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(7) EFRBMRUERRRSE

J0/L7 z=3—)UEEEMN. ERMICOOS LTz =a—)LEEBILTRY . BULREARY MLE
B OARBIERITH D IRIE—HOFELRVOTHEMNTHY HED 70S )R —LD0S HT1=y
MEET DI EITRY., RTF FiGBERZREEL. FABBEAKEREST %, ©

707 z=a—)VEERIE T LEMREERIE. BRTIEF. K. BEUL>-KEBEDM, —EDHLE
[CHFEASN TS, KE. EU BERICEWLTHE. K. B, FRURAEinfish) (2x L THEAMRD L
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2-1URUR - 5345 - X35 - Bttt
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SD S5 k(S 6 PT)IZ 65mg/kg AED “C4Z# 7 0/L Tz =—a0—)V'% 7 BREEOHRE L. 1 RU6
BIEH DG % 24 BEIE TOREENER SN, 1 BIB&5#% 24 BEIORTPIZFEY L TRISEETHEE
DF62.7%(HH : 59.2%. M : 66.2%). ErhIZH16.1%(H : 19.6%. M : 12.6%)hE# Shi-, 6 BIB&RS
% 24 BTl FRAIZFEY LTRSS IMETREDSY 60.4% (1 : 52.4%. It : 68.5%), FEhIZI3#Y 23.9%(H :
304%. W : 17.4%)HVHEHE Sz, #RIRERETREI xR HEUREIFIET LAY, HEHRROEISXITIZRE
CTHot=, HEREMWIIL 7 BB IRE 2 FFERICREIE., SRR SR OAmIEN Oz, MiKP&
SRS ESE 2R LS AT S B T h o=, @

I LI EEECER SNz, mMiZ, R, ERUVITE. BEiE. fA. BEBATOREMOREL AN T
L%, TLC, HPLC IZ& YRSV TILENEELT-E 2 A, Yo TILDIEEIZ K YTFELIFEL D 1LDD
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SRR Bt INT=O, R, BT OVWTESITEAICRITINT=E A, INSITERTLADM, 70U
Jx=3—)L73I2, ZO)L7xz=a—)LAFY I REE. JO)L7z=3—)L7J)La—)L, /00
JOLT T =a—)LTHo Tz REMNSITRTALAK, EPASE IO T T =a—)LT I U AT
é*lj-:o ©

[T42(2H1+ 5 HEHR 5 HER]

TH(5> FL—RIEIEB)IZHITS70)L7 2 =a—/LOEEFHRARA0MgKg AR RS ZFH LT Trex
[Z 1 BRETHY . FDEDMEFREED Coru (T 4.2ug/mL. Tup (3#95.2 BRI THoT-, 135 1 B 88
B OB MA RSN LA, 1RREROMBED S HAILERE. BB+, FHE. mig, fh. e, /ME.
BIADIEIZEL ., BlgDREIXMIZD 2 fELL EFRLT-, 8 BEHR TIITNODREIETOHRT 1218
EIZIETLTUL =, IO A T I ARSATE. B, BB+, mIZFTERHONT-A 8 BFEER TILIHE. B
BT U2 BB LY | REALALRIRRDZEEZF RLUT=, TI/RITERELARD VI0KET, 7ILa—)UKILIFE
EAEBRHEEINGD Oz REILARRUREE ST T 24 BREIETITIREE=DH 57%H R - Eol ZHEH#

Ntz FDIFEAE IFRBADHEMT, TELLDTREILETH 1=, ©

[0 UIZE1T HE R 5EER]

(RILAR A LFEIER)IZHITH T 0)L T = =a— )LD EEFFRIN0mMg/kg A E)IREZH T, T
(% 1 EETHY . TOBEDIERREE®D Cro (359 1.6pg/mL. Ty, (55 18.2 BB TH 1=, 185 2 R 24
BEZ DR A RO EESIN =LA, 2 R OMBEBT ST ERE. BB+, MR, /ME. . i, .
FERADIEIZEK., BN REIXMIZD 2 fELL EZRLUT=, 24 BRHE TIXCNODREIL 12 FEEITIETLT
LNz KEMID A FHSARITRETEL, FHiE. fh. B, /M. BBRA. MR TROLNI=M 24 FfEET
[FREALAARERRRI AL =, PRARIEEREILAD 15 FBE T, ZILa—IUKITSSITHETH 1=, KE
IEERURSEWZE AETL T 48 BEIE TITIR G EDHI 5200 K - I HE SN -, ZDIZEAEFRPA
OHE T, TEALDIEREILATHT=, ©

FOU(4FEEICHTHT78)L T 2 Za—)LOEEBIFFRNEIEET@0 mgkg AE)RSIZHLNT,
BRI SO MERERD Cre (& 15.1 pg/mL. Tre DFR{E 1.0 B T (£ 12.2 BHEC. AUC (R E
MSEAZAIFEEE T) (& 194 pug-hrimL, AUC (&5 5IELFET) [X 213 ug-hrimL TéhHo1=,

B TR EEOMEERED Crul 2.93 po/mb. T 0D HR{EIE 4.0 BHE. Ty, [ 79.8 B, AUC(HE S
S EASBIEEE T) (& 101ug-hrimL, AUC (FR5HVS3HELE T) 1% 265 ug-hrimL THot=. ©

Foo 3EHED 1270)L7z=a—)LZEER T (20 mg/kg 7E) B URRAIMA (10 mg/kg (AE/B% 3 BRE)
B L-HEBAERIN TS, SHERIR T 14 BREIDAREIIRNESRIT. 8555 ANBZ TRKIZIRS
#1101,

BRAR TIREED Cre (2.6 ppm) (F3%54 9 KU 6 BHEIZERH 5N, 1754 24 BET 1.0 ppm £ TE
Tl RIEFHARNIREEED Co & 3 BREIEER 5% 3FRERHICEDOON., 1251 24 BT 1L ppm LU TFIZE
L=, @
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© BRI,
¢ FHRPELL,



