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OR%-HE '
BRAKILE-YFTOFHT U ELT50~100mgE B — (BN T, FXIBEE1kgH
FUATIOX L0 EL TS5~ 10mgE R KIZH— 2B L CBERBERQI3~5HEE
O#RE$T5, KAEHMREZ7ETHS, 4B FHUH>WTEE—BRELARIDOES O
HERTHIEEESNTINS,
@F Dt
FEHELTNASHFLOREBFERIFIRUVIAELMAERSK TLNEIN, LR
GENMELTOERELAHY, SEELMETHILhD, BEELRERRZES
BT 5L BB RIEHTEELEEILONDS,

2. BEBICETLIREHICETIMREICDONT
(e T 2R &Mz T?

FFEHILCURIFILABOBYVEARTIIBORRERET/TSXTRE. KBEEEHRIC
FREWTEY,. FO70OR-BTHLHEAERERHIN, THTHLA 70X ORRM
XEIzBTA3ERAEBMERRELERIELL, EMEA, FDA, JECFAIZH IT5EE @ IXiTHN
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1. FEHIOBRE
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77 A%+ 2(Ofloxacin)

HSCEN ,\ o /Y
N N

: CigHapFN;O4

1 361.37 ' _

D FRERE~RROROERELITERENE
1 260~270°C (53%)

: 2g/L(20°C)
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(2) ZheE - ZhR

AIRXY LU a—%/ AVFICEL. TS LBERIINR., <O LBERICHLTLH
MThd, ERTRENTHY., HED IR MRSV AS—E THE DNA Dv( L—R, HHMEH
A Y A S—BVIZfEFE L DNA HRZBET 2L 0L EX N TNED, 704592 Uik 2 DO
ERADSEIHTHIM, (HO-FAYI—HRAH-TAYI—LHBL TEYBAREERL, 4
IAF YL URRIT EEROEEEGY Z ESHLMNIEO TS BHE, SH-7 A V/Y—I3BHT

LR7 A353 Uevofloxacin)& L TRIHESN TS,

(3) T

F70XYL UEFRIET IBMAEERE. ERTIEEOFERBMER 2 T5XR XBREE
RRIFEASN TG, B, XETIEEREMITE L TEERSA TGN, Fle 773920
RULART7OFYL UIEE MRIRIZEWVWTE - TRIERRHECRBRBAGEDAFERE LTERASh T

o

2 N7 aF YL USRS NIOEEMBRO 6 fiic 7 oK, TANCRREENERET5 % 7 u L REARHLTE D,
b DNA $Hir—Re0iatL B 28A L., 5 DNA OB L8 AORREOTICESRI — BIAOMR - fERICERT 5.
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2. SUEBOBE
2-LIBR - 3% - EH - HEt
[T RIZHITZHERRSHER] @O
ICR R I A(HE S DIZH T DA 70%HL 2 (Smgkg FE)D HERRFHEOREIZHEUVT, Tpxl 05
BEILANTHY . FOBED Crex [555 1.3pg/ml Tp o=, Tuin( B 4B 1.0 BEETH 1=, ©
ICR Y70 A (HER{E 8 IL/EHI-A 705493 40mgkg EEOHAWNIHANKREL., Bk 180 #FET
O ML AR IR =, Co [FRORE T 145ug/ml., FFAPIRET 168pg/ml, Tin( 8 IEENTE
146 £45 53, AUC [T 15.1 & 23.5pg-WmL TEPERIRIFAZERL 64%TH o=, Tz, 24 FRETORNS
BIHEET 39.5%., BRI ST 35.1%b EiREH f-, ©

[5v MdsiHHEREHER] ©
Wistar %5 S IL ; #RIFFENZEF 24705520 (Smeke HE)D EERAEHENIZ 52 BT,
Trnax (& 05 H#ﬁﬁﬂﬂ't-‘&,b)\ %CDE%O) Cnmm:*g 1-7l.lg/ml -G{%'DT:O TUZ(B *E)[j: 18 B%Faﬁ'c.-ﬁofzo

Wistar %5 ~@3 [T ; SRIFERCATO5 3 (10mgke B EHEREEOESL, 85 05.1.2
B O IER R U RS HEBREACIRES W, DR, TR, T, . A, MNEOLThIZBNTE
miFrh kYR BEA RS WA, 52, B, /DETEERO b LOLER S, WTFhok
BN THEELRMERZETRL . ERBHIED Shiihof-, BihSIEFEEA LRGN o =,

[ XI5+ 2 HEEESER] ©
BE—T LA 3TEBDIZBTHF 70X (5, 10, 20mgke (FE)YD 7 BRID RIFAFIEORESIC
BT, 598 & 7 BED Tux. Cras Tio( 8 H)ZEIFBOHLNED DT,
BEHBAD T (FASIAIZ 1.7, 1.0, 1.7 B, FOBED Coa (58934, 6.8, 12.1pg/mL, Tin( B #B)IF 52,
43,48 B CH-o1=. 185 7 BAD Tu (EBEIEZ 2.0, 1.0, 2.0 B, FOBD cmliﬁ 3.3, 6.0,
11.5pg/mL, Tix( B 1B 5.2, 4.7, 4.5 BETH 1=,

BB 3 EERSHER] @
704 S5—EE S BED 1270854 0(125, 25, S0mgke AE)EBEREEEFREOIRSL. 025,05, 1,2,
4. 6. 8, 12, 24 B O IEHIEMREOHRIAIE SN T Do T [FIREFEIRIT 1. 1.6, 24 FHHEITH
L), ZDBED Crux [ 5.8, 8.5, 12.9pg/mL, Tip( B 18I 173, 247, 2.58 BRI TH of =, LYT b 24 BHEIHRIC
(FHRHRBFRIH0.8ppm) &iioT=,

B7AA 54703920 25meke KEFHERRHENRSL. 1, 2 4, 6, 8, 12, 24 FERIZ 53
FTOEANCHEETREREOHERISE Sh T 5, BB T (XARRIAY2 B, B, BT, R,
Fifi, (DRI 1 BTG, Com [ EIBIZ 9.4, 44.7. 376, 10.7. 8.8, 69ug/g. Tip( A HIXIEIZ 135, 2.11, 1.82, 1.85,
1.28, 1.75 B CH o1z, LT hd 24 BERIRICITRBBRERRE o1,

fRURA SPF 3851~ SCHE 3 B)izAonFH2 100mgke FEZBEEOREL. 24 BEETORERE
HLT=% TLC CIXFRELE, N-BAFIALED 2 ARV FEH Shi-, HPLC ZHRNV-TE8IC R 5EEIE

° RHEHE S ROZERI SN D XL 5 JUE



R N-FEAF JALKLE I RKCE 1:0.0044 THoT-,

[E PRS2 T o ZICh5iR5EER] @000

6 BOEERT T4 P& 5. B DIZ 200mg DA 7AFHL 0% 2 BREFERET 1 B2 B%E 35
BRIAET 7 EENIRE L. REGIRURKIRSH# 025, 05, 1, 1.5, 2. 3. 6. 12, 27, 36 BsfEitkicin
AR & = FRAERIZ 851 B T [ 1.9 BEHEN(0.5-3.0 B, F DBED) Crey (& 2.96pg/m1(2.17-4.01 pg/ml),
T B 1)1 6.6 Bfl(6.5-7.0 BN TH o1 @

14 ZDOBERERT 27 1 PIZ 400mg DA 70XHL 2% 12 BRERT 1 B 2E#% 3.5 BRIAEH7
EEOHRE L. 1 RU 7 AEOREOBICRSHIRUEREH 025, 05, 1. 15, 2, 3, 6. 12 B5fFEED
MAZEFE LTz, 7EBIZONTIFS SIZ355% 16, 20, 24, 28 BU 32 BEOMELFER L.
EHRSHRIZHT D Tl 1.5 B, FOBED Coy & 4.50g/ml. Tin( B )X 4.6 B, 7 ERO#REEIC
BT T 12 1.8 B, FOBED Co % 6.5pg/mL, Tin(B #B)IE 6.5 BRI CdH Tz @

6 BOEFERS T 4 7IZ 600mg DA 7 OFHL UEHERORSE Liz& 0D Tl 1.2 B, 0
B Cre 3 10.7pg/mL, Tin(B D)X 7 EEBICH o1z, Fi=. 48 BEfllE TIT 803% A RABIHEH ==,
(19

