AR EERE
=K ER B
IR
rRZeZRS  lE=Hblois
ZEE REb geesRres
Eﬁfggiﬁ[@
et et R
Sl

BREFEZEEMOKEOEMIZONT

FR18FE11B6AMIT1ISHEESOTIER L TEENLYEELS TR
TRDENIZ-NAR T eIV V2 FPRS LT EERVBRDOERSE (AR 2
%, A10%) IZHRH53RBRLBEEEIMOBRIITROLIY TTOT, ARELE
AR CERR 15 EERE 8 S EBAE2HORECESETEMLET, '

B, BRREERENMOBEMIXBKO LBY T,

G

vwﬁ7u%%vy®1E%ﬂ%@%&mnmﬂgwim&#ﬁokﬁb\%ﬂmﬁ
HEM LICEBIC OV TORHEL, 5l &REYEERTBVTRET 2,



DYREERMFME

TILRIOAXY L UE/HEG £ T HFRVED IS
%l(wwiwb 2%, [E 10%) IZHZRAHBRBREZERT
DT



<BX>

.E;k ...........
SEEBEOBE e e e e e e e

-BRREREREE4AE

BRRLEZALUNAEEREMATLEMEALE - -

. RAARTZOXFH O UIZDNT

2. TILKRIIL 2%, B 10% =D T

3. ReHICHATAIMEFIZONT

4. BREBESZEFMHIZOWNT

5. sZ8E e e e e

(BlIER) PRAERSFEE <vALRI7O0X Y UICRLIRMER

B2 488
o

M@= DULNT

v
I

N NN =



(BEDRERR)

ETH18%11A 68

TRi184118 98
TrRi184128158
TRE194% 2H23H
TRg194% 3H13H
TR19% 6H 7H
TRk19% 6H 7H
— 7R 6H
TRk19% 8H 7H
TRE194% 8H 9H
(BRETEZESFTELE)
TRE184F12A208%T
REE FH M
FERHKE RE 2
INR EF
EE #
¥ —IE
Wi F
PN

EMKEREL YBMAEXRIRLIERREEE
IS OVWTEFE., BEREHOEZ
EEFBRELYVERBEEREICRIBEMER
BF@mICOVWTER., BREAOER
F167RRAREEZER (BEFFEMH)
%6 sEEBMAEEREMRESR
Eo6 omEBMAEEREMRAES
F7 1 EPBMAERREMRES
F193EBAKRERZER (FE)
ERMDERFEROSE
PYRAERLREMRESERICERKTEERER
ZERANHS
F202@EBRAREEZER (FE)

E/
52

A
=

B TEREEZERNGEEFBRE. BHK

EXECEA

FR18F12A218MS
Z8& RE &
ZERAKE MR EBEF

RE

Bt —IE
WL BT
E 3
A
TERI19F2A1BML
TERI9F4A1END

==
/A

(BRRREZESPVAEERLEMREREMZEL®)
:FE_'Z1 9F2H11H%ET

=% H& ER)

AL A (BERAE)

AR H =42 I )
e BE FA BZ
I1% B RE ERF
KE =i it B=E
NI AEF #H B
By F FEE IE—
ISH ERER TH &

Ei o N

ER19F2F12BMD

=% EsER)

FL A (ERKHE)

TR H FAR BZ=
BHE & RE ERF
1% E it BE
ML AEF B
P FiE B
ISH EFRER BRE 1E—
AR BT 5H &
ZH Ba



TILRIAFH O UEFFYHES ETHERVEDZFEI(RILAKRTIL 2%, B 10%)
NDEREEZEEIZDOULNT

BRREEESIBRREERE(ER 15 EXZEEVBDEUEFEIEESE
DEEIZEDZTEMKEKRELNS RILRIOFH LU E2EIRSETHERUVED
SESHFI (LR IL 2%, B 10%) |, EEEFE 24 £F 11BE 1 SRURBLESE 24 &5 2
EHOHEICEIESEAFHBKREMS ITIRT7O0FHL U] I220VT, ERERD
bht-, (R 184% 11 A 6 HEAZREHEZED)

1.RILARTAFHUIZDNT

TILARTAXFH U (FZa—F /A FIZEL, VS LRERICMZ ., 2<DTSLM5
HEIZHLTEENTH . FRIIRENTHY . ED IR MRAYAS—E " TH S
DNA ¥ AL —X, HANIFRAYAS—ENVIZ/ERFAL DNA HEREZEETLEDEE
ABNTWS, TILRI7OFXF YL UETHIETIFWRAEERE. BRNTIEX., HOH
BMEEREEENRICFERAINTOS, EUEE TR, . 4. REXRELTHER
SINTWS EFNAEERELTOERTELY,

2.2 LRIV 2%, B 10%I=2LTH@

HFNDABRICDOVTIERDBEY THS,
OES

FHIXZIILART7OXFHL U THS,
Q@%hEE-HER

B E| L HERIE X F OB MK (BHEEX/ SRYLT-TILRS  TUAS
T ANEYFH. . RA2TS5XTRER) . RO MR & (AHEEIL/NRYLS-TIL
A THOFI/NFIIATIIAZ2—FE=IT)THB,
GR%-A=

TILARIIL 2%1E 1 B 1 BRIILARTZAFH U ELT, FTIXEIRAXIIHRRZR
B T 2mg/kg A E (B F|ELTO0.1mL/kg AE) . BRTIXEIRANIR S T2 mg/kg A E (&
FELTOImL/kg AE)ZE 3-5 BIR59 5, WILARDIL10%(E 1 B 1 [EZ/LARZA+%
Y LT, S TIEEHIRA X IEFH AR 5 T 2mg/kg 1A E (%&£ LT 0.02mL/kg &
). KTIEMARNKR ST 2mg/kg AE (BFIELT0.02mL/kg AE)% 3-5 AR 5T
b, AELMIIAEAF EELEFTI A FATI4 FRE. KT3IHETHS,
@DFDH®

ZRIEHFIZ D-Rv ==L BRE@EBFIZXT ILa/-6 -S5O RERIELT m-
LY=L BBIERIZTILD7FA T )Y REILBIELTTTREEFR) D LA

70X U UBICARESN-IEREMBO6MIZTvE, THICEBRIEEMEZE T2 /00F%
HWMLTES,

" DNASEIZ—BFRIL YN BZE AL, FiIEDNADBLEFADRED R OERK —SHRO A - ER
IZERT 5,



FRHSN TS, D-YUZb—ILRUSILA/-§ -S5O IFIEERMPITHY JECFA
FHE TIX ADI IEHEESNTULVEWL, TTREFR)DLIZDOVWTITBEICEIMAEE
mORMAFELTOBE AR SN, BFINBETIFARAINSBEYICENT, BM
ZEBELCCErDBEICHEELAEZ DR XERATERLEHBESNTLS, m-HL Y —
W.TILIT7FAT)RIITOVTHEEFFOEFEELSMETHY . KELRD
EETHLEMEBLTCEMNDEBREICEEESALAIEEMIIEATELIEEZOND,

3RLHICET AR EICOLTWO

TLARIOFHIUEFRIETIEMAEERIE. LEROEYERTIEX, DM
BMEEREEENRICFERAINTHY.EU EETIER . . BREXRELTHER
SN TULV%, EMEA T 45ug/kg AE/B D ADI NERTEINTULVSH, JECFA ZEIFR 4
BIZE BT ITHhN TGN, T, BARICEVWTIIEREREDNZESN TS
M. ADI DRFIFESN TG, ENFAEERELTOFERIEAEL,

4 BaBESZEFMONT
AEEHIHEHIWIEKISESFHLTERESNSH, BRIZCEWTEMAG SO
NEEINTELT . BERHEYICEYRAEERELTOERAELLGENI LMD, TILRTD
A%XHSUDADIRFEIZDNTRIRDBEY S EEERL -,
TILR7OFHLUNERBESZETMC DL TIX. ADIELTRDIEZEZEATS
_ENELEEZLOND,

4|V i E=; SV 0.0032 mg/kg IAE/H

L, AFRIOFHBIZ DWW TIE, ZHMEEZNLEZEICTOVWTERI IR ELND
Y, SISOV TIFREHR TH S

5.8EEH

(1) TILR L 2% A KR HES

(2) TILIRIL 10%E A KBHREE

Q) UUBFILIOLUREADNRSETHFOROFKEF (TaZLEORK. BOIISIL)DEE
EITRHIBERBESZEFTMOVNT; (FR19%F5817H RR480%)

(4) EMEA:COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,
MARBOFLOXACIN, SUMMARY REPORT(1), 1996.

(5) EMEA:COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,
MARBOFLOXACIN, SUMMARY REPORT(2), 1999.
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T LREEERUVZLDITILGEHERICHLTEMG=2—F /00 FZMEFITHATI/ILARTO
FH > (Marbofloxacin) JIZDWT. BBEFETEEERL -,

SEMEICEHLI-ABRARE B H - B (S . AX. T2, O 2EFEE(IVARUIYR.,
FAMSEEGYINRUAMR)  EBEHEEFSHCHEHRERE (SYN) EHFBE(GYNRUDYE)).
EEEHRR. MEMENEZEICETIRRETHS,

BinEE. BREAOZERVEFTEEEIROONEN -, EEEE/ENAERERICDONT
FEBEESNTLENA, —fBICF/O0VFIICEAAEFROONTELT . TILRT7AOFHIUIE
KICEOTRIEEL B BEGEEEFIBEWNEEZON=2EMND, BNAMRBRERNTLTEADI D
EILTEETH S EHIESINT=,

Ta—F/O00RNBRIIEREKRICEVWTHAIN. BENEEMERELLTREARLGEYICE
(TAREAEEE. LEELH D, VIR TOFHIUFE—SILRERAWV-RBRCHASEZEIIXNTS
NOAEL A Eoh . ABMHICOVWTIIEENITEWLSIEICHALAWIEAL, BYIZEEINDS
RY. BRENLTERICEOTRBLELIEENELCHUURESIIE|IRTEIREELEZONT,

