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PFAEWETHD 19T 7axH 0] (CAS No.98105-99-8) 2o\ T, JECFA KO
FDA OaHiliE 2 H TR AL iR RS il 2 S L7z,

P R BREGRR 13, EpERE (U X, Ty b UYR A X, B, LiES &
. FTL RETROE M), EE B trEROST), BEatt. 2EEE (U X
L7 > b)), flammEt (vU A, 7y MEO X)) 1@8HEERORB A (w7 2K
W7 v M), AgEmEtt (7 MR 3) | EM PRI BT 23RS O RlGE ©
HD,

HYERERBRIC W T, T 7o XL U OROBSHOBRIERT, & hE2EaD TE
FEIZ L > THRARDD, A XTEVHANA LI, £2, HENREL 25 & WRIERITK
e MR A BT, BRAKGHZDO~ T A T v FROTH FOHEMMIZ A 57 B
WYEIX, EICRE(RE L TR SIED, R E Lo a U gia ik, N-7
VI IURT 3-4F% ViRt Sz, F2, BROBRESZROYT 7 a 9o BhEE
3 I SN2 o Te AR A B E D, JRE D EFEIZL Rt Sz,

FRAEFBRIZI W T, BAOEHES Tl ok 512 ORI TR TR K Th -7
DS, BeREPR G T2~# 120 2SI IEIR I E,. E BRI F IR Lz, ST
Tl KIRIE & o THHRA~OFRAMED B2 D[R 23 B, IRIR CRIE L7 SEAI L 0 %
L7

BIREIEICOWT, T 7 a U U ZERITIT E - TREETE & 72 5 BT e
<. —HEEFFEE (ADD) OREIIRETH D EE 2T,

BHEBRICB O TERICA LB, Btk (HEEBR (U 2) L ORMEEE(
v B)) . MR LR EOES) (b7 a7 ) REORAN(T » F RO X)), B
ORLBEKL OHRRE « B EFAOIER (1 X) Tholz, HRAMEITA LIRS T2,

ARG AR B MERRBRIC BT, BIEEME R AT M A Do Te,

R ADL 1%, A X &2 90 B 2R T 5172 NOAEL 5 mg/kg
RE/ HICZ2 %450 100 M L, 0.05 mg/kg (KE/H L3E LT,

W) ADI 1%, 0.0064 mg/kg (RE/H & FH L7z,

WAEM ) ADL NFE I ADL L0 H/h &N b, 7 7uexYo o ADI &
0.0064 mg/kg &RH/H L FE LTz,
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4, - Sarafloxacin

. 24
IUPAC
# 4, 6-fluoro-1-(4-fluorophenyl)-4-oxo-7-piperazin-1-ylquinoline-3-carboxylic

acid

CAS (No. 98105-99-8)
44, : 6-Fluoro-1-(4-fluorophenyl)-1,4-dihydro-4-oxo-7-(1-piperazizinyl)-3-
quinolinecarboxylic acid (& 2)

. FX
Ca0H17FoN3Os (PR 2)

. HFE
385.37 (2 2)
. BER

o G

M2, 3)



(%)
- BT T m o KRR (34 © Abbott 56620)
1. k4
i - Y7 7 a ey R
#4, : Sarafloxacin hydrochloride

2. L4
IUPAC
4, : 6-fluoro-1-(4-fluorophenyl)-4-oxo-7-piperazin-1-ylquinoline-3-carboxylic
acid ; hydrochloride

CAS (No. 91296-87-6) (B 2)

3. 1
C20H17FsN303 - HC1 (/£ 2)

4. &
421.83 (&P 2)

7. FEREMRMMERRKR

I 7uxt AL, Tadak ) n  REEIEAITH D MO RARA Y AT —
BII TH5DNA Vv A L—RAEHELTERT S, £/, 7703, 7
A BEFR ) v RERPUERIO—2ThL Y 7rXh D NHAF/UETHD |
U7aX U U BG%OBMANICRE E L THRLND, (B4, 5)

Tl FEELORIGEE L OV VE R T EYYET NCRO 7V T VE, B
HEL N v R~ AECHH SN TV (B4, 6) , BifE, FDA X OEMA T
P AER & U ORRS TV,

AARTIE, BMAERL L NAHESREGL E U TRGRI TR,

B, RTT 47U A MIBBE NI S FRE A IR ES L TWD, (B 1)

1 AGHEIZIBW T, JRANE U CEREMWRENE OITD Z ), 8B AERL ORISR L 2258
BETE T YITO D AN TEiET 5,
2 SRR 17 FEEARIHBA SR 499 B2 Lo TEWD LR HEYEE (B3R 1)



I ZEHITRIMEDEE
ReHEETIE. JECFA KL ONFDA OFHmEE A2 iz, I 7axd o OB
ERFERAS s i A Dy

1. EYEREEAER
(1) ¥R
~ A GRHFARH, M 12 PU/EE) |2 UCAGRRY T 7 1 43 2 & BLRIGRHARE O 0%
RN G- L. SpihieakBn e 926 Lz, &G, a&E 2 B (10 XX 100
mg/kg (AE) KOFHRNZES- 1 #E (10 mgkg (AHE) O 3BETH o2, REOFEL K
5% 3 Af. mHAERIR L,
OB GHEOR 5% 24 K272 0 B L TR Z2 W THEE L7oRAE kiR Ok
WHEEFR LITR LT,
K GREOER 4% 3 AMOIRXITFEFFEINREZ R 2 1R LT,
10 SUTEARNPE 505 24 BREREIDINIZ, (I ZIEETORSHEE RS =, (B8R
3. 4)

#F1 ~<URIIZBIT D UCHEERY T 7 v %o o Hilalghiilek
AR5 ORI 2 (%)

5% (mg/kg) eSS
10 48 (27~173)
100 34 (29~38)

n=12
a : %554 24 KO R 2 FIVTHEE L 7o IR

#£ 2 ~URIBITD UC EHRY T 7o Yo o HEERHE O U TR
NPE54% 3 HREIO R X ITHIZ 1T B FGHEMERIER (%) a

B AR B H& (mg/ke) IS 3
10 25 80
SRS 11
100 18 74
FRHRN 10 49 44

n=12
a: FEHEICT 2EIE

(2) vk
Z v b (SD 5%, MEHER 18 PU/RE) (W T 7 11 043 L3 % BAREHRIN I 5- (20 mg/kg
(REE), HEREO#SE (20, 75, 275 X% 1,000 mg/kg /AE) XX 14 ARIERO
P25 (1,000 mgrkg REE) U, SPEhEaRERE F2h L7z, MgOEuL, HEker &
HCIIEGHI R OG- 24 BE: £ CREFOICERILL . )KER OG5 Tla s 1 LW

3 B3 KON 4ITHIHENTWAREEDZ A "D, BEWEITY T 7 a3 U HERE TS
7 MU SR SN D,



14 A BICEE LT, HEZ oI R FRE %2 HPLC THIE L7,

SEYENRE /N T A —H —HFK 3R LT,

TR GEED AUCo—o & [Fl—HEDOHERE A GHED AUCo—D H#ZN G | /3
AFT A FE VT 4130 12% T 72, AUC & FHEOMBIMEE 275 me/kg K
DOHEFETHALN, 3, 4)

£ 3 Ty MNMIBIDLYT 7wy o HERFRPINEONS BE] & OSAERE 0 #5205
Ve N7 XA —4—

& hH# | &5E Cmax Trax T2 Vd Ka Ke CLapp
# (mg/kg) | (mg/L) (h) (h) L/kg) ) () | (mL/min/kg)
FHIRAN 20 — — 2.0 5.3 — 0.3 30
Hi [A] % 20 0.3 1.0 3.0 3.0 0.3
H 75 0.6 2.0 2.0 1.0 0.4
275 0.9 2.0 7.0 2.0 0.1

1,000 2.0 1.0 6.0 2.0 0.1

’?ﬁ e 1,000 8.0 2.0 6.0 1.0 0.1
n=4 —: EHE

Z v b (SD %, MR OVEHAR) 12 UC SR 7 7 axt v o afknfes (10
mg/kg (RKE) L7, $e54% 3 HREILINIZ, #BG-EDR 3T%D RN G, §I 52%H3FHEN>
SlERENTZ, (BR4)

(8) HHx
UYX (Za—P—TF 2 RARUA ME, 32> Am, M3 IURE) 12 14C =ik 7 7
oY 0 A 2 BRICHEETRHR 035 (10 mgkg (AF) L. 1 BECHEFHIRNT S
(10 mg/kg 1K) L., @iz 3256 L=, OGO 18D D MR 2 B
L RO BEGEEOFR D 1 FER OFRIRNE GHED O R M O 2 B 5% 5 BRI L 72,
A% 5 HRETHREGEOR 11% 03 R0 5, K T9% N FEME BN S 7z,
TR I 5% DPRHFPEIED B | B35 OWINERIFAT 16% TH D Z L HVRS N
7=, (B3, 4)

(4) 41X

A X (Fi, WM OVERA, 14 PUEE) (I2V T 7as v % 90 HIBKER D5

(5, 25 XX 125 mg/kg RE/H, W7 v/ 8eh) L, 3Epshieasinge e Lz, &
FBRAG 1 D HZRIZARE 6 VL6 K OMMEBER 2 BRI L, 7% 0 OB#IZ13X 90 HH
&5 1Lz,

Fe54% D Tye M ONAUC %% 4 1R LT,

Tueld, HEEF OREREGHIROE SRR <IZIERICTH -7, —J. AUC
VXA — DB 5B Tl G-I X AT SN 7203, REEAEINT5 &



T DOIMEERIZHAT AUC IRV R AR U, & 5B HIN3 5 & RINEh=R)

B D Z LS, (BIR3, 4)

4 A RIPITH UWC ERY T 7a Xty 90 HMRERRG-H o i i e R0

(h) KOS HYie B iR T iifd (pg-h/mL)

R e b BREURE . (B G a1
(mg/kg A H) 2 24 79
5 5 6
Tz (h) 2 25 5 5
125 5 6
5 9 9 10
AUC (pg-h/mL) 25 30 31 30
125 104 108 106
o 5 0.2
N i B D I e TR 25 0.2
=JE A R ag R e S :
125 0.2

n=14

a: 51, 3, 6 KU 24 RSB A BRI

b : $5- 24 Rifil g Ok

A X (=7 VFE, BOoR, M4 PO) 12 UC YT 7 b 9 o A B 05

(10 mg/kg (KE/H) L. KNOARZ T,

Be5-2, 6 MU 24 s o, #HA. AR R OVRARHESNE R 22 5 1R

L7, (&3, 4)

10




F5 A XTBITFD UCHERY T 7 0 9o U HERR OG54 oMmk, Rk, A & OYR
HFIRE (ug eqlg XU pug eg/mlL)

s P HA%0EE ()
6 24
iRz 3 3 0.4
JiF ek 14 12 2
ek 16 14
Al 2 5 6 1
HERS = 0.6 0.5 0.6
Jifi 6 5 1
Jibd 0.4 0.7 0.3
B 3 3 2
HERES 7 N o gt 15 43 45
JA- 154 454 420
bR 89 412 188
n=4
a : HASUIIEIIZE N EAURED 46 XL 10% & L CEE LTz,
b HEEETE,

A X (AR, R, 6 D) (2¥ T 7akd o o 2 ERROEYS (200 mg(19.6
mg/kg RE/HAAYSY) L, A AT A TV T 1 Zfat Lz, B5EFIL, Rl
R, WIRXIH 7L THoT-,

WREIIR, YT 72D AUCo-s2 [3ZF4E40 27, 52 X 23 pg-h/mL Th
o7, BRENRD AUC 13¥EE D AUC OF¥orCTh o720, L0 IRWAE (10 mgkg
KE) ZHWRIOREBRTIE, 608D AUC 1FE L7 W o miEnd
%o Fio, WHRE LT 10 mgkg REOHETROBS LIZBEONA 4T XA )
T 41X, B8~TO0%TZ~T-E W HHENRDH D, (B3, 4)

