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WIGIE (X /N R IL10%ENIEDIFERIF[EYAATSIAVERVKRGEEGESEE

RAATSAT-H)ETTF4hL, KIBE). NAR)IL25%HVENE DT % . KIBE T

FECELRREIITAMATIAT-RER, DLT7 TSR TA/N\—H L NRAYLT-LILE

D KBEHE). N IL2.5%E5T K. R5%:E5 K. RL10%:ES BN G D%, KIGE

HTHFAE. BROMIERM%. KBEEE THREGECERBIIKBERE. N\AYLT-LILLDHA,
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(2D TIF2.5~5myg%3~58 /. KIGE M THEIC DL TIE2.5mgZz3H M. & fl#F O %

59 %, N1 IL25%E5T K. B5%E5 K. R10%:E5t%&(&. 1B1EHAE1kgH YT

oa7axHo ELTEDMEIZDLNTIX2.5~5mgE3~58/. XKIBEME THEIZDL

TI&2.5mgZx3B8 . FAER FITES . BROMIER X IZ DL TIX2.5~5mgx 3B . KIaE

M THIEICDLNTIEL25~25mgZx1~3BE. BRHARNITESF T 5, REHARBE/ (K

)JL10%&E D TH . /88 JL2.5%HVERA308 . 781 R JL2.5%;E 5% . B5%;E51% . [

10%;FSTR MG (C DL TIF21 B (HEELIX96RFMA). BRICDWWTIZ20B TH S, HH. Cnod

HENZDOWTIX, E—BIREAEDDEFDAIFERTEHEESNTINS,

2. BEEICBTAREMICEHTIMEHFITONT
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YRZEEMNEESN ., BT T B E R AIA200549 A 128 ICHYESh iz, @)
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AHAFNEHBICHKEES  FOKICHRARZEHFEINSGN BRIZCEVWTMRLOFRE TGS
NTLWENIEAS, TvAOTOFH LU OADIREIZDON TR RDBY S EEERELT-,
IVAJOFYLUNBRBEFZEFMOLTIL. ADIELTRDEEXRATSIENE
BEEZLND,
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1. FHIOWE
Q)rER"

I > A7 844y U(Enrofloxacin)

. ~ COOH
7 F I CHuFNLO;
7 F = 13540
ERICBITAMHIR  AEBR~EROERMENR
= =1 - 9 220°C (5fiR)
B 2 E BsfEM 200FRILAISEFDT K, AR/ =)L, T RUITEHFIZCL, K I—
TIVIZIZEAEBITELY,
& S £  :nonvolatile
(2) %hek - ZhER

I O7a%4SUEza—%/ A BB L., IS LEMEICMR ., 24 DTS LBHREIZRH LT
LENTHD, EATEENTHY . HEOIE FRAYAS—E"THBDNA Sv A L—R, HBLY
(& hRA Y AS—EVIZ/EFA L DNAEEERET 230 EEZ NTLNVS, @

3) €Dtk
IUA7AXY D UETR|ETIHWAEERE. ENTIIEOMERSFEYA 2 TS5XTHE. KGR
fiE. 4OHhz. KGR THE. BFROMIEN. KGR TREZRISERINA TS, B, KE
FIZBWLALKERINTWSD, KETIEZ/LA0%/ O iifEhy EQNg 3 —2xd 5 R %
=2OBENNH B E L TEADBERZIY OHTLVS, Ff=. KB THS ciprofloxacin [FE;EEE
FL. £ FEERICBWWTERIN TS,

2. STEHERDOBIE
2-1LURIR - 5347 - X35 - HEt
[5 v MZBIT55R5ER]
Wistar RS v ME&4 TR CAER T 005520 (5my/kg) & B EEaFIE A% 585 5\ L EHRA

N7 aXY L LIS O S IVIHEEEERD 6 (A7 w3, TALIERINEEMRAZ A4 5%/ b 2P L TE 9,
® DNA S8 —HHR R 238 A L, [ER DNA O HEAOFEOFTHRGHERR BRI - R AT 2,
1



#5L. =K 48 BEE TO MRZE R TIREL 120 T (EWLVTNERSER(05 FHE)IZFROHD. Cra
(F#2O3%5T 570ng-eq/mL. FEHRMIZE T 1448ng-eq/mL. Tia( B #B)ITFNZEh 11.7 & 7.9 B, AUC (Z
2941.8 & 3824.3 ng-h/mL THYIEHIFI L 75.3% Th o=, Fi-, HERRFHROR 5% 24 BREETOR
SRS EH9 40% M ENRE LT -,

Wistar RS v M3 LA “C AT 0o0455 0 (5mykg) % BERAFIEOZSL . 2. 4. 8. 24,
36. 48 BfEE DR, Bif. SR, BP0 BEHEEMNBIESN TS, gHEE IS R H 1% 5 2 B
BICERSEREICEL, ZOROEEILIBEIZ 1.85. 1.14, 052, 0.02ppm THoT=. TDEDEKITIEPCHNT
HY). 5% 48 BREITIET R T 0.01ppm LU T EAST=,

6 BB ETOIR D TELREMIIREILIART 73.6%% 58, #BIEEN 0.8%, > TATOxH
UM 4.6%., ZDH 5 FFFEDREIFERFIIOREINT =, FRPMDSIEERELAD 30.3%, oTO70x%H
SUhN 33.8%. FBIEAEIIAS 24 7%k IEN =, ©

Wistar 25 v Mz YCEH T 004+ 165mgkg {AE/B% 3 B, 50mg/kg A E/B% 4 BRShER:
THEHEOREL. 6 HEDES# 24 BEETORIZ OV TREMIDRENEIN TS, TELLE
MELTRELIRD I 36.2%, Tt 30.5%. HBIEAEHNME 31.2%. Hff 26.0%, > TOT70OFHS U hNE 19.0%,
1 28 9%iR SN 1=, @

RREIEDIBHCHMZDNT E HITFHRREINE RSN C A, COREMIEITOODO0XSS
LTIV O UEaSIARTH B EASREENT, O

[V UIZEITHEEER]

3 B~#18 BED /(D) —TTF U)oA%Y 25 mgkg ZEHRAI6 58). BT(10 EB)
HHWNIRO(L 4 B)RETHERRS L. E coli #BRERELIZ/NA\IATvEEZLYRE 24 BEET
D MEFREMN RSN,

FRR ST D T [TIREEH(0.5 BHE) T Crax (3 1.82£0.3ug/mL, Tip( B 4B)1E 54209 BEEIT, 24
FEERDFHMEFRREIL 0.06pug/mML TH >z B TIRED T (T3 542 1~2 BHEI(L.7£0.48)[2F2H 5
. Cox [T 1.1024pg/mL T, 2 BERLBFIIEMRIS S & RIFRI IR L=, BORSEIILIEREE
IR 5D 2 FERO =R IN. T [EZFNT AL 4-6 BHE. 1 BE. Crax (3 0.9£0.23pg/mL. 1.50.45ug/mL .
T#HhoT=, 24 FEZROMERREEIXZTN TN 03019, 02+022ug/mL TH> 1=,

F BB 6EEDVUIZ25 HBHULNI5mgkg AEZE R TR 5% 24 R T S o122 EREOKRSE L.
1. 2. 4, 6. 24 BEBROMBEN TN TR SNz, T (FREEICHDH 5T ETHRET 2 B,
O3#%5 T 6 B8], Crex [ 25 mg I 5D K T%5 T 1.52047ug/mL, #B0O#%5(1% 2EEH(Z1.1+£0.3ug/mL,
50mg 5O KR TIRET 22+021ug/mL. 1 EREOREET 1.8+03ug/mL, 2 EHEOFSET 1.9+
0.59ug/mL T, EFRMEIIERD SNEA T,

I, B 6BED VU ERALT 25mykg AEZXHEFHANRSE 1. 4. 12 BREIOME. A8+, K
BRUEBHEREA R SN 175 1 RV R CINED & Y SiREOMBEEEI R Shi-old,
fifi. Efig. AR, BEiE. DEE. ) NEL BREERT. BHICBREHE TN I~ BEDRETH Tz, 45
it CREE & 12 o =R ER SRR LRI THD LTV, ©

3~4 BEDIFOUIZYCIE# T O 0%Y S Y Smokg (AE/H % 7 BREEEFEKEORSEG L. RKRE
% 12 HDHULNE 72 BRI 1+ B EHE. BiF. HRRVIEHRTFOREMIDORIEHNEESN TS, FEZE
BMIEERT AL TOTOXSL 0T BT IOI0532 UM 51.1%, KEEAED 30.9%. BiET
FNE N 45.3%, 37.4%. FRPIT 44.4%. 51.5%. BERAT 37.3%. 49.9% RS 1=, BRI LRI ZRD
Li=hS, i CRLERE CH 1=,



[T 212511 51%55488]

TR(Ov—I SV RFL—RB)IcToR70x4YS 2 25 mgky FFARAMA(18 58)F1=(FFO(17 B8)
R THENRS L. E coli ZRERELI/ 1T Ty EICKYRR 24 BEETO MERREEARETS
nt-,

Toox [SEHARNIRSE T 1 BREI(1.3£049), BOKRET 2 BE(23+10). Cux [FEFNEN 08012, 0.6
+0.19ug/mL. Tip & 5.8+1.2 BHHE. 6829 I TH o1z, 24 FHERDEEILZNZh 0.05, 0.06pg/mL
Eliot=,

25mg/kg AEFBEFHARNRSE 1. 2, 4. 6. 8, 12 BHEOIMME. BB+, REUVSERTEEI TR
Shfz,— iR HBTREE R & USRETURERE 1 HH0E 2 BERICRIEREZ R LT
RE1% 2 B ELBSE. 6 B CREIE S - - RERE B RE TR TED L TUV, ©

JAICVCIB T N 7Oy Smykg (AE/B % 7 BREEAFIEOKS L. &&kE5% 12 HD0E
72 BEIZHITSHHHE. BiE. FHRRVIERTOREMIDOREINEESN TS, TEGZILEMITREIL
KL TOIOXHYLUT, HHE T 78~98%% G8H. TDIFEAEEERELATH o1, RLEEILIERF
BIZEALE-A, g CRLSEETHO=, ©

[« RZHBIT+HBE5ER]

E—JILRIZT>O7039S 2 25 mgkg AEH KU 5.0 mgkg AEZEREKE TR 5(& 6 58). £=(&
50 mg/kg AE (15 5B ZF B EREORSL. E. coli ZARERELI=/ N\ AA T v EIZ&Y R 24 FEFETO M
ERREM RTINS,

