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C 3

B-F U F<v—¥RERETHD 77775 8 (CAS No,58001-44-8 )IZ-dW\ T,
FRETHESE (EMEA VA0— M) # AW CRMEREIENM 4 =M Uiz,

FEAMC AR U R, ERBERE (Fy b, 4132, K, £ FEOE ).,
BERER (4. BRUE), SEEFERR (v RARTT v b), BEEERVBERENE
RR (T FNRUAX), EMFBEBERR (FVARVT v ), BIEEERR, #&
EMFENRETETARBRETH B,

7575 B, BRAMERRIIERE SN TWHRNVDE, BEEEERROBREM LA
ERIZ Lo CHBEL RAREEHERERVEELIOND T LD, BIREEES ALY
BTCE2WeEEZDLNh, ADIZRETAZENFEBTH S LS,

EHRBRICBWT, EbAEDEVWE Z A CEEDHENRDONELELILRS
ik, T v O 1 SEABEMERRE U~ 7 A ORGTFERRIC BT 2 BAKE O
EREOBOEIT v b OEFHERRICET 3 F,RBYOMAMOEKERD T
HY ., LOAEL /X 10 ma/kg fRE/B ThoTx,

=M ADI OREN Yo Tid, 20 LOAEL [c&ZeF s LT, 210, &
{2 10, LOAEL # fi\ 3 & & N BB R OB R U ERBR S EHE X LT
2NZ &I X 5B 10 o 1,000 &AL, ADI % 0,01 mgkg FE/H LRETS
TERBEYEELEZILBN, -

B, ZOfER, EMEA [ZBWTEEB Eh3EYFE) ADL 0.09 me/kg {85/
L0 b+ EWETH B, '

LLERD, 7375 VBRORMEREENMEC >V T, ADI & LT 0.01 mgkg -
AEE/AERELE,



T. A2 EWHEERORE
1. A&
B-7 7 &w—EEE

. HURSO—BE
fng . 2275
#4, : Clavulanic acid

. %4
CAS(No.58001-44-8)
¥4, : [2R(2q, 3Z,50)]-3-(2-hydroxyethylidene)-7-0x0-4-0xa-1-azabicyclo
[3.2.0]heptane-2-carboxylic acid

. BFRX
CsHsNO5
. 7R
199.16
. HGEL
H
-ﬂéijingr—OH
7N~
O 2 '
CO,H
. EHERRUSERRRES

7577 VBIIRENIEAN =YY VEIIBEELE{LE W T, Streptomyces
clavigulerus \C X > CEA IS, HEWN, FAFENE-F 7 ¥ <w—VHREETC, &
YEEEOREEEIIE LA TEXV V)V EDRAFIE LTHWASZ &
LY, 7EXI VPV CRBEMEEE T 2ME IR TS REE R hs, 7
575 VBOENIISEEBO 8-F 7 AEELEELTWS, (BR2, 3)

AT, 75375 VBEEDRS L T3PMAERRITESREINTVAR, B
FRERLTIE, TEFVVIVEDERSRE LTHERASRTWS,

EU T, 7575 . 77XV E0BEESHE LTERTA &N
Wb NRUBAERES & LTELHRAsATWS, BIWRAERSELT, 277
FUER GRERIZ ST 0BAIVOLELT) RUTERI VY 2k 14

o



DEIG T, 4, BRUCEOHANERA (L75mgkeAE4 1B 1EbL ). #
LEDILERBEAE (50 mg/vE, 0.4 mghkg AHE% 1 F 2[H (0.8 mgkg K&/
H) 8 B XEEELRTOoF4FORN#EEAl (2.5 mgke FE% 1 H 2[H (5mgkg
{£E/H) 3AM) L LTRAWbh3, (BR2, 8)

RB.2TTTVEBIIRTT 4 7Y A MIEOEA I BBEEEESREEN
TWa,

I. REFICHRINBOBE
AFEEIL EMEA VAR— MR- T U TRHMEES L S LI, BHECETS
ERMREZERLIEBDDTH D,

1. EpEERE (B, 744, T, &) RUBHEE
(1) ¥9BHERE (T F, 1 XRVF)
Sy "EBA X ERWUVC-E#HZ 777 BOROEREFRBRNER S, ¥
C BB, PRVOERPEREN, Ty MRS XIEBWTEREFRBERD 42 RV
. B2 %R RFICHEE S Nz, . FRRPICREED 17 %AHRE s,

Gy FROA IORDLIEL, KEIKE (5 y PEUA XORMSQEITERE
N 16~23 R 1X14~88%) RUORBEMMA (Q1-7I /4 Fa(rar-2-30)
PR ENT, REDADT v FEUA XORPDOEPIIEFI 21~356 ETR
10~20 % THolr, KBEHAIZT » b, A XKROFFEHFFEVR—beHEVW n
vitro lCBW T HEERABEH S L TR SN, (BR2, 8)

