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C20H30N20s

378.46
CAS 165450-17-9
0.5% pH 5.8
14C
SD e 15
mg/kg 120 mg/kg 15 mg/kg
5-2-7)
0.1 0.25 0.75
Cmax AUCy,
0.25
NC-00751
80 90% 0.1
0.5 0.75 NC-00751 T
0.3 0.6 08 1.3 NC-00751
Cmax AUCy4
e 24
30% 5-2-13)
14- 5-2-8)
Yc 15 mg/kg
120 mg/kg 15 mg/kg
0.03 025 05
Cmax AUCy, “c



T12,02 0.3 0.4

NC-00751 0.25
075 1 NC-00751
T 2.3 3.4
NC-00751  Cmax AUCy

26 32 mL/min/kg

1 L/kg 18 mL/min/kg
14C
32 34% 47%
8% 19 32%
5-2-9)
tc 15 mg/kg
48
1
5-2-11)
15 ¢ 15 mg/kg
0.5 2
24
5-2-12)
14C 1
100 pg/mL 10 1,000 ng/mL in vitro
10



1 10pug/mL 84
92% 100 ug/mL 68 75%
94 98%
80 81% - 8 14%
5-2-8), 5-2-9)
14C
15 mg/kg 50%
15 120 mg/kg 27%  40%
NC-00751 NC-00751
NC-00754
5-1-8),
5-1-9), 5-2-8), 5-2-13), 5-2-14), 5-2-19), 5-2-22)
14C
NC-00751
5-2-7)
NC-00751
50 7.0% 31.1%
26.4% 5-2:13) NC-00754 4 G2
NC-00754 1.6%
15 mg/kg 8 2
NC-00784 5-2:14)
NC-00751
70 78% 51 52% 5-2:13)
NC-00754  Component 4 0.8 25% 0.7
1.2%
NC-00751 92.9%
4.7% 5-2-15)
e 5-2-8)
NC-00751
NC-00751



6 9% 19 20%
G2 5% NC-00754 04 2%
NC-00751
62 74% 42 43%
5-2-16)
0 100 300 1,000 mg/kg / 14
75 mg/kg /
1,000 mg/kg p- UDP-
p- UDP-GT
P450
5-2-17)
50 pg/mL / /
37 120
15 NC-00751
NC-00751
120 1 2%
14
C 15 120 mg/kg
15 mg/kg 52:13)

72 85 10.8% 34.6
35.9% 845 87.2% 58.1
59.2% 90% 48

e 15 mg/kg
48 6% 5 9%
82 87% 5213)

5-2-8)



Yc 15 120 mg/kg
15 mg/kg
72 13 20% 40
43% 72 83% 53 54%
80% 48

NC-00751
4¢c NC-00751
4c NC-00751
15 mg/kg Yc
5-2-18)
0.1 pg NC-00751 /mL 4
8 0.03 ug /mL
0.5 2 NC-00751
50 78%
NC-00751 1 2% 0.8 0.9% 75 82%
NC'OO784 5-2-19), 5-2-22)
72
1 2% 99 101% 48
100 103%
2% 2% 92%
5-2-12)
4¢c NC-00751 100
10,000 ng/mL 1 100 pg/mL 50 5,000 ng/mL in vitro
72 76% 46 54%
85 91%
29 37% oy- 0.2 9%
5-2-17)
NC-00751 25 pg/mL / /
37 120
NC-00751



¢ 0.25 mg/kg

NC-00751
0.4
T120.6 NC-00751
Tz 15
NC-00751
80% 8%

5-2-19)

Cmax 95.7 ng/mL
1 Cmax 236 ng/mL

AUC 0.y

0.1 0.25 0.50 mg/kg

NC-00751

NC-00751 Cmax AUC
5-2-20)

8 5-2-21)
0.25 mg/kg
NC-00751
0.35
0.88 NC-00751
ng/mL
14 5-1-37)
0.5 1.5 mg/kg
14
NC-00751
Yc 0.25 mg/kg
NC-00751

Cmax 67.36 ng/mL

0.69 Cmax 875.94
12.88
1 3
NC-00751
72



23.81% 5-2:19) 3.32%
NC-00754 NC-00784

NC-00751 96
52.5% NC-00754  4.9%
Yc 0.25 mg/kg 168
34.3% 63.7% 52:19)
0.1 0.25 0.50 mg/kg
84 1% 20%
NC-00751 52:20)
8 5-2-21)
0.25 mg/kg 1 8
168 3%
23% NC-00751
5-2-23)
10 mg>=<2 20 mg
NC-00751
13 5-1-1)
ICR 20 0 100 1,000 4,000 8,000 mg/kg
/ 13
4,000 mg/kg / MCV
4,000 mg/kg / 8,000 mg/kg /