A X (FE, PRI OVCEORE) 12 UC BGRY7 7 v 3 0 28 0 U TERIRIN
5. (10 mgkg AE) L7-, WL, AUCICESL & 73%. DAAEDHEICEES<
& 89% L HEE ST, BEED D BKI BA% MRS, K 2T% 03 F) S [EIL S 77,
FIRAN P50 30% bEEICHEIE S = Z &6, IR YT 7 a3 o nik
NETREOEX TH 5 Z LWV Sz, (B 4)

(5) BRULtES
FM ORI UC IR Y T 7 v %3 R 4 5 A SRR D G- (4 =/ 7)
L7z, #&54% 6 BeELINIC, #G-8ED 79~89% 0 kit S iz, (B 3)

4 2R 4 TiE, 20 mg/lkg AEFY L FEEE STV D,

11



(6) &It

KELEES T (BECRI) (THEHER Y7 7 a3 o R 2 1REER S (0.7 X
9.5 mg/kg (AH) L., FWEhRERER I ST,

S OYRII TR T, FISBED O IRICHRM S, MR D Trax (X, B
A% 5Tl 6~24 FFE, REHRS-TIE 103.5 BB TH D . 26 OFFITIEE: L O
B DOREEZ T T2, AR GREONA T XA TV T 4 3R GED 4~24%TH
o7z, (BT, 8)

KIEFEST (BEARI) (2 UCHERRY 7 7 b 93 U HEelE 2 Hnifk 05 (9.5
mg/kg KE) L., EYEHHERER N FHE SNz, DO, &2F4— T4 7T
74— LSCIZ LV llE LT,

PYA— T UFT T T 4 —OFRERTIH KR 11~13 CTHEHE L= ST DB
I RIEHEMED 2 5072,

LSC OFERTIE, FFlik, Bhe. B O N OGRS 1L, #1512 Rk
TIXFNZEN 304, 222, 158 KN 124 ng eq/g TH-o7223, &5 7 HETIZENE
125, 82, 57 N 1N22 ngeq/g \ZIKT L7c, MOREIEEITEE L) >T,

ko L ARRIZ, KR 6~8 CTIE Lz SHIC 1C 1%k 7 7afto v
R A AR OG- (9.7mglkg KE) L7olRIZBNT, 284 — N7 U477
7 4 —OFER IR EIHE R 2 Hidz, LSC OFERTIE, I, Bk, %
& K O A DTGP B 1, #2512 BEREIZ 0 F 24 679, 192, 166 K18 239
ngeqlg 5. F5- 7 B TIEZEINZEN 94, 80, 18 XN 12ngeq/g IZIKTF L7z, (&
M)

(7) Ek

b b GE#, HRIEOAEARR) (2T 7y (L1@1ER—12y Fo
A7) EROBS LT,

PRIENNERIE, &Y 1.3 mg/kg IREDOHAITIE 24%. 10.4 mg/kg R/ H DA
1X10% ThH-o7-

E MZBWTIREEEN Y Z 7 a3 o O FHERERE TH L Z Lnb, b
FORFYZ 7 a2 o OEERITRIIGEO BB L ZOHEEEEE X Hil, & b
IRTHY T 7uax o O NEGZOWIERIL, A XTIl L Thvie RN 2
EWIRENT, (B 4)

w7 b (B 20~39 5%, 22 4) 12, 7 7 a4 o o A HERE O #S- (100,
200, 400 (% 800 mg) L. IEipdEhhe ﬁ%%%%btoﬁﬁﬁ@mﬂﬁwﬁ%&@
L7,

%@@@J ERTA—H—%FK6 IR LT,

HERIR 3P G- 12 RERRIZ L CIERHE & 72 2 AR 2 7R LTz,
mET%EMLﬁl%M&UAUC@ﬁQW%\%i@%mL%OT\&W@$ﬁ
) 8 DIFREL T35 Z L VRSN,

12



TEARHAREIIB I CH D . 100, 200, 400 XiL 800 mg F5HEDIRIZEIT D
KRR L LTORIERIT, S EOZNEI19, 14, 10 XX 7% Th-oiz,
PREPEIER S HEE L7-INERIT, 100 mg #5RETIEK 27~34% Th > 7273,
800 mg HHRETIX 11~13%I22k L1z, (BR 3, 4)

#6 t NMIBITLY T 7axt v U HERRO KGR OFEMENE T A — X —

Cmax AUC
Beh Tmax A R e (FEHE{b, ng- T CLrenz'll
(mg) () (ng/mL) (ng/mL/(mg/kg | h/mL/(mg/kg & (h) | (mL/min)
(LNEE)) )
100 140 106 860 280
200 154 180 62 570 290
400 240 44 410 10 290
800 350 34 350 11 260
(8) K&

D TYRRUYYE

bR L7z~ 2 (IL1.D]) XEvsx (IL1.Q3)]) &Rz BRIZkIT 5 14C
a7 7 a YL ORI SUXERIRN R 5% OHEM) H BEM B I DUV TR L
77

NUADFERERTIT, UFORREE8ITR LI,

MEIREIC BT, ISR SU-BREWE O 5 bk b2 h - - EEWE X
KR TH D | B HED 80%LL EITHRY Lz, ZDIENC, #5ED 1~10%I2HH
BT o T 7axthrrnsa  Baatk LR 707 v ek Euvo,) .,
BEBED 1%ARED N-7 2 F LT 7w CLFIN-TEF K L0H ).,
F-AXV-HTTuxhr s (LUF [3-AF VK] L)) KON2 FEORMOK )
DHONT, (B3, 4)

13



KT ~TAIBT D UC Y7 7 v 9 2 Uk A SUTEIRIN R 5-4% O ) H R
WEOEIE (%)

ymEFScA FRIRN 1 5-

B E 10 mg/kg IKE 100 mg/kg A 10 mg/kg {KE

R # R # R #

VA SR 15 79 11 71 32 43
/A= 3 URE NN 6 ND 5 0.5 9 ND
N-7 & F /LR b 0.2 0.1 0.1 ND 1 <0.1
R 0.3 0.2 0.4 1 1 ND
RHA 0.1 0.1 ND ND 0.3 0.2
A 21.6 79.4 16.5 72.5 43.3 43.2

101 89 86.5
ND : s

P AT AA=E b A/ 0 = D 2 I FAN/N
b:N-7TEF NV T T7aHHT

# 8 UHFIIBIT D UC YT 7 v U 2 LRk A SUIEIRIN R G544 O H BE

WEOEE (%)

S mE 52 FHRNIE S

IR # IR #
R A AT A 9 76 61 24
7V a AR 0.8 ND 3 ND
N-7 & F /LK 0.3 ND 3 ND
3-AF VIR 0.2 <0.1 2 0.2
EA 0.3 ND 2 ND
EA <0.1 ND 0.2 ND
P 10.6 76 71.2 24.2

86.6 95.4
ND : i g

a: 2407 —2BHEH U= HE

@ 14X

FRD[IL 1. @Iz T, A XITHUCEERY 7 7 a3 U205 (10 mgkg
RE) L7oiER, B5-ED 5 BRITI%H IR ML OFEITRE bR E UTlRH S, B
TlE, REME L 700 v RGN, FRHETHRESh T, (B4)

® YIRSV FRUAX
<A, Ty MNTIA X UC BT Taxt oo aRE L, R A 5
L7z ¥ UAKROT v MAIRAERE L, A X230, FIRN AT+ G5
L7

14



BG4 DY) P GHEYED RN R A 3R 9 (2, HEIY | B EYE OFH A 3 10 12
R~LUT,

~ 7 A UC Y T 7 v Yo o2 HERR O 5 (100 mg/kg (K8) L7254E
PRICRZAUIR R O V7 v skt S, 2N Eng G580 11 KO 5%IZ
FAY L7z, N-7TH2FUELMERB S L THFEEL W, RELEY T 7k
AR, ETEHY T 7ado o LTREES, HE5ED TI%ITHY Lz, v
ANZEBNTIE, HED 100 mglkg (RE TG L7BEOREHNE, 10 mg/kg (REOHES-
LIRECTH T,

7w M UC Y7 7 X o2 HEREO#& G (10 mgkg (KE) L7%GA.
PEM PR EOIF & A L (99~100%) BARZE LR E LTt S, 580 86%
IZHHY LTz, D ED N- T2 F AR 34 % VER R G OFEIZHA BT,

A R UC Y7 7 a o o aRO&E (10 mgkg K& L7-%6. &5&
D 60% DFEHEMEDIRIC I B, FIZ1T 31% Tdr o 7=, R IXUTFEPHEHEM:D 91 X
1% 83% MR IR L LTIt & Tz, D T9%BARE bR L U THRIM I H
S, MoEIIFRE SN h T,

BIOFRERIZIBN T, A XUZFRAIRN I ZFEEAE G- (10 mg/kg AH) L7256,
ZNENSHREED 13 BN 5% D EHEE S B 5 6 BEEE OIRHIC A BT, JEHH
TEHEMEORPE DRI R, B0 X7 V7 v U Bias ke LTl Snr, (B
9)

X9 TUA Ty FIA RITET D UC Y 7 7 v Y3 Lk ARG OPEI S
(B BEHEERIER (%) 2

D | 5 (m:fkjj@ R % gt
~ A eqsi 100 >16b 71
7wk % F 10 37 52
. 10 60 31
A X FRA 10 13¢
+ RN 10 5e

a: WRGEIZHT 5EE

b : D7 B REBIE11%) & 77 v ARG NEI STV S

c : Feht% 6 BRIk
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#10 ~U A, 7w MXIIA XIBIT D UCHERY T 7 a0 LGSO T
AEY T2 6 [E)IY S 307 B E DR

, BE5& Uk i
R | 5 (mng/ke (575) PRt
RIAK  11%2
~ 1A o 100 IR TN v PERRAE 5%

N-7EF I ;&

REAR : 86%2 (BEHY) T D FGHENED
AR i qm 10 REOFE | 99~100%2FH24)

N-7 B F ARG N - F % V1K D&
RIAAE  79% GEOIBHITEMED 83%

e 10 PRICOGE | R OYROMIEHEIED 91% DA
A X DG 72 L
FRRM 10 o RIAR R T v o VBEIAIK - £h
+ —FaEN - @V O =l

a : KGRI HEE
b : A ORISR R B E A

@ BERUOtEES

o (EARE, MEES 30 Xidbiml (AR, MEES 3 3) 12 UC a7 7
B s MR A 5 A TRAIRR DG (8 : 3.34+0.26 mg/kg (AE/H ., Ll -
6.9 mg/kg KE/H) L7z, B E 6 R OgEsm L, M2 &icr—n L
77

XL SO B EE 22 11 1R LT,

AR CHW A Lo T, BORETIINFIROILREY D 85%7H3, METIX 87%
D SN, LS CIEIROERREY O 83% 3 i Sz,

gz B T 2@ D7 0 7 7 A VX, WMEEE bICHEE TR CTh - 72, (B
4 3)

# 11 HXIEH/BIZRT 5 UC Y 7 7 v ¥ Mt 5 A RsRiiRe 0 i 5% 0
A EhEME OEIS (%) »

. 5 LR
PHER i3 i3 1 i3
YT TaxY 69 65 20 21
N-fifEfa &4 8 13 7 6
TN v REA R 8 13 20 25
N-Hifg 7 v 7 a LR AR 8 13 30 16
Z0fth (4) 8 9 6 15

a : FHROMBEHEE IR 5 EE

FEDOIBIZI T 2 F2REHRIRIE, BT U UVBRO N ALIZR1T 5 N-Fffa ek
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DRI AN RF LNVIEE 7V 7 v ARG RDAERLDOWT N XITW T Td %,
PE TARIOREIL, BT K DMK IR K> TREMETH LY T 7
XY B LD INODORE BIREERTH T, H LY LESOATRIC
RAEENLE A FELLL, BH3)

SREW NIRRT, 7 7 X H L ORGRIC-RIEHIUTIE A ERDL
T FERMEWIE. R LB O TORTREMEDREETH 7z, HT
FRETITE A ERLNT, LS TIEZ VY v UBRIA RO N-ilig 7 /L 7 o
VIR EIRTh o7, v U AKOAS XTI N7 v G ERR BT, FREN)
TIEN-Bilg 7 7 v ARRERIIMETE S, LER/TREIREHKRE LTHERD
. REUE L RRROFRHIE 2R > & EZ 2 b, (B]R9)

