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~ /a4 RRIVEWE TH A1 I 2r~A 2] (CAS No. 145435-72-9) IOV VT,
) F = 35 L RS R e ARGR FR RH R B A O TR A R B A 2 T2t L 72,

FEMC = RREBR T, SRENE (T o b A XKUY, B (). Btk 2tk
P (Z v MEODHX) | EEEE (T MEO X) | BEFEELURENAME (w7 A,
T v PROS X)), AR (U AKRODT v ) BEYFRI B BT 2 BRSO
AR TH 5,

BIEEMERERICIW T, In vitro DYEREETRER CHEDORE RIS RSN H, 1HIF
ZERIBERER L N in vivo DRBROFEFIIWT bR TH 722 &h, ERiZE 5T
FRERIRE & 2 DB BEE T VWb D B2 BTz, £o, BRAMERBRICBOTHENA
PEFRBD DR oo Z Eoh, BIEFEHRBAWE TIde. —HEBEEFEE (ADD
BEXET DI EINFIREE B 2 BT,

HHEEEBR CE b B E (NOAEL) itk aitt®E (LOAEL) @ 9 Hif/IME
X, A X 13 BRI L O 52 e R BRI 5 NOAEL 1
mg/kg KE/H TH Y, wHFH ADLIE, =D NOAEL [Z44f%% L LT 100 (ffZ= 10,
fE{A#10) Z@H L, 0.01 mg/kg (KFH/H LERETDH I LM@Y THD EHE 2T,

WA ADI 1%, VICH O=UZ LY 0.045 mg/kg (AE/H & HH LT,

FMEFR ADI BMEMFHI ADI L /hSWZ b I Aua~A >0 ADI % 0.01
mg/kg (R H & FE LT,



[. MO REMAEEROBE
1. A%
LAl

2. BRSO —HRA
4« I Aa~A v
#4,  Gamithromycin

3. 24
IUPAC
¥4 QR3S4R5S8R10R11R12513S14R)-11-[(2S3 R 456 R)-4-
(dimethylamino)-3-hydroxy-6-methyloxan-2-ylloxy-2-ethyl-3,4,10-
trihydroxy-13-[(2 4 R,55,6.9-5-hydroxy-4-methoxy-4,6-dimethyloxan-
2-ylloxy-3,5,8,10,12,14-hexamethyl-7-propyl-1-oxa-7-
azacyclopentadecan-15-one

CAS (No. 145435-72-9)

4. ¥R
C40H76N2012

5. #FE
777.04

6. BER

(1)

7. FERAEMEMERIKR
HIAa<wA 08, 16 BERO~ 7 074 RRIVAEWE T, MIE Y R Y — L0k



=y hO—2TH 5D 50S ¥ 7= FH®D 23S rRNA IZFESTHZ & T, XTFUL
tRNA O ZHE L, MEOZ oV EEMARET 52 &Ik, BE - Al
T AFEERZ T, REHEOBIE AN MVER L, FHIv A 277 X=X LT
BN 2R T,

M CIE BROMREESFIC RO TEWHIES G & L UKRSTRY, "AY LT <
VN2 T EEORRYRT XD AR 2R A RYYE  (Bovine Respiratory Disease :
BRD) (Zxf7 HipEdEE L THEH SN TS, BATIE, 4R 4 (A% 13 AxHEZ
HEEOHAFE AT D7D SN o Te b D EFRL, V&R ) ORE A
REWIE & T DEFFORERGEATR RSN, G/, 2, 3)

b MEHES & U TIEH S TO7Ze0,

I. REHICRIMEOBE
AFHIIE T, B HEIESLEENGEARHEEREZ I, VI RAe~v A/ D
PEICBET B A 2B LT,
FRAE SRS PRI BRI Rl L 7=,

1. EYBEEER
(1) EWEREEHER (v FRUA X - HEitt)
HIAu~wA a7y MO XICRAOBG LI X, ZhEnEs L TEMIZ
90% M O T4% D3Rt STz, (B 4)

(2) EEREHAER (4 - RIY

e (T U ARE, EBREROME) 1T I 2Au~ A 22 BEEERNE S (3.0 mg())
)/kg R XIFHER T#5 (3.0, 6.0 X 9.0 mgUii/ke (AE) L. MmiEhEeE
2 LC-MS/MS |2 L 0 HIE ST~

FRIRN I 51 2361T D Crnax XN T X, Z40E4 8.14 pg/mlL KT 44.9 FFETH U |
B9 BRI TR HBRAAT G 2 72 o 72,

R T 5-ClE, 3.0,6.0 &£ 109.0 mg(Fifii)/kg (RE# 512817 2 Crmax 12 NE410.18,
0.75 X1 0.53 pg/mL THY . Tmax X, 6.0 X1 9.0 mg(ifii)/kg KEOFETENZE
1 KN0.69 I Th -7z, 8.0 mgUMM)/kg REH G- TIE, Tmax DHRAXEIL 15 57
Bl L 6 Wi L EAENH - 72, 3.0 KO 6.0 mg(il)/kg (AE#&5-Tlx, 22
512 B LN 10 BIZ2FITERERAR (0.002 pg/mL) A& 72 >722%, 9.0 mg(h)
i)/ kg KBS ClE, 5 14 HEIZBWTH R B (F) 2.27 ng/mL) Sz,

(M1, b)

(3) EMEREARR (4 - IR, 77)

4= (Fleckvieh &, . 4 BE/ES) (124 X Am~ A o0 & HEIR FAY (6.0 mg(Ufii)/kg
{RE) L. &5 6K, 1. 3, 5. 8, 10, 12, 15 XU 20 A& OIMAEFIE NS 1,
5. 10, 15 X T*20 HEOHH L ONEIBNADIIEE  REIBNADIL 35 &1 58 H#% B
TE) OPRFEINHIE Sz,



MR 133 5 6 FFEI#4 1T Cmax (0.14~0.49 pg/mL) (2L, #5-3 A £ TlcA
IS L, B 20 BRZRICIE 1 Bl TR SNTDA Th o7, iR, &5 1 3
Bl E (12.2~22.2 pglg) 1TEL, 55 HEE CICaRIgEd L, 5 20 H#
DIREIL 0.13~0.36 pglg Tho T, MEIBNEMREITIE 1 B &SR & (3.44~5.56
nglg) (ZEL, H&55 A% E CIZREIIEA L, &5 15 BRICITEERS (0.1 pg/g)
Kk 7eo7=, (BH1, 6)

