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B-57 F~—VIREETHS (7575 8] (CAS No.58001-44-8 )izo\ T,
AFEFIES (EMEA VAR— M) 2RV TRMMEFERZETMEZ R L7,

FHIBICEE L e BRI, BRBRRR (T v b, A X K E FRTE D),
BERR (£, FRUE), SESERR (vVARVT » b)), BAEREBEESE
BB (T v PROM X)), EEBEBURR (FVRARTT v b)), :ﬁﬁiﬁr&ﬁﬁ i
AP ENR BT ARRBRETH D,

7375 VB, BRAERRIIERINLTHRVLR, BEEESRROBRN LA
Iz & o THEE R BEEEERERNVWEEZOND I LMD, BEEHEELAY
HTiawnweExoh, ADIZRETHZLATRTHD LB SN,

FHERBIZBWT, BHLABDENW L ZATREDEENRBO N LELZLND
IR, Ty PO 1 HREEEERRE U~ 7 ADEBHFVERBRICBIT 3 B EER O
BHREORBDWRTT v bOEFEERBRICRIT S F, REMWOBEILROEER L T
» Y. LOAEL 1% 10 mg/kg EE/H Th o Tz,

BMEFERY ADI OREIZ Y2 > Tidk, Z® LOAEL _féﬁ#ck LT, BZ 10, @
3% 10, LOAEL % fiV 3 Z L N B EHRBRE RS AMRBRAER S LT
RN W I AEMD 10 @ 1,000 @A L, ADI % 0.01 megkg (AE/B ERETD
TEBNEYEEEL BN, :

k. _coﬁj: EMEA [ZBWTEE S ME%5Fr) ADI 0.09 mg/kg {xE/8
X9 b+ ENVETH B,

LLEX Y 7575 VBRORMERREFMEIZ OV T, ADI & LT 0.01 mg/kg
HE/AZERELE



I. FMExREMAEESOME
1. R
B-T o Z~w—FHERK

. EMRSO—BE
e . 75758
_ B4 . Clavulanic acid

. L4
CAS(No 58001-44-8)
. [2R-(2a, 3Z,50)]-3-(2-hydroxyethylidene)-7-oxo-4-oxa-1- azablcyclo
[3.2. O]heptane 2-carboxylic acid

. HF
CaHaNO5
. T E
199.16
. HE
H |
_;fj§F=/f~0H
g |
CO,H
. BREMECERRES

7777 VBEIEENII=V ) VEHICBEELALE W T, Streptomyces
clavigulerus \” X > CTEEZIN S, FEB, FAHHL-T 7 F~—BHERT, K
DEREORBEEEIZIZLAL R, TEXL VIV EDOEAHRIE LTHRWAZ &
LY, TEXRVVY SCBETMEEE T AMEICE T A nEEARLENG, 7
975/@®ﬁ&m%é%0679&A%L&%ﬁbrmé (&R 2, 3)

BATX, 7975 VBREENRS & T28AEERRTIEARB IR TV, &
bﬁ@%mfi\7%%//)/&@%Aﬂkbfﬁﬁéhfwéo

EU Tit, 7777 VBT, TEFTV VI L OREAHIE LTHERTAZ LiICL
Ve PRUBWAERS E LTEERAShTWS, B WAEERL LT, 777
VB BERIZFTISVBIITLELT) RUTEXFI VY V=K 14



DEET., £, BREVCEOHAHANERHF (1.75 mgkg AEA 1B 1B 5 BRE). #
LEOILERNEAH (50 me//5HE. 0.4 me/kg AE% 1 A 2[E (0.8 me/kg #E/
H) 3 ) XIIREARIOFH40REOREH (2.5 mg/kg FEE 1 H 28 (5 mg/kg
E/H) 3 BF) & LTAVWLIhD, (B2, 3)

BB, 7975 VBIEEYT A1 TV R MIEOBATH > BREEEE IR
nNTWa,

RIE &

I REMUICEINROME

FIUEEX EMEA LR— FRUE—R b T ) 7RSS S 210, BHCETS

CERHMAREEHLELOTHD,

1. EpEeaiE (U, 24, {8, Hift) RUREHER
(1) EMBEER (Tv b, 41 XRUF)

Sy hEOA REBVE UCER S 575 VERORBR OB ERBRNER SN, #
5%, R0 OBBRREN, Ty PEUA XICBWTEREFNEERD 42 BT
52 B RPIZHRE XN, T, BEPICERERD 17 %8R X i,

v PEUGA XORMBIE, REILE (v PEBA XORPL ORI ENE
L 16~23 BN 14~38%) ROMRBIMA (1-7 /-4t Fuxs7xr-2-3)
PRHENZ, REWA DT v PEOBA XORPBOEIRIZENEFN 21~35 R}

10~20 % Thof, REWAIXT v b, 41 XRCFFEFFIEIER— %ﬂiv\ﬁ_ in
vitro B W OB EERRBMm L LTl Eahiz, (B 2, 3)

(2) EVEERR (. BRUE)

