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C

Hkte LTSN T R0 T — 24 (CAS B85 5 : 714229-20-6)
IZOWT, A FRARBR RS 2 F O T SRR s B3 A & S0 L 7=,

R W TR BRI 12 7 RN T — AW e & U (RN BN e BBk
2MEEME. MEREFEME, BN, EERAENE. T LA UM, SR, b

IBITLHAEIZEAT LSO TH D,

AREMHES L LTI, 7 R T —L20fEREE, —EEEL e MZBITS
AR DI R 2 Ra LICRiR, ZEMEICBREE2ELSEL L9 boidin &
H:;ﬁ‘[/f;o

AREMFHES LTI, 7 R T— L KO D55 WIS\ CEEaEIE 0 BS
IX7eu T L 72,

AHEMFAES L LTUL, 7 ARV T— Ao ToAaMEtE, KERSFEE, 3

Ak ATERAETFEME R OV LV M O RBR G 2 Mt LIRS R, v 2w
7o AR RIS AR T R R | ’:Fo‘b\f7 KX —2 1,000 mg/kg AE/HLL E&RGEET
REMIZER D b 7o AR RS K N2 U O — RO B (b 2 & 5 IR 2 4
bE3&z, %ODT@)EHE“CZ?)ZQ 500 mg/kg AKE/H %27 KN T —LOEMITED
/N NOAEL &% 2 7=, £z, BOBAMEETERD 0 EHlr Lz,

ARBMFHES & LT, RO O NTmEFT R A OCERNEICB W CTHEHANED b
TS a oWy 17 Ry 7—2oa) o E#EIuE (3.57 mg/A/H (0.0714 mg/kg
KE/R)) ZEERTHE, B 7 K0T —24 ) O ADIL 2488+ 5 2 L BA0E
EHIWT U7, AR S & LT, v X2 AW AR A FENERBR O NOAEL
500 mg/kg R/ H ZARML L L, 224550 100 Thr L7z 5.0 mg/kg (RE/H Z MNP

(7 RN F—2) OADI & LTz,



. FHMEXRME DOHE
. &
HekEl (1. 2)

. ERASDLEFR
M« 7 RN T— A
4, . Advantame
CAS %@k 5 © 714229-20-6
IUPAC 4 : Methyl N-[3-(3-Hydroxy-4-methoxyphenyl)propyll-L-a-aspartyl
-L-phenylalaninate monohydrate (1. 2)

MAeEXRUEER
C24H30N207 « H20

O
H3C/ O H
H N L4 Hzo
N O
HO N CH,

. HTE

476.52 (B 2)

5. HIKE

L. JEASHEE ARG B O & L COHE R OZ B L 7= #ikk
EORELEF LT (UUT HEEFEFE Lo, ) ICXriny 17 R
NRUT—Dh] OFDBREETIT, 8L LT IRMZBEAKYEE LS OIX,
T RN T—A 97.0~102.0% % &, | . PRERE LT IRMIZT, B~
HEDMKTHDL, | L3nTW5bD, 7o, MEREOEE & LT Mgt
[a]? : =89° ~—46° (0.2 g, =% /—/L (99.5,100 m], HEkPHaE) O = [T
Pb ELT1pug/gbh Tl . TMVINVBEG@GEFRaX 44X X T72=1)7 0
ELa- 7 A2V TF UL T = =0T T =2 (ANS9801-acid®)  1.0%LL T,
MO WE 1.5%LL T EORERH D, (B2)

VIR ESESEE IR, BAE T o A TCRIE L 120y FHICBITAT RV T — LD IKR
PERIIBRH S o7 (0.02%AT0H) & STV 5D,
2 RXFTHOSNEZMBERIZOWTIE, B 1 ICAME L2 RT,

6



6. BREM

REEEFHAELRLRBEHRL (20072) ([2XE, 7 R T—LDERTO
FEHRAAABR (25°CHRRHEE 60%., 60 77H) NEINT\WD, ZDOREE,
7 R T —AOE &L, ARG T 99.6~100.6%., 36 7»H#% T 98.5~
99.7%. 60 " H#% T 98.7~99.4% Th 7L SN TW5, R s L THES
FNHBHEC A OREL, RERBIMAIF T 0.44~0.51%, 60 NHHE T 0.55~
0.61% Th o7 I TS, ABRFIMEEIL. L EORKEREIG, 60 A DOIRLF
S, 7 "R T =20 607 nfidddo bt XETholo LT
%, (BH3)

fRES S E R B RS (2002a, 2004a) (2 LNE, 7 KX T — 20N

G T CORGFAER (A0°CHXHEE 75%., 6 20H ., BT NE ST\ 5,
ZORER, T KA T —AOEREIL, RERBALARET 99.6~100.6%., 6 2>H% T
99.6~100.3%ThH v, ZLIFBD LNl SN TWD, Rl s LT
BEENDT RAVT— ABE(LAWOREIL, REBREIMEFT 0.44~0.51%.
60 7> H# T 0.60~0.67% T, L TNRENNBDOENT-LEENTVWS, (B
4. 5)

RESEFEEZERBRMLE (2009a, 2010a) I LT, 7 R T — AT
PEYRIE P TR 2 1240 L. ANS9801-acid IZIKRSfREN A L XnTWV5, (&
e, 7)

iR o fe e EREH LR BREE (2009a) (Z LAVE, BRMEARCEI A RE LTS
EeEyRiE s (pH2.8, 3.2, 3.8, 4.5) TOWMY [7 R T —24 @ 26 HH
RIFEEMERE (5, 20, 30, 35C) NEMIN TS, ZOHER, pH3.2,
20°C. 8 HMDIRIESIETIZB VT, ANS9I801-acid N7 RV T — A G H &
DOHMEIZHT LT 1%L EFBO BN E SN TWD, T DOMOMES Ry & LT
I3 VINV[3-(3-E FrXxT4- XA v 7 2=)7 a ENL]-L-B-T A LF L)L
T 2= )VT T = AF )L AT )0 (B-rANS9801) . N[MV[3-(3-b Kz % 3-4- &
FF v 7 z2=0) 70 RN LB T ARNNTF VLT == VT 7=
(B-ANS9801-acid) , N-(3-(3-& REF T 4-A X 7 z=)L)7 a E)L)L-T A
NAUVF IR L T2 AT FT=2 AF AT AT (ANS9801-imide) . N-(3-(3-
L REdi4- A " Fo 7 o=)L)-7a )L 7 AT X8 (HF-1) KO L-
T2 VT T2 AFINVTATIVINT RN T —AEGBEDOHIEIZ LT
1% KRR I NS Tnb, (BR7)

R EHFEEE LS (2006a) (XX, ™I 7 R T — A
BRI LT a—F % A4 7 OREBEREE pH3.2, 25°CE2°C., fHXHEE 60% 5%

7



DEMET T 26 HEMRGFT 2RBNEMINLTWD, TORER, 7 KT —A
AT 47T8% CThH Y . R PICA U mfmiE. ANS9801-acid,
B-ANS9801 } T* B-ANS9801-acid ThH -2 L &N T35, (BMS)

FREFEHHME (2007b) (2 XX, & EHHE O 36 20 A Rk (25C
+2°C, FXHEE 60%+=5%) NEMIINTW\D, ZTOFRE, 12 A% KD 36
MHBOT BT — AFRFERIT, 97.3% M4 84.6% TH V. TELHMMIL
ANS9801-acid THo7= & S TW5b, (BH]9)

RESEFH LI, W T7 KR T—a) 1%, 2 7 &2 h67
22800, HEHWEEICEENDITFA PRV T XA Y %
EAAT— NG ERZTREENEZEZ b D0, Bk s ks X 5 13%
Bz B OEBORBRERICB T, A4 77— FRILERD EZ 2 bbb
BN TE LT, BETHT RNV T—Lhwmb EIROT RV T — A
SR EIC L > TWEIN X OFBANAIEE TH -T2 &b, @FE., 7 KT
—APHWBNDEHTIE, A4 7 — NRIGE, tORMKSS & O AE/ERIX
RHEFRERBE#BE CIZA LW ER PRI ESN TS, (B2,
7.9, 10, 11, 12, 13)

. FHBEFEOFR

BES B OIS T 2 HEE T X L7 — A OREIETE M8 BEAF 98 D
fad, RINHHEME D7 4 v ANVF UL BEE L FFOT AT —LANRT
ANV T =D 100 5L EOHWEZ AT L2 LN AHI, ZEMHORTDH
BEATWDLZENHBALIZEENTWD, (B2, 14, 15, 16, 17)

FHIEEES IS L AUE, 7T AT — A0 RET, AT 2 &S ORECR
BHRARIC K- THERAR D23, PO 14,000~48,000 (5 Tho7- & STV 5D,
(ZH1)

2011 ., BN « =2 —U—TF » REHEUEKE (FSANZ) X, iy 17
RN T —A) OFEAIIMER N EF LTS, (B#18, 19)

AR, I 17 R T —0] (IZOWT, EAFEE ISR E LToE
TEN OB FIED TR E O EFEN 2 S, BREEPIRD Db &b,
R ZRIEARIER 24 555 1 HE 1 BOHEICESE, RMLEEZBESITKL
T, BRMEEZENMOKEN SN0 THD, (BR1)



8. AINMIEEDHE

JEAGEE T, BN EEREESORMMEREET GRS ROWEME Z T -1,
Wy 7 KT —0) ORI E L TORE R ONZICBEE U TR ILE
DREDFAHEIZONWTHETH L LTWD, B, HHEEIRT RV &
ELTWS, (1)

0. REMIZHRIMEOHME
1. (ANENEE
(1) R
FRESHEFEEZLRBREE (2002d) 12X hiE, UC-7 RV T — A,

14C-ANS9801-acid O AN THIK L OIHEF (87C, 120 43) TOLREM R
MEHINTWDS, ZOMRE., 7T IRV T—AZIATBIEFRTIILZETH-
e, N7 LT FrEETe N TIBE CldaaE iz ANS9801-acid (228 #:
Nzt &hTnsd, £7-. ANS9801-acid 1L A T HIK M QMG T TLETH
Sl ENTWVD, BESEEHEEIL., 7 AT — AT FEIC ANS9801-acid
DOIRFETEHRNITRIN SN DS, —EBITREB(R ORI TR S v, fEd T
ANS9801-acid IZEH I NI E 2z bNZE LTS, (B2, 20)

