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2 B

TR HRARAEILBROBELZENE LTHWSORS -5 7 & A RE4E
WETHDEZ+2T7/ (CAS No. 62893-19-0) =2\ T, A RBIEFZEM
ZER L,

A g L7RARAEGRIZ, BERBE (v U X, Ty b, X, 41X, FAB
LTEe M), BERR (), SHEHRR (U X, Ty 1), HAEEHRE
Ty PARBIUTN), 2HREERAR (T M), BESHRR (= 7SN

7y PRBELCGTATIN) BEEERR. BAEYENEECE T RBRETH B,

REROBERI O, BHEEBICHT 52, BHFFEE I OEESEIED LN
Bofe, £, BRAMRBRIIEBENL TRV, E7 1S Y LVIIKERS
BERRCAIBARELERTHEANRD LAV &, BEEMERBORE
BEETHIZIE. EE—RIZB-T 7% AR EYIIEGEELB L UCHEL MRREN
AMEEF SRV EEEERL, ERAMERBIITE L YT LT,

EBEMRBROEEHEOR/IMEIX., A XZ2AVE 35 AROE TREREOD
Tomglkg FE/H Th o7z, HIEDENEENLEEZH SR ADI i3, BERAII
BWTEHEM= 2P ABRFELNTWS VICH EHRAICE S THBAYEH
ADI # 0.0013mg/kg AE/H L RE LT, Z DMAWZE ADLIZE 7 45V
PEMWAEELE LTHAVWLABEORGRTICBIT e+ BE L TY
HEEZDBND, | '

UEXY, 873 XF Y OB GREFEFTMIZOWTIX, ADI & LT
0.0013mg/kg K E/H ZRE LT,



I. NS PRAEESOBRE
1. M
HAEICBIT BRI ERDIRE

2. BUESO—EA
P A S AN
B4 - Cefoperazone

3. LA
TUPAC |
¥4 : (6R,7TR)-7-[[2-[(4-ethyl-2,3-dioxo-piperazine-1-carbonylamino]
-2-(4-hydroxyphenyl)acetyllamino]-3-[(1-methyltetrazol-5-yl)
sulfanylmethyl]-8-oxo-5-thia-1- azab1cyclo[4 2.0loct-2-ene-2-
carboxyhc acid

CAS(No.62893-19-0)

4. SFX
Ca5H27NoOsSe
5. 9F&
645.67
6. HEX
H:C™ N
h NN
QO HN H H PR

HO 0

7. FEEHNBLUERARRS
BT7ARTIT BT ARTIEHETHY EEHROEAEET 71
ARY & UT in vitro CIRIFRERB L UOBSHED 75 AR X OBEE O

REBDICA L TREHEANY FF L2 5H9 5, _

TI7FRT T EFHETIEPAEESL, ERTOERITRL., EU 3
ETHATBITIEERAEILERAOBFEICHEA I TWS, BEEIZ., 742
S M) UARHLESEY 250mg & 1 BB E. 7 425 v kR
LEBEHTCY 100mg & 2 BEHE., KREMMIZ24FHE N TNB, 74T
FURRTT 4 7Y R MRIEE AR S B AENR Eénfmé

/o, E PHEER G LTHERHER TS
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I. ReFIRIZBOBRE
AFFEEIL., EMEA LAR— b+ (1998 £, 20004F) &% L icEHicET 5 R
MREZEELELOTHS, (BEL2)

1. B - 290 - K38 - Bt
(1) BEER (TR, Sv bk, 9¥9F 41X, HILBLUVER)

TR, Ty b U, X, PABLEOE MCIEROMICEE UZEOML
L, 8~120 0 TH D, MPPEBHITHE, B, FTEBLIUHE
EARSICRNT, BERBICX 2HLPRETRY, BAKARIZOVTIEK
TREENREDLN, B b, FABIOTYXTIL 86~89%ThHDDIZH L,
AR, Ty FBLOTTRTIE 15~48%'CE¥96° t?zw\7// Ea#k LT
IR BEFITEPHIHAL (w7 AT AP . g L OB T
IEE =B THERRE (4~6 BFRLELN) . ﬁﬂPiinﬂ%@Pﬁ@%ﬂP ISIEE CREF

