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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 RBR AR 12 7 RN T — AW E & LT RN EhRE BBk
2MEEME. MERSFEME, BN, EERA AR, T LA UM, SR, b

IBITLHAEIZEAT LSO TH D,

AREMHESL LTI, 7 RACT— 20N, —EEEA e MZBITS
ISR DI R 2 Ra LICkiR, ZEMICBREEZELSEL L9 boidin &
H:;ﬁ‘[/f;o

AREMFHES LTI, 7 R T— LA KO DGO\ CEEEIE DRSS
IX7au T L 72,

AHEMFAERS L LTUL, 7 ARV T =AW ToAaMENtE, KERSFEE, 3

Ak ATERAETFEME R OV VL U O RBR R 2 Mt L7 RER. v 2 v
7o A RIS AR E M *ft%ﬁ ’:Fo‘b\f7 KX —2 1,000 mg/kg AE/H & 55 CREE
WNZF D DIV LR L OV U 5 —fRE DB b 2 & G- IR K 5 21k &
ZZ. %@T@ﬁﬁifj?)%) 500 mg/kg IKE/H %7 KX T — A DFMITR D Fe /)
D NOAEL & # 2 7=, F£72. BENRAMITRD S0 EfIr L7,

ARBMFHES & LT, RO O NTmEFT R A OCERNEICB W CTHEHANED b
TS a oWy 17 Ry 7—20) o E#EIE (3.57 mg/A/H (0.0714 mg/kg
KE/R)) Z¥ERTHE, WM 7 K0T —24) O ADIL 2488+ 5 2 L BANE
EHIWT U7, AR S & LT, v X2 AW AR A FENERBR O NOAEL
500 mg/kg R/ H ZAR#ML L L, ZZ4f5%0 100 Thr L7z 5.0 mg/kg (RE/H Z HRINY)

(7 Ko7 —2) OADI & LTz,



. FHMEXRME DOHE
. &
HokE (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}
HsC™ O H
H N . Hzo
N O
HO ) N CHj

H O

. HTE

476.52 (B 2)

5. HIKE

L. JEATHEBE AT B ORI E L COFRE R RZICBIE L 7= ik &
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~
HEOMKETHD, | LE3NTWD, o, MERBROIEE & LT e E
[al?) : =89° ~-46° (0.2 g, =% /—/L (99.5,100 ml, #E/KMH#HE) O] T4
Pb ELT1pug/gbh Tl . TMVINVBEG@EFRaX 44X X T72=1)7 0
Lo T ANV TV LT = =T T = (ANS9801-acid®)  1.0%LL T,
MhOFEBZIE 1.5%LL T LORERH D, (BHE2)

VIR ESESEE IR, BAE o A TCRIE L 120y FHRICBITAT RV T — LD IKR
PERIIR I S o7 (0.02%A0H) & STV 5,
2 AXHTHWLNBFIC OV TIE, B 1 IC4aSEE2RT,

6



6. BREM

REEEFHAELLRBEHRL (20072) ([2XE, 7 RV T—LDERTO
FEHRAARBR (25°CHRRHEE 60%., 60 /7H) NEfINT\WD, ZOREE,
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 TWD, R e L THES
FN DAY OREIL, RERBIMAIF T 0.44~0.51%, 60 NHHE T 0.55~
0.61% Th o7 I TS, HAEBRFIMEEIL. L EORKRENG, 60 A OIRLF
HEH, 7 KR T =L O 607 0o bt KETholo LT
%, (BH3)

fRES S E LR B RS (2002a, 2004a) (2 LNE, 7 KX T — 200
G T CTORGFAER (A0°CHXHEE 75%., 6 20H ., BT NEf ST\ 5,
ZORER, T KRR T —AOEREIL, RERBALARET 99.6~100.6%. 6 2>H% T
99.6~100.3%ThH v, ZLIFBD LNl SN TWD, Rl & LT
BEENDT RAVT— ABE(LAW ORI, RBREIMEIFT 0.44~0.51%.
60 7> H#% T 0.60~0.67% T, DTN BDONT-LEENTVWSE, (B
4. 5)

RESEFBEEZERBRMLE (2009a, 2010a) ([T LT, 7 R T — AT
MR TR 2 1240 L. ANS9801-acid IZIKRSfRE A L XnTWn5, (&
e, 7)

iR ofeEEEH RRBREE (2009a) (Z LAVE, BRMEACEI A RE LTS
EeMEyRiE (pH2.8, 3.2, 3.8, 4.5) TOWRMY [7 R T —4 @ 26 HEHH
RIFEEMERER (5, 20, 30, 35C) NEMIN TS, ZOHER, pH3.2,
20°C. 8 HMDIRIESMETIZB W T, ANS9I801-acid N7 RV T — A G H &
OHIMEIZHT LT 1%L EFBO BN E SN TWD, T DMOMES Ry & LT
I3 VINV[3-(3-E FrXxi4- A v 7 2=)7a ENL]-L-B-T AT 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 RV ]LB T ARNNTF VLT == VT 7=
(B-ANS9801-acid) , NV-(3-(3- & REF T 4-A X 7 z=)L)7 a L)L) LT A
NUVF IR L T2 AT T2 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 AFNVTATIVINT RN T —AEGBEDOPIEIZ LT
1% KRR I NS Tnb, (BR7)

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

7



DEMET T 26 HEMRGFT 2RBNEMIINLTWD, TORER, 7 KT —A
AT 47T8% CThH Y . R PICA U m W iL. ANS9801-acid,
B-ANS9801 M T* B-ANS9801-acid ThH -2 L &N TW5, (BMS)

FREFEHHME (2007b) (XX, & EHHE O 36 20 A Rk (25C
+2°C, FXHEE 60%+=5%) NEMIINTW\D, TOFREE, 12 A% KD 36
MHBOT R T — AFRFERIL, 97.3% M4 84.6% TH V. TELHMWIL
ANS9801-acid THho7= & S TW5b, (BH]9)

RESEFE LI, W T7 KR T—a) 13, 2 7 E2h67
L2805, HEHWREEICEENDITFA PRV T XA Y %
EAAT— NG ERZTHREENEZE Z b D, Bk s ks X 5 13%
B a2 B OEBORBRERICB N T, A4 77— FRILERD EZ 2 bbb
BN TE LT, BETHT KAV T—Lhwmb EIROT RV T— A
SR EIC L > TWEIN X OFBANAIEE TH -T2 &b, @HFE., 7 KT
—APHWBNDLEMHTIE, A4 7 — NRIGE, tORMKSS & O AEERIX
BHEFRERBE#HBE CIZA LW ER PRI ESN TS, (B2,
7.9, 10, 11, 12, 13)

. FHBEFEOFR

BES B OIS T 2 HEE T 2 LT — A OREIETE M8 BEAF 98 D
fade, RINHHEME D7 4 v ANVF L BEE L FFOT AT —LANRT
ANV T =D 100 5L EOHWEZAGT L2 LN AHI, BEMHORTDH
BEATWDLZENHBALIZEENTWD, (B2, 14, 15, 16, 17)

FHIEES A IS LT, T R T — A0 HRET, AT 2 &0 ORECR
BHRARIC K- THERAR D23, PO 14,000~48,000 (5 Tho7- & STV 5D,
(ZH1)

2011 ., BN « =2 —U—TF » RELEUEKE (FSANZ) X, iy 17
RN T —A) OFEAIZMER N EFE LTS, (18, 19)

AR, I 17 R T —0] ([ZOWT, EASEE RN E LToE
TEN OB AED TR E O EEEN 2 S, BREEPIRD Db &b,
R ZRIEARIER 24 5555 1 HE 1 BOHEICESE, RMLLEZBESITHL
T, BREEZENMOKEN cSN-b0THD, (BR1)