FENHABROEEHEOR/NMEESYEHDIWIEAXERAL: 13 BREAESHRAED
Amg/kg ARE/BTH-T=. EHEFEH ADI (FThZERMUWEL T, TE£ %% 1000 TERLT= 0.004mg/kg
KE/BERTEL, — A MAEWER ADI [ZDULVTIX, in vitro M MICs, D41 R A 0.0032mg/kg
KE/BEEZRFEL=,

LEXKY. 7IARTaFHI U0 0RREREZEFFMICDOULTIE, ADI &L T 0.0032mg/kg A E/H
AL BH . EFMEFZNLEEZEICOVTIEHREEETIHENHY ., ChIZDONTIE
BEHFTHD,



TILRIOXF YL UONERBEZEFTEMIOLNT

1. ZHOME
1)mEA
< /LARZ70OFxH > (Marbofloxacin)
QQtEER
HaC._ e _-CHs
N
DS
PP
F CQO:H

O

3% ¥ =X : C17H19FN4O4

4% * £:362.36
C)RERIZETHHER - HER~HMEBROERMEDMEK

(6)mk B9 267°C (9 fR)

()& fiz B KISBE T, TR/ —ILIZBH THEIFIZLLY,

(8)ZheE- %R
ILRTAF YU FEZa—F /O EICEL. FSLREEIZMA ., Z<LDOT S LGHERAICK
LTHEDTHS. ERITRENTHY. HED IERAYAS—E THS DNA CrA/L—2X,
HENEMRAYAS—ENVIZEEL DNA R ZEETE2LDEEZLNTILVS,

(9)FD1th
ILRIOF YL UEFRETIEYHAEERZIE. ERNTEHR, WOME SR EREEEF ST
RIZEASIN TS EU EETIEX,E. . BRERFELTHERAIA TS . EFNHEEREL
TOFEAXAEL,

2. SERBROBME
2-1.0% U - 43 7 = X B4 -
[SybzHBIT5 5 ER]

SD(CD)Swh (& 6 58) IC MCEBHi~ILART7OXH L 10mg/kg A EZ 7 BREEAOKRSEL.
REKE5% 2 FEHDHNE 48 FFEIETOMEE, R, E. y—VERFRNERSINT:- xEEE
48 BFMEIRICE 6 BEA LA RSN, #1EHE 5 & D Crax (& 1.8-2.3ug-eq/mL. Thax (& 1-2
B Tdhot=, 24 BERE & D IETEME (X 0.01ug-eq/mL ETIE T L =, TELGHEHBRIIR THRE

F/NTAXHOUYURICERSNIERERMIIRD 6 fIIZTVR. 7 MISIRRIEEMEEZR I SF/AVEERTLTE S,
" DNA $IC—BMLG N BZE AL, FIE DNA DBLBEADBREDRAFH CERR-_EROH R -BIRICERT 5.
¢ 3RIRFRICRH UTHELBEWVE S LR,

4



151 24 BRIETIS 54-62%A Bt . BADIE 32-40% N EN 1=, MBRDHHTIE
BERUFRTEN o1, BEIZ5 % 48 BRIE TSV T OBBIZHSLTH 0.4ug-eq/g LU
FTET L, O

(AR I1T5HE5HER]

ATEDAX (S 2 58) 12 ¥C BHIILRTIOX YL dmglkg A E% 7 HREGOB 5L, &
RESZIBEOHAVITBFHIETOME., R. E. y—VRFRNERSNT, R EE5%4
FrfE AU 48 BFREIICE 2 EEA SRSz, FIEIR 5E D Crax [ 1.8-3.5ug-eq/mL.
Tmax (& 1-6 BRI TH 1=, 24 BRI R O MITEHRE (L 0.3-0.7ug-eqg/mL FTIE T LIz, BT 5%
D Crax [& 2.8-4.1ug-eq/mL. Tmax |& 0.5-4 BRI TH o=, TELHMBIRIIRTHREZ SR 48
B E TIZ 61-62% A HEitt Sh . EMSIE 32-35%h Bt S t-, P D LA TIE. BiER UV
BTEL B TEMN N, RERIEER4SHMETICOVT LOMBICHLNVTEH0.6ug-eq/g AT
FTETLIz, @

6 BEDAX (MR ICTILARTOXFH IO HEFRIKA (2 mgkg KE)RESL. TD&R. B
E#0O (1. 2. 4mg/kg RE) B 5% 3HI/ORF—/N\—REBELTERL #OKE®R, BEE
T(1.2.4 mogkg KE)HEZ 3HAIVORF—/N\—REBRELTEREL =, F£/-. 8 EED A/ X (M T
B IZRILARTAXHT D 2.4,.6 mg/kg AE/B % 13 B8RS I 5HBEEMELI-, BEEEIRA
BEICEWT, T (& 124 B/, 2752 R(£0.10 Lihkg, RONTORHEEIL 1.9 Likg TH-
= BEIBAORSIZEVNT. 2R 5HTEYEMR AEIL 100%FiETH o1z, 2 mg/kg %58
TIE. Crmax [& 1.4 pg/mL, Trax [E 2.5 B TH 1=, 18 AUC R Chrox (T EHEBEMNATERE
BERLIZ, BE5ED 40%ARPICKREILARELTHE M SN -, BRIE FHRSICEITHHEEILR
A5 ERBRTHOTH. Tnax (£ 1 BRIEE<GSTz, 13 BRBOKREIZENT. FHEREE
E/miEdREEX 1.6 THofz, @

[(V2I2B 51 5RER]

2-10 BMODRILARZAL D)= F7UBDESGE 6 BEBICTIILRTIOXH L ZEREFEIRA (2mg/kg
RKE)EREL. LAMZRICERBAN(L, 2. 4mg/kg AE) IR E5EEELI-, HRANKREILX, 5TV
FHEEE 3 /ARA—N\—HBRELTERL. ERGHOMIC 1 BRbHT. HHALH 2 BEICE
AE%’RELE, SICBREDOHRANBESMS 1 BRIZIZ6 YK T (2mo/kg A E) R 54 EHE
Ltz BRI S TR 5 R 0BFHEETOMREHRE. 48FHETOIEAFPRE. HRRARYD
ETHEETIEKREE 48 REIEFTOMBERREZANEL -, #IKAIZE(ZHE T Ty [ 5.72 B
fEl. AUC (& 6.97ug-h/mL, MRT [& 3.77 Bsfdl . RMNT DAL 2.62 Likg. EHIVT IR
(% 0.31L/h/kg. ELit B E TR 5% 10, 24 B TZENZh 0.189, 0.019ug/mL THY . 32 EiE
TEEMR5 (0.010ug/mL) KRG &LE>T=, HANZEEIZHE VT 1. 2,4 mg/lkg 5 HEIZTEWLWTEN
ZFH Crax [ 0.59., 1.47., 2.56pg/mL. Trax (& 0.94, 0.79, 0.79 BERE. Ty (X 7.26, 7.73, 8.41 BEFE.
AUC [ 3.51, 7.73. 14.83pug-h/mL. MRT [ 6.33. 5.66. 6.06 B, #xt £ ¥FRIF| AL 100.75,
112.85, 107.17% T&H271=o R FHEEIZHEULVT Crax [F 1.15pg/mL Trax [& 0.73 BEfE. T12 & 5.49
B¥fE . AUC [ 7.59pug-h/mL. MRT (& 6.10 BfE ., #&xt £ MF IR AZEE 110.95% TH>71=, @

CEHBREBILTVVELE 1 EBEHOIEICESRA .



HIBABDEIAR)I—IIEORBHRBEIOF VT 6 BE(H# 2. M 4)ICTILRT7OXFHT %
HEIFIRN Cmg/kgAE) 5L, LABRICERFHRAN Cmg/kgAE) 5L, AR S D 2
BEREZRICET 2mgkg AE) R 5EEMELIz, #BIKNIKESD Ty, (T8 9.83.12.1, Itf 5.23~7.78
B . AUC (L 20.3. 26.2. Itf 10.5~15.1ug-h/mL, MRT (X% 12.7, 15.6. it 6.41~9.30 BRI,
BNTORHAEIEEE 1.35, 1.43, i 1.53~1.71L/kg. £5 275> AL 0.08, 0.10. Itf 0.14
~0.20L/h/kg T#H 2Tz, BRI IR 5 TIE Crax [ 1 1.55. 2.10, i 1.34~1.62ug/mL. Trmax [ 0.37.
0.75. Itf 0.66~0.90 BFfEl. Ty L1 8.63, 12.5, It 7.51~9.10 BFfE. AUC (L1 15.5, 24.8 i 10.5
~14.9ug-h/mL, MRT &5 10.1, 15.9, itff 7.71~10.47 BRE. >t £V FROFIFAR(LHED 158 T
19 60%&E7E oMK IF X 100% TH STz R T8 5 TIE Crax [T 1.20, 1.34, i 1.40~1.51pg/mL.
Trmax [E 1 0.42, 1.33, it 0.42~0.71 B¥fEl. Tyo L5 9.23, 11.6. It 5.74~11.1 BfE . AUC [ 5 15.5,
16.8 Itf 9.36~15.2ug-h/mL, MRT [&f# 11.3, 11.9, it 7.09~9.96 B:RE. #Ext £ MFRF BARL
T 59.2, 83.1%. W TIX 89.1~115.4%TH>71=, ©

45-6 MDEF 3BE(RARTSVUE). RBYPDFILIBHIIrABDRAAIRTSIHUXIE
FREBE. MHEERR)ICTILRTOXSIUEFIRN (1, 2. 4mg/kg AE)HRSL. MFH RUEL
THRREEAEL, ALEICBWLTIE. 1.2, 4mg/kg B 5B TENEN T2 (£ 5.0, 4.0, 4.1 B
AUC (% 4.7.10.9, 12.8mg-h/L, EERED AT 1.0~1.7L/ky. £FVIVT7 IV R(F 3.1~
5.2mL/min/kg T#Hho71=%, FIUIZHWT 1. 2. 4mglkg B EHTENEN Ty (X 44,43, 42 B
fEl. AUC (5.0, 10.9, 19.4mg-h/L. EEBKRED R HEFEIL1.0~1.1L/kg. £H VTS RI[E3.1
~3.4mL/min/kg THo1=, ©

