78, EFSA (European Food Safety Authority) Tl&. XEREBERIZOLVTRD &
SICEHEL TS, U\ B BMREDOKRFEEBEDENZEMIZO>LTIE. BE
FAREEALE . BRICHOGNA TV IMDBHRENTHLERTH D, £i=. FIcH
DEE. RERVBERTHONIBREEEEIZONTIE. ZR/IULTF—LBESIZHE
BOLDTEHGL, ALSILRBOT NS URICEELTCEEDRKILEZ X
TEEYEZEAHBRELEBICHONES Y FMEBEDLDOTH D, 51z, B
MREEICOVTI, BEHNDL L BEHERL LBV L. BEOBEHELATRE,
THD, ChoDIEMS, KRBREBERIENLALOTEERZRET 2D TIRA
<o PRALT—LIZOVTEFEOLBEALE LTS P,

6. ERHEEFICHIT L

(1) A—RMSYTF/=Z21—C—52 F (ANZFA) 28I+ BEE (2001)

FET—LICONWTEESIA-BERVEBRRUVE FAOBRERBR @ L /£
B, *FF—LlF. EELERBOS TCOREBICBVTRFLARHER L. &
- HEICEVWTHRERMINHLAS ShiN, ZORRIE. R4 T—LERELI-BEED
B ETICERT 288HEREORVIZESLOTHY . SHERETIELDTIE
Bhot=, H—DFRRIE. 41X 52 AMRERSEHRBRICET2MEFILAYKRX
J72—t€ (ALP) EOLRETH 1=,

BEHFENBERITHTH LN, 1 X 2 ARRERSEHHRBRICEVTALPEOL
AMNBHON-FHEZEEE L L. NOEL £ 200mgkg AE/B., REFEHE 100 & L
T. —BENHFEFE (ADD %20mgkg AE/BEBELT -,

(2) REBREESE (FDA) 128+ 255fE (2002) ©

FFT—LIZDODNTRESH-EBEBMRBRUIE FAOIRERBREITML -6
R. EEIhERBRICENT, SHPMRMREEESH ST,

Sy bZERW: 52 BRRERSSERRICAVLTAEENENFIAA Sh-BE
ZHEEL L. NOEL 30 mgkg AE/B. RLF¥%E 100 £ L T. ADI % 0.3 mgkg
FE/BE/EL

(3) 7S URBRBELRLB (AFSSA) 128H1+ 558 E (2004) ™

A TF—LIZDNTRES WS EBNRRR U E b~ ORSHREEL -4
R, ZEHEINERBRICEVT, fAT—LRXASERZEELLEN T,

A0 3 AMRY 52 BMREZRSSERBRICE VT ALP EQOLELAH Sh1-H
EEFERL L. NOEL % 60 mgkeg AE/B. REFERE 100 £ LT, BEADI® %

M ARZBHE BRSLUS2 AMERRBICSVTERIN-NETLHY KRR I 7 4 —1H
EQLRDEFZEE (NOEL) 60 mgkg (AE/BIZEREZH 100 Z&A L. ADI0.6mg/kg {KE/
BEBEESAEN, ENBRREEHETILICEHST, MBFILAYKRR T 7 2—HEHRD
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0.6 mg/kg RE/B LEELT-.

(4) JECFA IZBI+55HE (2003) ™™
FFTF—LITOVTEB S EEIMEBRRUVE FAOBREHEBRE@E L /-4
- R, RESAEERICAVT, R T-LAKASEREZERLEM .
H—DRIZA XD 13 BMRY 52 BRRERSSHRERIZH T 508 ALP fED
ERTHo1=. ALP DLRITBONTHREUTHY . FERZTRT 31D TIEEHL
o>fzh, BEM. HHENEEZERUABRKENNAEDON-ZENDL, 1 XD 52
BAMREHRSBERBRICE T ALP EOLRHEBDH SN -FAREHEEE L. NOEL
% 200 mg/kg AE/A. RLFZEE 100&£ LT, ADI % 0-2mgkg AE/BERELT=.

7. —BERAOHHSE

FFT—LE. HEHELTRALGBRICERAIWLZZENEEREESN S,

Frk 13 FEREFEREAFORSHIENE (BH) 21 Lic. BRPORE
EIRTARFTT—LICEERA-GEEREL. BRIEREL R F—LOFMEL,
HEHT L RFTF—LDOHTEENE (X 3.84 mg/b /B (JKE 50kg & L T 0.0769
mg/kg AE/B) &155, BRIC. ERFOBRFHNERELY. 1~6 &L 3.54 mg/
E +/B (0225 mgkg AE/B) . 7~14 B 445mg/E /B (0.118 mg/kg FE/H) &
HESND, Ff-. 1A T—LERICZHS 5784 NC-00777. NC-00764 & U NC-00779
D—BA#TEREY (X, FhFh. 0.042 pg/keg 4KF/B. 0.136 pg/kg A E/B R 0.021
ngkeg RE/BEHEESA D PP,

