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PUAEWE R OFERBRAICHD BT 27~ 1ZO0WC, BT aTd~vsl v
> 7 KU 72 (CAS No. 119068-77-8) | O ERER} (FEHMIM OFE ERFOREREE, FDA
DFMESE) % VTR SR AN 4 550 L 7=,

R AW RBRAGRI L. EERE (T v b, A XROE) . B 8. BrEE 2
HEE (U AKROT v b, EEEE (VA Ty FEROS X), I?nriﬂrﬂzf}%m
I (DA Ty NEROS X)), AFERARNE (7 y MR | fEReREE (f
X)), WAEMFRIREC T 53 BREDOIE TH 2,

BB OBRN O BT 2 7'\74’ VATEBEEEE RSN EE X LI
YT aTvA v rO—HEIGIARR (ADD) ZRET DI &ILATHE & Hkr < 7=,

i%a{ﬁ%'réu%@%@%rﬁiﬁ%ﬁ@%%z)>%\ YT 2T AV DOBREICI DEEY, £
(ARG, MR ZS K ORI A E DR E CTh o 7o, R AMEITA G
o7,

AT AT ERBR TR RIS DI E AT, (REIRTREOVELEE ChH -7, &
A A B o T2,

IR ADL L, A X & V2 1 AEREMEEMRRER O NOAEL 0.3 mg/kg K5/ HIZ
SR LT 100 @A L, 0.003 mg/ke (AE/H &% E LT~

WAEYEH) ADI 13, 0.024 mg/kg (RE/H B L=,

TR ADI AR ADL L0 /hEWZ enn, BT 2T~/ ADI %
0.003 mg/kg {KE/H LEXE LT-,



[. FMEitREMIAEZRER R UERERNYIOBE
1. A%
PUEWE., A RERERA

2. BN D—H%E
M4 o Ta7~Av M) A
H4, . Semduramicin sodium

3. %4
IUPAC
¥4 : sodium;2-[(2R,3S,48,5R,69)-2,4-dihydroxy-6-[(1S)-1-[(2S,5R, 7S,8R,9S)-7-
hydroxy-2-[(2R,5S)-5-[(2R,3S,5R)-5-[(2S,3S,5R,6S)-6-hydroxy-3,5,6-
trimethyloxan-2-yl]-3-[(2S,5S,6R)-5-methoxy-6-methyloxan-2-
ylloxyoxolan-2-yll-5-methyloxolan-2-yll-2,8-dimethyl-1,10-
dioxaspirol4.5]decan-9-yllethyll-5-methoxy-3-methyloxan-2-yllacetate

CAS No. 119068-77-8

4. BFR
CssH75NaOqs (&M 1)

5. SFE
895.07 €3z
6. #EER

(M1, 2)

7. ERBMROERKR
Yo TaTvA YT R UL, VA PRSI L) RS
Actinomadura roseorufa ATCC39697 DFEAMENGHR INT=R Y =—T )V RA 4



J 7 & T HAEWE T, 1987 FICRRE SINZ, (B 2)

HARTI, BT aT~vA 2 R D AN 1994 F IR & L CTHRES LT
BY ., FENEE L TWDRERS DAL HHAOMRELZ BRY L L THRIOEEHIIRIN
(25 mg(If)/kg kD) s, (BRE3, 4) BWAEIRGE T NAERRE LTOX
AGR I TR,

WA CIE, KER O EU #EZED E LT, B, BOay 297 METHHOZ0H
(2, SRR SUIEMHERSL E L CTER S0, BB5, 6, 7. 8
v TaTvA TN, RUT 47U A MIEBAICEE S R EEEDERE SN TH
%2, (B 9)

1 AFEHIEIC BV T, JFAIE U CERBRE N LD # 4, B EIR S K ORI o fd
5 L I DE ST SUTONS N e TRt 5,
2 SRR 17 FEEA G SR 499 BC Lo TED LI EEEYEE (2R 9)



I. ZeHITRAIMEOHME
AFHIETIX, fEHRIMITEERROFEEHEE FDA, EC O#WHEICET 585
ZE2 (SCAN) W ONZZINEFER OBREFH b7 EZ B (NRA) OFHiliE% 2 52,
BT aTd~vA T N U LAOBRMEICET 2 F R mA AT,
SRR ORISR 2 RIS 1 ROV 2 IR LT,

1. EYEREEAER
(1) EWEhResir (3B
® IR, SRR UHE

¥ (WHfE, 37 Bilin, MEMES 3 PIReR) I UC SR T a9~ A YT R D
L% T ANREES S (5 R U A3 LT 25ppm) L, HfEE 6, 12, 24 K148
FeON 120 Wiz, mAE, fEyt, s, B, ARAL BER OB R 25681 L.
HEHEMERE 2 HE U, £/, % 55846 4~7 HE OB %2 24 ] 2 & IZBRE L,
R P 2 TR L 72

MR OB HIRE AR 1, AfETPIRELER 2 (IR L, £, Mg T 510k
SHEMRE KT D RZACIRREOEIE 23 3 1R LTz, R rhiREE & Ok 4
412, et F OREMmOEIE AR 5 IR LT,

MARHFIREE L, Bt 6 BRI Tl 0.025 pg eq/mL TH V) | 24 By t% Tld e
IZBWTEERAR (0.009 ug eq/mL) Kifi TH -7z,

PR HIREE I, Het& G 6 FFfEfE OIREEHIPHIT 9~50 pg eq/mL (¥ 22.60 pg
eq/ml) THYV ., Ff&& 5 120 FF##£I21E 0.08 pg eq/mL & 72572,

BEIZ OV TIE, F5BRE 4~T BT 2 R G IR B | e D 2 ©
19.4~26.6 ug eq/g TH Y, 1FF 1 BIZEBET 2EHEEEIZHEY L, RGO L
NiginoTz, H58MG 4~7 HBIZEIT S 1 HY 720 OB E&EITR 2 PR TS
81.8% T o7,

PEt R ORI T, REUERDMEREZ L EN 7.8 LD 3. 7% TH D . A3 M1 73
ML BT HZ <. FRER 115 KON 10.7% 2 b, (B 2, 10, 11, 12,
13)

F1 BIBTD WISk T 2 T7~A v MU U A 7 BREREEREH% O OWR
HHIEE  (ug eq/mL)

=0 E‘i‘f‘f{g&’g‘?‘ﬁ H#F‘Eﬁ (h)

Bt 6 12 24 48 120
1 E 0.0252 0.010 <0.009 <0.009 <0.009
REY- 22.60 6.00 5.27 0.75 0.08

n=6 E=REF : M4 0.009 ug eq/mL AEHIIAREA

a @ Bt 6 Rt ORUEL, 1 BIOREDSERITE 227272, b D




#2 BWIBITDHUCHE#RE T 2T~ A 2 M) UL T HREIREE 5% O IR

(ug eq/g)
. Bk 5% (h)
i 6 12 24 48 120
P, 0.273 0.112 0.058 0.031 0.018
+0.079 +0.023 +0.005 +0.005 +0.003
g 0.051 0.027 0.012 0.006 0.004
+0.012 +0.018 + 0.001 + 0.001 +0.001
. 0.015 0.007 0.003 0.002 0.001
+0.006 +0.003 +0.001 +0.001 +0.000
e 0.074 0.027 0.015 0.011 0.010
+0.018 +0.008 +0.003 +0.002 +0.002
o - 0.057 0.022 0.015 0.011 0.009
AR & B +0.015 +0.006 +0.003 +0.001 +0.002
n=6 ¥ + {EERFRE  EERIRH

#3 HBIBTDLUCHHE T 2T ~A T M) UL T ARIREERGZ OIS
2 MGG MR LT 69~ D RZ LR EE OEI &

A& G4 ()
6 12 24
IR (ug eqlg) 0.273 0.112 0.058
REREE (ug eq/g) 0.132 0.035 <0.012
(\% - N oy :ega; :JA\ /j'J'\‘ :ega;
; IJZ%#/%@/EH x93 2 REACIRIRE D 048 0.1 <091
n=6

F4 BIBITDHUCHE#RE T 2T~ A 2 M) U AT HREIREEE 5RO ik

FE (ugeqlg) MOEHZER2 (%)

PR (B 5-BRAGTR)
4 H 5 H 6 H 7H )
AP i 29.8 22.2 29.8 18.7 25.1
IREE i 5 19.1 16.6 23.3 27.0 21.5
(g ealg) A4 245 19.4 26.6 22.9 23.4
PEt=R(%) | IR 86.0 67.3 93.4 80.3 81.8
n=6

a: 1 AACYDOUCHE LT 2T~ AT M U LAEREISS T 558G

#F5 BB UCIESRYE T a T~ N ATH
MHREEHH 5-RFOHE) - ORI OEE (%)