RILRBRA D)= 7 BDMEF Y 3BEICYIILART7OXY 0% 2mglkg A E/B % 3 BEE%
RS L., Mm%, St R OB REZBREL ., T & 10.5 BFE. 2 WAL 10.50/kg.
£ 579') 752 X[E0.084L/kg/h THoT=. BT E5E 4 BFRIOHEBDEE TR, FFE. HA.
fii. BEEAT 5.3.2.7.2.7.23.1.2ug/g THo1-. xRk 5% 50 FREIOHEBIEEIITRET
0.53ug/g THY . TN LS OB P REIX0.3ug/g RiFETHo o RELIKRD R RV E bt 5
[FZNZH 63-65%. 6.2-9.7%THY. Pl 69.4-74.9% TH o1z,

WITABOEMNR)I—IIEORBEHBBRIOF VL (M 288, M 458) IC7)LART7OFHD
VEHBIFAAN Cmg/kg AE)IREL. 5% 2EBROMBERVHEBTEEEZRE L, M
KBERFIFEAERBDONTELT . ENTA—A—IMHZRELTEESIN TS, FYmEE
FREE X 1.34ug/mL THo Tz, MR E (X, BBt 2.52ug/mL. &% 0.902ug/mL. fHP 1.78ug/g.
ESTEAID A 93.99ug/g. 1 2.14pg/g. BFFEE 2.79u0/9. B g 5.99u0/g. Al 1.77pg/g. B
0.79ug/g. ZEf7 1.69ug/g. BT 1.36ug/g. 5 1.27ug/g. F& &8 1.71ug/g. AERA 1.59ug/g TH-
f=o fERPEE/MAEREE(X, B 0674, 0K 059, FE 0.99. ¥ 1.16. £ T 1.01, f5hs
1.17. 2285 1.25, f 1.32. AHPY 1.33. DM 1.59. BB+ 1.90. FFAE 2.09. B 4.49. ;xS ER I D
A 71.81 THo1=, ®

e Img REFTE 24 BEKRATEE TRRBELG >0, AMBER. VU7 SVREROLNIGEM T,
6



RILARBAL D)= T UEDESE 3FEIC MCBHIILARTOX ST 2 mgkg hE/B% 5 H
RETHREL., M. MR VHEB TP REFATE LIz, Crhaxl. 71-2.13 pg-eq/mL Zix#EH 5 #
T 1 0.5 BRAICTRULI=AY, 24 BERSIZ1E 0.01pg-eq/mL &4iot=, #IEI R VR EIHR 5 1% 24 BE D
AUC (% 7.69-7.81", 7.24-7.45pg-eq-h/imL THo1-, BT 5% 2. 4.8 BETORPHMRTZ
NEN 46.74, 41.16, 45.77%., Eh i 3% 43,57, 50.22, 50.44% Tho1=, I FRE TR E
B #%%9 7.5 BFREITH 0.2-0.4pg-eq/g THoT=HY, £ 16 BFREI & 2% 0.01-0.02ug-eq/g &%xot=,
FLA S EIUREL 0.13% ThHof=. BT REEORSEIEIREE 5% 2 BOMET 0.10ug-eq/g
THor=h 4.8 BIZIE 0.03ug-eq/g &hioT-, =B E51% 2. 4. 8 HOMBPIRE LT TO0.04.
0.02. 0.01pg-eq/g. ffiT 0.03. 0.01. 0.01ug-eq/g. ;F S AL T 0.08. 0.08. 0.08pg-eq/g TH 7=,
=EEE5R 2 BTHA.EBHRVXKEER D REEILEERR (HHA:0.01ug-eq/g. BRI R
U X#BERA:0.03ug-eq/g) HE R ERFETH o1z, B EEIIRXREZEEHE 2 BT 0.04ug-eq/g
THo=H. 4.8 BIZIZTE=Z=MRF (0.01ug-eq/g) Kl Lo t=, MABFEIUNEX 0.01%THo1=,
9)

ALTH—RIRILARBAU )=V T OO F o (S 8 58) I VC Z#~<Lhonxyy
v2mglkgRE/BESBREIRTIREGL., MR 2EMNACMIT, #2858, M 1EEASHEIMY. 4. 48,
96. 192 FFRIZICHERER 2 BEA MM ZIREU S EMZRE Lz, MEICKEIEXIFLEALRR
HENTELT . B/NTA—A—TMHERELTHEINTWS, FIEEESED Chx 9 1.4-1.6
ug-eq/mL. Tmax I& 0.25-1 BFRE. T1p &40 12 B 5% 24 BFfEOMmMBHREILE 0.1-0.3
ug-eq/mL &#iot=, HMIBEEE D Chrax £ 1.4-1.8ug-eq/mL. Tmax [ 0.5-2 BEfE. % 5% 24 B
DM HRE TR 0.3ug-eq/mL &Y. HIEITR SR ERZRTH 1=, MBS EERED 88-96%
MNERENT-, RERUVERHMRFZNENT72-81%, 5-13% T, FIXRED 4B URNIZE RS
20 80-90%HVEKALTz, xETZER 4,48 B OB P REEILRFE 2.42. 0.79ug-eq/g. B
4.27. 0.39ug-eq/g. fii 1.54. 0.15ug-eq/g. sx#&E S ERAGL D FHA93.06. 0.17pg-eq/g. Ex#&F 5T EBAL
DK E"0.65. 0.94ug-eq/g. B 1.69. 0.13pg-eq/g. BERSHE 1.11. 0.09ug-eq/g. KHAERA 0.82.
0.06ug-eq/g. ABit+ 43.25, 4.00ug-eq/g THoT=, T G5 % 96. 192 BFRE D HE IR B (T AT HiE
0.08. 0.02ug-eq/g. Efig 0.08., 0.02ug-eq/g. EREF G EALLD K E 0.91. 0.26pg-eq/g THoT-. &
5 6 FREOHBPEEIMR. RREREHELOHRA. HATENL T 0.03, 0.03.
0.02ug-eq/g &7%rY . 192 BFREICIEEERA (FFiE. B, . RIS EHBADOHRN. R 55
MDRKRE. AL, BBit+:0.01ug-eq/g. BERERA. K#EAEHA:0.03ug-eq/g) LT THo1=, KEAEHA.
BRI RRITEER 06 B LIRICIIBRHERBRRE R ELGof-, 1O

[F2I2B1T5E5HER]

SrAERDMER IBEBOHEITFI(RKI—VIr—xRNILF—FVRL—XXEIrLV)IZTILR
70X Y UFEMEIRN (2 mg/kg AE)HFR 5L, 1 ERMZICEEHARN (2. 4.8 mg/kg KE)
BEEEEL:. HARNKREIX. STUOAKRERE SHI/ORAF—N\—HEBELTEREL. KiXR5H
DREIZ 1 EMBHIT. BREAEL 2 BICRAEF RS Lz, SOITREOHRNEZEMNS 2 BFERIC
2 BB DEEEFIRN (2 mg/kg AE)ERE5EERLE, FERERRICEVLWTMEFEEZE HPLC

"3EEP 1 BEICRED—HMAMERNISEASNIAREMEAHDIIEND. 2D 1 BEIZDVTIERS LT,
O HEER 6BEEDT—4,
n ME&% 6 EEO)?_QQ



THIELT=, 1= 4 mo/kg FRARBREEDHNAATvEATHREL, M#ICKEEILIZEA
EROONTHELT . FN\TA—F—([FMELEREELTHEINA TV S, MBI R U 2 B B DF#IKA
BEIZHEWT T [FZENZ 4 8.24, 7.77 BfE. AUC (& 11.688. 12.302ug-h/mL, MRT (& 9.87.
0.15 B¥fEl. RMNT DR HEFRIL 2.11. 1.95 L/kg. EFREICH T MBFEIL 1.77. 1.64 L/kg.
25752 X(F0.172,0.164 L/h/kg THoT=. FIARESIZHE T, 2. 4.8 mg/kg 5 FIC
B1T5 Coax [TFNF N 1.430. 2.961. 5.074 pg/mL. Tmax [& 0.80. 0.69. 0.75 BERE. Ty (X 9.48.
10.30. 10.60 R . AUC (& 13.449, 29.091, 58.582 pg-h/mL. MRT (& 10.99. 11.57, 12.45 BRE.
X EMERFIAEIL115.0, 124.8, 125.4% TH 2Tz NAFT v EA12&SH 4 mg/kg AR KR S
£ Crax [& 2.615 pg/mL., Timax (X 0.69 BFfE. Ty (& 10.15 BRI, AUC (& 24.940 pg-h/mL. MRT
(X 12.05 BFE T#H oF=o HPLC ENAF T YA TD T1/0 MRT, Craxs Tmaxs AUC DFER % t 1R 5E
THELIZESA, Tips MRT, Thax ITEEZEILRHENGEM 5Tz, Craxs AUC [FEFRK 5%LN)LFE
THEEZ%4RL.HPLCEQ AN GEETHoT=, (1D

SURL—RENTZ (S 8 88) I “C R < IILART7OXHS Y 2 molkg A E/B% 5 BREAS
RARTRSL. MR 28EMNoMmEE, M 288, & 1 EBMSHEMY. 4, 48, 96, 192 BRI IR 2
BENSHRBEERURE EEEREL - MEICKIEFIFEAETOLNTELT . /54—
A3t EEFREELTCHEIA TV, M, SR CHABDEEZIEL:, YERZEERD
Cmax1.13-1.33 pg-eq/mL. Tmax (& 0.25-1 BfE . % 5% 24 BsfE O M 3F o iR B 1% 0.10-0.13 pg-eq/mL
Eliot=, BB S # D Cray 0.92-1.42 pg-eq/mL. Trax (X 0.5-2 BfEl. & 5% 24 B D Mg e
FE1% 0.09-0.10 pg-eq/mL &742Y) . FIEIRGZREFEFRTH 1=, 5% 48 BfElZ(d 0.02pg-eq/mL
Tz MG EERED 84-92%MEIREINIz, RRUEFHMEEIZNAZNN 51-60%.
27-29% T, BB ED 24 BREILURNICEIREED 71-79%H B KL=, xR 5% 4. 48 BRI DA
IR EXRFRE 1.27. 0.09ug-eq/g. Bfig 2.55. 0.07ug-eq/g. ffi 1.20. 0.03ug-eq/g. FAEAY 1.12,
0.02ug-eq/g. FZ & 0.65. 0.09ug-eq/g. K#AEHA 0.48. 0.03ug-eq/g. B M 0.73. 0.02ug-eq/g. AE
it 4.77.0.10ug-eq/g. IR ESFERGL 1.04, 0.03pg-eq/g. £ 10 0.69. 0.01pg-eq/g R UM% 0.67.
0.01ug-eq/mL THot=, x#x 5% 4.8 HOMBPEEILFFE T 0.05. 0.03ug-eq/g. BT
0.02. 0.01ug-eq/g THoTz. XX 5% 4 BLE O, BEREUN OB TR ERR (FiE. &
figi. B, AREY. BB . I T ST ERfL . £ I : 0.004-0.005ug-eq/g. R FE . K#@AEA. BRsH -
0.01pg-eq/g) fFHEX (K@ ELZE-T=, (12

