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~ra54 RREFAEME ChHATH I 2Aa~A ] (CAS No. 145435-72-9) |ZOU VT,
B 38 L LS AR e AGR R AR G RIS 2 FH O C A SRR Sl & e L 7. 4 El. 3
e (K ROYEERER (1K) OBGEE R I,

R OB, SEEhRE (T v b, A X RO, B RO . Bi5E5
P, AMEE (7 y NEKOUHE) | matEsEE (7Y RROA X)), BHEEROFNA
(v R, Ty NEROM X)), AiEAREE (FUVAKROT v b, MAEYFRR R
THRBREDRFETH D,

BIaEMRRICIW T, o vitro DYLE/REFRER CHRGIEOR RV R SN2, 18R
ZERIE BB N N in vivo DRBROFER I T LREETH -T2 & n, ARicE 5T
FREEIRE & 72 D BEMEIT R, —HEIEAE (ADD #RETHIENAMREEE XD
iz, Flo, BOBAMEITHA NIRRT,

SRR TE LN EHEERE NOAEL) i/ gttE (LOAEL) @ 9 biIME
I3, A X &AW 13 B S EERER L O 52 e EEERIC ST D5 NOAEL 1
meg/kg (KE/H TH Y . FHMEFH ADI 1L, = NOAEL 2228455 LT 100 2@ L.
0.01 mg/kg (AE/H ERETDH I ENEY THD EE T,

M) ADI (%, VICH O XV 0.045 mg/kg (RE/H B L=,

FMEERY ADI DMAEM R ADL K0 /NN b I A~ A v ADI % 0.01
mg/kg (KE/H EFXE LT,



I. M REMAEELDOEE
1. A%
LAl

2. BUHRD—HEA
g s T Au~A v
#4, . Gamithromycin

3. LFE4
IUPAC
94 . QR3S 4R5S8R10R11R12813514R)-11-[(283R4S6 R)-4-
(dimethylamino)-3-hydroxy-6-methyloxan-2-ylloxy-2-ethyl-3,4,10-
trihydroxy-13-[(2R,4R,5S5,6.9-5-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. 7FR
C40H76N2012

5. HFE
777.04

6. EER

7. FERABMRMERIKR
HIAO~A L, 16 BERO~ 7 0 T4 RRFUEWE T, ME Y R Y — LD~



=y hO—2TH% 508 7 =2=> hHd 23S vrRNA IZfEETHZ LT, XTFUL
tRNA DI ZfHE L, MEDOZ oV EEMRERET DL LI2LY, BF - HEE
LT 28EERZ R T, LHEAOHE A MARL, I~y A 277 X% LT
BN HE N 2R,

WALl BRINGEESEIC B W TEWHER M & L TRR SN TR, ~"AY LT <=
NS TEDRGRT X D ORI g S S GYE (Bovine Respiratory Disease :
BRD) (Zkl92iaEEE L THERHSL TS, &R 1, 2, 3) 7=, EU TiL, #&
JiE & U TROMEMEREN 2E S EYYE (Swine Respiratory Disease : SRD) &GRS
s, (B 36)

AARTIE, 4 (&% 13 A 2B HMEOHAFERICHT 2 7= SN2 e otz
HLOEFRS, VEFRL,) OMEMENZR 2 EIVE & 72 5 O BLEIRFE AR HFE S
TWs, G

B MHEERLE L TIER I TWR,

Alal, BROMEMIR ZRIIE S L= S 2a~A o 2RSS &5 DR A
DOEGEARFEAGRHFEDN 72 SNTe 2 LI, [BATERED DI AR EITR DB
TR BN B ST,

I. ZREEICHRLIMROME
AFHIE Tl B AERGRETEAGRHFFERE LIS, I An~ A v DE
PECBI 2 EmA B LT,
TR ISR LR ZRTH L 7z,

1. EYBHREAER
(1) EYENEEHER (v FPRUA X - HEl)
HIAu~A L% Ty NROS R OFE Lzt &, ZheEnE s UTHEMEIC
90 KN T4% et Stz (B 4)

(2) EMBREHER (& - IR

4 (T oW ARE, ERREROWE) (2 I Aa~A v & BEEFIRNE S (3.0 mg(h)
il)/kg AE) SUTEEIRE TS5 (3.0, 6.0 X% 9.0 mgUif)/kg (K&E) L. Mg
FEM LC-MS/MS (2 X v HIE S,

FRIRMN I 512 351T D Crmax XN T 13, EHEHL 3.14 pg/mL K TN 44.9 FFfETH D |
Fe 59 BRI BRI 22 o 72,

