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L2

7y AR ROFEWE THD 7 7= L] (CASNo0.5575-21-3) (2O
T, EMEA UiR— M2 AW CR LBl 2 920 L 7=,
&ﬁ;mwtﬁ%&mi HEERER (T > b, 4 XLOIK) ., R (). &

MR (w7 AKRNT v ), diatEEHEER (7 v MO X) | AgEssA itk (7
‘/M B, w$%%m%% BT 2 RBEORGFETH 5,

77y u=v AL, BSHEEEEERBROGREN AR L > TR E 72 o8 EEEE2 R
éﬁ“k%K%ﬂég&\&ﬁﬂrﬁ%&U%@ PERRBRIT NG SN O WS RS-
IZ L D EMERBRICB WO TRIBAMZTRD N TN E LD 7 7 o =0 Ay1IC
IX structural alert 23722 &G, BN AWE TIERWEE X HIL, ADI #3%
ET DI ENAETH D MW S,

FHERBICB T, HLIEROVHE TR ONFEIL, 7 v Fo 13 AR
BRICEBIT A 1% Glob DI TH Y . NOAEL % 4 mg/kg K&/ H TH -7z,
%@%%Mnmomf@ Z ® NOAEL (Z 228485 & U CREZE 10, A7 10 (2, 18

PRI M O AR DM T oL T 2 k%%ﬁbtkjw>ma>umo%@m

l/omMm@gwEm& RE S ATz,

— 7, AR ADLIZHOW TR, BIRERIZBWTEBE a2 2 o ARG LTV D
VICH HHAIZHESWT 0.0016 mgkg AE/H &R E Sz,

AR ADI @ 0.0016 mg/kg (AR5 HiE, #EFHI ADI @ 0.004 mglkg L0 H/h&
<, BHFREMEIZOWTHHIE LTS EE X LD,

UbEY, 77 n=0 AORMERZETGIC OV TIE, ADI & LT 0.0016 mg/kg
REE/H #3%E LTz,



~

. AHEXRREMAERROBE
. A&

PLEA]

. BRGSOk

g w77 =7 A
54, : Cefalonium

. eE4
IUPAC
44 : (6R,7R)-3-[(4-carbamoylpyridin-1-ium-1-yl)methyl]-8-oxo-7-[(2-thiophen-
2-ylacetyl)amino]-5-thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylate
CAS (No.5575-21-3)

. FR

C20H18N4O5S2
. DFE

458.51
. EEX

COO0~
0 ii}
j:j{%?Tfo—+\ CONH,
[S]{ﬂr%—NH S
5 H H

. FREMRMMERKRSE

BT ryur=UnE, 7T LEMEREK O T AEPERE O T ITEED & B ST A
7 MVEFROE—ROYEERE 7 7 0 AR Y U REUEWE TH D,

77 u=y AOKREIEAIX, S MEEOMIREZ & 5 — > XU IHEE D=1 i
BRI EEREONOL T LI L D MEMEES RO ETH 5, EORER, mv Rl
PIZBIED T2 DR S D,

FENE > TWDE T 7 B AR Y KT Dt & — B2 ERETFIX B-77
2<w—BIZLDET7 7 AR CONEETHD, BT 70 AR AKTH -T2
A2 —RBIIRERLNT T AI RfiHFIZa— REnTnb &lbhd,

EU Tl3, B7 7 v=0 A KB IEEAAE U TR O40OFLER OWETENE
YL DIRWEOHT = 2 5% HHY & LT 250 mg/syEo &l S5, £/2. IR
WE L LT, v7 7 u=0 MEEMHIE IS X D 2RO MFEIER 25 IRk LT H
AEansd, 1IRY7=0t77a=7 2, 80 mg DR THIEEICEA L, LELREEITIX
WIE G- 48 K~ b 72 Kz IC &G-S b, (B2, 3)



AARTY, BHEIESE LT, ILMIHBERZEIE S LT HLEEAFID AR
TW5, FERAET., e 250 mg(jﬂﬂﬁ)//\)%uT DEEZIFANTHZ & & éh
TR, ERZEEIIERICHET 2720 LT 501 30 A E SN Tnb, Fiz,
A EOFEEL LT, DT iE 40 EIFJIJ75> tﬂéﬁﬁ LpnZ e EnTng, b MO
AL E U CIEER S Tny,

BB BTy NIRTT 47U A MAEEOBE A Y D PR EEEL R E ST
W5,

I. REMITHRIMEDOHE
AFHEETIiE, EMEA LAR— MEZ S LIZEECBT 2 Bk 2R LT,

1. EYEREEKER
(1) EEFREHER (v MR X)

Fw bk (SD %, ) ZANWT, B7 7 o= AORHIRNES: (10 mgkg (KHE) 1%
ODHE%&UWEP/\O)TJFHEL%%E% 24 BEECHIEL, A AA— T 7 4 —I2kY
PR 2 RE LTz,

B 54% 24 RO FE 7 7 v =0 AR EITER G RO 1.5~2 % TH Y . £ DK 1/2
D3GR 2 RPN PR S du e,

PRI, $e5-8D 50~80 % PEt 41, £ DK 80 %h i 514 2 RFHLAPIZHRI X
iz RHPICITE 7 7 v =0 AL OFIETEEREIIB I S o Tz, (B 4)

7w b (SD %, #) Z#HWT, B7 7 =0 20RHIRNEYS (10 mgkg AHE) 1
DIRF~DOPE 2 544 24 FEE £ CHIE L, HPLC 12 X 0 R &R L,

RANCIE, 51k 24 B G8D 36.3~88.0 %2 HEE S, F D 95 % 51% 6
IRFHILAPNICHRIE S 7z,

77y u= ARG R ORKGDT v hORO HPLC 7~ 7T A&y 5 &
Y7 e AOREEEZ LD = IR SN o T, (B 4)

7 v M HAWEERFESERICI W T, B 7 7 v =7 A0l 05 (2,000 mg/kg
KE) #olfEht7 7 o=0 NREZRE Uiz, %5 2~4 R KOG 12~14
WIcBIT DT 7 7 =7 ABREOE— 7 13FNF 0.38~0.675 ug/mL KO
0.094~0.995 ug/mL OFIFHTH-7-, (B2, 3)

