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C

FERITHS [mom7axHd ] (CAS No.93106-60-6) 2o\ T, JECFA KR
EMEA OFHiE:, S OAGRHGER TR AR O R RFE 2 O TR RERE R 2SN
wFENE LT, 7ok, Al HEyEiie (1K) RO¥EE (1K) ORBREGE B I Sz,

R =3RRI, SEENRE (T v b, A X, RO . B (B, IKROSE) |
BinEE, SRR, AR (T MEOSY X)), BEEEL OB AME (w7 AKX
T v N, AREAEEE (T NEROUYX) | A TRR BT R BREORMGE TH
Do

BAREMERER I T, in vitro DYLERESE R CIIFEENEMEA LS T2 W T
JAEEED TR H AL D AR CTHMEDORERD G BV, FTBs 298 Ballih Clig s A2 R
ZEeOE AT RABUL SN, ZOFRABEREITITHEMEBMEN 2 <. HERELREO LI
1o Tz, —J5. ANEH DNA A RGRER & OME IR ISR BGABR, I ONT in vivo DFRBROKE
RiIWTNLEETH o722 D, ERICE > T E R D BEEMET RV EB 2 T2,
Fo, BHREMFED AMEHFEFEERICIN T, vV ZORBRTIIHNAETED BT, 7
> FOFRERTIL, DNIEOIEEERZ O AEBEE O DT, IR 2% 7]
BEMEIIARD TR . E7- b FADIMNEEIZ RN EX -2 L0, BIGEMERDPAWE T
372, —HEEEAE (ADD) Z2RETHI ENAREEE 2T,

KREFAERBR A LN TR (NOAEL) itk it (LOAEL) @ 9 bi/IME
1. 7y b 2 EREMENRER I D NOAEL 2.9 mg/ke (AH/H TH Y, FEFH)
ADI (%, Z® NOAEL |2 Z24%5 L LT 100 (FEZE 10, f@AZ 10) 2@ H L. 0.029 mg/kg
KE/H ERET DI ENMYTHD EEZT,

Flo, AR BT AR BREGED . YT ADI % 0.002 mg/kg K/ H
ERRTE LT,

AR ADL 3 EE2) ADL K0 /hE&nZ e, mvarasihy oo ADI &
0.002 mg/kg IRH/H &F%E LTZ,



[. MO REMAEEROBE
1. A%
LAl

2. AN D—H%4
IR e s £ 8 A
54, : Enrofloxacin

3. 24
IUPAC
#4, : 1-cyclopropyl-7-(4-ethylpiperazin-1-yl)-6-fluoro-4-oxoquinoline-3-
carboxylic acid

CAS (No. 93106-60-6)
#4, : 1-cyclopropyl-7-(4-ethyl-1-piperazinyl)-6-fluoro-1,4-dihydro-4-oxo-3-

quinolinecarboxylic acid

4. ¥R

C19H22FN303 (=1, 68)
5. 7FE

359.40 (1. 68)
6. BEX

F [ TCOOH (3L 68)

7. FEREMRMERRKR
ruzaXtiaL, ZaduXx s uy RPIEEEICE L, 77 AR
2 L DT T LEHEREICKH L CHOEDTH D, (ERHITRENTHY . MO I R R
AV AT—EB2TCHLDNA V¥ A L—A HDHNE FRA Y AT—EIVIT/EH L DNA

1 7 a XY U LRRICA R SITIEFMER D 6 (L2 7 v 3, TALZERIIEIMER A G T 5%/ av
AL TE 9,

2 DNA 84Ic—F72 Ui B 238 A L, FABE DNA O 58 A OFRE OFEOEERR — fADOR - i
BRIZVERT 2,



BIAHET LD EEILNTWD, (B 2)

Trr7udt o2 TR TOEAEIMT, BN TIIEOMERE~ A 277
A=y, KIGHEIE, PO, KIGEME FHGE, BROMIEIZ, KIGHENME FHIE 2 x5
IS TWD, BRIN, KEZICBWTHASFEHEINTWDR, KETIE 7 /v4 e
X ua U MHED R X T DV AT EEmOLRNNH D E L THEA~DOmEH %
BOLHTW5, 72, R Thr a7 IPEEEEZ AL, £ MHE
Jihe LTEHA STV,

Al mra7adxt o B HEG & T D ROIRNAINRLERGEAGRHRFE S T 2
CATPEO, BAGErE G, R (RN 22 AR5 233 5) & 11 5555 1 HOH
IS E, B ORRIELRET D 2 LIV T, ARGl ERE S
7=

I. ZEHITRIMEOHE

AFHIEIL, JECFA FHlisE, Ehi K OEGERFEE IR E P FEORMER}
LERHC, mra et U ORMEICET A ER M A AR L,

A AR 2 BRI LTz,

1. EYFEhREER

(1) EYEResER (Sv k)

@ B[ERaHHE O XISEIRMNE 5 R ER

Z v b (Wistar &, HE 4 JU/EE) 12 UC R v 7 143 % HEERHIR O

HXIEIRNE G (O3 1b 5 mglkg (K8) L, #7548 IRtk £ TO MK & 1R
IZEREL L 72, Tmax 1O TG ER (0.5 ) IZRD B, Crax (FREOFEET
570 ng eq/mL, FHRPE T 1,448 ngeq/mL. Ty BAH) (FFNFN 11.7 LTV 7.9
FEfH, AUC 13Z 241 2,941.8 KTV 3,824.3 ng * h/mL, T, "A A7 XA VT
41X 75.3% T oTz, £, HEFRHIE O 55% 24 FFRIONEA-H2> 51389 40%2308]
ahniz, (B 3)

@ HEERFRRORSHER

Z v & (Wistar &, K3 PL/HE) 1T 4C Rk~ 1 7 v X4 o % HRlgiilRe O
5 (5mgkg fAEH) L, 52, 4, 8, 24, 36 KU 48 itz DiiTig, &gk, iRk
OB OFGHEMESRIE Sz, BUHEMEITASR & G 2 RIS e
(ZZE L, CORFOIREEIII, Bl R OIEI T2 1.85, 1.14, 0.52 }&
'0.02ppm Th o7z, EOHEDOHERITHESNTH Y | 5 48 Rt Tld4 T 0.01
ppm LAF & 72 iz, #5 6 Witk £ CORMH RO EE2 I IARZLIIA T 73.6%
%o, MRMEEN 9.8%, 7 07 YL LN 4.6%, F DAt 5 FEEEOARFE;
B STz, TR BITARZEIAN 30.8%, > 7' a7 a4 8 33.8%,
PRGN 24. 7% ST, (BHE3)



@ 7 B ®EFFEORS AR

Z v bk (SD %) I UC 7 axY 0 165 mgkg AHE/H % 3 AR,
T 50 mgrkg (AH/ H % 4 HFS&EGIRE D5 L, S 54% 24 R DOFRIT OV TR
B DIRIE DTG STz, EHbEW & U TRE(EDMET 36.2%, #ET 30.5%,
R D ME T 31.2% 4T 26.0%., > 7 1 7 1 243 U AMET 19.0%. 1T 28.9%
mEhi-, (B#4)

RIFE DRI HONT S HITFERFI N ER I N L 2 A, ZOGEY
e rax OV u  BRERTHL Z LRI, (BH#5)

(2) EWEhResiR (1 X)
@ BEERTFTXIEEOKRSHES

A X (=) \[corn 7 a X o2 R THRE (2.5 X 5.0 mgke (A,
£ 657, XITHEREOEE (5.0 mg/kg (KHE, 1588) L. EKscherichia coli ZER &
LT T o' A1IC L0 85 24 I £ COMIGHIRENHIE S,

Tmax (£ FH 5T 0.80.3 K], BROHET 2.61.2 B, Cmax (3 THRED 2.5
mg/kg REHGHET 1.0+0.39 ug/mL, 5.0 mgkg KEKERET 1.020.39 pg/mL, &4
$e5-C 1.250.47 ug/mL, Tie TR FEEE-T 4.311.6 B, #O#%5T 2.3+0.7 KFi# T
bole, #5524 K% O MG HIREIIR M5 ClITHEIAIZ 0.0340.03 T 0.03=*
0.02 pg/mL, #EOEGCIIMRHEARMm CH 7=,

HRE OG- 1 R OIME, B, JREOSHRRRTIRE T, 1ZE A SO/ T
BhEvEnol-, (BHEe)

(3) EwErestsiz (&)
D HEERN. B TXIEROK5E

4 (RVA L A FE, 3 H~F) 8 i, 24 §) lc=>u 7 a4 2FHRIN (6 58)
R (1058 Xudfen (7 RN OB 54 4 57) &REECHIBIES (2.5 mglkg
KEH) L. E coli ZEHE & LI 37 veAI L0 5 24 KL £ TOMEH =
FEMHIE STz,

FRARPNIR G Z 81T D Tinax (T3 E-EH (0.5 FFH) T Crax 1% 1.8+0.3 pg/mL, Tz (B
F) 1% 5.4%0.9 BT, &5 24 BEIZ O EMIEFRET 0.06 pg/mL Th-o7=,
THE-D Tinax 135 1~2 FERE (1.7 40.48 FER) 212388 51, Cmax 1% 1.110.24 pg/mL
T, 5 2 W% LRI IR 5 & AR CHERS LT, RO EE S L 7 A & B
5.0 2 3R DI S AV, Tinax 1TEAVEI 4~6 BT L O 1 BERH, Ciax (£ 0.920.23 pg/mL
KON 1.5+0.45 pg/mL Tlho7-, $5- 24 FE% O MG PEETZN2h 0.3+0.19 K&
10'0.2+0.22 pg/mL TH -7, (& 6)

@ BEEIRETHRERU 2 BEOKS5HER

A (6 ) ICmrm T m ket o 2 BRI T GA% 24 BRI TS 512 2 [\iEA
b (MGt 2.6 303 5 mglkg RE/A) L, #4851, 2. 4, 6 KT 24 KfH]
B DMK Z TR LTz Tiax [T G-I TR THRET 2 B, #H#% 5T 6 K]



TH>72 Cmax % 2.5 mglkg REEGHEO L F5-C 1.5£0.47 pg/mL, f&FO#&%5TIE
2[A & H1Z21.1£0.3 ug/mL TH Y . 5.0 mg/kg KB GREDORK FH5-T 2.2+0.21 pg/mL.,
%1 [ O£ 54%C 1.820.3 ug/mL, # 2[R M8 5-4% T 1.920.59 ug/mL C, ZFRME
TR BT, (B 6)

@ HEEFHRANIRZSHER

A (B HA/ME) ICmrm 7 ukd o o2 HEfRnEkS (2.6 mgkg A8 L, &5 1,
4 KO 12 R oM, A, JREOSHRR T RENE Shiz, &5 1 KO 4 B
RACIIE T & 0 i EEOPUETEIE MR Sz ok, i, Bls. AP, P, Ok, Y
A H M OWFERE T, RN & IR TR 3~4 fEDIRIETH o7z, &5 4 FH% T
i & 72 o T2 JRZBR S MR PR SRR S Lz, (B 6)

@ 7 B ®RERFEORSRAER

4 (3~4 ifHp) 1 UC SRR v 7 uxY oA 7 AR O E (5 mg/kg (KE
IH) U, Befefeh 12 0% 72 BRI 2 e, B, 75 A & ONERA+ O3 O fF]
ENENE STz, EERREWIIRE R E T e 7)o T, HRTy7rom
XY U 51.1%, RZEED 830.9%., B CTEIEI 45.3 LN 87.4%., FiRTEA
Zh 44.4 FLON51.5 %, JENF CENZEI 37.3 KON 49.9% 05 H SAu7=, MR EE |3
D L7223, B Ol b miRE CTh o7, (BT

(4) YRR &)
D HEEFAAXIEROKEHRER

B (Pry—~rFy RL—2H) lIcorae7add v o 2R (18 1) idkkn (17
9H) R CHIERS (2.5 mgkg (AE) L., E coli #MEEE LT A AT vEAI1C X
0 b 24 B4 £ COMIE TS RE Sz,

Trnax [ EFHAIN G- T 1R (1.3220.49 FEHE]) . RRO#& 5T 2 BF# (2.321.0 BERE) |
Crmax [FE4ZF4 0.820.12 LT 0.620.19 pg/mL, TiglIZNEil 5.8+1.2 KT 6.8+
2.9 R CTh o7z, 5 24 R O MyE FIRE I Z 240 0.05 LT 0.06 pg/mlL & 72>
7=, (ZH6)

@ BEEFHRANRSHER

iz a7 o g o 2 BEfRnES (2.5 mgkg F8E) L, &5 1. 2, 4, 6,
8 KO 12 Wil i, Ayt JRM OGS MRR PR EEDSHIE Suiz, — ISR PRI
MIEFHEEE LV @i T, JREBRES G 1 303 2 FHRICR bk 2R LT,

e 2 RFRIER AR TR, 5 6 IR ChemifiE & 70 > 7o R 2 b & ik TPl B R
(W LTz, (2 6)

@ BHEHAAXITE TRERER
K (Vy—~> T RL—RF, 4 Hln, MEHES 78058 (corm7axdv
VHIA A HEAIRF AN XU TS (WREREELicoyn7ex L LT 75



mg/kg (AH) L., HHGRAEOICHEG-0, 0.5, 1, 2, 4, 6, 8, 10, 12, 32, 48 KX 72
e OIMIEPREZ TFC-MSMS (ELiiiZ v~ R 777 4 — « X T DNEREGHE,
ERPRA 25 pg/l) 12X O HIE Lz,

BN T A —X %R 1R LT,

AN & TG & D/3T A—2 B g UT-RER, eGR4 I 2[R 2
ThbdHEEZDN,

F/o0 (D1, 4) @] &l 2 & ARG D Cmax 135 1.7 1%, Timax 1359 3.7
2. Ty ldH 2.3 (L 7roT-, Zhid=ru7aXhs L OBREEN 3ETH-T-2 &
CERT D EEZ BN, (B 69, 70)

#£ 1 KB sx=rnr 7 a i o RHEEBIFGRN U IR T Re5% OFEYEhe 5

A—H
&5@% " 5( 1/2 0-24
(88) (h) (ug/L) (h) (ug * h/L)
AN 14 49+19 | 1,459+328 | 13.19%£2.99 | 20,445+2.476
2T 14 5.8+3.7 | 1,296+353 | 10.75+2.56 | 19,687+2,107

) AR R A BehE  mon7odxYi L LT 7.5 mgke (KE

@ 7 BRI ORSAER

JRIC UC k= m 7 a %o & 7 ARG D ¥ 5 (5 mg/kg (RE/H) L., &K
PBeh12 X% 72 RIS T D TR, B g, AR K OB O D[R E A3 5k S A
77

FEARBMNIRBR L T o T7axd2 0T, HE T 78~98%% b, DI
& ETIREBIVETH o 72, BHEEITRE D L7223, g T b miEE Th-o
7=, (B 8)

(5) FEWEhResER (3B)
@ BEERERTFTXIEEOKRSHES
(NI, 3~6 i, 18 R ey 7 adYo 2 HER TS (2.5 X
1% 10 mg/kg (KHE) . UFHEREOES. (2.5, 5.0 XX 10 mg/kg (K&E) L. E. coli &
EEHE LT AT A1 &0 $Feh 24 W% £ CoMiE e~ HIE Sz,
FREOPBEG-TIE, Tmax (F 1~2 FFRE T, Cmax 1% 2.5 mg/kg REH 58T 0.5 ug/mL, 5.0
mg/kg (AEHGHET 0.6 pg/mL, 10 mg/kg (AEHEGHE T 1.4 pg/mL THY | Tzl 2~
4 IFf#] (2.0~3.510.4 FffE]) Th o7z, B TFHEEG Tl Tmax X 0.5~1 KT, Cmax I
2.5 mg/kg REHGHET 0.4 ng/mL, 10 mgkg AEHRSHET 1.9 pg/mL TH Y, Tl
2~6 N Th o 70, &5 24 KL O MG OHUETEMET 10 mg/kg (KE 58 TDH
HETRRH ST,
MIE R OFAREP R X, BEER D5 Tl 2.5 mgkg REERGRECRE 1 FFE%ZIC
BB L 720 | RRREOIZID LTS 24 FERRIFZ IR BRI & 72 > 72, 10 mg/kg