® ElF. FIRUVEFET

KR 14~16CTHE LIS, TRORET (T2 Y BT~ X) (2 14C 1%
T 7aXxY U MR T T 7 eA U A RS (10mgkg (RE) Lz, STk
OFTIdEmtEz, 7 A Y <~ X377 bt Uiz iks Lz, STEROFE
TTIIRER ORI EZ, 7 AU b~ X TIEmRE o8 L,

HPLC (X 2HIE Cld, i TRE/R 0o b CHE—fH T & 2B IIARZ( b
KTHoT-,

S L ETORER T, #5518 Rtk O R & & T CORBE M R
1% 200~1,330 ng eq/g> T >7-, TILD DOFREIZIBIT 2 HEHERFREWE D 5 B
25%IFHMHINEE CTH 0 | Z OFEA AW E OMWEITRE SR oTo, Th b OFRER
IZEESE, v — I EREWEIIRERTH Y, ~— RIS E D
TB%IZIWME 722 LB ET &S, (BT

® EFk

b b GEl L OWERIARIA, 5 30T 6 44/8E) 1[2 T 7 a0 o 2 HRikk 05 (100
X% 200mg : 6 44/FE, 400 XL 800 mg : 54/ L. FEhnesira F2m L.
HFHZOWTHR LT,

B F7uxH o ORBNCIT. BT Do VEHILO RS R TR Y |
BeA)) 8-A % RN ERT B, I, BILRIGIZ L > TTF Lo o7 I VERE L
THX /PN ER L, BICILENTT I /) X/ nrbipb, =F LU U7 I VE
WEEZATHX / n OMSERRE T 0 7 7 A VIREEEFALIL TWDH3, £
DAUCIT—EBLTH I 7axH 0 AUC DK 6% Th-o7-, MIERORFT I
X REIE, =T LU I UVERRAAT S ) v R U TR
ST, HIEGBRENTIN -0, -4 % VIRTMECRH SN2 o T,

JRICHBNT-Y T 7 a XY VEIEOR D 9 b, AR b 3O TRICHRE S
b DL UTIREMENZL . JRTHBRH S TRBEEE D 75~80%% HH T

il

5 YT T m XY Y
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7oo REMROWIZ E/2REIL, BENNZ 3-A4F VKL LTHRE ST
bolz, TOREIX, YT 7axY T ARKED 1/3~1/4 Tholz, RE(MAK &R
W BT PRPRENGERITER S . HEEFENTHY . JHEDS 100 mg 75 800mg
F TN 512080, $EIRT 24%0°5 10%I228L LT, OB OREX, H
BECEMR L AUCICB T A LA Ch - Te, =F Lo U7 I U EEL A AT
L% /0 ROT % a A NCENL ORAGEREGF LT, JRPRAHY
D 1% AR Th-o72, (BM 3. 4)

2. HEHER
(1) %8
@ ®EROKREHER
% (AAFE, 3, 6 PR 12 UCHESRY T 7 ut o IRk 4 5 HIH
FAEEEHIFE D $65 (0.54 mglkg (KE/RI, 4[F/H) L, EEHRBRAIHRLI-, —
H47- 0 O HE1L 2.2 mgP (3.4 mgkg (KHE) /HTHY ., ZIUIEHTD
& Uk#EE, 20 ppm) D 85%IZHHY L7, Hefkixh- 6, 18, 36 ik 72 FF
LI, 56, ZRAhT. RERGTT & B M OMERG 28R L, s e 2 0
ELT,
FRAER 12 1R LT,
PR AR E IR Tl b . FRRLELERE L QO Kik&RE 18
IRE 2 LIRS OB & B EIZ D BIRE DI DAL, ek 5 T2 Rz 121X
E ORI BRI A LN T2, (B3, 10)

%12 BB A UC R T 7 a3 U EReE 5 B B IE R 544 OBk - e
J¥ (ngeq/g) =P

il ok G4 (h)
6 18 36 72
JH 322 + 92 70+ 75 21+4 <LOD (6)
S} 35+8 <LOD (6) <LOD (6) <LOD (6)
UINi] 28+8 <LOD (6) <LOD (6) <LOD (6)
HENA 22+ 21 <LOD (6) <LOD (6) <LOD (6)
B = K 29+7 <LOD (4)~48 <LOD (6) <LOD (6)

n=6  LOD : fRHER
FRHHFRSE (56 i) © B 5 nglg. 77 6 nglg, T 4 ng/g, RERI 6 nglg, RERIfT &
F2& 5 nglg
RS (B 5-18, 36 N 72 IfEifk) © A 22 nglg. 7”1 22 nglg, & 15 ng/g. BN
22 nglg. HENAfTE F2)E 21 nglg
a: W L L CoRE
b : W) + FEHERA TR UL, 7220, BHBRASHE O 2 Semald, #l TR Lz, fEMN o
fillx n %2

6 MEanN &5 2 Hivsd, B3 N0 TiE, [light muscle] EREE STV D,
T KEEEFHR & E 2 Hivd, 2R3 K 0OV10 TiE., ldark muscle] &FC#IILTUVA,
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@ fUKZE5RER

& (WA, (KE 1.84~2.54 kg, MEHER 3 PI5R) (2T 7t %
119 BFEfOKIE S (15.5 ~18.0 ppm(2.7 mglkg AH/ HFHY)) L7-, fcfkdxh
0. 26, 96 KON 122 Ksfiitziz, JHFR, s, A, BRI OB 25 L, #Af
7 7 a U REEA HPLC CTRIE L7z,

MRAF 1SR, 8

Bl 5. 0 Rz I3 1T D HEDFHN, M OVE P 7 IR A 1 3 L 0 & e
ST, ABIRETR LN T,

Bl 5. 0 IRt Clt, REMUAROFRE IR IFL OBl CE - 7223, %
DRI Uiz, FHE CIIRE LRI O Tld~ A F—72p0 Th
BT ENRESNTL, BlAIEFR 12 TIE, P Ik e 5- 18 IRFfilfE ©
70 ng eq/lg THY . Hi&Pts 36 Fili]#4 T 21 ng eqlg Th 7225, ARERICI1T
5 Ech& i G- 26 W% ORISR REIRE 1L 6.2 nglg TH V. 70 ng eq/g D 20% A
otz B (1L 1. (8) @l 11) Tk, V7 7o xh v 3Rk s
6 FEREIT% ORTIRIZ BT IR D 65~69% Th -7,

REARIL, TR LR, REEEIIKS (<18ng/g). ZORME
I SGTERE % FONTRBE BRI T B oM IEDRE (21 nglg) % Flal>C
W Z &G, USRI E = TR (R 12) [ZBW TR A b
IRoTZ & EIEFIE Lo tz, (B3, 10)

# 13 BB 5T 7w XY 119 REFRPOKEG% ORI (ng/g) »

s BG4 (h)

0 26 96 122
J e 483 + 250 6.2+0.9 <LOD (5), <LOQ (1) —b
Rl 229+160 | <LOD (4), <LOQ (2) | <LOD (5), <LOQ (1) —b
i 36+ 16 <LOD (6) <LOD (6) —b
il=ti] <LOD (6) <LOD (6) <LOD (6) —b
B 44+13 19+4.3 7.8+25 8.7+28

n=6 LOD : HRF 25ng/g)  LOQ : E&RSH (5ng/g)

a: P = FERETR UL, 72720, BRI U 3E &R AT OB 2 5 T eb G 3P TR L
Too FEIMNOEAEIE n e,

b : fEET

® BOKEHER
%5 (PR, 38, WERERS 22 09) 12 UCHERRY 7 7 m 0 o U HEetEe (20 X
1L 40 ppm) % 5 HIEREA#&G- L, 7R 2350 L 7=,
40 ppm F GO FoiE G- 6 Il O FIRRIRE 2K 14 IR LT,
F£72. 20 ppm BEEGHOREMKES 6 KON T 2 BEEWE RS2 &

8 23 OHEE R LTz,
o RS L2 EAn S, RS2 WL Th ~ 7z,
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151~ LT,
O E M T A BB DOEIA L. RELED 67%. BRI ARZEE 724
BRI 11%., RIEEWED 9%, FEHHENK 16%7->7-, (B 9)

K14 FHBIZBIT L UCHE#RY 7 7 v Y- MRt 5 A
& H %2’%1% ORI (ug eq/g)

hekie FRBAYRE & b

i 0.6980 + 0.224

P 0.0537 +0.0125
RERAT = K 0.0586 + 0.0177

n=12 Y + IFEERZE
a:EEE s U CoOREE
b : HAEAR G- 6 BRI DI R

# 156 HITHIT D UCHTRY 7 7 v 0o VR 5 ARk OB 502 ORI TS
PR SBEME ORI (%) KUFEHIRE (ugeg/g) > P

iia i3
R xS L7y
ERlsE TRR (%) 5% EEI{)E};H: TRR(%) yf EEI{)E};H:
(ug eq/g) (ug eq/g)
WAV A= s RS (Y73 ) 69.1 0.235 64.7 0.285
=7 N AN\, 7
—H-ZFL.D TYvanE @& 7.75 0.027 13.3 0.059
NETE)
RIFEWE 8.48 0.029 9.03 0.040
FEhH 17.0 0.058 12.5 0.055
&t 102.3 0.348 99.6 0.438

a: AR & L CopRps
b : HHEAR G- 6 BFE DI R

(2) tESE
@ EEEORSHR
Cis BB, K 2.7~3.7kg, 6 PIKFR) IZUCHERRY 7 7 X v
WA 5 ARIBUEMEIR D4 Y (4.25 mg(1.75 mglkg KE)/H], 4[E/H) L.
PRRIBR A S L 7, —F 27D ORI 59 21 mgP (0 7 gk (RH/R)
ThY . ZOBERET, FINIBO TR ERO L Bk 2 AR TH S 4
mg/kg KE/H EUKE G-, 30 ppm) LY EHETHH-7-, &i&HEH 6, 18, 36
JONT2 WERIRRIT, L B0, AR, IR ORI & AR AR L, i
TEVEREE 2 HE LT,
EREFK 16 (R LT, 12

10 MERTHN & B2 B, 2/ 3 KOV10 TiL, light muscle] &Et&E S TV5,
1 KEREAFA EE 2 Hivd, 23 LTV 10 Tid. Tdark muscle] &itdiSiiTuN5,
12 16 21%,. 2 3 DHflEZ < LT~
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PR EEMERE IR Tl bim <. ok bR TR LT, k&b 36
IFFEIA LS TR A OB & B COBIRRE N B AL, It e 5 72 Beflig 2 b
gD 6 B S ONEIT R D 5 BB H bz, (B3, 10)

#2116 LHEBIZBIT A UCHERRY T 7 a3 U HREE 5 H RISRHIRE 015 51% DR
HFEREIREE (ngeq/g) 2 b

- B 4R (h)
6 18 36 72
Ji i 388 + 175 87+ 20 60+ 11 35+6
F1 12+3 <LOD (©) <LOD (©) <LOD (6)
IR 12+4 <LOD (6) <LOD (6) <LOD (6)
HERA 52 + 56 <L.OD4) ~33 <LOD (6) <LOD (6)
REWG & BeJd 28+5 <LOD(1) ~28 | <LOD() ~26 | <LOD(1) ~28

n=6  LOD : fRHER
FREHBRS (B 5 6 IFiEf%) © 1% 3 nglg. 7”5 3 nglg. NI 3 ng/g. BN 6 nglg, NEWGf & FiJ 4
ng/g
FRHIFRA (% 5- 18, 36 O 72 Feftiltk) : Afh 13 nglg. 7R 12 ngl/g. FliE 15 ng/g. A5G 25 nglg.
B & K2 16 nglg
a: R L CoRE
b : W) + FEHERAETR UL, 7272 L, MRS OB 2 Srtelm Bl 3@ T Lz, FHIMN OEE
I3 n %

