FA
Spontaneous tumor pet: 68% in etrl. -

Control 1 vs. Medium

Lacrimalglands (lacrim ) IN
COMB_ adenocarcinoma [M) (adeno ) IN
Spontaneous tumor pct: 3% in-ectrl. =

Liver (liv ) IN
COMB_. hepatocellularcarci (hepat } IN

Spontaneocus tumor pcet:. 68% in c¢trl. -
Testes (26 )y IN

interstitial-celltumour (43 y IN
Spontaneous tumor pet: <= 1% in etrl. -

Control 1 vs. High

' Lacrimalglands {lacrim )} IN
COMB_ adenocarcinoma [M) (adeno ) IN

93
Total

94-662
94-662
631
631
Total

94-662
94-662
424
424
429
429
438
438
456
456
484
484
505
505
512
512
526
526
533
533
540
540
547
547
554
554
561
561
564
564
575
575
589
589
594
594
603
603
610
610
620
620
632
632
638
638
652
652
Total

94-662
94-662
Total

51-80
51-80

K

EURY Ry

lNHMHNHNHNHMHMHMHNI—‘NI’—‘NP—‘NPNI—‘NHNPMF—‘NHNHMHMHNHNHND—'MD—‘

VN

¥

S

33
41

31
42

0.080 0.047 0.053

0.9%4'0.992 0:.952

0.256 0.081 0:102

0.221 0.127 0.129%




Spontanecus tumor pet: 3%

Liver

Spontaneous  tumor pet: 68%

Testes
interstitial-celltumcur

in etrl.

(liv )
COMB_hepatocellularcarci {hepat )

(26
(43

in etrl.

)
)

IN
IN
FA
FA

IN
IN
IN
IN
IN
IN
IN
IN
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FAa
FA
FAa
Fa
FA
FA
FA
FA
FA
FA

IN
IN

Sporitaneous: tumoy peti <= 1% in otrl. -

Control 2 vs. Low

Testes
interstitial-celltumour

(26
(43

)

IN

94-95
94-95
88
88
Total

0-50

0-50

51-80
51-80
81-93
81-83
94-95

Total

94-95
94-95
Total

81-93
81-93

LR R 0 R R R R R RO R B D R e b g E R R R R R R IR R R - R A b N R

L

WO U

20
12

54
54
52
52
50
50
49
49
49
48
48
47
46
46
46
44
43
42
41
40
38
36

33
41

0.874.0.843 0.844

0.298 0.098 0.102

0.454:0.136 0.463
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Spontaneocus tumor pct: <= 1% in etrl. - Total = 01
Lacrimalglands (lacrim: ) 'IN 51-80 1 02 0.060. 0.031.0.063
COMB_adenocarcinoma [M) {adeno ) IN 51-80 2 1315
IN B1-93 1 1.0
IN 81-93 2 1110
IN: 54-95 1 15
IN 94-95 2 2926
FA 72 1 0.1
FA' 72 2 49 53
Spontaneous tumor pct: 3% in ctrl. - Total = 2.8
Liver {liv ) IN '51-80 1 0.2 0.292 0.247 0.292
COMB_hepatocellularcarci (hepat - ) 'IN.'51-80 2 33
CIN 81493 ] 01
IN. 81-93 2 43
IN 94=95 1 1720
IN 94-95 2 13-11
FA 63 1 2.1
FA 63 2 51 58
FA 68 1 10
FA 68 2 50 57
FA 69 1 01
FA 69 2 5056
FA 70 1 10
FA' 70 2 49 56
FA 71 1 0.1
FA 71 2 4955
FA 72 1 12
FA 72 2 48 52
FA 73 1 1.3
FA- 73 2 47:48
FA 74 1 1.0
FA 74 2 4548
FA 75 1 01
FA 75 2 4547
FA 78 1 12
FA 78 2 4444
FA 79 1 201
FA 79 2 4243
FA 80 1 0.1
FA: B0 2 4242
FA 82 1 11
FA 82 2 41 40
FA 83 1 10
FA 83 2 38 40
FA 85 1 1.1
FA 85 2 3739
FA B9 1 1:0
FA B9 2 35 38
FA 90 1 0 1
FA 90 2 35:36
FA 91 1 21
FA 91 2 3333
FA 93 1 2.2 B
FA 93 2 3031
Spontaneous tumor pct: 58% - in ‘etrl. - Total = 35 42

APPEARS THIS WAY
ON ORIGINAL




Control 2.vs. Medium

Testes (26 Yo IN
interstitial-celltumour (43 ) IN
Spontaneous: tumor pet: <= 1% in ctrl. =