[MR-ABERFEEHAER]

in vitro TOER, /X, 23 2. V9. TARUVU R GEHRAKRAIOFOOMBIZEITHTIL
RIOXFHLUD-ABERERABMIAERINA TS, EFIE 0.06-5.1ug/mL ., 1 X[
0.008-12.7ug/mL, %2, 2.4, V2. T2 R UV R S HRBATO F 1% 0.05-6.0ug/mL D EEE
FCRESINz, FABKEERILEEEHET—ETHY. EF 5.7%. 11X 9.1%, 3 7.3%. %
4 32.5%., V<7 3.5%., T2 3.7%. R BEARBRIDFUY 262%TH o1z 1 XITENWTHEEIC
X3 % pH DELEICDWTHRHERLI=EC A, pHT7.0 N5 pH7.6 ITEMTHI&ICKY B DES
Y 94.8-83.3%IZIE FLI=, (13

| MRS 2 B B 1B 0 2 B AR PR S 8 DT — 4,
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[(FOL 88, 72, 41X, VMBI 5HER]

REPRBIIDOFIV. 84, T2 AXRUVSYMMZ MC BHIILRIOXF S UERE (FY
RO ET. A4 BRF.749:HARA.AX:E0. Syt E0O)L. #tthHh s L8
DERERAK, REYOEFEELIBHIN TS, MEICIIERXIFEALERDONTELT . &
NTGA—F— S HZRELTEHEIN TS,

FoooROKBEM 2. i 1)TIE, M POREILEDEIEIE 89-96%THY. RPIZIE
2-3%DTILARTAFH LY N-AFXF IR (LT N-AFIR), 2-4%DIBHEYE ., ZERIZIE 3%0D i A
FILILEDEB DN, BATIERERGFEN 13-17%. BEPE(FELLDXEEH)N
73-78%. N-ZA ¥ R H 3-4% B T, FiER VB TIEERZE LA 86-93%. 1EBHEME A 5%
Tholzo ETRETIL., YD DOREAKDE| S (X 90-95%THY ., RFIZIX 3%D N-FF
R 2-4%DIBEME . ERICE 2%DBRAFIVIEANROONT=, BT TIERERAED
17-18%. B MM E (FTELLDXIBEER) A 68-74% ., N-AF KM 5-8%EHLNT-, FEET
B TIERE LR 71-96%. {BHEME A 4-9%, FEBHEYE A 4-5%TH 1=,

A4E(RTHEE. M 3 58) TIE. HMMPORELAEDEIE (X 97-99%., FAFTIEEER 1
BIZKRZEILRA 80-93%BHHNT-,

TR (BRI, I 2, & 1) TlE, RPISIEERZEILIAD 83-88%, N-AF KA 2-5%. B 1EHE M
5-10%., EHIZIERZELEH 93-98% ., N-AF LD 4%BHof-, B TIEREILKS
21-38%THo1=. HFIEER VBB TIEIREILIAD 54-97%., R IFE AL, BIERE. KMBIERHIZEH
(FBREILARDEE (FFNF N 95-99%., 95-96%. 85-90% TdhH27=,

AX(FOAEE. tE#S 1 58) T RPISIERELAED 76-83%. N-FFRHY 11-14%. & 1E
ME D 4-6%., ERIZIIREARD 85-97%., N-AF KA 5%, BIEYE I 5%BHLNT=,

Syb(BOKRES ., MHSL 30C) TIE RFPISIEERELED 70-81%. BHEME (FEXTLD (TR
B1K) A 16-25%., B IZIXEREILIAD 80-96%. BIEYE D 1-3%. FEAF LIRS 11%FEH5
nt=, @4

[(VIHB+HEEHER)

15-24 BESDHRILAZA UFEHF I 16 BEEICTILART7OF YO U%F 2 mg/kg AE/B %5 BEAR
RARFZESL. 5% 120#.1. 2.3 BIZZENTh 4 I SHBEEHRERL. vLRT7OFHIUR
EZREL-, &REER 12 BEOMBOLERTIEBE. T 5 SRR, FFE. £ 5541 E 2
A, A, /MG, BHDIETH 1=, 5% 3B DOEREPERE(X0.05ug /g THoT1=, IBIAIEE
B2 B. BRI OMBBTIEIRS%R 3 BTEERR(0.02ug /g) HiE X EKimELETz, 19

3BEEDRILAAAFE (M 1058, It 2 58) (C<ILARTAFH % 2 mg/kg AE/BH % 5 BREHH
RARNEEL. IR5%2BICH 2B M 2EMN5. 4 RU S BIZEN T i 4 EEM SERBZEREIL.
TILRIOF YO UEBEFATEL- 5% 2 BOMEBPEEICEVWVTHEICKIZXIFEAL
ROLNTHELT . BNTA—AI—LHHEFESLTHESATWS, xR EE5% 2 BOMEBD
LB TIX B . BFig. BhA. SESTEGL. BB DIET. lBICIXE =R F (0.025ug /g) KiEThH-o
fzo R E®R 4 BCTE2EBPEEIIETLTHY. B TIEEERAXRBTHo1=.8 BIC
(F B i (0.028ug /Ig) LIS DB CEER R KA LG 1=, (6

I 7077 —E 5 BLEFTIE 4-11%,



RILRRA T8R4 ABEICTIILART7OF S 0% 2 mglkg AE/BH% 5 BEFRNZEEL, ZK
BE#®% 72 BEETOIAEFERL. LR IOF YO VEEFAELE, ZREERSR 12 BRET
(FEEMSBREINT=A. 24 BFRICIE £ BN EEZER R (0.02ug /g) Kim&lEof=, @D

25-6 BMDEUANYI—)LIEZLGF 8BEICTIILARTIAF Y% 2 mgkg AE/HZ 5 HEIFHANW
BEEL-. &REE5EEDYAEZ1EIBEL, LIEEHSY 1H 2B ONR—XT5EIFETETZEHERL.
TILRZAFH O UREEAEL, EIOETFIEREE 0.378ug /mL THY.2 EEIZIE
0.033pg /mL. 5 B HIZIX 0.003ug /mL &7%GY . E=ZRF (0.001pg /mL) i &igo1=, (18

[FRIzHBI1T5EBHER]

2-37AEDORI—UIry—RT (ML 8E8) [TV IILARTAFH L UE 2 myg/kg AE/HZES H
MAARNZEEL, REKRE5ER 1208, 1. 2.3 BICEAZFNES 2 EhSMEMEZERL. <L
ROOF YL URBEZFREL - MEICKEEIXFEAERHONTELT . B/INTA—2—(LiH
HWEREESLTHEINTLS, TR E5% 12 BREOHEBO LB TIXER. FFiE. E5EBAHA.
A IS EDHA. MG BIFDIETH 1=, 5% 2 B TILERE 0.05ug /9. BT
EE2RFA (0.02ug /o) KiFGEHRY, ZDMOERBTIIEERRMTIERIEEXBETHo-. ZEIKE
% 3ATIIBRTEERFMEXIEERBELY . ZDMOEBIIEERFARBmEL =, 9

S:EE DR BEDHETZ(RI—IIv—EXETI VEXSURL—RTE) IZ7)LRTA
FHUE2molkg AE/BZE S BREIGANKZSL, Z&E5%R2.3.4.6 BIZENh Thif % 2
BEMCHBERIL. TILRIOF SO VREEZMEL -, MEICISEREFLAERHLONTE
DY FENTAE—FHZTEALTHESN TS, BRESR 2B OMEBOLLETIE. BR
T 0.070pg /g THY. AT EFEBLOEHNA. . BN, BEHOIETH 1=, BlPRE LK
¥ 5% 6 BT 0.0l1yg /g THof-. TOMDMBTIEIREIRE5E 3 BLURICEERF
(0.005pg /g) fHEX (IR EGY . FHATIE 4 B LR, BHig. BT 6 BICEERRA KRB ELGS
fzo @0

2-2. EMHER
VR EHHER
BO’EIZES LD (X ICR RO RD#T 1781 mg/kg {AE . Itf T 1822 mg/kg IAETHY.
RTEEYOBRKEKRTE. BERTEBOET. EERFOEL. RE. F7/—€. ASDTD
ZERISRUVEEHEXTREHEENEHONT:-, EEHYTE. 2EYWTEHRTEDOET
NEOHLON, —HOHYTIHIREARDO NN, HERIBBRICIEESYIIREERZE
LTz, SD RSV DHET 3772 mg/kg 1A E ., It T 2720mg/kg AE TH -1, K TR S5 TIL, ICR
RYOADMT 1121 mg/kg {RE ., 1T 972 mg/kg A E . SD 25V DT 2094 mg/kg 1A E . it
T 1837 mg/kg AE TH-T-. HARE S TIX SD SvrDItf T 1000-2000mg/kg 1A E | BERE A%
5 Tl& SD Swb® M T 500-1000mg/kg A E TH o1z, (1.2 (29
F-. AEF DDA HEYTHATIILAR7OF YL oEROF D AILARFTIL—MMIDODNWTAKRS
HREBRAEHE SN TEY. LDs [& 2000mg/kg KELL L THoT=, @