—H. FH U4 FEI— 5y bRy bARICE S s BHEHOERRHRE 2%
HEIC, PRIV TF—LEZTRTRFT—LTEERZA-BEZREL. EREZ7
AW T—LIZHT B3FTF—LOHKREL 40 FC TRT D E. RATF—LDO#TE
{EE& (% 0.146 mg/t F/B (0.00292 mgkeg AE/B) &% 5, BHkIC. EBE PRUK
BDFPRINNF—LOEHYRYL 90 N—t o2 W BREEE &2, HEERE

EBNSTREENSFBADEROBS MR TELTURMEAH LI LA S, BB R
HEhdZ &2FLT2 EMOMABAHZDEE ADI L Ehi=,

¥ g R EERXEBESAEORSBIERE B HSASBICERSAIDBORTE
ERRZL LI, RAT—LFNBOERE (HHEOES ZEEAICHIN LEH S h1-{E)
0. BREICERANEESNEI R F—LFMBZHEHHEL TS, 34 TF—LDOSEY
[ZDVTIE, M LR T—LEMBIZENBUOERELERULTHELTWLS,

¥ _RMLBERICHERSNIBEDNT R T—LOHKE GO 200 1) & XA T—LD
HOkE (BDPDF 8,000 18) ZEITHH L1-{E (8000/200=40) .

¥ oR— S LEE I, HAEE NS OIRICEAR - L2, HHAEOBRSEED —E
FORBIZHSREIE, H) 1,000 BORBMBEICHITH 10— 2 ILEEIE. HAED
INEWAEDDS 10%(100 BR)ICHIET HEHAEZ T,
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3O LTHEBT 5&. A A TF—LDFEHRV 0 /A=A LETEERBIL. X
ET 0.01 XU 0.05 mg/kg A&E/B. KET0.04 RU0.10mgkg KE/BEH B,
BE. R T—LE, TL—N—E3EH (FH) LLT. BLAABRIZHKOEE
LALMERE (BE (4.1ppm) UT) CHEASMBZZEAEEEIAEA,. BHELT
FRSIhIBR . HEMELTHATIBEEBLTELL DGRV EHETESA, -
BICH®REE LTRFT—LAERINATOWSIEBRICBLTIE. BHELTHERT S
CERBEVNEBAONSC LMD, LRRO—BEFTEREICIE. FHELTO—BHE
EEMBAAEINSEERI LN D,

8. JrZIFSZUERBICETIER

R2AT—LiE. BEOREEGHETCRIIZUTSZUFHEELEL "2 ehD,
PAT—LEEMT A LICKDTIIANTSZVDYRIIIBRTEEIEEZD
nd,

RIZ. RFT—LDBFTRTIIZLTFTSZUICERSNhBZEBELL-BEE. BR%
BREELLICLE—BEEEREN S OARICEHF AT ZILTS = DEE
EmMBZHEHTSE. AT 1.68mg/E F/B (0.034 mg/kg (AE/B) . 1~6 BT 1.55
mg/k /B (0.098 mg/kg AE/H) £HY., JxIUY FUREEBEOERERED
(1~3 BT 40~20 mgkg AE/BH. 3 MULET 35~15 mgkg KE/B) D 0.7%LLFIZ
BHd 5,

BHRIZ. KE®D 90 NX—t o3 M1t T—L—BERENSEEShZ I
FS5ZUDRBEE, AT 264mg/E F/EATHY ., BREENBEHSIERT S0
IZNWNTFSZUDE25~10 gBERETEHE, A A T—LERASHESNIRE
BRI HMBTHOEEADND, £z, KE20kg BTIX 150 mg/E MBERY,
HRE20kg DITT=NAT FURERD I LTS =Zo—AERE (04~0.6 gH)
D 0.4%LTIZHHET S Y, ChohEICHTE, KEFDA ldRATF—LIERIZHE
THRTIZLTS=UDEREE. KB LALEELTNEERLTLS,

9. FHEHBR

P T—LDERPYRHBROE FADEERBRT—2 £5l L =R EFR%.
BEEERUESAEEILEC. APEQCERICZL2ELFEIX. SHERSHTH
ON-AREBMMEIEMBFFTILAY I+ R T72—H (ALP) DLETH-, &
D36, AXP5Y FTEOHONI-ALP DERIZONTIE., hOBEEEEITHE
9. M0, REERENREFICBVTIREICL2FZEEIED NG > =A,
ErADEEEBT LLRRICBEETEZDITREEVENSRRY A Rl o1

