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PAT—LERMPELTEDD LIRS
BR@ETETECR I S ERER

1. [FLHIZ

FAT—ALE, SHEREHEREE LTHESh, BFEOEHRHEOT7RANILT—L4
EN-FLENELTELONDIOT, TOHKER. FRTIELOBHECESH
HICE > TRAEZH, BEED 7,000~13,000 £, FR/ILT—LDOH 30~60 ETH
3203, BEOLOICHRZZHIZBh TS EShTEY P99 £ BED
BEEETCRIIZANTSZVERSLALWESATWNS D,

FETHE., 2002 EITHHRERU 7 L—NR—E%AE LT—BREBRPHEAOFRN
HASNTLEY, 206 FE 6 ARE. F—RAFSYVTFRUZ21—D—5 2 FEHED
19 y EBTCHERANFT SN, SR EROE LEERICHEE RV 7 L—/R—1E50HE &
LTERSATWS,

2. BERE

S RATF—LOFNMIEERZIZIONT, BEENLELEFEHEIZIETEHD
HEhfzl ebh b, BEFEBENETFORMEMBTIICHEY. BE §é£$
ZIEDIE, BRRERELICH L. A T—AICRIERBRERET@EIIKES
N2 DTHS (EHK17E1 31 B, BHREELES),

3. AN EOHE
HHREEUEFEEE LTHERASh I ARFAT—LALICDONT., FHEERURSEES
BHLEET, SR E LTHEELES ET2EDTH S,

4. AF
B MR AT—L
¥ 4 : Neotame
{24 : N-[N-(3,3-dimethylbutyl)-L-a-aspartyl]-L-phenylalanine 1-methyl ester
BEN -

COCH

AL \»km

‘ftf_}éit . C20H30N205
SFE : 378.46



CAS &S : 165450-17-9

MRS . BE~RBAROHBERT, [ZBWMEIA L., BULVEERAHY, 7ILa—ILFE
[ZIFBE T T <L KIZPOFBITFIZ LY. 0.5%KBERILT[EYE (pH 5.8)
o

5. 2%
(1) AABE

OFERERT—4

F. R

(7) Sv boBiT3 YCBERTT—LERBRSHEB

M#SD Sy MorATF—LZEMC TEHLELO MCEBRAT—L¥) %
HERGHEHEOHRS (15mgkg AE (EA2) Xd 120 mgkg AE (SHE)) RV
FRIRARE (15mgke AE) L. IEFOBBSRERVREERZ/HLE. £
OFER., MIFREET. BIRARSE T 0.1 B, #OBRS T 0.25~0.75 BH
[CRAELGY, BREMEDRRE (Cmax) BRU AUCy . BESIZEFEEFR/EGLT
ML, MATA—FHEITHOAS MBI Y REIMEEFTR L, XELEE. £O
5 (SR8 ITEVWTERES®R 025 BRICEROZ v MIBWTRERRZD
M LEIBE MBE AL, #0 (BARE) RUHRKRARSTERLE S
B ote, £, F4 T —LIIFIZSHF LM NC-00751% (JRIETHED 80~90%)
[CE#Ih., FBIRATESTEO.1 B, 8OKSE T 0.5~0.75 BFiEICmEGR
EARKE L 2Tz, NC-00751 ORMT EOFEFHIE, BIRAKRETIE 0.3~06
B, 8O0B5TIE08~13 B TH o=, NC-00751 @ Cmax BT AUCy I,
BERICESFHBLTENL, A/ASA—S2HIZHOALIELY KENMEEZTRL
f=. BOREZRORINESE “C ZBEORPESEEREOLMRBEL S L.
24~30%TH o7, EYFHFAEL., BORXSRITNEDICKELEDE LA
EROHENATWENWS ENBBHTEL., ChEF Y MERIZBVWTHRIATIL
EEBHTEHOTVRHEEZ OIS PO,

1) 4 RIZHT 3 UCEBER A T— LEEIRS HE
Mg E— S IWRIZ CEBEAA T—LAZEERFAEARS (15 mgke FE (B
BE) I 120mgkeg AF (5HB)) RUFEIRAKRES (15mgke AF) L, m#E