(2) EMBERS (4, BRUFE) :
W, T, ERERVELEE b AGANEE (176 meke KE) &
VBERRT 2 AW 7 575 VBOERROERS (2.5 mgkg $HE) (X 51MmiF
REMEREHBRNEE SN, E1)
FHETITEBRNRER, REED 3¢ BRI,
TEAYEREIE, FERUKE bR CThol, (BE2. 3)
*x1 FEWHREOMBERY 777 VBENTRN-T A —&

E}J%ﬁ 5‘&%1‘7 "?f Fﬁ ﬁ Tmax Cmax Tyz
(mg/kg {£HE) (FFHE)) (pg/mL) (BFR)
WL \ 1 2 R 2
T4 HAN 1'75 05KW%- | 2~8 1
FHiEK (6 A o 0.5 &% 2~3 1
3 (R 0.5 4~8 0.76
BEILAT 74 | B0 (BE) 2.5 3~4 PN 0.8 2.0

1 SRR 17 R B BE ETE 499 B Lo CHEICED b mm Ly

6




(3) EWHEIE (EF)
EMIBWTHWCIERZ S 77 BA Y 0 L0OROBRE | & 3 EDEIRERAR (o -
wve) PRIz, .
FELEERBIIRT ¢, BEED 78 withtinis, RBPOBNIEREO I8
B E% 24 BEfjic gt S iz (REED 68 %), HHTE I, BE5ED 17 %HHE
Kb Eh, ELLORRIZbTN 8% THoT, 7577 BRI O# 5%
WREMEE LTHRERD 28 YBRRPIZRD bhir, RAOEERRBHML. 1
i ARCKRED B (2,57 Fo-4-@-& FrFA)-5-4% -1 KT - i-3
HAARFVNVE) CENFNRERDO 88 RNI5.6%ThHot, BROREHOMEE
FOXFEREILS ST BEVREY A Tholr, 7575 VEROMEE Ty X
0.8 ¥ Chol, RBMIXB-5 7 ¥ A EELZE L TR LT, METEEIIRELK
DHRBDEND b0 EEZLbNDE, (BE2, 3)

(4) ¥9EEAR (SRS
7 575 YEEERUREN A BORESE A LARBR A LN EEETIC R
WO, S TLC Ik v Ehic, 725975 VBOBRHBER, 24T LBk
RIEBWTHIEF I EP-o=Z &k, BHRHEENEZRWAWERRCELh R
ERETH T, BORRTERSINAREDXiIofEhch 3 REMW A X, A%
LA RHECB N THL—H L TR b, (N8 A 3. RE{E L FFER%DH
FHLUEOBRETCHEE L, RELBERORED A OB &b, Eﬁﬁ LAY
ORI BW T, BBEREICH L CHEBNIRTHo T, BhhiET—4ahb, £
BILEORBER T 5561, RBRUMOBRWRATH 10 ve#E Iz, 7
575 EBERUEY A UACEREDE IR ENEhot, 7 77 7 VEEER U
S A BRBEETEE I LEBRADECH B LW IOKRIL, 7 577 ERAERED
BVEICESeRBEIShE EVWHRRE—FE L, (BE3) -

£ERUEE AV BEEER LAY L 3RBREER S h, TREHBCB T R
RIS, BE5% 24 BRAURZESHIRBS T Z LR ERE, 6 BEED
#E5 (1 B 1E) SheTFFORERE 24 RGO TR 2 BREHEHR,
OB DEE CRE SN T4 LY <. Bl . SRECIEHT,
Fh2h 12,000, 6,500, 1,500 ZTX 1,800 ugeq/kg Thotc, LML, 7575
VERIESICRETE ., BEICREBEO 10 %5t b, V575 U
B, FiE. HSARUEHICBWTELEN 1,200, 650, 150 KT 180 pgeq
kg bHEEEND, (BRI

(5) REAB (%)
D#ALF
WA @ER) 2RAWEUCER 77 7 VBOLERRSE (45 mg, 3E)

7



IZ K DHMBERERBRP ER S e, FEERDORFNREHEEER 2 bR Lz
(B 3)-

#2 WHFOEMART L 775 VBBEOEE<ILBNRS > (1geaky)

g | BREFE | AR RN ()

(mg) 12 24 36 48
B 936 519 201 276
i BN 45 316 297 299 344
fH5H (B8ED | - 58 41 16 41
it 51 15 6 14

WHFERWES 777 VBOLERKRS (125 mg/aE, €258 RU'5 H
FMFEMNZRS (1,75 mgkg FE/A) RRAER I, BRFHRAN P27 Z75
YERENSEDFHEREIC Lo TRESNE, .

