¥R 20 BICTEELIRAL =, RRRICX /T ERFEIRELT-,

BRSO T | — B ERIERERE CHEEBRMB DR SIS EEILEH T ol
100mg LLEDIREEHT. WEJﬁ'szbhfm\of—b\ 3R 6-9 R U 9-12 HOE TESER DR HEEDH L
hi-,

SRS HEA NI BT — A DEERD TE TlEH 1A%, 100mg LLEREHT. LIRIIEE BERER
FrEOFEOMM. HL-YEFRREOFEEDETHEOONT -, 15mg UL EREHTHBEORIEEK
EOEEQETH AN, BHEE. BERIISTCR. BEES SCEHICREOEEIFED O NEH-D
t-. E-. BIROS R, HES LUBRBEIC AV THH L ERORRF|ICEZBFIERH N GHhof=,

LLEDEERNS . ASREBOBEM —3F 5 NOAEL (F 15 mgkeg 4AE/B. RBIRIZxT S LOAEL X 15
mgkg KE/BTH-T=, Fi=. EIFHEL RO N EH 1=,

[ £ RV -ERIAERER] @

—a—S—SURRDAMED Y (22 IL/EHE ALV-3&FH#20 (0. 5. 15, S0mgkg AE/B)REIZLS
IR C AL TEHON-EHRRIZLUTOEY ThoT-. BEMBEDFR 5L, iR 7 BH 520 B
DOEHTL. B3R 20 BICTHETUIRIL -, MBE T/ T B R 5L -,

— A B ERAE R R CII B E DR S LA EIEH oA o, S0mg RS T. hERL
(AN, TR 7-10 BORICESEED A EBH N,

41FRA IR, B/ HIRINEE, B, SN BRAERURERERICIREDEEIROONE
Ptz Ef-. RRDNE. NS LU BRERICESV TEH R CPEROERIBICEEILEHLNLEH -
T=o

LIRS FRERO B =35 NOAEL & 15 mgkeg AE/H. BA'RIZxd 5 NOAEL [ 50
mg/kg AE/BTHoT=, Fi=. EFHIHIBOH SN >T=,

(OnEESTHEHER
FRIFEIZEET HRIED inviro B invivo REBOIEREZRRICEEDT-,

[ZRFEICEEY A5 EEB0ER K]

in vitro EER
S 2 B5E B2
Ames SHER S. typhimurium TA1535, TA1537, TA98, | 0.02~50 pg/plate(-S9) !
(1;31)&100, E. coli WP2 uvrd 0.02~50 pg/plate(+S9) RatE 2
0.05~15 pg/plate(-S9) 2ty 3
0.05~50 pg/plate(+S9) peft !
FEREEHR E kg > Bk 608~1810 pg/mL (=3
@ (-S9 ; 3hr+21hr)
1450~3520 pg/mL pats ©
(+S9 ; 3hr+21hr)
198~1084 pg/mL =33
(-S9 ; 24hr)
e TR CHO(K1-BHA/Hprr) 500, 1000, 2000, 3000, 4000, | f&tE®
5000 pg/mL
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(-S9 ; Shr+7days)

500, 1000, 2000, 3000, 4000, | F&TE°
5000 pgml
(+S9 ; Shr+7days)

500, 1000, 2000, 3000, 4000, | B&t%°

5000 pg/mL
(+S9 ; Shr+7days)
5000, 6000 pg/mL pett®
_ (+S9 ; Shr+7days)
L5178Y TR ) 2o EHRRE(TH) 100~300 pg/mL(-S9) patst
9 300~500 pg/ml(-S9) oty 1!

400~1000 pg/mL(+S9) Rt

2ug/plate(TA1535). Spg/plate(TA1537. TA98. TA100). 10ug/plate(E col)l LDRAETROEREEAEH oML,
Sug/plate(TA1535. TAI00). 10pg/plate(TA1537. TA98). SOpg/plate(E col) L DFRE THOEBEEATEH Shiz,
Sugfplate(TA1535, TA1537. TA98. TA100). 1Spg/plate(E. col)ih LR CEDEBREN RO SN,
Spg/plate(TA1535. TA100). 15pg/plate(TA1537. TA98. E col)A OB TEDEREEIRDH SNT=,
1810pg/mlL TIITAIGHER & et U THBRETFEMS S0%IET L=,