X0 ¢ AR UEEICBTEZ7 R/ U TF—LO—BEREEZRICEHLI-E, —B2LBRTH
LRBRHANOFHRZFME (7 X/ULT—L 550~600 ppm. RAF—L 17 ppm) DM
SEHLTLS (550/17=31) ,
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EZAFICKY, BHEREFTMEL, 120, 41X 13BMEEHRSHEBR T, 200
mgkg FE/BLEDREH THONT- ALP O LR ZIRHLIZ NOAEL 59.7 mg/kg A B
/BB LN, FHROAETS SICEHBMRE L4 X 52 AFEERERERT
[£. 200 mg/kg AE/AREHTALP O LRIEZBHONEN > ERUERYHEIZIK
ERUENLGVIENS, 4 X 13 BREREREREROD 200 mgkg AE/BAIRSHTH
bhf- ALPDLRF—BHEDLDTHY . ADI BEICHT=> TIEHRBERD NOAEL |
[TEELGZEFEML -,

—7%. REBMDHIZDOVTI. FMELZRBREICAMAFTMLI-CLIZELSE
BEMOEITFHOETISERL-EBHEBORDICKIL0LHHL. SUHEELZ
FELGEMNoT=, =L, Sy FEBOV-ZHRAKBEHEBR TAHON-IBELIRD F,
REMICE T HEEXREICOVTIE, HEMICEIFHEOBTEAOIAT. HERDE
RIEBIICEFELTWAS I s, FRBORDBHREZSHEE LML=,

BEDZ EMD, A T—LO NOAEL (X, Sy FERWV-ZHAKBEHRERICH
143 F; REMODIERE £RHLIZ NOAEL 96.5 mg/kg AE/B EEZ SNBT &S,
AMED ADI 1F, REFEHZ 100 £ LT 1.0mgkg KE/BEFFBL -,

THE. Bonf-FT—2TEHM0, XPEOIEMIEVTH, £ERITE->TH
BRBL LG LS LUERIIBOHLATILVEL,

ADI 1.0 mg/kg (A E/R
(ADI BERHAF)  —HAREHER
(Shpp3E) Sy bk
(&5H%) RERR S
(NOAEL B ERMATR) F REMMOEBHARE
(NOAEL) 96.5 mg/kg A E/B

(R2EFH) 100
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(& I T—LEELEY—E]

N-[N-(3,3-Z A FILTFJL)-L-B-7 R/ ULF -

& W E¥8 (—HH) g
Neoteme COOH
_ N-[N-(3,3,-dimethylbutyl)-L-a-aspartyl]- >(/\ i
2t F—LI . N MYJM%
L-phenylalanine 1-methyl ester H H
(NC-00723) . i o 3
N-[N-(3,3- A FI T FIL)-L-a-7 R/ ULF L) \©
L-2xZNW735=Z0 1-AFIIXTI
) , cooH
N-[N-(3,3,-dimethylbutyl)-L-a-aspartyl]- >(/\ H \)J\
L-phenylalanine N AN OH
NC-00751 . ] N
N-[N-(3,3-T A FIL T FI)-L-0-F R7XILF - 6 5
L-2xZIL7S5=> \O
COOH
N-(3,3,-dimethylbutyl)-L-a-aspartic acid
NC-00754 ( ey ¥h parmie >&A /’:C
N-(3,3-DAFILTFIL)-L-FRINS X B N 0OH
3,3,-dimethylbutylamine >(/\
NC-00759 .
33-DAFITFILTEY NH,
N-[N-(3,3,-dimethylbutyl)-L-B-aspartyl]-
L-phenylalanine 1-methyl ester 2
NC-00764 . , CHs
N-[N-(3,3-Z A FIL TFJL)-L-B-7 R/ULFIL)- N
L7IZLFPI=Y -AFLIRFI >b\N coon °
H
HOOC o
| H
N-fumaryl-L-phenylalanine N\)j\
NC-00767 ary-Lopheny _ P ™
N-ZRYJ-L- T NTFTS5SY 0 \Tij
HOOC o
N-fumaryl-L-phenylalanine 1-methyl ester , n\/[]\
NC-00768 |N-ZTYL-L-ZI=LFS=> 1-AFLT [ ™
ZF I \©
N-[N~(3,3,-dimethylbutyl)-L-B-aspartyl]-
L-phenylalanine o
NC-00769 /’:\L oH
N
XA "