B (4~6 BRRILLL) % T B, T ART Y U MER TR IR IS
Z &R, FHEBIOBRICOF LI+ BOREYW L RE
frE, 1 BRINICEEICEERENS, Ty Mo 50 megke FEORETROKRE
LEBEOARL FTRASEYF ¢ BN (3§ 10%) Z RIS VB,

T ANT YR, BEBLUBEFEAS LTS, PEE S F — i3 E
ERRBOLNTNE, BE7ART Y25y MIERORET R L, ZORHES
FEREH B cHE X 7223 (BB - 60-84%, R : 14-39%)., UH X, £ X,
YA TRRBFIIRPICERE S e (RE : 49-57%., B+ : 8-21%), T k
I 50 mgkg FEDOHFECHRBROBLEIZTT PRIRERE LS. BREE
#% 2 E’CER‘*%J:U*‘%EP iR 580 100%BHMt iz, £/, 7 MOEOR
G L7EEEE, BBHPIZK 9%, REIC 2%, LT 6% EhIzEEShE,

BI7FRZYVUETVA, Ty b, X, A X, PABICE FTEHBER
WENT, vURX, Ty b, UFE A XBIOVAORBTICITZEEEH SN D
RERIERD Ry, REHTH B T-1551-ALB L T-1551-F2ik,. R$B
FOBHHFIELTHCROONIBRETH DN GBI VEE), Eh o
BIREICRO LN, T1551-F2137 v b TIX 9%, <7 A TIX 1T%ICET 5, X
B, EHH D T-1551-DITEPICOAEFTED b, 7 v b T 9%, = 7 A TiX 29%

- OERTRHESND, ZORMBIIBENAED B-T 7 & ~v—BIT L 2IMKS IR
IVELZLDEELZLN BFART NV L OREYET I‘GD—I—_.?F“H%W
WERELTHHEERNEIND Z TR0,

1 RS,
2 [k,
3 [a] E,



(2) RBEER (V) '

WHHFITE TG F PV AL LT250 mg % 45&%@4&5&[/7’2_ LA,
1% 5.4% 8~0 BERT O M & I EET 0.03-0.68pg/mL (B HBR 0.02pg/mL) & {&H
o, BREF 4 BET. HEEDH 10%SRF~FE S hiz,

WAL 28 BHIC MCE B 7 42T Y & 1 HE% Y 250mg O BT BUE
5L, &5 12, 24, 72, 96, 120 Rf#IC4 4 50, 168 R &I 8 HITOWT

CMRBTTBEARE L, 5. FRIAERR. ARIE. B X CLERST ORI

TEHRIC BT D25 FHIRE T, &5 12 K% CTIXFR T 128 pgeq/kg. BT 426
ng eq/kg, FH T 24 pg eq/kg, SEAFHERE T 50 pg eq/kg, ILEMEE T 10816 pg eq/kg.
£ 5 24 BE[E %% TIHLTRE T 34 pgeqg/kg. BT 278ug eq/kg. FI T 9 ug eq/ke.
FENGAERE T 21 pg eq/kg. FLAEMEME T 1421 pgeqg/kg TH Y. FRLIEZWFNIZ
BWTHERECH o, LC-MS/MS AW THIE SN -RE(EDOEREIRE
12 BrR# Tk, AP T 42 pglkg K- 145 pg /kg. BT 165- 320 ng kg, HAN
T 18 pg/kg (EERT) K. IEIHERR T 16 ngrkg (EEMBF) Rili- 17 g /ke.
24 BFfE1# TIIITIE T 39 ng/kg (EEFRF) K- 61 pg /kg R, BIE<T 33-73 ug
kg, AT 18 ug /kg (EERT) R, IBHHEET 16pg kg (EEBRR) RiE
Tholo, THLUFEZ, WTHhEBWTHEKBE Tho, LAEEGT TORE
feEOREIX, ¥4 12 B% T 17500 pg kg, BE 24 BEE% TiX 1890 pg /kg
Tdho7,

WFLAE 28 BHIZ UCHERRE 7 4TV & 1 HEYED 260mg D HETHE[EE
L. #5% 144 FFEE COLH PREEHEREIC OV THIEL K, 28 HE
Pl SIS HA N P ORBFTEERE R, 5 12 BE# T 55000-116000
ng ea’kg. 24 F#f#% T 3000-30000 pg eq/kg TH 1 &5 60 BRIZICIT 6-204 pg
eq/kg ETHA L., #5 144 BFRBIZIE1-2 pgeqgkg Kl & 2o, IR