10



RERGHETIE, 855 2 AR ICHRmE L 72V . £ ORITRERHNIRD LTz, 524
HFfl P2 ClIfTiE & b s < 0.1 pglg ThHhoTz, (B 6)

@ HEFRAXIEEOR SR

# (6~T7 i) (Cxm 7ok 2 HEFRRN U DS (Wb 5 mglkg
RKHEH) L72& D TipldZ i 18.7 LN 14.9 BRI CThH - 7=, AUC DL HIRD 5
NI T T AT YT 41384.5% Tholz, (BH9)

@ 14 HEAUKXILBEEIR 55458

wrrnroxh w14 ARfOKES (25, 50 X% 100 ppm) UHREEES-

(50 XL 200 ppm) L. #5 2, 7 KxN14 BEZICIEABE 3 L, MiGHIREZ A A
7oA L 0BEE LR,

MyEFREL, FUKPEES-TliX 25 ppm # 58T 0.3~0.5 ug/mL, 50 ppm £ 5#£T 0.6
~0.9 pg/mL, 100 ppm H5HET 1.1~1.3 pg/mL TH Y, REEE G TIiL 50 KO 200
ppm BEHETHOKES-O 25 T 100 ppm BH5HEE 1ZITRE TH -7, R+ %
U CIyETREXRIERSE ThH 7=, (B 6)

@ 7 XIZ 10 BEROKEHER
(30 Hih) I UC Gk~ 7 axYi a2 7 T 10 AR A#E (12 mgkeg &
H/H) L., ks 6 R O, Ak OEEICE T 2D et S,
WPHOMENZ BN TS BEEEYIT= g 7 a3 o Th Y . k. AN
JETENTN 65.7, 785 KX 49.7%% Liz, Fiz, 7 u7uXxyo o nEtnen
13.3. 3.1 LU 4.1% STz, EDOMOMEHMIIIRETH S T2D, FEITOWTITR
[FED 1D 7.6% M Sz, (10, 11)

2. TREBEAER
(1) %EHER 5)
@ 5 BERO%KEHE a
A (RNVAZA FE, 10~24 Hifin, MERE, 2 SAMESURGED) (o rafkiho
fF A 5 BRI Q&G (o 7a$sd 08 LTO0, 5 X 10 mgkg (KFE/H)
L. BRSNS e, Bk s 6 RN 7, 14, 21 KN30 HRIZ, A,
HERA. P, B=&. MEEROUMET Oy a7 adh v ROFOREW chH DY 71
7rFH % HPLC (BRHFRS : 0.01 pglg) (X VllE L7,
zravaXtr o Tr a0 OREEER 2R L, (Bf12)

3 PRI 8 IR~ B4 5 IRFLZ2NT C 1 RIS iR A BRI L 7 — /L L= H D

11



#2 PRI LTru Tkt U MUANS A RERTRE O 55 0O Mg K OFERE R

(ug/g)
s H 3} . Eose 5% B (B
Bh5& sept | rsmmE ke % B4 (H)
(mg/kg AT 6h 7 14 21 30
<0.01,
ERFX 0.27 <0.01 <0.01
" 0.03
A
<0.01,
CPFX 0.41 <0.01 <0.01
0.03
ERFX 0.08 <0.01 <001, 0.01 0.01
< <
sl ’ ' 0.01 ’ ’
CPFX 0.12 <0.01 <0.01 <0.01 <0.01
<0.01,
ERFX 0.65 0.07 <0.01 <0.01 <0.01
Ji ek .
<0.01, <0.01,
CPFX 1.95 <0.01 <0.01
0.24 0.02
5 <0.01,
ERFX 0.49 <0.01 <0.01
” 0.04
A
<0.01,
CPFX 1.19 <0.01 <0.01
0.11
<0.01, <0.01,
ERFX 0.74 <0.01 <0.01
0.04 0.01
/NI
<0.01,
CPFX 0.39 0.03 <0.01 <0.01 <0.01
<0.01,
ERFX 0.18 0.01 <0.01 <0.01
iR :
<0.01,
CPFX 0.17 <0.01 <0.01
0.02
<0.01,
e ERFX 1.61 <0.01 <0.01
A 0.04
CPFX 1.14 <0.01 <0.01 <0.01
rees ERFX 0.34 0.02 <0.01 <0.01
: CPFX 036 | <001 | <0.01 | <001
<0.01, <0.01,
10 ERFX 2.94 <0.01 <0.01
” 0.01 0.01
Ji ik
<0.01,
CPFX 4.53 0.03 0.03 <0.01 <0.01
<0.01, <0.01,
" ERFX 2.74 <0.01 <0.01
= 0.03 0.01
CPFX 3.14 <0.01, <0.01, <0.01 <0.01
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0.03 0.02
<0.01,
ERFX 3.03 0.02 o <001 | <0.01
/NG -
<0.01,
CPFX 1.28 o <001 | <001 | <001
i | EREX 069 | <001 | <001
" cpPFX 034 | <001 | <0.01

SEEE (— o HTHED R BRI G 72 » T Bl T 2 7R LT, ) n=2 FRHESA : 0.01 pglg
ERFX: =oum7vua%# v CPFX: v 7urvaikxii o

@ 5 BERORERED

A (RNVAZ A FE, 14~18 B, M 2 BA/ER/BEEHE) (cmr a7 a3 HiH
Z 5 AMRO#KE (mrmraxd oL LTO0 X5 mgkeg (KF/H) L. 7R
MEMES N, a7 et VRENIAARLIRE U TG L, FEES 6 I
27, 14, 21 XY 30 H#&IZ, A, HERG, &, Bh&. G, i L ONEH o=
o7 aXhsr ROEORBTHL e 7 et & HPLC (RHFREA @ 0.01
uglg) X VHEE LT,

zruvaXtr o Trrad U U OREEE IR L, (B12)

#3 kB sr=ru 7zt U 8K 5 RN EGZOMIE, M & ONERE
BE (uglg)

& B . ok G5 B (H
Bh& okl | s 5% B8 (H)
(mg/kg 1K) 6h 7 14 21
sy | ERFX 0.96 <0.01 <0.01
CPFX 0.73 <0.01 <0.01
wey; | ERFX 0.14 <0.01 <0.01
. CPFX 0.145 <0.01 <0.01
| ERFX 2.82 <0.01 <0.01
ek
CPFX 455 <0.01 <0.01
| ERFX 1.49 <0.01 <0.01
5 =
CPFX 25 <0.01 <0.01
s ERFX 13 <0.01 <0.01
” | CPFX 0.59 <0.01 <0.01
s | ERFX 0.59 <0.01 <0.01
" CPFX 0.32 <0.01 <0.01
oy | ERFX 1004 |<0.01. 0.02 <0.01 <0.01
- CPFX 4.77 <0.01 <0.01 <0.01

SEEE (— o HTHED R R RA G 72 » T Sl T & 7R LT, ) n=2 FRHESA : 0.01 pglg
ERFX: =oum7vua%# v CPFX: v 7urvaixih o

13



® 5 BREIE T#&E5HR a
A (RVAZA A, K1 DB, M 3 SRS GRE, 1 BERIIRED lc=rmon
X U HEIE 5 BRI TG (mrr7aXd oL LT0, 5 XL 10 mgkg (AT
H) L. PR STz, &G 1 (24 BEfE]) . 7. 14, 21 X OV28 HELIZ, )
L BERG. BFlE. BB, /. IE R OB GELATR Ox= a7 e Yo v T
TORETH DY 77 a XY % HPLC (BBHIFRA :0.01 pgl/g) 1 & v HlE L=,
BRI em o m7axdo o RN Faraxh U OREERE 4 ITRLTE, (B
13)

* 4 BTz TaXY U MAl 5 R RS ERGER OIE K ORI

(ugl/g)
BB Sopl | g wos G A% ()
(mg/kg ) 1 7 14 21

ok ERFX 0.20 <0.01 <0.01
P T epRX 0.43 <0.01 <0.01
. ERFX 0.02 <0.01 <0.01
CPFX 0.05 <0.01 <0.01
B ERFX 0.18 <0.01 <0.01

Jirifl
CPFX 0.79 <0.01 <0.01
B ERFX 0.16 <0.01 <0.01

5 i
CPFX 0.58 <0.01 <0.01
i ERFX 0.21 <0.01 <0.01
M oprx 0.18 <0.01 <0.01
. ERFX 0.06 <0.01 <0.01
CPFX 0.06 <0.01 <0.01
&b | ERFX 24 <0.01~0.05 | <0.01 <0.01
HALAN | CPFX 0.51 <0.01 <0.01 <0.01

ok ERFX 0.16 <0.01 <0.01
P epRX 0.46 <0.01 <0.01
. ERFX |<0.01~0.03| <0.01 <0.01
CPFX |<0.01~0.09| <0.01 <0.01
B ERFX 0.21 <0.01 <0.01

Jrifl
CPFX 1.1 <0.01 <0.01
10 - ERFX 0.15 <0.01 <0.01
CPFX 0.71 <0.01 <0.01
" ERFX 0.24 <0.01 <0.01
CPFX 0.30 <0.01 <0.01
. ERFX 0.06 <0.01 <0.01
CPFX 0.11 <0.01 <0.01
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& | ERFX 67 <0.01 <0.01

AR | CPFX 1.0 <0.01 <0.01

SEYE (TSR BRI Z 70 - 7= a 3 2R LTe,) n=3 AR5 : 0.01 pglg
ERFX: =om7vu%# v CPFX: T 7ua7vaikxii

@ 5 BEIR T#E5HED
A (A OWERIARE, 40~45 Hiin, 3 BAMEAUBEGRE, 1 BRI It m 7o
Yo UBFE 5 HME THYE (mro7ax4i & LT0, 5 XL 10 mgkg A/
H) L. 7RI Sz, mfligh- 1 (24 B . 7. 14, 21 X1V 28 HIZIZ, ik
L RERG. TR, B, /DG, IR OB G o= e 7 a o U K
OB CTH L7 r 7k % HPLC (MHIBEA :0.01 pg/g) (2 L 0 HIE LT,
Trur7adYP R TR T ad Y U ORKEEZR 5 IDRLL, (B#13)

x5 Pl ormrunryudxt o o8G5 AEEFG%OMLIE M O

(nglg)
B b St SRR mofsfe % B (H)
(mgfkg ) 1 7 14 21
oy | _ERFX [<001~008] <001 <0.01
e CPFX |<0.01~0.24 | <0.01 <0.01
wy; | ERFX 0.08 <0.01 <0.01
CPFX |<0.01~0.04| <0.01 <0.01
| ERFX |<0.01~009| <0.01 <0.01
R prx 0.12 <0.01 <0.01
: wy | EREX 0.04 <0.01 <0.01
CPFX 0.14 <0.01 <0.01
s |_ERFX [ <0.01~0.08 <0.01 <0.01
BT OPRX [<001~0.00 | <0.01 <0.01
i | BRFX [<001~003] <001 <0.01
CPFX |<0.01~0.04| <0.01 <0.01
& s | ERFX 0.07 <0.01 <0.01
EAARA | CPFX | <0.01~0.09 |  <0.01 <0.01
oy | _ERFX 0.04 <0.01 <0.01
L CPFX 0.05 <0.01 <0.01
;| ERFX 0.02 <0.01 <0.01
CPFX 0.03 <0.01 <0.01
10 | ERFX 0.06 <0.01 <001 | <001
R prx 020 |<0.01~0.02| <0.01 | <0.01
wy | EREX 0.06 <0.01 <001 | <001
CPFX 0.15 |<0.01~0.01| <0.01 | <0.01
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1 ERFX 0.04 <0.01 <0.01
T oprx 0.05 <0.01 <0.01
g ERFX 0.03 <0.01 <0.01
CPFX 0.03 <0.01 <0.01
& s | ERFX 0.27 <0.01~0.02 | <0.01 <0.01
LA | CPFX 0.05 <0.01 <0.01 <0.01

TEIME (T MR BRGNS 72 > 7o B i 27 L7Z,)

ERFX: =oma7vu%# v CPFX: v 7uraixi

(2) %EHER (K
@ 5 BREHARRS5HER a

R CHEFE(LW), 1 A, K3 3 SRSV = 7axdo U 8igl% 5 H
WFARNES (e 7efh 2 LT0, 5 T 10 mgkg (KE/H) L, 7R
IS Tz, Bt h- 1 (24 Kff#]) . 7, 14, 20, 25, 30 KT 35 HAZIZ,
Wi, I, g, /G, s R Ot G Nf R o= om 7 a ko o KO OR

n=3

FRHFRA : 0.01 pg/g

Hchsrr I r7axt o a HPLC (BHESR : 0.01 pglg) 1[ZX VW HIE LT,
zravadt o g Tarax L o OREZR 6 IR LT, (BR13)

#£6 KBz rmraxto  MUAl 5 HIEFGR NG O M K ORER R

(uglg)
55 <okl TR mofsfe % B (H)
(mg/kg 1K) 1 7 14
- ERFX 0.03 <0.01 <0.01
e CPFX | <0.01~0.03 <0.01 <0.01
- ERFX | <0.01~0.02 <0.01 <0.01
CPFX <0.01 <0.01 <0.01
- ERFX 0.04 <0.01 <0.01
% CPFX | <0.01~0.03 <0.01 <0.01
N ERFX 0.05 <0.01 <0.01
5 =i
CPFX 0.04 <0.01 <0.01
- ERFX 0.02 <0.01 <0.01
a CPFX | <0.01~0.02 <0.01 <0.01
. ERFX | <0.01~0.01 <0.01 <0.01
CPFX <0.01 <0.01 <0.01
Ri&eh | ERFX 0.07 <0.01 <0.01
HAARA | CPFX 0.02 <0.01 <0.01
. ERFX 0.09 <0.01 <0.01
10 e CPFX 0.05 <0.01 <0.01
RGNS ERFX 0.03 <0.01 <0.01
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CPFX <0.01 <0.01 <0.01

N ERFX 0.14 <0.01 <0.01
JFHER

CPFX 0.06 <0.01 <0.01

- ERFX 0.15 <0.01 <0.01

CPFX 0.10 <0.01 <0.01

N ERFX 0.07 <0.01 <0.01

CPFX 0.04 <0.01 <0.01

i ERFX 0.02 <0.01 <0.01

CPFX <0.01 <0.01 <0.01

Ri&eh | ERFX 1.9 <0.01 <0.01

LA | CPFX 0.10 <0.01 <0.01

SEEE (—ERATIE MR R A S 2 > T2 a3 =/ R L7=,) n=3
ERFX: =omuvua%x# v CPFX: T 7urvaikxi

FRHFREF - 0.01 png/g

@ 5 BREIFHANESHER b
MR (CHEFRR(LW), 33~38 Hiin, EBHE 3 BE/MER/ED) (o7 4o U HiA% 5
HEfAWNERE (mrerasthy e LT0, 5 Xk 10 mgkg (KE/H) L. 7R
BRI STz, Befdde G- 1 (24 W) . 7. 14, 20, 25, 30 X O*35 HZIZ, A, fiF
Wi, e, B, /G, s & Ot GNP o= o m 7 a ko o KOO
B CTHH T T7uxY A2 HPLC (RS : 0.01 nglg) 1L W HIE L7,
Truzadhr ok T ad Yty U OREZERE TIORLTE, (BR13)

KT KRB DT rm 7wt AN 5 R H AP SR OIS & O R

(uglg)
e St TR wos G A (H)
(mg/kg 1K) 1 7 14

- ERFX 0.21 <0.01 <0.01
L CPFX 0.06 <0.01 <0.01
- ERFX 0.07 <0.01 <0.01
CPFX <0.01 <0.01 <0.01
. ERFX 0.28 <0.01 <0.01

Jirifl
CPFX 0.06 <0.01 <0.01
5 - ERFX 0.37 <0.01 <0.01
CPFX 0.09 <0.01 <0.01
. ERFX 0.24 <0.01 <0.01
CPFX 0.03 <0.01 <0.01
s ERFX 0.08 <0.01 <0.01
CPFX 0.02 <0.01 <0.01
&k h | ERFX 0.19 <0.01 <0.01
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HAARA | CPFX 0.05 <0.01 <0.01
- ERFX 0.30 <0.01 <0.01
L CPFX 0.08 <0.01 <0.01
- ERFX 0.09 <0.01 <0.01