1

Me Bl A T— LIBT3 “coEsuE
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HOBKESTERVEEEBERN L, TORKE. NEPRED. #RNEST
(Z 0.03 B§fEl, EOT/ETIL 025~0.5 BRMICTRRELY .. Cmax BT AUCHIE,
BREEDEMELZDLOER>TENLz, BOREH., A T—LEEFEH 02
~03 B (EAS8) XIZ045M (SR8 THEL L, 24 T—4F, 5
HAOMITNC-00751 ITE#ESH, BIRARE T 025 . BOBSETIE0.75
~1 Bz miEEEMNERE L o=, NC-00751 DR EOFFEE. FFRA
FETIE 235/, BOKRETIE34EE (§AE) TH o7z, NC-00751 O Cmax
RUAUCKZ B E5EB0EMEEL LR ->THENY 2ERIZH > = BIRNIZTSHE.
2 TF—LOLEES ) TS5 AL 26~32 mL/minkg, FFHERIFH 1 Lk TH-
feo 2B VTS UANFMEFRE (18 mL/minkg) . LEME2 2 &hSFFRLIS
TOREHRERIh, FLEoHERBOENSHBA~NE—BOHT 52 EHRE
Shiz, BOBRSHORINESE “C ZHAORFBSEEEROENMSREL D
&L EEET2~34%. BRETH 7% TH 1=, EHFEMFIAEL., BFET
#8%, BRETI9~N%EEEILET,

1. 5

(7) BEARTHENRE

HFEOHS v Mz "CEBAFT—A (15 mykg AF) ZHEMRFBORS L.
BE BEREBREFTOEBHIEEZATE Lz, TOHER. v FOHEIEE. )N
8. AZREVEIBE#B <SSR ERER. BOKRE 1 BERICRXRET
Y. Fig. SREAVERTE., MEPORNEEELIVIBRETH 1z, TO
oM TE, BEEREIMEPOREFARE L TE . HILEEZKRLTHE
BADOBMEEEREIL, TOBEOMTHDILE,

(1) RBEEUVBRRER~AOFETH

BEYE 15 HOMS v Mo "CE# R A T—4L4 (15 mghke AE) #EERHFROR
EL. BRBOTELBA—FFSTCATST4—I2LYRBRH L, FOHER. &5
# 05 RU 2 AT, BRICEVDTHOREERCLERNIZE TSRELRE
EQBREOBRSEENRE Shiz A REANOREEROBITIED ohiih o1,
BE5% 24 BETHBRE BBREVCFOMOERICS LT HRTRIIRE ST,
HENICERLE-ABZZO oo,

(r7) MEERDE \T L DEEE

4 XRROE bIEHICETE2 0 08EEEE C BERFTTF—L (X 1~
100 pg/mL., b k 10~1,000 ng/mL) Z#RWT invitro BB ABRICE YREL
foo TORE. 3FT—LDR I AQEBITELS . 10 DLIRICFEEREEIZE
Lfze 41 XOMBRITHFTEIEoNIHEEEFE. ZRFT—LRE 1~10 pg/mL T
84~92%. 100 pg/mL T 68~75%T&H o=, & FOMIFERTIX, 2\ ViEEE

-4-



(£ 94~98%THUY . tb?hj“DtO#Aﬁﬂ%~&%cmﬁﬁﬁ?znbﬁ
EDEGEIL§~14%THH1= 1Y,

(L) mER~OHE

e BEAA T —LZEAL. Sy FRUFE—FLRIZE T S MBRD RS EERE
ZRAEL. TOHR. 41 X T, FBIRWNEE (15 mgkg AE) % TEHm#HTEhk
STRED 50%58. fROH/E (15, 120 mgkg KE) % TIRMERRE DL 27%.
$40%THo=. v MTIE, FRMBRPBEE, 2BRMAICEI LD,

7. e

FHEORBEERE., FELTHIRTFIEIZLKY, xé/—»aNcm%uh
KJ I, F=NC-00751 &, FO—EFHRRTF FRIETT I FIEEDOMKSEEIC
KU NC-00754 ~ERBlEh B LIz, —HIBEIh-E. T OB
AWN_FUIckDBEERTIIEHEEESND, (H1B8E)