8. AINMIEEDHE

JEAGEE T, BN EEZEBESORMERFET R RO®EME Z T =%,
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 (37°C, 120 43) TOLREMZR
MEHEINTND, ZORE, 7R T—LAFATHRFP TIIZETH -
e, N7 VT FrEEe N TR CliaaE iz ANS9801-acid (228 #: X
Nzt s&hTnsd, £7-. ANS9801-acid 1L A T HIE M QMG T TLETH
Sl EdNTVD, BESEEHEIL., 7 T — AT FEIC ANS9801-acid
DOARBETIRNITRIL B3, — TR E bR WRBE TR K4, g <
ANS9801-acid IZAEH I NDH L EZLNIZE LTS, (B2, 20)

FeE S B Lt B & (2004b, 2005¢) 12 L ALiE, Wistar 7 > b (2004b
I A FEMERESS 3 DL, 2005¢ | XA HEMERESS 4 J) 1T 14C THEERER L 727 R 0T
— % B Al saER 0 %5 (5, 150 mg/kg IAHE) UZHEEFEIRN 5 (5 mg/kg
RE) T HRERNEM I TV D, Z OREE, HEEERHIR 0 & 512880V T,
KA IMAFE R RETER B 1T, 5% 0.25~0.75 BERILLNIC I R & 72 0 | g
HAHED Cmax & N AUC (Z2OWTiE, H 5 ZITIZIEXIG L2 MR 5
L. BIMETHEED T i, 6.0~8.1HFETH-7=E SN TW5BH, T KA
T AOMEEFIREIL, 5 mg/kg AEHE CERE FREAR TH D | 150 mg/kg
REHECIIRE SN DD ANSIS01-acid JEE D 1/26~1/52 Th -~ 7= & &
LTV 5, ANS9801-acid D IMBEFIRE X, &5 0.25~1.0 KfH#&ZITHR K L
720 . Cmax XN AUC [Z2OW Tk, BEEITIFIERIG LIZHEMNRERD 5
eI TW5D, Tigld, 1.9~3.6 Kl ThHh o7 s TW5D, F7o. WL
Fh U0 EFRIA DR P FREIEIE R DL D B b D & 4~8% Th 7= &
SN TWD, HEFARNEE G2V Tik, s i aei g ix, #5% 0.1
RERILANIZ IR K E 7o 72 & STV D, ANS9801-acid DIMAEFFEE 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 M4C THEEFR L7727 KR T — A& HEgEHRR O &5 (5. 150 mg/kg
RE) UZHEFEFIRNZ S (5 mgkg (AE) TR BN EINLTND, £

DB HEEIFRERE Q&5 2B Wik, RImAET RS EEE 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- & &
NTW5b, 7 AT —AOMmBFEPREX, 5 mg/kg RERGHTER MR
Kiii TV, 150 mg/kg (AEFFE TITMmHE S 72 b DD ANS9I801-acid =L D
1/32~1/578 TH o7& & TW%, ANS9801-acid o IfiHE ik FE 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 M THomLEN TS, %
Te RN 2 % 14C AR AR D R 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 X, #&
HEZICRKKE oSN TWD, Tigld, 0.56~06 il TH-o72 L S
W5, (ZH24)

FREE A LA B (2004c, 2005e) (2 LAUIE, W A (B4 6 i)
(2 MC-7 RN T — A a2 HERE O (0.25 mg/kg RH) S 255 & OV
N (BBEENE 8 B) 1T T RN 7 — A& HERE O E (0.10, 0.25,
0.50 mg/kg AHE) SHHIRBEPEMINTND, UC-T RV T—LEHW
ToRRBR ORE R RRIE T B BRI B 1T G 1.25 FERIfR ISR K & 720 . Cmax
I% 30.1+3.2 ng equivalents/g ThH-o7- & ST 5, ANS9801-acid O I #E
R IR, BEE 1,75 BEREIZICRcR & 72 W Cmax (X, 22.7£5.1 ng/mL TH -
2L ENTWD, FIE T i BE & OY ANS9801-acid @ Ty %, 124 3.9
RE A N 5.7 Bl CTH -T2 & SNnTWb, IMEFOT 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 OFEIA1E 82.1~89.2% Th 7= & N TV 5
FEFT SR T =L HWERABRORE, 7 X7 —2A1F, 0.25. 0.50
mg/kg RE % 5 L= 5GAIC—RII ’*"Hjéhf:@ﬁf‘% D (PEBREmEIZ 1
~4 ) | 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)

(2) %

10



FREE B EE LB s (2002e, 2004d) (2 L viX, A4 Lister Hooded
7w b (KE3PL) ([21UC THE LT RN T —24 (5 mg/kg (KH) % HiA]
SRR O35 U B 5 48 FERE 1% & C O IR EE 2 E 3 5 #kbk & (" Wistar
F v b (W RBEERES 1 DC, M AT IREN Y ) OSFEATIRENY)) (2 14C CHRERR
L7eT7 RN T — 4 (5 mgkg (KHE) ZHEREOKEGL, 254 — N7 UF
7774 =M THMOBFHEZITHO>RABRNREmREI N TS, A Lister
Hooded 7 v b Z W2 BRORE R, KB4 OFARIZIB W TR G 15 %I
FHRERENR K E o7 L SN TWD, MAET OIS GERE X, &5 15 10k
IR &Y | Beh 6 FEf1: £ TIZIXRKRIED 10% R E D Lz & ST
W5, THALE LA ORI O BB EE 2 DWW, ISR IREE & TG4
EE. PN K OV i oD 2~ T - 16 Rz mfEZ2 s L. 72, #k o e
REITRIEITHEAD L, FEOMM~OFR - IR ol s
TW5, JHLE COBSEREIZ, BN S NIZBNEO R D2 HO 560
THY ., EBITED I BLORERIT 24 BEREIUINICHRE Sz ST b,
B BEIREIZ OV T, &5 15 R ISR D EIREZ R LICOIZENEM T, &
51, 2 K% I MNERRY . 5 6. 12 R CIXEB AR OKRIBANEY
Tholcb SN T5D, Wistar 7 v b & HW =B O R, MRk A & OVH
PR H =T DNT, PEZE R QIR I IETEIRIC K 2 23RO o g, ft
RE DI X ITIE IR A~DOBATIIRR D bR o e & ST\ b, e L~
[ZONWT, BEBRERM TRRER D UBEERED DD iz ST
W5, &5 0.25~2 FFfEIZ TIXE., HALE . TR, BIEL QMO iR v
SR EL, FTOMOMBE TIHE L~ THY . &5 6, 12 K Tl hd
BEITHEESR EICPRE L CRRO LN E SN TV D, KEE DM ~D S EED
EHEEIRDONRhoTztE N TS, (BH27, 238)

RESEHEZGHRBREE (2002f) (2 XiUX, =7 (FKRESREE 1
JE) 12 MC THEEFR L7277 KT —24 (5 mgkg (RE) % HiRI5RE]RE O # 5
L., &5 6, 72, 144, 288 FFflf% OAHAk IR B 4 e 9 2 3Ry e < T
W5, EORER, ST OBGRERE X, Binikb% 6 RFMLINICR K
720 RIGEKOEAFFTROESWIEBELZRL TV EINTWD, &E 6 1F
W% DKM L ORI T ORI, T OB ERE LD o7, [
W Ot D FER HP SR 72 BRI LU O AR TR ORI, MR OEE LY
Enolzd SNTWD, EESEFEIL, K OMERIZ B O TR & O
MAE R OB BEIRE O RN P IZIE - EICHB L TWnDH 2 b,
FAAR P O T RE IR LA TP ISR L C W AR RN T b D & LT
W5, FEE. A OMRIZI VT, HON AR B I i o R B X0 RIE 2K
SletanTng, (ZH29)