@ kx5SR

tiE FEARH, (AFE6~8.7kg, 6 PIHE) (V7740 % 5 HIFEK
K5 (21.1~28.5 mg/1(2.88 mg/kg (KEH/ HFHY)) L7z, HEf&d5 0, 24 XY
120 FEREIZLC, TFDR. B, AP, BEN MOV AEREL L, ARk Z 7 a9
U ¥ERE % HPLC CHIE L=,

AR 1TIOR LT,

REACARIREE S, Bkt 0 Rl O Che b s o 7o, IFiBIZ VT, R
AR S | TR RRTE S & bt L TR o 72 2 v b, RIS D 5
B 20% % 5D BB Th D Z LAVRENTZ, Bl OV IR T — 4
1720723, BB W TR MRITRIERE O 5> bOE LB X bivd,

FZ & DRI CRIREE 1L, HEHEEE %2 -5 B iR &[RRI, Iz R<
PR UTe, R R ORI T, RIS FE TR CTh 5 2 & 3R
iz, (BH3)
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# 17 tHSBICBIT LY T 7axto 5 HREUKR 5% OMMTIREIRE (ng/g) =

s BB G%RE (b
0 24 120
e 34+ 16 <LOQ~7.8 <LOD
Rk 12+5 <LOD <LOD
A <LOQ~5.9 <L.OD <L.OD
=10} <LOD <LOD <LOD
B 44+13 19+4.3 <L0Q~11.1

n=6  F¥j + FEERE

LOD : RS (2.5 nglg) LOQ : EERSA (5nglg)

a: P £ FHERETR LI, 72720, BHRFSA XITE BRI OB Z &1 a1%, #iff TR
L7,

® RBOFSHAER

L AR, 8~12 @in, MEMES 23 PNIC 1UC Y7 7 0 0 o Rt
13% 5 A 05 (30 XX 60 ppm) L. 7Ealbra it 7=,

60 ppm B GHEDOEALEE - 6 BRI OMRR R 2 R 18 IR L=,

F72, 20 ppm BEHEEORAEG- 6 W ONTIBIZ 35T 2 BhE B e % 4 2%
191~ L7T2,

LHEEDERNTIZ, 1T 7 aXH DL AR E 72577, FFIBROMEEHE
PRI 2 REMFEOEIG ONEE, REMEDNK) 21%, 7V 7 v A aER)
25%. N-Fifg /L7 v U BRIAIRDY 16%, N-FREREAIERN 6% ThH 7=, T D
D 4 FEOMEIL 10% TH -T2, 5 DOREWIT, B UIHEMEIK Sy
RIC LDV T 7Y AEBmENTZZ LD AR EEZ N, (BR9)

# 18 LlSICBIT D UCHERY T 7 u Yo R 5 HIH
e 544 ORI T IETRE (ugeqlg) 2P

Eaekine FREATREE & b

Jr ek 1.0574 + 0.4953

A 0.0459 + 0.0495
HEWAfH & B2 i 0.0665 *+ 0.0585

n=12 ¥ + [EERZE
a: WEERE L L CoRAE
b : FekePk b 6 Bl O REIRIE

13 MRS L7, R a2 VWML Th » 7,
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#19 LHEHBICBITD UCHERY T 7 a W R 5 B R 055 O g R
WY DOWSTEHEIEC T 2EE (%) KMOSHEEE (ugeqlg) 2P

1 i3

iy TRR () | CIE | ppp | IR

(1g eq/g) (ug eq/g)
T T R 20.4 0.07 20.9 0.13
N-fiiifeti 514 © 6.8 0.02 6.1 0.04
/A= 3 N 20.4 0.06 25.1 0.16
N-Hfifig 7L 7 v R A e 29.8 0.09 16.0 0.10
Z DO 4 FER O ERH) 6.2 0.02 15.2 0.09
FEHht 18.2 0.06 16.0 0.10
et 101.8 0.32 99.3 0.62

a: s L CoEE
b : HH&AR G- 6 BFE DI RA R

(3) &It

KEELES T (Flin, BECRW, 5 T 15 CTHBE) 2V 7 7 ax¥ v ihfgtE %
5 HR# G- (10 mg/kg (RH) L., FREIRDN I S 17,

Bk 83 JER (5.5 AR #%142iE. 15°CTHE L7z ST ORI 7R I 1
EERIRA (50 nglg) KitiCThH 7223, 5 CTHTE Lz ST OB PRI IR K
166 nglg ThoT-, Fi&dk b 83 FEH (5.5 A #ROZEITIIT HILEIREIT.
15 COXTTEERA (50nglg) Kiii~b4nglg DFPHTH Y, 5 CHIT TIHE
B ARmCTH T,

FTEHWEERBRICT, VYo 7axY v 77 NeFUVERERY T T a X
VIR L O AT RA T T NENESNTWATED, 77 FEA VR
WaERWe, Liz- T, FREIREIERIER G L &b 2 ENTREIN,
M OV DOFRBEIREEIE, $¢5- 60 JE H 7% CTITMHIRF (6.7 nglg) KifiCThH -7z,
()

3. Bi=EMHER
W7 7 a Y o OBEEHICE T AEFED in vitro KON in vivoiRBROFE SR & 2 20
R LTZ,

14 £ 712 183 degree days (5.5 days)| &Rt#nidH 25 Z Enh, fAHKIED 15 T 5COVTILD
AERICHBWN TS, BRI SRR G- 5.6 A% &k L7z,
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# 20 VT vuXY o oBEnEERER

AR L SOES ik i S ZH
n BT BRE | Fr A =—ANLA T T
vitro | 5Ll 4 — PN (Apre| FEYE o 4.9
AR ) 1002~1,000 pg/mL Uitk (+59)
(£59)
AEH DNA|Z v MIMRESEITH| 7 7 e o 0
A% (UDS) 7| fa Fstes
ik 1~500 pg/ml, BELE b 4.9

REREFTR | TFr A =— ALY T T7aXH o Ul
B & — JRELHIE [i7diy

120~2,000 ¢ ug/mL Bk 4.9
(+59)
50~800 ¢ pg/mL (— A
S9)

n RNEHDNA |7 v MMEEEITH | Z7 7 e X2 3
vivo | A iRER il i3ty "
250~2,500 mg/kg %
M85 (3 PL/fR)d
/MZERER ~ 7 A E iR WA= b RS )
(2,000 K 0% 4,000 | F&tE

mg/kg IREE : WERES | 2,000, 4,000, 8,000
5 JIt. 8,000 mg/kg /& | mglkg {AH

i MERER 15 00 RO

2,000 K Y 4,000 i 4
mg/kg IKE : $&5- 24
RFfEI 52

8,000 mg/kg {AH : %
5-24, 48, 72 FFfEt%
5

: 29 TIL. HEIX 50~1,000 pg/mL &t S TS,

D AEBHEN 250 pg/mL TH 1L, 100 pg/mL TIHEINZ A BTz,
: 29 Tl HEITHS9 FC 120~1,590 pg/mL, -S9 T 49.8~797 ug/mL L Fld ST\ 5,
s VRIS OV B OIS PURILC BT~ 2 Frdi L7 v,

o0 oo

B EZESE, 7 7 axY o U OBREHEICOWT, LD X 912, Hlr LT,

in vitro DBfG - FREHHFER . REH DNA G RGRER K O R B CHETH
ST AANITZ VAT ) v L REEPIEAICH Y MO 7 VA uF ) v SR BRTR
HEFEERIC (B, 12), 26 Ol L DNA ~DEEEE TIFR<, hRA Y
AT —B I HFEEMICERT 2 B2 000, £o, invivoiBRTlE, RNEW DNA &
R OV IMERR CRRMETH Y . 7B ER GEEHIIAH, 2/13) Tho
23, in vitro DIF TSI BBk (Salmonella tﬂ?meurJum TA97, TA98, TA100, TA102;
0.05~1 pg/plate; +=89) AN in vivo O/MZAER (EREMIL) & OMEMESSERER CTIx
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fath: & oHENH o T,
PIEDZ Lt T 7a 4o AR & o TRRBIRTE & 72 D8 naet i d Ze v
LEZTI

SMEMHER
7‘7/’%&0\7/ MZBITAHY T 7 Xt o oattEmEiaroiEia £ 21 (R0
7= (B 4)

%21 ~URAKNT v MBIV T 7 a3 R0 #EIC L b aMEERR

B pailjiza LDso (mg/kg A E)
FeRHTR 18,000
ReRUR > 8,000
o A LRl > 5000
VRV IR > 8,000
R >5,000
FRUR >5,000
7w~ () VRIS >8,000

5. RSN
(1) 15 BEERMSHRR (YOR) <SEZEEH>
~ 7 A (CD1 5%, 4~5 s, MEMES 5 VWD) (2T 7 axyo U fEieEs 15 H
MEEEH# 5 (5,000, 10,000, 25,000 X i 50,000 mg/kg fiEh(H T 74 L L
T 1,250, 2,500, 6,250 Xi% 12,500 mg/kg A/ AFHY)) L. dAarEmrAbig gz
it X AL77,
2,500 mg/kg RHE/HEULFHGHEAZIX, B D272 iR X OBE BT A D7z

>77, 6,250 mg/kg {KE/H VL BRI, BEHEN OREIINEOIK FAA LI,
(ZfR 4)

(2) 3SMhAMESMSEHRAER (YO R)<SEEH>
~ 7 A (CD1 5%, 6 #Hlin, MEHELS 50 PU/iE) 1287 7 a4 U EiEE 3 /A
EVEAT%5- (0, 20,000 i 50,000 mg/kg &kl L. diatmiiBa 3 S i,
20,000 mg/kg FIEIL EBGRECTIEHIN A BT, (BIR9)

(3) 2 EEBEEMEEEHR (Sv k) <SEBER>
Zw kb (CD %, 4~5 5, MHES 5 VLR (YT 7 a ¥ Rt %2 2 8
BEERS (7 7P LT 1,000 | 5,000, 10,000 Xi% 50,000 mg/kg fith

B MEFIRAL., WERR P 2 F20E L QW n 2 Enn, 8 EENE LT,
16 BRI BT 2EM ORI E OBIRENRHTH L Z &b, B2EEEE L,
17 IR, JREBRR PO S A S5 L UV D, BEERE LT,
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(15, 480, 850 XiZ% 3,000 mg/kg RE/ HFHY)) % 2 HENRAHL G L, dadEdER
BRSNS 47z, RTHRERIZIE, ;ﬁ%%:{ﬁijubf WO RGER LT,

850 mg/kg IREE/ H LA FHEGEECIE, B B2 e gg M & OBE T FlIT A D /e o
7z. 3,000 mg/kg R/ HEGEHTIL, BB, HFE, BiAM ONCHEET & & OMRERN
DIXTFRA LNz, (S 4)

(4) 14~15 HEEZMHSHRR (Tv ) <SEBEHB>

Z v MCD %, 6 i, WS 4 DWEDIZY T 7 a5 o A% 14 33 15 H
Mg DS (7 7axo o L LT 20, 50, 125, 275, 650 XX 1,500 mg/kg
RE/H) L, darEstEsBRs gl S iz, HIRERCIE, B CTh D 0.2%E Nax
TR ENRAF A=A E e Ule, AR, AEsSRERERE L TEmIN
77

650 mg/kg REE/ H LA FEGRATIX, B D272 d e & OBET Bl T A Do
72, 1,500 mg/kg A/ A FHRETH DT ME—DRETTRIL, JOWRIL Th -7,

(&M 4)

(5) 90 BHRIEaMHEHHER (Sv )

7 MSD %, K6, MRS 25 TTEICY T 7 o U HEREE A 90 HH
BRI 1 $56 - (4%7 Zudti ol LT 20, 75, 28019 1,000 mg/kg AE/H)
L., #fatmsRs i S, HRBECIE, 02%E Fefx o 7m e 2Tt
N —RERE U, #&500E 1 203 KLOV90 Bk, SEEERES 10 IEA AT L.,
7% 0 OB 30 H I ORIEIM®ZICHRAE L,