(7) Sy hzBT2R8 MCEBRAT—LEE)

m#FEFRTIE, FERBHYIE NC-00751 THY ., BOBRERTERELERZIZFE
AMEBDLhEMo ) RPTE, RECKRKFEAERBEI T, TERMB
ML NC-00751 THY . BOBREICBEVWTERSED 5.0~7.0%. FIRNZES TIERH
THREED 31.1%. T 264%TH-T-, TOM. G2 (FILUOUERRER).
NC-00754 # B 4 U LORBYWHARPICEEHIA LN . WVTHREREED 1.6%
BTFTho='% Fh. 15mpke FEZ SHEABRBT2ARORELEZSY LD
DR 5. NC-00784 (WL =Fi88HK) Mt hi P, E#hTEk, RE
{tFiEBE a2 hd. TERBYIE NC-00751 THY ., BOREIZELWTREED
# 70~78%. HIRAZRESTIIIREEDH 51~52%THof=. ZTDith, NC-00754
& Component 4 HNRH S FRFIEBEED 0.8~2.5%.07~12%TH o7 '%,
BT, TERBYIE NC-00751 THY . BiTHEREHEED 922.9% BR5E0
4.7%) #HHE=19,

(1) 4B H8H MCcEBErAT—LERS)

 MESR TR, BOREE, REEERY NC-00751 BEBH SNz, RPTiE.
RELCFEILTHIATHY ., TERHWIE NC-00751 T, BOZRSICEWNWTEERE
D5 6~9%, FIRNIRG TEESEDH 19~20%TH-T=. TOH, G2 FREE
D 5%) . NC-00754 (HREED 0.4~2%) FHhH STz, EhTIE, RELE
[FREESIT. TERBYTHSD NC-00751 [EROBEICENTEE=ZDH 62~
74%., BRABETEIREEOH 2~43%THo1=1,

(7) v FRICB T 2EHEMRBERTENSE
HES v M=k AT—L40 (0, 100, 300, 1,000 mg/kg FE/H) % 14 AREs&H

-5.



BOBS L. BERELE LTI/ NILEZ—IL (75 me/ke KE/R) A=,
ZOHER. 1,000 mgkeg AE/AREHDEIZEWNT, p-=bATz/—/L UDP-F
nLoa/s v brSYARA75—8 (p-= A7/ =)L UDP-GT) EHEMNETL
=h%, BEONBEICETIBERT—IOHEERNTH -, TOM, 2/O0Y—
LAUNIEEE, FhoO—L4 P450 EE. BRRGEFEFI O N\IEFF—ILEE
RUSEEBRIESIIOVTL, BECEIDIZEIRDOAEM 2L,

PENMG., APETEFENAHBRERIISEREELGEELZRIFITLOTIESG
WeEZT LN,

(L) AIBRREUVAIBR-BITZ2REY

FAT—L (50 pg/ml) FATLER (H/—RFV) RUAIEBE (+/—1
DG LFFo) ISHEML, 37C. 120 DA ¥ a"—2 30 LEHOTERS
AR TORER. RAT—LERTOUVOFEIIHDDODLTRETH =M.
NP LT7F o280 NIRRT 15 9 RIZERICNC-00751 [SHKAHF S
Nz RV LT FUEEELGOALIRBRD TIEEEBMEE T, NC-00751 120K
SEREINEBIEEHLTS (120 DRIZE T HBMEEED 1~2%) THo1= 'Y,

T. et
(7) Sy kB 58

S v M UCEBR AT —LZEDRS (15, 120 mg/ke KE) %, £t
BIRAEES (15mgkg FAE) BORFRUEDHMEEZICOVWTHEAR, TOK
K. B5% 72 BRFETORPHERET, #OKRET 8.5~10.8%. #HIKAKRST
34.6 U 35.9%THY . EhEEttEE, #OKE5T 84.5~87.2%., kARG T
581 RU 592% TH 2T BEED 90%LL LA R E1£ 48 BRI LIAIZESH THER
Sh. 2RGSO BEH=aL—avERLEES v M2 e
EE AT T—L (15 mgkeg RE) 2ROBS LT3, 5% 48 BMETIC
BEEDOH 6%AIRTRIZ, 5~9%MRHBIZ, 82~87%hEhiTHit S h iz 19,