WILE, P4, FHBEERCERZRVE 5 BRGHAERE (1.75 mgke £E) &
VBRI FH2RAWes 575 VBROBEROHRS (2.5 mghkg KE) (ZX5MFE
PRGBS EE Sz, & D

FETCRREEROREE, REED 34 W3RN ENT,

EERPEMEEIL, FEROKRE bCRT Thot, (BR2, 3)

#1 KEWRONEFS 575 L BEDER T A—¥

B | RE5HE AE * Tiax  Cumax T
- (mg/kg {FH) (FFfE) (ug/mL) (B5RE)
WELE 1 2 AR 2
T4 - HEAN L 75 0.5 K 2~3 1
EWER (5 B - 0.5 i 2~3 1
¥ (BB _ 0.5 4~8 0.76
BESLAT 74 | O (BE) 2.5 3~4 LA 0.8 2.0

1 SEm 17 EEANBEETE 499 BIC Lo THRILED bR ERE

6




(3) EpEREE (k) , ‘

B MZBWT UCE#s 775 VEEN Y U ADRNOBEIC X S EMEIRRER (n
vivo) BEBEIT,

EELSHERBIIRT T, BEED 73 %M SN, REOHKHEIEEORY
NI 51% o4 RRRTICHR S (BREED 68%), HEHTEMEITZ. BEED 17 %HEE
SnbittEn., ENOOERIZHLTN8 U ThHotr, 7777 VBRIIRNBES
CREEL LTHRERD 23 ¥BRTICRD LN, REOZERREMIL. X
HAROREWB 25V Fu-4-2-& Frfi )52 /-1 KE- e -3-
HIVERFVNVEE) TENENRERD 88 RN 15.6 % ThoTr, HEOBEHROME
POXEMEILZI T VBEUREY A Thotr, 7775 VEEOMEE Tis i
0.8 B THoTe, B B-F 7 Z 2EEEHE L TRLT, REREEIIRERE
DHZBRDLNELDLELZBND, (BE2, 3)

(4) EDBBER (2HRUREY) , :

7 575 VEERURE A L. BSEREEYI L AR THE e MEBTICE
WT, B TLC I B &hE, 2577 VBOBRHEBER, ST LERVE
RIEBWTHFEEIEN -2 LI, BEEEDEZ AV VRRTELNER
LEETH o, RORRTERINDIREY T HMEY CH 38 A 1L, FE
LI A ARSITBV TH—B L TR bhvic, REW A I3, REE L I2IERE
TN EORETHEEL e, REMKROREWAOHEST L b, AELLIEEAL
DHBITBNT, REFRICH L THBHVE Thok, BT —4hb, &
EAEORBZB IR T 28513, RBRPBOROEATH 10 %E@BRENE, 7
575 VBEOREY AUAORBHEITREBEINE» o7, 7775 VEBREUYY
B A PIRRETEMICE LEBRAPETHD L WIHIRERIL, 7 975 VERA D
EVEIOERNIRBEND L WVWIHRE—FE L, (BR3)

£ R TBRE AW ENERBIEEMIC L ARBRNER S, TRIEZICB TS
BEHETEMERE, #5% 24 BREUAIGESHCED T2 Z BN RENE, 6 BRRR
BE5 (1 H1E) Shi-FEORKEE 24 BB OTRINLIC BT 3 HURTEEIT,
OB ORE TREINEFF LV LEL.,. B, FE. HFARCIERKT,
THEH 12,000, 6,500, 1,500 ZT* 1,800 pgeq/kg Tholz, LrL, 7575
VRIS R, BEICRBREO 10 %L B3N, 7375 VR
EXER, . HARCIEFICBWTENREh 1,200, 650, 150 R1*180ugeq
kg LIEEEND, (BFR3)

(5) BRESER ()
DAL
WHAF (43H) 2RV UCERY 777 Y BROLENRSE (45 mg, 3 H)

7



W & BRI R BRER S I S e, SRR ORI R NTERE R 2 IR LT,
(B 3)

®2 WHFOHERT 2 777 VRBEOHE ILENRE> (ugegky)

FEA: w55k A& 5L (FRRRD)

(mg) 12 24 36 48
B g 936 519 201 276
iy HERN 45 316 297 299 344
AN (3 [E) . 58 41 16 41
JilE103] 51 15 6 14

WHFERWES 572 VBBOLENERES (125 mg/mE, £25FE) KU'5 A
MGANES (1.7 mgke AE/R) RBENEMSN, BEHLANHTI 575
L VERBEMHMAMENEREIC L o TRES ML,
RRIFSIWCTT LB T, AHP0s 575 VBREBEIL, LENRETIE
5 72 B, ANRE TIRE 24 REEIZIS T, SRHRSA (0.004 pg/ml)
Kb inot, (BR2, 3) :

£3 WALEOWIHS 575 L BRBEDEE <HEARE >
(AR (tg/ml)

B®E ma b5 ¢ i
ik ' 8 24 32 48 56 72
HLERN | 125 mg/BE 30 3.5 0.86 0.07 0.02 | <0.004
enERE -
FRAPY | 1.75 mg/kg & | 0.02 ~ | <0.004
=/B (b HME) |0.04

BHRRS : 0.004 pg/mlL

W4 (458) 2HWE UC-ER Y 777 VEBBOLENRS (45 mg/oE. 12
BrfEE S E) REAEBI iz, .