Lacrimalglands (lacrim ) IN
COMB_ adenocarcinoma [M) (adeno ) IN
IN
IN
FA
FA
Spontdneous tumor pct: 3% in etrl. -

Liver (liv ) IN
COMB_hepatocellularcarci (hepat ) IN
IN
IN
IN
IN
FA
FA

Spontaneous  tumor pcet: 58% in‘etrl. «

Control 2 vs. High

Testes (26 Y IN
interstitial-celltumour (43 ) IN
Spontaneous tumor pcot: <= 1% in ctrl. -
Lacrimalglards (lacrim )} IN
COMB_adenocarcinoma M) {adenoc ) IN

IN

IN

94-95
94-95
Total

51-80
51-80
81-93
81-93

FORD R R

lNI—"NHNP‘Nb—'NHNHNHM}—‘NHNHNHNHNHNHNHNHNPNHMHNHNP

[ VR

1

B R

10

0.315 0.105 0.131

0.083-0.04% 0.056

0.968-0.9560.958

0.3150.105 0.110

0.167 0.092 0.094

p—

—iitits

e
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"IN 94=95 1 1::°4

IN 94<95 2 2935

FA 88 1 0.1

FA B8 2 3640
Spontanesus: tumor pet: 3% in ctrl. - Total ~ 2.6
Liver (liv ) IN-B81-93 1 0.1 0.753.:0.707 0.7098
COMB_hepatocellularcarci (hepat ) IN B1-83 2 42 :

IN 94-95% 1 17-19

IN: 94-85 2 13 20

FA 57 1 01

FA 57 2 5559

FA 58 1 01

FA 58 2 5558

FA 61 1 01

FA 61 2 53 57

FA-63 b 22

FA 63 "1 51 55

FA €5 1 02

FA 65 2 81 583

FA 67 1 0 1

FA 67 2 8152

FA 68 1 190

FA 68 2 50 52

FA-70 1 11

FA 70 2 4951

FA 72 1 1.1

FA 72 2 48 50

FA 73 1 1.1

FA 73 2 4749

FX' 74 1 1°-0

FA 74 2 4549

FA 7% 1 01

FA 75 2 4548

FA 76 1 0.1

Fa 76 2 4547

Fh. 78 1 10

Fn 78 2 4446

A 79 1 21

A 79 2 4245

ra 82 1 11

FA B2 2 4144

FA 83 1 1.0

FA 83 2 38:44

FA: BS 1 1.0

FA 85 2 3744

FA B6 1 02

FA B6 2 37142

FA 8Y 1 10

FA 89 2 35-40

FA 91 1 2.0

FA 91 2 3339

FA 93 1 2.0

FA 93 2 30:39
Spontaneous: tumor pct: 58% in: ctrl. - Total = 3537
Control 1&2 vs. Low
Testes . (26 ) IN 81-93 1 0 0.1 0.277 0.053 0.309
interstitial ~celltumour (43 } IN' 81-33 2 14:12.°9
Spontaneous- tumor pet: <= 1% in ctrl. < Total - 001
Lacrimalglands {lacrim @ ) IN 51-80 1 002 0.021 0.008 0.019
CCMB_adenocarcinoma M) {adeno ) IN 51-80 2 81315 .

IN 81-93 1 610

IN B1-93 2 14:11 10

IN 94-95 1 2,18

IN'94-95 2 302926

FA 72 1 001

2 4949 .53

FA 72




Spornitaneous: tumor pot:- 3%

Liveri ..l

COMB_hepatocellularcarci

Sporitaneous tumor pot: 63%

Control 1&2 vs. Medium

Testes
nters
Sportanzous. tumor peoti <= 1% in ctrl. -

-
C

d

itlal-¢elltumour

rimalglands

enocarcinoma[M]

in etrl.

(liv
(hepat

in ectrl.

(26
(43

{lacrim
(adeno

)
)

)
)

)
)

IN
IN
IN
IN
IN
IN
IN
IN
FAa
Fa
FA
FA
FA
Fa
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
Fa
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA

IN
IN

IN
IN

Total

94-85
94-95
Total

B1-93
81-93

;

o
ﬁy

AMHMF‘NHNHMHNHMHNHNHNHNHMHNHMHNHMD—‘NHMHNHMHMHMHNHNHNHNHNHNHNH
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0.361 0.321 0.364

0.146 0.036 0.048
R

0.040 0.017 0.020
<




Spontaneous’ tumor pect: 3%

Liver
COMB_hepatocellularcarci

Spontaneous - turcr pet: 3%

in ctrl.

(liv )
{hepat )

in ctrl.