R AR #a (%, kH5E)
B4R i i3 Vi3

RIRIR 7.8 3.7
R M1 11.5 10.7
i M2 5.9 78
R M3 4.0 4.8




Fio. B (WA, AR, MR 3PN 1244 AT 2T ~A 0 b
U LERERE (BT 2T~A32 2 LT 25 ppm) L. &5 6, 12, 18,
24, 36 N 48 FFfEE Ol &7 = 7 ~A > U EES HPLC IZ L WV lE L=,

EERAF6 IR LI,

B G- 6 W IZ 31T 2 PR IREE L 0.166 pg/lg TH Y| 24 FEEICIT
0.017 pglg AKfii & 720 | 36 KON 48 IEfEI£121% 0.010 pgeq/g A & 72~ 72, (BFR 2,
10, 14)

Fz6 BB 2B T aT9~ A>T N A 44 HEREEE 5% OB AR bIRE

= (ug/g)
A& BE 5% (h)
s 6 12 18 24
0.166+0.104 0.044 + 0.020 0.036 + 0.045 <0.017

n=6 P + {EHERFZE BRHERA 0 0.010 pgeg/g

Q BRFE VD

% (WARE, wAsE, ME1350) (kT aTd~A ) b U L% 4 TR
H (b T aT~Av 2 LT50ppm) L. fREFAICIAE, JE R ONERE (F&.
W, HERA. APiE. B, /DB, OB . BE ROV AERERL, S A A —
77 4 —TCHIE L (RS 0.025 ng(ifi)/mL i ngChifi)/e) .

FEBME 3 BZOBM TIZ 12 T 1B E L, A 3 UEMERIL 72, #5545 1
W% KON 2% TIE, TNTN 8 PRV 4P T1REIE L, &5t SEEMERI LT, &
Wb 0~2 B TiE, 3P T1EEBIE L, A 3FUEMERL L 72, #5545 2 %O
Pt e OE- LD T, 12T 1EEEE L,

Flo, BHHLE 3 B RO 1 BEI O RS 1 R I, mAE, gk O
DI EBH LTz,

MAE, AR OSEREFIRE AR TR LT,

S HAM PICERE L =3B O 2 TIZBWT, BT 2 7~ A YU OGHNERH b
77

MR E 3 5EAG 3 BT 0.270 pg/mL TH Y . HSHFF 0.153~0.270
ng/mL THERS L, T1p 1 2.8 FHI TH V) | Hoféix G- 1 ARIZITMHIRFRNG & 72 o7,

B 5-BRAG 2 % OFRRHPIREE L, g i b s < | JER, Eg & OV ONETH D |
WIS MAERIRE LV @ o7z, Bk ORRIcs VT, #50E3 B, 1, 2
T 4 B OWBEENFREE Th-72Z & n, BE5B1A 3 BRICITEFIREETH D &
Ez b,

FTo, AARRHRE IR GRS ERITEER L, RS 6 IReRICITA, fiE &
OBV R IR R ARG & 7o o 72, Btk 5 1 BRI, IR ORE 2 Bz
KRR D13 5 FH BR SR ASTR & 72> 7=,

JHlgZ 31T 5 Tield. Bef&fe 5% 1~9 WEfEI Tl 3 el Bef&de 5% 9~24 FEfEC
X1 FETH -7,

10



7o, MAE TR OBHRERD A A — b 75 AT A m o 2
Ry NI SR oT, (B2, 15)

KT BIBIDET 2T~ T MU UL 4 EERERGR K O G4% DO KR O
AEREIREE (ngUfl)/mL X3 pg(Uifif)/g) =

St B 5 BRAbA e 544
" 3H 18 23 ay | resm | 3esm | emsry | ommy | 1m 2 H
0.043 0.027
ik 0.270 0.159 0.153 0.169 0.210 0.156 ND : ND@) [ ND @3
ND (2)
0.053
0.072 0.039
1 —b — 0.203 0.235 — 0.098 0.081 0.090 0.039 0.038
ND ND
0.028
FHA 0.117 0.097 0.035 0.063 0.046 ND ND@) | ND@) | ND@B) | ND@®)
0.027
Jil5i%] - - 0.580 0.507 - 0.236 0.128 0.079 ND@®) | ND(@3)

Jiik 0.795 0.977 0.981 0.784 1.024 0.567 0.281 0.101 0.039 ND (3)

= - - 0332 | 0278 - 019 | 0072 NO]?)E) ND® | ND®)

/N — - 0.234 0.201 — 0.160 0.049 NO%?E? ND(@3) | ND@®)

TN - - 0.283 0.414 - 0.242 0.076 0.042 ND@®) | ND(@3)
0.025

fiti - - 0.225 0.174 - 0.149 0.043 0.039 ND@) [ ND @3

ND

o= — — 0.170 0.177 — 0.119 | ND® | ND@® | ND® | ND®)

e - - 0201 | 0.169 - 0142 | 0053 | 2936 | \p@©) | ND@)
: : : : ND(©)

B - — 0.541¢ | 0.139¢ — 0.093¢ NDc¢ NDc¢ ND¢ ND¢

n=3 FE  ND: BHRA (0.025 pg(ifi)/mL i ngChit)/g) ik

a : RIITEHMEE R LTy, BHRBARH ORI 2 S 085611 3 BOSEEL R~ L, 7eds, fHIl
N OEEI TR,

b: BB L 720 7,

c:n=1, BREENDRWZ0, 12 0% 1Rk LT L=,

(2) RHHER B, v FRUAR)

7 (PR, 37 Hilin, MELES 3 PIHFR) (CUC Ikt T 2T ~A 2T D
L% T ARREHRS (MU UL E LT 25 ppm) L., &A&E5-HOPEIY), Hi&

11



5 12 FERIZ OB K ONRRE 5- 6 Rl Ofigic >\ T, VA HPLC IZ k- T
Rz fEt LT,

£72. 7> I (Long-Evans %, #5-8f : WEMES 6 DT, SHHERE - HEMES 3 8) KO
AX (BE—=27VHE, MR 1D [ UCHEERE T ad~A T M) Ua% 5 HIE
EO#E (1.0mgkg (KE/H) L7z, 7 v MIBWTIE, F&EE 2 T 6 IFikIC
MERERS 3 DT/BE S AT Z R LT-, 1 XIZBW T, R 6 B I s A
B L7, FHghof#Emc-oWT, T Y4 HPLC THREH L7,

FEOPE BN T REBLRITREED 3.7~T.8% CTh 7=, #@mIF L L.
ABRD O-i A F/UE (REW ML), GERD O-i A F/LiE (R M2) ROVF BRO
BABRIR (REM M3) Th v, (3 M1 2SRFRREHEHEMED 10 %Ll LA 507,
AEA- T, RZEBE KR O ERE 3 FEOREW A S, (G M1 235 6 2% < i
i,

il B 2@ OEIE 23 8 IR LT,

BB DR CIIARZA AR EHEME DR 43 %, oEIT L Eh 10 %

(0.1 ppm) AT ToH o7z,

7> ORIz %ﬂeﬂhﬁx@% I, HETIX 36.0 %, METIZ 79.3 % THY .
FFRRL 35 1 2 AREE ét%z’» 2D BT,

A XTI, H?ﬂm@ﬁﬁﬂ?ﬁ TR LT, EICREAE L O M1 255
Sz, MEREE HIZ, m%ﬁ@ M1 B\ bE< sz, &H2, 11)

£8 H. Ty MRUAXIBT L UCHEH T 2T~ V) M) U LAREARG%
DO 1T 2EOEIE (%)

ST BT B B | ~ 3 1| AN

Sl - n’vj)%?ﬁ&%/fﬁkﬁfé |5 s

L % 7k 1A
MR 1 i3 1 i3

KA 43.3 36.0 79.3 32.9 21.5
3 M1 8.9 15.0 0.9 53.6 67.0
3 M2 1.9 3.4 1.6 5.0 1.8
R M3 6.1 2.4 2.6 1.0 0.9

a : 7 AfFREES G- (25 ppm)
b : 5 HE#EO#&S5 (1 mgkg (K=&H/H)

