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C-3 5]

TSLERMERUZELOTSLABHRAICHLTENG=2a—F /02 REFITHSITLARTO
FH2 (Marbofloxacin) IZ2WC, BERBEEZEFMEEZEELT -,

EICHL-EEBRERETTARH - REGYh /X K. ). S (ROARUESYN) 8
BESEGYMRTAR)  EBREESEHCHEARB(SYR) | EFEE(GYFRTDYF)). &
EEEAR. REPEHEEICHIIEBRETHS,

BEEEE. EE~OEERUVEFEHEZZDoAEN I, EEEH/RLPAEERRIZONT
FRBESATOELN, —BICT/OU A IZELRAEKEOHONTEST . TILRTAXFTLUICE
EIZE->TRE LD AGEERIENEEZONEIEM L, BRARREBEZERLNTHTHADIDR
EIXATRETH LB ESh T,

Za—F/AVFRARIEMERICEVWTH RSN, BRAGRERLLTRERGCHMICE
+2EHEE. AEERH D, IR TOX YL URE—TILXERW-RBR CHGREEIHT S
NOAEL AELH . BEHICHOWTIHEENITEUOEEICHASLAENEMS ., BYcEFBIShS
FRY . BGENLTERKIZE>THBELIEUNECI TR T BB TELBRELE LI LN,

EEUHFBOESHEEOR/MIRSYEHIVFARERAL: 13 AMERAHSEEHEBO
dmg/kg (A E/H THoT-. BHEFEM ADI (FIhFRMUEL T, KLH 1000 THRLT= 0.004mg/kg
HE/BEREL, —H. MEWER ADI [TDWTIE. in vitro @ MICso DEHIR M5 0.0032mg/ke
HE/AEHREL . |

UE&Y, TLR7BFY OB MEBEEZEFMICDOLTIE, ADI &L T 0.0032mg/kg KE/B
AL LE. FHMEEENLEEZIZ OV THMEZEETIHRENHY., ChizOWLTIE
EXIFHEB RS WG TREDTH S,



TARTOFYL L OREREEEFEOLT(EH)

1.EXDOETE
DHhER
TR T7O%5 2 (Marbofloxacin)
)mER
H 3 C\ Py /CH3
N o) N
ovS
N N
F CO:H

O

3% F . : C17H19FN4O4

@5 ¥ 8:362.36
GYERITBITAHERK . HMEER~MEEEBOEEEOHMEK

(6)t B 267°C(HR)

NE 8 EKITEHIZKL T2/ — LIZEBH TEITFIZ,

(8)ZhAE - :
TIARZAXYLUIEZa—F/O0VFICBL. VS LRMEREIICME ., S{OJTSLBERICH
LTEEDTHD. ERIEZRENTHY. @EO DB RNRAYAST—EPTHD DNA DyIL—X,
HBMEIFRAVAS—FIVIZHEBAL DNA HEZHETI3LOEEZILNTINS,

)0t
TNRTZAFYOUETHETIDYRAERLKZ., BERTER, HOMAER B RLEFH
RITEAZTN TS EU FETEHX, . . BEHRELTERASATWS EFABESEL

TOHERIEELY,

2LENRBROHE
2-1. AR - 53 1 - (N 36 - B
[SybIBIT 5 5HEB]

SD(CD)Svh (k% 6 5) [T C BRI LR T7O0L YL 10mg/ke R EE 7 AR OB EL.
BRIEER 2 BREHDIVE 48 BRETOMmE. R, . F—UESEHNAERSh - Z&REEES
48 FHEERICE 6 EBISEESFEIREW - IEEREED Cux ld 1.8-2.3ug-eq/mL. Tha & 1-2
B TH o=, 24 BEREI R DS EMEIT 0.0l pg-eqmL FTETLE, TELHMHERIRTREEK

L NTOXHLULBCARENCERSRO 6 HISTvE. T RICERIEE SRS E TS /RO EEBBLTES,
b DNA #{ic— B8y B2BEAL. IR DNA OBLHAOEEDESOCERK - BHOKE - BRI—{ERT5,
CIMHERICER. LTERELGWVES LR,

4



5% 24 BMETIC 54-62%D &N, ST 32-40%A BEft S h -, 88O 9 H T,
BEREUFRETEM A, RRBEEE£ 4SS BRET VT hOMABISEL TS 0.4pg-eq/g BLF
EFTETFLE, O

[1RIBHTH5BE5HE]

ATEDAX(MEHES 2 )12 "C B NR70XYS dmp/kg hEE 7 AREOREL. &
RESRAIRBMHOIVE B FHETOME, K. ¥, 7R SERNAFERIW . ZREES%4
BFl 5L 48 BFEICE 2 EHA OB RIS h T, B 5D Cuu ld 1.8-3.5ug-eq/mL.
Tmax 13 1-6 BB TH o7z, 24 B RO MBERRE L 0.3-0.7ug-eq¢/mL FTCETF L, R 5%
D Crax [& 2.8-4.1pg-eq/mL. Trax [F 0.5-4 BRI THHT=, TELGHHBRRIIR TREF 5L 48
BRI ETIC 61-62%D EEit X, MG IT 32-35% At &=, 8P DS HTE. BRE U
BTEL B TEM MR, REERSZ48BRETITODThOBRBIcHNTH0.6pg-eq/g LT
FTCETFLz, @

6 BEDAX(MEHEFBIZTARTORY L HERFIRN (2 mpkg FE)RSL. Z0OH B
E#20 (1.2, 4 mgkg RE)RE5E 3 WIORF——FRELTEELE. #OKRER., HER
T (1.2, 4 mgkg hE) 5% 3 MIVRRA—N\—BHBRELTRIEL =, F/=. S HOA X (MEHT
B ISR TOFY L 2.4, 6 mghkg KE/B%E 13 BB ST HEBREEELT -, BEIMIRA
BEIZBOT, Tip % 124 B, U752 RI110.10 Livkg, BT O BRI 1.9 Likg TH-
. BEKOBREICENT, £REHTEYZMRAED 100%H4ETHo. 2 mykes BHEH
Tld. Cmax [& 1.4 pg/mL, Trnax (& 2.5 BRI TH 0Tz, FH AUC BU Coux IZFARHBEAMGTERE
BRERLZ BHEB O 40%HRPIZRECFELTHMEh -, ERE FTERECHTIRIELE
AR S EFBRTH =D, T (359 1 BRI &< 0T, 13 B OREIIHEVT, FHRER
B/MERREL 1.6 THof=, @

(S icEiTHR5HE]

2-10 BDRILARZAL )= F7UHOES 6 BITTARTOXY S EHERIKAN Cmg/ke
HEIESL., 1 AMEICHEEFAN (L. 2. 4mgke FE) B EFEHEL., HFRABEL. ST
HFHREE 3 MI/ORFT— " —EHBELTEEL, FBREHOMIIC 1 ARHIT. &Lt 2 BHICE
FAE%ERELE, SHICBREROFRNKRESNS 1 ERBIZ6HITR T Cmg/kg RE) B 55EHE
LTz BIRAKR S TERERIVFRIFEFTOOEFRE, BHBFETCOIALTPRRE. HANRY
BRTERETIHESRE 48 FRIFTOMEPRETREL - FIRABSICEVNVT Tipld 5.72 B
. AUC (& 6.97ug-h/mL, MRT (& 3.77 5. RNTOHHEREIL 2.62 Lkg. £HIIVT7IVR
(X 0.31L/M/kg. FithBEXRLESE 10, 24 BRI TELF R 0.189. 0.019ug/mL THY . 32 BEFRS
TEEBF (0.010pg/mL) KFEG>f-, HRARFSIZENT 1, 2.4 mgkg HEFHICHWLTEL
FH Crax (£ 0.59,, 1.47, 2.56pg/mL. Tpa I3 0.94, 0.79. 0.79 B5REl. Tin I& 7.26. 7.73. 8.41 BERS.
AUCI{%3.51, 7.73. 14.83pg-h/mL. MRT (£ 6.33. 5.66. 6.06 B, #&xt £ 0F AE(L 100.75.
112.85,107.17% TCH >z ETHREIZE VT Cuax IE 1.15pg/mL., Trax IE 0.73 BERE. Ty (K 5.49
BFfEl. AUC [ 7.59pg=h/mL, MRT (& 6.10 B, >t EMEMFIBEL 110.95% TH ol @