[T212H1T 5 REHER]
3—4rAEDTZ (SURL—XHE, 158 (C7A/)L7x=0—)L 10 XUV 20 mgkg AE/H
% 5 HRELER L THRANIRS L., 5% 28 BETOMmIE, Bid. iHg. SEEMme. sA. Mas &
UHBIATEE 28I LTz, 10mg 258 TlE, %51% 3 BOMmiEH(CEEMRFR (M : 0.05 pg/mL, Z0
fth : 0.05 pg/y) FTEIDHWEHI DD ONI=H, FOMOMEHITEERFRETHY . MFEFEELRS
% 7 BLUFE=RFARETH 1=, 20 mg IREFHTIL, %5% 3 HOMRRVElES, 7 BOEESR T
(TEERFE TERIZMENRO onf=H, ZTOMDEHTIIEERREKTETHY. 14 BLFIERTY

TERARETH o=, TOMDMBMITIRE% 3 LB EERAERE TH o=, @

2 - BEDTA (W F. 16558 (270)L72=3—)L 10 8L U 20 mgkg {AE/B % 5 BRLER:
ANERS L., #5% 21 BETOILE. HiA. B, FHE. SF5ECmR. SESEMUEREHRA. Ma
BUREIATRREZAIE LTz, 10 mg 58 TlE. #51% 1 HOEMRT 0.10-0.24 pg/g. ESTEMIAAAIT
0.10-352 pglg. ESTERIELDERARR 0.24 ug/g A& Shf=, 20 mg 58 TIE. #5#& 1 BOMERY
R IREAERER SN, WFITSISEMIBATEIRE (8.21-19252 ugly) THoT=, MmikGEHLE L. &
5% 3 BLRICIZL TORB TREBRRR (fF : 0.05pg/mL. 0 : 005ug/g) &iot=,

[V UIZHI+HEEHER]

34 7w RtDF 7L RILRS A VIR, M 1588/8) RUKI2 7w AkDF L RILRZ A UiE, it
15E8E) 1270)L7 2 =0—)L 10 HK U 20 mgkg {AE/B % 3 BiELES L THRARNKRS L. B5% 1.
5. 10, 20, 30 HIZ3EEYS DOIMIE. FHA. B, AHig. SESTEMIHA. JESIERGLERBERE. /Nak
UHEIARREZAIE L=,

3-4 7 REDF 7 UIZH T, 10 mg #IREE TIRE#& 1 HOMIER RS RE XTI T
262.06 pg/g. RUNTESFTEMLEDERFHEN T 72.44 pg/g. Bl € 1.30 pg/g. AR T 1.19 pg/g. M#R T 0.72 pg/ml.
AT 0.34ug/g TH 1= /NETIE U3 FIAMRHIER (0.05 pglg) K. 2 il 059 H& U 1.03 pg/lg T
Hot=, I CIEEfIIRERFRETH o1z, ¥5#%5 BTIE, FFEMIFHATT 9.09 pg/g. R
TESTEMEIDERFHAI T 1.01 pg/g. 37T 0.13 pg/g. Bf#T 0.05-0.19 ug/lg THho7=. FERUFHRATIE
U3 BIAMRHERRFRFE &Y. BBhE S METIE2HIABRERFARBE TH 1=, H5% 10 HTIE TS
EMIAAD 2 Bl EPRELTHRHEBERRE S 4 Y | AE 20 BLBE TR TREBRRE L h o1, 20
mg ISR TIE, %5#% 1 BOMIER VHREAERE L EATEMIFA T 1208.91 uglg. RUNT3ESHERML
JEBERFRNI T 132,59 pg/g. Bfisi T 5.22 pg/g. /IMZT 3.00 pg/g. FHET 2.47 pg/g. MEET 220 pg/ml., £
AT 1.23 ug/y. ABRAT 064 uglg TH o1z, 1514 5 B TIXFFTERRIFHRTFY 27.65 po/g. SESTEMLE
DERFANIT 1.26 pglg &4k Y . BiE. BN, Mg, /Mia. AT O S, BERAIISEERRRE T
HoT=, 15 10 BTIE, SFHEMIARA. SESEMIEDEHRAL L UERTOE 23 flxrELTRE
RRETY, #HB5#% 20 BURIEESM CREBRREE Ho1=, @

2 5 BBOFOUIZHELT, 10 mg 58 THRGE 1| BOMER OHEBEEILESEMIHR CF
14 452,83 pglg. RUNTESTEREBERFRAIT 99.67 po/g. BHET 1.27 po/g. M#F(< 0.45 pg/y. FHRIT 043
Hg/g. /INBT 0.39 pg/g. AFRET 0.10-0.43 pgly TH 7=, BEEATIL U3 41T 0.10-0.20 pg/lg THY. 2/3 5]
(FHRHEER (005 uglg) KRG ThH o=, ’E5%S5 BT, SEEEMIAFR T 5.88 pg/g. SE5TERLRESD
ERARRAC 1/3 450D 0.05-0.10 pglg RV THERERFARBE G Y . %54 10 BURRIE 2RO RHERAR
& TE otz 20mg IE5E T, %51 1 BOMEER ORISR TS EMIAR T 117846 puglg. R
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UNTEETEMIELDERFRAT 254.42 polg. Bfigi© 4.05 pg/g. BHiEC 1.36 pg/g. M3 1.33 pg/y. FHAIT 1.03
Hg/g. /M T 0.90 pg/g. BERA T 0.10-0.40 pg/lg TH o 1= %54 5 BICZIL S FSTERIARPI TH14 926.52 ug/g.
SESTERMIELDERERAIT 533.71 pg/g. M#ET 0.10-0.34 pg/g. BhE T 0.10-0.29ug/g TH 1=, g, FHAK
WNIETIE U3 BIAMRHRR AT & Y . IBIAIT2FHEHRRRFE L Lo, 85 10 BT, SE5ED
IR (23 ) RUSESTEMIEDERERN (U3 ) ZBRVLVTREREFRKEE LY. BE5%& 20 BLEE
SHHIRHEBRRH L o=, ™