3520pg/mL TIEAIEIR L 8 L THRRERFEL 56%IET LT,

1084pg/ml TILHBOIR & HHEE U THlRREFEA 66%IET L=,

2000pg/mL LLE ClIIHBaSEA RN o=,

LWFhoORRICAWLTHfeSHIEZH ohiah o1,

10 300pg/ml TIITEIR & HEt U THIRRAERFEA S0%ICIET L=,

11 425pg/mL LLE CIESIER & Bl | THRREFEOE LLMETARRH o=,

12 800pg/mL LLE TIEBIEiR & HE L THBREFEDE LLMETARH 6=,

OO0 ~I W & Wi~

FEROESIZ. inviro OFERIZHTIE Ames RER. £ M o/ ERERVV-R2BARERERR. (FREE
E4EE BV -RPERRERZBROVLThHRSEHREOFR IO LI TEEZ R L.

invivo §
R BER BEE L]
1N S B 500, 1000, 2000mg/kg {FE | &M
/B”, %HHE03 B en

FSAOBY . (F-owEEERL- invive OINEEERTEHIEHTH T

BLED &SI, invitro, invivo DEEOFBRTLThIBETHECEMD. YIRATAS L UILER
ENEFIRVEDEEZOND,

(7) TSR

[EERAFIEAER]
ELEY FMOEIZFAEL LY a—JUTERE L S%0OYSA0IA 0. FaELyd ) a—)L
B S%YITAQARA L ETAL Y MRET ANV MOIINTD IV, TAA U MRET D2y
FOBEFNFRETIEEL. 1| BRIcT7aEL S a—LVTRLEYTRAOYA L &5
HEAN—FTBESI/yFT1 BEEFAES L=, SoI02@8MEICTOEL Y a—ILTELE
w5203 0. HLAUATTAEL LS A—IOHTREEIEFRORIEHRE L=, 24, 48

Y RBERMEK Cas. No. 217500-96-4 %*#t5
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BRI OFHER R T, 910 TRHRERWHAEH . YSROTA D UATEILE Y MIBUVLTERBAEYE
METHHZ TSz, @

ZDEILEY FOEETRO SN 7 UILE—RIGISEREREICET 230 TH LA, EP7LIL
F—TEL L TRELGLIDILEERET. BI7F 745X —SNEELEEEH-0F 1 7L
WA EEENRG ST,

BOVSIZHETHT LILE—2DO0L TR, 3BT 320 OBSOEMFHBOMRE S SHh
TULAH, FHI7 UILF—HEIGIIEZEH SN TULVEL, =120, —BBICEMIC S 57 LILE—RIED
MEEZZTOEFE MIIMFEIT S LIEELINEEZ DM TLNS, —A. 7854 FREYEIZOW
TlE. b MREKRICHSITAHBMRVMERENH S, BRICHITH7 LILF—HOBHERE LT, TUX
YA L DOBITIIRE. BE. CAFLA. IEFESHIHNLATISL. ZOEEITENTHEE
HEIATZD, 512, T/054 FEIOLETIK 15 BBOT/ /054 RIZTYRAATS oo &
YHEENERESN TG, ZULX—DOERIIEBKENTHD EEZ DNDH. EEFREREHE
LTERENLEREREAEL DGV I ENERESh. BRENLTERKIZE>THREL S TLIL
F—RICHE L SREE IR TE SRETHILEEZ DN B,

8) WEYFAEEICEIT SHER
Ot FOERERICHT SR/MEBHIERE MIC)®

ErDBRBEEE BRI SMBED S5 . Escherichia coli . Proteus mirabilis . Enterococcus spp..
Lactobacillus spp. . Bacteroides spp. . Fusobacterium spp. « Peptostreptococcus spp. . Bifidobacterium spp. .
Clostridium spp.. Eubacterium lentum TNE N 10 BRI Z DV TRIBESh -5 0212 U IZxd 5 MIC 1%
XDBEYTH>T=,

MIC DEH)

1/100 $ERERE (107CFU/spot) | 1ZERERE (10%° CFU/spot)

MICs MICy MICs, MICy

Escherichia coli 10 2 4 ' 4 4
Proteus mirabilis 10 >128 >128 >128 >128
Enterococcus spp 10 1 4 2 8
Lactobacillus spp. 10 4 128 4 128
Bacteroides spp 10 64 >128 64 >128
Fusobacterium spp 10 2 4 2 4
Peptostreptococcus spp. 10 16 128 32 >128
Bifidobacterium spp. 10 0.5 8 1 16
Clostridium spp 10 16 32 32 32
Eubacterivm lentum 10 16 >128 32 >128

