2005 8 24
13
13 ALP) MCV
CHO) Glb
13 ALP)
52
1-1 13
1-2 13
5-1-2

1-3 13 ALP)
1-4 52

-1 12

142

15




Crl:CD-1° (ICR)BR 256 260 15
VAF/ Plus ™ Hazleton 1988 1 1 13
Charles River UK | 13 Wisconsin, 1995 12 31
1-1 Limited 255 260 Inc.? ( )
' In-life 1994 8 11
1995
135 134
ALP) 10 12 340 341
1 114 107
MCV 6 354 354 ot e 5-1-2
RBC) | Crl:CD®(SD)BR ;’j é;
VAF/ Plus™ 105 105 Huntingdon 13
1.2 Life Sciences
) CHO) Charles River UK 16 22 290 291 Ltd. In-life 1994 8 1
Limited
Glb 18 135 134 1995
13 344 350
120 119
338 340
1
22 33 ’
0 13 Hazleton
1.3 ALP) Hazleton Research 601 591 Wisconsin, In-life 1994 9
Products® Inc.? 1995 1
1995
13
Crl:CD®(SD)BR
VAF/ Plus™
Huntingdon 1986 3 52
. 52 212 217 Life Sciences | 1993 11
1-4 Liﬁgz(rjles River UK Ltd. ( ) In-life 1996 4
1997 5
1997
a) Covance Laboratories, Inc. b) Covance Research Products.




1-2

3 155 | 0.97 2.13
124 | 0.80 1.68
1-1 472 | 371 5.74
13
487 | 3.97 5.78
. 184 6 362
102 25 179
94 0 198
ALP) 13
55 4 105
] 56 50 61
55 50 60
MCV 51 47 55
13
53 49 57
. 838 | 7.30 9.46
786 | 6.89 8.83
RBC)
1-2 » 8.89 | 7.1 9.97
8.17 | 7.30 9.04
] 72 38 106
77 43 112
CHO) . 75 41 109
86 51 121
] 3.1 2.7 3.4
2.9 2.7 3.0
Glb 3.3 3.0 35
13
3.0 2.8 3.2
71 287
0-13
1-3 ALP) UL 73 256
1274 | 0.0 30.0
52
1-4 1382 | 0.0 27.8




mg/kg

/




13 4
5-1-2
6 13 6 13
mg/kg/
100 -10.5 13.2 -7.2 1.7 0.0 -6.3 0.0 -4.1
300 -4.7 11.0 3.1 10.0 -3.8 -2.7 -5.5 -2.1
1000 16.3 27.5 19.6* 21.7 -4.0 -3.9 -4.5 -5.2
3000 12.8 28.6 20.6* 36.7* -11.0% -5.1 -14 3% -4.1
*»n 0.05 **p 0.001
2-2
in utero Fi 52
4 5-1-4
13 52 13 52
mg/kg/
10 215 3.9 6.8 -4.5 1.6 -15 5.3 -3.8
30 14.0 -2.6 -4.1 -13.6 -2.6 2.6 -3.8 1.5
100 0.0 18.2 -16.4 -6.8 -7.1* -6.4 -9.9* -11.5*
300 8.6 5.2 11.0 4.5 -6.8* -3.9 -75 -12.7%*
1000 29.0* -16.9 6.8 -20.5 -5.4 -3.3 -4.0 -13.4%*

*p 0.05 **p 0.01




7-1-1 3 34 113 1
Mayhew DA, Comer CP, Stargel WW. Food consumption and body weight changes with neotame, a
new sweetener with intense taste: differentiating effects of palatability from toxicity in dietary safety
studies. Regul. Toxicol. Pharmacol. (2003) 38: 124-143.

7-1-2 3 35 113 2
Flamm WG, Blackburn GL, Comer CP, Mayhew DA, Stargel WW. Long-term food consumption and
body weight changes in neotame safety studies are consistent with the allometric relationship
observed for other sweeteners and during dietary restrictions. Regul. Toxicol. Pharmacol. (2003) 38:
144-156.