(4) EYERESER (F - 5)

A (WM, B8R OME, 4 2 BAMFRD 12 3H B5l I Am~ A v v 1R R
Beh (6.0 mg/kg RE) L., #4521, 49 K OVN70 B ORI, Bk, M, A, IS
i B OB 53T AR P R DR FE DS IE S 7=,

FERAER L LUK 2R LT,

TGO PR B G AR P > FrEi > i > Bl > R ARG = A A ONE & <, I
1 FloEGIARA (0.225 pgleqlg) ZFrE, #4570 HLE TIZ 0.1 pgleg)g Kiific
Wb LT,

T Av~A 2 2 RIACAR ORI 1 3P 530 A > [P > ik > I eI =
AADIEIZ &< | EEHEHTRRE OFER LR U CTh o7, WM 1 FloFEEAAA (0.056
ugleq)/g) ZBREEESG-70 B E TICETOMBCERRARM L 7eoTo, 2L &
MNE . B2 BREX TR D i D i WOITFIBOMERSRHRER Ch 5 £ B 2 BTz, £7=. T,
A OB G Z W CHIRZALIR D EEFREY) CTh V) | MGG & Rk T
HATDEEAALNT, (B 1.7)

# 1 BT HAESR Y R 2Au~A VU HEK MG (6.0 mgkg AE) #%OMRkT
R EIREE  (ngleg)/g)

_— Fe54% HEL
21 49 70
Jr et 2.35 0.307 0.057
R ek 0.741 0.051 0.010
Jiti 0.841 0.090 0.038
P 0.038 <0.0083 <0.0028~0.005
HEERREN <0.0368~0.061 | <0.0137~0.014 <0.0040
B GE AR 16.05 0.649 0.080
n=4

1SRO8 L



#F 2 FIIBITD H Ei# I An~A U HBIE &L (60 mgkeg (AE) %0
I A~ A I AEFREEREE (ugleq)/g)

_— B % AL
21 49 70
Jfie 0.499 0.0308 —
R ek 0.350 0.0137 —
P 0.0103 — —
HEERNEN — — —
B GEM AR 10.364 0.187 —~0.056

n=4 — :TERA (0.010 ugleq)/g) Hii

(5) EWEhReslER (4 - Bttt K3
A (PFIFE, =8, 28H) ICSH SR S An~A Lo 2 HElR M5 (6.0 mgkg
RE) L, #EMXORPOBGHEMERE OREN OV IR, A6, B, AR, RO
A, HEMI R O30 27 1 7 7 A VORGSO 72 D OFRER N s S 4172,
HEHEMED IR 135544 2 BFEICHRE S dL, BG4 70 H OFEZLOPRIZE T HHR0E]
WERIZHER TENTN 56.56 KO 76.3% CTho7-, TD% L IFFEMPnbEI S
(42.5 K11 58.5%), JRF~DOHEMIT D72 -7 (14.0 KTV 17.8%),
F o FEREVIIREMAETHY  FEAGH L LTy 7Y ) —Z{K(DECLAD)
J O} DECLAD D7 /v U k&) (N-fit 7" 1 BRI Y N-Jii A FAARR) D338
Hil, METIIH LIV TOMNS F T 2T 7 FUaFbdk (TDO) A Eni-,
(M1, 7. 8.9

(6) RHBFER (v kb, 1 XRUH)
HIAa~wA T NET v b, A X RO TRBROBEE CRE S D 2 LRz,
(Z4)

(7) HKEEER (1 X)

A X (MERE, & 2 BE/EE) 10 SH R I 2 u~A 2o 2% 0#5 (10.0 mg/ke (K,
24 FFFIFEING C 2 B 5) L, 2 [BIHOES 6 KO 24 Bifikic, Fg. Bhek S, 5
Wi, BB ORI O 7 7 7 A NV ERET LTz,

FEEMIIREETHY . TG & LT DECLAD RO LTz, £z, &
TO#HET TDO L UMED DECLAD ORLT VX /ALEWHTED Hivlz, BliE Tl
N- 2 FIVKBBUAN EERFH Ch -T2, (B 9)

2. REHER
(1) %8x8 ) @

4 (RIVAS A Fl, 3~5 A, 488/FFR) (I Ar~A v (0 Xt 6mg(d)
W/kg REGEHAR) ZHEMICHBIE FREG L, i, IR Bk B, &R OYE



YA N OFRRIREED LC-MS IZ X W iliE S u7e (EEFRSR 0.01 pglg).

MRAEEL IR,

TESRBALAR P K O Cl3de G- 65 Hi% £ T, BIR TG 40 H#% £ TR D#

NI=H, R OMERG T, #5-20 B O 161 (0.01 ngUifih)/g) Z B 7Erix

D HNIENoT-, (1, 10)

# 3 BT Ar I Ra~A VU OHEE TG (6 mgUiii)/kg (AE) %Dy

R (ugUhih)/g)

_— B G145 (H)
20 30 40 65

i — — — —

JF ek 0.39 0.25 0.13 —~0.062

ik 0.29 0.08 0.05 —

HER —~0.01a — — —

/NG 0.06 0.02 —~0.01= —
AR SET AT R 10.63 4.26 1.10 0.09
n=4 — : EREFRE  a: WEMEO—AE IR

(2) %BHR () @

e (RNVARA Tl 4~6 DA, 48/ ([ Aa~A v (0 XL 6mg(h
/kg RECGEHAE) ZEMICHBIE MRS L. A IF& B B8, LR O
SO OFREIRFE D LC-MS 12 X W HlE Sz (EEFRS 0.01 nglg)

WERAFR 4TI LT,

JHFlR, B ONESHIALARIN D4 2 Bl TG 65 HiEE TR DR D BV, A
K OMERGTl, FHEh 30 KN 40 BRI ERIBERAG E eoT-, (B 1, 11)

#F 4 FBTFLHI A~ A v rOEEIR TS (6 mgUi)/keg (KE) %0
FFR R (ugUifii)/g)