B T#ETiE, 3.0, 6.0 XU 9.0 mgUii)/kg (REHGIZH51T D Cmax i, FALEL
0.18, 0.75 %11 0.53 ug/mL TH Y | Tmax (%, 6.0 KT 9.0 mg(Hith)/kg (KEDFEE-T
ZINEN 1 KRON0.69 Kl Th 7=, 3.0 mgUifl)/kg (REHEES-TlL, Tmax DEALMEIL
1545, EefiElL 6 B & A ER H - 72, 3.0 K1 6.0 mg(hi)/ke AERRS T,
ZTNENEE 12 KOV 10 BEIC2FICEERS (0.002 pg/ml) A & 72 >7273, 9.0
mg(Fff)/kg REH G- T, %5 14 BEICBWTHL 266 (F 2.27 pg/mL)
iz, (ZH1, 5)



(3) EMBREHER (& - I, 77)

4 (Fleckvieh i, k. 4 HAMER) (ZH I A~ A o2 HEKE T&E (6.0 mg(f)
li)/kg (RE) L, #&5-6 KF#E, 1, 3, 5, 8, 10, 12, 15 X120 O MmAEFIFONT
$e5-1, 5, 10, 15 KUY 20 B OHiF K OSEBNEIRE (FEBNEYIL 35 K1Y 58
A HEIE) OIREEDHIE S/,

MR 3% 5 6 B2 Cmax (0.14~0.49 pg/mL) (2L, %5 3 B ETIC
BT L, #8520 BZICIX 1 Bl CHER SN T=DHR Th 7o, MiFiREL, &5 1
A%ICRmEE (12.2~22.2 pglg) (ZEL, &5 5 AR E CICEEIZRED L, #&5 20
H2 DA 0.13~0.36 pglg Th o7z, MBNEWIREITRS 1 B&ICREE (3.44
~b5.56 nglg) 1T L, #5-5 HE F Clcaufiamd L., &5 15 BRRIITEERA (0.1
nglg) Kt 7e-7-, (B 1, 6)

(4) EMBRESHER (& - 2%)

A (WRTE, B3R OME, & 2 BR/FFR) (2 3H Il S Ar~ A 0 1 R
T#5 (6.0 mgkg (KE) L, %5 21, 49 KOV 70 HE O, Bhe, W, A, 8
SRR B O BEL A P H OIREEDSHIE ST,

FERAFR 1 KROFEK 2R LT,

TBIHEIE DTSR X, B 5ERALATH P > i > it > Bl > MEEIEA = A OEIZ & <
M 1 Flo LB (0.225 pg eq/g) ZFRE . #4570 H% £ TIZ 0.1 pg eq/g A
(2R LT,

T Au <A 2 R ORARE AP IR B 133 B AL P > i > B gk > R s
SHHRONRIZE < . BBEHEHFRE ORRLEF L Th o7, # 1 Flo5EHAH A

(0.056 pg eqlg) ZEREHE 70 B E CICETOMM CERRARMG & 72 o7-, 2
NHDZ LN, B AR EE D RS mOIHB R TH D B2 b,
Tz, iR, BIEE OB SENIC B W IR LIRS EEREM CTH Y | s
EFRRDHERTHE T HEM N AR bV, SR 1.7)

U ARRGTOL - 6 AL (p30 22 M)



F 1 FITBIT D H RN I An~ A VU HEER TG (6.0 mgke (KE) %0
RS- RIRE (g eqlg)
_— Beb% AL
21 49 70
Ji ek 2.35 0.307 0.057
gk 0.741 0.051 0.010
Jifi 0.841 0.090 0.038
A 0.038 <0.0083 <0.0028~0.005
HEE AR <0.0368~0.061 | <0.0137~0.014 <0.0040
e aRa (IVATIEN 16.05 0.649 0.080
n=4
£ 2 FTBTLHE#RT I A~ AV UHEIR THRE (6.0 mgkg (KE) %0
T I Ar~ A AEFREEE (ug eq/g)
_— Beb% AL
21 49 70
Ji ek 0.499 0.0308 —
ik 0.350 0.0137 —
P 0.0103 — —
REETRERS — — —
EaeRa (VA TIEN 10.364 0.187 —~0.056

n=4 — :ERRR (0.010 pgeqly) Hi

(5) EMEREAAER (4 - Bet, K&H)

A (PIFTE, E£8E, 2 58) 12 SH =ik H S 2~ A L 2 HEl R THE (6.0 mg/kg
fRKE) L., #EXORFOBGHEEREORIE N TR, I, Bl e, B55E0L
A, RENG R OBE 31T 287 1 7 7 A VOO 72 D OFER DN FEHE 7z,

