49, 8+ 1. Tk 49,94 1. 4ok 16.6% 0, 4% 33.3+ 0.5 1069 Ly £
* P = 0.05 ®» I P =00 Test of Dunnett

Stenificant difference

{HcLo70)

BAISE



.v/‘ ——
STUDY NO, : 0886 HEMATOLOGY (SUMMARY)
ANIMAL : Jic:CB6F1-Tg rasH2@Jol SURVIVAL ANIMALS ( 27W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al ’ 3 PAGE : 2
Group Name NO. of RETIGULOCYTE
Animals %

Cantrol 25 2,3+ 0.2

67ppm 25 3.0+ 2.6

200ppm 1 2.2+ 0.2

600ppm 24 2.2+ 0.5

Significant difference : =* : P = 0.06 Wk 1 P S 0.01 Test of Dunnett

(HCLO70) BAIS b



STUDY NO. : 0886 HEMATOLOBY (SUMMARY)
ANIMAL : JicICH6F1-Tg rasHZ@Jc| SURVIVAL ANIMALS ( 27W)
MEASURE, TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of WBC Differential WBC (%)
Anlmals 100/ NEUTRO LYMPHO MONOD EOSIND BASO OTHER
Control 25 1.38+ ©0.49 25+ 8 69 ] 4z 4 2% 1 ot 0 (VE= 0
67ppm 25 1.33  0.39 22+ 7 Jo+ 9 54 5 3% 2 0=+ 0 0t 0
200ppm 2 1.24%  0.48 20: 8 74+ 9 3+ 3 3% 1 o+ 0 iES 1
600ppm 24 2,13+ 4,82 23+ 1 63+ 17 7= 0 3+ 2 0t 0 0% 0
Significant difference ;. * : P =< 0.05 % D P = 0.01 Test of Dunnett

(HeLo70) BAISE



TABLE G2

HEMATOLOGY : FEMALE



R L
STUDY NOD. : 0BS6 HEMATOLOGY (SUMMARY)
ANIMAL ¢ Jie:CBEF1-Tg rasH2@del SURVIVAL ANIMALS ( 27%)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MOV MCH NCHC PLATELET
Animals 105/ nk g /de % fe rE g /e 108 1l
Control 23 10.58%x 0.53 17.0+ 0.8 51.1% 2.1 48. 3% 0.9 16. 1% 0.3 33.3% 0.6 1178 140
67ppm 24 10.54%* 0,37 16,9+ 0.7 50,8+ 1.5 48, 2% 0.7 16. 1% 0.4 33,3+ 0.9 1179 66
200ppm 24 10.44F+ 0.28 17.0* 0.4 b0. 8 1.4 48 .7+ 0.7 16,2+ 0.2 33. 4% 0.4 1104k 11 1%k
600ppm 18 10.18=% 0, 34%k 17.0% 0.8 50,9+ 1.6 50. 1% 0, B0k 16. 7% 0. 2k 33. 4+ 0.5 957+ 6ok
Significant difference : % : P = 0.05 CP=E0.01 Test of Dunnett

{HELO70)

BAIS5



STUDY NO. : 0886

&

HEMATOLOGY (SUMMARY)

AN IMAL : Jic:CBEF1-Tg rasH2@del SURVIVAL ANIMALS ( 27W)
MEASURE. TIME : 1
SEX - FEMALE REPORT TYPE : Al PAGE : 5
Group Name NO. of RET [CULOGYTE
Animals %

Gantrol 23 2,9+ 1.4

67ppm 24 2.5+ 0.9

200ppm 24 2.6+ 0.5

600ppim 18 2.5+ 0.5

Significant difference ;: % : P = 0.05

#=*: P = 0,01

Test of Dunnett

(#CL070)

BAISS



STUDY NO. : 0886

(“\

HEMATOLOGY (SUMMARY)

ANIWAL  : Jio:CB6F1-Tg rasH2@dJol SURVIVAL ANIMALS ( 27#)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Ai ' PAGE : &
Group Name NO. of WBC Differential WBC (%)
Animals 10°/nt NEUTRO LYMPHO MOND EQSINO BASO OTHER
Control 23 1.80  1.04 25+ 18 T+ 18 2+ 1 3+ 2 ot 0+
67ppm 24 1.69%  0.63 22+ 10 70+ 12 5+ 7 3+ 2 0+ S
200ppm 24 1.81% 0.75 25k [+ Fal=- 9 2=+ 1 2+ 1 0t [13=5
600ppm 18 1,32+ 0.55 32+ 14% b9+ 135k 6t i3] 24 1 1= 0k
Significant difference ; % : P = 0.05 % 1 P = 0.01 Test of Dunnett
(HCLO70) BAISE



TABLE H1

BIOCHEMISTRY : MALE



STUDY NO. : 0886

-

BIOCHEMISTRY (SUMMARY)

ANIMAL i Jio:CB6F1-Tg rasH2@Jol SURVIVAL ANIMALS ( 27w}
MEASURE. TIME : 1 A
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 /42 g ~dé mg,” de g,/ de ng,~de mg,”df
Control 25 5.2+ 0.2 2.9+ 0.1 1.3+ 0.1 0. 061 0.01 208+ 23 - 12 45+ 16

67ppm 25 b 2+ 0.2 2.9+ 0.1 1.3% 0.1 D.06% 0.01 206+ 27 79% 8 49:f 15

200ppm 21 5.1+ 0.1 2.9+ 01 1.3k 0.t 0. 06+ 0.0 206+ 26 73* 0 40+ 14

600ppm 24 82+ 0.2 2.9+ 0.1 1.3%x 0.1 0.06 0,01 209+ 3 71 + 7 37L 1n

Significant difference : * : P = 0.05 wk 2 P = 0.01

Test of Dunnett

(HCLO74)

BAISE



~
/

-

STUDY NO. : 0B85 BIOGHEMISTRY (SUMMARY)

ANIMAL  : JI6:CBBF1-Tg rasH28Jcl SURVIVAL ANIMALS ( 27w}

MEASURE, TIKWE : 1 >

SEX : MALE REPORT TYPE : Al PAGE : 2

Group Name NO. of PHOSPHOL 1P 1D AST ALT LDH : ALP G-GTP oK

Animals g,/ d? UsL ’ u/L uUu/sL Uu/sL UL U/L
Control 25 161t 22 54+ " 20+ 6 233+ 57 203+ 20 0.2: 0.4 FIES 34
67ppm 25 164+ 15 60+ 16 23+ 8 226+ 50 217+ 23 0.2 0.3 60= 13
200ppm 21 152+ 21 552 16 19+ 5 . 229+ 44 216 13 0.3 0.4 78:& A4
600ppm 24 148+ 15 65+ 28 24+ 12 258+ 62 219+ 28% 6.3+ 0.3 66 24
Significant difference : * : P £ 0.05 ok P = 0.01 Test of Dunnett

(HCLO74) BAIS G



1
R
STUDY NO, : 0886 BIOCHEMISTRY (SUMMARY)
ANIMAL ! Jic:CBSF1-Tg rasH2@Jcl SURVIVAL ANIMALS ( 27#)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of UREA NITROGEN S0D UM POTASSI1UM CHLORIDE CALCIUM INCRGANICG PHOSPHORUS
Animals g, de mbq/ £ mEq” £ mkg,/ £ ng,/de ng,/d2
Control 25 26.3+% 7.2 162+ 3.7 0.3 115 8.5+ 0.3 5.4% 0.7
&7ppm 25 23,04 3.6 1h1+% 3.6+ 0.2 1‘151 8.5t 0.2 = 0.6
200ppm 21 23. 4% 5.3 151k 3.6 0.2 A=+ 3.6 0.2 53+ - 0,7
600ppm 24 22,9+ 5.8 151 3.8k 0.3 117x 8.6+ 0.3 5. 7% 0.7
Significant difference : * : P = 0.05 # 1 P = 0.01 Test of Dunnett

{HCLO74)

BAIS D



TABLE H2

BIOCHEMISTRY @ FEMALE



STUDY NO. : 0886

BIOCHEMISTRY (SUMMARY)

ANIMAL * Jic:CBEF1-Tg rasH2@Jel SURVIVAL ANIMALS ( 27W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al - PAGE : 4
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL. TRIGLYCERIDE
Animals g./de g /2 - ng,/ dd - mg/ 4 i ng,/d2
Control 23 5, 2+ 0.1 3.0 0.1 1.4%x 0.1 0.05%  0.01 175+ 36 62+ 11 35+ 13
67ppm 24 5,3k 0.2 3.1 0.1 1.4+ 0.1 0,05 0.0 191% 24 641 8 36+ 10
200ppm 23 5.3x 0.2 3.1=%x 0.1 1.4% 0.1 0.05+ 0.01 202+ 26% 64+ 7 32+ ik
660ppm 19 5.3=* 0, 2% 31k 0.2 1.4% 0.1 0,06 0, 0%k 197+ 44% 69+ 13 37+ 16
Significant difference : * : P = 0.05 1P = 0,01 Test of Dunnett

(HCLO74)

BAISG



STUDY NO, : 0885

BIOGHEMISTRY (SUNMARY)

ANIMAL ! Jio:CB6F1-Tg rasH2@Jol SURVIVAL ANIMALS ( 27W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 5
Group Name NO. of PHOSPHOL IPID AST ALT LDH ALP G-GTP cK
Animals g,/ de u/L U/L U/L U/L U/L u/L

GControl 23 127+ 20 76+ 18 22+ 5 200% 42 324+ 39 0.3+ 0.3 86+ 48

67ppm 24 132+ 17 76t 25 22+ 4 216k 37 322+ 46 0.3+ 0.3 81 34

200ppm 23 130+ 13 78% 25 214 5 213+ 40 3M1E= 35 0.3+ 0.4 86 a4

600ppm 19 135 2 a7t b2 28 18 407+ 605 309+ 36 0.3% 0.4 157+ 37

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

(HCLO74)