2. KA ER
(1) %BHR B O

% (PUHME, 4R, M 261 P25 ppm F58E 84 ). 50 ppm F58E 165 P, *F
FERE 120)) 1By T aF~A v N U AERREERE (BT ad~vAv e L
T 25 XX 50ppm) L., FEERABRNFNE S 417-, 25 ppm B GHEOR GHMIE 8 H#HfH.
50 ppm HEHEE 4 F 8 & LTz, METIRELZ NS A A— 7T 7 40— (B
FRAE 0.025 ug(Uhfi)/g X% ng(ffi)/mL) 2 XV BEIE Lz,

FEREFE I~1LITR LT,

25 ppm BE5REOF H-BHLA 4 B K OFck&e 5- 3 BrE: Tld. AR LA Rk OF

12



MBI R BN, ik s 2 B%ICITER R CRIHHIR AR & 7e -7,

50 ppm B HRED 5 B 4 BBG LT-RECIE, Refd 5 3 REEIZ I Z a3 EH 7R
BRRDI-N, k5 2 B CIIREOATHRE S, &k s 3 B CliaeiE <
BRI & 72 o 72,

50 ppm HE5HED 5 b 8 BRI G L= RETIE, HfKigS: 3 g /MG 1 6%k
< ERBHIFRRE N A DL, FefdBes 1 B CIIEN R OVINEOA 1 30ERE DN g
ERBHIIRE DA LD, Bk 5 2 BT B ORI & e o7, (&
2, 16)

#9 BIBILELTaTwA L rF R UL S EEIRARL (25 ppm) B UM%

DTG KX ORI TR (ngCfi)/g X3 pg(fili)/mL) =

< P 5 BRME R oA 544
4 JAfE] 3 B 1H 2 H 3 H
0.074 0.057
& 0.055 ND ND (3) ND (3) —b
ND 0.064
Fe 0.098 0.164 ND (3) ND (3) —b
G ND (3) ND (3) ND (3) —b —b
HERA 0.198 0.129 ND (3) ND (3) —b
0.041
Frfi 0.480 0.349 0.026 ND (3) ND (3)
ND
R ik 0.074 0.084 ND (3) ND (3) —b
/NG 0.055 0.056 ND (3) ND (3) —b

n=3  ND : BHIRR (0.025 ngUrfl)/g Xix ngUif)/mL) i

a @ RIITFEZ R LIz, BHEIRFCRIOME 2 & T 8135 B ORE 2R L7e, ek, fBlA
DEEITFEHL
b 1 AR EARIT 2 B ROsEfe TR & 22 o 7235813, ZHLARED 75 2 5 L 72> 72,

13




#£10 BIIBTDH BT 2T, M) UL 4 BREREER S (50 ppm) % DIMIE&
OSERPFRRTREE  (ug(Dffi)/g ST pgUofii)/mL) 2

ot e He 54

ik 3 T 1H 2 H 3 H 1

ik} 0.116 ND (3) ND (3) —b —b
0.041

R 0.276 0.047 ND ND (3) ND (3)
0.041

iG] 0.048 ND (3) ND (3) —b —b

s 0.454 D &) ND (3) ND (3) —

FrEfR 0.537 0.040 ND (3) ND (3) —b

R ik 0.185 ND (3) ND (3) —b —b

/N 0.117 ND (3) ND (3) —b —b

n=3  ND: BHIRR (0.025 ngUif)/g Xix ngUifl)/mL) A
a : RNITPHEZR LTS, BHBARSORE 2 G051 3& 3B OB 2R Lz, 7ed, 50N

DEEITFEHL

b« FeA GA% T 2 B ROgEfe TR & 22 o 72355813, EHLARERD 5 24 5 L 727> 72,

F1 BRI T 2T~ T M UL 8 HEERERE (50 ppm)
% DIMLE R OFEREPIREIRE  (ugOhfil)/g 303 pg(ffi)/mL) =

i 8 SiaeXi |
ik 3 TH 5 H T
il 0.117 ND (3) ND (3) —b
R & 0.208 ND (3) ND (3) —b
fHP 0.063 ND (3) ND (3) —b
HERS 0.027
0.339 ND (2) ND (3) ND (3)
Frhi: 0.520 0.043 ND (3) ND (3)
R ik 0.205 ND (3) ND (3) —b
/NG 0.219
0.216 0.030 ND (3) ND (3)
ND ND (2)
n=3 ND : BHIRAR RHRS 0.025 ngChit)/g S ngChi)/mL) =i

a : RIIFVIEL R LI, BHEIRARGORE 2 & 05 e 1353 B O KiE 2=

L7e, 728, I OEIEIIFEHEL

b BRI GRIC 2 e RiEe CRHBRAAN S & 72 - T35 813, T LEOOHT £ %

it L7277,

(2) %BHR (B @
% (AFARE, w14ERE 280 3 (25 ppm #58F 80 I, 50 ppm FE5HE 190 J,
SEREE 102) 1B rTaTd~A v b ULERRERE (BT aTd~vf b
LCT25 XX 50ppm) L. FREARABRNEME 7=, 25 ppm &GO GHEIT 8 #
[f. 50 ppm #5EEL 4 W & Uiz, MEHREZ ASA 44— 777 10— (FRR

5t 0.025 pg(ifi)/g X% pg(Uifii)/mL) (2 X v HlIE L7,



fERER 12 KO 13 IR LT,

25 ppm HEREIRBN T, ik b 3 B Clafp R o23E L O gD 2 3k %
bR < ERUBHIFRA DGR DIy, Bkt 5 2 H 1% ClIeslhbl TR iR & 72 o
77

50 ppm FEGHEZINT, ik s 3 R ORELCIIMmA D 1 3 B2 Br< 2508}
(ZFERE SRR HITZM, etk G- 2 B TIIEE D 2 32 bR < 23 CRBRASR
&0 | ks 3 B Tl CRR R & e o7e, (B 2,0 11, 17)

F12 BIBILET2T~A T M) UL 8 HERERS (25 ppm) B KOS
HOMAER OHREPIRERE (ugOhil)/g 30U pg(ffi)/mL) =

. ¥ 5 BRMA AR Bk 514 IR
= 43 3 IR 1H 2 H 3 H
0.086
A 0.087 0.044 ND (3) ND (3) —b
ND ND (2)
] 0.112 0.066 ND (3) ND (3) —b
. 0.034 B B
Rl ND () ND (3) ND (3) b b
lil]i%] 0.197 0.057 ND (3) ND (3) —b
” 0.030
Frfii 0.437 0.163 ND (2) ND (3) ND (3)
ik 0.115 0.068 ND (3) ND (3) —b
/NI 0.129 0.112 ND (3) ND (3) —b

n=3  ND: BHIRR (0.025 ugUrfl)/g Xix ngUifl)/mL) i

a : RNITPHEZR LTS, BHIBARSORE 2 051 3& 3Bt OB 2R Lz, 7ok, 50N
OEE TR,

b : B G2 2 RERGERE TR & 2r > 7oA. ENLIRED T2 S50 L7220~ 72,

F13 BIBTLBTaT7~vA 0 F MU UL 4 EBREERE (50 ppm) B O¥RE
B OB O FFREIRE  (uegUrii)/g ST ngUiii)/mL) 2

. B 544
ik 3 T 1H 2 H 3 H 1
ks 0.156 ND (3) ND (3) —b —b
0.072 0.039
R 0.098 0.039 0.038 ND (3) ND (3)
ND ND
0.028
G ND ND (3) ND (3) —b —b
0.027
HEhf 0.236 ND (3) ND (3) —b —b
Frf 0.567 0.039 ND (3) ND (3) —b
R ik 0.190 ND (3) ND (3) —b —b
/N 0.160 ND (3) ND (3) —b —b

n=3  ND: BHIRR (0.025pg(IMl)/g % pg(CIffi)/mL) A
a : RNITPHEZR LTS, BHBARSORE 2 S0 A 1 3& 3B OB 2R Lz, 7ok, 50N
DOFAEITEREEL
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b 1 FAAR G 2 e s TR & 22 o 7235813, ZHLARED 73 A i L 72> 72,

(3) BREHE (B O

5 (AR, PVERE, BRGRE  MERER 40 I, RIIREE  MEHER 40 ) (2B T 2T
~A > MU U AOEEERAE 42 HERERE (BT 2942 LT0O0X
1L 25 ppm) L. FREEHERNIEE STz,

BeEREHZOWTIE, Fofd& 56, 12 KON 18 BEREIFZICHERES 6 & L% L. KT
DOMERES 3 PO A R L, HPLCIZ kWb Fad~A L v 2RELE (BE
FRFL 35 nglg), XTHREEICOWTIL, Btk - 6 IRefilftR I CHIERES: 12 P12 &% L, ek
& 3 P10 i A B L 7=,