Trax [TE TIRET 0803 B, OS5 T 2612 B, Crx (TR TIRED 25mg 58T 1.0+
0.39ug/mL. 5.0mg %58 T 1.0+0.39ug/mL. #FEOKRET 1.2+£047pgimL., T [FETHRES T 43+16 K
. BORE5T 2307 B TH o1z, 24 BREIROMETREEILER TiRE5 TIEXMA=IEIZ 0.03+0.03, 0.03
+0.02ug/mL., FOARS CIIEHBERERBTH 1=,

50 mg ZHEEHEORS LT 1 FEROME. B+, REVESHBBRRED. (FEALEDEFRTMEP L
Y SEETH o=, ©

[BIZH T 5% 5HER]

3~6 BEDHTOA S—(KE 18 Pz oOxHS 2 25, 10 mgkg AEZEER TIRE. Ff=-
(¥ 25,50, 10 mgkg ZHEEREOKSL. E. coli ZREREELIz/N\1A T VA EICLYRE 24 BEETD

SERREMNRET SN,

BROREED Too (33255 1~2 BT, Crex (£ 25 mg #58£T 0.5ug/mL. 5.0 mg # %585 T 0.6ug/mL.
10 mg 58T 14ug/mL, Ty [ 2~4 BE(2.0~35+04 BE) TH o= B TREED T (£ 05~1 B
1T, Crx|&25 mg % 58£T 04ug/mL, 10 mg 58T 1.9ug/mL., Tip[d2~6 BfEi TéH o1, 24 BHE
ZOIFTROMEEMSE 10mg FHEEFHTOAHT M IBRE Sh =,

25mgkg AEDEEREOREGIZHENT, MWERUEBTREL 1 FHEICRSES LY. BERIIRED
L T 24 BEfEIfRICISRRERARERE & 12 o1z, 10mg/kg AEDHEERRORE TIE, MFER VHEEHEEISRY
2HEICTREEEHY . TORITBEMISHED LTz, 24 BiE& TIEHFEI REE< 01ugg THo 1=,

Fi-. T2O70%HT 2025, 50, 100ppm FEEKH DML 50, 200ppm FSLEFE 14 HREIBH



EIWSE, 2, 7. 14 HEICIMEFFEC L., EPOMEEEIRET SNz, SUKREIZET5MED
= 25ppm 58T 0.3-0.5ug/mL., 50ppm %584 T 0.6-0.9ug/mL. 100ppm $58T 1.1-1.3ug/mL. 50
ppm. 200 ppm ;EBEEIR 5 26 1T B MEHRREE (K 25ppm, 100ppm DEVKIEEE(FIXRETH 1=, HERHAR
%@L CTIEREE LI FFRETH o=, ©

6~7 BERDIEIx LTI A7 0F%Y T Smykg AEEFIRNH S TR ORETHEIRS L&
E2D T lEENETN 187, 149 BEIEHME SN TLVSD, AUC DLEED 53K SN F-AEYFraFIFRREERIX
845% T o=, ¥

30 BEDBIcxt LT UCE T o 04y 12mgkg AE/B% 7 XU 10 BREHEORS L. 8%
%5 6 B O, HA. EEICEIT2ERBYHIBREI SN TS, LWINOMBEIcHLTHEERY
MIEToO7A5Y 2T 657, 785, 49.7%% hHdHf-, £f=. > 7O70FH L UNEFNEN 13.3%.
3.1%. 41%REINtz, ZTOMOREMIIMETH >1=H. FEEICDOVTITREED 1 KEWH 7.6%
BgHEhf-, OO

2-2 =1 EER
(1);%,\,&%&%&5%(12), (13), (14), (15)

BOIREIZ& 5 LDy (& Bor:CFW1 Y™ ADEET 5000 mgkg AELLE, 1T 4336 mg/kg {AE., Wistar
%5y DT 5000mgkg LLE, HF(KEF o F SIE) DT 500-800mgkg THo1=. 1 X(E—
7)) TIIEERME 2Rt L =128 LDsy DEHIEAATEE T H o 1=, FHIRAIR G2 5 LDs [ CFWL <5
ADHET 225 mglkg (AE., HET 220 mgkg AETH 7=,

FAIDFHERICH LTI, BOKEIZES LDy (X ICR BRI RDIMHE, Wistar VDS £
5000mg/kg A E. FIRIRIRE Tl CD-1 70 XD, Wistar =7y D& £ 1000mgkg LE. F#k
%5 TIL CD-1 ¥ ADEET 136.0 mg/kg AE. li# T 143.9 mg/kg {AE. Wistar &5V DT 233.2 mg/kg
{KE., 1T 210.0mgkg RAETH 1=,

E 5Tl CD-1 T RDIi, Wistar =5 DR & £ 3000 mgkg KL ETH 1=,

QEI B IEHER
[S5v bRV 4 BRI EREEERER] ©
6 JEEED Wistar Z5whE L V=E (0. 5. 40. 300 mgky B)Y1& 5= 815 4 BEID EaHSHHERIZH
WTERHON-EEFTRIEUTOEY THofz, FEFOEMIENIE 0. 300 mg % 5B TILMERER 16 T, 5. 40
mg 5B CIIMERES 10 LT, 2M55 0. 300 mg 55D MR 6 PLi. 54 T 4 58 (28 B) RS
9 HEIEEIZH T, 758, 300mg RGN D 3 LA GREREARIIZFETLT =,
—RRRISERPRAEIRERES Tl 40mg WA LIRERDHERY 300mg HE5H O TR EEMLZREDEIEE
HESREREA DOz, 300mg FHEEHTIEREDREITONZT O, WEHHEL . FEEAM®R I CIEHEER
SN ET Z2EEDEILAZED LN, BEQ—EHERILT 561801, Ff=. 300mg HZEHDHT
(X.20 BEEISLEHADZREETEFE>TITEARIZICAY . BRITEBIEMZE R -, AERIAE
(&, FREEMIDEALIFIBBI T DN TERRGHERL . ITEMCIRD E L A5 <{HioT =,
IAEZETIL. 300 mg IHRE5EIZH UV THTIRIE., MTEEM RO DT, REFIAER (TS xR
LHELTHEEEIBRO NG,
EIS CIIRIREHIBVLWTEEE XD LGS o=,

© ZER1T 8 BB 5 RIZANT C 1 BRI R L 7L L= D,
4



AREIEMRERRIRER) B TIE, 5 T, AERLLICEE IR oG o=,

FRIZZETIE. 300 mg 25 EEH B UL THERE CLEE DN, M2 AR, VBRI R LT E'Z I s
IEROEMAERDH NI, AR TR CIIM#E LI D KL ELIEA NG o Tz, KL TEFD
300 mg 5 ZH UL TRPFEFEO BRI LR TR MERIA RS b=,

MEFRRREI S 54 T R R UMASEEARHR T B S=MESIN TS, 5 mg 52D i/ Mo &N
HERHLNTI=A, REHEEMNEC R THREIZISHMICHIFELEZ 5Tz, 40 mg U ERSEDIH
BEIZFEIZBFARER, 1)/ NERD NN 45 B IEREDIEANA S N Z M IMREID NN, BEIZ Hb, Ht DFDH
i, 512 300 mg 558 ClIM s CHRIRIRIMBRD ENZE S FRIERED . T MCV, MCH @
BODEBHONTz, CNBDEALIEWNT NBARER TR (IMEREEBEIEL -, TR AR THIZHTD
300 mg & 5&EMD!) >/ \Bk, BINERENISxHEREEE TEIoT =,

MFEEACEAHRE IR SRR TR R UMASERARHE TR =S TS, 40 mg LLERESEOMIHTT
WISV EDFDHEOH DN, ZHIZHFE-T 40mg UUERSEO MR 300mg 52D TRI-ABER.
AG LEAMETLTULV =, HETIER, METHR) D LDREN 2D BT, FT= 300mg 5 EDMERMT GPT
SEME. DIV L, TR LRERDFA . AP, TG D&M, i#T Tcho, BUN MiEi, M) > (1N,
METHY) D LDIEMHERD S T=, IREEHAREHR T B TlE 300 mg X5 E D GPT RUAILL I LDFDH
ZBHon=-LIsNIEIELT -,

iR E=TIL. 40mg LLEREEO MR 300mg 580 CIEED X RUMEREEDEMMFEH
BTz, 300mg FHESEHOIEH THESOEMN, HTERR. WIREEDRED. MTHE=E0EMN, FE&
EQFLHERDLNT=,

ERETIE. 40 mg LLESBEDIEHEICH UV TIREMER TICHIL R, EEREERME RV EHRE SO R
ENSHEE T, #TIEEDEAAY 40mg T 1/10, 300mg Tl 2EERTESO b=, ZDIEEIL 300mg x5
BT&YnEd IFEEETOEKTRDON., KEESEH5IE8H 1=, 300mg 5D THIRED
FERAN 910 TEROHBMNT=, F=. 300 g 5 ETILEHRDILRN £ TOEERTERSH BT, 300mg 1 55
DRFEEARHE TR CIIMCTEROILE. H5MR TOHMAAEEH LT,

TRIBAEREIAAIRE T, XIBE S LU 5my B TIEERSEMICRENZDHOENT-LDDEETH 1=,
40mg U EDEETIIIRSEMIO RAEHZEALIFIZEL . FLEH HERMEE AN SRFED B Ao,
300mg B TIEEE TH o =o F-IREGEMIICH T HRED RIGHZEILEL T 40mg LI LIRS HOUEH#IZF
BECERRMERR MR @K, B CEMTTEA D LN, 300mg 5B TIXMi#tChHER 25 11 5 EERBk
RfADEMAFRD Nz, ZTOMTIL. HERMERSISERL-ZELFFEH oG o=,

AERERIZF5175 NOAEL [ 5mg/kg {AE/B TH o=,

[5v FEAVVE 13 BRES S EHER]

42 B#nd CD(SD)BR %7 (S 15 PL/A¥) Z AL VF=IEEE(0. 500. 2000, 7500ppm: ## 36.5. 150.0.
577.5mglkg {AE/R. Itf;45.0. 182.0., 690.0mg/kg AZE/B)E5IZH115 13 BRID ERMSHMHEAERIZH LT
RO f-EHARITLITORY TH-T=, 4d. EAEREARIAIZ 500ppm 58D 1 LAFETLT -,