L-2xZIU75=Y
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2 W L4 (—i4a) wm g X
N-[N-(3,3,-dimethylbutyl)-L-aspartimide]- 7 —i
L-phenylalanine 1-methyl ester N— OCH;3
NC-00777 . . . - H
N-[N-B3-CAFILTFI)L-FR/IULF S K- N \
L-2zZ 073522 1-AFILIATIL
N-[N-(3,3,-dimethylbutyl)-L-aspartimide}- 7 _)7\
L-phenylalanine OH
NC-00779 . . . i
N-[N-(3,3-PAFILTFI)-L-FRINNFE K- N
L-OxzZ)IVT7 5=
+ ,L -
NC-00784 3,3-dimethylbutanoyl-L-camitine >Uo]\ ~
(C3) 33-DAFINTR/AIN-L-AINZF 2 o}
-0
3,3-dimethylbutanoic acid M
NC-00785 .
33-D4 FILTE B OH
L-phenylalanine
L-Phe preny _
L7 LFP5= HaN
OH
o)
" L-phenylalanine methyl ester
LPM pheny e y
L7IZUTSZUAFILIRATIL N
OCH,
o
Aspartame COOH
FRANTF—h \)I\
. HZN OCH3
o-L-aspartyl-L-phenylalanine methy] ester ]
(APM) wL-FRILFILL-TIZLTFSZUAFIL \©
IXFI
o -
Component2 | B -glucuronide 3,3-dimethylbutanoic acid 00
HO
(G2) (J1Ly o Biadk)
OH
OH
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(B 1 *T?—Ad)?ﬁiﬁgﬁﬁﬂ%] 10), 11), 15), 20), 24), 33), 34)
FHR B
(ROR. Sy b, 99X, 41X, BN

CooH COOH

o] o]

+ CH;0OH
A TF—L (NC-00723) NC-00751
(DY b, A4X, EF) (Zybh, 41X, ER)
COOH X/ﬁ\
X/\ /( 4 oH
N COOH
H R NC-00785
NC-00754 / \
(Zvbk, 4X) (Sv bk, EBR)
o}
>Uj\ coo~ +L/
[*Xe} o} ~
o S
0
OH
OH -0 0
Component 2 (G2) NC-00784 (C3)
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(B2 *FF—LOSEERE FHEEHET) )7

COOH

(o]
NC-00754 yﬁ‘;ﬁis X/\n/(ﬂ/nx)j\m NC-00759
+ P S 3 _—> +
L-PM \© NC-00768
l #FF—L (NC-00723) l

L-Phe / \ NC-00767

OOH o o o
: BN
N OH T OCH,
H i - :
0 N
\[ j H ) \O

NC-00751* NC-00777*

B—rearrangemen/ \
? )
0
OCH, —/U\OH
/(Lu X/\N““““é\‘ H + CH;0H
XAN H 0
H

COOH

NC-00764* NC-00779*
NC-00769 + CH;0H NC-00769 NC-00751

* MRMLRBESET (pH3.2,20°C, 8w) IZH 1T 578 Y
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4) Brahmbhatt DV. Comparative study of neotame (NC-00723, NTM) and aspratame

-25-

90




(APM) stability in plain yogurt during processing through 8 weeks of storage. (1999)
Unpublished report from The NutraSweet Kelco Company, Mt. Prospect, IL, U.S.A.

5) Gerlat P. Interaction of yogurt cultures with neotame (NC-00723, NTM) and aspartame
(APM). (1999) Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, U.S.A.

6) Brahmbhatt DV. Comparative study of neotame (NC-00723) and aspartame (APM) in
yellow cake. (1999) Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, U.S.A.

7) Lui PY. Twenty-six week stability study of NC-00723 in mock beverages. (1999) Study
number (NP96-001). Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, U.S.A.

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

9) Hawkins DR, Kirkpatrick D, Aikens PJ, Saxton JE. NC-00723: pharmacokinetics of
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, UK.

10) 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.

11) Kirkpatrick D, Aikens PJ, Nicholson J, Saxton JE, Harris K. 14C-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.

12) Hawkins DR, Kirkpatrick D, Aikens PJ, Saxton JE. '*C-NC-00723: tissue distribution in
the rat. (1995) Study number (PCR 0959). Unpublished report from Huntingdon Life
Sciences Ltd., Huntingdon, Cambridgeshire, England, U.K.

13) 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.

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

15) Kirkpatrick D, Aikens PJ, Harris KE. 4C.NC-00723: metabolite isolation from the rat.
(1998) Study number (PCR 1214). Unpublished report from Huntingdon Life Sciences
Ltd., Huntingdon, Cambridgeshire, England, U.K.

16) Hawkins DR, Kirkpatrick D, Aikens PJ, Saxton JE. 4C-NC-00723: Metabolism in the

-26-

9



rat pilot investigation. (1995) Study number (PCR 0957). Unpublished report from
Huntingdon Research Centre Ltd., Huntingdon, Cambridgeshire, England, U.K.

17) 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.

18) 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.

19) Hawkins DR, Kirkpatrick D, Shaw D, Bennett S. 1C.NC-00751: metabolism in the rat.

(1996) Study number (PCR 1119). Unpublished report from Huntingdon Life Sciences
Ltd., Huntingdon, Cambridgeshire, England, U.K. :

20) 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.

21) 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.

22) 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.