BAIS &



STUDY NO. : 0886

BIOCHEMISTRY (SUMMARY}

D

ANIMAL : Jio:CB6F1-Tg rasHz@del SURVIVAL ANIMALS { 27W)
MEASURE. TIME : 1 )
SEX : FEMALE REPORT TYPE :@ Al PAGE : [:B
Group Name NO. of UREA NITROGEN SODIUM POTASS [UM CHLORIDE CALCIUM INGRGANIC PHOSPHORUS
Animals ng,~dd mlEq,/” 2 mEq,” 2 mby,~ £ mg,~ dl mg,~ ¢
Control 23 181 3.1 152+ 2 3.3+ 0.2 117 8.9+ 0.2 5. 7%+ 0.9

67ppm 24 16. 3% 3.3 152+ 2 3.3% 0.2 117+ 8.9+ 0.2 5. 4% 0.8

200ppm 23 18. 7+ 2.9 161+ 2 3.3+ 0.2 116+ 8.9+ 0.2 5.6 0.9

£00ppm 19 19, 2+ 6.6 152+ 2 3.4+ 0.4 tigx 8.9+ 0.3 5.4+ 0.9

Significant difference : * : P < 0,05 A P = 0.01 Test of Dunnett

{HCLO74)

BAISE



TABLE I1

GROSS FINDINGS : MALE



STUDY NO.  : 0886 GROSS FINDINGS (SUMMARY)
ANINAL t Jic:CBEF1-Tg rasH28Jc! ALL ANIMALS (0- 27H)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control G7ppm 200ppm 600ppm
Organ Findings ND. of Animals % (%) 25 (%) 25 (%) 25 (%)
subcutis edema o ( 0 0 (0 o (o T (4
mass 0o (0 0o (o 1 (9 i (4
lung red zono 0 (o 0o (o0 1 ( 4 0o (D
l nodu| e 1 (4 2 (8 1 (8 0 (o
lymph nede enlarged _ o (o ) 0 (0 1 (4 o (o
thymus enlarged o (0 1 (4 1 ( 4 1 (8
atrophic ' 0o { @ o (o L)) o (0
splaen enlarged o (0 0o (o0 2 ( 8) o (0
black zone ' a (12 108 6 (20 1 (8
nodule ' 1( 8 18 1 (9 1 (8
stomach forestomach:nodule o (0 o (0 0 (0 A
livar enlarged o ( 0 6 ( 0 1 {48 0 ( 0
white zone ' 0 ( 0} 0 6) 1 (4 A 0 (0
red zong 4 1 (4 1 (8 o (0 o (0
nodule _' 7 0o (o 1 (4 0 {0 1T (48
kidney white zone 0 (0 o ( o 1 ( 4) 0 {0
testis smatl 0 (0 ) 1 (48 24 (98)
prep/cli gl enlarged 0 (o o (o 1.( 4 0 (0
per i toneum noduie 0 (0} 0 (o o { 0 1 (48
abdominal ¢ - hemorrhage 0 { 0 o (o 1 {4 0o ( 0}
other tail:nodule 0 ( o) ) 0o (0 L)
lower jaw:nedule o { 0 o (» 1 ( 4) o ( 0

{HPTOBD) , BAISH



STUDY NO.  : 0886 - GRDSS FINDINGS (SUMMARY)
ANIMAL t Jic:CB6F1-Tg rasH2eJe ALL ANTMALS (0- 27w)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 67ppm 200ppm G00ppm
Organ Findings NO. of Animals 25 (%) 25 (%) 25 (%) 25 (%)
other nose:nodule o (O 0 (o 0 ( 0 1 ( 4)
BAISS

(HPTOBO)



TABLE I2

GROSS FINDINGS : FEMALE



STUDY NO.  : 0886 GROSS FINDINGS (SUMMARY)
ANIWAL : Jio:CBEF1-Tg rasH2@Jel ALL ANIMALS {0- 27W)
REPURT TYPE : Al
SEX : FEMALE . PAGE : 3
Group Name Control 67ppm 200ppm 600ppm
Organ_____ Findings ' NO. of Animals 25 (%) 25 (%) 25 (%) 25 (%)
subcutis mass 0o (o0 1 (4 0 (o o (0
lung red ) o (0 ¢ (0 0 (o 1 ( 4)
white zone )] o (0 0o (o0 1 (4
nodule 2 (8) 1 (4 5 (203 4 (16):
lymph node enlarged POa ) 0 (0 1 (4
thymus enlarged ‘ o ( 0} 0 (O 0 (o 2 (8
atrophic o (0 0o (O 0o (0 1 (4
spleen enlarged ) 1 (48 0o (0 1 (& 2 ( 8)
black zone 2 (8 2 ( 8 1 (8 4 (16)
nodule ) 1 (4 2 (8 0o (0 0 (0
stomach forestomach:nodule o (0 1 (4 1 -( 4 1 (8
forestomach:thick o (o o (o o ( 0 1 (&
glandular stomach:nodule , ' o (0 0 (0 o ( 0 14
small Intes nodule 1 ( 4) ¢ (0 0o ( o) 6 ( 0
ITver enlarged 0 (0 o ( o 0 ( 1 (8
red zone 0 (0 1T (8 0 (0 o ( 0}
nodule 0 (0 o (O 1 (.4 0 (0
kidney enlarged )] 0 (O 0 { O 1 C 4
vagina nodule o (0 ) 1 (4 o ( 0
mediastinum  mass 1N o (O o (0 t (4
abdominal ¢ hemorrhage G )] 1 (4 0 (o 6 (0
thoracic ca hemorrhage i 2 (3 o (0 o ( o} o0 (0

(HPTO80) BAIS &



STUDY NO. : 0886 GROSS FINDINGS (SUMMARY)

ANINMAL . Jie:CB6F1-Tg rasH2@Jcl ALL ANIMALS (0—- 27W)

REPORT TYPE : Al

SEX, : FEMALE PAGE : 4~

Group Name CGontrol 67ppm 200ppm 600ppm

Organ Findings NO. of Animals 25 (%) 25 (%) 25 (%) 25 (%)

thoracic ca pleural fluid o ( 0 o (0 6 (0 4 (16)

other ear:nodule o (o o (o e ( o) 1 ( 4)
nose:nodule o (0 o ( o 1 ( 4 o (0

whole body anemic c ( 0 o (0 1 ( 4 e ( 0

(HPT0B0) _BAISS



TABLE J1

ORGAN WEIGHT, ABSOLUTE : MALE



STUDY NO. : 0886

ORGAN WEIGHT:ABSOLUTE (SUH'MRY)

ANIMAL : Jie!CB6F1-Tg rasH2@Jc| SURVIVAL ANIMALS ( 27W)

REPORT TYPE : Al

SEX : MALE

UNIT: g PAGE : 1

Group Name NQ. of Body Weight THYWUS ADRENALS TESTES HEART LUNGS

Animals
Control 26 28.5% 2.0 0.047+  0.013 0.014%+  0.003 0.269% 0.019 0.188+ 0.019 0.166 0,011
67ppm 25 28,0+ 2.2 0.0614%  0.073 0.014%x 0,003 0.2544 0, 020%k 0.181% 0.014 0.163 0,013
200ppm 21 26. 8- 1. 9% 0.044%+ 0.010 0.014%= 0.003 0.206*+ 0. 04040k 0.175% 0,010 0.165% 0.012
S00npm 24 26.1% 2 Bk 0,044 0. 056%x 0,014+ 0.004 0.066% 0. 0064ok 0,179 0,021 0.163 0.011
Significant difference ; * I P = 0.05 ## P % 0.0 Test of Dunnett

(HELD40)

BAISH



14 [
R \_/'}
STUDY NO.. 1 0886 ORGAN WEIGHT :ABSOLUTE (SUMMARY)
ANIMAL i Jic:GBEF1-Tg rasH2@dc| SURVIVAL ANIMALS ( 27W)
REPORT TYPE : Al
SEX : MALE
UNIT: g PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Control 25 0.594%= 0,060 0.080:£ 0,071 1,286 0,101 0.487 0.014
§7ppm 25 0.559+ 0.032 0.072%  0.019 1.253+ 0.070 0,486+ 0,015
200ppm 21 0. 563 0. 032 0. 066k n.012 1.212%  0.087%k 0. 484+ 0,016
600ppm 24 0.558+ 0, 0650 0.081% 0.039 1.229%+  0.101* 0.477x 0. 915
Significant difference ; *: P = 0.05 ®* . P = 001 Test of Dunnett
(HoLO40) BAISE



TABLE J2

ORGAN WEIGHT, ABSOLUTE : FEMALE



\\/’ _’/‘

STUDY NO. : 0886 ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : Jie:CB6F1-Tg rasH2@Jdcl SURVIVAL ANIMALS ( 27W)

REPORT TYPE : At

SEX : FEMALE

UNIT: g PAGE : 3

Group Name ND. of Body Waight THYMUS ADRENALS OVARIES HEART LUNGS

Animals
Cantrol 23 21,6 1.0 0.050f 0.016 0.016 0.002 0.034% 0,008 0.147  0.010 0. 188+  0.137
67ppm 24 21.8+ 1.7 0,046 0.011 0.016= 0.003 0.030  0.004% 0,148  0.012 0,161 0.009
200ppm 24 2.1 0.7* 0.040:t  0.074% 0.016  0.003 0.020% 0, 004%% 0. 147  0.012 0.162%+  0.022
600ppm 19 20.5% 1. 2%k 0,066 0. 111%* 0.015%  0.002 0.026% 0, 0054k 0. 1421  0.012 0.195% 0,138
Significant difference ; * P £ 0.05 P =001 Test of Dunnett

(HCLO40)

