LA L. 2mg mh%tti&%ﬁt’*ﬂ#&tﬁh@%ﬂi’B#a)nhﬁpﬁr?u:;si_{B_”c< EREOIRSTIE 1 £
DESBEICAVNTLERIED SN EA ol EHMESHERBROZ < T, HA. IS, . B
ELUE, RICBLTELEVEEORENZEDOH LN TNAA, Eﬁi‘ém BHEOBEHEBICB T,
%Lﬁfﬁl-_*ﬁ'é%ﬁﬁliaﬁa‘)bihmﬁ\oto

[ﬁ?ﬁ%’lﬂrﬁﬁ%ﬁzﬂlcou‘c]
EEFBESHEOVTET v FMEAWL- 2 #HRSEESER. T v b, DT ERAVESREERNE

BEhTLVG, 2HAERERER (0. 15. 50. 100mgkg AE/R) (2BLTIL, ZHRE, XEX, FAEH
LEEETOBEH. FEE. HifE, HEFENSOEHECET 2HEEC, FEROMH., £FEHERR
DIRBETFE, EERETOBRREOFHEITRET IEEO VLTI LR BE DR SIC X 58T
BREMN Tz, —A, —REHIOLTIE, FHROMES R USENES ORI F E#EO2R 53 TR
b F) CHHEOERSETHENEEDORDHIERS b-1-H . NOAEL HFohiimh» Ll h,
LOAEL (& 15mgkg A E/HEFA btz T EEFAEZOLTIES Y b 0. 15, 100, 200mgke 1k
£/8). oYX (0. 5. 15, 50mgkg AE/H) HITFEHLALN 1A S v BT 15mg DRE
[CBUNTHE#ORIRESITRENZRD S f=1-8. NOAEL [F{ohidh»f=&HEF=h, LOAEL 1
ISmg/kg{?F:/Eh’:%iBi’Lf':o .

GEEENE - #AAEIZ DT

FEHAMEERZ DLWV CIIER I TULVELY,

LOLAAS, USSR A Loldmvito 0O Ames 555, EAREHER IERAET RSN CHO/Hpr.
TR 2 T+—=7 TR). invivo DINZERER(S v FERODLYTHRIZELTERETHY . ST
WeEZ LMD, T, BRME. BlESHEOLThOFRICBSWTLIIESIEREH DL IHEFEERE
[FERHENTLVEL, SHIS, ¥4/ A5 FROMEMEIZOVTITHERER N E FRERICE T 4ERA
BENHHHS, BfERE LTIESOREZIH LN THELY. RENGERTHLITUROTAS L ORL
AMESEECIIEMSAMIEO S TLVILY,

CHEDIEMD, EHFABHEBRERLVTILTE ADI OB EITATEETH S L3 Eh=,

[EHSEEDT Y R Y MMZ2LT]

HREHLWNIBESESERICHBLT, ﬁ%ﬁt\mg@&%ﬁ%%%a) BEAEDLNEEZLNS
B AR0) 1 SRS TH 1+ B RS FEET NOEL 2mg/kg BRE/B TH->T=, LMLAAS,
COEEOEEIZhHhT N T, HEHPR B CETLVEN, T SBEICEIIH LI BHEESH
TEHLNTHY, HEMERSZANONIEAD pH AEEIE THALDEELH I D EEHLNS,
EBICIE. BELT-RE. BICHEEISRELIROON TELT | EEESEE O HRfSEL L TZET
HWNEEZDND, D=8 . EUEEFRCEIEELEH ON BRI IUEE 2R E IS T4
DINDNGA—E—DZE(LT. NOAEL I Smgkg AE/BTHALHBRSNT =, —7. Vb 2 B
B MEF BRI LT, ThThHREEDRV RV RAEDETHARIERER TRENHLN
T-&. NOAEL MEEETET, LyT 4 LOAEL IE 15mgkg ThoT=. . HESHAEET VR, o4
BN IEA 1=,