A X & W= RSB G 3ERER 2 RBRIC BT, &7 7 v =0 A KRR o
BHEZROMIET T 7 v =0 MREZHIE LT,

—HOFEBRTIX, B 7 7 v =0 AT K oREERR AL (F 7 y =7 4L LT 10,
50, 100 &% 1,000 mg/kg (AHE) %OMiGHt~7 7 rn=0 AREOE—7 3, 10 mgkg
(RERG- I3 S 2 FEE$£12<0.03~0.33 pg/mL. 50 mg/kg REHK L TII#E5- 2 I

LSRR 17 ARE A GBS g 499 1 Ko THTZIE D H AV 7 g F e



%12 0.38~0.57 ug/mL, 100 mg/kg ARG TIIH5 4 FF##£IZ 0.30~1.76 pg/mlL,
1,000 mg/kg {REH G- TlIf G- 8 FFf##£1Z 1.63~2.86 pg/mL Th -7z,

H O~ HOFEERTIE, BT 7 r=0U AT KW E ERTEREO#EE (B77r=7 4
& LT 10 XUV1,000 mgkg (KE) L7z, MiEH 77 v=0 AREX, #EHRS 16
% CIZZEN£41 0.41~0.64 pg/mL K11 0.34~1.26 pg/mL, 5 85 A% 5 2 BE#: T
I%. 0.38~1.06 pg/mL %} 1.32~1.78 ug/mL TH-o7=, (BHR 2, 3)

(2) EYEREER (%)

W32 AW CIRE R 7 7 1 =7 A OAFENRE: (250 mg/5y ) RBR % i L7,
$e5- 8, 12 R L DY 24~T72 FFRZICB T 2 MIGHE 7 7 0 =0 AREIX, 22
0.21~0.42 pg/mL, 0.15~0.27 ug/mL & X 0.1 pg/mL Kiifi TH -7,

RO L RO GBI L A1k 7 7 n =0 A0 GRERTIE, MR D
v —7 0.268 pg eq/mL [ 3#%5- 36 K% IR bz, (B2, 3)

4 (280) #WTEe 7 7 a =y AFIOILENE G- (250 mg//7 ) iRz e L7,
JRPZEBE D 7 7 v =0 AR S, $65-1 H&I21E 28 pg/mL £ TORET
MR S, R L, &5 8 KM 15 HIZIZIZWT 04 0.08 pg/mL K & 72 -
7o

BOFFENEE- (250 mg/535E) BTl &5 12 R IR I 4.565~24.1 pg/mL
DRI S, Do D E L, $85-19 HF2 T 0.26 pg/mL & 720 . Z D% 0.08 ug/mL
KL leotz, (B2, 3)

WAL O TR 7 7 o =0 AOHENES (250 mg/syE) dBRA L, IR
K OFER~DY 7 7 1= AOYEEFR~TZ, &G54 3 HIZ, JRPISHRESEHEED
29 %, FEHZ 2 %Rt S, #E 7, 14 KO 21 BEOBEHEMEL, R TEAE
NEEED 0.7, 0.4 X100.4 %, #HT0.3, 0.08 X100.03% TH-7=, 5 1~3, 17,
14 21 HEDORKOFEFOEFEIT, B5ED 49.43 % Th-oTo, &5 4~6, 8~
13 KON 15~20 HRZRIZIFHEDM TR0 o7, HEN DR GED 50 %Ll LK
WEnz SRR S -, (BR 2, 3)

R4 (85H) AW TERS Y 7 7 n = AOIENEES (250 mg/FE) k4 £
L7z, B3R G- B0 T ER O 5123 HRATTH o7z, MIE Crax (3585 48 HFE%
IZFA 51, 0.01520.038 pg eql/g T -7z, MIEHFHEHEME, #5596 BF% 21X 0.085
ngeq/g liZE T LI Lz, (B2, 3)

ﬁz%LtF 28) ZHWTEZ 7 v=0 A0HFENEE ([ 2 9EKOEE 1 5FEOR
IZENTFIEHED 4 (& THD 1,000 mg/nm) RABREFEE Lz, 712 0EKk
Uﬂ&%—i@?ﬂ& 1 ENLIE, FSRRNFONCHES- 1, 3, 5, 7. 14, 28, 35 K142 H
%O 9 RIS ZERI L, HBRODENOITES 42 HZIZ 1 A28 L7-, $72, 3
HHREE &R — BCIiniE R OYR 2 HREL L 7=,



Al 2 3EOHAA 'Y 7 v =0 ARG 1 BEIZ ) 558 ug/mL Th o723, &
B L, #5542 HREIIIMHRER (0.1 pg/mL) DA L7772, #5544 41 AR
PEFL TR G- 42 BIRICHERL LT A% 50 Clt, P 2.84 ng/mL 3@ <7,

MiFHt7 7 =0 AFEE 1 BRZIZOA 0.83 pg/mL Bt &, G- OFEDOIL
b bigh 1 KO3 BICHE (0.07 XT00.05 pg/mL) Ot 77 m=07 L5 HH
SN D, HBEME-H~OBI TN O TN OAET 5 2 &0 b,
PRAANCITFHEE- 14 A% E TR 7 7 v =0 A0 S 41, %5 28 A LRI Siv/eh o
=, (BH4)

2. HRBAER
(1) ZBHER (4.

WA O TERE 7 7 o =0 AOHENES (250 mg/sRE) 1L H5EERE A
Fh L7, ARG 11~42 RIS L, 0 7 BIRIZ & LT,

ORI T 25518 HIZIZ & & L7203 EHI I 1T DT AL 1L, B,
JEli&, AL OMERGIZIW T, ZNEi 265, 43, <13 XUN<23 g eqklkg Th-o7z,
T2, IEOREHECTH DG 49 BRI & LI-40B NI IT 2R RIRE 1T,
LI 146, 28, <13 K< 23 ngeqkkg Tho7z,