BAISS



STUDY NO. : 0B85

ORGAN WE|GHT:ABSOLUTE (SUMMARY)

ANIMAL  : Jic:GBEF1-Tg rasH28Jc! SURVIVAL ANIMALS ( 27W)

REPORT TYPE : Al

SEX : FERALE

UNIT: g PAGE : 4

Group Name NO, of KIDNEYS SPLEEN LIVER BRAIN

Animals
Control 23 0.4141+  0.026 D.085+ 0.017 1.053%F 0,069 0.504+  0.013
67ppm 24 0.4191+  0.024 0.084%x 0.016 1.061 0,082 0.6506 0.015
200ppm 24 0.409+ 0.018 0.079% 0. 008 1.046  0.063 0.604L+ 0.014
600ppm 19 0.404% 0. 020 0.073: -0, 008% 1.037+  0.104 0.490%*  0.018%
Signiticant difference : P = 0.05 o I P = 0.01 Test of Dunnett

(HCL@40)

BAIS5



TABLE K1

ORGAN WEIGHT, RELATIVE @ MALE



Il - f‘\\
' R o
STUDY RO, : 0886 ORGAN WE|GHT:RELATIVE {SUMMARY)
ANIMAL * Jic:CBEF1-Tg rasH2@Jc| SURVIVAL ANIMALS ( 27W)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE : 1
Group Name NO. of Body Weight L THYMUS ADRENALS TESTES HEART LUNGS
Animals (g)
Control 25 23.5%+ 2.0 0.163% 0.045 0. 050 0. 011 0.046=+ 0. 08D 0. 661+ 0.056 0.583% 0,043
67ppm 25 8.0+ 2.2 0.219=% 0,263 0. 050X 0,012 0.912:4+ 0,102 0. 650+ 0.055 0. 586+ 0.053
200ppm 21 26.8% 1.9% 0. 166% 0.033 0.0541 0.01¢ 0. 770+ 0, 153%¢ 0.655% 0.042 0,619z 0,062
600ppm 24 26.1% 2 Bk 0. 163 0. 178%k 0,054% 0.013 0.253% 0. 0213k 0.688+ 0.078 0. 629 0. 04%k%
Significant difference . * 1 P = 0.05 ** P = 0.01 Test of Dunnett

(HCLO42) BAIS5



STUDY ND. : 0886 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL 2 Jic:CB6F1-Tg rash2iJel SURVIVAL ANIMALS ( 27w}

REPORT TYPE : Al

SEX : MALE

UNIT: % PAGE : 2

Group Name NO. of - KIDNEYS SPLEEN LIVER BRAIN

Animals )
Control 25 2.082% 0,160 0.279+ 0.241 4.546% 0,199 1.714=k 0. 099
67ppm 25 2,003+ 0,124 0.258% 0.065 4.487X 0,208 1.748k 0. 148
200ppm 21 -2.073= 0.157 0.245% 0.038 4,831 0190 1.814=% 0. 121%
B00ppm 24 2,142+ 0.107 0.314=% 0. 153%* 4,720+ 0. 233* 1,841 0. 14040k
Significant difference ; * P = 0.06 1 P = 0.01 Test of Dunnett

(HoLo42} BAIS S



TABLE K2

ORGAN WEIGHT, RELATIVE @ FEMALE



/ N\
(— . H
STUDY NO, : 0886 ORGAN WE|GHT:RELATIVE (SUMMARY)
ANTMAL : Jic:CB6F1-Tg rasH2@Jcl SURVIVAL ANIRALS ( 27W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE : 3
Group Name NO. of Body Weight THYMUS ADRENALS OVAREES HEART LUNGS
Animals (g)

Control 23 2.6 1.0 0.231% 0.069 0,074 0.010 0.155=% 0,019 0. 680 0.043 0, 884 0,730

G7ppm 24 21,9+ 1.7 0.210% 0.049 0074+ 0,013 0. 139k 0.021% 0.676+= 0.054 0. 740X 0,053

200ppm 24 2.1 0. 7% 0. 191+ 0.064 0,075 0.014 0. 140 0, 016% 0.698:x 0. 059 0,770+ 0.102

600ppm 19 20,5+ 1, 2%k 0. 2711 0, 5254 0.074% 0.010 0. 1285 0. 0214k 0.694% 0,046 0.984% 0, BS54

Significant difference : TP = 0.05 # © P = 0.01 Test of Dunnett

(HoLo42)

BAISS



STUDY NO. : 0BB6

ORGAN WE|GHT:RELATIVE (SUMMARY)

ANIMAL : Jig:CB6F1-Tg rasH28Jcl SURVIVAL ANIMALS ( 27HW)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Control 23 1.912% 0,108 0,392 0.079 4,869+ 0.284 2,335k 0,128
67ppm 24 1.920+ 0,113 0. 385+ 0.067 4.808+ 0.248 2,323 0.128
200ppm 24 1. 944+ 0,001 0.377+ 0.037 4,969+ 0,238 2,394 0.106
600ppm 19 1.9734+ 0,125 0,356+ 0.03% 5.046% 0,249 2,398+ 0.128
Significant difference : #:P S 0.05 *® P = 0.0 Test of Dunnett
{HOLO42) BAISE



TABLE L1

HISTOPATHOLOGICAL FINDINGS -

NEOPLASTIC LESIONS : MALE



STUDY NO.  : 0886

HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC EESIONS (SUMMARY)

ANINAL : Jic:CB6F1-Tg rasH2@Jc| ALL ANINALS (0- 27W)

REPORT TYFE : Al

SEX : MALE PAGE 1. 1

Group Name Control 67ppm 200ppm 600ppm

Organ Findings No. of animals on Study 25 25 25 25

[Infegumentary system/appandage)

skin/app - {25> {25 Q% 25>
squamous cell papilloma (0% { on ( o { 4%

subcutis <25 2% 25 <25>
hemangioma ( 0% { o% ( 0% ( 49
hemangiosarcoma ( 0% ( 0w ( 4w ( 4%

[Respiratory system}

lung <25 {255 25> <25
bronchiolar-alveolar adenoma (12%) (12% ( 8% ( 20%
bronchiclar-alveolar carcinoma { 0% { 4% (12%) ( 16%)

{Hematopoietic system]

lymph node {256> <25> {25> 25>
mal ignant lymphoma ( 0% ( 0% ( 8% ( 0%

thymus 24> 25 25> 25>
mal ignant |ymphoma ( 0% ( % ( 0% ( 4%

spleen 25> 25> <25 Q25
hemangiosarcoma ( 4% ( 4 ( 8% ( 8%

[Girculatory system]

lymph vess 25> {28 25> 25
| ymphangioma ( 0% ( 0% ( o ( M

{Digestive system]

oral cavity @5 <25 25 25>
squamous cell carcinoma ( 0% { 0% ( 4% ¢ 0w

<a> a I Number of animals examined at the site
b (¢} b : Number of animals with neoplasm ¢c:b/axiop
(HPTO85) BALSG
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STUDY NO.  : 0888 HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)
ANTHAL : Jic:CB6F1-Tg rasH2@Jc] ALL ANIMALS (0- 27W) :
REPORT TYPE : Al
SEX * MALE PAGE
Group Name Controi 67ppm 200ppm 600ppm
Organ Findings No. of animais on Study 25 . 25 25 25
{Digestive system}
stomach 25> {25 25> £25>
squamous cel| carcinoma 0 ( 0% 0 ( 0w 0 ( ok 1 ( 4%
liver 25> 26> {25 25>
hepatocellular adenoma 0 ( 0% 1 (4% 1 { 4% 0 (0w
{Special sense organs/appendage]
Harder gl <25> 25> <25> 25>
adenoma o ( on 0 ( w 1 ( 4% 0 ( 0%
<a> a ! Number of animals examined at the site
b (¢ b : Number of animals with neoplass ¢:b/a=*x100
(HPT085)

BAISE
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HISTOPATHOLOGICAL FINDINGS -

NEOPLASTIC LESIONS : FEMALE



STUDY NO. © 0886 HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUNMARY)
ANIMAL * Jic:CB6FI-Tg rasH2@Jel ALL ANIMALS (0- 27W)
REPORT TYPE : Al -
SEX . FEMALE PAGE : 3
Group Name Control 67ppm 200ppm 600ppm
Organ Findings No. of animals on Study 25 25 25 25
[Integumentary system/appandage} i
subcutis <25, <25> 25> <25
hemang ioma 0 { 0w 1 { 4% ( 0% ( 0%
[Respiratory system}
nasal cavit . <25> <25> 25> <26>
hemangiosarcoma 0 ( 0% 0 ( 0% ( 4% { oW
lung 25> <{26> 25> <25>
bronchiolar-alveolar adenoma 2 (8w 1 (4% { 20% ( 16%)
tymphang i oma 1T ( 4% 0 (o ( 0w ( 0%
bronchiolar-alveolar carcinoma 2 (8 2 (8% ( 8% ( 20%)
[Hematopoietic system}
bone marrow {25> <25> <5 25>
hemang i oma 1 ( 4% 0 ( 0% ( 0% ( o%
lymph node <25> {25> <26> 25>
mal ignant 1ymphoma -0 ( o 0 ¢ 0% ( % ( 8%
thymus <25> 25> 25 <2h>
mal ignant lymphoma 1 ( 4% 0 ( 0% ( 0% ( 8%
spleen {26> <{26> <25> {25>
hemangiosarcoma 1 (4% 3 (129 { % (0%
[Digestive system}
stomach <255 <26> 25> 26>
squamous cell papilloma 0 ( 0w 1 (4% { 4% ( 4%
<a> a : Number of animals examined at the site
b (¢ t : Number of animals with neoplasm ¢:b/a=100
(HPT085) BAIS6