() 4 XIzBIT5HEE

MR RIC UCEBHBARA T —LZEDRE (15, 120 mgkg KE) %, F-(3§
BRAEE (15 mghkg BE) BORFRUVESFHMBEZ(TOWTIARN . TOHER.
BE5% 2 ERETORDEGMEL., BOKRE T 13~20%., BIRAIRS T 40~43%
THY., ERFEMREG, EOBET 72~83%., SHIRARS T 53~54%TH 271,
BREED 80%LL LA RS H 48 BERILIRICRh R UEhicEi s h i Y,

F. £0fh
PAT—LOEERBPTH S NC-00751 DEABFBIEIUTOEEY, (B135
=)



(7) 5w hIzH 2 "C 128 NC-00751 BEEOHSHER

HHES Y FRUVBEA=aL—2avERLIZ#ES v M NC00751 # “C ©
EB#EL-H0 (MCHEH NC-00751%) (15 mgke AAE) #EOEBHRHZEOERS L.
Sy MBI+ 3 “C BEEZRAL RN - 9% - €3 - #BEBARE I,
MIBPOBRFHEREITIEL . RETH 0.1 ug Y& (NC-00751) /mL THY. 4~8
BElIc, BRHER (89003 pg Y8/mL) UTFICETLE, 5B 0SEU 2K
R 1T S MmEh O EMEHER S E. NC-00751 ThY. BIERSHED 59~78%%
G, BB, REVERICEVTHERSMESE NC-00751 THY. ThE
hEEED 1~2%., 0.8~09%K U 75~2%IZHHU L -, BER R EEFETOR
BUEP~AOHMIE, BHESY MIBWT, FRFREBEED 1~2%KE T 99~
101%TH >z, HE5HR 48 KFHLAICEREEDIXELE (100~103%) BRRY
BICHHIN BT —aL—2avERLE#S Y MZHEWLTREEDRA.
REVEDADEREL, FAEFI, $2%, H2%ETH 2% THo1 1,

() MIFHRDE 2130 EOES

4 XRVE FOERIZE T2 oo #EEEE UCEHNC-00751 (5w b 100
~10,000 ng/mL. 4 X 1~100 pg/mL B E b 50~5,000 ng/mL) ZRALNT in vitro
EORADEEICEYRET LIz, TOER, mRPE oNIHEEEE, SV T
(& 72~76%. 4 X TIL 46~54%TH21zo £, £ FOMRTIE, 2 /10 #
BRI 85~91%THY. £ FFILTI L EDESEL 29~37%. o-EtEsES o
HEEDREEEIX02~9%TH-1= 9,

(9) AIBERUAIBRICBTA2TEE

.NC-00751 (25 pg/mL) ZALBHE (+/—RTFL V) BRUAIBR (+/—s~8>
PLTFF) ITHEML, 37°C, 120 A vFar— a3y LEBOREMEEHE
Rtz TOHER, NC-00751 (FBFEOFEIZTHIDOLT . ATBEREUVATER
P CRETH-= Y,

QERRT—%
7. MmEPRE
(7) BEE#EOEKS
BRERABEC CEBRLT T—L (1025 mgkg AE) HEEROHKEHE,

%

MO £ NC-00751 128143 M iEgaE

COOH

-0

* . Mo EREE



MmEEhDO#LRETEE. RELAERY NC00751 OEEHRBEZERE LR, FOBE,
RFAT—LIEERPMIRR S, B5EL 0.4 Bl T Cmax 95.7 ng/mL ITE L,
AR 0.6 BERITHEEL LT, NC-00751 Om#EhEETIRS#% 1 BT Cmax 236
ng/mL (TEL., FEHIX 1.5 BRTH -, MFHBIFTEO RIS NC-00751
BURAT—LTED. BHEEED AUCEDFhEFNH 80%R UK 8%IEL
f=o SMFOBKSRERE. MBPORBSHEEELIYELS., ChoDBEEL
AT R Uy b&Y, MEPRESEEOXRSES SRS LY. & LANEDICHE
T B EMNBELMTLE S22,