_— B4R (H)
20 30 40 65

%) —~0.012 — — —

JF ek 0.37 0.18 0.11 —~0.022

ik 0.47 0.17 0.13 —~0.022

HER 0.05 —~0.032 — —

/NG 0.10 0.03 0.02 —
AR SR AT 3.46 0.56 0.11 —~0.032
n=4 — : EREFE  a: WEMEO—AE RIS

(1) KX (2) OEEHRBROGENS., I 2Aa~A 2 OFEEE L. FoRaE

10



RS TR L, TSN 2 e Rkl c BV €L #5-65 BH#I2iE ppb LULE T
B Uiz,

3. EfnEHEER
HIAa~A T DOBEEMERBROMEREEL 5 KONE 6 [ZF Lo, (Bl 1, 12,
13, 14, 15)

= b In vitro iR

FAIA B B M i A
HIRZeIRIE S| Salmonella typhimurium |0.0033, 0.010, 0.033, 0.10, 0.33.
RBR TA98, TA100, TA1535, |1.0, 3.3 pg/plate (+S9) fetk
TA1537
Escherichia coli 0.033, 0.10, 0.33. 1.0, 3.3, 10 -
WP2 uvrA ng/plate (+S9) 8
Yeta KGR F v 4 =— XN A —|250, 500, 1,000 pg/mL (+89) . i
B JREHR (CHO) Ml |4 BERIAUEE, 16 RERIEHEHIRT 8
125, 250, 500 pg/mL (-S9) ., a
20 IRF AL bt

a: 500 pg/mL CTYEIROIEIE L 2 A3 DM B i U= (39854) . 1,000 pg/mL LA E Tl
DGR %mﬂﬂﬂf EXAY/INoY

* 6 In vivo iR

FAIA B AR5 A& (EES

UNE T ~ 7 A (ICR %) ‘B#EMIL] 0. 500, 1,000, 2,000 mg/kg (A "
- e
A OG-

AEH DNA|Z > b (SD %, #) i 0. 500, 1,000, 2,000 mg/kg {AH

&Rk (UDS) |hd AR M $2 5 i

R JVERRFR - B G- 2~4 B
0. 500, 1,000, 2,000 mg/kg {AH
HA[RER 4 =i
JVERRRFR - B 5 12~16 it

UL@iOCCHOﬁW%%WtHHMM@ e to AR B R ER CouptE DR R CTh - 7=
. BEIRIBRERRER N N in vivo fBBROFERITVTN L EETHY . I Aa~A
ié% & o TREBIE & 70 DBIEFMEIT Vb D E B X BT,

4. 2SR
(1) 2EsHHER (v O8RS
7w (SD %, 8llin, MEHER 5 VL) ZHWT, RORGIC X 28wt
FEhE 41, LDso 13 2,000 mg/kg (AHLL ETh -7, (B 1, 16)

11




(2) 2aMEEEER (Y ¥. BRIRE)
7YX (NZW Ff, e, 4 5 P0) 2V T, BREEIC L D 2arEErERER ) 30 S
AU, LDsolZ 2,000 mg/kg (AELL ETHH7-, (1, 17)

5. BRMEMEAR
(1) 28 HEIERMEMEHAER (Sv k., EEHRE)

7w b (SD &, MEHER 5 VU/EE) 2V An~A 2o m 28 HRENREHRS (0,
0.5, 1. 3. 10 X% 100 mg/kg {KE/H) |2 X D iiAdtErE: iﬁ%ﬁﬁi‘%@’@éhf_o

—CRAE, RE, BEHE, MRFIIRE R QMR EEICB O T, I X D8NS
FHINIRo T,

MR LIRS T, 10 mg/kg K5/ H BGHEOMET ALP O, 100 mg/kg (R E
| AP HREDORET BUN O ONT 8 KT8 100 mglkg (AH/ H # 58O MET Cl OB
D LA, FHEMBIMEICZ L EFEHANOE TH -T2,

JRBRFRRR AR AT I3\ T 100 mg/kg (KE/ H B 5-REOMERE RO RAARE R
R OHIIE A LR Dz, (B 1, 18)

AFABRIZ31T 5 NOAEL 1% 10 mg/kg (AHE/H L& 2 bz,

(2) 13 EMEERHSHRR (T v k. EBERS)

7 v~ (SD &, HEHER 10 PU/EE) Z MW= I Aa~A v oo 13 EEREE#S (0,
30, 60 X|¥ 100 mg/kg AE/H) 1 &L 5 diatm et S8t Sz,

—eIREE, (R, BEHE, MFAIRE., M4 C IR L OSSR B &I 2B T,
HIZ L DT B BN o T,

JHEFAAR AR A3\ T, 100 mg/kg (RH/ B 5 5-HEOMERE TRIBROREAE R O
D DERFEDZIREMEDOZE L 580 b, (B1, 19)

AFRBRIZF1T 5 NOAEL 1% 60 mgrkg K8/ H & & % Hillz,

(3) 13 EEEZMSEHR (1 X, BOkE)

A X (B — 7 )VHE, MEESS 4 DURE) 2 W= S An~ o oo 13 @8R 0 #5- (0,
1. 3. 10 X% 30 mg/kg RE/H) 1T X DAzt ﬁ%ﬁrﬁ%ﬁméﬂto

—fBEIRAE, AREE, AR QMBS ERICBWV T, BB L DI LN T,

30 mg/kg REE/ H &% HHETIE, MIRFIMREIZIBV T MCV O MCHC Dy 737 5
728, Hb KOVHE D B B o122 Lo | ARILERARI S 2 8 L 135
Z bR o Tz, MEAAVFAIREICB O TiE, AST &Y ALT OB A S, Hikk
FTRICERW T, HEEDEEDZEO Hitl,

JREARRR IR IR T, 3 me/kg IAE/ B DL B GREOARFE CHIIE Ze b 2 £ -
7= EREIE R NRD Hiv, 30 mg/kg KE/HEK G ClI~r 07 7 — VOl E - T
Wiz, E£7-. 30 mglkg RE/ AFGRETIE, SO EEOZEME, 1 HIORE b
R Rz D7 ze b, MERES 1 BINTAMOMERRIRZEME, 1 2 51 J OS5 O FF gl < Hifa
Bt A E D IR ER OB R B A A B, (B 1, 20)

12



3 mg/kg IRH/ A UL FHEGHAZBWTIHEA~DOREN RO b 2 L b, ARz
\7% NOAEL (I 1 mg/kg A8/H L B2 bz,