STUDY NO.  : 0886 HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : Jic:CBGF1-Tg rasH2@Jc! ALL ANIMALS 10— 27W)

REPORT TYPE : Al

SEX : FEMALE PAGE :
Group Name Control 67ppm 200ppm 600ppm

Organ Findings No. of animals on Study 25 N 25 25 25

[Urinary system}

urin bladd 25> . 25 25> 25>
transitional cell papilloma 1 (4% 0 ( 0w 0 {( 0% 0 ( o%

[Reproductive system]

vagina 25> <25> <{25> <25>
hemang i osarcoma 0 ( 0% 0 ( 0% 2 (8% 0 ( 0%

{Special sense organs/appendage}

Harder gl {25 <25> 25> <25>
adenoma 1 { 4% 0 ( 0% 0 ( 0% 1 (4%
a> a * Number of animals examined at the site
b (e) b : Number of animals with neoplasm ¢c:b/ax100
(HPT085)

BAIS6
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STUDY Mo. : 0886

(0

—

NEOPLASTIC LESIONS-INCIDENGE AND STATISTICAL ANALYSIS

ANIMAL : Jic:CB6F1-Tg rasH2@Jc|
SEX - I MALE PAGE : 1
Group Name Gontrol 67ppm 200ppm 600ppm
SITE : subcutis
TUMOR : hemangioma, hemangiosarcoma
Tumor rate .
Overall rates(a) 0/25( 0.0) 0/25( 0.0) 1/25( 4.0) 2/25( 8.0)
Adjusted rates(b) 0.00 0.00 4.55 4.17
Terminal rates(c) 0/25{( 0.0} 0/25( 0.0 @/21¢ 0.0) 1/24( 4.2)
Statistical analysis
Peto test
Standard method(d) P =0.141
Prevalence method{(d) P = 0.1568
Combined analysis(d) P = 0. 0466+
Cochran-Armitage test(e) P = 0.058% .
Fisher Exact test(e) P=NG P = 0.5000 P =0, 2449
SITE : lung
TUMCGR : bronchiclar-alveolar adenoma
Tumor rate
Overall rates{a) 3/25( 12.0) 3/25¢ 12.0} 2/25( 8.0} 5/25( 20.0}
Adjusted rates(b) 12. 00 12.00 9.52 20.83
Terminal rates(c) 3/25( 12.0) 3/25( 12,0 27210 9.5 5/24( 20.8)
Statistical analysis
Peto test
Standard method (d) p=—-
Prevalence method (d) P =0.1517
Combined analysis(d) P =«
Cochran-Armitage test(e} P =0.3169
Fisher Exact test(e) P = 0. 6664 P = 0. 5000 P =0.3510
SITE : lung
TUMOR : bronchiolar-alveolar carcinoma
Tumor rate .
Overall rates(a) 0/25( 0.0) 1/25( 4.0y 3/25(12.0) 4/25( 16.0)
Adjusted rates (b} 0.00 4.00 14.29 16. 67
Terminal rates(c) 0/25( 0.0 1/25( 4.0) 3/21(-14.3 4/24(16.7)
Statistical analysis-
Peto test
Standard method (d) P=—
Prevaience method (d} P = 0.0226%
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.0347 i
Fisher Exact test({e) P = 0.5000 P=0.1173 P = (.0549

(HPT360A)

BAIS6
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STUDY No. : 0886 NEOPLASTIC LESIONS-INGIDENCE AND STATESTICAL ANALYSIS
ANIMAL . Jic:CB6F1-Tg rasH28Jc|
SEX . MALE i PAGE : 2
Group Name Control 67ppm 200ppm 600ppm
SITE : lung
TUMOR : bronchiolar-alveolar adenoma, bronchiolar-alveolar carcinoma
Tumor rate
Overall rates(a) 32601220 4/25( 16.0) 5/25(.20.0) 8/25( 32.0)
Adjusted rates(b) 12.00 16.00 23.81 33.33
Terminal rates(c) 3/25(12.00 4/25( 16.0) 5/21( 23.8) 8/24( 33.3)
Statistical - analysis
Peto  test
Standard method (d) P=
Prevalence method{d) P =0.0312«
Combined analysis(d) P=
Cochran-Armitage test(e) P = 0.0626
Fisher Exact test(e) P = 0.5000 P = 0.3510 P = 0.0853
SITE  : lymph node
TUMOR : malignant |ymphoma
Tumor rate
Overall rates{a) 0/25( 0.0) 0/25( 0.0} 2/25( 8.0) 0/25¢ 0.0}
Adjusted rates(b) ’ 0.00 0.00 0.00 0.00
Terminal rates (c)’ 0/25( 0.0 0/25( 0.0) 0/21( 0.0) "0/24( 0.0)
Statistical analysis
Peto test
Standard method (d} P = 0. 4697
Prevalence method (d) P=—
Combined analysis(d) P = 0. 4697
Cochran-Armitage test(e} P = 0. 0181
Fisher Exact test(e) P=NC P = 02449 P=NGC

(HPT3604)

BAIS6



STUDY No. : 0886

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL Jic:CB6F1-Tg rasH2@Jci
SEX MALE PAGE : 3
Group Name Control 67ppm 200ppm 600ppm
SITE : spleen
TUMOR : hemangiosarcoma
Tumor rate
Overall rates{a) 1/25( 4.0) 1/25( 4.0) 2/25( 8.0y 2/25( 8.0
Adjusted rates(h) 4.00 4,00 4,76 8.33
Terminal rates{(c) 1/25( 4.0) 1/25( 4.0) 1/2t( 4.8) 2/24( 8.3
Statistical analysis
Peto test
Standard method {d} P = 0.3620
Prevalence method (d} P=10.2198
Combined analysis(d) P = 0. 2441
Gochram-Armitage test(e) P = 0.5072
Fisher Exact test(e) P = 0.7551 P = 0.5000 P = 0.5000
(HPT3604) BALSE
(a): Number of tumor-bearing animals/number of animals examined at the site.
(b} : KaplanMeier estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.

(d):

(e}:
7 -

Significant difference ;
:Statistical value cannot be calculated and was not significant.

N.C.

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 + [ncidental tumor test

The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.

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

: There is no data which should be statistical analysis.
¥ P =005 =P =001



STUDY No. : 0886 NEOPLASTIC LESIONS-INGIDENCE AND STATISTICAL ANALYSIS
MIMAL © : Jic:CBAF1-Tz rasH2@Jcl
SEX KALE PAGE : 1
Group Name Control 67ppm 200ppm 600ppm
SITE : ALL SITE
TUMOR : hemangioma, hemangiosarcoma
Tumor rate
Overal] rates(a) 1/25( 4.0) 1/25( 4.0) 3/25(12.0 4/25( 16.0)
Adjusted rates(h) 4.00 4.00 9.09 12.60
Terminal rates(c) 17250 4.0) 1/725( 4.0) 1/21( 4.8 3/24(12.5)
Statistical analysis
Peto test
Standard method {d) .P=0.1598
Prevalence method(d) P = 0.1075
Combined analysis(d) P = 0.0658
Cochran-Armitage test{e) P = 0,0037
Fisher Exact test(e) P = 0.7551 P = 0, 3046 P=01743
BAISS

(a):
b:
(e):
(d:

(e):

Signi

Number of tumor-beaning anima!s/number of animals examired at the site.

Keplan-Weier estimated tumor incidence at the end of the study after adjusting for intercurrent mortal ity.
Observed tumor incidence at terminal kill.

Beneath the cnntrul incidence are the P-values associated w:th the trend test.

Standard method : Death analysis

Prevalence method : Incidental tumor test

Cocbined analysis : Death analysis + Incidental tumor test

The Cochran-Armitage and Fisher exact test compare directly the overall incidence retes.

? . The condltlnnal 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 wh:ch should be statlstlcal analysis.
flcant difference : TP =005 P =00

N.C. :Statistical value cannut he calculated and was not significant.



STUDY No. : 0886 NEOPLASTIC LESIONS—INCIDENGE AND STATISTICAL ANALYSIS
ANINAL Jic:CB6F1-Tg rasH2@Je|
SEX MALE PAGE : 1
Group Name Control 67ppm 200ppm 600ppm
SITE @ ALL SITE
TUMOR : malignant |ymphoma
Tumor rate
Overall rates(a) 0/25( 0.0) 1/25( 4.0} 2/25( 8.0) 1/25( 4.0)
Adjusted rates(b) 0.00 4,00 0.00 417
Terminal rates (o) 0/25( 0.0) 1/25( 4.0} 0/21( 0.0) 1/24( 4.2)
Statistical analysis
Peto test '
Standard method (d) P = 0.4697
Prevalence method(d) P = 0,2400
Combined analysis(d) P =0.3125
Cochran-Armitage test(e) P = 0. 6609
Fisher Exact test(e) F = 0,5000 P = 0.2449 P = 0.5000
SITE : ALL SITE
TUMOR : hemangiosarcoma
Tumor rate
Overall rates(a) ’ 1/25( 4.0) 1/25( 4.0} 3/25( 12.0) 3/25( 12.0)
Adjusted rates(b) 4,00 4.00 9.09 8.33
Terminal rates (¢} 1/26( 4.0 : 1/25( 4.0) 1/21( 4.8) 2/24( 8.3)
Statistical analysis
Peto test
Standard method(d) P = 0,1598
Prevalence method (d) P = 0.2415
Combined analysis(d) P = 0.128%
Gochran-Armitage test(e) P = 0.2456
Fisher Exact test(e) P = 0.7551 P = 0.3046 P = 0.3046
(HPT360A) BA[S6
(a) : Number of tumor—-bearing animals/number of animals examined at the site

(b} :
(e):
{d):

(e} r
?

Kaplan-¥eier estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.

Observed tumor incidence at terminal kill.