11



FRESH S TR e (2004e) (2 X NE, 4 XK E h oMz 14C-
7 KRR T—A (A X :20~20,000 ng/mL, E F :10~1,000 ng/mL) %
mi. £72. v b, A4 X KOt FolfiffElz 14C-ANS9801-acid (5 v b :
10~10,000 ng/mL. A X : 100~25,000 ng/mL, t k : 10~5,000 ng/mL)
ZUWSIML, RBAAiEEEZ R TERZE RO mE A AfEERE2JET 5Bk
NEEEINTND, TOFER. 7 v MiEFIcB VT ANS9801-acid D 7= A
FI#s & 21% 10~10,000 ng/mL O¥REEHIPH T 9I1~92% Th -7 &L SN T 5,
A XMIFEFICBNTT AT — LD ABfEEFRIT 20~20,000 ng/mL ®
TP HIPH T 63~65%. ANS9801-acid D 7= A H#EA 21T 100~25,000 ng/mL
DOIREFRPHT 62~T1% Th o7z & SN TW5H, b MEFIZENTT R
F—LDEAEEEHRIT 10~1,000 ng/mL DOEEHFE T 81~92%.
ANS9801-acid D7z A FAfEAFI% 10~5,000 ng/mL D& T 96~97%
THY ., BELIZREGREICE O TRABRIIRD bk holz & T
%5, (23, 30)

(3) R

itk DR EEEFEE LFERARE L (2005¢) (2 LAuX, Wistar 7 v MZE
I % M T o FEAHWIL ANSI801-acid TH Y . AL TITT A
VT ADOREEITIZEA ERBD N SN TWD, RFIZEBWN
T, BAOBEGEHETT AU T —LOREETHBRE ST, FEREDIT
ANS9801-acid Tho7=t N TW5, FEEE K LEBREMOEEIZS
W, o4& 5T ANS9801-acid I£ 0.3~0.6%. #ARAN & 5/ T
ANS9801-acid 1% 19.8~22.6% ThH > 7= & SN TV 5, Mkt THF-1 & O 3-(3-
E R 4- A hF72=)-1-7at L7 > (HU-1) 280 7RO
H BRI SN BOBREHETH TN L EGED 0.3%LL FTh-o
TSN TWbD, ZEPIZEBWT, MHETTY R T — AOREBIRITHRE
T EERHWIL ANS9801-acid X TNZE DA F AR TH D RF-1 Th -
eI Tng, HHEEEEBRLIEBREDOFIGIZONT, 5 mgkg (KERE
M 58T ANS9801-acid 1% 28.8~29.1%. RF-1 (it # 5/ ANS9801-acid)
1% 40.9~41.1%, RF-2 CREEMRHHY) X 11.5~11.9%. 5 mg/kg (KEFFK
N 58 T ANS9801-acid 1% 20.7~26.2%. RF-1 (% 26.9~27.6%. RF-2 I
8.1~8.3%. 150 mg/kg RE R M i 5-# T ANS9801-acid 1% 86.2~88.1% T
HY. RF-1IZE SN Zeroslztd3nTng, (BR22, 23)

ik ofg S EEE RS (2005d) 2 LUX, BE—2Z L RICEBT
2 I 4E o EEAAHYIL ANS9801-acid TH V. 5 mg/kg KER O EGHET
T RN T — AORERITRE ST, 150 mg/kg RER A& G TG
BOBEEICBWTOEBBREISNDZDOAThHoT2LENTWD, 2D

12



MAEHIZF T ANS9801-acid DHREEIL AR FET 5 Z & bR Sz &
SINTWD, RHPIZEBWT, BORGEETT RNV T — AORECIRITES
2D 0.1% Kl Tholz& S TWD, FEMAFMIL ANS9801-acid TH -
leInTng, hEBRLzmEmoRGIZoNnT, BAKGHET
ANS9801-acid /% 1.6~3.1%, HF-1 (% 0.3~1.5%., HU-1 1% 0.2~0.3%, D3
CRIEEME#Y) 1% 0.56~1.0%, FHIRNFEG-H T ANS9801-acid 1% 22.9~
25.1%. HF-11%0.9~1.4%, HU-1 (% 0.2~0.3%. D313 4.5~5.1%Tdh ~ 7=
EEINTWD, RPIICHEBRAGEIIRE IRl InTns, FEHIC
BWT, METTY AT —2OREMKITHRE ST, FERFFD I
ANS9801-acid Tho7z L I TW5, H&E&E LK LIEREYOEIEIZHD
WTC, RO ERET ANS9801-acid 1E 70.3~78.2%. HF-1 1% 1.0~4.1%.
FrRPN % 5.8 C ANS9801-acid 1% 23.3~23.7%. HF-1 1% 2.7~3.6% C& -
T SN TVD, BEPIZBW TS RIIRE SN holz & STV 5D,
(ZH23, 24)

iR ofe EEEFEE TGRS (2005e) (XX, @EEA (B 12
BT B I sE o FEARHY T ANS9801-acid TH VY, 7 KAV T —ALiTbhd
MIIBHEND2DOHTHoT=EENTND, RPIWZBWT, 7 KRV T—A
DRI E ST, EENRHIT ANS9I801-acid THH7= & STV
%, EHE L LB OEISIZOW T, ANS9801-acid 1% 2.3+0.6%.
HF-11%1.0£0.6%. HU-1 (£ 1.9+-1.9% ChH o7t &N T35, #ERZBW
T, 7 AT =2 OREMRTHEH ST, FEAHDIL ANS9I801-acid
LKOHF-1 Tholot SN TWo, &5 &EE g Lo oHIaiz o0\,
ANS9801-acid 1% 52.0+13.0% . HF-11230.0t12.0% ThH 7= & SN T 5,
(W23, 26)

PLEXY, BEFEFEIL. 7 AT —AFELE LT AT EIT &
V., A%/ —/L& ANS9801-acid IZfU#f S+, F£72 ANS9801-acid 1TZ D —
BT F RLT I FEEOMAS#EIZ LV HF-1 X% HU-1 I2RE#f S
LHEMESINTZELTWS, Fioa XTIXmERICBOYTR#EmE LT
ANS9801-acid ORBBIAA RN FET HZ L bERINTE LTS, B
(7 FEOA X) KOt N TOMFHRERNOHERINDST R T—20
FEARBRE I 1, FEHL O MBI D0 & 58O 2R O
BMIE1IDOEBY LENTWVWS, LoT, B MZBWTHHEEINZRHY
TN BERBRICHNONTZT v NEOA XU HFETH T ENRRIN
T2 ehb, BRI 2L aMERBRERICED & N TOLEMENEEIZT
HEhdZENEREINT-ESNTWD, (B 2)
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£1 BFFYRVE FIHETIBRORERDEITERUVHENHY

)Y Fili A% SR FHrp
ANS9801-acid ANS9801-acid
Sy k| ANS9801-acid HF-1 RF-1
HU-1 RF-2
ANS9801-acid ANS?I?? i ANS9801-acid
A X ANS9801-acid ® HU-1 HF-1
NS AN
D3
ANS9801-acid :
t ok ANS9801-acid HF-1 ANSEE}O}l'a‘”d
HU-1
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E1 B (5v bk, 1R) RUE FTORMBRISRDCT FAVT—LDE

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

. I

=3 N
H

0 COCH,

CH;0 i

Ol ANSOR0] (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 LAuiE, Wistar 7 v MZE
A8 G-% 96 RE £ CORPHEIERE, RO GEET 0.97~1.94%, §FKk
N GHET 23.90~25.84%ThH v, #EHPEM=IL, 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 £ TORFPPEIRIL, B O&K 58T 3.74~7.37%. kN
LT 37.11~39.10% Thd » | FE R PEFIT B 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 2 EH% 168 FEf £ 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= 1bE6WTH
L0, T AT — L E2EIRLI-Y6 . ANS9801-acid N EEMmE LT
PREOFEFEHRICHE SN D Z 2006, BKRNIZBNWT T 2 =47 7 = A S
HFRIFTIFFITES, TRV T =2 EBRUICE > TT7 ==1T7 7 = EHIEN
N2 A7 3EETE5LInTN5, (B2)