10 AOREARS T4 FELEE 5 R)Z 100 H5UML200mg OF 7 B4 U ERHRARE L& &
D Tip( B FDIEFNFNH 45, 42 BT AUC (%73, 144mg WL TH->T=, £, 24 BRIETIZ73.1.
T70%H BRIt Shif=, RLRS T4 712200 HALME 400mg DA 7 AFH L U EEORE L=
EED T [ TTHNTNE 13, 19 B, TOBED Con [ 2.19, 3.51pg/ml. Ti(BE)IFES 5.6, 49 Bl
T. AUCI(Z 146, 280mg * WL TH o1z, Ff=. 24 BHIETIZ 73.6. B3%DRFIZHE# Shf= 8O
RUBMRREED AUC OEMSF 7058 D OEYPMRBAEIED TR EEZ b, K#
MIZDNT, 200mg ZB0, FHIRNIRE LI-LEOREDITLI=E 25, KREFEN 736, 77.0%. B
AFIALED 3.0, 32%, N-AFHA 10, L1%THoT=. TOMI LD O LEIRSEHIIETH AL
[3#rhi= 3.9%2BhH ohi-ERESh TG, @

[BIH1T5 7 HEEOHRSHER]

704 5—{2200ppm DA TAXH-L U BRESUKIREL. 1. 3. 5. 7, 10 BEROILERUEE. iERA.
A, i, BT OERMEENUESh TS, RERTEAOBREIIBE TRLE 129ppm, RNT
FFiig 10.6ppm, B5EY 53ppm. KE 24ppm. M0 2.0ppm. BERA 0.6ppm THY. BRNICHEL TS B
(23 & TREBRERHO0.02ppm) & 2Tz, @

704 5—I2 100 HBUME 200ppm OF TOF YL RERERUKIESL . 1, 3,5, 7.9 BEROIERU K
I8, A, B7E8., FFiE, Bigrh O ZEEEASHIE S M TLVA, 100ppm X5 BHORSR TERORBIIIE
TERbE < 33ppm. RULVCERE 32ppm, A 0.88ppm, M0 0.62ppm, FZNE 0.29ppm. AEHA 0.21ppm T
HY. FENICHEEL T 3 BRICIIS TEERRRF0.05ppm) & 2. 200ppm HESHDIFERTHE
BOREIFETRLE < 6.5ppm, RUTER 5.5ppm, £PI 4.8ppm, 3% 0.95ppm, FEEA 0.54ppm. R
f& 040ppm TH Y., BENICHZ LT 3 BEISZL TESRRFRM0.05ppm) & i 0Tz, @

2-2. 35 B
(DBEERES 0909
A 70XYL L OROIRSIZES LDy T IR id:ddY RYDUET 5290mgkg KB, BT 5450mgke
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#E, S5 MWistr R)DHET 3750mgke (KB, BT 3590mgke FE. 4 X(E—J ) TlRk#ES >
200mg”, ') RHILDHET 500-1000mgke" T o7, FIRAIRETIE <0 A(Sid:ddy R)DMT 233mg/ke
{KE, BT 208mgke FE, 5w NWistar R)DUET 276mgke (KE. BT 273mpkg AE., 1 X(E—II)
Cl3H & £ >70mg Ch o=, BTFIRETIZI YA (Sidkddy R)TldiksEd £>10000meke KE, 5 v
(Wistar F)DIET 9000mgke (KE, BT 7070mgkg KETH 1L, ¢
=, TERBWPTHD NG A FIUEE T Z(Sledd V) HRIRS L I=HE D LDs (3T 40.2mgkg
{KE. BT 385meke FETHRELEEL VgL vEatEtER LR, ©

LRI RFHL UOBEORSEIZE S LDy [ A(Std:ddY R)DMET 1803mgke (AE., BT 1881mgkg
#E. S5v MSD)DHET 1507Tmglke FE, HT 1478mgke (KB, h=U 1 FILOBET>250mgkeg FET
5 'DT:O 16

QISR
[5v FERLE 4 BRSNS ¢

# 6 3B#RD Sic: Sprague-Dawley H5v MRS 5 [L/EH) %RV V=38FHED. 30, 90. 270, 810 mgkg &
BEREICHT 5 4B BESEEMRRIC B TR SN - RIIU TOBY ThHof-. B &
EXHARSIERIZ 810mg IS WOMEES 1| TATETLIA, HRFIRNMSRER~ORIESHRELEA LN
y _

— GRS BRI TIL, 270me ML E DI SFCTEE, B(E, RENBHEOBN RUTHEENREDOHh
1=

FEFTETIE, 270mg YL EHRSHOHTREEMEABL TV, FEIENICHETEEL A %0mg
BEROBTHIEEBINOEENSEOH SN, O 270mg LLERSBOSKRESIERLEBLTE
{E%RLT=,

EHE T, 270mg Y HEBREHOMETRESOMIITFMERN B oM, TORETEH LN
#altiot=, BUKEIL 270mg KL EDFRSF CHESHERENIIEML TL V=,

RREGEEHLAS), HEAET . DEERECEBSICERLE-ERRITZED A, o,

MikEE, MEECERIREITRER THIZ DL TOARHESN TS,

MAEPARE Tl O L TORERTHIROBLHNEO o - FAEMEEELLEN 7=, 810mg
ESEOBT b OB EREROERBR FFRILOEENBH b=,

MHE{EPEARE T, 0mg LLEISSBO R 810mg IB5HOHTE Y LEL OEENESH N
A, BTIXAEREEEED S hirhof=, Ei-. 810mg HSEOMRMTHEMBOBEE, BT AP, CT
DETE. BUN OIE{E, 81-ABE0OEE. BT Tcho DEIE. O/ PRI/ RTIFE—EQEBENEDL
-,

REETHRE 4 BB ORDDOAEEINTLNAA, 270mg HLEIRSEOMHST Na' OHitE O BEH

4200, 400mg 2 ARIZOWTEIEL, FELEERD b TSRS R Sh (12, 22),
® 500mg THEL72L03), 1000mg THH2THRL@/A4)
150, 70mg THI-22 L& 02). 100mg T 1 FBE-1/2)
8 RS TR GOS0 REIND b, BRS0Thot B b
b BT B Preyers RSN OOBIEE
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BB h@Bhont-,

HEEETIE, HOLTOREHLHED Ong BEHTEROHENRUHENEEDRINEDH Nz,
810mg BREHOMEHRTEDHEM RV ERDEHE, BB RUHENERDEE RBH N,
DRI OULTIE 270mg BSHOUETHRFA EROEELEHoh -, TOMh, 270mg LLEFSHOMTH
DHEXIEROIEE, 810mg FEROBTEROIEEDEENED LN, BRERE. CholZBE
T HELFMH S SRR R SR ohGhvof=,

BB CHEASFHRE TR, EROIEF 2 TORERTRD O, FIEARPNICBIR LR
HRDEEAA 810mg 5D M TR BN, 270mg BLEDRSE T+ 18X S5m0 $iRRIE
EHSTHEROBEOEA- BB -, $10mg B 5RO B TR RU LB E 0 B E
REM-HIT2EBEORBIERAL LS AR Dz, TO MO 1ERIIE . FIcHRYEREICE
ALE=REERBOHoNGN T,

FRARIZEV T 2TORSHTEREZOEMN. EROIERAZHONIA, COBROFTRX
FoaXxHi o OREESICEET BNEEEOEEO T RIEREB A oM 12 NOAEL (&
Ymgke FEFESHT=,

[S &ALV 26 FRTESMESAEE] O

£ 5 BED Sle: Sprague-Dawley 5 (RS 15 IL/EE, WRBFLREAERT 25 IEH -5
$£0(0. 10. 30, 90, 270 mgke FE/RAREIZH1T3 26 BEIOESEEMERICE WL TRH SN =S/
RIZLTOBEY THol=, 46 . HIREHOMMS 5T 13 8 m TRERSE, R, IiEFE, MAELE,
Bk, RIS E SR L -, T, MRRLREASFHORSE ST OV TSR TESERDY
13 B EEARARES N =,

— RS EGERAEARERES Tl 90mg BAEIRSBF TR, 270mg U EQBRSHTHE. REOREDFL
AEHLNT,

#E, FEE, fUKELA 1 BnEETCRIESh TS,

FEZFLTIE, 270mg BREFROBTHHOERERMELR L TUV-fl, KEEME, RREELLHR
EMEORSICERL-ZEIIEH Lot

S ClE, 270mg REBHOBTHRE | BEISHMERSZBH O, TORETFBOONLGTE
Tz BUKENL: 270mg 5B OB TIEML TLV =,

BAERELAS), EERE CIREICEALERERLEH O N Aot DERRE TR OEER
U QRS AR cBEOEEH RSN -A', {EXEEGEERATH -1,

g, MEREICFPATREL 13584 26 BOBRSE THICOLTOAERSN TS,

IBEARIRE T, 13 BTEMD 270mg 5B CHPEROEE. 26 BT 30mg U EERSEHOMTIH
FRERDFA &Y L s SEROEMAERSH S, 270mg IHEHTIE WBC 8L TV, 255, SFREROR,
DT 4 BROFEBTERO LN, BTIXThbOELIFED LN Mo,

