(7) Tv MzHITD HCERNC00751 EEEORSHRB

HH#Sy FRUBEH=2L—2 a0 EBLE#ES v FZ NC-00751 % “C T
ERLE=b0 (MC B NC00751%) (15 mgkg HFE) ZEEBMEOERSL.
Sy kMBS UCEBEERLERR - 97 - 13 - SEtSBARE S L,
MR OMSTEEREIFIE< . RETH 0.1 pg BE (NC-00751) /mL THY. 4~8
Bz, BEBRE (90.03 ug BE/mL) BLTFIZETFLE, BEH S RU2E
Mz BT 5MmigEd 0 EHTERSIE. NC-00751 THY . BHHEED 59~78% %
f&f, Bit. REVERIZTEVNTEERSHER ST NC00751 THY. ThT
hiBEEED 1~2%. 0.8~09%KE U 75~82%= AL L=, RE5& 2 EBRETOR
BUHERADHME, HHESy MoBWLWT, FAFRBESED 1~2%ET 99~
101%TH> 1=, BEH 418 BRLACESEDIEEEE (100~103%) HRREU
BICHERIA A BED =2 L—2a & LS v MZEWTHATROBEH.
REUVBMAOEREL, FhFh, #2%. H2%RUTH R2%TH=9,

(€) MEEPDE 39 & DIER

AXBUE FOERIZE T2 R0 EEEE UC BB NC-00751 (5w k100
~10,000 ng/mL. -1 X 1~100 pug/mL BT E k 50~5,000 ng/mL) #MUNT in vitro
BELRASBEICLYER L, TOBR. highE 20 BaEE. ZY T
(& 72~76%. A R TlE46~54%ThH 21z Fleo £ FOMBHTIE. &304
BEIFEB~N%THY., B FFILITIVEDRAEIT 29~37%, o-EEMERES 21
S EDESEIX02~9%TH ot 9, '

(*2) ALBBERUVAIBRIZHITSRENE

.NC-00751 (25 pg/mL) ZAIBH (H—RTFL2) BUALER. (+/—32
ZLTFFUY IZEML. 37°C. 120 #fEA FaR—2 a3 LEBORENEHE
i FOEE, NC-00751 FEROFEIIDDHLT . ATERPRUVALRE

hCRETCHH 9,

@K T—4
F. migdigsE

(7) BEEORS
EERABMEIC CEBIFRT T —L4 (#9025 mpke FE) £HEREORSHE,

3 Mo g NC-00751 ITdH D “C OEHEE

oty

*. UoiBRiviE.
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miFEhOBRBEE. REEERY NC-00751 OBE#BEZRITLE, TOBE.
FFF—AEGEOMIBRIR S h, FEERK 0.4 B Cmax 95.7 ng/mL [TE L.
HEHET 0.6 BRI CHEL L=, NC00751 OmEEDREREELEE% 1 BT Cmax 236
ng/mL (T3 L. BB 1.5 BETHo =, MIFBRRSROKXEIEL NC-00751
RURFF—LATHD., BIRHEEED AUCBEQFNFhH 80%R UM 8%ITEL
o EMPOBREREERZ. MRPOBRKSRREELVES, ChoDREL
AT R Uy &Y. MERRSEEOABLNMEES &Y. & UAaEDICE
HETDEMNASMLE 2,

T, BERABEICEESAAT—4A (0.1, 025, 0.50 mgkg FE) % HE
BOKRSL., EEEERS NC-00751 OREHBERHLI-ECH, X474
B UANC-00751 @ Cmax RU AUC &, B L BEERATESEICN LEER

BtEER LR,

(4) 8 BIREROEE
EHRABEILRF T4 (025 mg/kg HE) % 1 BESEC s BRERDR

5L~ RERERY NC00751 OREEBZRT L, BRES®R, 7474
D M #FErREE I 0.35 B3 T Cmax 67.36 ng/mL (T3 L1=%%. 5 0.88 R TIE
T Lfze NC-00751 [ZDLVTIE, 0.69 BEfET Cmax 875.94 ng/mL [Z3# L 1=, =48
HTETL., HERERNL 1288 BHTHo 1=,

(72) 14 BRREZOERS

BERABLZICAAT—L (05, 1.5 mgkg FFE/R) ZHTE=NELT1HS
E 14 BRRERDEE Lz, TOER. 5 7BEONEFCIE. 14 T—A4LIE3E
BT &L ol. —H. NC-00751 a)ﬂl“ﬁtﬁ:ar#t;t,ﬂllﬁ’lﬁu'c&w BEEICHT

AP HEREHLRED,

. ‘

E MBI BR3ATF—AORBIEL, BT FMEATERCREETNY & FED
- REDHKEDO LI (138, BERABKICHRAT—LZEORSELEROD
migepizi, EEABYME LT NC00751 B@BOHENEM. REEKIEET
i 202020 el A B Ve R AT — 4 (3 0.25 mg/ke FE) ZHEZ
ORESLEEE, RPOEERBPIINC00751 ThHY ., 5L 2BEIZBLT
IHERM 2331%ITE LTz, RELKR, RE5R0 IN%NLSBHE M, TOM,
NC-00754, NC-00784 FH @i Shic, EP TR, RELFEHREHSOT.
FEAHDIL NC-00751 THY. H5E 96 BEITHREED 525%E LD TV,
Ff=. NC00754 [£ 4.9%THo1= 2, 4k, PEOREEORBYAME. RE
VEDIZEBHE S, RepEEYIZ NC00784 HEET S EAEREIATL
2 20,2
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7. HEi

(7) BEgOES
RERABHIZ MC EBRAT—4L (8025 mpke KEB) 28MORER. 168

BRI CICIR SIRSTRED 34.3%M Rz, 63.7% A Erhicgishiz 2, _
Ff-. FEEBEARAT—L4L (0.1, 0.25. 0.50 mgkg BF) FHEEDHRELELE
CE RAISIE. 15Kk 84 BREFE TISRERORM 1%55RERE L LT, #20%H°
NC-00751 & LTRAICHM S h =z RAFERERUE S V75 LA EEREEICH