MBS T-EE Tl Bifidobacterium spp HNREBZHAEL VEERETHY . FD 10°° CFU/spot 128115
MICso {1 1 pg/ml TH>7=,

in vitro gut model [ZH 11 5BZMEMED B/ NEEEILERE (MIC)®2®

2~20ug/ml. DYSRAATA % Cooked meat HEHITINZ . ELAIERIE. # pH2 DEHTFTRTL L
R SoI2H9 pHT ISERREL . REHEMER U/ SO 7 FU MBS BT 42 LY, EMNEIESROBYDE
WE L2 L—MLI=FRIZ. Bifidobacterium. Fusobacterium (FREN 2 B 10°5cfivml TNZ . #5
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35°CT 18 BRIEEL-EE0RDEFTKRENRITEIATWS, ZOBLUHEEERRDRIZBLTIE.
20ug/ml FTCOYSAOAIALUILEEOIENMEI B8+ 5% b o=,

Bt FEFIzHTAYSAOTA L UDBESEEDBRE

6 B(BLE 3 BN SEREN-EEEEAL 0.0IM O CaCl (2 1/150~1/5 THRL TRELI-E®&IZ.
25ppm D YC #BEYSAATA LU EFML-BOREITHT 5YSAATML L OEESFEEN BN T
L5, BEHEEFRLSBEL - LRI EIREN =BEEHE 1/150 BRTIEHS 88% TH oA RELEDITH
HL. 15 BRTIE 47%I BT U =, 1/5 FRIZEITABBEFRBUE Kd=8.5 LHEIN TV, *

F-. MOFERIZHELT. BEEH4 2HLERSN-EELEESL 00IM O CaCL TVI0IZHFRL TR
BLU-SREIC NC BEYSAORA VU ERNL-BOERI T 2 U5 AAT ML U OESEENRETE
T3, ZOFEBRIZHLTIIESIZ 20 BU 37°CIZB T A E D EL RS-, REeRER 0SB
Lf= LI EREn - BEE N T 20°C TR 37~43% TKd=17. 37°CT 24~28% T Kd=32 L T %, @

COEETIE. YSAATAUUITErDERITAL 37°CTLYEMEER R AL LY ENEEEEE TR
LT=.

@B & pHOMEDIETEI 33 5528
2/a844—7J0OXH0031~128ug/ml DYSAATA L UEEH. $9 pHl £ 74 RUH
pH65 [ZEAR S hi-EEEhFE L 3%RERBIEME 96 NI/ /021 2—TL— MIE-L.
5x10°cfivml BIEZRNTFMLUER)IZLY . BADBEDYSAOTS LU EEATSIENR UEFER
EIEHDT 3 F&(E. coli. Enterococcus. Bifidobacterium ; & 4 BHH)DMEEZIEEL. MICFBRIELT=, &5
& TL— FROOIEEFEERISHICEEL. EREH IO =—AEohih>=TD2 (42—
FL—MIBMEN T =YSA0YA O VBEFEREEILEECPG)E LTz, CPG X34 4—TL—
MZEITAEEICE > THENTERIC K > TEEAREH DNEA >T-IFETH, REFIZEELELNE
KEHIZHITABEICE > THEEFTHIEANEESIh,. MIC KYEBMEL LD EEZ NS,

Escherichia coli Enterococcus Bifidobacterium
MIC(pH?7.1 or 7.4) 5 4-8 6 48 43 =0.031-16
MIC(pH6.5) 128 128->128 128 128->128 16.3 0.062-64
124 CPG(pH7.1 or 74) 68 8->128 14 4-32 7.0 0.125-16
&t CPG(pH6.5) 128 128->128 128 128->128 18.3 0.125-64
EFERAIEM CPG(pHT.1 or 74) 128 128->128 128 128->128 40.5 2->128
FEEHIEH CPG(pH6.5) 128 >128 128 >128 40.0 8->128

+I1}4 CPG OEHITHEL TIF>128 14128 & L THbOMT-

L TOETHEIEERRO CPG & Y L REFWHEMIERRO CPG ABLMEERL., RERRERTI
HEEMEAMET 5 C LRI E Tz, FIZ. KD MCy REAFRICELTRLBERMEDEN o1
Bifidobacterivm [Z2UVTIE MIC AY05. 05, 2. 8 THofz 4 BEAERINIAN. HBHUERRD CPG
|23 2 S EEBIEERED CPG ITFHETH 2-6 5. ERIDLETIE 2-16 EEMEERL. EEF
TR BRI YRBIEHAME T 5 LAvRigE AL,