MEELPEARECIL. 13 BTIX 270mg 5RO T AP OB, BT T ORENRED LN,
26 BTIIMED 270mg 5 FFT AST, ) B, Tcho DEENEH LN, HOLTOBEHTTIIR
> OEEE, 30mg U EREETE7 LTI ad otk EENSFEO DA, AEHEESEEN TR
hof-, TOMIZZEERDEORSIERL-2EIZZBOH ool

LA b EITRM B Preyer's B DEER



FREILRE 13 AR 26 BOBRSKRTEROAEHIN TS, 13 BTIL 270mg HEHOHTNa' D
BRI RO LN, Thid 10mg REBRORTLEDONIH, 13 B0, 26 BOMTITEBDHS
hd, 26 BEORED 90mg FEETIXEIIL TL V=, 26 BTITEED 90mg LA LS T pH OEIE. HTE
CrORBIENROH NI, TOMIZITF S HERMEORGISEAL-BEILEDon G >T=.,

BREECE, 13 BOTMETE 30mg Y ERSEEOBTEROENREUHENEROIEMSBH LN,
HCITEREOETESDIEIA 30mg L EREHTHEHON. 270mg HEH TS ESLIBMLTLV,
26 AOEHETIE., EROHENRUHSIESOEMAMED 30mg REHRU 0mg KL HISSBHOBERETE
H5NT=, DM, 90mg BRSO TIEDIIN RO E RO, 270mg HEEOMETRIKER
LRIFDENEENEEDRINAEH o, B OLWTREEEFENER IERBO oG of. F
f=. B, BIBOEbIER 5t 58, 13 BoEERRICEEL -, _

HIR B REBRREARORE T, 13 B ClHEEO 30mg BLEIRSELMED 0mg BLERSEHZ, 26 8D
RTITEBOILED 30mg HLERSHOMBTREO NN, REESZNEER I ohib T,
Fio. KEESZECOROBHHEORENHBEREZSHTETORTEDONA ., TOREHELEE
[ 30mg LT OREFHCILHBEEFRTH -MIZHL., Omg L ERSHTIHRRGRHLN T, BIED
SRR SRS DB D B 26 B 270mg SR O TEH S -,

FHERICHBULTL, 2TOBRSHTEROIENEO ORI, COBROMRITA IO 050
EEMHCHER T ABAIE RO T REEELE X Dhl-T-& NOAEL (¥ 10mgke RELHIMEh
1= :

[S5v FERWELRZO592 00 26 BREaiEtsg] @

95 B8O CD(SD)Zw MRS 20 IL/E) %R0 -5aFHE0(0, 20, 80, 320 mgkg A E/AIREITHiIT5
26 BEROESHFHFRIC BV TR LW -BEFRIZLI T OEY Tholz.

— ISR ERERE IR ERER Tl 80mg LI EIRESBECIHRUE. 320mg REHTAEHOE, HEDFNHIED
DY (N

ARE, EEEE 1 BoSECHESh TS,

HEZEL T, #EEOREICERL-FZEIZEO OG>0, BES(L, 80mg LI EIREHT
OB TLV,

ERIRE. DERRE CIRERMEOREISERL-2ZEIREH o gt

Midese, MEE{LERREL 26 BOBER THIZ DLW TOARESH TS,

MFEFFRETIL, 2 TORSHOMERTIFPEROEIEIZEH N5, WBC OB EISRETEDL
highvor=,

MRECFRRE T, OLTOREHET LDH, ILF7F=, Ca' OEELESH oh =S EEHEE
P4, 80mg KL ER S CIRI-A BEOEENZEDH D=, A/G HIZZE I iahof=, D 320mg %5
BT AP OE{E. PHIRIFOIEBELZEOH SN, I-F2L. ThbDELOREELEZ L AFEFrIFT Rl
EHohihvotz,

FRIRET 26 BO ARSI TLVS, 80mg UL EIREHOMET pH OBELSRBDO -, TOMIZITSF
[ZHEBRMEOBRESI CEEL-BEEXEBH SN h 1=,

BREETIE. ETORSHTERAEMED) DX ESHIEML . 0mg LLERESH T
IZBELToT-. AR EREL-ER T 80mg LIRS B TIEMERAZED S, D 320mg £55
TIXEETH 1= TOMICFTF HERYE ORI SEALE-RELED S hihof,
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iR T, ERL-Ehclongated)s’ 80mg LLERSHOMIET, EROISSENBOETOREEL
320mg RSB OMTEOH ST, BOISHEglandular mucosa)DIEEA DO 2T OEREEF LMD 20 RU
320mg IREHTERH LN =N HREEEFNEEE o TLVEM T,

FEEARIEERE T 320mg BREHTERIEOMHIEA R LB TIREISSEDbh T, RIS
[ZEFELRBEFEOS NG oT=,

ARRICHVOCTHEESRETED ohEh 18, B> TSI - 4 B0 BSHSRERCIIKE
REHBHEN TS, EELEHBRHRT OBRELAREEL TLHO TGS LHEIL TS,

FHRBRITHELTIL, £TOREHTEROIRNEO SN, COEROMRIEAIOXS 000
BEEICHET 2BNEE RO TR0 RMEELER D=1 NOAEL I& 20mgke FESFMEN
7=

[ ERLVE- LR T 0592 00 26 BRTEaESE] 2

24 WDH=04F )L (HEHER 4 I/E) ZFRALV-38H#EO(0. 10, 25, 62.5mgkg HE/BHREIZHTS 26
BEOESASHRBRAERESA TS,

— AV ERERAEIREREE, (FEZ(L. BMER. IRRE(ERRIES). DERRE, MRPIRE, IiEE(L
HPRE, RRE. BRES. TR, REESEYREICHRYEORSICERAL-EEITRD oI
Hhot=, '

T, AR, FEEIE 1 B, BREX 26 AN A, (DEEREL 25 80, Fid: 25 BD .
R 26 BOHERESN TS,

AERERA ZH1+5 NOAEL [ 625me/ke RE/BTH-7=,

NS HES
ISHEEMEHER - RASAMSEBRIREShTIVELY,

EHNATOE—2 3 AERIZOVWTERORPAPMETH S LHRBEINI=F v MIFTHLARD
O39S UOEEINRE ST,

HEMCH 3 BOHKNAEMEDEN ; diethynitrosamine, MNU ; N-methylnitrosourea, DHPN ;
dihydroxy-di-N-propylnitrosamine) CALEE(DMD 48 L =8 v MF344/DuCrj; 1 8 15 I, HERMIE(L
R7BFYT UV ; 09%EEHRE) % 16:8RERE LI-FRIZE T, ChohOEFPAMEDOIRNEL
LEFETHL. R B AR B S, RE. PRIBFICETAEEREICOVT, TRE—
L a vERIEBO bhihof, @

WFRESHRR USSR
2 R ERESERIERE S M TLVELY,
[ v FERUSHRITR USRI 5 5%ER] @
Sle: SD F5 MRS 24 PL/EHZEFLVI-54EIRED (0. 10, 60, 360mgke HE/ ARSI L 5HEBETT
T=o BERME OREL, RCIZIRECHT 9 ERMRUECHIRIF (R 2 B &L METIE3RED 2 BFRTH
BITR 7 BETITof, HHE3TER TR, MEITIER 21 BICRESEE BT, —RAVEIRREREE T,

VLV MR, LV AR 16T



360mg FSHOMEETREERICTENBHON -, HTEERUTH. BTRERSBHREEIIT-, 10
mg REHOMBEREMOERE, EEERVIEKECRESISERAL-ZE{LiFA LN EM T, 60 mg 5
HTIIEOEKERNEUOEEE - FEKEDRED, 360mg HESHTIXBOAERMNIT, MR
EEEDIZR. FKEDOEINZEHohi-, BEMOMREN. XEE, ShadcRREITBHohE, o=,
B, BRE, BRE, SRR, B RIRECE, £FREREE, HHHREOBREEDh
ihofz, Mh OBORREICHARERIERIW G Hof-, BIEOBREUVRBFE DRE TSI
BREL - RE IS h Tz, ZFAERIZH 115 NOAEL [4, SREMID—RREMITML T 10mgkg K F/
B, £REFREEM LT 360 mgke AE/BTH-1=,

[5v FERVEBEORER RIS BRI FE] @

Sle: SD F#5v (i 36 IL/EH)%E FL VI-58FHE0O (0. 10. 90, 810mgke FE/ BRREI k555 E{Tol=. &
EBEOREL, F 0T 7 BAVS 17 BETITUVEEE 24 TR 21 BIZHIRUT=, 12 L0 Fo[=oLy
TIEERS Y, BILE TR REMESE. 11-15 B0 RRAOERD F #30iREREs ¢, Hg21 B
[ZBHRL . B ~ DR EEHAT-,

Fo B30 — AT ERIRIERIRER TIX. 810mg IREHTIEF2HI=THE. PEHIHEDN N, 8E
BUREELHLNT-, 810mg IR E5H T, IHIRERIIHFESIMITHNEHoh. EEERUEKETIIR
BA0EL . T OBROEmAH LN =,

