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1. FLHIC

T T—LE, SHEEHEM S L THESA, BFOHERHMOTA/LTF—LA
EN-FLENLELTHELSNZLOT, TOHKER., FAT EROEHOESHE
BIZ&k > TERLEDHH, BED 7,000~13,000 5, 7R/NIILTF—LD#H30~60ETH
500 BEOLOIZHEAREEIZBh TS EShTEY D999 - FEO
BEEGTTEIIZATS=UEHRELEVEShTING Y,

FE T, 2002 FE(THBERERU 7 L—\—183%% & LT—RBRBESSB~OERMN
HRAIEShTLAEY, 2004 6 ARE. A—X FSYTFRU=2—S—5 2 FE1AD
19 »yETHERNFASA, SREEDLE LEBRICHEERU 7 L—/—183%57H &
LTEASh TS,

2. BRS

SR, RAT—LORMPIEESZICOLT, EEENLEEHBEICIEEEFN
BEhfzl o, BEEFBENEEFORMEZHBTIICHLY., BRREER
ERICEDTE, BRREFERICHL., 2T TF—ALICRIBRBEZEMMIKE S
n-t0THD (ER17F1 831 B, BESHEELESD),

3. FENPEEOHBE :
HEHEUBHE LTEBINARATF—AICDONT, BRAEERUVHESERE
BRELELT, HioEmmge LTHEELES ETR35DTH D, |

4. BFRE
% AT A
T 4 : Neotame
{E&4 : N-[N-(3,3-dimethylbutyl)-L-c-aspartyl}-L-phenylalanine 1-methyl ester

HE=X
COOH

‘ O
H
>k/\ N\)ko
N i CH3
: H E
0

<

‘”:ﬁéit . C20H30N205
oF= : 378.46



5

CAS &S : 165450-17-9

BHRE  AE~TABRDOMET. [TEWEHE . BUOVEESAHY ., ZI.a—ILEE
[ZIEBIFOF <L KIZOOBIFIZ LY, 0.5%KBRILIFEEE (pH 5.8)
%Y, -

. Ret

(1) AP

DGR T—4
7. RIR | o
(7) Sv MIHIT2 “CEBHERA T —LEARSHER

B SD Sy MRk T—LECTEERELELD MCEErAT—LF) %
HOmFEO%E (15 mgke AE (EAR) X 120mgke AE (BHE)) RU
BRATE (15mgke FE) L. IEDOBRBAERVEERBERI L,
DFER. MBHBREL, FRAKRSETIE0.1 BB, £O%E5TIX 0.25~0.75 B
ICERXELGY, REOHEPRE (Cmax) BU AUCy L. BREEICIFEMNELT
ML, @S5 A—2HICHOAHFEE YREVEERLE, RERKZ, £0
£E5 (BRE) ITBWTEES®R 025 BEZICEHOS v MIBWTRHEEBER:2H
FMCLEZEEABE SA-A, £0 (EFE) RUBIKABRSTREHESA
BN 0Tz, Efz. RF T—AIKRSHEFEOHNIT NC-00751% (BIREHRED 80~90%)
[CE#ESHh, BIRAKRE T 0.1 B, 8ORS5# TIX 05~0.75 BRI R
ERmAREL Tz, NC-00751 ORMNTEOEFEMIT, HIRARSE TIE 03~06
FFfEl. BOKRE TIX 0.8~1.3 BREITH 7=, NC-00751 O Cmax BT AUCy L.
BEBITIFEFRBLTHEML, AATA—FETHOBI ML Y KELVEERL
. BOBSHOBINEE “C ERAORPESERREOLNS BB E.
24~30%TH Tz, EYFHFIAER, BOBERICMEPISKRELENEZEAL
ERBOLONTNWGEWI ENSEHTEL. ShiZFy FMERICBWLWTHRIXTFIL
LEBOTZFOT VN =HEEZLND DO,

(1) A XIZH1T3 “CEBHEAA T—LEEESHER
MH#EE— LRI CEBFHEFA T—ALAZHERHEORS (15 mgke AE (B
A& Xt 120 mgkg HE (SAR)) RUBHIRAES (15 mg/kg K E) L. iik::=3

1

BB T—LIcBIT3 YcOERNE

COCH

g

* . Ve ERE

A T—LBEEAMOLEE (—RE) RUBERICOVTE. p2 ORSHE,
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POBBBERVREHRBZRFLE, TOER. DEHREX. BIRNESET
(£ 0.03 B, #OHRE5TIE 0.25~0.5 BRIZRAL A Y. Cmax BT AUC, 1.
BREEOEMELXOPLLER>TEMNL, #OKRS5E. *FT—LIEEEH 02
~03 Bfdl ER2) XL 04 8H (BRAE) TR LE, 1’474, E5#
EAPHMINC-00751 ISFE#Sh, BIRNES G025 BE. BOREHTIE0.75
~1 BRICLRPRENRAEGE 5Tz, NC-00751 QRN T LOFFHIE. kA
BE5TI 23 FE. O8R5 TIE34 B8 (SA2) THofz. NC-00751 @ Cmax
BEUAUCHIZ S ENEMEL LE > THENT 2{ERIZH > - BIRARSE.
R2FF—LDLHT TR (E26~32 mL/minkg. SHEHEELH 1Lk THo
T=o 287 VTF7 S5 ANFmERE (18 mL/minkg) %.EE 5 &S FELS
TORBLSRR T, F-HHRBEOEN SHEBR~E 55T 52 LHURE
Shiz, BOBSHORINESE "Cc ZREORPESEFHEOISREL S
E. BHEET32~34%. ERETH 4% TH =, EP2HFAEL,. BEEET
#8%., BRART19~N% LTS D,

1. 9 -
(7) BEARUHEEARE

HEOHS v MMz “CEB# R A T— LA (15 myke hE) ZEERHBOREL.
BE SBEREECOESBDREFIE L. TOBE. Sy FOHEIEE. Ul
B, MIREUETER < SEGTRMEEER. fO%5 1 BERRICEREL
Y. . SRRUEBR T, mHEFORSEEELYLERETH . TO
OB T, BATREREINEPDEEERE FA -, HLEERLNTHE
BAOBETEEREL. ZO®HEONIFLLE D,

() BBRUKRER~OBITHE

SRR 15 BOMES v MM MCEBH# A T—L4 (15 meke HE) #HE®RFEOR
EL. BRBITAEBA I 0F T3 74 —IC& YR LE, TOHE. &5
%05 RU 2 BT, BBICSWTHOREABONENICES T EELRE
BEOEREORIFENRE SA N BREADBANEDBTIFED LG 5T,
#E% 24 BE TR BR BEBRUZTOMOAKICEOTERGEIBRHEILS.
BRENICEFLERASIZOL S a1 D,

() MBFOA R DS _

A XRUE FOFERIZHEITD2 RO BEEE C E R TF—L (11X 1~
100 pg/mL, & b 10~1,000 ng/mL) ZALVT invitro BRI ABEIC K UBRSHL
o TOFER, 2T T—LDE 7 ADESITHEL, 10 SURICEEHKEIZE
Ltz A ROMBARIZETLHZ oNIHBERR, 4 T—LEREE 1~10 pg/mL T

84~92%, 100 pg/mL T 68~75%TH 21, £ FDIMBERTIE. F oG E

-4-



[$94~98%THY . & FTILT I L OBERIL 80~81%. o BEHES >/ E
EDOREEL8~14%TH 1 'Y, ‘

() MER~DHE :