NOAEL 8,016 mg/kg /8,000 mg/kg



13 4 512)
SD 20 25 0 100 300 1,000 3,000 mg/kg
/ 13 0 1,000 3,000 mg/kg /
5 4
3,000 mg/kg /

100 1,000 3,000 mg/kg / MCV 3,000 mg/kg
/ RBC 1,000 3,000 mg/kg
/ CHO 1,000 mg/kg /
3,000 mg/kg / ALP
3,000 mg/kg / Glb

3,000 mg/kg /

1,000 3,000 mg/kg /

NOAEL 2,925 mg/kg / 3,000 mg/kg /

13 4 519
4 6 0 60 200 600 2,000/1,200
mg/kg / 2,000/1,200 mg/kg / 14 2,000 mg/kg /
13 4

2,000/1,200 mg/kg /

2,000/1,200 mg/kg / RBC Hb
Hct 200 600 mg/kg /
2,000/1,200 mg/kg ~ / ALP
52 4 >1% 200 mg/kg /
ALP
600 mg/kg / 2,000/1,200 mg/kg /

2,000/1,200 mg/kg /

-10 -



600 2,000/1,200 mg/lkg ~ /

2,000/1,200 mg/lkg ~ /

2,000/1,200 mg/lkg ~ /

NOAEL 597
mg/kg / 600 mg/kg /
52 4 5-1-4)
SD 25 0 10 30 100 300 1,000mg/kg
/ 4
21 1,000 mg/kg /
14 21 300 mg/kg / F1
300 mg/kg / 26 28 52
F1 20 0
10 30 100 300 1,000 mg/kg / 52 10
4 0 100 300 1,000 mg/kg /
300 mg/kg /
104
100 mg/kg / 300 mg/kg /
100 mg/kg /
30 mg/kg /
NOAEL 1,006 mg/kg / 1,000 mg/kg /
52 4 5-1-5)
4 6 0 20 60 200 800 mg/kg
/ 52 2 4 0 200

-11 -



800 mg/kg /
800 mg/kg /
ALP ALP ALP
ALP

NOAEL  796mg/kg
/ 800 mg/kg /

5-1-6)

SD 28 0 100 300 1,000 mg/kg /
Fo 10 14 4 Fi 10
11 F1 15 16 Fi F2 17
20
Fo R 1,000 mg/kg /
1,000 mg/kg / 1,000
mg/kg /

1,000 mg/kg /

Fr R F1 300 mg/kg / 1,000 mg/kg /
1 Fi 300 mg/kg /
F, 1,000 mg/kg / 21
F1 1,000 mg/kg /
NOAEL

96.5 mg/kg / 100 mg/kg /

NOAEL 300 mg/kg /
100 mg/kg /

5-1-7)
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SD 24 0 100 300 1,000 mg/kg /

28 20

1,000 mg/kg /

NOAEL

mg/kg /
/
5-1-8)
20 25
14 0 50 150 500 mg/kg
29
500 mg/kg /
500 mg/kg / 1
500 mg/kg / 1 2
NOAEL
500 mg/kg /
104 >19)
ICR 140
50 400 2,000 4,000 mg/kg / 104
400 mg/kg /

4,000 mg/kg /

4,000 mg/kg /

-13 -

20

290 mg/kg / 300
NOAEL 1000 mg/kg

150 mg/kg /

70 0



in utero 104 5-1-10)

SD Fo 170 85
0 50 500 1,000 mg/kg / 4
21 F1 147
73 75 104
Fi
500 mg/kg /
50 mg/kg /
5-1-11)
Crl:(HA)BR
10 049/
1 6 3 3 2
5-1-12)
Salmonella typhimurium TA98, TA100, TA1535, TA1537, TA1538 Escherichia
coli WP2uvrA 312 10,000 pg/
S9mix
L5178Y S113)
L5178Y 100 1,000 pg/mL

-14 -



tk

S9mix
CHO 5-1-14)
CHO S9mix
250 1,000 pg/mL  S9mix 62.5 250 pug/mL
S9mix
ICR 5-1-15)
ICR 10 500 1,000
2,000 mg/kg
5-1-2), 5-1-3)
13
5-1-6)
1,000 mg/kg
/
5-1-16)
SD 5 5 15 mg/kg
30 150 mg/kg 100 mg/kg
13 5-1-2), 5-1-3)
13 5-1-3)
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5-1-17)