KIURI7O0FHLoERAFOALRFOL—HE 2%RHTIEEF DD EEEN1.0%E BRI, EEREDORMYEIZHE
FTBEHARSAUIZHEL, EiELT=,
10



QBEIM SRR
[SvrZRALV: 4 B ESHSHEEER]

SD 2w (i 5 PT/8) Z AL =#0 (0. 100, 500, 1000mg/kg A E/B) xR 5(ZHE+5 4 BRI D
HRMEEHARBRICEOVTEHNON-FEFRRIIUTDBEY THoI=, ABRIAB P TIIED
DY (WA S0

— AR RIS ER R AEIRER R T, 500mg L LR 5B TR S RIC—AMEORENROHLNT,

KEZIETIL, 1000mg B EHTHREEMEDRENRD LT,

{EEEE TIE. 1000mg I 5 H TIRENZEHoNT=,

BRE NRFHRERVMRECEHNBRETE. BEEERHONENST,

FREEZE TIL. 1000mg B 5H TREDFH L. pH DEIE. kEDFEMNROHLNT=,

[BREETIE. REHTEBOEN - A EEDSE. 500mg UL EIXRSE(CE A B0 xt
EENEIE. 1000mg BREHTEFRKR. EREIB. EEREDHNEENEEIAROLN
1=

LR TIE. 2R 5BICEBOILENROONT-, KEEBEMIHEORESRERTIZ/KA. M
MERE X IETABIEDKZEH 1000mg IFHE5FHD 2/5 FTRHLNT=,

R MR E T, 1000mg R E5H CHEESEEDOERIKDKE (2/5 ) R UFI## (1/5
f51) . AT BR £ B2 D =48 (1/5 ) hERsH b t=,

ETHEHREHTEBEENHEN. EHOILENEHONT=N. COBEBOFRITIMEFEMEIC
HEITIERNHEEZEDES DO - RMNFZELEZONT-T- NOAEL (X 100mg/kg A E/B EHI kB
nfz, @9

SD Z5wih (iR 5 PT/E) Z A LV=#0 (0. 8. 40, 200, 1000mg/kg A E/B) T 5(ZHI1T5 4
BEOFEAMEEHRBRCEOVTROONE-EERMRIUTOEY THo1=, HEHBPIZEE
FEHLNIEI T,

— AR MRS PRE IR ERER T, 1000mg IR 5#T—BEORENRHLNT=,

FEARBRTIHBRITHERZARS-OICEHEMLER lﬁﬁ%? BRERGEERE.EH. B
HEARINE, BRZBEEDATEZEHELEA. WThIEBEIRDHONELI T,

KEZ L TIE. 1000mg &Efﬁrﬁﬂ?kii%hummﬁ%u{tﬁmfa\w&)bn %5 10 BB THELRK
BREERL,

EEEE TIlE. 1000mg IR 5 H i TEENROH LN,

ERAETE. EBFIBOONELI S,

FRIEAE T, 1000mg 5B THEHI RV 3/5 HIORELERIC. KEDOEARBKREZHN
EoHontz, T MICR-ABDEE. #ETHEEERNROLNT,

MRZMRETIX, 1000mg BERE#ETTOMNAVEVEROSEHE. HIZTFPEREDEBREYS
YU NEKLEDEENRDHONT=,

MREILZHRETIL, 1000mg HE5EEMHEIC ALT OSE. HIZMmHE. Tcho DEE. LE
IWEY K’ CIDIE{EA ZESH BN T, 1000mg % 5 E It T Tcho DS EMERMNERH LT,

BREETE. IBEYWEETERICS T, 40mg UL LB SR TEX -#EXTEE. 200mg LL
TR EHMTHENES. 1000mg BEHMCHIEZICTENRDOONT-, NEWZRW-E

VERER, AR, AR EEHE R (A X
11



FZIZHE LT, 1000mg R S CHNEE. M TiEx-HAxEEDSTEMNRH LN, 1000mg %
EHEICHEELAR IR REOHRGMEENEERVEXMEEDEMEERAZEHONT-,

BT, 40mg L L G5B, 200mg R 5B MICEHBEOILELNRDH LN, 1000mg 58
HCTKEEEMIFEDOHBIZHEAEDUTSA LS F) . MTHAERUVHEAEDOUVSA (K 1/5
) . FRIMEDKBERIRZE (1/5 fHil) BNEBH o=,

R FREIIERINTULEL,

40mg UL EHTEREEDEN. EHOLENZEOHON-N. COEHEOMRIEMEE
HICHEXTIERHEEZEOEED ZRMUFZELEZIONT=T- NOAEL [X 200mg/kg AE/B &
STz, ©6)

[SvrZERL:- 13 BEERESEHERER]C

Wistar 25w (& 26 PT/E)ZHAL=#0 (0. 4. 50, 600mg/kg AE/BH)E5(ZHF5 13
EEOBEIMHEEARBRICEVLWTROON-EEFRIIUTOEY Thof=, HERE. Hi#S 6
L/BEZANT 6 BRIOEERBREEREL, HEREAR S 600mg % 5B HIZHREEEAZEICLSIE
TEROEMARDHLNT-,

— AR ER PR IR B TlE. 600mg R EH DM TEELGNTEBRDOBFNRUHEERNR
Hnt-,

AREZEILTIE, 600mg IR EH M FE TAREEMEDREIRDHLNT=,

SMKETIE. 600mg 5 H#HETHRELIEOHLONT=,

EfiE. MAFHREIZERITIZDHONGEI ST,

FRZZETIEL. 600mg B 5B Ty ADFELZEHLNT=,

MmiEAEEFBRE T, 50mg L IR S B #ICmFS 0J) > DIEE. 600mg %5 2t if T
Tcho. ALT DEE. TIOLT7FZUDEIENEHLNT=,

B EEETE.50mg U ERSHMEICNBEYESORUVEFLEVEROEXNEEDNSIE.
HICHEASEE. TEARMEENSHE. BIRENEEDRENZEHSNT-, 600mg &5
HEICEEENSEZ. MIRENEE. BIEHAMEENSE. RELABEAMEENEENRED
Y (Y =

EI# T, 50mg B 5B DR 1 HICHRESMENE (CHEEIE. 600mg %5 B if D X (X £ 4
THROBEREEREE (Z6. HEt. UbA)ARBHLNT-, 600mg RS EIEHICEHEDILE
(T 2/20 151, Itf 6/20 ) A FBSHLNT=A . BIEEARICITFZBOH o Eh o1=, 600mg & 5 B i IZFE
B FIRDFEE (2/20 ) MBHLHNT=,

RIBHBFEMRETIL, 600mg BREHFEICERMEE LR TNATUNAD-THUERBIZKY
FEBIZEBINDIETUZNET (4120 ) HZEHEN =M. BEIEHRICIETZBHNGEI o=, F
f=.600mg T EHHETOWTNEBRELNSRBEE EHE (5/20 4]) . FFFR A (8/20 4]) . KRS
F(11/2041) . ¥ FRIFRE (2/20 1) BFESH BN T=, 600mg % 5 EE IZBEAETERE D FIBk . 1EIEL -8
EHEDITRI—E . RERMBENERDOLNT,

AEER(ZFH 115 NOAEL 1% 4 mg/kg AE/B THo1=,

[4XERAV:- 13 ARERESHHER]
12 #AEOE—Y LK (ML 4 BB/IBF)EZRAW-ESFoATEILICKEEDO0. 1. 4.

M FE LBV, TInANEWEDRD—O,
12



40mg/kg AE/B) TR EIZEITS 13 BREIOEBESUHSEHHRICEVWTROON-BERRIEUT
DBEYTHoTz, AR P ICETIERDHENEMN oIz,

— i GERIRAERER R TIE., 40mg = 5B M i CIERE . JRAE. FEEVEMHDIE TAROLNT=,
MTRYRBENKE LETED 4 BEESED 1L,

ARELILTIE., 40mg B EHMHICAZENEDRENEDHONT,

EEE. RRERRE). DER". BERAZFHRE. MRFMEERICEEFIZEHonLGH
27t=,

MEREILZRETIL, 40mg IREHMHICT I IO OBELSE. F TV DIEIE. AIG
LLOSENRDHLNT=,

FRIRETIEL. 40mg B EHBR VLR EHRMEICRABEFTOBRERIEOSEER. £ 55
[C=VUBBIEDEENER . 40mg I 5212 RBC MIEMER . 40mg IR 5B (Z pH DIE(E. &
BREBEMCHAE LREROSEERN/ROONT-. EOSEITEFIORPHMERMBLIZD
DT, EHFETEHEWEEZONT,

B EE T, 40mg B E5HETHRELA, AR, BB, TERE. DR, BEROEXMEE
DEENEBHLNT=,

LR TIL., 40mg B S B DI TEERLIZHRULNE R (3/4 ) B ERSH BTz, £z 40mg %5 BE I 1f
TREEEEDUBA (I 2/4 5. It 3/4 ) BNESHBNT=,

RIBHBFMEETIE. I0mg IREFOHICEETHEREZRE (14 H). %IHEMVC**%J:PF
DFEFRAFIE (U4 B)NRBOHLNT=, - 40mg B S EFFMHE 1 FIZEAHHRE OB, KE
FADBIEIC KDV TR A—HEMNEH BT,

ARER(ZH (T35 NOAEL [E 4 mg/kg A E/B THo1=, @8

-4 AEDE—T LK (MR 258/ #AL=# 0 (0. 1. 4. 6 mg/kg A E/B) R E5(2H1T5
RBEAOERMHSHHRICEVWTROON-BERRITLUTORY THo 1=, HEREAM FIZZE
ClEEHonG M1,

—RMGERKRERBR. AELL. BEE. kE. EREAER. DER. RREMHRERST).
MEZFHRE. MEELFZNRE. RERE. ﬂﬁﬁ%ﬁii Bltg. REMABFNEREICBVTEERE
[IZEDoNGEN -, BEEBICDODWTHEEXEHoNEI T,

ARRERIZH (T3S NOAEL IE 6 mg/kg A E/H 1&397‘:0 (29)

QEMEURBRUEISAEHER
BEEEHBRRUENAERBRIEIERRESN TG,

AEEESHEHRRRUVET B IEER
[SybZAW:- 2 R BESHEFER]