MC B A T—LERL. Sy FRUE—FILRITEIT MBS B
ZHE L. TOHER, 41 XTI, BIRARES (15 mgkg A E) HTIRMmMIERR
STEED 50%58. EO%’SE (15, 120 mgke KF) % TlXimighaisen iy 27%.
A% THo1z. Ty bTIE, RMBRDEREE, 2BMITEN = D12, |

. K#H

EMBEORBBEIE., TELTHRTIAFIIAEIZE Y, A%/ —JL & NC-00751 2
KB, FLNC00751 &, FO—HRRTF FRIET7 = FESOMKS IS
&Y NC-00754 ~EREEh b Lo, —HIIBbahi=%&, JILo0 BT
ANZFUICLDIEEERTEEEEShS, (H1SE)

(7) v MoBITHRE “CcEBERLFT-LEE)

mEFFclE, TERBWIE NC-00751 THY. BORERTIERELLEZFE
LETBDENEMST= D, RPTIL, *%‘ltﬁtilitﬁj&’ffﬁﬂj =T, EEBERH
MIENC-00751 THY ., BOBEITHBOTRERD 5.0~7.0%. BIRNZS5 ClhH
TEREED 31.1%. T 264%TH-T=. TOM, G2 (FLoOUEEaEE).
NC-00754 Z BV 4 B EDORBYHRFICHRE I A=A WFREREED 1.6%
UTFTHo1="0% Fh. 1Smyke FEZX HHBRTC2EEARSLES Y FO
HEDRBM S NC-00784 (HIL=F A&k SR Ehiz P, EhTlE. RE
EEIERHE ST, TERBWIE NC00751 THY. BOBSICENTERSED
1 70~78%. BARNBRETIIREBON 51~52%THoT=. DI, NC-00754
& Component 4 BEHE Sh. FhFhFEED 08~2.5%.0.7~12%TH-71 9,
BTk, EERXBWIE NC-00751 THY. BTHHREEED 92.9% (RE5ED
47%) £t 19, |

(€) ARIZBFHRE CERIAT—LIES)

- MEREPTE, BO/EER, REEEKRY NC-00751 BB Sht=. RPTIL,

FEAKTHOTNTHY ., TERBYIE NC-00751 T, BORSIZHELTHREE
DH) 6~9%. HIRABE TIERSRON 19~20%TH 1. ZOH. G2 (F5E
DI 5%) . NC-00754 (REED 04~2%) EMRHEEhtz, BTk, KELE
RS h T, TERBPYWTH S NC-00751 FROFSITEDTEREBOH 62~
74%. FIRMES TRIESEOH 2~8B3%THo1 ', |

(2) v FFICBTAEFEYMRABBE RTINS
ik v kISHRATF—L (0. 100, 300. 1,000 mgkg RE/H) % 14 AREHA

-5-



BOES L BEXBE LTI/ AILES—IL (75 mgke KE/B) F ALV,
TOFR. 1,000 mgkg AE/BEEHFOHIZH VT, p-= B 7/ —J)LUDP-¥
o/ ok x7x5—€ (p-= AT/ —)L UDP-GT) FEHEMETL
=, BEONEBRICETA2ERT —20HEBENTH =, TOM, SH/O0Y—
LANROEEE, FhoOo—L4 P450 52, REEL N IMFA—ILEE
RUSBEBEIMSICOVTE. BEICL2BEEBOLAEN 1217,

BlEhs, EMBEREREYASHBERIIFREECZE*RIEZTHDOTIEL
LWeEXONT,

() AIBHRUVUAIGRICBITSRES

A F—L (50 pgml) FALEE (H/—_TP2) RUAIBRE (+/—/3
YO LTFF2) ISEML, 37C, 120 2EA FaX—La  LEFORENEZE
PRy TOHRBR, A T—LERTLVOFEEITHIDLTRETH > 1=A5.
NP UL7PFUrEECAIBRD TR 15 SMRIZERITNC00751 2K SRS
Nl MU LT FUEFFEVALRRES TIELLBRKHRRE T, NC-00751 120K
DBEIREEBEELS N (120 SRICEBIT 2BKEEED 1~2%) THo~= 9,

T. HEiftt
{7) S MZHIT5HE

Sy MM MCEBE R T —LEROKRE (15. 120 mgkeg RE) #. 12
BIRANES (15mgke AE) BORDPRUVERHFHRIBZCOVNTHN, TOH
R. TE5%& 72 BEFECORSPEREL, BOBET 8.5~10.8%. SHRAKRES T
346 BU 359%ThHbY . BPHHEL, BOKRS T 84.5~872%. BIKNIZET
58.1 RU592% TH o= IHEED 90%LL AR5 48 BRI LI E A I HE#
Sh. HEFROohGEM > O BEH=aL—2 a3 EELEES Y M- YC
EBErtT—4 (15 mgke RE) 28OBELEETS, B5# 48 BRIETIC
BEE0OH %A BH I, 5S~9%MRAIZ, 82~87%HERIzH M Th i 19,

(€4) 4 RizBIT D

MRS R MC Bl A T—LEROKRE (15, 120 mgke thE) %, £1=135%
RS (15 m/kg R E) BORPEVEREREZICOVDTHRN -, TOBER.
BEE 2BEETCORPERE L #ORE5T 13~20%, BIRAES T 40~43%
ThY., EhEREE, #OKRST 72~83%. BIRNIZEST 53~54%THo7.
BRE5E20 80%L LA ER 48 BFREILIRICRP R U P (cH I h = 1Y,

4. Zhh
2T T—LDEERBMTH S NC-00751 OEABEFLUTOLEY, (R12
) '



(7) Tv MBS C 8% NC-00751 BEEN B SHER
Sy FRUBEHD=2L—2 a3 EELE#ES Y M2 NC-00751 2 YC T
BELE=d0 (MC B8 NC-00751%%) (15 mgkg FE) F#HERRHEOHFE5L,
Sy MBS CEREERNERIT - 57 - £8 - BEESRBRRAER S,
 MFROMSFEREEL . RETH 0.1 pg BE (NC-00751) /mL THY. 4~8
BrfiRIC, BRHEBAR (#0003 pg H2/ml) UTICETFLE, B5Z 0SSRV 2
Bz 2 MmEEROEREER S L. NC-00751 THY . BHEED 59~78%%
Gz, B, RECEFISEWNT I EMEERS 1 NC-00751 THY, ThF
NEBEERD 1~2%, 0.8~0.9%K UV 75~82%IZHE L1, B5% N ERETOR
BUED~OHME, HESY MZBWT, FhAFABREED 1~2%E U 99~
101%TH -1, 5% 48 HRELIRICESE0EELE (100~103%) BNREV
BicHtsh - BEIZaL—2avFBLERES v MOBLTREREDEH.
REUVER~OHEREL, ThEh. #2%. $12%RVH 2% TH-= 1,

() MBEDR 130 EDHES ,

A XRUE FEFRIZET S8 R0 8 EE C £E8 NC-00751 (S5v k 100
~10,000 ng/mL. 4 X 1~100 pg/mL R E k 50~5,000 ng/mL) BT in vitro
BB S EEICE YR L, TORR. MPHE LRI BEERL, Sy T
(& 72~76%. 4 X ClL 46~54%TH2lz, Ff-. £ FOMEBERTIE, 2/358
BEIL~N%THY. £ bFILTE L EDHESRIT 29~37%, a-BEHEFESR /N
HGEDHEBEIZ02~9%THo1= ¥, |

() AIBHERUVAILBRIZHITSRE.

NC-00751 (25 pg/ml) ZALEHE (+/—RTL2) RUATRE (+/—/5>
JLFPFL) ICHEML. 37°C, 120 A oFar—a v L-BOREEEHA
o T DR, NC00751 IBEROFRICHI-IDOLT. ATBRFEVAIEGE |
RCRETH-1= 2, :

QR T—%
7. mEERRE

(7) HELORS |
REMABEIC CEMAA T4 (025 mke KE) £EEROBSE.