=k

(1) BizEMH

® 7ERYTF—L
a. BIEFEALEZIEELT HHER
(a) MEMZHWVWLEREALTEAR
fRESHEEE R RBREHE (2001a) ICLNIE, 7 RV T — AL

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

(b) ¥R VI4+—7 TK KE&
FRE s A R B (2002g) Ik, 7 KRRV T—AIC
DOWNTO L5178Y ~ 7 R Y U RfEMnZ Wiz~ R 7 g —~
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TK kBt (Gl - AHMAFEE 5,000 pg/mL, 24 Ff i E i L H
1,500 pg/mL) NFEMINTEY | RBENEHEICROFEIZL LD LT
et CThot-t 3N TW5A, (B3 2. 33)

b. 2BAREEZFHEIELT HHER
(a) (FoEBEZAVD/NMZAR
fREs s E REABRME (2001c) [CXkhiX, ICR v 7 2 (fatk
XHREE 5 ICKR YT RN T — A GRS 7T VC) 127 R T— A
(500, 1,000, 2,000 mg/kg {KHE) % H[nI5RE|#E 0 & 53 53 B 5E
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, BEoERThoTmEENTVD, (B3 4)

@ T ENUT—LHEY
T RN T—=LGD 5L, Ty b, A XEDE hOERBWTH D
ANS9801-acid DE=FMEICHOWTIL, MEFICHE I TWD Z LW
2T RN T — A OREAEN PR FIZIZE A ERBDO NN &)
O, T KR T —ADF >t E WD /MERBR CRIFFICFHMI S LTV 5
EEZBND, LT > T2 OMO53EY) (B-ANS9801. B-ANS9801-acid.,
HF-1 & OV ANS9801-imide) DBInmMEIZOWT, LU O BRAGEZ H
TR L 7=,

a. BLFEALEZIEELT HHER

(a) MEMERWIERERETESR
fRESEEERERBRWE (2009d. 2009e. 2009f, 2009g) |2 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 . RENEHERZOFEEIC N O TRETH o2 &
SnTWb, (B35, 36, 37, 38)

(b) ¥R 2 IT+—< TK FHEX
RS R BR A (2009h) (2 XuiE, B-ANS9801 (2o
ToO L5178Y v~ v A U UMz Hnwic~ o X ) 7 +—~ TK ik
B (R - I AL BRYE . 24 RERDEELERYE & H 1T 4,600 ng/mL)
NEESNTEY ., REHEHEROF R P L TREIETH T &
INTW5, (BH39)

17



FRESEHEHRTHBRHE (20091) 12 LhE, B-ANS9801-acid IZ
DWNWTO L5178Y ~ U A U U AN lffilaz Wi~ A 7 —~
TK 3B (IemiEfE  EH Ak, 24 RS AEE 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 IRFEREALEEYE & 61T 1,000 pg/mL) A3FE
SN TEY, RENEH EROAEICL DL TRETh T SN
W5, (Zf41)

RS A LR S (2009k) 12 LAiE, 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 R 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 0%
HI 55BN Em I N TWD, TOMRE, ANS9801-imide #5-#£T
F - 24 WERI2 I KRG B 56 D Sh4 7R i 2K o H BLERFE OB INEFE D &
NP, BHEOERETHoTZEER TS, (B4 3)

PEXY, KREMFHES E LTI, 7 KRV T — AN ZE DY Th
% B-ANS9801, B-ANS9801-acid & N HF-1 IZ DWW THARIZ & - THRELRTE
ERRDBEEEITRO LN WE B LTz, £72. 7 KU T — LD 5 fRY)
T&H 5 ANS9801-imide (DWW T~ T A Y 7 3 —~ TK REBROKE FiL 50
. FolWEZ W/ OFREPRBETH L Z &6, ZhiZon
THARIZE - TRBRIE L 2 2 BamEITRO Sy &l Lz,

(2) 2a=EH
FEHEFELEARABR®RE (2001c) ICXiUX, 7y M7 RAVT— A
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(5,000 mg/kg AE) #HEIRKEKROBETIRBAEmMENTVS, F0D
FER BRI R ICE O TIIERD ST, BEL - RIREO (L L
SN2 olclINTWD, 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 K 37— A (0, 1,500, 5,000, 15,000,
50,000 ppm : /4 0. 118, 415, 1,231, 4,227 mg/kg {K&E/H . M0, 146,
481, 1,487, 5,109 mg/kg (AH/H) % 13 HHEMHE S L, 0, 15,000,
50,000 ppm #HG-EEDKEE 5 JLIZHOWT 4 @ O EEMHRER 217 5 3 ERA
TS NTWD, TORER, WTNOEGEIC O ERME O 5 I1ZBE L
T NT—RE, RELAOEBEHEOZLITRO Nl IR
TW5, fOKEIZOWT, 15,000 %O 50,000 ppm £ 5-HE THIMAZE D 5
Aoy, B ERMA IR EOWEICEET 548 LTWD, ik
FIRRAIZ BT, 15,000 LT 50,000 ppm & GREET~~ 7 U w b, ~F
7a e R E L OURMERE OIESE AR bz, BrFEmE 1T, 21
DRENBM CTH L Z &, RBREMMEXICHIT 2E T — % ORPANDOE
fbThHrZ b, IHICEDOMOMEHBIZE 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 & 512 B L 72 2 B3R b
RipolzInTnW5D, BLEXD | RERSEHEE ITARERICE 1T 5 NOAEL
ZARRBOHKEHAETH S 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 rtilis (20050) 1T XA, 23~26 HiinD 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 {AHE/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 ST 5, €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 FRIRAIZI 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
BRlZ31F %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 ARKHBRIZEB 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
B2, 46, 47) , KEMFHESL L, BESEFE OEILZY
BT T 2 LixTE P, BRI H O 2 3 FF L T, NOAEL % 15,000
ppm (KT 667 mg/kg (KH/H ., M 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 P8) 127 Ko7 —24 (0, 2,000, 10,000, 50,000
ppm : K 0, 83, 421, 2,058 mg/kg (AH/H, I 0, 82, 406, 2,139 mg/kg
(KE/A) % 52 HRNREEEH L L, 0 & 50,000 ppm BHREDOKRE 2 PLIC
DN 6 EEOEEMRR AT O RBRAEm SN TND, TOREFR, VT
LD B GHEZ R E OB 5B L 72 BT W N — AR, RE LW
BEHEOELIFRDO Nl L SN TWD, LMAKIZ SV T, 50,000
ppm G RO CEENMER 2358 722, R FEmE 1L, A B2 T
R EALDORRENERETH Y . HOF DM LERFHGE H 2B\ TR
WME OB GZEE LI ARBIE SN o T 2 &b, BiEE R T %
HLOTIHRWNWE LTS, IRFFPMA., MEFRIRA, kA 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
FENE 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 L, RABREME ORFMEIXZY &
ZZ2T,
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(4) ENAH
D <R 104 ERIRER
RSB A TR S (2006¢, 2011a) (I XhiE, 6 Hio ICR
~ 7 A (B REMEIES 64 L) 12T 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 W5, £
DFEF, FFFR, —IREBIZ OV THER W E O 52 BE L 7= 2 I3
Lol ENTWD, KEIZOWT, 50,000 ppm #5-Ff O M T
mm%@m@ WO HALTZA, REBREMF X, FEIFIICA R (L TIER
. BETAMOBEFT R LD NN LG, mEE R ST
i@w&bfmé;%%¢ HO®FGIZEET S & B 2 DD IEE ORI,
FAEBE O ME OIEEIEMERE OB D bz rolc b ST
5, LEX D RERFEMEE LT AT —LORNPAMEITRO S 0-o
L Tns (46, 50, 51) , AEMHFESE L X, ABRE
i OFEANIT Y &5 2 T,

