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C

PAEWETHD [T 7axH 2] (CAS No.98105-99-8) (ZoW\W T, JECFA ¥
FDA DRl 2 N C R AR ESR il 2 S0 L7,

P OB EGR X, HEEE (U, Ty b UYE A X FH. EES &
F. FTL RETROE M, B B CEBLAOET)., BiaEtt, sk (v
L7 v b)), waEE (VA Ty NEOS X)), 1BHEEROFEB AU (T A K
T v ) A ERNE (7 v MR HX) | AEMFHIREI BT 23RS ORGE T
BH5,

MENRERBRIZ W T, BT 7 oo U OROBGHOWIEEIL, & M &0 CE
FRIZ K > THRARDP, A XTEVMHAIDRA DI, £z, AEPKE < ed & WIERIHK
S BRDMEADBH DI, BROFEHZD~ T A, T v RO X OHEIIZ A 57 Bl
WYEIX, BRI (R E LTRSS IED, R e LTy v U igiaaik, N-7
T FIARE 3-AF VIR SNz, £2, BROBSRIZRIN SR TR bR
L EOTT T 7 a o U BEEWEIT, JRE D EEICE R S

FEREABRIZIBW T BA OIS T, Fofé& G2 O/ TR IR TR R Th -7
DS, AP G T2~# 120 RIS IREIR I IME, EERFURIF IR Lz, ST
Tl KIS & o THERA~OFREMED B 72 DA 23 B, ARIR CRIE L7-SEAIc L 0 %
L7,

BRFMEICOWT, T 7 axP o ATAKRIZIT & - TREERTE & 70 2 B85 372
<. —HEEFFRE (ADD) OREITRETHD LEZT-,

BRI C W T RICA LB, BB (HEMEE RS 7 ) R ORME BE(T
v B MRAECFHIBREEOES) (7 a7 ) VREORD(Z » N RO X)), K&
ORBE N ONRIE « BAEBHORER (/1 X) Tholz, FEBAMEIH LD -T2,

AR AR FEERRERI Cd T, B S OB AT XA DR o T,

TR ADL 1%, A X &z 90 H A EEERER C5 5172 NOAEL 5 mg/kg
(RE/RICZ2ARE0100 2@ L, 0.05 mglkg (KH/H & 5%E LT,

W) ADI X, 0.0064 mg/kg (RE/H & HH L7z,

TSN ADI 33 F ADI L0 /SN2 enn, 7 7rXx8 00 ADI %
0.0064 mg/kg RHE/H & 3E L7z,
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4, : Sarafloxacin

. eE4
IUPAC
# 4 : 6-fluoro-1-(4-fluorophenyl)-4-oxo-7-piperazin-1-ylquinoline-3-carboxylic

acid

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

. HFK
CooH17FoN3Os (PR 2)

. DFE
385.37 (&P 2)
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(&%)
- YT T n o U (54 © Abbott 56620)
1. —i4
4 - o 7 axys Rt
#e4, . Sarafloxacin hydrochloride

2. b4
TUPAC
¥4, : 6-fluoro-1-(4-fluorophenyl)-4-oxo-7-piperazin-1-ylquinoline-3-carboxylic
acid ; hydrochloride

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

3. ¥l
CooH17F9eN303 « HC1 (&R 2)

4. 1=
421.83 (&f2)

7. FERBMRUERKR

Y7 7aXY AL, A RF ) B REEGEAITH Y MR D hARA Y AT —
PI THDDNA Vv A L—2zMELTERT 2, e, ¥ 7y 43, 7
AR v REREA OO TH LY 7 rd O NAF /LA TH Y
T7ux Y G HOBMEANIIREM E L THRLNDL, (B4, 5)

WM ClE. FEIOKIGEIE K OV LT R T BYUET N D 7 V7 )ViE, B
HER Ly R AEICHEH SN0 (B4, 6) , BifE, FDA X O'EMA T
B HESRG & U ORI LTV,

HATIL, BHERNEOE FHEREGL E U TERRR STV,

kB, RUT 47V R MIEBENCHE S R A E R E S Tnd, B

1 ASHIEIZIBW T, JRAIE U CEBREMWIFEL OIS Z ), S ERRSLOM XS & 72 28
SEHET Y ITOS R Tt 5,
2 SPRY 17 AEEAE MBS SR 499 B2 Lo TED LIV EYEE (B 1)



I. REMEICHERIMEOHE
AFHIEE Tld, JECFA KO FDA OFHiiEEAILIZ, Y7 7 u X3y 0 OFEic B
THERMAZERL,

1. EYEREEAER
(1) ¥R
~ A GRFARH, M 12 PUAEE) 1 UCIFRRY 7 7 v 205 o 2 2 HiRlRilee 0 U3
ARG LU, hnealinge 50 Lo, &G, #n&E 2 #F (10 XX 100
mg/kg RE) KOFRNIEES: 1 8 (10 mg/kg KE) O 3HETH -7, REOHEZ
H4% 3 AR, fHEE LT,
AR GREOR 5% 24 WERIITH7 0 BRI U 72 R 2 O THEE L7 RZ IR DK
INRAEF 1 IR LT,
K GREOE H4% 8 ARIORXITFFEIREZ R 2 1R LT,
R SUTEIRNFE 515 24 BERIDINIZ, RIS TOREHEE R PR S -, (B
3. 4)

F£1 <RIBS D UCHEERY T 7 v 9o o Hlagaikiliek
% 55 DW= a (%)

5% (mgkg) NS
10 48 (27~173)
100 34 (29~38)

n=12
a : 5% 24 BRI OIR 2 AW CTHEE L 7=V =R

# 2 ~URZRITS UC ERY T 7 oY BRI 0 XTIk
N 544 3 BHRIOR IHIZI1T D FEHEHREIEE (%) a

R v 5% (mg/kg) 7 E
. 10 25 80
100 18 74

FRHRIN 10 49 44

n=12
a: HEIZHT HEE

(2) vk
7 v b (SD &, MERES: 18 VL/REE) (1Y 7 1 4o 8% HEIFRIRIN A 5- (20 mg/kg
(KEE) . HEE DS (20, 75, 275 XX 1,000 mg/kg (AH) X% 14 HFEERD
Feh (1,000 mg/kg REE) L, SEWyEhREsRER 2 520 U 7o, MIROERBUT, HIEHRE MR
O3B GRTR O - 24 B4 £ CREFNICERELL . BOER 05Tl s 1 KO

3 B3 HO4ITBIHENTWDBHEED X A "G, HHEWEITY T 7 ax¥ o ERE LT
7 M UERE L HEER SN D,



14 A BITEI LTz, HE# O R ORPIRE 2 HPLC THIE L7,

HENRE/NT A —H — % F IR LT,

TR GEED AUCo~oo & Al —HEOHEIRE A GHED AUCoo DHEN G, N
AFTT_AZETT 413K 12% ThH o7, AUC & HEOHEIMIT 275 mg/kg KH
OHEFE THLN, (B3, 4)

* 3 Ty MIBILYT 7 v XYL HEERIE NS BLR L OBAERE A 3 548 O3
Ve o A —4—

BHR| 5E Crnax Trax Tz Vd Ka Ke CLiapp
s (mg/kg) | (mg/L) (h) (h) L/kg) ) () | (mL/min/kg)
FRIRAY 20 — — 2.0 5.3 — 0.3 30
B[] % 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 w 1,000 8.0 2.0 6.0 1.0 0.1
n=4 —: B HEd

7w & (SD %, MHIROVEECRH) (I UCIE#Y 7 7 u ¥zt nks (10
mglkg (KHE) L7z, #&54% 3 HELINIZ, FE-REDOR 3T%NIRN G, K 52%H3FE)>
blE STz, &H4)

(3) O9¥
UYX (Za—TU—T 2 RRUA ME, 3 22, M 3 PURE) (2 14C kYT~
vy a2 BECHETRHRE OB S (10 mg/kg RE) L. 1 BACH[EFRIRINEBES-
(10 mg/kg (AE) L. FEWEhRERERZ 5206 L7-, RO GRED 1 HE S MR 2 ERE
L RROBGEEOR D 1 BER OFFAIRN R GHED B IR L O A #6544 5 H R L 7=,
R B5% 5 B THREGEOR 11% 03K, # T9%03 3 6B S 7,
HHIRNE 504 DR FHEIEDN S | RO 5% ORINERITR 16%TH D Z LDVREN
7=, (B3, 4)

(4) 41X

A X (B, WA OMEARE, 14 TWEE) 17 7 et % 90 HMER D BS-

(5. 25 XU 125 mglkg KE/H, h 7w f&s) L. EYEheREe Lt L7-, &%
HBAIG 1 22 A 12IC&RE 6 VT O IAE K OB BER 2 BB L | 7% 0 OBIZ1X 90 HH]
BhH LT,

514D Ty KONAUC #F 4 |TR LT,

Tield, BEER OERGHIROE SRR IZEFRICTh -7, —J7, AUC
VZ[E— D GETIER G X 28I A B2 Tonn, BGEZEINT S &



Z DIEINEERITHAT AUC 1RO IR 2R U G0 N2 & =R

WOI 5 Z oS, (B3, 4)

#F 4 A XIBITH UC EEY T 7ax o 90 HEIRIER G- o i 22488

(h) KOumErPy R gt Fiifi (ug-h/mL)

85 R s Bh& BRHE S (B R4
(mg/kg A HE) 2 24 79
5 5 6
Tz (h) 2 25 5 6
125 5
5 9 10
AUC (ug-h/mL) 25 30 31 30
125 104 108 106
o 5 0.2
M BE IR R R BE oD i e o5 0.2
IR DD -
125 0.2

n=14

a: 51, 3, 6 &0 24 Bifi# 3k 2 HE

b : #5524 R4 OB

A X (E—7)VFf, R, B4 P8 |2 UC HEFRY T 7 a9 - Hak ok s

(10 mg/kg (REH/H) L. ARG 2~

F5-2, 6 KU 24 ByEIROIMAL, #Ak, AETH R OSRPHBENEIERE 23 5 1T

L7, (M3, 4)
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#5 A XZBITD UC YT 7 a3 U HERR O GH% O MK, Rk BB R O%R
FIEE (ug eq/g T pg eq/mL)

AR BeH5ERE (h)
6 24
e ? 3 0.4
A ” - :
P @ - ; 1
g @ 0.6 0.5 0.6
i . : :
fid 0.4 0.7 03
B 3 5 5
HBY7 R U 5 " -
AT 154 454 290
® 89 412 188

n=4
a : IRSUTIEISIZFFIURED 46 XX 10% & U CEE Lo,
b : B ETehE,

A X (FEAREH, R, #E6 D) (2T 7aXx¥ o o 2HEREOES (200 mg(19.6
mgkg KE/HAYY)) L, "M AT, TV T 4 2Lz, BRI, HE
R, R T/ ThH o7z,

WREBTR, T3 72 v D AUCos2 1 L2427, 52 T 23 pg-h/mL TH
o7, BB AUC ITERD AUC DR ES Th o723, KV IRWAHE (10 mg/kg
RE) ZHWRORBRTIZ, Z60FEO AUC 3% Lirolc W HoiiENH
%o Flo, WRE LT 10 mghkg KEOHETRAKRG- LIEBEONRAL T XA F Y
T A1E, B8~TO%TE -T2 L W I HERH D, (BIR 3, 4)

A X (50FE, PRI OVEEASE) 12 UC Rkt 7 7 v 03 288 0 X TFRIRIN i
5 (10 mg/kg RE) L=, WX, AUC IZES< & 73%, DA D IR EES<
& 89% LHEE STz, BEED D BKI BA%DNRNG ., K 2T% 0 FE) RIS 7=,
FRIRNIR G- D) 30% bAEICHEIES = Z v B Wn Y7 7 a9 v ofR
WNETREO WX TH D Z LR s -, (B 4)