3 MC B NC-00751 126145 “C OERMuE

COOH.

& S

* Ve M E



MmFEHOBBGEE. RELERY NC-00751 DEEEBERT LI, TOHE.
AT LILEPHCRIR S h, $H5H57 0.4 BRI T Cmax 95.7 ng/mL [TE L.
R 0.6 BERITH%& LT, NC-00751 D ISErRBEE IR 54 1 BRI C Cmax 236
ng/mL [TEL., FFMIE 1.5 BRATH o=, MIEHBSFEEDKRES X NC-00751
RUFATF—LTEHED, BEHEED AUC.EDZFhEhi 80% R U 8%IE L
2. EMhOBKRSEEREL, MFERORKRHERELYEL, ChoDREE
AT RO Yy &Y, MEPRAEDORBIIVMBERES LY. ©LAMmEFICHE
KT BHESHALM A1,

T, BERABMICESER A T—L (0.1, 025, 0.50 me/kg BE) FHE
BO®BS L. RELERY NC00751 ORE#HBERFLEZECA, *FT—4
&ummmﬂwcmmﬁummm:mﬂbtﬁﬁﬁ@mr&5ilﬂbﬁﬁﬁ
MtEERLE 2,

() s AREREOZS |
RERABEISTA T—L (025 mekg AE) % 1 KEKSFIC 3 AREREDE
5L, REEKRY NC-00751 OREEH#BEZRF L, REBRESH%, 24+ T7—4
D Mm#FERREIL 0.35 BT Cmax 67.36 ng/mL (T2 L=, T 0.88 BRI TIE
T L7zo NC-00751 {Z2ULVTHE., 0.69 B¥fH] € Cmax 875.94 ng/mL [TE L =%, —4
MTETL. HEXBEREME 1288 BEITH =2,

(v7) 14 BRREEO®RS
BEBRABKIZRAT—L4 (05. 1.5 meke hE/H) £HFENLELTI B3
E 14 BRERERORE L1z, ZOER, S5 7BOMmERTIE, 24 F—LAlk
HTEFEM -T2, —A, NC00751 OmIFREEILAETRTHY .. REEIZHT
ZHPAENED SN D,

1. K3

E RSB RFT—LORBIE, BEIRTIESEREE CTREREY & RO
KprZoohiz (1388, BERABEICART T—LEROKRSLEZED
mEgziE, FERBYE LT NC-00751 N@BHSITIFEL. REEESRE S
itz 00202 gy N EBHEIC UCEBERA T —A (3025 mgkg AE) £HEER
AlELEEE, RPOTERBEMIEINC-00751 THY ., 5% 2EBBIZE T
BEBO 2381%ITE L, REREL, BEED 332%0 B Sh-, FOith,
NC-00754. NC-00784 E¥ BRIz, EPFTIE. KELKIREEKT,
EERBYIEL NC-00751 THY, 5% 96 BEHTRERD 525%EEH T,
FEic. NC-00754 [F 49%THo1= 0, HH. PEORARORBIAME. RE

VEPITRE ShA, RPEEHPIZ NC-00784 BNEET L EAERShTL
2 ;0), 24)o '



7. it
(7) BEEOHkS

BERABEIZ “C EErFT— L4 (88 025 mg/kg {JSE) EFROKEE.
B 3 TSRS MRETEED 34.3% MR, 63.7%H i St 20,

Fio. EEHERAT— LA (0.1, 025, 0.50 mgkeg AE) #EEFRAOBSLEE
&, RAIZiFE, #E5& 4 FMETITREEOMN 1%RELREFEE LT, #20%H5
NC-00751 & LTRPICHE M SN - RPEEREBERUBFI Y TS RGBS EICH
ML F—ETH-R Y,

(«) SEREROBRS
RERABRCFAT—L (025 mghe BE) % | BESEIC s ARERORE

HLi-&E, OEEEHE 168 BRETICRBRSEOHN 3%SRELFELT. #

23%HYNC-00751 & L TRePICH# & h i 2, |

(v2) %ﬁlw&%%ﬁ’ﬂ%ﬁ

ErIRATF—LZE 10 mgx2 B FTELESE 20 mg :el&?ﬁ'—i— Liz& %@Eﬂ*ﬁ
FEREOENBE/RS A — 2 FAREE AN TEIBELESEDRE; F—L4
BRUNC-00751 DEMEMFRAEL. BERSLASHMEFNALUETH- =,

(2) &%
OREHR SR
7. TR 13 ARBHEEEHER .

ICR ¥ 7R (HEMEHES 20 L) (2274 T—4 (0. 100, 1,000, 4,000, 8,000 mg/kg
RE/B) % 13 BREBERS Ui, 4,000 mgke KRE/BLLEOBRSROM TTEXH
mMIREFE (MCV) OFELZETHRESH SN, TBOEEII/NE L., hoFKiinek/<
SA—RITEERA NG ST EMIS, BEICKBIEETIHREVWEEZI LN,
4,000 mg/kg RE/HULOBSH CHFLLESOEN, 8,000 mgks AE/BIRSHTH
ESOEMABH LN,

LLEM S 4,000 mgke BAE/BLLEDIRERICHITAHLEEEOBMICEDE, 2!:
REICHITSESMEE (NOAEL) IF 1,003 mgks BRE/B* LEZ N5,

4. v 13 EREBERS RV 4 BHEEEEAER ‘
SD T w b (BEHEES 20 XX 25 ) (244 TF—A (0. 100, 300, 1,000, 3,000

mg/kg WE/B) % 13 BREESHIRS L. TO#%., 0. 1,000 BT 3,000 mgke (AE/H

B (RRMESSE) 2o Tt 4 ﬁfaj@ﬁﬁé‘:tsﬁ’éﬁof:o 3,000 mg/kg £k

* OEMEEH LMY LEREO R T —LAERE

-9.



FARSBROECTRRAE, hEMNERVEMBORLAED Shi-, BIRKE
BRUGEBMEORVIEBEEORLIZES EOTHY ., TALIETEDEOSEE
FBZEDSY FOBIFHOETIZES2ELDEEL LMD, 1,000 mgkg AE/BR
EHOHERT 3,000 mghkeg RE/BESHTTLH YRR 7742 —H (ALP) OLR
AREOH LTz, 3,000 mgkeg FE/ARSHOBETRHIBRERE . B, 8IF. ©. B,
MR B UAIEIER) DL, BEESORED . MEURALLESOENARD LN
N, ENoOEBISEKEENMFIIZHET5H50EEFZ 5N 5, 1,000, 3,000 mgke
- BE/BESBHOBTEOERBRSAFIEARBO AN ChiEERREBEEL
THES Y FTHERIBBIASIFRETH Y. 4 AMOEHEMETHICEEH LG
Mhot=, : |