CPFX | <0.01~0.03 <0.01 <0.01
N ERFX 0.39 <0.01 <0.01

Jir
CPFX 0.11 <0.01 <0.01
N ERFX 0.55 <0.01 <0.01

10 =

CPFX 0.18 <0.01 <0.01
1 ERFX 0.31 <0.01 <0.01
o CPFX 0.06 <0.01 <0.01
g ERFX 0.12 <0.01 <0.01
CPFX 0.03 <0.01 <0.01
& s | ERFX 3.52 <0.01 <0.01
LA | CPFX 0.11 <0.01 <0.01

SEEE (—ERATIE R BRI S 2 > 7o A3 A R L7=,)  n=3 fRHREM : 0.01 pgl/g
ERFX: =omu7vua%# v CPFX: v 7urvaikxi o

@ 2 EfFHARNRSER a

K CHEFELWD), 4~5 H A s, EERER OMERS 2 SE/Rp /e G-8E, 5550E 1 58/
) lcmrm 7o U MHIA 48 AN TC 2 B RN G (mrr 7 r o
& LT 7.5 mglkg RE/A], *THHHIHEEALE) U, SRR FEM S iz, mis&E 1.
2, 3, 5 KONT HIRIZ, . IFliE, B, HERG. /. BGEAERRIA 5 K OG-850 )&
PR sz a7 a X4 U OEORBEM TH L7 v 7a ¥k % HPLC X
IZLC-MSMS (E&FRS : Wb 0.01 pglg) (K VHEIELT,

FERAER IR LI, mrr Xt uid, B CIdR&is 5 Bk, HRLUVN
A5 ClEEe e 5- 7 HRRICE BRI & 72 0 | IFis & OV g Clifeicde 5- 7 BiRIcEh
Fh 4R 1 FINEERFYE CH -7 b DD, o 3 FlEATERRRANE 2 o7,
B GENEARH M O BB AR A CIIEIRRE CoZEn R E < | miékh- b A%ICER
FRARI & 7 28 b A by, Bfde G 7 B CTHIRGEAAHNT 4 filf 2 i)
B, BHHEALEPEAFFN T 4 Bt 1 Bl Sz,

a7 oL, NEN CRER G 2 BIC, oMk TIE, FGHNARN Tl
b 7 AR S 1 BlabRE . mi&&kh 5 ARICEHDEERRAAN & 72 -
e, (BHRT1)

¢ BRPREE S TR

5 PEREHRIAR I A S0 100~104 g ZEIR L, B—{k LI b &k L1,

6 B EARPERIRE DIIEAA % 400~404 g BT L, ¥k Li= b D% atELE Lis,
7 Bfigoo A LC-MS/MS CHIE
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#*8 WKIZEIT D rm 7Y B 2 Al NG O IRE (ugle)

. - 5% B (H)
TR Rk
1 2 3 5 7
RV == Al 1.20 0.34 0.12 <0.01~0.03 | <0.01
Y JiTHik 2.06 0.51 0.18 <0.01~0.02 | <0.01~0.01
5 ik 1.90 0.59 0.21 <0.01~0.04 | <0.01~0.01
REhh 0.15 0.05 <0.01~0.04 | <0.01 <0.01
aNi 1.18 0.51 0.14 <0.01~0.02 <0.01
B HIERALATA | 1746.24 22.23 62.32 <0.01~0.02 | <0.01~2.80
P& G5BT JE
" 22.85 1.08 1.18 <0.01~0.12 | <0.01~0.03
A
7R IZHE 0.13 004 |<001~0.02| <0.01 <0.01
¥
JiRRI: 0.29 0.07 0.03 <0.01 <0.01
5 ik 0.30 0.06 0.03 <0.01 <0.01
REhh <0.01~0.01 <0.01 <0.01 <0.01 <0.01
aNi 0.09 0.03 <0.01~0.01 <0.01 <0.01
B HERALAGA 1.38 0.07 0.09 <0.01 <0.01~0.02
P& G5BT JE
oy 0.15 0.03 <0.01~0.02 <0.01 <0.01

n=4 E=ERF : 0.01 ng/g

@ 2 [EFRRARNR SR b

PR (RHERE(LWD), 95 20 H i, 5000 K QMR- 2 SRR S G, 55k 1 SA/kHR
) It rm 7 m o U BAA 48 IFHFRE T 2 Bl 8fNE G (mrm 7m0
& LT 7.5 mgkg (RE/E], xfREHIHAE) L, BB FE S, REKRE 1,
2, 3, 5 KONT HIRIZ, . g, B, HERG. /. BGEAIRRIA O K O G- )&
R ooz e 7aXth o o RREOR#H ThH L7 rn7ux$ % HPLC
IZLC-MS/MS (E&ERRS: - Wi d 0.01 pglg) ICL W HlE L7 11,

FERAERIIR LT, mrvumruaxth it BB, MG, BEGEALHA M O 553
NLJEPHARA ChRof&E 5 7 HRRICEREIRAARN L 720 . A, B VB CIE, ek
57 B%IERZ 4 6% 1 HI0 B ST b 0OV b IR Y X2 Uit
VMETH Y oo 3 BT E BRI & 2o Tz,

v TaxY 0L, B CRKIRE 2 BRI, . /NE. BREEEAI K O
B JE FH A TRl G- 5 HRIZ, s OVE s Cleidde 5- 7 HRIZ B3 E RS

8 [R5 E R

9 FESEHHIIANLE Z N 100~104 g ZE8E L, b L7=bDEEE LT,

10 45 BER 5 BRI OO JEL D SRR A 2 400~404 g F7ER L. B~k LIz b D& B E LT,
11 BHigo 7 LC-MS/MS THlE
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A & 7p o7z, (BHRT2)

#9 KBTI b rm 7wy B 2 BN G% O RE (ig/g)

s R AR (H)

szl v ! 5 3 5 .
SNV = I 10N 3.24 1.08 0.46 0.07 <0.01~0.01
FHhv J e 4.10 2.12 0.43 0.11 <0.01~0.01

X gk 3.33 1.36 0.60 0.14 <0.01~0.02
HER) 0.34 0.15 0.06 <0.01~0.02 | <0.01
N 2.21 0.79 0.29 0.05 <0.01
BeGEROIARA | 343.81 44.17 6.13 0.06 <0.01
P G E
37.74 7.62 0.73 0.07 <0.01
i
¥ 7m7n Al 0.18 0.08 0.03 <0.01 <0.01
FHhv J e 0.34 0.16 0.06 <0.01~0.02 | <0.01
R ek 0.29 0.16 0.05 <0.01~0.02 | <0.01
HER) <0.01~0.01 | <0.01 <0.01 <0.01 <0.01
N 0.09 0.04 <0.01~0.03 | <0.01 <0.01
BeGEOIARA| 0.81 0.15 0.04 <0.01 <0.01
P G E
ot 0.23 0.08 0.02 <0.01 <0.01

n=4

(3) ZEHER 3
O 5 BEEKRSER a
% (W%, 28 B, ME3 P/ oo 7 a9 U ilHF A 5 HFUkES-
(mrm7raXit e LT0, 500 HE) XX 1002 f58) ppm) L., ZRERERNFEN

ST, B G 6 BRI ONC 5. 10, 14, 21 K128 HE&IC,

ERERSR : 0.01 pglg

AL NER. ATl

H

g, /N, FER MG a7 axty o ROFORE CHH Y7 a7
v % HPLC (BRHBRA : 0.01 nglg) (X 0 ilE L7~
FRAZRI10ITR LT, (BR12)

20
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® 10 BRI Lo 7udd AN 5 HRBOKEG% OIMLE b OFARR R

(ugl/g)
ORI St SR & 5% EE (H)
(ppm) 6h 5 10 14
. ERFX 0.65 <0.01 <0.01
L CPFX 0.03 <001 | <001
. ERFX 0.06 <0.01 <0.01
CPFX | <001 <0.01 <0.01
- ERFX 128  |<0.01~001] <0.01 <0.01
i CPFX 0.63 <0.01 <0.01 <0.01
. ERFX 098 |<0.01~001| <001 <0.01
50 =y
CPFX 0.16 <0.01 <0.01 <0.01
] ERFX 0.67 <0.01 <0.01
i CPFX 0.1 <001 | <001
et ERFX 0.21 0.03 <0.01 <0.01
h CPFX |<001~001 <001 | <001 | <001
. ERFX 0.26 <0.01 <0.01
CPFX |<0.01~001] <0.01 <0.01
. ERFX 109 | <0.01~001 <0.01 <0.01
e CPFX 0.07 <0.01 <0.01 <0.01
e ERFX 0.11 <0.01 <0.01
CPFX <0.01 <0.01 <0.01
- ERFX 2.93 0.02 <0.01 <0.01
i CPFX 130 | <0.01~001 <0.01 <0.01
B ERFX 215 |<0.01~002| <0.01 <0.01
100 A
CPFX 0.26 <0.01 <0.01 <0.01
1V ERFX 1.73 <0.01 <0.01
M CPFX 0.21 <001 | <001
. ERFX 0.53 002 |<0.01~001| <0.01
h CPFX 0.03 <0.01 <0.01 <0.01
s ERFX 0.39 <0.01 <0.01
CPFX 0.02 <0.01 <0.01

3P n=2 OVE (—EHTEA R FRAARRN 2 o 7235 A i 2R L, )
BHFRA 001 ug/lg  ERFX: x=rum7oXx¥3ir CPFX: v 7urofxdi v

@ 5 BEIEKIRSHER b

(T, 4B, MRS 2 PR SEE) oo m 7 a3 U8R 5 H ok
H (mravax#i oL LT0XIE50 ppm) L. FEERBRAEm ST, HikiEs
Ef%, 6, 9, 12, 15, 18 kU 21 AIZ, iR, HERG. FFiER. Bk, /MG, FE. i
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KOMEF Oz v 77Xt o KOFORBMTH LT 7 r 7 a2 % HPLC
(BRHHFRAL © 0.01 pglg) (X VHIE L=,
MEAEF1LIORLE, (B 12)

# 11 BB sr=ruryaxto H8HF 5 HEEOKE 5% O Mmig &k O EEPIRE
(ug/g>

e e AT 40
v FREEYE — p 9 19
o ERFX 1.28 <0.01 <0.01
e CPFX 0.06 <0.01 <0.01
e ERFX 0.14 <0.01 <0.01
CPFX |<0.01~0.01| <0.01 <0.01
_— ERFX 2.9 <0.01~0.01 <0.01 <0.01
T CPFX 1.81 <0.01 <0.01 <0.01
- ERFX 1.65 <0.01 <0.01
CPFX 0.28 <0.01 <0.01
1V ERFX 1.18 <0.01 <0.01
- CPFX 0.205 <0.01 <0.01
- ERFX 0.38 <0.01~0.02 <0.01 <0.01
h CPFX 0.015 <0.01 <0.01 <0.01
- ERFX 1.02 <0.01 <0.01
WH CPFX 0.04 <0.01 <0.01
s ERFX 0.46 <0.01 <0.01
CPFX 0.02 <0.01 <0.01

WERER 2321 1508E, n=2 DOFEIMHE (50T BRI BRAARNG 7 - 7258 1 i A 7= LTz,)
FRHIBRS © 0.01 pglg ERFX: = u7vux#vr CPFX: v uorvoxii v

(4) TXRBBHAER (FRIF)

PESRES (JRFEE. 350 Hih, 10) lcmr a7 a4 8K % 5 HNEOkE S (=
va7aXkti e LT0 XL 100 ppm) L, FHWINOEERERN I <7z, HBIN (3
/RS A 21 B CHEAEML, IIELROIIATO= r7afHv o ;K
Oz chsry7rn7axdv o4 HPLC (BHBRA © 0.01 pg/g) 12X 0 HlE
L7

FERER 12 1R LTz, Bk 9 BRRICIE, IIELROYIAYT o=y a7 afiv
K7 a7afxd o A3 HIRAR & o T, (BH12)
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#12 xruvuXxyi e b HHEPOKERGEROBINTERERE (ug/g)

- R B (7)

okt TREEVE o 3 o 9 12
- ERFX 3.36 1.01 0.04 <0.01 <0.01
e CPFX 0.25 0.19 <0.01 <0.01 <0.01
- ERFX 1.80 0.06 <0.01 <0.01

& CPFX 0.13 <0.01 <0.01 <0.01

3, n=2 OFE WHBRR : 0.01pglg ERFX: > 7o¥k#i > CPFX: P 7n7ofk4i
a: 3fEP 1EIFRAEIINLIZHD

3. EizEEER

zru7uaxt o OBEEMICEST % in vitro O in vivo DRERFER A2 13 1R
L7=, (&M 14~20)

% 13 in vitro iR

iR PIES & (SRS
18 I 2% 9K 72| Salmonella typhimurium |0.5~150 ng/plate (£S9) 2 Rt
FLEAER TA98, TA100. TA1535. |0.05~15ng/plate (+S9)
AT s
FEscherichia coli
WP2 uvrA

S. typhimurium TA98, |0.004~40 ng/plate (£S9) 4
TA100, TA1535, TA1537

Yo o (K B | F v A =— A A X —F150~250 pg/mL5 (—S9 ; 23h) BoHE
AR BHsk (CHO) #ifz (WBI)

25~500 pg/mL® (—S9; 22h) | Bk

250~1,000 pg/mL 7
(+89 ; 2h+24.25h)

100~2,000 pug/mL®
(+89 ; 2h+22.8h)

ek

i % 1- 22 4| CHO #fa (K1-BH/HPRT) |0.25~1.25 mg/mL? (—S9;4h) | %k 10

R LS ~

7 BLEAER 0.(3j£; : ?.j}i)rgng/mL 9 R 10
AEH DNA| 7 v MR 1~500 pg/mL

&h (UDS) i

1) 500 pg/mL CIXHIESSEIERIC X 0 fifHr A~ Al 6E

2) 1.5 (TA1535-S9). 5 (TA100+S9, TA1535+ S9). 15 (WP2+89, TA98- S9, TA1537+ S9). 50
(TA98+S9, TA1537- S9) ng/plate T D EBHENZED HT-,

3) 5 (TA100+S9, TA1535+S9,TA1537+89). 15 (WP2+S9, TA98+S9) ng/plate TEH DB E
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MO BT,

4)  TFlEaBRIZIV VT 40 ng/plate LA ECHEOAEFEFEI RO Hiviz

5) 50 pg/mL 12OV Tix 7.2h AR 5206, 250 pg/mL CIIAIEENEN TR DT,

6) 50 ug/mL LA FIZOW L 7.5h AL Fhii, 250 ug/mL CHEREERESTED B, 500 pg/mL Ciia
KA ORGSR Do T2,

7) 500 pg/mL LA FIZ 2T 8.25h ALBE 550, 500 pg/mL LA E CHIBIEMD TR Hii,

8) 500 pg/mL LA 2o T i 8.2h WU § S, 2000 pug/mL Tl R 2k ORI S 2o T,

9) 1 mg/mL P\ ECITHiaEEs G0 b,

10) MEPEERAHOL SR, BEE, MBI 2 < | ATl s OGN TH -7,

11) BMERRSBA SN2, FEE, FEMEBIMEA 72

FERDO LT, in vitro DREBTISWTIRIEFUERES MG 2 - Yufa AR 5w R
IZ—S9 Gl F DA, MATEIED TR DAL 5 FH R TR BAVE S 723, UDS i
S OB IRZRAE R BRI Th -7,

Flo, IFHEREMIZ OB ISR RS TIPS BR S D oD,
FHMEICZ L, BBV, R R TH - 72,

14  in vivo iR

HRATH H SRS ik ks
/INZERER ~ U AR 2,000 mg/kg R/ H ., H[AIIEZEN n
=3
5V
1,000, 1,500, 2,000 mg/kg {KHE ik
/B, HEERREAN S 2 B
Wt (R IR T MR 40, 200, 1,000 mg/kg AT/ H | -
iR HilAliRE O e - 9 -

1) 9/30 BIOEWASELE L. 72 BEfEHE OBER CIEYMEIRIMERIZ 33 2 AR MER LRI Z TR 2 338
BT,

2) 1,500 mg LA EEGHET 3/10 o SEL LTz,

3) FAFEAT 1,500 mg LA EOE G TIHENER O HiEas W L Shiz, 1,000 mg £ 58T
\ZEEDRIWERNZERD bz,