X 4,20, 24 BHERERD 3 HOE,

-27-




F1=. Bifidobacterium M pHIZDWWTIX7 &U$ 6.5 [THWLT. in viro O MIC H¥ 4 {EFREDFHET
ZRLT®Y,

Fusobacterium [ZDUL\TIZ 10 B#RIZDULNVT pH DFZEHN RIS AN MICs [ 2(pH7)H 5 8(pH6.6)IZ
L. 4 EOETHARDHONI=,

THIa54FROFEDE LI A B OB HEMRIC LKRYRAENSZEA LN TEY , —HRIC
T AU TCHREERMN SIS 2, I ZEMERID pH [ZELTITHREERMET T A LA HLNTEY.
YSRATAYUIENH £ 2 DFT 520, COERLGELEHEESh TS,

G®TRIZBITS invivo DFR
Salmonella enterica serovar Typhimurium TI 2% B, 10 £12I3 15mgkg REDVSAOATA LU %H
PIPSICEERSL . 28 BETOREFEL =, A5ERD ST #0 MIC 1F 1.56ug/mlL THo1=A. FR5H
LLABEL O TERDO Y L ERSHHBITHEIIRHLNEH 1™, F5E 3 BEDT2OEHRD
YSRATA LV BEL 2 5mygkg KREDFFRIRIREIZHELVT 10~70pg/g THAHZENHEZENTHEYO, Y
SAORALUNIT D HIEERNTIIELEEEAMET T HIEA TR,

oM ESIZ, in viro DFERIZHLT. YSRARIL VT EBESAOBIEITHSh ., FE in viro
OHEEHTIRESEDFET CIHMETL =, pH IZDWTH, L. £HAND pH FHTTIL in vitro D
MIC BEHERTEOON LD LVEREEEAME T TSR B BN S, E5IT, TADFERIC
BT, BERHERED Satmonella i Z invio TROLN = MIC KU HEELHEEShHEEDYSAN
TALUFETCLEEIRIBEDONTEST . in viro 1IZBVWVTREN-BLZ DERICE S EEHETIE
nvivo IZBWLVTHEBHLh L EATIEENT -,

OEMIBHFAAMRIZDONT
[EMZHBITETIOSIFDELRE] @

YSZAOTA U DEMERIZE ITAERETAZVLN, vo0S/RFROREYEITEM LERRKRIZE
WTHRBSh TS,

IHOOSARROMENEIZLSEEGRHERITFLIZUMNES oGV ESh TULVSAS, T ROTAI Y
TIZRES BT A H A3, THIORMIIED. B, BRLIN TS, TOM. 0. F#REE
THICEREDSSICIIERE. B, B, TREETH2LMHHEEND, TVRAOATLLITDLTIE
KEINTP ITHENTIVRERW RS AMRERO ERESH TLSOM ., EOVAREED N Ehof-Leh
T3,

F=. YSAARAVUERL 15 BRRIASARETHAHT S AAIA L OEERFBRR U HAREOENE
RRETHEELASM =D L IBEREE(F R D LE. JALE~DEE(TH. BEH THo1-.

041,42

3. BREEECEFGIZOLT
[(EpEREIZDLVT]
VS A07A U OXNRERNZE T S MEEhFEEE 58-99 BEl & HEREEOAERD ERL, 41X
D 1 FEEEMHSHRRIZHEUVTIE 25me/ke AE/ B ORE5 TIHR SR TR IR 5 RAE & L8 L T AUC
DEEMEDH LN, Smg DS TILIRGEAF & OHBIZHEL A >1=H% AUC O EFHIRESIT-,
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LAL. 2mg D5 TR SRR SR TROMFRRESHKITEC | EREDHRETE | £/
OREREICEVNTHERIEERED ohigh of=, FHESN-HBROSZ < T, HA. 8. . §
ELUE, MICBLTERLENEEDERBIEDH SN TISA, BESh-FEOSHHRIZS LT,
H¥CRhI 29 ABMHMRIES b high o=,

(SR USRS DLVT)