FeE S B Lt B & (2004b, 2005¢) 12 L ALiE, Wistar 7 > b (2004b
I A FEMERESS 3 D, 2005¢ | XA HEMERESS 4 J) IC 14C THEERER L 727 R 0T
— % B Al saER 0% 5 (5, 150 mg/kg (AHE) UL HEE#EIRN 5 (5 mg/kg
RE) T HRERNEM I TV D, Z OREE, HEEERHIR 0 & 512880V T,
KA AE R RETER B 1T, 5% 0.25~0.75 BERILLNIC I R & 72 0 | fa g
HAHED Cmax & N AUC (Z2OWTiE, H 5 ZITIZIEXIG L2 MR 5
V. IMFETEEED Tip i, 6.0~8. 1l TH-o7=E SN TWD, T KX
YT AOMEEFYR L, 5 mg/kg AEHE CERE FEREAR TH D | 150 mg/kg
REHECIIHRE SN DD ANSIS01-acid JEE D 1/26~1/52 Th - 7= & &
TV 5, ANS9801-acid D IMBEFIRE X, &5 0.25~1.0 KfH#ZITHR K L
720 . Cmax XN AUC ([Z2OW Tk, BEEITIFIERIG LIZHEMNRERD 5
oI TW5D, Tigld, 1.9~3.6 Kl ThH o7 S TW5D, F7o. WL
Fh U0 EFRIA DR P FREIEIE R DL D B b D & 4~8% Th 7= &
SN TWD, HEFARNEE G280V Tk, s i aei g ix, 854 0.1
RERILANIZ IR K E 7o 72 & STV D, ANS9801-acid DIMAEFEE X, #
5% 0.1 BELINICIR K Elr oz STV D, Tipld, 0.6 FEI TH 7= &
EnTwWs, (EBE21, 22, 23)



FRESEFEZERBSRE (2005d) 12 LU, BE—27 R (5 REMERES
3JC) T MUC THEEFR L7727 KR — A& HEgHRR O &5 (5. 150 mg/kg
RE) UZHEFEFIRNEZ S (5 mgkg (AE) TR BN EINLTND, £

DOFER HEREIFRERE Q&5 2B Wik, RImAET RS eEEE X, &5 6~8
ﬁ%% TR ERY . RIEP B EED Cmax X X AUC I2HoW T, #5

FIESR S L2 BMNEE e b, OB EITH G EHINOEES & g+ 5
&%%ﬁ@f%@ I AE P BED T 1X. 80.6~85.6 il THo7- & &
NTWb, 7 AT —AOMmBFEPREX, 5 mg/kg KERGHTER MR
Kiii TV 150 mg/kg (AEFE TITMmH S 72 b DD ANS9I801-acid =L D
1/32~1/578 TH o7& & TW%, ANS9801-acid o IfiHE ik 1%, %25
0.5~1.0 B2 Iz K E 720 . Cmax LN AUC 2o\ Tk, BEEICITIE
Xt L2 BMAERS b, oA iﬁﬁiﬁM@%A&wﬁfék%%ﬁ
ETHoTmLENTWD, Tigld, 4.2~7.1 B THomLEN TS, %
Te RN 3 % 14C AR AR D JR R U REPEE R D b6 RAE S 5 &, 10~20% T
Holel SNTWD, HEIFRIRNE GICI W T, fR i i iR B 1
REEBICRKE o728 SN TWS, ANS9801-acid DI AEHFEE L, #&
HERZICRKKE TSN TWD, Tigld, 0.5~0.6 il TH-72 L S
W5, (ZH24)

FREE A LA B (2004c, 2005e) (2 LAUiE, @ A (B4 6 )
(2 MC-7 RN T — A Z HERE O (0.25 mg/kg AH) S 255 & OV
N (BBEENE 8 B) IR T RN 7 — A& HERE O E (0.10, 0.25,
0.50 mg/kg KRHE) SHHIRBEPEMINTND, 1UC-T RV T—LEHW
ToRRBR ORE R R IE T B BRI B 1T G 1.25 FEfIfR ISR K & 720 . Cmax
I% 30.1+3.2 ng equivalents/g ThH o7 & ST 5, ANS9801-acid O I #E
R, BEE 1,75 BEREIZICHRcR & 72 W Cmax (X, 22.7£5.1 ng/mL TH -
2L ENTWD, FIE T i BE & OY ANS9801-acid @ Ty id, 124 3.9
RE A N 5.7 Bl CTH -T2 & SNnTWb, IMEFROT KAV T —A0F, 3 4l
DWEBREDF 2 BETROONT-DHRTH Y | M B RE D KR 45 1%
ANS9801-acid THD LIV TV & STV D, RIMEE i EED AUC 1Zx%f
9% ANS9801-acid ® AUC OEIAIE 82.1~89.2% Th 7= & N TV 5D
FEFT SR T =L HWERABRORE, 7 X7 —A1F, 0.25. 0.50
mg/kg RE % 5 L= 5GAIC—RHI ’*"Hjéhf:@&f% D (PBREmEIZ 1
~4 5 ) | 0.1 mglkg KEDHE TIZETORFAIZBWTER FRAM TH
of: LI TWV5, ANS9801-acid @ Cmax E’lU\ AUC IZoW\W Tk, &5 &
IR B LB onicsnTtnsg, (23, 25, 26)

10



(2) o

FB € H LR (2002e, 2004d) (2 LiviX, A Lister Hooded
Z v b (HESPC) (214C THEEFR L7=7 RN T —24 (5 mglkg (KHE) % HiAl
SRR G U &G 48 RFE] 1% F T OMHR IR B 2 ) E 5 5 R & O Wistar
T v b (FHFSREMERES 1 D, MEIXIEIREVY K OSJEIEIRENY)) 12 14C THER%
L7z7 RN 7 —24 (5 mgkg (KE) ZHEROKEG L, 24— 704
777 4 — AW THOMOBREEZIT I BB FE RN TWDH, A Lister
Hooded 7 v k& HW=aBROR R, KB OMARIZ IV TR L 15 /0% 12K
FHEREDN R K E ol L SN TV 5D, MEEF O RERE L, 5 15 5%
(TR &2 | #G 6 R £ TR R D 10%REICED Lz snT
W5, THIRE LIS OREE O B RBIR EEIC DWW T, IMAEHIR A & b T2 5 A
e, PhE S OV g oD 2~ T B 16 sl mfiiz s L, 72, #ikh o i ae
IREITREITHEA L, FEOM~OFEN - WREIIRO oo S
TW5, {HLE COBSEREIZ, NS NIZBNEO R D2 HO L H O
THY., SBITZEDHIBORES I 24 FEELUNICHEE SNz & S Tn b,
B BEIREIZOWT, B 5 15 0 RICER b EIREZ R LICOIZENEM T, &
5.1, 2 BRI CI/NMBNEY. &5 6, 12 K CIETBE A ORIGHNEY
Tholob I TW5b, Wistar 7 v b & W BB ORE R, Mk & ONE
R B —NZOWNT, MK ORI X FEMEIRIC L D 2RO T, B
BEORBE XTI IE~OBITIIGRO b hoTc b SN TWD, HEL L
IZDOWT, HEEZRERFFTRRKE 2D UBRERERBD BB N E ST
W5, &5 0.25~2 KFfEI%Z TIXE., HLE . TR, BB OBENE O Re v
NUREL . ZOMOMBTIHR L~ ThH Y | Y 6, 12 Ktk TididR
BEITHEMER B ICIRE L CRRO LN E SN TWD, FFE DM ~D i HEED
ZHRIGRO NNt ENTWE, (BE27, 28)

FRESEFEE LTS (2002f) (2 LE, B —27 VK (KRS 1
JE) 12 1UC T LT R T —24 (5 mgkg (RE) % Hiln[5R$]RE O # 5
L. &5 6, 72, 144, 288 WEfllt: ORI E 2 ET 23R I ST
W5, EORER, ST ORGTRRIRE X, MRk 5% 6 FELINICR K &
20 RBAOHEHH CTROEBWREZ LW I TWD, &5 6 K
M4 DKM K ORI F ORI, T OBSERE LD bmEmro7en, [
I A DA O AR T ST 72 R AR O AR T ORI, AT OBE LY b
Kool SN Tn5d, BESEHH L., Ko OMERICB W TRk L
MAE R OFE BEIRE D R RBHH FIZIET— IR L TnD 2 &b,
FEAR P oD T RE IR B LA P S HERR L QL AR R IMABICER T 5 b D & LT
W5, B R OMRIZI VT, HOR AR B I i O R B X0 KRR AR )

11



ol IhTnd, (BR29)

FRESEHEELZLHARME (2004e) (X NIE, 4 XK b DOIMEEC 14C-
7 KRR TF—2Ah (A X :20~20,000 ng/mL, E b :10~1,000 ng/mL) % ¥
mr. £72. 7v b, 4 X KO bofiEic 14C-ANS9801-acid (T » b -
10~10,000 ng/mL. A X : 100~25,000 ng/mL, t k : 10~5,000 ng/mL)
ZWML., RINAiEEEZ AW CENETROME A BEEFEE2RNET 25 Rk
DEMINTWD, EORER, 7 v MIEFIZIWT ANS9I801-acid D7z A
HAE S 21X 10~10,000 ng/mL OIREFEH TI1~92% Th 72 & STV D,
A XMIFFIZBNTT R T — LD 7= A BFEEHRIE 20~20,000 ng/mL ®
TR FE P T 63~65%. ANS9801-acid D 7= A AfE & = i% 100~25,000 ng/mL
DIREFH T 62~T1% Th oz & SN TW5H, & MIEFIZIHBWTT R v
T—ALDEAEFEARIT 10~1,000 ng/mL O EEFH T 81~92%.
ANS9801-acid 7= A AfEAHRIT 10~5,000 ng/mL DOIEEHHPH T 96~97%
THY ., B LERESIHICB W CTRMBLISIUIRO b il o 7o & ST
%5, (BH23, 30)