URRN S BN o S

NHNHNI—‘NHMHNF—‘NHMHMHNHMHMHNPMHMHNHMHMHNPNHNPNHNHMHNHNHNHNH!\J!—‘N'—‘

W [
KU OO -

B oW owmo

17
13

53
51
51
50
50
49
48
47
45
45
45
45
44
42
42
42
41
38
38
37
37
36
35
35

33

35

13

0.993.0.989 0.989
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Control 1&2 vs. High

Testes . (26 ) IN 94-95 1

002 0.146.0.036-0.038
interstitial-celltumour (43 ) IN 94-85 323037
Spontaneous tumor pct: <= 1% if ectrl. - Total < 002
Lacrimalglands (lacrim - ) "IN 51-80 01 001 0.102-0.053.0.054
COMB_adenscarcinoma (M) (adeno Y IN 51-80 2 8 13 14
IN B1-93 1 0170
IN 81-93 2 14118
IN-54-85 1 2714
IN 94-95 2 30 2935
FA BB 1 0 01
FAa- 88 2 413640 |
Spontaneous  tumor pct: 3% in ectrl. - Total - 2.-2.6
|
Liver (liv )~ IN 0-50 1 1.:0:0 0.844°0.814 0.815
CO¥B_hepatocellularcarci - (hepat )Y IN 0-5%0 2 5. 5.0
IN 51-80 1 100
IN 51-80 2 031
IN B1-93 1 101
IN 81-93 2 20472
IN 94-95 1 201719
IN:'94-85 2 12°13:20
FA 57 1 001
FA 57 2 5458559
FA' 58 1 001
FA 58 2 548558
FA 61 1 2001
FA 61 2 52 53:57
FA 63 1 0.2 2
FA 63 2 525155
FA 65 1 102
FA 65 2 50 51 53
FA 67 1 001
FA 67 2 505152
FA 68 1 0710
FAa 68 2 50 5052
FA 69 1 100
FA 69 2 455052
FA 70 1 011
FA 70 2 4949 51
FA 72 1 011
FA 72 2 4948 50
FA 73 1 111
FA 73 2 4874749
FA 74 1 0 10
Fa 74 2 484549
FA 75 1 0. 01
FA 75 2 48:45 48
FA 76 1 101
FA 76 2 4745 47
FA 78 1 1010
FA 78 2 46 44 46
FA 79 1 0271 :
FA 78 2 46 4245
FA 82 1 011
FA B2 2 4641 44
FA 83 1 010
FA 83 2 46 38 44
FA 84 1 100
FA 84 2 4438 44
FA 85 1 110
FA 85 2 433744
FA 86 1 1.0 -2
FA 86 2 423742
TA 87 1 100
FA 87 2 41 3641
FA 89 1 1:°1::0
FA 89 2 403540
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FA 90 1 2.:.0:0
FA 90 2 383539
FA: 91 1 120
FA: 91 2 363339
FA 93 1 3200
FA 93 2 333039
Spontaneous tumor pet: 63% in ectrl. - Total < 413537

Analysis of Female Mice

Trend Test
Analysis of Carcinogenic Potential in Female Mouse
Test of Dose-Response (Tumor) Positive Linear Trend
Study Noi M1240%
Run Date & Time: ' October '5..1999: (17:05)
Note: Dose Levels Included: CTRLI CTRLY LOW MED HIGH (001 5.5 30)

Missing value in Tumor-Caused Death is treated as tumor not causing death
Tumor Type: IN: Incidental (norifatal) tumor, FA: Fatal tumor:

CRGAN/TISSUE NAME (ORG#) ~ TUMOR TIME ROW 2xC CONTINGENCY EXACT ASYMP ASYMP PROB
AND' TUMOR NAME (TMR#) - TYPES STRATA ~NO. —ooiizi TABLES-Zw < 2w PROB -~ PROR  /CONT CORR
=P (STAT .GE. OBSERVZD)
Lacrimalglands (lacr ) IN.53-78 1 00001 0.623 0.636-0.639
COMB_adenocarcinoma [M) (adc ) IN. 53-78 2 50304004002
IN 79-91 1 01200
IN.79-91 2 9. "8 B:6:13
IN 92-103 1 00 0.4 1
IN 92-103::2 10-13:13. 88
IN 104-105-1 46 132
IN 104-105:2 3028283432
FA 87 1 10000001
FA 87 2 47514655 47
FA B8 1 00 1200
FA 88 2 46.51:44.55 47
FA 102 1 00 2010
FA 102 2 34.36.33:37-37
FA 104 1 0702200
FA 104 2 34.34-29:37.34
Spontaneous tumor pet: 10% in-etri. - Total < 5.7 %585
Liver (liv Y IN 53-78 1 0002170 0099 0.0960.097
COMB_hepatocellularcarcinoma (hep) IN 53-78 2 50274033
IN:79-91 1 0 0 2702
IN 79-91 2 i0 B 9611
IN 92-103 1 00 121
IN 92-103 -2 10:13 8107
IN 104-105'1 36 67118
IN 104-105:2 31,28 2426 26
FA 74 1 01000
FA 74 2 54 575558 .58
FA 86 1 00001 N
FA B6 2 4852485550
FA 90 1 0010000
FA 90 2 44 49 445346
FA- 93 1 00 1200
FA 93 2 4447 425042
FA 95 1l 00010
FA. 895 2 4345 394741
FA 96 1 0. 0100
FA 96 2 4043374638
FA 99 1 000 1000
FA- 99 2 3739354337
FA 102 1 00 200
FA 102 2 3436323837
FA- 103 1 00070701
FA 103 2 34343137 36
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Sporntaneous. tumor pet: 9% in ectrl. - Total = - ©3:8.13.15 13
Pairwise Comparisons