BRI FOFPRBAF LY bEL RLIEMICH o7, REMFE, EWHLF

BIXUORWHLS (46 THREORBBEETRB SN, BEIIRE 12 HE%
T 62000138000 pg /kg. 24 BRI T 44000-19000 pglkg Th 0 . 5 60 B

IITEERA (17 ng/kg) -92 pg/kg T CHA L, &5 84 BB ICIZERBR
Rl & Role, BBUNTEHEICKT 2 RELEOE ST« Th o728, &Eﬂ"é 4
EE CIBELINEHAIT TREVWEAZTR L (K 100%), 5B HOHELLI
A EHREEREIIB L Z 30 pg/kg T, BEETEEICHT 2841 70%*(
HY., ThUBEALINEZILHT L LIEIRETX f£75>o P

%?LLFL#JE“%GD‘IZ71A7}/T I DAE 1S E-:HT_ D 250 mg DHET
REL.BEL1. 3.5 BEOREABTEELZNE L, 7427 DBEX
g, B, SRBIUMEHE#S T 2/ ugkg £ THY . LEHBTIIHRLERED
% 250-400 pglkg DEERBH ST,



WA HEEEOE 7 2TV F MY T AR 1 SELSD 250 mg DHET
5% FIEFEL TH LN AH P EEIX 8000-330000 pglkg Th - T, T D,
5E25 8B B OFEIL TR X F 30 ngkg ¢, 7TEMS 9 BB OHENTIT 10
ngke F TRA Lz,

FIEROERIL. 74T 2 KF# 100 mg # &S5 EICEEH 5V 2 E
E i L7=BRizEd® Bh—CL\Z)

2. BEBHRR
7y bBIO=TRIBITHEOBEICL S LDso X 12 gkg FELLE, RO
BETIHIBLZ410gkg KETH S,

3. ESMEUER (K428)

REROBREBERBIIZRE S THARY,

(1) 15yABLU645 8 (KT) BAMEHER (Sy M)

Ty bTCIR1IBETE r ARIDOKET (125-2000 mg/kg (AE/A) BE5RER. 1.
3BLT6 » ARIOERER (500-4000 mg/kg EF/A) HE5ERBOH 5 oDOKIE
BEEERARPER STV D EPICLFBIILTOHAETRDLATEY,
wEMETIIRERRREE, BASHORESEOHIN, EROIIE, TR
HEIBED LI, B, EBOEEIX. BAMERBIC T3 HEERICESL
DEEZOLND, ARBE T NOELiZE LRz,

(2) 35AM (KF). 35¥BB&U6~AM (AN, 158, 3vAB&
U645 AR (BN BSESHERER (1 X)
4%1&355%@&?(%ommmgwﬁﬁm)ﬁﬁﬁﬁ:3%ios&ﬁ
FIDEAA (100-500 mg/kg HE/H) #ERE, 1. 3B L06 » BHEOBIRN
(75-4000 mg/kg (KH/H) BRERBBER I TV S, ARBOEMHICHET 55
72T S TWRVR, FIRNRERRICKT 5 NOEL ik 75 mg/kg £
/R EBRESNE,

(3) 1 AR (HAA) BEHESHERR (L)

YAZHWE 1 r ARIOFAA (0. 100, 200, 400 mg/kg KE/H) RE5HER
PER Shiz, 200 mgkeg LLET, RSO FBFEKORBREB X OETLIC
OB EEX DN DMRFNEENBD BN,

4. BUESHERR
AR MERBRITER S TRy,

5. BAAMERE .
EBAERBRIIER SN TR, E7 37V RREREEERBR Tl
AMREEZFRTHERPED ORI L, EEERRBROBENREETHBE =
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&R RIZB-T 7 & AREYILREEES L TH OO REFAEZE SRV
TEZEBEL, BRAMERBRIIRELHBTL TV 3,

6. EWREENSR (F42H)

(1) 2HRKREARS L UENHRAR (S )