RO LT, FTolEHE AW in vivo O/ N QYR B35 Tl
HEEETH o7,

Trnu7u Xty U OBIEENEICOWTIL, in vitro © CHO B/ 4 =8 s
THBRIE RGER T2 SR D5 RS, YefafR BT —S9 S T Oz )
D HND AREICEBWTEEORBRENRE SN TWD, Lz, #EME AW -1EI72E
IR FFABROFERITRZMETH Y | FRlCEEENRO N HEE TN, +
7 A% AW IMZREBR N ORI & TR Sz 7 v b &2 W3R B ERBR OV
TnLEMTH T,

INHDOZENS, mra T axt U AARICE > CRIE L 72 D mmEtE T &
2T

. RS
BOKG5I2L 5 LDsold~ 7 A (Bor:CFW1) OIET 5,000 mg/kg A, MT 4,336
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mg/kg (KHE, 7 v b (Wistar ;&) OMERET 5,000 mg/kg (KHE#E, vH¥ KRFF7
) DOMERET 500~800 mg/kg KE Th o7z, A X (B —J /LR TIIERWE 2 En-
L7272 LDso ODRHNIAFIRE TH o 72, FRIRNIE G2 L D LDsold~ 7 2 (CFW1) @
IET 225 mg/kg IREE, MET 220 mg/kg (RKEE CTH -7,

FBIORERIZIBNTIE, AR 5I2XK 5 LDso ld~7 A (ICR &) DOMflE, 7~ b

(Wistar &) OMEREE $12 5,000 mg/kg REH, ARG Tid~ o 2 (CD-1) Oiff
e, 7~ b (Wistar &) OlflEE 12 1,000 mg/kg AEE, FARNES CTld~ v A (CD-
1) DT 136.0 mg/kg RHE, MET 143.9 mg/kg (K&, 7~ b (Wistar 57) DT 233.2
mg/kg KE, #ET 210.0 mg/kg (KETH-7-,

T #E5- Tl v 7 A (CD-1) OElE, 7~ b (Wistar &) OMfERE L 412 3,000 mgrkg
REHETHoT-, (B 21~24)

EEMSMAER
(1) 4 BMEIMEERR (Sy bk <8BT—42 12>
Z v b (Wistar #. 6@ ZHAW-Tro7ax oo 48K T#ES5 (0, 5.
40 X% 300 mg/kg RE/H) 12K A iRtk its i I8iE S e, SEEOEMWENT 0 K&
Y 300 mg/kg AR/ H % G CIIMERER 16 PT, 5 KT 40 mg/kg (AREE/ H £ 57ECLItfElE
% 10UCT, ZDHH 0 L300 mgrkg (RE/ H B GHEOHERER 6 DTIX, BeH5&T% 48
(28 H) MRS 2 EHEREREECH T,
AEREA 1 300 mg/kg FRE/ H B G-REDRE 3 Fil3E1LE L,
—BIRAE I, 40 mg/kg IR/ A UL BB GEEORER OF 300 mg/kg A/ H £ 5-HEOMET
P GENLAZ R DRV % £ 5 BEFE DR BT, 300 mg/kg (KE/ H & HRECIIE G- DK
BIZONTEDOH, WESHE L, &5-HIRE N TR gbE T 5 HE O
DI, RGO NEEA LT D61H H o7, F72. 300 mg/kg (KF/ A G REOETIX
5 20 HEDOLEHFHROBRIEEK T 2 Lo TITEIERIZ /R 0, IRIREM N 2R
L7=, [IEREREALAHEIL. B GERLOZALIZRER ORGE & e CBTEE L, T8 ONR
DI A HNTRL TeoTz,
{RECIE. 300 mg/kg R/ HHGRHAC I TRETIRAE, MECTEMEEZRD ST, EIE
FRBRBHARTL | TR & & e FREE & Hhili Lfﬁ ATRD LR ol
BEIR T, SREGIHCBWTHE O N Y AW AoV
IREHRRE (RIREE) 2BV TI, &EH&T BE, [EERBRIE TS BICEFIEED S
VARAY oY R
PREAE TIE, 300 mg/kg RER/ H 5 GREC R\ CMEREIC LEEE OB, HEZ 7 B ARKE T
U~ T 3T LT =y DEFOBINMTRD Hiviz, [EHEREREE TRl &
H DX BT A LN T, [BIERERKE THEO 300 mg/kg R/ A& HREIE
TR R KRR Z EE T2 MEADSERD BTz,
MIEFHRRATIX, 5 mg/kg AT/ H 558 OHELZ i/ MIELOBIINNFED B3, A
BN 2 <L RN RGIC X DI S B L B 2 bivlz, 40 mg/kg (KE/ALLE

2 IERARGORRTHL b, BET -2 L LI
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B GREOMERE T EITAFHER L VY > SEROIINCAE 9 WBC A ONZ i/ M o, 7
© Hb S0 Ht O H5388 B, S 512 300 mefkg A/ A #5RE Gl CRIRIL
RO A5 RBC O, HET MCV LT MCH O 235380 bz, Zilb D%
BT [EHE IR TR I3MERE & & [F1HE L7z, 7038, [BIERRERIE TIRFIZI81T 5 300
mg/kg KE/ HEGHED Y LBk O WBC 136 FRRE 2 N Elo 72,

MIEAEALF R T, 40 mg/kg R/ H DL & GHEOHERE T Alb DI D38 B,
ZUZEES T 40 mg/kg R E/ H DL B EREOIER OF 300 mg/kg A E/ H & 5HE DT TP
SN A/IG EEDME R LTz, BET CL, T Na OREFRD bz, £72 300 mgkg
K H IR GREOMERET AST, Ca. Na KO Cl O WONT ALP & ONTG oHEhn,
T T.Cho } O BUN DO/ ONZ MR P NN, MET K OGRS Hiviz, [ElifER
BRA& THFCIE 300 mg/kg (RH/ H B 5-REOIET AST LU Ca Db 378 Bz LIk
[l L7z,

SR EE B ClE, 40 mg/kg RE/H LA L& GREOREN O 300 mg/kg 8 E/ H B 5 HEOMET
R D skt o OV B OHEINASTED A7, 300 mg/kg (AE/ H ¢ 5- B MGt B
DY, e CTHERMR M OWIRR B E O HECITERE DO O = RO 758
BT,

HRTCIE, 40 mg/kg R/ H DL FRGREOMIE IV TR G RIS, S
BRIVE e ONZ R 2 5 Lo N FFEDN EAEEE TRRD BALTz, 40 mg/kg {RH/ H & HEEOIEC
B THIEOIE A 10 P 1 61T, 300 mglkg A/ HFHRETIT M TRO BT,
ZDOFEEIL 300 mg/kg RE/H B GHTL VRS, WEEEITEHTRD biv, KEEE
ZPES B o7z, 300 mglkg (NE/ H % HGEEOMET & RO IER Y 10 il 9 1 THRH
STz, £72. 300 mglkg RE/ A 58 Tl B OILEN 26 TR Hi7z, 300 mg/kg
IR/ A P GO RIERERKE TR CIIE CEBOILE, 5 T OMMLEF80 bz,

SR ERREAR IR Tl SHBRERL O 5 ma/kg (AH/ A58 TIIIR GBI RIEDN TR
DO OO Th o7z, 40 mg/kg KR/ A DL EEGHETIIER G O RIEMRZ(L
3R L, DRI E & AN D IEFSEDTERD 2 H AL, 300 mg/kg (NE/ H 58
TIIEETh-oT, EHRGENLCBIT HRIEOKICIEZELE LT, 40 mg/kg AR/ H
LU BREOMEREL BB CRERIERRAIE O IZ AL, M Cilifn TCHEDSZE®D B, 300
mg/kg RE/ H 555 CIIMEREClFiBZ 3517 2 BERERCR IO & 235880 b iviz, £ ot
Tl BERE R EITERR L7222 3G80 e o7z, (B 25)

(2) 13 EFRERHEEHAR (Sv )
7w b (SD R, 42 Hilim, WMEHES 15 VU/BE) 2= mradto oo 13 MR
5 (0, 500, 2,000 Xi% 7,500 ppm : % 36.5. 150.0 XI% 577.5 mg/kg K/ H .
M ; 45.0, 182.0 XI% 690.0 mg/kg (AH/H) (1 & 2 diAabEm AR i S i,
BRI Z 500 ppm #&% 5HEORE 1 23561 LTz,
—fRIRIETIE, BEITER L= BEITRD bnehhoT-, £-IRME (EEmIREE)
IZHBREIIERD o T,
{RECIE, 7,500 ppm $5¢-5-FEOHERETHINIHNHI & OMRAED R BTz,
BEEECIE, 7,500 ppm $GHEOMEME TEIRINRAOME T LTy, ZoftliczE
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D BT T,

mlmzqaéﬁfﬁf 1%, 7,500 ppm - GREOMERET Hb ORAE, T Ht OENZED S
iz, Ht ORAEIE 7,500 ppm e 5HEORET HF80O LT DG FRIRA B ZEIT )
7o, #5-6 #% D 7,500 ppm $EGHEOMERME T il MEROHIINAZED b/, $5-13

(e ) 100 7,500 ppm $5 G REDOMEREZ 33 VT b i IMRELO BN Z2 Ezmtz’»
MEFRNCHEBE Tl o7, %5 13 1% Ol MCV OB BT,

MEA LSRR T, 2,000 ppm #5REOEE- 13 #H#% O} O 7,500 ppm £ 54
D56 KON 13 1% OMERE TG TP OIXfENFED B/, Ziudk Glob DX FIZER]
LTHED., 7,500 ppm HEHEOMERET Glob DIKMEANGED i, HETIZAG b EfEE
L7, 7,500 ppm HGREOEE 6 KON 13 H# Ol T AST OIEEAGED B, %56
W OO GRE, #1513 1% TI3ED 7,500 ppm #5-8ET ALT OIREHTRD 5
iz, F£72. 2,000 ppm LA EEGR OG- 6 % OKE, 7,500 ppm & GHEORE- 13 1
@é@&k&f&fm& P OEfE, 2,000 ppm A EFERET T.Bil DIKEARD H-23, &5
13 % TIIERO Lo Tz,

PRIGA Tl G- 6 14 2,000 ppm LU FFEGEEORE, $#5- 13 @%? 2,000 ppm LA E
B 5REDOMET Na O D80 BTz,

EEREETlX, 2,000 ppm LI F3EREDORE TR AR ORMERT K OFE B, M COlED
skt EE B OIS i, 2,000 ppm G4 CIIHED RO EEIHMEECTH -
7o 7,500 ppm & GHEDOIED LR BRI L EEA 1~ LTz, 7,500 ppm & 5-HEOMERE
T BRI GRD v, METITH R AICAE TH T, F-. fﬁfﬁ%
O EEO A, M TPl L O E RO SEDFO v, 72k, HE
BT, AR TR S EEOKEIZ OV T, xtﬂﬁﬁifﬁﬁi%*ﬁm&)%m E
BNHIIN L7272 DICHEBEZENRD DN E BRI TV D

HlR & OYp f%fﬂfﬁk%ﬁﬁ&'ﬁf 3. BIEOYEEDS 2,000 ppm LLEEGHEOREK T 7,500
ppm FEGHEDOME TR BTz, 7,500 ppm & GHEOREDREHR FA KL OFERITIRZD1T80
B, KR BB N L O HRSE PNICZE M U S ER L O AR bz, £
7. 7,500 ppm #5H#ED 30 FiH 3 Bl FEBAER DOHE 25, E’Hﬁ«ﬁﬁ%ﬁi&@lﬁ S HE3)
/<7b>mh D BN, RRREZE D CHAORERENAZRD B, WEREFAC X EN TG o

wOGSAESEIIHEIEIZ 1. 1, 6 XOV10 Bl) MOV GED f‘om‘_o (73% 26)

FAORBR RO BN RIR SN2, & BICEEHRZ R i S T,

7> & (SD &, 37 Hifin, KE 15 VW) ZHWe= w74 0 13 R
5. (0, 125, 500 Xi% 7,500 ppm : 9.9, 38.0 Xi¥ 615.0 mg/kg KiE/H) ([ZXk DR
PEFRMERRER DS SEhE S A7, RHIREE, 125 ppm $E5REN OV 500 ppm #5884 2 BE, 7,500
ppm 5T 3 BEARRE L, &5 14 H#%IZ 7,500 ppm 580 1#E, %591 0 (&
e ) BICKHE LREZSIM L, 720 0% 1 BREERERAAA 181 Atk (Beikie5-90 H
%) F CHEERIECHE T 5 EHERERRE L L,

PERHA FZ 125 ppm & 5HED 1 FIDELE L,

—BRIRBEIC R AR U7 BB 1T D BV o T2,

RETIX, 7,500 ppm $ 58 THAMNHE] L MERAEA TR BTz, ZAUIEHERBRO%
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MZIIEE L7,

EEEE I, 7,500 ppm $GHETEIEEDZRNACIE T L=,

liggs E B ClE, 500 ppm &5 TR BRI EOKAE, 7,500 ppm & 54 TH
B ROt K OFH % EE B ORI ONTFE L OFE % EE & O SENFRD H L7z,

FRR M OV ERAIAR A0 ClE. 7,500 ppm #&5HEOK S 14 BHEOMAE T 15 fif
10 BRI O BERE 1235385 B, 20 TR HARE I B - o8N, SRR,
BGOSR BT, BE5-91 HZ O T 7,500 ppm B 5HED2H] TS
&R ERELZ, 500 ppm - 5EED 3 B TR BRI BERE T-03580 Hivl, R
46 181 HIZDORAE TIEIWT D T~ F ORI S BERE G880 bivied -7, FEIRO
YL G- 91 HZOSR T, 7,500 ppm £ 58E0 161 ) 1o, #RERBA%A 181 H
?ﬁ@*ﬂ*"’( X, 500 ppm FHHED 1] () 87,500 ppm $58E0 2 41 (fl)
(ZFRD B, BRSNS DTN D EEE OB bz, (B 27)

AGRBRIZEIT 5 NOAEL 1% 125 ppm (9.9 mg/kg IKHE/H) && 277,

(3) 13 EHEFEEMEEHER (1 X)

A X (=7, 12~13 7> Hilin, HERESS 4 DT /) ZHWe=rmoaXds oo
13 RS E- (0, 320, 800 X/ 2,000 ppm ; M 0. 9.3, 22 X% 53 mg/kg AT/ H .,
fE 0, 8.9, 23 i 51 mg/kg KE/H) 12X % iiahatakings e < vz,

—WIRRETIL, MEMSBRECEIZR X 7208, 2,000 ppm 5L CHEE CTH-T-,

{RECIX, 800 ppm LL EFREREDHEN TN 2,000 ppm $&%-GEEDOMECTHRGHIHNIBD A3
D BT, FIREFNC I W CIEBEEE B I LTz, 26 i3eBRiifk i [aiE Ls,

MEFARRE, R, IRRE (EHERIRSE) <k, HGITER LRI 5
ANy

MIEAAV AR TlE, RERIHIC 800 ppm LA B GEEDMIET Glob DI, A/G L
DEAE RO TP ORAMERAGRD bz, bk, BROEITICE- TEIES L 1T
A %~ LT,

NERES &, 5B S OV ERARRR AR i, RGN L7130 b/ o T,

(2 28)

(4) 13 EEESMEMHER (1 X, &)

A X (B —27)VFd, 3~ Him, MEES 4 TWRD) ZHWezomradhi oo 138
MREEHS- (0, 100, 320 XiX 2,500 ppm ; 0. 3.0, 9.6 Xi% 75 mg/kg {KE/H) 12k
% Hf R R 3 St X A7,

—RRETCIE, BEG IR Z2MEM K OV A 100 KON 2,500 ppm £ 54 T8
bz, 2,600 ppm &“Efﬁi‘@&kﬁf& (TEENME T (MERESS 4 B 1 ROV 2 ) . miTIoOF
REAET O MR (ML 4 B 2 1) 2RO BTz, TREEORFITHRS 2 #HIC
2,500 ppm i&%i@ﬂﬂf BOBILD LIl oTz, RBilOxT Yy 7 ZHRAED 2,500
ppm FEHHED 3 i, 100 & TN 320 ppm BEHGHEDK 2 i, XFFREED 1 FIIZ OV TEIES
T=h3, 2,500 ppm £ GHE TS FARE B0 BT,