6. BHSHERUEINAMRER
(1) 52 EMIEHSHRR (1 X, EOKkS)
A X (B — 7 )VH, MEESS 6 DU/RE) 2 W= 2 An~ o 200 52 R 0 #5- (0,
0.3, 1 XIZ 3 mg/kg {KE/H) & & @M ERMERERD 50 ST,
3 mg/kg (AE/ H B GRHED 1 FI TGO BT, B — 7 VFEORFEIEEIRE DT
RARH I, PR L OB#ITe < BN bO LB L,
—fRIRRE, (AT, BETE, MU PR, MR b rla O EEIC BV TIT
BB LD BII AR LN T,
FRERARRE IR IZ B\ T, 3 mg/kg A/ A& GHEC, MO AFEZ K< A ERH
R ORI & HEERE DZE R A SMERERS 1 1IN0 QN RS B EAREEER e QAT o> b 2 22 i
FROFEAEF L OFEE O FH-MB1E 4 FICRRO LT, (B, 21)
AFABRIZF1T 5 NOAEL 1% 1 mg/kg KE/H &5 2 bl

(2) 18I AMEELSAMRER (VX EBERS)
~ A (CD-1%. 3~4 M, MEMER 70 DL/AECREEE, MEMESR 120 PW/ER) 2 M-
I Ra~A D18 ARG (- 0, 185, 490 X% 1,430 ppm(0, 23.7~
33.3,86.9~122.1 X% 256.8~360.8 mg/kg AT/ H). #tft: 0, 150,570 (% 1,670 ppm(0,
34.0~44.0, 127.5~165.0 XI% 374~484 mg/kg AHE/H)) 12X D30 AAERRER DS E it
ST,
HECI 1,670 ppm 58 CREAFEO T L OMREHINPNHEAS, HECTIX e 54 TR E
RN S 7=,
—CIRER, MRS RO L IR A L FRORE ISV T, BREICE 2RI AL
AVl
BRI Cld, 1,430 ppm HHREOBEZRBW T, ~N—F—IRiRIE (69 B+ 5
B1(7.25%)) DFED BTN, ZORMD~ T ADERFTR.E L THRIZABND LD T
b1 (1.67~14.0%) . BEITERTHHDOLITEZ SN oT-, Z OISR
THEBMEREITRO o7, (B 1, 22)
ARRBRIZIB UV THEN AT SN2 T2,

(3) 2 FEFELAMRER (T v . EERS)
7w b (SD &, 3~4 i, WMEHES 70 VCREGREE, MERER 120 DL/ED) ZHWi=A
R ARYA O 2 FEMIREEES- (0, 100, 300 XX 1,000 ppm(#E : 0, 6.1~11.1,
18.3~33.3 X% 61~111 F NI : 0, 7.5~13.1, 22.5~39.3 Xi% 75~131 mg/kg &
F/H)) 1K DFHN AR i S vz,
1,000 ppm ¢ 5-FEOMERE CREAFE O MEM, (AREOAK T~ L OMEEIIHENHI A B
77

13



—CIRAR, MR L IR A L FRORE ISV TE, BREICE 2T AL
ANVl

PR AT CIE, 100 K& O 1,000 ppm #5HEDMEZ BT, FRRARZ ARSI
ENRHBIL, AROAIREERIEDS 1,000 ppm $58ET 70 B4 6 6 (8.57%) . A ARz
100 &1 1,000 ppm #5HETH 70 Bl 141 (1.43%) WO LD, ZOFRFDT v

FOWEFTRLE LTRIZALND DO THY (AIEAIERE 1.67~12.0%, Alaibia
JiE 0.87~3.85%) . AhMafiE e FREE (120 il 2 1) THIRDH LI, F2, Ak
RO OENNIZRD SN2 2 &b WGITERT D HD & 1352 b
STz, ZOMIZEGITERT D IEEMERAE RO bR oT-, (B 1, 23)

AFRBRIZBN T, ERAMETR SN - T,

7. HETEREEMHER
(1) ZHEHREBSEHRER (Ty b RBEERS)

7 v b (SD %, Fo: MEMES 26 DO/BE, Fr o HERER 20 PURE) (2 I Ar~A 2%
IREEFH- (0, 10, 30 i 100 mg/kg (AH/H) L, —HATRRMERBR NI <7,
T I A=A A%, FoTIEAA 10 AT, Fi CIIARE 11 a6, AQRCHIH 2 33,
REE TRITENEN FL OV Fe WL (B 21 H) ETRE I,

100 mg/kg AR E/ H 5 5-8ED Fo OME 36U T IEURS E AR EES N 23 2 S 7228,
ZHIUT—IRDERE DR LD b DB X b,

BIHRGEIC OV TIE, Fo O Fy ARG E HITEGIC X D REITRO HivT, TR
AR, EA A TSR X DM R OVEDO ASRERE RS B R OSSR 0572501 OY
(TR T OFEEE L OIERE) 12 b BEGITRER T 2T A Do T,

B AR IC BN T D, Fo KON Fr AR E SIT, R, IR, 5 K OREINZER
(B G- OB O b1z,

Fo X OVF1 AR 100 mg/kg AR/ H &% GHE T, THRICI T 2108 ERHlaoz2a ks
I %fmi ZOIRET Fo R TIEA LN o T2,

BB D EFRIZITE G OB BN -T2, L L, 100 mgkg K/ HB5#E

TIE Fo tHRIZH1T 5 —MEOENEN G EISHD LT e, 207, FIHAETIEEW
DIREOEIN A BT, T RO BBl BB, AEEINEED Sz,
10 mg/kg R/ H & GHEZHT 544 7 HIFONZ 10 &Y 30 mg/kg R/ H & 5RE BT
4% 21 HTH, WEMWEEOEINA LN, Zib Fitfo RE oA EH N
I3, BEESRACBIT AERBD N LITEHR L TWD EE X b,

Fy A OBEFLEF O B Z BT Dlidigs EEIZBWCIE, MROMH & OFE % BB
MR FB BTz, ZIEDEUITIEEMWDREDNRE N EITERK L2 kB2 b,
i RO B I3 1T DR 7R E D BIUT A DR -T2,

Fi R OB TS, 100 mg/kg R/ H #3558 TREVERDOID D37 VT3,
BEEIIR T,

Fo RO EEMW) TIL, RESOMa BRI T A DN -T-, (B, 24)

100 mg/kg AR5/ HEGHEZIBW T, B30T D M SRRk 772 210 R OVE R B oD
WD ABIT- Z &0 R R ONEEMIZXTT % NOAEL (% 30 mg/kg (KH/H &35
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Z BTz,

(2) BEEHHR (vHOX, BFEROKS)