1.2,3 BN E B OBILICBT 2R UCREBERSREXZNEN 114,
0.937, 0.192 X Tr0.119 pg eqlg Thotz, 757 T VBEREM AL 1~3
B B DR &, £ Eh 40 BKRFHEMED 41~33 % KR F 45~23 % T
Hol, TOMEND, 7777 /BIE. AHTOBRE~—I -l 53 L%E
z bz, (B 3)



@F4
F& (450 ZHVE UWC-EHZ 577 0 BOGHHEANKRE (1.7 mgke KE,

5E) 2k AP ERERRSER SN, ST OBRNEEOEEER 4
LTz, (BR3) :

B4 FEORBGT Y 575 L BREDIE <BRNEE> (i eake)

FEk ®E 5k RE BRI EHARE (FFR)
(mg/kg {KE) 8 24 32 48
B 5,910 4,660
iy 2,480 1,910
fHE BAPY (51%[) 619 264 -
RERA 283 180
S 16,300 | 4,060 | 1,960 | 3,420

T4 Q) BRAVE1C7 T 5 RO 6 BREIERRS (3.1~3.4 meg/kg 74
H/R) RBRARMShe, SEBRTOBRREEOHBEZR IR LL, (BR3)

25 FEOZEBRTI T VBBEOHEE<EORE> (i eq/ke)

ik B5 5k A& B GRIeR (BeRE)
(mg/kg &) 8 24

= g 10,900 12,600

iRy ﬁm 3.1~34 5,400 6,770

iz (6 B 1,310 1,430

FERS 3,140 1,810

FHEERWZ 277 /B0 3 AFEORE (8 mg/ke AE/R) RERHER
Eh, BiEEE5 3 BRI LZ L, SHEHBRPHAYENEREWRHERR : 10
ng/k) IT L VRELE, £, BEFEE2AWE 5 HEHANES (1.75 mg/kg
FH/E) RBREEBEIN, 85 10 BERIBIC, BRI LED TEEETHE
MEREREICLLIVBRE L, ,

I bORRTIE, BRHFERLAEZIIBD bi2d ol (B2, 3)

(6) RERE (B .
B (43 AW UCEMY 777 VBROBEHANERS (1.56~1.8 mg/ke
FE) RBENEESNE, FERTOBRRERBEOHBLE 6 ILRLE, (B
. B 3)



K6 BROFMETI 777 VREEOHER<HAPKRE> (ugeqks)

- R 55k R& BE&ER (R
(mg/kg) 8 24 32 48
i 3,110 1,940 -
FrEik 2,160 1,870
i1 e 1&?&58' 390 310
AERf+ KL & 462 361
TEFHEL 1,520 926 656 796

BERWEs 77 BO 5 ARGARSRS (1.75 me/ke KE/R) REBRNENR
S, EIENERE T ARUEIC, BEHET b 5D TEEBR L HAEDFENEELE (R
HFRS : 10 uglkg) IZLDBELE,

AR T, METELRBEIRD AR, (BE 2, 3)

(7) RERR )

WHEZRAWEY 779 VRO 5 BRESBANERE (175 mgke FE/F) RERMN
EiEIhiz,

AR S 8 FFEH O HIZ 0.02 pg/mL OO bz a3, 24 BEE%IZIX
wEhiahot, (BE2, 3)

FERWL ST 78O b5 BRGANKES (1.75 mgkg FAH) RBAERS
. BE 14 BRI, I L 80 TR Z A ZRERYE (RHEBRA -
10 pg/kg) WXV BE LK, '

ARBR T, RHTERZBRERBO NP0k, (BR2, 3)

- (8) BEFZRVW-EBERER (+RUK)
DUSTSVRB/TEFLVY Y/ FUEZYOVRBESKERAV-BEREE ()
A4 (2058) ZHAWEEBRSIERY Z 79 VBITEX VY UL Ry
1 EEFO 3 ARAERERE Q)Y (7975 /B 50 me) DB, 1
A 2E) BREREHBEN., 7777 BOMBEPEEN HPLC 2 B\ CHIE
=i, '
TORR. BERE L BICR T, Y5 48 BEREMEIC 258 pglke DB 23
Do, TOMOMBBRIZOWTIX, 7977 VEREEEBEL, 5[%5— 12 BRI
BB EN TR OEEBRR (50~200 ngkg) Rlerotk, (B 3)

WHAF (TIV—UTUR TR ERVWRIZTIVBITEXT V) VIS
V=Y uVESAOILERNES (7777 VB 125 mghE., 24595, 24

10




FEE 2E., RE: 7777 B E LT L000 mg/EH) BMBRAERES ., MG
EOHEBTFERE OV TRE SN, WEREREFAE VRIS 74 BRRIC
BE, Srahi GRHBR : 0.004 pg/ml), B#ERE 7RV 14 REIZEH
T 3T RS, IR BE. FR. BUEACILETDOZ 777 VRIC
DWTHIr &N (REERA @ 10 pgrke).