IREE N OMBEH R SR GTEER L7223 B e o7,
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MR N MR AL RO T, & GICERR L REIGRO bed o7z,
PRAEECIE, 2,500 ppm B GREDIRFIZHFESGRD T, IRICIESIT=rr7nm
e IR A A= AL S BIAS N Taa kb d Wi

IRfRA (EHERIREE) THRFIEED N7,

IR Ol RHRREE & Dl TR GHED R OM K OFEXT B R OFEINNFED &
ARy, BEHEECOMEMBINE, AEAITE bICRO bR T,
%@&Uﬁﬁﬁ%ﬁ%@ﬁfi\%ommﬁﬁﬁ@Smﬁzmﬁwzmommﬁﬁ
ﬁ@8m$7mﬁ%ﬁwz2ammmﬁﬁﬁwém?%%%%&wwlWf%%%ﬁ

SO BTz, 320 ppm B HREED 8 filH 1 I TREREEAIZONS AN, 2,500 ppm £

ﬁﬁ@im_hﬁf@kw SRR N OV S TR O R BB FEIC e L ORI 21 5 &
OO ADFRD BT, FEEIZOWTIE, BEEREI TR ZED G20 B, XTREREED 1
B} Y 320 ppm e 5HED 3 BlIFRkE, RHHRTE 3 FINFONT 320 & TN 2,500 ppm & 5-4F
D& 1 HPNIRKATH D Z ENALNTH 77, 788 HIVT-FT RIS ONIEOYLRE
ERGHIE (T 72 SV TO D RS O ZE R L Ty o 72, NIZEOYEIRITRTHRRE R 5 6
ERERECRO b RGEIEIC 1, 1. 2 KOV 1 6, FBEHIIEOZZ R ko iR
B 141, 100 ppm HEHED 2 iK% 02,500 ppm #&E5HED 3 HTRED HAL, 100 KL
2,500 ppm #GHEOFT FLIZIEFEFAS & STV a3, 320 ppm BEGHETITRRD H i
T HEMBEIIERO bnirinoTz, (B 29)

FEEEER TR BT RO Z B HNTT BT, HlinA X & A8 hiaERgs
FEhi iz,

AX (BE—=7FE, 30 Ak, [E4VUED ZHVWeora7axdo oo 13 HER
5 (0. 10, 20, 40 XJX 3,200 ppm ; 0. 0.3, 0.6, 1.2 Xi% 92.1 mg/kg AH/H)
(2 X B M AR S S vz,

REREA R AR BT 22 o T,

—BIRAE TIL, o FRREZ B O B AR S TR OVEHEDSFR D H 4172, 3,200 ppm
B ERECIREMK T, FARBIEI O & O DORE B 5 50117 HERD B, %5k
Pk L 7= O ORBRAE T Tkl L CERO BTz,

RECIL, 3,200 ppm BEHHETHR G 3 W F CHYNHNHIATED b,

EAEE T, 3,200 ppm HGHE TG 5 il & CTIKEDSFED Hiviz,

IR (EEZRRIREE) <Tid. BEIERO LT,

IEER R ClL, R EEOETEN K E o 7203, FEICHBE L7-283h3Ro 54,
ﬁ%&%@%ﬂié%@k%i%ﬂto

TR CIE, L ONEHE HRIZEF IR b iveinoTz,

T ERAR AR AR Tl %@ﬁ%kﬂ% KSR DORERBEPEDENC L BT 5> X AR
D BTz, AEME T OREEHIEO ZE R ZALIT e Z 5 O T- 2RE TRl LIRS, &
B8 X 572370 < AR O®PAN &£ 5 2 b7, 3,200 ppm $5-8£0 1 Bl ]
PEOFEERO BT ST B, FlE I Z 2 EMIL N, FRZAR DR B AR D HRER
a9 D KRMOMIENZED bz, (2 30)
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B D BFE D RIRARI KT T BT OV TEIORER DM T,

A X (B—27)VHE, 3 2 A, M4 VYR ZHWe=rm7adto oo 13 HER
5 (0, 10 X1 40 ppm ; 0. 0.3 X% 1.2 mg/kg KE/H) 12X 5 dAMER B
FEhE S, AEBREWIL 13 EE ORI TH%, S 61 13 EMIREL, £0%kE
B OSSR HR O E R RO 2 J20i L7,

eﬁ%%’“b (RE, AR, FIM L OYRERARZIRAE T, Wb ESICRRIE L

IR DI o Tc, FBHREOWEE HRIOTN O L, EERE 288 LT
v \710 (ZFR 31)

D OFRBROFER) HIRAENTHINT LT, e bSO @O iR 2T 320 ppm #%
BERETH LN ~DEETHY | 4 XZ W= 13 s ArEEERERIcBIT 5
NOAEL (% 3 mg/kg (AH#E/H &% 2 7=,

6. BHESHERUENSAMRER
(1) 2 EREIENSEHREISAEHEHER (YUX)

~ 7 A (B6C3F1 MEMER 60 VL/EE) 2 AV vz o m 7 a2 0 0 2 4ERTRERF 5 (0,
1,000, 3,300 XI% 10,000 ppm ; #E 0, 323, 1,097 i 3,526 mg/kg {KE/H. I 0,
373.1,206 X% 3,696 mg/kg {KH/H) 12 K DI AMEDFA BRI FEM S 7=,
BHF 10 DLl 554G 12 70 H ORFRCTHRIRAE IS Lo, £ RIBERIC, S&K G

Nz MERERS 10 PEIZ 20,000 ppm (7 8,031 mg/kg 8/ H ., i 8,007 mg/kg AEH/H)
% 12 7~ A [BHREER G- L=,

BRI R O TRIZEITRD IR o T2,

—MIRRE T, FRIA D 20,000 ppm & 5845 OGN L7 2T b
ARy

{REEIX, 10,000 ppm LA F O£ GEETIRMERET UL LIRBE 2 @A b,
20,000 ppm FG-HETIIRTE & 2213580 Hive o7,

S OEOKEIE, 10,000 ppm LU T OEGHETIIZEITEEO b/ >72, 20,000
ppm FGREOMERE TR, fJUkEL HITO0E -7 (HL, 20,000 ppm BE5-#E1T
12 72 A, EEE&L TN 10,000 ppm LT OFGHE Tl 24 7> H f# G- OYEHED )

MEFHIRE TIX, &5 12 AR GHEORER O 8,300 ppm LA EHEGEEOMET
MCV OIEAEDSFRD BT, Hefk#e 5421213 3,300 ppm LL E&GHEOREL Y 10,000
ppm BEREDOMEDIr & 7o o7, 512 KO 24 72 H (k& E) BOWTHORE T
% 3,300 ppm LA EFEEREDRE R T 10,000 ppm L EFEGREDET MCH OB FED &
N, #5512 22A %D 10,000 ppm LL EEGEEOREIEONT, k& 5440 3,300 ppm
DL B EREORER O 10,000 ppm 5L DT WBC @{ﬂi’}\@ BBz, £, &5
12 A 1%1ZiZ Hb X OYHt DK T 28 20,000 ppm & 5HEO#HEKR O 10,000 ppm LA G-
FEOMETIRD HAL7=, 10,000 ppm LA & GHREOERE T Hb O Ht OIK I35 12 7>
A1 K OV TR G544 TR BT, O < O0DIER THBEMICH B4R
HEDRD b, BHEFHERITIRWEB I b,

MIRAA SRR Tl 85 12 2> H 1 T 3,300 ppm UL EF SR, Fof&d%5-4% T 10,000
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ppm HEGREOHET ALP OENFED Bz, ALT LN AST (ZIZEFITFEH i
ST, 512 A% D 20,000 ppm HGEEOME, 3,300 ppm LA E&REGEEOME, ERE
TH;D 10,000 ppm HEEEDOKE, 3,300 ppm UL EESHEDMET TP O 13388 B,
Alb ®FEIRLNG Glob DIRfEIZ L 2 b D EE 2 BTz, £, B5 12 22 H1%121% 10,000
ppm UL EFGREOMET Cre OIENNZR O, FDMEBIEHINH BEZED & HIEH DU
SNTEDFEEERIT 2N B X BT,

A& 54 OIRFRAE TiX, 10,000 ppm $ 5-FEOMERE TRRRAIZRIRE D TR HALTZA3,
JRERFAAR AR A CIRER T IIFED bR o Tz,

g B R TlL, &5 12 72A%D 20,000 ppm &5HEDMER D& 54 D 10,000
ppm 5 REDMEZ B HE K QAT EEE OISR Sl e b A EEDH HIE
BRI, ZAMREEICERTHHOTHY . 2O EMHBEMCRE D
BIEFHIREROH DL ITRD b o T,

A& G4 OFIRTIE, 1,000 ppm LA EEGHEOKEK TN 3,300 ppm DL GHEDHE
TEMBOILENGRD SIS, HUEEWE O 52 X 2 IBNHE O BN L H 2k T
HY ., FoRBEEOGHOFAMEZEBET D &, FEFHERICZ LW LEEZ O
7o ZOMIZITIFERE L E O, FEITRRE L BEIG5 ben iz,

BRI A TIL, 3,300 ppm LA FGEEOREK TN 10,000 ppm £ 5-FEOMETHE
BB R ONBFED R R E DO RSIEFLERRIETE A DGR BT, O AEFRIZ OV T,
FEH TR ETER LA BEITRD Do T,

AFABRIZF1T 5 NOAEL (% 1,000 ppm (323 mg/kg (KE/H) 5272, FENAMER
RO BT, (B 32)

(2) 2 EREEMEHEISAEHERER (Y )

Z v b (Wistar &, HMERER- 50 DU/RE) 2 Wz m 7 e300 2 FERIREE I 5-
(0. 770, 2,000 XiZ% 6,000 ppm ; 40, 41.0, 103.4 X% 337.6 mg/kg {A=H/H ., M0,
57.7. 146.0 XI¥ 465.6 mgkg K/ H) 12K DM ANEIERERDFhE S
7o PRI S BV TR ERERES 10 PU3, S 5| ZHERES: 10 PS> 10,000 ppm
Pe 5 (1 855.5 mg/kg AH/H ., M 1,001.4 mg/kg ARH/H) 255%7E S+ 12 7> H RlTRET

&5 L=,

FERH] D S CIIA B R AR OZEIERD b o7z,

{REETIL, 6,000 ppm #5HEDMER O 10,000 ppm $e-5-HEDMEETHOMHNHI AR &
AT=23, 770 J O 2,000 ppm X GREOMETIZIEI Lz, HEIMNHEIL 10,000 ppm #5-7f
DORETEHE TH -7,

FBEEAIT. 10,000 ppm FEGREDOHERET, /K EIE 6,000 ppm LA EPEGREDOHERETHY
MR BT,

MRFHIREITE S 6, 12, 18 XU 24 nH (Fef&dd ) t’ricEhiiIniz, #5 6
A#%IZBWT, RBC., Hb, Ht XO*MCV OIEAEAFED S, 6,000 ppm LLEFE5RED
Kt Ht, 10,000 ppm #5HEDORED RBC, MEkED Hb & O Ht (335 soef A E[El> T
2o F£72. WBC DD L38O LN ZIUITEME DA, ME RS 5 Z &1
FU T E RO ONEBRTH D, ZHHITWNT b EREER G5 TIIzEIEin 5
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niginoiz,

R EREORET, ek 5140 2,000 ppm HHREZBRE K E 6 7 H B LBEOWT o
RERUZERWTE TP OF BB D80 bz, HETIIRE 6 2B % K OFEE 5% T
1% 2,000 ppm LA FFEHET, #4512 72H % Tid 2,000 ppm & T 10,000 ppm - 5-4£T
B HFRD STz, TP O T2 37 B OBESKENT L D525 Glob DK T
IZEDHbDEEZEZ LN,

PRI x4 X7 BRI L=, ZHUTMiR o % 2 X7 E ORI E S
Lo LEZ BN,

IR Tl &GO b7z,

figgs BB Cld, 2,000 ppm LA E& G REOHE TR OME T K OFHR EE B O D378 &
iz, MECITHFRA T 770 O 10,000 ppm # 58E CTREROZAL GO HAVTZH &
FEBEME 72 < | Bl 54 T3 2,000 ppm #5EED A TR AL — BN RWERTH
o7, EDOMBEERIRZALNTED G N IFEEZRICER T2 DO TH Y | HET
H7e BRI TH -7,

B G OTIRTIX, 2,000 ppm LA = GEEOMERECIFFER ORI T 6,000 ppm
B HRECEIBOIRED GO b,

TR FHIR A ClE, R AR SHE LA £ © IRE IR R A & D 7o
DOREL T 6,000 ppm LU EBEGHEOMETIRD Hi1, 6,000 ppm LA EBRGREOHETIIAE
Tholz, Fiz. FERZEHEN 6,000 ppm LI HRE TS HiL, 10,000 ppm % 5HET
FAETH o7z, w4 TIIRRME LA 1 O MR A SRt ENBE SR, FEE
DEHE L OFIRILAE | CAEN ONZ B R A AARHE OB DB 5 R 2 5 oD T MERE©
D HAL, B LR 5 IR LB GHEORER Y 2,000 ppm PL & GEEOMET,
FERMENREBIZRLIT 2,000 ppm LA BB GEEDMEN Y 6,000 ppm FEGREDOMET, KK
BLZEHE M ORI IEAE TS 6,000 ppm # 5-FE T, (DARIEIR &R GREOE X T 6,000 ppm ¢
EREOMET, BT 6,000 ppm HGREOMEMECHE TH -7,

JEEE, FEBRE CTIXZE A ERBD Lo T, 5% TliX, 6,000 ppm £ 5-
BEDRETHRIED C-HIIaRRIED I AL DOHINIATRD B AL, BE & DA EFCITHE 1Y
WCHE L7212, Rt BBOFPHN TH - 72, 6,000 ppm EGREOMETIE, HiH22A0
RABEZTZRV, DN FESEMMEE (HREEIE) OENNFED bz, 2k
DI FIEZEMERIfEER & A5 L7256, S Pic A RIS L7z, Z O RI3h|]
AT SAVTAE R, AERER T RREE O MERE TLPIIEE T FAIEEME IR & TRk DIE DS
72 XRBECIBT D RRAOHE XS 7T — X LV IRWMETH D Z &, HECTIIH &R
BAMENSBIZR SN0 T2 Z LD, HEREE & 24D OIRA OG- & ORI X
iR SN TR, EMEA K ONJECFA IZBWTH F OIS TW\D, F
7o ARFBROWERECTHYN U7 OFE & OBEM: LERO DIV TV, I, DT
PRRERIEIL T » MCOBIRET HRFFRNRIEE ChH D LB BN TWD, ZLH Ok
BX 0 DPEO BRSO3 AESERE OHINNH P 52 B~ 5 ATREME I RO TR < |
Fob bOIMEEITI2 N EBZ X BIVD, ZOMONEE N OSEMENES OB Z 22135880
LIV T,

AFRERIZBN T, SRS CIREER L NULATEDTED Bz 725, NOAEL (F:k
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O BNIRD DTz, FENANMETRED bR oTz, (B 33~37)

FEEEBR TR BTN K OMDIFZEIZ DWW T D NOAEL % #5726, [FRHD
7 v b &AW BB I E S a7,

Z v b (Wistar &, MEES 50 VU/EE) ZHW-oo o 7ot oo 2 HFERREHR 5

(0. 100 X% 500 ppm ; ZE£ 0. 5.3 X% 26 mg/kg AHE/H, M0, 7.2 X% 36 mg/kg &
H/H) L DB AEDFA BRI FE M ST, ASREERER 10 PRA S 12 2
AR LT,

AAFER —CIREE, IRMRAE, BEHE. fokE, RE. MRFORE, ke nom
N OYides BB 2 IR G R L7 B3GR b7,

TR M O ERA AR PO A Tl i HECIHIROER DGR BT, B &L OV PRRHAR
RN DAL A TR E BRI B o 1o, FHEORRHEL 21 5 IRE R R A
MRRASRECIZ 100 ppm uﬂ&%i@ﬁ&f . B 5% ClE 500 ppm G EEOMERE TR
LT,

HEBEZ DN TR, JHE R QMg oD 2 i BEARARR AR A 03 SEE S VT2 DM O AR D
EFITRRD B inoTz, (BIR 33~37)

(3) 2 FrEE4SEHEER (Sv )