MhbEF—FETHo=,

() sHEEEEORS
BRERABMICHRAT—L (025 mghg FRE) #1 BRHSZIZ3EREENER

SELf=LE, DERER 168 H%Fﬁﬁ'@l:f@?&%ﬁajﬁ 3%AEREREELT. B
23%H NC-00751 & L CReizHE# S h = 2,

(9) BIFID YRS
B RzRATF—LF 10 mgx2 A TS E 20 mpg BEBS LI E0mE

FBEOEMEFREINSA—SEZFARECHATELEBELEBESOR A T—4
B NC-00751 OEMPHFREL, BERELASI AU ETHE =D,

(2) =%
ORE#RSEERR
F. TOX 13 ARBERERE
ICR Y9 R (£FMEEE 20 L) |24 T—4A (0. 100, 1,000, 4,000, 8,000 mg/kg
HE/H) % 13 BRGEERS L=, 4,000 mgkg #E/BYUEORSEO CES
MEREFE (MCV) OFELETHRED SN, EEOBEIZ/NS { . HOFMER,
S AR IZEERHLhEN =T M. BEICLIHETRAENEEZ DAL,
4,000 mg/kg AE/BE L OB SH CFLLES O, 8,000 mgke FE/AH S THF
FEOBMAZDH I,
ELEM S 4,000 mgkeg FE/BUEORSRICHTIFLESOBMICEIE, X
HRERICHITLESRMERE (NOAEL) (£ 1,003 mg/ke RE/B* LEZ DI B,

1. Sv k13 BEEHEESRU 4 BEREGHRR

SD S b (£EBHEES 20 RIE 25 ) [T4FF—L4 (0, 100, 300, 1,000, 3,000
mg/kg (FE/A) % 13 BREEHERSL. £0%., 0, 1,000 BT 3,000 mgkg HE/H
BERE (REMESSE) 20T 4 BREESERET o=, 3,000 mgkg &

® SN S L RO A T —LAERE
-9-
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F/ARSHOHCTREFE, AEHNERUVEMEDORIABH N, REKE
RUGEBINEOBRLEESEOBDITHESLOTHY . ThoiTEHEOTERE
FNICkDTY FOBFEDETICKDZBDEEFSZBND, 1,000 mgkg FB/BHE
SHOBRU 3,000 mgke FE/BEEHTTINHAUKRRAT742—E (ALP) OLR
HESH NIz, 3,000 mgkg FE/AREFHOBECRBEZ (F. B. 5. O, B
MIREURIZER) O . BHEEOH Y. BEUEREESOEMAED bh-
B, FhOOEHIHEEEMITHIHET 250 &EZ 503, 1,000, 3,000 mgkg
GE/ARSHOM CTORBBRSFREAED ShiM, ChidtEmsi s BEEL
THES Y FCTHREICEESASHFETHY . 1 BEEEBRR THICIZRBH bhi
Mot 2, ' '
BLEM S 1,000 mg/kg A E/B UL EOBREEICHITS ALP O LRIZEDE FHE
[Z& 15 NOAEL (% 293 mg/kg hE/RA™ £ EZ bhb,

7. 4 X 13 BEEERERV 4 AREEERR

E—JILK (BEEHES 4 IX 6 ) ITHRFT—LI (0. 60. 200. 600, 2,000/1,200
mg/kg hE/B (2,000/1,200 mg/kg FE/RIRSEE : 14 HET 2,000 mg/kg (£E/8) )
Z 13 BFEEES L. T0% 41 BREHEEREE T o7 2,000/1,200 mgkg &=/
A SH CHREEMNIH EVEEEOETIHED 5 hi-, AEBNIDHTESED
BPICEFESIBOTHY . BHESOETHEREOAFT T —LESTHERBELRC
EICEBEALTHWSEEZ DN S, 2,0001,200 mgkg AE/BIRSHE T RBC. ~ES
OEVEE (b)) RUAT MY v ME (Het) OETHAEH LRIz, £z, 200
BV 600 mg/kg hE/RBEHORER T 2,000/1,200 mgke FE/HIREHTALPOL
FhRBHoNiz. BE. 1R 52 AMEEFKERV 4+ AMEEERR (Bl FTOR
SR O© 200 mgkg AE/BESHTIA. ALP LEORBE/DEMN 7=, 600 mgkg
RE/PBHERSFHEOMRY 2,000,200 mgkg FE/AESHTHILESOHEM,
2,000/1,200 mg/kg FE/BIRSHOECRITFHEEOHMMN. HRUBR LAESORE
SHBHLENA, ChLOEERESHECETICHESHREOEILLITXHL0EE
Zbhd, Fi. 600 BT 2,000/1,200 mg/ke FE/RHESH MRS Ua—5 8
MHBD S hIA, BEHPEHEBRCZLNESALHE Y,

HEHD 200 mg/keg RE/AU EOFSBICEITS ALP O ERIcHTE KHE
[Z#15 NOAEL (% 59.7 mg/kg hE/B™ EZ Hh B,

I. REHS Y FORERL: 2 BEEHESSRU 4 BREEERER

SD T v b (HEUEHES 25 PE) ITRAF—L (0. 104 30, 100, 300, 1,000 mgkg
hE/B) £32ACAT 4 BE & FXEMARA P, =5 ITHICEIERAR. B2LAEE USSR
%21 A (BEF) FTTREARS Lz, 2200 1,000 mgkg B E/BIRSHOFTEY
(9 B3R 14~21 BOFEEL, 300 mghkg BE/HEL. B (F) ITLEFE
DAFF—LA (300 mpkg (RE/H) FEEILRED 5 26~28 B (52 ARSEE RS

-10-
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B) ETREERSLEL, TO®R. B F) (HFEHES 20 &) (rFF7—54 (0.
10. 30. 100, 300. 1,000 mg’ke KE/H) # 52 :BRIEREIREG L. TOHEHMES
10 FEIZD0WT 4 AFEEMESEE (0. 100, 300, 1,000 mgke 6E/H) %1727,