(5) BRUtEE
BN O ETBIC UC SRR T 7 a0 U A 5 B BSRFERE O A5 (4[| H)
L7~ 5% 6 BN, #E5ED 7T9~89% kit < ui-, (MR 3)

4 24 T, 20 mglkg REAY LREH STV D,

11



(6) &It
RPEGLES T (BECR) \CHEHMERRY T 7 b 43 e 2 1RAEHR 5 (0.7 3T
9.5 mg/kg RH) L., JEhRERER S E S,
M OPEINIECH T, BATE N SR ISP S 2, MAEPRE D Thax 13, H
[ 5 Tld 6~24 B, FEHRG-TIL 1035 BREITH Y . 26 ORI IIRMS A O
IR DB A Z T T2, OB GHFONA T A Z VT 4 1FEEED 4~24%TH
oz, (BT, 8)

KEFEST (BEAR) (2 WO Y7 7 o 0o IR 2 B 0 &5 (9.5
mg/kg RE) L., FWERERERN T ST, DAICOWT, @A — T V47T
74— XITLSCIZ L W HIE LT,

BEA—NTOFT T T 4 —DFERTIL KR 11~13 CTHE L= ST DB,
I RIEHEIERS 2 BT,

LSC OFER T, FHk, B, F K OWh A ORISR X, 5 12 FEfi%
TIEZENEH 304, 222, 158 KN 124 ng eq/g THo7=M, &5 7 B TIIENE
125, 82, 57 & 1r22 ngeq/g lIZIK T LT, MBOIRRBIREIIER LD -T2,

R ER &[RRI, KR 6~8 CTHIE Lz Sz UC 1Y 7 7a ¥
et & e O B S- (9.7 mg/kg (AH) L7z, 24— 7 U477
7 4 — OFER IR RBEHEEDS A vz, LSC OFEFTIL, I, Bk, &£
J& K OV Al DR HEE M R 1, 525 12 BB OZ 1 679, 192, 166 & 18 239
ngeqlg "6, &5 7 B TITZENZEI 94, 80, 18 XN 12ngeq/g IZIKF L=, (=
M7

(7) Ek

b b CElR, MRIEOAEARR) (Y Z7exdrr (L1L@I1ER—my O
A7) TRk Ah LT,

PRIBUSGRIT, &S 1.3 mglkg KB DO 1213 24%, 10.4 mg/kg (KH/ H OGEIC
1X10% ThH-7=

E MCBWTIIRIEEA Y7 7 a3 U O EEHAHERK THHZ b, b
NOFRHFHZ 7 a XY o OREIERITWINEO BB L2 OHEE BB, & b
(ZBIT LY T 7 ax% o o ORRAFG%OWIERIL, A XIZHE L TH7R VKN
EDRENTZ, (B 4)

f@i e e b (B, 20~39 5%, 22 4) 1, %7 7 m 4 o A HERE O #5- (100,
200, 400 X% 800 mg) L. HApEhREaER4 0 L7-, 50 O Mk M OVR & FREL
L7

SWENHE T A —H —%F 6 TR LT,

ARSI 12 KRV AR & 70 5 Ao 2R Lz,

FETHEEL LT Chax KOVAUC O 6, FAEOEEIIHES T, WIZIERN
) 8 DIFREL T35 Z L AVRE T,

12



FARHFRR BRI CTH 0 |

100, 200, 400 X% 800 mg HGHEDIRIZISIT D

KRB L L CORINERL, BEEOENEFI 19, 14, 10 XX 7% TH -7,

PREPBEIER S SHEE L72ERIL, 100 mg #EHETIEH 27~34% TH - 7278,
800 mg FHRETIE 11~13%I 2 b LTz, (B3, 4)

F6 bt MIBITHY T 7axt U HEEE OB G%OIEYENIE T A —HF —

Crmax AUC
(mg) ) (n‘ /mL) (ng/mL/(mg/kg | h/mL/mg/kg {& () | (mL/min)
i (k) )
100 140 106 860 280
200 L E~4 180 62 570 290
400 . 240 44 410 10 290
800 350 34 350 11 260
(8) 4t

D THRRUIHEX

bRz~ (IL1.(])

XiFv (ML 1.3 &M=z 5 14C

Rt 7 7 1 X L Ok A U TER RN G- O P T BEEA E IS ST L

7‘4-
—o

YU ADRERER TIC

HETRIZ U T Télfrlﬁ% TR S - BEE

. UV XOREREER 8 IR LT,
BED o %Eﬁ%%#ot%@%%’f
T BHEEOD 1~10%I2F

REILIRTH Y | BGED 80%LL LIk L=, ZFDI1EM
YI oI N a U BEEER CLT T 7 vy a UBEREER Lund,).
BEEDO1%RHEO N-TEF - T 7axtr CLFIN-TEF K LH,).,

F-FXV-VF 7P BLF 13-AF VK] L)) KON2 FEORORSY
DAL, (B8, 4)

13



KT IURAIBT D UC IS T 7 v o R A SUIFERIR I GA% O R
WEDOEIE (%)

& 0P - BRI 5-

BRI E 10 mg/kg R 100 mg/kg IR 10 mg/kg IR

R # R # R #

R s 15 79 11 71 32 43
VA= 2 ke N 6 ND 5 0.5 9 ND
N-7 & F /LR 0.2 0.1 0.1 ND 1 <0.1
N 0.3 0.2 0.4 1 1 ND
N 0.1 0.1 ND ND 0.3 0.2
o 21.6 79.4 16.5 72.5 43.3 43.2

101 89 86.5
ND : i s g

R A AVA=E: a2 R N 2 1 T N

b:N-7EFN-HVTTmaxH

F 8 UHFIIBIT D UC kY7 7 v U U LRk A SUTEIRN R G4% O R Hh B

WEOEIS (%)

e mE a2 HRAN P 5-

PR E R #
VA= o R 9 76 61 24
7T a CEEAAR 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
2sta 10.6 76 71.2 24.2

86.6 95.4
ND : #HiEhd

a: 2407 —2EEE U 5ME

@ 14X

FIRDIIL 1. @WHZBW T, A XIZUCKERRY T 7 a2 0 2/ 0 #%5- (10 mg/kg
KE) L7, B5ED 9 BRITI%DNRE OFICARZ R E L TR Sz, It
TiX, REKE 77 a U aEDs, AR TR S,  (ZH4)

@ YIR, TYIRUAX
VA, Ty MXUIA X UC EERY T T a Yo ok b L, R A
L7ze ¥ UAKROT v MAIRAEE L, A XI2EE 0. #IRN AT+ a5
L7

14



B 545 OPEI HEHEIEO [N R 232 9 12, ety h BEE Ok & 5 10 12
~LTE,

~ 7 A UWC EGRYT 7a xY o oA AR OB (100 mgkg (KH) L7254,
PRICRIAUR K N V7 v ARRE R S, T2 5-&D 11 LT 5%I
FAY Lizy N-7 B F R IERGHE L TIHEEL WV, &L T 7asy
VAR, BTEY T e LTHREEN, BEED TI%ITHY Lz, vV
ANZHRWTIEL, AED 100 mgkg ARE TG L7ZBRORENE. 10 mg/kg REOHE-
LREECH T,

7y M UC &Y 7 7 et U HERE O (10 mgkg RHE) L72SGA .
PEI FEHEEDIZ & A £ (99~100%) BARZE{LA L LT &4, B 520D 86%
IZHEY LTz, D ED N- T2 F AR 34 % VER IR L OFEIZA BT,

A R UC EERY 7 7 a0 a2k 0#& G (10 mgkg KH) L7856, 5%
D 60%DHHHEMEDNRIZI B AL, FETIE 31% Td o 72, JRIUTFE P HEHEM:D 91 X
1% 83%NAKREE L LTINS N, BEED T9% 0 ARKZ R E U CHEMI TR
S, MOHWIRE SN2 hoT-,

BDORBRZIBN T, A XUTERIRN U T 8BS (10 mg/kg (A5) L7-34.
ZNENEEFED 13 O 5% D FEHEVEN B 6 Refiitg OIRHIZ A bz, JEdH
HEHEMEORPES DRI, B0 X7 V7 v U iBiaaik e LTt ans-, (B
9)

#F9 ~UR Ty FNIA XIZBT D UWCESRY T 7 a U v R AR 5% OB
VIR FRREHE MR (%) 2

| PR (mi%;ﬁ@ = 3 gt
~ U A fEn 100 >16b 71
7wk ko 10 37 52
&N 10 60 31
A X FRIIRPY 10 13¢
+ ¥ 10 5

a : LBk DEES

c : % 54% 6 B DmEIL R

15
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#£10 ~wU A, T v b UIA XIZBT D UCEERY T 7 v %o B H% ORI XX

HEH72> B[R S 07~ B E ORARK
. Bh& vt g
B | BGARE (ke /K R
REIK : 11%
~ A o 100 73 T v AR 5%
N-7 & F Uk : D&
RIAUAR + 86%2 (HEMEY) H D FdHE D
7w b & 10 PRI O | 99~100%2FH24)
N-7T v F /KK -4 F VK D&
RIAAR : T9%2 GEDORHEFHENED 83%
o 10 JRICOGE | R OYROBFGHEED 91% DA
q X fthOREHW72 L
ERIRAY 10 o REAR T V7 a AEER - Fh
+ 45N B RISy b

a : BT DEIE

b : ARy O ERENEC

@ BRUtES

H (FEAREA, MERELS 3 3P1)

SRR

XidtmfG A, MERES 3 P |

(Z 14C k7

ot MR A 5 ARTRERE O S (38 - 3.34+0.26 mg/kg AAE/H., LB :

6.9 mg/kg AEH/H) L7z,

7‘4-
—o

- 6 IpfjfR Ol BRI L

r %IJ;& Ob—/l/b

F T R O BEhE E 23 11 1R L7,

AR THWHHIEIZ L - T

BORETIIAHROTFRE Y D 85%H3 .

METIL 87%

i STz, BES TIIAHROEREY D 83% 7l S 7,

Jilil 2 s
i 3)

#F11 HItmsE

FOREMOT 0T 7 AL, mEWTEE b IHEE TR T 72, (

%

BT D UC K7 7 v Y3 HERRYE 5 H FRISRHIRE 1 &5 0D

JHig BEE E OFS (%) @
. b Rei)

PHER iia i 1 i g
VA AL o R 69 65 20 21
N-fitfgfa oA 8 13 7 6
T A 8 13 20 25
N-fiifig 7' /v 7 v kA Ak d 8 13 30 16
ZOfth (4) 8 9 6 15

a : THROBHEHEE T 5 FE

FEDEIC
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DAERSUTIIN R NFE L TV v BB RO LR ONT I XITE T Th 5,
E TAREINOREHIL, B THEHAZ X DNMUKGIRIC L > TREETH LT 7
RXY L UEREL LD, ZNHLOREM bIAETH o7, HE Y LS OTEC
WEENLAMHELT., (B 3)

RIZEMW) X IFERE T, 7 7 ax o ORERICRIEHIIT LA EHRE
T, EELMEWIE, BEBR L7202 TORTREMEDIAEERTH -T2, BT
IIETIZE A LR LT, CEETIZZ NV v a0 N-fiilig 7 v 7 o
YRR T H T, vV AKROA XTIET VT v ARG RN BTz, EBRE
TIEN-FilE 7 v 7 b VREERIIRHE T3 EHSGTREIREELE L TOERD
. REUE L RRkOFRHEIER 2R > & E 2 b, (BR9)