FR 2 R CHRIRE G- EICB W T O L2 5 IHAERERDTED G Z &b,
ZDOIRENZT S NOAEL 2 ET 5728, FEEAERD I S 7z,

Z v b (Wistar &, MEHER 50 VLR ZHW- o r 7 a0 2 FMREER G-

(0. 10 % 50 ppm ; H 0. 0.6 I% 2.9 melke ARE/H . M0, 0.7 X% 3.5 melke
H/H) X DR i ST, BHEMERES 10 ICa$e b 12 A %ISR
BT L7,

AEAFER, IR, IR, $BEHE, SUKE. KRl MEFIIRE, migAe bk
A, RIS, BEEREE S QNSRS OV B R IR A I3 T L B GITEEIR L7 B
ITERD biioTe, (B 33~37)

AFABRIZF1T 5 NOAEL 1% 2.9 mg/kg (KEH/H & & 2 7-,

~

. HETERASTESARR
(1) 2 HAEREAR (Tv M)

Z v (SD %, MR 30 IU/RE) 2o 7 a4 o DR S (0, 500,
2,000 X% 7,500 ppm) (Z XD 2 HARESERER N FEhE S 4177,

B 5% Fo fECIIAHAT 70 HIW, MECIIAHCRT 14 HE, Fi CI3dEsLez, Mt s H
il 70 HRID>HERIGFE TITo 72, FoRELOHANR (F) 13— E2brE, BERL (4 21
H) & CHE S, BEFLAG SRS 25 JLAK L, 2D 20 L Fo 2157, ik
SN o s FUEERRICH Uie, Fold A2 BrE MRl & CTiE S,

—fRIRAETIX, 7,500 ppm $5-EED Fr MEEH CEALELIZAAS D EMDTRD &
iz,

RETIX, FoXOF1 & $1T 7,500 ppm $5 5-FEDOMERE THAINH] M OMEAEDZ8D B
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77

fEEER T, 7,500 ppm #5-8ED Fy e CRRBRIAR s L7z,

PEEHNC R G- OB TR LA D - 7253, 7,500 ppm HEGHET Fo KOV Fy & HIT4E
IRROIKT, R OB R, WONTHPE S, HAERKOERBOK R
BT,

FEPEVEIT., Fo MOV F1 & HICRGHE & SIEEDO I AT A B LR o T,

F1 KO Fo RO 1~4 HOAFRK AR 5~21 HOAEFR @) 1% 7,500
ppm BHHETIK T L, IFEHM IR E O] & ARMENFRD Hiviz,

WROINKR L OVER & HITEGITER L2 B IG8D o7z,

JEBRAR IR ClE, 7,500 ppm FGHED Fr HEOEFITHAWE DR G, BIE
PO KRS ZEHE M OSBRIz IE 3580 iz, £72. Fo MY Fr DD <
T U7 TR SRS ORE B _EARTIER O BTz, MEOAFEER B I 3B Rk
MBI B2 T2, (B 38~40)

AL OB CBIHRE ) DIR TR B, o7 Adax ) o RETEMEYE T S
TN D SO EFLLOR FIERICKT T 2B B2 b2 &b, LVIRHAETOE
TERGRE A AT 5 - 0B R 21T - 7,

7w b (SD &, MRS 30 DL/RE) % vz 7 advo o OiREHRE (0, 125,
300 XJ% 2,000 ppm ; 0. 10, 25 X% 165 mgkg AEH/H) (2L 5 2 tHAVEGERER )N E
i <A77,

B 51T Fo HETIFASALRT 70 A, METIIAIALAT 14 AR, Fo CIXBERLA, MEES © 22
BLD 77 BRI HERIFE TIT o7z, FoRELOHAR (F) 1332k, Bl (&%
21 H) £ COHE SN, BEFLSSHEMERES 25 PEARIK L, 26 2538 L C Fe it 445
7o RSN o7 FUTHEIRICH LT, Fold i 2R & Bl £ s Sz,

—fRIRAE, RE N OB R G- OISO b o T,

PRI, AR, AL, [RINEVRER. SERE AR OVRDAEFRIZIEL, Fo kO F & biC
BeGHE & RHRBE ORI AT A B D o7z, 2,000 ppm #5-8£D Fe CIIBEFLATORE
AR (AT L7z,

WEONE R OVEHR & HITEGITER L7 REIIRRO bnenoTa,

lEESERTIE, 2,000 ppm #58ED Fo O Fr BEORS R HRE BICHFHA0A B2
PRSIV MEE 338D BTz, R OYRESRHAR A ClE, 300 ppm LA B3R 5RED
Fo e O Fy JETZEME U 72K R SFE B ORI O 3L EIRHIZ58D Hit7=, 125 ppm
BHHETILIIN OGO Lo T,

AGRBRIZI 1T 5 NOAEL 13 125 ppm (10 mgkg KE/H) & 27, (B0 38~40)

(2) MEEFERERER (Sv k) 13
EC 2 S BR CHEDKS FITIPRER E DSER D D272, T D DO EINIEET 2 A
DUWNVTHRTT 572 DIB IR 21T 72,

13 II. 7. WIOENEERTHY, 1 HETEBIN TS Z 06, NOAEL Zi3R7E L7eh -7z,
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HEZ >~ (SD %, 60 JU/EE) o= r 7a X4 0% 90 HEREES (0 i 7,500
ppm) L7z, &5 3, 6 KON 9 BRICENZENARE 10 JT, #5- 13 #H&IZ 15 Va5
L. 7% 0 ORE 15 VLI IR A & 5 LIRIERERIE L LTS BIC 13 BT Lz, &
GBiE 11 % OS5 3, 7 LN 11 R I A FEORE 15 VL2 KA 5-Of & i &
2 BEAEL S, 4FHE 20 BISHIR L, BHHEGE 2 8372,

B GREORECIX R G 218 U CTREOBINPIHE] K OMEAE T80 i, FEEE S
L7z, ZAUHI3Ei&BEGRICHE LTz,

WO ORI T & R RFRIZEI TR Do 1oy, EHEORED 3
B CEFESAE O FAGED HiL, T b OB CIEmiRE R O 528 X TP OZEfEN
BRI e, MR E Ol MRS Tttt & OEXT B EOBIINNGED B, fofkie 5%

(IR EEOBAER A STz, I EREEIXEHE I 25 DB 218 U Tkt
&U*HXTEE@&Hﬁ o UTc, FERUIRER LR OFEO M TS 3 ik Of ks
IZITRBD B AL, RREFCHIIN Uz, F72, . EARP OMIRERE oA Hivlz,
P GREOEC BT D B3 1 512 RO CRIEREBREAR Iz [mE L7228, FSHeE 0%

el Za GHEORED 15 il 6 il T3R8 Bz,

Fe b 11 %I TASHL U 7o MEChtiiess, [RINE AU OVE PRELODAR T DN ARAE R 14
DEINHFRD BTz, BEERBWIUEEOEENINIERD Saho 7o, HRR, RIEREK
ORI DR T I ONC AR RSN LR R BRI R B L 7=,

B BRI T 2 IRV OANER T IIGRO b o7z, (BFR 38~40)

(3) RESHHER (Tv M)

Z v h (SD %, 28 UL/ A== u 7 e o omEkk s (0. 50, 210
1% 875 mglkg (KE/H) &K 2HAEFMRERNEE Sz, BEGI1E, k6 B 15
HIAT> 7,

FEW T, SECTITFED bR oTe, —HRRBICE GITER L2 B FI3RD b7z
o7, ﬁ@%ﬂuﬁnﬁ%ﬂﬁ> 875 mg/kg {KH/ H G- HEOMRIIF T CRO bz, 7o, 4
Bz 20 H OREINMEE R~ LT, BEFROIK T2 210 mg/kg K5/ H LL E&RGEEOMTR 8
H & O 875 mg/kg IRE/ H B S5 REOITR 12 H TR L2, IHRE-IXEE L, 4F
Bz 20 HIZIE 875 mg/kg IR/ H B G-HECHEITHMN LT,

875 mg/kg ARH/ H {5 58 CIRINEIE DR | EREI NG WFETE OGRS Hi
7‘_0 210 mg/kg RHE/ H LL EE GRS W TIRIMAE OREA G0 bivle, dEEE& DR

@@%:&5@%@iﬁb%ﬂﬁﬁoto

FRIETIE, 210 mg/kg IR/ H & GHECHES L OWIE 2, 875 mg/kg (AH/AHEGHET
SHEE #é”f'* B H@@*&Uﬂﬁzﬂ (AR D TR i‘oimi g IR OVE R D
ﬁ%&0ﬁ§®%ﬁ4_&5@%@ D DR Tz,

PLEDFERNG | K%ﬁ%ﬁ@l%b%&@ﬂﬁﬁ Z%f4 % NOAEL (% 50 mg/kg A/ H L&
z1z, (M 41)

4 S & ERE DRI
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(4) RESHHER ()

YR (FoF TR, 16 VUEE) VT u 7o oo a#ES (0. 1.
5 XiL 25mglkg (KEE/ H) 12 Xk 23EFMRBRN T ST, 513, ER6 A 18
HIZAT-7=, 728, 25 mg/kg (KH/H £ TORG CTRMAZEMENZED SR> 727280,
SIFRRE KON 75 mg/kg REE/ H &G58E 2 W=D BINCRRE S, [AEED 71k T

SNz,

BB IREE O REM) D 1 Bl A BRESECHNIERD HZed > Tz, —fRIRIETIX
mg/kg (RH/ HEGHED 1 B THAR 19 2N 20 BITHREED JREDBIEE S dv7- ML, &5
(R L2 13380 o 7=, 75 melkg R/ A #GRECIL, AREHIENH T
%155%&1 SO LIV, IR 6~8 HZITEREERERUD AR B, #Hik 11 AL

EIIA BRI A R Uiz, #5238 U C 75 mg/kg RE/ H &5 REOIEAT &I MK &
ﬁbto

75 mglkg ﬁ@/ A GRECHEREIRTRIRIETE OGRS -, Z O3
(ZR G- OISO e o Tz,

fRIE DI, Wm&wﬂﬁ@ﬁﬂﬁwﬁﬁ@%ﬁ4io {EIRRBIC B G- DR 2R T
oYY WAy

PLEDOFERN S | AR O-REM) LK OBk 5 NOAEL I3 25 mg/kg {KH/H &
Exl, (B 42)

8. ZTNhDHER
(1) RIERAEMER
Lty b (AR, JE 15 PU) 12 25% 7 oo U RER A . REEME Sy T
%ﬁwfﬁ%O’U%NME %M%ﬂ6ﬁﬁﬁﬁ (RS LEEZAT - 72, 3R 27 H
(I & [FERDALE 24TV, 2 [B1H DRSS 24 KT 48 R[4 DR IROFREE 2 ffgad LTz &
Z A, 2 [FIH DR 48 WFEZIZ 1 B CIEFITHIFEARDGRO NI DA TH Y | JEAE
IRV b D EB X BTz, (B 43)

9. EMIBITAHR
(1) EMZBITEFX/ OVDEHEE

Trr7aXxtrrot MERICBT ATV, FRRICET X/ v
HHWNITZ VA uFx ) u SJAOTIEEME, RS ThL7n7udxi 3s<
MERIZBW TR ST 5,

PR TR0 BAVZRIWER T b — 72 b DI LERR ~DOREET, Bl NEH5T
DD FRFCHIEMEWEIERT 5 KIBRIZTENTH D & SNTWD, TOfh, Hfxss
PRRICBET 5 b D L LTI, OFEV, HRIEE OOFHTRE, 7 LIS
HTHHLDOE L TORBRHL EEND, ZORFEOIHEANT X QW%Z%@%&®%®
& LT, FRIRBEV B 35T 5 BaERE-CRAEIN RS ORISR E, —H Itk
HRS 2 SEBUEN & 5.

\\\
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10. —REERIBHER
(1) —fARRERUMTES
Irwin OZRITTEEE (w7 R) 1ZBWTC, EEN# S CTIL. 25 mg/kg (KELL ECE
PO, 83 ma/kg (KEELL - CERAIOHIH], 250 mg/kg AR CHEHE, g, Ko
DOHFXBEREIR, REHIEINE], IR, BER, VREIE, 2B, RIRRE O B A
JERDNERD BTz, TS DIERITFRE 30~60 5514 TR E 720 | K 2~3 BTk
L7z, 8.3 mg/kg REH TIL— BRI L OMTENCEAITZRO o Tz, (B 44)

(2) PIR#EER~DIEH

RIERE (T3 ; BIFR) 1280 T 83 mgkg (IKEOFEkEE ST 3 #ilH 1 iz
EO_EFANRD STz (8.3 1N 25 mg/kg AR TIZEELR L), (B 44)

ANF YL EE —VEEE (7T A REIREERE]) . FPRXPEHARNEE (v R SETRERTE) |
FRIER (70 2 BUkiE)  FUSSHER (=0 X BRUI, ~> b7 b T —/Lygh) |
WREERE (U R KPER), hF LT — (U AKT v ), BEITE) (U X
Hoffmeister &M% KOS (F v b & PR, #sEEHE) 1288\ T, 100
mg/kg RHE F TOR ARG TEEITERD b~ 7, BFGESR) (« 7 &) (X 100 mgkg
REORAKG TREDOTUEFER 2R Lz, (B 45)

(3) BEHER~DIEH
7Y XTI G EZ IS 1B EOREEDZRD B ZBKITER O b no T, (B
H 44)

(4) FEBEHICHT 51EH

AN EEE) (V) TIE, 83 mglkg REEDERREE G- C H A MEHE ORREE 228 )
DR BTz, (BHE 44)

FaERG (et b B3I TlE, 107~104g/mL OEE T2 U AEEERIC X
DU Ve A2 X AR U TR RN IR E 278 Uz, B CIuishE L Y
HFEER 2R S ez, (SR 44)

FHEE (BT b BRIE (28WTIE, 10 pg/mL £ TOEE CRHEE O
HEBE (F—2) FRICe AZ I KOaA a2 h Uz Dy I X DUUEICEE MIF S
2hote, (B 46)

(5) HILBRERICXT H1EA

IFEISEE (T > b IRABE) KOEEEM (T b BERE) 128\ Tid, 100
mg/kg R E TCOHBEOR ARG THEL RIESeh o7, HEERIW (v b
BEWIROWE) 128V TIE, 100 mglkg FREE TOHEO+ FEIHENE G TREZ LT
Epholz, (B 4T)

(6) MIREIRIRR~NDIER
FER IR OV (O b U 8.3, 25 XUd 83 mg/kg KREDOFRIRE) 23
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Bl s, MEEUIWTOHE T H G EED D HEEFOIED L7122, &5 15
?&75 LM Z R L, &5 60 02IIFEEHE Lic, fET&RGEE)H#&E 60~90
HE CREEICHRE T L2, EORIIEEMIM 2R Lis, Da803 83 mg/kg RE S
ﬁf&“’@ﬁa‘?&rﬁ B L, 855 50121138 28% DI 23588 i, ZO®%ITHEIC
H2 U, &5 30 012121349 10%88n L, LA G- 180 4314 £ Thife L 72, 25 mg/kg IARE
L)T@ﬂ%f“ IBMTRD SN2 oT-, (B 44)
o DAL, MR OVER (BB X) TidL 5 LN 15 mglkg (REDOFIRNE
5 PR R FE (fn AR 2 - 72 RS M A PEIR M OV SR NI s O IIASHE
bz, IO OZEbITHRGEIZED Y e FEkTH Y . AERMEE 24 X Ol ]
REMEDVRIZ S LT, (B 48)

(7) MEZR~DIER

MERA~OIER, MikEEERE (T v b MREEER, fMREEE, SHERIRARE
) ZOWTHEm S N7223, 100 mgkg (KH F TOR A& G- TITREITERD H7R) -
72, (2P 49)

(8) Zith

PRYEEA~DOIER (Z > b JRE, Na', K'#HIE) (28T 100 mglkg REORE M #
¢ K OPEIHEIN L7, 30 mg/kg (KHE F TORE TIIEIIERO Lo Tz, (&
& 50)

MBEE & ONLIE TG L, 87 » F Tl 100 mg/kg RE £ TOROKREG CIHEIT
RD LIRS T3, HET v ]\“C % 30 mg/kg REELL E DR O35 CHIAEE X ONMIE
TG D EFAPRD BTz, M GERT > b 7 a—AROAMRER) (21T
I%. 100 mg/kg M@if@&m&“ﬁf AT HZe - 7203, 100 mglkg (KED
e 5-120 ot OIMAEEIZIZ EF2RBO Sz, (B 51)