Dunkin-Hartley 0 20 60 200 ng/mL
NC-00751 60 200 600 ng/mL

5-1-18)
6 5 15 mgl/kg
5-1-19)
SD 10 5 15mg/kg
30 5% wilv
5-1-20)
SD 14 0 50 150 500 1,500 5,000
15,000 ppm
50 ppm
5,000 ppm
5-1-21), 5-1-22), 5-1-23)
SD 10 NC-00764 0 0.6 2.0 6.0 mg/kg NC-00777
0 06 2.0 6.0mg/kg NC-00779 0 0.3 1.0 3.0mg/kg
14
5-1-24)
SD 15 NC-00764 NC-00777 NC-00779
NC-00764/NC-00777/NC-00779 0.2/0.2/0.1 0.6/0.6/0.3 2.0/2.0/1.0
6.0/6.0/3.0 mg/kg / 4
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NC-00751 NC-00764 Salmonella typhimurium TA98 TA100 TA102

TA1535 TA1537 50 5,000 g/
5-1-25), 5-1-27)
S9mix
NC-00777 NC-00779 Salmonella typhimurium TA97a TA98 TA100
TA102 TA1535 10 5,000 ug/
5-1-30), 5-1-33)
S9mix
ASH2/XPRT
NC-00751 NC-00764 AS52/XPRT
625 5,000 ug/mL 5-1-26), 5-1-28)
S9mix
NC-00777 NC-00779 AS52/XPRT
NC-00777 100 390 NC-00779 313 5,000 ug/mL
5-1-31), 5-1-34)
S9mix
ICR
NC-00764 500 1,000 2,000 mg/kg ICR 10
5-1-29)
NC-00777 NC-00779 500 1,000 2,000 mg/kg ICR
10 5-1-32), 5-1-35)
NC-00751 NC-00764 NC-00777 NC-00779
5-1-36)
6 0.1 0.25 0.5 mg/kg
2 5-1-37)

-17 -



12 0 05 15 mgkg | 1 3

2
13 5-1-38)
24 23 0
0.5 1.5mg/kg / 1 3 13
NIDDM 2
5-1-39)
NIDDM 17 17
0 05 1.5 mg/kg / 1 3 2
ANZFA 2001 22
52
ALP
52 ALP
NOEL 200 mg/kg / 100

ADI 2.0 mg/kg /

FDA 2002 29

52
NOEL 30 mg/kg / 100 ADI 0.3 mg/kg

AFSSA 2004 29

-18 -



13 52

NOEL

0.6 mg/kg /

JECFA

13
ALP
200 mg/kg /

13

mg/kg /

/ 0.225 mg/kg /

0.042 ng/kg
3-6), 4-20) 4-32)

14

0.146 mg/ /
5-4-5)
31

0.01 0.05 mg/kg

13

ADI 0.6mg/kg /

ADI

-19-

ALP
60 mg/kg / 100
2003 29 210),2-11)
52
ALP
100 ADI  0-2 mg/kg /
5-4-1)
3.84 mg/ / 50kg
1 6
7 14 4.45 mg/ / 0.118 mg/kg
NC-00777 NC-00764 NC-00779
/ 0.136 ng/kg / 0.021 ng/kg
8
40
0.00292 mg/kg /
90
90
/ 0.04 0.10 mg/kg
52
NOEL 60 mg/kg / 100
2

ADI

ALP

52
NOEL

0.0769
3.54 mg/

5-4-2)

5-4-4)



4.1 ppm

3-6)

5-4-1)
1.68 mg/ [/ 0.034 mg/kg / 1 6 1.55
mg/ /  0.098 mg/kg / 5-4-6)
1 3 40 20 mg/kg / 3 35 15 mg/kg / 0.7%
2.64 mg/ / 20 kg 1.50 mg/ / 20 kg
04 0.649g/ 0.4%
2-3)
25 10 g/
FDA

2-2 ANZFA. Inquiry report and regulatory impact statement. Permission for use of neotame.
(2001)

2-3 U.S. FDA. Food additives permitted for direct addition to food for human
consumption; neotame. Federal Register Vol.67, No.131 (2002) 45300-45310

2-8 199-SA-0059 2004

2-9 61 JECFA. Evaluation of certain food additives and contaminants. WHO
Technical report series 922 (2004) 30-35

2-10 61 JECFA. Safety evaluation of certain food additives and contaminants. WHO

Food Additives Series 52 (2004) 85-135
2-11 Codex Circular Letter CL 2004/44-FAC, Appendix | 2004 42-44
3-6 Lui PY. Twenty-six week stability study of NC-00723 in mock beverages. (1999) Study
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4-1