TR AR 22 1R LTz,

AERIRITIZ, 1,000 me/kg ARE/ H &5 REORE 3 1§J7§§§Et L7223, 2 Bil3f G5
DT 7T MZED LD TH-T=, BV 1 PNIHREGIC LD ETH T2, %o
DIOFFRT B ORI DT 2 LD, FECOEA %:f%nzf% Aoy

EGOYEEN R EBRMG 1 7 A% D 75 mg/kg (AHE/H UL EFRGRATONT 90 D
75 mg/kg IR/ H DL EBEGREDOIE N O 280 mg/kg {ZISE/ AL B3GRl - b
SRR A CIE A DR o 1o, [EHEBIRIZ IR, B OIRRIIA Do T,

590 HZOFIRIFZ 3T 5 HAr @H;ﬁﬁﬁ@%ﬁéﬁﬁﬁ X, *IHERE. 20, 75, 280 M
V1,000 mg/kg (KE/ARECENZEILO0, 2, 1. 1 KO3 HITH-T-, AFTHIE, &
HBtG 30 HZEDOMRAIZIBWTIE, MR OB GHOWTITH AL D T2,
P& 90 AL OHIREFOFAESEE L B 580 52 HEFMEIMET 2 <. 2O
B BCEIRT 2% b 0 LiERRAHT Do T,

JECFA 1%, 75 mg/kg K5/ H UL LG CERGOILER A BT Z b AR
BRIZ31T 5 NOEL % 20 mg/kg (AE/H & HIWr 7=,

EMEA 13, 75 mg/kg (KE/H UL B GRECEBOIEN A B2 2 Linb | AR

18 ER|Z W BMES D 7N T s . BEERLE LT,
19 29 Tt 275 mg/kg IKE/H Lt I TV 5,
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BRIZI1T 5 NOEL % 20 mg/kg (AE/H & HHr 7=,

FDA /%, 1,000 mg/kg R/ A 5RETH BN A SN2 b, ARBRIZET
% NOEL % 275 mg/kg K/ H L fllr L7z, (ZH 4, 6, 9. 10)

B TEST, 75 mekg (KE/ A UL R GEECTH L= SR0RIL., HiEt:
WEOFEHIZ X 5!1%??%&%@2@%6:{* FEATH Y, FoIED gﬂ%@% e %
B LIRS Z LW L S FIWT L7z, 1,000 mg/kg AR/ A #58 TR THI KL

HNRERBHADNTZZ LD, ARBRICEHIT 5 NOAEL % 280 mg/kg A/ H
EHIWr L7,

3% 22 7 v W2 90 H M ERERIC % g MERT A
#eh& (mg/kg RH/H) @Fﬁﬁ
1,000 n‘* PESETERRE M OVERGER 2 5 & 9 2 IR A0k 5 Bk
’ P (e 3 f511), SETC (i 1 45))
280 LAF Fﬁﬁf; L

(6) 2 BMEAMHEERER (1 X) OD<SEBEH0>

A X(B—7VHE, TR, HERES 2 SIRDICHY 7 7 a9 IR & 2 JEfH]
oS (7 7axd oL LTS8, 20, 50, 125, 300 XiE 800 mg/kg {AH/H .
YIF U h TN kE) L, e EE S v, MIREECIE, BT F ol
TRNOHZYE Uc, AR, HERERRE L TEBINT,

125 mg/kg AE/H LA FBREGRETIE, WRA ONEH AR B 172,

125 mg/kg (KE/ H BEGRECIE, FFlEI SRR E ) 22 st O3 22 H Tz,

300 mg/kg RHE/H & GHETIL, WEH, VElE, PR, B0 TR UMK A B
7o Fi-. M3EF ALT. AST K& ONALP o¥ghn, HFETO 7 N7 v s ARoln
THHHERE T ONT T NEE U CRBESE S 7 H LT,

800 mg/kg A/ HFGRETIL, M1 BIFELE L, Il Thas 2 O Z2faZsthin g &
o AEEGREOMOFTHR & LT, BeGRME T~8 H%D L EGHE T £ T, WL
far B OO R ORE B FARE BAEI O A L DAL B B ATz, BB AR A C
(X, BIENTIRA IR A B d o Tz, 70, BEE L OREINEORD ., migH ALT
DOEENNENZRBETD 7V 7 v ARG IRORE R © 2 Hiviz, (B 4.10)

(7) 2 BMERMEERER (1 X) Q<&EZEH21>
AX (=27 VHE, 3 Hilkn, MERES 15V (ST 7 a0 R A 2
MR n&sE (o7 7oy 8 LT2, 20, 50, 125 Xi% 300 mg/kg (AH/H, ¥
TF U h TS L, BRI T, MREHRE. BT
T DOIEG LTz, 7ok, KRBT, HERERiRr e L CHEm I,
300 mg/kg RE/ B FERETIE, M1 BINBBEIRIE L 72~ 72720, 8 HRITHRAEL

20 BRI\ ZEWED D72 Enh . BEEEE LT,
2 BRI D72 b BEEEE LT,
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Too FTo. AERHHETIHBEEE N OIREEINEORD I3 ST,

125 mg/kg RH/H UL F&RGHETIE, WaMH- X OMiEEE AR BRI O A B o8 L)
BT,

300 mg/kg (ARH/ A 5-HE Tl JWBEH AR AR A CRIETRE (PR G EEIC
NN IR BT, TAVD DIRZE L, AL ONEAL O RERE il ONE_EiE M ONSE D
VN REIC A BTz, EAEROMETIE, #&5 8 B RIS kRkER 2 bz,

JECFA (%, BIFVEICHS &, A3ERIZEIT 5 NOEL % 50 mg/kg KE/H &4k
L7z, (BZH4, 10)

(8) 90 HRHAMEMHER (1 X) @

AX (B—=2ZNVFE, 9~14 D Hilis, MEEES 7BVRD 1TV T 7wk e %
90 HMR DL (7 7ux¥o & LTh, 25 Xk 125 mgkg (AEH/H, BT7F
e FRE) L, et A I U, iR, BT TF o Ao
AP UTe, #5544 30 A&, AREMERES 3 BRA Ffdd & L CHIR L7,

BT RZ R 23 IR LT,

590 HEZOMATIX, #GHIMH OB GHEL OSBRI, 52 ZIE L TW 541
N i, 25 mglkg RE/HUL BB GRETIXE W Z0 o7z, LU, 0 H
H& 91 H BREIOEEEINEICOWT, AESENTA LT,

5. 30 B ORI TlE, BeGEEOMEZIW TRERINED &R FIIKT
LTV, 82 ZIZ LTV AHINE L | BEEOFHMENRE CH o722 Lo b, K
FEHE IR OB DMERE RO LD b O TG L DI L 58 O
WrcEipnoto, ET 7 a7 ) AR, RGO THIRREL » K
T L, BEHZBOWTUIHFIICEE TH -7z, UL, LS HICHERFETIA O
T F. ORISR B IEFEPH A FEHIEEDORE TIER o7, Lo,
mﬁ%qﬂﬁ“ 77 AREORDIE, tMOPEEEZFEH L-EicksnchiiE s T

Mfﬁi%@ﬁ$%®ﬁ9%Cﬁf%A@ﬂﬁﬁﬁ9¢5:&Kiékéh
’Cb\é L= o T, RETHIZ, BEICL B LB LN,

JECFA 1%, 25 mg/kg AT/ H uﬂiffﬁi@m{ﬁ ra7 ) PREOK FIZHESE
NOEL % 5 mg/kg (KH/H & HWr L7z, (=4, 10)

BWEEZERIT, 25 mg/kg ﬁ@/ HEGRACRB WG 7 v 7Y S REDOK T A
BT LD, ARBRICEIT 5 NOAEL % 5 mglkg RE/ A & W L=,

#23 A X&EHW= 90 B AR ERIC BT DT A
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(m/k%i%ﬁ) TR
125 Mg 7 a7V AREOIKT (k)
25 MigEHF 7 e 7V AREOIKT ()
5 ATz L

(9) 90 HMERMEMHER (1X) @

A X (E—Z VA, 4 0> HE, MERER 4 UL 6 BE/EE) (2T 7 a o U HERsE
Z 90 HER N5 (7740 L LT 10, 50 XX 200 mgke (AF/H, ¥
TFrhTeNE) L, farERMERER M S, XPRREEA O 200 mg/kg IR
i/ H P G IMERE 6 5H, 10 K050 mg/kg (SH/ H % GREIMEESR 4 554 V-,
B, BeGBIE 2 ML, U7 T a Y VR & L COFEERTHRE LTV,
D=, BeHME 2 BB AR EGEIITEED 80% ThH5H 8, 40 &N 160
mg/kg (KEH/H THY | 7R ORGHIRNITITED LBV HEE L=,

TR AR 24 (OR LTz,

MG 7 a7V AREOIK T, {HLENOMBEE~DOY T 7 a4 DA

LB EZZ BN,

JECFA (%, 40 mg/kg K/ A LI EEGRECTOMET 7 a7 U AREOK PN
PRI ORER M OHIERIZH S % . NOEL % 8 mg/kg {AE/H & Hlr L7,

EMEA 1%, ABRI2317 5 NOEL % 10 mg/kg {5/ H & Hlkr L=,

FDA (%, Ai&BRiCE1T %5 NOEL 297 7 1 9 U Hmsth & LT 8.75 mg/kg &
H/A2EYW L., (BH4, 6. 9. 10)

P ARZE AL, 40 mglkg R/ H & GHE W THEA K OB (T ORLBRE N
migH 7 a7V AREOFERIK T NALNTEZ Enn . ARBRIZEIT 5 NOAEL
% 8 mg/kg IRE/H LK L7=,

#24 A XEHAWZ 90 HEHAMEEMNRERICIS T 2 mMET A

BGE

(mg/kg {KH/H) AT R,
- REORBE (I 1 61)
200 (160) - BB, HRMG R OVHAEFEOMER (e 2 88, #5544 3 ) . IR
IRFEAEAERE OB (M)
cfiEFR 70 7Y EEOKRT ()
. « B ROV B ORLEE
20 UOSE CMFET e 7Y AREOKT ()
10 (8) AR L

6. BUFERURELSAMERER
(1) 78 BERIFEMNAMGRER (TIXR)

~ U A (CD1 5%, HEAR, MEESS 60 PL/EF) (29T 7 v &9 o a2 R

2 £ 9 Tld, NOEL TH S 10 mglkg K/ H M HARF 258 L CHRH S,
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5. (1,000, 5,000 i 20,000 mg/kg falEHZ 7 a4 & LT 150, 750 X
1% 3,000 mg/kg (AE/ HFAS23)) L, FAAMRERN T S, £7o, MKFRRH
BOT-DOIZ, FHETHERES 10 B2 BN L, 52  HICHE Uiz, RO AMRERIT, 36
CRNE NI 18 /T T Lz,

AT RZ R 25 IR LT,

R HREOMEIE SR OIEIEN A B, 750 mglkg R/ H LI E&RGREOMEREZ 5
IRl b A DTz, T OB, BB Ik 298 E O K& G- OIEHIC
LAHLDTHHT,

JECFA i, A3BRI2F517 % NOEL % 150 mg/kg IR/ H & L, FNAMET A&
W L 7=,

FDA 13, AGRBRICH1T 5 NOEL % 150 mg/kg K8/ H & L, FED AT 20 &)
WriL7-, (ZH4, 9, 10)

BIWZELZERT, R 5HETH 6&71%%@#6%&0%@: P E O -
IZ L DGR EOEENIE Y ZETH Y . FomEO RO ZBET 5 L5
PPN LW L &l L7z, 750 mg/kg {ARH/ H &Efﬁf%t{ﬂ&f} EE /A
L2 EnD, ABRICEIT 5 NOAEL % 150 mg/kg A5/ H LT L7=, FENA
PEIT A2 &R LT,

25  ~ U A&\ 78 PN AMERER I T B FEtAT
58 (mg/ke (AFE/H) PR A,
3,000 - JEFEREA R OYRBSRE A (1)
- FECROEENINAEAFER « 3,0000: 23%. M 28%). 7500/ 45%.
I 40%)) . SETHICIIREER AN, FO R OVKIr O