EHEMEO IR 713 5% 2 HEICHRIES L, $65:1% 70 B OEROIRIZIIT 51
[EIRIZEEE TENEN 56.5 KON T76.3% Tdh o 72, T D% (FHEMh S EIN S

(42.5 KV 58.5%) . IRH~OPEI D 727> 72 (14.0 TN 17.8%),
Fo, FEREMIIRE(AETHY, EERBHELT, By TV —RK
(DECLAD) KU'DECLAD D7 /v /uAbad (N-Ii 7" v e/ BIR KR O N-fii 2
JALIR) 3380 DAL, MR CIEd 20V COMBRN S R T v A5 7 kR (TDO)
B ENz, &F1, 7, 8. 9)

(6) EWBERR (5 - BRI
W (SRR, £035~42 R, ERMEROME, 6 UL TR [oH I An~vf

10



BIFN 2 BEIFHNNE L < ITRTHRE (T Ar~A v & LT 6 mgUifii)/kg AHE)
XIIH I 2m~ A o 2@l (6 mgUhi/keg (A8E) L, miEfn I 2m<o
U A LC-MS/MS (2 L0 #lE LT,

[MAEF Y ERE ST A —2 —2FK 3 IR LT,

PN ERED A T XA Z )T 0 1REE 100% & E x S, SIRNEGRE L
FEIRRIC, ORI, FDHDENT VT T v AEN LT, KRGO/ A
FT_AFEVT (1353.3% Tho7-, (M 37, 38)

#£3 RICBIT DU I A~ A 2 AFHREIFHANAE L IR TREUIT I AR~ A~
> BARIEFIRP e 544 D E TP S ERE T A — 7 —

) Cinax AUChast Tye vd CL BA
BT (ng/mL) | (ngh/mL) (h) (L/kg) (mL/h/kg) (%)
FHIRA 5554 3,738 25.1 37.6P 1,560 —
RN 436 3,815 28.7 61.4 1,554 102
ey 174 1,993 32.1 133 3,166 53.3

n=6 GFFIRINPEGHED A n=9)
a: B 0 1231 T AAMEE HE
b1 EEARBEIZIBIT AT

(7) EvEreasir (K - 5. KE Hit)

B (RHfE(— 7 v —XTF a7 XA 7oy —), 3 A, EEREROME
A 2 HAMES) 1T SH R S An~A 2o ZHEHRANKS (86 mgke (AE) L.
B hH 15 B E COMMLONEH 28 L, EEHNEER O I An~ A VU RES
znZh LSC KON LC-MS/MS (2L - THIE L7z, F£7-, Mk oR#EmIco\T
Et L7, #5156 BRI Z B9 21 2 BRICOWTIE, #5156 HEE ToO#K
OR A D IEHEME D EMER Z8E L=,

FAARE I OPRHH ORFEHEMERE 2 4 (R Uiz, SRR a1,
P G P > Bl > i, il > 5 G 7 A > B i P = Rt & A e g >
JEERRRA DI CdH - 7=,

BAAEDO T I A~ AV U BERZR BRI LIz, B A~ A VU BE L, &5
(LA PR > R i > Pl > B R = FE A & R E e > MEEREMIOIETH v . Z AU
HEHEYEOFER LRI L T, #5156 BIZIIE, AR, B A R ONEE AR O
EHNEERA (0.025 pglg) it £ TR Lz,

FHAR R OB OV TIRET LB R, EERAGEMIX DECLAD TH Y, £Of
ik DECLAD JBEAZK 6 \R L1z, (G & LT, DECLAD Oftiiz, TDO KU
EOREWHFEL T,

5% 15 HMOEXIRIZEIT DEIEEL R 7108 Lz, EML S BETEED
90% LI En G4 6 HELINIZEN &7z, £io, B S BEREEDZ < IL, #
M BENY S 7z,

11



o5 2 B IZB W TSR E N @ - T2 2 & R ORI R
DL LNTENSEINESNT-Z L 2EBETD L, BHHEEER T S 2o~ 1 > O
B THDLZ L&, (K37, 39)

F4 KBTI 5 SH ST I Au~A 2 HEIFRNE 51% ORRR & ONEH A SO S
MIRE (ug eq/g)