ELEA B 1,000 mg/kg AE/BELLOREFHITHE TS ALP O LR IZEIE FHER
[2%11% NOAEL (3 293 mg/kg R E/B™ &EZ BB,

B, 4 X 13 EMBERSRU 4 B EE RS

E—J LXK (FHMHRE 4 XL 6 ) ([Th4FT—L4A (0, 60, 200, 600, 2,000/1,200
mg/kg KE/H (2,000/1,200 mg/kg FE/AHSE : 14 BE T 2,000 me/kg FE/B) )
z 13 EFESRS L. T0#% 4 ARERESEBEZ{T 7=, 2,000/1,200 mg/kg {KE/
ARSHTHRERNDFHEVEESOBTARD ohi, AEEDINSIZESEED
BLIZESL0THY . BHEEOETEESREORA T—LEEOHEZRR L2
FICBALTWSEZEXS5NS, 2,000/1,200 mgke AE/HIZE5H T RBC, NES
REVRE (Hb) RUAT R Uy ME (Het) QETARD Shf, £z, 200
R U 600 mg/kg (R E/ DI 5RO MR U 2,000/1,200 mg/ke A E/ARSHT ALP O+
ENBooht-, GH. 4 X 52 BMEMARSRU 4 AMEIEMESE (Bd F 018
BIB) 0200 mgkg hE/ABRSHE T, ALP LROEBEZX/DMEH o7, 600 mgkg
RE/AESHEOBRETY 2,000/11,200 mgkg FE/BRSBTCHEEENE M.,
2,000/1,200 mg/kg A E/A B SHOBTRBLEROEM. MR UL LHAES DR
PIRBOLNT-N, ChEOEITEEEDETICHESIHFEOTLIZEZLDEE
Zbh3, Fio, 600 R 2,000/1,200 me/ke hE/A 1SR CEERY ) 0—45 Ui

MAED Shi-h, BEPHERICTILOEEZILID D,
PLED D 200 meke AE/BLULLEDIRERICHE TS ALP OLRICESE, XHE

2351+ % NOAEL & 59.7 mg/kg thE/B* & £X bh B,

T. REMS v FOREAWE 52 BREER SR U 4 BEESMHHER

SD 3 v b (HFHEME 25 L) (T4 TF—4 (0. 10, 30, 100, 300, 1,000 mg/ke
WE/B) ZRECHT 48R &M, =5 ICHICIRITRAAE. BIAMBMEUS T
#®21 B (BEFLF) ETREARE L, 2L, 1,000 mgkg RE/BHREHOZEHY
26T 5 0HE 14~21 BORESEE, 300mgke FE/RAEL. B (F) IS EABAE
DFRFT—L4 (300 mg/kg RE/H) ZBEILEEN D 26~28 B (52 AREIEHA RS
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B) FTRARSLE, T0%. B (F) (SEHES 20 ) IS4 F—L4A (0.
10, 30, 100, 300, 1,000 mg/kg kFE/H) # 52 BRIEHREL. FORERMES
10 FEIZDWT 4 BEEMAMEHE (0. 100, 300, 1,000 mgke HE/H) F4T-7F=,

300 mg/kg A E/BIFSHU L OB THRE L EREES £ RS THOOELNE
ETEoOohi=MN, KFFRIZSHOES Y FT—RMICHBEIWESFATHY ., &
SIZRBOREIN,AMEER (104 80) ICBOTEBRORRSAHSAEN T EMN
b, REICEET HIFETIRGNEEALNDS, 100mgkg FE/BLLEDBRSED
M CHRERD R CEASOET, 300 mgke AF/BULOBRSBEO THERNS
DFLBEBH SN, ChSOFLIEEIFEOET#EMTHEDEBZZI SN,
100 mgke hE/B UL OBRESHOM TIIDREZOEMBEER LA, DELEERE
SNEEERAETH -, REABENEE T, 30 mgkg FE/HRSHOMTT
EHRBEORXEHENERICENLES, ARKERIF LAY, 2OHETES
F—2 DEERTH 1= 2, | :

e, ZRBICEWTERZRETSIRRIIES AT, FEHRITETS
NOAEL & 1,006 mg/kg hB/H UL E* L& Z bh b,

4. 4 X 52 BMBEERESRU 4 BMEEESE

E—TLK (SEMEE 4 (I 6 (Zr4T—L4A (0, 20, 60, 200, 800 mg/kg
*E/R) 52 BRMEERS L. TORBHMEHS 2 LITOWT 4 AR EEHHAR

(0. 200, 800 mg/kg tA&E/H) #{To71=. 800 mgkg FE/HIE5H T, EHEDE

T. BEHEFONThORERHIZHELTE ALP DFELRLENRDH S iz, ALP
TA YT LIZFFHED ALP THY. ALP OEMNE. EERABFICESEICEYT
AERAGEILETH T, Tz, FEE. FOREHFINZNNTFEERFIHRET
BREICKIHEBEIBH LRGN0,

LLEMD 800 mg/kg FE/BREHICEITS ALP D LRICEDE, KERIZEIT
% NOAEL i& 197mg/kg RB/R* L EZ bh D,

QAR ‘

SD 3w b (BEMEHE 28 L) (A4 F—L4 (0. 100, 300, 1,000 mg/kg tRE/
- B) % FoOREIZZERT 10 85 55 14 B, MICKEM 4 BREUF #ILETO
5 10~11 8/, F, OBICEILAD 15~16 AR, F, OEICHIAID FRELETO
17~20 EREEE L. ZHEREESABRET 1=,

HEY (Fo. F1) TiE. 1,000 mgkg B/ BES5H CEEDNEOETHAZEHIH
MIZEHohiz, TEATHIRIC 1,000 mgke FE/HBRSROE T, XEMEUEE
EARSIZ 1,000 mg/kg AE/ARSHOM T, EXRERVAERNBORELARH O
2o 1,000 mghkg AE/BRSHOEERBOETEEDOFHL LAHESOEMAEE
HohEN ENLRBYOEREEICHS bOEBEZ N, TOM, EAKH. X
EHe. ZhBEE. IIRMR. HEE, HIREEFICONT, B5ICk3HEEEHLN

-1 -



Hhot=,

R&#h (F. Fp) Tl&E. Fi® 300 mghke RE/ARSFHOER T 1,000 mg/kg K=/
AES5HOLR 1 BOEKE, HUIZF O 300 mgkg AE/BLULOBEERUE,
@M 1,000 mghkg KE/RIRSHOLER 21 BOBRENA LNz, FIORHFREFKE
BTERELLER. 1,000 mgkg AE/BRSEOBTHEREGKABROERNED
S, EHINEL, ERT—F0EERTH >z, TOM, —i3iRE, HE
R¥. RREFZE. £k, BHN. BENRZFZFCONT., BEICKIEEITRO
Y (R Ty R '

LLEMNSERHARBRICE NTEBRENICHEZZO 5T F, @ 300 mgke FE/ALL
LTOBRSHICETAER 1 HOERAREICESE, XHEB(ZH TS NOAEL [E 96.5
mgkeg FE/RA™ LEZ 53, (KRERITHIT S NOAEL 12, BEO—iESHIC
2L T 299 mg/kg hE/B*, E£RMFHEABMEICH LT 96.5 megkg RE/B* EEX D
Nz, BREEEICHT SEBEH RG> T2, )

QE TR EFER
7. Ty MESRMERER
SD v b (H8HE 24 ) (ZhFF—4L4 (0. 100, 300, 1,000 mg/kg KE/R) %
ACECHT 28 B, REHME VIR 20 AE TRERS L&, IR 20 BICHIES
v FEFEYVRL. BRZHAR. BEMIZOLT, 1,000 mgkg AE/BIRSHT
BERE 1 BRORESE. ERERVAEENMEORIVNZDLAEA, Chbd
DERFEIZHNTIZETHLLE0LEEZ SN, HIRE, ER. BEX.
RERE, ERINERCERUERER BBRECEICRSEDOEEELAH Shih
of, MBES., SFRREOKE., £ - B - ARBEOHENRTRICEREIZEK
FEBIEHLhEM T, ‘
uibb‘KH%L&H%E%%&U%EE%?%NQEL@%4mﬂg%ﬁ/
HBUE* E£EZ bhd, #RBEEEDShEI 5T,