Beneath the control incidence are the P-values associated with the trend test,

Standard method : Death analysis

Prevalence method : Incidental tumor test

Combined anaiysis : Death analysis + Incidental tumor test

The Cochran-Armitage and Fisher exact test compare directly the overal| incidence rates

! There is no data which should be statistical analysis.

Significant difference : *¥ P = 0.05 ok P S 0.01

N.C.:

Statistical value cannot 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.
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STUDY No. : 0886 NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL ; Jic:CB6F1-Tg rasH2@Jci
SEX : FEMALE PAGE : 4
Group Name Gontrol 67ppm 200ppm 600ppm
SITE lung
TUMOR bronchiolar-alveolar adenoma
Tumor rate '
Overall rates(a) 2/25( 8.0} 1/25( 4.0) 5/25( 20.0) 4/25( 16.0)
Adjusted rates (b) 8.70 4.17 20.83 21.05
Terminal rates(c) 2/23( 8.7 1/24( 4.2) 5/24( 20.8) 4190 21.1)
Statistical analysis
Peto tést
Standard method(d) P=—-
Prevalence method(d} P = 0.0708
Combined analysis(d) P=—-
Cochran-Armitage test(e) P =0.2521
Fisher Exact test(e) P = 0, 5000 P = 0.2087 P = 0.3336
SITE  : ung
TUMOR bronchiclar-alveolar carcinoma
Tumor rate
Overall rates(a) 2/25¢ 8.0} 2/25( 8.0) 2/25( 8.0) 5/25( 20.0)
Adjusted rates (b) 8.70 8.00 ) 8.33 21.05
Terminal rates(c) 2/23( 8.1 1/24( 4.2) 2/24( 8.3) 4190 21.1)
Statistical analysis
Peto test
Standard method(d) P=—
Prevalence method (d) P = 0.0649
Combined analysis(d) P=—
Cochran-Armitage test(e) P=10.1143
Fisher Exact test(e) P = 0.695%4 P = 0.6954 P = 02087
SITE : fung
TUMOR bronchiolar-alveolar adenoma, bronchiolar-alveolar carcinoma
Tumor rate
Overall rates(a) 4/25( 16.0} 3/25( 12.0) 7/25( 28.0) 8/25(32.0)
Adjusted rates(b) 17.39 12.00 20.17 36.84
Terminal rates(c) 4723( 1. 4) 2/24( 8.3) 1240 29.2) 7/19( 36.8)
Statistical analysis
Peto test
Standard method (d) P=-—~—
Prevalence method (d} P = 0. 0415%
Combined analysis(d}- P=-——
Cochran-Armitage test(e) P = 0.0803
Fisher Exact test(e) P = 0.5000 P =0.2481 P = 0. 1604
(HPT360A) BAISE
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STUDY No. : 0886 NEOPLASTIC LESIONS-INGCIDENCE AND STATISTICAL ANALYSIS
ANIMAL ¢ Jig:CB6F1-Tg rasH2@dcl
SEX : FEMALE " PAGE : 5
Group Name Control 67ppm 200ppm 600ppm
SITE - lymph node
TUMOR : malignant lymphoma
Tumor rate
Overall rates{a) 0/25( 0.0 0/25( 0.0 0/25( 0.0% 2/25( 8.0
Adjusted rates(h) 0.00 0,00 0.00 0.00
Terminal rates(c) 0/23( 0.0 0/24¢ 0.0) 0/24( 0.0) 0/19( 0.0
Statistical analysis '
Peto test
Standard method (d) P=0.0144% 7
Prevalence method(d) P=
Combined analysis(d) P =0.0144% ?
Cochran—Armitage test(e) P = 0.0186*
Fisher Exact test(e) P =N.C. P=NC P = 0.2449
SITE  : thymus
TUMOR : malignant |ymphoma
Tumor rate
Overall rates(a) 1/25¢ 4.0) ) 0/25( 0.0 0/25( 0,0) 2/25( 8.0
Adjusted rates (o) 0.00 0.00 0. 60 5. 26
Terminal rates(g) 0/23( 0.0 0/24( 0.0) 0/24( 0.0 1/19( 5.3}
Statistical analysis
Peto test
Standard metheod (d) P = 0. 2857
Prevalence method(d) P = 0.1058
Combined analysis(d) P = 0.0932
Cochran-Armitage test(e) P = 0.1660
Fisher Exact test(e) P = 0.5000 P = 0,5000 -P = 0. 5000
SITE : spleen
TUMOR : hemangiosarcoma
Tumor rate )
Overal |l rates(a) 1/25( 4.0) 3/25( 12.0) 1/25( 4.0) 0/25( 0.0
Adjusted rates(b) . 4.35 8.33 4,117 0.00
Terminal rates{c) /230 4.3 2/24( 8.3 1/24¢ 4.2 0/19( 0.0
Statistical analysis -
Peto test
Standard method (d} P = 0.5251
Prevalence method (d} P =0.8515
Combined analysis(d) P = 0.8974
CochramArmitage test{e) P=101782
Fisher Exact testle) X P = 0.3046 P = 0.7551 P = 0. 5000

(HPT360A) BAILSE



™,

STUDY No. : 0886 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL Jic:CB6F1-Tg rasH2@Je|
SEX FEMALE PAGE : §
Group Name Control ~ 67ppm 200ppm 600ppm
SITE : wvagina
TUMOR : hemangiosarcoma
Tumor rate
Overall rates(a) 0/25¢ 0.0) 0/25( 0.0 2/25( 8.0) 0/25( 0.0)
Adjusted rates(b) 0.00 0.00 4.17 0.00
Terminal rates(c) 0/23( 0.0} 0/24( 0.0 1/24(C 4.2) - 0/19¢ 0.0
Statistical analysis’
Peto test
Standard method(d) P = 0.33%4
Prevalence method(d) P = 0.3386
Combined analysis{d} P = 0.4233
Cochran—Armitage test(e) P=09131
Fisher Exact test(e) P=NC P = 0.2449 P=N.C
(HPT360A} BAIS6
{a}: Number of tumor-bearing animals/number of animals examined at the site.
(b) : Kaplan-Meier 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 : [ncidental tumor test

Combined analysis : Death analysis + Incidental tumor test

(@) : The Gochran-Armitage and Fisher exact test compare directly the overall incidence rates. ‘

? : The condltlonal 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 wh|ch should he statlstlcal analysis.

Sigmflcant difference : PP =0.05 P =0.01

N.C. :Statistical value cannot be calculated and was not significant.



STUDY No. : 0886

NEOPLASTIC LESIONS—INCIDENCE AND STATISTICAL ANALYS1S

ANIMAL : JIe:CB6F1-Tg rasH2eJc!
SEX +  FEMALE PAGE : 2
Group Name Control 67ppm 200ppm 600ppm
SITE : ALL SITE
TUMOR : malignant Iymphoma
Tumor rate
Overall rates{a) 1/25( 4.0) 0/25( 0.0) 0/25( 0.0) 4/25( 16.0)
Adjusted rates(b) 0.00 0.00 0.00 5.26
Terminal rates (¢} 0/23( o0.0) 0/24( 0,0) 6/24{ 0.0) 1/19( 5.3)
Statistical analysis .
Peto test
Standard method{d) P = 0.0296%
Prevalence method (d) P = 0.1058
Combined analysis(d) P = 0. 00734k
Cochram—Armitage test(e) P = 0. 00944
Fisher Exact test(e) P = @.5000 P = 0.5000 P = 0.1743
SITE * ALL SITE
TUMOR : hemangiosarcoma
Tumor rate
Overall rates(a) 1/25( 4.0) 3/25( 12.0) 3/25( 12.0) 0/25( 0.0)
Adjusted rates(b) 4,35 8.33 8.33 0.00
Terminai rates{c) 1/23{ 4.3) 2/24( 8.3 2/24( 8.3} 0/18( 0.0)
Statistical analysis
Peto test
Standard method (d} P = 0.5917
Prevalence mothod{d)} P =0.8181
Combined analysis{d) P = 0. 8465
Cochran—Armitage test(e} P = (.2276
Fisher Exact test(e) P = 0.3046 P = 0,3046 P = 0.5000
(HPT360A) BAIS6

(a}: Number of tumor-bearing animals/number of animals examined at tha site.

(b} : Kaplan-Meier estimated tumor incidence at the end of the study after ‘adjusting for intercurrent mortal ity.

(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 : Inocidental tumor test
Combined analysis : Death analysis + Incidental tumor test
(&) : The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates,

? : The conditional probabi[ities of the largest and smailest 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 difference : * P 5 0.05 ** PS5 0.0
N.G. :Statistical value cannot be calculated and was not significant.
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STUDY NO. - 0886 NUMBER OF ANIMALS WITH TUWORS AND NUMBER OF TUMORS — TIME RELATED
ANTMAL : Jic:CB6F1-Tg rasH28Jc!
REPORT TYPE : Al
SEX : MALE PAGE : 1
Time-related [tems Group Name Control 67ppm 200ppm 600ppm
___Weeks
1- 20 NO. OF EXAMINED ANIMALS 0 0 2 0
NO. OF ANIMALS WITH TUMORS 0 0 2 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 1 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 1 0
NO. OF BENIGN TUMORS 0 0 1 0
NO. OF MALIGNANT TUMORS 0 0 2 0
NO. OF TOTAL TUMORS 0 0 3 0
21- 27 NO. OF EXAMINED ANIMALS 25 25 23 25
NO. OF ANIMALS WITH TUMORS 4 6 9 18
NO. OF ANIMALS WITH SINGLE TUMORS 4 5 8 15
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 1 i
NO. OF BENIGN TUMORS 3 4 3 8
NO. OF MALTGNANT TUMORS 1. 3 7 9
NO. OF TOTAL TUMORS 4 7 10 17
1- 27 NO. OF EXAMINED ANIMALS 25 25 25 25
NO. OF ANIMALS WITH TUMORS 4 6 1 16
NO. OF ANIMALS WITH SINGLE TUMORS 4 5 g 15
NO. OF ANIMALS WITH MULTIPLE TUNORS 0 1 2 1
NO. OF BENIGN TUMORS 3 4 4 8
NO. OF MALIGNANT TUMORS 1 3 9 9
NO. OF TOTAL TUMCRS 4 7 13 i7
(HPTO70) BAISG
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NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS — TIME RELATED