CD RS (Mff% 28 FL/EF) ZFL=;EREH (0, 10, 70. 500mg/kg A E/B) R 512 kB 2 tHRE
TEEMRBRNERIN TS, BEBEYEDRE (X F R TIEE (KE 1) BHA 10 BriMhd. F
JRBERL(E% 21 B)ETOHIM (19~21 8R) 1Tof=. F=ZL. X EBE L 500 mg IR 5D HICD
WTIEZDZELHBRETRGEL. RIS IO EEHER T O-OFICHRIT-ELE LD

"Bk 6 | xﬂﬁﬁikmﬁﬁgﬁi (=S}
O ERk ATEY, BB BT B, A ARSI DR E S O AR RR R ARAR LT,
13



BRE (RE2)Z1T72-%. 27T BA L BEBRMEDIRE5ZEH1ELT500 mg 5O HICHER
fAHE DA% 10 B (BEHRE) S X -RICHOBNEMESSICRE (REE 3) Lz, XKEL 2.3 T
BontzFRIZE%R 6 BETHBEL Iz, XE 1 THON- F, ROFMSEEZLE ML 24 IT/3
EBEL. FRYMBEOREEXEFBAT 13 ARMRURERIE F REEL (£% 21 B)ETOH
BT o1=, AEBRAM D Fo. FREWMICESICEAELZRETIERHo NG o1,

— RS ER PRAE R EBRER TIlE, 500mg 5 E D Fo. Fy M TKERE. E. EDFBN. WRE
JEERER Y DIRFEEEMNROHOMNT, 500 mg HEHETIEZTOMIC Fo. F M THREEMEDIE
fE. Folt. F M ETIREEE DIRE. Fo R, F M TERAKEDFENRDHLNT=,

HEYMOLRERICEALTE. RERAR. XEX. ABEIOXREFTOMEBRN. ZRE HE
RICREDEZEFIHONIGENSF=H, 500mg I 5B T F(REE 1) R U F MEICERBEERBD
BfE. FMICFERNRETEDOEMMAZRDH SN, F, BNV TIXM I O R BGE E LIt DT IR
PEERLZEOONT- F,HRDKE 2 BT, RERICEELAH OGN 2zIZEhh DD
3§ 500 mg REHOHERFEL-ELBMITITIRNEAIIET . FRSHEDOZRBEEEN
HRIhf-, COHBDZFHEREICHTHIEEX. 10 BREOREHEZRTIIECE>TELICMHE
BL=(XE 3),

HEHEFOREMIHLTIE. 500 mg x5 HTFBEERECEOEM.F, XU F,HER
AKEDQKME. 70mg LLEREHTHELY F,BEREEDEMENRDHLNT,

BB EESTIE. BEBRYERSICEELLZE{RELT.500mg 5D F #THEE. FELK
RURBBAIILIREEDRENEDONT, BIRTEH. BESICHELLEEFROonGAS
T=o

ARER(ZH (T35 NOAEL (& 10mg/kg A E/H THoT=, 0

[SybZERL -4 F B ER]

Fu-ZJLE /Sy (i 36 P/ ) Z AL =& H# 0 (0. 10, 85, 700mg/kg A E/H) IR 5L 54#
FREHRICBVWTROON-EEFRRIIUTOREYTH -, BEYPEDIRS (L. 1Tk 6 H
M5 15 BORATLN, 20 BIZ 20~26 L/#%=F EUM. BYEHHSE T RBMI BT HET
HEISE - HRYEREICEETIBEYMORTILEDHLNGEM T,

— AR B RER PR AEK BREE T, 85 mg LU LR S CHHiREAR S OB EWICEA SO H Mt 5
WYHEHLNTz, CNODREHTIIAREENENRELEOH NI,

HEVIFRABTIE. EAK. BRAIEETE, ERYBESOZEEIZEHLONGM>T2H, 700
mg R EHTHERIREOSE. EFREMRVREAEDREMNZEOHONT=,

FRIRDNFR. AliE. BRTEOREREICRSOEZEERBOoNGEMN T, 700mg BEHT
(FHOMEMA . F 1I3MBORKIRIMEEEDEREREMEVEILEENEDOONT=,

HEHETEK., TIRABOCHERICESOEZEXZEDHONLELI -, 700 Mg I EHE TEIRHK
DET. HERECEDEN., HEEDETRVBERAKEDRENALNT=,

ARERIZH (T4 NOAEL X B EIM T 10mg/kg AE/H .| fa!R T 85mg/kg AE/B THo1=, F1=
EFRELEHONLGEIN DTz, G

(VXA -EFRERAER]
Swiss Hare 43 (itff 20 PT/3¥) Z AL =38 %#2 0 (0. 10. 30, 80mg/kg A E/B) IR 512k 54
FHHRABRICBVWTEHON-EMFMRIIUTOEY THof-. HEBRMEDREIX. TR 6 B
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(

Ao 18 BDOMETTLY. 29 BISH EUIFL . #BRMEREICISBBYDORT IR D OGN

T=o
— iR 807 ER

REERBETIL,. 30mg UL LR EETHESERD . BEENDDHONT=. 80 mg I E

BHTREMNROONT =, EIRHFEPOREZME L 30mg U LIZSHTETL,

BARY. BERH. RERM. KRR, f5IRELE.

FRIZE5SDEE]

nrb\&)bhtib\of:o

fRAE. R RERR. ERD 24 BE4E

fRRONKR. NiEg. BREEDORLEREICRSOZE IR HoNGEMN T, 80mg 5B TIE
ESEDOREILAEMLT -,
ARERER(ZH T4 NOAEL B EMT 10mg/kg A E/B . B8R T 30mg/kg AE/B TH>1=, Fi=
EFHEITEHENLEMOFz, @2

5B EE AR

BEEEICEITHEIED in vitro XUV in vivo

EEEHICETIFEAROBR —K]

in vitro & E&

AEBOBRERRICE LD =,

FHER X R k5 S
Ames X E& S. typhimurium TA1535, TA1537, 1-500 ng/plate (+=S9) 1 [k
TA1538, TA97, TA98, TA100, (TA102 D)
TA102 (33)
S. typhimurium TA102 12.5-1000 ng/plate (-S9) 1 Rk
(33)
BERERAVEEFE#RS | Saccharomyces cerevisiae D7-trp5 3.33-333 pg/mL(£S9)2 &%
B-EREAZERAR-F | MEIETEL (34)
RARFEBRAER Saccharomyces cerevisiae D7-trp5 514
&% 1L HA (+S9 MEEF
E]RABOH)
(34)
AIERALT EHAR CHL V79 #iia(HPRT) 100-1500 pg/mL (-S9)3 TBAEE 4
:3-16h (39)
200-2400 pg/mL (+S9)5 f& 1% 6
EH DNA EREER | SvbeIHK TR 100-1200 pg/mL;18h 7 PE
(36)
REFEEHR BRI/ SBk 500-2000ug/mL [y
(%£S9;2h+48h) (7
125-500ug/mL
(-S9; 48h+72h)
1. 100ng/plate LA\ E TE DA BHEE,
2. 333 ug/mL TEMHEE
3. 1000pg/mL(16h & 5E) THIRE A 73R 41-64%, 1500ug/mL(3h) TlX 85%. 1500ug/mL(5h) Tk 59%.
4. HPRT ZRZEDEMMIRHLNDIO0. A=HE M. BREMELZL,
5. 1600ug/mL(5h) CHIRE 4 773 70-97%. 2400ug/mL(5h) T 33%,
6. 1600pg/mL T,
7.500ug/mL U ETHBEOMEZE L, 1200ug/mL [EHENEELHEE T SICBE-00RERE,
8.-S9 T 1800ug/mL LA L. +S9 T 250pug/mL Ll £ THIFE M,
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in vivo it E&

HER &R BEEE wE
T EH DNA &R ER Sy hiFifiae 800, 2000mg/kg & E RE
(in vivo/in vitro) HEEORE 9 (38)
INZELBR IIORERE 500, 1000mg/kg 14 & p= 14

HEZOKZSES 10 (39)

9. HE51% 12-14 BERE. 2-4 BRI MR £ IR ILES &,
10. 500mg/kg % 5 B (L 1% 5 1% 24 B5RE. 1000mg/kg 1R 5 2 (X% 514 24, 48, 72 B TR A R R,

FEOELSIZ, wLART7OFH S22 DLV Tin vitro, in vivo DERERMEHES4L. in vitro TLED
NEERMENROLNTWNS, — A . REARELZLEBEFETE S L in vivolin vitro FF A E £
DNA &RERERE U in vivo BRI/ ERICEWTIEMS TH o=, BH. ILART7OX 50 (34
BDOvAL—RIZH L, BEBYDENICHETENRAVAS—E 11 [T EHIYLBHTH
WHEERAZRTH.TALL2 ITERETEERMEZRLEZERDLNS, o T . MEAICKHLT
FBONEGEHSEETRIT N EARFEEERETHL. TILRT7OXF YO UNERIZE>THIBELR
HEGEMERTAREETENEEZLGND,

(6)— M E B BR
[—AER R U1TEN)
lrwin D% RITEEE (XHR)IZHEWNT, 72T 72 100mg/kg ZHIER 5%, 30 H#&ICTIL
R7O0FXHIUEROKREL-ETA, 300mg/kg L ETEFREHDIE T . 1000mg/kg TEE AR
Hot=, CDso (50% R =B FFFHK =) (& 674 mg/kg THoT=, 40
SV 2B ESAMSHHBRO 2BICEREHE(BEREHITEE)NAESINN. EE
FEROLNIGEI DTz, @6

(PR mER]CO
A (RO EEG) IZE WV TIE, 7z 77z 10mg/kg R 5%, 20 pRICTIILAT7OFH
2% 3 mglkg & 15 P REIRTROKELIZECAH RIEREEH 51 mo/kg [(TELEEZTHLEEIL
BHoniEmhotz,

(MNBEMEMZEICEAT 2555
[in vitro @ MIC IZB83 BEER ]
DR BEE 12X 3 2/ FEBHELLEE (MIC)
EREER DB HFICX T A TIILARTOFHL UM 10° CFU/spot (2815 MIC AER&ESHh TLY
3,