FLEORFEREIEE T, <14~644 ug eq/kg £ TOHFPHTH -7,

518,36 K TN49 HZIZ L3 LT- SEHICBIT AT oKL EE 7 7 =7 LD
TR TR 2RI, 5~8 % LK o723, %529 HRRIZE KA LI 1EETIL 27T % &
mno T, BRI HRIERE OIS IIRFEEOEH N 12D LB bivlz, D
FHFRDFREM ORBUZ DWW TITRN LI TR, (B2, 3)

WAL O COEERE 7 7 o =0 AOHENES (250 mg/sE) 1L D75
% 5k L7,

i, S, oColie, BERESAR AL K OB R OFR I, B 5 3 I TV 4L <80 nglkg
Tholz, HFEAFRICIIT DI-EIE, <80~4,490 nglkg O#FHCTH-7-, (B2, 3)

FeALE (88H) ZHWTCIE#ktE 7 7 = =0 AOILENESE- (250 mg/5r ) k4 3
U7, 3 5- RIS T E R D 513 HATTh -7, %5 36 KU 96 I ICE
IENATAD % L% LT, #35- 36 Kifflte Ot 7 7 1 =0 L HSR O FEFRRIR L,
E R C 673 pg eq/kg. T 60 ug eq/kg. HENIT 15 ug eq’kg, AT 9 ug eq/kg Th
o7z, Feh 96 W% DOFHHA - OMIRREIRELI XL MK > 7203, Tl CIER 2353880
DIV, BN EERERESR CTh 5 Z & D3RS,

PR DORARIZ ST, radio-HPLC KON HPLC-MS/MS (2 X 0 frit & ik 7= 23 B ffe
RIS DR o Tz, BUETEEERE OWEIZ OV T BRIk CTH 72, LI -> T
RENEE 7 7 0 =0 AOMBIRE FUEIEE) IS T 2 HRITHERTE oz, (B
2, 3)

A BHEE) AW TE Y 7y o= A0HAERNEE (250 (FHE) KO 500 (2



i) me/yE) BEBRAFER L, BRI OWTHH L, IR G-RR OR 554 %
BEIOI, JRIZIRGRT R O 5% BRI 7=, W ERG T, 51, 25 KOV 29 H
BiZENEINL L, 2 KNS 8%, 2 FER G TiX, #5 26, 31, 35 HRIZZIEIL 2 80
TR, KMk OHs. B A, BERG. O, A, e, BB, RSB UYL
7)) ZHEL, B 7o U AT R—FT g ATEIC LV IERE L, (B 4)

MIE & ORFPIREDOFRER LR 1 K2R LT,

# 1 #HACRT 2 MyEPREHERE (ug/mL) n=6
" B 5E B HARHE (h)
Y S ot
(mg/5yE) 8 12 14 24 54
- 250 (% HH) 0.23 — 0.24 0.12 LOD
135 g
500 (2 5 0.45 0.54% — 0.33 0.07%
LOD : f&HHFER (0.01 pg/mL) BAF —  EfEEd % n=4
# 2 WFUPCBT ARPEERS (ug/mL) n=>5
= 55 BEHBE (H)
Gyl s
(mg/47E) 1 7 14 22 29
250 (& A=) 13.29 2.07 0.61 LOD —
7 - 7 #
500 (2 25 23.92 0.97 0.50 0.16 LOD
LOD : RS (0.01 pg/mL) LA —  FEhEE #:n=6

FEEPIRE T, EEBROT, FHEREO 16 THRE 1 ARISUIEE OIEIZ I
T, ZNEI 0.04 KO 0.03 pglg ORED R ST LIIMI TR TORER TRITBRS

(0.01 pg/mL) BLFThH o7z,

FIETIRRRE AR 3 IR LT,

# 3 HHAICBITAHEFREE (ug/mL) n=2
- B hE BE#% B (B)
Fy S —
(mg/5yE) 1 25 26 29 31 35
o 250 (&) | 27.50% 0.50 — 1.11%% — —
LA —
500 (2 &) — — 12.26 — 0.075°% 0.34

—FEEET 528 1 ECRIHRRLL T OSERA L) 18y 07 —4,  #:n=1 *#:n=3

(2) %A (4. 2
WA (T80 2HWTIE#SE 7 7 2= AOHLENEE (250 mg/yRE) RExE F2E
Uiz, a3 5 11~17 A% (38H) KUMH 29~37 H#: (3EH) 2okl 7,
SRRl OVEFLIZ I\ TG MR RE 1% 666~6,544 g eq/kg THY, 771
= LAO¥E (HPLC-MS/MS (2L VHlIE) 1£<10~448 pgkg, HrEiEt: G4
FIEEIEIC L W IHIE) 13<15~269 pglkg Th-o7-, (B2, 3)




WAL AR O CEGRE 7 7 v =0 AOHENES (250 mg/sE) #BhA 320 LT,
HEERAR 3RS 41~T1 BRI LT, ZORBROAMMIT FEoaR & TR,
HIAREAI D FER DM A L 0 BN L CW5, UE e Lz 1A RV T, T
DA% 14 [AIH OPEAAZIZ LR LT,

BG% A D T HIF TR EEOR) 40 %23 7z (R 33~36 %, #H 3~5 %),
P E-ED 3 Y%A AT ISR STz, Ft A ET DME— D FEER AW IR
WAt 7 7 0= 5 Th-7-, HPLC-MS/MS OF —# TS ~—H— (GRE(KE
7 ru=U L) ORBEHEMEREDIST 5 HRIE, 8, 5. 7 KOV [AIH O#EALIZE
WC, FHEH 0.88, 1.39, 1.15 KX 1.18 Th-o7z, F£7=. radio-HPLC (2 LA HIE
DAL, ZNHOHRIL, N2 0.61, 0.64, 0.61 X1 0.58 TH -7z, HLEE
PO IERB RIS O N2 -T2, (B2, 3)

WAL (2080) ZHWCIEEE 7 7 =0 20AFENES (250 mg/nE) wliRE
FhE L. T OMAEFRE A b o To 7 7 v = A ORI AN, WL
1% 29~97 Bl T o7, I bRV 29 A OAMM ORI 2H I tFo® 7 7 1
=7 NPEFET 5 BB OVEFLIZERT S 180 pglkg 75 22 [l H OFEFLICEIT 5 10 pglkg (12
EFTRAD LT,