23) 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.

24) 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, UK.

25) 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.

26) 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.

27) 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.

28) Thomford PJ, Saunders WJ. 13 week dietary toxicity study of NC-00723 in dogs

-27-

92




followed by a 4 week reversibility period. (1995) Study number (PCR 0990).
Unpublished report from Hazleton Wisconsin Inc., Madison, W1, U.S.A.

29) 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 Huntingdbn Life Sciences Ltd., Eye,
Suffolk, England, U.K.

30) 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.

31) 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.

32) 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.

33) 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.

34) 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.

35) 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.XK.

36) Sorenson SR. Dermal sensitization study of NC-00723 in guinea pigs - closed patch
technique. (1999) Study number (PCR1213). Unpublished report from Covance
Laboratories Inc., Madison, W], U.S.A.

37) 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.

38) 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.

39) 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.

40) Garrett SL, Kier LD, Carbone LA, McAdams JG. Mouse bone marrow micronucleus
assay of NC-00723. (1997) Study number (PCR 1026). Unpublished report from

-28 -

93



Environmental Health Laboratory, Monsanto Company, St. Louis, MO, U.S.A.

41) 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.

42) 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.

43) 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.

44) 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.

45) Nicholls IM. NC-00723: dietary preference ‘feasibility study. (1997) Study number
(PCR 1132). Unpublished report from Huntingdon Life Sciences Ltd., Eye, Suffolk,
England, UK.

46) 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.

47) 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.

48) Bechtel CL. Single gavage dose study in rats with NC-00779. (1998) Study number
(PCR 1199). Unpublished report from Environmental Health Laboratory, Monsanto
Company, St. Louis, MO, U.S.A.

49) 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.

50) 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.

51) 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. |

52) 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, U.S.A.

-29.

94

=1




53) 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, U.S.A.

54) 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, U.S.A.

55) 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, U.S.A.

56) 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.

57) Cabonce M, Asbury K, McAdams JG, Wagner CA. AS52/XPRT gene mutation assay
with NC-00779. (1998) Study number (PCR 1202). Unpublished report from
Environmental Health Laboratory, Monsanto Company, St. Louis, MO, U.S.A.

58) 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.

59) 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.

60) 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.

61) 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.

62) 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, U.S.A.

63) 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, U.S.A.

64) Soffritti M, Belpoggi F, Esposti DD, Lambertini L. Aspartame induces lymphomas and
leulaemias in rats. Eur. J. Oncol. (2005) 10:107-116.

-30-

95



65) Soffritti M, Belpoggi F, Esposti DD, Lambertini L, Tibaldi E, Rigano A. First
Experimental Demonstration of the Multipotential Carcinogenic Effects of Aspartame
Administered in the Feed to Sprague-Dawley Rats. Environmental Health Perspectives.
(2006) 114: 379-385.

66) Soffritti M, Belpoggi F. Long-term carcinogenicity bioassays to evaluate the potential
biological effects, in particular carcinogenic, of aspartame administered in feed to
Sprague-Dawley rats. (Protocol No.: BT 6008), Unpublished report of the European
Foundation of Oncology and Environmental Sciences “B. Ramazzini”. (2005)

67) Principles for the safety assessment of food additives and contaminants in food. World

Health Organization, International Program on Chemical Safety in Cooperation with the
Joint FAO/WHOQO Expert Committee on Food Additives, Geneva, Environmental Health
Criteria 70 (1987).

68) Opinion of the scientific panel on food additives, flavourings, processing aids and
materials in contact with food (AFC) on a request from the commission related to a new
long-term carcinogenicity study on aspartame. Question number EFSA-Q-2005-122. The
EFSA Journal (2006) 356: 1-44.

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

10)T7S o ABRMEREB. French Food Safety Agency concerning the use of a
sweetener, neotame, as a food additive. 199-SA-0059 (2004)

71) Sixty-first report of the JECFA. Evaluation of certain food additives and contaminants.
WHO Technical report series 922 (2004) : 30-35.

72) Sixty-first meeting of the JECFA. Safety evaluation of certain food additives and
contaminants. WHO Food Additives Series 52 (2004) : 85-135.

73) Codex Circular Letter CL 2004/44-FAC, Appendix 1. (2004) : 42-44.

74) BERFEZEORIR TR 13 £FELFEHABRRERNEER RFE REWHRUR

SR E-HERHEXR (2003)
75) Ishikawa G. Study of Sweetness Levels of NC-00723 in Carbonated Soft Drink. (1997)

Study number (NP96-008). Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, U.S.A.

76) Ziegler J. Study of Sweetness Levels of NC-00723 in Pasteurized Lemon Tea. (1997)
Study number (NP96-022). Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, U.S.A.

77) Ziegler J. Study of Sweetness Levels of NC-00723 in Powdered Soft Drink Mix. (1997)
Study number (NP96-005). Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, U.S.A.