T, BERABHICEEHE R T—L (0.1, 025, 0.50 mgkg FAE) ZHE
BO/ES L., REEERU NC-00751 OBRE#BEFBRFAL-ECA, RFT—4A
B UNC-00751 @ Cmax B AUC (&, B LE-RESHEATREECH LIZER
EHEERLED,

(1) sERELORE

BERABHEIZRAT—L4 (025 mghke AE) # 1 BESEICSRREZOR
EL. REEEERV NC-00751 OREHBZRII L. BREER, 24+ T—L4
DM iEhEEE 0.35 BT Cmax 67.36 ng/mL |23 L 1=, FEiH 0.88 B TIE
T L7z, NC-00751 [ZDULVTIE, 0.69 B T Cmax 875.94 ng/mL (TE L fz1%., =48
HTETL. HREERBT 288 BETH =2,

() 14 BEREEORS

BERABRICHRAT—L4A (05, 1.5 mghkg FE/B) 2Hh 7w ELT1H3
Bl 14 HREIREEO®RS Lz, TOHER. b3S 7BOMEF T, R4 T—LIKE
HTEAD 0T, —FA.NC-00751 OmMIEREETRERRETHY . HEEITHT
AEBRENBH NP,

1. K8

EMIBITIRFT—LORBIE, BIXATILESTER TRREY & FHED
KEphELonf: (B 138, BERABHICRA T—LEROBRE LD
mEgEdzix, TERBEPE LT NC-00751 BEH Sh=1FH. XELEI BB S
Nt 200w A BT UCEBR T T— 4 (89025 mg/kg AE) £HEE
A%kEL-&ZE, ROOETERBYIZINC-00751 THY . HEER 2 ERIZESNT
BEED 2381%ITE Lz, REKIE, BE5ED 3.32%0 8 Sht-, Z0ih,
NC-00754, NC-00784 1 ERHEENhT-, EF T, RELEAKZEEEILT.
FERBDIE NC-00751 THY. FE5H 96 BRI TIREED 525%F HH TV,
Flo. NC-00754 1F 4.9%TH o1, 4. PEOXRFEORBYHAMEE, RE

vEdizRE s =M, FRdEIc NC-00784 NEET A EAERIhTL
%) 20),24)o



7. HE
(7) HEEOES

BERABMEIC "CEBHSAFTT—L (#9025 mgkg BE) 2EORSHE. 168
B & TSR IRETRED 34 3% RABIC, 63.7%HEPizH# S hiz 20,

£z, FEEHERFT—L4A (0.1, 025, 0.50 mgkg hE) ZEHEFOKREL-&

- EFLRPICEK, HERUEMTITICEEEOHN 1% RERKELE LT, #20%MH

NC-00751 & L TRAzH#M T h iz RAERERUE I UTFT S5 o RTHBREEITH
MhoTF—ETCHo,

(1) sEREZEOAERES

BEMRABHICRAT—L4 (025 mgkg AE) # 1 BRESZZSEREROER
ELf-EE, YEHERSE 168 HEIFETICRESEDH 3%AREREELT, B
23%H NC-00751 & L THRHIzHE R Shi- 22,

() BH OEYMFERHRSEMY

EFZRFT—LZE 10 mgx2 A TEILIFREE 20 mpg BiERS LI-&E0MmiE
MBREDEMEE/INT A —REZFRIE 2D TEILEBESLEEEORTT—A4A
EUNC-00751 DEYMZHFIRARL, BRESELEASEMENUETHP,

(2) 8%
OREFESSHEHR
7. TR 13 EMEHESHEER
ICR ¥R (HFMEESE 20 IC) (254 F—4 (0. 100, 1,000, 4,000, 8,000 mg/kg
KE/H) % 13 ARMEHKRSE L=, 4,000 mgke HE/BLL LD SHOM TS
MERERE MCV) OFELRETHIAES Sz, FHOEEI/NE ., thOoFmek <
SA—RIEENAONEN I EME, BEIZEDHIFETCEEWNEZZ LN,
4,000 mg/kg AEH/BLl L OB SFE THILES DM, 8,000 mg/kg AE/B RS H TH
EEDHEMAED bhi- 9,
LLED B 4,000 mg/kg FRE/BLL EOBSHICE THFLEESOEMICEIE, K
HEICH T HESRME (NOAEL) 1,003 mgkg AE/A™ &EZ SN D,

4. v 13 AMEERER U 4 BEEE MR

SD 5w b (HEMES 20 Xi&25 M) I2RAF—L4 (0. 100, 300, 1,000, 3,000
mgkeg 4AE/H) % 13 BRMESEERSL. 0%, 0. 1,000 2T 3,000 mgkg KAE/H
BEH (REHES SK) [TOWTIE 4 BAMEESEREET oz 3,000 mgkg &

*ESEA DI LERBORA T LERE

-9.