7-1-1
5-1-20
35,000 ppm
mg/kg /
7-1-2
NOEL
2 104 5-1-10
6 7 6 13 78
910 24,000 ppm
7 50 1,000mg/kg
20
7-1-2 allometric relationship



Mean Bady Weight (g)

Mean Food Consumption Differences From Control (g)

10 + N
[YY
20 +
.30 +
40 4
-50
0 10 T 20 30 40 50 60 70 T 80 90
Week 13 Weeks Week 78
2 ( 5-1-10)
13 78
7-1-1
1000
900 T
Mde Rats e
800 T g B
e ==
- I - /‘/‘/
700 T P it “
P =
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o
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500 T i
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300 + ]
—+—Contrd
200 +
® | —m-50mg/kg
100 & %500 mgkg
—<—1000 mg/kg
0 - : : : : : : : }
0 10 20 30 40 50 60 70 a0 0
Weeks
2 5-1-10) 20
50 1,000 mg/kg /
7-1-1

50

40 |

30 +

20 +

10 +

—e—M 50 mg/kg
—=—M 500 mg/kg
—a—M 1000 mg/kg
—x—F 50 mg/kg
—x—F 500 mg/kg
—e—F 1000 mg/kg

Y
o

o
\A\‘v, ~




7-1-2

1

825 2
5 1000
BWG 5.28 FCoe8

5-1-4 10

480

Non-transformed

R?=0.97

Algorithm to Establish Body Weight Effects as Not Adverse*

’ Is There Evidence of Reduced Food Consumption (FC)? ‘

lYes

Is There Evidence of Preference or Palatability Effect on FC? ‘

Yes

y

1
2 630
52
log-log
52
BWG 3.45 Soxa

NOEL

3 7-1-2)

No
No
Conclusion:

End-Point

¥ BW/BWG Likely Adverse.

No Dose-Response Over > 10-Fold | Trye

Range of Doses for 4 in BW/BWG
and/or FC

Set NOEL and ADI on Adverse

False
y

Conclusion:

IBW/BWG is a Non-Adverse
Event. NOEL and ADI Not
Appropriate Endpoints

If One or More Present
at Same Doses as
BW/BWG Effect

Evaluate Study Parameters/Endpoints for:

$inFCEin young growing animals?
Any adverse clinical observations?
Adverse physical examinations?
Adverse clinical pathology parameters?
Effect on water consumption?
Morbidity or mortality?

Identifiable organ toxicity?
Macroscopic findings?

Microscopic findings?

If Not Present

* MTD for long-term studies from subchronic studies (Up to 5% in diet (FDA) or {BWG not more than 10%)



Reduction in Bodyweight Gain (%)

2

Reduction in Bodyweight Gain (%)

50

N
S

W
1<}

20 4

10 4

Male Best Fit is:
%|BWG = 3.5(%|FC"™)

0¥ . . . .
0 10 20 30 40 50
Reduction in Overall Food Consumption (%)
50
. 7
Female Best Fit is: R4
%|BWG = 5.3(% | FC"®) L’
4
40 4
e
4
7
e
'
e
4
e
'
30 4 ’
4
e
/V\
v’ If JBWG/|FC ratio were = 1
20 1
10 +
4
e
0¥ . . . .
0 10 20 30 40 50

(

Reduction in Overall Food Consumption (%)

7-1-2)

Males - Week 52

W 2-Year Saccharin Study
@ Sucralose Studies

/\ Neotame 1000 mg/kg
A Neotame 50-500 mg/kg
@ Food Restriction Studies

Females - Week 52

@ Sucralose Studies

N\ Neotame 1000 mg/kg
A Neotame 50-500 mg/kg
@ Food Restriction Studies
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13 - 4.874166 0.454484 3.965199 5.7B3134 3.734737 6.454810
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Haematology - background data for CD rats between 10 and 12 weeks of age

Parameter
pcv

Hb

RBC

MCHC

Mcv

MCH
Platelets
Tatal WBC

PT

sD Standard deviation.

Units
%

g%
mil/cmm
% .

Cu

Pg

1000/
cmm

1000/
cimm

secs

Sex

Male
Female

Male
Female

Male
Female

Male
Female

Mala
Female

Mala
Female

Male
Female

Hale
Female

Male
Female

N
119
111

119
111

119
111

. 114

107

114
107

114
107

119
111

119
111

116
117

Average
age (weeks)