A. VYT EFHEAR

Za—U—5Y FABDYF (FRI20~250) (2, #ik6 AL 19 BETO
14 B, ##7—4 (0. 50, 150, 500 mgkg HE/R) £HRFROFREL. iR
20 BICHHRD VX EFEUFAL. BRERZHAS-,

2 RRBRETHFERE U 500 mgke AE/BESHOE 1 EH*I H i, 500
mg/kg AE/BHREHOAIE 1 BEOREOAREFELETETH 1=, £/, 500 mgkg
FE/AESHO 1HAICEL, 2HlIcHESAONf-, ChoDEEE, ChbniE
BOVFXOWTHICERBINEBHEOZERRUThICHE S EERPICLDLD
EEZ oI, BEHOEEERVHEENEICABREOFEE I LD o1,
R, BRREEFE, BRINEECERUVERER BRECECREOEEIAD
highot, RRES. £TERROKE, SR - 5 - ABEETOBENARRICE
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BlzkB3EEEHLNEMN T,

BEMG. FERICET 288MIHY S NOAEL &, 500 mgkg FE/HIRGH
[CHEVTEEH., REANBD Shi-C EIHTE 150 mgkg KE/H. BRICHT
% NOAEL i% 500mg/kg hE/RRIEEEZ DD, EEBEEIEDHOIAEMAST=,

@SR
7. TR 104 ABRS AR

ICR TR (WEEEE : MR 140 b, 58 SHBHES 70R) 224 T7—A4

(0. 50, 400, 2,000, 4,000 mg/kg {&5/H) # 104 BREESERE L. 400 mgke
HRE/BAULEOREH CHRENTBRICEATES#ERL. EHEMNET L1, 4,000
mgkg AE/BRSHEOMTLEENHEL LA, RERIPHBRECSNT., BE
[CRET HFEITH LN 2T, 4,000 mgkg FE/BFRE5HOE TIFHRIRED,
¥ TS i/ﬁﬁiﬁaﬂiﬁmw%iﬂﬁﬁwiﬁmﬁnbmbnf_vbfﬁa%tiabh&
Mo,

e, BERAREROLONENEEX NS,

4. S5 b inutero BE. 104 J@F?%ﬁ‘bﬁ‘zﬁﬁ

SDSwv bk (Fp) (REBE: MR 170K, RS - SFMHES ST ITxF T
—1s (0, 50, 500, 1,000 mg/kg H@/E) % ZECAT 48R & RS, TS
LICHE® 21 ABETRERSE L., Boh=R (F) (IR MiS 147 T,
/G55 SEME 3~75 ) I ﬂﬁﬁi@*j’?‘l—l\’é 104 BEGREEHRS L. F|
OBRSHTHEENNFEVEESOETHEO S hi-, FEARPHREICSN
T. 50 mghkg BE/BREFOETCEREOREMENFRIIHEML ;b\ HAS&
EHENEHLAEN EMD., BRUGLODEEZ ORI,

LLEMS, ERARREBEOSAENEEZLNS,

ORI

ELEY FREBEEOFRITONT, Cl:HABR ELE Y b (RHEBH : ML
S, BERH: MEE OR) IIRFT—4 0. 04g) ZEA/YFIZOE. &
1 @ 6 k%380 RF3 @) (chi- YT LRERB L%, 2 BR&ICERR
BETol. TOHRE. ARELICKBREERO NG >0,

B8, FEBYHBRRUE FMAORSHERICENT, 7ULEX—2RRT 5HMR
(FRH TR,

OEEEEHAR
7. SEERAVEREALTESR
HE (Salmonella typhimurium TA98, TA100, TA1535, TA1537, TA1538. Escherichia
coli WP2uvrd) %LV -EREBAERFER (312~10,000 ug/ 7 L— k) DFER. S9mix

13-



DFERITHINDLT. BETH-,

4. LS178Y ¥R B E AL EETFRAERFER

L5178Y R R Y vNEMIE AW EEFRATESE (100~1,000 pg/mL)
[CENWT. FEOUFF—EBETFE (k) OERFJZRIZOVLTHRS LR, SOmix
OFEIZHIDLLT, ERFREBHOIGEN 017,

7. FyALAZ—ANLRZ—RE (CHO) HFEHERERW-FEEAEEHE

FrA Z—ANLXE—HE (CHO) XM E AL REERERE (Somix
FHET : 250~1,000 pg/mL, SOmix JEFET : 62.5~250 pg/mlL) DIFR. SOmix B
HECHDD ST, LEEREOZEREIFZH OGN 7P,

T, MR ICR T AFRAW-/IMERE
HEHEICR TR (£ 10 L) #AL =440 ?&“Efl.—ot 2/ EEER (500, 1,000,
2,000 mg/kg A E) OHER. MEOFRITROLhEM o1,

BLEMD., *AF—LICEEESRIEAVEDEEL D5,

O REESB
| —RERRUARICRIET
5y FRUA REML: 13 EMESRSHRICAVT. RECRET 5 —ME
RRUTBIERETHBEA LRGN oK DD, ((OREHSBERR] OF

1. PIERERICRIFTEZE
(7) BREBHECRIFIHE
S bERAVEERHEBRICSWT, BREFEICRIFIZEEFRHLE-EZS,
BEEHRICRIFTEEIZTD OG-, (TOXRERE OEESE)
(1) FRMERICRIZTEE
SD Tw b (HEMHES SE) (T4 T—L (5. 15 mgkg (FE) #8#OB5
L. 30 BRICAXVINILEY—IL (B : 150 mg/kg (A&, B : 100 mg/kg KE)
FEERRESLEECH, AFYNLEY—ILEREREBREAOZETIADN
ot :
(77) Dt
Zv bRUAS XZRNE 13 ERBERSHRBRICE LT, DERERIZRIZT
BEEFROLNEN - B - RTBLTIE. FRIZRIFTHEIIEAD
bhighofz, ( (ODRBEHESENESER 0BESHE)
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. BEMRRICRETEE

- ¥ Dunkin-Hartley EJLEw FOfEHEZE <A T7—L4 (0. 20, 60, 200 ng/mL)
B U NC-00751 (60, 200, 600 ng/mL) IZREBEL. ZFEFILaAVY, EXEIUE
DIWBEORIGIZHT 2ERAERFT LIz E A, FEIVEESZRIGER UE RO
RLAWICEERAONT., T, RBRLUEZERGFRICH LU TEELEER. BEN
RUEBHMERERS G2, ‘

T. B - FIRFRRVEREICRITTZE ‘

E—4 Lk (EBHECE) ISRAF—L (5. 15 megke KE) E+_EBRES
L. M. DE%. WRE, —BEFRE, RPF M) DLRVE2 DNV EEFEZRE
L8R bhEM o1,

7F. HIEBRRICRITTR
SD‘)J b (&R 10 P_E) < :1"s7J‘T—J.\ (5. 15 mghkg hE) ZROKEL. B
DRICIKEKD 5% (wiv) KBEBEREEORS LE-HR. WPENS SERRAIC
3’3 THRFOBENERICHBIED S o=,

®F v FEEITERER

SD 5w b (BEMEE 14 L) [THhAF—L (0. 50, 150, 500, 1,500, 5,000,
15,000 ppm) #EBESLEEZEBHICERSH CHOBTFEEHRFLLEZ 5,50
ppm DEZFRCETDERERCRFT—ALAZEG LRI 5B FEOETA
&5, 5000 ppm U EDEBETCHEELIZE#ITEERLE Y,