T 77 v =0 AOREE K O FTRE 2R FH T AWM O & ST L2 hd - TR
L7z, 97 HEOFLEAM D 2 BHO40 9 B> 1 8H T, 2 [B1H OFEFLIZERBW T 10 pglkg
DFERDFRO LN, b O 1B TR ATREAFRRI GO e o7, (B2, 3)

RS O4 (AR, 7480 2V TE 7 7 u = 2 UH|I0OAENKEE (250 mg/sy
B #Ba e Lo, e, SILRTORHEIZITER 52170, ik O+
77 u=v NEEZRE LR RE LT,

B, ARBRTIE, B7 7 m =0 AOMAMFEREIZBO T, HitTIcASkRE £
LWEHSROPIFEIEIEC L DB EEZE LT, v 7 7 v AR S —V0UE AT -3
DIEE LT 7 7 0= AOEEZIE LT,

7 7 o= 2FREIT REAL BN 32 HELF CTh o7z 3EHDOHI B35 6
FONT BRI Sy, @Il 37 LA ETH - 724 Tlidioth 5 BELIBIC
1% 2 3EOAN I 1 KR CTOAFIIMI IR HBRFVEI STV MEIREE D R S 72D AT
bole, (B 4)

3. RUEUHR (TORRUTY M)

Y UAKDRT v MBI HaMEEER 4 IR LT,

HEIEN B 54% D E B 72 28 Y WEAE C A b VT B RSEEN O I & OBEFHIE NS Z
v MZALNTEES TRELA IR EATH 72, FRIZEBW T, O KR MRG58
CHICIEBERNENEE AL EBR SN0 o T-, —F7, BN GHCIXRFTOMRE
BRIz, (B 2~4)
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x4 BTl OTAKRNT v MIBIT 5 LDso

B | A% 540 LD (mg/ke )
1k i 3
ICR g >12,000 >12,000
A2G & — >15,000
CRH g >20,000 >20,000
~ A ICR Ay >2,000 >2,000
A2G Ay — #79,000
CRH a — >15,000
ICR AN >4,000 3,400
SD . >12,000 >12,000
59k CD . >5,000 >5,000
SD Ay >2,000 >2,000
SD JERZEN 3,580 2,680
yiiniach
BRMEMEER

(1) 4 EEEMSHEHAR (Sy M)

Z v b (Crj:SD %, ) % A=t 7 7 v =7 A0 4 FEHEEEE5- (0, 400, 2,000,
10,000 & TOY 50,000 ppm  (ff : 0, 43, 234, 1,195 &1} 6,014 mglkg {KE/H, M : 0,
47, 247, 1,208 & (" 5,834 mglkg (AE/H)) (2 X D HEAMER R A 320 L7-,

2,000 ppm VL e GHEOHERE TR OILEDFED Bivlc, ZOBEBOILRIZ OV T,
SRERARRR AR BASERD BT, PUEMEWE OG- L B IENAEE O LB L 5 21tk
ThY, FTomHEOBMORREELZET 5L, BEFIERIZZ LWALESZZ D
7z, 10,000 ppm VL EOEGREOHETRF 7 N AROHIMNAFED iz,

F7=. 2,000 ppm LA EEESREOREN ) 10,000 ppm LI ERGREOMET ALT O,
10,000 ppm LA E#5-F£OMET T.Chol D, 50,000 ppm FG-HEDMET T.Bil DN,
50,000 ppm B GHEDHET Glob DIV BB LIS, FEMT — 2 DA 7=, FER
BENL S DRI TE Ao T,

HOKEDOFENS 400 ppm LA EFRGREOMERET, HEFEOHINAS 400 ppm LA E5HF
DOHEK TN 2,000 ppm LA EFGHEOREZA BTz, 400 ppm & GHIZB W THUKEL T
BAIEOHMUSMNIITEF BT D LN TE LT, 2O 5 2 b OMnX
b hOZE EOBRIIWLOLEZ N, (B 2~4)

(2) 1 3 EHESESEHHR (Sy M)

Z v b (Crj:SD %, i) #H-t 7 7 o= Am 13 BMIEEE#S- (0. 50, 500,
5,000 % (* 50,000 ppm (/fE : 0, 4, 39, 440 } 4,434 mg/kg {KeE/H ., iff: 0, 4, 44,
462 K 114,674 mglkg KT/ H)) 1T & 2 iictmtiaing 55 L7,

5,000 ppm LL_EFGHEOMERE CTEIGOIBED TR B v, Z OBBOJERIZ OV T,
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JHERARRRFAIAT SR HAVT ., PLEMEE O 52 X DI HE OZEEN L 5 21k
ThY, FoWHEOEHORREEZETH L. BHEFIERIZZLWELEEZD
iz,

50,000 ppm FGEEOMEME TR N AROHNIIAFRD Hitlz, 5,000 ppm LL FF 5
FEO/E BERITIEZEIT2 L,) KO 500 ppm LA E#GREOME (HEFEBIMEA D ,) T,
7% Glob DBV AFRD Bz, EHEGREACBW T, FUKE R OHEEFEOHINN A b
7223, 50 ppm BHHETIIZ N O LSMNIITEEREITFED N TE LT, ZORIIEIT
HENNE, v FoZeM EOBEFRITWLDEEZ BT,

Eio (1) KO (2) ©F» FEHWRERIT GLP SEALIFIORBR TH D | #5572
T—ZIIAFARAEETH -7, 50 ppm (4 mgkg (KHE/H) OFE CTIIEMFHI70%
BYIERO LR EDVRENTZ, LEEN-> T, 4 mgkg A/ A OMEIIFHERA7
NOAEL & L TEZIFANAREE B b, (BZH2~4)