(3) R

iR o ESEEE LR HE (2005¢) (2 XX, Wistar 7 v MZEH
i I HE R T o EEAAH L ANS9801-acid TH Y . MO EGHETILT I
VT ADREEITIZEAERD N ot SN TWD, RPIZEBWN
T, ARG TT " T —LOREEFTHBRE ST, FERBHDIT
ANS9801-acid Tho7c b I TW5, H&G&E K LIREDOEIEIZHD
W, ®& 0% 5 BT ANS9801-acid 1% 0.3~0.6%. kAN 58 T
ANS9801-acid 1% 19.8~22.6% CThH > 7= & SN TV 5, WifE THF-1 & 1 3-(3-
ERafxT4-A Fo72=0)1-7a Ly 2y (HU-1) 280 7TEON
H BRI SN BROBEEHETH TN L EGED 0.3%LL FTh-o
eI Tng, #ERIZEBWT, MEETTY RV T — ADORERITHRH S
T, EFERHIT ANS9801-acid X O Z DL A F A TH D RF-1 Th o
TeInTnsg, E5EL LB OEIGIZ OV T, 5 mgkg (KER
M # 5.8 T ANS9801-acid 1% 28.8~29.1%. RF-1 (Jif * F /L ANS9801-acid)
1% 40.9~41.1%. RF-2 CREEMNRHY) 13 11.5~11.9%. 5 mg/kg (KEEHR
W& 58T ANS9801-acid 1% 20.7~26.2%. RF-1 1% 26.9~27.6%. RF-2 I
8.1~8.3%. 150 mg/kg ARER &5 T ANS9801-acid IF 86.2~88.1% T
HY, RFE-1LIImH Szt ShTnbd, (22, 23)

o ESEFE AT ERBRRE (2005d) I LUE, E—2 L RICEBT
2 e o FEAH I ANS9801-acid TH Y . 5 mg/kg KER KRG/ T

12



T RN T — AOREEITHRE ST, 150 mg/kg RER O G TRE
BOHIESICBWTAOBHRE SN DDA ThHoT2E ENT WD, 28D
MAEFIZ VT ANS9801-acid DI GARFET 5 Z L bR Iz &
INTWVD, RPICEBWT, BOBGHETT RRUT — AORELBITEE
ED 0.1%K ThHo7c & SN TWD, EERFHWIL ANS9I801-acid Th -
fceInTng, hEBLcREMOFGIZTONT, BAKGHT
ANS9801-acid /% 1.6~3.1%, HF-1 1% 0.3~1.5%., HU-11% 0.2~0.3%, D3
CREERH#) 1L 0.56~1.0%, wFIkN#E5-# T ANS9801-acid 1% 22.9~
25.1%. HF-11%0.9~1.4%. HU-1 1% 0.2~0.3%. D313 4.5~5.1%Tdh > 7=
EINTWVWD, RPICHBREERIBRH I RPoTo SN TS, FEHIZ
BWT, METY AT —LOREMKITHREINT, ZTERFFD I
ANS9801-acid THo7zE INTW5, HEEL LK L-BREDOE EIZS
W, BH&ERET ANS9801-acid 1% 70.3~78.2%. HF-1 /% 1.0~4.1%.
RPN % 58 T ANS9801-acid 1% 23.3~23.7%., HF-1 % 2.7~3.6% C& -
T SN TVD FEPIZBW TS RIIRE SN holz & SN Tn5D,
(W23, 24)

RO ESEEEE EERBRHE (2005e) (2 XAiuX, f@EE AN (B 1
BT A HE O FEAHMIT ANS9801-acid THY ., 7 KAV T —ATbd
MIIBRHEINDDOHRTH-TmEINTWVD, RAIIBWT, 7 KA T— A
ORI ST, EERHWIE ANS9I801-acid THHo7- & ST
%o el ik L B O EIS 12 oW T, ANS9801-acid 1F 2.83+0.6%.
HF-11%1.0£0.6%. HU-1 £ 1.9+-1.9% ChH o=t &N T35, #EFZBW
T, 7 RN T =2 OREMRITHEH ST, FEMAHWIL ANS9I801-acid
SOVHF-1 TholcbanTna, &h5& & LCREMOEEIZHONT,
ANS9801-acid 1% 52.0+13.0%. HF-11£30.012.0% ChH 7= L ST 5,
(23, 26)

PLbEXy, HBESEHFEIT. 7 R T =23 TFE LT 2T UkIC &
V., A%/ —/t ANS9801-acid IZfUE#Hf 41, F£72 ANS9801-acid |ZZD—
BT F RALT I RS OMASEIZ LY HF-1 X3 HU-1 I2REf S
HEHESINTZELTWD, T4 XTITMPFEFRICENTREHE LT
ANS9801-acid ORBIAAENBFET HZ L bERINTZELTWD, B
(7> FROA X) KOe N TORFRERNOHERINDT KT —L0
FEARBRE I 1, FEH LU MBI D880 & 580 15 R O
WIE1IDOEBY LI TWVWD, ko T, B MZBWTHE S -RHEY
TN BERBRICHONONTZT v EOA XU HFET DI ENRREN
T2 b, BB T 52 ZeMERBRERICEY & N TOLEMENEEIZT
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HsnsdZ &N

iz snTn5g,

(ZH2)

X1 FPYRVEMIETIROBREROTERVUHEAHY

ENE//E 1. 4% JRH #HErp
ANS9801-acid ANS9801-acid
7 vk ANS9801-acid HF-1 RF-1
HU-1 RF-2
ANS9801-acid A1\185)181?0-11 e ANS9801-acid
A X ANS9801-acid @ HU-1 HPF-1
TN S AN D3
ANS9801-acid )
E b | ANS9801-acid HF-1 ANSIZSFO_i acid
HU-1
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E1 B (5v b %) RUE FTORBBRICESCT FAVT—LOE

ERBHER (38 2)
e
HOL( (:]
I

. I

=3 N
H

0 COCH,

CH;0 i

Ol ANSURN] (7 KA T — 1)

() R'[J:][

HO,C

]\[_
sulphate conjugate of ANEDED-acid g R w\'
(plasma only) | ‘i‘f, H

ANSOEO ] -aeid (plasme, urine and lacees)
\
’/ \
\

CO,H —_— - NH,

(]

HEF-1 furine and Facces) HU-T funne)

(4) HEitt
bk e e E LR ME  (2005¢) 12 LiuiE, Wistar 7 v MZE
58 G5-% 96 Wi £ CTORPHEIER T, RO GEET 0.97~1.94%, §FKk
N GHET 23.90~25.84%ThH v, #EHPEM=RIL, ROKGHT 95.92~
99.52%. FRIRINIZRG-RET 72.27~T72.710% CTh o7& ShTn5b, HEED
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90%LL ENR 1% 48 KEFILINICHEEIE S v, MHEEITRED bNehoTo b &
TW5, (22, 23)

ik ote g EFEE R BR®E (2006d) [ XiuE, E—Z A RIiCBT
%% 5% 120 B £ TORFPEIRIL, B O&K 58T 3.74~7.37%. kN
LT 37.11~39.10% Th V| FE R PEHFIL R O 51 T 82.35~88.94%,
FRNFZ 5 RE T 41.90~47.43% Th o772 L SN TV 5, BEEOHI 90%LL
EnPEE% A8 RE LA HEE S L TR b oo & ST b,

(23, 24)

bk o fg et EiEE R BRI S (2005e) (CXAUE, AN (B 1
B 254 168 FEfl £ TOJRPHEMERITRAGTEE S LT 6.22+£3.11%, #
HRPEERIE 89.48£2.03% Th o7& SN TW5D, H5H% 120 Kl £ Tloa
TOWHRFIZBWTEE LZIZIE2ENP S-SR TWnD, (B2
3. 26)

(5) £t

2.

FBELSEFEHICEIIE, 7R T =AM L7 2=V T 7= 16 TH
L0, T AU T— L a2EIRLT-Y6 . ANS9801-acid N E G E LT
PREOFEFEHRICHE SN D Z 2006, BKRNIZBNWT T = =47 7 = S
HFRIFTIFFITERS, TRV T =BT 7 =2=1T7 7 = EHIEN
WndsZlickra ) 273 EETCEsLInNT05, (BH2)

=k

(1) BizEH

® 7ERYTF—L
a. BILFEALEZIEELT HHER
(a) MEMZHWVWLEREALTEAER
fRESHEEE R RS (2001a) ICLNIE, 7 RV T — AL

DWW TCOME (Salmonella typhimurium TA98, TA100, TA1535 &
WNTA1537 W NZ Escherichia coli WP2 uvrAlpKM101) % HW\W7=7
LA UFaX—2 g HEIC X DEIFREARE R (TR, AR
iz M E 5,000 pg/plate) NEMINTEY ., RBEHEHLROH
BIChhbLTRETh T EN TS, (B3 1, 32)

(b) ¥R VI74+—7 TK KE&
FRE s A R B (2002g) Ik, 7 KRRV T—AIC
DOWNTO L5178Y ~ 7 R Y U oRfEMnZ Wiz~ R 7 p—~
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TK kBt (Gl - A HMAFEE 5,000 pg/mL, 24 FfE i L H 1
1,500 pg/mL) NFEMINTEY | RBENEHEICROFEIZL LD LT
et CThot-t 3N TW5A, (B3 2. 33)

b. 2BAREEZFHEIELT HHER
(a) (FoEBEZAVD/NMZAR
fREs s A RERBRME (2001c) ([CXhiX, ICR v 7 2 (fatk
XIHREE 5 IR YT RN T — A GRS 7T VC) 127 RAAUT— A
(500, 1,000, 2,000 mg/kg {KHE) % H[I5RE|#E 0 & 53 5B 3
SN TWD, TOME, 7 R T — A RERETER S 24 FFE# X
1% 48 WF [ 1% (2 KERE 5§ O Sh A 7R M ER O HH BB BE O BEINIX R 8 B 4
T BEoERThoTmEE TS, (B3 4)