STUDY NO. . 0886
ANIMAL * Jic:CB6F1-Tg rasH2@Jcl
REPORT TYPE : Al .
SEX : FEMALE PAGE : 2
Time-related Ttems Group Name Control §7ppm 200ppm 600ppm
__ Weeks
1- 20  ND. OF EXAMINED ANINALS 2 0 0 2
NO. OF ANIMALS WITH TUMORS 2 0 0 2
NO. OF ANIMALS WITH SINGLE TUMORS 1 0 0 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 0 0 0
NO. OF BENIGN TUMORS 2 0 0 0
NO. OF MALIGNANT TUMORS 1 0 0 2
NO. OF TOTAL TUMORS 3 0 0 2
21- 27 NO. OF EXAMINED ANIMALS 23 25 25 23
NO. OF ANIMALS WITH TUMORS [ 7 10 g
NO. OF ANIMALS WITH SINGLE TUMORS 5 6 8 6
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 1 2 3
NO. OF BENIGN TUMORS 4 3 6 6
NO. OF MALIGNANT TUMORS 3 5 6 7
NO. OF TOTAL TUMORS 7 8 12 13
1- 27 NO. OF EXAMINED ANIMALS 25 25 285 25
NO. OF ANIMALS WITH TUMORS 8 7 10 "
NO. OF ANIMALS WITH SINGLE TUMORS 6 6 8 8
ND. OF ANIMALS WITH MULTIPLE TUMORS 2 1 2 3
NO. OF BENIGN TUMORS 6 3 6 6
NO. OF WALIGNANT TUMORS 4 5 6 9
ND. OF TOTAL TUMORS 10 8 12 15
(HPTO70)

BAIS6
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HISTOPATHOLOGICAL FINDINGS -

METASTASIS OF TUMOR : MALE
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STUDY NO.  : 0886

HISTOPATHOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANINAL : Jic:CB6F1-Tg rasH2@dei ALL ANIMALS (0- 27W)

REPORT TYPE : Al

SEX © MALE PAGE : 1

Group Name Control 67ppm 200ppm 600ppm
No. of Animals on Study 25 25 25 25

Organ Findings

[Respiratory system)

lung {25> <25> {256> <25>
leukemic cel! infiltration ) 1 i 0

{Hematopoietic system}

bone marrow 25> a8 25> <{25>
leukemic cell infiltration 0 1 0 0

lymph node 25> 25> <25> <25
-leukemic cell infiltration 0 1 0 1

thymus 24> 25> 25> <25>
leukemic cell infiltration 0 0 1 0

spleen 25> 25> <25> 25>
leukemic cell infiltration 0 0 2 0

{Digestive system]

liver {25> 25> 25> <25>
leukemic cell infiltration 0 0 - 1 0

{Urinary system]

kidney <25> <25> <25> L5
leukemic cell infiltration 0 0 1 0

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

b b : Number of animals with lesion
(JPT150) BAIS6



TABLE O2

HISTOPATHOLOGICAL FINDINGS -

METASTASIS OF TUMOR : FEMALE
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STUDY NO.  : 0886 HISTOPATHOLOGTCAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL * Jic:CB6F1-Tg rash2@Jc! ALL ANIMALS (0- 27W)

REFORT TYPE : Al

SEX : FEMALE  PAGE 2

Group Name Control 67ppm 200ppm 600ppm
No. of Animals on Study 25 25 25 25

Organ Findings

{Respiratory system]

nasal cavit 25> 25 <25 25
leukemic cell infiltration 0 ] 0 3

lung 25> <25> <25 <25
leukemic cell infiltration 1 0 0 4

{Hematopoietic system]

bone marrow 25> 25> 25> {25>
leukemic ¢ell infiltration 1 i} 0 3

lymph node <25> 25> 25> {25
teukemic cell infiltration i 0 0 2

spleen 25> <25 <25> <25>
leukemic cell infiltration 1 0 0 4

{Circulatory system}

heart 25 25 o <25 25
leukemic cell infiltration 0 0 0 4

[Digestive system}

liver <2b> <25 25> <25>
leukemic cell infiltration 1 0 0 3

[Urinary system)

Kidney 25> 25> R 25> 25>
leukemic cell infiltration 0 0 0 3

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

b b : Number of animals with lesion
(JPT150) BAIS6



STUDY NO. - : 0886

C

HISTOPATHOLOGICAL FINDINGS :

P

()

METASTASIS OF TUMOR (SUMMARY)

ANIMAL : Jic:CB6F1-Tg rasH2@Jel ALL ANIMALS (0- 27wW)
REPORT TYPE : A1
SEX : FEMALE PAGE : 3
Group Name Gontrol 67ppm 200ppm 600ppm
No. of Animals on Study 25 25 25 25
Organ Findings
{Reproductive system}
ovary 25> 25 25> <25
feukemic cell infiltration 0 0 0 2
uterus 25> 25> <5 <25>
leukemic cell infiltration 1 0 0 3
vagina ) <25> <25> <255 <25>
leukemic ce!l infiltration i 0 0 1
[Body cavities}
mediastinum 25> 25> 25 {25
leukemic cefl infiltration 0 0 0 1
{a> a ! Number of animals examined at the site
b b : Number of animais with lesion
(JPT150) BAISG
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HISTOPATHOLOGICAL FINDINGS

NON-NEOPLASTIC LESIONS : MALE
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STUDY NO.  : 0886 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * Jic:CB6F1-Tg rasHzédcl ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX T MALE PAGE : 1
Group Name Control 67ppm 200ppm 600ppm
No. of Animals on Study 25 25 25 25
Grade + 2+ 3 4+ 1+ 2+ 3 4+ 1+ 2+ 3+ 4+ + 2+ 3+ 4+
Organ____ _ Findings . ® G & & . ®m & W m & W & W & & o
{Respiratory system)
nasal cavit 25> <25 25> {25>
hyperplasia:gland 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Co (0 (0 V)] (O O (o 0} L) I G 1) B 1 0 ( & 0 (0 0]
eosinophitic change:olfactory epithe!ium 12 0 0 0 18 0 0 0 14 0 0 0 14 0 0 0
(48) ¢ 0) (O )} (72) (O] 0 (56) (0) ( O V)] { 56) 00 0
gosinophilic change:respiratory epithelium 8 0 0 0 18 0 0 0 * i5 0 0 0 15 0 0 o
’ (32 () ( O )] (72) 0 (0 0) (6 ( 0 ¢ 0 0) { 60) 0 (0 1))
respiratory metaplasia:gland 17 0 0 1] 16 1] 0 0 10 0 0 1] 15 0 0 0
(68) ( Oy ( O 0 ( 64) 00 0} (400 ( 0) (O 0) ( 60y 0 (0 0}
nasopharynx 25 : 25> {5 {25
eosinophilic change 9 0 0 0 1" 0 1] 0 15 0 0 0 13 0 0 0
(36 (0 ( ® 0 (44 0 (o 1)) (60) ( O ( O 0} ( 52y ()R] 0)
ung . <256> <25> <25> 25>
inflanmatory infiltration 0 0 0 0 0 0 0 0 0 0 0 -0 1 0. 0 0
({0 (0 0 (o 0 (0 o (o (0 (o 0 ( & 0 (0 (1)]
granulation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O CH (o 0) (® 0 (0 0) (O (0 (0 )] Q) ®» (0 )
Grade 1+ 7 Slight 2+ : MWoderate 3+ 1 Marked 4+ : Severe
<a> a : Number of animals examined at the site
] b : Number of animals with lesion
{c) ¢c:b/ax*x100

Significant difference :

* P <006 #:P=000

Test of Chi Square

(HPT150%

BAIS6
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STUDY NO. @ 0886 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © Jig:CB6F1-Tg rasH2@Jcl ALL ANIMALS (0- 27%)
REPORT TYPE : Al )
SEX : MALE PAGE : 2
Group Name Control “GTppmn 200ppm 600ppm
No. of Animals on Study 25 25 25 25
Grade T+ 2+ 3+ 4+ 1+ 2+ 3 4+ 1+ . 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ, Findings, : ® ® W W & & @ O & W W W & @ W W

{Respiratory system]
lung 25 25> <25 o {255

bronchiolar-alveolar cel! hyperplasia 1 0 o 0 0 0 ] 0 1 0 0 0 1.0 0 0
(H (0 o0 (0000 (H D00 (H (Do

[Hematopoietic system}

bone marrow 7 . 25> . 25> <25> 25>
decreased hematopoiesis 0 0 0 0 0 .0 0 0 1 0 0 0 0 0 0 0
(B0 Con (o0 CO (000 (N 000 (0 (0 (0
granulopoiesis: increased 0 0 0 0 0 0 0 0! 1 0 0 0 1 0 0 0
(O (n ({0 (0 (0 (H (B (H (00
thymus . 24> a5 <25 25>
atrophy 0 1] 0 0 0 1] 0 0 1 4] 0 0 0 0 0 0
(R (00 (o0 (O (0 (0o (H 0 00 (om0
lymphoid hyperpfasia 0 0 0 0 0 0 0 0 0 0 0 1} 0 1 0 0
(0 CoO (0 (0 (OO0 (o0 (0 (0 (o0 (O C4H om0
spleen - 28> 25> 25 <25
deposit of melanin 3 0 0 0 1 0 0 0 5 0 0 0 2 0 0 0
(1 C 0 ¢ 0 ( O 7(4)(0)(0)(0) (200 (O { O C O (B (OO (0
Grade 1+ : Slight 2+ . Moderate 3+ : Marked 4+ : Severe _
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) ¢:b/a*l00