(3) 7 BMESMEMHER (1 X)
AR (E—2)VHE, MRS 200 ZHWTk 7 7 a=7 A JKFo 7 HFRERE O
Bl (F77ue=04%L 1L T10, 50, 100 &0 1,000 mg/kg (RE/H) 50k % 5k L7z,
AHERTERBRICBO T, SHEN COMBTFEFNEEA AL, BT HLZED
LU AT DRRIBIR OB 5-OFERIZ L 5 b D LB 2 e, AR NOAEL i% 100
mg/kg KEEEZ b-, (B2, 3)

(4) 1 3 BEMEIHSERER (1 X)
AX (=7 )V, S 2 00 20Tk 77y a=0 A KO 13 HER5EGHRg
A5 (E77ue=7.4%L1L7TO0, 10 %X0'1,000 mg/kg (AE/H) REk% 50 L7,
ARERTIX, WGICBET 5 B2 ONAEIIREHEE TRO LN -7,
L L7Zed b, HEORER OPEREMW) OBGA DI E D72, Wi DifsamftiT b
T&7phol-, (B2, 3)

5. BUSERUREN AR

ST O AMERRBRI T S TVORY, |7 7 o= M@ G#EE2 R~
AHUTZ2NEEZ DT Y SAERERRERI I\ TRIS AMZEL BB AL TR,
BT, BT 7= L4512 structural alert 23720, (BHE 2. 3)

)

6. ATEFAESMHER
(1) RESHHER (Sv M)
7 v b (SD %) ZHWTE T 7 v =7 A0 D45 (0, 20, 200 &% T 2,000 mg/kg
RE/A, IR T ~17 B 11 AffES) 128 254 mMRe 325 L7z,
200 mg/kg RE/H UL & GEEOREM) K FRNCH B 72 BT & OW) K OOk &
DOHIMBI BT,
Fio, EERGHONEMWICEROILER OB EEOHNN A b,
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UL, ARBRClE, HEWICH T DREROFENANE LW e BT — X %K
WTW5) 720, REMWICHT AEEEDH D NOAEL 2R ETH 2 LITTEX )

7’:,
—o

JRIRBIEROFER, RSBV TEFEMTRD HvT ., IRIRERME A OMEETEED
NOAEL (34RO E & TH 5 2,000 mgke AH/H L&z bz, (B 2~4)

(2) £778RKRO OEFHEEIZDONT

15 DT 7 7 0 AR Y o OFEFEEFBR O RN S 725 L T o —F, — Rz
TN—T OYYE TR E A E7R N AR LTS, AT, E7axv sk
O 7 &% VY AOREM) OA TR MEIZ BT 23BN HE STV D23, 2 ORERT
(F, EATEMEIERED HDAVT ., AREMEIEA DIV TR,

F 72 BN T R EN O R & M OOK & O N B8 Sk OB O B G E & O
Hhnchot-, &2, 3)

7. BEiEEMEAER

Eomt B 250 in vitro KO in vivo

RROFEREZER B K6 IR LT, (B

2~4)
#£ 5 In vitroilR
iR PIES & (SES
1T 2RI AR Salmonella typhimurium HEAH (S9%) (=R
(Microsomal assay) (TA1535,.TA1537,TA1538)
1IN FAiR Escherichia coli (WP2, ~10, 20 pg/mL (S9=*) e
(Fluctuation test) | WP2 uvzA, 343/113 lys 60,
WP2 pKM101, PW2 uvzA
pKM101)
S. typhimurium ~10, 20 ug/mL (S9=+) 2k
(TA98, TA100, TA1535,
TA1537)
1IN Bl S. typhimurium ~5,000 ug/mL  (S9+) =k
(TA98., TA100. TA1535, | ~100 pg/mL (S9-)
TA1537 . TA1538)
E. coli (WP2 uvrA)
s AR Saccharomyces cerevisiae ~500 pg/mL =3es
(JD1) (89+)
BIR PR E R | ~ U7X 73 —~flild (TK | 263~1,138 ug/mL (S9-) . i
B TE) 250~1,081 pug/mL (S9+)
Lo fREL AR FrA e PRI Y >/ NBK 585~900 pg/mL (S9-) Bost: D
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Guth (R B AR F v A =—ANLAZ—fifiiH | 0.03~0.12 mg/mL (S9-) =
(EHEE) NARHEERIfY (CHL)

PPLEREN e, Fx A =—ANLAHZ—filil | 25~10 mg/mL (S9=*) BotE 2
(SR EIE) SRESflE (CHL)
DNA &1 575k Bacillus subtilis 0.005~0.1pg/7 127 BEpmtE D
(H17, M45) (16 FpfH]EHE)

D Yl fREERE OO EROREE Ny v ) OFERIFIBEINN A BTz,

2 S-IZHBWTORMEEIRD A E/RMNR I DAL,

3 0.01 pg/7 A LLE TR, M45 ERIL B-T 7 # 2 R5UEWE OFEEMNEIL L TWhD &b T
WA T OARFIRAERIISE L A LT,

* 6 InvivoilBR

RBR PIES & i
/IR 7wk 5,000 mg/kg IR (X2
R O 5
AR ~2,000 mg/kg AH/ H (X563
2 ARG
<7 A 1,000, 2,000, 4,000 mg/kg A= | [t
H RN S
<17 A 770 mg/kg A=/ H £33
5 A RIEEN G-
AEW DNA GRGRR | 7 v MR ~2,000 mg/kg {AHE (X

7 7= AL, in vitro DYESREERERCIL—IICEEOREN G LI TN D
M, In vitro DIFIFZERAE R, Ba AR, B F2RE RSB KL O in vivo D
IINGRRBR M O ES] DNA ARRER T, Wbt Tthy ., v 7 7 o= A34E
IZE o T E R DEBEEEEZ RIS RN EB X b,

8. WEMFHIFZEICET H5HER
(1) invitro® MIC [ZBH9 5517
b MEWNMEEZIRET D B 25105 10 & : Peptostreptococcus sp.. Clostridium
sp.. Bifidobacterium sp.. Bacteroides sp.. Fusobacterium sp.. Eubacterium sp..
Lactobacillus sp.. Enterococcus sp.. Proteus sp.J2 (¥ Escherichia coli \Z33} % in vitro
D MICso ZHIE L7z, #9108 CFU/mL OEf# L~/UZ351F % MICso DR 28 & T
B/ MEIZZENEN 4.6 K1¥0.125 pg/mL T - 7=, HefbiEl % 100 57 R9 25 & MICso
1T 253D TIART Lz, 558100 pH X, MIC IZIXE & A ERE L), BEETH
27,
in vitro W LETT MZBWT, ¥ 2 b— b LIEBFE DIREE T Clostridium sp..
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Bacteroides sp.. Peptostreptococcus sp.. FEscherichia coli }: (X Lactobacillus sp.D%y