. Horéie G5 BE (R)
2 5 7 10 15

rF 4.165 1.127 0.713 0.201 0.277
fii 3.666 1.007 0.830 0.368 0.261
Y 6.487 1.567 1.018 0.329 0.240
BGHNLARA 8.989 3.757 0.979 0.520 0.233
BB RO 2.580 0.225 0.239 0.032 0.053
REFRAER 0.190 0.054 0.049 0.014 0.012
R A 0.596 0.2842 0.062 0.025P 0.017>
FERift & AR 0.271 0.171 0.106 0.076 0.047
AR 21.08 2.417 1.130 0.327 0.196

n=4

a4 6% 3 FIAEEER (0.103 pgeqlg) R ThHD I EMND, FRV 1 HIOEIME

b : 4 B 2 FIASERRA (10 H 0.0239 pgeq/g. 15 H 0.0102 pg eq/g) Kiii TH 2D 20, #7802 o

THE

F5 MKIZERIT D HIE#RAT I Aa~ A ¥ HEIFFRNE 5% O 7 I 2a~A &~

VIR (uglg)

i Bt 5% A% (R)
2 5 7 10 15
ik 3.58 0.567 0.275 0.0527 <0.025
ik 6.07 1.11 0.567 0.135 0.0370
B GHEALR 9.22 3.67 0.973 0.582 0.4042
REFETREN 0.164 <0.025 <0.025 <0.025 —b
TR 0.533 <0.025 0.0357 <0.025 —*
B & A E R RS 0.355 0.174 0.105 0.0672 0.0350

n=4 JE&RE5 0.025 pg/g
a4 il 2 FINERRFAM CTH DL Z L6, 750 2 BIOAE

b HEEd

12




# 6 MKICBITS 3H ik I Aa~ A > U HEEIFHRNEEZOMBET T I 2a~ A1 v
} *DECLAD & (ug/g)

T e Beht BE (R)
2 5 7 10 15
. REAAR 2.58 0.420 0.206 0.033 0.016
DECLAD 0.611 0.413 0.349 0.101 0.181
i REAAR 4.08 0.716 0.337 0.061 0.015
DECLAD 0.707 0.470 0.445 0.145 0.144
— REAAR 0.406 0.190 — — —
DECLAD 0.037 0.036 — — —
- REAAR 0.091 — — — —
DECLAD 0.026 — — — —
fEMfftE | RE(E 0.17 0.087 0.060 0.040 —
HHEE | DECLAD 0.021 0.027 0.021 0.015 —
n=4  — : BHEHEMEED 0.1 pg/g LLTF OREHIRIE L7zn- 7=,

#£7 RIZEBIT A SH ERT I Aa~A o HEIGRNE 5%
15 HRIOZER ORIZEIT AEIE (%) a

23 # R X
1 45.1 10.6 55.7
2 51.3 15.8 67.1

a: HE (BEHEN) (IO 281G

(8) EMENREHER (K - 2%)

WK CRMERE, K94 70 Allin, EEMEROME, $e58F 3 BE/Mpm., SHREE6 58) ([T I X
2~ A 3B HEIGNNES (I 2a~A 2o & LT 6 mgUifii)/kg (K8E) L.
BeH A OERERICIN T, MR OMIZERE LT, Ei2, SREL7Mins Sl - Rcwire
it (PELF) K OVK& Kty (BAL Cel) ZERH L7z, FRE L 7= o H I =2
A YRR A LC-MS/MS (2 L - THIE L=,

PR B SRR 30T DB RE N T A — X —h R 8 IR LTz,

HIAa~A VORI OAITELS . MAEFREL 2 RFRI%ICRKME (436
ng/ml) (ZEEL, ¥R 8 KR ICAR KA (7,388 ng/mL) (Z#L7-, PELF &
UVBAL Cell HEEE I 24 ReE£ 2 E N Z VR ME (1,130 ng/mL % OF 20,527 ng/mL)
WZE LT,

FEdi%, PELF TIX 115 K TH D | it (48.4 5fi]) KUY BAL Cell (87.1 FEfH])
L0 HEN-72 BAL Cell & OFHRBIENBED > TWDH EEZLND I END, &
T ERWVKRERINEH S LB 2 b, ML, BAL Cell>PELF > fifi
> MAEDNETH > 72,

I A~ AV ATHI~OBITHERNEW EE 2 DIz, (B 37, 40)

13



#8 MRKICBIF A I 2~ A > o BB A N 5% O3

HI AT~ A DEYENE RT A —F —

EE SIS

R Cmax AU Ciast T Tmax MRTast
(ng/mL) | (hr-pg/mL) (hr) (hr) (hr)
A 436 5.81 40.7 2.0 20.0
fii 7,388 391 44.6 8.0 48.4
PELF 1,130 77.6 115.0 24.0 66.3
BAL Cell 20,527 1,824 87.1 24.0 75.7

(9) KBEER (Tv bk, 41 XRUHF)
HIAa~<A 0L T7 v b, A XKROFETRBEORBE TRE SND Z Eor S,
(ZH 4)