[P E I DT .
L WSRAAYA LU DBEYEENEE T DLW CHIARRERERIE. in vio @ MICy) PHTH 1.
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Bacteroides., Bifidobacterium. Clostridivm. Eubacterium. Fusobacterivm. Peptosireptococcus ZOREESE
&, Enterococcus. E. coli, Lactobacillus. Proteus METHERIEHE. TN T 10 BERZ BLYT MICs AR
ERTEY. BHEL MICs HERESNF=DIX Bifidobacterium T.MICsl& 1pg/mL THo7=, FEHRAT
212 220g, HIEA'RESNDHEIT 00%(RIREN SHEE), TFET 1. & MEEIZ 60kg #EAL.
BRI R A RE T AL

0.001 (mg/mL) x 220 (g) =
ADI (mgkg $E/H) = 0.9x1% 60 (kg) 0004 me/kg HE/H

Liib,

LOLERD, YSRATA L AZINTIE. BRHTRD &3 inviro 128112 DEEEA DS, #E
HAREICEIREEEOET. pH OEICEAHEEEOEFIIDUT, ThENHBAHE-B
BT\, T CHLEE N nvive 12BN TERH LMD TEE DLW T TR BT 2RS4
WTERSh TV,

D ABHERT L, I T FAMBL R Tl 20pg/mL ETOYS AR AL L Bifidobacterium.,
Fusobacterium OYEREE L F 11z, 6243

@ #EFELYSRARALUERELIZES. TBSEOYSAATA LU EIE 20°CT 50%FRHIETL .
37°CTClE 30%RisI{ETL =, 962

Q@ BEELYSAATALUEERBLIHES, BELGLEOLEEL T CPG (E 2-16 SO BIEERLY =,

@ pHH 70 BB 65 [TETT DL, FIEFEEAS 14 BBEIET L= )

® THRIZHEUT, nviro 0 MIC £ 1.56pg/mL DB IILERSH, WaEEE+ nge BASYSAOTA
SUEBLEER SN RERTHEE R o1z, 00

NHDESIZ, DIElES in vino DFERIZHET, B CEEFLORF CLYYZRAOTAL U OM
BEENET T L TOBAD—DEBERALNDIEFELYZAOT AL OFEENEROFER TR
. EBIT pH DT> THHEEAE TS 3CEATHERSN TN D, EHRRORETTIL, 20
BELOESICLOEEHADO LN EZ LN, ES5IZTI/A5/R BIoYSROTAIUITEE LKA -
D pHTREANMET I HEh b, HEUAN S HAI T DL TEHE DO RGN HEESN. inviro D
MIC e CRO N LD LU EFEEENZELIE T T ATEEMEA B EEZ DN D, 5T, TAD
HERIZHULVT, inviro TROLNI= MIC KYHHERREELREDYSAOTA L UAUEEERITHFREL
TLTH, HILERTEIFZEL-MEMENFEILZRHONT . in viro TROLWI-EERHILIHE
SEMHE TOREIL, nvivo IZBLTEEDHONBTEATEEN TN,

PRI 2 DUNVT VICH AR5 36 Tl MBI SREEENFEHLh M. %w#ﬁﬁﬁ\
BIERICASH . BEAICADEZAMETFRIEEN R TUED, ZEHTHEEL. Thoh'EEd
NEVESE T EOSHEETOBEITHNELTINS, USROS DIEE. in viro o)ﬁ{ié:mét
FEEOCEDOBEICBVLTHESEMMET T 5 &M RSN TLDN, BHEN =T L 34EEN
2B SRERTEERDSLLTEINES I oN., EYENZETOLOETERT I LT TELL
EEhi=,

FEEHEOET T 2MEETEMI ST A2 &3 TEALEO0 . ENBER T in vivo D&t
EHEL T EAOIZRTE V0 BEEEENMET T 500 EEZA NG, MBEEEOEBTEZELE
e ADY OFEIEIL 0. 04mgke FRE/BABRETHD. '
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[ BiEEEFERBADNDFREIZDONT] _