B/INFEBEIEEE (ug/mL)

EEA ¥RE Marbofloxacin

MICso & [

IRtk =S

Bacteroides fragilis & 51 2 0.5-=32

P BT == VHEBEINSAIDS) D 7' 0 KT v 7, =a—%/ n AL O TREZFET 2,
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Fusobacterium spp. 10 0.5 0.12-8
Peptostreptococcus spp. 18 0.5 0.06-2
Eubacterium 11 0.25 0.06-4
Clostridium spp. 10 0.5 0.25-4
Bifidobacterium spp. 10 1 0.5-1
BERIER

Escherichia coli 10 0.03 0.03-16
Proteus spp.* 13 0.06 0.01-16
Lactobacillus spp. 13 16 1-=232
Enterococcus spp. 10 2 1-=32

* Morganella morganii B2 &L,

FESINF-EFEDIB. XHEL MICs B FRESN TLVSD & Escherichia coli @ 0.03pg/mL T
%OT:O

QBBIREYIAL—1ar TTORNEBFMHELLEE (MIC)“2)

TR TAFHOUERRIEFEITMA, BREDIaAL—23 T (pH # 3+RTLV)T 1 B
REER. BIRELIAL—2av T (pH I 7+ OL T F U+ RATAU+IEEE) (2 3 BfiiE &
Lizo COBRICERGER D BEMREINZ . 35°CT 18 BFREELI-EZD MIC ZRIEL., KEDE
Xk MIC &HLELT=,

BAIZTYR/NFEFHELRE (ug/mL)
H# e Marbofloxacin
EX MIC B MIC B4 EL MIC*

RIERS S

Bacteroides fragilis 3 0.630 4.00

Fusobacterium spp. 3 0.794 2.52

Eubacterium 5 0.379 1.74

Peptostreptococcus spp. 4 0.354 1.68

Clostridium spp. 3 1.587 8.00

Bifidobacterium spp. 3 0.397 2.52

BHERIIER

Escherichia coli 10 0.056 1.0 0.536
Proteus spp. 7 0.120 0.74

Morganella morganii 3 0.122 0.79

*4 2| 1 (X Escherichia coli # D& THERL 1=,

TIILARIZAFHIUDMICIEBBIRES S AL —2 a3 T THERLIZEE . REEFEDEXEMIC E
RTEL G2, BIEKRELIAL—2 3> T TRVEZEDE M >1=D L Escherichia coli (3
AT £ 15 MIC 0.536 pg/mL) THo1=,

17



3. EMZHBITAHRIZDONT
[EFZEITEF/00DENZE]

TILARTOFHLUDERRRIZEFAFEREXLZWLA, ARHKICEITHF/0V8HH0ED
LABRX /DU EOREME XEKERRRKRIZCEVWTHIHASA TS,

R CREOON-EERTRL—MBULEDITEILBZR~ADHET,. BL.ELETHIN
THOMEMBEICERTORBRITENTHDIESN TS, TD., HEHBERICEET DD
DELTHERBE. OFV . HRELOHATEEZ, FULTF—RECICEAETLILDELTHEE L HS
EEIND, CORMDOERIZLDHEMERICHBMLGLOLEL T FITKBERALGEYICH T 5HBEE
RrEEEREOESES. —HTIEIASHEICHRXTIEBBENHD, ¥

4. BEREBREZEMICOLT
(BEE &I HMRICDULNT]

/O EIEKRBRBALGEYICE LB RECEEEEEOBEESTEECTIENMoNT
W5, RILAR7AFHIUIZDNTIE. 3-4 pARBOE—J IILREAWV: 13 AR OZOKSHER
[CEWTEEIZENBREINTIVS, 6mg/kg AE/BHETOARAED 13 BRTRESIN=H, KIE
HEFHREZSOBBEEIEHONGEN o=, BAETEE(Z% 35 NOAEL [ 6mg/kg (A E/
HUETHDEEZONT=,

[(RESHERVERTEEICONLT]

FHESHERVOEFTBECOVTIE. SybD 2 K EIERER. Svb, VX OEFEERRLS
EIN TS, SYPDEFERERIZEHLVT 500mg/kg REDEWAE THICZHEEEENTD
b, XEMTERBMEERBMNMETLFERREIETELSEML A NOAEL A¥ 10mg/kg A E
/B EBRFEICIESTULNS,, T, D ZHFREIIHREICKYEIELT-,

Fyb, DY XFELETREEROONG,N o1,

EEEEHELAEIZDONT]

BEBMEITOULTIE in vitro T Ames SHER. B FEBRRR-BREARZTERBR-EAOIHRE
BASRBR . ERARALTEHRRBRICEOVTIEIBHERENZEDODON TS, LMLELS,
Ames(TAL02 KD #). BB ZFRAWV B FEHBEER. (FEEMAT(CHL V79)Z RV -AIEZEAR
ZTERRTROONF-BUHFARE. 20X /0 FTHLREDOOLNTEY. DNA (I HEE
DIEETIFEMRAVYAS—E 1| BEERISEET HEEZ LN TR x5z #
Erlfess EBREF TS LTz invivolin vitro FF R E I DNA &R ER R U in vivo B #E/MZELERIC
BWTEMETH ML, TILRTIOXH SO NEKRICESTRIBE LD EEEME T A4
HIXIEWNEEZDND,

EEEE/RENAVERBRIZCOVTEERBIATLVEWLWA, ALZ/ILAOF/O0VFIICET STV
O70F 3000 70F 40D FoEEFRAVNEENAERBREIVIThLEETHD, T,
BENBOTEULELARZOX YL O DSy ERWVE=EMATOE—avidBETcIoE—
LavERIERESONT LBHEVEREKRICBITAEREICEVWT. BIEAELTEED R
A FENSMTULVELY,

— R a—F /O HICENAERRHONTEST . TILRIAXF YU NERIZESTH
LD EEEEERTAREEIIENEEZONDIEND, BB AEREBEZRNTNTE ADI
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DHREILFAIRETH D EFIETSNT=,

[FFEHIZONT]

1990 EREFASTILAOX/OVFIZDNTHEE N EGCEELHIELNRESNTE
TEY.,. FDANZXLIZDWVWTIEABHICE>TEEIESN =9 FD DNA LOEEER. LB
K> TELIEFEERBROTI—IPHILDERIZEZZRMEENRESNTINS, Z/)L40
/O FIDOREE O EEEEDERECOVTIHIL DI D|ENHY . BEMIZ6 L RU 8
BN\ TEREZETL7).LA0F% /0 FABELMNIENEREZTRTIE. 8 GLITARE
VEEFETAEE.ABHEELIETETAHE O, 1 MOBEBREDIFEFAICE>TIXARBEIR
Y HIEMNHESIN TNV, (4960

TILARITAXT YU LAIE SN TIRBEZALTHYBEMICHEE KBRS EHITBUVE
FIZHBEINDA70F B UICHEBLTWS . A7aF S UHIWNIZDONRFEERATHSL
R2OFHSUIZDUVT, invivo XEEEEIZTDOWLTIIERE A %L, in vitro TIX CHLV79 15 &
faz ALV UV BEIZL2MEEH0IEE, O YT vEA COOFRNZRE C2THVFE UV
BEICLIAECEHDERAZBOONA. MOTILAOF/OVFEDQLLE TIEHERAIC
BLEDTH Oz £ UV BHEDIIVRADENREZIERELIAR GIZEWTESHE
LEERTENCE. LARTAX SO DERRSUTATD UV BHEREABEFRIZEL-HERIC
HWLWTIE. 1 [\ 100mg. 1 B 3 EDHR S TEEFIEHLONGEM 2L 3 mMIREFAEICENT
MULNEEMENEDH LN 1/1,800,000 fﬁ;ofﬁ_&h\iﬁiéhwé (54),

NbQOIENL,. A7AF YL UIINER AECEENBNOEHLEICHEIN TSN, 1 i
L8 UTHEEEZAL. BENBOTHLULTWATILRIOFHIUIZTDODVWTHLRETHSSE
WHETED, £ BUICEEHINLRY. BEERPOTILATAFH O UDKEIITIMET
HY. BRENLTERIZE O TRIBELGOINEGCEENECHREH X BIRTEIREELEZD
nd,

[(EH2MEEDIVRRSAUMZDNT]
MESN-ZEEOEHARBRIZAVT. RVEVAETHRYMERSDEENEOONI=LE
ABNDIEEIE. SVERUAXD 13 B B2 HEMHER(ICH1T5 NOAEL (X 4mg/kg AKE/AT
Hot=,

[(MEMENEEDIURRAIUMZDINVT]

MEYZHEZEIZONTHBE S THATTEERED (X in vitro D MICs DH THoT=, EFERID
DU ANELNTNASFEEL T, MICq, D 0.260ug/mL. $EBERBWIC 2209, HIEMNEE
SNBHDEIZ30%, EMAEIZ60kgZBEAL., VICH DERHKICE DLW THEYMFEH ADIZEH
LI=i5&IEXTEDEY D,

0.000260 (mg/mL) x 220
ADI (mg/kg AE/H) = (mg/mt) @ _ 0.0032 mg/kg AE/H
0.3'x 60 (kg)

FQ ITHEAMIIT 290~340nm (TN A A T 5, ZHHDEBREI S 81T 1.25~37.5k]/m?
leD%b%ﬂﬂ EISHDOHFEHTARTAAZDNTY, L 18 4 3 H XV VICH HARFA BRI TS,
SRR IFEME DD D H BE DI 5 JF D -3 MIC50 0 90%E #E R F o T [RAK
Fobh, ARDOF R K OREEPSEPIL TWAF 70532 N2 B Ao 5308 0 %0 B HHEH]
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[—BERHFBSEADNDETEIZDOINT]

TILRTAXY O UICDONTIE BIEEMERIGNEZEAONSIEND, ADI ZBETHE
MARETH Do

BEMFHEEICODVTRVEVAETHRYMERSOEZENBOoNT-EEZONDIEEL,
TYRRUAXD 13EME S HRERICH 15 NOAEL 4mg/kg A E/H TH-T=. COEH
5 ADI ZEXETRICH->TIE, FEE 10, HHERZE 10 ITEUEERBRUELSAMET 2% KL
CEITHLTEEMD 10 DR EHE 1000 ZFEL . EHFHT—205(F ADI [X 0.004mg/kg 1
BE/IBLEESIND, — A MEYMFHEENSE AT ADI [F 0.0032mg/kg A E/B THo1=,