BRIIRZWTT LBV T, AT s 577 VBBEIL, LENES Tk
5 72 B, HEARECIIRE 24 BRI BN T, ﬁﬂjﬂ&ﬁ% (0.004 pg/mL)
KL laote, (B2, 3)

%3 WHFOHUHPT F7T VBBEOHBE<ILERFS>
(HREHFNERYE) (pg/mL)
B T B 3571 P
Fik 8 24 32 48 56 72
AEA | 125 mg/NE 30 3.5 086 | 007 | 0.02 |<0.004
eHoE&R S
R | 1.75 mg/kg & | 0.02 ~ | <0.004
E/A (BAM) |0.04

RIHRA : 0.004 pg/mL

WA (488) ZHVWE MCIER 7 577 VBBOILERRS Usmeg/sE. 12
BEEE 8 B]) BB EE I I,

1.2.3 XV 4 A B 0BT I8 F HCRBREERBEIZENEN 114,
0.987, 0.192 BU*0.119 pg ed/g Thoft. 7 777 VBERTREY AL 1~3
[l B OFEFLERCRR I S 3, T Eh UC RERTEED 41~33 R 45~23 % T
bole, ZOMRNG, 7775 BT, WHTFORB~—h—kkiv H5LE
Zbhiz, (BES3)



@F4
F4 (AR FHWE YCE#HS 777 VEOHBAPERE (1.7 mgkg AE.

5E) ik 38T BERRIEREIN, SEEDPOKEEROEBRER 41T
R LT, (B 3)

£4 FEOERERT 2 77 7 VRBEDHB<HANKESE> (ugeqke)

mE: | BEHE AE AR EHEER (FHH)
(mg/kg {KE) 8 24 32 . 48
R 5,910 | 4,660
il 2,480 1,910
g | | (51 '[;) 619 264 _—
Behs 283 180 | _—
FESHER AL 16,300 | 4,060 1,960 3,420

FE Q) #EWEUC-r 777 8o 6 HREN®RE (3.1~34 mgkg &
/) BRAEHE I N, BESETFORMEEOHEBEE S IR LE, (BR3)

#5 FHEOEHEBTs T77 BEEOHB<EORE> (ugegks)

FEfR BEFE A BEERSTHER ()
(mglkg {£H) 8 24
B 10,900 12,600
[ wn - 81~34 5,400 6,770
F5EY - (6 BH) 1,310 1,430
=ik 3,140 1,810

FERANEZ ST B 3 BRRAERE (8 mgke E/A) RERAER
Eh., BREE 3 ARUBIZ LR L., FHSEHEDFHEREGHIRRA : 10
pelkg) i LV RE Lk, £k, IBETHE2AVE 6 BEBARNERS (1.75 mgke
fFE/B) RRBEH S, 85 10 BERSERE, BRI LEDTEEREME
WA ERRIC L Y RE L, :

TS ORBRTIX, BHTRLABERD bhRhoiz, (BR2, 3)

(6) BEEE (B
R (488) ZHWE UC-E#Z 77 7 BOBEEBRAZRS (1.5~1.8 mgkg

#HE) RRAEEShE, SHSTORMHIEERECHEB L% 6 IR L, (&
& 3)



#6 BOSHEBT 2 577  BERECHEB<HHNEREE> (1gegks)

MR - | BEHE RE _ #E%EE (R
(mgrkg) 8 24 32 48
ik 3,110 1,940
JiTlg: 2,160 1,870
B N 1@;@158 390 310
fERG+ B 462 361
PEFHERAL 1,520 926 656 796

BERWEIZT77 806 BEBARANES (L.76 mghke FE/H) RERHEE
v, ENENRE 7T BERURBIC, BERE HE O TEERE MEYFERERLE (R
HBRR - 10 pg/ke) X VBRELE,

AR TIE, MUTIBR2BE IR b2, oT, (BHR2, 8)

(7) BEEE (F)
WHEEZRWeZ 77 VB0 5 BBARRE (1.70 mgkg B&H/B) REN
FH S i,
Bk 5 8 B M% O PIZ 0.02 pg/mL DR MR
HH éa‘w‘mao 7, (R 2, 3)

D b A, 24 R

i%%b\f‘_? F77VBDE ElFﬁ'iﬁ?iFﬁWE-‘? (1.756 mg/keg ﬁiﬁ) B S &
. 5 14 BESEI. E%T%ﬂ%ﬁ‘b'(%%ﬂ%%ﬁé%?ﬁ@ﬁﬁ% (R HIFR S
10 uglkg) WX DRELR,

AEETIL, MEREZBEEEIRD oo, (R 2, 3)

(8) BEAMERAW-RERE LUK .
D25 TSVR/TEXFVVIV/TLF=YRYESHERVERERR (4)
4 (205H) 2RV HBEER S 775 VBITES YV VTV Ry
2 EEAO 3 BERLEARE AV vy (7577 VB 0mg) IHE. 1
H2[E) RBRBEEII., 7777 BOBKEDEEN HPLC ZHWCHIE
hie,
EORER, FRRE 1 6lIcBWT, &5 48 R IC 258 nglkg DEBENRR
Dohic, TOMDERICOWTIL, 7575 VEEREEEIT, 85 12 B
BLUEZIZEFNETROERRBR (50~200 pglkg) kLo, (BHES3)

WHA (ZV—UT7VE, TH) 2RV I/STIVBITESFLVY T
ViF=yu BEROLERRE (7775 8 126 mglhE. £455E. 24

10




KR 2E, M 7575 BE LT 1L,000 mgliR) RREMNERIN, M
BURBEPRE I TRES R, IFERSFNECERERS 74 BREEIC
B, HArani- (BRHEBR : 0.004 pg/ml), BREBEESE TRV L B#ICZN
T 3HT LN, i, BE. A, Haﬂﬁ&U?L%l#@? 575 VERIC
DWTHMr & (BRHEBR @ 10 pg/ke),