¥2-4 v RBEDF 0 RILRZ A UFE, 15588 BV 484 AkD I GRILRAAUFE, T 15
BEDIZTONLT7z=0—)L 20 8LV 40 mgkg AREFEHRIFZ RS L, #5#% 1. 5. 30, 40 RV 50
BIZZNZ 3BEDMIE. A, Bif. T, SESEE THA. SESEMIE TORIEHA. /Mak
UHEIAIREZARIE L=,

24 7 BREDIUIZENT, #B154% 1 BOMBEROHEBRREIL. 20 RU40mg #5HIZEWTE
SHEMIE TAARTENTNTF 4144, 1761 uglg. RUONTRLIIEMIFAAIT 560, 6.29 ug/g. Efigi T 1.64.
2.26 uglg. MM#2T 1.42. 1.50 pug/g. BFHiET 1.18, 1.25 uglg. AT 1.12 . 1.16 ug/g. /N T 0.43. 0.75 pug/g.

BRAT 018 &1 015 pglg THoT=. TDE. MIRGHITHEUT, 5% 5 BICIEIFREIEHER
R (005pglg) Fim&iY, 5% 30 BLURIZIEEHBIMRHBRRG o=, ©@

4-8 r D IVIZHEWNT, #5154 1 HOMIER VHEBHIREI. 20 R 40 mg IR5BZHE LT ESHED
SIE TR TENEN T 592, 679 uglg S, RUNTREIDEMIARPIT 143, 26 puglg. BlET 2.1, 2.6 ug/g.
FARIT 0.78 . 1.9 pglg. AHiET 0.79. 1.3 pg/g. M#FT 0.71. 1.2 ug/g. /M T 0.60. 0.95 pg/g. BERAT 0.2,
10pglg THY . #E5#%5 BIZEWLTHLEFBNMEL Shi-, 154 30 BTIE. 20 mg 58 THA (2/3
). BBEAS K UMMEF(E: 13 )T, 40 mg IREETIIRE MG (& 23 46)). REEMIE FTHRARUEH
A (& U3 ZRRODTHEHRR (005ug/g) K&y, #5% 40 BLURRICZIE, MmikEE & £ 25k
ARHRERE & o=,

2-2 EHERER
VRS HHER
ICR &< RIZxt9 5 2000mg/kg AE F TOREORE KR U 3000mg/kg (AE F TOREREARERESIZH LT
it & HIETEMIIED S ot &
SD Sy 33 % 2000mg/kg AE E TOROZEIZE W THE# & £ IFETEMNIRD oniiho1=, IE
BRI EIZ & B LD ST 1865mg/kg 1AE., 1T 2047mglkg AETH o 1=, ¥

QEMEHER
[5 v &ALV 4 BT ESEER)
SD S (RS 10 PL/E¥) % FALV=3&&I#20(0. 20, 65. 200mglkg (AE/B)IR5-&L3 4 BN HBEaME
BRI CHE VL TERO N =F MR RIS LT D&Y Thof=,
— ARV ERRAEIRERES CII 2 S BH CRREMERE. BEN RO O T, CNLILBERHENDFEIZHES
TRHRBLEZ DT,
IAEZ{LTIE, 200mg B SECIRAZEDRIENZED SN T=, {EEEEE T 200mg IRE5EDHTIRIEN D
Hont=,
MFFHARERETIE 65mg LLEIREEO#T MCV. MCH DS1E. 200mg %58 T RBC DIEENZEHS
i, METIE 200mg 58T MCV. MCH DEfE. RBC DEED (AN, Hb, Ht DIEEH DL,
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65mg LI L% SR HETIFHIRDIEEE )L/ SERDIRBIER <& A B MR DIEENEDH DN, ZDS
BIFRERIC DUV TIE SR S TIRIEE R, MTIE SR EH CIFhIRDEEN D D=,

MEAEALEEHRETIE, LD D/ S A—F—TEEH RO N =D CHEIE RS b ot=,

FRISETIL, 45 BRI E R 5 SRR 2 REIFZDL NN T,

fEESEETIE, 200mg REHDETHEDERRUVENES., MTHE TR, MEOEMEUENES
DIEMEAFED S T=, METIEEIZ 65 mg LIRS TR RV EENDEEEZRLT=.

EHIRTIE. 2 TORER TR, 200mg X5 H CEEOER. SLAEHLNT=,
FEEERARE T, 2R ERTE T/ \EDEED ZEHE., 200mg 5 EOHTERE. S5, &5
DR, MEHOMEKREEDET. BREOEMHEIADONT-, 65myky LI EBRSHEOMTEDON
F-IEEDEILL., T AR EEA RO SNEA TS, BEICBBEL-ZILTIEALE
EZZbhi=,

ChLDFRDSL BRI IBRMEED EE), T2/ \ED /T RITHEFHR 52 &5 = RAE
BOEEEMLHY ., VTN EEERETRENVDEER SN,

ASRERIZE(+5 NOAEL IXRkDD M -T=, ©

[ R Z/V= 13 BREE S HER]

CD-1 %9 R (A 10 PU/E) % FALV=34&I420(0. 10, 50. 200, 400mglkg 1A E/H) &5k 3 13 R
DEMEMHERICENTERHoN-EHMRIILUTORY TH 1=,

—ARAVLIBRPRAEIRERES, (AEZAL. EEHE. iIEKEIC DV T BB DRI TS EEILERO S
nigh-ot=,

MRFRWRE . MRELFRIRE(Z DUV TIEEESNTLVELY,

fBasE=Tld. 400 mg H#H5HEO M THEDHENERZ. M THMRUHIESDEMARDHLNT=,

BTl HERMBE DR S THSERTERD o g 0T,

SRIBAERIEARORRER (L, RHRREE 400mg REEH DLV TDHEHINTULVDAS, FHZHERMBE DR S
HFHEREIIEBDONGEA DT,

AERERIZ#5(15 NOAEL [ 200mg/kg 1A E/H Téhotzo @

[5 v &AW 13 BERE S ERER]