78) Ziegler J. Study of Sweetness Levels of NC-00723 in Yellow Cake. (1998) Study number
(NP97-031). Unpublished report from The NutraSweet Kelco Company, Mt. Prospect, IL,

-3] -

96




U.S.A.

79) Ziegler J. Study of Sweetness Levels of NC-00723 in Chewing Gum. (1998) Study
number (NP97-011). Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, U.S.A.

80) Ziegler J. Study of Sweetness Levels of NC-00723 in Strawberry Yogurt. (1998) Study
number (NP97-035). Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, U.S.A. ;

81) Ziegler J. Study of Sweetness Levels of NC-00723 in Tabletop Sweetener. (1998) Study
number (NP96-011). Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, US.A.

82) Ziegler J. Study of Sweetness of NC-00723 in Tabletop Sweetener in Coffee. (1997)
Study number (NP97-022). Unpublished report from The NutraSweet Kelco Company, Mt.
Prospect, IL, U.S.A.

83) Strong S. The stability of NC-00723 through thermal processing. (1997) Study number
(NP 96-014). Unpublished report from The NutraSweet Kelco Company, Mt. Prospect, IL,
U.S.A.

84) Gerlat P. 26-week stability and functionality study of NC-00723 in carbonated soft
drinks. (1998) Study number (NP97-004). Unpublished report from The NutraSweet
Kelco Company, Mt. Prospect, IL, U.S.A.

85) Gerlat P. 26-week stability and functionality study of NC-00723 in hot packed lemon
tea. (1998) Study number (NP97-005). Unpublished report from The NutraSweet Kelco
Company, Mt. Prospect, IL, U.S.A .

86) Gerlat P. 6-week stability and functionality study of NC-00723 in strawberry yogurt.
(1998) Study number (NP97-032). Unpublished report from The NutraSweet Kelco
Company, Mt. Prospect, IL, U.S.A.

87) Ponakala S. 26-week stability and functionality study of NC-00723 in chewing gum.
(1998) Study number (NP97-016). Unpublished report from The NutraSweet Kelco
Company, Mt. Prospect, IL, U.S.A.

88) Roefer W. Chemical stability of NC-00723 in chewing gum — 52 week final report
-.(2003) Study number (NP00-002). Unpublished report from Great Lakes Chemical
Corporation Albany Molecular Research Inc., Mt. Prospect, IL, U.S.A.

89) Pornakala S. Five-day stability and functionality study of NC-00723 in yellow cake.
(1998) Study number (NP97-033). Unpublished reporf from The NutraSweet Kelco
Company , Mt. Prospect, IL, U.S.A.

90) Ponakala S. 52-week stability and functionality study of NC-00723 in powdered soft
drink mixes. (1998) Study number (NP96-006). Unpublished report from The
NutraSweet Kelco Company, Mt. Prospect, IL, U.S.A.

91) Ponakala S. Stability and functionality study of NC-00723 in sweetened tabletop

-32-

97



powder 156-week final report. (2000) Study number (NP96-009). Unpublished report
from The NutraSweet Keico Company, Mt. Prospect, IL, U.S.A.

92) MABFEF. XKBEARF. Hix@—. B XKETAF. BBREZ. £F
#B8. KRR, EBWR=. FH 14 FEI—7y bRy bAKICED 8
BEHRHOENENRE BFBRERLEESE FIEBRR-FHRE —BRHER3S
(2002) 62.

93) Hinson AL, Nicol WM. Monitoring sweetener consumption in Great Britain. Food
Additives and Contaminants. (1992) 9: 669-681.

94) MRCA Information Services. Frequency distributions of the 14-day average daily intake
of aspartame. (1993)

95) dLNIRBB. BHEEth. KHHA. E—. BRPE. KNBE. Jz-Ly
PURE @727 S5S=VMEN—HEED) AREHOHETIZOVT &
FpBEFELRHTE (1995) 99: 1535-1539.

X AFHMEEI(ZF S Unpublished report & 1E. REREHZELVS,

-33-

98



FAT = LR UBSE(LEHORSMRBRER

e

o

®rE
ik

it
/B

HRME

5 &2

(NOAEL)

3wk

X

13 BRI 538k

A

W 20 T

FAT—n

0. 100, 1,000, 4,000, 8,000
(mg/ke (KE/H)

4,000 mg/kg RE/ B LA
EOREHCHEE
&EIFH, 8,000 mg/kg
KE/BREHTFE
B,

{1,003 mg/kg FE/H)

26

R

13 BRIREER 5
KU 4 BEEEAER

1REE

HERES 200125 [IT

AT

0. 100, 300, 1,000, 3,000
(mg/kg XE/R)

1,000 mg/kg 45/ A%
S 88, 3,000 mgkg
FE/BREEIZB
TALP k57,

(293 mg/kg {KE/ )