—ARA RPN B CI X SR E D IR I SERL - EE (X EBD oniahofz, T-RRE(ERE
BREREE) S ERILERHONEh o=,

{RKEZALTIL. 7500ppm H 5B MH CIAEIEMED RV LAEDRENZRDONT=,

BEEETIL. 7500ppm IREEED M CTHIFBIEA P DETL TV AN, ZO/MIZEIEROH NGNS
T=o
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MEZFRHREIL. 6 3BE 13 BRFRD 2 BEIMNERESN TLVS, 7500ppm 5B HELHT Ho DIEfE. #ET
Ht DIEEA 2D BALT=, Ht DIESEIL 7500ppm 15BN HETHERO DN TR FEIG B EET G o1,
6 ;B D 7500ppm ¥ SEED ML T I/ MRED EMAERD BT =, 13 B D 7500ppm 5B DMEHIZH LT
/MR DA FRD SN T=HY, NI ZEETII M o1=, 13 BOEHT MCV DIEENZDH5NT=,

MEECFEHIEE(L. 6 BE 13 BRFRIC 2 BEAERSNTLVD, 2000ppm 52D 13 BDHERY
7500ppm RE5EED 6. 13 BD M TILER-ABBEDEENZD NI, LT BT OETISER
LTEHY. 7500ppm HEED i TIRIENFRH 5., HTIE AG bt EfEETRLT=, 7500ppm REED 6.
13 BE DT AST DIEEN RO BN, 6 BOHEDLI5E, 13 BTIXiED 7500ppm 58T ALT DIE
EMNFRSHBNT=, Ff=. 2000ppm LA LIS ED 6 8 B D, 7500ppm 55850 13 B B DM EETEE) > D
S1{E. 2000ppm LU EIRE5ET TBIL DIEEAZRDHLNT=H, 13 BTIXEDNIEHoT=,

FRA&ZETIX 6 BB M 2000ppm UL EIREE D, 13 B HD 2000ppm LU ERSEDOMTFHR) D LDFELD
HERHLNT=,

figzsE=TIL, 2000ppm LU EIEEOHTRNIARDO X R UHEXT, HTOEOMEEEDRENFED
BTz, 2000ppm EEETIIHED DD B EEILIEBETH o1, 7500ppm REED HDDFDHEXTE
=El&&EERLIZ, 7500ppm REEOHf# CTHHED X EENKEARDH LN, HTIIHEFEMIZERE
THot=, . ETHEEDENEENDEIE. M TIEEOHX RV EEDREN RO NI, EEH.
HEZITHOTIL, BRIETROONE=-EENEEIZ DT, MBHTRIRIRANZEH O, EEHEN
LI-=0IBEENTHONT=EETRSN TV,

B R VRIS AR TIX. SBDHEIEAY 2000ppm LLEIREE O H R U 7500ppm 5B O M TR
Hontz, BASHOHMOERE LARVBRITRENZEHON ., R LAENRVEEEMENTHET
SEORIZZEMSH D SIRILEFEDFE N BH b Tz, £-. SHEEHO 3 ILGR0)REEOEE
T, BIERIBE. BEERAXNBOHONT -, MBHEZEH TENDOERNZOH O . TREERIFRIZ
ZENEEOREGEESEELBEIEC 1. 1. 6. 10)EHFENEHONT=, V)

LB TREADFENTRIBIN 126, SOITFHITREINERESINT=, 37 BEDI# CD®BR %
S AL =EEH(0. 125, 500, 7500ppm: 9.9, 38.0. 615.0mg/kg AE/B)IREIZHI1T5 13 BROFEAMLE
MHERERIC BN TERH LN -F AT RIS T D@ ThH o1z, *EBEE. 125ppm 55, 500ppm HE5EHI R
2 B#(15 IT/E$). 7500ppm ¥ 5 EEIE 3 BH(15 PU/EHZEERTEL. 14 HBEIZ 7500ppm #5850 1 #. 91 HBEIZ%
FAE 1 BEEHEL. 52YD% 1 31X 181 HEFTEIRFETHEL. EEMNREREINT -, 11h. HEREREHIC
125ppm 58D 1 EMFETLT=,

— AR SRR RS C I BRI E D IR 5 SREIL-BEX RO o igh o1=,

{KEZALTIE. 7500ppm HREHTREEBNED BV LAEDRBELEDH NI, ChIXEIELADEZE
[ZIEEIELT-=,

{EEEETIL. 7500ppm ¥ 52 CHIFIEIEMN O PET L

fZREETI&. 500ppm HEEH THRE LADME EEDEIE. 7500ppm R 5B CTHRE LAD M R U
HEEDRERVEEDENEEDSEMNEOH LT,

R R RIS ARE T, 7500ppm D 14 B B DHET 1015 ITHEEADEERFFHEH LN,
2P THRELAEDICEERFOEM, IREHIE. HBBRFORDINROHONT=, 91 HEDRET

7500ppm 5D 2 CTRAE SRR EAEZ, 500ppm IREED 3 HITHRE LIKEICEERFNEHS
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iz, 181 BEDBRETIEVThOTVOFERISLEERE IO o=, FERO/INEUEH 91 B

B DOHRT, 7500ppm FED 1 Bi(f1Al). 181 B B DRRRTIZ. 500ppm #%585D 1 Fi(Fr{A)E £ 7500ppm

BEEO 2 HIFER) 5RO SN IR T L EREO TIEA B o Tz, ©
AEHERIZH (75 NOAEL (3 9.9mg/kg (AE/BTH 7=,

[« X ZRLV: 13 BEEEMESERER]
12~13 HAERDOE—J LR (S 4 BE/EH)Z ALV =EEFIR5(0. 320. 800, 2000ppm:; & 0. 9.3, 22,
53mg/kg AE/8. It 0. 8.9, 23, 51mgkg AE/H) (&5 13 BRIDE2MEMHER L TERHON-E
AT RIXLLTDEY THoT=,
—RRAVSERRAEIREIZR T, IBMEAY 2 THEF CEIZRS L= HY, 2000ppm 5 EF CREZE TH 1=,
AEZMETIE. 800ppm LU EDIZREED R 2000ppm HEEOETERERD #IHA AEFAHRDH S
Nz, RSBV TIEEARHERELFDL TV, b ISR I EREL -,
MEZHIRE . FRIRE. IRRE(EERRE) T, BB EORSICERAL-EREROLNE
HHot=,
MREEFHHRETIL, SHERO#IHAIC 800ppm LI LIRS E DT/ OI) U DOIRIE. AG LhDEIE. 12
FABEBEORMERNZEOH STz, b, SHERDETIHFE>TEIEL L EIEIERZERL =,
BREE. BIRRVRERSAIRE T, BB SISERALEEREED oo f=, ¢

[Eilit( X ALV 13 BRE S SR ER)

3N BEDE—T LR (R 4 B5/EH)Z FAL V=BRSS50, 100, 320, 2500ppm; 0. 3.0. 9.6. 75mg/kg AE
/8) 12&3 13 B0 B2 EEHERER C SN TERHON=-FIEFRRIEIUTO®EY TH- 1=,

—ARRYSERERAEIRERER CI& . #IHAICALRRZNERL, THIAY 100 KU 2500ppm HREETRDLNT=,
2500ppm %5 EE DML ZSEEWE T (U4, 2/4). RiIIO FRESEN DB Q2/A4. 24RO BN T=, FREE
DOEEIL 2 BBIZ(E 2500ppm HEEDEFETIRD LN DL T=, BN X #FEEH 2500ppm 25
B3 5A, 100 KU 320ppm 5 EEE 2 BA. »iHERE 1 BAICDULNTEIES =AY, 2500ppm 58 TITIEEFIR
BRSO BN,

REZA L. EEEI R THEBRME DR SISREL-ZLFEBH onEh o1,

MEFRIRE., IRELFIREITHEBRR THOAERIN TULSH, I HBRMEDIREISERL

“EEILFEHoN T o=,

FRARETIE. 2500ppm REEDRPIZHFERMZBH NI, FRLENGIEIIOOTOX YL U RUL TR
J05 9L unigtEh=,

ARIRE(EERIRER) CEBEILRD oG, o1,

B ES T, XBELDO LB TLRSHORBREDHEN RV EENEMABH LN, K5E
fICOHHAZEHEREM4. BEELEBIZEROHoNEA T,

B R ORI AR E T, 320ppm R 5E$D 2 B5(2/8) KU 2500ppm 580D 7 BA(7/8) CHRESAS.
2500ppm 58D £TETXIRREER. It 1 BECREEICEENED SN 1=, 320ppm X5 D 1 EETAREE
BEICUB AL 2500ppm 5 5-8E 0 245l ZAREEET D KRR EEEER R WV LRSI KRR B EE cFRE L DREE
FESRADUSAD RO BNz, FBEIZDUINTIL., BERFSIERIZKDEMNRH LN, SRR 1 B8,
320ppm %58 3 BB TILREA, *HEEE 3 A, 320 KU, 2500ppm 58K 1 BETILREATHHEMBHLH
THoT=, O LNTFTRILFEHE O MO ThREFFHE JHE-Sn TS fE RO iRk E L TH -
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=0 NEEDHRRI SRR EZ SHETORSHTERHONT=(L. 1. 2. 1), RO R LIS xHREE 1
A, 100ppm %52 2 B8, 2500ppm %58 3 BETERH B, 100ppm KU 2500ppm 5B OFTRIXIEFEER
BN ESN TLV =AY, 320ppm REETITFEOON T BEMEETHIROOhEs =, @

LS ER CERN DN RBEDELZBALHCT 510, BHiit( XEFAUVEBINERERNEfESN TS,

3HABDHE—T ILR(Z 4 55/EH % AL V-EEER 5(0. 10, 20. 40, 3200ppm;0. 0.3, 0.6, 1.2, 92.1mg/kg
AF/B) 12&5 13 EROERHEHAERCH LV TEOHON-EMRTRIZUTDEY Thof=, SHEREAR
==Thab 7 w7/ = 4w )oY ral

—ARBIESERAEIRERER Tl *HRE A SO RN ZEE TFL., IBHASEESH HALT=, 3200ppm IREEET/E
ENE T . FRESEIDBHE., ZROBEEI RSNSOI, EHERLI-E D DFERIR TR E TH
L TERDNT =,