MFFI7 777 /BIXTHEOS b 4EPLITREENR P07 Mo 3T
TR E 0.5~25 BFEI#1C 0.005~0.04 pg/mL BARH & i, 7 Wi
BiL, ARG 96 BRI £ TRINE N, BE TR 14 BRRIZVThOM
BCOBREABD NPT, BRY

WHA BH) ZAVERMEORBEFACRROCAEANRE (7777 8B
126 mg/m B, 12FME3E, 20F, Bir: 7775 /B & LT 1,500 mg/
R RBrEREEh, #E4A4RVTHEE (B 480 KBITH7 777 VBOM
BPEECOOTRESNTE (EERBF @ 10 pg/ke), '

RBREMPIc VW T Y oEBREmIch, BE. EREOEEFHFRIIBOLH
BT, 72777 VB, DTRORAIZBNTSH, CPOBE»D bR E
Nz oTe, (BR 4 |

WEE B HE) ERAVWEISTILVEITEFVVIVITL R u LA
DOHFENERE (50 mg/mE. 12BEE3E) KX23AHTOEBRBRN EiE S
iz, . _

7277 VEBBEIRKERE 36 HHE%E (3 BIBEHELR) ETRIETRTHo
To. REREIIRKERE 12 BR#E 0 16.7 pg/ml C, 24 BFE% Tik 2.14 ug/mL,
36 FFREEIZ 1 0.379 pg/mL Th - ., B 5 48 BB LR, ERIBR (0.05
ng/ml) R (HPLCIZ XV #IE,) Tholk, (BR3)

WELF (6, FHHE 18~22L/H) ZRAWLIZ ST VBITEX VY V1
T R=Ya  BEEROLENRE (7777 BRe LT 125 mg/aE., 12 R
7 3 E 2R7F (ARIRWER)) RBBEMEINTL, RESEO V7L, FER
ESEORI. 4 SRT_ATHrLOMFLEE 2 s 10 BE# L URKREE
EERED ONRL RDETTRTORLBCRE L, |

LHF0s 575 U BRER, #5HFE TS 48 % ¥ T2 0.01 pg/mL
FIHIT, FERESE T 34 FFHH E T2 0.01 pg/mL B TFIZ, 4 0ETRTHDE
DEFFL TR G 48 FFME £ CIZ 0.01 pg/mL RBIET Lic, 7 775 VBITH
K5 48 REIRICIISORED 58 %, 58 I T ThbBREEN ot

(MEMFRIEREIZ X VBEIE, RERF : 0.004 pg/ml), (R 4)

11



@U5TSVB/TEXLY) VEAHZAWV-EREBER ($RUK)

Fi4 (22FF) AW HERHERZ 77 VBITEXRV V) VEAHFID 3 B
MgEnigs (797708 LT25~33 mgkgAE, 1 H 2E) RW5 B
ERKRE (7575 BE LT 175 mg/keg E/R) RABR., K (305 AW
TIEHER S ST VBITE RV V) VEREEID 5 BESRANRE (257
FvBRE LT L7 megke EH/A) REEEHESh, 7777 VERIXIHPLC #H
WTCHIE S,

7575 VBT ERICREOEAIBWTOAR, EIZFFOBR (EnkEs, 8
K14 356 pg/ke) K UMROFF A WNIESERL (6 BRI 153 pgrkg) THRIE ST,
HEMNBOFERVFEOWTHOEBICENTY, ®E 12 BR#UEZIZEN
FNOERBR (50~200 pgkg) KL Ro7z, (BR3I)

WA (7 —VT7 &, 35~10 . 588 ; [RWIL4 (121/8) L8R - {&/
FisgLeE (15.7~18.71/8) 38R - W4 (22.8L/H) 18R) #RAWVWEI F7
FUBITEXTV Y VERH (7577850 mel/v) oY (B g)) BN
#h5 (@oFEICks, 12FHE3E. B3 7777 E L T0.6g/HE) RER
WER SN, R&RE 7 ARICHERE T X, BB (e, AT, B,
FERF(BIRAE) PEEREh, 7777 VEid HPLC 2 VW TRIE S hie,

Bictl s 7T BEOTFEEARIZBITS 2 575 VEBROREIL., T3 TOMBRRIC
BWCEERRAR (bugks) RERotk, (BRS5)

WEHEEFANZ ST VBITEXRY V) VESFIOLENBRERB CIL A
WHPor 777 YBikERER 12 FREO 11.9 pg/ml T, 24 BREHE TiX 0.645
ug/mL, 36 BFH CiX 0.058 pg/mL, 48 BFf% CIAMRHBA (0.018 pg/mL)
FKE (HPLC X v i#llE,) THhy, Tv F=Vor2&8LHLRTL L S fE
Thot, (B 3)

WHE (ZV—VT U, 4~T B, 98 FRAVWEI ST I VEBITER Y
Y VEER (2575 B 50mgy ) Y (3g) OLENERE (£45FE. B
H:r0FT7TUEELT06gH. 12FFEE 3 E) REXEFRI N, SLHRE
PIIREaT. B E 0, 10, 24, 34, 48, 58, 72, 82, 96, 106, 120, 130 &
O 144 BIRICEDREh, 7 977 VBRI HPLC 2 BWCliE &,