U ERERSCLTOEE | BEROLECEEZRE -,



3 BROEAYI-NEORBHARKIHOF I c B 2. M HicTLRTIOXFHL %
HEFRAN Qngke ZE)FESL. 1 BRZICEEH AR Cngke A E)IREL. HRARED2
BERICET Cmgkg FE)IREGEZEREL:, BIKAIRED T, (TiE 9.83, 12.1, #f 523~7.78
BeR. AUC (&% 20.3, 26.2, B 10.5~15.1pg-b/mL. MRT (& 12.7, 15.6. It 6.41~9.30 BFRS.
BEATOSTERIERE 1.35, 143 1 1.53~1.710/kg. £ B9 7S5 RILHE 0.08. 0.10. kE 0.14
~0.20L/b/kg TH o1z, FIRAER G Tld Coa (3 BE 1.55. 210, I 1.34~1.62pg/mL., Tpa (T HE0.37.
0.75. M 0.66~0.90 BERE. Ty ILHE 8.63. 12.5, B 7.51~9.10 B, AUC 1% 15.5.24.8 i 10.5
~14.9ug h/mL, MRT (X8 10.1. 15.9. B 7.71~10.47 B5R8., WP HERAERIHED 1 5T
# 60%ETE o= ILIRIT 100% TEH >F=. B TS TIE Croax [T HE 1.20, 1.34, B 1.40~1.51pg/mL.
Tmax [FHE 0.42, 1.33, B 0.42~0.71 B5RE . T1 IXHES.23, 11.6. HE 5.74~11.1 BERE, AUC (T HE 15.5,
16.8 #79.36~15.2pg h/mL, MRT (Z#E 11.3. 11.9. # 7.09~9.96 BERE, 3t £ ¥E8F BRI
BT 59.2, 83.1%, M Tl 89.1~115.4%TH>T=, O

4.5-6 FEDFLE 3 BBRARTSIU8), REMOFIL3IBERITABORIRTSHU T
FEBE., METIICTILRIOF S OERIRN (1. 2. dmg/kg RE)IREL. MG RUE
AHRREFRAELL, AFICHNTIE, 1.2, dmgkg REH TETLEN T1» 5.0, 4.0, 4.1 BRI,
AUC [£°4.7, 109, 12.8mg*W/L, EFERKED D HERIEL 1.0~1.7L/kg. EH VYTV RIL 3.1~
5.2mL/min/kg TH21=" FOLIZHBNT 1.2, dmg/kg BEBTENETI Tipld 44,43, 42 BF
fil. AUCIE5.0.10.9. 194mg-WL. EXREDZHEEE1.0~1.1L/keg. EHIVTSURIF3.1
~3.4mlL/minkg CHoT=. ©

RILRBAIY—SPUBOBFHY 3 BITIARTIOE SO UE 2me/ke (AE/H%E 3 ARKS
IRAZESL. m#E., FEPETESPRETRHEL . Tz (& 10.5 B, W ERE 10.5L/ke.
EHIV)T 52 R4 0.084L/kg/h THoTz. BRKIRE % 4 BHROBEDREIER. IR, HA.
ffi. BEBAT 5.3.2.7.2.7.23. 1.2pg/g THH. BETEE S0 BHEOHABHERIBRT
0.53pg/g THY . TALUNDHEBERREX 03ug/g R TH o1z RELLEOR B UHEhHEHE
TR EN 63-65%. 6.2-9.7%THY ., LBEMIFEL 69.4-74.9% ThHof=, @

B1IYAROEARNI-LVEO RS HBEBIOF I (B 288, 4 58) I3 LARTOXFYS
VERBHARACngkg RE)BRSL. BE5 R 2 BROMNER VAL HREEZAE L, RIS
FBEFFEAERBHONTEST, FITA4—[FHHEREESLTHESAh TS, THMmE
HUREL 1.34pg/mL THoT=, HEEPREL. BB 2.52pg/mL. j§i% 0.902pg/mL. R 1.78kg/g.
S ERMI DR 93.9%ug/e. (DB 2.14pg/e. FFEE 2.79ng/c. BB 5.99ug/g. i 1.77pg/e. BN
0.79ng/g. Efz 1.69ug/g. FMEE 1.36pg/g. FE 1.27ug/e. R 1.71png/g. I8 1.5%g/g TH
Too BPRE/MEFEPRER, BE 0.674. fF 0.59. FE 0.99. &R 1.16. FME 1.01. i5ks
1.17, 2285 1.25, fifi 1.32, BAEY 1.33, (0K 1.59. FBit 1.90. BFAE 2.09, B 4.49, iESEEI DM
A 71.81 THo=. @

e Img BEH T 24 BB A TERTRER LU0, SHBEN. FUTFSLRIEROAGE M,
6



RILARBALTY—SPURBOESE 3 BEIC UCERLRTOAFY T 2 mekg hE/BE 5 B
FRTESL, MR, HitHRUCEBTFREZREL . Cual 71-2.13 pg-eg/mL ZHEER 5K
T# 0.5 BBITRUAAN. 24 BERICIZ 0.0l pg-eg/mL &Eof-, MEIRUBRKEEARSH# 24 B D
AUC (% 7.69-7.81%, 7.24-7.45pg-eq-h/mL THot-, BiKIFE# 2. 4. 8 RETORP it E T E
hEh 46.74,41.16. 45.77%. ERPEMEIL 43.57. 50.22, 50.44% TH oIz, AP RELEER
E#% 7.5 B TH 0.2-0.4pg-eq/g THo7=h' $1 16 BFFHEIZIEH 0.01-0.02pg-eq/g EXEoT=,
FiAFEIEE 0.13% TH o1 P REORSEIIREESHE 2 HOFRET 0.10pg-eq/g
T#Ho1=h 4, 8 BIZI 0.03pg-eq/g Lotz ZIEFE# 2. 4. s HOMAB R RETXE R T0.04,
0.02. 0.01pg-eq/g. BT 0.03. 0.01. 0.01pg-eq/g. SEETERHIT 0.08. 0.08. 0.08pg-eq/g TH 7=,
EREE#% 2 ACHA. BEHRVXKARBHDREIEERR (FH:0.01pg-eq/s. FIEHR
URHER:0.03pg-eq/g) (AR IR B TH--. BAPRERERESR 2 AT 0.04pg-eq/g
THo1=h5. 4.8 AICITEERR(0.01pg-eq/g) RiFEEoT=, MBPEIREL 0.01%THol=,
©