F, BEMWIO S, BRE, BRE, £FRRER. HIRERPICHE0FEREIRH NG 51, 810mg
BEHTHE BRRECED FRAHLN., 90 mg Ul FIRSHEHTHRRAREQETARESW -, FIRR O
REUVATEEORE TILESORFBIIRNH b ol BHERETIE., W0mg LA EIG SR CHIREE
5. EEEHE. BHBECILEEEAEHON. 810mg BEHCIIRBRAUDERDOLETL, FFlh.
£ 13 BRI OHBRED LELH LN, FHAROHRR IREOREEREH NGO,

F HER O CREIBO O oT=, S10mg 58O F BBl s T, &84 HETOEGFEE
T, EOLER 0 B-11 BRUHOER 0 B-7 BTHREDQEEN A ST, F B0 BNREHE, FEF#E.
YIEERA, BRRRRIZUHERME DR 5 LR REFBH L hiih o=, BEEOBERUEEEMEE 15
Bhit, FTRECIREOEEIROLATI 1=, 810 mg BEROBH S THAEHED D E
THERESW -,

F) OFRETR. BHA, B3, LR, B, B, SRR, RRECE, BRI, &7
FRRAFEFD F, F, DERRESHERCIREIc L 588IZH Lh i hoT-,

BRI 235175 NOAEL [, BEMI:L T 90mgke {AE/H., BBIRIZHL T 10mgke HKRE/BTH-T=,
ST 810mgks FE/RDAEFETEHLNLI T,

(5 v MRV -RENR SRS SER] @

SD Swh(EEURIE 20-24 PL/E%E AL V-5aEHED (0. 10, 60, 360mgkg RE/BBREIZ L5328 %E1ToT=,
HROE OIS, FyORER 17 B b 515 20 BETfTol=, Fo 2 BAMRS . BFLETF REMHS
. F O, 178, £t RENOMED F 2 SEIEHRSE , bAOEEHAAT,

BRI~ OFELLT, 60mg 5T F,OEEERVEKEDIEN, 360mg H5HTHERMPhOHE
SR, BT OEESHEKEDIEMAED ST,




SEURAARS, SYRIRIE, BERH, HERY, HARKE, NERERRLERE, ROLHEE, BE. TBR
UERERER D Fy Fi RU FY B DETEREITRSIZ S S BIIH oMo, T8 hﬁliéﬂﬁ% -
- %19"% NOAEL I3 10mgke #5/H. RRRIZMLT 360 mgkg AE/RATH 1=,

[T v FERL-BREEHRRRY -

SD Swh(iEiwitE 5-10 PL/EH)I SIOmg/kg ﬁiE/El DA 70%HS &R 7-8, 9-10, 11-12, 13-14, 15417,
Fi-id 7-17 HISEHEORSL ., RROBHRERFEROBEZHER L/, iR 9-10 BFES-(L 7-17 BITH
BMEERSIN-BT, B, # 13 BEEMOHERELS FRU -, BEFERUNESHIBHONG
Mot

[5v FMERVESREICAH 3 EIREE RS SE] @
SD Swh (iRl 23-24 I/EHISBRAEDA 70355220, 810, 1100, 1600mgke FE/R)% R 9-10 B
[CEAEHEOIREL . BIRIC RIF B8 RE TN,
FREFENLIRAEET. (CBBE. SHEREE. £ 13 hBE/. £ 13 rBRIES) OHEED
EFRHLNT, Sk, BREUVASREOIHRIZED NI T,

(5w FERL-IER EMERICHIT 5B ERHBIELEEE] @
SD 5w b GHEMBSAER) 14705920 (0, 810 mgke (AE/R) Z1ERE 9-10 BITEGIEQRE
L. SbhE % 13 BB/ hoHEREETE 21 BOKRREES 21 BOBERTHE L
N, HEFHORREFMBEROVTIICBWTLHEICEM LT, & 13 hRENOHRETIRSH
ORREICBWTHREICEI LA, &£# 21 BOWER CIEELEN A AT, & 13 rBEMNIE
LEEF 2T 2L EEZ DN

[5-¥ERLV-IRROBER RS E R EE] ©

Za—TD—FRRI A MEO YT 10-15 E/EHZ B v=58H1#E00. 10, 40, 160 mgkg AE/H)
BEIC L DTSN LT, SERMEE R 6 OhD 18 BETRSL K,

160mg HEFH B L\ THEMOFERVIEEED RV HEBH LN,

BAEL B BRE, EFRREEICREICEEL-2RILEDohEh >3, 160mg IREHIC
BLTHRIRFECTENS ERLAFRREA DL,

k. NERRERUBHEET, (EBEE, BHEROHRE TRSOFELTH O NG T-,

ABERITH 15 NOAEL [Z BB U BRI ZHIL T 40 mgke (AE/B TH o=, ML 160mgke K
SHOREFTEHLONLEM )=,



GrElaEEER

A 70X L OEREMICET ZRED nview BU invivo RBROBREREIZE LD,
[ZERMEHCEY 5RO ERE—5]

HEx PO E 4 BEE )
F5EH] DNA SRiEER | WIS b MR 0.1~300 pg/mL Rt
(UDS 858
Ames B8 S. typhimurium TA1535, TA1537,TA1538, | 0.001~05 pgiplate(=89) | otk !
TA98, TA100, E. coli WP2 uwrd @
Rec-assay Baciltus subtilis M45(Rec), 3.1~25ug/mL BB 1EeY
Bacillus subtilis H1 7(Rec")
SEERER e k) o3k 0.1, 03. 1. 3. 10, 30, 100, | f&f&>
300 pg/mL(-S9 ; 22h) @)
IR EMASTIRSER | CHL HiHESFAa 0.1~1000 pg/mL Elz%'ti-"
e b LBk 0.1~300 pg/ml. g%'ri"
1 0S5ughplate T £BIBEHLRHENT
2 100pg/il BLET SIRSESHEASE Shi-
3 1000pg/ml T HRESHAIGRH BN
4 100pg/mL BLET iSRS b
invivo 8B
HBRR EEESISE o BEE 3R
AR et ) vy Gk 600 mgkg HEHENRS | B
(invivo / in vitro)
INZERER THRBE 10. 90, 810, 2500mgkg | &tk @
HEEORS
10, 40. 160, 500 mgke/R, | BafE®
1 [B/H, 5 EhEEEORs
EEEEEAER SLC-BDF, 52X 250, 2500mg/kg REfE®
BEEORES
125, 1250mg/ke/B pEtE®

1B/, 5 EEFEEORS

77 A% U OBEEEIZ DUVTIE in viro THE %MLz Recassay, #IE % FL\SERRAZERR
ER, BEEMIEE AL UDS, (FELGIESHMAZRAO226FREER, BLUIEHEESaz:EL 0
REAMEITSER. £ MO nvivoinvivo RRERERER. BEU nvive (THEEERAVD/IMEEER, &
HEGESBRNMTHONTIND, [FLALOFBRRTEETH 1A HEFMAL V- Recassay TIRIEDER
MRETh TS, —H., BEBMIZETS nvive/invito V) 1 SRORBERESRER, < HOXEALV:
BE/MEHER. T URETHAV-EHESEEROVWThEEETH 1=

CREDB T EME, in viro DHFSBEEMIFEERET 2EBRATIHEEZRTLDLH AL invivo
DOFBRETIEMEORRTHY . A 7039 UizERIZ & > THREE L HEESETIEWN BT OIS,
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[LR70%9L UBEURA 7O L OEERE] _
SO, A7 XYL T ROENFREFES THS LR7AZFH I UELU RA 705 Y
LDFENFNIZDONTH, WO DFEEDN I TS,

LRzRxdi

invitro TRER '

R XER BE5E BR

Ames SUE& S. pyphimurium TA1535, TA1537, TA98, | 0.0016~0.1pg/plate Bt

TA100, E. coli WP2 uwrA (£=59) @)

AT RA T R CHO(K-1/Hpri) 0375, 0750, 1.50mg/ml, | P&
(=89)

FEAREHER CHL Hea#iRa 250, 500, 1000 pg/mL Bt 2
(59 ; 6h) 5
50. 100, 200, 300. 400. | BB
500 pg/mI(-S9 ; 24h)
50, 100. 200. 300pg/mL | B&1E*
(-89 ; 48h)

Ik AMAATHRERER | CHL #fESEimRA 50, 100. 200, 300ug/mL(-S9) | [
125, 250, 500, 1000pg/mL | BBt =250
(+59) ©

1 0.025pgplate LLET SHEEHIEROHSNI=(389 O TA1537. TA9S [& 0.05ug/plate LLE)

2 1000 pg/ml. THIFEHELED M-

invivo FRER

HER L TOF 3 B8 HE

UDS S8 F344/N S v I 300, 600 mgkg BEHEOR | Bt

(in vivolin vitro) =) @)