QA F— LALLM
R F— AOSRBIZ SN TEBRRBAG I TN S, BEETIC, B2 (0
FBWEHTICET B RF T—LOSREBRERT,

7. BERSEHHE |
SD 5 v b (FFMEES 10 &) [Z NC-00764 (0. 0.6, 2.0, 6.0 mg/kg 1 E) .NC-00777
(0. 0.6, 2.0, 6.0 mg/kg 4kE) XIENC-00779 (0, 03, 1.0 3.0 mgkg thE) £
FRORESEL. 14 BFBE LA BE5ICL 65‘4%5[;“@&) B A - T 404048

1. REREGHEHHE
SD T w b (HEMMSE 150L) {2 NC-00764, NC-00777 B 1* NC-00779 OB &4
(NC-00764/NC-00777/NC-00779 MEHnEh 0.2/0.2/0.1. 0.6/0.6/0.3. 2.0/2.0/1.0. "
6.0/6.0/3.0 mgke BRE/RA) Z 4 BRBHKRELECS, BEICLHEETIRDS
nim-ot=*, : :
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. BicEHHER
(7) MEEAVEEREALERER -

NC-00751 Xi& NC-00764 D ¥AE (Salmonella typhimurium TA98. TA100, TA102,
TA1535, TA1537) ZRUW-RIBRAERHEER (50~5,000 pg/FL— ) OFER.
S9mix DEEICHMDH BT, BETH- 1= O,

NC-00777 X[ NC-00779 O#BE (Salmonella typhimurium TA97a, TA98. TA100,
TA102, TA1535) ZRUW-HIFRAERHER (10~5,000 pg/TL— ) DR,
SOmix DHEICHhHH LT, BETH =P,

() IZEFEIEEER (ASS2/XPRT M) #HAW-EBEFEALTRSAER
NC-00751 X{& NC-00764 DIFFIFIZEMID (AS52/XPRT #fa) Z#RALV-EER
FRAERKR (625~5,000 pg/mL) OFER. Smix DFEITHIMDO LT, B
THof= D3, ' ‘
NC-00777 X[ NC-00779 DIFFLIFEIEEMA . (AS52/XPRT #ild) ZAWERE
FRAZRHFEER (NC-00777 : 100~390, NC-00779 : 313~5,000 ug/mL) DIEE,
SOmix DAHEICHAI L LT, BETH 1= 9,

(%) ICR %79 X% /MERER
NC-00764 (500, 1,000, 2,000 mg/kg FE) @O ICR TR (LBfRES 10 L)
FRWMEZRBOBER. MIOFERITBOHLAEN 1Y,
NC-00777 X 1% NC-00779 (500. 1,000, 2,000 mg/kg {KE) D ICR ¥ 7 X (&
HiEE 10 L) ZAVIEREROER. MIOBERIZH LA o729,

BLEMS, RAT—LSEH (NC-00751. NC-00764, NC-00777, NC-00779) I=
[LEEERETZNEDEEZILND, '

@ MMBITHIHR

7. HEERE5EER

BERKABF (BH 6 8) ([TFdT—L4 (0.1, 025, 0.5 mgkg KRE) I RS
WKICEB L3 OZERBROKRE L5 FEICERLEREIEDO SRR
otz

4. 2 BEBERE -
BERABX (B 128) ITRFT—L4L (0, 05, 1.5 mgkg AE/H) # 183
[ 2 BARREEORE L2, BEICBRALEREEZZO oA GNP,

. 13 MRS RE
REBABX (B3 24 4. L. RBARREER 23 B) [SR4T—L (O,

-16 -



0.5. 1.5 mg/kg A%E/R) #1 B3 E B3 BRREENEE LSS, BEIZER
LI=REERD bhih o1z 9,

T. 4R IREEERE (NIDDM) 2350 2 BM=#14Y 02 F—/I—HE&
A DR EERFHERE (NIDDM) 2F (B 17 4. X 17 A) 12747
—L4 (0. 05, 1.5 mgkg BE/H) 2183 H2 BRREEORSET3=#Hs02
F—N—HBEREL-ECH, BREICEALE-EEEIZD ST, mEFS Lo
—ARUA VR VREICEELZRIZFESEA =9,

D7 2 NF—LIZEET DR

2005 £ RV 2006 I, 4 2 ) 7 ORHTLHEHMEEELS. v FEAV-ER
TT7ARANILT—LABSICKYAMBLEEOFREHENAEML-EORARBEREZA
Tl 99, 2T —LEEBENEELTOBFPRAALTF—ALIZDODNTINES
TREARLONC LS, ChICETIHEET—2FAFL O, SFELE.

SD T v b (HEMERES 100~150 L) [C7 R /LT —1 (0, 80,400, 2,000, 10,000,
50,000, 100,000 ppm ; 4, 20, 100, 500. 2,500, 5,000 mg/kg RE/A*’) #EMHH
RIS HETREZRS LI=E TS, 400 ppm U EDESHOMICHE LT, ULAE
EHMFEOBRREEFENFRICHEMLUE, LML, TORREHAEOBNIZIIAE
HEREEOHLNT, D, RREB[EZTERT I LHET D L. BRI
BREICBVLDTREEENMES G o= LIZEICRITEOFEEELEZ LN, &
HiZ, BERRORLGLIESFXIA L CTREMEEHBES. ARZEEOLNYG
Motz, £ HBHTEHIEE 100%ICKESZM# (H 93.3%. H 96.7%) A& S,
FOMIZRNIES, BiEL. BEL, DBL. FEE. BEEERBRURERADLZH
OB THESAES &ML, FRBRTIIRAEICHS Y L/ BROBEEICEEL 1=
BEORLEEETRETHY . WICETEY L/ ERTEIEORIEEREE DR
meTsLORERILENEELZLND,

F7=. 100,000 ppm WEHOM TEE - R%‘ﬁ@%ﬁ?ﬁ"ﬁ.ﬂl:iﬁﬂﬂ L TULM=AY,
hoDEFZERBEOHMBICK >TRRIENEY . FOBREL-LDEZLSL
Nd, COKSBELETY FMIBRNEGELOTHY., £ MZIEZAFTELNEE
Zbhbd,

ZDfh. ?i%i[:,uﬁmﬁﬁﬂéh\abhf:m éﬁsi:%iﬁﬁyb\{&« Pofiich Yo
DEREIELEM T,

PBEEY, XERERMSTFRANLT—LICKZESOFRIEIGNETEL -,

74, EFSA (European Food Safety Authority) fli\ FHABBRICODWLTRD &

*5

JECFA CRWOLATLWAMBEEZAVLTERELXHEE

;] BHREE EHE HER
keg) (/B¥%/E) | (eketbE/R)
Sk 04 20 50
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SICEHELTWS, U URELamFEOBREEFEOEMNMEMZOLNTIX, BE
LG, BRICHFOLNLTVWIHOBYRENELERTHS, T, EICitk
DERE. RERVERTAH oA EBBEEEIEICOVTIR, FRNANLT—LEREICY
FOHDOTREL, LSO LRBOT NSV RIZCEALTEZORRIEE &=
TEYNEESHERELEBICHBNES Y MEEDIDTH D, &biz, Bl
AREEEICOVLTIE, RBEHNDE <, ASHEEEL VL. BEOBEHISATRES,
THd, oD EM D, FHEBERIIRASAMOTMEMEERET 2 HOTIEA
(. FRALT—=LAIZOWTEFHGOLERZENELTVS ®,