300 mg/kg RE/BHREHU LOETHBE & EARERZ RTTEHNLOEE
ETRO oI, EFRIIEHOES v T RHNICERShIMETHY ., &

BICRHORERAERE (104 Hl) LBWTABORENGHShEh27zl&h

5. RECERTZZETRIENWEEIOND, 100mgkg BE/BLU EOEREHD
HECHRERLEVEAEOET, 300 mykg AE/HEU L ORSBROBCHERMNE
OBRLHBHENMN, ChEOELSEFHOETERNTSIOEEZ NI,
100 mp/kg FE/A L LOBESHOETIILREZOEEZ R UL, DBLESET
HBHEASFTH- . FEREPORECIE. 30 mghkg FE/AERSHOBETT
ZHBEORLEHEENEEICEN LN, BERERITAOWT, FOHERER
F—2OHEERTHoE ),

DEMS, ZEEBICBVWTEEEFTETIRAEES AT, FERIZETS
NOAEL 1% 1,006 mghkg B/ E* &£ Z bhd,

F. 4 X 52 BRGEMHES RV 4 BRI EESER _
E—SNLR (SFEHES 4 XL 6E) I2x4F—4 (0. 20, 60, 200, 800 mgkg
*E/H) 52 BARMEEFE L, TOREBMEE 2 RICONT 4 BREEEHR
(0. 200. 800 mgkg RE/B) %707, 800 mgkg FE/ABSHT, BERDE
F. £EHBGEOThOBRERLHICSL TS ALP OFELG EENESH Shi-, ALP
7 A VA LZIFRED ALP THY . ALP O, EEEESICESECHET
AHEMEELETH . Fio. FERE. FORERINPHURITHELBEMNRET
BELLIFEIBO SR,
CBLEDD 800 mg/kg {6 E/HIRERIZEITS ALP O LHIZESE, KEERITHH
% NOAEL [£ 197mg/kg (6 E/B™ L EZ Bh D,

QETEFE
SD 5w b (BEHEHER 28 IB) [TRAF—L4 (0. 100, 300, 1,000 mg/kg {8/

B) # Fo OB 10 BN 55T 14 80, MIZ3TERT 4 BAU T EHAETO
5t 10~11 B, F O®IZEIAN S 15~16 BRI, F, OMICHIAH, S BLEAETO
17~20 EREEERS L, —HEHAREFHRZT o/~

BEYr (Fo. Fi) TlE, 1,000 mghkg BB/ BIFEH CEENHECETHLETH
RICEBoH oht-, TECATRIRIC 1,000 mgkg AE/BFSBEOB T, XEIIRUEE
HAFGIZ 1,000 mg/kg BE/BIREHOM T, BEXERUVEKERBNEORINEDH R
T=o 1,000 mgkg FE/AHE#HOSEBREROENESOHL L BREEOHMHE
HHEMEN, TholIBHOEBKEICESI SO EFZBME, TOM, EEME. X
Bk, ZhagE. TIRAAM. HER. HERZCOWT., BREICLIFEGTROLHN

-11 -
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ko=,
- IRE (F. F) TiE. F O 300 mgkg FE/BRSHOBER T 1,000 mgkg =/
AREHEOER 1 HOEGE, ETICF O 300 mg/ke AE/HUEDRERRUE,
D 1,000 mgkg BE/RBRSROLER 21 BOEBEKENA LN, F DEEREKE
BTHRE LR, 1,000 mgkg HE/BESHROETARLKKEROEENRD
b=, EBENS L, BET—-2OHEERTH 7=, TOM, —RIKGE, tHE
B, BBREFEE, ki, BEN. BEMNBEFIZOVT, BEIZLIFEETED
BhtEmot Y, |
Lk S ARERIC S TR ISR EIERD 5T, F O 300 me/ke (A E/H LI
FOBRSRIZBIT3EH 1 BOEFEICRSE, FHBRICE(T5 NOAEL I 96.5
mghkg RE/B™ LEZ LMD, (RHREICHIT S NOAEL (X, EFho—REtE
LT 299 mgrke FE/B™, EMEHRAESHICH LT 9.5 mgkg FE/R* EEZDL
Nz, FEEEICKT2REEH D AN ST, )

CEFHHEMER
F. v MEFHERR

SD S v b (FEE24 L) [ZxFT—L (0. 100, 300, 1,000mgke (kE/H) %
TEOAT 28 BiEl. XEMMECEE 20 BE CRERS L&, £iE 20 BICEES
v hEFEIWEL. BRERAL, BEBIZOLT. 1,000 mgkg AE/RIREHT
#5EA 1 AROREES. ERERUVFEMNSORPDARAO SN, Thb
OLEITEEICHTIRHTRIC LD EEZ DN, HIEE, BEH. BREN.
BIREEFE, FRAMFECERUVERERE. BRECEICRSOZETADNEN
ofz, TAREE, EFRREOKE. 5% - B - REREOHEBNMRICESICEK

BEEH NN,

BLEMD, FERICE T 5BEMRUBRITHT L NOAEL (& 964 mgkg FE/
HEE* &2 5hd, EHRBEEED LTI ST,

1. THEEERERR
Za—P—52 FEBIYEX (FFME20~25E) . HR6AND 19BETO
14 BRI, %RAF—4 0. 50, 150. 500 mghkg HE/H) FRMEOHS L. HE
29 BICHERI ¥ EFEGRIL . BMREH~T, |
EF/IRRFETHRRER U 500 mghkeg FE/HESHOF 1 BEICHA L. 500
mg/kg FE/BERSHOPIL 1 BOEOHDEER LETETH -T2, £, 500 mgkg
FE/RRERO 1 HISEE. 2 flISHELNH# b, ChbOERE. ThbOE
EIHENTRCHBERShEHROERRULhISH BERDIZLEH0
LEZ DN, BEHOEHEER CREEMBITHER L OFREREN oT, B
R¥. BMREFE, SRERCER CKKEEBRETCRCEEOHEIEHS
hgpote. BRER. EFKROKE. 5% - Bl - RHBETOBBITRI<R

-12-
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Bz kBB iTHLREN T2,

PLEM L. FERITESTHEEMITHT S NOAEL I3, 500 mg/ke AE/HigEEH
IZEWTELEH. FEMN/BD N LIZETE 150 mg/kg AE/H, BRICHT
% NOAEL IE 500 mg/kg FE/HU L EFER SN D, EHFBEEZEDLhEM o,

@FMAMERER
7. YA 104 BRESAERE .