IR AR | T IR B 150, 300, 600mg/kg Retee
HEgEnRs

INEEAER v oA BEE 150, 300. 600mgkg BE14%0
HEEORS
100, 200. 400mgkg/H Bt >
1 E/A. 5EREsRaRs | @

B ERFEAER SLC-BDF; ¥ A 30, 90, 270mgkg/H B
1B/A. 5 EESEEORS

V53, 126ME%RICATIE AR LIS
2 200mg LLE CHEMEFRMBRHIBIEREAYE T,

LR a3 Uit CHL BRI Z A= RARREHER. CHL RMFRE ALk as e
BT ERLIAN invivo DTV R BHEMHRBSASTESER, TORAFWMGER. TR BKE
BFERBDOL TR TH 1=

R-A7RAxYL
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invitro RE&

B xR k52 BER
Ames SER S, typhimurium TA1535, TA1537, TA98, | 0.39~25pg/plate patE
TA100, E. coli WP2 uvrA (£59) (25)
PBEAREHR CHL 14 250, 500, 1000, 2000pg/mL | f&td
(59 ; 6h) 9

50, 100, 200, 300, 400, | SEEEHE®
500 pgfml(-S9 ; 24h)

50, 100, 200, 300pg/ml. | SSHEtE™

(-S9 ; 48h)
1 125pgplate YL ET £HEFHLREH SN
2 2000pgml. THEAEEAGEH LN
in vivo SRER
HER HEol% BEE s
NG TR B 150, 300. 600mgkg BEfE®
HEEARS
100, 200, 400mgke/H Bt
1EV/B, 5 EEsEngs | %
L 400mg BLE CERMERMIRHIEREAET.

R-A 7084 Uit CHL EE#REZRVV-SEERERBRTHLVENS LBEER LD in vivo
T ABHIMNEEBR TR TH -1

LlE, SAFHBEREZRAVN-RERTE, £RICL >THE L G AFTEESEEH IR M o1,

(7) SEEEROREEEEICRT SRR
[$E5S v F &ALV 7 BREBEEESE
3 BU 5 B8R0 CD(SD) S YN 10 RAHE ALV 7 BEIOA 70532/ OFL)RUF DO ER
(NAYDSRF[EOIRE(OFLX: 0, 30, 100, 300, 900mgkg AZ/H. NA: 100, 300mgkg AZE/H) HERIZHLY
TEOHON-BHRRIILTOEY THoT-,
OFLX Tl 900mg HEEHTHIE. HE5EROITE, AEEMEF DL BHON A MEOBTIIRHE
BRYEOBRESERLEIEEZH S otz NA TR SHL LA E RIS RO bh .
BRSSO RIS Tld. OFLX O 300mg 580 6/10. OFLX @) 900mg 58K
U NA OFEHESHT 1010 (2, FEBEO LB EE. BEIHO REESERIR KA LIZUBA R0
ohit-, @
AFAERIT#115 NOAEL (& 30 mg/kg A E/HTH o=

6. 8 B 10 3B CR:CD REESYMF 7 BU/E, IR 3 IL/AHIS OFLX 900mgke A 2/H% 7 B
SREIEOIREL., ThENOBRICH T SEHSE~DFEENFHESH TS,
6 SBERD Sy N TIEPIRRRIC 1/7 (= AP BEE TEO RIS </ MNERREA, FHRERANIZIE 27 TRIR
FHOBHEASEH O KERR ERNBHON -, 8 BHULOTVNCIIALORREED NG
12



Motz, @
[E#R % AL - 8 BRIEEESHstER] ©

3 h RO —J )R 3 BB, 20mg R58HT 6 B/EYE AL V-5a#HEOHRE.0. 5. 10, 20mg/ke (&
B/B) 12&5 8 BROBESMEHFERICALTEOLNE=FHEMRITUTOEY THof-. BEXESF
AT ENERNTITL, SREHZIXRBOA TN ERRIZREL -, 58, 20mg IR EHO 3R 2HAD
BERTRICRETESE, SHRIZHLT-,

BT EEEDETH 20mg IR 58D 256023) CIR5 78 DREI=BH o f-, B TIE, EBtEhumerus)
B U KRB (fermur) D EIETER B RAD KR RS 10mg BLERSEICEH o -, REERERICIETRE
Bz, ZEEEEO S ERRTETE. SEHEEEnFRE 10mg Y EERERIEDoNT. REIE
AEETRYAGRO O, BEREMNTH ol T, 20mg BEFHTIT 2 BORROFRATROH O
A, 8§ BOERTHENLYEL, BTMEEEOARMV L T4 2B 0RENREETH o,

e B U BAETE & rh O EH R [ SRR CIE L . ME O &I B ERREAS AR
E&Y 2 S2EREL EZRLEA, 25 2 HAL 8 BEOEEICEIT, EFEHIED o hE, o1,

FEHERIZH115 NOAEL IF 5 mg/ke AE/HTH 7=,

GEHEH DL TS

BEYH X OEHIEREA DO 3L 2SR (18. 36, 108, 180ug/mL)T 15 4557 . ERGAVEES
-, 180pg T B HOFEELIRBELIORD. 108ug TIHREBBELORDHBHON M, 36ug LITOIRE
CILREL T/ \TA—4—I"E T BH DN,

BHErYHE 5 RRUFEYHE 3 LOHSREEYRRL. 50 £ LL0E 100pg/ml OF 70X S H/B
HEABEL. 1. 2. 4:3BHRIZERG. 48[ VEP"hHIES W=, VEP HITEH. BEOREERFRRENE
iz, 100ug T A HEORIEEX, B RORIFEEX. C EOFRERDHREBHLNN, LxTht 4 EEL
RICEHEL -, VEP, RSP IRE CEERIIZRHL NG o1z, S0ug TIXEEITBOHLNGH T,
Ft=, BRYHEEFRIYETERREOLNE Mo, @

[—ﬂ%fﬁﬂt&%ﬁ]

Irwin DHRTTHEGE(T I ANHVT 300mghkg REDEORETITA—I VI DEENET. B
EEOET. 1000mgkg AETTIL—3 05, BEEFEEHOET. 59<EY. BEORE. ®ETRE,
BRETAROLNE, ShbiHE5HE 20 SLRICHEL. #12 B L- 100mgke FEDRS
TIR—ERR M TENEEIRD b hiah oz,

(iR AR~ DER]
B R D =342 EA(R 3 ; EEG. ECGMZHBUWLTIE 10mgke OFRIS S TREFDREE R UM
[EETHEESH 5N T=(mgkg TITEELL), BFRESN(IVR ; wheel cage BERR)IZELVTIE 300mg/ke

! Electroretinogram

™ Visual evoked potential

" Bleciroencephabogram, - Electrocardiogram
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OEOFRETIETHED Shi=(100mgkg TIXEREL), ~FV/ULES—UEE(T IR ; ERRSH
[ZHBLVTIE 1000mgkg OERORSTCEEDEEHEH SNF=(300mgke TIRHEEL L), SEEER(RY
R ; FFAOBEIEAESRT 39 % wiithing BORIE. EARRBERIBICT ¥ HEMRRHE)I =31 TId 100mg/ke
LA EDBOIRET writhing $LDHHE], 300mgke PLEDEOIRECHEBERROLEF £ L. HEIERHIE
HHNF(FREN 30, 100mgkg TIEEEIL), RREER(T Y b hIF—F VNI X HEER
BIZHLTIE, 1000mgkg DEORE TREOHE{ERLI RO 5hi=(300mgke TIIFEEL L),

ESMER(ROR | BRES, LT FSY—)LER, X M) Ro—Esh, KBREOYE  E
BER). SIFEBRA(T Y b ; shuttlebox) . BHIRFI( T ; BRREMIZ& 5 2 F TRELCAB)ICIIHER
FHIZH W THERMEREIC K 5FEIBO NI -,

[BfEaER~DER]

MEEFFEA R ; /IVTERTY VNE)., ZEFILAY AADIZHTIRNZEBLTIE NE 12&5
FERIEH 30mgkg, Ach [Tk DBERIGH 10mgke OBIRMIES T S hi=(FhEh 10, 3mgke
TIIFELL).