5-1-1

5-1-2

5-1-3

5-1-4

5-1-5

5-1-6

5-1-7

5-1-8

5-1-9

number (NP96-001). Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, U.S.A.
Ziegler J, Study of sweetness potency of NC-00723 compared to aspartame in water
and flavor profile of NC-00723. (1997) Study number (NP 97-019). Unpublished
report from Duke University, Durham, NC, U.S.A.
Thomford PJ, Carter JL. Thirteen week dietary range-finding study of NC-00723 in
mice. (1995) Study number (PCR 0989). Unpublished report from Hazleton
Wisconsin Inc., Madison, WI, U.S.A.
Mitchell DJ, Brown MP. NC-00723: toxicity study by dietary administration to CD
rats for 13-weeks followed by a 4-week reversibility period. (1995) Study number
(PCR 0988). Unpublished report from Huntingdon Life Sciences Ltd., Eye, Suffolk,
England, U.K.
Thomford PJ, Saunders WJ. 13 week dietary toxicity study of NC-00723 in dogs
followed by a 4 week reversibility period. (1995) Study number (PCR 0990).
Unpublished report from Hazleton Wisconsin Inc., Madison, WI, U.S.A.
Mitchell DJ, Brown MP. NC-00723: 52-week toxicity study by dietary administration
to CD rats with exposure in utero and followed by a 4-week reversibility period.
(1997) Study number (PCR 1011). Unpublished report from Huntingdon Life
Sciences Ltd., Eye, Suffolk, England, U.K.
Thomford PJ, Carter JL. 52-week dietary toxicity study of NC-00723 in dogs
followed by a 4-week reversibility period. (1997) Study number (PCR 1017).
Unpublished report from Covance Laboratories Inc., Madison, WI, U.S.A.
Willoughby CR. NC-00723: two generation reproductive study by dietary
administration to CD rats. (1997) Study number (PCR 1001). Unpublished report
from Huntingdon Life Sciences Ltd., Eye, Suffolk, England, U.K.
Willoughby CR. NC-00723: dietary teratology study in the rat. (1996) Study number
(PCR 0999). Unpublished report from Huntingdon Life Sciences Ltd., Eye, Suffolk,
England, U.K.
Willoughby CR. NC-00723: teratology study in the rabbit by gavage. (1996) Study
number (PCR 1023). Unpublished report from Huntingdon Life Sciences Ltd., Eye,
Suffolk, England, U.K.
Thomford PJ, Carter JL. 104-week dietary carcinogenicity study with NC-00723 in
CD-1 mice. (1997) Study number (PCR 1014). Unpublished report from Covance
Laboratories Inc., Madison, WI, U.S.A.

5-1-10 Mitchell DJ, Brown MP. NC-00723 oncogenicity study by dietary administration to

CD rats with exposure in utero. (1997) Study number (PCR 1000). Unpublished
report from Huntingdon Life Sciences Ltd., Eye, Suffolk, England, U.K.

5-1-11 Sorenson SR. Dermal sensitization study of NC-00723 in guinea pigs - closed patch
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5-1-12

5-1-13

5-1-14

5-1-15

5-1-16

5-1-17

5-1-18

5-1-19

5-1-20

5-1-21

5-1-22

5-1-23

technique. (1999) Study number (PCR1213). Unpublished report from Covance
Laboratories Inc., Madison, WI, U.S.A.

Riccio ES. Salmonella-escherichia coli/microsome plate incorporation assay of
NC-00723. (1994) Study number (PCR 0963). Unpublished report from SRI
International, Menlo Park, CA, U.S.A.
Rudd CJ. L5178Y mouse lymphoma (MOLY) cell tk+/-—tk-/- gene mutation assay
with NC-00723. (1994) Study number (PCR 0965). Unpublished report from SRI
International, Menlo Park, CA, U.S.A.
Winegar RA. Measurement of chromosomal damage in Chinese hamster ovary
(CHO) cells treated with NC-00723. (1994) Study number (PCR 0964).
Unpublished report from SRI International, Menlo Park, CA, U.S.A.

Garrett SL, Kier LD, Carbone LA, McAdams JG. Mouse bone marrow
micronucleus assay of NC-00723. (1997) Study number (PCR 1026).
Unpublished report from Environmental Health Laboratory, Monsanto Company,
St. Louis, MO, U.S.A.

Atterson PR. NC-00723: assessment of hexobarbital sleeping time in rats (oral
administration). (1997) Study number (PCR 1168). Unpublished report from
Huntingdon Life Sciences Ltd., Huntingdon, Cambridgeshire, England, U.K.
Atterson PR. NC-00723 and NC-00751: effects on the isolated guinea-pig ileum.
(1997) Study number (PCR 1170). Unpublished report from Huntingdon Life
Sciences Ltd., Huntingdon, Cambridgeshire, England, U.K.

Algate CM. NC-00723: cardiovascular, respiratory and renal evaluation in the
anaesthetized dog following intraduodenal administration. (1997) Study number
(PCR 1167). Unpublished report from Huntingdon Life Sciences Ltd., Huntingdon,
Cambridgeshire, England, U.K.

Atterson PR. NC-00723: charcoal propulsion test in rats (oral administration).
(1997) Study number (PCR 1169). Unpublished report from Huntingdon Life
Sciences Ltd., Huntingdon, Cambridgeshire, England, U.K.