ICR T A (HEEEE : MEEEAE 140 [T, REFH SIS 70 &) [S1F7—L4

(0. 50. 400, 2,000, 4,000 mg/ke AE/H) % 104 BERAKRS L1z, 400 mgkg
HE/BULOREBETHEEL NIRRT TE CH#% L BEHEIET L1z, 4,000
mg/kg FE/HREHOM TLEREIHELD LA, FEENFOREICELT. &5
(THEET B EEUEH DI © =, 4,000 mg/ke (R E/R RSB O THAERSEOD.
AR E S RSN AOREREQEIMERNH >R EATEEEA LI
Mo,

LEmD, BPARIZEDSIGWEEZ NS,

4. S b inutero RE104 BREIFENAESER

SDTw bk (F) (EBEE . MERER 170 L, $R53% « RFMEHER 8SE) [T FT
—4n (0. 50, 500. 1,000 mg/kg {RE/A) #3TECHT 4 HRH & SCECHARH. TS
HItHER 21 BREFTREERE L. 85hi-R (F) (IRE - RS 147 T,
BEH . SFME 73~75 ) ICEBEORT T—L%F 104 BRESHS L=, B
ORSHTHEEMDHRCEHEOETHRD bhfe, RERARENREICEL
T. 50 mghg RE/ABESBHOBTEREOREFENATE =M LA, HEK
EENBOLhENI NS, BREMELOLEZBREY,

PlEMh s, #EAALRITRO A EWEEFZ NS,

G E AR
ENLEY FREBRESOFREIZONT., Gl:HABR BILEY b GHEE - HHES

S5PC, 258 ffES 100K) (SRAF—L4 (00 04g/L) ZEFEE/YFICOH, #
106 % 38R BF3ED) [ThiYBTLBEERSE LR, 2 BFRICERR
B#{iolz. TORE. AELLICHKBREEEH L EM >,
BE. FEBYRBRRULE FAOFREEHRICENT, 7LL¥—ZRET MR
[F58& S TULVELY,
CEESMEHAR
7. HEEAVERRRAZRAR |
HE (Salmonella typhimurium TA98, TA100, TA1535,- TA1537, TA1538., Escherichia
coli WP2uvrd) ZRUW-HERFEMRERKES (312~10,000 pg/ F L — k) OFER. S9mix

-13-
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OFEIZMILET . BHETH-7,

4. L5178Y ¥R Y REHRERW-EGETFERTRRR
L5178Y ¥R EHRER N -EBETFRALTESRE (100~1,000 pg/ml)
[CENT FEUFF—CEEETFE (k) OFRFRCODNVTRE LER. Smix

DEEHIDLT. BEERIZEH ShEH %k 9,

7. FyAL Z—ZANLRE—IIE (CHO) BHEMREZRV-RBFHRESE

FrA Z—XNLRZ—ER (CHO) BREHERERVL-ZXEBARERE (S9mix
FET : 250~1,000 pg/mL. SOmix JEFFAE T : 62.5~250 pg/ml) DFER. SOmix D
ERITHHIDHLT ., REEREOZFREBOSAEN 1,

T. R ICR T 9 X FRLN-/IEEE
BEEE ICR <0 R (BEE 10 L) # ALV sEHEOR 5T & 5/ EEER (500, 1,000,
2,000 mg/kg A E) DR, NMEOFERIFBHOhizh o1,

BEMNS. R3FT—LICTBESERENEDEEILND,

Q—REEFER
7. —~RERRCITBICRIETZE

Sy FRUA RERVE 3 EREERSHRICE VT, REICERT 5
REUCFTBIRIETZEEH ShiEhof B, (TORBEESSNESFE) 08

&)

A PRESERICRET S

(7) BREFEICREFETEE
v FERVERESRICENT, BREHEICRIETEEEBHLEZLEIS,

BREFEICRIFTEEIFHOAEN -3, ( TQRKMERE] OEER)
(1) BEMERICRIFIRE
SD S b (HEBES 5K [2RATF—L4A (5. 15 mykg FE) 28085
L. 30 BITAZT VAN EY—IL (8 - 150 mgkg BE. B : 100 mgkg B E)
FEERNBRSLEELEIA, AXFVANLEY—ILBRERREAOZELIA LN
fim otz 4,

(7) EDih
Fv FRUA X RV 13 ERBEFESHRBRICHNT. FF*EW‘F‘%L&[E?‘
RERBOHDAAEMN> P, Fhea RITBOLTE., KEBICREFETHEIED

Bh#moto(r®ﬁﬁﬁﬁﬁﬁﬁﬁjwﬁ$ﬁ)
14 -
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7. BERBERICRETEE
B Dunkin-Hartley EJLE v bOFEHERZE A 7—L4L (0. 20, 60, 200 ng/mL)

B U NC-00751 (60. 200, 600 ng/mL) [TREL., FEFILaAYY, EREE S
DIBEORGIHT 2ERERFELEE L5, ERBEFRIBRUEROR
L RILIZEEEH NS, Ei- %‘ﬁﬁbtﬁ%ﬁﬁ%l:‘ﬂ L THEHE{ER. BERY

RUBHBERERES Mo,

I. B - ERBRRUBTRECRIESRE

E—S LR (HBH# ) 24 T—4 (5. 15 mphkeg FF) =+ i5BRES
L. fifE, D3R8, FRRE. —ERE. R+ U DLARUEZ 2RO FEZRE
Li=AEEEA NN 1= ),

7. HIEBRICRIFTEE -
SD 5w b (BEHEIOL) [ZHFTF—A (5. 15 mgkg FF) £&EOKB5L. @
30 DRICHEED 5% (wiv) KEBHEEEDOERS LR, HAELOH L FERIC

B BRFOBBERICEBEFED MG, -1 49,

- ®F v FEREHER

SD Sw b (HBEMHS 14 &) [THRAF—L (0. 50, 150, 500, 1,500. 5,000.
15,000 ppm) ZEBE L BHRICERSECHOBEEEZRIALEE DAL 50
pm DEEBRETOBRSRCRAT—LERS L,T*ﬁﬁkﬂfrén@sﬂﬁm&?ﬁ

HFid, 5000 ppm HLEOBECIEZ2IIRETHERLEY, .