MEFEFZ F 77 VBIETHED S b AR, LRBRHEN 2o /oS, o 35
TIIRHERE 0.5~25 BEIEIZ 0.005~0.04 pg/mL 23 H Ehiz, 2v s 9.5
Bk, BRERE 06 BB E CRIEES M, #E TRV 14 BEIZIEIWThoE
BILBRIRD bW T-, (BE 4

WELAE (8EE) #RHWEZRHREORR L FLEAOILENRES (F 775 V8
125 mg/o R, 12 RS 3B, €49FE. Rt : 7577 B E LT 1,500 mg/
§F) RBRAFEEh, BE4ARVTHEE (F#48) RT3 77 77 /BOE
BhEBIcH>NTRESKE GEERBRR : 10 ugke),

RBRYM PR T EOHREBMIC L, B, BREOAYFRLIIED b
ieholc, 7977 VB, WTROBAICBN TS, POME» S bRIBX
ninotz, (B4 :

WiLE 8 ) 2RAWEI I TS UBITER VLY UIT L F=Y a U ERH

| DHEPFRE (50 mginE, 12 BRESE) XA HTORERBRNEES
.

T IT 7 BRBERBRKRE 36 B#Eﬁf’ﬁ (8 EE#HIKE) X CRIETEETH-
7eo B PR B I B B 12 BERTE  16.7 png/m C, 24 BERIE Tl 2.14 pg/mL,
36 FEMA£IZ% 0.879 pg/mLl T o iz, Befed 5 48 R LA, BER R (0.05
peg/ml) RiF HPLCIZLW#lRE,) ThoTe. (BRI

WILA (6, FHHE 18~22L/0) AW STV BITERTV U
TV RV nvBESHIOLERRE (7575 BE LT 126 mgoE. 12 FHER
#3E245F CAMERTER)) RBRBEREINE, REFBOSVI L., R
ENBEOIL. 4 AETRATHLOMNEE 2 BRE 10 BEERURKRER
IEEMERBED LR R HETTTOEIRRCER Lk,

LWHFDS 775 VBRER, #55F THRRS 48 Bl E TI 0.01 pg/ml
RIFIZ, FERELFE T 34 BEHEZE T2 0.01 pg/mL BT, 4 BETRTHS
DEFIL TR G 48 BRI E T 0.01 pg/ml RIGIET Lk, 7 77 7 VRRIZR
BB 5 48 BRI ICIZNED 58 %, 58 Fr# I Th ok S hiahofe

(B EFERERRIC X D RIE. BIBERA : 0.004 pg/ml), (BE4)

11



@37V TEXRVY) /RERMEAVERTER (FEUK)

F4 (228 ERVEEBEERS 57T VRITEXVY Y VERFID 3 B
MRgOksE (7575 0B LT 2.5~33 me/kg A&, 1 2E) EU5 A
LERNBY. (75758 LT L.76mgkg {KE/R) Rk, K (805 AWV
TeEEHER S T 7T VBIT B XLV Y VESHIO 5 REIBANERSE (757
FVERE LT L75 mglkg RE/R) RBRPIRESHh, 7777 VBRITHPLC £ A
WCHIZEB S iz,

ST VEBRERICEVESCRBNTOLR, ERFEOBH (BORs, 8
Wit 356 pglke) RUMRDHHAPIEESEHAL (6 FiRifk 153 perke) TRIH SNz,
FEJROFEREVROWTROMZICWT S, #5 12 BRELEINITER
EhOERRR (50~200 pglkg) KL iot, (BES)

WA (ZUV—VT UM, 35~10 %8, 55 ; EWH4 (12L/8) 18 -6/
hypglae (15.7~18.7L/R) 8§ - fpsld (2281/A) 18 #AWVWks 57
SUBTEXVVIVERE (7575 B0 mg/v) Y (B g) OUEN
RE (&aBciRE, 12REE3E, Bi: 7777 V/BE L T0.6gE) WBk
NEMEENT, TR E T BRICHEREMIL L8 XN, B (R, FE, T,

B (BIEER) PEREN. 7575 VBT HPLC ZAVWTRIE S his,

EHfE 1 FROTRIERICBIT27 575 /ygooﬁ%ut TRT DI
BWTERRER (5pgks) KL Lok, (BRB)

WHEERA W7 577 VBTV YEGAOIBARSRBR T I
HHPDs 277 v BESEEL 12 FEE%O 11.9 pg/ml, C, 24 KH# Tk 0.645
pg/mL., 36 RFHEITE Tk 0.058 pg/mL, 48 K CIIMRHERR (0.018 pg/ml)
K (HPLC IKEVHIE.) Thh, 7L F=Vuri bR I 2450
THol-, (R 3) '