AR 14 1R LT,

B 5. 18 4 I12i%, ATl 1 3tEE & B 5 40 nglg THHoT-, (B 6)

F 14 FBIBITD 42 BRI T 2 T~ A ¥ U EHIRRENRER % 5% D
gt T 2T ~A 2 BE (ng/g)

B Gz (h)
6 12 18
Jii3 155 45.9 38.3
i3 77.8 48.0 40.9
n=3 JE&ER5 35ng/g

3. EnEHEER
Yo TaT~vA T N U AOBEEERBREREE 15 IR,

16



#£15 BT aT~AT T N U LAOBEE MRS

R e JiiE=s fti ZH
in B/ ISIRIL | Salmonella  typhimurium | 39~5 000 pg/plate
vitro | ks TA98. TA100, TA1535. | (ig0) n
TA1537 porasweqoy | BE 2,18
Escherichia coli WP2uvrA | |
S. typhimurium  TA98. | 0.02~10 mg/plate?
TA100, TA1535. TA1537 | (-S9) g 5
0.002~1.0 mg/plate =
(+S9)
BARF 2298 | L5178Y ~ 7 A U UM | 16~191 ug/mlLp N
ZHEAR | N(Tk) (+89) 2E 5
iRk EAE | v R SER 2.5~10.0 ug/mLe
R (-S9) 24 WsfAjLer
7.0~9.0 pg/mLd ek | 2, 19
(+S9) 1 WRefE AL,
23 ¢ ][R R
TEHIDNA | 7 v MR 0.0005~250 pg/mLs .
A s
n e KB | CD-1 %~ v A EHEME 6 mg/kg {AE
vivo | 38 i 5 I BRI 1 srt | 2 10
6, 24, 48 EEHIZICHE | T )
2

:0.5mg/plate LA E T T 2T~ A L AIRETH ST,

: 68 ng/mL ZH#8 % % & CHilamEMER A b ATz,

: 20.0pug/mL DA ECHfaEED 2 BT,

: 10.0pg/mL LA CHERaEMED A DTz,

100 pg/mL L E Ty T 2T~ A U AIRE TH -T2, 2.5~250 ng/mL TI3HaEE m <, iR
Mr etz

C o0 T

in vitro O in vivo DFEfi S 7- 2 TORBRICB O TEEOFEENE LTS =
EME, BT 2T AT U T AITITAERIC o THREBRE L 70 S EinE T
BN EEZ BT,

4. SMEFEHER

KHEEMICB T AT 2T~ M) v AO2MEERBROBREEER 16 IR
|y

17



#£16 BT aT~AT ) M U LAOAMEERREEER

LDso
(mg/kg A H)
o | 5 X _
@J%%@ 7 \!thj ’(\jx:% LC5O Fﬁ% Z/%H\E\
(mg/m?)
1 i3
H REERED (5 5~20 55% 0 5).
1328 S |3 N 1T N 3 R Laciccd
7«&;_'«& N7 N > ) H
- N OMZ R (246 OERITB S
ICR | &1 122 140 3~4 Fi%I[a) 2. 20
W1 5% 24 WERALAPNIZ SR
vUA FEL- : I O 5 -1
&N 25~50 8
ICR | #8 | >5,000 | >5,000 | FTR.7Z2 L 2. 20
HREFR OG- 20 %0 5) . FE
HUR, IRl ™, 8RN, BEA. K
RART, UERE OEORE (Z1u5
OIERITITE A EDOFIZBNTEE 3
Hi%c[alg)
FETC 1M Tl 5% 24 BRI, 1
TI% 3~6 BHITHER
SD 66 | 46 | e R ONHED 5 ol Do | 2 20
A AER. Bk ORTEE. REFEN ) O TG
REOWD . UL D N OV B kL
Sk DO H IfEE
HEAFH - SRR £ s A H 7= )
TIINEREN K O TR O, Ulig
DOREIIF N g7 DEFER
50~
100 5~20 8
SD | #&Fz | >5,000 | >5,000 | Frfi.72 L 2. 20
A 82 53 8

5. HBRMAEEHER

(1 ) 92 EFEﬂEn_,\II

B (YOR) <SEER>

VTR T 2T~ A v (R & 92 A FREER S (10 mg/ke (AE/H) L
daER

R 2 Ef L= & 2 A,

DD DTz, (BHR8)

3 MERODFEMNA A THD Z &b, BEGEE L,
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(2) S EMBEEMEEEER (v )

7 v b (Long-Evans &, #ii B, HEHER 5 IL/ED) (2B T a9~V M D
L% 5 HEMRERE (BT 2T~A L L0, 0.14, 0.28, 0.56, 1.12 X% 2.24
mg/kg (RKE/H) L., #EMEEmaER it I,

BEFTRAFR 17T IR LT,

FDA 1%, A3k iZ351F7 5 NOEL % 0.56 mg/kg {KE/H L ¥|¥r L7-, (=R 5)

B EZBSE, 2.24 mg/kg K5/ B & 58 CARERENINH] & OV NEFCERTH
FAfER DA ONT-Z &b, ABRICEITH NOAEL 3k Ta7~v A& LT
1.12 mg/kg (RE/H & HIEr L7=,

#17 T v bz b EFESEEERERIC T L BT,

ey o
(mefke (KE/H) LTI
)1 ) (RE I CoRE & ol U< 14.7% 0
: () /INEER LA K
1.12LF TR L

(3) INAMESHSHHER (Tv b)) O<SEEH>
7> b (Long-Evans &, HEHER 20 DU/EE) (BT 27~ F R DA% 3
A (99~102 AfH) REHRE (BT =2T~A2 &L TO0, 025, 0.5 XL 1.0
meg/kg (KE/H) L. f2AMEMRER)NERE I,
—fER, (AE, BiEE, RAFIIRE, MRFRIRE, mikAE LFrid, R
2, HR L OB R IR I W T, G K BT A LN o T,
FDA 1+, ASBAICH1T 5 NOEL I3 1.0 me/ke K/ H & 1l L=, (508 5)

(4) INAMESHSHEHAR (v k) @

7w & (SD %, 5 Hin, HEHES 10 ILRE) ICE T 29~ F M) U A% 91
HiRERR S (BT 2T~ 2 1L TO0, 0.25. 0.75 X% 2.25 mg/kg {K&E/H)
L. BEAMERMERER N T STz,

TR AR 18 1R LT,

AR ZE L, WINOBESEHIZBWTCHIELHITRERD STz,

MRFHIRA, PRIRE K OVREHAR PRI I T, BB K DB IA BN
Mol

FIRIZBW T, il OB g it BB DR I TiEggs O B OB NN 5
IS, WIS REEIINSICE ) BB CTH L LB b, £72. BEOMERT &
OHETEEOEMND A LIS, ZIUTHTEMEE OB GRAZ A 5 2 N IE O
EEhc L a2 kB2 b, BR2, 21)

BiEEEZBSE, 2.25mglkg (RE/ B B 5HEOHEIC I T, REIEIHNHI D2 5

4 [I. 7. 2] 3 HAAFEZFMFRERD Fia REW 2 VTR Y . 072 OREMW) O+ =N CHBRIE I Z
IESBEEINTWAZ LD, BEEEE L,
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Nz &b, AafBriCEIT 5 NOAEL i3t T 2T ~A 20 & LTO0.75 mglkg K
H/H &I LTz,

#18 7 v &Mz 3 ) H RSV EEIERERICIS T SRR

e it o
(me/ke (KT/F) i
9.95 (M) (REEHEININE], BEFENRCD . #EBEOMMI, A, EIENAEOWD,
: MiEFR =z L 27—, mECIKT
0.75 LI prize L

(5) 1 MAEESHEEHRER (1 X) <SEBEH>

AX (B —F0VFE, 70Al, MEES 2098 (BT 29~A v NI DA%
1 0 HARBHEEHRE (Bo T 27~A4 20 LTO0, 1, 2 Xt 4mgkeg (KE/H) L, #
SEFERBR AN FNE ST,

—RIAERIZ DUV T, 4 mg/kg (RE/ H SRRV T, ETHEOEBN RN A B i,
2 il C—R 72 ST R O TR, fthod 2 (5 ClIEHEARE /2 L NE IREEAS 22 5307,

MR CFRIRE T, 4 mg/kg (KE/HEGHOSHFIZHBW T, miEH CPK, AST
KOYALT O EAR3 ARG, 2 mgkg K&/ HEGE T, 26 TiljE+ CPK © -
H. 1] TAST L OYALT @ EHRBAH BT,