BEE 2 kD& 7 7 0 =0 DFE IR 2 475
T FOBHIZEY . BT 7 o= AOTENE

j—é — k i(%iﬁb)/)ﬁ—o

X B HE ORRED R

I3 DA~ Te, ABRORER
B OUNChRERRT

b MENHIE#EZET D 10 BICHE S D 90 DOEROBAD -7 7 2 ~—1E

AN A= =Ny VN P §

DIHEEIND B-T 7 A~—BREALYERMIZOIT LT, 8 W
RICBWTHER B-7 7 4 ~—BEMEDNRD v,

7 rn=v AE@E@&U#W% MERR oD HeB528 TI, 10 Bilrh 3 1l Tl MR IR EE D L

FABHHIL, BT 7 =0 MK

(2) ERRABEEIZxI9 S MIC

JZEJZ 18 R R LB S nﬁﬁ MBI

18 4F 9 A~k 19 4F 3 H FEffi) |
D 5% 106 CFU/spot (Z

F 7 B7rvu=0:L0 MICs

SHROBIE RO bz, (B2, 3)

I E O
BT, b MERSBERFION T 287 =0 A
BT D MIC Bf~HNTWD (R T),

A CERK

B/ VEBFLIEEE  (ug/mL)

R4 BRI Cefalonium
MICso A

MR E R
FEscherichia coli 30 8 2~>128
FEnterococcus sp. 30 4 1~64
AU A
Pacteroides sp. 30 >128 64~>128
Fusobacterium sp. 20 8 1~16
Bifidobacterium sp. 30 0.5 0.12~4
Fubacterium sp. 20 0.25 0.12~32
Clostridium sp. 30 2 1~4
Peptococcus sp./ Peptostreptococcus sp. 30 0.12 =0.06~1
Prevotella sp. 20 0.12 =0.06~128
Lactobacillus sp. 30 1 0.12~>128
Propionibacterium sp. 30 0.25 0.12~0.5

WESINTZEFED OB, i bIKV MICs 2#HE STV 5D DI Peptococcus
sp./Peptostreptococcus sp. 2 (¥ Prevotella sp.? 0.12 ug/mLi T& ¥, MICcalc2iZ

0.427ug/mL TH -7,

2 HHID T OEIR L TEEZ AT 2 BED & 2 JE O MICso D 90 % EHEIRA D FIR{EA bR H




9. Zhith
(1) BRFLIE—JRIBEEAER

UHF(Za—T—T 2 RARTA ME 6 ILE) 2 VT E Y 7 e =0 A85%(% 0.1 mL
FEIRAEIEEENIC G CRHBRBRICIIER 23585, ) L. IRRGIE —UOfiRE A 5~ 7,

Feh 1, 24, 48 MOV T2 REfEIRIC N RA Y » KT T2V TAR, TR O
@% EAEIE L, B 24 BERIRRICIZ T VA LB A RRBRIRIC K D AIEOBREIRIE O
Pt %)TTO 7ILo

ZORER, B 1 R ICRERE W e DT DIAMC B F TR BT, 3 ¥
DORFEE k3 AR ER T2 b D LB 2 bz, (B#H4)

(2) RE=EHE
GBI T TRV, ER G- BRI C B W TR 2 B I b
TV, (B2, 3)

. BmEEZE
1. EMEA OFHfiIZDULNT
EMEA TiX, #E50 ADI O EICBWT, 7 v b 13 B2 FEERERO
NOAEL 4 mgkg (AE/H % & L2, BMET—% 2y NOEPAR+THLZ L EEEL
TERFE 200 2T, BEFM ADI % 0.02 mg/kg RE/H (1.2mg/t MH) &%
ELTWD, (BH2, 3)

A=A ADI 2OV T, 1n vitro DR MICso @ 0.0046 mg/mL (2RO & 5%
EL TS, ZIUZFMESE 150 mL, BIHEZESEZE SN D 0mE LT 1, & MAE
1260 kg Zi#Ef L, CVMP OBEHUC LY | AEDFHIADIL L, Treo B HEHS
ni-, (&2, 3)

0.0046 X 4%*2
3 %1
1%4 X 60

X150 *3

ADI=

=0.0153 mg/kg AHE/H

*1: 87 7 AR Y AT HIMMERF OGP R T A X RIZ K DD ATREMED
53&79%,

*2 NI EDOREORBELZE LT 2 KN B-T 7 ¥ ~—EEAREPMAAET 5 2 L OB
EELIZ204 5,

*3:1 H#EFEL L T150mL 15,

*4 BN SN BRI SN D E LT, (RFIC L &5
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) ADL (0.0153 mg/kg RE/H) 723837 ADI (0.02 mg/kg (AH/H) X
DVEFRVMETHD Z &b, E7 7= L0 ADI & LT, #WEWFH) ADI Z£0H
THZENELETHDHELTWND, (B2, 3)

2. EHEFHADI [TDUVT

77 u=y AT, FHEEGEMEREROR RO AR L > TR E R D BRwEELY
IRSIRNEBZ HILD T L BMEEEMERRER M U8 D AR I X TEHE S 4L TR WA RE
BEHAZ X D BMRBRIC B O THIN A BITRD N T RN E Ry =
L5312 T structural alert 237202 &S GBIGEMEREDAME TlXenWEE 2 B,
ADI Z3%ET D Z EMNFHETH D &l & iz,

FERERICB VT, RLROVHETRO ONTZEET, 7 v Fo 13 Bk E
ARERIZIS T D 1fiE Glob O CTéH Y, NOAEL 1% 4 mg/kg (KE/H TH -7z,

BT ADI OREIC Y 7o > T, Zaffdid LT 10, A2 10 12, 1@MEmEE
B OIS AR TON TN Z L A EE L7280 10 @ 1,000 Zi#Ef9 5
ZENHEY EFE R BT,