AL IF—FIRIVAZAL )= F o HBOTF o (RS 8 ) I “C EFvRoAsHY
»2mghkgFE/HEZSABETREL, MBS 2B M, 255, i1 5HAMOHEMY. 4. 48,
96, 192 BEMIRICHES 2 EAMALCHBERBMLAG EHEAE L. BEICLIELIFLALRR
HoNTELT, H/ASA—E—IHBERALTHESATWS, YEEEED Cha#l 1.4-16
pg-eq/mL, Tmax (& 0.25-1 B Tip (33 12 BH. 5% 24 BSAOMBHLREEH 0.1-03
pg-eq/mL EEofz, BRIBIREED Crax #9 1.4-1.8pg-eq/mL. Toa lF 0.5-2 BfA. 5% 24 85[0
O mEFEFREEH 0.3pg-eq/ml &3Y, MIERESRERBFETH T, BRGTEHRED 88-96%
AEIREhT -, REUVEDIEHREITAEFNT72-81%, 5-13%T. RSO 24 BEHURAICERS
ED 80-90%MHEL . IR EGE 4,48 BKEOEBPERE TR 2.42. 0.79ug-eq/g. B
4.27. 0.39ug-eq/g. Fifi 1.54. 0.15ug-eq/g. Bxi&EATERGL D AR PI®3.06 0.17pg-eq/g. HAR TS ERLE
D B 8"0.65. 0.94pg-eq/g. i 1.69. 0.13pg-eq/g. BEEHA 1.11. 0.09ug-eq/g. X#ASKS 0.82.
0.06pg-eq/g. BBt 43.25. 4.00pg-eq/g THol=. BT E# 96, 192 BEO AL P IEE (LFE
0.08. 0.02pg-eq/g. B 0.08. 0.02ug-eq/g. L IFESHAUDKEE 0.91. 0.26pg-eq/g THOT=. &
KES 96 BEOHBITREIRH. RRBRS5HEOFA.HRTTATH 003, 0.03,
0.02pg-eq/g &73Y. 192 FEIZIEBRHER (. BE. . R RS58E0HR.. RERE5H
RIDEE. . BEit:0.0lug-eq/s. BREM. KIS : 0. 03ug—eq/g)u-F'C350T_o KBEGHA .
BRI REIR 5% o6 B LRICITBHBREREEE o1z, 10

[FEIcE 55 EK]
3yAROMEEIHEOHREITFI(RIA—I rv—xAUF—FUFL—ZAXxETLLI)ITTIILR
70X HEIFIRNQ mgke AE)RSL. 1 AMZICERBHFAAN(2, 4.8 mg/kg K E)
BREFEELL FARESE. SToABEE 3 AR ;—/—HEBELTEEL. BRE5H
ORI 1 BE&H. BHLL 2 BICERETREL, SHICRZEOHANKZ SN 2 BRI
2 BIEDOEEMIKA( mgkeg FE)BREEFRELE, FFELBICHLTOLEPREEET HPLC

fAagh 1 SHicREO—8AMERICEATh-ARENABLICENS, 2O 1 IS 2N TIERALE,
. R 6 EOT—4,
b REE 6 BROT—5,



THEL, £/ 4 mg/ke HRARBREBEOH /AT TvtATELRELE, BEICEIEZIFTEA
EBOHLNTELT | FNFA—F—EHELTRESLTHESh TS, EIEY 2 B E QO#IRK
BEITBWT Tip X ThTh 8.24, 7.77 BEfH. AUC [X 11.688, 12.302pg-h/mL. MRT (& 9.87.
9.15 Fifdl. RN T O HEREE2.11. 1.95 Lkg, EERBIZHITE2FEEIL 1.77. 1.64 Likg,
287VT7 IR 0172, 0.164 Lihkg THoT=, HAREZEIZHINT, 2. 4. 8 mgkg BEEIC
BB Cou [EFNTh 1.430, 2,961, 5.074 pg/mL. Ta (& 0.80, 0.69. 0.75 BFREL. Tin & 9.48.
10.30, 10.60 BfSl. AUC (Z 13.449, 29.091. 58.582 pg=h/mL, MRT [% 10.99. 11.57. 12.45 BE5F8.
AR EMENFIAZEL115.0. 124.8. 1254% TH ol 1 MA 7y AIZ LS4 megkg HRRNERE
B Cuy [ 2.615 pg/mL, Toax 13 0.69 B, Ty £ 10.15 BRI AUC (4 24.940 pg-h/mL. MRT
(& 12.05 B TdHofz. HPLC &/3A ATyt TD Tyns MRT. Craxs Trnaxs AUC DEERE t BT
THELESH, Tip MRT, Tne [CEEEEXBOHLNEN D20 Couxs AUC [FBK 5%LAILFE
CHEEEZTRL.HPLC EOANEIETH>f-, D

SURL—REBEOTZ (MRS 8 55 I “CEH<ILRIOEXHI L 2 me/ke hE/B% 5 AR
AREEL., S 2EMNOMEE, 250, B 1 EESSHEEY. 4. 48, 96, 192 BEREHICIHERES 2
EALERBEEIRLR AL AR BICRZZERFEALROONATELT ., H/35A—
A—IHEHFRESLTHEIhTWS, M., SHitHRUAghRESIELE, JRE5®O
Cmax1.13-1.33 pg-eq/mL., Trmax [£0.25-1 BFRE, 55 24 BRI O M 2T R BE (3 0.10-0.13 pg-eq/mL
Ehiotz, IRIEIR ER D Crax 0.92-1.42 pg-eq/mL, T (£ 0.5-2 B, I 5% 24 BiR O M #E ki
FE1E 0.09-0.10 pg-eq/mL &3, HIEREG#EFZHRTHo . H5H# 48 BERIIZIZ 0.02ng-eq/mL
Efgof-, MRS EURED 84-2%MEREh . RRUEDRFHEIZTNETH 51-60%.
27-29% T, BHED 24 BREILRNICHREED 71-79%NHE L=, BRIEEE 4. 48 BRI O
BrhREILATERE 1.27. 0.09ug-eq/g. BRE 2.55, 0.07pg-eq/g. B 1.20. 0.03pg-eq/g. BT 1.12,
0.02pg-eq/g. FZFE 0.65. 0.09pg-eq/g. RIAERF 0.48. 0.03ug-eq/g. BERHF 0.73. 0.02pg-eq/g. B
it 4.77. 0.10pg-eq/g. AT HERAL 1.04, 0.03pg-eq/g. €M 0.69. 0.01pg-eq/g B U MEE 0.67.
0.01pg-eq/mL ThHofz. R HR 4.8 BOEBDEEIIFET 0.05, 0.03ug-cq/s. BET
0.02, 0.01pg-eq/g THHT-. KT E5®R 4 HUBROE. FRUAOHEBITHRERR TR, B
. R, B, B, REIHEE. £00:0.004-0.005ng-cq/g. & . KBIEL. BB
0.01pg-eq/g) (TR RIEFFHEA>Tz, (12

[MiFEf-A R EHESRBR]0D

in viro TOEM /X, RO . V7. TARUREHBBITOF oL OmEICE BTl
RoOAXFHLUoDR-ABERBERBRAERESA TS, ERIE 0.06-5.1pg/mL ., 4 X[
0.008-12.7pg/mL., 33, B4 07 TR UK SHBMATOF oo 0.05-6.0pg/mL O REE
BTlEshi, FABEARLLEEHBEAT-ETHY.EF 5.7%. 1X 9.1%. 33 7.3%. 3,
4 32.5%. 77 3.5%. T2 3.7%. RBIARBITOF I 262%Thol=, AXITENTHSEIC
%95 pH OFEEITOVWTHRRLIEZA, pH7.0 55 pHT.6 [N T A &icLY ST 0B &
$194.8-833%IZ{E FLF=, 13

[Foo BE. TR AX SYMIB TR EER]

CinSEIERE S 2 S, e 1 T, 2 B, AR RIS S HOT—4,
8



- REHBBEITOF 9. 34, 74, 41XBUSYMZ “C BT AR7aXx 30 R E(FY
U EO.EF. 14 BF. 74 AR AX:80,.5vyME0O)L. EitrhH L0 L8t
DERELE. CHDOBFEELLARHESh TV MECKIIZRFLEALEOLLNTELT . &
NSA—4—[TEEESLTHESh TS,

Foo08O0%E0 2. DT D ORELCEDB ST 89-96%THY . RFIZIE
2-3%MDINARIOXH L N-AF R (LT N-AF IR 2-4%0EEME . EhIZ(L 3%niiA
FLEERBOHONT-, BT TIEHXERELEN 13-17%. BEPE (FELILOIBAE) M
73-78%. N-FF R4 3-4%BH o0 iz, FREUBRE TIERELEA 86-93%. BEMED 5%
THoT=. ETIRETH., it hORELCEDEI ST 90-95%THY., RPICIE 3%D N-AF
DR 2-4%DBHEPE. EDICE 2%DREAFILIEERZ ORI, BHTERELES
17-18%. BB (T ELLOIFBEHE) Y 68-74%. N-AF RN 5-8%@ZHohi-. FBEY
TR TIEREILEA 71-96%. BIEME D 4-9%. EBHEDEM 4-5%TH o1,