750 Bk o TRV DY R T b R IR0 22 OB R LS
(9
150 PRz L

(2) 52 BMIEHEERY 104 BREFENAMERER (Sy )
7> b (SD %, HEARE) (2T 7 v 4o R A RS- (1,000, 10,000
X% 25,000 mglkg £ L., &ML UFEAS AMERERD S S vz,
AGRBRIL, 1B MEEEERERAR &3S AMERBRARI 0T T S iz, 7o, XHIREE L
L CHERERIER D 2 BE % WakBRARI 5 E LT,

BRI CIE, 7 v b (MR 20 PURD) 2V T 7 u 4o U HERsE A 52
TERTREE 5 (1,000, 10,000 X I 25,000 mg/kg fiBH T 7 a4 0L LT 61,
670 31 1,700 mg/kg AR/ HAHY24) L7z,

FMEAT R A 2 26 1R LT,

670 mg/kg K5/ B UL BB GRECAHA DN RMERIEIL, Z v\ EMEEES IR

23 BP9 TIE, 150, 830 X 3,300 mg/kg IAH/H & itd LT\ 5,
24 BP9 TIL, K54, 586 Xt 1,541 mgkg KE/H Lit#i L T\ 5,
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ARG PEIS,  FERZ AR M OV M PRAMAE % 1 © TRIBPERRHE L & W o TR o
TP THERBME & 1372 > T,

670 mg/kg A5/ H UL EFRGHOZ < OEWNZH BT EBOILRIZOW T, H
BRI A DRI T2 2 LD BIBNIE I DR E O K&
BT L DRI L B2 b,

JECFA 1Z. 18R EMICH1) 2 NOEL % 61 mg/kg AR/ H & HIKT L7z,

B EEZBEE, 670 mgkg K/ A LL EEGHEOZ < O A LT BERGD
PEARIL, BrEtEE OF 52 X DR # OZEEN A O 2L TH Y T o0 s
WEORHEZBIET % & Bt Z LWL & LTz, 670 mg/kg R/ H UL B
HGRURHERE, MHRs v 7B KON a7 ) REDIKTERA LI
722 Emn, ARERFIZEIT D NOAEL % 61 mg/kg A5/ H &K L7-,

#26 7 v &AW 52 HHRENEMTEM L O 104 HFFEDS AMERER OSBRI

BT HEMEATR

Ei s

(mgfkg IK8E/H) FREPTL

< SEEHAEH IR ORI

- BUN & O'CRE 2D 5. (i)

- B OHEeS K OFR R OHEN (1f) . FERIROFXTE OB () |
TEERDER (M, 6 f3)

1,700

- M Z L ST DN O 1 7 ) R AR (HERE)

- FRAMAEEME (1,700 - M 10 5, 670 : ME 1 f5]) GEARE CORFHR M
670 LI I MBI U 7 SRR r s E DFEAE, FE K O D JRAVE LR,
HEERGE  FEMEIEMRE, B, FRFEMIRAIE S, RS
DT R F—V AXIHRDED) . SRERIREEA Y M ORI T P 2RAE M 2%

61 pr7e L

FEINAMERERFECIE, 7 > b (MERES 65 IL/RD) (2% T 7 a3 Vs % 104
FEFVRERF: 5 (1,000, 10,000 XX 25,000 mg/kg B Z 7 a9 0 & LT 54,
580 X1 1,500 mg/kg (AE/ HAH)2) L7z,

BT R AR 2T IR LTz,

R GREDOMEE S IFOTLIENR I HALTZ A3, JRERERE R LT ST, £7258
WAL BB T2,

JECFA 1T, AR TIIFED AT 2w &l L7,

FDA 1%, EMmMBnte & O 03 AMERBRFAIZ 31T % NOEL % 54 mg/kg {KE/
A, FERAMETRN L., (B4, 9. 10)

B ZEEBET, BEGHIIH O NI EMOILRIT, FLEHEE O 512K 51
WA FEDOEEN LD B THY . T o WO BMORMEL BT 5 & BT
Z LWL L HIWT L7-, 580 mg/kg (AE/ H DL G CIRAVE BHESE N 2 HT- 2
Enb ., ARBARICEIT 5 NOAEL IX 54 mg/kg K/ H & HIWr L7z, 0BT

2% BP9 TIL, K54, 586 XUt 1,541 mg/kg IKE/H LitHi ST\ 5,

31



U &I LT,

#F27 T v FEHAW- 52 HEEMEREM N 104 BT DS ANMERER DI AMERERFHIZ

Bl DEERAT A
#58 (mgke (AH/R) FEMEAT R
- AREHEINEORED ()
1,500  RADEBAE  (HERE)
- RO K OFHXT B R ORI (HERE)
550 « PRABEBRAE  (HERE)
- BROFERT O (1)
54 Aii7a L

7. EiERAFMEAER
(1) 3tHREESEHRER (S )

7w b (SD %, %970 Biin, KEMER 30 PUREAEAR) (00T 7 a ko ik %
B 70 HEIHIERE O #G(T 7ax¥ oo & LT 75, 275 X 1,000 mgkg
(RE/H) L, 8 A MR 2 320 U7-, XFIREEICIE, 0.2%E Kefdo 7 e e
AF N —RERKE Lz, KT 2 B SE7-, BELEEMW D 5 Hk i

DFRERIEIR L7220 T-E 3350k L=,

3 AT 275 mglkg RE/ H UL EEGHEOBEMW) T, #EL D LA AR

DBIER ST,

275 mg/kg {KE/ H LA EEGHED Fo REEM T, IFIROMES K OFHXT B &S, <R
& UCTH B Lo, RO EEOA A X, 2756 mg/kg A/ A LA
EEGRED FoBlEW L O Fe B TAH 572, 1,000 mg/kg (R H BE5-EED Fo
<, MHBOFEREEITEA LUz, HREEORADIT 3 e TizAa b, HE
KA Th o772, 275 mgkg (RE/ AL EOBEICE VAT D B2 B,

JECFA 1%, 275 mg/kg RE/H LA EHGHEOMEME CIHFRE &OWBD B2 b7 2
Lt AFBRICBT 2Bk % NOEL % 75 mg/kg R/ H & HWr L7z,

FDA (%, 275 mg/kg A5/ H UL EF GRECHFEEORD DAL Z b, Bl#)
MZF1T % NOEL % 75 mg/kg (AE/H L ¥ L7-, (B4, 9. 10)

B ERERIL, 275 mgkg (KE/ A UL EEGREOBIEMW) T, FlROMR I3
SR BORD RN Z LD, ARBRIZIIT 2B x4 % NOAEL % 75
mg/kg RE/H &HIWr L7z, Y @J% IZ2WTCIE, 1,000 mglkg (KE/ H F TN D
N oT=Z Lne . AGERIC AWEMWIZRT3 5 NOAEL Z#HEHETH S
1,000 mg/kg AT/ H & HHr Lf:o ﬁi?ﬁﬁa@@%ﬁ%—fiﬁ BIZHEENRL N1 &
ND, BIRREIZxTT 5 NOAEL Z i & Th 5 1,000 mglkg R/ H & H|lr L7z,

(2) BESHESAR (S H)

7w & (SD %%, 20 VL/RE) (29T 7 oo Gl 2 1R 6~15 BIZ5EHIR D
BeH(Z7 7a%H L LT20, 75, 280 X 1,000 me/kg EE/ H) L7=, IRRE
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ik, BEHIMT 0.2% Fafxs 7a /L AF /Ll —R% 10mL &5 LT-, iF
B 20 BIZAEEYIBA L7z, REEMIE, —MelRig, (R, BfE, AR OSECRD
#l5  (nonviable implant) (ZOW TN, RIIE. (R, MR, 2852, PIEA DY
BRAZDOW TR L 72,

NI BRI A LT, AR b Ao T,

JECFA 1Z, ARBRDOWF O HEIZE W T S REM 6 2 Bt O A
FDIRINoTe & LT,

FDA IZ, #RE D5 L 2T A DR T- 2 b AIRIZE
7% NOEL #% 1,000 mg/kg {RHH/H &l L, EEIESA DN o728 Lz,

(M4, 9. 10)

B EEZERIT, 1,000 mgkg (KEH/H & GHEOBEMW K ORIEIZE v‘éﬂﬂﬂ%i
BN TeZ Enh . ARERIZE T A2 REMW) L ONR ICxd 5 NOAEL %5
METH 5 1,000 mgrkg RE/H &HBr LTz, MEATTEMEISA DIVRDN T2,

(3) RESMHER (UH¥H)

VX (ma—V—F 2 RARUA M, 18 JURY) 1TV T 7 a0 kR A 4F
IR 6~18 BIHEHRE A& E(T7 7 a4 L LT 15, 35 i 75 mg/kg K&/ H)
L. FAFEMRER NG S 7=, RIREEIZIE, 0.5% A T /Lt/L o — Z KA 2 mL %
E LT,

REMICOWTIE, — MRS, Ak, SR EFELRUBETIRIE, R O]
WS RRG VA ONZ A PR ORRER S OV 2 i~ 72, BRIBICOW T, 4T 29 B
FUIBA L., (RE, M ONIHR, B OVE R & S50 L 7=,

14 VEOREM D MTHR 21 H~29 BICHEE L7z (15, 35 &N 75 mglkg (RE/ H#%
HRECENZN 3, 4 KOVT B, 1R 6 HIZ 75 mg/kg IR/ A & 5REO 25K O 35
mg/kg K&/ H LU RGO < OREMWIC, BHE L OBEROID N A B iz, #RIE
23, 15, 35 KON 75 mglkg IRE/ H B GRETENEN 2, 4 KV 10 BlicHA BTz, T
FIHS, 16, 35 LN T5 mglkg REH/HEGHETEN LTI 1, 1 K4 flicAH BT,
REICOVWTIE, 15 mgkg RE/HEGHETITERGO%Y:- 6 BG4 T# 6 H
NI T, RERRRE & bl U TSR B I EAMEE 27~ L7, 35 mg/kg (AT A
B GRECIT B G IR R L OB G4 T1% 6 BRIIZERWT, 75 mglkg A/ H#5HET
IR 2 U IR E A R LT,

fRVAREOIRAEDY 356 mgkg RHE/H UL B GRECA LN, SANRMETIX, 75
mg/kg R/ H 35 EEO R DOIE I 6 BllZHiE M OO 233 DTz, PR
TIL, 75 mglkg R/ H & GHEOFRIEDOIEIL 5 BIIKIFIEDN A DT, HHRA T
I%. 75 mg/kg (RE/ H & GHEDRIEDIR T 6 FllCHE TZRERE 23 b 72, 35 mglkg
(RE/HBEGHETIE, 2 18I _kb\fﬂjﬁﬁ: 2 IR OVEREE 1 Bins bz, 15
mg/kg PR/ A #58ETlE, B 2R U72IR VA ONERU ., eHiRRE & 251372 0o 710
sINER, EIRE, —IEY 7‘_ @ @éfﬂ VRBR OGE R IEL IR - BB 52 &
WL T2,

JECFA X feai e L OB R #MEITx 9 %5 NOEL % 15 mg/kg ARE/ H & filr L

33



FEMW64 5 NOEL IR E TE o T-, MBI SWTCIE, EIc 4%
FEO IREIETH Y . T 7 ax YU OEFENFZETII W EE T,
EMEA %, WRIEFMICx3 % NOEL % 15 mgkg K&/ H. a5

NOEL % 35 mg/kg A5/ A & W L7e, fERTRAEIC DWW TR, REMW)ICK9 5w
DRI EELEZ -, B4, 6)

B EZEEREBET, SR GHOBEMWICIRENA LN Z b, ARBRIZEBIT 5
BEMWIZx4 % NOAEL Z3%7E Lo 7=, BRIEIZOWTIE, 35 mg/kg K5/ H LA
FEGETREABEORD N AN Z D, K%iﬁ%‘% IZBTDIBIRICT 5
NOAEL % 15 mg/kg A&E/H S Hllr L7z, F£7o. RIFESEICRBOTEIE SN ERE
TRV I T REM B SRR U7 R L & 3B % ERTTIZMEI T2 &Il LT,