L7z ->T, v 77 un=0 AOEMEH ADI 1% 0.004 mgkg (KE/H ERETHI &
MY THD EEZ B,

3. WMEYFH ADI IZTDINVT

VICH 54 RZ A NCEEDL FiTceilE 21T 5 IR DFE7RF AN, SRk 18 R
IR GTRE TEMWAPTEMEE O I ERE ) TR TRk, Zo
FERNBEBS 2 B Y Z3E S TN D TS X 0 AR ADT 2B 5 2
EINTE D,

7 71 =77 50 MICe IZ 0.000427 mg/mL., FEGNEMIC 220 g/ A, HIEH =%
SIDHAHENC 1, B MAEIZ 60 kg ZiiH L, VICH ORI ESWTHAED S8 ADI
EEMTHE, LTOEEBY &5,

0.000427*1 X 220%2
ADI= =0.00157
1*3 X 60

=0.0016 (mg/kg {AHE/H)

*1: FAIDRZ OB LR EH T 2 BEOH 25 JEO -4 MICso 90 %S FEFRA D FERED 5
Ay

*2 . KERBNE O &

*3: 7 7 r=U AOKRORGIZHT DRI BT 2 MM DAL T RN, BN
NEFSND L E LTOREE 1 L5,

3 [HNOEIHIESSORGET A B A AZONTH, 2006 4F3 A LY VICH A 71 U SR ST
%o
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WEMSFHR) ADL 12OV L, B RICBWCEBERN 2 oA ELN TV S
VICH HHRIZ X VR H72 0.0016 mg/kg AE/H 2 H-HAT 25005584 L& 2 Hivd,

4. ADI DEEFEIZDINT
WA TR ADI (0.0016 mg/kg AE/H) 1%, M5 ADI (0.004 mg/kg AR5/ H)
L0 HNEL BEFNZEMEIC OV THHIRE L TWD EEZOND Z LD, BT 7
n=7 .50 ADI & L Ti%, 0.0016 mg /kg KH/H LEXET D Z LS TH D Ll S
iz,

PLEX Y, 7 7 u=0 AORMEFRZEFHNIZOWTIEL, ADI & L TIROEEEH
THIENEE EFZEND,

t7r7ue=vA 0.0016 mgkg K/ H

REERNZ OV TIE, HaMHiiie R £ 2 BEAMEE O IE L 217 O BRCHGE 5 Z &
%

o

&

el
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& 8 EMEA [CEIT5&5HBROESESE

ke R B RS
(mg/kg AE/H) (mg/kg AHE/H)
T b 4 JAFAESMETENE | K0, 43, 234, 1,194, 6,014 | 4
R i - 0, 47, 247, 1,208, 5,834 | Ifi{F Glob D), #AKEK OYBER &
(REE#ES) i
3 AR AMEENE | BE 0, 4, 39, 440, 4,434
R i 0, 4. 44, 462, 4,674
(REER )
P L mE R 0. 20, 200, 2,000 2,000 (MRVEEME M ORI EZ RO T, )
(G mEEca) PRI L QW22 R E O NOEL
ITERETET,
A X 7 HREHEEAMEEN | 10, 50, 100, 1,000 100
R Gl mEitaca) NGBS,
3 JEMEE M | 00 10, 1000 —
AR (R D 5% ) B G BE LR T, HED
FRIE K OWEREN DS D TNz flEwf T
FEF ADI 0.02 mg/kg {AH/H
SF:200 (FHE7T—% %> FOENIFR+4Y)
FEMESER) ADI 32 EARL 7 v b 13 JAE MR
4 mg/kg {KEE/H
AR ADI 0.0153 mg/kg {AH/H
WER 7 ADI B2 ERRL b MSPHIEEHSRE 10 JR O MICso 4.6 pg/mL (CVMP DR H)
ADI 0.0153 mg/kg AH/H
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CAlAE 1 IREEFE

AR Za0
ADI — HEIEFA &
ALT TI3=T) N AT 2T —E
(= NEZIVBENLVE VRN T AT 2 F—E (GPT))
Conax R
CVMP W =SSR TE I EK LR B S
EMEA RN RS ) T
Glob rgazl)
GLP 1B BRI A
HPLC BRIk a~ N T T 4 —
HPLC-MS/MS | &gk r v~ 757 4 — « X7 DVERSHTE
LDso R S G
MIC e/ NEEPHIEIREE
MICso 50 Y%okm/ NI B PR
NOAEL piiizs e
radio-HPLC UL mRRIR s a~ N7 T T 40—
T.Chol Mol ATo—L
T.Bil weE e
VICH i) =35 O7KGESR A G RO TR BE 3 2 ERE ) ik
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4.
5.

(58
1.

Bih, WIS ORUSEEE (N 34 FFIRAR T/RE 370 5) O—fZtEd 51 (F
B 17 45 11 H 29 BfF. SRk 17 A904SR 499 &)

EMEA, COMMITTEE FOR VETERINARY MEDICINAL
PRODUCTS,CEFALONIUM SUMMARY REPORT (1), 1999

EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,
CEFALONIUM SUMMARY REPORT (2), 2002

TR 20 EERRIEERE LIS S8R €7 7 m=0 A (GRAR)
R 18 AR e R AT B OB B o
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BYRAEER (b7 7v=0L) TR RANEE
=4

1.