SRBFESHICOVTIES v FEALV- 2HHRESEHER. S v k. DX ERAV-ESREERIR
BEhTL5, 2HLEREHER (0. 15. 50, 100mgkg RE/H) I2HWTIL, ZHE XEE, REhH
LEBETOHORE. HEE, Nz, REBPHSOATEIZET SI5E0. FrERDHEE., £FEHERE.
AHBRERE, HARETOBSEOREIET SEEOVL TN L ERMBEDREIZ K 258D
ShighoT=, —A. —BEHIZOLTIE. FROESR UENEEORLH F OSSR SHTRD
SN F, THLHOLBRSH THERIEEDREDHERD b f-1-H. NOAEL g ohiah o f- LS h.,
LOAEL % 15mghkg A8/B LEZ bhfz, £z, ESFAETOLTIES Y b (0. 15, 100, 200mgkg &
F/H). OYF 0. 5. 15, 50mgkg RE/H) ZEIZEHONEM STz v FMIHWLT 15mg DRE
[2EVWTHHHORRESIEENZEO Sf-1-6. NOAEL [IELohGEh>T-L¥H#Ih. LOAEL (&
15mgkg AE/BEEZ DTz,

GEESME ZOAEIZDONT]
EMNAMSERI S DL TIEREESN TLVELY,

LALEAS. YFRBTA L UL inviro 0 Ames 3#ER. *’“@bki’%“:ﬁﬁ BIREZRARERSENCHO/Hpre.
THR) T+ —T Th). invivo DIMEEER(S Y FEROLYThIZELWTHIETHY .. BT
WEEZ bND, Tz, BRE. BESHEOLThOSRIZELTHAERIEREH H U \TEREIERE
[FEBHSATLVEL, 512, I/AZM FROBEYEIC OV TIIHENRIE MRRIZET 55
ErHHh. BHERL LTESDREIFHNLATELT. RRNGERTHHTYROTAS L UOFEN
AR CIERDAMIZERH S TULVELY,

ShEDIEN D, EHNAMSEERINTILVTS ADI DRELSETRETH D LTSI,

(S B0ITY KRS > MZDWT]

FEMEHAIEASHHRBRICHL T, BHELAETHBYERSOEENEDLhEEILND
B AR | FRUSMESIEEERITH 1+ SRS FEIE T NOEL 2mgkg RE/BTH 1=, LGS S,
COEEOEEIIZ CHT AT, HEHEEMICITRIETE TV, - BEICERH IV HRHEED
TEHLNTHY. HEREIRSICHAL S -IEED pH A BB TH I LDEELH I LD LELND,
E5ziE. BBEL-RE. HITHEEEICREREHONTEL T EHESHEOHEREL L TITEYIT
HLEEZ SN, D=0, (SHENFB TENTFE LN ONIBET MR E L FAHREIZH1THL K
AN/ 5 A—E—DEALT. NOAEL (3 Smgkg AE/BTHALEMENT=, —H. SvbO 2 IR
BRUESEASRICBUL T, ThENFRESENDFLVEUVRRAEDETHRIERAEH TR NS
t-& . NOAEL AREETET . Ly It LOAEL I 15mgkg THol=, 1EH. EIHIS VR, JHFH(C
FHohiEh otz

(S EIcoT]
YSAATA LU OWEYFEFZEITOWTHIARREEHIRIE. in viro O MIC DHTHDT=,
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Bacteroides.. Bifidobacterium. Clostridium., Eubacterium. Fusobacterium. Peptosireptococcus D RIEHREE
E‘ Enterococeus. E. coli. Lactobacillus. Proteus DBIHESIEE. T Th 10 BHERLVT MICs A%k
ShTHEY. BHEL MICs &SN =01 Bifidobacterium T. MICs [ 1pg/mL THoT=, FEERE
M= 2200, FEARE ShSHEIC 0%ERILEN SHETE). TEFEMIZ 1. £ MKEIZ 60kg ZEAL.
BifhlC M%"#‘E’Jﬁ%’é"{ﬁ'ﬁ'ét

0.001 (mg/mL) x 220 (g) _
ADI (mg/kg ($E/H) = o.;%x Py 0.004 mg/kg (FE/H

&35,

LALEAS, WSZAATA LI OWTIE. BBHIRD L% inviro 1ZHBTHDEEE~DIES . BEE
HESREICBITAAEEEOET. pH OTIZLIAEEEDEBTICOVT, ThThHBNGHE-R
BN TULND, T ChHEEA invivo 2BV THEHLNSAIEEHIZ OV TIAEITHEBERER
WTEBIh TS,