SD (S 20 PL/E¥) % FALV-a&dil#E0(0. 10, 30. 100mg/kg AE/H) #5I1Z&5 13 BRIOF2ME
BRI TEROON =B RIZUTO@EY THoTz. BH. FEFEHTOLVTIE 13 BRDIRE
1% 4 BEEHEAE CAEL. BRI HEEESN TLVS,

—RRAVERGPRAEIRERER, IBAEE I DU\ TIXSF SHERME DR SIS EBILRH g h o=,

AEZETIE 100mg IRE5EO# CTHREEMEDRENZRDH SN, D 7 58, D 8 BLIETIXAE
HIRfEETRLT =,

EKEZDL TS 100mg 5D TH T MIEETH 1=,

MFRFHHEETIL, 100mg DT MCH, MCV DEfE. RBC. Hb DIE(EA RSB, Hb ZEREEIEHA
ARt EROIERD DN T,

MBRELFHARE T, O EIREFFEMD 30mg LLER 5T AG LEDEIEZ H5H-ABEDIEE
HERHBNT=,

KI&E. BRBICERIIEZEH NG o=,



R E=TIL. 100 mg R E5HOHTHREDHEIS JUEMEEDRDHERH LN =,

ER TR S HEE - [ TAERREIZ&S5T ., 100mg RE5ETRED/NYLEFIEA D SN, 100mg
BEHTERORN DN, 10, 30mg HE5ETHRR SN, BEOILEIIAECKVEELT:.

RIS RIRE L. FBREZA T/ \SERERERLE 100mg BE5HEHI DOV TOHERSIN TS,
B SR E = (HAZERRIC L 5T, 100mg 5O M TRTFEHRAMELEL - S ESERE D EEN
BIEIZERHBNT=, 30my RS TIIRBRIZEILIIFEBO NG SI-1DD ., FFE LAERNDRERLR
HRADIEMMARRD oz, COFEEHIFEDEMIEBETITERULA, 10mg RG5O EIEHMICHELTER
Hiontz, SRS THE T/ G0 EROERDHEE LENZEHNT -,

JrLb(DFJ?EOD'JB‘é—'HﬁO)V RIEZZPRHERE RO ZEE). S8 T/ \EIDFRIEMER IR 2 &5 ZRiE

AIRELHY. WTHEEHEETIIENBDEEZ NI,
Knﬁﬁlhbwé NOAEL (IRt @

[« X ZFLV= 13 B E RS EHER]
4 7 AFROE—T LK (ML 4 BBEDERL-ESFhTH/L#20(0. 10, 30, 100mg/kg A/
B)&512&% 13 BRI ERMHFEEHERIC SV TEOONE=FE A RIXLITO®EY THhot=.

—RRAVSERERAEIRERER., (AEZAL. EEEEIC DLV TIEHBERIEERH NG h o1,

MEFRHEE. MRECFINEE. [RIEE. ERE. FRE( 6 8L 12 BRFR TEESNh TLVS,

MEFHHRE TIL. 30mg UL EIREED T RBC MIEIE. 100mg X530 kT Hb DIEEIERIANEEDH
B, 12 B A TldtiRRE S LB THE L 0T, 100 mg IR 5EF CRMBRRDFDAS, HTIE 6, 1258,
METIE 12 B SR TERDO SN =, IFHEREDFA L., HOEREEE, MTIX 100 mg FRE5EHTERDOLNT =,
FEMRE CIIIR G EEL - EE (3 100mg/kg BED 1 1 BEZEFREFRH LG oTz, SO 1 BETIHIMEE
HIRE CIFRERRIMEN ZRD BN T, £-. BHEIRE CTERDERAEN BRI FFERRMIEDFH
2k B BREEK FRFERLLDIEMAFEES L=, LA, EHEED FERBR R EREILRBONT . B
EREkEE+ 0 RoNnT-, MREICFHHEETIL., 12 80 30mg LLERS RO, 100mg IR580 6 BD
RO 12 BDRET Tchol DEIEAZRDH LN, 100my IREEDEIEERFEBO LR THo 1=, KIREICE
BIXEBHOLNT | EERISEIMFRH OIS,

BEREETIL. HOLIREHRY 30mg L EHRSHEOCHEDO B RN EENDEELNFZEOHLN
=0 30mg WL LIRS E DO H CEIEO M RV EE D SIE. 100mg 5 CRERVAINIIREENDIEE
MEEDHLNT=,

ERRTIXF EBIIRBH S NLEA o=,

R RIRE L., 25T/ NETRIFOMERRES ) 23— B0, [IMNEEERER U
LD KA EIZZREABH SN, FOSEEIL 100mg REEOMETHEEIZIEMLT-, 100mg Z58D
HECTHRREOEHRESRE. BROKREENRNZEOLONT=,

AEERIZH175 NOAEL [LRETEH ATz, @

16 nABRDE—J LK (ML 4 BHEHERL=-ESFohT/LEEO(Q. 1. 3. 12mgkg AE/B)i%5
[2&% 13 EROBERMEFHSERICEVTROON-EERIZUTOEY TH 1=, HEH. xtiEEFE
12mg H 5B DL TIEELIZ 2 BEY DICHATL TIREGL . IR 5HME T & 4 BEREO BEHFEZEREL. K
FICKDEIEK AN BRSNS,

—RRRVSERPRAEIRERSR., (AE (L. EHE. MAFAIRE . IRELFARE. FRIRE. IRIRE(ZDOULVT
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(Z4FIZERBIIBOONGH oI, HBIEETIE., 12 mg IRS5EOH T B EEDIEMNEDLN
T=o

iR - IR RO E T, S EBIX B o o=, ARERERIZEH (T4 NOAEL (& 3mgkg AE/
ATéHot=, @

Q)EtESEt - ROAMRER
[5v FZRA- 52 BRI ER]

SD S (4 20 PU/E%) #FALV-38%HE0(0. 3. 12, 48mg/kg (AE/H) 5=k 3 52 BSigHESEER
BIZBWTROON-FHRIILUTORBY TH-1=.