6. ERMESICHITAEE |
(1) A—R+FYT7/=Za—D—5 2 F (ANZFA) ISHIFHEHE (2001) @
AFF—LIZDOWTERIN-EEIPERRVE FAOBRSRBEIHE L =%
R, 2F57—4LIL, BERELEFEBO2TORSEICBVWTRIFLEBENEERL-. 8
FARICHEVTHREEMIHAA ShiD, COFRIE. #4T—LZRE LEEED
FEiFHETICERT 2REEREORVICES LOTHY ., SEETRRITILOTHR
Thot-, E—DFRIZ, 41X 52 BEREERSSHRBICE T MEBEFZILAYERR
J748—4 (ALP) EOLERETH-T=, '
EEFMERETFATH LA, X 2 BRRERSEEHHRICENVTALPEOL
APREOonhi-FAE 282 & L. NOEL % 200 mgkg AE/H, Z&£FEE%E 100 &L
T. —BERGFEE (ADD) #20mgkg FE/RAEHRE LT,

(2) XEBREEZB (FDA) 2B+ (2002) ¥
FAT—LIZOVWTKRESHEEERDMHBR UL bAOREHBRZFHE L -4
R. REShEHEBRICE VT, SHEZOFRIGEDShh o1, |
2 v FERAWV: 52 BHRERSFHERBRICS LW THAERNENHLAH Sh-RAE
FEEE L. NOEL % 30 mghke KE/R. REFHHE 100 £ LT, ADI % 0.3 mgkg
ARE/RERE LT,

(3) 75 VABRWERLE (AFSSA) IZHITH5EE (2004)
FAF—LICDNTRES W EBRYRRAR U E b OB SR % L 18
R, B E=ERICBEOT, R TF—AXoEEEERLEN - -,
AXO 13 BEMEY 52 BRERERSSHRERICBVTALP EOLESASAEB
E%8E L L. NOEL % 60 mg/kg KE/H. RLHM%E 100 & LT, HE ADPS %

¥ ARTHEITE BASIU 2 EREERRICBVTERSAENET LD YRR I 72—+

BeFREShEN, BMEBERET S EICE>T, MFFLHIRII 72 —HEEED -
LA CRBRSNOFEADZEOBEELRTELTHEEAH L &6, BMFARLER
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0.6 mg/ke thE/H EHE L,

(4) JECFA =351+ 5 5EH (2003) .12, 7)

FFTFT—LITONWTRESh-EBSHVHRBRE UL h«@h%ﬁtﬁ’&mﬁ L%
B EMINERBRICBNT, REF—LRALSHEESELEN o,

H—OMRIEA XD 13 BREY 52 BREERSSHHRBRICH TSMF ALP B0
ERTHHT- AIPDLRIZEONTRAINHUTHY . FEHERET DL D TlEah
oA, BRE., RN EEERVASEGFENEOOh-C b, 1XD 52
BRRERSEEHBICBOTALPEOERABO o -ASE2E2 L L, NOEL
200 mg/kg RE/R., BEFEH|E 100 LT, ADI ZF 0-2 mekg FE/A ERE L=,

7. —HERBOHHE

FAT—LiE, HEHE LTHBALGBRICERINDZ I EMREREIS,

T 13 FERFEBENBOBIBANERE (B¥) &1 L. BRHOME
EFTRTRATF—LICEESRILBEZEREL, BRERBE R4 T—LDORNEN
LEHTLE. R TF—LOHTERE (1 3.84 mg/t /B (HKE 50kg & LT 0.0769
mgkg AE/B) L7354, AT, ERFIOBERBIIEREL Y., 1~6 RlL 3.54 mg/
E /B (0.225 mg/kg AE/R) . T~14 RiX 445 mg/E /B (0118 mg/kg (AE/B) &
HEEIND, £z, AT —LERIZHES S NC-00777. NC-00764 K U NC-00779
O—BHEEREY . ThEh. 0.042 ngkg FE/B. 0.136 pe/kg HE/BRT 0.021
ng/kg RE/BH EHEE SN B P70,

—h. FH 4 EET— v bRy y FERICE 5 s EHRHOEREHRAE D%
HEIC, PRIV T—ALETRTCRFTFT—ALATESHE-IEAEREL. EREET
RINTF—LISHT 50F T—LOHKEL 40 % TRT 2 & 14 T—LO#E
BEEL 0.146 mg/t M/B (0.00292 mykg AE/R) &b, BEHIC. BHEPDRUX%
EYOF7RBANTF—LDEHRUL 0 RN—t U2 A VP EREES LIT, HkELZE

HEhZZ LB LT 2 EROMRBMAZDOEE ADI ESht,

¥ TR B3 EERFEBEREOESHINERE BY M OERECERINIDBEOHRE
BEREZF LIS, $FT—LEMBORRE (HERDM S £ AL HIIR L EE S hi-18)
FEL. BRECHEANMEBEEINIFRAT—LENEFEHE LTS, RET—LDDRY
[COVTIE, BB LErFT—LRNRICESBIOLEREELRL THELTWS,

¥ _BMAARICEREINABEOT RN F—LOHKE (BED 200 ) £RAT—LOD
HEREE (BREO# 8,000 5) ZEICHH L1=fE (8000/200=40) . _

* R—tra 4 s, SHRIE é‘-il\éf WRICIHEART= & &, FHAEOBHESAEED/ A—1
FOGIEIZH DHAEME. F1) 1,000 BOABMBIZE TS 10— 22 L ILEE L, FHAHED
INELED S 10%(100 FEE)ICHB T S5FAEFET.
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3L LTEET S L, RATF—LDFEHYRUV 0 —E R A JLHEEERZIL, &
ET 0.01 R 0.05 mg/kg 6E/B. KET 0.04 XU 0.10mghkg AE/HEL D,
TE. RATLE, TL—n—EmA (FH) LT, RALGBERICTHKOHEIR
LEUMERE (FfE (4.1ppm) LUT) TEAShDIZENHEREIILIM, FEHELT
ERSNIEX. HRBE LTHERATIELLBLTELIDGNEHEESh, Tz,
BHCHERE E LTRAT—LNERAIATVSERICEBNTIE,. B8 LTERTS
CEFBENEEZILNDCENS, ERO—BHEERSECE. éﬂ&trw =Ei
EERMENAESNDIEEZ SN D,

8.71:»?5:/EHEK%?6%§

FFATF—LiE. BEOEEESTTRIZZSATSoVEESELED "2 Em D,
A F—LBRICESTITIZATSZVOERENEMT 5 X7 EBEETED
EEZBND, |

RIZ, RATF—LHTRTIToATSoVICERIND LBELESE. BRE
BRE ELEICLE—BRTERENS . bABIB TR 7z LT SV D#RE
EMEFEHTSE. HAT1.68mg/E /B (0.034 mgkg RE/H) . I~6 KT 1.55
mg/k /B (0.098 mgkg BE/H) LY, Jxoy P UREBEOERERE D

(1~3 BT 40~20 mghkg KRE/H., 3 BEUET 35~15 mgkeg HE/H) D 0.7%LLTFIZ
BLY 5,

F#RIZ. RKE®D 90 R—t o2 (LA FTF—L—BEREMSERSNDZ Tz
FS5ZUoDRBESR. EATE 264mgE METHY . REEFNBENSERT ST
IZILTI=2DE25~10 gALLEBT I L, RAT—LAEBRMLHEESNIRE
EESKHETHDIEEZLND, Ff-, KE20kg RTIX 1.50 mg/ R/EERY
KE20kg O7INY FURERDI7IZALT S —RERE (04~0.6 B)
D 0A%LTFICHET S Y, CholbEic® 3%, KE FDA IdR A F—LAERICHE
THIIZLATI=OENEIT. R LASHBELTNEERL TS,