QOFF T—ALADBRYDOREEHER
FAT—LOFBEPIZ OV TEBRVERLSTOATINS, BFETIC, H2IC

HBEHTISS SR F T —AOSREEERT,

7. BERSENESR
SD 5w (SRS 10 IT) [T NC-00764 (0. 0.6, 2.0, 6.0 mg/kg 46 &) \NC-00777
(0. 0.6, 2.0, 6.0mgkg #&E) XL NC-00779 (0. 0.3, 1.0, 3.0mpkg HE) %58

HHEORE L. 14 BRBE L E 5 BEIC &k 2R EERH DKM 1= DD,

1. RERSEHEHES
SD Sw b (HEEEHS 15 L) 1T NC-00764, NC-00777 RIS NC-00779 DREW

(NC-00764/NC-00777/NC-00779 HENEH 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 FEH/H) % 48RMEMZRELE A, BEICLDIZEEEH S
hiEhotk ), .

-15-
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. BEEERR

(7) HEZRWN-ERERERSR

NC-00751 X & NC-00764 D#EE (Salmonella typhimurium TA98.TA100, TA102.
TA1535, TA1537) ZRLV=1RIREHRERHE (50~5,000 pg/:f L— ) 0)#%
S9mix DEEICHIH ST, BETH="00,

NC-00777 XiZ NC-00779 D#E (Salmonella typhimurium TA97a. TA98. TA100,
TA102. TA1535) #RAW-#RERERHE (10~5000 pg/FL— ) OFER.
SOmix DHEICHANDH ST, BHETH7= P,

() FFLEEEME (ASS2/XPRT #ii) ZAWVWBELEFRATRMER
NC-00751 R 1 NC-00764 DIFFLIALHH (ASSYXPRT #) ZHV-EE
FRATRHAER (625~5,000 pg/ml) OER. SOmix DHECHNDH LT, it
T & - -l-__ 54), 55)
NC-00777 Xik NC-00779 DIFFLIAEEMRE (ASS2/XPRT #FR) Em\ £ ﬁ =
FRAERHAE (NC-00777 : 100~390. NC-00779 : 313~5,000 pg/mL) DFERE,
SOmix DHFEICHMDH ST, BHETH 1=,

(2) ICR T RZERL=/MEHER
NC-00764 (500. 1,000, 2,000 mg/kg #£E) D ICR W7 A (SFHE#ES 10 L)
L FRAVEIEHBOER, IMEOBRIIED L hEN oK,
NC-00777 Xit NC-00779 (500, 1,000, 2,000 mg/kg {AE) D ICR I VA (£HE
BEE 100) ZRAVCAEHBROREE, MNIOBEERH 5hih of %,

LIEMNS ., mAT—LSEY (NC-00751, NC-00764, NC-00777. NC-00779) (=
(LEERSEIENWEOEZS LI LIS,

OF FZHITHHR
7. BEESHE

BEXABRTF (BH 6 8) T4 T—4 (0.1, 025, 0.5 mghke HKE) 315
LWKICEBRLELOZEEZEARSLEZEZ S BEITER Lf—ﬁf%l;tnﬁabbm&
Mot

4. 2 BB ERE
BERARZ (BFH 1248) [2hFT—4L (0. 0.5, 1.5 mekgXE/H) 1B 3
E2BMEESROBS L= 05, BEICEALEREFZEOHhEh 1=,

9. 13 BRRSHE
BERABL (B 24 4. L. BEEAEHIETEHE 23 A) (ITrdT7—L4 (0.

-16-
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0.5. 1.5 mg/kg AE/B) £ 1 H3H 3 BRREEORELEZECD, BEICER
LE=EEEBHEREMNT= 9D, .

I. AR UEERTFHERE (NIDDM) £EF0 2 BE=EMY o R+ ——HE

A R UIRTEHEERS (NIDDM) 2E (B 17 &, %17 ) 2347
—A (0. 0.5. 1.5 mghke KE/A) % 1 B3 H2 AMREEOHESTI=Hs0X
F—N—EHBEEELLECAH, BRECERLERBIFEEBO AT, miFEH S0
—ABRUA LAY VREICREERIFS 12D,

D7 RN T—AICEBT B5E

2005 FER T 2006 FE[Z, 412V T7DEBIE (Buropean Foundation of Oncology and
Environmental Sciences "B. Ramazzini") %, 5w F ZAWEREBCTF R/ TF—LE
Bz &Y AMER EQOREBEI MU= & ORBRBREEAFLE 49, 247
—LEBENFULTOBTANNTF—~AIZDODVT O LS HIERMNB LD
E0D. ChICETAEEET—42EAEL 9, FHELE,

SD 5 v b (B EMERES 100~150 IL) ([T 7 R /37 —40(0.80.400.2,000. 10,000,
50,000, 100,000 ppm ; 4. 20. 100. 500. 2,500. 5,000 mgkg XE/B*) ZEHHE
RIS HECEAH/RELI=EC A, 400 ppm LLEOBREHOBIZHE NT, YU E
LBIMFEOBREERENTRCHEM LTz, LML, TOLEEREORMIZEAE
AEKEEHLENT, MO, RBEFEFZEST 4 LEBT 5 &. BRI
BECEVTRERENMEC G eI/ RMFLEOFEEELEL L, &
Hit. REBRORTLIEFEZEE L TREFETAH-HE., AEETBHLIG
Dot Tl HEBETHIRT 100%IZAET MR (8 93.3%. RE 96.7%) HidH .
TOMICIRE. BEL. BEE. DEi. RS, BRTLARUBRELSDEM
SHBETHREIL-CLIE. FERTEEREIZHES U o BROBECEEL
BEOREFERBTRETHY . BICHY 3 U AERVENFEOBREREDLE
mERE s OBEREENEEZ LN,

F7=. 100,000 ppm HEHEOHETER - REEOREINFTRITHEML TULV=AY
A5 DEFEINBEOVHEICE oTHERESEY . TOHBRELELDEEZELDL
hd, COLILEELRESY MIBRHELOTHY., b MIldsMETE RIS
Abhd.