11
11

11
11

11
i1

11
11

11 -
11

11
11

11
11

11
11

11
11

Mean
47
43

15.7
14.9

8.38
7.86

34
34

56
55

19
19

1116
1118

15.0
i2.0

13.8
13.7

# Calculated as Mean +/- SD multiplied by t-value (fbr N df).

sD

o . .
—— W' W~ W

[ ™ W

165
163

Normal range#

Min

41
38

14.4
13.2

7.30
6.89

31
32

50
50

17
17

790
796

7.9

0 )]
P ==

Max

53
49

17.0
16.6

9.46
8.83

37
37

61
60

21
21

1442
1440

22.1
19.0

18.1

16.4

Actual range

Min

40
35

13.7
12.5

7.10
6.41

31
32

49
49

17
17

752
489

7.6
4.9

11.3
11.4

Max

54
49

17.2
16.9
9.70
9.14
37
38
63
61

21
21

1610
1553

26.4
21.9

25.4
18.4

oLvEd

B 1
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HaematoTogy - background data for CD rats between 16 and 22 weeks of age

Parameter

PCV

Hb

RBC

MCH

MCV

MCHC

Platlets

Total WBC

PT

SD Standard deviation.

Units
%

g%
mil/cmm
%

cu

Py
1000/

cmm

1000/
cmm

secs

Sex

Male
Female

Male
Female

Male
Female

Male
Female

Male
Female

Male
Female

Male

. Female

Male =
Female

Male
Female

354
354

354
354

354
354

354
354

354
354

354
354

345
345

354
354

218
220

Average
age {weeks)

18
18

18
18

18
18

18
18

18
18

18
18

18
18

18
18

18
18

Mean
45
43

15.6
15.2

8.89
8.17

18
19

51
53

34
35

1015
1009

15.0
10.1

14.1
13.5

# Calculated as Mean +/- SD multiplied by t-value (for N df).

8D

oo
. e
o ~d ™

bt

Normal range#

Min

a1
39

Max

50
47

16.9
16.4

9.97
9.04

19
20

55
57

Actual range

Min

39
37

13.0
12.9

6.99
6.33

15
16

46

47

Max

51
49

17.3

16.9 -

10.35
9.48

20
21

58
65

37
37

1423
1453

29.6
20.8

23.8
17.0

LLveH
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Haematology - background data for CD rats between 20 and 26 weeks of age

Parameter

PCV

Hb

RBC

MCH

MCv

MCHC

Platelets

Total WBC

PT

Units
%

g%
mil/cnm
%

Cu

by
1000/

cmm

1000/
cmm

Secs

SD Standard deviation, -
# Calculated as Mean +/- SD multiplied by t-value (for N df).

Sex

Mals
Female

Male
Female

Male
Female

Male
Female

Mala
Female

Male
Female

Mala
Fema]e

Mala
Female

Malas
Female

N
75
73

75
73

75
73

75
73

75
73

70
68

70
68

75
73

5
5

Average
age (weeks)

21
21

21
21

21
21

21
21

21
21

21
21

21
21

21
21

22
22

Mean
a6
a4

15.8
15,1

g.24
8.25

17
18

50
53

34
35

1015
1014

14.7
9.6

14.3
13.1

SD

[

—t jamdk

118
122

2.9

Normal range#

Min

43
40

14.7
14.1

8.39
7.56

16
17

a7
49

33
33

779

771

8.9
5.2
12.8
11.5

Max

50
47

16.9
16.2

10.08
8.94

19
20

54
56

36
36

1250
1258

20.5
14.1

15.8
14.7

Actual range

Min Max

43 50
40 48
14.8 17.3
13.8 16.2
B.35 10.11
7.37 9.06
15 19
16 20
46 54
49 57
32 36
33 36
739 1239
697 1353
8.6 21.4
5.1 16.0
13.5 15.0
12.1 13.7

8Lped
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Blood chemistry - background data for CD rats between 10 and 12 weeks of age

Parameter

AP

ALT

AST

ocT

GGT

Urea

Creatinine

Glucose

Total biTlirubin

sD Standard deviation.
# Calculated as Mean +/- SD mu

%*

Units

ju/1

ju/1

iu/1

ju/l

ju/1

mg%

mg%

ma%

mg%

Sex

Male
Female

Male
Female

Male
Female

Male
Female

Male
Female

Male
Female

Mala
Female

Mal=
Female

Mala
Female

136
134

130
129
135
134

15
15

35
35

130
130

120
120

135
134

95
95

Average
age (weeks)

11
11

11
11

11
11

11
11

11
11

11
11

11
11

11
11

11
11

Mean
184
102

41
33

96
86

5.6
5.4

0
0

26
35

0.4
8.5

110
106

0.2
0.2

1tiplied by t-value (for N df).
Minimem value was negative, reset to O.