IENERGFREOAN P 77V BRBEEZRTICEL D, AHhr 775
BRIREEIL. itk 58 Byl (5 EB#ILE) ITBWVT, <0.01~0.072 pglg O
g T, 7EEHILR (B&KIEE 82 KM% T TIERRR (0.01 pg/s) Kb
WZET Lz, (BH5) ‘

12



£7 WHF 57T UEBRBEORE <HLENES >

FUBHE B R 7575 VBEE (ugle)
(B AR 514 W) @ ~ Mean=*8D -

10 9.27~35.8 25.4+10.4
24 1.08~5.55 3.02+1.48
34 0.066~4.50 1.19+1.41
48 <0.01~0.679 0.125+0.214
58 <0.01~0.072 0.017£0.021
72 <0.01~0.022 0.011+0.004

82 IRF[HILARE <0.01 <0.01+0

EEBA : 0.01 pglg

2. SEStHR '

Ty PR ADREBICHT D27 577 VBOKEOAEEZEMIXEEL, LDy it
2,000 mg/kg FELL EThHoTe, L73>b BEFLATS v b OEEIR5HER TOBMIE
<. HIERER (125 mgke AE) IZBWCHIELEICHT ARERLRTHA5
Hbilc, (R 2, 3)

3. BEoEEMER
(1) 28 HERU 6 Y FHESHEBHEE (v k) 2

Fo bEHWE ST B ) TAD 4 BEEDRSE (0. 30, 90 R 270
mg/kg RE/B) RU6 r AREN#HE (0, 10, 20, 50 K TF 400 mg/kg {ZISEIEI)

XD HANREERBRSEE SNk,

2577 BREC L AR LBEZHEOBRVESL., RERS . REZERVANR
BREGEIC, NOAEL /% 6 » A RIiBN#EiciiT 3 20 mgkg AE/ATH-oTr, =
DM, ERERBEVIEVHAELAVTHREIRE, (BR2, 3)

FEHROEBEROBEICEL T, Jﬁfﬁﬁﬂﬁ%ﬁﬁfﬁ# RO BN L OREL
<. MEMPEOREC X ZBIHEECTHICHIBLTHY, ToHESDS
BORRMEZR TS L, BEFHEBRCZ LVE{LE MBS h,

(2) 28 BEIRU 6 ¥y AMESHESERAR (F1X) 2
ARXEROWREISTZ VB D vAD 4BRERO®RS (080,90 KU 270 mg/kg
HE/R) RO6 r AMEEHSE (0, 5, 10, 20 R 50 mg/kg FE/H) [T X HHL
AMEERBRAEE SN,
ﬁﬁkr w (g, FRE) &Uﬂﬂlﬂﬂﬁmmﬂﬁ&%m S Bbi, NOAEL X6 » A
B ORERBRICBIT S 20 mg/kg FE/A Tholz, (B2, 3)

2 FER RSB 5Tk, EMEA KRR L TR L,
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(%) EERIOBORERRG Y FAUS X) k
Gy NROARXERAWEISTIVBHIVARRI T TV BITEXT LY
VELEA (1:2) OROBURBRIEREERE SN, 2RI, 7777 VBT
FXVVY VEESRIOFRI TV VALY D TRNCERSENoT, K
BWRERBTCIX. 7577 VBI7TES V) VEBEBERIFEBRE SN v PRUBA X
TRIERSE (EhEh 30 KT 15 mgkg FE/H) 2BV THEEEITRBR
HEN, BHETEOEVEEIRA XICBT 3 REEDERILTH o (NOAEL
15 mg iEEDE/kg BE/B ; 7777 VEEE LTI b mgkg FE/H), LML, &
NoDEEFFRAVERBOBENLIIX, 7777 VBOBMENERYE L5 L
TTEX VYY) VX BTHIIEBATERVWED ADI 2R ET AT DIERTS
TEIITERNoR, (B2, 3)

4. BRAEREER
‘ 7777/@iﬁ{aﬁmw‘m\avw%ﬁuﬁﬁ% B AMERBRIZIThI T WY,
(BB 2, 3)

5. £MBESHERR :

EMEA T, 7575 VBOROFEC LI UTORBICEVT, £58XL
BAEZEELDLDTHICERTH AR LB T, BOZEE, REODRERVE
FROFEREDETEIROLNIZ LEZBE L. REWIZHBTZITVY, NOAEL %
10 mg/kg FE/B LREL TS, (BEEE 2, 3)

(1) 1THAREENEER (Sv ) _

Sy VNERWET ST ERA ) U AOMEREDHRSE (0,10, 50 T 400 mg/kg
RE/H) Ik 1 HEREEERBRIER SN,

ET, HECHESERT 63 B0 FIROHAEESR T, M TIXIRER 14 M
IR 19 B i3tk 21 R TfTo/. Ty Wﬂi#ﬁf&—bfc‘vféﬁaéﬁ\ 4% 20 BT
Fz RIRERELE,