Nicholls IM. NC-00723: dietary preference feasibility study. (1997) Study number
(PCR 1132). Unpublished report from Huntingdon Life Sciences Ltd., Eye,
Suffolk, England, U.K.
Bechtel CL. Single gavage dose study in rats with NC-00764. (1998) Study number
(PCR 1134). Unpublished report from Environmental Health Laboratory,
Monsanto Company, St. Louis, MO, U.S.A.
Bechtel CL. Single gavage dose study in rats with NC-00777. (1998) Study number
(PCR 1189). Unpublished report from Environmental Health Laboratory,
Monsanto Company, St. Louis, MO, U.S.A.
Bechtel CL. Single gavage dose study in rats with NC-00779. (1998) Study number
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5-1-24

5-1-25

5-1-26

5-1-27

5-1-28

5-1-29

5-1-30

5-1-31

5-1-32

5-1-33

5-1-34

(PCR 1199). Unpublished report from Environmental Health Laboratory,
Monsanto Company, St. Louis, MO, U.S.A.

Lemen JK. Four week dietary study of NC-00764/NC-00777/NC-00779 mixture in
rats. (1998) Study number (PCR 1186). Unpublished report from Monsanto Safety
Evaluation-Newstead, St. Louis, MO, U.S.A.

Curtiss SW, McAdams JG, Kier LD. Ames/salmonella assay of NC-00751. (1997)
Study number (PCR 1137). Unpublished report from Environmental Health
Laboratory, Monsanto Company, St. Louis, MO, U.S.A.

Cabonce MA, Asbury KJ, McAdams JG, Wagner CA, Kier LD. AS52/XPRT gene
mutation assay of NC-00751. (1997) Study number (PCR 1138). Unpublished
report from Environmental Health Laboratory, Monsanto Company, St. Louis, MO,
US.A.

Curtiss SW, McAdams JG, Kier LD. Ames/salmonella assay of NC-00764. (1998)
Study number (PCR 1086). Unpublished report from Environmental Health
Laboratory, Monsanto Company, St. Louis, MO, U.S.A.

Cabonce M, Asbury JK, McAdams JG, Wagner CA, Kier LD. AS52/XPRT gene
mutation assay with NC-00764. (1998) Study number (PCR 1087). Unpublished
report from Environmental Health Laboratory, Monsanto Company, St. Louis, MO,
US.A.

Garrett SL, Kier LD, Carbone LA, McAdams JG. Mouse bone marrow micronucleus
assay of NC-00764. (1998) Study number (PCR 1090). Unpublished report from
Environmental Health Laboratory, Monsanto Company, St. Louis, MO, U.S.A.
Balwierz PS, Bunch RT. Evaluation of the mutagenic potential of NC-00777 in the
Ames salmonella/microsome assay. (1998) Study number (PCR 1191).
Unpublished report from Monsanto Safety Evaluation-Parkway, Skokie, IL,
US.A.

Cabonce M, Asbury K, McAdams JG, Wagner CA, Kier LD. AS52/XPRT gene
mutation assay with NC-00777. (1998) Study number (PCR 1192). Unpublished
report from Monsanto Safety Evaluation-Newstead, St. Louis, MO, U.S.A.

Soelter SG, Bunch RT, Nicolette J. An evaluation of the potential of NC-00777 to
induce micronucleated polychromatic erythrocytes in the bone marrow of mice
(micronucleus test). (1998) Study number (PCR 1196). Unpublished report from
Monsanto Safety Evaluation-Parkway, Skokie, IL, U.S.A.

Balwierz PS, Bunch RT. Evaluation of the mutagenic potential of NC-00779 in the
ames salmonella/microsome assay. (1998) Study number (PCR 1201).
Unpublished report from Monsanto Safety Evaluation-Parkway, Skokie, IL,
US.A.

Cabonce M, Asbury K, McAdams JG, Wagner CA. AS52/XPRT gene mutation
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5-1-35

5-1-36

5-1-37

5-1-38

5-1-39

assay with NC-00779. (1998) Study number (PCR 1202). Unpublished report from
Environmental Health Laboratory, Monsanto Company, St. Louis, MO, U.S.A.
Nicolette JJ, Bunch RT. An evaluation of the potential of NC-00779 to induce
micronucleated polychromatic erythrocytes in the bone marrow of mice
(micronucleus test). (1998) Study number (PCR 1206). Unpublished report from
Monsanto Safety Evaluation-Parkway, Skokie, IL, U.S.A.

Kisicki JC, Azzam SM, Gao X. Single dose tolerance of NC-00723 in healthy male
subjects. (1997) Study number (PCR 1035). Unpublished report from Harris
Laboratories, Inc., Lincoln, NE, U.S.A.