@ F v b inuterolgFE/52 ERIREREGHER. 104 BRFENAMEHEHER
fRESEEE LB YE (2005h, 2006d) (2 L. BEEMW O ATEL 4
AT S in utero T7 KN 7 — A2 E#E (2,000, 10,000, 50,000 ppm)
SH7- 4 D Wistar 7 v b (SREMERES 20 XX 30 JT) (27 R T7
— 2 (2,000, 10,000, 50,000 ppm : &t 0, 117, 592, 3,199 mg/kg &</
H. I 0, 146, 740, 4,009 mg/kg A/ H) % 52 HEHREF#5- L . 0, 10,000,
50,000 ppm & 5-HEDFHE 10 PEIZ-DOWT 6 3@ [ D [EIE T ﬁ%%ﬁbﬁ%m
Fi SN TWD, TORE, WITNORGEICS G ICEE LTI
HHNRMoTeE ENTND, —fIREEIZ DOV T, 50,000 ppm £ 57 Ot
HETRLF D& A OEIR N &5 4~32 OB S -28, HBREEE
I, BEGR TR E TR SN DT R CIEZ <, & & BRI EBAL T DI
PR PRI A ORE R, SERE & GIZBE T 5 B ITF O bR o T
ZEMS, BEERET AL DO TIIRWVWE LTWA, (KEIZHSW T, 50,000
ppm % 5-FE O MERETHININHNE R 358D Hiv, METITAEERZLTh - 7=
EENTWVWD, EEEREIZ OV T, 50,000 ppm % -5-HE O MERE TEINNZED &
N=h, REBRERE X, BLOBRENRBB CH o722 L bEEERET
HETRTIERWE LTWS, SUKEIZHOWT, 2RERETHEMNED b
e, RBEME L. 7 RN T —AOWEIZEE L2k LTS,
MR FHIRAIZ BV T, M IRFEIZ-DOVT 50,000 ppm & 5-#F D MERE T
ﬁTm WO HAVEAY, AREBRFEREE 1T, BAE T DA e A B oA ks
RBOLNIEN-T2Z e, BHEERBT A TIERNnE LTS, *
@@%ﬂ%mmﬁ MRFHIRRA ., IR, 2B EEHE., IR &K OYHEE
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FAR TR AW T, B E O GBI L 72 BTG D o
eanTng, LLEyr vy, BBREmE IIARRBRICKIT 5 NOAEL % i &
HETH5 50,000 ppm (Ff 3,199 meg/kg (KE/H . M 4,009 mg/kg K/
H) CRHMELCWD (B52, 53, 54) , £7=, RAWHFITBWNT, 4
WD Wistar 7~ b (5 BEMERES 55 PT) (27 K327 — A4 (2,000, 10,000,
50,000 ppm : T 0, 97, 488, 2,621 mg/kg AKE/H ., MET 0, 125, 630,
3,454 mg/kg AH/H) % 104 MFIREEF 59 530 A MR i S 11T
WD, ZORER, AERICONTHEBRYE OG5 ICEE L 72 2bITR= 0 &
NhholcINTWD, —IRE, KE, BEEEMOMEILFRIRAEIC
BT in utero VEFE/52 M S AE G-3RI BV TR BV L & [AER
OFFAPBE SN0 MREFRIRAE, REE, B EEXOEHRIZE
WTEGIZEET 2 Z X 0NLBITRO NNl S TWND,
BHICBET 5 & E X DG ORBL, FEAME OHIN & OFEESER
BEORBIIBO 2ol S Tnsd, YlbEdv, BRSEmE1E7 K
N T —=EDRENPAEITRD b holzE LTS (253, 55) ,
A& & LTIE, in uteroV§#/52 MM KE % 5w MR D 50,000
ppm 58 O MEETFRD DT ITFI O E AE K OMERIC DWW T, RBRSE
i DR A %24 & & 2 7=, —J7. 50,000 ppm REDOLE TR b 7= (K H
D04 K O CRE O D AL 7o AR BN BN HME [ IZ DT, BB OFF
fliE Y & A9 2 LT T& 9, NOAEL Z i & 412 10,000 ppm (T
592 mg/kg K/ H, M T 740 mg/kg (KE/H) B 27, £z, ERAM
AERIZOWTIL, RBREMHE OFMmIT Y & & 272,

(5) ABEHRESMH
® HEEMHRER

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 fRE/H ., W 0, 204, 1036, 5,439 mg/kg {K&E/H)
ZAXBeHT 10 RS L, Son- Wi (F : SRS 25 T) (2
t Fo L RIBROBES. (T 0, 184, 907, 4,776 mg/kg AT/ H | #tT 0, 229,
1,140, 5,920 mg/kg {KE/H) Z2Kdan 10 BRETTV, HEW (Fo) 245
THRBIERBRAEE STV D, EORE, HE (Fo. F) oVTi
DB T OB E OB GIZBE L7258, —BRiE, AREOZE(LIX
WOOLNRhoTcl SN TS, BEEIZOWT, HEHETHEMRRD 5
Ao BRI 1T m e A R T ST A TR & LTV D, HE (Fo.
F1) IZBWT, MEH, ZZRE. ZMR6e, IR, HESR Hikpr A,
EERE, B TREXRORHEMERFZOREOREE., BEmEOREIZX D
EEIIBDO LN hoT S Tn5b, WEW (Fi. Fo) I2BWT, 4

22



W, A, MR, BRRY - BERERORE . ST, SRE EEICHEERY
BORGIZEET 22T ol InTnsg, kL, 3
B S 13 ARER 1T D5 NOAEL #ARBROKESHETH S 50,000
ppm (Fo DKET 4,410 mg/kg AT/ H, M T 5,439 mg/kg KH/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,

@ HAERRERESMEAR

FEEEEGES ZRtiBR S (2002h) (2 X4uiX, 10~11@#> 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 FYIBR 24T 9 BN EfE STV D, W OHR G SR
BOEGICEELEL, —RIREOE(ITRO b oTz ST
%o REIZDOUV T, 50,000 ppm £ 5-F THANANH 23580 B, BEEICO
W, 50,000 ppm # 58 CTHE G OMRA . 4Tk 3 HLEEOHEMAEED
LTz E INTWD, MR+ EE, B EE, JIBR, SR W,
EAERR RS, BERRIEE TR, M, RBIEAEE, BEEE. BIRosE -
Pl - B RAIZ DWW T, B E O GIZBET 5 8RO S
Sl ENTW5, BRI EHE L. 50,000 ppm TR LN BEW O IKE
N 2 o . ARRBRICEB 15 NOAEL % 15,000 ppm (1,418 mg/kg
(KE/H) LFHMiL T2 (BR2, 58, 59), AEMHAS L LTI,
ARBR S OFHIIE Y & & 2 T,

REFEFFLT LA RE (2003) (2 LiUX, 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, E5HEY ik
17~27 A) IZ& Sy Sz ST 5, RBREEIL. HMokR, =
o OB L COHLEREZ LT 2R (BB NEYORE%)
MBIE SN TEBY, R EIXEREORMEDEHWVBREBEK ThH o722 &
5. BB LIS EE IR EYE OB E ICER T 5 7 X/E D
Bl LTnD, 7ok, HWILEREICLZ2ECHORIIL., BEFO&EHIE
EHWRETHDH AT Tu—2A0RBRICEWVWTHRO LN TEY . #HRwE
DIRBEEIEMICERNT 2IFEFRERNELTH L EBLEINTND, £,
2,000 mg/kg RH/H & GHED 1 B THENR O HILien, RERFEHF 13,
—BARRE DAL L D “IRINEL Th D AIREMENRE WV E LTWD, (KE
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[Z2W T, 2,000 mg/kg (REE/ H $5¢ 5-8E T GFTHN MG 2358 8 & 47z
2, EHREAZEC TOETR ORI TS, EiE
M O CHBR I E O 5B L 72 2T b e o7 & ST
%, FAEFBMREIZOW T, 2,000 me/kg (A E/ H 551 T R I IREL
DOEBBRBMARD bz & SnTnWb, BEREK, EFEREEK. BEXA#
FECH, PR, RRAE, BEEE, BIEosSER - Wi - BRERAEIC SN
THEBRME ORGIZEE LT oo lc b shTnd, Pk
Lo, HEBREME L. ARBRICHIT 5 NOAEL %, REMWICSW T, 1,000
mg/kg AE/H UL EERGRECTRO v —BoRIEDE L 2 FI1C 500 mg/kg
RE/H, JRIRIZOWT, 2,000 mg/kg (REE/H £ 58 TR O L= %% HH I
IRE DB N % H 2 1,000 mg/kg (RE/H EFHIE L TW5D (5 9,
60.), REMFASE L TE, REBREREE ORFMILZY &5 27,