~ 7 A (ICR &, 25 VL/fE) O 6 HHAHE 17 H £ TH I Ar~A v &5k
A5 (0, 100, 300 (% 1,000 mgkg (AH/H) L, J&EmMABRD T I N, i
Bz 18 HIZH FUIRH L TR A M L7z,

Sl EQES 1%0m%@¢$ﬁ%ﬁﬁf%tmﬁ4mﬁ@EhtoHﬁfi4%
(ZDHH 2 BNISELEH]) (BN A BT, £, BREBHKT, B AR
L\w%Tﬁ\%ﬁomﬁﬁ\ﬁﬁ@%@m\ﬁﬁ@%ﬁﬁ&&@ﬁ%ﬁﬂ%%ﬁ%%
DL I BT, 300 mglkg R/ H & 5HECTH B /R 1= EE DU A BV D3,
FRIEEDMEIN D 2o T2 2 LICERT 2 b0 B X bz,

FRIE T, 1,000 mg/kg (REH/ A GHE CHERIEERD DA LI, BHBIEE T, &
. AERESIER, RS LB NE, ReEdvs (BERRRE) g, e b EElr ot
(OEE. BHEE. B, Ao R e, 2RE, PRE Lk ONEE _*Héﬁ@ﬁ%t
@@kﬂﬁﬁwﬂﬁgﬂto&wﬁ12&

A BRIZI1T 5 NOAEL 1L, B L ORI & 12 300 mg/kg R/ H & & % BT,
TEFTEIEITRRD B ivZe -T2,

(3) RESMHHER (v b, BEEO®RS)

7w b (SD &, 25 VL) O 6 B DIHE 18 HE TH I Ar~A v 2k
H#5 (0, 150, 300 i 450 mg/kg RE/H) L., e Eh I iz, TR
21 HiZHFYIBE L CHRIR AR L=,

REM T, 450 ma/kg RE/ A% 5RET, 17 FIOFELE D b, 1 FIRThagkshn
Too —MRIREETIEL, BEOOEFADEI., Bk, BESHEOTHGIL, $RKE - KERE, KA
T RN @%®ﬁ5k&@¢$@ﬂ@k%ok%ﬁ@ﬁ%Lmﬁ%ﬂto%Om@g
R/ AR GHETIE, 1 HIOFRTHERO b, Wi, REORD AL, £o, 2
DEGHET, BEEORD . (REHEIIIH] R QR RO 3B Hivl,

FRVETIX, 450 mg/kg RE/ H 58 CTH EZREEBD DA B v, BRI EREE RO
. BEMES. Mg O O s IR O BALIEIE, BE. Mg, RIMRZSE. mifih T
B M OFEEVEE NI B R OFEETE DI BB 3 bivlz, £72. 300 mglkg
(RE/ H B GHECIEA BEREEED DA B, FRRIVERERO B, JBE kOB
BB BHE LN, (B 1, 26)

L EDFEFR S A EBRIC iél@%@NmmLi*@%ﬂTmeLkLTwO
mg/kg (AE/H ., BB NOAEL i, 150 mgkg K&/ H L& 2 bz, (TS
SIS T,

8. HIZHITHREMHER
FA4 (T W AR, F97 o H i, MERES 16 BE/EE) (AR 2 5 ARG T 3 IR T
b (FIAxa~A 8 LT0, 6 GEA®E. 18 B 5 XL 30(5 {8 mg/kg AT/
H) L. MRS, tREmidvnks 5 KO8 10 BLICARERE, 1
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TP, MR LSRR N QYRR 2 5206 L, ek 5 5 HRRICHIR Lz, $7=,
BT, —BRIE L OB G SOS OBIEE 2 S50 L T-,

B ZE T, EoBSREHT MEtfﬁJ IO LT, KB OMREZ I
WTARRIFIOR GATER 2 BT3RO b o T2,

MEZFAIRE ik, RBC, Ht & O Hb o F&EAHBEN 728017 ONE PLT o F EAHBIRY
IREEIMBIER S =N, RIHERE L O TE W STV 2, REEOFPIN TH -7, I
AL Sk T, BUN, Cre. Cl, Mg, P, Fe. ALT } O T.Bil @1 GGT
DOIMAGFRD Bavizs, HEMREMEIE R -7,

TR AR ClE, TEFHERALIC R D LA E Vﬂ%ﬂ@ﬁ*ﬁﬁtﬂ:ﬂﬂ%ﬁﬂﬁ:

BT HHENZER L DN XA BB ST B VT, JHEEIZ 3T DM E N ZE i
~7uT4 RRIVEWEOHET D Y VIFEES L EE X S, 30 mg/kg M@/H&ﬁ
HEDOMERES 1 BIZABNT-DIHRTH T,

PLE, REFI O GICERT 25280, BR PSR L 2 58 Tide <, 24tk

IZREIT b D LB B, (SR, 27)

9. MEYFHFZEIZRET SR
(1) E MEREEICXY S MIC
R e N OIFE B DBEERRICT 2 0 2 An <A VAR5 MIC i< 5
Wb ED, &H28)

£ 7 b MBRMEICRBITAHT I Aa~A D MIC

4 - MIC (ug{rflL) _
MICso MICgo Aefny Lty A

Bacteroides fragilis 10 4 32 5.7 1~32
Bacteroides sp. 10 4 32 7.5 1~32
Bifidobacterium sp. 10 0.125 0.5 0.25 0.125~1
Clostridium sp. 10 0.25 16 0.6 0.062~>128
FEnterococcus sp. 10 2 4 1.3 0.062~4
FEscherichia coli 10 2 8 3.3 2~8
Fubacterium sp. 10 0.5 1 0.7 0.5~8
Fusobacterium sp. 10 0.5 32 1.4 0.125~>128
Lactobacillus sp. 10 32 32 8.6 0.25~128
Peptostreptococcus sp. 10 4 16 3.5 0.25~64

A SNTZEHFED 9 B, i HARVY MICso 23 E SV TV 5 DIE Bifidobacterium sp.
? 0.125 pg/mL TH Y . MICealclE 0.74 pg/mL (0.00074 mg/mL) EHH X7,

2 FHIAZ DB U THEEZ G 2 BEO & 2 J& D) MICso D 90%(EHEMRIR O FIRfE)~ B HLH
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(2) #EENZEE