(AEZALTIE 3200ppm 58T 3 BEEFE THREBMDINHIH D SN 1=, {EEE= TIE 3200ppm X5
T5EFTEENRDLNT =,

IRRRE(EIEARIRR) CIXF CE2BEXFZEDonEh o1,

B EETIE. BRESOEIRIIKRE N o1A . REITHEELI-ZENLRDONT . BRSO ZEIZ
KBENDEEZLNT=,

HRCIEFREERUEE EARICHICERILZEO NG o=,

IR IRE T, EDOFEREF. FRRDKFEREDENCL LIS DENRDoNT -, FFHlE
O FRRMIED KT L I REE SO -2 THTROLONIZN, BEEICKHETLGAEENES)
DEFEREEZ N T, 3200ppm IG5 TIL L  EECTHANEDBEROEEL RO LN .. FElE S EMR
& BHIER D FUEE RO DRELRERT HRE DA RO L=, @

WERORENBREICEEERITT MOV TEMTIREID THNA TS,

3 W AEDEE —7 LR (% 4 B8/EHZ FAL V- EEEIR5(0. 10, 40ppm;0. 0.3, 1.2mg/kg fAE/H) 12&5 13
EREOFERMEESAERI CH VO TERHON-EHMRIEILUTO@Y Thof-. ETOEMIL 13 BRNIZE
HIRHE T, 3512 13 BRHAZEL . TDRBRERURRR HADREE#FIIREE =ML,

—ARBVERPRAEIRERES. AEZL. SFHERE. BIRRREEERIFARE T, LT b5 5
BOREICSERL-EEIEHoNGI of RERUBR LRIV T ERRAL., EELGHETFESEL
TUh=, @

AEHERIZH(+5 NOAEL IE 3mgkg AE/BTH-1=,

QyEMSEERER
[THREALV= 2 SRS AISNSEHEEER] @

B6C3F, ¥ ™2 A (- 60 PL/EE) % FAL Vf=;EEH(0. 1000, 3300, 10000ppm ; % 0, 323, 1097, 3526mg/kg
AE/H. 0. 373, 1206, 3696mg/ky {AE/R)IREIZ&L S 2 FRIDFENAMAERRICEWNTRO oN-E
HRTRIZUTDEY THoTz. £F10T(X 12 H DR R THEERR SNz, F-hREHRAC ML
10 PL/E$IZDULNT, &IRE5EHTHNA 20000ppm(f#E 8031, It 8007 mg/kg (AE/B)AY 12 1 AREEERE S
T=o

—ARAVESPRIEIRERER Cld, REBIR S f= 20000ppm 584 S O HERME DR SIZER L 1=
BERIZBONGEMN oz, HABRERMPOECEIZEITEZRD NG ST,
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IAEZ{LTIE. 10000ppm LU TFOFRSEE TILE# T LIX LITEEE L SIEA RS Hhf=, 20000ppm Tl
*ERRE & EISERH DN o 1=,

{EfEE. AUKETIE. 10000ppm LI T ORGSR TIFEFRD SN 1=, 20000ppm 55 Tl
TIEEEE - fUkE L HPOZMo1-(BL. 20000ppm H5E#1E 12 ~ AR, *HEEE#/EL L 10000ppm LT
DFTIL 24 4 AR S DOFHHEDELE).,

AR, MERECERRREIL 12 5 B ESERETHRO 2 R TEESN TS,

MRFHHRE TIE. 12 H A DO E THOSIRGEE LMD 3300ppm LI LIREEET MCV OIEEHERH 5
nr=hy, EAERER T BFIZIXEED 3300ppm LA EIREEE & D 10000ppm EBEDH Loz, 12 RU 24 5
BOUWETNOEFR THEED 3300ppm LLERSEE. 1t 10000ppm LLEREEF T MCH DIEEAERDH b
f=o 12 H ARFSTEED 10000ppm LI LR SR, 5848 THF T 3300ppm LA LIRS EE D KR U 10000ppm #%
SO THIMBRDBAHERD Sz, Ff=. 12 4 AFAT Hb, Ht D{ETHY 20000ppm S EE D,
10000ppm LA LSO TERDH 5Mf=, 10000ppm LLERSEFDIELH T Hb, Ht DIETAY 12 H ARV
XFFHERR TRFCERD BNz, TDMUL DHODIEE THHEMICEEEZ RIIEEINRDO LN, &
HEMERTGONEEZ DN,

MR FRRRE T, 12 1 BT 3300ppm LA L., EKERFE THFT 10000ppm 252D T AP DIE
ENERO BTz, ALT, AST IZIZEBEIIERD oiah o1z, 12 H ARFR DD 20000ppm 558, gD
3300ppm LA EIGEE. SRERHE T RFODIED 10000ppm 558, D 3300ppm LU LIS H TR-ABE DR
PHEH N, FILTEVOREN ST DT DDEEICKDEDEEZ STz, £1-.12 4 AEET,
lt#0> 10000ppm LA L% 58T CREA DIEMEERNDT=, TDMEFEMICEEZDHHEBEHER =M
EHEPNEKRIIENCEZ ST,

BRI T RF COERMRE Tl 10000ppm 5B DItk CRREBMTEAN RO bnfh . REEREFIR
ETEHERIERO ongh o1,

fifzs EE TIIMEZHLVT 12 & ARFRT 20000ppm $e58%. EAERFE T RFT 10000ppm 52 Bl
Xt R U EEDEMAFRD bz, MICELAEEEDOHIEEHIBME SN, ZLIEREEISERT
5LDTHY. ZOMASAEREMECIEEN SEMFNEEZEDOHSEIL L ITERD NG ST,

AHERIR THFDBIR T, #ED 1000ppm LAEIR5EE, D 3300ppm L LR EH CEBDILRAGED B
Nz, tIZITEERPOSIEGILEH. I EERMBEORSITRER L-EEFEFEH onah o1,

TREEREERRRE T, 3300ppm LA LIS DR U 10000ppm 5B O CRREIRRR & IBEDR
B DOFIEZEEER DGR STz, FBEORERIZOVVTIE, HE5EHHE T HERME DRGSR
LE=BEEIIBRH onigh o1,

AR CH ULV TROAMETERD SNEM oz, Fi=. EEOHIIRZERL V- NOAEL 1% 323mg/kg {AE/
HTHho1=

(5w FZERLVE: 2 ERHEMSIEELSAESETRER] @) @ O @@

Wistar(Bor:-WISW) 5 v k(& 50 PL/E$) % AL Vf=iEEH(0. 770, 2000, 6000ppm ; & 0. 41.0. 1034,
337.6mglkg {AZE/H. M 0. 57.7. 146.0. 465.6mgkg AE/B)RSIZ& S 2 FRIDFEMAMHIRIZH T
ROON-BHFRRIILITORY THoT=, F-FrFHHREEHERICALEEAEIZ DL TS 10 1T/
R U 512 10000ppm(idk 8555, Ui 1001.4 mg/kg AE/B)HERE SN 12 » ARTEER S SN,

LB CIIAEGEFREOE IO bnigh o 1=,

{AEZ/ETIE 6000ppm HEEFOHER U 10000ppm RS EFOIEH CHREEMEDFDHERDH SNfhS,
770,2000ppm IR 5BEDHE TIHHEN L TV = (R E IS DIFAE 10000ppm 1% 5B O THETH o 1=,
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EARHEERE TIE 10000ppm 5 EEDIH# T . vk E(3 6000ppm LU LR SEEDMHE TIEMAEED Sht-,

MRFAHRRE(L 6. 12, 18, 24 H BIZEHEEN TS, 6 7 ADBEIZHLIT, RBC, Hb, Ht, MCV
DIREHERSH S, 6000ppm LLLIRSEEOHED Ht, 10000ppm Z5EEOHED RBC, MDD Hb, HEHED
Ht [(EBERREBE SHEH - TV, Ff-. BMEREDRED LD onf=-HNINFEYEDISE. HE
MRS D LITK Y ZRMIZLCEBHONDBRERTH D chnldlvTnt 24 H AR TIEEILTEED
BNIEM T,

MRELFRHRREL 6. 12, 18, 24 H AICEREINTLVD, HOETODREET 24 1 HD 2000ppm
BEHERE 6 H ALBEOLTIORFRIZEVLWTHR-ABEDEELRLH RO Sntz, HETIE6 »
A S R UGRERFE T B Z 2000ppm LU EIR58E, 12 H ARFE T 2000ppm KU 10000ppm RS EE TRIAH
RBoontz, B-ABBEORVI-ABBOERKEIZK ETERN IO DDETIZLS1D
EEZ bhfz, |EBIL. EFIOBREIZK YRRENED L. RERDEHEMET L0 LB
LT3,

FREETII-ABEHEHENFEA LA, ChIEMEFO-ABEDRDIZES D EEZ BN,

ARMRE TIH BB 5 DEEILERD b g o 1=,

fifzsEE T, 2000ppm LU EIREEEOH THAROMEXT R HEEEDRAHERO otz HTIEmH
EII#T 770 & 10000ppm R5EE TRIBRDZEILH R SN F-A FHEFERIMEI AR < S ER& T B TI1E 2000ppm
DHTRHN—EMIELVMERTH o1z, TOMEIRMILGEILHERH bN-HE  [TEREEITREET
5HLDTHY . EHFNEEREITHTH-T-.