27

7

RE OB gr B

13 BREVRAR S
kU4 BREEEZSR

1REH

HERER-dor 6 T

AT — 2

0, 60, 200, 600,
2,000/1,200
(mg/kg AE/RB)

200, 600 mg/kg fAE/
AREHEOH R
2,000/1,200 mg/kg {& &
/BRERET ALP L
5. 2,000/1,200 mg/kg
hE/BRERT
RBC. Hb. Het D&
T
(59.7 mg/kg (KB/H)

28

in utero 5%
/52 BRREERE
KU 4 BHEEE e

in  utero/

B

B MR 25 T
F, A 20 [T

XAT—n

0. 10, 30, 100. 300, 1,000
(mg/kg X8/H)

gL,
(1,006 mg/kg EE/B
B

29

52 BiREER S
RO 4 BREHEFAER

711

RS- 4 or 6 PT

XETF—2

0. 20. 60, 200. 800
(mg/kg KB/ R)

800 mgkg FE/R&
58 TALP 8,
(197 mg/kg &&E/R)

30

i

EHARE)

HEHER- 28 IT

I TF—2I

0, 100. 300, 1,000
(mg/kg K5/ H)

ﬂﬁ% (Fo\ Fl) :
1,000 mg/kg X5/ A%
FETEREDEROK
T ZEATHARIC R
HbHhtk,

8% (F\. F) :

F, D 300 mgkg K&/
BEREBEOHER W
1,000 mg/kg K&/ B
SBO£% 1 BOK
K&, NTF D 300
mg/kg AE/ALUED
BEERUF, D 1,000
mgkg FE/ AR5
DOE% 21 BOEGE
BEHLT,

(BB DO—RREHIC
LT 299 mg/kg KHE/
A, EMBRAERMIC
LT 96.5 mg/kg {XE/

=)

31

B R B KEIRT~F HAE T 14588, 1 ZOEIRT~F, BERLE T 10~11 S8R
Fy : B ; BEF~F, A T 15~16 381, 1 ; BEAL~F, B $ T 17~20 B

-34 .

99




Eat g ' By Shinik RBER
A L0 _?Kﬁ Sk e HEBRYR #s5 & (NOAEL) pras |
Fvhk BETAERRT B M2 2274 {0, 100, 300, 1,000 ‘EpEIRD LR 32
(mg/kg FE/H) 720,
(964 mg/kg 48/ B LA
‘ 1)
DHE  |[BEAMERR®  &SlEo [20~25 0T XAF—A |0, 50, 150, 500 REEEIIED BN 33
(61 {mg/kg 5E/H) 20,
§ S5 - HBERD
¥ 500 mgkg KB/ BB
f& EROK 1| BiETE
B/BRRET., 500
mgkg B/ BREE
CEEL 1 B, 2 2 4, |
(BB 150 mg/ke &
/A, JRIR 500 mgke
‘ 8/ B
<?UR 104 BRAESAHRIELE <8 AT —A [0, 50, 400, 2,000, 4,000 BEBEAERERRDONE| 34
5% MRS 140 1T (mg/kg KE/R) v,
BEa:
_ - . MR- 70 [T
Fyk in utero B& In  uterol|(Fo) RAT—A [0, 50, 500, 1,000 BEHRAAEIRHENR| 35
® /104 ERMESAMR]IRIE  |REERE: (mg/kg {KE/R) (A%
S ® BERE- 170 [T, ,
A RERE:
e HERER: 85 [T
)
SHHREE:
MR 147 T,
BEg:
MR- 73~75 L
ENEYD | RN FAZE SHFRBE: FAT—2 0,04 (g/T) BEMEISIROLN| 36
% Bt A S T Fehs oz,
# BERE:
HEREE- 10 /T
inviro  [HIRZHRERBER  [TA98 ., TA100. TAIS3S . [ RA5—A4 312~10,000 (ng/7L—N) [RatE 37
(+/—S9mix) TA1537, TA1538,
WP2uvrd
WEFRARERRR (LS178Y <R SBHEa [ RAT—A |100~1,000 (1 g/mL) BafE 38
bLd (+/—S9mix) ]
= RERRERB  |Fr =R ARGl A —5 [Somx BET TaTE 3
= (+/—S9mix) B (CHO) a3iRia 250~1,000 (& g/mL)
% S9mix FEFAET :
62.5~500( u g/mL)
invivo  |TURIMERAR MR O ML 100 | RAT A |500. 1,000, 2,000 Bt 40
{(mg/kg K2
Fvhk —MERRUYTE)  |BEE HERES: 200125 UT| %474 [0, 100, 300, 1,000, 3,000 [RERL, 27
PR R (mg/kg K8/ H)
= —MIERKRCYTE) |[BEE (MBS 4or6 T [RAT—A |0, 60, 200, 600,  Z-2A O 28
" PR R 2,000/1,200
E-3 . ) (mg/kg *&E/R)
- Fwb AR R REE MR 280 |RA7—.A (0, 100, 300, 1,000 BERL, 31
(BxEgE) (mg/kg FE/R)
Fouk PHEAPIER #n iR 5 I FAF 515,15 (ngkg f6E) B, 41
(FFEREFD)

2} ZEiRf 28 B~ 2SERM% 20 B
3) 43R 6~19 B 14 A

-35.