@ T ENUT—LHEY
T RN T—=LGD 5L, Ty b, A XEVE hOERBWTH D
ANS9801-acid DERFMEICHOWTIL, MEFICHEEINTWD Z LW
2T RN T — A OREAEN PR FIZIZE A ERBO NN & h
5. T KR T —ADF >t E WD /NMERER CRIFFICFHMI S LTV 5
EEZBND, LT T, 2 OMo53iEY) (B-ANS9801. B-ANS9801-acid.,
HF-1 & O ANS9801-imide) DB nmMEIZOWT, LU O BRAGEZ H
TR L 7=,

a. BLFEAZLEZIEELT HHER

(a) MEMERWSERERETESR
fRESEEERERBRME (2009d. 2009e. 2009f, 2009g) | X
uiE. B-ANS9801, B-ANS9801-acid, HF-1 } O} ANS9801-imide =
SWTOME (S typhimurium TA98, TA100, TA1535 K (X TA1537
WNZ E coliWP2 uvrd) #A W=7 1A v FaxX—2 g Bk D
IR A BB (Timaki, ABRIt & & A& 5,000 ug/plate)
MERSNTEY . RENEHEROFEEIC N O TREETH o2 &
SnTWnWb, (B35, 36, 37, 38)

(b) ¥R 2 IT+—< TK FHEX
fEE S R B A (2009h) 12 X, B-ANS9801 (2o
ToO L5178Y v~ v A U UMz Hnwic~ o X ) 7 +—~ TK ik
B (R - I A BRYE | 24 REREEALERYE & $ 1T 4,600 ng/mL)
NEESNTEY ., REHEHEROF R P L TREIETH T &
INTW5, (BH39)
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FRESEEHRTHBRHE (20091) 12 LhE, B-ANS9801-acid IZ
DWNWTO L5178Y ~ U A U U AN lffilaz Wi~ A 7 —~
TK 3B (s EHmAEE, 24 FFREFAEE L LI
4,500 pg/mL) AFEMINTE Y, REEHEIEROFEIZ 1D LT
EfETholmt &N Tn5d, (BH40)

e EE A LR S (2009) [ LuiE, HF-1 [2oW\WTo
L5178Y v U X U U Rlfifa 2 Wiz~ A Y o7 —~ TK kB (5
R R ALERTE . 24 RFEREALEEYE & B 1T 1,000 pg/mL) A3FE
SN TEY, RENEH RO DL TRETh T S
W2, (ZH41)

RS E B s (2009k) 12 LiiE, ANS9801-imide |2
DNTO L5178Y vV AU U RERIZ HWie~v DR Y T —~
TK 5 (REEE . ALy (REEHEIERIEFET) T
400 pg/mL, FHIFEQABE (RENEELRFAET) T 178 pg/mL, 24
IRF e AL BRYE C 500 pg/mL) NEMINTEY ., BEOERETH -
EEnTnsg, (B4 2)

b. £BAKEELIEELT HHER
(a) (FoEBEEZAVD/NMLAER
RS E R ABRmE (2009]1) (I kiuE, ICR v 7 2 (fadk
KTPRBE, BBMERTIRBER OV R T — LA BG5S 5 L) I
ANS9801-imide (500, 1,000, 2,000 mg/kg AEE) % Hi[a]FaH]FE O &%
HI 55BN Em I N TWD, TOMRE, ANS9801-imide #5-#£T
F b 24 WERI2 I KR-G5 56 D Sh4 7R 2K oD H BLERFE OB INEFE D &
N, BHEOERETHoTZEENTVD, (B4 3)

PEXY, KREMFHES E LTI, 7 KRV T — AN ZE DY Th
% B-ANS9801, B-ANS9801-acid & N HF-1 IZ DU THRIZ & - THRELRTE
ERDBEBEEITRO N WE B LTz, £72. 7 KU T — LD 5 fY)
T&H 5 ANS9801-imide (DWW T~ T A Y 7 3 —~ TK REBR O R Ix 50
. FolWEZ WM OFREPRBETH L Z &6, ZhiZon
THAERIZE > TRBERIE L 2 2 BamEITRO Sy &l Lz,

(2) 2a=EH
FBEHEFELEABR®RE (2001c) ICXiUX, 7y M7 RAVT— A
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(5,000 mg/kg AEH) ZHEIBHEHRAKET 2R BN EREINTND, D
FER BRI R ICE O TIIERD ST, BEL - RIREO (L bR
SN2 olcbINTWD, BREMF X, 7 R T — 2 O OBt &
1% 5,000 mgkg AEAZBEZHHLDELTND, (B4 4)

(3) RIE®EEM
D Sv bk 13 BERIEER

FREHEEGEEHE ZR RS (2004b) (2 XX, 6 WD Wistar 7 v b

(FREMERES 20 X% 25 JE) (27 K237 — A (0, 1,500, 5,000, 15,000,
50,000 ppm : 4 0. 118, 415, 1,231, 4,227 mg/kg {K&E/H . M 0, 146,
481, 1,487, 5,109 mg/kg (KH/H) % 13 HHEMHE S L, 0, 15,000,
50,000 ppm #HG-EEDKEE 5 JLIZHOWT 4 @ O EEMHRER 217 5 3 ER
TS NTWD, TORER, WTNOEGEIZ O HRME O 5 I1ZBE L
T NT—RE, RELXOEEHEOZLITRO bR Tol IR
TW5, FOKEIZOWT, 15,000 %O 50,000 ppm % 5-HE THIMAZE D 5
Aoy, B ERMA IR E OWEICEET 28 LTS, ik
FIRRAIZ BT, 15,000 LT 50,000 ppm & GREET~~ 7 U b, ~F
7 a e PR E LR OURMERE OIESE AR iz, sBrFEmE 1T, 21k
DREENBMTCH L Z &, RBREMMEX T IT 2E T — % OfRPANDOZE
ftThHsrZ b, SHICEFDOMOMEHBIZE W TRE T 5 EEHNFED i
PN ENLEEERRT AL O TRV E LTS, IRBHEAAMA, 4
e R, AR PR, IR, S RN, S EEE, FIMR
Jo OV B P RO B IS B W TR E O & 5B L 72 2 B3R b
RipolzInTnW5D, BLEXD | RERSEHEE ITARERICK 1T 5 NOAEL
ZARRBOHKEHAETH D 50,000 ppm (T 4,227 mg/kg KE/H, MT
5,109 mg/kg (AFE/H) LRHMELCW5 (B4 5, 46) ., AEMHAES
& LTIE, RBREME O RY & & 2,

@ 4 X 13BHER

eSS ERE R rtilBais (20050) 1T XU, 23~26 BHiinD v — 7 v
K (B REMEES 4 X 6 P8) 127 Ko7 —24 (0, 5,000, 15,000, 50,000
ppm : ‘5 & 0, 205, 667, 2,230 mg/ke A/ H . it 0, 229, 703.
2,416 mg/kg (KH/H) % 13 WMREEH G- L. 0 LT 50,000 ppm £ 5-# D
BHE 2 VL2 OWT 4 M OREIEMERBRZ1T 5O RN FEm S LT D, D
fER, WTNOERGEHI SR E O GBI L7 TR O bz h
ST ENTWS, —fRIRIEBIZHOW T, REE 2 & e 2R CHEE A FRD 5
. ZFORERRGHTEP o), MBREME IIFZEEZTIETLHDT
X720 E L TWB, KEIZOWT, 50,000 ppm #-5-7E 0 Ik CHE AN 23
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WO LT E STV D, MK FAIRAIZIB T, 15,000 XX 50,000 ppm
BHBEOHET~~ 7 U v b, ~NEZ 0 EVRED D VTR ERE DK fE
RGO LA, RERFENEE L, RS BT A RT — X O
FHNOZEALTHLH Z ENDEHEERETAHEDOTIERWNE LTWD, Sk
u%wf\mpmpmn&ﬁﬁ@%f%%$§®@9&0$&5®%%%
ME DI ABEFEHIMATRD By, BEBRERE X, BRBAENITEZ Y 2
HEEE « BREZBE I T2 TIE N Enbmhae R4 56 0 TidRwn
ELTWD, EEHE, IRBAMRA, OB REE K O AL R A A (2
BOTHBRWE 0BG L2 EIIB0 b hosT-t & T b

B S M 1T 50,000 ppm % 5-HE TR DR E RIS &2 FEio, AR
Bl 31F %5 NOAEL % 15,000 ppm & #Hfli L TW5, —J7, %E%E%ﬁ
L. 50,000 ppm (23 THLDEMFT RV @%ﬂiﬁWOt_kﬁﬁb {Z
FEHINPNGENZIER By & SR E TR L 72 2 L ICER T 521k &
&z ARKHBRICEB T 5 NOAEL % AikBr D s A& TH 5 50,000 ppm (i
T 2,230 mg/kg (AHE/H ., MET 2,416 mg/kg (AHE/H) LML TV D (B
2, 46, 47) , KEMFHESL L, BESEFE OEILZY
BT T I LixTE T, BRI H OFE 2 3 FF L T, NOAEL % 15,000
ppm (KT 667 mg/kg (KH/H ., T 703 mg/kg (KH#H/H) & X7,