(6) LI UK

ESEHELZERABRHE (2011b) 12 LiE, CBA/Ca~ w7 A (&KL 5
VE) (27 KX 7 —2A DMSO (Y AFILANLT 32 K) iR (10, 25,
50%w/v) % 3 AR EMITE BB L, FIELED 5 HEZRICHEI U o/ Hi a8
BLHET 2N ER SN TNWD, ZORRE. 50%w/v LERE TR
Bx2 DT NTHEZ DS RRBO B, EOMOLEH TITWT A BREETH
Sl INTWD, BHROER, Bk E 72 2 BMEIT 46.4%w/v & STV 5,
FBESEHEE X, KRB CBEINTBERIGIE, B T7 KT —4)
DHBEE U CTHERA S DBRICHV B AL D AUE SR FE A 132 DT 2 7 Rk
TRDOONTEFWIETHDLELTWS (B2, 6 1), KEMHAESL L
TiX, W e LClEUCER SN, E, I T7 KU T—0) OF
VLT o MEDRREITMR D TR W & B 2 T,

(7) —HeEEHRER

BEFEFHELIEARABRRE (2001d. 2001e, 2001f) 2 LiviE, Wistar
7w b () 127 RN 7 —24 (10, 100, 1,000 mg/kg REE) % HERREECH
EEREIRE O HT 2B L O — 7 LR () 27 RN —2a (10, 100,
1,000 mg/kg RHE) % pREr N CHIEBEH] - BN ES L, TR R LD
RER - FEERERRICT RN T — AN H- 2 2% 8% il 4 2 5 BR 23 it X T
Wb, ZORER, WITORBRICE W T HHBRWE OB 5 B L7 2T
RBOLNEMoTm LN TWD, (=62, 63, 64)

e EsEE Rt aRkE (2001g) 1C LauiE, Wistar 7 v b (BEEHE 10
JB) (&7 K37 —2 (10, 100, 1,000 mg/kg IAE) 7% 4 FRIE:C H A 50| F2
NG L. 20 30 pHRICIREKEEZEORS L, BIPERN & §HE 2B 5%
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ROBENEEEZ Y . WLERRIZT R T — AN E X D58 2R+ 53R
BRNEfE STV D, TORER, 1,000 mgkg AR EK 51 CRARBENIEHED
BAOPRRD LN ENTVWAN, BEFEEHIL. OB IFHEHRMED
Mo SICERTA2HDOTHY, 7 RN T —2OHEBERICL 2 HDT
TRV EBLELTWD (BR65), AFEMHFHAESLE LTI, ARBRTHED L
N RARBEEEE O N T R T — ADOFBERIC LD 2 L2 HBETE
RN, BEMICE L TREBRSEENE DL O T RWEE X T,

(8) ERIZHBITHHR
RIS B Z il (2004¢) (C XU, EEA (SHESME 8 #l)
27 R T =240 (0.1, 0.25, 0.5 mglkg (RTE/H) % B[R & 5 3B
Efi STV D, TORGR, PEDE O£ 5 IZBIHE LI 2R O H v 7ehe
sl EnTng, (ZMH25)

FRESEEE AL (2006e) (2 XX, WA (KRB &% 6 41)
T TR NET AT —AL10mg A7V %2 1 H 3E (30 mg/H.,
0.375~0.5 mg/kg RE/H) 4 BRI BRPEMINTND, T O
B, BEREO 2 HI CRELRBRENRD LN, 209 H 1OV THBRYE
OFE L ORENGETE VLTSN SN TWD, T oMy E
OFGICEE 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 BAFERSE5
RN FE SN TS, TOME., 14 FlOERE THE 19 OFEFRNEI
S, 20926 1HICED DNTHEERR, BRIE, KU OV THERY
Bo#h & OBENGETE 20 E W S, BERK TR R E TIcmE
LictanTng, ZOMKBEGIZEE L 22T nhoTc ST
Wb, (M6 7)

M. —AEREDHEEHE
FRESEEEICIE. W 17 R T —2o) 13, e LThEx 2R
IR SN Z ERESIND EENTED, Fhk 20 FEERRKEEREOR
BRI E (B KOSEMOHERRSTEICESE, BUEORMN L O
P ERINEN R TT R T —AITEES DL LIRE LTS E. Kb H OHEE
— HIEEEIL 2.42 mg/ A/H (0.0484 mg/kg (AE/H) (27325 L S TW5b, 7272
L. @ HBREHBREAEH SN RN ZImE L T DHBEIZBN TS, B
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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
WD BITHR) OFMTH %géﬁi INHETHT FARAVT—AIZEEHDY .
7 RN T — A@ﬁ%f;%/a*ﬁ@ 20,000 5 & {E L72maE. iy 17 R
VT —Lh] OHEE— BEREIT 3.57mg/ A/H (0.0714 mg/kg KE/H) 12725 &
INTWs, (2, 69)

AREMFAES L U CiE, #HEHMES BN WE Y BEE L, AMEOHEZ—
HiEH &4 3.567 mg/ A/H (0.0714 mg/kg RE/H) & 2T,

V. 71:»73—>EWEF%16%$
REEEFHICINE, 7R T2 Z2BRLESA. KRN THEHSOMIC
AN%&W%M_ﬁﬁéﬂAfﬁﬁﬁ%kbfﬁ@ﬁ@$_%ﬁéhé_&ﬁ%\
7 RN TF—AEBRICE ST T7 2= 7 = ERENENT S U 27 (JEHT
THEINTWD, RIZ, TR T —LANRETT 2o VT T2 NIEB IS
EHELESES. Eiko7 ARV T — LD E—HEIENOEBEICBIT 57
T2 VNT T2 OEREEEBT L T 2=V T T = OHEEE R 839 pg/
N/B (16.8 nglkg (KH/H) L7220 7==7 MV RIEBFHEOEBRBEZE (2%
2T 200~220 mg/ A/H . 5 %2 T 300~600 mg/ A/H) D 0.14~0.42%(Z 4043
%, (BZH2)

V. EW%%%FBH%?W
RS ZXAUE, RSB, B HEE S LCKETHEE, FHMEiFThH
\ﬁﬁmfﬁm R 727z, FAO/WHO A [F& RN M F &%
(JECFA) ZOEEHEBICE T 2FHEEEII2 N EsnTnd, (Bl 2)

2011 £, FSANZ (%, i [ 7 RN T—A] 12OV T, U FAHEARE
M ORERKAEICH-S &, NOAEL % 500 mg/kg {KE/H & 5 L, 2244524 100
TR L TADI # 5 mg/kg (AFE/H & E L, A— A M7 U T7TENICEBIT H2H#ERE
BED 90 /N—F o X A VEINZ D ADI @ 3%LLF RN Evn . AR H OfF

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

AEMFHES L LTI, 7 AT —AIZOWTOAMEEME, KIEERSHME
TN AE, B AETEL T LV ORI SGE e LR R, v X E
7o A RS AR MR I WTTFA/T 2 1,000 mg/kg {RE/H B 51
THREMWIZRD DAL H bR bR E K O HE D —CREEOE L 2 R 5 R