BA(OYY), BEEGD  EXRR) CEIFEBREH SV TEREREIZ L 5T EERHoH
otz '

[FEBfR —xid 5 4EH]

FHER. HhESHEE. BHEEELEY b ARIIHULTE. 100%yml ORETHEEREE
BMTIEEE, EAE I VRUTEFILAY Uk DIEZEECERL., BHBBEONE LD
URHEZEAEE L =10 g/mL TIEEHSEL L), HHERRICR LT . 10'gml OBEC=aF Vv RUE
s\ LI &k DURREZ A0 L=, #EHIEBHRR PHHRETE(T v b ; BRIT)IZHSLTIE, I
IRFEITDOLT 10°yml O T—iEtOIREINE] & i TR 2R L IEEFEICONTIE
10%/mL DEBEFCEMB U F Y b U & DEBTHRICZEL TS o 1= BENEHILERES v
MIZHLTIE 300mgkg ELEDREORES CHEHREAIF Sh=(100mgke TIIRELL). B W
(v b BiRE, pH, BBE. X7 UEDIZHLVTIE 300myke DL EORORE CEBHRERUBED
BT, pHOLF, BEEDET. BT UEEOHIEIA D Dhl-(100mgke TIXFELL). BHE
EE(4 X ; BERESAENCHULVTIL, 3mgke M EOFIRNRS CIREESIOIIHIAEESD Shiz(Imgkg
TR L),

FrEBERE(T VR ; BORISEN. BRIE(S v b BEUE) (CEEBREHCSVLTERYEIRSICE
LEETEH NN ST,

[FERfEIRAS R~ DAEM]

3mgkg ORRPIZSICETH, Rk, F. O, DOERE. EOENESRIMEEE. RER
MG, [DERESD. BEIRMEER. ODERQOThERES ) EEE LA, —BEORBIRIGT
EOREN, BEEOMTOEMOAHEED Shi-, 10mgke TIIFRMOEM, PRIRIEOEEDET,
URHERA. EERH. R UTEMFEO—BR TR, ZLERFEORD, RIEEROFDHIERD Sht-, 30mgke
TIELEOE ARSI A ifth, O, DOEANERRIGEEOET RS ol DERIZ—FE

° 10%e/mL CHIRHETRAEDSTED DT 10%g/mL L FIo2V T30,
P 10%/mL LIPS TSR Hi= 7o 10 ymlL LTIz v C A0,
14



DERITBHONT, DENEEHICEIEITRZH SN T=,
mE, DIEEEREES v b) 12 1gke FEF TOEOBSICH N THERPEIREIC X 831D
‘5*‘:7‘&:75‘01':0

[Z 0 ik]

FEEBE(OYX ; ERUIZHULTIE 30mgke OB S CTHIEZEN LRIERUE~DERER
Ik DUEANEM L, A —BIE T8 EIZ TR U -(10mgke TIEEZELRL) FFRERAGY b R
2. Na'. K\ O E@B)I=HLVTIE 300mgke BLEDRORSTRE. Na'. CI- OHEASEL LT,

BRRBMERELEY b BERSD (X0.1~1%0BEICHE L THRPERSIC L 28T EDoh
ot

(10) WS AERSE
[ invitro O MIC [ZBEY 258ER]
OESERSBERIxd 28/ NERTRLLEE (MIO)
E MR RREE T B4 705 AT DVTO MIC AAERO AR THRESN TS, 055
HEYEFRY ADL OFEITRRL T MICs 2V SIS SEY S BiEL L CHERS M TS ETEIC DL TOR
BIIROBEYTH-T=.

W, - B/EEEIERE (ug/ml) - "™
MICs MICy

RIHRE MR

Bacteroides bivius 46 4 31

Bacteroides caccae 10 8 1128 32

Bacteroides distasoris 10 2 2-64 33
12 2 16 264 32

Bacteroides fragilis 42 1.56 6.25 0.78-125 34
13 2 4 2-16 35
51 4 4 2->64 36
29 4 8 1-16 37
27 2 2 058 38
50 2 4 24 39
20 4 8 2-16 40
41 3.13 125 0.78->25 41
32 1.0 40 1-16 5
4 2 4 31
23 1 4 1-128 42
11 2 4 1-8 33
23 2 8 2-64 32
25 1.56 3.13 0.78-3.13 43

Bacteroides fragilis group 52 4 32 1-128 42

Bacteroides melaninogeniciss 20 1 2 0.5-2 39
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Bacteroides ovatus 12 16 32 1632 33
10 16 16 8-16 2
Bacteroides thetaiotaomicrom 14 16 16 8256 33
7 8 128 4128 32
Bacteroides uniformis 10 3 16 2-64 33
12 4 8 28 32
Bacteroides ureobticus group 11 0.125 05 <(.06-1 32
Bacteroides vulgatus 12 4 8 1-16 33
12 2 16 1-16 2
Bacteroides spp.(fragilis BR<) 29 8 32 <0.03-64 36
29 8 32 2-128 42
17 2 4 0258 33
Bifidobacterium spp. 10 4 4 18 42
Clostridium perfringens 17 039 0.78 039123 34
50 05 1 0.5 39
20 10 10 0.5 5
6 05 1 051 42
10 1 i 05-1 3
12 05 05 0.5-1 32
fmymm ! immocwm 1 | 15 16 128 1128 2
Clostridium spp. 13 2 >64 05-16 36
20 1 8 025-16 40
17 2 8 05256 33
3 4 16 0.532 32
Eubacterium spp. 12 05 2 058 2
10 1 2 0254 33
Fusobacterium rmucleatuen 5 1 2 31
fg’g‘;mm mucleatum /| 15 2 2 14 33
Fusobacterivan mortiferin [ varium | 19 4 16 264 33
5%%% varivn [ cerans [ | qq | 8 16 2128 32
Fusobacterivm spp. 10 4 4 02564 42
20 2 16 0564 2
Peplococcus spp. 1l 8 16 025-16 36
25 | 156 625 039-12.5 41
Peptostreptococcus spp. 8 0.5 4 0254 36
50 2 4 14 39
18 0.5 2 0.12-8 )
20 05 8 0.125-16 33
2 0.5 8 0.125-16 32
25 625 25 02025 7
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Peptococcus! Peptostreptococcus | 10 1 0252 40
Prevotella bivia 12 8 2-8 32
Prevotella spp. (pigmented) 17 1 16 0.25-64 32
Prevotelia spp. (nonpigmented) 14 2 12 32
Prevotella spp 6 2 8 0532 42
¥ e B
Enterococcus faccalis 25 2 2 14 40
50 313 625 0.78-25 41
16 4 4 24 5
25 1.56 3.13 0.78-3.13 43
Enterococcus faecium 16 20 16.0 1-16 5
Enterococci 10 2 32 132 42
29 2 4 14 38
100 2 | 4 18 39
Escherichia coli 100 0.05 0.19 0.025-1.56 34
54 0.063 0.125 0.031-1 35
23 0.06 0.125 =0.06-0.125 37
49 0.06 0.06 =0.03-0.5 38
100 0.06 0.12 0.06-0.12 39
35 0.06 0.125 0.03-1 40
50 0.05 0.10 0.025-3.13 41
32 0.06 0.13 003025 5
39 0.5 1 31
10 0.06 32 0.03-64 42
25 0.05 0.05 0.013-0.10 43
Lactobacillus spp. 50 4 32 31
13 4 32 1-32 42
Propionibacterium acnes 14 1 4 18 36
Propionibacterium graydosum 6 1 4 14 36
Propionibacterism spp. 11 05 05 02505 32

Zh S DOFELIC~10'CFU/spot DELRE TEIE S b, —HORREE AL V-HEFRIc ST~
10°CFUspoti =5 VT, et 7 R4 S U DX ELRBEEEE FE 5 (9)O-7 A Y X—IZ10°~10'CFU/spot
IZBLTMICADEAERIT L A ERH DM ol EHRETh TS,

FESh-EREDS . RHEL MICsy RERESh TSN Escherichia coli ) 0.05pg/ml THof= R
LNTC Bacteroides ureolyticus group @) 0.125pg/mL. , Clostridium perfringens 0 0.39ug/mL T&H>i=. CORTIE,
Eubacterium spp.. Peptostreptococcus spp.. Propionibacterium spp. %, FEHIDEIET 0.5pg/mL O MICs A&
RTINS,

QATCCIREENRIZH 17 HMICs,
ATCC ) 2 #E ¥ T & 5 Bacteroides fragilis ATCC25285 ., Bacteroides thetaiotaomicron ATCC29741 |

TR 8 FIARFDER
17



Eubacterium lentum ATCC43055|Z DL\ TOMICOSEEIZIEIZ1-22)., 8-8(8). 1-1(1)f TdH 1=,

@pH [2& % MIC DE1E
F5% pH FHTG6. 73, 8.DIZHTHF 705 Y200 MIC OEBMNEESN TS, Bactervides
Fragilis(6 BERIZDU\TIE pH O LFELHIT MICEEAIZREENHMETU T2, Bacteroides spp{(7 EH).
Fusobacterium spp.(2 BH¥E). Clostridium spp.(4 E¥E), Peptococcus.” Peplostreptococcus spp(5 BHR)IZDLVT
[4 pH7.3 TREBL MIC RS, FORIHEO pH TIHETLTLV=,

(BRI T 7IS B AR E]