50
90
39

9
9

20
17

1.5
1.5

oo
. . e
= O e

Sy~

oo
.
— —

Normal range

Min

6
25

24
15

56
51

2.5

2.1
*
o}

13
16

0.2
0.3

76
75

0.0
0.0

Max

362
179

58
51

136
120

B.7
8.7

1
2

38
54

0.7
0.8

143
138

0.3
0.3

#

Actual range

Min

93
b3

24
20

60
57

3.2
3.7

Max

790
335

86
70

184
148

8.2
9.3

2
2

55
77

0.7
0.9

163
148

0.3
6.3

6LPEH
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Blood chemistry - background data for CD rats between 10 and 12 weeks of age

Parameter Units Sex N Average Mean 5D Normal range# Actual range
age (weeks) Min Max Min Max

Total cholesterol mg% Male 105 11 72 17 38 106 38 140
Female 105 11 7 .18 43 112 45 125

Total protein 9% Male 135 11 6.2 0.4 5.5 6.9 5.2 7.
’ Female 134 11 6.3 0.4 5.6 7.0 5.2 7.

Albumin g% Male 120 11 3.1 0.2 2.8 3.5 2.6 3.
Female 119 11 3.4 0.3 2.9 4.0 2.8 4.

A/G ratio 01 Male 120 11 1.0 0.1 0.8 1.3 0.8 1.4
Femaie 119 11 1.2 0.2 0.9 1.6 0.8 1.8

Sodium mmai /1 Male 135 11 141 2 136 146 134 147
Female 135 11 - 140 3 135 145 132 145

Potassium mmol/1 Male 135 11 3.9 0.3 3.2 4.5 3.1 5.4
- Female 135 11 3.8 0.3 3.1 4.4 3.0 5.1

Chloride mmol/1. Male 135 11 1058 2 101 109 98 109
Female 135 11 106 3 100 112 97 111
Calcium mmol/] Male 145 11 2.6 0. 2.4 2.8 2.4 3.0
Female 145 11 2.6 0.1 2.4 2.8 2.4 3.

Phosphorus mmoT/1 Male 145 11 2.5 0.3 1.9 3.2 i.8 5.
Female 145 11 2.0 0.2 1.6 2.5 1.2 2.

SD Standard deviation.
# Calculated as Mean +/- SD multiplied by t-value (for N df).

08yc-d
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Blood chemistry - background data for CD rats between 16 and 22 weeks of age

Parameter
AP

ALT

AST

ocT

GGT

Urea

Creatinine

Glucose

Total Bilirubin

SD Standard deviation.

# Calculated as Mean +/- SO muitiplied by t-value {for N df).
Minimum value was negative, reset to 0.

*

Units

ju/1

iu/1

iu/1

ju/1

ju/1

mg%

my%

mg’

mg’%

Sex

" Male

Female

Male
Female

Male
Female

Male
Female

Male
Female

Male
Female

Male
Femile

Male
Female

Male
Female

340
341

370
370

370
370

98
98

266
265

370
370

340
340

- 370

370

216
220

Average
age (weeks)

18
18

18
18

18
18

18
18

18
18

18 .
18

18
18

18
18

18
18

Mean

.94
55

41
42

88
90

6.7
7.1

0
0

26
34

0.5
0.6

121
123

0.1
0.1

'SD
53
26

17
23

22
36

5.8
5.2

1
1

oo
.
£ bamt bt oo m;m

oo
. .
— =

Normal range#

Min Max
0¥ 198
4 105
7 74
0* 87
46 131
20 160
0.0 18.2
0.0 17.4
o* 1
o* 2
16 37
18 50
0.3 0.7
0.3 0.8
79 163
89 158
0.0 0.3
0.0 0.3

Actual range

Min

0
14

Max

710
330

303
319

252
450

48.5
37.5

13re-d
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Blood chemistry - background data for CD rafs between 16 and 22 weeks of age

Parameter Units Sex N Average Mean sD Normal ‘range# Actual range
) age (weeks) Hin Max Min Max

Total Cholesterol mg% Male 290 18 75 17 41 108 0 144
Female 291 18 . Bh 18 51 121 41 159

Total Protein g% Male 344 i8 6.4 0.4 5.6 7.2 5.3 7.7
. ' Female 350 i8 6.7 0.5 5.7 7.6 5.4 8.
Albumin g% Male 338 18 3.1 0.3 2.6 3.7 2.4 3.
Female 340 i8 3.7 0.4 2.9 4.4 2.4 4.