Significant difference : ¥ P =005 # P =00 Test of Chi Sauare

(HPT1560) BAIS6
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STUDY NO.  : 0886 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : Jic:CBEF1-Tg rasH2éJcl ALL ANIMALS (0- 27W)
REPORT TYPE : A1
SEX : MALE _ PAGE : 3
Group Name Control 67ppm 200ppm 600ppm
No. of Animals aon Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ T+ 2+ 3 4 1+ 2+ 3+ 4+ + 2 3 4+
Organ Findings & N ® G B ® & W W W & & ® ™

{Hematopoistic system]

spleen 25 25> <25 2
extramedul lary hematopoiesis : 3 0 0 1} 9 1 0 0 4 0 0 0 4
(12 C 0 C (o0 (36) C H (0 (0 (1 o (o (o0 (16 (4 (o {0

—
—

[Cireulatory system} .
heart ) <25> 25> 256> <25
inflammatory infiltration i 0 1] 0 0 0. 0 0 0 0 0 0 0 0 0 0
CH oo (O oo (o (o Co (o (o0 (DN (0 (0
mesothelial hyperplasia 0 0 0 0 1 g 0 0 0 0 "0 0 0 0 0 0
COCoC0 (o0 CH (oo CO (oo {0 (o (0 (o
[Digestive system)
salivary gl @5 @25 28> <25
lymphoeytic infiltration 1 0 0 0 1 0 0 0 i 0 0 0 0 0 0 0
(H N (0 (O (oo (4)(0)(0)(0)_ (O Co{on (o0
stomach 25> 25> <25 . <25
erosion: forestomach 0 0 0 0 0 0 0 0 1 1] 0 0 0 0 0 0
. (N ({0 (n Q1) I IR O ) I ) (H (00 (m (O (000
Grade 1+ : Slight 2+ : Moderate 3+ | Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
{(c) c:b/a*100

Significant difference : * P =005 = P = 001 Test of Chi Square

(HPTT5Q - ) BAISG



STUDY NO.  : 0886

(> | )

HISTOPATHOLOGICAL FINDINGS :NON-NEGPLASTIC LESIONS (SUMMARY)

ANIMAL : Jic:CB6F1-Tg rasH2@dc| ALL ANIWALS (0- 27W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name Control 67ppm 200ppm 600ppm
No. of Animals on Study 25 25 25 25
Grade + 2+ 3 4+ 1+ 2+ 3 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3 4+
Organ__ Findings ® W W W G B W m & & W ® o & W
[Digestive system}
stomach . <25> 25> <25 25
ulger : forestomach 2 1} 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(B o (0o (N (o (0 (0 0} 00 (0 0) 000
squamous cell metaplasia:glandular stomach 0 0 0. 0 1 0 0 0 0 0 0 1} 0 0 0 0
(OO0 (0 (HO(0 (0 V)] ()N ) B G 1) 0 0o (0
squamous cell hyperplasia:forestomach Co 0 0 0 0 0 0 0 0 0 1 0 0 0 v} 0 0
CoCco (oo () I G 1) S G 1) I G )] )] H OO (n 0) () NG I )]
liver {25 25 25> <25>
necrosjs:central 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(O (00 (o0 CO (00 6)] 0o o 4} 00 (0
necrosjs:focal 1 0 0 0 2 0 0 1] 1 0 0 0 2 0 0 0
(H 00D (8B (00 (0 4) 1) I O V) I 1) 8) 00 (O
inflammatory cell nest 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(H (0o (R ({09 (0 1] 0 (0 0) 000
.extrame'dul tary hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
QL) I ) ) B )| (OO0 (o0 0} 00 (0 4) () BN G|
focus of cellular alteration 1 1] 0 1] ] 0 0 0 0 1] 0 0 2 0 0 0
. (A (00 (0 CH 00 (o 1)) ()N 1) B G 1} 8) 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:h/a*100

Significant difference ; * P =005

= P = 0,01

Test of Chi Sguare

(HPT150}

BAIS6



STUDY NO.  : 0886

)

N ) LS

HISTOPATHOLOGIGAL FINDINGS :NON-NEQPLASTIC LESIONS (éUHMRY)

ANINAL ¢ Jie:CB6F1-Tg rasH2@Jc| ALL ANIMALS (0 27W) .
REPORT TYPE : Al
SEX : MALE PAGE : 5
Group Name Control 67ppm 200ppm 60Cppm
No. of Animals on Study 25 25 25 25
Grade oI 2 3 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ Findings @ ® & W @ o & W ® & % o & ® ® W
{Urinary system}
kidney <{2b> <25> 25 <25
tubular necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(DO N (WO (0 (o (D (O 0) (0 (0
regeneration:renal tubule 0 0 0 0 1 0 0 0 i 0 0 0 2 0 0 0
(OO0 (0 (8 (0000 (4 0 (0 (0 8) 0«0
[Reproductive system}
testis 25 25> 25> ’ <25
interstitial cell hyperplasia 0 0 0 0 0 0 0 0 0 0 1 0 0 0 25 0
CO 00 oo ()] '( O (n (O H (o 0} 0 ooy ( O
germ cel | necrosis 1 0 0 0 1 0 0 0 8 1 i 0= 0 0 25 0
(H (0 (0 (H 00 (o (32 ( H (H (O 0 0) (100) ( O
epididymis 25> - <25 <25> <{25>
debris of spermatic elements 1 v} o 0 1 i} 0 0 6 0 1 0 0 0 25 0
(9 (00 (o C4 0o o (28 (O ( 4 (O 0} 0} (100 ( 0}
[Special sense organs/appendage}
Harder gl <25> 25> 25> 25>
hyperplasia 0 1 1] 0 0 0 0 0 0 1 0 0 1] 0 0 0
(O CH O o0 (0o (O C4 o (o0 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*100
Significant difference ; *:P =0.06 ## 1 P = 0.01 Test of Chi Square
(HPT150) BALSS



)

STUDY NO.  : 0886 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL . Jic:CB6FI1-Tg rasH28Jcl ALL ANIMALS (0- 27W)
REPORT TYPE : Al
SEX T MALE PAGE : 6
Group Name Control 67ppm 200ppm 600ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4 1+ 2+ 3+ A 1+ 2+ 3+ 4+ T+ 2+ 3+ 4+
Organ Findings @ G ® & ® W & @ & ®& o G & & O
[Body cavities}
pleura <25 <25 25> <25>
mesothelial hyperplasia 0 0 0 0 0 . 0 0 0 0 0 0 0 1 0 0 0
(OO0 (o0 L) I O ) I ) B ) (O (o0 (H 0 (0 (0
per i toneum <25 25> {25 <25
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(RO (0 (O o0 (o0 ({0 (0 (0 (H (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=100

Significant difference ; P =0.05 #* 1P = 0.0 Test of Chi Square

(HPT150)

BALSSE



TABLE P2

HISTOPATHOLOGICAL FINDINGS -

NON-NEOPLASTIC LESIONS : FEMALE
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STUDY NO. : 0886 HiSTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL . Jic:CB6F1-Tg rash2aJcl ALL ANINALS (0- 27W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 7
Group Name Control 67ppm 200ppm | 600ppin
Ne. of Animals on Study 25 25 25 25
Grade I+ 2+ 3 4+ T+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ + 2+ 3+ 4
Organ Findings & & O W ® & W ® W & ® & ® % W W
{Integumentary system/appandage]
skin/app <25> 25> 25> <25>
sebaceous hyperplasia 0 0 v} 0 0 0 0 0 0 0 0 0 1 0 0 0
(O oo 0 (o 0o [1)] (o (1) I )] 0} ( & o0 1))
[Reépiratury system]
nasal cavit <25> <25 25 25>
eosinophilic change:olfactory epithelium 10 0 0 0 14 0 0 4} 9 0 0 0 12 0 0 0
(400 ¢ Oy ( O 0) ( 58) 0 (0 0 ( 36) () I G 0) ( 48) [ I O ) 1)
eosinophilic change:respiratory epithelium 15 0 0 0 17 1} 0 0 8 2 0 0 10 1 0 0
(6o ( O { O V)] ( 68) [ I ) 1)} (32) 8 (0o 0) (40} 4 (0 0}
respiratory metaplasia:gland 19 0 0 0 25 0 0 0% 21 0 0 0 24 0 0 0
(716 (0 (O 0 (100) 0 (m 4)] ( 84) 0 { o 0 ( 96) 0 (m 1))
hyperplasia:transitional epithelium 0 v} 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo, 0} { 0} 0«0 0} {8 )R )] 0 (o M (0 0}
atrophy:oifactory epithelium 0 0 0 0 1 0 0 0 0 0 i} 0 0 0 0 i}
CO 0 0 )] ( & M (0 0 (o 0o 0) (o 0 (o ()]
nasopharynx . {25> <25 25> Q5
eosinophilic change 1" 0 0 0 12 0 0 0 9 0 0 0 16 i} 0 1]
(44) ( O ( @ 0 ( 48) [ON)] o ( 36) (V) I )] )] ( 64) (IR} 1)]
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=*x100

Significant difference : * P =005 * P = 0.01

Test of Chi Square

(HPT150)

BAISG
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STUDY NO. : 0886 - HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL o Jic:CB6F1-Tg rasH2édcl ALL ANIMALS (0- 27W)
REPCRT TYPE : Al
SEX - : FEMALE - PAGE : 8
Group Name Control 67ppm 200ppm 600ppm
No. of Animals on Study 25 25 25 25
Grade + 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Grgan, Findings & & & & @ m &» @ &% W o G G & W