400 mg/kg (KH/ P I SREOHE CIREE 2 B HEE, fﬁ&@?ﬁ%@ﬁ&@%ﬁ
BEEBEMNT 2 & & LI TR EERIMEINATED b, HCiEasex
D BRI T, :

400 mglkg AE/BHFEBITRBNT, B, BRERCETRREEOCEE R
A3, 50 BT 10 mg/kg B/ EERICBWVWT, ABRKEFENLREBEEER CEERE
D> EMPFRD ble, 400 mgkg FE/BREFHFITIBWNT, 4% 21 HO Fiif
IR L bICEERD TR L, BB I BT HEERSBED b,
Fo RCIIRERED bz, LA LRASL, 50 me/ke {AE/B L R E5BEIC

3 FER U SHREIC oW, EMEA (/SR L CRE L,
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BWT, FiBEWIOLTMREERVARD b,
AR O LOAEL i%, 10mgkg FE/H ¢ Ex bz, (&R 2, 3)

(2) FEFBHERERE (TOX)

v T ADE 6~15 B2 T 7T VBA Y 7 ARBEROES (0, 10, 50 B
400 mg/kg AE/R) LI EHFHMERBR CREBERVBRICHT383EIEZRD LN
T, 7xue—7 o (BEFEIERIEIL) RN T, FIROKEEDETIC
DWTHESLE CEE L, To%, HHES 10 W YW RS TR S, HE
20 RiC FelgRaiE L7z,

MEFLEA R OBEFLE DRI %238 LT, 400 mg/kg HE/BRERITIVT, Mk L
HIZEERDTIICED Lz, £2BREBHOSEY (F) TV THERR UEFREK
ORI BBRDH R, Ao AEREHREIREDRM- T, ARRICKIT S
LOAEL i3 10 mg/kg RE/R & E 2 Gz,

LRERHEORRN Y 575 VBITEF VLY VEAE (1:2) AW TERE
Wi, 72977 BoRER T, LERBRLFEICCHo,

BHEERIIRO o, REZBEET AM—DETRIL, 400 mg/kg FE/
REGEE0 FIICBIT 5 FFRMER ERERETCOLTHREMTH -, (R
2, 3)

(3) HEHFBHUEE (Fv M)

Ty MORIR6~15 BILY F 75 VEER Y WA%G'%U‘&DE’-?- (0. 10, 50 B®
400 mg/kg B HE/H) L CRFERBNER Sz,

. BEMWTIE. 400 mg/kg BE/BREBEIZBWT, BEHBE R OEEHINIE &
UREEOWD, RERCHEORLESE OBMAERD bivie, TiE 20 ADER
BT RE ORI R BT 2 BEEED bhiaho iz, ,

TAR—T v 7 (REFEILEERL,) TBWT, FIRORERURFTIC
DNWTEEILE THE L, Z0%, MH 10 IW/EIT>WT, ERETRE XS, FiR
20 BIZFeBBIRERE L, F1 AT, 2R EREOEEL bz, BEILROEEN
FEIZED L, Ao AREKFHREIRD bR o7, 50 mgikeg EE/R LA
ERERBEICIBWT, HEBODETCRODT I RIBNARO LT,

ARERIZT BT 5 LOAEL %:t 10 me/ke FE/R LE 2 Dz, (R 2, 3)

(4) BAEHRUVBANBRSRE (5v M)

v bOEIRIE BMLHEL HRICI T T EBA Y ?A%Bﬁ%ﬂfﬁn&"%(o
10, 50 B TF 400 mg/kg AE/H) L CRAEHRRALIBRERBAER SN, Ty
B3I 5 CREL L., R 20 i Fo iR IRIC DWW THE Lz,

BEIZ oW TIE, 50 mekg FE/H U EREFRIZBWNT, #E 3~5 AHICE
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EIEIE R CEEEORBAD D, 400 mgkg AR/ B RER CHEORBEROEM
BEH BN, BREBPIZ OV TIE, 400 mgke HFE/BBRERIIBWC, HAERE
VEESLIE DB ER /D & b I8 bz, |

F R OZETER O P HHRICEEIIRD ORI 2 T2,

A3RER D NOAEL iX, B8 < 10 mg/kg 4£E/H., )R8 T 50 mg/kg E/H &
Ezbhiz, (BHR2, 3)

6. RizHEHEHR .
BLEERECETAERED invitro R N in vivo DERBFER TR SR VICE L BT,
(28 2, 3)

# 8 Invitro RER

RER B S A& R
TIRSRRE AR | Salmonella 5~50 pglplate : Rtk
Br | typhimurium TFTI A U A
TA100, TA98 (%89}
0.5~30 pg/plate (S5
2SI UE TEFVYD Y (12)
(£89)
S.typhimurium 100~350 pg/plate - ' Re
TA1535, TA1537, | 7 77 VEBRH V) 7 A(£S9)
TA1538 6~11 pg/plate et
Escherichiacoli | 7575 B 7EXvv v (1:2)
wrz (+S9)
BIEFERAR | Saccharomyces | 0, 1,000, 3,000, 9,000 pg/ml Reit:
cerevisiae STV TEFVVYI L (14)
BIEZSIRE R | w7 R U v -8f&M | 0, 2,000, 4,000, 6,000, 8,000, 9,000 | Bk v
5 B (L5178Y) pg/ml
: TITSUEB TEFYD Y (14)
(£89)
600, 1,200, 1,800, 2,400, 3,600. | Btk
4,400 pg/ml
TSTIL . TERVYY Y (14)
(-89) ‘