9. FFE#HER

$¢T—A®%Eﬁ%ﬁﬁ@tb«®&5ﬁﬁr 5 ZEH L - iR S,
BEEHERUFHBFAEEE. EPEOERITLIELREE. SAERSHETH
S f- R EE MG & M3 TLNHYIART78—€ (ALP) LR TH 1=, C
D355, 4 XO5y FTRH LN ALP D LRIZONTIE, OBERERIIESE
T, 0. FEABFHRESISVTHERSICLZBEERO SN > Fh,
tb«m%%%%fb%%ékmiféébﬁrmnm&u5§%&4bL4o#

M FERUREICETB7RANT—LO—BERFERICEH LEE. —B20AERTH
B IRBERHADFHMEFME (FR/ULTF—L4 550~600 ppm, FFFT—L4s 17 ppm) DEEH
SEHLTWS (55017=31) o
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EBEAFITEY, SHEELFMmLE, L. 41X 13 8RRESSHEBTIE, 200
mgkg AE/BLULDBEEH TH DM - ALP O EF #IRHIZ NOAEL 59.7 mg/kg A&
/BRGEONH, BHBROFETELICRBMES L/ X 52 AREHEESHRT
&, 200 mg/kg E/BHREH T ALP O LRRBREH MG 0= Z ERUFRYPHEICIZ
ERENG NI EMS. A X 3 ARMEHERERED 200 mgke AE/BIRSEHTH
bl AIP D LERT—BHOLOTHY ., ADIEFIZHT= > TIETHRHED NOAEL
IEELLZWEEEEL =,

—7A. GERMIMICOLTIE., FPEZEREICFHAFMLLILITLEE
BE3OBIFEOETICER L-EEEOREVICE23DEHEL, SHFE LKL
i Lotz EL, Sy FERVEZHAEESBRTHONZIATHD F
REMICHEITRAEREIZOVLTIE, BBYICEBIFEOETEALNT, FERD/R
RIEBAICEELTHEZEM D, REROROBHREXSHLE LML .

DEDZEMNE, FFT—LO NOAEL I, S v FERW-ZHAEBAERICHS
(13 F, REMOEEEEZRILIC NOAEL 965 mgkg AE/H EEZONDZEM S,
FMED ADI 13, REHBHE 100 & LT 1.0 mgkg RE/BEFHELf=.

BE. Bonf=T—42TlEHID., FRPEOSBEDIZEWTH, £EHICE>TH
BRELGDLIBREBEED ATV,

ADI 1.0 mg/kg {KE/H

(ADI R EIRHEHL) Z iR ER
(Bh%E) Sw b

(BEHZE) BEERES

(NOAEL F%E{B#FT R) T1 REMWMOEHEE

(NOAEL) 96.5 mg/kg A E/H
(REFHE 100 ‘
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[ *FT—LEELEY—E]

B W fepd (—HR) B = H
Neoteme COOH o
N-[N-(3,3,-dimethylbutyl)-L-o-aspartyl]- >&/\ - H
XA T—L A yibush part/] N/Q‘/N " NOCH;
L-phenylalanine 1-methy] ester H H
(NC-00723) . o
N-[N-(3,3-P A FILTFIL)y-L-a-F A3ILFI]- \O
| L-Z2TZUFPSZy 1-AFLIRFIL
. O0H o
N-[N-(3,3,-dimethylbutyl)-L.-c-aspartyl]- >L/\ . \)J\
L-phenylalanine N N : OH
NC-00751 - X q i
N-[N-(3,3-2 A F I TFI)-L-a-F ZRIVLF ML) o &
L-ZxZITF 5=y \[:j
. _COCH
N-(3,3,-dimethylbutyl)-L-c-aspartic acid
NC-00754 3.3, dimethylbut/l partie ™ >L/\ /];
‘ N-G3-DAFLNITFINL-FRINGEE N OOH
3,3,-dimethylbutylamine
NC-00759 -
33-DAFNTFILTIY NH,
N-[N-(3,3,-dimethylbutyl)-L-B-aspartyl]-
L-phenylalanine 1-methyl ester Q
NC-00764 . . 0CHs
N-[N-(3,3-T A FIL FFILYL-B-F7 R7ULFIL)- N
L-ZzZUNTFZ3Z=2 1-AFITATL >L/\N COOH
H
HOOC '
o
' N-fumaryl-L-phenylalanine :
NC-00767 aryl--pheny _ 7 ok
N-DRUN-L-TxZNTFS= o \@
HOOC o
N-fumaryl-L-phenylalanine 1-methyl ester | H \)]\
NC-00768 [N-FXUA-L-FT=AF5=> 1-AFLI [ 1 OcHs
25N \O
N-[N-(3,3,-dimethylbutyl)-L-B-aspartyl]-
L-phenylalanine . Q
NC-00769 OH

N-[N-(3,3-2 A F I TFN)-LB-7 R ULFI]-
L-Zxz= )7 5=

-22-




a2 W fe2e (—HR) =
N-[N-(3,3,-dimethylbutyl)-L-aspartimide]- 7 2
L-phenylalanine 1-methyl ester JJ\OCH3
NC-00777 - A . o H
N-[N-(3,3- P A FLTFIL)-L-FR/INLF = F- N
LOxz=Z V7522 1-AFNLIATI
N-[N<(3,3,-dimethylbutyl)-L-aspartimide]- 7o
L-phenylalanine ‘)LOH
NC-00779 . A . - |
N-[N-(3,3-D A FILTFIL)-L-F R/ ULF = K- N’
L-Z2xZ L7352
| e
~
NC-00784 3,3-dimethylbutanoyl-L-carnitine >U7\
(C3) 33TAFANTR/ANLALZFY ' o
-0 o}
3,3-dimethylbutanoic acid s 9.
NC-00785 . M
33-DAFNTE B OH
L-phenylalanine
L-Phe pheny _
L-7z=AFS5= Ha
OH
o}
L-phenylalanine methyl ester
L-PM preny _ d _
L-2zZNWTF S5 AFILIATIL HoN
OCH;
o)
Aspartame COOH
7RANT—L /g‘/ \)J\
. HzN OCHa
a-L-aspartyl-L-phenylalanine methyl ester H
(APM) aL-FRIRNWFN-L-TT TS AFI \©
ITATI
)
Component2 | 8 -glucuronide 3,3-dimethylbutanoic acid 00
HO
(G2) (T o EfeEk)
H
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[ 1 *T_}__Aa)ﬁiﬁﬁfxﬁ%) 10}, 11), 15), 20), 24),33), 34)
FEHEHY
(ROR. Zy b, 2UF 4 EM

COOH COOH

PSP I .

+ CH;OH -
A T—L4L (NC-00723) NC-00751

(Zvhk,. 4. EF) (Zvbk,. 41X, EF)
COCH M

S L o
COOH

: NC-00785
NC-00754 / \

(5w k. 1R) vk ER)

7 |
coo +N/
. o o N
o}
HO >L/U\Q

OH
OH 0
Component 2 (G2) NC-00784 (C3)
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(B2 R*FT—LONBERE (EEHET) 17

: Q0H
o]
. H
NC-00754 ~ Amide >k/\N "\_)J\OCHE NC-00759
H H

hydrolysis :
+ — s —_— +
L-PM ' NC-00768
l FFT—4L4 (NC-00723) , l
L-Phe / \ NC-00767

COOH

'y o S

NC-00751* NC-00777*

B-rearrangemey \
[T :
0 J}\O
OCH; H
_ /d\g X/\N H + CH;OH
X/\ 0 H \©
N O0H
H

5

NC-00764* NC-00779%
NC-00769 + CH,OH ~ NC-00769 NC-00751

+ EERMATEEESET (pH3.2,20°C, 8 w) ISBIT 558
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