@D AEERTI . LT F U AIBLI-E R TlE 20ug/mL £ TODYSAARA S NS Bifidobacterium.
Fusobacterium DYEFEEISI T >1=, A6

® #EELYSAOATALUERBLEBE. TESEOYSAOTAL 81X 20°CT 50%KHE TIETL .
37°C Tl 30%RiBAET LI, 9

Q) HEELYSAOTALUERALISE. BELELEOELEL T CPG (X 2-16 EOBEERLTz, ©

@ pH H 70 55 65 ITIETT H&. FIBEMEH 14 BEITETL . ©7

® THI=HT. inviro O MIC A 1.56pg/mL DHIILERTH, PEKERE+ ne/g EBAHYSAOTA
LUE BT EEZ OGN ARBEPTEHEEZ T ah otz O

NSO ESIZ. PED in viro DFRICHEVT. BPCEESLORFICEYYSRAOTAL DR
EEMAMET T B, FOEHRO—DOEEZLNIEBLYSAATAL U OESHEROFEBTHREES
M. &5 pH OTEIZE>THEREFMAMET I AL RN TS, EERDEFH T TR, BH®
EELOESITEIERAORONEZ N, S5IZT/ASAR HFIYSRATAI U S EERR
O pH THREAMMET T 52 M 0. EALEN A DL TRIE NWDOBESS RS, inviro D
MIC BIERBTRO LN =D LVEHEEENELUET I 2R B EEZ DN S, EBIT, TED
HEIZHLVT. inviro TRHLNTz MIC KU HEERESLVEBEDYSAOTALUAEEEPITFEL

TWTH, YL ERSEFZEL-IE YRR RTINS NT . in viro TROLONI-HEFHILHNE
EMETORRIL. nvivo 1IZEWTEEHLON DT EATRIESN TNV,

YRR B2 DLVT VICH HAMRS4Y 36 Tld,. AZMEIChESENEZEHohHH . %w#@ﬁﬁ
HIBRIZAZH. HEERICADSAMEYFINEENE-TLVAN., ZRET HIELEL. Thih'EED
hEWMESIZTh U EDEHEZ I TOREITLENEL TV, YSAATAL U DIEE . in vitro @iﬁt@
FEEOLBROBEICBVTREEEAME T T3 &M BRI TLAA. RSN =T —ah o [TEEN
[ZEITREEEEROREERIITERWNEEZ o . MEMEMNZETOLDZTERT HLIETELGL
ESnt=,

HMEEEOETICET 2HBEEEMNICEHET 22 &FTEENVEOD ., EFGERTIX in viro DEE
EHEL T EZHIZRTE 110 BEICREFEMNMETTHEDEBZ onbd, MEEEOETEERELY
PR ADI O BB 0.04mg/ke KB/ BIZETHS,
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[—BEFFEEADDOFREIZDOLT]
YSRAATA IUTDONTIE, BIEESRISAEERIBNEEIONS LMD, ADI 2HETD
Z EHAIRETH Do
SHEPFHFEIIOV TRV EVRETHRYERSICEEL-SHEENRH oI EEA6ND
$EIEIE, BHESEMIC OV TONOAEL 5 mgkg RE/ATHoT-. COMRMND ADI £5F T SIHE. BE
10. fE{AZ 10 DREFRI 100 ZEREL . 0.05 mgkg RE/RELED, —A. SvhO 2 HREREHBRR U ES
BHERBICENT. ThThRESERURRHEICEENRDHONIEM G WThORERTE
LOAEL 15mgkg AE/BAEBSN TS, CNEDHEND ADI #ETH5S1E. FBE 10. BEREZ 10D
RERE 100 ITMA . SHITEBMOREFE 10 £FEL. 0.015mgke RE/BEFESN S, ZEREDIE
PEEHERERT NOAEL A3 TL\AAY, ChETENICER S AR ESHHEBRTENREENEOLN.
HELNKYBENBLMEEL LIS BEFMRENSEAND ADI (3 0.015meke RE/BEER
T HDAELEHEENT =,
~75. EYEEARCEI OV TIL. B A THARMRE L T —2 0 5l EENLEHEIE#TH LM,
EMFHREMNEMNDS AD] EHBIL THoReBICH L EEZ N,