® . FITRUGFET
KR 14~16CTHE LIS, ETRORET (T RA Y BT~ X) |2 14C FEZ5%Y
T 7ux U UERIEIET 7 S e Ui ARG (10 mgkg (RE) Lo, STk
CEFICTERE ., 7 A B~ X377 N UBiEE2 G L2, ST AOE
TCIIRE RO E, 7 AU B~ XTI E ST LT,
HPLC (2L 2HIETiX, it rIHE72 /5 B oo HhCHE—fR HH C & DB IR AL
NIQ oSy
ST RO ETOFEBRTIL, B5- 18 REREITE DR X A CORBGHE B IRE
1% 200~1,330 ng eq/gb TH -7, T 5HDOMARITI T 2 SRR E D 5 B
25% I HMHIREETH VD . Z OFEATREEWE OV IIFFE S sh-o Tz, S 0B
IZHED &, v — I REWEIIAREURTH Y | ~— I — R E TR EWE D
TBWIZIHZ 72N LA BETx L3N, &R

® Ebk

b b (R OWERIRBA, 5 X% 6 4/FE) (287 7 a XYoo &2 BERE O #% 5 (100
X1 200mg : 6 /R, 400 XX 800 mg : 5 4/HE) L. IRyEhrERERA £ L, U
HZHOWTHRET L=,

BI7aFt o OMRFNTIT, BT Do LB OB AR - T |
Bef) 8-A4 % RN ERRT 5, WIZ, BLRIRIZ L > T=F Lo U7 I Vs
THX /v UoNAERL, B b <rI/ f/ artid, 2 F Lo U7 I UE
PILA2HT 5% v OMmMFETRE T 1 7 7 A4 WVIIREBE L L THhDE D, £
DOAUCIT—BLTH T 7uax% 0 AUC O 6% Th-7-, ML ORFT
X a U REIL, mF LU I UEREAAE T HF v REIC g L TR
ST, EIEFRENTIN-0, -4 KT S o7,

JRICHBNT-H T 7 a3 VEEOR SO 5 B, JE S & O TRICHRI S
56D UTIEIREMEN L | R SV RBIEE O T5~80%% 5 Tu

5 YT Tkt R &
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72o RECEROWIZEREIL, BEIC -4 % VIR E L TRESINR#EW T
bole, TOREIL, 770XV RED 1/8~1/4 ThoTo, RE(UK LG
W za O T RPRREMERIMES . HEKENTHY . HED 100 mg 7> 5 800mg
FTEINT 212080, $EIERIE 24% 005 10%I228L LT, OB OREX, H
EH L L7 AUC IZBU 2 LR Ch o Tz, =F Lo U7 X VE A F T
L% 0 KEOT R x vt NCENL OEAEREEFILTH, JRPRMAHY
D %R CTH-7-, (B3, 4)

2. ZREHER
(1) 8
@ BEERORSHE

75 (WAL, 3, 6P 1T UCHEREY 7 7 a0 Uikt % 5 AR
FAESERHIRE O35 (0.54 mglkg (RE/F], 4[R/H) L, EERABREZIEM LT, —
H27- 0 O 5813 2.2 meP (8.4 mgkg (AHE) /HTHY ., ZIUTEHTD
Mg @UKES, 20 ppm) D 85%ITAHY L7z, &b 6, 18, 36 i 72 I
[T, e, ARART. RERAH & B R OB 2 BB L, B E MR A 2
E LT,

FERAFR 1218 LT

PR HEM R E IR TR b < . & bESER LW, KE&RE 18
IR L VSR S ORI & B G DAFRRE R A B AL, Fefkde 5 72 BRI
EOFFRIC LIRRII A D2 o Tz, (B3, 10)

%12 BB A UCHERRY T 7 a3 LR 5 B FRIE R 5% O/RE g e
% (ngeqlg) P

. otk 5% (h)
6 18 36 72
linais 322 + 92 70+ 75 21+4 <LOD (6)
H% 35+8 <LOD (6) <L.OD (6) <LOD (6)
Uinifi] 28+ 8 <LOD (6) <LOD (6) <LOD (6)
HER 22+ 21 <LOD (6) <LOD (6) <LOD (6)
RENIf & B2 29+ 7 <LOD (4)~48 <LOD (6) <LOD (6)

n=6  LOD : BHRR
FREBRAL (B¢ 5- 6 Iff#I#%) © B 5 nglg. 7R”% 6 nglg. Tl 4 ng/g. KENI 6 nglg, REWIfT&
FZJF 5 nglg
RS (36518, 36 MO 72 %) © Hfh 22 ng/g, 7R 22 ng/g, K 15 nglg, A&
22 nglg. HEHFTE S 21 nglg
a: ERSE L L CORE
b : ) + FEERAECR LT, 72720, BIHRFROM A GTedalE, #H TR Lz, fEIlNOE
fEIE n %%,

6 Mgl &5 2 Hivd, 23 K ON10 Tit, [light muscle] &R IILTWD,
T KEREBIRIR & & 2 HiLD, 2 3 KON 10 Ti. dark muscle] &S5,
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@ #UKESERER

% (AHRE, (KE 1.84~2.54 kg, WERES 3 PBES) (T 7axdo %
119 FFEIfK#ES- (15.5 ~18.0 ppm(2.7 mg/kg R/ HAEY)) L7z, ffkdh
0. 26, 96 KO 122 Ksfiltzi, e, &g, AN, B OE 28 L, HHA
Fi T 7o U RE 2 HPLC TRIE L7,

RAR 131K LT, 8

B 0 IR 23T 2 HEDF . T OV BRI EL I3 L V& &2e
ST, BREREZA LN ST,

B 5. 0 iR Tt REMA ORI gL VBl CEno72h3, %
DB Uz, s CIERZE LRI SRR O Cld~ A F—7255 Th
DT EDRENT, BIRIEE 12 Tl SRR 1 5 18 IRffilf& T
70 ng eq/lg TH Y . Hoi&Pel 36 Fiflil# T 21 ng eqlg Th 7225, ARERICIS1T
DI 26 BT ORISR REIRE L 6.2 ng/lg TH Y . 70 ng eq/g D 20%A
-7, REERE (L 1. Q) @k 11) Tk, 7 7u v iy
6 IR DBl Z 31T D% D 65~69% Th -7z,

RERIL, B TR IR LR, REEEIIKS (<18 ng/lg). ZORE
VG R I % N BRI BT 2 0T IEORE (21 nglg) % Flal> T
W2 Z END . USRI E 2 VTR RER (R 12) ICBW TR A5
IR & EIXFE Loz, (B3, 10)

#13 BTV T 7 axv 0 119 FoKR 554 O EIEE (ng/g) 2

- Bofépe G4 (h)

0 26 96 122
JHhiek 483 + 250 6.2+0.9 <LOD (5), <L0OQ (1) —b
= 229+160 | <LOD (4). <LOQ (2) | <LOD (5), <LOQ (1) —b
i1 36+ 16 <LOD (6) <LOD (6) —b
HER <L.OD (6) <LOD (6) <LOD (6) —b
R 44+13 19+4.3 78+25 8.7+2.8

n=6 LOD : BHER 2.5ng/g) LOQ : EERA (5ng/g)

a: P + FEFEETR UL, 72720, BRI SO IE BRI O M 4 & el a JfiH TR L
77 FEIMN OEEIE n 2,

b : HEET

® RBO/SHER
(WA, 36k, MERER 22 ) 12 UCEGRRY 7 7 v o U HEiiEe (20 X
£ 40 ppm) % 5 HFREO#ES- L, A2 e L7,
40 ppm FHREO AP G- 6 REfZ DM RRIRE A & 14 IR LT,
F72. 20 ppm BHHEOFEEL 6 R ONRIC IS T 2 BhaW/ EIREE 2 &

8 23 DfEE R LTz,
o TR L 7= AL, AR a2 WL Thh -~ 72,
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15 1R LT,
R OORHEHEMEZRT D S WE OEIEIL, RN 67%., BRI RZE
BN 11%, REEWED 9%, FEMEINK 16%7--7-, (B 9)

F 14 BITBT L UCEERT 7 7 u ¥ Mt 5 HiH
8 0GR O T ARRE  (ug eq/g)

EAE FRERUREE o b

ik 0.6980 + 0.224

i 0.0537 + 0.0125
HEWIfT & K& 0.0586 + 0.0177

n=12 ¥ + [EUEFE
a : e b U C ok
b : Ff&iR G- 6 W% OF R R

#1656 TR D MCHERY T 7 m Y- R 5 A MRk 0 i 5% DI G E
PRS2 BEE OIS (%) MOYEHIRE (ugeqglg) > P

Tk ivia
BEEE S Lz s Lz
(ng eqlg) (ng eq/g)
S RTAZA=E S G 1 313 69.1 0.235 64.7 0.285
= NA AN 7
#ZZH YA & 7.75 0.027 13.3 0.059
RNETE)
KIFEWEL 8.48 0.029 9.03 0.040
FERbH WY 17.0 0.058 12.5 0.055
&5t 102.3 0.348 99.6 0.438

a:ERE S U CORE
b : FcHEPES- 6 BEfEIFL DI R

(2) tEBE
@ EFEEOREHER

tims FERB, RE 2.7~3.7kg, 6 PR |2 UCHEEGRY 7 7ax¥v
e A 5 B RIRAERHIFRE 05 (4.25 mg(1.75 mg/kg (AF)/A], 4[E/H) L.
PRl a 32 L=, —H %720 OREES 813 21 mglP (89 7 mg/kg (KE/H)
ThHO, ZOFELGET, BIMIBWTRBRZREROCHEICHT A HETH S 4
mg/kg KE/H EUKEE-, 30 ppm) LV EHETHH-T-, Fi&EE 6. 18, 36
JeON 72 REREIZLC, g, Ao, JRAmLL. ARG M OMBNIfT & B A BB L, i
TEPEIREE 2 HE L7z,

MERAEF 16 IR LT, 12

10 MRERHA & B 2 Hivsd, 28 3 V10 TiX, [ight muscle] EFECE STV D,
1 KERAN & E 2 bd, 23 K110 Tt ldark muscle] &ER#EESN TV 5,
12 R16121%, 23 OHEE R LT,
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PR HEI R IR O bE <. T bEERE L W, &Kk Y5 36
RFEIAZ L VI A ONBRAAS & F2 8 CORFRBE A B A, ik G- 72 R I2 b
Flg > 6 151 & OERT R2 & D 5 BN 3 A Hii=, (B 3, 10)

# 16 LHEBICBIT A UCIEFHY T 7 a3 UHEERE 5 H BFRiEIRE 0 #5054 Ok
7R EAIRE (ngeqlg) 2 b

s okt GARE - (h)
6 18 36 72
J ek 388+ 175 87 + 20 60+ 11 35+6
S} 12+3 <LOD (6) <LOD (6) <LOD (6)
OiN] 12+4 <LOD (6) <LOD (6) <LOD (6)
HEN 52 + 56 <LOD4) ~33 <LOD (6) <LOD (6)
HENfT = K 28+5 <LOD(1) ~28 | <LOD(@) ~26 | <LOD(1) ~28

n=6  LOD : #HER
R (G- 6 Fef%) : A% 3 nglg. 7°H 3 nglg. HTliE 3 nglg. BN, 6 nglg. NEAAfTE )& 4
ng/g
FHRR (35 18, 36 KON 72 BEfEI#%) : B 13 nglg, 7775 12 nglg. & 15 nglg. AEN; 25 ng/g.
HENGAH & K2 16 nglg
a: R - U CORRRE
b : W) + BEERAETR UL, 72720, BRI OB 2 5Tl A 3#iH R Lz, fEINOHE
¥ n %%

@ KIREHER

tiE (FEARBH, (KHE6~8.7kg, 6 PKL) ([T 77X % 5 AWK
KRG (21.1~28.5 mg/1.(2.88 mg/kg (RHH/ HFHY)) L7z, Hf&d5-0, 24 KOV
120 FFfEfRIC, TR, e A, IEMIR O @28 L, M2 7 a4
U YeRE 2 HPLC CHllE L=,