%mk%z\%@T@%%T%é5MM%&gWEm%TPNV?~A®%@
IR D 5/hD NOAEL & & x 7o, £7o. BBAMEITRD v Lz,

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
b5 T, B, JRAP KR OFEFREHDIL ANSI801-acid THHZ b, (K
NIZBWTT7 2= 7 7 =0 RN EC D BITFHEFICTELS . 7 KT — A 0E U
Lo TT7 2=V T T2 EBRENENT D) A7 I XMECTE 5 LWL,

AHMFAES E L TCL, B ONZHE ST RAE KRB EICB W THERAZRD 5
NI a0 17 K37 — o) O#EEERTE (3.567 mg/ A/H (0.0714 mg/kg
KE/H)) ZBRETDHE B T7 KR T—0) OADI Z8ET 52 &R0
LKL, AEMPFESE L, v 2RV HARTIRAEEERBRO
NOAEL 500 mg/kg RH/H 2Rl & L, L2455 100 TR L72 5.0 mg/kg {KH/
HZmy 7 Ko7 —20) O ADI & Lz,

ADI 5.0 mg/kg {KE/H

(ADI % EARMLE £ HH AR B3 A T ek Bk

(EhF) yAvAES

(55 1k) B 11 % -

(e P B R E AR T 1) THLARFEE K VUL S — kB D
1t

(M=) 500 mg/kg AT/ H

(Z22A4% 50 100
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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 2= )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¥T -4 A X T7z=)7 1 EN]LB-T A
COVFN] LT 2= VT TF= AF )L AT )L

B-ANS9801-acid

MNIN[3-@B-t FrF 4 A NF 7 z=))7 v EL]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 I

JECFA Joint FAO/WHO Expert Committee on Food Additives :

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

AR H AR B FESE BRI 551k RERR E R E 5 & AR A 2R
BiEENE | ERERAR | S typhimurium - 1in vitro T KRR T— 4 e & 5,000 RBAEMEALR OF I 0D b T2 fEEEEEEE e
o TA98, ng/plate PTholmEh T3, s (2001a)
TA100, L3 1, 32
TA1535,
TA1537,
E. coli
WP2uvrA/pKM101
BEEE | RV T | LA1IT8Y v AU & in vitro T KRR T— A i RBTEMEAL R OF I D 5T fEEE A e
F—~ TK#HR | EE FEHIRTALBRYE - HTholcanTnab, s (2002g)
R 5,000 pg/ml, z32, 33
24 IR E e L BE
% 1 1,500 pg/ml
BN FowEEM | ICR~U A Hilm] FRAIRE N Rextiset B T KRR T— A 500, 1,000, O RCTHo T SNTND fEEE A TR
[AYYIN TN &5 FEIE 5 T 2,000 mg/kg & s (2001c)
KT R H M3 4
N T—
LG RE
AHERE 7
un
BiEEE | BIRERER | S typhimurium in vitro B-ANS9801, B | mEHE 5,000 | REHEHLROFEIZH)b LT A FEEEEEE TR
B TA98, -ANS9801-acid, pg/plate HCThoTEINTWD, Brafs (2009d,
TA100, HF-1 kW 2009e, 2009f,
TA1535, ANS9801-imide 2009g)
TA1537, ZM35, 36, 3
E. coli WP2uvrA 7. 38
BEEE | vvRV T | L5178Y v U R Y v in vitro B -ANS9801 I e R RBENEHEALROFE I DL T2 | FHESEHBERTR
F—~ TK# | EfE FELHRTALER I | PETholoENTnD, B (2009h)
ik 24 I fR] AL B ZH3 9
E L HIT 4,600
pg/ml
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REBREA | WBRFEE YRR ARERIE | BE | BERE LR BhR AR, A SR
WinEtE | ~v V7 | L51718Y v Vv | - in vitro B-ANS9801-acid | ki RBAEELROF IO OLTE | IBESEHE LR
=~ TK#R | 7 SEH IR AR S PETHoT- L ENTVS, By (20091)
B 24 IRFFHE e AL BR £ 40
#E BT 4,500
pg/ml
WEEE | vvRUC 7 | LB1T8Y v U R Y v in vitro HF-1 BT REHEALROEEIC D LR | EESEHEETH
=~ TK#R | 7 SIEH IR AR R PETHoT- L ENTVS, B (2009))
B 24 IR [ E e LB %41
#E BT 1,000
pg/ml
WinEE | ~v &Y 7 | L5178Y v v R U in vitro ANS9801-imide | fxrEifE BEOERTh oz SN TWD, fEE g e
F+—< TKR | EHR S AL ER Y Bt (2009k)
B (FREBHEMEALR 24 2
IEAFTET) 400
pg/ml, (fRENE
PEALRIFAET)
178 pg/ml,
24 IRy R E e LR
% : 500 pg/ml
HiREME | FothilEH | ICR~ 7V A Hi[H] SRR KapkxfR | ANS9801-imide | 500, 1,000, GO RTHoTmE SNTVD, eSS EHH 2R
W DR R %5 T Bt 2,000 mg/kg & BrE (20091)
TREE L O & 24 3
T RN
T— L
5 BEARE
T 5 T
ot | AMEEERER | T b HilE] IR - T RN TF— 5,000 mg/kg & | 7 R0 T — A ORI O E AT fRESEHEH 2R
B b Gl 5,000 mglkg AEAHMZHbD LS | Bl (2001c)
ncng, 24 4
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REBREA | WBRFEE YRR ARERIE | BE | BERE LR BhR AR, A SR
KERE | 13 R 7 v bk 13 JEH. RS | SREMERE | 7 RNV T—A 0. 1,500, 5,000, | AHEFREAES L LCiIL ARBRICE Y | fEESsssZkient
S EIf-EW % 20 Xix 15,000, 50,000 | % NOAEL # & ®mMH&ETH 5 50,000 | Brlds (2004b)
4 A 25 I ppm: #E 0, 118, | ppm (HET 4,227 mg/kg (KE/A, M | B4 5. 46
415, 1,231, T 5,109 mg/kg (KH/H) &3 53R
4,227 mglkg & | FEha#E OFMITRY &5 27,
#H/A M 0,146,
481, 1,487,
5,109 mg/kg &
#H/H
KERE | 13 R E—Z R 13 JEH. RS | SREMERE | 7 RV T—A 0. 5,000, AEPFA S & L TiE, 50,000 ppm | FEELEEE TR
S Bl PR %4 X% 6 15,000, 50,000 | #ERETRD LA REBMMEIZ | Bt (20050
B 4 8 U ppm : FHEE | b T, ARBRIZEITS NOAEL % | 2fR2, 46, 47
#1140, 205, 15,000 ppm & 9~ 2% 35 E iz O Rl
667, 2,230 %% F5 LT, NOAEL #% 15,000 ppm
mg/kg ARTEE/A | (T 667 mg/kg fKH/H ., HfET 703
W 0, 229, 703, | mg/kg (KH/H) L& Z T,
2,416 mg/kg &
#H/H
ME#E | 52 KRR E—Z R 52 3 ], IREE S | AREMERE | 7 RSV T —A 0. 2,000, AHMFHAES L LI ARRICRBYT | fBESEEE &R
@it [ PR %4Xi%6 10,000, 50,000 | % NOAEL % &M Td % 50,000 | B (2005g)
% 6 Pt ppm : HE 0, 83, | ppm (KT 2,058 mg/kg (KE/A., M | 48, 49
421, 2,058 T 2,139 mglkg (KE/H) &9 2R
mg/kg RE/A ., | EhiE OFMIITZY &5 27,
I 0, 82, 406,
2,139 mg/kg &
#H/A
FERAM | 104 HEHER | ICR~ 7V A 104 AR | REERE | BEEMERE | 7 RSV T—A 2,000, 10,000, | AEMFHAESL LTI 7 VT — | fFESEHERER
% 64 JIL 50,000 ppm : # | 2AORBAIEITRD SNehomE | BEA (2006¢,
0, 223, 1,057, | T 2BREME OFMITHY LE % | 2011a)