D EREREOF BN, SO JFAEAE T TR biL, 59 AE T CILE ) B

1 R RBSEIC oV, EMEA IREE L TER LE,
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BETRD b, ST T 4,000 pg/mL, S9 JEHFE T T 8,000 pg/mL 0
HAETHEEE 2D, MEEtsRFCED LI,

#9 IinvivoRER
REBRR B8R H& R
EMFRFERE | <wUA 0, 500, 1,500 mg/kg {&&E =33
25T I T A '
. HESHEn RS

EESOERER | YU R 0, 1,500, 4,500 mg/kg AHE (=i
' PS3TI R TERVVI (1Y)
B [FI5RikE Q& 5 .

NZERER I v 0. 750, 1,500, 3,000 mg/kg RHE it
ZITZEAY U A
HESHREORE

IR ER -7 A 0. 800, 3,200 mg/kg A& (=315
777V TEFVVY (1)

BRI O RS (FUBHEE 24 RO 48
MRt 2 ) |
/R ER <A ~9,000 mg'kg HE £y
BOo&s

ERD L SIT. in vitro DRERRERBR CRAREBESR LA EARICE Y
THHORBEBBLNTWBA, in vitro DEREAEERBRE VHEEFERREER,
in vivo DEESFERREVNERRTIIRETHD, 7975 VBIIERBICE ST
FRE L R B REERIZVLOLEZ DIE,

7. REDFEVERICHET IER
v FOBPNMEBEREOME (W 100 #) o MIC ;owcaﬁﬁéhto MICso i
FI0IRTLERY Thote, (BH3)

£ 10 EEa b HEPME O MICs

L MICs0 (pg/mL)
Eubacterium 128
Proteus 32
FEscherichia 32
Lactobacillus 32

17



Peptostreptococcus 8
FEnterococcus 512
Bifidobacterium : 12
Bacteroides 8
Clostridium 8
Fusobacterium 27

8. Tk .
(1) RMBEERER (ELEY M)
Magnusson — Kligman i5IC L ARBE2ER LR, 7575 VBRITELE Y
MRt U TR BRI R S otz (BB 2, 3)

(2) ETHREER (9 ¥)
DI FTTZUBITEX VYV VESRIERETRE (0777 0BELT
25.6mg LA L) L& Z A, fiflfindibd & T LR, (BE2, 3)

(3) EbZHBIHIHR

7T UBITEXVV) OEEFNIE FOEER L LTEEOREL AW
b T&Te, BMWAERERGE LT, 2777 VBIETEERTAOTRRL, &%
TTEXFVVY VERAT S, LicBioT, 7575 VBORELTEXT LY v
DEEL ZRAIT 5 DEE Ty, & FOBE T, 250~875 mg DT EF
Y& 120mg DI 75 oBOROAEANPER NS, BBUE L BIER (F
A EDBHELE) PO B-F 7 Z AR ELRBROEERVEEECELS L H
LEXhTW3,

E hART T 47 (B ORERER (BD 125mg/t b ; @BEOL OFHEA
TBEICHWDNE Y ST VAR KLY, 7975 VB EERE LEEED
TEZ2RRLHNTNS, 2L OEEEREZEN RS A—F IOV TRIF LS, [
ITBIRR (fR#E. ME)., MEFHFR. BHR{CFEHRT AR R RICE LT3R
HELERO bnehote, (BE2, 3)

I SRR RE
1. EMEA (Z$+ % 554

EMEA T, 7v bR~V ADAFEREEMHRRICBVTE LN NOEL 10
mgkeg HFE/AZ b LT, TOREETRDLNET v PR T AOEHREE~DORE
BMEPERL T, £2MR% 200 AL, ADI X 0.05 mg/ke A&E/BEBE LR, (B
B2 3) :
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WYMoV T, CVMP 0BEHRKICE-SE, in vitro ® MICso OEZ
WCHAEZMADI ZEH LTS, RELEEZTOR® MICs DEMTEHD 10 %
SRR O TRMESL LT 8.84 ng/ml, 1 BEFE L LT 150 mL, #HAEHIFIATHE
HROAROSEL LT10%, & MEAEIC60ke Z8A L ThkRNic kv BEH &,

(ZF 3) '
. 0.00884 X 2%
WA FRHIADI(mg/kgBER) = 5*2 X 150 =0.0884 mg/kgikE/H
0.1* X860