Z v FEAWEET (125-1000 mg/kg (KE/H) BE5IC L5 2 HACEMRER,
BHCICEENL LUEILPRSERRAERE SR T3, BRI 350
BEIRBO LN hoT=,

(2) REBHRR (TIRX)

v U AERWZEIRA (0. 125, 250, 500, 1000 mg/kg AE/H) &E5iI2 LD
RAEBMERBBER SN TV S, BHICKHT 2 EDREOFEIRD bR
o BRICHEOEEBIIRD LN EM o e, ARERIZHIT 5 NOAEL iXREWE
JTHEIR T 1000 mg/kg BHE/B LFEf ST 5

(3) REBHRR (SvH)

7y PERVTFEIRPA (0. 125, 250, 500, 1000 mg/kg AH/H) REIZLD
RAESUHARPEB SN TS, 125 mglkg M L TRERME (EBOIEIR) 257
HDHNTEN, BRHERICH T IMEERAICL D LB bh, BRI L TIE
BHEOEBEIRD IR0, -

(4) REEUER (FHHFFI)

TP NERBWIZEIRF (0. 50, 100, 400 mgkg E/H) BEIZ L 5%
ABERBRAERE XT3, 50 mgikg LLETRHERME (8@ X oELESMH)
BREHONEN, BRMEREICETREERICL EELObRE, BRIRICHL
TiIREOREEIRD NPT,

7. BEEENHER
(1) BEHICETIEERER
BT FNRT Y BIXREORBEMITOWT, JA'FOD%E%%%EE%#’L’C%D

THLEEERE TR IR o7,

#&1 invitrod R

HER R B IR S

HIGZRRE AR Salmonella Typhimurium, | — fe
Escherichia coli

DNA &1 35k Bacillus subtilis — Bt

v U AEERBERR S.Typhimurium — R

10




%2 invivoRE

REBR RS HE R
< 7 AEEEIERR — — 3ES
v U A R R TR - Bt
8. RESHHER

(1) RESHRRE (¥9X. vk, 9¥F, EILEY M)

X, EAEY b, TUABIUOT y AW EGEESERBRERESINT
Wo, ZTNHLDEWIZ, E7FRT IS UVERBLANIE T FRT ST VAN
Y MOBREHTRELEEIE, iR (EOELE) BBD o l, —7F,
UH I T+ NT S -BSA BEMERNESICL D BELZEICX, HRER
& (UFFHE 7427 -BSA Filf) BEREIIE, FRMBREERIS TR
UH R 7 47 Y -BSA BLiE O EMITEBE R E L THW o 2 FEiE
DEZ7 7 ARY CREDOFEIZHRTEREZ R Uz, £/, vHEHE7
RZYVUBSA Bkl T s uARY CREY L ORERISHEITRD bR
77

(2) BHEERWT7F7453F>—HB (ELEY M)

ENEY PERAWERERET 77 4 7% —RBEER SN, TALEY B
DERRBI T+ T -BSAREY CRIELEZVHENLEG oGS
BR#ES L, £ 7427 -BSA BAMICTHR LEEBICBERESRD bh
Tro —FH. BTV UOHBTHERE LEEIIIEETH - -,

(3) BEBIMLBRTFTFI4SEL—HB (ELEY )

EEy bERAVWERE @%é%@?%747%/—ﬁ%m%ménto@ﬁé
NIZENVEY MTEZARTI Y VEBTERLEEIL, 7FH7 4 7% — K
BT,

(4) H—LRRE (E )
e FOMEEANTY ~ AARBAZME 1, BORSHBO b,

(1)~(4)@ﬁﬁﬂﬁﬁﬁwﬁ%m6\t7¢m§yy®ﬁﬁﬁﬁ\ﬁ®
B-Z 7% LRMAEMBLRSLUTCHL I LBFERINT,

9. REPENEEICETIHER
(1) invitro® MIC IZB84 351 E

t%@%ﬁﬂ%%@1m%§(%ﬁﬁﬁl%kivqmdwmmegomrunwm
WBITAMIC;o BNELNLTWS, 2 E 2 00BEIRIT A MICs OEEMERE 0.031