5,693 mg/kg &
#H/H M 0.272,
481, 1,343,
7,351 mglkg {&
#/A

7=

46, 50, 5
1
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REBREA | WBRFEE YRR RERAIE | BHE | HEE LR BhR AR, A SR
KE#EE | in uteroW#% | Wistar 7 v k 52 H . R 5 FREMEE | 7 RN T — A 2,000, 10,000, | AHFFHATZ L LTI, 50,000 ppm | 5 ESE A LR
ERAME | 152 E B, EFEE= % 20 X% 50,000 ppm : K | B GREOMERETRD SNIATMOE | Bl (2005h,
BFERER | 104 BRRR B 6 MR 30 T 0. 117, 592, FL R ORERRIZ S\ T, Btk 2R | 2006d)
3,199 mg/kg & | T2HOTIHRWETHRBRIEME | 252, 53, 5
H/A M 0,146, | OFMAEZ L B XTI, —J5. 4, 55
740, 4,009 50000ppm FEDOHETFRD SN T KE
mg/kg {KE/H HE AN K O CRRD BT IR E I
I A SO T, B 2 R
5HOTIE RV E T R EREH O
FEAIE Y & e 2 LI TTE P
NOAEL %M & 12 10,000ppm
(T 592 mg/kg fKH/H ., HET 740
mg/kg KE/A) &z,
104 A [#] IRENEE G| AREMERE | 7 RASUT—A 2,000, 10,000, | AHFMFRAESE LTI T RV T —
B % 55 L 50,000 ppm : | 2DIFENRAMEITERD BTtz &
TO, 97, 488, | T B BRIENH OFHIL Y &5 X
2,621 mg/kg & | 7=,
#H/AH, METO.
125, 630, 3,454
mg/kg {KTE/H
AFEFEA | AEtERE | SD T v R AZECHT 10 | IREEHE S | Fo&SHlt | 7 RV T—A 2,000, 10,000, | AEMGRAES L L X ARRICB | fHESEHEE SR
@it W TR A 14 80 50,000 ppm : Fo | 5 NOAEL Z & &EMHETH D Bt (2004g)
5L & IC. HE 0, 164, 833, | 50,000ppm (Fo DHET 4,410mg/kg | 56, 57
LR F &R 4,410 mg/kg /& | ARE/B . MET 5,439mg/kg RE/H |
B #4525 T H/H, Folff0, | FiDHET 4,776mglkg (KE/H . HET
[FRk D 204, 1036, 5,920mg/kg R/ H) & RER I H O
522 Bl fif 5,439 mg/kg & | FEMIIER Y LB 2T,
10 38 R H/A., T 0,
[HIE2C 184, 907, 4,776

mg/kg RE/H .,
FiE 0, 229,
1,140, 5,920
mg/kg (AHE/H
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REBREA | WBRFEE % ARERIE | BE | BERE LR BhR RIS A2 SR
ARERA | HAERTEAER | SDT v b T4 0~ IREHES | BREME22 | 7 RNV T— A 0. 5,000, AEFFHA S & LTiE, 50,000 ppm | FEELEEE TR
S TR 20 HE T po 15,000, 50,000 | TH®H L-REMORETIMME] | Bralss (2002h)
ppm : 0, 465, ZH ez, ARBRIZEBIT S NOAEL | 22, 58, 59
1,418, 4,828 % 15,000 ppm (1,418 mg/kg {AH/
mg/kg R/ A A) &3 5B EfE OFNZ 24 &
EzT,
AGEFEAE | HARTEAER | =2 —Y—F v KA | HIE 6~ RlRR 0 KEEME24 | 7T RARUT— A 0. 500, 1,000, | AEMRES L L QX ARBRICB ) | fEEssssZient
S TR =R 28 HET | &5 Un 2,000 mg/kg & | % NOAEL % R-E)#/IZ-DV T 1,000 | Bk (2003)
#H/A mg/kg RH/ AL EEGEETRD LN | 259, 60
Te—feikiE & bE b L 1T 500
mg/kg RE/H | JEIRIZOW T, 2,000
mg/kg R/ 5 TR Btk
BN RS O REIE N A b & 1T
1,000 mg/kg &/ H 3B & 4 58
i 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 | fEESEFEETLR
i R pT WUNH A SN DA, B 17 R | B (2011b)
NUT—=A|OT VLT UEOREIT | 22, 61
Fish TRV & B 2 T,
—fRRE | —RIREEAER | Wistar 7 v b HA[A] FRAIRE A HE T RART— A 10, 100, 1,000 | WFHOREBRICEBWNTHT AT | FEESEFE SR
5 mg/kg R — ADEBIRD bRRhotE S | B (2001d,
E—7 K HA[A] FRAIRE A HE T RARUT— A 10, 100, 1,000 | AL TV 5, 2001e, 2001f)
%5 mg/kg R 262, 63, 6
4
—fRRE | —RIREEAER | Wistar 7 v b HilH] SRR BREEL0 | T RAAT— 2 10, 100, 1,000 | AFPFH#ES & LTI ARRTRY | HEESEFE TR
B b pc mg/kg (KHE LI RKEBBIEERE OB ST RN | Bt (2001g)
VT LAOFBERICL D RS | 265

FETEIRWD LA U TR BRI
SERNPEDLOTHERNEEZTL,
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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%EiEE Ltk
% 2002a)

5 (BR) IS EZMIIERT, Rt HAEEH  ANS9I801 ik 2 el (i
HAER) GRBRE 5 AM-M9-821), 200449 ] 15 H (FREHEFHE &tk
B s 2004a)

6 BR) AL AT 2 o & —, ohr - il as £ B ACEHR S /K © HPLC(PDA)
K% Co-Sense LC-MS /&, 2010 4E 3 A 29 H (yeE&EEFE Lt RS

2010a)

7 (BR) ISR EEZERT, B E RECEH o ANS9801 DR Z EM:
AERGRBRE 5 AM-M9-2178), 2009 4E 9 H 24 H (IR @ iEH L it
£ 2009a)

8 (BR) AT 2 —, O « BB EE  REEYCEHH D ANS9801 D%
EMERER(25°C/I60% RH) GRER T B 1455926), 2006 4E 9 H 25 H (FrEskguzk
HEERBHRE 2006a)

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

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

1o (BR) bt ¥ —, b - 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 FE ot & —, oFr - RBRHEE BWERYEF O ANS9IS01 D%
EVERER TR ER(30°C/65%RH) GREA % 5 1445535), 2005 4F 9 H 26 H

(FE LG5 A etk B &5 2005Db)
12 (BR) EAbotre o 2 —, oFr - BmEE BERREF 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 (R1EL EME R GRERE 5
8157072), 20104 3 H 18 H (FRELEEFE & L it & 2010Db)

BFEPT, BFPAR BFEEES 3959964 5 T AL TF L UARTF R AT L
FEAR L OHHE, 200748 H 15 H (2007¢)

MIAT © T A7V T — A OREETE AR B ZE 0 & A F 7= 8 iE 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 EZEEHHE Lt
B 2004b)

Unpublished report from Huntingdon Life Sciences Ltd., ANS9801:
Metabolism in the Rat. (Study No.: AJO194/0429444), 2005 (5 7& %55 EikE
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
the rat, dog, and man. Food Chem Toxicol 49, S8 — 29, 2011.

Unpublished report from Huntingdon Life Sciences Ltd., ANS9801:
Metabolism and Pharmacokinetics in the Dog. (Study No.:
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25

26

27

28

29

30

32

33

34

AJ0193/042943), 2005 (f5 &% HEiEH Lt # A 2005d)
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