Control 1 vs. Low

Lacrimalglands (lacr ) IN 79-91 1 0.2 0.576-0.450. 0.578
COMB_adenocarcinoma[M] {adc ) IN 78-91 2 9. B
IN 104-1051 4.1
IN 104-105°2 3028
FA 87 1 10
FA 87 2 4746
FA 88 1 0.1
FA 88 2 4644
FA 104 1 0.1
) FA'104 2 3429
Sponitaneous tumor pet: 8% in ctrl. = Total = 55
Liver (liv ) IN 79-81 1 0.2 0.005 0.002 0.006
COMz_hepatocellularcarcinoma (hep) IN 79-91 2 10.-9 * (p<0.01)
IN 92-103 1 01 -
IN 92-103 2 108
IN 104-105"1 36
IN 104-105 2 3124
- ‘FA 93 1 01
FA 93 2 44 42
FA96 1 0 1
FA'96 2 40 37
FA 99 1 01
FA 99 2 37:35
FA 102 1 01
FA 102 2 3432
Sportaneous’ tumor pct: 5% in-etrl. - Total = 313 '
Control 1 vs. Medium
Lacrimalglands ~ o (laer ) INC92-103 1 0 4 0.363:0.259 0.276
COM3_adenocarcinoma[M] (adc Y} IN 92-103 2 108
) IN 104-105 1 4.3
IN 104-1052 3034
TTTRA 87 i T
FA 87 2 47 55
FA 102 1 0.1
FA 102 2 3437
Spontaneous’ tumor pct: 8% in ctrl. = Total - 5.8
Liver {liv Y IN 53-78 1 01 0.003.0.001:0.002
COMB_hepatocellularcarcinoma (hep) TN 53=78: 5 Qi i m e Gl il Ui i *{P<0.01)
IN 92-103 1 o 2
IN 92-103 - 210710
IN 104-105"1 3711
. m\104_105 M2~ \‘w,;.\~3,1~ 26 "
‘FA 95 1 01
FA 9% 20004347
Spontaneous tumor pet: 5% in ctrl. = Total = 315
1
Control 1 vs. High ; |
Lacrimalglands {lacr -+ )} ~IN+53478 i1 001 0.587 0.460 0.465
CCMB_.adenocarcinoma M) {adc ). IN 53-78 2 5.2
IN 92-103 1 0 1 |
IN 82-103 2 108
IN 104-105 1 4.2
IN 104-105 2 30 32
FA 87 1 101
FA 87 2 47 47
Spontaneous tumor pet: B in ectrl. = Total - 58




Liver (liv )
COMB_hepatocellularcarcinoma (hep)
Spontaneous’ tumor pet: 5% in ctrl.
Control 2 vs. Low

Lacrimalglands (lacr )
COMB_adenocaréinoma (M) {adc )

Spentaneocus tumor pet: 12% in etrl.

Liver (liv )
COME_hepatocellularcarcinoma (hep).

Spontaneous tumor pet: 13% in ctrl.

Control 2 vs. Medium

Lecrimzlglands T (1acy V1

COMB_adenocarcinoma [M] (adc )

Sporitaheous. tumor pet: 12% in etrl.

Liver } : ‘ (liv )
COMB_hepatocellularcarcinoma (hep)

Sporntanecus: tumoy pct: 13% in ctrl.