BB O ARBREIRT R Tld. 2000ppm LA LIS ROk CRFEAIDEM, 6000ppm 5 TERD
PRERAERD b T=,

TREEHERRRE T, RESHRREF TIRME L 24 S IRE B IR+ SO HOETOE R U
@ 6000ppm LI EIREFTERO N, HD 6000ppm LULRE#TIIEETH o=, £i=. BEEHEN
6000ppm LLEZSEFTRH 54, 10000ppm TIEFEETHo1=, RERE TR CIXRHEIL 74+ S IBE @R
BB UEMHEE B, BROEERVAICLE. DEE. B ORMOEMN R ES
=M TERD S, R EE S IBEERRKITHO 2 THIREEE LMD 2000ppm LI LR 53, Efatt
AEE AR LD 2000ppm LA LIRS EE LD 6000ppm 5 528%, HEOFEREN. AIKCLE(X 6000ppm 1%
B, DEVESHOETOIRSEE LMD 6000ppm 58, BIEHELILtHD 6000ppm IREHTHE
THo71=

EEREIZDONTIE, FREERETIHIFEEA EROH NG o=, FHERE THFTIL, K 6000ppm &5
BCTHIRD C-HIEIREDOREEEDIEMAZEH b, FEE DA TIIREIENIZER L B oA
EERBOHEFENTH 1=, D 6000ppm X5EE THEIFIEAEEIIELDY, (DRIRE FREZEMEIEE
SR DEMAZESH bz, ChEDRIE THEESMIERKE SE LI5S, #iEtFNIcER
[ZEMLTz. COFRRIFAEEHE S -HER. A ER TIXRERE DML T L RIE FREIZEMMRIE & B
BDFEEDLEL . MEBHIZHITIRREDBEIERT 2 L VIELMETHS Z &, HTITRA=EEEE
MR SNGM ST Z EEM D, e H TN ODREDEMNIIIZE L OREERFZVEFERINTS
Y. EMEA & U JECFA IZBWTHZOHERIITIFINTIVD, £-. AHAERDIMELH TIEM L 21087
EE DEREM LD N TULVEL, E6I2, DRIRTHEHEL S v MIOAFKET HIEFENTIES
THHEEZLNTNS, ChoDiERKY . DRIEDOEREEEREDFKAEBEDEMARSIZEET 5
ATREME IO TIE S . F-E hADIMEEITHWNEEZ BND, TOMDIEER VESIEEOMEEIZE
IO ENIEM DT,

AAERI BV TENAEITED Shigh o1=h, 770ppm BEEIZH LT EHEEEMBR DFE
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PBHhonf-1=8. NOAEL ITKR&H iz o1,

FERTEDHONI-UN DHDIRZEIZDLNTD NOAEL 2FEEET 51=8. BIRHED T v b ZEALV-E0
HERHEREINT LS,

Wistar(Bor:-WISW) 5 v (M- 50 PT/E$) Z AL VF=iEAH(0. 100, 500ppm ; i 0. 5.3. 26mg/kg AE/H.
i 0. 7.2, 36mg/kg AE/B)IRSIZL S 2 ERIOFELSAMNEEEERERI SV TERH LN -EHEFRRIL
LUTDEY THoT=. EEHMHE 10 PTIE 12 1 ADF S THREERRIZHt S h =,

AR, —ERRIEIRERES. IRRE. B2, SUKE. AEZL. MEFIIRE. MRECFHIRE.
B ESCHR5ISER L-E2EIEEEH onigh o1,

LR R ORISR E TIE, HTHBOIEAAED ohi-A, EERVHRIEERSMIZHiRDZE
ILEBREZFERISRO onigh otz FHBTHRIEIE 244 5 BB R S REIEIAREF THED 100ppm LA E$%
Bzt HRERR TR CltERED 500ppm 5 TEH HNT =,

FESRZRU Z DUV T IR & DIRD AR RS FRRENEE SN TV S IBEORAEED LR
[FEBDH LNEM 1=,

FE 2 B CTRIERSEICEVTHIRM L ZH S IEEEREN RO o= &b, COREITHT
% NOAEL #RET 51=8. BESBMNEEINT=,

Wistar(Bor:WISW) 5 v (RS- 50 PL/3%) Z AL V=iEEB(0. 10. 50ppm ; & 0. 0.6. 2.9mg/kg {AZ/H.
it 0. 0.7, 35mg/kg AE/B)IRSIZL D 2 FRIDEHSFHHRICE VL TRO oN-FHFRIELITOR
YTHot=. BEHMELES 10 FLiX 12 5 A DS THREIRRIZHt S =,

HTFEE, —RERPRAEIRERER. BRIRE. BMHE. fUKE. KEL(L. MAFHIRE. RELFVHRE.
FRIZE. BREE. TRk RIS IREIC AL THEBRME DR ESISRER L-BEFED s hiih -
T=o

AERER(IZ 175 NOAEL [d 29mg/kg AE/H TH 1=,

(4) BTSSR R UMERT R EEAER
[S5 v FERLVE 2 I ERERER] @O

Sprague-Dawley =ZCrl:CD®BR; ifif%- 30 IL/E$)Z AL Vi=/EAH(0. 500, 2000, 7500ppm;)&5I2&k5
2 HREGESERN EfESN TLVD,

BERME DS Fo TS 40 BERLLEDENYE FALVT3ECAT 70 BFEL. BT 100 B LD E)
%%FHL\’C SECAT 14 BIfE. F A TIXBERLE. Mié13E 70 BRI S EREIFE TiTo1=, Fo HAXZEZD

A RF)IE—EERRE. BEEL(E1R 21 B)FTITEIN., BFLRRBMM 25 L& RL. ChoZ 3L

Fzﬂiﬁé'— St=o BIRSNGH o Fi [EERRICHEN T, F HARIE—ERERREREFLETIZTHE SN,

—RRAVSERREIZR TI&. 7500ppm RE5ED F, MM CRIEDIZAERBDHEMNRDoNT -, (KE
TILTIE Fo. F &I 7500ppm 5 H DM TIERAZLIEMED B UM FEBH LT, FFHERET
7500ppm 5 ED F, HECEREREARIRRA LT,

RN CIR 5D E LB oG >T=h, Fo. Fy LS ITIHREDIE T, RO ZELIER.
HREE'REL. HAER BRBDIETAH 7500ppm H5HTROLMN T,

FEERBICIE. FoB LU F ARSI G EMBROMICE T AN T,

FRELUFR RDER 1~4 BOAEREER, &£ 5~21 HOEFE@EEZLE) X 7500ppm IREETIETL. (X
BHRMHEAELAEEMOHFIA D NI =,
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RONEK. BEEDISHRGISERLERLRH onGhof=,

RISEEEAMRE TIE, 7500ppm #5ED F HOBHBITHANEDIERER. SEEDOBREZERE. /7
B FAhOHRaRENRHoNT =, F=. Fo. F1 IO ZTEEL A EHIECRRE LA ZER
Hiont=, D EiERETRERBFNER I A NN 0T,

Sprague-Dawley %> (Crl:CD®BR; lffi#%- 30 IL/af)Z AL VF=/EEH(0. 125, 300, 2000ppm; 0. 10, 25.
165mg/kg (A E/ )52k 5 2 HREIEAERNEESN TLVD,

®ET R HARETIE 47 BEROENYIE FALNT3EDRT 70 BRE. #ETIE 103 AEDENMIE LT 14 AFE.
F A TIIBEELER, MEEDRERD 77 BRID S ERREE TIToT=, FoHRIELD HAR(F) IE—8EFRE,
BHZL (%1% 21 B) ETIZBEIN. BERLER SRR 25 ITABIRL . ChHEREIL T R iR E Sz, #ifdh
TEhvofz Fy (TERI TS T, B RIE—EEREMELFETIFEINT

—RRAVERGREER., (AE. FFHEMEIZ I REDFEILRH b NEM o=,

PEEHA, dERER, BRE. FIIE'RE. SEERE. ROEFERICIX, Fo B LU F R EEIR SR E IR D
Ml ZEEAHoNTEh o=, F, D 2000ppm R E5H TIXBELRIDREZMAEREI BT L =,

ROSNER. BIEELITIREISERL-EREITEH oG o=,

Bz EETIL, 2000ppm Z5EED Fo. F HDFEER AR S(CHTPEEEITEVDSEAMERIAEED
BT, Bk, FREERBFAIRE TIL. 300ppm LIEIRSED Fo KU FECTELIFEFHEA FER DS
HEORE LATRIZERH BT, 1250pm RSB TIETh LD ERIEERD NG o=,

AESERIZH 115 NOAEL (& 10mg/kg AE/BTHoT=.

L0 2 BRI DFEFICREREN RO DN =8, INLDEENFHITT DI DLVTRETS 1=
HIZENERERE 1T 7=,

Sprague-Dawley %&5MCrl:CD®BR; i 60 PL/E$)(Z 0 Ff=IZ 7500ppm DEETIVOOX YL %R
mLT-ga#E 90 B EGLT=, &5 3.6, 9 BIZEN TN EEE 10 T, 13 BI< 15 PLEHHRL ., XY DL 15
DUl (3R E 52 EREEE L TE6IZ 13 BREfAE LT, %5 11 BRUREHR T 3, 7. 11 BEIZRED
1 15 LEFFIRIZR S DML RE 2 BRERESE . >y EiTRE 20 BICEIRL . EREREE AT,

BESH TR S HEEEC TERERVAEEMO BN EBO LN, fFAFHERELEDLIz, ShblE
BERTZICEREL =,

WTFN OO RE BV TERERICHEILEZROHONGEI o1, IREi#D 3 FITEIREFEDET
HERDLN., NSO TIEIHAREREDTEHIWDIEPEEDERHIEREINT, FEES=TIEHMH
EIE CHX RUHENEEDEMMN RO ., HERE THICITHTEEDEEL AN, FFREKEE
(X [EEERE &8 CEABREARIZ @ L TR RO EEDIREE R -, FEEHIVIIFBERE LIATOREF
DEMHITIRE 3 BDERERRFTERO BN, FFEFRIITIENL -, F-. AR AP OMIZRBE OB ZEDH 5
Nz, BEHICH T HEERTE 1 HIE RV TARELMFICEEL-AS, FBlEDEHE XI5 50 6/15 T
BHEBOHLNT=,

%5 11 BICREEL M CIRR, FRERSR VB RMOIET. RERES OEMA RO ST, B
ZIRINEEDIEMIEEFBD oG of =, 1HIRE, FRERBRVERBDIET . FERESEE S IAZELRR
hIZERLT =,

I L BRI B
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HERMEDREISERY 5EE A ONDREDIMEERITRH oG o=,

[S5w FERLV-fERREEAER]

COBS CD %7 (28 PL/E$)% AL vi=3&#il#20(0. 50, 210, 875 mg/kg A E/B) %5k A1EF R ERIC
BNWTEROON-FHATRITLITOBEY THo1-, BERMBEDIREE. 11K 6 B 15 HORToT=,

BEMIDOIFETILERD NG I Tz, —AREVEERIRIERERZ Tl BERME DR SISREERL-EELER
HoNIED T, KREEIMDEEAS 875 mg FH5EOIHRHRID TEROH NI, Fi=. 1TR 20 HOKREZ
IEfE%FRUT-, SARHEREDE THEIRS HD 210mg LA EREEE, 12 HD 875mg x5 B TRRHONT=H,
BEIIXEEL. 20 HICITESAEFcAREIEML .