@ 4 X 52 BEfEER
FRESEEELEHABRME (2005g) 1 LUE, 22~26 Hfiso v — 7L
K (B REMEES 4 X 6 J8) 127 Ko7 —24 (0, 2,000, 10,000, 50,000
ppm : & 0, 83, 421, 2,058 mg/kg (AH/H, I 0, 82, 406, 2,139 mg/kg
(KE/R) % 52 BRNEEEHK L L, 0 & 50,000 ppm BHREDOKRE 2 PLIC
DONT 6 HEOEEMRR AT O BRAER SN TWD, TORER, W
LD B GHEZ SR E OB 5B L 72 JE T W N — AR, ARE LW
BEHEOEBLIFRDO N7 ENTWS, LMAKIZ SV T, 50,000
ppm HGREOHMECEENMER 2358 722, BRI mE 1L, AR 2T
R EALDORRENERETH D . HOF DM LERFHGE B2 W TR
WME OB GZEE LI ANBIE S e ro T 2 Ehn, BiEE R T %
HLOTIHRWNWE LTS, IRFFPRMA, MEFRIRA, Mk A b5
&, RRAE., SR EENE. SR L OYE BRI R A IS BV TR S
D5\ B U 7o 5228 w@%m&@ot&éMTméoUL;D\ﬁﬁ
FEhE 1T ARER I 1T 5 NOAEL %2 AR O i/ & TH % 50,000 ppm
(4 2,058 mg/kg (KE/H ., MET 2,139 mg/kg (KE/H) LFHE L TV 5D
(248, 49) , REMRES L L QL. RABREME ORFEIXZY &
ZZ2T,
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(4) ENAH
D <R 104 ERIRER
FESEFHEEEABRHE (2006c, 2011a) (2 XX, 6 HiE® ICR

~ 7 A (B REMEIES 64 L) 127 R85 — 4 (2,000, 10,000, 50,000 ppm :
10, 223, 1,057, 5,693 mg/kg IRE/H, M 0, 272, 481, 1,343, 7,351
mg/kg (KE/H) % 104 HRENREEHR 5T 28N AMRBRE LR L TW5, £
DFER, AEFFR, —BAIRIEIZ OV CTHEBRWE O£ 512 B L 7= 2L IR
Lol ENTWD, KEIZOWT, 50,000 ppm #5-Ff O M T
IHME R 3RS Bl 2y, RBREMF 1T, FEFFOICHRRE(LTIER
<. B#ETZMOBmEFTALGRD NN s, BHEERBT 5T
TN E LTWD, ERWE O GICEET 5 &8 2 515 O3B,
FAEBEOEME OIEEEERE OB D bz rolc b ST
5o LLEXY ., BBREREILZT ST —LDORNAMEIZRO LIV )o
L Tns (46, 50, 51) , AEMHAESE L TiE, ABRE
i OFEANIT Y &5 2 T,

@ F v b inuterolgFE/52 ERIREREGHER. 104 BRFENAMEHEHER
FRESEEE ZRBMm S (2005h, 2006d) (2 LA, BEMW) O ZZHEL 4
BRI ST KA T— A28 # (2,000, 10,000, 50,000 ppm) SH7=
4 o Wistar 7 v b (FHEMEES 20 X 30 8) IT7 KAV T — A
(2,000, 10,000, 50,000 ppm : £ 0, 117, 592. 3,199 mg/kg AHE/H .
1 0, 146, 740, 4,009 mg/kg (KH/H) % 52 HEIEEE# 5 L. 0, 10,000,
50,000 ppm & 5-HEDFHE 10 PEIZ-DVNT 6 3@ [l O [BI1E M3 ER 21T 5 3 BR
Ei SN TWD, FOFRE, WTFNORGERICH B 52 LB TIER
HHENIRMoT L INTWND, —IRFEIZ DUV T, 50,000 ppm 52 5-#f O
HECTRLF D& Ak QIR N & 5 4~32 OB S -208, HBRE L
F, BEETIRE TR ISR TIEZe <, &K & RBFORENL CTOR
PR PRI A ORE R, B E & GIZBE T 5 B ITF O bR o T
ZEnh FEERBRT S DO TIIRVE LTWS, KEICHOWT, 50,000
ppm & 5-HEOMEME THAIMHEIER 23O b1, HETITAERZELTH -T2
EENTWVWD, EEEEIZ OV T, 50,000 ppm % -5-HE D MERE TEINNZED &
N=h, REBRERE X, BLOBRENRBK CHoT2Z L b EMEERIET
HETRTIERWVWE LTWS, SUKEICHOWT, 2RERETHEMNED b
e, RBEME L. 7 RN T —AOWEIZEE L2k LTS,
ME IR BV T, M RFEIZOVT 50,000 ppm £ -5-FF O MERE T
KT b, AEBRFERFE 1T, B 2l s A Lo2n
BOONIRN-TeZ e, BEEZRBRTHE/ETIERnE LTS, £
DOAARFL PRI AL (IR AR, IRA. B EENE., FI8 &L OV EE
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FAR TR AW T, B E O GBI L 72 BTG D b o
eanTng, LLEyr vy, BBREmE IIARRBRICKIT 5 NOAEL % i &
HAETH5 50,000 ppm (Hf 3,199 mg/kg IKE/H . M 4,009 mg/kg KEH/
H) CRHMELCWD (B52, 53, 54) , £7=, RAHHFITBWNT, 4
WD Wistar 7~ b (S BEMERES 55 PT) (27 K327 — A4 (2,000, 10,000,
50,000 ppm : T 0, 97. 488, 2,621 mg/kg AE/H ., MET 0, 125, 630,
3,454 mg/kg AH/H) % 104 MFIREES 59 5D AP it S 11T
WD, ZORER, AERICONTHEBRYE OG5 ICEE L 72 2bITR= 0 &
NhholcINTWD, —IRE, KE, BEEEAOMEILFRIRAEIC
BT in utero WEFE/52 M S AE G-3RI BV TR BV AT AL & [AkR
DOFFAPBE SN0 MREFRIRAE, REE, B EEXOEHIRIZE
WTEGIZEET 2 Z X 0NLBITRO NN S TWND,
BHICBET 5 & Z X DD EEORBL, FEAME O & OFEESER
BEORBIIBO 2ol S Tnsd, UbEdv, BRSEmE1E7 R
N T —=EDRENPAEITRD b holzE LTS (253, 55) ,
A& & L TIE, in uteroW§#/52 MM KAE % 5w D 50,000
ppm 5B O MEETFRD DT ITFI O E A K OMEIRIC DWW T, B SE
i DR A %2 & & 2 7=, —J5. 50,000 ppm REDOLE TR b 7= (K H Y
DN B O CRE O D AL 7o AR BN ENHME [ IZ DT, BB OFF
fliE Y & A9 2 LT T& 9, NOAEL # i & 412 10,000 ppm (T
592 mg/kg NE/H, MET 740 mg/kg (KE/H) B 27, Fiz, BB AN
AERIZOWTIL, RBREMHE OFMmIT Y & & 272,

(5) ABEHRESMH
® HEEEMHAER

R F A Zrtaligd (2004g) (2 X, 6 oo SD 7 » k (Fo:
BEEMERES 30 PT) 127 R 37— (2,000, 10,000, 50,000 ppm : % 0.
164, 833, 4,410 mg/kg fRKE/H . W 0, 204, 1036, 5,439 mg/kg {K&E/H)
ZAXBeET 10 AR S L, Son= Wiy (F : SRS 25 8) (2
t Fo L RIBROBES- (T 0, 184, 907, 4,776 mg/kg (RHE/H | #T 0, 229,
1,140, 5,920 mg/kg {K&E/H) Z2Kdan 10 BRETTV, HE® (Fo) 245
THRBIERBRAEE STV D, EORE, HE (Fo. F) onTi
DB N T OB E O GIZBE L2, —BRiE, AREOE(LIX
WOLNRhoTlclIN TS, HBEEIZOWT, HEHETHENMNRD 5
Ao BRI 1T m e A R T ST A ClE v & LT D, #E (Fo.
F1) IZBWT, MEH, 2R, ZMR6e, IR, HESR Fikpr A,
EERE, B TREROFHARFZOREOREE., BEmEOREGIZX D
EEIIBDO LN hoTt S Tn5b, WEW (Fi. Fo) I2BWT, 4
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W, EArEE, MR, BRRY - BERERORE . FIRMPT A, SRE EEICHEERY
BORGIZEET 22T oot anTng, kL, i
B S 13 ARER 1T D5 NOAEL #ARBROKESHETH S 50,000
ppm (Fo DKET 4,410 mg/kg A/ H, T 5,439 mg/kg RH/H ., F1 DK
T 4,776 mg/kg (AE/H ., MT 5,920 mg/kg AAE/H) LML TW5 (B
56,5 7), AEMAESE L QL. BRERE OFMIZZY & 27,

Q@ HAERERESMEAR

FEEEEGES ZRtiBR S (2002h) (2 X4uX, 10~118#® SD 7 v
N (FBEME 22 V8) (27 KN 7 —24 (0, 5,000, 15,000, 50,000 ppm : 0,
465, 1,418, 4,828 mg/kg (KH/H) Z 4Lk 0~20 H ¥ CIREIHK G L, ik
20 HIZH EYIBR 21T 9 B EfE STV D, WT N OHR G SR
BOEGICEELEL, —RIREOE(ITRO bRz ST
%o REIZDOWT, 50,000 ppm £ 5-F CTHEANANH 23580 B, BEEICHO
W, 50,000 ppm #G5-HECTHE G OMRA . 4T 3 HLEEOHEMAEED
LTz E INTWD, MR EE, B EE, JIB, SR W,
EAERR RS, BERRIZIE TR, M, RBIEARE, BEEE. BIRosE -
Pl - BRI DWW T, B E O G2 BET 5 8RO S
Sl ENTW5, BRI EE L. 50,000 ppm TRH LN BEMW O IKE
N 2 o, ARRBRICEB 15 NOAEL % 15,000 ppm (1,418 mg/kg
KE/H) LFHMiL T2 (B2, 58, 59), AEMHAES L LT,
ARBR S OFHIIE Y & & 2 T,