WA (ZV—V7 U/, A~T S, 950 2HRWeIZ 77 UBITEXY
Y LEEH (T 7T B 50mglv Y Y (8g)) DIERNEE (£9FE, B
#7377 vBe LT06gHE, 12EE3H) RBRNEREEINT, ANFE
IR ERT, BRGS0, 10, 24, 34, 48, 58, 72, 82, 96, 106, 120, 130 %
V44 RRRICERS N, 7979 VB HPLC 2 AV TRIES i,

LEARSEDAH T I 777 VBRBEEZR TICE LDk, AP r575
BRIREZIT, Beidfx 5 68 W% (6 EEFERLRR) 2BV T, <0.01~0.072 pg/g @
T, 7B HPEILR (RKRERE 82 BER) ifiuﬁaﬁﬁﬁ (0.01 pglg) R\
WIET L, (BFE5)

12



®7T _HMHL 577 VBREOHBAENES>

R R 7575 BB (ugle)

(R A&IR SRR &5 Mean+SD
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 0.0170.021
72 <0.01~0.022 0.0110:004

82 REE LI <0.01 <0.01+0

HIRB5 : 0.01 pglg

2. 2fEEESE
S v NEU=Y XDOBERIZHT 57 775 VBOBNSEFEEITE< . LD i
2,000 mg/kg BELL L Thole, LU, BEARTIT v bOERBRERABR TOEMNET
<. BEEREE (125 mekg AE) IRV T LB LT 3B ANR
Honk, (BR2, 3)

3. BR=EERS
(1) 28 ARV 6 » FRIESMHERER (Y k) 2

S b e RWEZSTSIUBIY UAD 4 BEROERS (0. 30, 90 BV 270
mglkg AHE/A) RO6 » ARROKRE (0. 10. 20, 50 X 400 mg/kg KE/H)
w kL alEAaEEgRBRNEREINTE,

7577 UBREI LR VESEORVEER. RENS, REZEXRCAML
BRECHEID T, NOAEL X 6 » AR OB EIZBIT 5 20 mglkg AE/B CThol,
O, EREAASLIVEVAEERL-VTEESNE, (BE 2. 3) '

LRoEBEROERICE L T, FEESZMETRSARD bk L OoWERe
. MEEYEOREICIIBNAEECEICHE I BMHTHY ., TomEEDE
BoERMEER TS L, REPMNERICZ LWEL LR &ENT,

(2) 28 HHAZ UV 6 y ARESMESERAB (1 X) 2
A XEAVERZFTTVBLY U AD 4ARRARKS (0, 80,90 XU 270 mglkg
WE/A) RU6 » BB OERS (0, 5. 10, 20 XU 50 meg/kg 5EH/B) X5
AMFEEFRRNEE SR,
FEARAER (VEHE, HR¥E) R ORTHERAD KIEMZELAFRD biv, NOAEL X6 » A
R o B 5EERIC BT 5 20 mgkg EIR Tho T, (BR2, 9

2 ARROCBREHHEECOVWTIL, EMBA (SRR L (R L7,
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($%) ESHOENESHEG v FPRUS X)

Iy PROARERVII 5T VB Y VARV TT 5 VBT EXT Y
VECEH (1:2) oROBERBAEEERINEE, SN, 7777 0BT
XLV VBEBOFNRI TTTBAV T ALY pTDICEENEIo T, K
ERERRTII 757 VBT EXR V) VERFIRRESNET vy PRV X
TRIESFE (ENEh 80 RUN15 mekg AE/R) ITHEVT b IHLE ICRIBNRE
BN, BRbBEEOFRWVEEIL, XICBIF3RMEEOERECH ok (NOAEL
16 mg B Eke FE/R ; 7575 0 8E LT 5 mekg 4A&E/H), LML, =
hoDREGAIERAVIERROBRI DI, 7 777 VBROFEFNRELE 25 L
T7EFT VI VL ATHIRIERTE RV D ADI #RETHORERT S
EikTcERMok, (BE2, 8)

4. LAAERE
7575 VERIIREFEERRVEVWIBRIE, BEAERRIIfTLI TN,
(BE2, 8 .

5. &RRREEMLHAR
EMEA T, 7979 /&»mf&m&%t;xéu?@ﬁwum\f S5SNI
BEENZLTPICERTARE LV AVIEBWT, OZEE, BRORER TG
FEROPFEBEOCETHROLNLILEZEEL, BEWICHE 21TV, NOAEL %
10 mgkg BE/R ERELTWAD, (BETE 2, 3)

(1) 1HRXEEHEERE (Sv )

Ty FERWEZ FT7 5 VBRIV T AOBRGIRE RS (0, 10, 50 XU 400 mglkg
FE/F) X5 1 HREEEERRBEE S, :

BWEx, BECITACHERT 68 B2 b Fi ROMAESKEC, HCIIXERH 14 B
SR 19 B X3 21 B ﬁ%i'@ﬁo o TSR G OB & &, IR 20 A
F IR EHRE L, '