HE(BRTIEES, M 3 B8) Cl&, WP ORELADZ &L 97-99%. LA P TEIREE 1
BIZkZEILGEI 80-93%EH LT,

TR(FEMN., B2, B 1) T, RPIZIEREEEL 83-88%., N-AF KA 2-5%., EiEMEN
5-10%. EPIZFRELGD 93-98% N-FH KA a%i@bohfz, B TERELES
21-38%T#H 7=, FEEUBRE CIEREILEMN 54-97%., LB S 6. BIgH. XAEKI<H
(TARECEDE & ITEFNALETN 95-99%, 95-96%. 85-90% THo1=,

AXEOHRE., BHES 1 3 TiE. RPITIERELED 76-83%. N-FF K 11-14%. 8%
M At 4-6%., BRIZIZEREILEL 85-97%. N-AFUFH 5%, BEMEN 5%EHLNT,

Syk(BO#FE, HHEE 3 K) T, RPISITRELELS 70-81%. BEEPH (TELLOE
SR A 16-25%, EdTIIRELED 80-96%., BIEWMENM 1-3%., BAFILEEL 11%EHS
hit-, 9

[FlcHB D)

15-24 BB ORI ASAVERTIY 16 BITILARIOF UL L% 2 mgks RE/B% 5 BEE
BRARRSL. BE5% 12K/, 1. 2.3 BlZThTh 4 EHLHEGEETREL. TIRIOXSOUR
EZHEL RERSE 2 FROEASOLETIITR. THMBAHKA., FFR. 5B ED
R, B, MR BHOIECH. 5 # 3 BOBBPREL 0050 /g THHT=, BIHITE
5#%2 B. BRUSNOABTIIIREESEE 3 ATEZR R (0.02ug /) fHEXII KRB LG, 19

3BEBOFRIREATE(H 1058, B2 B8) [CRILARTIOFHLUE 2 mg/kg RE/B% 5 REE
BFARBEL, 5#2 B2, 2N .4 RU 8 BICENThEE 4 AN SHBEERL.
TR IOF S UBREFIELE B5% 2 BOABREEICBOTHBICKIEIFEAE
EOHLhTELT . ENSA——IMRZEALTHEIATWS, BEESE 2 BOHEED
B CIETE. . 5. &8, EHOET. ERTIEIEER R (0.025ug /g) RGETH
oo BIFEH 4 ACELHAKTREIETLTAY. BHTEIEERARBTH=. 8 AIZ
(X BERE0.028pg /U DB TEERFKRFLE-T=, 10

RIVASA RS A BICTIILRIAXHL % 2 me/kg RE/HZE S HEHGRARETESL, &

1 FoF7—HF4RBLEFTE 411%,



/’E# 72 BFMFETOAFERBL., YIRIOF YL UREFREL, BRIZ5HE 12 FHET
EEEAMRUSNA, 24 BRICIEE AN EER R (0.02pg /) KFEToT=, A0

25-6 BDEIARYI—LEEAS §FHICTIRTALYL % 2 me/kg RE/HE 5 BRIF AR
BELf. BRBESEDSAE1EBEL, LBHS 1 B2 HOR—RTS BETHATEREL.,
TNRTAFHOUREZREL . IEOETFBEK 0378pg /mL THY.2 BRI
0.033pug /mL, 5 B HICIZ 0.003pg /mL &4Y ., FEEBF (0.001pg /mL) ffik &iiot=, 18

[FRIZBT5%RBHRR]

2345 BEDORI—IIv—RT2 (MR SB)ITTIRTIOFH L% 2mgke R E/BE 5 B
BFEAREL. BRIZE5H% 12850, 1. 2.3 BICFAFhHEES 2 BMrLE8FERL. <
RO UBREEZRAEL: MECLP2ERIFEAEBOHOLNATELT ., H/\5A—4—(11E
HZESLTHESIATWS, REEE5R 12 BEOEBOLETIITE. . T5 M.
B GER BRI, NE. B OIETH =, ZRIRE®R 2 TIEE#0.05ug /g, IBIF T
EERF(0.02ng /) KFHBEAY, FOMDEZTEIEERRAMTERIIRE TH-o1-. BRES
# 3 HCEBRTEERBFTEXGIEXRLLY. TOMOBBIETERREF/ L=, 19

SHBOHES SHEOMBEIZ(KI—ILv—HEXEINN VB XSURL—AE) (Z2/LAR70
FHLUFE2mghkgRE/AE S BRIGHEARSL. BRIES#2.3. 4. 6 HICFhEFh#HESR 2
EALHEERERL. TR X SOV EERMEL M ICKEEBRFLALEBHLATES
59, BIRSA—4—([IMHEZESLTHEShTWS, BB S5E2 28080 LETIE. B
T 0.070pg /g THY. LT, EHBLZOHA. . FH. BHOIETH -, BRPEERS
¥iIRE®R 6 AT 0.0l1lpg /g THOf=. TOMOHELETCERKEBTESE 3 HUBICEERSR
(0.005ug /g fHERIERBEGY . HATIX4 BLE, BFR. BiCclde BIcEERR X HmEL-
f=o @O

225 MHR
EEEHERE
BOBEIZKD D5y (X ICR RYJVADET 1781 meg/kg tkE . MET 1822 mg/kg HETHY .
ETHYOBRKEKRTE. BRFEOEBET. ERRHOEL, B, F7/—€. XS59T70
ZERGEUVEAMHETHENEZN RO - £EFBYTI. 2B TEEFZHOET
REsoh., —MOBMTHIRENZBHONA, RERIBBEICEEFEDYIIOEEREZ
~L7T=. SD RSV DH T 3772 mg/kg thE. BT 2720mg/kg A ETH 1= E TR ETIE. ICR
RIVADHET 1121 mg/kg K E ., BT 972 me/kg 4hE. SD RSVDRET 2094 mg/kg R E . i
T 1837 mg/kg BB THo . HIRARS T SD SYFDOIET 1000-2000mg/ke (R E . R
5Tl SD SO T 500-1000mg/kg R E THoT-, @D.22).@3)
F FEAPOFHPTH IR0 S oeFOXPhLRF L L=V TE S
HRABRMNERE SN TEY. LDs [£ 2000mg/kg hEU ETHof, @9 '

¥ IAARTAFYLUEFAFSANRE I L—HE Zﬂﬂﬂtl1§ﬂ¢®ﬁ‘ﬁ$tﬁ LERBASEN . EERFOTHIECH
FTIHAFFA AT L=,
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QESEEEARK
[SubzAL= 4 B ESESERER]

SD % 5wh (k5 PT/&) ZAL=#0 (0. 100, 500, 1000mg/ke 4 E/H) IFEIZHTH 4 BRED
E%ﬂﬁﬁisﬁl_a‘amruﬂ&)bnf:ﬂﬁ‘ﬁﬁliu‘F(D:EU'c%of:o HERHEBICETIEED
bhlghof=,

— R GERERE R BB T, 500mg U LR ESEH TREZII—AKYORENEDHLNT,

GEFILTIE. 1000mg FEHTHRERMNEDOEENEDLNT,

B E TIX. 1000mg S HTEENEOH SN, |

BRE MEEZHBRERVMEELEHRECR. REZEHOIEM T,

RIEETIE, 1000mg REFTREORL . pH OEE. LEOBENRDHONT -,

BBEECTE. . BERTEROEN -ENEEOSE. 500mg U EERSFHICERTROME
EENEE. 1000mg FERTERRKE. E6RE. E6REOHEHNEEORENEDHLN
1=o

HRTlk. £2BERICEROMELSEBO O N, KEBR{TIHOREMRERTICKE. K
MEEXIEERIEOBEL 1000mg BSEHO 2/5 ITEHLNT-,

HEESFNBRETE., 1000mg RERTHERBTOERKOKRE(2/5 B) RUFHIEE(1/5
). AR LR OFERO/S B NRREHONT,

ETOBRSRTEREEDEN. FEHROEENZHLALN,. COEBBOFRREIRAZHIC
HETIBAMEEOTHO Z RMEELEZONI=T-6 NOAEL IX 100mg/kg A E/R &3 B
Ehiz, @

SD ZSwh (S 5 IT/E) ZRWL =0 (0. 8. 40, 200, 1000mg/keg A E/R) R EIZHITS 4
BAUOEAMSEABRICSVTEOLN-EERREIUTOEY TH oI, REBRMHERIZIET
[ZEHoNEhoT=,

— MR IRERBE T, 1000mg #EHT—BEOREMNEOHSNT -,

FEARBRCTHARTESEEANIOICHATERRBR RRERARERE. EN. B
MBI, BREHEDAMEEZRELEN. WFhIRBEEHOIEI o1,

FELETIE, 1000mg BERETHEENONFHERAZEDHOI, 15 10 BETHEELRAE
EEEFRL.