(10) KEEEE (1X)

A X (MR, 4 2FE/EE) 12 3H Y X Au~ A 2205 (10.0 mg/ke (KE,
24 BREMIRRC 2 [E#ES) L. 2 [EIHO#EE 6 KO 24 BfiitLic, AR, Bk, A, A5
W, REH R ORI ORETT 0 7 7 A NV E et Lz,

FEEEMIIREATHY . FERHE LT DECLAD 3380 bz, /-, £
T O T TDO KU ED DECLAD ORLT VX /UAULENGED bivlz, g,
N-t FaX I A FUENTEERFY ThH o7, (BZH9)

(11) KBEER (X, $RUK

BRO[L 1.(5), (7). (10) IOFERN G, BENIZEIT AT I Ar~ A o o O
IZOWT, RO X S IHERI & Tz,

A4 X, FRORIZB T 52580 & LT, A Ra~A v oBnm—T7 LR
LR EZT. ZORRY 72 ) —RAOREHDKbIVD Z & T DECLAD 234
B S5,

A XX OAHTlE, DECLAD 2 N-fii 7 /L3 /L{k. &4, DECLAD @ N-fii. 7 /L3 /1AL,
BMDBER SIS,

K ClX, DECLAD O TDO LIAMZ, KRFEETH 575, DECLAD @ N-fii 7 /L%
JALETHSE T 5 LB ZONDH E— I BRAHALILTND,

PLEDZ En, A4 X FROKICEBIT AT I Aa~A v ORE7v 7 7 A /W3,
BEINELI L TCWD B b, (B 3T, 41)

(12) BUNVEERR (Ty b 41X, FRUK
TIARSAT DTy b, A X, FROKOMEEF Z 7 E~OFEGREZ DO
T, In vitro THigt L7z, MAFEH SH BRI Aa~A U L LT 0.1~3.0 ug/mL
D TREBRIZOWTHRET L=,
T v b AR BROEOIMSE 2 o R E~DOFEERER I IR LT,

14



HI2a~A 2 ORIMIER % L R 7 E~OREERITF 23.1% TH Y | hoEWTE
EHELL TV, (R 37, 42)

F9 Tv b, AX, FROKOMEEF X L RXTE~DHT I Aa~<A 2 DOFfEEZHR

IR (ug/mL)

EtE (%) 2
0.1 0.3 1.0 3.0
7 b 229+ 1.8 19.8+1.9 22.0+2.8 22.5+0.8 21.8+14
A X 20.4+£09 242+ 1.6 21.5+0.3 19.9+1.3 21.56+1.9
4 25.6+2.4 254+ 1.0 265+ 1.2 26.5+ 2.1 26.0+0.6
23 24.4+2.1 22.3+ 2.7 23.8+2.1 21.9+0.9 23.1+1.2
n=3 FHE £ FAERE

a @ 4 IR D)

2. TREBEAER
(1) %BHER ) @
A (RIVAZ A HE, 3~5 DA, 4 BAER) ICH I Aa~A 22 (0 XE 6 mg(T]
l)/kg (REGEHE) ZIEMICHBIE TS L, fHA. IR Bl B8, DR O
P BERAT A OFEREIEEE A LC-MS (I L v liliE S (EERR 0.01 pglg).

FERAR 10T LT,

B GNP I O Fi Cldde 5 65 A % T, BIR Clif& 5 40 A% E TR MR
SIS, FRE ORI CIE, 85 20 B O 161 (0.01 ngUhi)/g) kR
IR B ihoT-, (&1, 10)

#10 B s I A~ U UoBHER TEE (6 mgUif)/kg (KE) #% 0O

FHRR P RRERE (ueUhil)/g)

. G140 H
S BE#EE (H)

20 30 40 65
frA — — — —
Frik 0.39 0.25 0.13 —~0.062
5 ek 0.29 0.08 0.05 —
RERf —~0.01a — — -
N 0.06 0.02 —~0.012 —

B EENIE A 10.63 4.26 1.10 0.09

n=4

— EERFUR  a: WIEEO—EERRIRN

(2) %BHER () @
A (RVAZ A FE, 4~6 DA, 4 FAFER) ICH I Ar~<A v (0 X 6 mg(V)
fi)/kg (FECEH®E) ZHEMICHREIE TRE L, N, TR Sk B, DEEO,

P BERAT A OFEREIEEE A LC-MS I L v lilE S (EERR 0.01 pglg).
FERAR1LITR LT,
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g, g e O EERI AR D% 2 Bl TR G- 65 A £ TRENRO LN, 7
AR OMEREClE, £ 30 KTV 40 BRI EFINE &R & 7roTz, (B 1,
11)