REFEFFLTZFEABRE (2003) (IZL4UX, 19~25 HED =2 —
— 7 REBYHX (B 24 8) 127 RN 7—24 (0, 500, 1,000,
2,000 mg/kg KHE/H) %R 6~28 A F Tiliilfk n& 5 L. 4k 29 HIZ
W EOIBH 21T 9 BRI ST\ 5, T ORER, — kRl 2T, 1,000
mg/kg RE/H &GO 1 4, 2,000 mg/kg (AE/HESHED 5 #] THAL (£
AR, RERD, =255, BREIRED) SR 6, E5HMY (kR
17~27 A) IZ& Sy Szt ENTnW5, RBREEIL. HMosR, =
NH OIS L COHLEREZ LT 2R (BB NEYOREE)
MBIE SN TEBY, #RWEIXERE OO &S WVBREBEK ThH o722 &
5. BB LIS EE IR EYE OB E ICER T 5 7 X/HAE D
Bl LTWD, ok, HWILEREICL2HCHORIIL, BEFO&EHIE
EHWRETHDH AT Tu—2A0RBRICBWVWTHROLNTEY . #HRwE
DIRBEEIEMICEKN T 2IFEFRARNELTH L EBLEINTND, £,
2,000 mg/kg RH/H & GHED 1 B THENR D HILieny, RBERFEHFH 13,
—BARRE DAL L D “IRINEL Th D AIREMENEm WV E LTS, (K&
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IZ2W T, 2,000 mg/kg (REE/ H $5¢5-8F T GFTHN I MINE 2358 8 & 47z
N, EHREAZE L TOETR DRI TS, EiE
M O CHBR I E O 5B L 72 23R b e o7 & ST
%o FAEFBMREIZOW T, 2,000 me/kg (A E/ H 551 T R I IREL
DOEBBERBMARD bz & SnTnWb, BERE, EFEREEK. BEXA#
FECH, PR, RAAE, WEEE, BIEosSER - Wi - BREEICOW
THEBME O GIZEE LT oo lc b shTnd, Bk
Lo, WEBREME L. ARBRICEI1T 5 NOAEL %, REMWIC-SW T, 1,000
mg/kg AE/H UL EERGRECTRO b —BoRIEDE L2 FI1C 500 mg/kg
RE/H, RIRIZOWT, 2,000 mg/kg (REE/H £ 58 TR O L 7= %% HHIT
IRE OB N % H 2 1,000 mg/kg (RE/H EFHIE L TW5D (M5 9,
60.), REMFASE L TE, REBREREE OFMILZY &5 27,

(6) LI UK

FESEHELZERBRHE (2011b) 12 LE, CBA/Ca~ v A (&KL 5
VE) (27 KX 7 —2A DMSO (Y AFILANLT 32 K) iR (10, 25,
50%w/v) % 3 AR EIMITE HEBA L, FIELED 5 HEZRIZHEI U o Hi a8
BLHET 2B ER SN TWD, ZORRE, 50%w/v LERE T
Bx2 DT N2 DS RRO B, EOMOLER TITWTALREETH
Sl INTWD, sHROER. Bt E 72 2BMEIT 46.4%w/v & STV 5,
FESEHEE X, KRB CBEINTBERIGIE., B T7 KT —4)
DHBEE U CTHERA SN DBRICHV B AL D AUE SR FE A 132 DT 2 7 R
TRDOONTEFWIETHLELTWS (B2, 6 1), KEMFHAESL L
TiX, e LClEUCER SN SE, I T7 KU T—L) OF
VLT o PEDRREITMR D TR W & B 2 T,

(7) —HeEERER

FBEFEFELEABRRE (2001d. 2001e, 2001f) 2 LiviL, Wistar
7w b () 127 KN 7 —24 (10, 100, 1,000 mg/kg REE) % MERREECH
EERHIRE O HT 28 B Ak O — 7 LR () (27 RN 57— (10, 100,
1,000 mg/kg RHE) % pREF N CHIEBEH] - BN ES L, TR R LD
NER - FEERERRICT RN T — AN H- 2 2% 8% il 4 2 5 BR 23 it X T
Wb, ZORER, WITORBRICE W T HHBRWE OB 5B L7 2T
RBOLNEMMoTmEEZNTWD, (=62, 63, 64)

Fe st Bt aRkE (2001g) 1 LauiE, Wistar 7 v b (BEEHE 10
JC) (&7 K37 —2 (10, 100, 1,000 mg/kg IAE) 7% 4 FRIE:C H A 50 ] F7
O#%5 L. 0 30 pHRIZIREEZZEORS L, BIPHERN & §BE 2B 5%
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ROBENEEEZ Y . WLERRIZT R T — AN E 2 D58 2R+ 53R
BRNERE STV D, TORER, 1,000 mgkg AR EK 51 CRARBENIEHED
BAOPRRD LN ENTVWAN, BEFEEHIL. OB IFHHRMED
MtEomSICERTA2HDOTHY, 7 RN T—2OHEKBERICEL 2 HDT
TRV EBLELTWD (BR65), AFEMHFHAESLE LTI, ARBRTHED L
N R KRB ORI N T R T — ADOFBERIC LA 2 L2 HBETE
RN, BEMICE L TREBRSEENE DL O T RN EE T,

(8) ERIZHBITHHR
TRIE S B Z il (2004c) (Z AU, EEA (SHESME 8 #)
27 R T =240 (0.1, 0.25, 0.5 mglkg (KTE/H) % B[R & 5 3B
Efi STV D, TORGR, BEDE O£ 512 B LI 2T O H v 7ehe
sl EnTng, (ZMH25)

FRESEEE TR (2006e) (2 XX, WA (KRB % 6 1)
W7 TR NET R T—AL10mg &A1 7L %2 1 H 3E (30 mg/H.,
0.375~0.5 mg/kg RE/H) 4 BRI BB EMINTND, T O
B, BEREO 2 Bl CRELRBRENRD LN, 209 H 1OV THBRYE
OFE L ORENGTETE 2V SNz E SN TWD, TOMEBRmE
OFEGICEE L 22biZZBo ool anTnsd, (6 6)

FEEE R RtiB s (2006f) 1 LAuX, A >R U UIERAFMERE IR
JRERE (BB LK 186)) 7 TR XULT AT —A5 10 mg aH B 7
/% 1H3E (30 mg/H. 0.375~0.5 mg/kg (AH/H) 12 BFERSE5
RN FE SN TS, TOME., 14 FlOERE THE 19 OFEFRNEI
S, 2096 1HICED BNTHEIERR, SRIE, KU OV THERY
Boh & OBENGETE 20 E W S, BEK TR R E TlcmiE
LictanTng, ZOMBEGIZEE L 22T oo lc ST
Wb, (M6 7)

M. —AEREDHEEHE
FREEEFH I, I 17 KT —0) X, HkELE L T2 2R
IR SN Z ERESIND EENTED, Fhk 20 FEERREEREOR
BRI E (B KOSEMOHERRTREICESE, BUEORMN L O
FHEEEREN R TT RRAUT—AICEE]MD L SRE LTSS, A HOHEE
— HIEEE L 2.42 mg/ A/H (0.0484 mg/kg (AE/H) (27325 S TW5, 7272
L. EHWREHEREEH S C-ENZ B L TV HEEICB N TS, FE
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T2 EHWREHIRE CE & 853D 7 < . EEOEHWEH k% 0
THZEDR O THLZEND, BMTOREE 2 TT RNV T —ATE X
252 8E, HHRBOREERZITOHEELBELTH, BELEEL &5
zbhbEEnNTn5, B2, 68)

—J, BESEHEEICLIE, BN 200, B bhE, npEEals (w
B D B\ ZHAR) D[R] FE %géﬁi INHETHT FAVT—AIZEEHDY
7 RN T — A@ﬁ%&%/a%@2&%0%&ﬁﬁbk%@\%m%f?PN
VT —Lh] OHEE— AEREIT 3.57mg/ A/H (0.0714 mg/kg KE/A) 12725 &
INTW5, (B2, 69)

AEMFHAES L U CiE, HEHMES B/ WL YBEE L, AMEOHEZ—
Hﬁ@%%3MmyNa(MWMm%g%Em)k%zto

V. 71:»73—>EWEF%16%$
RESEFHFICINE, 7RV T —AZEBRLEZSGA. KN TESHIC
AN%&W%M_ﬁﬁéﬂAfﬁﬁﬁ%kbfﬁ%ﬁ@$_ﬁﬁéhé_kﬂ%\
T KRR T =LA BRIC LT T 2= T T2 ABRENENT 2 LIX 5 A
JIFBEHETELLEINTWD, RIS, 7T KR T—2NETCT 2= VT =002
ﬁ@éhé&mmbtﬁn\Lﬁ@?kﬂy%~A@%i*HEW%ﬁ%ﬁﬁE
B2 7 =7 7=oBREEZRENT L, 72207 7= O ERR
%ﬁS%uyMH(MSMﬂgWEW)&ﬁD 7 = =)V N UPRIE B OB
H%Z & (2% T 200~220 mg/ A/H., 52T 300~600 mg/ \/H) @ 0.14~

0.42%IZF8 Y+ 5, (B 2)

V. EW%%%FBH%?W
RS ZEAE. RSB, FEHER S LCKETHEE, FHMEiFThH
\ﬁﬁmfﬁm R 7207z, FAO/WHO A [R5 F &%
(JECFA) ZOEBEHEBICE T 2FHMEEH L2V EsnTns, (Bl 2)

2011 4E, FSANZ (%, iy 7 KA T—A ] 12OV T, U FAEARE
M ORERKAEICH-S %, NOAEL % 500 mg/kg (KE/H & 5 L, 2244524 100
TR L TADI # 5 mg/kg (AHE/H & FE L, A— A N7 U T7TENICEBIT H2H#ERE
BED 90 /N—F o X A VEINZ D ADI @ 3%LLF RN Evn . AR H O

AIERER W EFmoOT Vb, (18, 19)
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VI. BafEEEEL
T KRR T = ADORNENEK N —REFBIR DR 2B LR, 28t
MEAEAELIEDL LI b DTV E Il L7,