EFEETIL. 1000me HEBHTEBEILESH LN,

BRETIE. BEIXEH G-,

RIBETIE, 1000mg BE5HTHESHAIRUM 3/5 fIORELEDIZ, x&mﬁﬁﬁ;ﬁﬂkﬁ*mﬁf
BEhohiz, £ BIZRI-ABOEE., ETtREERAZEDHLN-,

MEFHBRE T, 1000mg BEHEETTOMUEVEBOSERE. HICITFHRLEOEERT
Do nRHEOFENREHLNT,

MFEE{CPEIRE T, 1000mg 5 FMHEIC ALT OE{E. BB, Tchol DE{E. LEV
JWED K CIOEENBOH ST, 1000mg %5 T Tchol DEEHERNEDH LN,

BBEETEH. AEPEECEFBICHL T, 40mg UL BESHECHEY - XY EE. 200mg LKL
FEEHEHETHRANER. 1000mg BHEBFHETHNEEICSESAZEOON-. AEYERVVETE
BIBLNT. 100mg R EHETHGEZ., T -ENEEDSEMNZEHLNT, 1000mg %

L ERER, MRFEmE. REMBEEGDE
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SEREICRELG IR BEOHENEZEOEERVENEEOEMERMAZOONE,

BT, 40mg L EH 5 HE, 200mg W EBHHMICEHROWENEHONT, 1000mg 55
HTRKEEEMMRORBICKAEMEOUSA (/S FD. Hir)#ﬁmmxﬁﬁﬂﬁambh(% 1/5
). FAEOKARREZE (1/5 f)ABdHohT -,

REAGFHBRERERSIh TG,

Wmg UEREBRTEREEOEN. EHROHENAZEOHLALNS. COTHEOFRRITNEE
HICHETIENEHEOTBO - RMTLELEZI LN 1= NOAEL (X 200mg/kg 4 E/H &
Hmashtz, @0 ,

[SyrEAW= BERMESMESHER]

Wistar RJvh (HERER 26 DL/E) FFALVE& D (0. 4. 50, 600mg/kg RE/B)RE5IZHITS 13
HEOHE SN EHHBRICBWTROON-EERRBLTOREY ChHo=, RERE. HHEE ¢
P/RZRNT 6 AR ORERBEERL-. HBHB G 600mg 5 HBICREBAEICLDIE
CEOBNLESHLNT-,

— ML RE R TIE, 600mg BERORTEELNBEBRBOFLRUBELLAR
Hontz,

BEZTIL, 600mg 5B ETHREMMNEDEENEOHLI,

EKE T, 600mg B ERBTHRENRHON.

EHE, MEFHREICREEEHohiEMot,

RBETE. 600mg H5BMTT A0S ENRBHONT -,

MAELFHBRETIE, Somg LEBRSEMEICME/ DT OERE. 600mg IS5 H#ET
Tcho, ALT OE{E. TILTFFUOBENZEHSNT,

BEREETHE. Somg L EBRSRBBICARYEZSORUSEFLEVEROBAXNEEDE(E.
HICHEAXNEE. TEAAXNESOSE. SIBEESEEDEESRHLNT, 600mg &5
HECERANEE. HRENEE. ITHENEECOEE. FELAESEEREELZD
bhi-,

BHR T, SOmg B EHOMES | HICRBEHHRE(THEL. 600mg HE5HHERDFEE2H)
THROBSHREREE (ER, BHEE. UbA)DNEHLNI, 600mg BESBRBEHEICEROILE
(B 2/20 51, K% 6/20 A) HNBH LM, BIEHARICITRBOHSNEM o=, 600mg RS HEIH
E FEROEE (2720 fl) AEDHSAT-,

REHRFHRETE. 600mg BRERECEREAELETNATUON - THURBIZLY
FRABICEBINDIETVMNE (420 FDHHABHEN-A, BEMSICIXEHL G-, F
1z, 600mg B EHETOTNEEELHSHEEEERR (520 B . FFHA (820 ), kAR
F(11204) . BFRAFE QRN AEHLNT=, 600mg 2 S5 E (ZRIF BB O F B . iﬁﬁﬁu—ﬁ
FHREOISRI—KE. RERENDBHLNT,

HABIZH 175 NOAEL (T 4 mg/kg 4k E/H TH-T=,

[4XZRAW:- 13 AMESEENRER] .
12 7ABROE—J LK (MES 4 E/B)ZRAVVESFUOATELIZEEED(0. 1. 4,
40mg/kg HFE/RA)FTREICETS 13 AFOESESESESBRICBLTREYONESHERRIEET

" HTFELLWS, TInAFEEEHO—D,
12



DBYTH -, RBHRPISETIZEH SR EM =,

— BT ERERBR T, 40mg IREBMETIEN, FTE. EHEHOETHEOSA=,
MTRUBRENKRE 1 EIi&EDP 4 ABRESEEPIELE,

FEFLETIE. 40mg B EFHHHITKEENEOEELLEOONT,

EfEs. BREGRER). DER . ERAEFMRE. IEZNRECREIZTOHSHGH
oY i

MEECREMNRECE., 40mg IS FEMEHEIZ Alb OEELEE. Glb OEE. A/IGHOEFEA
Z2oHoht-,

REBETE. mg BESRBERUELBSREICRIERTORERIEOEREER. €13 58
(=) BB OEEMER . 40mg 258 HE(Z RBC D¥IN{ER. 40mg B 5HMIZ pH OIE(E, &
BREHB AR LEREROSEERNREZEHOL - EOSEEEFHNORTHEEERBL-E
DT, SHFETIRVEEION,

BBEETHE.0mg REBHTHELE MIE. BE. TSR, L, MBOBTES
DEENREDHLAT-,

BETIL, 40mg B E5HOHMTERICFVER 3/4 ) AEHLIT-, - 40mg 5 M
TREESIEREOULA (H 2/4 5. 1 3/4 P HEOHLNT=, _

REEBFENRECR. 40mg FEHEOECEETHATESE(1/4 H) . JBEETHE K
DEFAEFEA/MA FHHABOHONT -, - 0mg IFERMEHE | HIBEHSSTORE. BEM
RO LHI5AF—HERHNEHLNT-,

AFERIZ$H115 NOAEL (X 4 mg/kg A E/H TH o1, @®

347 AEBROE—S LA (MRS 25/ ZRANE00, 1.4, 6 mghke FE/R) B EIZEHS
13 EMHOESMBEERRICBVTROLL-EMRTRIZLUTOEY Ch-of-, RBEPIZTE
Cld@BsHohiahof=, _

—RGERRAERBRE. FEZL, HHE. fUKE. EBHE. DER. BREMRE R 4.
MEFHARE. DBREEFHRE. RRE.BEEE. k. FEASYNREICBVLVTEYE
[ZEBSHohAEM ot BB OVWTERETZE DO hE T,