11 FlCBIFH I A~ A U UHBIKR TEE (6 mgUifii)/kg (K8E) %D
FHRR P RRERE (ueCUhil)/g)

— Fe %R (B)
20 30 40 65

P —~0.012 — — —

ek 0.37 0.18 0.11 —~0.022

T fik 0.47 0.17 0.13 —~0.022

RERA 0.05 —~0.032 — -

/N5 0.10 0.03 0.02 —
B GENIE TR 3.46 0.56 0.11 —~0.032
n=4 — : EREFRAN  a: FIEEO—HE RIS

(1) RO (2) OFREHBOMEND, U Aa~A o OFEEEEIL. Hifo
Bz k- TR L, &G 2 gt e Mfkic VT, %565 BEIZIX ppb L
~VE TR LT,

(3) %EHRBR &

B (S y—~r T RL—AXExX ML), K 3.5 A, R O
B SEEMES) I I An~A U BUH (F 2a~A o d LT 6 mg(Uifl/ke (AE)
ZHEIHANES- L, R TG Sz, #5-1. 2, 4. 7. 10, 15, 22 X130
R, MRk (R, B, O, BEEEAP. BRI E, SRR
Pe G EDR ) R OMILK 2 HE L, LC-MS/MS IZ L > TH I An~A v igkEs
HIE LT,

MAEF T I A~ A VU BERFR 1218 Lz, MFHEE L, &5 10 BEIDIX1
B2 RO CTREIRAR (1.0 ng/mL) Rl 72 -7,

KRR IR 22K 13 1R LTz, DB ONESAA T, 5 7 BIRIZ2HINE
B (50 nglg) KL 7eo7z, NEMFTE MR TIL 10 Bi%, sk OVE iR Clx
15 A%, BRI TIE 22 AR, 5N T 30 ARIZEHINERIR
T & 7roTo, (BH37, 43)
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F 12 RIZBT D0 I Ar~ A v BIFERBIFGHRNRE 5% O MmFEFEE (ng/mL)

%A% (H)

1 2 4 7 10 15 22 30
54.1 + 21.6+ 498+ | LOD(©2)~ | LOD®G) ~

LOD(6) LOD(6) LOD(6)
17.0 5.52 1.97 1.84 2.65

n=6 (%5 1 B DI n=48)

LOD : BHFRF(1.0 ng/mL) A

a: T & BUERECR L, 722, BRI ULRHRRREON & ST B A, MRl
72, AT 0 2L,

#* 13 RICBT 20 I An~ 1 o RIFIERIFH NG Ok REIRE (nglg) »

- 5% B% (B)
R 1A 2H 7H 10 H 5H | 22H | 30A
3,277 2,455 153 LOQ(B)~
Jrfiek Q LOQ®) | LOQ®) | LOD®6)
+939 + 706 + 253 +63 51
9,880 6,144 1,802 394 104
ik LOQ®6) | LOQ®) | LOQ®)
+3,177 | £1,161 + 361 + 152 +33
1,560 773
L ’ LOQ®) | LOQ® LOQ®) | LOQ®) | LOQ®
# +523 + 242 + 56 Qe Qe Qe Qe Qe
W | 505 333 LOQ® | LOQ®) LoD~ | he LOQ(®)
Al +129 +117 +21 LOQ(®3)
WEAY 509 287 LOQ(®B)
ZHEES LOQ(6) LOQ®) | LOQ®6) | LOQ®)
+110 +106 +28 ~58
i
B LOD(1)
P58 | 17463 | 18,316 | 4,530 2,593 692 LOQ(~ | LOQ()
NG | £3,769 | £11,082 | +4,475 | + 1,400 +295 1,262 ~122
LOQ(5)
Be 5%
) 1,165 | 4079 | 1116 | LOQ® | LOQ®@ | LOQG)~
NEJELD LOQ®) | LOQ®)
o £522 | £5079 | £2,064 | ~1,567 | ~1,144 88
ARIR
n=6 LOQ: EEfRS* (50ng/g) AR  LOD : HHIER (2.0 nglg) i