SHZNT—I0oENNS ADI EMEYFENT—IHNLENNS ADI ZHLEKT HE. MEY
FHT—EAN0EMMEENLYNSKGY, BREENBVEEZONS, COFHTILRTOF
BOUDERBEEERTETHICHLTO ADI LTI, 0.0032mg/kg A E/B ERFET D EME
LTHDHEEZRLND,

(& mBEEZEFTMmI<OLT]

LEXY, 2L RT7AXH LU DRMBREEZETMICOLTIE.ADI ELTRDEZRAT S
EHBELEEZILND, BH. BRIMHERZNLEZRZEICOVWTIEAREZEETIVELHY. CNh
[ZDOWTIERE R TH D,

TIILART7OFH T 0.0032 mg/kg (RE/H

REEITOVTE., SMERERFAEEELEEORBELEZITIRICHERTDHEET D,
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THE ABSORPTION,DISTRIBUTION,METABOLISM AND EXCRETION OF [**C]-Ro 09-1168
FOLLOWING MULTIPLE ORAL ADMINISTRATION TO RATS IRI Project N0.152569
INVERESK RESEARCH INTERNATINAL Report N0.9341

THE ABSORPTION,DISTRIBUTION,METABOLISM AND EXCRETION OF [**C]-Ro 09-1168
FOLLOWING MULTIPLE ORAL ADMINISTRATION TO DOGS IRI Project N0.152574
INVERESK RESEARCH INTERNATINAL Report N0.9158
M. Schneider et al(1996) :Pharmacokinetics of marbofloxacine in dogs after oral and parenteral
administration

Pharmacokinetic evaluation of Ro 09-1168 in dairy cows after IV, IM, SC administrations.
Vetoquinol Report Q201P2B1/Q, 17.04.1992

Pharmacokinetic evaluation of Ro 09-1168 in pre-ruminating calves after 1V, IM, SC
administrations.Vetoquinol Report Q201P2B2/Q, 17.04.1992

Pharmacokinetic of Ro 09-1168, a new fluoroquinolone carboxylic acid derivative, in dairy cows
and in ruminating calves.Preliminary results.Roche report No.B-155’664, 30.03.1990

Three-day repeated dose trial with Ro 09-1168 in pre-rumnating calves: Plasma disposition,
excretion and tissue residues following i.v. administration.Roche report No.B-158°202,
19.09.1991

Tissue distribution study of RO 09-1168 in preruminating calves following 1.M. administration.
Vetoquinol Report Q201P « O1/R, 17.09.1992

Metabolism and residue kinetics of [**C]-Ro 09-1168 following subcutaneous administration to
lactating cows.IRI Project No 152595, IRI Report N0.9228, 16.07.1993

Metabolism and residue kinetics of [**C]-Ro 09-1168 following subcutaneous administration to
pre-ruminant calves.IRI Project No 152527, IRl Report No. 9090, 15.06.1993

Pharmacokinetic evaluation of Ro 09-1168 in pigs after IV and IM administrations.

Vetoquinol Report 1205P3E1/R, 06.07.1993

Metabolism and residue kinetics of [**C]- Ro 09-1168 following intramuscular administration to
pigs.IRI Project No 153379, IRI Report No. 9716, 03.11.1993

In vitro protein binding of the veterinary fluoroquinolone Ro 09-1168 in plasma of man, cat,cow,
dog, horse, pig andpre-ruminating calf.Roche report No.B-158°750, 30.04.1991

Radioprofiling of selected tissue and excreta samples following administration of [**C]-Ro
09-1168 to lactating cows, pre-ruminant calves, pigs, dogs and rats.IRI Project No 153337, IRI
Report No. 9812, 24.02.1994

ME4129 O 412355 1) 5 7 EE alBk

(W) SBrEAYER 22 e, SBRFE S 04-127, 2004 4F 12 H 10 H

Evaluation of tissue residues of marbofloxacin in calves after IM administration.Vetoquinol
Report 1205P902/R, 06.01.1994

ME4129 O¥EF AT I 2 Fit H ik aklix

(W) SBEAYE 22T, RBRFE S 04-126, 2004 4F 12 H 10 H

Evaluation of milk residues of marbofloxacin in lactating cows after repeated intramuscular
administrations of a 10% solution (V1205) at a dose-rate of 2mg/kg/day for 5 days.Vetoquinol

Report 1205P8B2, 30.01.1997
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ME4129 D KIZ 31T % 7 B kbR

(W) SBrEAYERI 2 2R, #BRFE 04-128, 2004 4F 12 H 10 H

Evaluation of local tolerance and tissue residues of marbofloxacin in pigs after intramuscular
administrations of a 2% solution, at a dose rate of 2mg/kg/day for 5 days.Vetoquinol Report
1212P9E1/R, 14.09.1995

Acute toxicity study of Ro 09-1168/002 in mice and rats.Roche report No.J-145'869,
05.11.1990 Amendment page 18, 09.05.1991

ME4129 ® 7 v k& W5 HiRNER G X 5 Skl

(W) SRR, RRE S 05-148, 2005 4 11 H 30 H

ME4129 @ Z > b & W 2 BN G2 & 2 SV

(W) SPEEAMB L2, RRE S 05-149, 2005 4 11 H 30 H

ME4129 R D Z v b & v 2 ERe 0 w5 ER

(W) EwPEAMBL L2 R gERr, HBRZE 5 04-091, 2004 4F 12 28 H

4-week comparative oral toxicity study of Ro 09-1168 with ofloxacin in male rats.Roche report
No0.J-145803, 15.06.90 Amendment page 13, 09.05.1991

ME4129 ® 7 v b & V% 28 HH AR A #5512 K 5 i Akl
(W) SEEAEMB PR 2EET, RS 04-090, 2004 4F 9 H 30 H

13-week oral tolerance study with the veterinary quinolone Ro 09-1168/604 as a feed admix in
rats.Roche report No.B-100646, 03.01.1994

Three-month oral tolerance study with the veterinary quinolone Ro 09-1168/604 in dogs.

Roche report No.B-100°644, 27.04.1992

13-week toxicity study by oral route (tablets) in young beagle dogs.CIT/Study No. 9756
TCC/V1203/Vetoquinol, 06.10.1993

A dietary two-generation reproduction toxicity study in the rat with the fluoroquinolone Ro
09-1168/604.Roche report No.B-161°853, 17.12.1993

Embryotoxicity and teratogenicity study in the rat with oral (gavage) administration of the
veterinary fluoroquinolone Ro 09-1168/604. Segment II study with postnatal evaluation.Roche
report No.B-154°966, 17.02.1993

Embryotoxicity and teratogenicity study in the rabbit with oral (gavage) administration of the
veterinary fluoroquinolone Ro 09-1168/604. Segment II study.Roche report No.B-154964,
08.02.1993

Mutagenicity evaluation of the fluoro-quinolone Ro 09-1168/000 with the Ames test.Roche
report No.B-116838, 30.03.1990

Mutagenicity evaluation of Ro 09-1168/000 (fluoroquinolone for veterinary madicine use) with
Saccharomyces cerevisiae D7.Roche report No.B-153’824, 03.04.1990

Gene mutation assay in cultured mammalian cells with the fluoroquinolone Ro 09-1168/000
(V79/HPRT Test).Roche report No.B-154’900, 09.01.1991

Unscheduled DNA sythesis (UDS) assay with the new fluoroquinolone Ro 09-1168/000 using
primary cultures of rat hepatocytes.Roche report No.B-154’905, 15.06.1990
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Chromosome analysis in human peripheral blood lymphocytes treated in vitro with the
fluoroquinolone Ro 09-1168/000 in absence and in presence of a metabolic activation system.
Roche report No.B-154’836, 17.06.1991

Marbofloxacin: Measurement of unscheduled DNA synthesis in rat liver using an in vivo/in vitro
procedure.Corning Hazleton, 1449/1-1052, 14.12.1995

Micronucleus test in the mouse bone marrow in vivo after oral administration of the antibiotic Ro
09-1168/000.Roche report No.B-154’828, 20.02.1990

Effects of a new quinolone antibacterial, Ro 09-1168, on behavior and electroencephalogram of
mice and cats.Roche report No.J-145’811, 13.06.1990

Pr.L.Dubreuil(1994) : Antiacterial activity of a fluoroquinolone against bacteria isolated from
human gut flora:MARUBOFLOXACINE or RO 09-1168 Microbiology Department Faculty of
Pharmacy

Marbofloxacin : MICs against human gastrointestinal bacteria determined under simulated
gastrointestinal conditions

T bl R U HRBLE (55 10 i)

E.Gocke(1991) :Mechanism of quinolone mutagenicity in bacteria.,Mutation Research,
248,135-143

S. W. Mamber et al(1993) :Activity of quinolones in the Ames Salmonella TA102 mutsgrnicity
test and other bacteria genotoxicity assay,Antimicrobial Agents and Chemotherapy,37(2),213-217
R. Gupta(1990) :Tests for the genotoxicity of m-AMSA etoposide,teniposide and ellipticine in
Neurospora crassa.,Mutation Research,240,47-58

ATIBERRH(1993) &/ KA APt SO YLt R BLE FH R ME | 28 SR aBR, 2, 154-161
K Marutani et al (1993) : Reduced Phototoxicity of a Fluoroquinolone Antibacterial Agent with a
Methoxy Group at the 8 Position in Mice Irradiated with Long-Wavelength UV Light
ANTIMICROBIAL AGENTS AND CHEMOTHERAPY,Oct.1993,p2217-2223

N Hayashi et al(2004) : New Findings on the Structure-Phototoxicity Relationship and
Photostability of Fluoroquinolones with Various Substituents at Position 1

ANTIMICROBIAL AGENTS AND CHEMOTHERAPY,May.2004,p799-803

N Hayashi (2005): New Findings on the Structure-Phototoxicity Relationship and
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