R AR I, 4 mg/kg R/ H R GREORHNTINNT, AN OZEME R UEESER
TR EE DA BTz, 2 mglkg (RE/H GO 1 FIZIBW T, ATROZ MK UEE
TN BT,

FDA i, ##BRICF1T % NOEL IZ 1 mg/kg (K8H/H LW L7-, (BH5)

(6) 6 MAMESHSHEHAR (1 X)
AX (B =7 VFE, $11~12 A, MRS 4 DU (2B T a7~ AT b
Vo L% 182 ARHEERE (BT a2T~A4 v L7T0, 025, 0.5 X% 1.0 mg/kg
(RE/H) L., SaMEERER=hE S iz,
BEATR AR 19 1R LT,
R, WINoOBRSEHIZBWLTCHRELHITRERD behoTz, (B 2, 22)
BinZeREB 2T, 1.0 mgkg K8/ B BEE5RETREE S <% NZBIT 524, $k@0>
AP O KL O E 72 MiE TG O TARO LN Ehn, ARBRIC
NOAEL (Tt T 2T~ A & LTO0.5 mgkeg (RE/H &l L7=,

5 SBREMWIE DI Lt BEEEE Lz,
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#19 A X& Mz 6 A HsEaMEE BRI T 5 E R A

kE5&E

(meg/keg (KT/H) PR
(MERE)  SRAE DO AERE DHEIN
1.0 (HE 2 151, M 1 {50) EIRES 2 24 AL/ VR DR B
() Mg TG DK T
05 LLF prRze L

6. BHFHERUELNAMEER
(1) 21 hARMEMSEMREER (YTIR) <SEEH>
~UA GRifE, RO It T 2T~ A2 (W) % 21 7 H HIRAR#&
5 (10 mg/kg (K8/H) L., @MEEMEAERE = LzE ZA, ~—F—ESHEIL
72, B MZ i/\~§’~ﬂ;%z’)>4ﬂb e, ZOEHOE P TOEERITITHATH S, (BH8)

(2) 2 FRMEMSHERUESAMRE (S b)) @

7 v b (Long-Evans &, #J60 Hiin, $58F : MEMES 70 DL/AE, fFREE - HEMER- 140
o) 2ty T a7~vA4> 2 N ULE 2 (733~738 HIH) 1BEEEKE (Bo T
2T7<A L TO, 25, 5 X% 20 ppm) L. 1EMEMRERNE i ST,

BRI T 2.5.5 K20 ppm HEREDOE LT 2 T~ A 2 U ABRENL ETO0.12,
0.25 %1 1.0 mg/kg (K=E/H, #T0.17, 0.32 X' 1.3 mg/kg (K&E/H ThH -7,

BIATRZ R 20 (IR LT,

—BIEIR, MR N O IC1E, BREIC X BT A LN o7,

MRAELFRIRRE TIE, 5 ppm U\J:&E‘Lﬂi“([ﬁl{ﬁ Na. Ca KON 3712,
20 ppm HERE T KICABRE TR LN, BlgCBE I BhE 2283 bh
ol b, BHEFIERORWELZ X b,

R OYRBRARRR AR I 3N T, BGOSR R IOl 2 5 2 b
H OIS, T D ORABEICHBERIFEIIA N7 2 s, BEITED
WRELIITEZ N o7, (B2, 23)

B EZEFTERIX, 20 ppm BEGEEIZIW N CEREHE NS K OMREE 708 6H = D)
DAL= Z & ETFBEOMEOIE RO/ BNN A DN Z Eb . ABIC
B1F5 NOAEL (L 5ppm (Bv T a2TF~A & LTHET0.25 mgkg (A5/H, MT
0.32 mg/kg (KE/H) ECHIWTL7=, BBATEIZA LN -T2,

6 AERDZEMNTRATH S Z Lh, BEEEE LT,
T B 23 OFKMERFEDOT T 2T~ A VI AAREOEWEIZESE HE 1L HEO [0 ZRVWi-
FHEAE
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#20 7 v haMHWE 2 FRNEMEENE R OFED ANMEERIZIS 1T 53T R,

5% (ppm) = PERT L
90 (M) FET=ROHM
(HERE) (REHINBNG], FBEEE ORI
5 LI prRze L

(3) 2 FMIEMSERUREISAMRER (S k) Q<SEEH>
Z v~ GRfE. WROMERR) 2T a3 0% 2 EF’H%D&“EL L. B
MR OFED AMERBR DN T S 72, 0.25 mglkg RE/AFRGREICBV T, BEMEL
IEFRFRA B (IEF & X7 E RO NatORD) BArbitlz, R A r% NSV e
ARy
SCAN 1, A2 2 31T 5 NOAEL (% 0.25 mg/kg (R E/ H DR DIKHETH 5 0.125
mg/kg (RE/H S ¥ L7=, (B8 14)

(4) 1 FREMSHER (1 X)

A X (=7 VFE, #)5~6 ) Hilin, MEHES 5 (IckrTaI~vA v F MY
U L% 1AER] (373 AR REFRE (BT 2T~/ 21 7TCO0, 0.1, 0.3 T 1.0
mg/kg (KE/H) L., BB Ehii < iz,

BT R AR 21 IR LTz,

BEHEFWT ORI SR THNIA DR Do T2,

1.0 mg/kg (RE/HHFGHTIL, & 21 TR Ltﬁr@ﬁﬁu%\ (REEHEIN, ARPBHEHR
&2, BRI VO ERIPT R OUW T IREE & ORIZZEITERO bV o7, £D
DM TR, A LFRIRE, REEROSEEREIC ii&ff Z B U 7= 23R
LOYSY AWASINY

0.3 mg/kg (AE/ A LU FHRGEETIE, W ORER B IC SR E K 51 BhE 5
ZAITRD Hie o T,

FDA 1%, A38#(2351F 5 NOEL 1% 0.3 mg/kg {K=E/H W L7-, (=R 2, 5, 24)

B EEFERIE, 1.0 mgkg (KE/ B GHHZ I TREBORFZE K& OUGHER i+ o
EEBRHLNTZZ LD, ARBRICEIT D NOAEL 13T 27~ LT0.3
mg/kg R/ H &M L7,

8 HBROFEHNARHATH D Z &b, BEEEL LT,
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#21 A XEHHWE 1 FERIENTEIERERIC T DT A

BB e
(me/ke /) PR
(I 2 1], o 3 f51)) a MERBEA ~H DTERIRBE(Z 0 5 HERES 2 B2
BB BJOGER K DL ORERL R OB FED TN E A5
(T 1 151, BUE 4 f51]) b M@ X 2 L OSFE X A2 BERAL OB A K
1.0 ONBEASHIAE O RE TR B OV BT OV s fE
(HERES: 1 1) © BRRASHIRL L OSEIRAHIIRO 2 hav RY 7 olME, 2
MR OB AR R 0D R
(8 f4il) UEHAMTED | H-(FE 5 358 H H)
0.3LLF prRze L

a: IRFFERAEIC L DPTR b CFBMEREICL PR o EYPMEREIC ISR

7. HEERESMAER
(1) 1HREESHRAR (Sy b)) <SEBEH>

Ty b G, BEROYERE) (2t T 27~ A VU ERRE 2R S (BT
27 A T UFERED & LT 2.0 mghkg (RE/HETOMAE) L, 1 #HAERHEMGER
PNSERE S 7z,

2.0 mg/kg (RE/ B HEGHEOREMIC I T, BEFE ORI K OREIEIBNH] A A 5
Niz. F7-. FREOREMICB D TEREORBD R AL, L LG, REWO
BRI M O TENROFE BN ONCHEM) OAFEREITIE R Th-T-, (B 8)

(2) IHRATESMHRER (Tv M)

7 v & (Long-Evans &, HWEER 45 DURE) (BT 27~ F M) U AER
S (BT aT~A //k LTO0, 0.25, 0.5 Xi% 1.0 mg/kg AE/H) L., 3
AT FE MR ER 2N FEhE S Tz,

Fo TIIHECAECRT 10 FE R M OSECEART . MECABCRT 2 F8 I & IR M OVR S
MECT&E Lz, Fi. Fo KOFs REMWIZIE, WFL&n o usneaet 4 52 7=,

B TR O FL WEW OMERES 25 LA E CRE L, 2 AL S H T Faa
&U Fop REWI 2157, F7o. BHKEHED Fo, WEMWI OMERES 25 VT4 R £ ChaE

. REEET, Fs @ ez,

Fo DOREFAZEZIZ, ML Fy REWMIOBEAZIZEHIR LT, F1o 9 B, AZBUTHVZ
TN 2 [B1H OAZEA RIS, MES Fop WEMWIOBEAZIZHIR L7220y, T Ofho Fy IREW)IT
AR IR R OISR 2 f s L 7=,