A/G ratio :1 Male 328 18 1.0 0.1 0.7 1.2 0.6 1.
Female 330 18 1.2 0.2 0.9 - 1.6 0.8 1.

Sodium mma1/1 Male 349 18 140 8 125 156 0 146
Female 350 18 140 3 135 145 129 148

Potassium mmo1/] Male 349 18 3.9 0.4 3.1 4.7 6.0 5.6
Female 350 18 3.7 0.3 3.0 4.4 2.6 5.1

Chlaride mmo1/] Male 342 18 104 6 92 116 0 110
Female 350 18 106 3 101 111 99 113

Calicium mmo1/1 Male 350 18 2.6 0.2 2.3 3.0 0.0 3.0
Female 350 18 2.6 0.2 2.3 2.9 2.2 3.

Phosphorus mmoi/1 Male 289 - 18 2.1 0.2 1.6 2.5 0.0 2.
Female 290 18 1.7 0.3 1.2 2.2 0.9 2.

SD Standard deviation.
# Calculated as Mean +/- SD multiplied by t-value {for N df).

’

z8ve-d
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Blood chemistry - background data for CD rats between 20 and 26 weeks of age

Parameter
AP

ALT

AST

GGT

Urea
Creatinine
Glucose

Total Bilirubin

Units
ju/1
iu/1
iu/1
ju/1
mag%
my%
mg

mg%

.SD Standard deviation.

Sex

Male
Female

Male
Female

Male
Female

Male
Female

Male
Female

Male
Female

Male
Female

Male
Female

16
70

76
70

76
70

86
65

71
70

71
70

B6
80

11
10

Average
age (weeks)

21
21

21
21

21
21

21
21

21
21

21
21

21
21

21
22

Mean
77
46

39
57

82

104

0
0

. 29

38

0.4
¢.5

125
122

0.1
0.1

i Calculated as Mean +/- SD multiplied by t-value (for N df).

Minimum value was negative, reset to O.

5D
21
14

12
40

19
55

[l =]

Normal range#

Min

36
1y

16
o*

43
0*

0%
o*

22

22

0.2
0.2

94
92

0.0
0.0

Max

119
74

63
136

121

213
1
]

35
54

0.7
0.7

155
152

0.2
0.3

Actual range

Min

45
14

24
20

56
55

0
0

22
25

0.2
0.2

86
81
0.1
0.1

Max

147
83

110
319

141
450

2
2

40
72

0.8
0.7

163
162

0.2
0.2

£8yed
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68
7840

Blood chemistry - background data for CD rats between 20 and 26 weeks of age

Parameter Units Sex N Average Mean SD Normal range# Actual range
age {weeks) Min Max Min Max

Total Cholesterol mg% Male 86 21 75 15 45 105 38 111
Female 80 21 92 22 48 135 4] 153

Total Protein 9% Male 86 21 6.5 0.3 5.9 7.1 5.5 7.5
Female - 85 Fa 6.9 0.5 5.9 7.8 5.6 8.2

ATbumin g% Male 86 21 3.1 6.3 2.6 3.7 2.4 3.7
Female a5 21 3.8 0.4 3.0 4.5 2.7 4.8

Sodium mmo1/1 Male 80 21 140 3 134 146 133 148
Female 80 21 139 2 134 144 132 143

Potassium miol/1  Male 80 21 4.0 0.4 3.2 8.7 3.1 5.6
Female 85 21 3.7 0.3 3.1 4.3 3.0 4.5

Chloride mmol/1  Male 80 21 105 2 101 109 99 110
\ Ffemale 80 21 106 2 102 111 100 111

Calcium mmoi/1 Male 81 . 21 2.6 0.1 2.4 2.9 2.5 2.9
Female 90 21 2.7 0.1 2.4 2.9 2.4 3.0

Phosphorus mmol/1 Male 31 21 2.1 0.2 1.7 2.5 1.8 2.6
Female 35 21 1.7 0.2 1.2 2.2 1.1 2.0

SD Standard deviation.
# Calculated as Mean +/- SD multiplied by t-value (for N df).
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COVANCE

THE DEVELGPMENT SERVICES COMPANY

Septefnber 21,2005

Dale A. Mayhew, PhD

c/o The NutraSweet Company
200 World Trade Center
Merchandise Mart

Suite 936

Chicago, IL. 60654-1001

Dear Dr. Mayhew,

Covance Laboratories Inc.