AR 1TITR L,

REACRIREE L, B 0 R O Tl b mino 1o, IV T, &R
PAVARTE RS | TR E L i LT o T2 2 2D, REUIRITRIERRY D 5
BRI 20% % (5D ADIERK T TH D Z LS Tz, Blgl oW LRk 2T — 4
172723, BRI W TREMMRITHRIERE D 5 LOME EZE X Hild,

B DOARFACARPREE T, HEHEESE % -5 ah & ARk, SR <
PR LTz, BB R OMRRICIW TR, RE(UED LRI Th D Z & B3R
SNz, (B 3)
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# 17T CHERGBIZBT L5V T 7axd 0 5 ARPUKIRGZ OB TIRERE (ng/g) @

. Foré e 4R (b

0 24 120
Ji i 34+ 16 <L0OQ~17.8 <LOD
ik 12+5 <LOD <LOD
A <L0Q~5.9 <LOD <LOD
HER <L.OD <LOD <LOD
B 44413 19+4.3 <LOQ~11.1

n=6

) + PRt

LOD : KRR 2.5ng/g)  LOQ : EERA (5nglg)
a: ) + FEFEETR L, 72720, BRSNS IEERAARMOM 2 ZT5a1E, #fE R
L7z,

Q@ #BOKREHER

LS AR, 8~12 i, MR 23 PDIC UC D 7 7 v 3o U HEERE
13% 5 A OG- (30 XX 60 ppm) L. Bz e 7=,

60 ppm B GRHEDEALEE - 6 REfZ O RRIRE 23 18 1R Lz,

F72. 20 ppm BHHEOREES 6 R ORIC I T 2 Bhap)/ EiREE 2 &
19 1T~ LT,

CHEOENTIE, 7 7ax v o OL L BMERIRE e o T, FHIRORHGHE
PR3 D R EDEIG OYENT, RENEDFK) 21%, 7 V7 v UFEfaER)

25%., N-Fifg7 V7 v BEEAAERN 16%, N-EEEARN 6% ThH-7-, T O

D 4 FHEEOMENBIL 10% TH -7, T HOMEWIT, B UIHEMEIK Sy
fRICE VYT T AIBlmEN-Z Enb AR EEZ BN, (BR9)

#* 18 Lm/HICBIT 5 UCIERY 7 7 u I o it 5 A fH
8 1 #5-5% OARRR TR IRIE (ug eqlg) = P

bekiHe FREATREE & b

Ji i 1.0574 + 0.4953

A 0.0459 + 0.0495
B & R 0.0665 + 0.0585

n=12 ¥ + FEUERZE
a: WEERE L L CoORE
b : AR G- 6 IR OFR R IR

13 Jhc AT L 7oL, A R0 Th -~ T,
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#£19 LHEBICBITD UC YT 7 a3 RN 5 BB 0 5-1% O Tl B
WE DRHEHEEIZRTT 2EE (%) ROYREIEE (ugeqglg) 2P

1k i3

R TRR (%) PR IR TRR (%) FRERIREE

(ug eq/g) (ug eq/g)
T T R 20.4 0.07 20.9 0.13
N-Fiifafa A4 o 6.8 0.02 6.1 0.04
VT v AR 20.4 0.06 25.1 0.16
N-Hiifg 7 /v 7 1 Ak e 29.8 0.09 16.0 0.10
Z DD 4 FEFEOM ) 6.2 0.02 15.2 0.09
FEmhti 18.2 0.06 16.0 0.10
At 101.8 0.32 99.3 0.62

a: HEEsE - U CORE
b : FHEA - 6 FEE DI RRE

(3) &It

KEPES T (FEis, BEORW, 5 XX 15 CTHE) (V7 7 axi v g%
5 Hif#e G (10 mg/kg fAH) L., FEEFBRNFEHmINT,

heice b 83 FEH (5.5 HIW) #%14id, 15°CTHE L= ST ORI REEE L
EEREAR (50 nglg) Kl CTHo7=M, BCTHE L7z JTORA IR E TR K
166 nglg ThoT-, &5 83 FEH (5.5 HE) HOEICHIT DERBIREX,
15 COSTTEERM (50nglg) Kii~5b4ng/lg DFPATH Y, 5 COSITTIHE
BERFARm ChH -7,
FTEHWEERRIIE, VT 7axd o T NEAUVEBRIERY T T a kY
VUBRRIE R O R AT A T EV T A BRENEEIN TS, T MEAFUEE
WA AW, LIcno T, FRRIEEIIEEER G L0 Em b Z LTI, B
N O RS OFRBIREEIE, $65- 60 JE H 1% TITMHIRF (6.7 nglg) RiliTh -7z,
(ZHT)

3. EinEHER
BT 7 a U OBIEEMIZ BT A EFED 1n vitro KON in vivoilkBROFER A3 20
R LT,

14 2 7|2 183 degree days (5.5 days)| ERt#n’H 2 Z Ens, HIHEKIED 15 XL 5CTOWT D
RERCBNT S, BRI 5. 5.5 A% &l L7,
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# 20 VT TV OBEEERR

FRBR ARERRT 5 & R ZH
n WE TR | F v A =—RANLA| T Taxh 8
vitro | Bl 2 — PN (Aprt| FEYE " 4. 9
A5 T8 1004~1,000 pg/ml, | P (+59)
(+89)
A EH DNA|Z > MIMREFEIM | Z 7 a4 3
ARk (UDS) 2| fa Pt
R 1~500 pg/mL BRLp: b 4.9
Pt kB | F v A =—RANLR | T T
B 4 — PR Pt
120~2,000 ¢ pug/mL BEsH: 4. 9
(+89)
50~800° png/mL (— etk
S9)
n RNEHDNA | 7 v MIMREEERIFM| 7 7 x4
vivo | AR il Pt e 4
250~2,500 mg/kg #% =
M5 (3 PL/ff)d
AN ~ 7 AE R WAV A== SRS )
(2,000 K % 4,000 |fgth
mg/kg KEE : MERES | 2,000, 4,000, 8,000
5 L, 8,000 mg/kg 45| mg/kg AR
MR 15 70 |G
2,000 & Y 4,000 i 4
mg/kg IKHE : $&5- 24
IR L2
8,000 mg/kg {AH : &
524, 48, 72 KL
(ZHBIEE
a: 29 TiE, AEIX50~1,000 pg/mL L Fd ST D,
b : AABBHEN 250 pg/mL THH AL, 100 pg/mL TIIEINZA BT,
c: 29 TIL, HEIT+S9 FT120~1,590 pg/mL, -S9 F T 49.8~797 pg/mL & it ST\ 5,
d : VIR OV B OBPURHILIZ BE9- 2 Fedli 3720,

B ZEZARICE - SREEMFAERIE, U7 7 oY o OBIEEIEC OV T, B

ToXoIT, AL,

in vitro DIE(G T8RS HRER . REM DNA SRaRER M O i a3 Tl T b
ST AANITZ A r X ) v REREEAITH Y o7 VA vk ) v RERTIRE
Al LR (B, 12), 2D OFERRERIT DNA ~OBEEEETIX/e<, hRA Y
A7 —R I EERICERT S EE 26T, £/, invivoikERCld, REH DNA &
ARG OV IMERBR CR2METH Y . £ BEER GEFEREBRIIAY, 2 13) Tho
23, 1n vitro DIFIFZHRIEFRER (Salmonella typhimurium TA97, TA98, TA100, TA102;
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0.05~1 pg/plate; £S9) WNT in vivo D/MEZEAER (BREMI) M OEESBERER T
fatk & OWENH 72,

PLEDZ s, T 7a o TR & > TR IE & 72 Dl methid v
EEZT,

4. RMEEHHER
Y UAKOT v MZBT 507 7 addo o ORMERERBROMEREZ R 21 (TR

7=, (M 4)

#£21 ~URAKONT v MZBIT YT 7o R nb1c X 2 2arEmtaiik

Hyfd HIE LDso (mg/kg {A)
RIS 18,000
RIS > 8,000
o A pIE > 50
WERTIR > 8,000
WeRUER >5,000
TRUER >5,000
7w k() WU >8,000

5. BRaMEMEHAER
(1) 15 BEIEAMSEEHRER (IYOX) <SBEH5>
~ 7 A (CD1 5%, 4~5 i, HEMEL 5 IR (oY T 7 axyo s 15 H
WREEFS- (5,000, 10,000, 25,000 X% 50,000 mg/kg &K Z 7 o4& L
T 1,250, 2,500, 6,250 XI% 12,500 mg/kg A/ HFHY)) L. dArEmrAER) 3
it S AL77,
2,500 mgrkg (RHE/HELFHGHEATIX, B 5272 i MR K OBE BT A D7z

272, 6,250 mg/kg A/ HLL FHHZIEL, BEEAOMEEIENEDR FRA LT,
(& 4)

(2) 3SMhARERMSEERR (THR)<SEEH>
~ A (CD1 %, 6 Hin, MEKESS 50 IW/EE) (ST 7 a4 o R4 3 A
MREESES- (0, 20,000 1% 50,000 mg/kg filkh) L. Mt ek 32t S iz,
20,000 mg/kg BILL B GHETIHTEFINA I, (BH9)

(3) 2 EAEBEAMEESHR (Ty b)) <SEFBEH™>
7w & (CD &, 4~5 Jifn, MEHER 5 VL/RE) 2V 7 a0 o iR % 2 #HiH

15 PR, SNBSS 2 580 L TN 2 e, 5 ERE LT,
16 SRR F 1T 2B OPERIE OEEEN A TH L Z Linb, ZEERL Lz,
17 MDA, SNBSS 2 FE M L TR 2 s, ZEERE LT,
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IREEF - (hZ 7 a4 & LT 1,000 | 5,000, 10,000 XX 50,000 mg/kg fift
(15, 480, 850 XI¥ 3,000 mg/kg ARHE/HAHY)) % 2 WNRATES L, fiaMmEMR
BRANFENE S AT, RTPREEICIE, %fsz@%mnbﬂ\&cmﬁﬂ*%%%éﬂ L7z,

850 mg/kg RE/ H UL FEEGHETIR, B D72 e L OBE il A 7z is-
72, 3,000 mg/kg AT/ H I GHEIZ ;t WiTE, HIPE, AN ONZ AR OMAEEHE N
DIKFRA LN, (B 4)

(4) 14~15 HHEEIMSHEHR (Sv b <SBEHB>

Z v NCD %, 6 i, MRS 4 TUEDICH 5 7 v o UMt % 14 303 15 A
Rl 4% 5 (Y7 7 w428 LT 20, 50, 125, 275, 650 Xi3 1,500 mglkg
(KE/H) L. dAMEMEERER N S, SREACIT. BRI TH D 02%E R
ST E N RAF N0 — AR U, AR, RS ERER L L CERSH
7o

650 mg/kg (RE/ H LA N GEHZIE, B B R m M OBE T HIlI3 A A7 0 -
72 1,500 mg/kg 1R/ H R GRECTH HNT-ME— D BT RIL, FOWIHLTH - 7=,

(M 4)

(5) 90 BEIFEAMEERE (Tv b

Z v NSD %, K 6 i, MRS 25 PUEDICY T 7 a4 o U HERsE A 90 HIH
BARIE 1P G- (#7 TuadH oL L T20, 75, 28019 (% 1,000 mg/kg AEH/H)
L., diatEmtaliiny e S 7o, RHRBEHCIE, 0.2%E Raxi 7me i ATt
na—RuEFG Uiz, #5tE 1A KON90 AL, AREERES 10 IC2 R4 L,
70 O 30 HHOEEMIRIZ IR LT,

BT RE T 22 (R LT,

AREBRIAFI T2, 1,000 mg/kg (AE/ HEGREORE 3 1§J73‘3§Et U723, 2 Blixfe G-
DT 7Ty MZEDbDThHoTz, 5D 1 PIEREICLDHETHT20, %O
DORERIZ B CRfEN A DT Z e h . FECDOJRRF M%E;Ef% PRI,