TEHRDOLEEFERIZONT

SRR B 2 F i R (DT OV T O

EhEWIE ARk 22 4E 12 H 16 H~A% 2341 H 14 B
2. BHHE AVF—Fy N, 77T A, Bk

_ fEHIRDL 13

RS - (OB

H AR OB

YA E O ERIZ R < T T
B ETN, FEFERBRIZT, Al
BEEII~DEENE D L H 2> TNDHD
M D TWe ZATT,

Z OB IT, FUAEWE IR R E
DFFHEN D HNETT, BEEL ITE %,
MRl e PO IZH AL DT TTO
T, HEETARERLE LV TT,

—EOPEWEICHOWTIL, JHERo LR
D, b MEHINZHEDORITER & LT,
FEAPEENNHNTWD SO H D I8,
FHERG THHE T 7 =7 AZHONT
%, R SN AsfEERERIC W T, B
~OFEITFRO LN TE LT, B HEEM
E LT ENTSEORIERIZOW T,
ZO XD RAFITELNTHERA,

AEOFHmE, 7 7 uv=v A0 HE
WL L U CEESMICHER S, T OSEY
e MR E LTERLEGAICBIT
F DR RO 2T 72 b O TY, &
fEFEMERER T b LT, TR et R
L7235 ME50 ADI 2 3% € L7 BT, 4w
MR8 LT, miiEs ) ADT XV &/
SV FRIADL 2 7 7 = A ADI
ELTWVWET, ZOLIITEREI N ADIL I
AN, WU A7 EHIGEL HILDIR
DIZBWTIEL, THfO X O R ER AN E
MLTELLIBZTIRNVEDEEZ T,




BYAERES o707 L4]) ICRLFHEDEER

(ENSEG

W

BIZERERE 360 RIGER
(2 S AT

B ETERE 376 MISHE R
(ZEH%)

P2 L6
HiX

5. B in R ERMICOUNT

(GUIES)

P4
L7~16

7y rn=vAE, FEEEEERROER)
HAERIZE > TR E R A BEFEEEZ RIS 2
EBEZDLNDZ & BN R O AR
IEFEM S LTV eV, IR X DR
BRIZIBWTHID AMEZBITERD HAL TV RN T
L EDIZ, BT 7 v =7 A51I2Id structural
alert 23722 &G | BIn@m RN AME
PnEEZ LN, ADI ZRET D Z LN ATHE
b5 LR ST,

e b STANEN W%ﬁ%ﬁgfmb%ﬂt
WAL, 7 bo 13 HEEHE M EERERIC

I} % 1fiE Glob O T, NOAELOi4:mgkg
KE/HTH -T2,

VA ADI X, = 0 NOAEL (2222425 &
LCHEZE 10, fEfAZE 10 (2 R K OY
FEIN ﬁ%#ﬁbnfmﬁm LEBE L
BN 10 @ 1,000 %@ L, 0.004 mg/kg (KHE
/B ERRE I NI,

Ix iﬂi

7 rr=v A, BEEEEMERBROE R
DAERIZE > TR E 22 BEFEEEZ RS 20
EEBEZOND T L BRI K OV AN
AR E SN TR OWARER S L 53
AERUZ B W THID AMEZGITER D BTV R
ek ET 7 r =0 L0 FITIE structural
alert 23722 LD | BInEIER S AWE
PNEEZBR, ADI R ETDH 2 LA
b5 LS,

wBIERBR IV T, W%ﬁmﬁgfmbaht
BAEX, 7 v bo 13 B SEERERRIC
fémm(mbmﬁyfég\mmmmi4
mg/kg (KE/H ThH -7z,
PSR ADI IOV Tk, 2 NOAEL (2%
AL UTHEZE 10, ERZE 10 12, B MEmEE
R L ORBAMERBRM TN TnRnZ &%
ZELIZBMO 10 @ 1,000 %M L, 0.004
mg/kg RE/H L REINT-,

P11
LT19~6

FROKEDOHNNDY 400 ppm LA L 5 RED MERELZ
IR OB 400 ppm LA HEEOME K Y
2,000 ppm LA EEEGBEOREIZA BT, 400
ppm FEHREZEB VT I NS DSMI IR
FROOLNTELT, ZRHDHEINEL, & b
LA EOBERIIWEDEEZ LN,

WOKE DA 400 ppm LL_EE G EEDOHEREIC
EAFE ORI 400 ppm LU BB G REOMER O
2,000 ppm DL EEEGREOHEIZ A B ALTZ, 400
ppm FHHEIZ IV TEOK B OMEEE B D HE N
LAMTIZ MR BIIRO O TE LT, Z O/
BT Zno0EME, B hoLek EOE
#IrWbDOEEZ LN,

P17
L5~11

7 ryr=v AL, SEEEEERBROME R
DAERIZE o THIBE L 72 2 BBEHEMEEZ RS 720
EEZ DD T & B K OFE D AR ER
RFEHE S AL TR, G2 & 2 ek
BRICIB W THID AMEZRARITERD BTV 2

7 ey AL, SEEEEERBROME R
DARIZE o THIEE e 2 BIRFEMELZ RS 20
EBEZDIND T L BRI K O A ANE
ABRIT I SN TV ARV REREIC XL 5t
ARERZ B W THID AMEZGITER D BTV




L

% 376 M= HE R

%)

B ELRAR

SITN
i

L EDIZ, BT 7y v =7 A51I2Id structural
alert 372NN Z &b | BIREHMER S AWE T
NEEZ i, ADI R ET D Z &M ATRE
HD LMW,

mFIERBRIZB VT, %%ﬁm%%fmbaht
RAENE. T v bo 13 A ESMEREERER IS
TémHﬁbe®%ﬂhﬁ\NOAELH:4ng&g
KE/HThH T,

ek ET 7 r =T L0 FITIE structural
alert 23722 LB BIEBFER S AME
NEEZ i, ADI R ET D I & A ATHE
b5 s NI,

PERABRIZ W T %%ﬁm%%fmbaht
ﬁ’ﬁ%ntt Z v Fo 13 W H SRR
7% Mg Glob D4 ThH Y . NOAEL i3 4

mg/kg (KE/H ThH -7z,

P18
L8~9

5. FdnbERERERHlIC OV T

ULXY, v77n=v sl Bl
WZOWTIEL, ADI & LTROMEEZHMT 22 &
WY EBZ HILD,

PLEX V., B7 7=t A0/ M
IZOWTiX, ADI & L ChkOfizBHAT 2 Z &
NEYEEZOLND,

KB

AriE. % 376 A=
P; _X—%%.

BERHC B B 5=Vl (THL

L; 1%, LT ;

W=D MO T-ATH
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