a: P+ BB CR L, £ L, ERRAAM RO ST8A1, [ eRL
7. FEAAORIENE n

3. 1Eis

HEAER

HIAa~vA T ORENREBROMEREEZFR 14 LOFR 15 1I2F L7, (B 1, 12,
13. 14, 15)
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# 14  in vitro R 5
AR H FEV PO & (EES
BEIRZBRIE | Salmonella typhimurium |0.0033. 0.010, 0.033. 0.10, 0.33,
bR TA98, TA100, TA1535, [1.0, 3.3 pg/plate (£S9) fextk
TA1537
Escherichia coli 0.033, 0.10, 0.33, 1.0, 3.3, 10 i
WP2uvrA ug/plate (£S9) =
Yua R ER| F v 4 =— XL A FZ —[250, 500, 1,000 pg/mL (+S9). -
B JREAFRSE (CHO) M |4 WRVQEE, 16 REREIM R 8
125, 2?0;t500pghn11(——89>\ BB «
20 IRl L
a : 500 pg/mL CHENROREER T 289 H a2 g 2 HEm U2 355 , 1,000 ug/mL VI ECIXEE
HIEERMED R DEHE T X Zen o 72,
# 15  in vivo iR
fRATH H N P & i
/N ER ~ A (ICR%. M) |0, 500, 1,000, 2,000 mg/kg AEH n
i) ARG 04 5 =
REH DNA|Z v~ ~ (SD &, #E) AF#A|0. 500, 1,000, 2,000 mg/kg {AH
AR (UDS) |fa A [AE P - £
R SLERIRRE 25 2~4 B
0. 500, 1,000, 2,000 mg/kg (A
HA[AE O 5 2

SRR« P25 12~16 BFfE

LI ED X 9512 CHO #ifa A A= in vitro DY R R E B CIREMEOBETH - 7~
N, EIRFHRERRB KW in vivo B OFERITNT NG THY . I A~ A v
NTAERIZ & - TR R & 7 2 BIEEMIT eV E E 2 b,

4. BMEEEAER
(1) st (Sy b #ORE)
7w b (SD %, 8, MRS 5 IL/EE) ZHWT, BR&RGIC & o2k mrEER

H3EfE <A, LDso % 2,000 mg/kg (AELL ETHH-7-, (=R 1, 16)

(2) 2EMER (DU X, BEERS)
7YX (NZW Fff, M 5 VC) 2 AW T, REEREIC X 2 2EEM R Eie S
AU, LDsol% 2,000 mg/kg (AELL ETHH7-, (ZHE 1, 17)
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5. WAMEMHER
(1) 28 BEIEAMHEMEHER (S v b, EEERSE)
7 v b (SD &, MEHES 5 DL/ED) 2RVl 2 2a~A oo 28 HREEEER S (0.
0.5, 1. 3. 10 XX 100 mg/kg (KE/H) 12 & 2 dammaEm 0 55 S 7,
—RRE, A, BEiE, MRFORER OBEREEICBOTE, #5ICX 5
XA BT,
MR LRI TliX, 10 mg/kg (KE/ B FGEEOMET ALP O, 100 mg/kg (K
/B EREORET BUN OB NS 3 O 100 mg/kg A/ B & 5-EEOMET Cl O
INAERD HAIZAY, FEAREAMEICZ L < EF#HFARNOME TH -7,
TRERREAIMA L3\ T, 100 me/kg (ASE/ H #% 5 OMERE CHTIR O RBARE HRz
oM EZE LB b, (B 1, 18)
AFRBRIZE1T 5 NOAEL 1% 10 mg/kg (K&E/H & & % Bz,

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

7 v b (SD &, MERES 10 PL/EE) 2 V20 2 Au~A v oo 13 AR5 (0,
30, 60 XIX 100 mg/kg fAE/H) (2 & 5 daMEEM R FEE <7,

—fRRE, (RE, iR, MRFAIRE, miKAE LFRIRak B E RSBV T
3, BEIZLDEEITA NIRRT,

TP PRI IZ 35V VT 100 mg/kg (RE/ H #5258 ORERE TR B F Rz ot
T D DO ZIREMEO =R LD vz, (B 1, 19)

ARBRIZF51T 5 NOAEL 1% 60 mg/kg (K&E/H & & 2 HiLlz,

(3) 13 AMEMSEERR (1 X, #OKS)
AR (B—7 )V, MRS 4 DU 2RV An~A v oo 13 B8R A#%xE
(0. 1, 3. 10 X% 30 mg/kg (RH/H) 1T & 2 diathmiatng St S i,

—fBeIRAE, RE, BEEL PSR ERICBVL L, &I BT LN -
7o

30 mg/kg ARE/H B 5HE T, MRFAIREIZIV T MCV KO MCHC Ogib 73
S, Hb KON HE \ZD IR B e o722 LD, RIMERAERIC 3 D8 L
3B 2 BN T, MIFRAA LRI Z I CTliE, AST KON ALT OIS,
TR RAZ 3T, IREDIEDNFRD Hivl,