8. EMIHITHHRA
(1) BEEEOKEHAER (E )

fEw7ee b (BE. 5 UL 6 4/fE) (2T 7 1o U HTRRYE & HE[alke O & 5-(-
S7mEs L LT 100, 200, 400 X% 800 mg/ ) L. Zeathic S Chatah
77

BB A LN A EES (adverse events) 1, D FE WL OMESJIETh > 7203,
ZFDIABE I I BRI T o 72, 100 mg BERETIT. BRERZE, IR (H
IR) XL o< WA LN, (B 4)

(2)7H@%DE5ﬂ%(tF)®
fE e b (RN, BYE 6 4D (YT T uY o U e A 7T BB DS
(ﬁ?7D#ﬁ//kLTHMXiXMmyN@%152@)L\ﬁéﬁKOWT
BEtsiz, B~OIE BERKICT H720, Bk e LTS L,
BEGRECIT, IE, MR, RZ, @iw&@%ﬁﬁ@ﬁﬁ%hkﬁ\fﬁﬁ
REEII D Neho T, WEREN T T BARBEO MR, i b DN AE
FRITEIRCTH o7, MR, MR L), MRk l+&0ﬁ#ﬁwﬂ7f v
—ICA RIS IS, BERY, IRER A M ORIl DN LR X R OV
Wz BT A DN o T, (B 4)

(3) 7 HERO®XEHEE (EF) @
fEw 72 e FCBME, 6 MO T 7 kYo U iitEA 7 AR O&RE (770
FH oL LT 100 mg/ A6 X 12 M) X% 200 mg/ A(12 Kefif) L, &2
PEIZ DWW TR ST,
OB A LN A ERGT, BIE (8 £, 20%) LKUWEW (6 1. 15%)
Tholz, 77 R TR OERICADNI-AERGL, BIE 615, 17%) KO
REIR (4, 11%) Thotm, (B 4)
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9. MEYFHIEEICET SR
(1) £ MNERHEEESBE IR 2&/NEBELEE (MIC)

J?ﬁiz 26 EFE R MR AT B A BTE T E O B OV T D
P I2BWT, B NOBNHIEESBEEICT 57 7 a0 o MIC 25~
%WZO

FER AR 28 IR LTz,

THESNIZERED 9 B HIRVL MICso (3. KIFE D =<0.06 ug/mL TH 7=, A
ORI, MICear 1% 1.23 pg/mL (0.00123 mg/mL) tHEH &N, (B 14)

#28 VT 7uFdViob MEPHER RIS D MICs

4 _— BNV ERE  (ng/mL)
MICso P

FEischerichia coli 30 <0.06 <0.06~64
Enterococcus spp. 30 2 0.12~8
Bacteroides spp. 30 4 2~64
Fusobacterium spp. 25 2 2~8
Bifidobacterium spp. 30 4 1~128
Fubacterium spp. 15 2 1~32
Clostridium spp. 30 0.5 0.12~16
Prevotella spp. 30 8 2~16
Lactobacillus spp. 30 16 1~128
Propionibacterium spp. 30 4 1~8
Peptococcus spp./Peptostreptococcus spp. 20 64 32~64

(2) E FERERABEEICXTS S MIC
b M OERSBERE O 735 ERICHT 5T 7rXd oo MIC 23 29 1T~ L
(& 4)

%29 I 7uXH Db MNERSEEREIZNT S MIC

MIC (ug/mL)
g4 I
MICso MICgo
Staphylococcus aureus 70 0.25 0.25
Staphylococcus epidermidis 43 0.25 0.5
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Staphylococcus spp. 12 0.25 0.5
Streptococcus pyogenes (group A) 13 0.5 2
Streptococcus agalactiae (group B) 13 1 2
Streptococcus (group C) 3 0.5 1
Streptococcus (group D; enterococcus) 58 2 4
Streptococcus (group G) 0.5 1
Streptococcus pneumoniae 1 2
Corynebacterium spp. 10 2 16
Pseudomonas aeruginosa 53 0.25 1
Pseudomonas spp. 3 0.125 0.5
Pseudomonas cepacia 1 2 2
Pseudomonas maltophilia 7 1

Acinetobacter anitratus 8 0.5 0.5
Achromobacter xylosoxidans 1 16 16
Acinetobacter spp. 5 0.125 0.125
Aeromonas hydrophila 2 <0.031 <0.031
Cedecea davisae 1 0.062 0.062
Chromobacterium spp. 1 0.25 0.25
Miscellaneous gram-negative bacteria 1 0.062 0.062
FEischerichia coli 2 140 <0.031 0.062
Enterobacter aerogenes? 10 0.062 0.125
Enterobacter cloacae 18 <0.031 0.5
Enterobacter agglomerans 1 0.062 0.062
Klebsiella pneumoniae 34 0.062 0.125
Klebsiella oxytoca 4 <0.031 4
Kilebsiella rhinoscleromatis 2 <0.031 <0.031
Citrobacter freundii 6 <0.031 0.5
Citrobacter diversus 2 <0.031 <0.031
Citrobacter spp. 7 0.062 4
Proteus mirabilis 43 0.25 0.5
Morganella morganii 12 0.062 0.25
Providencia rettgeri 7 0.125 0.25
Providencia stuartii 13 0.062 0.25
Providencia spp. 5 0.25 0.5
Serratia marcescens 1 0.25 0.5
Serratia liquefaciens 3 0.25 0.25
Shigella flexneri 4 <0.031 0.062
Shigella dysenteriae 1 <0.031 <0.031
Shigella boydii 1 0.5 0.5
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Shigella sonnei 3 <0.31 <0.31
Salmonella Typhimurium 5 <0.031 <0.031
Salmonella Choleraesuis 1 0.62 0.062
Salmonella Arizonae 2 <0.031 <0.031
Salmonella spp. 10 <0.031 0.062
Yersinia enterocolitica 2 <0.031 <0.031
Hafnia alver 4 <0.031 0.125
Haemophilus influenzae 21 0.125 0.125
Neisseria gonorrhoeae 8 <0.015 0.5
Campylobacter fetus 4 2 4
Legionella spp. 3 0.25 0.25
Bacteroides fragilis 17 2 8
PBacteroides disiens 2 1 4 4
Bacteroides melaninogenicus @ 1 2 2
Bacteroides thetaiotaomicron 2 4 4 8
Bacteroides vulgatus # 1 8 8
Bacteroides spp.? 2 4 16
Clostridium difficile 1 8 8
Clostridium perfringens 2 8 0.5 1
Fusobacterium spp.2 1 2 2
Peptostreptococcus spp.2 3 0.125 1
Peptococcus spp.2 2 0.5 1
Propronibacterium spp.2 1 2 2
Verllonella spp. 1 4

a: b MR O RGHE O RTRelE

(3) 7 7axH> UIIxd HHEMHD MIC

HI77uFxh o o OAFEORHY, N-TEFR N-T7 4L IHT7 T7adiy
V. 3-FF VAR KONt S R O FHIEMZ DUNT, Staphylococeus spp. .
Micrococcusspp.. KWGH ., Klebsiella pneumoniae, Providencia stuartii. Pseudomonas
spp.. Acinetobacter calcoaceticusl O Lactobacillus caseir I TMICZHIE L7, X4
WOMICsol, BRI AN L0 g o728 LTRGBS T 57 71
XY U DOMICso & W A EIZED -T2, ZDT8, MWD FHINBULEY &
D HIEMHEIT KD ST, (BH4)

(4)invitro DBHEE ETIVIZE T BKIGE . Bacteroides fragilis R Bifidobacterium
spp. 2T B Y S IOXF YL UNEE

in vitroD BIFEET VA HWT, & FHORO RIGESEREICKT 2% 7 7 m &k

v DEIE L IRAT-, KiGERKX. National Collection of Type Cultures (JZ[E) K&

U'bbott Laboratories CK[E) 7>5 AT L7, KiFELIL, NCTC 8603, 8761, 8783
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#30

R 9437 ONCATCC 25922 Tdr - 7=,

RV ET VR, BT OY T 7 ax o URERE &I, IEENT
IREN, X URTBITHER ESND Z LI Lo TREME L SN D ATREME A BB L T
HEtENT, AL, 7 v 7 FI— R T 7o o2z, IRWTATH
WREMZ, B2 5 N TR Z A TRIE LT, ZOIRE %_%Lﬁ-%%%
FEL., B2 LT, ZOREMTOMREOEREZ T, AR L cx 2
IXIFI B 1ORR & 70l L  MIC ORI Lﬁbﬁ;&77u%ﬁ//@%M@Fi00%
~0.4 pg/mLIZFRE LIZA, Z D% OHPLCIZ X 5547 T0.25~4 ng/mLTéh-7- =
ESHI LTz,

BT (4 pg/mL) TR L7237 7o, B HRRO AT SHERR S AU R K
OV DPRFETHFLE L T EROMIC A #3012~ Lz,

n vitroD G E T MBI A AEFKRBEIZHT 5207 7 a4 0 OMIC K
OVAEERD R SNTEE (ug/mL)

BRI A HMIC (ng/mL) | ARBRIC IS 285510 BEL | ARBRET L
B o 191% EOER ZoMICmw (ng/mL) | THER% 75‘3‘
fr B VI 7axhy | I 7axY | SRR E
vigla DT, (ng/mL)
NCTC 8603 0.0625 0.0625 0.0625 0.0313 0.7
NCTC 8761 0.5 0.25 1 0.5 1
NCTC 8783 0.125 0.125 0.0625 0.125 1
NCTC 9434 0.125 0.125 0.0625 0.0625 1
ATCC 25922 0.0625 0.0625 0.0625 0.125 0.25

a : 1ERO R ER L=,

t N3k Bacteroides fragilis 58k & O\ Bifidobacterium spp. 5ERIZx 9 595 7
23X ORI ONT, BEROBFEET UL o TR,

B. fragilislZHOWT, BT 7 uXH o R A 2~16 ng/mL Ttk & 580 L T 5
I ERROMIC K OVEENHEGR S 7 7 a0 o U OREIRE ZFR3UIR L
72

NCTC 9343, 9344 Tr116251%, <16 pg/mLTAFL L 7=, NCTC 8560} (*10581
%, 8ug/mLTAEKR LT, 2TOKIE, 77X U IEFE T CTRSAR LR,

Bifidobacteriumspp \Z W T, 7 7o o OmMEHZEE T AL
MEAZEROY, AEREICRIEL 52 T,

R AT L QO EROMIC K VAR S LT 7 7 a %3 U D e i
FE 2321 LT,

B. adolenscentis, B. infantis, B. breve/: ('B. longumli3<16 ug/mL THAAE L7,
B. angulatum(TJEE<8 pg/mLTHFR L7223, AFRITHEME R 0#0.01% Th -
7

IYBERR DS MENFIFEE TH A E LT, 7 7 a9 U BEI>8 ng/mLo
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Gre \ AR E 7 /W1 DR E 2 bz,

731  In vitro® B EE T MIIT % A5k Bacteroides fragilis\Zxi+ 547 7 a4
> OMIC K OAHFED MR ST IRE (ng/mL)
AFABRI IS 1T D EE 14 o0 Lz | AUBRE 7 L CTAERR
bk HERIZK 5 10@5‘!5 W2k 5 MICso (ttg/mL) DHERINT-RE
MIC (ug/mL) | ¥F7uxHy | 5 74 | (ug/ml)
viplLa N2y
NCTC 8560 4 4 4 8
NCTC 9343 8 2 4 16
NCTC 9344 4 4 4 16
NCTC 10581 4 2 4 8
ATCC 11625 4 4 2 16

a : 1ERO B L=,

332 In vitroD GHEET VT

¥ OMIC K OVEFRD R SAVIIREE (ug/mL)

B\F 5 4:5% Bifidobacterium spp \Zxt3 5% 7 7o x4

AABRE TV CEEZICHBEL | ARBRET L
itk BUERIC % A MIC | 72108kI2%F9" 5 MICso (ug/mL) THF% 753: G
(ng/mL) VI vaxY | BT TvaxY | IR E
LA B (ug/mL)
B. adolenscentis 8 8 16
B. infantis 8 8 16
B. angulatum 8 8 8 4, 8
B. breve 16 16 16 16
B. longum >16 >16 >16 16

a : 1FEROLRER LT,
b : 4% U8 ug/mL T, &5k OoHE =7,

FROBEBAER NS, T 7 axY 0L, MBS EEE OB, ﬁ“&g]]JS&U\
Bifidobacterium spp. X V) i@MHEEIER CTH 2 KIGEICRH LT, K0 IEMERTRVLZ
ﬁ%éﬂkoKﬁﬁ%?wmﬁwfﬁﬁ74a/m%;DW@E@ﬁ77m%ﬁ/
VEE T CAE LI Z 800, ARBRET MIBWCUIY 7 7 a4 v o—Hn
IIRXNTE X T EA~DFRERIZ L > TNEE L, H~DOFRBED/ NS 2D T DR
2 X7, FIARGEDIREL (unavailability factor) (%, KHGE T3~12. B. fragilis T

2~4 } (X Bifidobacterium spp. CI3FEARNZ1 TH -7,
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. FEFREEEIFICE T S

1.