EGOYLEN PGB 1 2A %D 75 mg/kg A/ A UL EFRGEETFONT 90 D
75 mg/kg {KE/H UL EEEGEEOMEK Y 280 mg/kg {i@/ HEL F P GREDOMEC 2 537~
D3 FARRFHIZGIE A D IVR o T, BRI I, BIGOIRIZA b o Tz,

#5-90 H%ZOFIRRRHZ 31T 5 HAr @B@Hﬁ@%&%ﬁf X, XFRREE, 20, 75, 280 M&
V1,000 mg/kg (AE/HEECTZNEN0, 2, 1. 1 KO3 BITH 7=, AP, #
HBAE 30 HIRDOMAIZRB W TIL, MREEA OB EHEOWTN T A LD 2T,
590 B DOFIRIFOISASARE & B 520 5272 RN/ < . ZOFTRIE
e A AN AN RS R AR v N D ESY WA

JECFA I%. 75 mg/kg K&/ H UL L GHECERGOILRENA LN Z Eovh, AR
BRiZB1F D NOEL % 20 mg/kg S8/ H & HWr L7=,

18 BRI AWZEMWE D7 e BEEEE Lz,
19 P9 TiE, 275 mg/kg (AE/H LREH STV D,
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EMEA %, 75 mg/kg &8/ H L. B GHEECTEHBOILENAONTZZ b A
BrlZ351T 5 NOEL % 20 mgrkg (RE/H & W L 7=,

FDA 1%, 1,000 mg/kg (RE/ H BEGHETH BN A LN Z D, ARBRIZHT
% NOEL #% 275 mg/kg {ReE/H Ll L7z, (B4, 6, 9. 10)

R ZEZEB RN - FIRERPEASIT, 75 mg/kg R/ H U EHGRECA LI
T BIGOYEERIL, PUEMEE O 5 X DGR #E DL S 2 TH Y | 1 -
WO SR 2 EZET D L B2 LWL &l L=, 1,000 mg/kg &
F/ A GRECHEF L OENRERDA LN Z END, AkBRIZE1T 5 NOAEL
Z 280 mg/kg (NE/ H &k L7z,

* 22 7 v MW= 90 H w8 2 A
#EHE (mgke RE/H) PR L
AEERM A e OV ER 2 T2 & 2 MR A1 © Bk
B 3 51, FET(-E 1 451)
280 LL'F Frize L

1,000

(6) 2 BEMEIMHSEEHRER (1 X) OD<SEEH0>

A X(e— 7V, R, MERER 2 BIEDIC Y T 7 a0 o IR A 2
BOfh (77 L LTS8, 20, 50, 125, 300 X 800 mg/kg AT/ H .
YIF A7k s) L, fiabEmak By siE S, SRR, B0
TeNDOHPEE U, ARBRT, AERERRE L THEmI N,

125 mg/kg R/ H UL FEGRETIX, TR ORI DT,

125 mg/kg REE/ H BEGRECIE, ISR 22 B O3 2 H T2,

300 mg/kg AH/ H & GHETIX, EM, FiE, R, EEIOR T L ORI 2 H i
7o F7-. MiHEF ALT. AST & ONALP o#ghn, HFETO 7 A7 v U Eia RO l|
AR DN NEE RO EESE D 72 D AT,

800 mg/kg ANE/ H IR GRETIL, M 1 HI2SETS L, Al FPE5RE O 22 et s 20 &
Nic, REGREOMOFTRLE LT, BHBRMA T~8 A& LR T ¢, MEEICT
T ERFO WA OBEE TARE B O A EOFEHLR A T, FRESHRRFEIRAE T
(%, BIECIRZIT A B e o Tz, £, BRI OMREINEORD | Mg+ ALT
OHANE N ABZEETO 7V 7 v AR A RO B SR b A DT, (B 4,10)

(7) 2 BMEIMHEEHRR (1 X) Q<SEEHL>
AX (B—Z)VHE, 3 02Hilin, MERER 18R/ 1T T 7 e o iR 2 2
Wk O&s (7 7axPv L LT2, 20, 50, 125 Xi% 300 mg/kg (AH/H, €
TF AT NG L, HAVERREABR N FE G S s, SIRERCIE, BT F U
YADOHREE LT, 7ok, ARBRIT, HERERRE LIS,

20 FERIC V=BV DN L BEEEE L,
21 FERC W= EWE VD N e g BEERE LT,
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300 mg/kg RE/HEEGRETIE, M1 BIDSEISEIRIE & 7o o727, 8 HEIZHRAE L
Too Flo, REGHCIHREN MKEHINEORD DA BT,

125 mg/kg RE/ A LB GHECIE, R K O B AR B BIR 0 A B O b
I,

300 mg/kg AREE/ A FLHETIL, JWEBHAR AR A RIS E I PR B EE
IINEF BT, T D ORI, IR OSSO KERESil ONE s & OWE o
VR A DT, EHEROMECIE, &5 8 B BICEOBERIRIEN A LTz,

JECFA 1%, BAEWEICHE-SE, ARBRIZIIT 2 NOEL % 50 mg/kg K/ H & fllKr
L7z, R4, 10)

(8) 90 HEHEAMSHMHE (1 X) @

AX (B =7 NFE, 9~14 D Hilim, MEEES 7 BVRD) 1S9 T 7wkt R %
90 HREfE NS (T 7ux¥ ot LT5, 25 X 125 mgkg (KE/H, €T F
YHTeARE) L, AR A I L, XRRHCIZ, BT T L
HPeE Uz, $560A 80 HIZIZ, SEAMEMER 3 BRA TR & L Cllg L7,

IERT R A 23 (R LTz,

590 B OMRA T, HGHIMFOR G OSRREEC, 42 21X LT 541
MWL B, 25 mglkg RE/H UL ERGRECIZL D Ehotc, L LG, 0H
H& 91 H BREIOEEEINEICOWT, AEENITL Lo T-,

530 HE OB T, #GREOME B CRERINED A BEFOIIE T
LTV, 2 ZIEL TV A HINEL | BEFEROFHMINEEE TH 722 Lonb | K
FEH IR OB DR R ORI L5 b ONITIR G L 58I L 5 6 o))
WrcE ol yEH 717 U AREIL, REGEEORME IV T fREEL » K
T L., HEHCBWTCIHEHICEE TH o2, L, S bR IO
. £, ZOEWRICT 5 IEFEEH A TR 1FEEORE TlI/ehoTz, LinL,
MiEF 7 a7 U AREDORNE, MOFIEHEZMHEN L8V ThiE SN T
BY | EIEME RO AEM OB ZIRIER~ORIER BT Z stk b e shn
TW5, LEn-oT, ARETHIZ, BEIZIDEELEZ LN,

JECFA 1%, 25 mg/kg (KE/H UL EEGHEOME 7 v 7 ) AREDIK FICES X,
NOEL % 5 mg/kg (AH/H L HWr L7-, (&4, 10)

RN EERESICE - fB P SIE, 25 mg/kg K/ H £ HHEHCRB T
a7 ) U AREOK FRALNZZ D, ARBRIZEIT 5 NOAEL % 5 mg/kg (A&
H/H LHT L7,
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# 23 A XA 90 H #3815 E AT
£ s i

(mg/kg R/ ) LR
125 MmiFH 7 a7V AREOIKT (k)
25 MiFH 7 a7V AREOT ()
5 ArizZe L

(9) 90 HMERMEMHER (1X) @

A X (E—2)VHE, 4 2>Hil, MERER 4 XX 6 B (2T 7 akih o Rl
Z 90 HIMN#&E (7 7ax9 & LT 10, 50 XX 200 mg/kg (KF/H, ¥
TFrhTenPEE) L, dAMEREMERER S ST, RFREEL OY 200 mg/kg R
/AP SRR IMERES 6 56, 10 XN 50 me/kg (ARE/ A B GREIMEES 4 554 V-,
7k, Fe b BRG 2 ML, T T a Yo U HEEME L L COERERTES LTV,
D12, BHBME 2 HEICHBIT &G EIXTERD 80%ThHh5H 8, 40 & TF 160
mg/kg (AEH/HTHY | 7K ORGHFITTED LBV FE LT,

BT RAZ T 24 (R LT,

MiEHF 7 a7 ) AREOIK L, MEENOMIEE DY Z 7 axto o 0E
&b BN,

JECFA 1%, 40 mg/kg R/ H UL F&EGHEECTOMIEF 7 17 U ARE DK RN
PRI DORER N OSRIEEIZ IS %, NOEL % 8 mg/kg {ARKH/H & ¥ L7=,

EMEA /%, A5B212317 %5 NOEL % 10 mg/kg R/ H & Hkr L7z,

FDA (. AiBRICE1T 5 NOEL 247 7 43 gt & LT 8.75 mg/kg &
B/ H2LHW L, (B4, 6, 9, 10)

BB B R0 - FIRFERPASIT, 40 mg/kg RE/ H #GREAZIBWCTHAY
F O ORI B NG 7 e 7 U VIR OF BERIK T RALNIZZ &b,
A5RIZ31F 5 NOAEL % 8 mg/kg {RE/H & ¥l L7z,

#£24 A XEHAWZ 90 A FHEMEEERER IR 5 BT R

T —
(mg/kg {7/ H) AT

< B ORBE (K1 51)

- IR IR O HA Y JEBHORERR (MRS 2 B8, 5 5-BRAA 3 ) | IR
TS ORI (M)

CMIET 7 e 7Y AREOKT (k)

200 (160)

. o HA K OR O EBORLEE
50 (40)LLE e ) AREOET )

10 (8) ATz L

22 29 TiZ, NOEL THh% 10 mg/kg 8/ H SR & LR L TR ST,
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6. EMSHERUENAMRER
(1) 78 BRAFENAMRER (YHR)

~ A (CD1 %, HEREH, MERES 60 DL/EE) (VT 7 m 4o MR 2 1REY
e (1,000, 5,000 1% 20,000 mg/kg ﬁﬂﬂ(*f*’i 7YoL LT 150, 750 X
1% 3,000 mg/kg (RE/HFEYS23) L, RO AMGRBRN I STz, F7-. ﬁuiﬁi%’a*ﬁ
BOT=DIT, FHETMERES 10 PLABI L, 52 38 B ITHA L=, RN AT, 58
tm:.ﬁmxom_&) T8 THT LT,

AT RLAE R 25 (R LT,

R EREOMEEC SRGOIEEN B, 750 mg/kg I8/ H U G REOMERE S
IR S A DAz, T OREAL, BIPIEEIT3T 2 9 E o KE# G- O/ERIC
LAHLDOTHoT,

JECFA 1., ARBRIZH1T 5 NOEL % 150 mg/kg A/ H & L, FERAMIT 0 &
AT L7,

FDA 1%, A#BRIZF1F % NOEL % 150 mg/kg (RH/H & L, FEBAMEIT A0 &)
WrL7-, (&4, 9, 10)

B 2R ERNEE - GRS R AR, 2R GRETH %nf:tﬂ%@#aﬁ)}aﬁ%
HRIIHTEMEE O BT L DI OEEN LS 2L TH Y . T > WO BN
OFEEEES D LB FINCZ L0 L& HIWT L=, 750 mg/kg (RE/H &’@%‘if
LRI R OB BER DN Z LD, AdBRICEIT 5 NOAEL % 150 mg/kg (A
[H EHT U7z, DAL &I L 7=,

F#25 ~ U A& 78 WM AMERERIC BT DT R
PehB (mg/ke RE/H) AT A

3,000 - JHEERE A M OVREAE A (1)
< SETCROEENNCETTR © 83,0000 23%., it 28%). 750 45%.
It 40%)) . FELHICIIREE M, FED B UIUKS O