VSAATA LUTDONTIE, BInERELSARERIGNEELI OGNS LMD, ADI F#58TEY
ZENTTRETH B, ‘

SEFEEIT OV TEMEVRETHEBYERSICREL -ESEEEBhon=EZA b D
ERT. BESHI DLV TONOAEL 5 mekg AE/BTH>T=. COMRMNS ADI EREY H5H. BE
10, fBi#2 10 DRLFH 100 25 EL. 0.05 mgke RE/HELD, —7A. VD 2 A EFEHER R UMEST
BESRICEVLT. ThENBEERUBRAEICEE RO ON-IEML. WFNORERTE
LOAEL 15mg/kg AE/HMAB/ON TS, ChSOEEND ADI#5RET HESIT. BE 10. BEE 0D
TRFR 100 (TR, SHITEMDOREFHE 10 £#5EL. 0.015meke AE/BEFESN D, ZFULRHDE
HEIEEE T NOAEL N EON TWSH., Th&EEMICEL A BRESHFB TEEEEN RO,
CHEONRYBEOEMEEL A EM L. EEFRIFENLEMN NS ADI [£ 0.015mgke FE/BEIRR
FT2OLEHEFEE N,

—7. MR O LTI, B S TR T— 420 DIk, BENTHEITESETH I,
SEPREEEN BN D AD] &R L THaReBIthd LFEA LN,

[EAEREEZERRIZDLT]
PLEE Y, U501 2o OREMEERESMEISDOLTIE. ADI & LTROEEERT HEAE
LEEZLND,

VSO A Y 0015mgkes KE/H

....3"[._.



FEHEEF CERLESI IOV TIERRITEEHT=

ADI — B
ALT FSoUTER/INSURIES—H
AP FILA) DA ART7R—F

AST FARNSH LT/ MR T~
AUC  EPEEMIRRE R TERE

BUN MERRER

cAMP A7) AMP .

CHL  Fr T—ANARZ—{HEsEizt
CHO Fapf =—ZXNALRS—IRE R
Coe BemEDFRE

CPK IUFFIART+HF+—F

AST TIEE B Y OB SR TS
ALT TIVEE B NE B AT S
" Hb ~ESOEAMER

Ht ATk

LOAEL EIEiEE

LOEL  ®MERE

MCH  FHFRmERMERE

MCHC  FHoFrinskinBsRiRE

MCV  FHFRMnBREtE

MB BRERE _

MIC =/ FEEEIERE

MLA TR TA—HER

NOAEL &S
NOEL #&E(EE
Tz SHE A

TBIL  #EULEL

Tcho  #aLXTO—I

TDI ME—BERE

TG bMIFUYR

T G EERER
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Draxxin ™ (tulathrormycin) injectable solution for cattle and swine: CMC technical section

(unpublished) : 77 A HF—4t #ER

Plasma and lung pharmacokinetics of a single 2.5 mg/ke dose of subcutanecusly administered CP-472,295(e)

[Study # 1530N-60-00-359] (unpublished) : 77 4+t 31N

The bioavailability of CP-472,295(¢) via subcutaneous administration in niminant calves

[Study # 1530N-60-00-363] (mpublished) : 77 A F—#t HAER

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

[Study # 1530N-60-00-362] (urpublished) : 77 1 H*—t 2HEH

Amalysis of total [14C] 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 [*C) CP-472,295(e) at2.5 mefkg
body weight (B.W.) _

[Study # 1535N-60-99-296] (unpublished) : 77 H—#t ?imﬁﬂ

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

[Study # 1520N-03-00-189] (unpublished) : 77 o H—%t &R

The bicavailability of CP-472,295(¢) after inframuseular administration in pigs

[Study # 1520N-03-00-188] (unpublished) : 77 A H—#t &R

Excretion and pharmacckinetics of CP-472,295(g) in swine urine/feces and plasma/ung, respectively, following an oral gavage or
inframnuscular dose at 2.5 mg/ke body weight

[Study # 1521 E-60-01-194] (unpublished) : 774 H—tt s

Analysis of total [C] residuss 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 mg/kg B.W.