IR~ A OHYRIZEET 5 b MTBIT AT —Z 13720,

LU s, W E ChHLI TV Aa~A 0z Tétk@%ﬁ BT AT —&
IZHD X, ﬁ\xm’\m’ AR, B bORRATEGIZE Y, ERISEGICRET D 2
2%&50tbﬁ%ﬁé?VXHv4yy@ﬁD&5(m0mgm$&ng@tb?%
8.3 mg/kg 1K) TiE., FEEDK 37%HNMHE R ORI L, 4.5%23 R A HE
M7z, 0 D 50~60% TN L OEERICHRE S D L& 2 Hivd, R SUEEIG
&G (leostomy fluid) HOT7 V2T~ A 2 DK B0%BIREETH L L SN TE
0 FEBICEET DRBURDT VA~ A 2%, ARG REDOK 25~30% L &2 bl
Do

TDOZEIE, A RITBIT DN I A~ A 2 DOFEHEM TR M ORGEERER ) D TR S
o, s, 4 X (B —27VFE, MERE, £ 2 VW) ([Z3HAESRR T I A~ A%
OG- (89 10.7 mg/kg (RE, #) 24 RifIET 2 [5G L, #lEG0 6 ke 5-
24 WPl £ C, Mk, REOFEEAEI L, Sk b 6 LU 24 FFER oMK, #EmH
W% SRR L ORI 2 B LT, BB 544 6 KON 24 REEI ORI S . Eh
FHEE) 19.1 KR 46.9% DFGHEMENBI Sivfz, ZDIiE e A EFFEERICHEE
(e 5:1% 6 IR T 12.5% M O 24 W14 C 34.8%) . FRHEIIIIR ) o 72 (ks
e 54% 6 BEE TP 6.7% MO8 24 BFEIE T 12.1%) , If&i G- 24 BEREIE DA X OFEIGN
BT DI AT~ AT %, BRAKGEDK) 34% Th -7,

HEEEIE, 7oA~ o2V MBI ARREAOS XITBIFATI A~
4’ VOO ORERN G v NOREBNIE IR A BUETEEE K9 80% & LT

. (BPE 28, 29)

w ArvA 2 OFEFHARIZONTE, A XEHWTZRERICIST DR 5N O

BKIETHD 34.8% BT HZ LAWY THD EEZ LN,

(3) EEHEEHER (E M)

I Au~A 2 OFEREGFRERD 12 BIRE (0, 0.4, 0.6, 0.8, 1.0, 1.2, 1.4,
1.6, 1.8, 2.0, 2.2 X124 pg/mL) THEIEIiNTZ, EFEZX3LHDORT T 0 T HEKD
?60)“(“ ZMRERE L LT Enterococcus gallinarum % ATz, FIREDOHT I Ao~ A

X LTz e MR R - 0, 25 R UV50 wivs) SIRA L., B5EE (0. 0.5,
1, 2. 6, 8 KU 12 fH]) L7=.

FEEIREL 25 wv% TlE, FG 3N TH Y | #Aﬁ . BRI ORGE & I THN
L 8 IRFRHILARE R K & 7260 7oo FE(EPRFE 50 wivo% Tld, #5ET iﬁ@“(% . AR A
LT, RO (83.3%H) L7z, ﬁ@(}ﬁ);{ 50 wiv%73 In vivo & f btV R
ThbEBEZBN,

PLEDFERNG, I A~ A 20 EHERREMEIC L 55 RIT 833 Na AL L5
b, (ZHE28)
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(4) EMEA 25158051 X 5FARE

EMEA T3, [I. 9. Q104 XOfENEGRERD) H5 LA RSN ORI Z 44%
ELTWD, £z, [O. 9. Q) IO&EMEFKEFBRERICHON TR, B L7 E 2 Huv
TWDHZ D, BERIEEDIK FRH -7 E 2 B, 83.3% O ARE AT
AR 50%I12381F DA RERIEL LD 50% & L, FIHSHEE LT 0.22 DfE%EH
WTW5, (4, 28, 29)

(5) REMOBERMEEICxI S MIC
I Ar~A T ORHY DECLAD Ot MEWNHIERICRT 25 MIC 2353540 T
W5,
DECLAD % Fusobacterium 1 BWEEIZH9VEM: (MIC : 256 pg/mL) Z/~L., fliok
MBI # 49 TEARICR LTI, IEEE RS- T, (B 30)

1 O _ﬁg;?héfigit%ﬁ
HIAa~A D 13 BE ARG L5 TR, MRS R, TEERae RS T xf
T HIBERIZOW TR SN, fRER8ICE LD, (&1, 31)

£ 8 AIAR~A LD 13 BRER T X 5 —IRSEF B

R H EIFE (B 5R8%) 58 (mgkg (AH) FESL
Z vk (SDA)
B 0.5. 1. 3. 10 ZT*100 | 870
MR | —fRIREE - AT Gr) 8
SR | B PAREESR | A X (B2 L)
. - ) 3. 10 U830 7
ME
Z v~ (SD %)
7 (&) 0.5, 1. 3. 10 %1100 B L
SRR o =
= I D —fRIRAE S X
- (b —2 /L 76) 3. 10 %130 BB L
(B&m)
EERAR A X (B —J)VFE) )
; LI s 3. 10 T30 7 30
7N ME
AR Z vk (SD %)
EFHERE 0.5, 1. 3. 10 }%1* 100 AL
PR (BUN. Cre) (&) g
IR MR A X (B—2Z7)LFfh) .
- , 3. 10 X130 B |
VeI (PT. APTT) (&)

11. ZoMoOSMHHER
(1) EERISMESER (D)
U (NZW fE, #E2 P, HE1PD) OBRELIEEHEEIC, T Axa~vAL v (05
g/lt) A%V 4 B L=,

18



FORER, HE 1 FIT, BRI G 1 %S 72 W% £ TR0 b8,
5 7 BB ETITIEE Lz, I 2a~A 3 UAENTHEEMETH 5 & HIE ST,
(ZfE 1, 32)

(2) ERFRIEMAEAER (V9%
7 (NZW FE, M, 308 OFAIRICHI 2un~<A v (0.1 g ZHEEE URE
L7,
ZORER, FARITEE 1 BRI 2HICRRD B, 7 T 14 B E TRt L7z, fEE
RIS 1 FFER 2B CRlb B, 72 BB XIE 14 B E TRt L7, AR TIE
B 5. 24 RERIZ I CEERISEIR 2R 35005580 L, 2 61TiE, #4514 B ;/m
BWHRRO NIz, Fo, #5521 BRICEFITIZORENRRD bz, FIAa~vA
¥ THRRIE S & fE ST, (B, 33)