750 LB o TRV DR - - R AN 72N R OB R BT
()
150 Prze L

(2) 52 EMEHEERY 104 BREFENAMRER (Sy )
Z v b (SD %, HEARH) (29T 7 o 4o g AR5 (1,000, 10,000
X% 25,000 mg/kg fidgh) L, @ r&&(ﬁ%érﬁ/urEﬁE%ﬁ FEhE =z,
AFRBRIL, 1SR & TS AMERBRARI o0 T S iz, Fio, RHIREEL
L CHERERIER D 2 BEZ MBI SR E LT,

BB CIZ, T b (MERES 20 DT/EE) 129 T 7 v 4o U HERsth % 52
TAREREEF 5 (1,000, 10,000 X i 25,000 mg/kg falkH(H 7 7 %430 & LT 61,

23 B 9 TIE, 150, 830 XU 3,300 mg/kg A/ H L it LT\ 5,
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670 313 1,700 mg/kg AR/ HFHY424)) L7z,

ERT R 23R 26 (TR LTz,

670 mg/kg RE/ H L BB GRHECAH DNV IRERIEIR, & o\ BHEEE D IR
MIEER, HURGHAIRAE K O PR 21 O TRIB ML & W o T RSE © o
TBMERES PHERME & 13 B2 > T,

670 mg/kg R/ H UL B GHEDZ < DM A LT EHOIERIZ OV T,
RGO I A DN -T2 2 Enh . BIFNHIE RS 2 g o K&
WHIZ X DRI AL B X b,

JECFA 1%, 18V ERMICE1) % NOEL % 61 mg/kg A/ H &)W L7,

Bl ﬂgﬁéfﬁﬂeﬂ RIS EFRA 2T, 670 mg/ke ARE/ A DL FRGHED %<
DEI F 67&71%%@#6% X, PIEMEWE O G X D IGNEEOEENIZE D
ZMETHY | FoWHOEMHORIEEBET 5 LB Z LWL &l LTz,
670 mg/kg 1A/ H ui&“ﬁﬁi TR BE, PR Z R DR a7
VIBEDIKTFENR LN LD, ARERIEICEIT S NOAEL % 61 mg/kg K&/
H & L7z,

#26 7 v hxAWo 52 BENEM ML O 104 HFFEDS AMEAEROEME R MEEAERIE

B DEET A
BhH& ey
(mg/kg KE/H) FRIEPTR,
 SERHREBEIIE DN
1700 - BUN X' CRE D B (k)
’ « B Ot K OFERTEE & ORI (M) . NIRRT EEORIN () |
TEROMR (., 6 41)
- MR X L X T BEOWRD KO 1 7Y LR DR (M)
« PRHIEBME (1,700 : i 10 5], 670 : i 1 1)) @%ﬁﬁf@ﬁi’ﬁﬁér
670 LI I tﬁﬂbu Fs”é@ U7 sRIRPERE S DTFAE, BB R OBEE O JRAMEHERE,
EERGA | FEMEIEMERE, A, TR m—flﬂﬁ’sﬁﬁﬁﬁ\ PRANE
ODTT l\ CANNTA R . SRERIEE L ORI E P SR 2%
61 P L

T AMFERFE T, 7 > b (HERER: 65 DW/RE) 12T 7 a3 Uil %2 104
TAREREEF 5 (1,000, 10,000 X i 25,000 mg/kg falkH(HZ 7 %430 & LT 54,
580 3% 1,500 mg/kg A/ HAHY)2) L7z,

BT RAE R 27T (R LT,

A G REOMERE T S OIEIRNS 2 SIS, RB AR I I H T, E7258
MIMES IR DI T,

JECFA | %, ARBRCIIRnAM :tm A LT,

FDA (%, 18M: kBt e O 0 AMERBRARIZI 1 5 NOEL % 54 mg/kg K/

24 R 9 TIL, 954, 586 X 1,541 mg/kg RE/H L # LT\ 5,
25 £ 9 TIL, 954, 586 XU 1,541 mg/kg KE/H LE ST\ 5,

31



H. FERAMETIRNEHWr LT, (B4, 9, 10)

RanZ BB RNEE - FEERITE S, SR G DN EIBOIRIT, BT
WIEE DF 5T & D IBNAE 5 DZLENZHE S L TH Y | 1T DO EHOFHE
AHERET D EFMIEFANCZ LWEL LW LTz, 580 mg/kg (H/ H LA EFRGHETIR
M EIESEN BN Z &b, ABAICH1T 5 NOAEL (3 54 mg/kg (AH/H &
HWr L7z, FERAMEITRN S LT,

#£27 T v Nz 52 EREM R K T 104 BB AR OIS AAERBRFEIZ

BT DM A
#e5& (mglkg RE/H) FEMERT R

- AREHIIIEORD ()

1,500 - R E  (HERE)
- MR OMERT Ko OFH*HEE S DOIENN (HERE)

550 - R E  (HERE)
- BRI EEORN (1)

54 priRe L

7. HERESMEHER
(1) 3SHREESMEHRER (S M)

Z v & (SD %, £ 70 B, KHEHER 30 IL/AEAHAY) 2V T 7o o ailE s
AW 70 BRI SIEHRR O &GS 7 7axP o8 LT 75, 275 X 1,000 mg/kg
(KE/H) L, 3 P AE R & 320 L 7=, *IPREECIZ, 02%t Fafv 7 men
AF N —RAERE Lz, ST 2 BIothStrz, BEFLREM O 5 HUHAL
OFRBRITEIR U722 728 35k LU=,

3 HARAETD 275 mg/kg K5/ H LA EEGHEOBIEN) T, EL D I AAE
DB ST,

275 mg/kg {KE/ H LA EEGHED Fo REM) T, THlOME K OFHXF B &S, <R
EH U CH B Lz, HiBOHEXTEEOH E/2E. 275 mglkg R/ H LA
FEEREO FrBEMW) K O Fo lEE) TH D472, 1,000 mg/kg R/ H & GHED Fy
B, HgOFETERIED L, HiEEEORIIL 3 e TIcAaAb, HE
I Ch o727, 275 mglkg (AE/H UL EOHEGIZ I VAL S EF 2 b,

JECFA 1%, 275 mg/kg {KH/H UL EEGREOMEME CRFIRE & OB 3B BT 2
Enn, ARBRICRT 28Ik % NOEL % 75 mg/kg (RE/H & HWr L7z,

FDA 1%, 275 mg/kg K5/ H LA EREGRECHIFREEORD DA LI Z Eonn, Bl
WNZE1F %5 NOEL % 75 mg/kg {KE/H Ll L7=, (B4, 9. 10)

BN ZERESIEE - fARMEEMFAAESIE. 275 mg/kg R/ H UL & GREOHE)
Wy C, O I IFE BB E DO DA BTz 2 L | AREBRIZIB T 5 HE
(2%t % NOAEL % 75 mg/kg A5/ H &k L7z, EE IOV TIE, 1,000 mg/kg
RKE/AETERENL LN N2 Lnn, ARBRICB T 5 IREMIC T 5
NOAEL % f=H&ETH 5 1,000 mgrkg R/ H &Il L7z, AFEEEBILE B IS
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BN LR T2 LD BIHREICKT 5 NOAEL ZfxmMH&ETH S 1,000
mg/kg RE/H &l L7,

(2) RESHHER (Sv M)

Z vk (SD %, 20 VWAL 12H 7 7 v 0o U HEERE A 1R 6~15 HIZHRHIRE D
K57 7axH L LT20, 75, 280 XiE 1,000 mg/kg R/ H) L7, *IHBRE
2%, BEHIT 02% Fafs 7 a /L AF/Lb)ln—2% 10mL %5 L7, i+
= 20 HIZHFEYIBA Lo, RIEMZIE, MR, (A, BEE, SHRELUSECIRO
HE  (nonviable implant) (ZOWTaA~Tz, BEIAIEL. R, fbb, 483, PiBL Y
BRI OV TR LT,

NEM RO BN I A O IVT, AL A DR o T,

JECFA I3, ARBROWF D FRIZIB T & BB 2 B K O A T
BT & Uiz,

FDA IZ, #RIE DB 5 X 2B EIT A DN o To 2 e h | ARBRIZE
(7% NOEL #% 1,000 mg/kg A/ H &HWr L, (EETZMHEIZA DD o7 & LT,

(B4, 9. 10)

BN ZERESIEE - fAEMEEMFAESIE. 1,000 mgkg RE/ H & GREOBEM)
KON IS DB N T RN T2 2 &6 ARBRIC IS T 2 REEM KOG
2% %5 NOAEL % i A& TH 5 1,000 mglkg AR/ H & 4w LT, fEETEITA
LIV T,

(3) RESMHER (V¥

UYX (ma—U—F 0 RERUA M, 18 IUEE) 2V T 7 v 4o R %1
% 6~18 HIZHEHIRR & E(V T 7 a4 L LT 15, 35 X% 75 mg/kg K&/ H)
L. ZEAEFMERBR AN SEhE S A7z, SFIREEICIE, 0.5% A T /L m— A KK 2 mL %
BH LT,

REMWINCOWTIR, — KRR, A, dA, ALK OSECTIBIE, R & O
WS ARR YE B ON B IR ORSE K OV A A~ T, BRI DWW T, 4R 29 HICHT
FUIBH L, fRE, PRI ONTANER, NIB OVE RS R 2 540t L 7=,

14 IEOREMW TR 21 H~29 BHIZHE L7c (15, 35 & 75 mg/kg (ARHE/ H #
HEECENZIL S, 4 LOVTH), 4R 6 HIZ 75 mg/kg IRE/ B B 5HEDO 2B )% O 35
mg/kg (KH/ B UL TR GHOZ < OREMW) T, JHEXOHEROBD DA BTz, #kiE
23, 15, 35 LN 75 mg/kg A8/ H#EGRETENZEIL 2, 4 KRN 10FllcABNTZ, T
FIS, 15, 35 KUN 75 mglkg IKH/HFEGHETENLIL 1, 1 KN4 FllcH BT,
REIZOWTIE, 15 mg/kg RE/ HRGHETIIRGO% Y 6 AL H5#4&T% 6 H
NI T, RHHRRE & el U CHEE NIRRT EMEE 278 L7z, 35 mg/kg {AE/H
B GRECIIR G IR R O G T 6 BREIICEBW T, 75 mgkg (KE/HBS5HET
IR 20 L IR E A R LT,

AR ORAEDY 35 mg/kg RE/H UL FGHEC A v, FAERAETIX, 75
mg/kg (KH/ B 5HEDFRINEOIEIR 6 FllZHIE R ORI DR A3 b7, Wik
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(1

TIE, 75 mglkg RE/HEGEEOFRREDOIRIE 5 BNKEFENS 2 BT, EREMHRET
I%. 75 mg/kg (KE/ H & GREOFRE ORI 6 BIlZHETERERF 23 A H T, 35 mg/kg
(RE/HEGHETIE, 2 BB TONRER 2 fIROEHRET 1 finArohiz, 15
mg/kg R/ H B GRETIE, 2 2R LIRS ORI HIREE & 2513 /e 0o 72,
P, BRI, — N7 OELEIR B OGS IREIE I - IR BT B L D
WL -T2,

JECFA 1T A7 EME R OB e 3 EIC 03 5 NOEL % 15 mg/kg (AT H &l L,
B35 NOEL [ 35%E TE o 7o, fEFTEIEIC W TR, BEc k4%
O TR TH Y . T 7 a XY U OESENEETII RN EE R T,

EMEA %, RIEFMEIZxT 2% NOEL % 15 mgkg (K&E/H., {EaEIECET5
NOEL #% 35 mg/kg K&/ H &Il L7z, HEATEIEIZOWTIE, REMixd 5=
DRI BELE 2T, (B4, 6)