REMHFHAES L LTI, 7 R TF — A K OF ORI SV CEEEME D%
N ECA AR I |': Y

AEMPFAR R L LT, 7 KAV T —AizonTomtEEt, KER S &
Fem AN, ETERAEFTNE R DT VLT M ORBR AR 2 BRET LR, v &
7= AR aids AR FE BRI D\TT RNy 7 — A 1,000 mg/kg R/ A LL R
GRECRBIMICIEY b LIRS RO AU HE ) —eRE OB L2 £ 51 i
.¢5£mk%z‘%®T@m$1%55“”%&gW@E%?PAV%~A@
FHEICFR D B/ D NOAEL & B 2 7=, £ 1o FE0 AMEIRERD Dy & HIl L 7=,

AREMAPFHESE LTE, AFRLEE MR EANS, 7 KAV T —AZHON
T, e EOBEE LT 59 19 RFEILITSE STV 720 &I L7z,

T RN T =L L7 2= VT 7= MG TH %0 BRI KT 20% T
o5 Ec, B, R R OFERREHDIL ANSI801-acid THHZ b, (K
MIZBWT 7 2= 7 7 =0 N EU28BITHEFICIELS . 7 KAV T —AOERIC
FoTT7 =T T2V BRESEMNT LI LICED Y A7 XL TE 5 &l
L7,

AHEMFAES L LTE, B0 6N HmEIT AL OB EICBWTHEANRRD 5
NI G ORI T RNy 7 — L) O EERE (3.567 mg/ A/H (0.0714 mg/kg
KE/R)) Z2MRTHE. WM 7 R T—20) O ADI 248835 2 &R
B Lo, AREMRAS L LTE, virF a2 Az AR AR RO
NOAEL 500 mg/kg (AH/H 2R & L, L4454 100 TR L 7= 5.0 mg/kg {5/
Hawmy [ 7 K7 —20) @ ADI & L=,

ADI 5.0 mg/kg {AH/H

(ADI B EARME L) A RT3 A i e B

(EhPFi) AES

(B 5-H71k) ﬁﬁ%m&@

(e 75 M B TEARLTT BL) THALERBEE K OV U D — R BE O 2
b

(i 2 1k ) 500 mg/kg A/ H
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<RBIEK 1 : BRFF>

B

R

ANS9801

T RN T— A

ANS9801-acid

MNIN[3-(8-E Fa¥x-4- X X T x=)L)F o t)]1-a- T A
INIVFNV - T == )V T T =

ANS9801-imide

NGB8t FeFi4-XA X7 2=1)7 v E))L-T AL F
R RV 2= VT T = AT I AT )L

B-ANS9801

MNIN[3-B-t FrF¥ T4 A X T7z=)7 b N]LB-7T A
COVFN] LT 2= VT TF= AF )L AT )L

B-ANS9801-acid

MNIN[3-@B-t FrFxTd4 A NFr 7 z=))7 v ENL]LBT A
PWNIVFNL-T == VT T =

FSANZ Food Standard Australia New Zealand : M « =2 —Y—F
N i AL EREER

HF-1 NGBt FadFi-4-A FFv72=/L) 70 E ) LT AT FK
g

HU-1 3-(3-E FrFT4-A FF VT 2=/)-1-7RELT IV

JECFA Joint FAO/WHO Expert Committee on Food Additives :

FAO/WHO & [F & dn iR I R FE 2 ik
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<hlff2 . FESEABRBIE>

AEBRER | B S BRI | &EHE | HRE PR ®5& AR A SR
BRI | EIRISRER | S typhimurium - in vitro 7 RART— A e 5,000 | REANEMALROFEIZ»»DLTRE | fRESEFE LR
B TA98, ng/plate MTholc &N TWn5D, Bris (2001a)
TA100, 231, 32
TA1535,
TA1537,
E. coli
WP2uvrA/pKM101
WawtE | ~vAY T | LA1T8Y v U R Y v in vitro 7 RN T— A el RITEMACROF I DL | EEEEHE LR
F—~ TKHR | EE LR ALERE HTholcbasnTns, B (2002g)
R 5,000 pg/ml, z32, 33
24 T[] LA AL B
% 1 1,500 pg/ml
BmEN FowEEM | ICR~U A Hilm| SRR E Fex sl B T KR T—Ah 500, 1,000, O RCThHo T SNTND fEEEUHEE LR
[AYYINEN &5 TEIE 5 T 2,000 mg/kg 1A BrE (2001c)
KT R H M3 4
N T—
LR
e REHE T
It
BEENE | EIREARER | S typhimurium 1in vitro B-ANS9801, B | ImEMA&E 5,000 | RHTEMHEALROFEIZO DL T | HESFEHE LR
B TA98, -ANS9801-acid, pg/plate MHCThoToEInNTWD, s (2009d,
TA100, HF-1 kW 2009e, 2009f,
TA1535, ANS9801-imide 2009g)
TA1537, ZM35, 36, 3
E. coli WP2uvrA 7. 38
WiEENE | v AV YT | L5178Y v R Y v in vitro B -ANS9801 I R R RENEHEALROFEEICH DL T2 | FHESEBERTR
F—~ TK# | EfE AT ALER I | PETholo I TnD, B (2009h)
Bk 24 I fR] AL 23 9

& B 1T 4,600
pg/ml
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REBRER | WBRFEE B FEE ARERIE | BE | BERE HEE BhR AR, A SR
WinEtE | ~v 2V 7 | Ls178Y v w2V v | - in vitro B-ANS9801-acid | Ik RENEELROFRIT D LT | IBESEHA LR
=~ TK#R | 7 SIEHE IR AR S PETHoTm L ENTWAS, BrE (20091)
B 24 IRF e e AL BE £ 40
#E BT 4,500
pg/ml
WinErE | ~v 2V 7 | L5178Y v w7 R U in vitro HF-1 o e S RENEEALROF IO TR | IBESEHE LR
=~ TK#R | 7 SEH IR AR R PETHoTm L ENTVS, BrE (2009))
B 24 IR [ E e AL B %41
# & B2 1,000
pg/ml
WinEtE | ~v A2V 7 | L5178Y v v A U v in vitro ANS9801-imide | fxrEiRfE BrEoBRThH oz SN TWD, fEEH U e
F+—< TKR | ~EHR S AL ER Y B (2009k)
B (FREBEME LR 24 2
IEAFTET) 400
ng/ml, (FREHHE
PEALRIEIET)
178 pg/ml,
24 IRj R E e AL ER
% : 500 pg/ml
HiREME | FothilEH | ICR~ U A Hi[H] SRR Kapkxf | ANS9801-imide | 500, 1,000, ElEOfERTHoTZE SNTVD, eSS EHEA 2R
WD R R %5 e Bt 2,000 mg/kg & BRERE (20091
TR L O & 24 3
T R
T— L
5 BEAE
1 5 T
arEEtE | SMEEMER | 7o b HA[A] SRR O - T RART— A 5,000 mglkg & | 7 KT — A ORI O BRI fEEH UG e
# 5 & 5,000 mgkg KEZ B HbDE S BrE (2001c)
ncng, 24 4
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REBRER | WBRFEE B FEE ARERIE | BE | BERE HEE BhR AR, A SR
KERE | 13 EERE 7 v bk 13 JEH. RS | AREMERE | 7 RV T—A 0. 1,500, 5,000, | AEMRAES L L QX ARBRICB ) | fEEssms kit
- B % 20 Xix 15,000, 50,000 | % NOAEL # &= M &ETH 5 50,000 | Brifd (2004b)
4 JE 25 [T ppm: % 0, 118, | ppm (KET 4,227 mg/kg (AH/A, M | 245, 46
415, 1,231, T 5,109 mg/kg (RHE/H) &3 5Bk
4,227 mglkg & | EhaH OFMILRY & B R T,
/A (M 0,146,
481, 1,487,
5,109 mg/kg &
#H/H
KERE | 13 EERER =27 LK 13 JEH. RS | AREMERE | 7 RV T—A 0. 5,000, AEFFA S & L TiE, 50,000 ppm | FEELEEE LR
- Bl PR %4Xi%6 15,000, 50,000 | %58 THRD S IKEBINIEIZ | B@s (2005f)
B 4 8 U ppm : FHEE | b Lo, ARBRICEIT A NOAEL %2 | 22, 46, 47
#1140, 205, 15,000 ppm & 3 % 35k FEHEH O EAM
667, 2,230 %%¥# LT, NOAEL #% 15,000 ppm
mg/kg ARTE/A | (4T 667 mg/kg fKH/H, HfET 703
i 0, 229, 703, | mg/kg (K&E/H) LB X7,
2,416 mg/kg &
#H/H
ME#E | 52 R E—Z K 52 3 ], IREE S | AREMERE | 7 RSV T —A 0. 2,000, AHMFHAES L L ARRICBYT | fBESEFERTER
ks [ 18 M %4Xix6 10,000, 50,000 | % NOAEL % &M & Th % 50,000 | B (2005g)
% 6 Pt ppm : HE 0, 83, | ppm (KT 2,058 mg/kg (AE/H ., M | 248, 49
421, 2,058 T 2,139 mgrkg (KE/R) &3 2R
mg/kg FE/H, | EhiEFOFMEIITZY B 2T,
0, 82, 406,
2,139 mg/kg &
/A
FENAME | 104 BFEABR | ICR~ 7 % 104 38R IREE S | AREMERE | 7 RSV T —A 2,000, 10,000, | AHEMGRAES L L. 7 M7 — | lEESEHE SR
% 64 L 50,000 ppm : | AOFBRAMITRD Hiieholz | Bl (2006c,
0. 223, 1,057, | T 2BRFEME OFMITZ Y EE X | 2011a)