—RRAVEESPRAEIRERZR T, D 48mg R 5B CEEEIOCIRAD HED BN N EEE TROH LN,

REZLTIL, 12mg LI EIREHDHL 48mg 5 HOMTHREBMEDBIH RO NI, =1L
DFREENNEDFADIRELHERL TLV =, Ef-. 12mg BE5HEDOMETHAEIEMEDFIMERMNEDS
h=WEEEF AT,

BEEE. HKEC OV T HERMBE DR SITHSEEIFERD o i o=,

IFRFHIREISL 12, 25, 38, 50 BIZEBESN TLVS, 12mg LU EREED#TIEETOHRERIZRBC M
&fE. MCH BT MCV OEENGRH BT, 3my IR5HD R U TITEERIC K> TERLGLHFHERL
B/on, HBLVEWTH T,

MREEFHHREIZDULVTIE, 12mg MU LIRS EEO R 48mg IR 5D THT-A BB DIEEH R
Bitz, i, AG LD EIEEFE-TU V=, FRIRE TIHIH BERIE DR SIS EBILZEH 5T
T=o

ARIRE Tl CHERME DR S S EBILFRH o Eh o=,

B EETIE, 12 mg U LIREEDOHTREEENEA. 12mg U LIR5EHOMR Y 48mg 5B O
TEHEEDEENEHONT=,

EIRTIE. 12mg UL LIRS TRED/NEEE LU H AL IEEIEA R 5 =,

TRIEAREERIRE TIL. 48mg LI EIREHTRMEOZER. 12mg U LIRS CHRE LARERNICEEERE
R EMA SR ST, AERERIZH 115 NOAEL [ 3mg/kg tAE/H TH 1=, @

[« X Z L= 52 BRiEtES 4R ER]
E— LR (S 4 BFEDE RV =-ESF A7 =)LE0(0. 1. 3. 12my/kg {AE/B)%5I1Z& 5 52 ERE
DIEEFHESERICE VL TEOON-FHFRIZLUTO@EY THo1=,

—HSRYSEGRAEIRERER. RELL. {EEHE. EKE. IRFHRE. FRIRE. MRFANRE. IRELFRIR
EITOVWTIIFHCERTERDonEhof=,

g E=TIL., 12 mg IRE5EHOHTHEOER RO EEDEMAERH HNT =,

B - RIS IRE TIL, 12mg RS5O ClEEE | RICE M E BRI RS . 3mg %
B3N 1 BB BRELCREREOMENZRD NI, CORE EEOERIEBIARIEBARARET HDEH
THAHD. FEVEORPH IV EEASIRELE THRESN TSI EM S, 3mg IR5 THERSN-BE
BRRZEIZDOWTHR S EDBBEMATRIBSIN T, Tz, 12 mg IREEOHTIHEIED ) 32—

€ 104 FDFENS AN EE A BRO TP RLERT
" 3amg/kg B GRETHRHBRAT AT, SIS ZE RO SRR CHINASERD LD,
10



ZoHiont=,
AEHERIH175 NOAEL [ Imgkg tAE/BTH 1=, @

[S5 v FEALV= 104 ERHEASAMEER]
SD T (S 50 I/ Z FAL V&S00, 3. 12, 48mglkg (AE/B)REIZ& S 104 BREIDF
HAMSERI BN TERO SN -BHRTRIZLTOEY TH-o1=,

—RRAVSERRAEIREIZR T, D 12mg LU LR SER UMD 48mg %58 CEEEICIRIADHED BN
DIFEDEMAZEDH SN T=,

AEZIETIL, 48mg IR 5D CAEEMEDF AL ZEDHENT =,

BEEE. HKEC OV T HERMBE DR SITHSEEIFERD o i o=,

MEFHWEEIS 26, 52, 78, 104 JBIZEMESN TS, FRinEke BRI ZBEEL =L\ DHD /AT A—52—
(ZEZENZEDHDN., 48mg R 5EED i#TMCH, MCV DE{E. T MCH, MCV DEIER T RBC DIEEA
bz, BIEKIZ DV TIEHRA MR R S FhEkDEENAEHEEMIEEOEDDETORSEHD
TR ZERO DN =,

MREEHHEEIEERSN TV,

EIRTIXEfED 12mg U LIRS HEDOFETREESH DL EEEOFESEEDIEMN, 48mg 5 EF T/
RO/ RISEAEL-FBROREFEDEMAFEH b=,

TRIEAREARIRE TIE, 12ng LI ESR S Tl ORHE DERE. AR LIAMERNORER LR
DM, 48mg %58 CRHBIMEDFETFRLRRINA GRS DTS,

FHiE 28517 SRR OFAFE DB 48ng 5 TR b=,

FEERTRRIEDSEE DIENIAY 48mg IRERETRH N, BERROEIED 3ng IREHTLRD LN,
FREREMLIG L. ERREORERLODEE T HIHNTHLHZ LML, EVAMERTEDOTIIA
WEEZ b,

AERERIZ$51F5 NOAEL 1% 3mg/kg AE/BHTH o1z @

[Z9 R ERAV- 2 FERISEAAMSRER)

CD-1 ¥ ™ A (M- 50 PL/E¥) Z AL V=3&Fl#¥ 00, 20, 100, 200mg/kg AR/ B)&5IZ& 5 2 FEREIDF
MAMRERICE N TEOON-BHARIZ LT OREY TH 7=,

— SR ERERAEIRERES, (AEL L. BAEE. SUKE. MIRFMREICEIED LGN oT=,

MFECEHHEE. RRE. BBEEIT OV TIHERE SN TUVEL, B - FREERESIRE T,
200mg %5 CHEANMEDREEIR RO EEHIRO S, BE HADBTFERLH S VIIEETFE
E-TLV =,