400 mg/kg FE/BREBOBETHREE 2 B bEE, HERUVFBEROREHR
BHEEDHENNT 2 & & b iTh T R EEEMMEARED Bﬂ’bﬁ.?ﬁ‘ T EE R
B LN,

400 mg/kg FE/ARSHITBWT, B, FRERCETFREEOTERRE
AR B0 R 10 mgkg B/ ARSHFICBWC, ARKFENLREESRROERE
D> EAHRD Bhic, 400 mghkg FE/AREFHICBWT, £% 21 BO Fi
HER E BIEESDTPICED L, BECHBALZCBVWTHEERIBRO LR,
F: R TIIREEIIFE DO boT, LALENRE, 50 mgke 4£8/H LI EREFIC

3 AERVGERSEEHBZIcoW T, EMEA ICRER L TR L.
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BT, |y E@&%@ﬁofﬁaf;ﬁﬁﬁ&‘ﬁ?&b biLi, .
AR O LOAEL 1, 10mghkgAE/REELZ b, (BHE2, 8)

(2) fEFBESER (vOR)

v T ADERE6~16 HIZZ T TS BAh Y WA?EB%IJ%ZD%EJ@ (0. 10, 50 KX
400 mgkg FE/R) LEEFEERBR CRBARURBRICHTIEEEIEDLh
T TFan—Ty B (BEFEILELAL) KBWT, FLEORRRUVEEI
DVWTHERLE TR L, Z0%. ML 10 LA OWTIER S CREL S, TR
20 HiZ Fo IR IREHRE L.

BESLHI R O SL4 O #4438 LT, 400 mgkg KE/AREREICBUVT, HEEL
BIZEE DTS L, 2REFOBEY (Fl) KB TEFRRUEREK
OWAHBRD DR, HoPRHEEFHEEIRD bbb ot, ARRIZBIT S
LOAEL i3 10 mg/kg (KE/R LB bk,

LREFBROBRN Y F 77 BI7EXTVY VEREAH (1:2) #AVWTERES
Nic, 72575 0BoRERIE. FREERLFE L THT-,

BEREEIRD bR, BECHETIM—DFTRIX, 400 mghkg K/
AIRE5HED Fi B 3 BRI R UERERET O LTI RENTh o7z, (R
2, 8)

(3) EFBHERR (SYy k)

Ty bOIERE6~16 RicZ 775 8h ) o LEEHEBEAO®RSE (0, 10, 50 BT
400 mg/kg BE/B) U THEFEEERRNEREIE,

FEIMTiX, 400 mghkg EE/HESHICBO T, REHMPOFERZININE &
CIEEEEOEA . BERUIREOREEEORNBED bk, HR 20 HOERE
FREVRRICHRECEET 3 2EEED bh o,

74 —7 v 7 REFBEILEEERL,) KBWT, F1 ROMERUVEEFIC
SWCHEILE TEE L, 2 O%, MHE 10 [TEEICOWT, FFRETRES Y, HE
20 HiZ Fe g RE2HE Lz, F1itR Gl LB 5HOHEL Iz, BELRFOBKREN
HEWES LR, Ao RARKEERIRD bhiahros7e, 50 mg/kg (K&E/A LA
EHREFIIBNT, HERORETEROLTHRENAED b, '

ARBRIZIT D LOAEL 3 10 mg/kg (AE/H LB 2 b, (BR2. 8)

(4) HEMRUGBANESER (Sy )

Sy hOEIRIS BAOHENARICZ 7T VBN Y v AEREROERE (0,
10, 50 B 1400 mg/kg A8E/H) LTREHRCEINRSERBRBIELE Sz, T
BiadER S CREE L, R 20 Bz PR RIC2WTREL X,

FEMWZOWCiX, 50 mekg FE/A L EFREFICBVWT, 85 3~5 BRICE
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MG R CEEREORDD, 400 mgkg FE/HH5H CHEOESRROHEM
MR BT, FEBIZ OV T, 400 mgkg RE/HBEHICBNT, HERR
VLR O EERED PIEL bIcB bhi,

Fi O RITE R O Fe AR EIIRD bh i o Tz,

B D NOAEL X, BB < 10 mg/kg (85/H , REI# T 50 mgkg KFE/H &
Zzbhl, (BR2, 3)

6. RSS!
BAREMECET A FREO in vitro R R in vivoDBBRFER LR SRR E & iz,
(B 2. 3)

#8 invitro B

A B A& ER
TR ERR | Salmonells 5~50 pglplate 3,3
5% ophimurium 2575 RHY YA
TA100, TA98 (+89)
0.5~30 pgiplate (=35
75T TRV (1:2)
(+89)
S.typhimurium | 100~350 pg/plate et
TA1535, TA1587, | 7 775 »BA U 7 A(E89)
TA1538 6~11 pgfplate Rt
FBscherichtacoll | y 575 vE: 7EXvv Dy (102
wp2 (£89)
BIETFEBRPR | Saceharomycss | 0. 1,000, 3,000, 9,000 pg/ml (=33
cerevisiae 25T TERLVY v (14)
AIEEARTER | v 7R U 2 8EM | 0. 2,000, 4,000, 6,000, 8,000, 9,000 | RB#E ©
B # (L5178Y) pg/ml '
YTV TESVYI Y (1:4)
(£89)
600. 1,200, 1,800, 2,400, 8,600, | [B#:
4,400 pg/ml
FITI o TERVY) Y (14)
(-89)