100




101

w0 i HER B e wRYR #s5E (NOAEL) Sk
HE A | BERR E-3 4 FATF—4 10, 20, 60, 200 (ng/mL) -2 3R 42
v MEHE
B ‘ NC-00751 (60, 200, 600 (ng/mL)
AX PRIk - BRI R R U+ 5| 6 [T XA T—25|5. 15 (mgkg (FE). Z- A0 43
Biae M
Sob ST = o ## 10 0T kAT —2 (5,15 (mg/ke *FE) [Z 23 44
(INBERFEERE)
Fvh PRSI BEE MBS 14T | RAT— |0, 50, 150, 500, 1,500, 50 ppm BSBEOHE| 45
5000, 15,000 (ppm) M<EREHTRTT
w5 —LEBALERCR
iF TAEIHEIMET,
fic3 5,000 ppm LA EDTBE
TR ZBITE
*RLTE,
B [Zvb HERSEERR  SRHIR O [MEHES 10T [NC-00764 [0, 0.6, 2.0, 6.0 e, 46
] (mg/kg KE)
# |Svb HERSEESER RO HHEE 10T NC-00777 |0. 0.6, 20, 6.0 27PN 47
5 (mg/kg {XE)
# |Zvh HEREHEAR AR 0 ML 10C  NC-00779 {0, 0.3, 1.0, 3.0 2EeL, 48
% (mg/kg KE)
B iFuh 4 BRI R E BfE  |[HEES1SIT  [NC- 00764, [NC-00764/NC-00777/NC-00779 | 828721, 49
% NC- 00777, |:0.2/0.2/0.1, 0.6/0.6/0.3,
5 NC- 00779, | 2.0/2.0/1.0. 6.0/6.0/3.0
ﬁ RE {mg/kg FB/H)
inviro  |fRIRZRAERFER  |TA98 . TA100 . TA102 . [NC-00751 |50~5,000 etk 50
(+/—59mix) TA1535, TA1537 (pg7t—h)
RIS TEAERFIR |AS52/XPRT i 625~5,000 (ug/mL) =3k 54
(+/—S9mix)
BRI RSER  |TA98 . TA100 . TA102 ., [NC- 00764 |50~5,000 Fatd 51
(+/~S9mix) TA1535, TA1537 (pg7v—N) ‘
W TFIRE BRER |AS52/XPRT #BiE 625~5,000 (2 g/mL) fatE 55
(+/—S9mix)
invivo  [TUR/IMZERRR #n HERER- 10 I 500, 1,000, 2,000 fatE 58
(mg/kg E)
B viro  |ERERERSER [TASTa . TA9S . TAIOD . INC-00777 |10~5000 (s g/7b—1) |&tE 52
= (+/—S9mix) TA102, TAIS35
= BMEFEARERHER |ASSUXPRT #ERE 100~390( z g/mL) et 56
:2 (+/— S9mix)
invivo | XIINERER &0 R 10 T 500, 1,000, 2,000 (mgrkg 1K) |R&iE 59
invimo  |ERFRERMIR  |TA97a . TA98 . TA100 . [NC-00777 |10~5,000(ng/"L—F) |t 53
(+/—S9mix) TA102, TA1535
BT RAERAR (ASSYXPRT #Bla 313~5,000 (xg/mL) et 57
(+/—S9mix) .
invivo | TURA/INZRER A (MR 10 T 500, 1,000, 2,000 (mg/ke I¥2) |RatE 60
K |@% ek A HEREHR #O  |&e64& FA7—210.1, 025, 0.5(mgkg KE) |[BE2L, 61
& |BF :
U [mEmA pEMESRR @0 (BxERA  |[Rt7—A[05 1SmeleBE/A)  [HEL, 23
K
-36 -




102

®E Bk HEBRER
Bt ER. pal /2t HRYR # 5 & (NOAEL) CEk

RERA (3EMRERER (o |75 R 05FAT—A 05 L5mghkg KE/E)  (REM2L, 62

mgkg KE/R

BEHBLE

244,

1.5 mg/kg kE/

A E#E 23

4 1
NIDDM |2 BRI=#i/nx4—|#&n #1714 FAF—5 105, 1.5(mgkeg KE/R) (B2l 63
a2 /S—3RBR '

-37-