FEASAMEIZDUNTIZHED 100mg LA IR S8 TRIEREE & ik L CHRRA A DSEREAE L =A%, HIR
$EE BRI 2 EBOEENTH Y . SIBBEEZ B+ B FERAGISMA ZIEM 2 1=(0/50) = & ITHEET 518
R LD SN, CTHLINIEIRAAERLE BFRIIZD SNT, THRIZRAAMLER
HontEMotz, @

SHEATTED LIRS DD, 3mg/kg FGHETHRIACHA OB 25078 (REHVEZEE, R FIROan) oR3INA520
LT,
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() S SERAER R MEAT RS
FIEE SRR MEFHMSERIC DO TIILUT OFEEMSTHhL Iz, BH. VX ERUESFIIEIC
B9 2 F BRI ERINA, 05mg DIEERSICENTELHEREEE~ADEEIZLSELNDEEZDS
NBEBECEREDFVE EDRHAZENRD 5N, DT EMN L ITFERNETFIIEERIE
BTEEh o=,

[5 v FERV- 2 R EGERER]

SD SR V=3EHEHED (0. 1. 3. 12 mgkg AE/B)RE5IZ&LS 2 HRBIERERD EESN TS,
BB DIRE R UL RDESETE SN T =,

Fo XTI, MR 28 PU/EE ZD0)L 7 =3— /L0 PEGA00 i5ikA 3TECRBARIT 10 BV 2 [210D 5B (F 1a.
Fu) EARET P (RS- iR R ZLEARIER) 2580 TR B L T=, Frl SBERLERI SHIRRI AL, Fu B SRR 24 1T
B3R . RIREEDWERMEE 1% 25 B DS 2 BID FFHE(F2. Fa)HARIRZEL TRELT=,

12mg 5T F XU FL OFEE LAREENFEIZEL 1=,

12mg 58T Fay DR 421 BOEBERDRENRSNT=,

AERERIZ$1T5 NOAEL [ 3mg/kg AE/ATEH 1=, @

[5 v FERAV-ESFRERER]

SD S (17~24 IL/3%) DIEYR6-17 BIZRFIKEE (0. 4. 12, 40 mo/kg (AE/B) 1 51 - L ST IEEAER
DEfEIN TS, BEMWILIEIR 20 BIZFHELIRAL. BREL. RINETEL, BRREE. BRIRONRRUVEE
FTRZ(ICDULVTRRE LT, 3RS VM DT, 12mg LI LIRS TIEREENET. SkEDEMAHS
nit-,

FRIRIZDULNTIE, 40mg 5 DOBRAEIXEEE KLz, BROFERUVEEDRRICIREE X!
HRELORIZEILRRH O NEM ST,

AERERIZH1T5 NOAEL (& 4mglkg (AE/ATEH 1=, @

[ X %A -ES R HERER]

CD-1 Itf=9 R (29~30 PL/E%) DIHYR 6-15 BIZ3&&#EO(0. 1. 3. 60 mgkg K&/ B)I% 5= L DT
HERHEESN TS, BEMWIIIIEIR 175 BICTEIUIEL . BRE. RIEEL, BRIREE. BRIRDNER-H
B R U BERTRE ZDULNTHRETLT=.

BHEY Y A RURRRICENTIRSDEELEZ SN AT LIERO LA ST,

AERERIZ#5(15 NOAEL I 60mgkg AE/AEEZ Sht-, @
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O)EfEHHER

EEEEIZEET ARFED invitro, invivo SRERDFER FRFKIZFE LT,

CEESIH T S EEROBR—K]

in vitro &%
ERE R 5= ER
TEHI DNA ERGRER | v MIREEERRZ 10, 25, 50, 100, 250, 500, | p&fst’
(UDS 5#E0)” 1000, 2500pg/mL
AR AR L5178Y <R 1) L \iEHHRE 125, 500, 1000, 1500, 2000, | &ttt
(TK) @) 3000, 4000 mg/mL(-S9)
125, 500, 1000, 1500, 2000, | A~BARE °
3000, 4000 mg/mL(+S9)
62.5, 125, 250, 500, 1000, | fai4
1500, 2000mg/mL(+S9)
FEAREEHR CHO HEEHIRE(CHO-10 B4) 313,625, 1250, 2500 pg/mL. | P4
(33) (+89 : Gh) (2500ug/mL)
62.5, 125, 625, 1250 R ©
pg/mL(-S9 ; 24h)
1 5000ug/mL TIEHMEEGE.,
2 A2 CTHEEN SEEOHREE RSN 14-38%), 2000pg/mL LLETIE—E5a#EE T,
3 125, 1000, 2000pg/mL CEEOHIRFEH S LAY, A2, BEREE L. 2000pgmL LLETIE—EREfEE S,
4 2000ug/mL TIISELIZIFBRAEE S, 500ugmL LLE CREMEREMEBIEEH R Sz, (500 T 35%—2000 T 69%)
5 2500ug/mL CHffEsSE, 1250ug/mL L C—ERafEEd,
6 625ugmL LLECHlfEE, 1250pug/mL LLE T—ERAREE T,
in vivo SRE&
ERE *R 5= ER
SFEAEEHRY TR EEE 500. 1667. 5000mglkg P4
HEREO
500, 1667. 5000mg/kg P14
5 BRE#EO
IINEERER™ TR ER 5000mgkg  EEHEO (43