E/HBREROETREREAE. AEENERVEEEDEILIARH bz, RIEAEE
BUGEHEMEOBL FEEEOFRLITES DOTHY . TALREYNEOSRE
BINZ&EDTy FOBFEOETICLDBDEEZ NS, 1,000 mgkg FE/BHIZ
EBOERY 3,000 mgke FE/BRERTTFILHAIVRRAT7 48— (ALP) OLR
RO LTz, 3,000 mgke FE/AESHEOETRHEBER (IF. B. BT, 0. .
R UEIZR) O, BREEOH L. BRUBELEEOHEMARD Sz
K. TN OEHIHEEMMFNAET 5250 LEZ 505, 1,000, 3,000 mgke
HRE/HRSHEOH CEORBEERSRRIEMNROoNA, ChITHERREBEEL
THES v FTHERICEBILZFETHY . 4 AFEEHBRTHICEZED o hA
Motz

LLEMS 1,000 mghkg AE/BLLOHRESERCHE TS ALP OLRICEDE KHE
[2& 1+ 5 NOAEL (% 293 mg/kg hE/H™ £ EZ BN B,

7. 4 X 13 EARREERERU 4 BREEEFER

E—J LK (REMBES 4 XIL 6 ) 124 FT—4 (0, 60, 200, 600, 2,000/1,200
meg/kg (AE/A (2,000/1,200 mg/kg AE/ARE58 : 14 HE T 2,000 mgkg KE/H) )
7 BEMEHEREL. TO% 4 BEEEERABRZ T o7, 2,000/1,200 mg/kg KE/
B SR CTHAEEMDH R VEEEOETARO b, FEMNNFIEESEED
BLICHESEOTHY ., BHEEOETIEREDOR A T—LAESUHEISE L
EICEELTNSEEZ BND, 2,000/1,200 mghkg KE/HES#H T RBC, NES
RDEVIRE (IIb) RUAT R Yy HME (Het) OETHBROH =, Fi=. 200
B U 600 mg/kg (A E/B RS HOM R U 2,000/1,200 mg/kg AE/BHRESHTALP DL
FRBHONT=, TH. /X 2 BFMEHERERUV 4 BEEEEHRE (Bd F0EH
L) M 200 mg/kg AE/BIREHTIE. ALP LREDEBEI/NEM o7, 600 mgkg
FE/BREHOME U 2,0001,200 mgke AE/BRSBETHLEESOHE M,
2,000/1,200 mg/kg AE/ARSHOFECRITHLEEOEN. HAUBRLAEEDOR
PHZEHLENA, ChODOELIZEHEOEBETICHESKEOELIZLKDZEDES
ZbNhd, £, 600 BT 2,000/1,200 mgrkg A E/BIREEHCHERS Y a—45 18
MAZEH =M, ERFHERICZTLNNEEZLND Y,

BLEM S 200 me/kg RE/ALIEOBRERIZEITS ALP OLFICETE . FHB
[Z#H 1+ 3 NOAEL £ 59.7 mg/kg AE/B™ &£ Z bh D,

I. REMSY CORERAV: S2EAMEESESEU 4 A EEESER

SD T v b (REHBEHEE 25 ) [TxRFT—4 (0. 10, 30, 100, 300, 1,000 mg/kg
RE/B) #3XEA 4 B & REEP. & ocICEEREME. BAARRUTS
%21 8 (B3LE) FTREEARESLE, =120, 1,000 mghkg A E/BRSROFEY
[ZxF 9 5 iRE 14~21 HOBZREEL, 300mgkgAE/HEL, R (F) IZHEEBEE
D3FT—LIb (300 mgkg AE/B) #HIREH, S 26~28 B (52 BREMHEREMG
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