3301 Kinsman Boulevard
Madison, Wisconsin 53704-25623
Tel: 608/241-4471

Fax: 808/241-7227

Per your request, below are serum alkaline phosphatase reference ranges constructed in
1996 for beagle dogs, 22 to 33 weeks of age, supplied by Hazleton Research Products
(later called Covance Research Products). The data used to construct these ranges were
obtained from animals in studies conducted in approximately the same timeframe as the
Neotame studies that you referenced (HWI 6211-295 and HWI 6211-304) in our phone

conversation.

Males (n=601)
71287 TU/L,

Females {n=591)
73 -256 IU/L

Best Regards,

(ot el

Robert L. Hall, DVM, PhD
Diplomate, ACVP (Clinical Pathology)

THE AMERICAS EUROPE ASIA/PACIFIC

23
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Historical Histopathology Data

Pituitary Tumours

CD Rats

Animals sacrificed after 52 weeks on study

Information from 52 week chronic toxicity studies and 52 week interim
sacrifice animals from long term studies

Data produced for Nutrasweet - for use with NST029 - Issued 14 August 1997

The following abbreviations have been used in the accompanying tables:-

chr Chronic toxicity study

ct Combined onc/tox study

dt Dietary
lad Laboratory Animal Diet (high protein)
og Oral Gavage
rm Rodent Maintenance diet (low protein)
s¢ Subcutaneous

* Percentages based on number of tissues examined

24
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Historical Histopathology Data
Incidence of Pituitary tumours in control CD rats from selected studies performed at Huntingdon Llfe Sciences, Eye.

code nmumber

start date

route of admin.

study type

no/cage

diet

study duration (weeks)

number of animals

Pituitary
No examined
B-Adenoma
incidence
percentage*

M-Carcinoma
incidence
percentage*

Scheduled Sacrifice - Animals killed after 52 weeks on study

MALES

cdr056 cdr045 ¢dr074 cdr075 cdr076 cdrl23 cdrl09 cdr081 cdr083 cdr084 cdr085 cdr091 cdrll3

Mar-86 Jun-87 Jan-90 Feb-90 Apr-90 Dec-90 Dec-90 Jan-9! Feb-91 Jun-91 Jul-91 Jan-93 Nov-93
dt dt og sc og dt og dt og dt dt dt dt
ct ct chr chr chr chr chr ct chr ct dtc ct ct
1 I 5 5 5 5 5 5 5 5 5 5 5
lad2 lad2 ladl ladl ladl lad2 ladl lad2 ladl lad2 mml mml mml
104 104 52 52 52 52 52 90 52 101 . 104 104 104

20 11 19 19 16 19 19 12 17 14 17 10 20
20 10 19 19 16 19 19 12 17 14 17 10 20
6 0 3 1 2 2 1 1 3 i 4 1 2

30.0% 0.0% 15.38% 53% 125% 105% 53% 83% 17.6% 7.1% 23.5% 10.0% 10.0%

0 1 0 0 0 0 0 0 0 0 0 0 0
0.0% 10.0% 0.0% 00% 0.0% 00% 00% 00% 00% 00% 00% 00% 0.0%

TOTALS

213

212

27
12.74%

0.47%

14/09/2005

range of

percentages*

min max

0.0% 30.0%

0.0% 10.0%

Page 1 of 2

52 wee pituitary.xls - Males.
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Historical Histopathology Data
Incidence of Pituitary fumours in control CD rats from selected studies performed at Huntingdon Life Sciences, Eye.

cade number

start date

route of admin.

study type

no/cage

diet

study duration (weeks)

number of animals

Pituitary

No examined
B-Adenoma
incidence
percentage*®

M-Carcinoma
incidence
percentage*

Scheduled Sacrifice - Animals killed after 52 weeks on study

FEMALES

edr056 ¢dr045 cdr074 cdr075 cdr076 cdrl23 cdrl09 cdr081 cdr083 cdr084 cdr085 cdr091 cdril8
Mar-86 Jun-87 Jan-90 Feb-90 Apr-90 Dec-90 Dec-90 Jan-91 Feb-91 Jun-91 Jul-91 Jan-93 Nov-93

dt dt og sc og dt og dt og dt di

ct ct chr chr chr chr chr ct chr ct dic

1 1 5 5 5 5 5 5 5 5 5
lad2 lad2 ladl lad1 ladt lad2  Jadl lad2  ladl lad2 1l
104 104 52 52 52 52 52 92 52 102 104