A ERIZ#H 11D NOAEL (d 6 mg/kg (A B/A THof=, @

GEEERERRUESAMER
IEHEEEREURSAEFRBREIRESL TLEL,

OEEESNERRUVETRESR
[SybZzRALVz 2 EREESERER]

CD %5y (MR 28 IC/8F) Z AL V=EEE (0. 10, 70, 500mg/kg A E/R) B 5ICkD 2 LK
BEERKBNAEEINA TS, HEBEMEORS (X F b TIXZER (XE1)BE 10 BiTML.F
JRBEEL (% 21 BDETORMB (19~21 8/ 1Tof=, F=F5L. HBEL 500 mg BEROHEIZD
WTHRZOELERZREL. ERREICHTIEEERET5-OHCRI-E0B D
BXE(XE2)ZTo-E. 2780 BBEMEOREFPLEL TS0 mg 5 HO#ICHERE

"B 6 BT B LR AR
° B 1TH), BB, T B BERE BT TOREY. FHR VBB ERNERELL,
13



fAHOA% 10 BR(EEMM) S -EBICRIORLAEMLSHICXB(XE3)L-. KB 2.3 T
#Bohl-FRIZEZ 6 BETHELE. XE 1 TELN-F, RO MO8 I SR 24 T/
ZREEL. B EOREEXEREGH 13 BREAURREZE LRI (4% 21 B)ETOH
T otz HERKAE R, F,. F R BMICRSICBEAELLETEEH Moz,

C — R EERBEETE., 500mg B5HO Fo.FHETKEE. E. BRBOFh, BRE
ERADSOBBEFBEEINBOHONIZ, 500 mg FERTEEOMIZF. FETEEENEDE
{E.Fokff.Fi I CIESESOEME. Fo k. FITHRKEDNDEENBHLNT,

BB OEEEICEALTE. RERH. XEE. ABEICXEETOFRELY. 2T, HeE
RITESOEEFHONGEN>T=M, 500mg IHEHTF, (XRE DRV F BICEREEERED
EfE. FEICFEARECEOEMAEROSN-. FHIDTIIMEOHERBBEL N OITIE
HREZERLEHON- FHROXTER 2 2BV T, XERICEENA AL IzdhdhbhD
T 500 mg FEHOBMEXEL-BALBRICERENASRN T, RRSHEOZFEEREL
BESh-, COMOZRHEEICHIIEER, 10 BAROREHMEZRHI L TELIcE
L= (3TE 3),

HEHETORWPITHELTIE, 500 mg B ESHTCF,BHERECEOKEN.F,AUFBHEIR
FEDEME. /0mg YU ERERTHYYFLBEREEDEENZEHLINS,

BHEEETH. HBYERSICEELEELEELT.S00mg BHEHO FETHE B LA
BRURBEMAMBREEOBESROOA: HETI. BEICHELEEREEZOHOhE,-
1= '

FEHERIZH (75 NOAEL (X 10mgkg RE/H TH- =, GO

[SybZERWV-RIFBERR]

Fu-ZILE/Svb (1 36 EL/E)ERULV-38H#2 0 (0. 10, 85, 700mg/kg R E/H) B EICLDE
FRMRRICBVWTRHON-EMRMRILTOEY TH-T-. #EBEPEORESE, TR 6 H
M5 15 BOMRATLY., 20 BIZ 20~26 L/BHEH EUM. RYIEoBSETREYHIEETIET
HE -, #HRYERSICEETIFFMORETIIEH oz, oT -,

— MG ERERBRE T, 85 mg DLERSHTHEEARTOBHYICTE,ISOH MMES
BYRBHENz, ChoDBRERTIAEHNEDEELZHLNT-,

WEDRB T, BAEN. FRINEECTE, BERBICHESOFEERHohEN o148, 700
mg FEEHETHERREOSE. EFREHEAVKEFAEDBENEHLNT,

BIERONER, AR, BRITVOREFECRESEOEEIZEDoEN oIz, 700mg HEBT
FEHEE =S . E B WBORLK/BHRELEEOBTRERENRUVEBIEERBENRZH LN,

HEHECL. TR CHEERCREOREELRHONGN A, 700 mg BEHRTERY
DET.HERFECEDEN. HAEOBETFTRURTREZEOEELHLONT-,

AREHEBRIZH 15 NOAEL [IEEP T 10mg/kg A E/H. FBIR T 85mg/kg (A E/H THHT=, T=
EIEEERBOLNEMSf, D -

[ XERANESTRIERER]
Swiss Hare 293¢ (B 20 IC/E) E ALV HIEE D (0. 10, 30, 80mg/kg RE/R) REIZL 5
FEHHRRICBVWTEOON-EERRIEIUTORY TH-. HBYEOHRE(E. Fik ¢ B
Mo 18 BOMATLN. 29 BICH EVHLE, #EPEESICISBEBMOFEL(FEHONLEHI-
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fze

— LB BT, 30mg HLER SR CHRERD . BREABOOLN =, 80mg B 5
BTREMNEOoN, HIEHBPOREEMEE 30mg KL EREBETETL,

BAH. SRR AERY. BERIRE, BREL. BRAE. BRERRE. EROD 24 BME
EXRICRSOREEIEHLN G, o2,

BRONEK. NE. BEREFOREEEICREOZETEDONEM 0T, 80mg REHTIT
KMESHOREELSEML,

AEERICH TS NOAEL (F B EW T 10mg/kg HE/H . 'R T 30mg/kg FE/BA THoT-, T
HEHREERHESIEIN >z, 62

GraEEMERR
EREMICETZEED invitro BU invivo REBOEREREITELDT=,

[(ZRRECHETIEESEBROFHER—E]

in vitro B
s & BE5EE =R
Ames RER S. typhimurium TA1535, TA1537, 1-500 ng/plate(£S9) 1 kS
TA1538, TA97, TASE, TA100, (TA102 DH)
TA102 (33)
S. typhimurium TA102 12.5-1000 ng/plate(-S9) 1 &1
. (33)
BAEAVRIETERR | Saccharomyces cerevisiae D7-trp5 3.33-333 pg/mL(£S89)2 i1
B-EREAERRE-F | AREEH (34)
RARFMIER Saccharomyces cerevisiae D7-trp5 P 1E
FrALHA (+59 D/ETF
EREROA)
. : (34)
AERARERAR CHL V79 #1§2(HPRT) 100-1500 pg/mL(-89)3 THARR 4
;3-16h (39)
200-2400 pg/mL (+89)5 MRt 6
:5h (35
TEN DNA AR | SV 100-1200 png/mL;18h 7 (=4
(36)
REERERAR BRI/ <2k 500-2000pg/mL Pt
{+89;2h+48h) (37
125-500pg/mL
(-89; 48h+72h)

1. 100ng/plate A L CHOEFRE.

2. 333 pg/ml. THHEEE

3. 1000pg/mL{16h &) CHAETEE 11-64%. 1500ug/mL3h)Tid 85%. 1500pg/mL(5h)TlE 59%.
4. HPRT ZRZEROEMIZ Hoh2L00, ARHEEBE. BRELL.

5. 1600pg/mL(5hy Tk = F 2 70-97%. 2400pg/mL(5h)‘C 33%,

6. 1600pg/mL Tk,
7.500pg/mL Bl L CHBEI OB BT, 1200ug/ml (FRENEELHERBETSICGA-HOBEERE.