875mg 5B CRIEFHDIREL . EREZE FRRFECTHDIENMNZD BT, 210mg LA EREETH
WTRRIREEDRMEN D ONT=, FIARH. IRIRDOMLIZIRSDFELRDonEh T,

210mg ZEHDORRTHEEME. 87omyg RE5HDRIRTESEE. #HE. BRE. WE. REOELE
EAFBOHLNT, FRIRDINER. RIEES U BROFHECEEDHKIRE TR 5DFEILRH bNEM o1,

LIEDFERM G REAERD BEMWIR U AR REMII X9 % NOAEL (& 50mg/kg/ B TH>7=,

(95X %RV -fERREAER] &

DY X(FUF1E; 16 IW/EHZ FALV5&HHRO(0. 1. 5. 25mg/kg (AE/ B) IR 5 K DR M4ERERIZH L
TEROHON-FHMAMRIEILTO@®Y ThHoT-, BERMEDESE. 1tk 6 BM 5 18 HORTTo1=, 168,
25mg £ TOIREGIZE W TERHASHEN RO NI oT=1=8 . xtiBEEL 75mg 58 % ALV =ERANEIIT
HESN. RO A TEBESNT =,

IBIEERR R D BEMID 1 HlEREFRTHIEERDH SNEM Tz, —ARRERERIEKERER TIL. 75mg
H5EO 1HITiER19 B RU 20 BISRED JMELH RSN - thid ., BERMEDHRSIERL-EE(EER
HENIED T, REEMDIEEDS 75 mg 5B D RE£ 15 BE TROLN., KL% 6-8 BICHREDEE
IR ERD N, 11 BRI EEGEEE RUT -, BERME DR SHEEZEL T 75mg 53O EHHE
HEILIEEZRLT=,

75mg IREEHTERKERE RIRFETHDOEMAZRD SN, COMICITIFIIREDEEILEO LN
HHot=,

fRIRDINER. NiEH LU BIEDIFROEERDRIFER, BILREBICERSOFZELRH oG, o1,

LI EDFERM G FEHERDO BEMWIR U RRREMI X9 % NOAEL (& 25mg/kg/ B TH>7=,
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O)EEEMEER
ZEFMAEZEEY 2 BHED invitro XU invivo SHERDIGR ZRKRICF L 1=,

[(ERFHICRET S REROER—E]
in vitro EXER
FHER XR 5= ot S
FEH DNA SRERER | v MIREEETEE 1~500pg/mL* [EXia
(UDS FE%)
Ames 3HER S. typhimurium TA1535, TA1537, TA98, | 0.5~150 ng/plate(+S9)> xR
TA100, E. coli WP2 uvrA
S. typhimurium TA1535, TA1537, TA98, | 0.05~15 ng/plate(+S9)° xR
TA100, E. coli WP2 uvrA
S. typhimurium TA1535, TA1537, TA98, | 0.004~40ng/plate(+S9)* X
TA100
SEAREEAR CHOWBI) & 50~250 pg/mL> R&iE
(-S9 ; 23h) (250p0)
25~500 pg/mL® (2]k3
(-S9 ; 22h) (250p0)
250~1000 pg/mL’ P4
(+S9 ; 2h+24.25h)
100~2000 pg/mL® 4k
(+S9 ; 2h+22.8h)
AIRESEAT A ER CHO(K1-BH/ HPRT) 0.25~1.25 mg/mL’ FBERE ©
(-S9 ; 4h)
0.375~1.25 mg/mL° TEARE
(+S9 ; 4hr)

© oo~ [op &) IR 0] N -

10
1

z
ES

=
2

500ug/mL TIIHRBBGEERIZ & U B AN alRE

1.5|Z%I'A17§>3E;J-§§))‘ ﬁgAlOOiSQ, TA1535+ S9), 15(WP2=S9, TA98- S9, TA1537+ S9), 50(TA98+ S9, TA1537- S9)ng/plate TEIDLE
ﬁ % EID E') Zo

5(TA100==S9, TA1535S9 TA1537+S9), 15(WP2+S9, TA98=+S9)ng/plate THEDAEBEEHERD SNz,

F BRI 28U VT 40ng/plate LLE TRDEBHEEHI RO SN

50pg/mL [ZDLVTId 7.2h (R4, 3ENE, 250ug/mL CIEMRaEIEN R0 b=, .

50pg/mL LURIZDULNTIE: 7.5h R84, 3Eh, 250pug/mL THIREEMEA R DA, 500ugmL TIFBARARD O F LGN >
500pg/mL LATRIZDL VT 8.25h JMEE 4, Ef, 500pg/mL LIk THlfasEASRHh -,

500pg/mL LATISDULNTIE 8.2h MU, 5EH, 2000pg/mL TIFERARFOHHaAE SN o1,

Img/mL LAETIE figsEa2h o=, X

IEIERERARE SN BRI, AEEREEAG <, ERITERIROHENTH 1=,

ISHERERAER SN0, BRI, FASHEEEAEL

EEBDKSIZ, in vitro DFERIZHLVTIL UDS ERERR U Ames SRER TI2ME TH - 1=hN (FELFEIEEHMRR
AW -2EBAEEHERTIE-S) £HTOH. HisHDRD ondAE THEEDIHERNFLN TS,
f=. |FFFEIEEMRAZ AUV AERA T ESR CTIIEHERI SR SN 00, BEREICZLL. A
FERAMEDEL Y, FHBGHERNMEON TS,

14



invivo &R

ERR EREEFOE 5= faR

IIMZERER TR BB 2000 mg/kg/H, EAEIREREAR " | Pt
1000, 1500, 2000 mgkg/R, | &tk
EAEREREA °

PEKEEIHAER S B 40, 200, 1000mgkg/H, HME | ik
#0°

TR0 MEWINFELC L, 72 FHEHEDEES CIEZRMEIRMEK XTI SRt IR LR S BT B e b T,
2 1500mg LILEIS5EET 310 OEMASE LTz, -
P PR T 1500mg LLEDRS TISEWERDT-OERNEEE L Shfz, 1000mg H5ETIE—ENEEDEWERN D bt

LEED@EY . (ToEEEFEL= in vivo DERIEER., BHELEAERESFBTILVThLEETHS
1=

IoO705Y UOEEENIZOLTIE CHO EEMEE AUV -RERAREEAR CEEEEHE S
BEREUVEBAEEHERT-S9 £ TOMRESHIRO oNSAEICEVTHEEDORERMIRE SN TS,
LHL. BHEICEEEZENROoNIAEF THERIN-T VR ZAVV-Fil MR R MEIRIZZE L LY
EELIBOONIAEFETHE IN =Y MRV -BHLEARERBOLVThEEETH o=,

hoDI EMD, ToOT7aFY S UITHERIZE >TRIBE L HBIEERITHWNEEZ BND,

(6)—REZEIEEAER
[—ASSER B UTED)

Irwin D% RITEREGK(Y ™ R)IZH VT 25mylkg AE LI EDRERERNIR S T:EENEDINF]. 83mg/kg AE
LIETEREN AN, 250mgkg AETHIRE,. 46, EEEOPREERK, ZEHIEMHTS. ARZGE/.
BERR. TR, 3LE. KRR THFOBEMFERIZED onfz, ThoDEKIEIRE# 30~60 7 TR L
Y. $92-3 BETHEK LTz, 83mgky AEDIRS TIF—AMERR MTENIEEFRDH oA 1=,

S

(iR fHERA~DIEMA]

RRAE(VYE ; BERR) S TIE 83myky AEDEIRIES T 1 HlIC(U3)BEEDLEZEMNRD M-
(83. 25mgkg TlIEz&AL), @

ANFYNILVER—IUREKR IR ; EEAREFH]). PIRMRESRRE(T VR ; FTHEE). ERIER(RVX ;
HiE). UERMER(R VR ; BRI, Ry b T RS Y—IVES), BER(I IR KEEH)., A5 L
To—(XHIR, Ty b, EFRTE (YR ; Hoffmeister 5DFA:X). REF (T b ; ETRaRET, #43
=EEE)IZH LT, 100mgkg FETORORES TREIIRO oniih -1, BFEES)(7 X)L 100mgkg
DREOHR S TEREDTTEERER L, @

[BiEMER~DIEMA]
X TIHEEERIC—BIEOREENED SNt LIZEBH Shish oz, @

(T =x9 SH4ER]
I FEERN Y ¥) TlE 83mghkg AEDEARL S TEFMHIMEORE LRI EH Shtz, @
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FEHERZ(EILEY b ; BRI T 10'~10%/mL ORETI Y B L HUWE. EXE Y
Ul =t L CREERAZA SR Z R L=, B TIIIER B ER RS ah o=, @

BHREEILEY b BRI ICELTIE, 10ug/mL T TORE CHEHERKREDERRR(F—). E
AAIVRUAA T M) T DL BRI ELERIFEHA ST, @

CHIEBRERICHT S1ER]

FAERmERE(T v b RKEE), BEBME(T v b #BEARE)<HVTIE, 100mgky FTOHREDRE
ARG THEERIFSEAN o=, BEEHSNZ Y & BERRDAE)ZHLTIE, 100mgkg ETD
AEO+1EENES THEERIFS A oz, @

(MR IRAR R~ DIEMA]

MR, M. DMEE(LTE Y 83, 25, 83mgky DERIEZES)MNEERINT-, FIREKIELTH
ORETHIXEES S FASIRENIZHD LTS 15 95 5 EHEIEMZTR L. 60 SIzIXEE L=, IE
(LIRESBEEN D 60-90 HFE CEREICET LI-A. Z0RIIEEIERZER L=, DME8E 83mg 358 T
BEEENSHAD L. 5 HHRIZIEH 22%DFAHERD Sif-, ZORIFEMNITER L., 30 52121349 10%
AL, L% 180 HETHEEE L=, 25mg LU FCIFEALIZERH s o1z, @

ME., (Dagk, mEe. DERFEEA X)TlE 5 U 156mgkyg OEIRKES T—EHEOEENTIET
FEo - RMMMENE. DLENE LSEEDEMAED Mz, CNSDTLIFE5EZEh Y 1<
FHETHY . NEEERS I L OBBEOEEEEA T SNz, ©

(&R~ DIEA]
MBRRAOERIL. MREERE(S v b ; MiRSERRE. /MRS, $RERAFIER)ZDULVTER
Shi=h%. 100mgkg F COROFRETIFEEIFED oNigh o1z, ©

€Li)
FREEMADVER(Z v b ; FRE.Na'. KFAIRE) [ ZH ULV TIE 100mg/kg DFARE T K OHEfAEM L 1=,
30mglkg F TORETIEREIED om0tz @
MmiEE, mErYJ7)ES54 FBES Y ) (280 T, EBBS Y FTE 100mgkg ETORAKRET
(FEEFBD g o=, #ES v Tl 30mgkg U EDEORS TIEE, MEFR )54
FIEDEEHIZED onf-, THEREFERS v b ; JILa—ABRO&REHER)IZHS LTI, 100mgkg ETH
BORS TEIEEIFERD SNEMN S 1A% 100mgkg DIF5 120 HEOMIEEZ(F EFHES Shf-, @