B ERESNCE - SR MTRE ST, R GREOREMCREN A ST 2
Enn . ARBRICHKT A REM)ICT D NOAEL #3%E L2 o7, IBIRIZOWT
1%, 35 mg/kg (KH/H UL LG CTIRIMAEOBD RALNTZZ En, ARBRIZE
T2 RRRICKT % NOAEL % 15 mg/kg (REH/H & L7, 72, MBIV
THIZR SN TR I B B SRR U7 IR b & B 2 fEFTRrE
7euN &R L7z,

. EMIBIFEHRE

) BEEREOFREGHER (B )

fEE e b (B 5 XX 6 /M) TV T 7 v o LR A HER O e (T
S7mEgr L LT 100, 200, 400 LT 800 mg/A) L. Atz SWCRE S
7

B HHBIC I BN A EFS (adverse events) 13, O £ W K OMETJSE T > 7208,
Z DR ST BARAFNE T Do 72, 100 mg B 5RETIL, BERLE, IR (H
IR) MOLs< VRALNTE, (BHF4)

(2) 7 BEEOHREER (M) O

@ zee b (A, Bk, 6 AED [TV T et U E RS T HERROES

(Z77axPh o LT100 XL 200mg/ N/al% 1 H 21[E]) L, Z2erEicounT
atEniz, B~DIE BERREKNICTHI20, IREIKRE LTS L,

BEGRECIE, BIE, MENEE, RE, DEWVROMEBGEREN A DTN, 77k
REHIIA DI o T, BEFEN T T B ARREOWEAZ, I DB ALNT-AE
HRYTEIRTH - 7o, MR, MRAALFR), MR R & OYRIRE D/ T A —4
—IZHEREETA BT, B, IR S O AR Al ON O EE 3 & OV
W BT A LN Tz, (B 4)

(3) 7 BERNOHKSHE (EF) @

s 7o e FOEME, 6 LAY T 7o LR A T AR O#EE (T TR
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P b LT 100 mg/ A6 I 12 Bl X% 200 mg/ AN(12 Fifilfe) L, %24

PEICOW TR S L7,

OB O N AFFRIT, BIE (8

20%) MOWOEVY (6 1. 15%)

Tholz, 77 vRHETROLEBEICAONI-AEERT, BIE 64, 17%) KO
BEIR (4. 11%) Tholz, (B 4)

9. WMAEWMFIFEICET HHER

(1) E FERMERSEEISNT 2&/NEFHEIERE (MIC)

Rk 26 4 EE R S A AR B AR TEh PR B

HOMAMFRABIZONTO

PR 2BV T, B FOBNHIEESBEE I3 507 7 r o MIC 25~

LIz,
AR 28 IR LT,

A ST BERED 9 B bIE MICso 13, KABED =0.06 pg/ml T 7=, A
BEORERND, MICeale 1% 1.23 pg/mL (0.00123 mg/mL) EHH I, (B 14)

928 YT TuaXH Db MENIHE RS

Zxt4% MICso

e/ NEBIIERE (ug/mL)

Lk o MICso At
Escherichia 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 FERERDBEE X9 5 MIC
bt N OERRZBERE O 735 FER
7=, (B 4)

XAV T Taxty o MIC 22 29 IR L
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%29 HIFr7uXHi o oOb MNERSEEEIZRT S MIC

4 R MIC (ug/mL)
MICso MICoo
Staphylococcus aureus 70 0.25 0.25
Staphylococcus epidermidis 43 0.25 0.5
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
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 140 <0.031 0.062
Enterobacter aerogenes 2 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
Klebsiella 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
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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
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 alvei 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
Bacteroides disiens 2 1 4 4
Bacteroides melaninogenicus 2 1 2 2
PBacteroides thetaiotaomicron 4 4 8
Bacteroides vulgatus 2 1 8 8
Bacteroides spp.? 2 4 16
Clostridium difficile 1 8 8
Clostridium perfringens 2 8 0.5 1
Fusobacterium spp.? 1 2 2
Peptostreptococcus spp.? 3 0.125 1
Peptococcus spp.2 2 0.5 1
Propionibacterium spp.2 1 2
Veillonella spp. 1 4

a : b MEPIHIEEEORERGHR O AT REME

(3) 3 78FY S UITxd 558D MIC

V7 7aXY OO, N-TE2F/UER, N-7 4L Iy T 7aFkyy
V. 3% VAR KON A AR OBAE FHNEMEIZ OUNT, Staphylococcus spp.,
Micrococcusspp.. KIiE. Klebsiella pneumoniae. Providencia stuartii, Pseudomonas
spp.. Acinetobacter calcoaceticush O*Lactobacillus caseiz IV CMICZRIE L7, a4
MOMICsolZ, FBRICHWZERIC LV Bp o728, L TRIBREICKT 587 71
XY OMICso & W A RIZE - To, ZD728, R I &
D HIEEIFE -T2, (4
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(4) in vitro D BEEETIVIZH T B KEBE . Bacteroides fragilis & U Bifidobacterium
spp.lZxtd B S T7OFXF YL U DEE

in vitroDBIFEET VERWT, B MHCROKIGESFEREICK T 507 7 r %4
T DRI, KIGEMIE. National Collection of Type Cultures (J%F) &
U'Abbott Laboratories CK[E) 726 AF L7z, KGE#EIL. NCTC 8603, 8761, 8783
K943 73 NZATCC 25922 T~ 7=,

HEBICHWZET UL, BP0V 7 7 a3 URERE N ZIS, IHEENT
RS, XU BRSNS Z LI > TRIEM LS NS AlRett 258 L T
EEtES T, RBRIL, 7 v RI— MEHicYZ 7a o o2z, WCATH
RE Mz, I 2 S ie NTIBR 2 N2 TR LTz, & OIREWI SR ERE & B2
FEL, B8 L Tb, ZOREEWH OMEE AR Z T, AP MR TE LA
IXFIEE 100K A 43T L MICORBRICHE L7, 7 7 m 4o U DOIRIMIRE L, 0.025
~0.4 pg/mLIZERE L7=h, £ D% OHPLCIZ L 557H7C0.25~4 ng/mLTHh 722
EDVBA LTz,

R (4pg/mLl) CTHAFKR LIZEIX R0 o To, SHEREOATR D MR ST IRE &
O DPREETHATE L CWEEROMIC A 230127 LT,

230  in vitroD BFE T T MBI DEGFKRGEICKT 27 7 a4 0 OMICK
OVEFRD SR ST 1R (ug/mL)

BURICHT HMIC (g/ml) | AFBICH T 2 H5 R EICHBEL | ARBET L
- 72 10RKIZ%9 S5 MICso (pg/mL THIRDERR
NIBEIR - - 7 ﬁ% = 32; DA ;?gm %)4% SNz g JE
st B viplLa 2] (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
ATCC 25922 0.0625 0.0625 0.0625 0.125 0.25

a: 1EROLRER LT~

t kHKD Bacteroides fragilis 5%} O\ Bifidobacterium spp. 5¥RIZxI3 597 7
2 OB ONWT, RROBIHFEET M Ko TR~

B, fragilisi=o\VN T, 5 7 14 R A 2~16 pg/mL TRt A SH L C/E 5
NIZERROMIC K OV PR STe 7 7 m o v OfmiRE A R31UIR L
7o

NCTC 9343, 9344} Tr116251%, <16 ug/mLTAEFK L7=, NCTC 8560} (*10581
%, 8ug/mLTAEKR LT, 2TOKIE, 7 7uxV T U IEFHE N CTRSART L,
Bifidobacteriumspp \ZOWTIL, VI 7ax Vo o OmMEHZHIE T A Lo 7
MEA RO, AEEICRIEL 52 T,

B4 5% L COVZEROMIC K OEFDHER SN2V T 7 m 5 2 v O femii
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FE#RIATR LT,

B. adolenscentis, B.infantis, B. brevel (’'B. longum|3<16 ng/mLCAAFL7T=,
B. angulatumIiEE<8 pg/mLCAFR LM, AFRIIHEREE IR OF0.01% TH -
7o

ITBER DRMENFFEE THLEH & LT, 7 7 a x4 v VREN>8 nug/mLoO
Gra I IARRRE 7 VI D830 2 b,

3231 in vitro® BRFE T T MIIT 5 5% Bacteroides fragilis\Cxf+ %% 7 a4
> OMICK OVEFED R SV RE (ug/mL)
AFRBRIIS 1T DER A LTz | ARBRET L TSR
— HEkICxT 5 1012'541?@?‘51\/11050 (itg/mL) PR S T R
MIC (pg/mL) | T 7uxH | 5 7axH4 | (ug/ml)
vrpla >HY
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 : 1EHROZHER LT,

32 in vitro®D B E €T VTR B A5k Bifidobacterium spp. ki35 YT 7 a4

TV OMIC K OVEFEDHER SV IRE  (ug/mL)

ARBRET LV CHEEZICOBEL | ARBRET L
. BRI R A MIC k@%mﬂﬁéMm?me) fiﬁﬁ%ﬁ
(ug/mL) I vuxY | BT vaxY | SN IRE
UL 2V, (ng/mL)
B. adolenscentis 8 8 8 16
B. infantis 8 8 8 16
B. angulatum 8 8 8 4, 8
B. breve 16 16 16 16
B. longum >16 >16 >16 16

a : 1EHROZHAER LT,

D 4K O ug/mL T, A5 O EES v,

R OREBRFEENS . T T a Y 0L, KR O B, fragilisk O

Bifidobacterium spp. . U BMHHEMER Th 4 KGEISR LT, L0 IEHENRWNZ &
RSN, RRBRET MZEBWTEHN T A 3 UL 0 EREDOY 7 7 a4 v
AHE R CARR LIZZ &0 D, RRBRET /UZEWTUIY 7 7 rd 3o v o—Hn
IR NT S R EA~DFRERIT L > TNE L L, BH~DOREINV NS0 D 2 EDVR
B X7, FIAARREDIRE (unavailability factor) 1%, KiGE CT3~12. B fragilisC
2~4 N O\ Bifidobacterium spp. CIIHEANZ1THHT-, (ZHE4)
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. EFFHERRICE T LT

1.

JECFA (21T 558
1998 FFIT, T 7 u ¥t o AT LTz,
T ADLITERER T, WA FHIEED S ADI 25 E LT,
WA TR OV TR, & MERRBERE/RO MIC 705, $7 7r X3 2
I RGO B D EITKIGE 2 Y Enterobacter cloacae Toh->7-7. ZiLHOE TG
NI DR 1% T D Z &b, IENAIEERIZ R L CTIIRERROEE L)V ne &
Z 1o FIAFREZRRT — & Tld, & MEHIEHE OB OW T2 HilllZ T & 72
WA, B MERNOBGHEREIZE L TAR SN TWAHIEETIX, Clostridium
pertringens }. (X Peptostreptococcus spp. )3 ix bSO B HE Th o7z, 771
T DI HIRV MICso 1, Peptostreptococcus spp.iZ331F 5 0.125 pg/mL TH -
Too ABRTIX 10 BREL EZFRAD 2 LM E LUV, AT 3 BRDT— 2 Liv/aunie
D, INHOT—XIIRENTH D LB 2 BTz, ADI OREXATHE & HWr L=,
ITFOADG, ADI % 0.3 uglkg (A8E/H EFXE LT, O ADIIL, A XZ&Hviz
90 H HdAMERRRER T b2 i HIKV ) NOEL 5 mg/kg A/ H & g3 5 & |
17,000 (5D E~—T R oz, (B 4)

0.1252ax 220"

ADI= =0.33 ug’kg K=/ H
0.7 cx 2 dx60 e
a : | BIEENEN B D> T2 Peptostreptococcus spp. (3 £8) D MICso (ug/g)
b : #fHEE (o)

¢ DI ATREZ R OB D4 (B MY T 7m0 100 mg AR A S LRz
FIT0%NRINL SN -T2 Enb, 0.7 & LT=)

d : 2R (v MEPNIREEOMBREICET 5 MIC 7 — 2 03 REMNTHDHZ L, 28 L

7=.)