Kisicki JC, Combs ML, Gao X. Two-week tolerance study of NC-00723
administered to healthy male and female subjects. (1998) Study number (PCR
1113). Unpublished report from Harris Laboratories, Inc., Lincoln, NE, U.S.A.
Kisicki JC, Weston IE, Combs ML. Thirteen week tolerance study of NC-00723
administered to healthy adult male and female subjects. (1998) Study number
(PCR 1114). Unpublished report from Harris Laboratories, Inc., Lincoln, NE,
US.A.

Morrison DN, Combs ML, Lu M. Effect of multiple doses of NC-00723 compared
to placebo on plasma glucose and insulin concentrations in non-insulin dependent
diabetes mellitus (NIDDM) subjects. (1998) Study number (PCR 1115).
Unpublished report from Bio-Kinetic Clinical Applications, Inc., Springfield, MO,
US.A.

5-2-7 Hawkins DR, Kirkpatrick D, Aikens PJ, Saxton JE. NC-00723: pharmacokinetics of

5-2-8

single doses in the rat after oral and intravenous administration. (1997) Study

number (PCR 1028). Unpublished report from Huntingdon Life Sciences Ltd.,
Huntingdon, Cambridgeshire, England, U.K.

Kirkpatrick D, Aikens PJ, Nicholson J, Saxton JE, Harris K. *C-NC-00723:
metabolism and pharmacokinetics in the dog. (1997) Study number (PCR 1029).
Unpublished report from Huntingdon Life Sciences Ltd., Huntingdon,
Cambridgeshire, England, U.K.

5-2-9 Hawkins DR, Kirkpatrick D, Aikens PJ, Saxton JE. *C-NC-00723: tissue distribution

5-2-11

5-2-12

in the rat. (1995) Study number (PCR 0959). Unpublished report from Huntingdon
Life Sciences Ltd., Huntingdon, Cambridgeshire, England, U.K.

Hawkins DR, Kirkpatrick D, Aikens PJ, Beeby TL. **C-NC-00723 determination
distribution in pregnant and non-pregnant rats by whole-body autoradiography.
(1996) Study number (PCR 1031). Unpublished report from Huntingdon Life
Sciences Ltd., Huntingdon, Cambridgeshire, England, U.K.

Kirkpatrick D, Aikens PJ, Saxton JE. **C-NC-00723 and **C-NC-00751: Studies of
plasma protein binding in vitro (Rat, Dog and Human). (1997) Study number
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5-2-13

5-2-14

5-2-15

5-2-16

5-2-17

5-2-18

5-2-19

5-2-20

5-2-21

5-2-22

(PCR 1208). Unpublished report from Huntingdon Life Sciences Ltd.,
Huntingdon, Cambridgeshire, England, U.K.

Kirkpatrick D, Aikens PJ, Nicholson J, Saxton JE. **C-NC-00723: metabolism in
the rat. (1997) Study number (PCR 1027). Unpublished report from Huntingdon
Life Sciences Ltd., Huntingdon, Cambridgeshire, England, U.K.

Kirkpatrick D, Aikens PJ, Harris KE. **C-NC-00723: metabolite isolation from the
rat. (1998) Study number (PCR 1214). Unpublished report from Huntingdon Life
Sciences Ltd., Huntingdon, Cambridgeshire, England, U.K.

Hawkins DR, Kirkpatrick D, Aikens PJ, Saxton JE. **C-NC-00723: Metabolism in
the rat pilot investigation. (1995) Study number (PCR 0957). Unpublished report
from Huntingdon Research Centre Ltd., Huntingdon, Cambridgeshire, England,
U.K.

Hall M. NC-00723: effect on hepatic xenobiotic metabolising enzyme activities in
rats by dietary administration for 14 days. (1997) Study number (PCR 1032).
Unpublished report from Huntingdon Life Sciences Ltd., Huntingdon,
Cambridgeshire, England, U.K.

Kirkpatrick DK, Aikens PJ, Hobbs GR. NC-00723 and NC-00751: stability in
simulated gastric and intestinal fluid. (1998) Study number (PCR 1218).
Unpublished report from Huntingdon Life Sciences Ltd., Huntingdon,
Cambridgeshire, England, U.K.

Hawkins DR, Kirkpatrick D, Shaw D, Bennett S. *C-NC-00751: metabolism in the
rat. 1996  Study number (PCR 1119). Unpublished report from Huntingdon Life
Sciences Ltd., Huntingdon, Cambridgeshire, England, U.K.

Holt PR, Kirkpatrick D. A pharmacokinetic study of [**C] NC-00723 in healthy
male subjects. (1997) Study number (PCR 1039). Unpublished report from
Huntingdon Life Sciences Ltd., Huntingdon, Cambridgeshire, England, U.K.