(=Dt
(R EREAE4E]

HEILEY M(BRBFE)LS KIZ 5% YA 705y REREHEE/ Ny FZHANVTHER 0. 7. 14
BEIZENEI 6 BEIREICEEMT L. BEZ1To =, 27 BEICRMEERBDILB Z1TL). 24 RU 48 B
RHEDFFOIEEEFERL1-& Z A, 48 BEIRIC 1 HITIERBIZETHBULFEFIZED onf-DATHY . BYE
HFHEOEDEEZ St @
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(8) RPN EICRAT A TAEAER
[ invitro @ MIC IZB89 A5%ER]
EERABEI “3 9 SR INEETRLLERE (MIC) &Y
ENER D BRI ZRE 5T A7AX Y00 10 cfuimL (28145 MIC HRESh TULVS,

=/ FEBERLERE (g/mL)
B4 REK Enrofloxacin

MICso MICo i
RIS
Bacteroides spp. 10 1 4 0.54
Bifidobacterium spp. 10 05 2 0.016-2
Clostridium spp. 10 05 4 0.125-4
Eubacterium spp. 10 0.25 0.25 0.125-4
Fusobacterium spp. 10 0.125 8 0.062-8
Peptostreptococcus spp. 10 0.25 8 0.062-16
BIERSIEE
Enterococci 10 1 1 05-1
Escherichia coli 10 0.031 0.062 0.031-0.062
Lactobacillus spp. 10 05 1 0.5-4
Proteus spp. 10 0.125 0.125 0.062-0.125

FEIN-EFEDIL . REEL MICs HFRESNTLVS DI Escherichia coli @ 0.031ug/mL THo1=,
ZRULNVT Fusobacterium spp.., Proteus spp. 0 0.125ug/mL Tého1=,

QRBEMIDEDERMEREIZXT S/ MERELLRE (MIC)
IVATAFYIURUIVATAFY LU OREBMELTRESN:-TRIAX YLD XY T
A7O0x4o0, FiEAFYTO7054S 2 7T-aminoacetic fluroquinolonic acid. desethylene enrofloxacin.
desethylene ciprofloxacin, n-formyl ciprofloxacin, 7-aminofluoro-quinolonic acid, AV I O70FHL(Z
DL VT, Escherichiacoli, Proteus, Lactobacillus, Enterococcus, Staphylococcus (23432 MIC ASEIESH
= UEEEIES TR705 9 UEREVNVT I 0T705 9L 0 kY58 of 2,

QpHDER/NFEBMILRE (MIC)IZRIFTY &

I2a78F%FY M Bacteroides spp.. Bifidobacterium spp.. Clostridium spp.. Enterococcus spp..
Escherichia coli. Eubacterium spp.. Fusobacterium spp.. Lactobacillus spp.. Peptostreptococcus spp.. Proteus spp.
(2395 MIC(EMTFL) 2 pH A RIF T FHEELFABEIN TS, DEHFIEERE pH7.2 TpHE.2 $HBHLNE 5.2
FYLROEIEEA RO T,

¢ Peptostreptococcus spp.. Eubacterium spp.[&k pH5.2 (2 UV T840 s EiE R =
17



@ invitro HHLEZPIRIEIC B+ HHBEDETRE
I>A70%43 2% Cooked meat HEHHIZANZ | W pH. IERE TR TS U OLTFUEELT-
FEPIRIEAREL -5 28UV T, Bifidobacterium [ 0.4, Escherichia coli [ 0.56., Enterococcus. Clostridium
(0.9, Bacteroides [ L4ug/mL DRED T O7OF YL UIFE FIZELTHREDIEIENRH N, Th
SIELNThEDTRESN= MIC KYELELVEETHT=,

[ENRSUTAT 12811 5 ME P RIEE]

IoATAFHIUIZDNT, E MIBFIEROFMREITESNTULVELD, > Ta7ax4
DWTIFEHRDOEBFINFHRE SN TNV,

12 BDEEREMRSTA4TIZDUL T, 500mg DL TO70549S 0% 1 H2[E, 7 BERORSL., &5
Al 5 REBAROREHE T &1 BER RO EFEPDOKIZE(Coli forms). Streptococci. Staphylococei, BEEE K
WRERSMEEROZENHESN TS, IR5REATIE, KEREAVEKL. Streptococci ., Staphylococci
(FHEETFRICHEITREA LU -, BREIEN., FRHERSERIEEDLZDA0T i T THo -, RE5H#
THVADE AT/, ChdXIFFEEL, *

12 BOBEERST47(BEE 6 B)DUL\T, 400mg DL FO7O0x4 0% 1 B 2 [, 7 BEEAER
EL. 50 HE58EG0 2.5 B. 558 T#%1.3.8 BEROEEDD E. coli. Streptococci.
Staphylococci, TP 5 BEEE, fRi4iES 4B (Bacteroides., Bifidobacterium)ZD EEIHERESNTLVD, 15
BRBA#.. E. coli AVHSL. Streptococci, Staphylococci ANBIANLT=, h OA BER. (RIEBEKIER LR LT
HBWVTEHT I TH oIz, IT/EHER TR, INBIERLIZEELT-, Ff=. Clostridium difficile [1%58il.
RS, 5% LIcRESh o=, @

12 BOBEERST47(BEE 6 B)ZDULVT, 500mg DL F7O7O0x4 0% 1 B 2 [, 5 BEEAKR
EL. %551 H5HEPD 1.3.5 B.B5#T#% 2. 14 BRROEZEREPFOEL ORAMHEIMER
(enterobacteria, enterococci Z5)¥>{R %ISR (anaerobic cocci, Bacteroides, Bifidobacterium, Fusobacterium
BDEEFHFRESN TLVD,, Z5BAIA#. enterobacteria, enterococc [EEEEIRADLI=H, (RIEIESIEED
FDIHTHTHoI=, IR5HET% 14 BORATIL, ShbIEIFIXEELT=, Clostridium difficile RU%
DERITRGH. BRI, HE5EEITREINGEN o, F-. MICs A Img/L 2 SR HIR
[ZERDONEMoT=, &

12 BOEEERSTA4TIZDUVT, 200mg DL TO7A%HS 0% 1 B 4 [, 6 BREEOIREL . %541,
HE5EESER., 54 TH% 4 BETOEFEDO Streptococci, B DA R, IBRHERIOMEOZEEN
WESN TS, BREEROMEITIRS 4 BBIZIEHEKL. Streptococci (T4 MTED . ho D F EER
DHIT AT, IZREETH 7 BORATE, ThoXFEEFEEEL -, Ff-. MEEOHBRIEEHS
nizhor=, &

14 ZDOFFEEEEEM S, it 9 )22 T, o FO70%42 500mg Z 1 B 1 [, £L<IF 250mg
% 1 H2[E, 5-10 HEHEOHRSL. 541, R58H$ 35 A, 54 T4 24,58, 9-14 HOEFEFDFEL
DBEMHSME. RIEHRS MR BEOEIHNFHRESN TS, IR55MInE. BREERE OMEIXIEEC
L. bacteroides £FDLIZAN, 5 T# 14 HORRTIXINSIXIZEFREREL . TNENDRSE
D% 1 ZTREHMDHL SHABBAEOLN, H5ETH 14 BORAICBLTERERO NI, @

10 BOEERSTATIZDULVT, 750mg DS FO7O%H 2 BEROZSL., BRE5MEUES5E 8
AFETOEEIDIEL DBEHRTJER. FHERIEE. BEOEEHFHESN TS, I5HIRE. BA
HEHMOHMENEZEITHELL. COORERIEERNBDOL . FIEERSIEE. Streptococci .
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Staphylococci . BERHZ X G D HEFIIFEAERH NG M >F=, F-. Pseudomonas aeruginosa.
Clostridium difficile [&$5%5#iIZ C. difficile DEE¥F+') 7—Tdh o1 1 BEFEERESIN G of=, THEIZK
YF1)SH AEETHED BBAHAE R O MEAEIL =5, $51% 5-8 BETIZITIRSATDIREES o1, )

OEMZEBITHENRIZDOLNT
[EMZEIT2F/00DEEFE]

IoO705%9 0 DERGKRIZH ITAERREIEALA, RR#ICET 57 /05 EHdLNET/LA0+
JOVEEQIEYE. RETHHL TOI70X S UIEEKEMRRIZE L THFASN TULS,

BEER CRDoN-EWEFA TR —MBRIEE DI HIEBRRADFET, BD. EHETHLIN THOIE
MEIERT DRGRITENTHDESNTUVD, T D, FIRAERICEHES 5D ELTEER. HELL.
SHRELOHRATESR, 7TUILX—RIGIZEBET 51D ELTRELHLIEEN D, CORMDERIZLD
BIVERICHESE DD EL T, RV B <8 1+ 5 BEEE O AR S D BEEMEE, — 4B Tl
BHEICHET SIEBIENH D,

[FEAImEEIZDULVT)
I A5  0OREMTHSLTO70X YL U(XEMERLEIZHE W TELERIN TS, .
KETEIILAOX/OVHEAEQ/NDZ—Z5339 R VFHEMN RS, BT SERFIA
2005 £ 9 A 12 BIZEYESNhT=,

3. BmERZEHEIZ DT
(REETFEI R8I HERIZDLVT]

X/ O VRITRBEVIEZH 1T 5B ETE OB R FEOBEEEEEEC T s TLNVD, T
O70% 53 U(2D0V T, 3 A BRDE —7 )L KZE L= 13 ERE0DEEEIR 5B CH U CRAETS A ER
TWEINTLVS, 3.0, 96, 75mglkg {AE/HD AEA 13 B 5N . BRRAEIRERERT 75mg 1584 - F4ERY
BB, RIEEEBFHHEET 96mg LLEDIRS R B CRBEEIDEEN B o, Thild
3.0mg IFREETIIHRINT ., BIETFZEITxd 5 NOAEL I 3.0mgkg AE/HTHEEEZLNT=,

[(FHEcRIZE T HEEFMHCOLT]