FOfh. REHICESBERENA LW, 2RICREEEIMEL., HEEL
DEEZER LTI oT=,

PELY., FEBRERNOTRNANLT—LICLIESFOFRITAVEFMLE,

#5

JECFA THULOATW A BREEZBLCERSEL£EE "

b ] BRE{EE 116 3 BfE
(kg} RBE) | (ke tkE/R)
Swk 04 20 50
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¥, EFSA (European Food Safety Authority) Tl&, FEREEBHERICOVLWTRO L
JICFHMBEL TWA, Ui ELBMFEORBEFFEGENTEMIZOWTIE, A8
AREN L. ERCHOATVIMOEBRLENELERTHD. -, EICHE
DEE., RERVERTHbMEHEEELITOVLTE, PR/IAINTF—LEBSICH
BOZDTCEREL. BLIILRBOT NS VRAICBRELTEEOERLEE
FTLEEMEESHERS LEBICHONES Y MEEDEDTH D, =HIT. BfE
HREEICOLTIE, REEA DG L, BERESL TV L. BEOZHLATEN
THd. LD LM b, FHARBRIIRENABOTERERET D2LOTIEE
(. FRINTF—LIZOVWTEFMOBBERFLENELTING D,

6. EBBESIZEIT 5L

(1) F—A FSYFP/Za—2—~F 2 F (ANZFA) [ZHBIF A5 (2001) 2

FFTF—LICDONTRESAEFHPEBRTE b~ OBRSRERZFML -4
B, XA T—LIE. ERELERROETORSZICBNTREGAREERLE. &
ARICBVWTHEEMNERE SN, COMRIE. 24 T—LZFESLEESED
BFHETICER T SREREOHLICHESILOTHY . FEFRET LI LOTE
Thof-, BE—OETRIE, 14X 52 BRRERSGEEFRICSTIMBETILA YRR
J74—+ (ALP) EOLERTH -1,

BEFPHERIITHTH I, 4 X 2 HMEERSEHSERBICEVLWTALPEDOL
EXEHONT-AEZFEE L L. NOEL * 200 mg/kg A E/H. T2HFHHZF 100&L0
T. —BERFEE (ADD #20mghkeg KE/BEBRE L,

(2) XEBREZZE (FDA) 2B BEHE (2002) ©
FAF—LICDONTEBEAE-EEIVRBR VUL FAOBREFHBETMH L8
B, FEIAESRICE T, SHELNRREEDO AL o T2,
Sw bEAVE 52 BREERSSESRICEV TRESNSINHNA Shi-Hg
FEE L L. NOEL % 30 mghke AE/A. BEFHEF 100 &£ LT, ADI # 0.3 mg/kg
HRE/BEREL=. .

(3) IS5 ABRTERLE (AFSSA) IZ#(F55HE (2004) ™

RAF—LIZOVWTRESIAEBENHBRUE FAOBREHBRETE LR
R, BESAEBBICBLT, 24T —ARFSEREEELEH o1,

4120 13EARRU 52 BERERSSERBRICE T ALP EQ ERAH LA
BEREBL L. NOEL % 60 mgkg hE/H, T2FENE 100 & LT, EEAD %

# 4 RIzHHE BESLUY 2 BEEEEBICSVTERShENEFILAYRR T 7 4—+F
BOLrROFEEEE (NOEL) 60 mgkg AE/HICREHEE 100 #BB L. ADI 0.6mg/kg HhE/
AEZEShi-A., BNEREERTAICLICE-T. IETILAYRIR I 7 2—EFED
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0.6 mg/kg {*E/E tgﬁi Lrt:o

(4) JECFA IZEIHZE4E (2003) D27
FHAF—=LIZONWTRESN-EEIDNEBRRTE FMAORSHBREFME L =1
B, RHEINHRBIZH T, rAT—AZALESEEZER L, o1
M—ODFRREA X0 13 BERT 52 BRRERSSEARICHS T 5m#F ALP {HD
LHETCH-o=. ALPOLAFEPHTCTHETHY .. FFEEFRT S2EOTEGH,
oM. BRI, SIFFHBEERUVFEERFENED A ENE. 1 XD 52
BERERSEESHBICSIWWTALP B0 LENREH Oh-REFEEEL L, NOEL
% 200 mg/kg HRE/H. TEFHZE 100 L LT, ADI ¥ 02 mgkg RE/HEREL .