(&S eSO LT]
pEEY., YSRATA L UDBREESETHEIZ DOLTIE. ADI & L TROEEERT e E
BLEZLND,

YSZAO7A Y 0015 mgke AE/H
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FEHEE B TERL-BEIT-OWLWTIR RIS 1=

ADI —BHSIERS
ALT FSZUTI/NSURATS—E
AP FILBITART75—E

AST FRINSTEU BT/ RT5—E
AUC MhEEMNRAE — BEEER TR

BUN MBERRER

cAMP B AYV)uY AMP

CHL Faoq =— X7 LR A— [l EmREE
CHO Faf =—ZXN\LRZ—BR Rk
Corex EEmEDRERE

CPK SUFPFUI4RTAH+—F

AST TNV BA XY ORISR 7 H—E
ALT TN BENE BN SR TS~
Hb ~ESOEAMER

Ht ARk

LOAEL &/\&itE

LOEL  w/IMERE

MCH  FrfiBkmBRE

MCHC  FRMERmBEREE

MCV  TRIOBRETR

MB SNERERE

MIC =/ FEERIERE

MLA TR IA—TERER

NOAEL #E=HE
NOEL E/ERE
Tin SHESEA

TBIL sBEYLEY

Tcho  #aLXFO—IL

TDI HE—HiERE

TG r)J) YR

T e DR R ERR
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<t #>

L

10.

11

12.

13.

14.

15.

16.

17.

Draxxin ™ (tulathromycin) injectable solution for cattle and swine: CMC technical section

(unpublished) : 774 YF—tt HREH

Plasma and hng pharmacokinetics of a single 2.5 mg/kg dose of subcutaneously administered CP-472,295(¢)

[Study # 1530N-60-00-359] (unpublished) : 77 o F—tt #EH

The bioavailability of CP-472,295(e) via subcutaneous administration in ruminant calves

[Study # 1530N-60-00-363] (unpublished) : 77 A F—2t &R

The bioavatlability of CP-472,295(e) via subcutaneous administration in pre-ruminant calves

[Study # 1530N-60-00-362] (unpublished) : 277 1 H—t HR&EH

Analysis of total [™C] residues in bile, blood, intestinal samples, mesenteric lymph nodes, intestinal contents and excreta and
metabolic profiling of selected excreta from calves medicated with a single subcutaneous dose of [MC] CP-472295(e) at 2.5 mg/kg
body weight (B.W.)

[Study # 1535N-60-99-296] (unpublished) : 27 7 1 H—3t &

Plasma and lung pharmacokinetics of a single 2.5 mg/kg dose of CP-472,295(¢) intramuscularly administered to pigs

[Study # 1520N-03-00-189] (unpublished) : 77 1 HF—3t 1&EHR

The bioavailability of CP-472,295(e) after inframuscular administration in pigs

[Study # 1520N-03-00-188] (unpublished) : 77 H'—3t $1PA&EH

Excretion and pharmacokinetics of CP472,295(e) in swine urine/feces and plasma/lung, respectively, following an oral gavage or
intramuscular dose at 2.5 mg/kg body weight

[Study # 1521E-60-01-194] (unpublished) : 7 7 4 H—%t 1tR&EH

Analysis of total [C] residues in bile, blood, intestinal samples, mesenteric lymph nodes, intestinal contents and excreta and
chromatographic profiling of metabolites in excreta from pigs medicated with a single inframuscular dose of [“C] CP-472,295() at
2.5 mgkg B.W. '

[Study # 1525N-60-00-177) (unpublished) : 77—t 1tEH

Radiotracer residue depletion study in edible tissues and injection site of cattle treated subcutaneously with [*CJ-CP-472,295(¢)
[Study # 1535N-60-99-294] (unpublished) : 771 ¥'—4t $&EH

Radiotracer total residue study in edible tissues of swine treated intramuscularly with [“CJCP-472,295(¢)

[Study # 1525N-60-99-175] (unpublished) : 77 4 ¥ —4t 1HNEH

The metabolic profile of e- CP-472,295(e) in cattle and swine bile, urine, feces, and edible tissues and edible tissues

[Study # 1576N-60-00-209] (unpublished) : 77 1 ¥—4t #HN&EH

CP-472,295; Single dose oral and intravenous toxicity studies in rats

[Study # 97-1507-03] (unpublished) : 774 H—4t 1R&EH

CP-472.295; Single dose oral and intravenous toxicity study in beagle dogs

[Study #97-1507-04] (unpublished) : 77 A +—tt #tP&EH

CP-472,295; One month oral toxicity study in Sprague-Dawley rats

 [Study # 98-1507-09] (unpublished) : 77 4 Y'—%t #REH

CP-472,295(¢); 3 month oral toxicity study in Sprague-Dawley rats
[Study # 99-1507-15] (unpublished) : 77 H—%t &EH
CP-472,295; 1 month oral toxicity study in beagle dogs

[Study # 98-1507-08] (unpublished) : 77 1 HF—tt #REHR
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31

32.