HERIZH T DFERITHT H2E DT, 3 7 A0 E—J LK Z ALV 13 BREIDEERIR 5 i ER A
EESN TS, FFHE PO FREMIED ZR LA REE SO THE SN -, R BARIIXIREESH
TERINTLV=A, AEMHEEMEEVLL0 D REAE(500ppm) IR T 5 REBENSEROH N1
. ZOENT 70X YL U DREIZEET 55D THLINERETT HENTERESAES 3200ppm
[ZERE LT BINEAERMRIES N TULVD,, BEERIZH UV TH, MEBHEFSH-2TOH TR FEREMRED
EREMN OB, CNLDHEREH TICEVLTIIHERYEREDOFREIIH MO T EREMHDFEEN
RBOLNDEDEEZ N, — A, REBEIIREAEZSORSHHETEILROLNT . SREICH
(+ RN FESEEDIEMIEIBR TEL A ol CNHDITEMND, CNHERRIZENTERD LN -
YRR ZER M L FEBIR T H 1T A E BT LDFEEATHY . ToA7OF7 U DFREITHS
FETII W EHIFTENT =, 158 BERIZHIVTIE 2000ppm ETOERSTEINLDEILFERDH SN T
LVELY,
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[SSES R UMESREIZDLT)

FIEHEMERMEFHMEIZDOLTIE, S b2 HEERER. 5 v b, DY FOESFRMHERNEE
SNTLVD, Tv FOEIERERICE WV TERETHETOEMN RO oif=hS, NOAEL HBRREIZZE>T
HY(10mgkg AE/R), E£-EHEHEDEILTH 1=,

v b, DY EBESFHEIIERO NG oT-,

GEEEE#EHAMEIZDLT]
BIEEMEARRICDULVTIL, invitro @ UDS SHER. Ames SHER CIIREEEIHMEDBEICHANDH LI TEE
T LT, [ FEEEEM AV -TEEAE RS CILBEFER O E SRR SN, #
DFELEEEICIIASHEEMEAELS . BRELERO OGN o=, —A., (ZEEEEMEE A -2EA
EHERTIXIERBEEMH LG T MRS NGRSO b NS A= CTHEHOERMA TN TS, LHILE
M5, invivo DEFEICEHRZENREH ONLAEFE THERSINI=T IR ZEAV =B/ MZEER R OME(F
[CELVEMIEHONIAEFETHER SN Y FERAVWV-BHREAREEHBROVTNEIENT
Hol=e TNHDIEMND, HRIZE > TRIREE G5 EGHEEITEWNEEZ BND,

ENAEIZDONTIR, YVRRVT Y +D 2 FRIOFENAMEBRNER SN TN, CDIBIYVR
DFERTIIFREN AN ZETET HIEEFRD NG o=, Tv FOFHERTIE., D 6000ppm %58 THE
SRR EEFGUVD, DRIRTHAHEEHEDEMARD b, (DRIE PRI E R EaE LT -
58, MEFFRICERETH o1z COFMRIFAETFMS ., ASHERTITREF O T ORIE FREEEE
HRERE & BRRDFEENGE . WMREICE T IRFEDEEIERT -2 S YIEIMETHS &, T
(SRS BERE S NG o =2 EFEM L, ML L T o DREDIEMITIRS & DBLEEIF LN E
fEEmSNTEY . EMEA & U JECFA [THELTHEDIERIISFFSNT IS, Ff=. AHBRDLERHT
18I0 L= iDARE & DRREME BRSO oM TR, SoI2, IDRIRTHHERELS v MIDHFEET HiE
REMCGEETHLIEBZAON TS, ChLoDIEREY. DRIROESIHREDFEEFEDEMH
BIZBHEY DRIREIEIIBHTIES . £k bMADIMEEELZNEEZ NS,

BtEHEICoOLT]

1990 FERBEMN L ZILAOF/ OVFIZDWTHENE FEGCEELHDZENRESNTETEH
Y, ZDANZXLIZDNTHREBHICE > TERIE SN I=2FD DNA EDEHEER. AEBEIZL->T
A UT=EMEERO 7 ) —S5 DHILDOERIZ & 2 RHHEEIIRESNTIVS, Z/L4A 0%/ o Fndt
BHEPIEEHHEHZDOVTIEWL L DHDIHBELH Y . BEMIZ6 IRV 8 LII/N\AST VEBREEET S
Z)LABFE/ O FINBELANBELEEETRT P, 1 MOBREDOIERIC & > TIEEEHHES
FTEHEIEMRESNTNBED @, To070%H L UITDONTEEDT—2(TB SN TULVELAY, 135t
MTHHLTO70XH L UZDWTIENL DHDIHELF LN TILNS, Toaaxy e 7O
705 UOBERISEVNITFILEOEEDHTHY . NEE SHEEEHC DV TIHRIFERE
HESIND,

2 7O70%4S V2DV T.invitro TlX CHLV79 &M A AL V- UV BBEH Z & SHlRasaigsa,
a4y h7 vt 0N MEERERY T LYY UV BBSHC & DM DIERASEh D f-m, D TILA
A%/ O & DHETIFHEXMIZBLEDTH 1=, £f=. UV BEEROTIRDENRELIEIES
LB PNz TRBHUABL EAHONEA T7OXFH L U EFFRLARLTH>=2 & E b
RS T4 70 UV BREREIMEEIZES L-A5RIZH 0 TIE, 18 500mg. 7 BEDRESTHEE
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(I 1=C EOpREEh TS,

oD EMD, M EBToO7axY o UIZDO0TIEZ/LA DX/ OVEIDGTIRIEEE
JOECEHMEITTHE MBI ES NS, £z, BUICEEINLREY. EERETOIOT7O0FXYI Y
DEBIITHETHY. BRENLTERIZE > TRIRBE LD ILEEEENE C S AREETERTE
HEEELEZOND,

[EH2MEEDT Y F7RA > MZ2LT]
EHEFMEEI OV TRVEVAECHERMB R EOEEN RO ONTEBEZONLIREE. SVbD 2
FREIEHESEARBRTEOON-IREBRIATHY . NOAEL [X 2.9mgkg AE/BH TH-T=.

[(EMEHFZED T FRA > DL T)

MEYZHIRZEOFHE I DULTIE. £ FOIBRRHEZEADFEZE 7 RIRT E % EIMOFAEREH HE
AESNTUWVEWMRREEBET &, ToNTULDHRD S bRLEBEYIEEZ ONDHLDERALTHEY
FHIADI ZRET AFENBRETHIEEZEAbND, ToO7AXY D UIFIEARRNTREI SN DD, ¥
T070X%9S U ERE. REMONEEREIIZEALELL, 2707033 U OmEESHEI O
20X YU EFEALERFTHY . TELGBEINICHTERBMIRELADI OT0X52 Y
AETHotz, TATOFHIUITDONTE MIBITIEEOHRFIEINATE ST, Y 707ox
YL UIZDWTENL DHDE MIBITFEHELH DD, PHELGEZESIRETETLVEL, CDf:-
&, BEFRTIEI A 705Y2 o0 invito O MICy ZRAVWTRETT 200%EHE EE X bhT,

I>A78FYS 20 MICy IZDWTIE, £ FERHEE,N SERICHRE S5 Bacteroides.
Bifidobacterium . Clostridium . Eubacterium . Fusobacterium . Peptostreptococcus . Enterococci , E. coli |
Lactobacillus, Proteus 0 10 #&ZDULVT 10 E#RDEET 100 BHRIZDULVT MICs DIFFRAMFONTLVD,

Bt SR RSN S o= HIEFE(L E. coli THY. D MICs {iE(F 0.031 pg/mL TH>1=A E. coli [
DL TIFEMERHEOBHELIC GO SENEIET<HT H(INEEE) T, BRMEZOEEIxT 555
R(IEWTHAHAE, —BHITEEICRZENIERZETH A EN B e o, BIHTHEYFR ADI
DFHEI AL VD MICs EL TERRT AR ETIIALESN TS O $5iBL L Tl E X DN SHETE
DHT, HFLEZMENEM-T=D(F Fusobacterium spp.. Proteus spp.[Z#5175 0.125ug/mL Tl . HEFH
[ZEWTIFXINSIZEITS MICs D 0.125pug/mL ZiRFAT 32 EMNEL TH D LRSI =,

BH. Za—F/0OUIEF IO RABEEDA —ILRF /O LB TR TS LIZKULESN TULNS A,
M EAEIREN S AIREMIFEE TELL . CORBEIZ DOV TDEEH HUNEEERIEHEZ (L. AliED!)
RUFHEANETHHEEZBND,

[EEMP2E8 ADI DEREIZDLNT)
WA FAIEZE C DLWV TR R CTRIFRTEERZ B DIL invitro 0 MICs; DT 3 o 1=, FEHRIZEMII < 2209,
HENRE INDIHEIZ20%. £ MAEIZ60kg Z@EAT S L.

0.000125 (mg/mL) x 220 ()
ADI (mgkg (AE/H) = 0.2 60 (kg)

0.002 mg/kg {&E/H

forrrnsdsrmr MoBIF RIS
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E15%,

[—BEFEFESEADNDEEIZDLT]

IoA7axYI IOV, BEEEESLURENAMERIGLNEEZONS I ENL, ADI %
BETDHENTFRETH S,

BHEHREII OV TRLEVAE CTHEBRYERSDOEENBO NI EEZ SNDIEEE. v b
D 2 FERMEEEAERIZH (T 5 NOAEL 2.9 mg/kg AE/HTH 1=, COHREN D ADI ZEHFET DIZHT->
TI&. 782 10, {BAZ 10 DR 2%E0 100 ZEEL .. HHFEMT—2H 5 ADI [ 0.029 mg/kg A&/ B &%
EShd, —FH. MEMEHIZZENSEM T ADI (X 0.002mgkg 1AE/HTH 1=,

SHEFHT—2 M DEAND ADI EMEYFHT—2Hh5EAND ADI FLEETT 5 &, MEYER
T—ANLEIMIMENE Y/INEHY, BFENGNEEZ NS, ZOFHI AT7OFXY D
RBEHELLTI HITELTOADI & LTIE, 0002 mgkg (AE/BERTET A ENBLUTHIEER
Y (RN

[EmEREZERHEI<DLVT)

LE&Y, Toa70%Y L D OBRMERFZEFHEICDOLTIE. ADI & LTROEZIRATHIEN
BUEEZND, BH . AFIDBBEEIFZ LA DL T, EHMMEEZN LE=ZEIT DWW TERET
BZHENHY. CHIZDNTITREFTH S,

Ion0705493Y 0.002mgkg iAE/H
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