Foo WEMWIZHAR 21 BIZAERKROWIBEE ZRE LT, Fau Do b, REITHW
T ISR MBI ACEC ARG T 1% U0tk 21 BLARRICHEIBR L, Z O Fa, 2
T AR IR L ONIRR 2 E L=, Fs W@, A% 21 BicAARED
PRBER T AR L7z,

3Rz LT, 1.0 mgkg RE/HXGHORNEN (Fo. Fi1 XU Fa) (28T,

O HEBROFEHNARHATH L Z &b, BEEEL LT,
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LM P ORERD (9~16%) BALILT,

ARBRHIM 218 L, PR 52 B3 2 SR 1 o — R O BF 1 IER D e
ST,

FAUTIBN T, R, HREER, WEMOEFER OREICOWT, gD
BEIZ LD BIIA NIRRT, Fio, ARKONBOEZT OREIZOWTEH, #
B E DR GZ X BB Lo Tz,

Fop REMOITENCX LT H, BB OBGIZ X 2B Lo Tz,

FDA 1%, A5 BRICEBT 2 B & OWRIRIZ%4 5 NOEL X 0.5 mg/kg R/ H & |
WriL7-, (ZH2, 5, 25)

mmZeEE AL, 1.0 mgkg (RE/H EGEORBEMICIO T, AR HICRE
BN ENTZ LD ARBRIZBIT 2 REMICRT 5 NOAEL 2t T 27~ A
T & LT 0.5 mgkg (RE/H L L7, REMWIZOWTIE, I EOREGI2X 5
HEBN I DN -T2 2 Lt IREMIZRT % NOAEL (% 1.0 mg/kg (KE/H &
PIWT U7, F72, AFEREIC W C OB OB G L DR LN -T2 b
6. AFHREIZXT 5 NOAEL 13 1.0 mg/kg (RE/H &4k L7=,

(3) REEMHE Sy k) O

7w b (SD &, W20 W) (2B T 2T~ A v N ULERR6~15 HIZ
B O iRE (BT 2T ~A & LTO0, 0.25, 0.50 X% 1.0 mg/kg (A5/H) L.
SRR E G S N7z, (R 20 BICAFEUIBE L, MRIEEk. ks, ARG A0
E LT FRIBICHOWTIL, REOBEIEDIED, ANENZ ST e/ R Ot 4 i L
Teo Fio. BBIROPEIINIRERE OBRE. 720 OPEILEKEE K MBI OBRE
%3 L7,

1.0 mg/kg (RE/ A 5HOREW TIE, 51, &5F R OER5%ICEEEORD
INHDIVTZD (2.7~3.6%) . BERIBE DR GIZ L DB L ITZ A bNRh o T, &5
& O A4 213 B R B IME DRI B A b e (5~11%),

1.0 mg/kg (RE/ H B GREZIIT DIRIR OIS T, BETIED D0 RE /2 KED
BRI ST,

N, BREOPNIRICOW T, WEBRWE DOREIC L D8E L E 2 5D BT
IR T=,

FDA 1%, ABRICIs 1T 2 BE#W & ONERIZRd 5 NOEL (3 0.5 mg/kg (A5E/H & ¥
WriL7-, (ZH2, 5, 26)

(4) RESHHER (Sv k) O

AR, (1. 7. QlOFRERE R REN) ~DR B2 7RI 72 DI AR+ & Hlr <
Nz enb, LVEHEORE CEMEI N,

Z v~ (SD &, W20 VLR (2B T 2T~ A 0 F M) ULEMR 6~15 HIC
BEFREORS (BT 2T~ e LTO0, 1, 2 WE4mgkg (KE/H) L, ¥4%
PERRBRDN I L S V7, AHR 20 RIS EUIBA L, MRRE. B, EREELZHE L
oo BRIBIZOWTIE, REORIEDIZ), FERA O AENEE OREZFEM L7, £
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7oy BRIROEEN IR T OMEL, 7%V OHFTERE R K OB R OB % FElit
L7,

FEMIZ OV T, 4 mg/kg (RE/ H & 5HEZI0 T 20 Bl 18 B2 ER 10~14 H
I LTz, FEEHIRE -T2 LD, 4 mg/kg (RE/H RGO EGIL, MR 13
HCHIE L7,

— AR OV TIE, 4 mg/kg (RE/H R GHTIE, HEHRIFIZE A EOREMW)IC
S, PERREE, ARBe T EE. L. REA. S OWEH A BT,

FEMWIOIEEICHOWTIL, HHE 6~16 AW T, 4 mg/ke A/ A5 CIIAE
BB B, 2 mglkg (KEE/ B HG-8ECIIAREHEIPNG] (1 mg/kg (K5/B &L
SRREEOHENIERE DK 10%) HHAHILT,

BRI, AR OSEERIC, I DREITI AL oT,

JRIRIZOWTIE, 4 mgkg K/ HFGHEZBOTRRTROEMD A b, £z,
2 mg/kg K8/ H UL B EGRHCB W TEENAE R I Lz,

ST OPIBEF 12 ONW T, BEIZL DB A LN -T2y, 4 mglkg (KE/H
BEGRETRB WO TNIRER R & U CRATMEEERN A L,

BHRAETIX, 4 mgkg KHE/HEGHICBOTERIEER AN, £72, 2
mg/kg (KEE/H U ERGRIZIBW T, BILEER A STz,

FDA 1%, ARz I 1 2 BE# & OWREIZxd 5 NOEL (% 1.0 mg/kg {A5/H & ¥
Wri7-, (BH2, 5, 27)

B EEEEST, (1. 7. QK VWIDRBROFER N SRERIHEW LT, (DR
BRC 1 mg/kg B GEEZRBWT, FEM) CIIREHE IS OMERR VAR E O A 2 5
Ni=m, FOREIXZENTHY ., @ORER TIIHEHRMENTED bvd, MicH4ERE
P2 NET BT HIL TN L B R ONEIRIZHkH5 NOAEL %
1 mg/kg (REE/H & ¥l L7z, fEEIEIEA LN -T2,

(5) RESMHHE (V0 O

UYF (NZW FE, M 20 IUEE) (kT 2T~ U 7 AR 7~18 H
[ZHRERR NS (BT 2T~ A& LTO0, 025, 0.50 X% 1 mgkg (K8/H) L.
ST ENE S, @R 28 BICH YR L, MBI, SiAs BRESE 21
TE LTz, BRIBIZOW TR AREDORIEDIED, S OO FEN B FIZ W TR L7z,
2. BRIROEHIIIEERF ORE, 720 OXHITEREE KL OMUEROBRE 2 %E
Jiti U7

1 mg/kg (RE/ B GREOREN) 1 FllC, JRE (R 19 H) ROVFHINA LI,

NMEWORE, BEEE, JEE EREROVEFREEIC, BEICL2EIIAL
2o T,

FRIRDIEEIZHONWT, HFEIC K DEEIIA LN -T2,

ST T, 0.25 mg/kg (KE/HEGHOMRIE 1 B~V =7 R OMER
NI HITE, 1 mgkg (KE/BESGHORIE 1 HIc, G5, HIRE, 8O0 &KOSEEFTE
ERH b, £, 2o OREITHIERT 2> TV | 0.25 mg/kg (KH/H x5
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BEORRLIIAIRERE, KEIE, Bk OIRE QAN N EFTPERER, 1 mg/kg (&
H/ BB GRHEORIIMER NEOBERZE L T\, ZNHOREIT, &5I12L5
WELITEZ %ﬂiﬁz’))o 7o
1 mg/kg A/ BFEGREOIRIBICBAW T, WRIE & OE O BAGEBIEN 2 ST,
FDA 1%, AR E 1T 2 B#EMW L OWERICxt3 5 NOEL 1% 0.5 mg/kg {A5E/H &
Wri7-, (P2, 5, 28)

(6) RESMHHE (VH¥H) O

AFRERIL, [, 7. ONZBNT, BEWICK L TEERA LR D722 86, K
D%ﬁ%@&ﬁf%%éhto

UHE (NZW F, W 20 PU/Bf) (ko T aT~A v MU U LAZERE 7~18 A
(CEERIRE RS (BT 2T~/ LT, 1, 2 T 4mgke (KE/H) L, %4
EMERBRN I S 7o, R 28 BICHFFEUIBH L, faledk, A EREEZHE L
72 BRIRIZOWTIE, REOHIEDIF), AREOOENRF IOV TRE L, £
7o BEROFEIIPIREE ORA, 7% 0 OFEUL BT K OML B TR O & S5
L7z,