JECFA 2817 55
1998 4FIC, YT 7uxth o o aiHili LT,

FEF ADLIIERER T, A FTHIE) D ADI 2508 L7z,
TAEMFHIECEIZOW TR, & MRRBEE/RD MIC 706, $7 7r¥4i 2
i BRSO B A BT RGE ) Y Enterobacter cloacae THh-o71-703, ZiLH DI
WRIE DR 1% Th 5 Z b, IEPNMIE IR U TERIRROFEE L)Rn e &
Zlzo FIHWREZRT —2 Tid. & MBERMIEESDOZEIZ OV T eaHiid T 7

VA, B MENOBGHEREIZE L TAR SN TV AIEETIX, Clostridium
perfringens . (X Peptostreptococcus spp.7) i & 8z fi@ HHHETH-T-, V771
T DR HIRV MICso 1. Peptostreptococcus spp.tZ331F 5 0.125 ug/mL TH -
710 AR TIT 10 KRUL 2D Z D E LWV, 4 IEI L3ROT —& L7

D, INHOT—HFREMTH D EEZ BT, ADI OFLEILAIHE &l L7z,

IO 6, ADI % 0.3 pglkg (RE/H EERE LTz, ZOADL I, A X &M=
90 H 2R TR b 7oK 1KV NOEL 5 mg/kg K5/ H & k32 &
17,000 (DL E~—V U BT, (B 4)

0.125 2% 220 b
ADI= =0.33 pglkg K/
0.7 x 2 dx60 ¢

a : i bIEZMENNE Do 72 Peptostreptococcus spp. (3 #8) D MICso (ug/g)

b : #fFE (g

¢ : EMHFIR TREZ R I EOSE (B M2 T 7 r %% 100 mg Z#RA# 5 L7ZREC
HT0% N S olz 2 Ehvb, 0.7 & LT=,)

d : Z2f%% (b MENAEEOREREIZET 2 MIC 7 — 2 BIREHTHH Z &b, 2L

77)

e: b MKRE (kg

. EMEA 281+ 5 5¥
1996 4El2, BT 7 XY AL LT,
FET ADI IZOWTIEL, A X &2 13 s EEE R 31 5 NOEL
10 mg/kg (RH/ HIZ 224550 100 3@ A LT, 100 pg/kg (KH/H L 3E LT,
AR ADLIZHOW T, BLF o0 g 0.4 ngkg RE/H ERXE LTz, F7-. 4
ROV T 7 0 X33 AW OPIEIEMIL, REMEIZ D /hSWZ LAVRENT,

0.0312x5b
X 15
ADI= 1e = 0.4 ng/kg K8/ H
0.9¢x601

a 1 B bEEMEDOEWEICEET 5 MICso DT — X 3 72inoTe 2 Einh . KIBEEZED
722 < OENHHE B MICso D 9 H L VKV MICs0 & LT, 0.031 pug/mL 28R L7=,
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b : %25 (in vitro DERFEET NVOFERIG, invitro & & MFEOROER L LT, b/
ELBRBEDREN D Z EWRBEINT-Z Enn, baEEA L, )

c: %1 (HEICBET 2RO BT v A 372, ANZER LSV b, 12 L
7=.)

d: #FE (mL)

e : TAEMDFIR ATRE7ef 0 HEO 3 (B hORBRIZEBWT, 7 7%t 00 (4T~

ATV T APENZ ED, 09 & LT,)
: B MEE (kg)

-

WAEYFH) ADI 23S ADI L0 /hSWZ &, o 7m0 ADI
% 0.4 nglkg (AE/H ERE LT, (B 6)

3. FDA 28I+ 558
1995 4F1Z, A X &z 90 H M darEEERERIZH 1T 5 NOEL 10 mg/kg A/ H
(7 7uxP o U miE L L0 IC28fR 1,000 Z@EH L, K Thsr &%
EREL T, ADI 2% 7 7 a0 IR L LT 8.75 ngkg (AHE/H LRE LT, (&
8 9)
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V. BmEEEE

IEWENREGER I T, T 7 o o ORI BEHZOWINERIL, & N &5 CH)
WIFE T2 Th o722, A XTEWVERNA LI, £72, HEDRE L85 & IR
&L 22 DN DT, RRAFREHZDO~ T A T v N RO XOHRIC B
ToBEEME L, FEICRE AL L TR SN ZIENC, B E LT Vs a U B s
K, N-7T2F /AL 3-AF VIR Sz, £z, RORG%OY 7 7axiv
‘/B%@%E « BIRENZ2 Do T ARBUR L&D, JRE D EFEIC L &z,

HRBRICIW T, AL OEE S T, Hi%?xﬁfﬁ@n’ﬂfﬁtljf)ﬁf JHE TR TH-
7173» A G T2~ 120 B (I 3FRRTIREE I IR, € BRI LT,
ST UL, AKIRIZ K o THRAASOFREE M B 7 D E M 73 Eh\ L VKR CEE L
BV LT,

BRENEC DWW TR, In vitro DBIR TR RAER,. A EH DNA A EGRER & Oy
BRRFEHRICBNTHETH o723, 26 ORBRERIE DNA ~OEHEEE TIX
72 MRA Y AZ—E I HFEEMICERT 2 B 272, £, in vivo i RO 5 6,
AREH DNA GRGRER & OVIMERBRIZIB W TR TH Y . BB EBETH DD, In
vitro DIEIFZERIE BB ONT 1In vivo O/IMZatBi M OB ERBR I Z BTtk &
DHEN DT Z EMmD, T 7Y UTIAERIC & - THERIBE L 72 5 Ea5
6] iiﬁb EEZ B, ADI O EILAA Tszé EEZT

MERRBRIZ B W T RICA DT T, Bt (FEMERR(e T R) R OVRAE BHE
(7 v B)) . MR LR E O A E) (JIELEFW 27U AREOWANT > b RO X))
WO B OFLEE K OMRRg: « B EFEOIER (1 X) Thoto, HMRAMITA LR
7,
AT AR T MERRBRIC RN T BRI OV ATE MR I A D e o Te,

1. FHEFMADIIZDINVT
HFEm BRI BV TR BIRWHE TA LN T, A X & 2 90 H R aE
BERERD 25 mg/kg REH/HEGHTALNME 27 Y VRBEDK T THY |
NOAEL /% 5 mg/kg K&/ H TH -7z,
SR ADL X, 2 NOAEL (5 mg/kg K5#/H) (228f5%8& LT 100 %M
L. 0.05 mg/kg (KE/H ERETHZ QWU THD EE 2 b,

2. WMEYMEMADIIZDINT
WoRk 26 FRE RN SRR AT B T E O IR DN T D
FE 725455172 MICea 0.00123 mg/mL % VT VICH OF U L 0 ik
%) ADI % 0.0064 mg/kg IRE/H B H L7,

0.00123 ax 220 b
ARy ADI= =0.0064 mg/kg AE/H
0.7¢x604d
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a : MICel : FFHI23E DB L TR Z AT DD & 5 {42 MICso O 90 %fSHEIRSR D TR
fiE

b : FEBNEMOR ()

AR RI ATRE S D RO /3 (B b OfE MR GEBRIZI 1T DN 5 . 10.7) 25 )
b MEE (kg)

oY

3. ADI DERFEIZDUNT
WAEMFR) ADI 3EtEsfhy ADI K0 H/h&nzZ ent, 7 7ufxtv oo ADI
& LT, 0.0064 mg/kg IKE/H LERET D DY LW Lz,

PLENG, 7 7 a2 ORMBEFEFETHIIZ OV TIEL, ADI & L TROfEZE
T2 Z &b LB BND,

ADI 0.0064 mg/kg A5/ H

T<FTEREIZOWTIL, YL R 2 & 2 EE SO [IE L A21T O BRICHER
HTLETD,
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(AR 1 - HKEFRERR)

AR G
N-7 & F /LK N-7®F YT T7axt
- ¥ VK F-AFxX VT TaxH
TV AR VA= T w RS/ /= T 1 S RSN N
N-filig 7 v 7 v kAR BT 7 aXHh - NHifES Vo a RIS R

(&%)
UC KR Y7 7 m Y

g

KED : TGHER TR OFERES (B 3)
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(AR 2 : IREBFRETR

IR Eayin
ADI — IR &
ALP TNV RAT 7 H—F
ALT TI=T ) NT AT =T — 8
(= NVEIUBMENLE VRN T AT I —E (GPT) ]
AST TANRNGXUERT I ) N T AT 2T —F
(=7 N2 I UBAF a7 A7 I —E (GOT) ]
AUC 1. CHE) HH SRR FE b T T
BUN KT EFES
Crnax M SRR
CL I VT TR
CLapp BNF DT VT F A
CLrenal BV TT A
EM(E)A PN (2= S T AT
FDA KERMERD D
HPLC ERIR 7 o~ N T T 4 —
JECFA FAO/WHO & RIS 5 %
Ka WS E T H
Ke THIHE B
LDso HES =
LSC WK o FL—a o A—
MIC BN E IR
MICso 50% e/ NS BB
MICoo 90% e/ NS B HL LR
NOAEL pili== ooy
NOEL HEAEH &=
T TH IR0
Trnax R TR P B R ]
TRR TS R TS
vd SARITEY
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1.

© N9

11.

12.
13.

14.

Bin, B ORRSSEE (IR 34 FEAE SRS 370 5) O—HladubEd 51F
(CFRR 17 42 11 H 29 HIEATG7rE &5 499 )

The Merck Index, 15th Edition

JECFA: Sarafloxacin. Residues of some veterinary drugs in animals and foods.

FAO Food and Nutrition Paper 41/11. 1999

JECFA: Sarafloxacin. Toxicological evaluation of certain veterinary drug residues

in food. WHO Food Additives Series 41. 1998

B eERR (R 7 u ko o ARGy & EMIRIR (kY v

) KOMEDHOKIRMA] (XT3 ) R 25%) OFFFAICIR D Rl

FHiZoWTC. 2007 47 A

EMEA: Sarafloxacin. Summary Report. 1996

EMEA: Sarafloxacin (salmonidae). Summary Report (1). 1997

EMEA: Sarafloxacin (salmonidae). Summary Report (2). 1998

FDA: Sarafloxacin Water Soluble Powder (Sarafloxacin Hydrochloride). Freedom

of Information Summary, NADA 141-017, 1995

. JECFA: Sarafloxacin. Evaluation of certain veterinary drug residues in food. WHO

Technical Report Series 888, 1999

B ATREES  BRERL R =LA 7 1 293 TR D B S R R
[ZDVT) 2007 48 A

B ERES  BHERELMEE [/ v 7uxd ) 201441 H

Shen J, Shen C, Xiao X, Li J, Liu J, Zhang S et al.: Studies on mutagenicity and
teratogenicity of sarafloxacin. ZHONGGUO NONGYE KEXUE 2001 34 (2): 210-
215
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