BX0.063ngmL (FiF & b Bifidobacterium) < MICso DE(TER)T 0.93 B &

11



T* 2.38pg/mL (10 7S~k > ¥ A : 0.85pg/mL) Thoi,
XEREDT—ZICZ, T bOTF— X IZMEEEOHINIC YWt 7 425
D MICso 1X¥EM L. in vivo DRI TiE 109 cfu/mL 25 U 7= KR MICso fEIX
DI OB HM 2 ERUEEMBRAETNAA Z L 2R LTV, BNEREL F%
DEBETBWT, 8D Ecoli \CT HE 7 417 Y L OREERIZOVTHRE
L7-#ER., fiEfERICb T RETABO LR, Z0L XDREIIRELR2TH
277, :

XEENC  HEOE 7 47 7 okt e, 75 X 2 Fo#k L Ak,
REEEOBESERTHATEELFRBRIATNES,

(2) BRABHEICHT 2R/MREHHELEE (MIC)
Yk 18 FERMBTEMRRBREHAE (BR 3)
DA EEDE OBEDFEORERECER 18 4F 9 A ~FAL 19 4 3 A £)
b FERRSBEREICHTEE T+ T D 5x108CFU/spot IZ317 5 MIC
BREANLHLTWS,
#3 BMATETE Y E O MICso

B/ BEMIRE (ng/ml)
A4 Y 3 . Cefoperazone

: MICso el Ei|
B ‘
E. coli 30 0.25 0.12-4
Fnterococcus species 30 32 8-128

| BRI

Bacteroides species 30 >128 64->128
Fusobacterium species 20 16 2-32
Bifidobacterium species 30 =0.06 =0.06-1
FEubacterium species ' ‘ 20 1 0.256->128
Clostridium species 30 8 4-32
Peptococcus species/ Peptostreptococcus species 30 =0.06 =0.06-2
Prevotella species _ 20 0.5 0.5-32
Lactobaciilus species 30 4 1-128
Propionibacterium species 30 0.5 0.5-1

FEINEEED S b, bR\ MICso 2385 & TV 5 D3 Bifidobacterium
species J3 X U} Peptococcus species/ Peptostreptococcus species 7 0.06pg/mL LT TH
27, ‘

10. Z0ft
(1) ebrIZBH AR

12



ETART D MR T HIEERREEIN TS, BT+ F U EE b
CI2BEEIC 1 8g AR THEROBE LK, FEOXK, B, TH., M

BRI URT IF—PO—BIEOBIES L O — B OB S D b T

Wh, BT7 5T OBWERO—BRINRE — DT T 7 o 2R Y REH
DENERUPLTWE, THO LD REIEREEIIMOET 7 o ARY U RE
AR T 4 _T7 Y TRV HEECRO LN TS, HLFICRT 288,
TR UoRBERPRBLCEPICEEEICHRESh A Z L. BMERRHE R
BRNMEEIC MO POEBLE 2 CWAI L ITRE TS EELZ NG,

M. #RREEEEE

1. SR ADIICDOLT

EMEA Tik,. E7 4 XI YV VIR OBETONAL FT XA FEY T 0 —BEN
=9, BHRE ADL IER OB SRR CHA LN NOEL 0REE% b L ICRET
BILEFEEL L, RLAERDENE 2 ATREOEERED b A X OEIR
N 5-2B 0 NOEL75 mglkg (F8/B 2> H 222428 100 #FEA L. ADI 1% 0.75

- mg/kg (KE/R LREL T3,

2. BEBERHMADIIZTDONT

EMEA Tid, MAEMFHRZEICOWTCHRACRIATRER L DX in vitro ©
MICs50 DA THY ., b FOFAMEREZHER T DHETE 10 O LM MICs
fE (10 =& & A A) I 0.00085 mg/mL & LT3, ZhIcEE5 150 g.
MENREINASHEICL, b MEEIZ60kg ZHA L., CVMP 0EHRKIZE-S
WTHAEDZR ADI ZEH L7Z/A. LUTFTOEY i3,

0.00085 ><1 472 % 150
3*

ADI= =0.0028 k. /H
% X 60 (mg/ke KE/H)

1 RBEERSIVCT IR IFRESMEA I =XAIH LT, 155 5 OROHBEE LT 3 25 H
2 FERECHTIME 28 L CBAREICHT SHE 2 ICL5HE 4 .
B HEBREIRASEELT