*1: A E~OBRERE  MEREOHMCEN MICER ERT B3RO Z77 5
VEROBELHELERERBICB T MICEBSEBIC AT I e MB 2 LT3, |

*0 757 VBICEVERZITARVRAELERTTIAI REDR—F 7 X v —
PREETDHZ ENBET 5, -

*3 WAMAFIRTRARODAROSE @ & MBI 2 UCAER S 777 VEEDORR
ORERBOT—F b 0.1 15,

=2 ADI (0.05 me/keg AE/R) 13 ESFER ADI (0.09 me/kg BE/H) 1T
HRBE/NZIVVETHDZ E0 D, BHEFER ADI BEEED Y X7 25ET 575
DADI ¥ LCEIATHED L &Nk, (B 3) '

2. ADIDBEIZDT
7575 BRI, BB AMMRBRIIE/RISTWang, BEFEEFEHBROBERNLAE
Bz S TRIEEE R BEESREZTIRVEEZONDZ 1D, BEEEENAY
BTNV EZbh, ADI #BRETHZENTETHS LHBT &N,
BEHRBRIIPBWVT, HELBRECEWE ZATREDEERBO LN EZOND
B, Ty b0 1 IHREEEERBRE O~ Y ROETEERBICBIT 2B EEET
EERBEOBERNCT v bORBFHEERRBRICRBTS FI REMOBILROEEDOR D
TH Y. LOAEL it 10 mg/kg HE/R Th oz, _
FHMEH ADI OREICY - - TiX, 2O LOAEL it &af#kE LT, £ 10, @&
#3210, LOAEL Z B 5 Z LI @EMEBRE OB B AMRBRAER LT
RN I L ABEMO 10 0 1,000 %EWAT A L AEE EE LR,
Lz oT, 7575 VEROEWRSH ADI & LTI, LOAEL 10 mg/kg (KE/B T
HZEEE 1,000 zEAL, 0.0l mghkgFE/BELBRETAIZLPBEYEEZ LN,
7B, ZOEE, EMEA ZBWCEH S m$Er ADI 0.09 mg/ke EE/H
XD b+ EWVETH B,
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3. BREEEEHETOLT
PLEED., 75975 VBOEFERZENMZOVTIE, ADI & L TKROMEEZEA
TAZLENRBEYETHHLEEZLNS,
75758 0.01 mgkg AE/H

BRI OV, YIHMIBREFEAGEERREEORE L 21T RICHERTH Z
L&v 5,
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# 11 EMEA B A28 R0ESHERE

BhifE Rz 58 ERERE
(mg/kg HE/H) . (mg/kg EE/H) -
-y AR | 0. 10, 50, 400 10 . :
- (FEns) BAFZHER OBIESME
1 HCEERERER | 0. 10, 50, 400
(REnxs)
EeHFEMERE | 0. 10, 50, 400
(BO®5)

BEMRERCEER [ 0. 10, 50, 400
Zyv b | HREHER (n#&E)

28 HHEIHE S | 0, 30, 90, 270 —

2 (Bo&kE)

6 » AMESM | 0, 10, 20, 50. 400 | 20

TefEAER - (Bo#®E) RERLD. REEERE MEREE

EBEAIC BT 5 EEERIT 10

28 HRIESME |0, 30, 90, 270 —
P =R (Bn&EE)

6 » AFEAM | 0. 10, 20, 50, 400 |20

AR (Eo#s) WEH:, FEEER CRFRAR O AMEE b
EHE2R ADI 0.05 mg/kg A HE/H

SF: 200 (ZOHAETHOLNEVARTT v b OBEHERE~

DEBEHE)

FHEEH ADI REMLE

v U ARUT v b OEFEZEA TR

£ 10 mg/kg B E/B

AR ADI 0.09 mg/ke #E/A _
BN ADI REMBI | b NMEAME BRI 10 BOSMES MICs 8.84 pg/ml
B (CVMP D HIZ)

ADI 0.05 mg/kg K&/
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<A 1 : REEFEH>

REFR AR
ADI —HENGEE

Crnax RERE ,
CVMP BN ERLEETENAEELREES
EMEA BRI B T

HPLC BEEREIu~w N TF 74—
LDso WM B
LOAEL RAEEE

MIC B/ FEE A8 E
NOAEL mEE

NOEL HIERE

T VH = HE

TLC WEgs/u~ 57 4—

Trmax BB ERE
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<BE>

1 Fdh, BIMEORIREE (H”ﬂn 34 EEAEETRE 370 B) 0—HERET S
5 (PR 174 11 A 29 B, ¥R 17 FRAESBESTE 499 5)

2 EMEA, COMMITTEE FOR VETERINARY MEDICAL

' PRODUCTS :CLAVULANIC ACID SUMMARY REPORT (1), 1996

3 EMEA, COMMITTEE FOR VETERINARY MEDICAL
PRODUCTS :CLAVULANIC ACID SUMMARY REPORT (2), 2001

4 NRA, CHEMICAL RESIDUES SECTION EVALUATION REPORT
(Amoxycillin and Clavulanic acid), 1996

5 APVMA, RESIDUES EVALUATION REPORT
(Amoxycillin (200mg/syringe;present as the trihydrate) and clavulanic acid
(50mg/syringe;present as the potassium salt)) ,2004
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