Weston IE, Azzam SM, Gao X. Assessment of the dose-related pharmacokinetic
profile of NC-00723 in solution administered to healthy male subjects. (1997)
Study number (PCR 1111). Unpublished report from Harris Laboratories, Inc.,
Lincoln, NE, U.S.A.

Kisicki JC, Combs ML, Gao X. Effect of repeated ingestion of NC-00723 in
solution administered in healthy male subjects. (1998) Study number (PCR 1145).
Unpublished report from Harris Laboratories, Inc., Lincoln, NE, U.S.A.

Harry J, Aikens PJ. An investigation of a urinary metabolite in healthy male subjects
after administration of [*“C/**C]-NC-00723. (1998) Study number (PCR 1215).
Unpublished report from Huntingdon Life Sciences Ltd., Huntingdon,
Cambridgeshire, England, U.K.

-25 -



5-2-23

5-4-1

5-4-2

5-4-4

5-4-5

5-4-6

7-1-5

Weston IE, Combs ML, Gao X. A comparison of the pharmacokinetic profile of
NC-00723 in solution and capsules administered to healthy subjects. (1998) Study
number (PCR 1112). Unpublished report from Harris Laboratories, Inc., Lincoln,
NE, U.S.A.
13
2003

14

35 2002 62.
Hinson AL, Nicol WM. Monitoring sweetener consumption in Great Britain. Food
Additives and Contaminants. (1992) 9: 669-681.
MRCA Information Services. Frequency distributions of the 14-day average daily
intake of aspartame. (1993)

1995 99: 1535-1539.
Parkash 1, Corliss G, Ponakala R, Ishikawa G. Neotame: the next-generation
sweetener. Food Technology (2002) 56:36-40

- 26 -



Neoteme
N-[N-(3,3,-dimethylbutyl)-L-a-aspartyl]-
L-phenylalanine 1-methyl ester

(NC-00723)
N-[N-(3,3- )-L-a- I \O
L- 1-

] COOH
N-[N-(3,3,-dimethylbutyl)-L-a-aspartyl]- >k/\ 9y \)Cj\
L-phenylalanine N N _ OH

NC-00751 H H
N-[N-(3,3- )-L-a- 1- o 3
. U
COOH
N-(3,3,-dimethylbutyl)-L-a-aspartic acid
NC-00754 ( Vibutyl)-L-o-asp >Q/\ /(
N-(3,3- )-L- N COOH
3,3,-dimethylbutylamine
NC-00759
3,3- NH,
N-[N-(3,3,-dimethylbutyl)-L-B-aspartyl]-
L-phenylalanine 1-methyl ester 0
NC-00764 OCHs
N-[N-(3,3- )-L-B- IE XA N
L- 1- N COOH °
H
HOOC
lﬁﬂﬂ
N-fumaryl-L-phenylalanine N
NC-00767 b i
N- -L- AN i
HOOC o
N-fumaryl-L-phenylalanine 1-methyl ester W\H/HQ}\
; OCHs
NC-00768 N- -L- 1- I
N-[N-(3,3,-dimethylbutyl)-L-B-aspartyl]-
L-phenylalanine ?
NC-00769 OH
N-[N-(3,3- )-L-B- IE N
L- >&/\N/\ o

-27-




N-[N-(3,3,-dimethylbutyl)-L-aspartimide]-

L-phenylalanine 1-methyl ester

NC-00777 H
N-[N-(3,3- )-L- N \
L- 1-
N-[N-(3,3,-dimethylbutyl)-L-aspartimide]- P J‘}\
L-phenylalanine N— OH
NC-00779 :
N-[N-(3,3- )-L- N
o
L-
+ | e
AN
NC-00784 3,3-dimethylbutanoyl-L-carnitine M
(C3) 3,3- -L- 0
e O
3,3-dimethylbutanoic acid o
NC-00785 >UJ\
3,3- OH
L-phenylalanine
L-Phe Preny
L- HoN
OH
O
L-phenylalanine methyl ester
L-PM Peny Y
L- HoN
OCHjg
o
Aspartame COOH o
H\)J\
N
. HoN Y OCHjs
a-L-aspartyl-L-phenylalanine methyl ester 1 :
(APM) o-L- -L-

Component 2
(G2)

[3-glucuronide 3,3-dimethylbutanoic acid

OH

- 28 -




COOH

(o]
. H
NC-00754 Amide %N%N%O% NC-00759
H

hydrolysis

+ <« - o 3 _— +
L-PM \© NC-00768

l NC-00723 l
L-Phe / \ NC-00767

COOH

8 \© T \@

NC-00751* NC-00777*

ﬁ-rearrangemey \

D o
o
OCHjz >&/\ N‘é)koH
XA Hﬁ( N g + CH30H
N o H o) \©
H

COOH

NC-00764* NC-00779*
NC-00769 + CH;OH NC-00769 NC-00751
* pH3.2,20 ,8h

-29 -



COOH

NC-00723

NC-00751

COOH

>Q/\N/(COOH
H

e

NC-00754 /

O —_
M coo
0o
HO

OH
OH

Component 2 (G2)