LEEDKSIZ, in vitro ) CHO 1EEHiEE ALV-2BAREESERIZHE VT, +59 OFH T CHlleEEDER

HoNBHAETHOHGHERRENEOHoNT-D T, COBGMHRRITHEEMSSERY SRR

IREEEE

Zbhd,invivo DEREREREETER, IMEEERIIVO T BRETH 7=, ChoDIe b, JOLTI=
O—)UIEERE- TRIRBL G HBIEHEIEETIENEDEEZ NS,
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(6)—fBZEIEEAER™
(PR AHERADIEM]
—RRATEI(I DX I'win %) Tl&. 100mg/kg AELLEDIERERNIR S T—@ED BRESH DK T. 300mg
LU ETIERIGHEDIET. 3000mg TIXIEFEMLZEBINHIC & HEERKEN RN JFHEREILEH LN
9. —ERDEMWINFET- LT, 2GR (DY B|AEERIRE) (S DU T 1000mg/kg AED RN S (KR
(HF) [2DULVTIE 1000mgkg (AEFE THO R RS THE W TEEILZEOH b NEH o=,

[DE. TBRZRA~DIEA]

LAV RSN =Y R CRERENIR S LB FFIR L, MIE. DME8AVRIESN TULVS, FEIREIZD
LTI 300mgkg ARETIIEZZIEFZBH LNEMDT=AN, 1000mg TILEIMERZRLT=, IEIZDULNTIE
300mg Tl 60 3% TTEE{EM. 1000mg Tl 180 7FE T TFEMN RO DT, 1(IMBEIZDLITI 1000mg T
BLHERHBENT =,

[AErERA~DIERA]
BIS B ERUHE (O LA FERD 5 - BRETESURIE) TlX 1000mg/kg AEE TORERERERSZHL
TEEIIZBDNIEh-T=,

R B2 MHERA~NDIER]

4 X O EISE AL V- BEREE (10%ymL £ T) . BILEYMEHEBEZ BV -EREU7EF/La
)y ERAZY BIEHY) D LIZEBUIHEANDEZE(10%y/mL £ T0). BILEVDFEHEEEALV=/ILIE
27V ARIEH) D LIZKBIHEADEZE10 Y mL FO)IILEEE 52 1ah oT=,

INGEINERE(R VR ; RKENE) TIX 3000mgkg AE. D YFOFEEH(/VIL—EAIZKDEELAE]
TE). VY FDEFLAIE TIX 1000mgkg AEE TOH R TIRETEEILZRO NG o=,

HE. YT OEFLAEIZANSNT-EIIN S5 300mg T 14, 1000mg T 2 FINZ D% 14 BETOM
[ZBETELT=,

(& EER | <5t A 4EMH]
Y X MRODRE(EREE) . oY ¥ RO AmE(RIRLL ) TIE5 X 10y mL DEEETO AL IT=
O—ILDEEEZITIEh o=,

[Z i)

ZOfh, FRETR (S b ; RE. pH. #. B, ABREB. 7 AR, ZBEE. Na'. K. CIEIE)
HY 3000mg/kg FTHDE FIRETREISN. AEHEBEMEIELNTHEM > fhS, 1000mg D5 T K DiFd
HEEH LN, BEEIIELVA Na' DEIMERNEEH Stz TOMD/NT A —2 —IZ(FR5IZ L H5E
IO ENIEM DT,
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(7) PREEYIERIR R CRET S AR
D FOBRMEIZ T SR/NEETREEE (MIC)®

ErDBERAREZEDERT SHMEEDSS . Bifidobacterium spp.. Bacteroides fragilis. Escherichia coli
Eubacterium spp.. Clostridium spp.. Streptococcus spp.. Fusobacterium spp.. Lactobacillus spp.. Proteus spp..
Peptostreptococcus spp.| 22U VT 10 B#kE ALV CRIESN=70/L 7 =3—)LIZxd 5 GE{RIFEH) MICs,
[ 0.36(Fusobacterium spp.) ~11.9(Proteus spp.)ug/mL T o7z,

g2 MICso (ug/mL) MICo (ug/mL) MIC £{aTF44 (ug/mL)
E. coli (aerob.) 59 125 8.6
E. coli (anaerob.) 4.7 125 70
Bifidobacterium spp. 17 4.6 2.8
B. fragilis 2.3 3.8 2.8
Eubacterium spp. 1.06 3.1 15
Clostridium spp. 2.1 3.6 2.3
Streptococcus spp. 4.0 4.0 4.0
Fusobacterium spp. 0.36 0.78 0.5
Lactobacillus spp. 0.8 15 1.2
Proteus spp. 119 25.1 17.1
Peptostreptococcus spp. 0.39 0.75 0.6

(QOBSFERBER 39 DR NEB R IERE (MIC)

Frk 18 FERRREHERESHE

MR E MY E OMAEY RIS ERE (R 849 A ~ k1943 A E)
E FEGRRRDEEGEEIZxd 5 7 0A)L 7 T =a—)LM#] 5x10°CFU/spot 28 (T3 MIC HEAR SN TLVS,

=/NFEARMRLLRE (ug/mL)
SR FREL Florfenicol

MICsp &5
BHRRIER
E. coli 30 4 4-8
Enterococcus species 30 4 4
IR
Bacteroides species 30 2 1-4
Fusobacterium species 20 0.25 0.12-1
Bifidobacterium species 30 2 0.5-4
Eubacterium species 20 4 2-4
Clostridium species 30 8 4-16
Peptococcus species/Peptostreptococcus species 30 1 05-2
Prevotella species 20 1 0.5-1
Lactobacillus species 30 4 2-16
Propionibacterium species 30 1 1

SFEIN-EEDSS . ZHIEL MICs HMERESH TULVA DI Fusobacterium spp.d) 0.25ug/mL TéHh o1z,
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BEMIEITHHRIZDNT
[EMZE+2T70/L7z=0—)L0)iEeses] ©.69.¢0
JAL7=a—)LDEMEKRIZH (T HFEREILELA, FEEMED/AS L7 —0—/LTIEEETRR
HEMAEELEIEREL THRIEIN TEY . £ER2MAN X ALIZEBEIN TUOVEWED DO E AR
54 5L3N TNV, 70 7z=0—)LIE=rAEEFZRLTHELT . HHHRICE I T5 BHGLBETRNE
BMERET HRRIE/FONTLVEL,