. BAEEZETM
1. FBYVEOEFHE
(1) EMEA 2§+ 551
EMEA Tl 3509 ADILIZ DWW T, A X O 52 H 8 EER > NOAEL 1 mg/kg
REE/ BT, ZefRE 100 2@ L, #M45r0 ADI 0.01 mg (10 pg) /kg fRH/H Z3%7E
L7,
WA TR ADI IZOW T, MICeale 0.74 pg/mL 735, FReoRUT L W BEES TV
Do

0.74 (ug/mL) x 2207
ADI= =12.33 pg/kg K=/ H
0.22 2 x 603

D : fEIBNEmORE ()
2) : FROBEHIZ K DFIFHFTRE RS> (0.44 % 0.5)
3): & MERE (kg

TR ADL (10 pglkg IR/ H) 1 38EY A ADI (12.33 pg kg (KE/H) LK
W2 B, EMEA TlE, I xua~A o ADI & LT, #HEF0 ADI 2801 %
TENMEYTHDHE LTS, (BFR4)

(2) FDA |28+ 55
FDA TiL. 2 ADLICOWT, A XD 52 H@REM: M52 > NOAEL 1 mg/kg
IRE/HIZ, 228580100 2@ A L, 2500 ADI 0.01 mg (10 pg) /kg IRE/H 25 E
L7
WA ADI 2OV TCiE, MICeae 0.477 pg/mL 235, FieORUT L W EEESN T
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0.477 (ug/mL) x 220V
ADI= =35 ug/kg AT/ H
0.052 x 609

1) : FEBNEMORE ()
2) : G X AR ATRE R4y (0.30 % 0.17)
3): b MAE (kg

MM ADT (10 png/kg IRE/H) 1384221 ADT (35 pg kg (AE/H) L WKW
Linn, FDA T, A~ A 2D ADI & LT, B3EFAYADI 28352 &0
WU THHE LTS, (B 34)

2. HHFMEEICDONT
(1) ElEHHAER

BAGFMEREBRIC OV TCIE, in vitro B E U CHIE &2 W T2 18R 22528 BB M Y
CHO #lfZ - e R w3 BR8N, in vivoikBh & LT~ 7 B8z A -/ M
RER KL ONT v MBI Z W= REH DNA A aGRER N £l S 7=, in vitro RO
CHO #ifaz v e YR B E TR TR RN G LN b DD, in vivo R REROTE
RlIIWFNLEEMETHY | AR E > TREBE E 72 583 E T Vv o LB 2 6
7=

(2) BRMHMHAR
A FEMRERIC OV T, 7 v Fo 28 HIF L ON 13 g 0538l ONe A XD
13 R O 5RBR A FEN Sz, NS ORBROT T, HHIEROWHARICBWGED L
NizmlEE, A X 2RO A LN HFERZAZTH Y . NOAEL (X 1 mg/kg KH/
HThoT,

(3) EBEFHERUFENAMER
1R O AMRRERIC OV TIE, A X & Ve 52 BRI N~
U A& AW 18 AR ONT v b & Wz 2 £ OZRN AMGRER N FEh S iz, A X
Z W BRIZI WO T, MRS ~D R L 5 NOAEL 1 mg/kg K&/ HME BT,
WIFHORERIZIBN TS, ERAMEITA DI T,

(4) AERESMEHAR
AFEFE TR OV TR, T v M AW ZHRARE R N~ 7 A KDY
7 v b s R S S s, AR ERER TR, R TS
BT D I ~DE N OVEE) TRERB DB 37 5, NOAEL IZREW), JEhdt

20



|2 30 mg/kg (KH/H Th o7z, ~ 7 ZADFAE TR Tl RE) T RIRE~DFE,
RV TR D B B %232 B AL, NOAEL 13 & 412 300 mg/kg K F/H Th -7,
7 v hORAEFERBRTIL, BEWOSRERET, RESININHE] & MR -5 E RO
Do BBRTITBHA~DOREN LB, HEW)CTlE LOAEL & LT 150 mg/kg {KE/H .
JEE TIZ NOAEL 150 mg/kg {KH/H Tdh-7-, WFNORAEFMERBRIC BT HIEH
I 5y WA R

(5) HMHEEMADI[ZTDUVT
I AT~ A L, BRI E > TREE L 7262.6 AbRAS (a2 E AN DR -vd
iz, Fo. BBAMRBRICB O THRNAMEITRD beho 722 b, Bises
PR AME TlE7e<, ADI Z5ET H Z LN AREE E 2 b,
FHEENRER T O 72 NOAEL XX LOAEL @ 9 B/ MiElE, A X &= 13 1
i D TR MO8 52 Sl ] OB MR ER 2 351F 5 NOAEL 1 mg/kg (KE/H Th
D, wHEFRADL L, 2@ NOAEL 22445 & LT 100 (FiZ= 10, {EAE 10) %6
L. 0.01 mg/kg (AH/H LRETHI LMY THD LB R,

3. WMEMFEH ADI [ZDUNT
b MEERSBER IR D MICeale 2> DAY FHI ADI ZH T2 Z LN TE D,
B3 Z% S A, FER AR E LT [T, 9. Q104 XOfE A& ERH
HIFHNT 34.8%, HIEEMEOK FRE LT, [I. 9. Q) ]0FEMiEEHABAE RIS
HFERDD 16.7% (100—83.3%) ZHMAT 2 Z LY L& 2 bbb,
WA ADI 13, 0.00074 mg/mL ¢ MICea (. HIFE 2N B8 S D5y 6 (0.348
X0.167), FEHNEW 220 g, & MKAE 60 kg ##H L, VICH DFE mﬁ Ik

0.00074 (mg/mL) x 220 *1
ADI = (mg/mL) — 0.045 mg/kg AT/ H

0.06"2% 60 "3

*1 : AEIENEY(2)
*2 ¢ RO EIC X AR TTRE 240 : 0.348X0.167=0.06
*3: b MAE (kg

CEEINT,

4. BmfEEEZEFHMmIZDULNT
HIAa~A T NIONWTUL, BIEEHRENAWE TlI7el . ADI ZRETHZ LN

bk/’:%‘z_%ﬂf—o
=R ADIL (0.01 mg/kg (R8/H) 13, #4EM A9 ADL (0.045 mg/kg (RE#H/H) X
DH NN LN HIARYA O ADL & L TIROBEZRAT S Z &0 &%