8. —S9 T 1800pg/mL EL £, +89 T 250pg/mL Ll THIRE M,

15



in vivo iR ER

HER S ] BEE R
FEH DNA SRR SRR 800, 2000mg/kg HE (=4
(in vivolin vitro) HEKOBS 9 (38
INEGSIER __ YIAEH - 500, 1000mg/kg = 4
' BEEORS 10 (39)

5. BEH 12-14 M. 24 BUCFARERHLER,
10. 500mg/kg 18 5.8 (3 1% 56 24 B5M). 1000mg/ke 3 58 ITix 51 24, 48, 72 BFRAICH R,

EEBRDOESIZ. TR 7aFH LD T in vitro. in vivo DEREBMEREN., in vitro TLED
ﬁ‘@ﬁfﬁﬁ.ﬁ{%&)fbhfuéo —A.BENEGEBEETESL: in vivolin vito FFEH
DNA §RHEB R in vivo B/ ERBIZHNTRETH . BH. TR 705 520034
HOUvAL—RITHL. HEABRNOTNICHETEIIMRAVAS—E 1T T 5LYEEBHTE
WBEERAERT 0. TAI2 ITEEBETEREEERLEEBDIS, #£-T. BHITHLT
FELVEESHERI N EABFEERTIE. RARIOF L URERKIZE>TRIBE LY
HEEHEMEETTTUREGEVNEEZLAD,

6)—BFEELE
[R5 R B U178
Irwin D ZRFTHEERE (IR BT, 7077z 100me/kg ZRTIE 5 #. 30 9RITTIL
R7OF YL E2ROKRELTES, 300mg/ke LI ETEHRESOET. 1000mg/kg TEERHE
Hoht=, CDso(50% A EEBERE) 1 674 mgkg THol=, 40
Syb2 AMBEANEHABRO 2 HICHEEHB(HREYHEEB)NUESNLA, ES
[ZEBHLENEMoTz, @9

[ mEER 00
BB (RO BEQ) [ZH LTI, 72771 10mgkg £H1IE 51,20 S#icwiATOE4
73 mghkgZ 15 HEIRTEOR/ELELECA RRBEEN 51 mgkg ITEL-ETLEERX

BHoniihof, '

MREYENEEICET 5 EEER
Lin vitro ® MIC [ZBA§ S5 B¢
RS EREICH T 2/ F B ELEEE (MIC)
EFRER S BEBREITR T 2R TaFL 0D 10° CFU/spot 128115 MIC MEESHTLY

%o

B/NFEBELLEE (ug/mlL)
[ B Marbofloxacin
MICsy i
Bacteroides fragilis B 51 2 0.5-=32

P P = ABFBRNSAIDS)D T S v, m=—% /0 Ao fRATEREERT S,
16



Fusobacterium spp. 10 0.5 0.12-8
Peptostreptococcus spp. 18 0.5 0.06-2
Eubacterium 11 025 0.06-4
Clostridium spp. 10 0.5 0.25-4
Bifidobacterium spp. 10 1 0.5-1
B EE
Escherichia coli 10 0.03 0.03-16
Proteus spp.* 13 0.06 0.01-16
Lactobacillus spp. 13 16 1-=32
| Enterococcus spp. 10 2. 1-=32

* Morganella morganii RE&T .

FAEZIhF-EHEDOSS ., BHIELMICs) BNEESNTW DD Escherichia coli @ 0.03ug/mL T

E)'DT:o

QBEBRRESIAL—ar T TOR/MEHEHILERE (MIC)®
TARIOX YL UERRIZFEITMA, BRESZ2L—2a> T H RN HRTIV)T 1L H
RiEEE . BRESS2L—2ay T (pH 8 7V LT Fo+V AT A +IBiTEE) 12 3 BFR 1%
L=, COBRICEMEER S BEREMZ . 35°CT 18 BB E/LILED MIC ZRIEL. R OE

%;ﬁ MIC (‘:tbiibf:o

BEPTR/NEEIELRE (pg/mL)

Lk 3 Marbofloxacin
FEX MIC BEA MIC B4 EL MIC*

REEHSIER

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 -
Bifidebacterium spp. 3 0.397 2.52 -
BEERSER

Escherichia coli 10 0.056 1.0 0.536
Proteus spp. 7 0.120 0.74 -
Morganella morganii 3 0.122 0.79 ‘ -

* 2 YW T Escherichia coli 3D A CTHERLT-,

TIARIZAFHLOOMICIZEBRKELIAL—2aVv TTEHEBLIEE, fEROEXEMICE
ERTEL 5T, B SalL—aV T TRLBRSHOE N =DIX Escherichia coli($

AT MIC 0.536 pg/mL) ThHot-.
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3. EMZBH3MRIDONT
[ER=BITF /000 EE]
TNAR7O0F 50O FRKRICHEITA2EREBIILEVA, ARKICETHAF/08HD0 L7
NARF/ QU FOREME ZEKEMERIZEWLWTHRAIN TS,
- BERTROON-EMERTRL—EBHELOIEERRAORET. ED. . BEHETHIA
THOREMEICERT A RBRIEIENTHIESN TS, FOM, RIEHERICEET S
DELTEB. OFN . HARLOHRATER. PULX—EHICEETZLDOLELTES R HD
XN CORFODEFCLIFEAICEEMMNELDOEL T HITRRBLEYICH LB
EOREMRSOEMEE. — B TEASHICHETIRBE DD, @

4. EmBEEETEMEICONT

[ EICET MRITONT]
C X/OVEIEREBLGBYICS A AR CETIEESORSRERRECToEAMERT
WS, TIRZAFHIUITDONTIE. 34 A AROE—IT NVREFAWE 13 BROBORSER
[CBWTHEZENBRBIN TS, tmegkg AE/AFEFTOREN 13 BEBREShEN FE
HBFNREFSOESTEEIE LN, o1, BESEI123%9 5 NOAEL (% 6mg/kg {kE/
BE EThIEEZONT,

[RRSHERUESFBEICOLT]

FHEEMHRUVETEEICOVNTE. Sy 2R REHE., Svb, DY FO/EFTHHSAEBRL
EHESN TS, SYrOEBREICHINT 500meke FEOBUVABTHICSHEEEENED
bh, REHTERBEERBMNMETLFEANRIE CENSEML A, NOAEL ABAREICE-T
W3, Ff-. BEOZHRETAHRECLYEELE,

Fyb. oY FEEESGBEREHONLEN T,

EEENELAEIZDONT] ‘
TRRTOFYLUITDNTIZ in vitro TOODBERENZRHON TN, LALEAS,
Ames(TA102 D). BEEZAWERFERSER. (ZIFMB(CHL V79%BUL-RTERER
TRABTEOHON-BHEFRAE. F0M0F/00FTEEHLATEY . DNA (Sxd 5EE
DHEEE TIHERAVAS—E [ EEERICEET 3EEZ5ATNZEENOUD &5z &
Sn[gei LB EE TR G LTz in vivolin vitro BFTE# DNA & BB R U in vivo BRA/NZRERIC
BEWTEETHIEND, TNRTAXTH L URERIZETHBELLIEEFEER T

HILENEERZLND,

ENENENABSHERICOVTIEERSh TN, BE7Z0A DX /00#IZBT 2T
A7O%3Lo0070%H L 0O >BRERVEENAEERIEIVTILEEMTHD, T
BENABROTHELELAZOF YL OO VA =y oI RAZANERENATOE—3
HEBRTIOE—2aERAREOLAT  EENEVCFERICBHTAERAEICH T, BlERE
LTESOXEZIMOATLVEN,

— R —F/OVHRIZENAREEOOLATELST ., TIR7O0F LU EESHETR
WEEZDNAZEMNL ., RAAMEBREZRNTINTE ADI OB EILAIEETH D EHEahT-,
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[SeFE IO T]

1990 FRBENSTLAOF/OVFIZOVTEEY HEEEESHII LS BEShTE

TEY. FOAN=ZXAIZDNTIERBHICE>TEMAL SN =9 F O DNA EQOEEER. KE
FHZ k> TELERBROII—STCHNOERICLZZRMEENREIL TS, 7140
F/O0VFDOREECREGEEEOEEICODVDTEIN DA DEENR DY EEMIZ6 HRU 8
PN EREFETHI70LF0F /0 FNBHLMIBNEEEERT L. 8 fLITAMY
VRERTIEE.AEHETEL(EBETSHILE @), 1 MOBREOERIZL>TIEIREENE
BTAHIEMNREShTIVS, W60