V. SRRERROFERIMIL, S9 FEET TRH B, 89 FET TR LV {EN

4 i, RBEHFETOVTIE, EMEA ICHRLTER LK,
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BECH w%mﬁmswﬁﬁ?fﬁ4mm@mLS9#TTFfﬁsmm@mm@
AECHEERD, MEEELRBCRD bRk,

F9 InvivoRRER
RERR REATER hizk: o _ R
EHEEERER |~UX 0. 500, 1,500 mg/ke fk&E Rt
' 25T Y b
B EatHR n#k s
EMERIEER <A 0. 1,500, 4,500 mg/kg K& =33
2S5 TS TEXLLY (14)
HESRHNE D RS
IINEERRER TR 0. 750, 1,500, 3,000 mg/ke K& | @ik
: ST TN
HEEGRE A &R E
/R A 0, 800, 3,200 mg/kg A& ¥y
ST uEE . T (14)
MR DS GURHEE 24 R TN 48 FF
RO 2 ) .
INEERBR <A ~9,000 mgkg #HHE Rt
Bos

EREEO XS, in vitro DFTERZRERRBR CITHBEERR DN IBAREIZREN
TEBEDRERBELNTWANR, in vitro DEREAEARRE B S FEHBAB,
in vivo DEMBFERBRE WMIRR CIIRETHY, 75777 VBITERICE-T
BIE & 2 5 BInE [‘i#if.ﬁl:\ HDEEZ B?]’Lﬁ_o

7. BEWENERICET B
t%@%ﬁﬂ%m%@ﬁﬁ(ﬁum%)@kaowrmﬁéntoMmmﬁ
#F1I0WFRTEEY *c%ov‘_o (B2 3)

F#10 EERE BPHEO MICso

L MICso (ug/mlL)
Fubacterium 128
Proteus 32
" Escherichia 32
Lactobacillus 32
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Peptostreptococcus | 8
Enterococcus 512
Bifidobacterium 12
Bacteroides 8
Clostridium 8
Fusobacterium 2

8. ¥t
(1) EMEFRE (ELEYH)
Magnusson — Kligman {5 L5 RBREER L LRKR, 7777 VBRIEELE Y
Mot U CRERBIREIIR S 2dole, (BR2, 3)

(2) HTESRE (D9F)
ORI TG BT ERVVY VSRR RTERE (7575 0BELT
25.5mg A L) Liké A, HiEMBHTNBETLE. (R 2, 8)

(3) ErIBHSHR

7T FBITEF VYY) ORARIe FOEES E LTEEDOEIEL AW
bhT&iz, BMPAEERE LT, 2777 VBT 2ERT O TR, &
TTEFIVIVEGRTS, LER-T, 25753 VBROEBLTEFL LY v
DEFR L Z KRBT B DEES TRV, & FOBE TiE, 260~875mg D7 EF
IE126mg D7 57T EEORDAGEABMIR SN, BEEBIER (&
LA EREE) BoB-F7 5 ARMELRBOEARVCEEETCELS LH
HxhTwn3,

B hRZUT 4T (BiE) oBREREB (BO 125mg/t b ; BEOE P OHEA
BEICHVWBNB I T T VBAR) kY, F57F VBRYEERE LIEEED
F—FBRB/LNTVWDS, £ OERERZN/ T A—F 2oV TR LZRFKSR, I
TENE (. ME). MIREMETR., BRECSMET AL RAFTAICE L CEEE
MELIZRD bhiarotz, (B2, 8)

. &5EECETE
1. EMEA [ 5

EMEA Ti, 7y bRV RAOEFREZHRBIZBWVTEL L NOEL 10
mgkg H/AEZH LR, TORSETROHLNET v VRV Y X OERERE~DE
BEPEZRLUC, BEFAE 200 ZEA L, ADI X 0.05 mekg KHE/B LBRELE, (B
2, 8) :
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A FERRE @I W Tk, CVMP OFEHFUCE-SE | in vitro ® MICs DE%E
WTHESDZFR AD]I ZEHE L T3, RELELTDRE D MICxH DML D 10 %
FHEBROTRIESL LT 8.84 pgml, 1 BEFERL LT 150 mL. HkHnFBTae
RROARAEOAEE LT10%. b MFEIC60kg ZEA L CRAT I VEH Sz,

(BE3I)
: 0.00884 X 2'1
WD N ADI(nglkg (KE/R) = 5*2 X 150 =0.0884 mg/kg K&/ H
0.1*% X80

*1: EE~OBRFRE  MEREOHEMIZAENMICER ERTAZ LRI FT 5
CBOBEHEEBRRARIBONCMICERFRIEEATH 2B 2 LT3,

*20 77 VBRI VAT ERTRVWRAKROTIRI REDB—F 7 F<—
ERNFETHZ Ehb5ET B, ,

*3 WAEHKFFTRELROBROLSE : & MoBITD UWCERI 777 VBOR
A#RERBOT—F 1D 0.1 LT3,

=R ADT (0.05 mg/kg #E/R) 13#ESFH) ADI (0.09 mg/kg (RE/H) i
BB ENEVETH B - &b, BIEFR ADI BNEEEDY X7 2 ETHED
DOADI & LCHEETHBI LNk, (BRI