33.

35.

36.

CP-472,295(e); 3 month oral toxicity study in beagle dogs

[Study # 99-1507-14] (unpublished) : 77 A ¥ —3t #AEH

CP-472,295(€); 1 year oral toxicity study in beagle dogs

[Study # 00-1507-29) (unpublished) : 77 1 ¥—t1 #REH

CP-472,295; An oral (gavage) two-generation reproductive toxicity study of CP-472,295(¢) in rats

[Study # 99-1507-16] (unpublished) : 77 £ Hf—tt REH

CP-472,295; A study of the effects of CP-472,295(¢) on embryo/fetal development in rats

[Study # 00-1507-30] (unpublished) : 774 ¥—tt HREH

CP-472,295; A study of the effects of CP-472,295(¢) on embryo/fetal development in rabbits

[Study # 99-1507-17] (unpublished) : 77 1 ¥F—#t #REH

Genetic toxicology report CP-472,295; Microbial reverse mutation assays

[Study # 97-1507-06] (unpublished) : 77—t &R

Genetic toxicology report CP-472,295; In vitro cytogenetic assays

[Study # 98-1507-10] (unpublished) : 274 ¥—4t {HREH

Genetic toxicology report CP-472,295(¢); Mammalian mutation assays

[Study # 00-1507-31] (unpublished) : 77 1 H—it {REH

CP-472.295; L5178Y TK™ mouse lymphoma forward mutation assay with a confirmatory assay with CP-472,295(¢)
[Study #01-1507-32] (unpublished) : 77 1 ¥—tt HREH

Genetic toxicology report CP-472,295; Rat micronucleous assay

[Study # 98-1507-11] (unpublished) : 27 1 H—3t 1tR&EH

A dermal sensitization study in guinea pigs with CP-472,295 — maximization design —

[Study # 00-1507-24] (unpublished) : 77 1 F—tt #1REH

JM Dewdney, et. al. (1991); Risk assessment of antibiotic residues of B-lactams and macrolides in food products with regard to their
immuno-allergic potential
Fd Chem. Toxic (29), No.7, 477-483

Periti P, et, al.(1993); Adverse effects of macrolides antibacterials
Drug Safety (9), No.5, 346-64

Activity of CP-472,295(¢) against 100 bacterial strains of human gut origin: determination minimum nhibitory concentration (MIC)
[Study # 167IN-03-00-217] (unpublished) : 77 1 +F—tt &Y

Effect of CP-472,295(e) on Bifidobacterium and Fusobacteriim strains of human gut origin following passage through a simple in
vitro gut model

[Study # 167IN-03-01-231] (unpublished) : 77 A H—#t #HREH

Effect of CP-472,295(¢) on Bifidobacterium and Fusobacterium strains of human gut origin following passage through a simple in
vitro gut model

[Study # 167IN-03-01-240] (unpublished) : 77 4 H—3t 1AEH

Adsorption/desorption of "*C-CP-472,295(€) in soils, cattle and hurnan feces

[Study # 1A72N-60-00-203] (unpublished) : 77 4 H—tt #REH

Binding of [“C] CP-472,295(e) to human feces - effect of temperature on the sorption coefficient (Kq)

[Study # 53056/54866] (unpublished) : 77 A ¥—4t #HNEH

Effect of fecal binding and pH on antibacterial activity of CP-472,295(e): comparative MIC determinations

[Study # 167IN-03-01-226] (unpublished) : 77 A H—#tt &R
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. Effect of pH on the minimum inhibitory concentration (MIC) of CP-472,295(e) against Fusobacteriin strains of human gut origin
[Study # 1671N-03-01-232] (unpublished) : 77 1 H—4t &R

. Evaluation of CP-472,295 and CP-524,200 in pigs infected with Salmonella typhimurivm

[Study # 98-RIY-002] (unpublished) : 77 1 ¥ —2%t #REE}
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