5 BOEERTTATITINT, 200mg DA 7RS4 1 B2 E, 5 SEHEOREL, #5401, #5
2.3.4.5 RUEBRERTE 6 AFTOEBEEERL. BIHR. BREER. Saphylococc, TI—7 D
Staphylococci EFRAT-FERIZRDEEY THT=,

BREEROERIIA 70X L0 oREHaELtICEAL, 4 BRICIIBHEIN GG 5T, 204K
RBITREHRTHE 4 OFETHEIL - BREEOER. MICs BT MICy., BEFEICAREIEBHONG
hof=A, FiEESIEROBESNEEIEML TL Y, ' IL—7 D Staphylococei QEBUILRALT -, Ff=.
EERHZDOULVTIE, RS BRRTL 25 TRIBSN =D& THo1-H, 54 BRIZIZ2COBEBREDOEEN
& Candida sp. HiEEHET=,

FEAL L., BRMERAEEOBGTEICELILEO S ot Candida sp SNHIRLF-CEMiD, 7
Z0%5L0OEEIZ &Y a0 - — MR NEL ST - LHEEL TS,

Fi-. BEPOA IR YL UREIREE ng/e THoT-A, BEIZIH>THENRH LMD in viro
M MICsph lpg/mL ELFDHEDDHTHY . ATAXH LU in viro TRYSROVREIEETRT EEAL
i, il TEEIEREEh A4,

(DO HRIZDLT]
MIC D 8 f&D7 7 AFH2 L& ST 7 BfE(Enterobacter aerogenes. Escherichia coli. Klebsiella
preumoniae, Pseudomonas aeruginosa. Staphylococcus aureus, Providencia stuartii. Serratia marcescens) %
& L =BT B O HBREERE 8.5%10°(S. marcescens)y~<1.6x10°(P. stuartiiy C &> 17,

(DEMZBITFBMRIZDNT
[ENRS T4 TPIBIT5EEE]

4 BAOBEBERILTTF 705 Y85, ToRBREHSE 12 R)I2DLVT, 400mg DF 70
Yo% 1 B2 E, 10 BREOIEELE-LE0, —AHRE, ks, mEE(LE, R, 75, EE, OER
BRENEHESH TS,

BRI CREREICHEREENBD oM -EHERITHIEBRICET 2O DA TH o=, RLEHETR
HLN-DILELBRROTIEA G/, HERQ)RV TR THol-. 1= 3 BTERG9). 55 1
A THEICHEIRAEED | kSIS, BRI RBHTY 3 BICHEINT-(39), MRS, MRELR,
R. 8%, g ODEEREICERIEDL o, @

T jrE—F
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[T/ X1 . IESVE B 28]
A 70X S U ITRETEHE MR LIZHLTERSH TS, Elzsmxwm BFEZIz( XD, I
EUNVESRICIRES -EERENBESh TS,
13,717 BOBHIAIOXHL U8R ESh, 577 BOFBEFEHSHRESh TLD, 577 D55 361
(BB ERICETA2EDTH o1, Ti-. 124 HIHASTRMERIZET LD T, 55 4 FIHTERELLLIE
EERREE CH ol TOMEEREIZOLT 4581, DRIMERIC OV T SHITH o1z, FhihlLL TR
(1 By, E2(1 ). EELQ B, LBR Ph#REEh TLV=, @

EERRtEIC oL T] ,
Fo0X5L 0 RUEHOHETH AR 705 FE MRR LI CHE W TIAEEREN TLVS,

3. RS ERHEIZDLT
[ARIZBEd SHRIZDLT]

—RIZTNFA DX/ AVFIEAS = UZE BELBIMERT e RESh TS, Aoa%8 2
DIWTHEEOHRIE Bnm\mv&i 14c R LR D 054 L U BIERE#RO A 5 = U EllinR
BIE7ZILE/ Ty FEEBELTHES Y MIBWTEEETRL,. TOEFIIH 20 BTH1-Cehb
@, fhoF/ OVEIEFEOERZERTEOLEL LIS,

EEFEIIOVWTH., ABRRUEEYHEORICA 7O+ ViSREFEEEIL-FEBRICBIT,
100pg/mL DFEEETILERG IZEEABHOI=ED D, S0ugmL TIL ERG, VEP LH(ZFLIFFEHLNT
Bo7 . EFERERIZEOTEROERRITELEERELRASh TR, T, LARZAFYI Y
DHNERWE: 26 BERIOESHSHEETE. BERE62.5myke AE/R)ZHULVTHIRREIZRBE
BEHohiEhot-, ChoMIEms, 7059z TIE, BER LY hoFEREI LY ESHE
DEWVERERZEDEEI LN,

(B <BYY SHRIZ DL T]

F/ AVAIZOVTIE, $PEEMICEL TREREAIRO SN LMIohTEY, ChETER
NTRENSNESEHHEOIR & A L TROLBEZEOTOEIHER L Lo TS,

Z 70X 5 ATDONTIRT v A RERV-EEIEEITRT SHSERES N TE Y. fthd
F/ OVKIEER A RISBOTEYBLERELSED oM. DR S L THRBHEL
HIRTHoT=. FFBIE 8 AFEIOESHOFRERTHIN, BREABUGERERLVT, NOAEL A
sk&bb:hrcué EMD, BULGRLSREEER L= L CHEFHEICALS C EATTTEETH D LS
=

(RS R USRI T]

YRR UERSHIEICOLTIE, SHEHROSTEEESRITERIhTUELD, S5y MRV
IRRTR MHEHHR SSER. S v FRU 2R LV-IBROBEMREIRSHEER. v FRLER
EUER VB SRS RSN, F ZFHLE R ROBRBETETITHOATE Y., BESHEIZEHoN
TWELY, Fe. S5y FRUSYRIZEOLTHEZIMIEIZDH LA TR,
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CEfmStE - FAAMEICOLT]

S ESAMRERIC DL TIESERE S TUVRL, —fF/ D RICIREFIZHBLVTRES &
SIREEEPRNAMEIRO N TUVELY,

F a4 OEEEEICOVNTIE, HEERV-ERERERSE. b MESHIRERAL - UDS
HER. [FIEHREERERAV-REERESR,. MHRAEMNAERSRTIEMNTH oA EEERL
7= Rec-assay TRt TH>ze L L. BEBIETS invivo / inviro ') 1 SBRORBERESER
RIRERWVEEMGHER. Y ORERVVEEBEEFEBROVThIBETH s edb, ERFIC
EHTHBL L HEEEMHITNEEZOND, SO, 705D UOEXRREFRRATHS L
RZAFHLUELY RATZAFH L UDEFNEFNIZONTE, D OIDFEBRNERBSHTISD,
&I L S TRHITRE L 45 & SBEHIEHIED 5 TUELY,

T, FIRFH L UG EIHO—ADHEFRIEETHS LRI OF T U EHSAMHETHD
DEN. MNU, DHPN Q&SRB <hd. ik Bik iR, M. a8, RS, PRIREICE
[+ ZEBREICOVNT, TAE— 3 AERERELI T

EBIZ. T MRV 6 » AME TOREMBRESRICE VT 7054 Uz & HHIEBIHRED
FREHEOEMIREShTEST, HEMELE MNERICH T2 ERENRSH S, BlifeA& L,'C}E%
ORETHMBATLVELY,

DI EMD, REAMRBRERINTIVTE ADI ORFEITTRETH S LH =

ChEtEH L)
1990 FREEML LA OE/ AV OVWTASE HEEEERH L ENBESNTETE

Y. DA DBZZALITOVWTIENEBHIC L > TERIEIN/-HF0 DNA EOEFER. RSk
THECI=EHRE O —SSHIDERIZ & A REHEEAMRESh TS, Z/140%/ AVEID
HEMOERIEREOREIC OLTIIN DHADRELH Y., #HENIZ6 SIRU 8 iz a4 g
895704 0%/ OUFINBELMIRUNEESERT O L, 8 GUTA FRVEFRTHIES. AE
HEELEBRTACEIBESATIAED, £o0%0S U E 8L 1 HTEBHEEE L TH YIS
B S EMEAGEL EEI IR LU, A7 aF S w0 HhbW0NELR7a%92 DT, invivo
BIEEMEICDOUTIIIREIIL invivo TIE CHLV79 HE4laE L= UV BSC & SHaEMoiEss,
A4y b7t O0RNEEREO TR E UV BT &k 2FEDOENREH Shi-AS, thao 4
A3/ 023 & OB TIIERMIZHBLEDTH 1=, Fi- UV BEEOTHIRAOEMRIEFIFEL
LB s B TESHREEREL C &, LRTJOFTL DL MRS VT4 7O UV BEtRERE
HBEIES LI-ARIZS LV TIE, 1 E 100mg. 1 B 3 BOBSTEEIED WM -2 &%,
ARELERETI B VORRLEEEAEED S F-PliL 171,800,000 TH-T=Z EAHREETATINED, Thoo
CEMD, AT7OXRYL U ONTIRTILA AR/ OUFIOh TS ShEEEEIEUEREIC S
fahd, -, BEOCEEINLBRY., BRERTOF 70X U OBBIISMETHY. BM
L CERKICE > THREL A A IBEHEEAE L SR IMR CTEARELEL b, LH. B
ERLHTWAAE BAECHLTIR BESRICELT 5 HREOAESR®ORBEIRHBRUT
EHRESh TS,