7. —HEREO#SE
A TFLE HEEE L THRAGERICERSA D T LMMERSN D,

T 13 FERFFERERFOERENENSE (BE) 25 L. BRhOWEE
ETARTRAT—LIZEESBRALSSEZREL. BRIERE LT T—LORMEMN
BEHETSE. R TF—LOEEEREY (X 3.84 mg/ b M/ (KRE 50kg & LT 0.0769
mgkg hE/R) L7435, RERIZ. FRAOBRBINEREL Y. 1~6 B 3.54 mgy
- kB (0225 mg/kg FE/H) . T~14ElX 445 mg/E F/H (0.118 mg/kg KE/R) &

HBEZIND, T, A T—LERIZHES DY NC-00777. NC-00764 B TE NC-00779
O—BHEFEBRE® (2. ThEh. 0042 pe/ke 4hE/H. 0.136 pg/kg HE/H RV 0.021
pg/kg RE/R LR E N B DT,

—H. ER B EET—4y bARTy FERIZ LD 8 BHHEHOERENRE D%
B ez, PRI TF—LETACRF F—LTCBERIESEZREL. EREZ7
RISWTF—LITHT BRA T —LOHKEL 40 £ CRTEH L. FTFTT—LOHE
EEEIE 0.146 mg/ k/B (0.00292 mg/kg RE/H) &b, FHEIc. ZE PR YR
& DT AT —LDEZHRY 90 R— o2 IVEBEMBE L LT, HERERF

EEMERYEEhIFR~AOEEOESET MR CEZTRMNH S L i D, BINEBRHI R
HERD I EEHFLT 2 FOHMRG & O E ADI & Shi,

* TR 13 FERRERERSOESHIERE B M OASBIERATIIBEORSE
BAMBELEIC. XA T—AFNEOERE (HEOM S £ BN L EH S hAE)
L. BRECEANMEREEASRE F— ARMBEEN LT3, :4TF—LOSEY
(ST, Bl L+ TF—AFRNECERENOEREZRCCEHLTLS,
gL ARICER S BIEEDT R ULF—LOHTE (D 20018) & R4 T~ L0
HIRE (B0 8,000 %) ZHEHICEHLEE (8000/200=40) .

S A NAEE ﬁﬂﬁ%méumLt«#t%L~#Hﬁ@@ﬂﬁ&amﬂ—ty
FOREICHDREE, F) 1,000 BOREBEHTS 10 /53— 2 4 JUEE X, SHED
IELHMD 10%(100 BENZHET HHHEZ ST,
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3P L LCHEET B, FF T—LOFHRUY 90 /S~ 2 LHEEENEDL, H
BT 0.01 %1 0.05 mg/kg BE/H, KET0.04 BV 0.10 mg/kg KE/B &35,
TH. RFT—LE 7 U—3—38%E (B L LT BALRRICHRORE
LAUVERE (BE 4.1ppm) BUTF) THERAIHhDICEMERESHIN, EHELT
FRISIIEE. HEHME L THEATIBLEBLTE L DN EERSH, T,
BICHEH & LTRAT—LAMEASHTLIRRICEVTIE. L LTERATS
CERBWEERLNDIENS, LRO— E%EFHELmsﬁﬁaLrw =E i3

EENEN BRSNS EBADbND,

8. ZxoITFISUERSICHETLIEE

FAT—ALZ, BEOREESF T TR I LTI EEH LGN 12 EhB,
A T—LEERT S &L$671_»77—ywuxomﬂﬁt%éa%ie
v (R

RIZ. FFTF—LBTRT Iz ATFSZUICERINDIEBERLEES. BRE
BRHEMEHEICL—BETERENMN . DARICBTS 72 A7 S UD#ERE
EMEZEHNTIE. HATLSmg/E ME (0.034 mg/kg AE/H) . 1~6 8T 1.55
mg/k F/E (0.098 mgkg FE/H) &Y. Zx=04 b URESREOERERE Y
{1~3 & T 40~20 mg/kg (FE/H., 3T ET35~15 mghke RE/B) O 0.7%ELTIZ
HET D,

FHEc, RED 90 S—2 22 A LR FTF—L—AERENSHEESHhEZ 7T
FSZUoORBEE. KATE 264ngt MBTHY . BEENEEMERT DD
TZINTFTS52DE25~10 A LT &, 1A T—LERMNSHEEINIRE
BIECMETHLLEZA NS, £, FE20kg RTIE 150 mg/E M/EERY
GBE2Wkg OZ7zAS P YREROZ2ZLTS = —BERE (0.4~0.6 g/H)
D 0A%LLTICHYT 59, ChoEBICHTIE, RE FDA [I3rd7— LERICHE
THI7IoIINTISIoOEREL, RefEoMERNEHRL TS,

9. PSR
A F—LAOREBYRAB O FADBREHBT—4 5 U -8R S,

BEREERUHENAEILE . ZYPEOERIZLIELZEE. BARRSHRTH
BN FEEIMNFIEME 7 LAY T+ AT 72—+E (ALP) OLRTHT=. =
D35, 4 X055y b TEH BAF ALP DLERICONTIR, hOBREEEZEEE
T, O FEASPMBRESICBLTHIREICESFETRD S - fh5,
EFAOFBELT LIRBRICEETEIDITTEENE NS REY A FZiIof

* RERCREICETZF AN T—LO—BERSELCHEH LS. —BSVBATH
- ARBEHAOTFHNGERNE (FRs/ULT—1 550~600 ppm. RFAT—54 17 ppm) DLEH

bﬁﬂi LT3 (550/17=31) ,
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EZHICTEY, BHREELFTFAL . =L, 41X 13 BREEHESHBR TRE. 200
mg/kg RE/AU EOBREHEHTA LN ALP O EFFIBIZ NOAEL 59.7 mg/kg 58
/BRF LS. RROLEETSE SITRMERS L=1 X 52 ARBERSHET
i, 200 mg/kg FE/HESHETALP OLREEH LGN > ERUEYFICE
ERMENANC EMD, 1 X 13 BRBEERSHBO 200 mgkg FE/BRSRTH
Bt ALP O LRIT—BHDO LD THY. ADIBRIZH= > TILHHAERD NOAEL
(TEE LA NEFFEL .

—7. FEBINHIZOWTEH., SPEEEREICABAFEMLEECLICLEE
BEHOBFEOBETICER L-EHE0RSIcL 250 LHEL . BEEELE
HELEhot. L. Sy FERW-CTEASEEB TAHASN-EBIANHOF
%ﬁ%f:ﬁh‘éﬁﬁil;ourlt\ BT OETEA ST, HEROR
REBIICEKELTWRI LMD, FRBOROEAELFHEEELTH L.