79-91
79-91
92-103
92-103
104-105
104-105

86
103

103
Total

Total

79-91

219-91

92-103
82-103
104-105
104-105
74
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0.008 0.004.0.004
*{P<0.01)

0.772:0.672 0.773

0.127 0,086 0.128

0.505 0.397 0.416

0.125 0.084°0.091
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Control 2 vs. High
Lacrimalglands {lacrxr ) IN: 53-78 1 01 0.813:0.722.0.726
COMB_adenocarcinoma[M] (adc ) -IN 53-78 2 32
- IN 79-91 1 10
IN 79-91 2 813
IN-92-103::1 01
IN:92-103 2 13 '8
IN 104-1051 62
IN-104-105:2 2832
FA 87 1 01
FA 87 2 5147
Spontaneous’ tumor pet: 12% in ctrl. - Total = 75
Liver (liv )} IN 79-91 1 02 0.186-0.1300.132
COMB_ hepatocellularcarcinoma (hep) "IN 79-91 2 811
IN'92-103° 1 0.1
IN 92-103 2 137
IN 104-105:1 68
IN 104-105°2 2826
FA 74 1 10
FA 74 2 5758
FA 86 1 01
FA B6 2 52. 50
FA 90 1 10
FA 90 2 49 46
FA 103 1 01
FA 103 2 3436
Spontaneous tumor pct: 13% in‘etrl. - Total = 813
Control 1&2 vs. Low
Lacrimalglands {lacr ). IN 78-91 1 012 0.660 0.565 0.669
COMEB_ adenocarcinoma[M) (adc }y IN:79-81 2 988
IN'104-1051 4.6 1
IN 104-105 2 30.28°28
FA 87 1 100
FA 87 2 47 51°46
FA B8 1 00 1
FA 88 2 46-51:44
FA 104 1 001
FA 104 2 34.34:29
Speénitaneous. tumor pet: 10% in ctrl. - Total = 5778
Liver (liv ) IN 79-91 1 002 0.013-0.006.0.011
CoM3_hepatocellularcarcinoma (hep). IN-79-91 2 10089 '
IN 82-103 1 001
IN 92-103 2 10138
IN 104-105'1 3766
IN 104-105:2 31:.28 .24
FA 74 1 010
FA 74 2 54 5785
FA 90 1 010 3
FA 90 2 4449 44
FA 93 1 001
FA 93 2 4447 42
FA 56 1 001
FA 96 2 404337
FA . 99 1 001
Fa 99 2 37:39-35
FA 102 1 001
FA 102 2 34-.36 32
Spontaneous  tumor pet: 9% in ctrl. - Total = 3813
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Control 1&2 vs. Medium

Lacrimalglands {lacr ) IN 79=91 1 010 0.378 0.29%50.310
COMB. adenocarcinoma [M] (ade } o IN.79-91 2 9 8.6
IN:92-103 1 004
IN 92-103 2 100138
IN 104-105.1 4 763
IN-104-105:2 302834
FA 87 1 100
FA 87 2 475155
FA 102 1 001
FA 102 2 3436 37
Sporitaneous: tumor ‘pet: 10% inectrl. '~ Total - 578
Liver (liv ) IN 53-78 1 001 0.008 0.004 0.005
COMB_hepatocellularcarcinoma {hep) IN 53-78 2 523 * (p<0.01)
IN 92-103 1 002
IN 92-103 2 10.13°10
IN 104-1051 3611
IN 104-105 2 31 28 26
FA 74 1 010
FA 74 2 54 57 58
FA 90 1 010
FA 80 2 4449 53
Fa 95 1 001
FA 95 2 43 4547
Spontaneous’ tumor pet: 9% in ctrl. < Total = 3815
Control 1&2 vs. High
Lacrimalglands {lacr ) IN 53-78 1 001 0:721 0.631 0.63%
COM3_ adenocarcinoma (M) (adc ) IN 53-78 2 532
: IN 79-91 1 010
IN 79-91 2 9813
IN 922103 1 001
IN:92-103 2 10.13:: 8
IN 104-105 1 4602
IN: 104-1052 30 28 32
FA 87 1 101
FA 87 2 47 51-47
Spontaneocus: tumor pet: 10% in‘etrl. = Total = 578
Liver (liv ) IN.79-91 1 000 -2 0.024 0.0120:012
COMB_hepatocellularcarcinoma (hep) IN 79-91 2 10-8-11
IN 92-103 1 0.0 1
IN-92-103 2 10137
IN 104-105 1 368
IN:104-1052 31 2B 26
FA 74 1 010
FA 74 2 545758
FA B6 1 001
FA 86 2 485250
FA 90 1 010
FA 90 2 4449 46
FA 103 1 001
FA 103 23434 36
Sporitaneous tumor pet: 9% in-ctrl. - Total - 3813
~EQF-

APPEARS THIS way
ON ORIGINAL