(B ED T FilA > FMZoT]
Ao7OXFH LU ONTEESh -4 OFERERICENT, Sy BESHSEERIZOLTH.
10mg/kg FE/HOHFREEHICBWLWTHLERLENRH SN0, ChESHFELLTELZ HE& NOAEL
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[ZRDOIEM o, LHL, COEBOIRIHERZREINE-5VME, ABNICEREEERES
NI-EESYMIBLTE—RBRNIZEH LN IFRTHY . HEFIOZHEZE LS LY ITHERER RO ZE
Bl ERLEEZ O, T, COFTRFIToRBICREME RIS THE Lo b, EFHEEDE
TBLLTIREY TR EFIREN T,

BB T O UOWTRLEVAETHRMERSOEENBOHONLEZ DN HERIE. 1D 8
BRI ESEZE T A ERHRRICBL TR O -EHRBREAO KAKKTHY . NOAEL Ik
5.0mgkg RE/BTHoT-. CORMRIL. /0 FD BEEFSENEEEIDM RO DI &, ARH
SHOBNEYETHI LM TR EMS, A7aF5L o OB PN EL T SatREL
TITELTHIESEN T, LALEDD, BE, 1 XFACREMSELSHEYT AL, &% %0 A&
L3, BRELNHDHLEFZONSEMHICH UL THSEEOHMORBRARESh TLDOITHL . FHR
(X 8 BRELSEHRORBNSBONEDOTHIIENS R EMOSHE RLCEThEER
[ZANDRERHBESNT-, -

[BEPRRPED T FiRM 2 Mz DLvT]

FEYERRZBOFHEIZOULVTE, £ FOBRREER~OEEE 9 R TE D 8MOHERLEH HE
MSNhTUWELNRREERT S L. BONTWBHIRDS bREENEELSNDLOERALTHED
M ADI #RET DFENBYUTHE EEZ 5ND, 750 VT OWNTOMEEREEIZ DL
TI&. inviro DFIRE LTMICx. invivo OFIRE LTEMEE LOGRRERICHITIEEZE. £ MR
T4 TI2HT S 5 BRIBOHRSICZ & SEEREBENH D,

A 70%HL UTDLTIRE FRER LICE UL THEBMELVERERDH D, BRIZEITARLERR
EWERIGHERRA~ORET, RU\THE. ERERL S > -HREEROEETH . ChiTRE
BT V71 7ICHITS 10 BEIOBRSHEEBRTERECH 1=, T SAOEERT T4 PITHT
3 5 HREIOZEOFS200mg/ & k., 1 H 2 B DLTHEDFREEN R Sh TS, CORRITE
WTEFERICHERIIRHE AT, BEREEOBRRICLTEERO oG of, LMLERL, HE
FOBESHREOSIEIZELIEH SN, & HITHHE 2S5 TULMBDSNIEMN T Candida spp. DIES
4 BEIZIZZTOHESEMRHESND &S o0, 40mg/E MBOFA 7058 OEORSE
%, b FEPRHEEEODA-—WEREENELLI=3DEEZ 5N, NOEL [HRETELN o7

—A. inviro RRIZOVTIE, £ MENHERI SRH SN LZBERETH S Bacteroides.
Bifidobacterium. Clostridium. Eubacterium. Fusobacterium, Peptococcus | Peptostreptococcus FDIRIERTE
B, R-plasmid DYH—/\—¢45mTEEEOELSIR CEEEIELL D TIaEEDH S .. Enterococcus, E. coli,
Lactobacillus FOEH R EEA’EYTS ADI O HRTEITHEL T MICs #RLSIHEI B EIEEL T
ERRMICHRZNA TEY., BRREESRICH LV THERMICChOF BULVTEHEIZREL TS, 70
FHLUZONTIE, Thon b FMRRICERT SR H HMED & MERERSEHKIZDOLT, AR
Xhhbi< &4 37 7 2164 BHEOD MICs) DIEBRHAR/LNTIVS,

ChoOERMBIE, 0.5 ug/ml OEREITFH T Eubacterium, Peptostreptococcus. Propionibacterium DfE
HOEENEE 2T TV, BB MICs ARESN=DIE E. coli THo1=h\. E. coli 122 TiTE
FEREEE OEHTE R 5 2ERIET<HTH0.1%IEE) T, BREEENGEL N 2T 5 RTEM
ThHHZE, — NI E C RPN ERFETHHCEN BN D, IR THEYFR ADI O <
L3 MICsy ELTIRRT ARETIIRNESNTEYD &=, Bactervides wreobticus group T 0.125
ug/mL. Clostridium perfringens ("D LIV 28) T 039 ug/mL O MICsy BAEREZN TILDAS, ThbldfEd 12
YD Bacteroides HET Ipg/ml KL ETHIDIZHL TELLEBLAED L, SOIZENMRZT4T O
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R Bacteroides ~DEABILIFEAE LM oT=C . TS A BT BTERTHEEN D, LWTFh
BTHAEWFR ADI OFHEICALW S DILETITALEEL bh T,

IhoDIeha, BERICBVWTIEFIAF9 0 0OMENFEN ADI ORHIZH->TIE,
Eubacterium. Peptostreptococcus. Propionibacterium | =851+ MICsy @ 0.5pg/mL EHRAT 3N EETH
BHLFEREnT-,

B Za—F /AU TS HRABEOA - F /00 LB THEEAELIZ L ESh TS,
TEEAHRY S TREEEEE TELL, COMREIZ DL TO EESH UL EERIEHEI X, BliED)R
SEHEASETHLEEZ ONDS, —a—F/OVFIOENER B T2EEHIZBES M TH D,

[—BEBEFEEADNOFEICDONT]

F 785 YL U ONWTIE, BIEEERESAMERSGNEER Em. AD] ZE/E T 5 Z A AHET
5.

EMENEEIC OV TRLEVAETHERMEIRSORELNZH o= £EZ bhHIERIL. $EA
X %L V= 8 BfSIBSE BN B+ 5 NOAEL Smy/kg AE/HTHoF-, cOHRMNS ADIERET D
& T=>Tl%, B 10, BEHFEE 10 ORLEN 100 17N . BEEHSEROFRE I E L. BU. &
PAMARHEMEROMREA G EEERARITERL T 10 &AL, ADI i% 0.005mgkg AE/A LR
E=hD,

— A, YRR C DLW TR TRIAEREL B DI invitro O MICsy DAHTH T

HEIRRRYIC 220g, MEHARESNDIHEIC 30%(RBENEL VHEH), ZSEMIC 1, £ MEEIC
60kg BRI 5 &,

0.0005 mL) x 220 —
ADI(mg/kg 4FEE/H) = og";i@)g@ © = 0006 mgke HEVH

LB,

SHEREN S Bhvh D ADI LREYPRRIEZE S DBV D ADI ZHET S & BERIZHNT
(TR T— 2 /AN EAL YNE(EY, BRENEWNEEZ OGNS &G, £70O%Y
S UOREEELFRTT HICEBLTO ADI & LTIE, 0.005 mgkg FE/BERTETH EHBEHTHL
LEZOND,

[(BSERREZESHEI= DL T]
PYEXY, 77035 o OaRRREFESHEIZDULTIL, ADI & L‘Cﬂd)fﬁi—?}ﬁ?‘éh&ﬁﬁét
EZZbhb,

A 7R3540 0005 mgke RE/H

22



FEHER P CRERAL-BESI DLW TR Sof

ADI —BEFEERE

ALT TI2UFI/INTGU RTS8

AP T LI IHRI7E—E

AST FRINGX BT/ AT —E
AUC SRR — Rl T It

BUN  I[LARFEZER

cAMP A 71)u AMP

CHL  FyA=——XN\LRS—IHESEMEHk
CHO  FyA=—XN\LAZ—IPSEER
Corey EERRE

CPK DUTFFIF2T4%+—8E

GOT  JAASEF T H OB XA 73+ —H(—AST)
GPT TNE=VBENEVBN U AT EH—E(—ALT)
Hb AT OE L (EHR)

Ht AR )wk

LOAEL B/NsiEE

LOEL  H/IMERE

MCH  FERmMEKMERS

MCHC  FERmERIERERE

MCV  EHSRIEREHE

MBC  &/IREEE

MIC B/MRBIRILRE

MLA  RORULTA—TEER

NOAEL #E=HE
NOEL #E/EFESE
Tir SEERRHR

TBL  #EULEY

Teho  #ALRTO—IL

TDI mtF— B e

TG ISR

T G R R SR
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