265,

HIAn~A T 0.01 mgkg (AE/H
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(RlI#R : REMEFHD

IR Eayin
ADI — AEIEFA &
ALP TIHVRAT 7 X —F
ALT TI53=0T ) NI AT =2 T—F
(= NEIUVBENLE VR NT AT IS —E (GPT) ]
APTT TEMHEALER Sy b e o AR 7T AT R
AST TANGEURT I ) N T AT 2T —1
(=& I ViAXYaliE 7 27 I —8 (GOT) ]
BUN M HRFEEFR
CHO #fg F ¥ A =— AL A X —PRE S
Crnax i ) EmEiRE
Cre JLVTrF=
EMEA RN R R AT
FDA KA R 3R T
GGT yINHE IV RNT AT 2 T—F (-GTP)
Hb ~NEZrEy () &
Ht ~~< 7 Vv ME
LC- MS/) MS | k7 a~ 7T 7 40—« (T L) HEGHT
LDso RO E
LOAEL e/ Nt
MCHC SRR L BR ifn €8 SRR
MCV ERIAR M ERAAE
MIC /B LRI
MICso 50%5c/NFE B PH IR AL
MICgo 0%/ NE B PH LR
NOAEL i ey
PLT 1/ INHRER
PT 74 =10 N = I N
RBC PRIMEREL
Tie VH R
T.Bil weyLe
Trnax IR TR P B R ]
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1.

10.

11.

12.

13.

14.

15.

(ZH)

Meiji Seika 7 7 /L~ #RAtt : B HIEFSROERGEAGRHREY 7 b 7 AEEE Ok
INFR)
WA B~ 7 a7 A RRPEEE OIS 1SS U — XOPTHIESRQ. H 3RS,
2007 ; 130 : 294-298
FE R, ORGSR, EEE—, WER L T A RREUEIEOME
FHIRET — Telithromycin ZHUMNZ —. A LA FSHEE, 2003 ; Vol.51 No.5 :
278-288
EMEA: COMMITTEE FOR MEDICINAL PRODUCTS FOR VETERINARY USE,
GAMITHROMYCIN (Bovine species), EUROPIAN PUBLIC MRL ASSESSMENT
REPORT(EPMAR),2009
Evaluation of the pharmacokinetic profile of ML-1, 709,460 in plasma from cattle
treated with a single intravenous dose (3 mg/kg) or a single subcutaneous dose at 3,
6, or 9 mg/kg ofML-1,709,460. Merial Study Number PR&D 0099101, 2004 (R
#)
A Study to determine pharmacokinetic / pharmacodynamic parameters and local
tolerance of ML-1, 709,460 in ruminating cattle after a single subcutaneous dose
of 6 mg/kg body weight. Merial Study Number PR&D 0122001, 2006 (R/AFR)
Distribution and excretion of total residues after the subcutaneous dosing in cattle
with [BHIML-1 , 709,460. Merial Study Number PR&D 0078101, April 20, 2004 (R
INFR)
Metabolite profile of eHJMIL-1,709,460 1n selected cattle tissue samples from
PR&D 0078101. Merial Study Number PR&D 0078501, 2004 (RAZF)
Comparison of the Metabolism of [3BH]ML-1,709,460 in Cattle and Dog.
Pharmaceutical Research & Development Merial Limited SUMMARY REPORT,
2009 CRAZE)
ME4132 (' 2 2~ A 3 AN RT H7ERBR(T), RBRE S 09-022-1 CR
INFR)
ME4132 (' 2 2~ A 3 AN DR 7R BR(TD), RBRE 5 09-022-11 R
INFR)
ML- 1,709,460: Bacterial reverse mutation assay using the Salmonella
typhimurium/Escherichia coli plate incorporation test with and without metabolic
activation (Ames test). Merial Study Number PR&D 0061501, 2001 (R/AF)
ML-1,709,460: In vitro mammalian chromosome aberration test using chinese
hamster ovary (CHO) cells. Merial Study Number PR&D 0076701, 2001 (R/AZ)
ML-1,709,460: Unscheduled DNA synthesis (UDS) assay using mammalian liver
cells exposed in vivo. Merial Study Number PR&D 0061401, 2001 CRAZR)
ML-1,709,460: Mammalian erythrocyte micronucleus test. Merial Study Number
PR&D 0061301, 2002 (FRAF)
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16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

ML-1,709,460: Acute oral toxicity study in rats (Limit test) . Merial Study Number

PR&D 0055601 (CRAZR)

ML-1,709,460: Acute dermal study in rabbit. Merial Study Number PR&D

0057501 CRAZEK)

ML-1,709,460: 28-day oral (Diet admixture) toxicity study in rats. Merial Study

Number PR&D 007960 I, 2002 (RAZ)

ML-1,709,460: 13-Weeks oral (Diet admixture) toxicity study in rats. Merial Study

Number PR&D 0085101, 2003 (R/AF)

ML- 1,709,460: 13-Week oral gavage toxicity study in dogs. Merial Study Number

PR&D 0041701 (CRAZ)

ML-1,709,460: 52-Week oral (Capsule) toxicity study in beagle dogs. Merial Study

Number PR&D 0090601, 2004 (RZAZF)

ML-1,709,460: 18-month oral (diet admixture) carcinogenicity study in mice.

Merial Study Number PR&D 0100401 CRAZR)

ML-1,709,460: 2-year oral (diet admixture) carcinogenicity study in rats . Merial

Study Number PR&D 0090501, 2005 (CR/AFR)

ML-1,709,460: Two-generation oral (diet admixture) reproductive toxicity study in

rats. Merial Study Number PR&D 0100501, 2005 (AR/AF)

ML-1,709,460: Definitive oral (gavage) developmental toxicity study in mice.

Merial Study Number PR&D 0070401, 2004 CR/AFR)

ML-1,709,460: Definitive oral (gavage) developmental toxicity study in rats. Merial

Study Number PR&D 0070301, 2005 (RZAF)

Evaluation of the Safety of ML-1, 709,460 Injection When Administered as a

Single Subcutaneous(SC) Dose to Cattle at 1 X, 3 X, and 5 X the Recommended
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Determination of Microbiological ADI For Gamithromycin. Microbiological
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ML-1,709,460: Acute eye irritation study in rabbits. Merial Study Number PR&D

0057601, 2002 (RAF)
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