BEDT EMB, RAT—LDNOAEL &, Ty FE#ERN=ZHARBEHARICS
+% F REMDOIEEE F4BH81C NOAEL 96 .5 mekg FE/H EEZBND T &M D,
FMED ADI L, REFEZE 100 & LT 1.0mgke EE/AEFE L=,

BE. Bohi=T—2TRHEIN. SYUBEOSRMIcBNTEH, &KL >TH
BEEL TR L5 URERIH bhTLAEL,

ADI 1.0 mg/kg {AE/H
(ADI SFEiRESs) RS
(BpipEE) A
&5h5E BHER S
(NOAEL &ZHEUFME) FI REPDOERE
(NOAEL) ' 96.5 mg/kg K E/H
(BLFHEE 100
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(¥ A T—LEEEEN—E]

NAN-(3,3-2 A F I TFIL)L-B-F ZRILF ILIT-

& t2d (—HR) # OE X
Neoteme . OOH o
_ N-IN-(3,3,-dimethylbutyl}-L-ct-aspartyl]- >L/\ ;‘\)ko

*‘TT_-L\ . N H CH
L-phenylalanine 1-methyl ester H i

(NC-00723) B . -
N-[N-3,3-Z AFJL ?T_?le)-f.,-a-'?_z.r\} LFII- \©

L-2xZNTF o2y 1-AFNLIATIL
o . OH
N-[N=(3,3,-dimethylbutyl)-L-o--aspartyl}- -
L i A >L/\ N \/lk
-phenylalanine N ] OH

NC-00751 . . . H H
N-(N-(3,3- A FIL T FIYL-0-F RsXILF I )- a =
LJz=)FS=Y \O

COOH
N-(3,3,-dimethylbutyl)-L-c.-aspartic acid

NC-00754 6, dimetbylbutyl)-L-o-espartic ac! >L/\ /[
N-(33-TAFALTFN)L-FRNNSEEE 5 cooH
3,3,~dimethylbutylamine X/\

NC-00759 .
3IDAFINTFLTEY NH2
N-[N-(3,3,-dimethylbutyl}L-B-aspartyl]-

L-phenylalanine 1-methyl ester '

NC-00764 - " . OCH;
N-(N-(3,3-D A FILTFIV)L-B-7 R/3ILF ) )- N
L-7zZLTS5=Y 1-AFLIRFL >L/\N ooH

H
HODG
I H\jl\o
N-fumaryl-L-phenylalanine N
NC-00767 ayepheny. _ ro™
N-DTNIL- T2 FS3=2 “\O
HOOG . o
N-fumaryl-L-phenylalanine 1-methyl ester ‘ H\)]\oc
— T Ha

NC-00768 N-ZIYNL-ZxZ)ITF5=2 -AFILT i
0
N-[N-(3,3,-dimethylbutyl)-L-B-aspartyl]-

L-phenylalanine o] .

NC-00769 OH

y
o

-2 )TFT S22

Tz

22 .
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2 {bpd (—iA)
N-[N-(3,3,-dimethylbutyl)-L-aspartimide]- 9
L-phenylalanine 1-methyl ester -—t)J\o‘:H;
NC-00717 . .. . - H
NN-(3,3-D A F I TFI)L-FRINTF = F- N )
L7z= PSSy AFLIATI
N-[N-(3,3,-dimethylbutyl)-L-aspartimide]- 7 9
L-phenylalanine —i)LOH
NC-00779 B . . o £
N-N-(3,3-D A FILTFNYL-TAIULF X F- N
LIPSy
+rL ~
NC.00784 | 3,3-dimethylbutanoyl-L-camitine 0 ~
(C3) 33-DAFITE IS AN-L-ANZF
v
3,3-dimethylbutanoic acid 2
NC-00785 . M
‘ 33-SAFILT R UE H
L-phenylalanine
L-Phe peny _
L-7zoITFI= HAN
H
L-phenylalanine methy! ester
LPM pheny ¢ y )
TN TSoUAFLIATIL ol
CHa
N d
Aspartame QoH
FARILTF—A ;‘\)ko
. HzN p CHa
o-L-aspartyl-L-phenylalanine methyl ester 1 H
(APM) P AISLF LT T AT IV AFIL @
TATIL . .
o]
S,
Component2 | B -glucuronide 3,3-dimethylbutanoic acid o
G2) (L5 avEasE) "
CH
H
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(F1 FFF—LOHERLSRE] 10!

Sl

£
£

O

AT L (NC-00723)

—

1), 15}, 20), 24), 33), 34)

E3 0410
(RIR. Sy b, OF, X EN

i
L

NC-00751

+ CH,OH

N\

(59 bk, 41X, BER)

LCOOH

COOH

S

(Gw bk, 42, ER)

LA

NC-00785
NC-00754 / ; \ :
(v k. 1£X) (Zy k. EF)
o]
S e
o a ~
HO )
OH
H v
Component 2 (G2) NC-00784 (C3)
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(42 *71'7--—.&0) SREH (SEEET 17

NC-00754 Amide X/\ \)ko NC-00759 “

hydrolysis

+ S _— +
L-PM \O NC-00768

i F4F—L (NC-00723) i

L-Phe / \ NC-00767

NC-00751% NC-DO???*

_rearrangemey
/(k /:H/E octh >L/\ Cé 1 +CHyOH

NC-00764* NC—007'79*
NC-0076% + CH;OH NC-00769 NC-00751

*E%E@tﬁ#%#? (pH3.2, 20°C, 8 w) l:;a-f-féﬁu‘ﬁ%_

Gilizb:a:73)

1) 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.

2) Parkash I, Corliss G Ponakala R, Ishikawa G Neotame: the next-generation sweetener.

Food Technology (2002) 56:36-40.
3) Donovan P. Stability comparison of neotame and aspartame in 1% milk subjected to ultra

high temperature pasteurization. (1999) Unpublished report from The NutraSweet Kelco

Company, Mt. Prospect, IL, U.S.A.
4) Brahmbhatt DV. Comparative study of neotame (NC-00723, NTM) and aspratame
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(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.
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24) Barry ], Aikens PJ. An investigation of a urinary metabolite in healthy male subjects
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