TR TAXH LU 1L S TRBEZELCAYBENITHENE A EESENBLE
BICHBESNHATOTHIUICRULTWS A7OXF YL UHIVETOREREETHLL
RIZAXHLUIZDNT, invive FBEEEICDOWNTIXREH LK, invitro TIX CHLV79 1534
Rz UV BSICE2HBEE 0K, aAvhTyvtA COPRMERE T hE UV
BHUCKOINECEHDOEENZOoA R OT LA DX /D FHEDO LB CIEER I
FNEDTH = £ UV BHFHEOIIVROENMRELIERELLER OBV TEERE
BRGNS L, LIRTFRF YO OENMRSYT47 0O UV B EBAREEREELEHRIC
BLTIE. 1 @ 100mg, 1 B 3 @05 CEETBHOoNEN-=TE 69, TTREFEEICST
LRSS HEAREOHONHIL 1/1,800,000 THof=CeHESIhTINS 69,

choDleEMD, F70XFH LU ERBE SEGESEIBLERBICHRESA TSN 1 &
& 8 UTREAZHL. HEMEHTHLELTLATARIAXY U ONTERBHTHS L
HETED, Tz, BHICEEShIBY. EFREKPTOINLRATAFH LU OBRBIXIMET
Hy. ﬁnn’a_“—frl;ciﬁcl._é_—o'cr"ﬁEt&é:taa{iﬂﬁfa%Lé’Iﬁ“ﬁl;tﬁ#ﬂ'c%é&f?a%ié
had,

EMFNEEOTURRAUMIDT]
WESNE-EBOBERRBRICBVWC. ELEVBETHRYERSOEENEHON L&
Z oM HIBEIL. SVFRUAXD 13 BARE 2B HHERICHITH NOAEL [ 4mgkg AE/BHT
&07‘:0

(B EMERNERDIVFRAUMMIDINT]

HAEMEWEZEITOWTRE A TRARRELRBDIE in vitro D MICsy DHTH-T=, E]WE‘JZI
Dt ANELNTNBFEEL T, MICu 2 E coli M 0.260pg/mL. FEBABMIC 220g., 4
ENRBSOSHEIC 30%. EMEEIZ 60kg ZEAL. VICH OFHRKICE SO THRESEN
ADI ZHEHLUEBEIITREDBY LD,

0.000260 (mg/mlL) % 220
ADI (mg/kg {KE/H) = mg/ml) x20@® _ 0.0032 mg/kg $FE/H
0.3'% 60 (kg)

PQ ITEARIT 290~340nm TR EFF 35, THODERMBH BT 1.25~37.5k]/m?
"EROBMAEREROFFHIAFFTAATOWTH, MR 18 4E 3 A XY VICH HAFSALBEAEh THA,
SHBELEECHLIBEDHEDDHDIE (Aiddd 10 HREH/R) OFH MIC50 @ 10%EFHEBROBEWAO T BIOME,
Swh, ARXOH AR CHEEREL L TWEZ 7ud 3 4- BiT Ao SR B 0m B LR
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[—AERBEERADDORTEIZDONT]

TNARTOF YU ONTE, BEEEEFRSBNEEIONDITEINS.ADI FRETEIE
MRAEETH S, o

EREFMEECOLVTRLEVAECHENEREOEENEDOohi=LEZ DN LIEEL.
FYPRUAAD 13 BRI ESRZEFERITE TS NOAEL 4mg/kg KE/R THoT-. COHABM
5 ADI ZRBE T HICH-H>TIH FEE 10, BHEE 10 [CEUESHRBRREURSAET—2% %<
CEIZHLTEMD 10 DRLRE 1000 £FEL.. EEEMTF—20 51 ADI (X 0.004mg/kg &
BE/BLERINS, — A HEMENZENISE NI ADI X 0.0032mg/kg 4 B/B TéH 1=,

HEENT—ENLEIND ADI EMEMERT—IH0EBMND ADIZHE T SE. MED
EHRT—EMBILNENLYIEGY ., BRBUABNEEZLWS, COLHIIILRTOL
HOUDBRBREFRTTHICELTD ADI ELTIE. 0.0032mg/kg RE/BERETIHENE
ETHHILEZLND,

(BEREEEEFMIZOLT]

BLEEY . RALROOXF S UORGRERBEZEFMICOV T, ADI ELTROEZFRETHS
ENBEEEZOND, EH. ERATHHEENLEZEICOVTIRRERTIHENHY. Ch
2oV TRIEH P THS.

AR ZEEYL 0.0032 mgkg RE/R

REE(OVWTIE. BT EHREREAYEEEEORELEZTIRICHER T LLTS.
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THE ABSORPTION,DISTRIBUTION,METABOLISM AND EXCRETION OF [**C]-Ro 09-1168
FOLLOWING MULTIPLE ORAL ADMINISTRATION TO RATS IRI Project No.152569
INVERESK RESEARCH INTERNATINAL Report No.9341
THE ABSORPTION,DISTRIBUTION,METABOLISM AND EXCRETION OF [**C]-Ro 09-1168
FOLLOWING MULTIPLE ORAL ADMINISTRATION TO DOGS IRI Project No.152574
INVERESK RESEARCH INTERNATINAL Report No.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 IV, 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 No.9228, 16.07.1993
Metabolism and residue kinetics of ['*C]-Ro 09-1168 following subcutaneous administration to
pre-ruminant calves.JRI Project No 152527, IRI 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 [14C]-. 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-158750, 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 DB 2 ERERR
(Bf) BEEDBFLZLUZR, BBRES 04-127, 2004412 A 10 H
Evaluation of tissue residues of marbofloxacin in calves after IM administration. Vetoquinol
Report 1205P902/R, 06.01.1994
ME4129 OFEHAF LI T AN HRERR
(Bf) BEADRZREHRF, RBRES 04126, 200412 5 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 DFRIZ BT 5 B ERER

() BELEYHFLEVER, RBRES 04-128, 2004 12 A 10 A

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 O 7 v b2 W5 HRAAKREIC L 2 2EEHEAR

(Bt) BELEVBFREWER, RRES 05-148, 20054 11 5 30 A

ME4129 © 7 v b Z VWS ERRNEEIC L 53 HFHERR

(Bf) BELAMPFLZEWIER, RBRES 05-149, 20054 11 A 30 H

ME4129 R#i# D Z7 v & H 5 2R 0 EERER

(Bt) BELAYHFZERZEHIR, RBREF 04-091, 2004412 A 28 A

4-week comparative oral toxicity study of Ro 09-1168 with ofloxacin in male rats.Roche report
No.J-145’803, 15.06.90 Amendment page 13, 09.05.1991

ME4129 © 7 v F&H\w5 28 HRIRER O KREIC X 2 EHAEEERR
() BEAMPFREHER, RBRES 04-090, 200449 530 A

13-week oral tolerance study with the veterinary quinolone Ro 09-1168/604 as a feed admix in
rats.Roche report No.B-100°646, 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 I study.Roche report No.B-154°964,

08.02.1993
Mutagenicity evaluation of the fluoro-quinolone Ro 09-1168/000 with the Ames test.Roche

report No.B-116’838, 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

Chromosome analysis in human peripheral blood lymphocytes treated irn vitro with the
fluorequinolone Ro 09-1168/000 in absence and in presence of a metabolic activation system.
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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 ir 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

TIRIoFILI RS (5 10 iR
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
Neuwrospora crassa.,Mutation Research,240,47-58

AIRERS(1993) F/AVRERTAROREARESTHEN. ERFAKRER, 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
Photostability of Fluoroquinolones YAKUGAKUZASSHI 125(3)255-261(2005)

Zhang T et al (2004) : Compare two methods of measuring DNA damage induced by
photogenotoxicity of fluoroquinolones Acta Pharmacol Sin 2004 Feb;25 (2): 171-175

Ronald et al(1999) : Photogenotoxicity of Fluoroquinolones in Chinese Hamster V79 Cells:
Dependency on Active Topoisomerase I Photochemistry and Photobiology,1999,69(3):288-293
Scheife RT et al(1993): PHOTSENSITIZIN POTENTIAL OF OFLOXACIN
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