1. WEYFNEZEICET 5K ER
(1) invitro® MIC B9 %5 E&
@ E FMERHRESBERICRT S&/NFEBMELEE (MIC)
t MGNAIEE SRS T 5 7 a3 00 107 cfu/mL (2815 5 MIC 23
W ENn, ERERI5IRLZ, (B 52, 53)
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#£ 15 =ru7vaxt oot MENHEESBERE IS MIC

MIC (ug/mL)
E2 PRI TrrZufiiyr
MICso MICoo i
Bacteroides spp. 10 1 4 0.5~4
Bifidobacterium spp. 10 0.5 2 0.016~2
Clostridium spp. 10 0.5 4 0.125~4
Fubacterium spp. 10 0.25 0.25 0.125~4
Fusobacterium spp. 10 0.125 8 0.062~8
Peptostreptococcus spp. 10 0.25 8 0.062~16
Enterococcus spp. 10 1 1 0.5~1
FEscherichia coli 10 0.031 0.062 0.031~0.062
Lactobacillus spp. 10 0.5 1 0.5~4
Proteus spp. 10 0.125 0.125 0.062~0.125

P SN HHED 9 B, Fe b KV MICs0 A5 SN TV B DI E, coli 0,031 pg/mL
Th o7z, IRWNT Fusobacterium spp.}2 (N Proteus spp.? 0.125 pg/mL Toh -7z,

® REWOE FMEREREZIHRAICKTT SR/NEEMHELEE (MIC)

zroraxHhr g0z rarzadrroofREmE L CRIESN-Y 7 r 70
X AxXV e Teraxdrr BRATY e ax i T-aminoacetic
fluroquinolonic acid, desethylene enrofloxacin, desethylene ciprofloxacin, n-formyl
ciprofloxacin, 7-aminofluoro-quinolonic acid, %% Y x> 1 7 axH4 I (22T, E.
coli, Proteus, Lactobacillus, Enterococcus )2} Staphylococcus \Zx13 2% MIC 73|
ESN, PLEEET 7 r 7o v dREnTnbzronyexhr o Lo g
ginolc, (R 52, 53)

@ pH O&/NEFMEILERE MIC) ITRIFTFE
T u 7 uxt 0 Bacteroides spp.. Bifidobacterium spp.. Clostridium spp..
Enterococcusspp.. E. coli, Eubacterium spp.. Fusobacterium spp.. Lactobacillus spp..
Peptostreptococcusspp.}e (¥ Proteusspp\Zxf9 5 MIC (G 12 pH 238 IET 8
BT STz, D A FRE pHT7.2 TiE, pH6.2 3L 5.2 1V HIRVHIETEMENFE
Doivc, (M52, 53)

® invitro B ERIREICE T AHMEOERFEE
Tru7nuFxt % Cooked meat F5HUI N Z ., #2472 pH M OMEIEECTT7 Y
KOV LT F AR UT-BNBREE 2858 L 7= 550 2B\ C, Bifidobacterium 1'% 0.4

15 Peptostreptococcus spp.. Eubacterium spp.lZ pH5.2 (23U N TRo088 W PLETE 2R LT,
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ug/mL, F. coli 1% 0.56 pg/mL. Enterococcus KO} Clostridium 1% 0.9 ug/mL, Bacteroides
13 1.4 pg/mL DIRFED T 1 7 142 AFE FIZBWTHEOHIHEO bz, =
BTN TAL L 11 @I THIES - MIC &0 bEWEE Th o7, (B 52,
53)

(2) EFRS T4 TIZEFRLT7a70%YS L OMAEYFEHIEE
o 7aXh T AlONT, B MIBITAEEOH GO TV RN, 7 nr
7 a XY A OWNTUIEE O FHIIRE STV D,

AT T 47 (BHE124) ICo0WT e 7axt a7 HREEO &S (500
mg/t MEL 1 H 2[EE) L, #5001 Skih A R OE&ES 1 B%O#EFEROKR
IGERE (Coliforms) . Streptococcus. Staphylococcus, FREN OMRMEBRSIMERE D ZEE)
SR ST, Hodd G- B Tl RIGEEEDNEI L, Streptococcus O Staphylococeus
VIHE PRI RIS Uiz, BERHEEIN, RIS 3R LIe W T i b #T
bolz, Fid 1A% TIE, ZNOIXFFERE Lz, (B 54)

EERT T 4T BLK64) IOV T, v Faryadthvr 7 HERROES (400
mg/t ME, 1 H 2[EHRE) L, &5A1 &5 2 X065 B, NCRERE 1, 3 KT
8 HIZDO#EAFEHF D E. coli, Enterococcus faecalis's, Enterococcus faecium'’, 714
BERE, (RPEEENER  (Bacteroides. Bifidobacterium) “FDEE NS S ivl-, #5655

bt E. coli NER L., E. faecalis KON E. faecium DN U=, o ¥ FEREN OV
MR PERE D L7203 W T BENTH o 72, I G51% . 2B R4 IZBlE LTz,
F 72, Clostridium difficile | 3¥ 501, &5HMF, EZILITHRE SR oT, (B
4 55)

EHRT T 4T (B 6 4) 2o, vYFuryudi i 5 AfROKRS

(500 mg/t Ml 1 H 2BHE) L, &G &5 1, 3 KO'5 H, R&E 2 KO
14 HEO#EMEFHOFE A OBEMEKIERE (enterobacteria. Enterococcus ) <Pl
PR (& MEERE. Bacteroides, Bifidobacterium, Fusobacterium %) DZEE)NHAE
SNz, BHBA4E. enterobacteria &N Enterococcus \XBAE 2D LT-705, fIESE
SEE DI INIENTH o 72, &Pt 5 14 B Tl 2 HIREERRE LT, C. difficile
KO OFHRITEGAT 5T, BRERLTHRE SR o7z, 72, MICs 73 1
mg/L Zi8 2 HMPERE O HBUIEED bz -7, (B 56)

HERT T 4T (12 &) 12HOWT, v Faraxti % 6 HREROEE (200
mg/t ME 1 H4[BFE) L, #&581, ReG5#MEPEER. &G 4 B £ TOREME

16 X 55 Tl Streptococcus faecalis & i,
17 £ 55 Tl Streptococcus faecium & 7Lk
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D E. faecalis’®, 712 FFER K OWGNHIEER ORI OLE 3y Sivlz, BT
BEOME TS 4 BTk U, E faecalis (TEDTID . o ZREREDMED N THE N
U7o, Bk 7 B ORERTIE, ZAUOIRIEETE Lz, 7. MEREOHBITEED
SIehoiz, (B BT)

s (GBS, &t 94) 1o\ T, v rraddv o a 5~10 HERA#
5 (500 mg/t F& 1 H 1[E, XIL250 mg/t & 1 H 2 [E#%5) L. #5a7 #53
~b5 H, Hf&Peh 2~4, 5~8 K N9~14 HLOF[EH O A OIBMEHEIERE, W
ﬁ‘ﬁ&zﬁﬁ%@%&%ﬁﬁiiﬁﬁbéhto B 5. BRAGT: H%Vﬂ%ﬁiﬂ@%ﬁﬁ@iﬁﬁ%c:?@w L.
Bacteroides &) LT Dy, Boléde s 14 BRZIZIZ Z N HIXREEE Lz, SR8 1

& CRGHARI 1 o O A FEREDSRR D DAL, Bk G- 14 Elf& IZBWTHRRBRD b=,
(&P 58)

WHART T 47 (104) [2OWTC, Y7 ur7axd o2 HEEngs (750 mg/
b ) L. &ERTAROEE 8 Atk £ TOEMEHOf A OBMHKUIER., MR &
U“ﬁ%@%@f)ﬁ&iéhko B G-PRtAE IBPAEEFOMBENEEE TR L, 2072

BRI E DD LT, IWMESSIER . Streptococcus, Staphylococcus M OV#RE
WIIRG-OREBITIZ E AL ERO N Tz, F7-. Pseudomonas aeruginosa. C.
difficile (33500 C. difficile DIEFxX ¥ V7 Tho7o 1 L aREm I oTz,
BHIZ L0 U 27 AREMHEOMNARE R OGN L7223, 5 5~8 HILE TIT
IFBEGRIORE L 72 o7, (B 59)

EERT T4 T a7 v awRh L, EEPREZHET 558N 35
BREEhi Siv-, IO OREBRTIE, BERT T o T e e o ERE T H
WE CcRO&E (100~1,000mg/t MH) Lz, #EEF 7 n7ao o JBREL,
ANERH LI, ZIHORERD 25 2 FHBROFER D, N AYEE 220g L UE
L-E. RO Lo 7a 7 a8 0 OR) 20 UDMNERMCIEHET % £ &2 b=,

(B 73)

. BmfERssETb
1. FESNEOFH
(1) JECFA (21T 5T
JECFA TlE, =7 ua %4 0o TH 43 [ (1994 4F) KOV 48 (A4
(1997 ) TRHMlm STV 5
55 43 [Flik (1994 4F) T :t b MERNME OB T o= rr T a ko o0
F=ANELNTWRhoToZ b, YT aryaxY o UORONT-ERICETT 5
MIC 7> 5B ER 72589 ADI 0.6 pglkg REE/ A ASiE S iz,
548 [ (1997 4F) Tlit, = o 7ua X4 v oEHElT —2 e a7

18 28 5T Tl Streptococcus faecalis & 7t
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X U KON T a7 a e ORI ZRE LT BT, AR
2N ADI ZFRET DO bIRSZHEDOEWNT Y RARA  FTHD LR LT-, = n
Taxr g Tarax o oot MENMERESBEE T 5T — 2 B3I
FHl STz, EORER. v MENMIEESHEE O 9 B RSO =Y Fusobacterium
spp.10 EFEICKIT A= m 7 a2 00 MICs (0.125 pglg) (&, —HE[FEL LT
220 g. IBPNAIESFIAATRE/2 0 E LTy 7 a7 addo ot hRT T 4 7R
IZHDE 0.2 (20%) | JRHPHIC 72 DMAEMFHT — 2 RO Z E ML RRE 1,

B MAE 60 kg Zz#H L. TreoitmNTRans &0 MAEYFH ADI 2.3 ng/kg
(REE HISGRE SNTZ, ZOREWFH) ADI 1, A X ORI T DFEHEEEIC LS
72 NOEL 1.2 mg/kg REH/HIZx L TH R L8 aE AT 5 & Sz, (B35, 73)

0.1252 (ug/g) X 220° (g)
ADI B = 2.3 (ug/kg (KF/H
0.20¢ X 14x 60¢ (kg) (ng/kg AT/ H)

a7 aXt i ATk Ui bIESEIED W ETECd D Fusobacterium spp.? MICso

a

b: —H#EFEE

c: B MRTZUT 4 TEBRICBIT AEMEF O a7 a Y R EH
d : IREPHIZ 7= DA T — 2 MR LT T

e: b MEKE

(2) EMEA 28+ 55

EMEA TiE, 1996 2t MEPRHIE 0B OB T 2 = om 7 u i
® MIC HER T, E. coli D3 b3 E < . MIC 1% 0.015~0.03 pg/mL Th-7=Z &
H, —HEMR L LT 150g, 228350 10, IBPHIE SR ATRE72 43 & L C 0.12

(12%). & MAHE 60kg M L, 4D 1) ADI0.3125 ng/kg (AH/H (18.75 g/t
R DERESNTZ, ZOBEWFHIADL I, 4 X (BE—Z)VFE, 37 HilE) o 90 HRY
TRARF 5 BR I B 1T DR HEMEIC AU = NOEL 1.2 mg/kg 8/ H 2 2244% % 100 %
WA L CHEE L 7=3M500 ADI 12 pg/kg (RE/H X0 b/ & o7,

1998 FZIE, 7 v P A X & e 13 B St me R iR h S v, A
RIZIT B BIEVE 2R HLE 7= NOEL 3 mg/kg I8/ HIZZ 44555 100 26 L. ik
719 ADI 30 pglkg R/ H3RRE STz, —7, & MENMEZESRED 10 HE 10
RIS R8D 100 FERRICKH 2 8725 3D a7 %42 00 MIC 3RBR)NE i <
. wHEEZIEDOENN E. coli D MICso 1E 109 cfu/mL OIEFET 0.062 pg/mL Th-7-Z
EnD, LT L0 CVMP ORI X0 #EW S0 ADI 6.2 pglkg K5/ H 2SR E
SN, WA ADL 1339 ADI LW/ hNEShol-lzo, = raxdi o
ADI & U TBES) ADI 6.2 pglkg 18T/ HANRE SL-, (B 37)
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0.062a X< 2b
X 1504

— 1o ) 6.2 (nglkg (KT F)
0.25¢ X 0.2f X 60¢ (3726.2 ug/t 1)
a: T 7aX AT Uk bIESEEOEWEFETH S E. coli © MICso
b : pH OZMUIZ &5 MIC O LH-ZETe in vivo & in vitro DEDFE S OE N ORIEAE
c: A m X ) v UM BT 2 YL R OMEE K Oy b IS O ROV RO MICso 2 L2 2 & %275
& L7455k
d: —H&EMES
e: 7y FMaeHWERABRGRER T A AT XA Z VT 4D 5% Cho7cZ E0vb BEPNHIE 2F AT
RO HEOSE E LT, 1-0.75=0.25 (25%)
Db FOFEMEFO UC T 1 7 v L L DIBNEI~DOFEERIK 80% ThHh - 7-7-1,
g: b MEE

L)

2. EMFMFEIZDONT
(1) BAEREZEICRET HHRICDULNT
X/ 1 CFNIREA LB 3T S BETR-CE S IREOMEMEFEE A E 3 &0
HHTWND, Toa 77X i A4lonTid, 4 X (BE—7/Vff, 3 Al ZHn
72 13 JEH OIRARF H-akBR 23\ CRAIEEE S MBIZE STz, 3.0, 9.6 XU 75 mg/kg (AH
[HORED 13 MG I, —BIREEOBIE T 75 mg/kg R/ H & GHEZ AR O
WS, JHERERR IO C 9.6 mg/kg (RH/ H DB GREICIREEEN M OVEBASI o B &
RO LI, Thublid 3.0 mghkg (RE/HEGEECIIBIZREINT, BEfIFEICHT 5
NOAEL (% 8.0 mg/kg KH/H ThH 5 L& X 72,

(2) B XITHITHEEREMEICDONT

A TR DRI T D ESNTIL, A X (E—2 Vi, 3 A Z v
7o 13 JEM OIREEF Gk F2hi S v 7e, R R ORI O 22l by A 2 0
THIZ SN, b BRI 2 & O TR S LWy, HEMEEZ o
O E (2,500 ppm) FEEGHECIIT HRAEBENEN- 72T, ZOBR= |
77X ORGICEET AL DO TH LR 2 B ChmHE% 3,200 ppm
(CRRIE LT2 BN BRN Eh S iz, BINORBRICEW TS, 2 &= 2R ClF
FEOREFAAOZER LG B, 2B OFRERSEME FICB W IR GEOF ) )b
ST OYS @@%iﬁmb%ﬂé%@&%z%ﬂto#ﬁ FEAEAEE | X e G
ZEOBRGHFTEITRO ONT, mHERGHHICIIT 2 2RO AESE O
ﬁﬁ?%&#oko:n%@:&#%\:h%%%4ﬂ kmfmwghtﬁﬁﬁ@@
W@“ﬁi%éﬁ@ﬁ%ﬁééﬁ%ﬁ%k@ﬁﬁﬁf%b\i/m7m%%//@&5
(ZFE D FEETIT RV E T L7, 7Rds, Bl XTIV TIE 2,000 ppm E TORREE DO
HTH ZN DB ITFHED B eh o7,

(3) HEREEMEIZDONNT

AT AR OWTIE, T v o 2 IREBGERER, 7 v MR FosE NG
BRGNS ATz, 7 v b0 2 HARVEGERIRIZ W TR E TR T OZEMEDRFEO HILTZH3,
NOAEL 2BfEIC 72> T Y (10 mgkg KE/H) . £7BIEMHOZILTH T,
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7 v by YR EBITHEATEIEIERD b o T,