{Respiratory system]

|ung 25> 25> 25> {26>
inflammatory infiltration 0 0 0 0 0 0 0 0 A 0 0 0 0 0 0 0
OO T G 1) 1) B 1) (O (o0 (o0 (B (o {o (o0 o (0w
bronchiolar-alveolar cell hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 g 0 0 0 0
(H (0N (0 CH 00 (0 CO (o0 (. (0 (0 (o

[Hematopoietic system}

bone marron <255 @5 25> <255
congestion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (0 Q1) () I G 1) B 1) (0O (o (o0 (H (000
angiectasis 0 0 0 0 .0 0 0 0 0 0 0 0 1 0 0 0
(OO (0 (OO0 (0 ({0 (0 (H (OO
decreased hematopoiesis h) 0 0 0 4} 0 0 0 0 0 0 0 0 1 0 0
(0 (m{n (O (00 (B (OO0 (o0 (O CH (o0
granulopoiesis: increased 0 ()] 0 0 0 0 0 0 0 1 0 0 0 0 0 0
. (om0 (o (oo Cn(n (0)('4)(0)(0) ) 2 ) I O ) I G 0
thymus {25 <25 {25> 25>
atrophy 0 0 0 0 0 0 0 1] 0 0 0 0 3 0 0 0
(Do oo (D ({0 (O (oD (0 (122 CO (o (0o
Grade 1+ : §light 2+ : Hoderate 3+ © Marked 4+ 1 Severe
<a> a © Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ; * ! P = 0.05 # P =001 Test of Chi Square

(HPT150) . . BAIS6
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STUDY NO.  : 0886 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)}
ANIMAL * Jic:CBEF1-Tg rasH2@Jel . ALL ANIMALS (0- 27#)
REPORT TYPE : Al
SEX : FEMALE : PAGE : 9
Group Name Control 67ppm 200ppm 600ppm
No. of Animals on Study 25 25 25 25
Grade [ T £ + 2+ X 4+ + 2+ 3+ 4 1+ 2+ 3 4+
Organ___ Findings. B & w o B W W o W & & W W & &

[Hematopoietic system}

spleen <25> 25> <25> 25>
atrophy i} 0 0 0 0 0 0 0 0 0 0 0 1 0 [} 0
(R (0 (00 (O (o (o0 (B (00 (0 (H (OO0
deposit of melanin 2 0 0 0 3 0 0 0 2 0 0 0 4 0 0 0
(8 (OO (12 ( 0 ( O ( 0 (B0 (0 (n (16 0y C O (O
extramedul lary hematopoiesis 8 0 0 0 5 0 0 0 1 0 1 0 3 0 0 ¥}
(2 C O C ) { O (20 C O (O (O (28 (O (& (0 ({0

[Digestive system]

salivary gl 25> 28> 25> 2%
lymphoeytic infiltration 3 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
G122 C 0 ¢ 0y ( 0) (8B (0 (0n{n (o {n (o (8 Co 0 (o0
stomach <25> <25> o5 <25>
ulcer:forestomach 0 0 0 0 0 0 0 0 .0 0 0 0 1 0 0 0
(OO0 (0 ({0 (0 (n (O ({00 (A (00 (n
hyperplasia:giandular stomach 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(WO (00 (Do (o (OO Cn (o (O (H L0
Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Significant difference ; * I P =00 # I P < 0.01 Test of Chi Square

(HPT150) ’ . BAIS6
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STUDY NO.  : 0886 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © Jic:CB6F1-Tg rasH2@Jc) ALL ANIMALS (0- 27W)
REPORT TYPE : AT
SEX : FEMALE PAGE : 10
Group Name Control 67ppm . 200ppm 600ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3 4 + 2+ 3 4 1+ 2+ 3+ 4+ + 2+ 3+ 4+
Organ___ Findings ®» ® & O ® ® % W G & W W % & & @O

[Digestive system)

stomach <25> 25 <25 25>
squamous cell hyperplasia:forestomach 0 0 0 0 1 0 0 0 0 0 0 0 2 1 0 0
({0 (0 (H (00 (n (oo (8 (0 (H
small intes <2b> <25> {28 <25>
inflammatory infiltration : 0 1 0 0 )] 0 0 0 0 0 0 0 0 0 0 0
(O CH oo (ODCO 0 (o0 (D C0 (0 (OO0 (0
liver 25> <25> . <25> 25>
necrosis:central : 0 0 0 0 0 0 0 0 1 0 0 Q- 0 1] 0 0
(OO0 GO 2 G ) I G ) I ) CH 00 (n (O C0(n (0
necrosis:focal 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(H 0D (H OO (0 R S I G Y I O ) R 1) (H (o0
degeneration:central 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 1 0 0
(G ) ) B I 1)) (oo {n (D ({0 (0 (D D!
inflammatory cell nest ' 1 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
CH 00 o (8 (000 (H (B0 (0 CH o 0o
extramedul lary hematopoiesis 0 0 0 0 1 0 0 0 2 0 0 0 2 0 ' 0 0
(oo CH (00 (0 (00 (8 (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
(¢} ¢:b/a=x100

Significant difference : # P =0.05 2P = 0.0 Test of Chi Square

(HPT150} BAIS6
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STUDY NO.  :© 0886 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIG LESIONS (SUMMARY)
ANTMAL © Jic:CBBF1-Tg rasH2@Jc| ALL ANIMALS (0- 27W)
REPORT TYPE : Al ‘
SEX . FEMALE PAGE : 11
Group Iéame Control 67ppm 200ppm 600ppm
No. of Animals an Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ___ Findings ® W & W & & ® O ® W W o ® & W W
{Digestive system}
| iver 25 25> 25> 25>
focus of cellular alteration 1 0 0 ¢ 0 0 0 0 1 0 0 0 1 0 0 0
(H (00 (W (00 (o0 (H 000 (H oo
pancreas 25> 25> <257 {25
islet cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(H (00 (O (nCn{on (N0 _(0)(0)(0)(0)
fUrinary system}
kidney <25 25> <25 ' {25>
tubular necrosis .0 0 0 0 0 4] 0 0 0 4] i} 0 1 \] 0 0
O {00 (0 (00 (o0 (o (0 (0 (0 (H oo -
regeneration:renal tubule 1] 0 0 0 i 0 0 0 1 0 0 1] 0 0 0 0
(O (D0 (0 (N0 (0 (0 (H (0 (0 (O (DD (n
eosinophilic droplet:proximal tubule 0 0 0 0 0 0 0 0 0 0 0 [V} 1 0 0 0
(O (00 (o0 (o0 (o0 (O (0 (0 (o0 (H (00 (0
urin bladd <25> 25> 25> 25
inf lammation 0 0 0 i} 0 1 0 0 0 0 0 0 0 0 0 0
(o (O (H {0 (0 (O (o0 (0 (o (o (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 : * P < 0.05 o P =001 Test of Chi Square
(HPT150) BAIS6
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STUBY NO.  : 0886 HISTOPATHOLGGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : Jic:CB6F1-Te rasH2@Jcl ! ALL ANIMALS (0- 27W)
REPCRT TYPE : Al
SEX : FEMALE ‘ PAGE : 12
Group Name | Cantrol 67ppm 200ppm 600ppm
No. of Animals on Study 25 25 25 25
Grade 1+ 2+ 3+ 4+ i+ 2+ 1 4+ 1+ 2+ 3 4+ + 2+ 3+ 4+
Organ Findings ® ® & @ ® W & & @ W ® ® & @ W o
[Urinary system)
urin bladd 25> <255 25> 25>
simple hyperplasia:transitional epithelium 0 0 0 0 0 1 0 0 ‘ 0 0 0 0 0 0 0 0
(O Co 0N (o0 CoOCH®H oo (O (O (0 (o0 (O (0 (o0
[Reproductive system]
-uterus {25> 25 <25> <25
cystic endometrial hyperplasia 1% 0 0 0 24 0 0 0 19 0 0 0 19 0 0 0

-~

(96) (0 (0 (O

-~

() (0 (m {0

L=

(m (o (0 (o

~

(w000

{Special sense organs/appendage}

Harder gl 25> 25> 25> 25>
hyperplasia 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(O (H 0 (o (OO0 (o0 (H 0 (0 (o CoCo o (0
{Body cavities}
pleura 25> 25> 25> 25
mesothel ial hyperplasia 1 0 i} 0 0 0 0 0 0 0 0 0 0 0 0 0
(H (oo LG G V) I ) I G ) (000 (o0 (OO0
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 ; * I P = 0.05 ** 1 P = 0.01 Test of Chi Square

(HPT150) . ‘ ' BAISE



TABLE Q1

CAUSE OF DEATH - MALE



STUDY NO. - : 0886

ANTMAL : JiciCBOF1-Tg rasH2alcl

SEX T MALE

COUSE OF DEATH (SUMMARY)

(0~ 27¥)

PAGE : 1

Group Name .

Control

67ppm

200ppm

600ppm

Number of Dead and
Moribund Animal

0

4

tumor d:leukemia
tumor d:subcutis
tumor d:spleen
tumor d:oral cavity

(=== = ]

[ = = =

—— oM

O =0

(B10120)

BAIS6



TABLE Q2

CAUSE OF DEATH : FEMALE



STUDY NO. : 0886 COUSE OF DEATH (SUMMARY)

ANTMAL : Jic:CB6F1-Tg rasH2@Jcl (0- 27W)-

SEX : FEMALE PAGE : 2
Group Name Contro| 67ppa 200ppm 600ppm

Number of Dead and 2 i 1 6

Moribund Animal

no microscop confirm
hematopoietic sy les
tumor d:leukemia
tumor d:bone marrow
tumor d:spleen

tumor d:vagina

OO ——-o0
l@—lOOOO
Ll = = =N = i = |
DO O -

810120) BAIS6