7, VICH #A KFA VICES < HRICREETT 5 IR 53R mRns, ¥
B 18 RERGZLHERATE DM AREEDEOMENFHEERE) <5
BRTHY | = ORRD HEBE 2 3 248 B I TV 5 FHIC L DAY
249 ADI 2 BHIT5 2 LR TE 5,

@%%ﬂytyﬁxﬁ%6h5$%&bf\MK@MCQ%MWH%mm\%%
REWIC 220g ME B RE SN D 5EIZ 100%, & MMEEIZ 60keg 28 H8 L. VICH

A HAOBMAEEREROBRRBRTAL FSA T2 Th, ERI18EI ALY VICH HA K51 w3l

ERTVES,
13



DEHAICE S THEYFH ADI 2HH LGS, TROEY &5,

ADI= 0.000347°4 X 220 = 0.0013 (mg/keg {KE/H)
16 X 607
*4: REREICIENEO B 5 5% b D 5 5 B 0O FH MICs0  90%ESHIRA © TIRIE
*5 %ﬂ%?ﬂﬁ% 220g
*6: RO AR Y L CAERFENICRIB TR LR

*7: kb MEKE (Kg)

BAEMERN ADLIZ oW T BEAIEBWTIHEEREM v 2RELNRT
W3 VICHEHXZHBAT 2008 BHLEZ N5, :

EMEA Tid, #AE%FR) ADI PEHFHN ADIIZHARTHAIENZ L 2 HE
&C BT AT D ADI L L THAEYER ADI 28A L T35, VICH &
LY EH SN MENFE ADL i, BEEERER - BRAERBRS 2L E
%%i 2T, RICE24% 1,000 28 A L2546 03HEE ADI (0.075megkg
HTE/R) L0 b+a/0EL, B7 ARGV URBPAERR L LTAVWDRE L
EORMTICBI 2REME +HICHRL TV EEX LGNS,

S.BEARBEZEFMICOINT
uLiD T FRGORMBREEEIMTOVTIE, ADI & LTKROHE
FERATA L REY LS BB,
7?71&77V'&%Bmﬂgﬁim

ZEEIZOVTIE, 4FHIRRAEZEEXTELEEO RE L 1T ) BRICHERT
D& LT 5,
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F4 EMEAICHEWA8FBOEEHSES

EhhTE B2 d wER EEER (mg/kg &KH/A)
' (mg/kg K E/B) EMEA
vy A FAEEERE 0, 125, 250, BE47 : 1000
500, 1000 B : 1000
(BRI S)
B (RATHAEIERD bR ok)
7w b At SRR 125-2000 -
(1,6 » AR (B F#5)
Lik=tia dadn 500-4000 REBE, BAEYHOREBEORM,. BB OKE.
(1,3,6 »ARD (ErEPI# 5) HE
2 U RSB X UE | 125-1000 ELE4 @ 1000
MR (B F#5) K - 1000
(BRI T 2B EIRD bhiedh o)
RAEFHERR 0, 125, 250, BEY . —
500, 1000 B : 1000
(ERAES)
B - EIROILE
, (BEFEBELRD bRl )
AR BEaMEEE AR 250-1000 -
(35 H D) B T#H%5)
At RS 100-500 -
(3, 6 & AR (FrAamEs)
iRt i 75-4000 75
(1,3, 6 » HED (B iRPR 5
P ERMEEERER 0, 100, 200, 100
AR 400
(FHAARE) RGO O RFMEMOEBE. ThICHED LEFEHE
5
THTY | REEMHRR 0, 50, 100, 400 | ErEf¥p : —
i @R E) BRIR : 400

BB : BiER P OWLESY
(REBTHERERD bR D5 1)

EHER ADI 0.75 me/ke {KEH/H _
NOEL: Tomg/ke R E/H (f XFFIRAKE R SRER)
SF : 100

WA ADIL - 0.0028 mg/kg KE/P

ADI 0.0028 mg/ky KE/H
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1.

3.

EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,

CEFOPERAZONE SUMMARY REPORT(1)
EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,

CEFOPERAZONE SUMMARY REPORT(2)
ERREFEBL TR ISEEALKLRFLETRSE:
B HRESE O EMFRHERBIZ OV TORE
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1. EmHE TR19F11 A8 A~TFR 194128 7 H
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