BB OV TIE, 4 mg/kg (REE/ B BEGEEIZISV T, 20 Bl 2 BIASFEL L7zIEDs,
—BRAERE LD T8 1 B4R 20 HIZH L7,

4 mg/kg K5/ B EGREO BB OIRE ORI A, HEHIRMH R O GHIFREZ I A5
iz,

AL, BEREN AT B LD BII A DN -T2,

FRIBIZOWTCIE, 4 mg/kg (RE/ B HREREDOIKRENGEITIE) - 1=,

HFERAEIZBN T, 4 mgkg (RE/ HEEGREORB IO K O 03 A b,
1 mg/kg R/ B SRR TL, Wi~ =7 KOO EE R BTz, ﬂﬁﬁﬁi Z
BWTYH, Wi~ =7 RO OERR A BT, ZILOOREIL, HEIZX 58

LITB LN )oT,

PR ICRWW T H, EICL BT A LN - T,

BREREIZBV T, 4 mg/kg M@/H?&Efﬁi ZRWT, EBREIE OBIREN LTz,
F£7-. 2 mg/kg (A AL EBRGEICBOTIE, BEARRE OB {LEBIE)N A ST,

FDA 1%, ARBRIZH1T 2 REW) R OBERIZHRT % NOEL I% 1 mg/kg (RE/H & f)
WriL7=, (ZH2, 5, 29)

B ZeEEESE. (1. 7. G)XUO)ORER A RARNHIE L <, BEmicisnT
1% 4 mg/kg (RE/HFEGREIIECHIRA LN Z D, HEMIZKT 5 NOAEL %
2 mg/kg IKE/H KT L7z, IRIRIZOWTIE, 4 mg/kg (KE/ B & S58ECIRIBIAEOIL
TRHBIL, 2 mglkg (KE/H UL EOEGEETEE CTlxd 2 2HE OB LIEIENBIZE X
nsnkEHiz, 0.25 KON 1 mgkg K&/ HEGRETAR L OWNIBEEFE 2. 1 mgke (K
/A R ORI DV éﬂ/bfdb) W OZ bt 2 BRI THREIEN 2 HE
*HF';'?'J L 7N EnD, BEICK DB L XM LiehoTz, LEDZ Lt JRIR

1Zxf9 %5 NOAEL % 1 mg/kg MKE/B EHT LTz, (TR A Do T2,
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8. TN EMHER
(1) EREREEARER (1 X)

A X (RFERB, MR OYFREA, 6 I8) ZHWC, BvT a7~ R
U LA HEEERNE S (BT 2 T~<A4 322 LT0.1, 0.3 XX 0.6 mgkg {KE) X
ITHEROERS (BT 29~ & LT0.3, 1.0 XX 3.0mgke (AFE) L. &R
PO RSB TS S Tz,

FIRNIR S ClX, 2 TOHETEENGED LN, &5 10 U021l
& LT, 0.1 mgrkg X TY0.3 mglkg (REHGIZIUNT, eE@hRO M S0 EE D
N & 2 U AHRET 2 M AEERETEOIR T2, 0.6 mg/kg RER G2\ CEBfk
DI FEEDBIE 72NN OEERO ARG EOIR T AR bz, R 514 1
M ET) AONDEEL LTE. 0.3mgkg (KEDL ORI TUHE DN
23, 0.6 mg/kg ARG CRENROD ML OEEE 228N K OSEENR O 1 & LD
K23, 0.6 mg/kg REEE 51250 TR IS HBTOBREE 7288380 BT,

RAEETIX, —B LI HEERFEOIERERICHT IR 5T, NOEL
1% 3.0 mglkg (KE L& % bz, URIORBRTIL, BT 2 T7~A Vo RNFE T 5iE
BRI DKM A= 4.0 mglkg (AE TH - 7=,

ARBRIL, BIRNIRS R OKRGBORZE~—Y U B RETHT-DICE i S, &
AR 5-ClE LOEL 1% 0.1 mg/kg (K2, #0#%5-Tid NOEL 1% 3.0 mg/kg (A & f]
Wr S A7, M GRREICIL 30 (B0 Re~—Ur Nb D Z LALLM SN, (B
& 5)

9. —MREIHHER
YT aT=A LT B U LO—BERHEABR ORISR A F 22 (TR LT,
mHETIE, BREEBET, PREITEIO RSO AR RN E N ON R & O
KEREARIL T E DRI OV - JhBRa-R DR ED A ONIZ, (B 2, 30)
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#£22 wrTaT~ATrF BT AO—HRERPIEREREE R

HERTHH B | BEGARR Fiia AERRE
X | —ER | v R e qn| 1. 3. 10 | 1: 88
e (GRuw, 3. 10 : HRFITENHK, BIEENKT,
H ) Fl ST 9 M OVSZ B A (-
BT 1~4fHnbNT=, )
HRER) | v U A e 1. 3. 10 | 1: 88
(5~10 3. 10 :
UC/EE) (60 4314 T 36.4%. 70.1%)
PUSEIE | ~ 7 A e 3. 10, 30 |3, 10, 30: {Ef7Z2L
M (EE | (o
) )
12 132/ AX | +ZfEG 1. 3. 10 | 1: 8851
W« | HfE, (PRI 3 RN OKBRER AR I B DAL
PEER | OdEE D) 1)
MR | DEME | @D 10 @ PR ER K O BREAIR 35 S D HEN(2
[0 1)
P Hf 775 £
B | /MEEE | vU R e 3. 10, 30 |3, 10, 30: &L
e | B (U]
H )
R | BFEEE) | UY | EEFIC | 109, 108, 109, 108, 107 : &R L
i) ) (GBI | wshn 107, 10, 106 : IS O (47%)
(HIE] 10> g/mL 105 A o (96.5%)
%, B8
i)
EFEEE | BT | WP | 109, 108, (TE'F ) AHESR L O)
71, Y | v b whn 107, 10, 109~105 : &7 L
2k a0 | (70D 105 g/mL (b 2% I EIZRE L O)
fErEA 109~105 : BB L
(HIE] (ALY 7 AIHEIZX L O)
%) 109, 108, 107 : B2 L
106, 105 : EREEATH
(b b= IUE R L0
109, 108, 107 : &R L
106, 105 : il (18.6%. 52.9%)
RE | REED)Y | 7 b | 3. 10, 30 | 3:ERL
JO | JRPEME | (9~10 10, 30 : JRH K800, FREFENERA, FR
R | & UC/Ef) 1 Na ™K& OY C1 S Ins hnfEa)
R
Bk
it

a 1 B A FEE L TR WEBRICI W T, BT me/kg (R E,

10. HMEYERN

FBICEHY 5558
(1) E MERHEEEIBRAICHT SR/NEFMHELLEE (MIC)

Wk 25 J O 26 AEFE R L R SR (B FBTEEE O F IS
WTOFE] IZHBWT, b FOBNMEESBEICS T 28 T2 T7~vA v F R
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7 AD MIC 2SR5 TW5A, (3523) (ZPFE 31, 32)

#£923 LT aTdwATrF R T AOE MENHIE RSB 2532 MICso

4 _— B/ NEBPRLERRE  (ug/mL)
MICso P

Escherichia coli 30 >128 >128
Enterococcus spp. 30 16 8~32
Bacteroides spp. 30 >128 =128
Fusobacterium spp. 12 4 4~8
Bifidobacterium spp. 30 8 2~32
Eubacterium spp. 10 4 4~8
Clostridium spp. 30 8 2~>8
Peptococcus spp./ Peptostreptococcus spp. 20 4 2~8
Prevotella spp. 20 128 16~128
Lactobacillus spp. 30 8 4~16
Propionibacterium spp. 15 8 2~>8

A ST EFED 5 B e B MICso 238 STV % DI Fusobacterium spp.
Eubacterium spp.} O Peptococcus spp./ Peptostreptococcus spp.? 4 ng/mL ThH-o7-, &K
FAEDOFEFN S MICeale VX 5.27 ng/mL (0.00527 mg/mL) & & Sz,
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. EFFREBEFICE TS5
1. SCAN IZ &I+ 55
SCAN (%, 2002 £, T v FZ&HWZ 2 FRIEMRMER OFES AMRER OHF O
NOAEL 0.125 mg/kg {RE/ B (2R HEFARER 100 2@ L C. BT 2 F~A1 2 ® ADI
% 0.00125 mg/kg (RE/H LERE LTz, (B 14)