2. ADLDFHEIZOT

7575 VEE. BRAERRITEREIhTOWARNE, BREERROBEN LA
R > CHIEEE 3 BEFEETFTERVWEEZEZILNRBZ b, BEEERERAY
HThRhnweEZbh, ADI2RETHZEHTRTH S LHEFE T,

EHRRIIBN T, ELARDENE ZATREOBENED O NELELLND
L, Ty o 1 HHAESTASHMRE U~ U X OETHERRICRIT 3 B EER T
ERBOBAERICT v FORFHHERBICBITS F Eﬁ%wﬁﬁ%ﬁ#@ﬁiﬁwﬁﬁ\
ThY, LOAEL i 10 mg/kg RHE/B ThH o',

AR ADI OFREIZ Y= > T, Z® LOAEL l:i?é{%\%i}: L. fz£ 10, &
2% 10, LOAEL % v 3 = & ORI B EHRR E OGRS AMERBREEE LTV
BRNZ EREBEND 100 1,000 2 FERT A ENEM EZF LB,

Lieo T, 575 BOEMEEM ADI & LT, LOAEL 10 mgks (A&/H 12
ZefR¥ 1,000 2EFA L. 0.0l mg/kg AE/H LRETHZ LPNEH LB bIE,

28, ZOEIZR. EMEA CBWTER S ABEYSE ADI 0.09 mgkg (55/H
L0 b+ ESVETH B,
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3. RRREEEFMICONT
PbXY, 757/ BORGBRYENMOVTIE, ADI & LTROBEER
THZENEHTHEEEZLLNS,
7575 % 0.01 mglkg (RE/H

BEBEIIOVWTIE, YEERREARE 2 TEEEEORE L 575 BICER 5 -
& kj—éa : .
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# 11 EMEA IZBH 3£ R 0EEMR

TR R #BEE WEHEES
(mg/kg EHE/H) (mglkg BE/A)
SR dmitsis | 0, 10, 50, 400 10
(e e s BHEEER VR ESE
1 E783RE | 0, 10, 50, 400
(fEn#s)
AR | 0. 10, 50, 400
| (Eo#E)
BEHECEI | 0, 10, 50, 400
Fv b | ERERE (BO#E)
28 HE &AM {0, 80, 90, 270 -
=HERR En#Hs)
6 » AMEEE | 0, 10. 20, 50, 400 | 20
B (EO#s) BRI, REFERC A MEREEM
EpEAIC Y 5 iRt 10
28 HFEAME| 0, 30, 90, 270 -
4R AR (Rnoi#s)
6 » AMEAM: | 0, 10, 20, 50, 400 |20
FHERER #Enis) IR, R CHEOKEEEL
BHEER ADI 0.05 mg/ke {KEH/H ‘
SF: 200 (ZOARTED bhic<w 7 ARTT v h OEFERE~
DR EE) o
FHHERH ADI RERDLRE | v VARTT v FOAMRBETERR
s 10 mg/kg & H#/H
TRAMZE ADI 0.09 mg/ke fKE/A
WEMEER ADI BREREL | t MBI BIKE 10 B I MICs 8.84 pg/mlL
wht (CVMP DHE HR)
ADI 0.05 mg/ke {K5/H
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<Bl#1 : BEEFBH>

EZ) &
ADI — R ER
Core | BEBE
CVMP BRNEEGEETODREESERR
EMEA BRIMEFRSSIT
HPLC BHEE I ue NS5 —
LDso MBI E
LOAEL NI R
MIC BOERHIERE
NOAEL MENR
NOEL RIERE
Tyz HERFEH
TLC WEI/ v T 74—
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<BE>

1

‘i, PmEORABER (BBf 34 FEEEERE 370 B) O—HEHET S
# (FRE 174 11 B 29 BfF, Rk 17 FEAEHZBHEETE 499 5)

EMEA, COMMITTEE FOR VETERINARY MEDICAL

PRODUCTS :CLAVULANIC ACID SUMMARY REPORT (1), 1996

EMEA, COMMITTEE FOR VETERINARY MEDICAL

PRODUCTS :CLAVULANIC ACID SUMMARY REPORT (2), 2001

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

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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BAEFBRE
BE B R

BSELERS
ERE R Eh

REEEEZETMOBRENESICONT

Tkl 9 3A BN EAFHERALE 0305030542 boTEAD
LEYMEBESRERERODONE/F 7T VBRI AMEFEEEFMOBRIIT
ROLBYTTIOT, REZSEARE (PR1S5FEEEL48E) F234&F 25
DB ESEHEMLET, '

kB, RAREREETIEOEMINEDERBY ¢,

&l

R

7575 y@a% ARREAREEL 0.0l mgkeg AE/F LT 5,

(REER 0650 8 4 3)

N