[Study # 1525N-60-00-177] (unpublished) : 77 it #tREH _
Radiotracer residue depletion study in edible tissues and injection site of cattle treated subcutaneousty with [C}HCP-472,295(e)
[Study # 1535N-60-99-294] (unpublished) : 77 4L HHREH

Radiotracer total residue study in edible tissues of swine treated intramuscularly with [*C]CP-472,295(e)

[Study # 1525N-60-99-175] (unpublished) : 77 f 4t kiR : ‘

The metabolic profile of “C- CP-472,295(2) in cattle and swine bile, urine, feces, and edible issues and edible fissues

[Study # 1576N-60-00-209] (unpublished) : 77 %t 209EE

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

[Study #97-1507-03] (unpublished) : 77 H—#t s |

CP-472,295; Single dose oral and infravenous toxicity study in beagle dogs

' [Study#97-1507-04] (unpublished) : 77 A H—2t HPyEE

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

 [Study # 98-1507-09] (unpublished) : 77 Y —tt paEs

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

[Study # 98-1507-08] (unpublished) : 77 ¥—4t 119kl
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CP-472295(e), 3 month oral toxicity study.in beagle dops

[Study #99-1507-14] (mpublished) : 77 Y —4t #P9EH]

CP-472.295(e); 1 year oral toxicity study in beagle dogs

[Study # 00-1507-29] (unpublished) : 77 A it HPIE

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

[Study # 99-1507-16] (mpublished) : 7 7 H—%t &

CP-472.295; A stdy of the effects of CP-472 295(e) on embryo/fetal development in rats

[Study # 00-1507-30] (unpublished) : 7 4 ¥ —4t P9

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

[Study # 99-1507-17] (unpublished) : 77—t #tREH

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

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

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

[Study #98-1507-10] (unpublished) : 77—kt HREH

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

[Study # 00-1507-31] Qupublished) : 77 H—31 #tEH

CP472.295; L5178Y TK* mouse lymphoma forward mutation assay with a confirratory assay with CP-472,295(e)
[Study # 01-1507-32] (unpublished) : 77—t #RER

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

[Study #98-1507-11) (unpublished) : 77—t HREH

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

[Stady # 00-1507-24] (unpublished) : 7 7 4 H—3t $tAER

JM Dewdney, et. al. (1991); Risk assessment of antibiofic residues of B-lactams and macrolides in food products with regard 1o their
immumno-allergic potential
Fd Chem. Toxic (29), No.7, 477483

Pexiti P, et, al.{1993); Adverse effects of macrolides antibacterials

Drug Safety (9), No.5, 346-64

Activity of CP-472,295(e) against 100 bacterial strains of human gut origin: determination minimum inhibitory concentration (MIC)
[Study # 167IN-03-00-217] (unpublished) : 771 H—%t #REH

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

[Study # 1671N-03-61-231] (unpublished) : 77 4 F—%t HAEH

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

[Study # 167IN-03-01-240] (unpublished) : 77 H—t &R

Adsorption/desorption of “C-CP-472.295(e) in. soils, catfle and human feces

[Study # 1A72N-60-00-203] (unpublished) : 77 ¥*—#t &R

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

[Stady # 33056/54866] (unpublished) : 77 F—it #PEH

Effect of fecal binding and pH on anfibacterial activity of CP472,295(e): comparative MIC determinations

[Study# 1671N-03-01-226] (unpublished) : 77 A F—tt #HEH '
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42,

Effect of pH on the minimum mhibitory concentration (MIC) of CP-472,295(g) against Fusobacteriten strains of human gut origin
[Study # 1671IN-03-01-232] (unpublished) : 27 o ¥'—it HREH '

Evaluation of CP-472,295 and CP-524,200 in pigs infected with Salmonelia typhinurium

[Study # 98-RIY-002] (unpublished) : 77—t HEH

William 2001 ; FEMEE JwR<-FILTL FEE(T) EaEOERIRRK 5100 BIIEE
iEEt  fih2005) ; Azitromycind{E FRARGEREE

BEEEECESEEHET © 2005,53(5),313-325

BFAEZ  M2003) : NEZERRE L fzaztromycinDTTERE TR

AAfLsgnEsaeMsE | 2005, 53(6), 371-383

BARES H2005) : RAEREE Li-azthomycind)hERESEE

A3 ASES e | 2005, 53(7), 421430