2. FDA 2B+ 55
A XD B MR EWEREM Th o722 L b, A XD 1 ERMEMEERER C5
51172 NOEL 0.3 mg/kg (R 8/ H 12222455 100 2@ A L, #4579 ADI % 0.003 mg/kg
KE/H ERE LT,
ZDt%, b NENHEESBEE T o8 T 2T~ A D MIC OfER%Z I,
MICeac % 6.143 png/g LHH L. LITFORD G, WA ADI % 22.5 ng/kg K&/ H &
L7,

. 6.143 ng/e x 220
BRAE ADI= l”i iOk 5 — 925 ng/kg (K& H
g

BT ADI AT ADI K0 /NSholcZ v, BT a g~ D
ADI /% 0.003 mg/kg {RH/H LEREI NIz, (BH5, 6)

3. NRA &I+ 5 i

YU TF 2T A VRSN R Y Eo T A XOEMRERICEH TS NOEL 0.3
mg/kg R/ B IZ424%5 100 2@ A L, ADI % 0.003 mg/keg (AE/A & Lz, (BHR8)
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V. B EiHE

BEOEPERERBRI IV T, BT 2 T~ A VAN S 7=tk I
A Uiz, FFigR OREW A G S, BB CIERE AN T (43.3%) THY ., oMtz
3 FEOMHM (M1, M2 KO M3) 75% %zm‘:o 7 v FORIETIX, FBORE & R
2. REENETH -T2, TOEIGITIIMZE (H 36.0%, M 79.3%) MAHBiT,
A XOFETIE, 3 M1 BETH D . /k CRBAEDR I BTz, HEIHZOW T,
F~D AR N $ 5 PRI T 81. 8%“(“3@0710

ORI BT, Bk 5 2 T 3 BRI 2B IR AR & 72> 7=,

B ERER IC BT, In vitro KON in vivo @%ﬁméﬂf_i“C@niﬁﬁ@ﬂi%ﬁ)& ¢
boloZ b, BT aTv A v iAZEBEEITR <, ADI R ET S Z LI ATHE
e L7,

AV, BRI OSES AMERBRIC I TR DAV T, IR
il %I%H%Jﬁ%&(ﬁﬁm&%t%%ﬁﬁﬁ DEFEThHoTe, HWBAMEITH DN ST,

ATERATMERBR I B WO TIRIBICERD - Ea BT, (REIK TR OVELEIETH
STz, AT DR - T2,

=4 ADI [ZDUNT

K FEE M ERRER TR GRO bR ER D 5 B NOAEL 1%, 7~ & V-
2 FERE MR K O AR ERIZ351T 5 NOAEL 5 ppm (/M : 0.25/0.32 mg/kg &
#H/H) Tholz, RRABRICEITHROEHEIL. 20 ppm  (HE/ME : 1.0/1.3 mg/kg (KREH/
H) TH-olz,

A X & W= 6 AR EMEREERER 23 ) T NOAEL 0.5 mg/kg (K5/H 235511
TWA2, BEHIMAEY, —F, KOERHOERE LT, 4 XZHW 1 FHEMEE
PEERIZ3 ) T NOAEL 0.3 mg/kg (RE/H MG HNTEY , EiRO T v &R\ 24
TR K O AR Cf5 D172 NOAEL &R TMETH -7,

PLEDZ & % FHEFH) ADL 1L, A X2 Az 1 EREMEEMERO NOAEL (0.3
mg/kg (REH/H) IZLZ2FEE LT 100 Z#H L, 0.003 mg/kg (AEH/H LERETHZ &
ﬁﬁ%?%ék%zto

2. AEYER ADI IZDUNT
Rk 25 KON 26 RS SRR AR TEW A E O %ﬁé%%éﬁ%ﬁﬁ“
WTOFEE] 2B 51072 MICea 0.00527 mg/mL % FV T, VICH OEHFUZ X
WA ADI % 0.024 mg/kg (K8E/H EEH L7z,

a b
Wkt ADI=  — 00027t X 220 — 0.024 mg/kg AE/H
0.82¢ x 60d
a 1 BRI Z DI L CEM 2 H 58O MICso 0 90 %{EFEIRA O FHME (mg/mL)
b : FEBENEY (g)
PRI FTREZR AR D B/l RO EhRERER 23T A HREItE D 10.82) & L7-,)
d: & FOKE (kg)
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3. ADI MERFEIZDNT
FIESR0 ADL A FR ADI L0 /SN2 eonb, BT aT<vA D ADI &
LT, 0.003 mg/kg REH/H LXET HZ ENEY THDH LT LT,
PiEms, BT ad~A v OBMEREREETHMEIZ OV TIX, ADI & L CROfEE
BHRTZ Ry EE 2T,

RAEER

B R

nnl

ADI 0.003 mg/kg A&/ H
BRI T

I
N1

(T<BRITOWTIE, Ha%aHlfG R 2 B % 2 B E AL L &1

ZEET D,
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CRllHR 2 | IREEFREFN)

WP 2 FR
ADI — HEBEEFA&E
ALT TI=VT ) NI AT 2T
[=NEIVBELE VRN T AT 2 —F (GPT)]
AST 7%/\\“7%“%27\:/ N7V AT=2T7—F ‘
(=7 VE I VA alilE 7 o A7 I —8 (GOT) ]
CAS KELFRCEMES
CPK T VT F = RARE S —F
FDA KEREIE T
HPLC EHEs v~ N T T 40—
IUPAC ERESHE - ISR bFaE S
LCso HESCIR
LDso PEEIE
MIC B/ VA THIERE
MICso 50%55c/ NE B FH IR
NOAEL il
NOEL e &
NRA SFMBER VEREACFWELEES
SCAN (EC) #s&Icf3 aR¥EES
Tie TH SRR
TG N Z U R
VICH B H =3 O AGRE A G R OFRFIC B3 S EEE %
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EFSA: Cross-contamination of non-target feedingstuffs by semduramicin

authorised for use as a feed additive, Scientific opinion of the Panel on

Contaminants in the Food Chain. The EFSA J 2008; 593:1-27

National Registration Authority for Agricultural and Veterinary Chemicals: Public

release summary on evaluation of the new active semduramicin in the product,

AVIAX broad spectrum coccidiocidal feed additive premix. NRA Ref 48882, 2001

Bih, I ORRSEENE (FD 34 FEARERE 370 %) O—EE2LOET 54 (F

A 17411 A 29 B EATEE 5RE 499 5)

Lynch MdJ, Frame GM, Ericson JF, Illyes EF and Nowakowski MA: Semduramicin

in the chicken. ACS Symposium Series, Xenobiotics and food producing animals

1992; 503: 49-69

JEAEGEEATEE R UC-E T 2T~ A T NI U ADHEH, A XBILUNT v Mk

T HRE GERAFE)

JEAETEEREER : UC-E T 2aF~ AT NI U LADT rA T —IZ8BI1T 5t

R GEAR)

JEAEFEETREER : BT 20~V N v ADTaA 7—2Bi HPEHZE

TOBEREE GEAR)

European Commission, Scientific Committee on Animal Nutrition: Report of the

Scientific Committee on Animal Nutrition on the use of Semduramicin sodium in

feedingstuffs for Chickens for fattening. 2002

JEAE A TEHE R : PC-3911 O 7 v A T —Z81 D0 R GEAR)

A BTG R . PC-3911 OV v A T —|Z31F H558#ER (1) GEAR)

JEATEE TG R . PC-3911 OV v A T —|Zd1F H55#ER () GEAR)

JEAE S EETEHE R © Semduramicin OFME % W - EIREREFER GEAR)

JEA S EEHE R : Semduramicin (UK-61,689)? in vitro. in vivo Jefi i & iR
GErF)

JEA YA TR E RN : Semduramicin D~ AR T v k& - HER 53R
GErF)

JEAF A TR E R : Semduramicin @7 v MEEFRR D 3 » A#BMERER GEAR)

JEA A TR E RN Semduramicin O B — 7V RIBEERR 0 6 » A 3:tikBr GEAE)
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Semduramicin @7 v MEEFFEO 2 FERIERER/(EIEEM SR

Semduramicin O t— 7 /L RIEEERR D 1 FEERER GEAR)
Semduramicin ® 7 » MAEGERAER (FEAFR)
Semduramicin 7 v MEFMHRER  GEARK)
Semduramicin D7 v MEFZHRER FEAR)
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Semduramicin O—#FHYEH (FEAZK)

25 FERMEZEMARENE B HTTENE OMEYT:

26 FERMZ BRI ETE  BWHTTEEE OREYF

40