18 11 20 20 18 19 20 14 19 15 17

18 11 20 20 13 19 20 14 19 15 17
5 2 2 5 4 4 3 1 2 1 1
27.8% 182% 10.0% 250% 22.2% 21.1% 15.0% 7.1% 105% 6.7% 5.9%

0 0 1 0 0 0 0 0 0 0 0
0.0% 0.0% 50% 00% 00% 0.0% 00% 00% 00% 0.0% 0.0%

dt dt
ct ct
5 5
rml mml
104 104
7 19
7 19
0 0

0.0% 0.0%

0 0
0.0% 0.0%

TOTALS

217
217

30
13.82%

0.46%

14/09/2005

range of
percentages™
min max

0.0% 27.8%

0.0% 5.0%

Page 2 of 2

52 week pituitary.xls - Females
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R EAEHIZARS

M 2 BRRSRTHEC4EREEATIHICHRL, TLOHRE - AEER
E L/f:o

B (ST RTA). . . IRROUEME, BB, O, WEKXEIR,
B, S, BEE. WIE, &, AE. B, +TEB. Z% BB BB §
M. TIES. RE. BT, B, BIE. BERE. TR, FRIR (BLE/ME), WK
B EETR). Jrr R, oS4 TR, S, ~N—F—IR, R, KR,
e, FEEY Lo, BBRIELY oo, REEL, REELEOR. WISZER. B3, AL
B, SRR, TE (SEID). BB, CEEM KR, MR, KERE. KIS

Bk X 5EEEDRRP T,

FEESSRRE | REREIRARE 2 B L ST - o, TRES LIcBRIconT

FEERZERIL, BRI
TRAFEDFAEEED 30 mgke/ A R 5EEOM CHRFHEMICERISEM L,

i H iv:3
5% (mgkg/R) | 10 | 30 | 100 | 300 [1.000] 10 | 30 | 100 | 300 | 1,000
Tk FiRhE | 0/17 | 2120 | 2/16 | 2720 | 2118 | 2720 7/19*| 1720 | 4720 | 319

PR ;

0.05 (Fisher IEFEMRE) . (HILFHZE D R b -SSR EBE0)

L L, SoRLCRBEEEEIRONT, £, 2030 mgke/H X0 bE
FBCORAEFEEIHEROERT —# OHERICH - 0T, BEREOKE
EEEZ N7, 100, 300 RO 1,000 mg/ke/ B #5580 &R i
NEEECBESNER, AREFEEAROLT, Tk, HHIIRD bhiho
Fole®d, MEREORELIZEL NPT,

52 BB S R RO R ZF T — ARV NC-00751 BEZBIE L, Y77
A FEED 0, 10, 30, 100, 300 B TF 1,000 mg/kg/ B & S-REOMEHES 6 T b, 5
1, 13, 26 RU'S3 B O § RRCRM L, EiT, 100, 300 % TF 1,000 mg/ke/ Bk 5
BT AUCTHZ B D - OMHES 6 Thbixs | KU 13 EE O 14,20 RO 2 B
B Ui,

R EWEDRITR LT, 100 mgke/ B LT DR SO /T 8 BRI T £ M &
F7— LR 12 AP OB TREBRUT 2R LE, —J7, 300 KT 1,000
mg/ke/ A B GEEQ M2 A7 — LRE, THENHRKM 40 B35 ng/ml %
AU, TORRICHEZERRD btk o, NC-00751 13 10 mg/kg/ BB GHETYH
WEEAEORBCRIE- N, 1,000 mgke/ B %580 NC-00751 BE T
B K 2,700 ng/mL, METHRAH 1,900 ng/ml THY, HOFPEHEEF LI,
NC-00751 DIEEHFIRE & AUC TG 1 RO 13 B E Tias S BEEIH LT
WAL, BE 26 RV S3 EERBOTOMITRHE RS Lics, BT
REDEE ML D b/h&Ehot,

-142-
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