e: b MKAE (kg

. EMEA [Z81+55Hf

1996 42, T 7o AR HE LTz,

FMEFA) ADLICOW TR, A X &z 13 B dE AR BRI 5 NOEL
10 mg/kg (AH/ B IZZ24%4 100 2@ H LT, 100 pgkg (RH/H & 5%E LT,

WA ADLIZOW T, LR NG, 04 ngkg RE/H LRE LTz, F7-. 4
IO 7 7 a0 U REMOPIETEMEX, REEL D/ hS W2 VRSN,

0.031ax5b
x 154
ADI= Le — 0.4 uglkg R E/H
0.9¢x 601

a : i BIRENEDEOEIZEET 2 MICso DR T — 2 Motz Z Lt KIGE 250
722 < ODENBIE LI MICso D 9 6 K VARV MICso & LT, 0.031 ug/mL %8R L7-,

40



b : %5 (in vitro DBEIFETT L OFERNG ., invitro & b MNFEOBIOZER L LT, D7
< EBRRBEDREN DD Z EAVRBE SN2 Enb, b &AL, )

c: AR5 1 (MHECRET O T 237 < RAZERLZ N End, 1 &2@A L
72s)

d : #fHE (mL)

e : AR FTREZR R D EO 5 (B hORBRIZIWTC, T 7axh oS 47

ATEVT 4 BENZ END, 0.9 & LTZ,)
. & MAE (kg

—r

AR ADL PR ADL L0 /hEWNWZ &b, 7 7 uFk¥ 0 ADI
Z 0.4 pglkg RE/H LFRE LTz, (B 6)

3. FDA 28I+ 5:Hf
1995 42, A XZ&ZHW =90 A F&ﬁﬁ-ﬁé MEFEMERBRIZH5 1T D NOEL 10 mg/kg K8/ H
(7 7nm ﬂ%*f voUtEREE L LUO) ICLe4R K 1,000 AL, KW THLHZ L&
EE LT, ADI %%57@%4}“//1@@ L LT 8.75 pnglkg RE/H LR E LT, (&
& 9)
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V. BmfERsEE

HPFRERBRIC BT, 7 7 u o U OR OGS ORIERIT, & h &5 THE)
WMIFEChE 2 Tho Ty, 4 XTEWVMEANA DL, o, HENPKRE L2 & Wk
IR 22 DAHF DA BTz, BRARGHZDO~ T A T v F AT O A B
TeBREMEIL, FITREA L L TR SIZIEZNS R E LT Vs a Vs s
B, N-7 2T /RT3 A% VIR S, £72, BROBGHITRIN SR>
TEARZEE L GOV 7 7 a3 VEEWEIL, JRE D FEEIZZ RS,

HRBR IO T, BA ORI Tl Sk 552 oMM E 3R ek Th -
7oy, Btk 12~K9 120 WEZIZI3FRREIR AL 3R, ERIRFRME IR Lz,
ST CIL, KR Ko TR A~DOFRRITEN e 2D A B, L VKR TEE L%
AIFRE LT,

BRI OWTIR, in vitro DB ISR EFFER, AEH] DNA SRl &k UYL
BARAEFRBRIZBONTEMETH o723, 2O ORBRFERIX DNA ~OEEEETIX
72, MRAYAZ—B I HEEMICERT 2 B 272, £, in vivoiBRO 5 75\
TiEH DNA ARG L OV IMERBRIZB W TR TH Y . - EGETH DA,
vitro DIEIFZEIRIE BFRERT ONT In vivo D/MZRRER M OB ESERAER I 2 F8\ VCI&@&
DERDHST-Z 2D, BT 7 a3 ATAERIC L > THEEME & 70 5 & (655
ﬁiﬁbk%z%h ADI ORREILTH T%ék%zto

BRI Z IV T RICA BB, Bt (EEBR (= U R) K ORME BE
(7 v B MR SRR A E O 25 &) (EELEPﬁ 17 AREORANT > bR X))
N ONT B J& ORLEE S MRS « BT EFOIEIR (1 X) ThoTe, FRAMETA BRI
27,

AFEFE AT I T IR E M QMR I A DRI o T2,

1. PR ADIZDNT
BFEFMERBRIC B WD TR BIRWHE TA LIZREN, A X2 V2 90 H S
RO 25 mgkg RE/HEGHTALNIZMIE 27 ) AREOIKTTHD |
NOAEL /% 5 mg/kg {KE/H Th -7,
TR ADI 1X, 2 NOAEL (5 mg/kg RE/H) (224433 & LT 100 %]
L. 0.05 mgkg RE/H LRETH I LW THH LEZ BT,

2. WMEYERHADIIZDOWNT
Rk 26 R R SRR SN B TR E O EM FRIFEEIZ OV T O
L] BI5GB 172 MICea 0.00123 mg/mL % FV T VICH OFE I X 0 4w
1) ADI % 0.0064 mg/kg (KHE/H & HH L7z,

0.00123 ax 220 b
WA ADI= =0.0064 mg/kg AH/H
0.7¢x 604
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a : MICe : 125 DI L CTHEIEZ A 2 BhED & % J& D45 MICso 7 90 %fSHRA O TR
[

b : FEBENEMORE ()

DA DRI ATRE R D EO 5 (B RO O GRERI BT 2R G, 10.7) ZiEH)
: b MEE (kg

(¢]

(oW

3. ADI DERFEIZDLNT
WA TR ADL 235357 ADL K10 &/hSNWZ et 7 7r % 0 ADI
& LT, 0.0064 mg/kg AH/H LTS 2 D04 & HIWr Lz,

PLENS, 774 0 ORMERFETHMIICOVWTIE, ADI & L TROfEE
BRI ENEL EEZBND,

ADI 0.0064 mg/kg {5/ H

< BRRIT O TIE, RIS & Bl X B S0 S L %1 5 BT e
Horii s,
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% 33 JECFA. EMEA. FDA RUBREZEZERICETIESHEEFOLR

MR (mg/kg AH/H)a

. BB - -
hifE R BR T e o= Eay [y S T
(mg/kg K5/ H) JECFA EMEA FDA PSRRI
~7A |78 #MF | 150, 750, 3,000 | 150 150 150
2 IME FEICROBN, Bk FETZROBN, BT FELCEREN, Bk
FEMANETR L FEMANETR L FEMANETR L
Zv bk |90 HRIHL| 20, 75, 280, 1,000 | 20 20 275D 280
Sk BBOYEE SEOYLE FETS (L i), AEEGTEEsHE
L/ GE N AON AN IGE N
52 18 | 1B rEEIERERAR | 1B MEEERERA ;61 12 PEFEVERBRAE M OV | 1B EREM B : 61
MeEEME N OY | 61, 670, 1,700 PRAMAEFEE, ka4 D AAERAIRAE © 54 P PRAIE BE, MR &
104 | AR © | X7 E R 7nT Y o FBHE NRIBERTaT ) D
D3 A 54, 580, 1,500 570 TN AT L 570
AR - —GE FES ANERABRAR - 54
#Hr L) PRAMETEIE, B OFEXTE
PRABEBHE, Bl %f o
HEOMEN FEMAMETR L
MMM L
3 HARASE | 75, 275, 1,000 BEw - 75 BlEw) - 75 BlEw) - 75
M FFEE & DR FFEE & DR Rk o it B 5 M OVAH
SIEBEOKT
IHE . —GrdZe L, & IHE . —GidiZe L, &
EHAEE TEERL) mHEE CRER L) IRE%) : 1,000
BHHREIC R L BIHHE 1 1,000
e | 20, 75, 280, 1,000 | RiEMW : —GodZe L, & | —GodiZe L, & A& | 1,000 FEW : 1,000
EHEFETEERL) FTHELL) AT L AIE 1 1,000
A ENE R L A EE R L
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WX | FAERME | 15, 35, 75 HEh . —GXETET) | RIE - R : —
SR GRECEIERTR (O | fEaret $ . 35(REMIC P HRECUE
PESE) K25 IR
JalE
Rl OMERTTENE © 15 ﬁ@@iﬂw »
ﬂi‘%&@“ﬂ’%ﬁ*(l@
MR 5 ZIRE AT E R L
2 (KSR
A X 2 ERHA | 2. 20, 50, 125, |50 —
P | 300 M - Xz ONBE & oD 4 FE D
AL
90 HIEHE | 5. 25 XX 125 5 5
SEEEO Mg 7 a1y Rk Mmigh 7 a7y o JEE
DIKF DIXF
90 HIMHEL | 10, 50 /X200 |8 10 8.75P 8
AMFEEQ | (5o 2 WAL 8, | BT K OE REORLEE, B & DFLBE FAp R OV R ORLEE,
40, 160 (2FHY) | MyEF 7 v 7Y R Mg 7 a7 e
DIKF DIKF
M) ADI (mg/kg A2/ H) — 0.1 0.00875 0.05
FMESHY ADI OF%EARL B 90 HEMAMERMEAER | 90 HEMAMERMGAER | 90 H AR5
@ (1 %) ® (1 %) O (1 X)
AT ADI (mg/kg (REE/H) 0.00033 0.0004 — 0.0064
AR ADT OF%EFRHL b MEWME R | & PR o B v NGB S o BB
NHEBIZ MICso : | 2254557z MICso : — 55T MICel
0.125 ug/mL 0.031 ug/mlL 1.23 ug/mlL
ADI (mg/kg A5/ H) 0.0003 0.0004 0.00875 0.0064

a : /e R TR DV T AT RAsrE LT,
b: 29 ICFEHI SN TWA HE
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CRIR 1 - HKEERETR)

AR &=
N-7&F /LK N-TEFNLY T T7uxHh
3-AF VK -AxX /YT Tt
/A= 2 RN URAVAE o RS /= I 72 D NViN
N-Hiilig 7 v 7 v Ak B7 7 aXH o NS VT v AR
(&%)
UG fEEkY 7 7o v

GO

KED - SRR TR OFERRES (B 3)
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(IR 2 : IRENEFRENR)

WA A Fp
ADI — AR &
ALP TIVHIVIRAT 7 X —F
ALT TI=2T ) NI AT 2T —E
(= NEIVBENLAE VRN T AT I —E (GPT) ]
AST TANGX T I ) T AT 2T —8
(=7 V&I Uit aliE s 7 A7 I —E (GOT) ]
AUC 1L CHE) SR B R T T
BUN MR FEEESR
Comax i e R R
CL EHI VT TR
CLapp HINT DT VT TR
CLuenal )T TR
EM(E)A RN RS AR AT
FDA KIE A A R 3L SR
HPLC R v~ N T T 4 —
JECFA FAO/WHO & R i In s A 5 ik
Ka WAL TEXK
Ke THAHR P B4R
LDso S E
LSC IR v TFL— gy A—
MIC /N B LR EE
MICso 50% e/ NFE B PR
MICgo 90% e/ NS B PHL IR
NOAEL piliE= Ay
NOEL VR &
Tye THAR -0
Tomas T e Y P R
TRR TR BE T
vd TR
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© X N

11.

12.
13.

14.

fin, WIWEORRSEAE (IEF0 34 FRAE SRS 370 5) O—HEdiEd 54
CERk 17 42 11 A 29 HIEATH B S5 499 )

The Merck Index, 15t 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 EEER Y 7 a2 B & o BIERRAR (R 7 v X

) KOWBEDHOKINF (N7 % Al 25%) OFFEAITLR D By 2

Mz oV C. 2007 4E 7 H

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

BN ZEREE B AERNGHMEE [~ VR 7 1 %43 R D 8 R AT
(ZOWT) 2007 48 H

B EZRAS  BAERGEHEE [/ r7axdor) 20144E1 A

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

B EZERES AL 26 FERMZ M GME TEW IR E O
BN OWTOFRA
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