5,693 mg/kg &
H/H 0,272,
481, 1,343,
7,351 mg/kg &
H/A

7=

46, 50. 5
1
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REBRER | WBRFEE B FEE RERAIE | BEE | BEE HEE BhR AR, A SR
KE#E | in uteroW# | Wistar 7 v k 52 WM. RATEE . | AREMERE | 7 RSV T—A 2,000, 10,000, | AHFIFHATS L LTk, 50,000 ppm | f5ELEFEE LR
ERAME | 152 EEERER, [ {8 % 20 Xix 50,000 ppm : M | B GHREOMERETRD SNIATMOE | Bl (2005h,
BFERBR | 104 HRRR B 6 M 30 T 0. 117, 592, FL R ORERRIC SV T, Btk 2R8 | 2006d)
3,199 mgkg & | T2HOTIF W TR BRFEwESE | M52, 53, 5
H/H 0,146, | OFEiEZ RS L EZ X T2, —H. 4, 55
740, 4,009 50000ppm FEDHETFR S LT RE
mg/kg {KE/H HEIMBNHI K OUtECRED 7 (R E Y
IEG A D I  AN A F = L i
b0 TRV E T 2R ERH O
PR Y & Aded 2 LT TE S,
NOAEL %M & %12 10,000ppm
(#C 592 mg/kg fKH/H, HfET 740
mg/kg (KE/H) B z7-,
104 F[#] RETEE G | ABElERE | 7 RSV T—A 2,000, 10,000, | AHFMFHESE LTI T KAV T—
B 4% 55 L 50,000 ppm : HE | HDOFENAMEITERD B ol &
TO. 97, 488, | THMBREME OFMITZY &5 %
2,621 mgkg & | 7=,
#H/A, MHETo,
125, 630, 3,454
mg/kg (KHE/H
AFEFEA | AdEtEE | SD T v b AZECHT 10 | IREFHR S | Fo&Hlt | 7 RV T —A 2,000, 10,000, | AHEMFES L LU ARBRICKIT | BESEHELER
ks A R A 14 80 50,000 ppm : Fo | 5 NOAEL Z & &EMHETH S Bt (2004g)
BE5 L& VS, HE 0, 164, 833, | 50,000ppm (Fo DT 4,410mglkg | 256, 57
2y W) F 2R 4,410 mg/kg & | KE/H ., T 5,439mg/kg (KE/H |
EUL7/Na e 25 T H/A, FolE0, | F1ORET4,776mg/kg (RE/H, HET
Rk D 204, 1036, 5,920mg/kg R/ H) & RER I H O
522 Be Al 5,439 mg/kg & | FEMMIT Y LB X T,
10 38 iR H/H, F1/ 0,
i 5 184, 907, 4,776

mg/kg RE/H .,
FiiE 0, 229,
1,140, 5,920
mg/kg A/ H
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REBRER | WBRFEE % RERAIE | BEE | BEE HEE BhR AR, A SR
AGEFsAE | HARTHEAEHE | SD T v B TR 0~ IRAHES | BREME22 | 7 RV T—A 0. 5,000, AEFFAS & LTIE, 50,000 ppm | 5 ELEEEFTR
- TR 20 HE T pC 15,000, 50,000 | THEWD HAVIZREMWOEREHINISE | BRE@E (2002h)
ppm : 0, 465, ZH e, ARBRICEBITS NOAEL | 22, 58, 59
1,418, 4,828 % 15,000 ppm (1,418 mg/kg A/
mg/kg {KE/H A) &3 53R EfE OFMNZ 24 &
EZ T,
AGEFEAE | HMARTEAER | 22—V —F 0 KA | TR 6~ TR A KEEME24 | T RARUT— A 0. 500, 1,000, | AFEMHAESR L L X ARBICET | BESEHEE SR
- TR By X 28HF T | &5 " 2,000 mg/kg & | 2 NOAEL %, R-E)#HIZ-2VT 1,000 | Bk (2003)
#H/A mg/kg R/ AL EEGEETRD LN | 259, 60
c—IREDZE{LE B &1 500
mg/kg K&E/H, FREIZDWT, 2,000
mg/kg R/ 5 TR bt
B IS O REIE N A & & 1T
1,000 mg/kg &/ H B & 3 275
s OFEIL Y & & 2T,
TLALE | TLAS M | CBA/ICa <7 A 3 B A | A 1EES T RN TF— 10, 25, 50%w/iv | ARMFHES L LR I E LT | S EFEETLR
i N pT WUNH A SN DA, B 17 R | B (2011b)
NUT—=AOT VLT UAEOREIT | 2R2, 61
Hish TIRW & & 2 7-,
—fRHRE | —RIREEAAER | Wistar 7 v b HA[A] FRARE A Pl T RART— A 10, 100, 1,000 | WTFHRORBRIZBNTHL T KAV T | RESEREEER
# 5 mg/kg KHE —LADEBIRD SN hoTc b S | Bl (2001d,
(SRS VITN HA[A] AR A ik T RART— A 10, 100, 1,000 | LTV 5, 2001e, 2001f)
%5 mg/kg REE 262, 63. 6
4
—fRRE | —RIREEAAER | Wistar 7 v b HifE] SRR HREREL10 | 7 R T— 4 10, 100, 1,000 | AEMFH#ES & LTI ARRTRY | HEESEFEETLR
B b pT mg/kg {KHE LI RKBBIEREORA ST RN | Bt (2001g)
VT LAOFBERICL A RS | 265

FETERVD LB L TR B
SEPMEDLBOTERNEE R,
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<S>

! BT, 17 BT —0] ORIMIEE K OB IEEOREIZET 5
B antERERBRHMIC DWW T, 5 426 MR L LB R (P24 4 5 H).

2 ROFMRASE, RMTINMIEEDOEFEE 7 M T —4

3 (BR) IS ESMIEHT, REHREH  ANS9801 AL E Ml (K MMk
FikBR) GRBRE S AM-M9-822), 2007 4E9 A 21 H (RS EiHEE LR
BRiRiE 2007a)

* (k) R EZIZEET, BoddEE  ANS9801 Rk D2 EMaER (kR
BR) (GRERFE S AM-M9-821), 2002 4 10 A 31 H (FEE % Zi5E Ltk Bl
% 2002a)

5 (R IEHESAITZERT, i ELEE  ANS9IS01 R AN 2 E iR (N
HAER) GRBRE 5 AM-M9-821), 200449 ] 15 H (FREHEFHE &tk
B s 2004a)

6 BR) AL ATE o & —, ohr - il as & B ACEHR S /K HPLC(PDA)
K OF Co-Sense LC-MS /&, 2010 4E 3 A 29 H (JeE&EEFE Lt RS

2010a)

7 (BR) ISR EEZEET, oS E RECEH o ANS9801 DR Z EM:
AERGRBRE 5 AM-M9-2178), 2009 4E 9 H 24 H (R @ iEE Lt
£ 2009a)

8 (BR) AT 2 —, O « RBREHEE  RERYCEH D ANS9801 D%
EMERER(25°C/I60% RH) GRER T2 1455926), 2006 4E 9 H 25 H (FrEshguzk
HEERBHRE 2006a)

9 (BR) AT % —, b - RS E  Tabletop H D ANS9801 D%

EMERER - RUIRFRER GUBRZE 5 : 1437009), 2007 43 A 26 H (FRES
P A Z AR B E 2007b)

1o (BR) bt ¥ —, o8 - RBmEE BERREH O ANS9I801 D%
EVERER  IEGRER(40°C/75%RH) GREA % 75 1445534), 200549 A 26 H (48
TERE TR A TR B S 2005a)

L1 (KR FEbotre & —, oFr - REBRHEE HERGEH O ANS9IS01 D%
EVERER B REARER(30°C/65%RH) GREA % 5 1445535), 2005 4F 9 H 26 H

(FE LG5 A etk B &5 2005Db)
12 (BR) bt ¥ —, oFr - BmEE BERIEHH O ANS9I801 D%
EMRE EHRERERQ25C/60%RH) GRERE 5 1445536), 2006 4= 3 H 28
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1

w

14

16

18

19

20

22

23

24

H o (Fe e 55 2504 & ateliR i s 2006b)

(BR) kot Z—, 77— ANS9801 (R1E L EMERER GRERE 5
8157072), 20104 3 H 18 H (FRELEEFE & L it & 2010Db)

BFFT, BFPAR BFEFES 3959964 5 T ANV TF LU TF R AT L
FEAR L OHHE, 200748 H 15 H (2007¢)

MIFAT © T A7V T — A OREETE AR B ZE 0 & A F 7= 8 8 H R -k
B fbF L T3 2002 ; 5§ 554 55105 : 1128-30 (2002b)

Goodman M, Valle JRD, Amino Y and Benedetti E: Molecular basis of
sweet taste in dipeptide taste ligands. Pure Appl. Chem 2002; 74(7):
1109-16 (2002c)

Amino Y, Mori K, Tomiyama Y, Sakata H and Fujieda T: Development
of New, Low Calorie Sweetener: New Aspartame Derivative. ACS
Symposium Series 979, American Chemical Society, Washington, DC,
2008; 463-480 (2008)

Food Standards Australia New Zealand, Application A1034, Advantame
as a high intensity sweetner approval report, 6 Jul.2011.

Gazette No. FSC 67, 8 Sep. 2011, Commonwealth of Australia.

Unpublished report from Huntingdon Life Sciences Ltd., 14C-ANS9801
and 4C-ANS9801-acid: Stability in Simulated Gastric and Intestinal
Fluid. (Study No.: AJO173/013290), 2002 (f§7E % EiE# Lt &
2002d)

Unpublished report from Huntingdon Life Sciences Ltd., ANS9801:
Pharmacokinetics of Single Dose in the Rat after Oral and Intravenous
Administration. (Study No.: AJO184/034042), 2004 (5 EZEFEHHE Lt
B 2004b)

Unpublished report from Huntingdon Life Sciences Ltd., ANS9801:
Metabolism in the Rat. (Study No.: AJO194/0429444), 2005 (5 7& %55 EikHE
ZtikRk s 2005¢)

Ubukata K, Nakayama A and Mihara R: Pharmacokinetics and
metabolism of N[N-[3-(3-hydroxy-4-methoxyphenyl) propyll-a-
aspartyll-L- phenylalanine 1-methyl ester, monohydrate (advantame) in
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