(4) BEioEE A EHLAMEIZDNT

winEtER (in vitro) \ZHOWTIL, [ TALEWIE S 2 IV - e (R B sk Cl
FEAHNEMEA LS FICB W TR B ED SRR LD A B TR EORE RGBT, £72,
(EFLEM RS 2 B T8 - 2R BB Gl s A R A2 e b D AT RN A X
AUTZDS, & ORABAEI TN 22 <, FEMELFRD biveh o7z, UDS itk
OMEIRZRAE BB CIIRENE AL OB I )b LTt Th o 72, —J7. invivoik
B ClIE TR DN B TR SN~ U A & W T2 B 3 M B i
O KIit R E TG SN2 T v AW BB R BT ROV b 2 Th o7z,
INHDOZENS, mrua T aXY L ATITAERIC E o> CTRIBE L 7 5 8 Inm T v &
EZz27
FHERANEZDONTIE, v T AKDYT > kD 2 R ORI ANEDF AR T
STz, ZDH b~ AORBRTIIRNAME NET HHEITFRO Lo Tz, T
R ORBRTIE, 1D 6,000 ppm £ 5AE THERHFRIRA BALRODY, DPIIE M
DOEIHFRD HAL, LA TSR & GH LI-5E . FEtEicaE Th-o
7o ZOFTRUITBIERHM S v, AGER Cldoe FREEOMERE T.O IR FBEMEHIINE &
FRODFEAED T2 < SRRBEC BT D RRAOBEITE 77 —# LV IRVMETHDH Z & Ji
TIXHAEMBIMENBIE SN0 -T2 2 L&D, ML 2 b OREOEINTE S &
ORIEMEIT /2 EfER S TER Y . EMEA (N JECFA (I2BWTHhZ OfEmili ki s h
TW5, E£7o, ABROMERETHENN U 7= DAE & OBEME FR HAL Ty, T HIT,
DI ARSI T~ MZOAFAET DRSS CHL BN TS, =
ALHDORER LD | DD ENNZS DR ASEEE ORI e 52 Bha3~ 5 TRk AR
TS, £t b~OIMFEIIR N EE 2T,

(5) HFMIZDT

1990 EfVEL NS 7 VA Xk ) o BN OWTENE B mat NS D = L 3
LENTETEY., FOAH =X LIOWTHBEIC L - TEM L SN 7245FD DNA
& DEHAEH., JHRHNT Lo TE UTIEERSE T U — T PV OERIT K D ZIRIIE
ENREINTND, Zdrx o HOSEEOGBIRBZEIC W TN < 20
WERDH Y | ABENNZ 6 ML O8N a P BRI AHT 57 VA s ) a Al
NIV R R T 2 8 (BIR 62). 1 ALOEHILOFEIC X > Tt EN G
THZENHESNTVD, (BR63, 64) = u7aXH L A OWTHEBEOT —X
BN TRV, REMITH L7107 a5 O TIEN L DO
b TWb, mrrrvaxti b rnraXts s OfERNmENIT=F LEOR
WOHRTH Y, Nt R EEIEC OO TIIRTREE S HEE S5,

a7 ax L AZoOWT, in vitro Tid CHL V79 E:#iia4 7= UV BBEHC
L OMIEIEOHR, 2 Ay T vtEA (B 65) MR (B 66) TV T
UV HBHNC L B EMEOBRNGERD SN2, o7 vAu X ) a A& Ol Cld
KNI D ThH -7z, £72, UV BFAZRO~ 7 AOENRIELEIE L L2k (&
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62, 63) [IZBWTHEIERTWZ LR A7 axt v v LIRIER L~V TH-
72Z&. b MRT T 4 7D UV REHEZ R EREE A FREE & L7-aRIzEs VT, 115 500
mg/t FD 7 AR ETHEEIITN-T-2 & (BR6T) DNESN TV,

Nz Ehn, il tbzraradt ol onTiT A s ) a L Alo
OISR I B R S NS, Fe, MUNCEF SN AIRY | @
WEATOZ a7 XU ORI LSMETHY . A L TAEKICE > TH
& 7R DI RRmEMEN AR UL FIREMEII IR CE AR LB X 72,

(6) HMEZFRIADI (ZDINVT
Tru 77X AONTH, B L ORD AR RSN EEZ B NDL 2 L
Mo, ADI Z5XET 5 Z ENFRETH D,

BIEFRREIZ OV TR bIEWHAE TR ER 5 ORENRO LN LB bR
LHIRELL, 7 v b 2 MM FEERBR TR SN IR TH W \NOAEL IX 2.9
mg/kg (KE/H ThH o7, #MHEFH ADI I, 2O NOAEL (22245 s LT 100 (FizE
10, A7 10) @A L. 0.029 mg/kg (KE/H LRETHZ EDBEY THDH BT,

3. WMEY=ER ADI [TDUNVT

A FRIFEOFHIC DN T, FUDHEVWIHI%/\@%@%JF%\KE\@VG% HH
MMOFERIEDHANL STV TOVRWEBLRABET 5 &, HBOHNTWHHIAD 5 b biiEt) &
EZHNDHOEANTHEYFN ADI %§ Eﬂ‘éi{%ﬁ#éf&b HEBZBID,
Tru7a Xt ATAERNTREIS DD, e raXtr o alRE, MO
EIEMEIZIE E A LR, a7 aXxd o U OREERII= e e o EiZE A
FRIETH Y, FERGEIMIZIIT EEMIIRE MEAO= v 7 a X2 3 ET
bole, mru7aXHh i A ONTE MIBITHE#EOMIFSELNTELT, v
17 BX 2 ACDNTUIN S DD MIBT DN G 53, B/ MR 2 R IRy
ETE TRV, ZOD, WAEMFHEOFIIZOWTCE, =vaeraXihv oo
in vitro ® MICso Z VW TIRETT 2 D2 Y & B 2 7,

Trr7aXxH 0 MiCsyh 22T, b MERNMEZE» CESICHmM IS
Bacterordes . Bifidobacterium . Clostridium . Fubacterium . Fusobacterium .
Peptostreptococcus., Enterococcus. FE.coll, Lactobacillus, Proteus ® 10 F#|{Z->UNT
10 FEOAEE 100 FREIZ DUV T MICso DIFHRAF STV D,

BRI i b S MER ED > TR B coli THY . %D MICso i3 0.031 pg/mL T
HoTziN, K. coli \IZOWTIEE MENHIEORHIFEEIC 5D 2EE 1 T < )y (1%F2
) T, IBNMEEOEENCKT 2 FGRIIRMTH D Z &, — AN E IS D)
ST H D Z EMBNZ L n, HIRTHAEY TR ADI OFHIC VS MICso &
LTEAT 2R&ETIFRnE shTnd, (BH60. 61)

FEELTHEYEEEBEXAONIMERO P T, KLEZMEDEN > T DIX
Fusobacterium spp.x " Proteus spp.i\Z31F% 0.125 ug/mL ThH Y | BiFFSIZIWT
L2 BIZEIT D MICso D 0.125 pg/mL 28T 25 Z LY Th o Ll LT,
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W FHIRE SN, FEIRNAY 220 g, MIENEBEISNS 5 0.2 (20%)., t
MAE 60 kg A L, Fred#HHERo LB B S,

0.000125 (mg/mL) X220 (g)  =0.002 mg/kg &/

ADI (mg/kg {KT/H) = 0.29%60 (kg) H

4. Bz g DT
A FH) ADIT (0.002 mg/kg (AE/H) 13500 ADI (0.029 mg/kg RE/H) &
DB hENZENS, mraTadi o ADI & LTE 0.002 mgkg RE/H & FRE
T 5 LNy & L7z,
PLbEEY, =rm 7okt ORGSMERFETHMEIZ OV T, ADI & L TROEL
BHTHZ NS B HND,

Tru7uXxtir 0.002 mgkg (KE/H

19 ran7add O MRTUT 4 TREBRICBITAEMET O a7 a Y BB ORI
=<,
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% 16 JECFA RU EMEA 28T 3 & ABOESHEEZD R

EjL i AR B b MR (mg/kg (KE/H)
(mg/kg RE/H) JECFA EMEA
<A 24 HHEHEM/ZEAY| 0, 1,000, 3,300, 10,000 | 323 (1,000 ppm) | —
PNEDEE ppm (B0, 323, 1,100, | FEE DM | T M L
3,520, ;0 373, 1,210, | AR L
3,700)
(REE#5-)
AR 90 HRIMAMERE |0, 500, 2,000, 7,500 |36 (500 ppm) |40 (300 ppm)

ppm (4 ; 0. 36, 150,
577 M0, 45, 182, 690)
(REAHES)

H o5 & U5
BRI L

13 ARJdEERENE [0, 125, 500, 7,500 ppm |10 (125 ppm) | —
(0. 10, 38, 615) HET
(REF&5-)
104 FARIENE/FEAY| 0, 770, 2,000, 6,000, | — —
AAEDFE 10,000 ppm (# ; 0, 41, | FEBAMERRL | BB L
(8 ; 52 38, %&| 103, 338, 856, I ; 0.
DAME 5 104 3) |58, 146, 466, 1,000)
(R 5
24 7HREEME/#23| 0, 100, 500 ppm (# ; | — —
INEDFS 0. 5.3, 26, If; 0, 7.2, | ZBAMRL | AR L
36) IRfEHKSG
24 /A REMEMEREME [0, 10, 50 ppm (5 0. 2.9 (50 ppm) —
0.6, 2.9, ;0. 0.7, 3.5)
(EEE# 5
2 ARG 0. 500, 2,000, 7,500 |165 (2,000 ppm) | —
ppm (I ; 2ZBCATT 70 | K THEIRZ
A, 5 ZQBdAT 2 8 - | AR R, [F)
IRENF ) g e A S A
SEFEEA V)
2 HARETEEE 0. 125, 300, 2,000 ppm | 6.2 (125 ppm)
(0. 6.2, 15, 100) L NG e
(I s ZZBCAT 70 HHELME; | A RS TI2IRZE b
ARBCAT 2 W - RAR ) | AR e L
AFE 0. 7,500 ppm (0, 375) | —

(90 HIMREER 5, $&5-
Bigh 11 1%, Fokepe 5- 3,
7. 11 L IZAHD)
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sAEFME GBI 0. 50, 210, 875 50 50
(TR 6~15 A - B | FVARERCD B | a7 L
M5 LA
feATEE R L
A Rl - 64 0. 1. 5, 25, 75 25 25
(TH= 6~18 H - Bl | R OIBEE R, | AT L
mESLN IREJRD, BIRF
e
A X 91 H RdiEE 0. 100, 320, 2,500 ppm | — 3
(0. 3, 9.6, 75) s B F I 23 AR B | BEEE
IRERF G- e (WA %)
90 H Rt 0. 320, 800, 2,000 ppm | —
(I ; 0, 9.3, 22, 53, |PIEI & O B
i ; 0, 8.9, 23, 51) B| AL (kA
fAHF - X)
90 H i 0. 10, 20, 40. 3,200 ppm | — 1.2
(0. 0.3, 0.6, 1.2, 92) | FEEE BN A | FEH M
IREIFR G- e (WA X)
90 H =M 0. 10, 40ppm (0, 0.3, |1.2 (40 ppm)
1.2) REERS FEREME DRI
(HAA X)
FEFH ADI 30 ug/kg IR/ H
NOEL : 3 mg/kg
{KHE/H
SF : 100
FEAH ADT 3% EARL YA X 13
i ff e E e
e ADT 2.3 ng/kg K#/H | 6.2 ug/kg I8/ H
A0 ADT 3% ERRHL b MENMEE | b b PR
3B D MICso | 08 7 MICso
ADI 2.3 nglkg RH#/H | 6.2 ng/kg K=/ H
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(RlI#R : REMEFHED

o2 Zayi)
ADI — AEIEFA &
AIG b TNTITa T Uk
Alb TINT I
ALP TNHYVKRT 74 —F
ALT TI=VT ) R TURT 2T
(= NEIUBBENLE VRN T AT I S—E (GPT) ]
AST TANRGXNETI ) NG AT 2T —8
(= NE I A XY afiE N7 27 17— (GOT) ]
AUC SEWIR P AR T s
BUN MHIRFRER
cfu o u =— RN
CHO F ¥ A =— AN A K —PIE
Chnax el (55 HiREE
Cre JVTF=
CVMP RN =SSR A TN KR B
EMEA RN [ B R A T
Glob A=A I
HPLC R o~ NTT T 44—
Hb ~EZu Ui (faER)
Ht ~< ~7 Uy ME
JECFA FAO/WHO & R M si iz =i
LC-MS/MS RiKk7 v~ v7T7 4 —15 T NERERSHTE
LDso P ESC R
MCH SRR M ER £ 5 &
MCV IR IMBR A AE
MIC e/ NEERIEIREE
NOAEL piiizs e
NOEL e ANHEVEH &
RBC IRIMEREL
Te TH IR0
T.Cho Mol ATo—)L
TG N ZUEY R
Tinax il () HrR RSB
TP AV
WBC H i ERE
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1.

10.

11.

12.

13.

14.

15.
16.

17.

18.

19.

20.

INA TNV RAT 4 VRS = a7 oo o offidEE, WER) - LFaE

(ZBAT HRBRE R GERE)

William 2001 ; FifEWEE 7y R~ S~ SEECT) SRYTEE oIS & FER
5510 hie s BEEINEE

INA )V AT 4 T VREREHE - Disposition and metabolism of Bay Vp 2674 in male
rats (FEAZE)

INA TV AT 4 IR - Biotransformation of BAY Vp 2674-2-14C in Sprague-
Dawley Rats (FE/AF)

A )V AT ¢ JVEKEEHE © Characterization of a rat urinary polar metabolite of
BAY Vp 2674 (FEAF)

M. Scheer (1987); Concentrations of active ingredient in the serum and tissues
after oral and parenteral administration of Baytril, Vet Med Rev: 1987 (2), 104-118
NA TV AT 4 VKRSt Metabolism of BAY Vp 2674-2-14C in the cow (FEA
7<)

INA )V AT 4 VRS Metabolism of BAY Vp 2674-2-14C in swine (FE/AF)
INA )V AT 4 VRS, Pharmacokinetics of BAY Vp 2674 in chickens (3
IAFR)

INA )V AT 4 VRS, Metabolism of BAY Vp 2674-2-14C in chickens and
turkeys (FEAFR)

A )V AT ¢ T WS Metabolic profile of (2-14C) BAY Vp 2674-2-14C in
chickens (FEAF)

PN VD R N RREFE S R U VIR, 3o R UL 25%HV iR, 23 kUL 10%
" FEEERFEIRMTER 16 GEAR)

INA VD N URRREAE - NA R UL 25%1FER, A UL B%IERR, A B

UV 10%ESHE  FEERFEIRGTER 16 GEAEK)

NA )V AT 4 IS, Evaluation of BAY Vp 2674 in the rat primary
hepatocyte unscheduled DNA synthesis assay (FE/AF)

NATVAT ¢ VRSt RIS L 2 RFHERBRERE GEAR)

NA TV AT 4 ISR, BAY Vp 2674 Salmonella/Mikrosomen-Test zur
untersuchung auf punktmutagene Wirkung  (GEAF)

INA )LV AT 4 I RRAEH.  Clastogenic evaluation of BAY Vp 2674 in an in
vitro cytogenetic assay measuring chromosome aberration frequencies in chinese
hamster ovary (CHO) cells (FEAF)

INA VAT ¢ VRS, Mutagenicity evaluation of BAY Vp 2674 in the
CHO HGPRT forward mutation assay: Final report (FE/AF)

INA VAT ¢ VRS, BAY Vp 2674 micronucleus-test on the mouse to
evaluate for mutagenic effect (FE/AF)

NA )V AT 4 R SFE. BAY Vp 2674 Investigation of effects on bone
marrow chromosomes of the rat after acute oral administration (Amended Report)
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21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.
37.

38.

39.

GEAF)
NA TV AT 0 D NAEAE%E. BAY Vp 2674 Akute toxizitidt bei ratte, maus,
kaninchen und hund (GEAFR)
NA VAT 4 VRS BAY Vp2674 O v h O~ 0 R 2B 5 2ME#E
AR GEAFR)
WA T)VAT 4 IVEREtE. BAY Vp 2674 O~ 7 A% W= PG L 550
mERER  GEAR)
INAT)VAT 4 RS BAY Vp 2674 D7 v M &AW FREIC X 5580k
=R GEAR)
NA TV AT 4 ISR BAY VP 2674 O T v MZBIT S 4 M PS5 X
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