9)ZDAth

70)L7 z=3—)Ud. FDA, EMEA [IZEWVTEHliEh, ADI AERESNTLNA,

S, B2M - BE(Sy b 13, 528, 41X 138, 52 8. EHLAMIVR., Ty k25, ZHEK
FHEER(S v b). EFHMESER(S v 1), EfnEEEER(in vitro ; BTERRERE(XVOR ) VT +—7).
ZAKEE(CHO). UDS(Z v FIKIHHERE). invivo ; RBIKERE(RDRAER). /IMA(T IR BEE)HIRET
SINTULVD, EixE - BEHSAMELELE SN, FMHFEM ADI & LT 10ugkg AE/A(FDA : v k
R FHERERD NOAEL 1mg/kg AEIZR2%%$1 100.EMEA: 1 X 52 BIEM43=4EERD NOAEL1mg/kg
AE/BIZREFE100)HEETE SN T LD SEMFRIZZEZ DUV TIL.EMEA (& Fusobacterium @ MICs,
M 0.36ug/mL [Z CVMP DEFER %A L T, 3ugkg {AE/BOMEYER ADI ZREL TV, BH.
FDA TILEHMZERE28F 25ug/kg (AE/ BT DHDIZ DLW TISMEYEHIZEEEE L TLVELY,

3. BBREERHiilcOLNT
[SFESER UMETIEIZDLVT]

FIESERMEFTREZ DL TIL, Svbd 2 HREIERER, Svb. T RDEFHIEHERNEFESN
T, FYrDEFFEAERIZHE LT 2mykg AED TR S ETIHITER LAEEDEEL Fy RICEHFEDE
ENFEOHBA NOAEL (& 3mg/kg RE/BTHoT=. £z T b, TORAHKITETFRMEIIERD 5T
0N,

GEESIERNAMIZDNT]

BEEMCDOULTIL, inviro OREFREERER [TELTHEDRREAZRO onf=A, Thidias
HISERY 5 EE X DTz, =, invivo ORBAHERRWIMEEERICEL TS hBIEETH o 1=,
UEDI e, ERIZE > THRBE G DBEHEREFRNEEZ DD,

ENAMERERICDOWTIE, 5 FEAL: 104 BREEN AR U R VR Z ALV 2 FRIFESAGER
ARSIz, WITIIEDAMRETRES DFTRIFERO ohiems o=,

[SHPREED T RRLUMIDNT]
HEIN-RROEHHERICHE LT, RUEVAETHBRYEREDEENBOONT-LEZ DN DIE
Z(d. A XD 52 BEREIEMHFEMEERERIZH ULV T 3mg I 5FHDI TRO oM T-BE F RO EHEI R TH-
=0 ARGRERIZH VT 12mg 53D i CREZE F I ZZfatt E B RN RO B, 3mg 15 EEDIE 1
BEICHLEELGRBOMENZESH o=, COBRE LRZOEREAERIIERRET SDIEFHTHSH.
HAEMBEORPHLIVIEERERGHE THRESN TSI LN D, 3my FBE THREIN-BELERE
[ZDWTHIRELDBHEMED B HEFIETST=, NOAEL & Imgkg {AE/B TH 1=,
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[HEYRIRZED TV RRA UMDV T]

MAEYERIEZE DLW TIX IR S CHIAREEEE D & in vitro D MICs; DA THY . BRI 24
AMBLN TV FZEEL T, MICcalc*! (2 0.0013ug/mL. $ERSHRZEIC 2209, HENRESNDHEI
40%. EMAEIZ 60kg Z@EAL . VICH OREERKICE DV THAYIER ADI #EHEL-58X D&
Y&,

0.0013 (mg/mL) % 220(g)
0.4* 2x 60 (Kg)

ADI (mg/kg A&/8) = 0012 mgkg AE/8

* 1 MICcalc; E&INZDEIHL TEEEHT SEED HSED T MICy, D 90%(EFERFD TIRE
*2  VICHHARSA/ Tl $EaRMEA FIFT 2HENEE 1 — Rl cHEtEh - (@BOREE0) NEEL TGHHETES, ERDT—40NFE
LLAS, BFNIERT SIS DT —ENEREN D, SYMNIHITEROREERT. $160%M Rl HEtSh-21REE LI THEELT =,

[—B{EEEFAEADNDREIZDLT]

70)L7 2 =3—)UIDWTIE, ERIZE > THREE 5 EGCEERUENAMETRILENEEZ S
N5 ENB. ADI ZERET S EMATRETH Do

BHEFENEEIC OV TRV EVAE THBRMBEREDEENRO N LEZ DN DHIEEIL, /X%
FAU V= 52 ERTIEMEMERER 515 NOAEL (& 1Img/kg {AE/BTH 1= COHEMNDS ADI ZXHET S
(&> TIE, FEZE 10, EEFE 10 DE2HREL 100 ZEEL. SHEFHT—2H5IE ADI 0.01mg/kg 1KE/
AEEREIND, —A. MEYEMNEEL L8NNI ADI [£0.012 mgkg AE/HTH 1=,

FEEMT—2H 5EHND ADI EMEYFENT—2 H LEHAND ADI LT 5 & BT —
APNSEANTENE Y/NEL BRI ENDS, 7O T a— )LOBBELELSTFTT BIIBELTO
ADI & LTIE, 001mgkg (AE/BEERFET D EMBEHTHLHEEZ BND,

(B &M=LV T)
UE&Y, 7007z =a—)LOBMERFZESHMEIZDOULNTIE, ADI & L TROEERAT5EN
WHEEZ NS,

J0O0)L7z=3—)L 0.0lmgkg {AE/H

Pt AEREISOUNTIE, FHBHEEEN LIFAI DOV TEET SR HY . SHIZOLTIE
REBEHPTHE.

FaeDWVT(E, SRR ZREATEEREENRELZITORHEEET L LTS,
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NOEL EERE
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