-30 -

+  CH3OH

NC-00784 (C3)

O



/ NOAEL
13 20 0 100 1,000 4,000 8,000 5-1-1
mg/kg / 8,016 mg/kg /
13 200r25 0 100 300 1,000 3,000 5-1-2
4 mg/kg / 2,925 mg/kg /
13 4o0r6 0 60 200 600 5-1-3
4 2,000/1,200 597 mg/kg /
mg/kg /
in utero in utero/ 25 0 10 30 100 300 1,000 5-1-4
/52 F 20 mg/kg / 1,006 mg/kg /
4
52 4o0r6 0 20 60 200 800 5-1-5
4 mg/kg / 796 mg/kg /
28 0 100 300 1,000 Fo Fy 5-1-6
mg/kg / 1,000 mg/kg /
Fi R
F; 300 mg/kg /
1,000 mg/kg /
1
F; 300 mg/kg /
F, 1,000 mg/kg
/
21
96.5 mg/kg /
2 24 0 100 300 1,000 5-1-7
mg/kg /
1,000 mg/kg
/
1
290 mg/kg /
20 25 0 50 150 500 5-1-8
mg/kg /
500 mg/kg
/
1 1
2
150 mg/kg
/ 500 mg/kg
/
Fo Fi 14 Fy
=1 F, 15 16 F,
28 20




/ NOAEL
104 0 50 400 2,000 4,000 5-1-9
140 mg/kg /
70
in utero In utero/|(Fg) 0 50 500 1,000 5-1-10
/104 mg/kg /
170
85
(F)
147
73 75
04 o 5-1-11
5
10
in vitro TA98 TAL100 TA1535 312 10,000 g/ 5-1-12
+/ S9mix TA1537 TA1538
WP2uvrA
L5178Y 100 1,000 pag/mL 5-1-13
+/ S9mix
S9mix 5-1-14
+ S9mix CHO 250 1,000 pag/mL
S9mix
625 500 pag/mL
invivo 10 500 1,000 2,000 5-1-15
ma/kg
200r25 0 100 300 1,000 3,000 5-1-2
mg/kg /
4or6 0 60 200 600 5-1-3
2,000/1,200
mg/kg /
28 0 100 300 1,000 5-1-6
mg/kg /
5 5 15 mglkg 5-1-16
0 20 60 200 ng/mL 5-1-17
NC-00751 |60 200 600 ng/mL
6 5 15 mglkg 5-1-18
10 5 15 mg/kg 5-1-19
14 0 50 150 500 1,500 50 ppm 5-1-20
5000 15,000 ppm
5,000 ppm
10 NC- 00764 [0 0.6 2.0 6.0 5-1-21
mg/kg
10 NC-00777 |0 0.6 2.0 6.0 5-1-22
mg/kg
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/ NOAEL
10 NC-00779 [0 0.3 1.0 3.0 5-1-23
mg/kg
4 15 NC- 00764, |NC-00764/NC-00777/NC-00779 5-1-24
NC- 00777, | 0.2/0.2/0.1 0.6/0.6/0.3
NC- 00779, | 2.0/2.0/1.0 6.0/6.0/3.0
mg/kg /
in vitro TA98 TA100 TA102 |[NC-00751 |50 5,000 5-1-25
+/ S9mix TA1535 TA1537 g/
AS52/XPRT 625 5,000 pag/mL 5-1-26
+/ S9mix
TA98 TA100 TA102 |NC-00764 |50 5,000 5-1-27
+ S9mix TA1535 TA1537 g/
AS52/XPRT 625 5,000 pag/mL 5-1-28
+ S9mix
invivo 10 500 1,000 2,000 5-1-29
mg/kg
in vitro TA97a TA98 TA100 |[NC-00777 |10 5,000 g/ 5-1-30
+/ S9mix TA102 TA1535
AS52/XPRT 100 390 pag/mL 5-1-31
+/ S9mix
invivo / 10 500 1,000 2,000 mg/kg 5-1-32
invitro TA97a TA98 TA100 |NC-00777 |10 5,000 pag/ 5-1-33
+ S9mix TA102 TA1535
AS52/XPRT 313 5,000 pag/mL 5-1-34
+ S9mix
invivo 10 500 1,000 2,000 mg/kg 5-1-35
6 0.1 0.25 0.5 mg/kg 5-1-36
2 12 0.5 1.5 mg/kg / 5-1-37
13 05 0.5 1.5 mg/kg / 5-1-38
mg/kg /
24
1.5 mg/kg /
23
NIDDM |2 17 0.5 15 mg/kg / 5-1-39
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