FRERARRE A HIREIZ B\ T 3 me/kg (KE/ A UL R 5 REOARFE CHERE 22 i b 2 1
STz ERABIERDED B, 30 mg/kg (RE/HHRGHETII~ 7 07 7 — UV OiREE 1
ST, 72, 30 mgkg (AE/HRE5RETIE. 2FNCEMAMNEROZNME, 11 Flic
FEH IR B OB Zehafb, WERER 1 BIZAMOUERRIRZS M, 1 2 (51 & OB DT
figtl A ze il b 2 £ 9 RIS B OB R SUTBIERR S A iz, (B 1, 20)

3 mg/kg (RH/H UL EEGEHIZIB W TIHEA~OREN RO b Z &b, RBRIZ
B 5 NOAEL (% 1 mg/kg (K#E/H & &2 bz,
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6. EHSHERUENAMRER

(1) 52 BAMIEHSEMHEE (1 X, #OKE)
AR (B—27)VFE, M 6 IURE) ZHW-H I 2u~A 20 b2 kO s
(0, 0.3, 1 X% 3 mgkg (KE/H) 1T XD EMEMRERD Fh ST,

3 mg/kg (KEH/HHGRED 1 T SIS, B — 7 VO HERAE D
FTRAA GBI, BRI E OBT#II/2 <, MENRLDOLEEZ LT,

—fIRAE, (RE, BE, MRFOMRE, MRAEFARRE R QSR E &IV T
L. BEIZL BT B LR o T,

JRERFRRR IR A IZ I\ T, 3 mg/kg (KE/ B GHE T, MEOEFEZ K BFE K
HEREL DRI > & H A BE D ZE R R A SERERS 1 B8 ONTAE B - RBRES S OMASER oD 1Rz 2
FEFER DI AR K OREE O _EH- DM 4 B CRRH BTz, (1, 21)

AFRBRIZE1T 5 NOAEL 1% 1 mg/kg (K&E/H & 2 b,

(2) 18 M ARMELAMEER (DX, EERE)

<~ A (CD-1%, 3~4 i, MEMER 70 DL/EECHIRRE, MEMER 120 IU/ED) &V
eI AT~ A D 18 A RHREEE S (7 : 0, 135, 490 X% 1,430 ppm(0, 23.7
~33.3. 86.9~122.1 Xi¥% 256.8~360.8 mg/kg {AEE/H), I : 0, 150, 570 X% 1,670
ppm(0, 34.0~44.0, 127.5~165.0 X% 374~484 mg/keg (AE/H)) 1T Xk BFENAME
ARBR NI N X7,

HECIE 1,670 ppm Be5HETREEFE O K OMREH IS, HETIXe 5/ TR
EIEINBNE A3 BTz,

—RRIRRE,  MIRFAIRRE B OMIRAA L FAIRE I Z BV TE, G L DTS
AWAY IRy

TP AIRREE Cld. 1,430 ppm BEGREOREZIWT, ~N—F—RE (69 B
5 B(7.25%)) MFRD L=, ZORFEO~ 7 ZADEFFR L L THRICHALND
DTHYH (1.67~14.0%) . HHITERT LD LIFB X R oTz, OIS
(LR D IEEMER A IGRD b o Tz, (B 1, 22)

ARRBR BV THED AT SN2 T2,

[V

(3) 2 FMFEHLAMRER (T v k. EBEERE)

Z v~ (SD . 3~4 B, MRS 70 DUREGHRRRE, MEES 120 IL/EH) -
HIAT~A o0 2 FERTEEEES- (0, 100, 300 Xi% 1,000 ppm(Z: 0, 6.1~11.1,
18.3~33.3 XI% 61~111 KO : 0, 7.5~13.1, 22.5~39.3 X% 75~131 mg/kg &
/) 12K DRENDAMRBRNEE S,

1,000 ppm % 5-BEOMERE CIEEFE O TR, AREOKT X OMREHEININH 2374 5
iz,

—BIRAE,  MRFAORE K QMR A L FIRE BV CE, BEIC X DREITAD
e o T,

JRERFARR AR T, 100 &8 1,000 ppm FE5FEDOIEC I T, BRRARICIEEE
JRZEINF B, ARSHIEAED 1,000 ppm & 58T 70 i+ 6 61 (8.57%) . Alailia
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JEHS 100 &8 1,000 ppm = 5HETH 70 BiIH 161 (1.43%) 8D B2, Z DR
DZ v hOBEFFRE L TRIZABNDHDOTHY (AISHIEIRE 1.67~12.0%.
A RaifasE 0.87~3.85%) . ARMBERIE e BERE (120 BF 2 ) THEED OB, F
7oy AR EREOBIROEIMIZEED LR 2 Enh, BEITERNTH0 L0
Bz Lol ZOMICEGISER T 2 EEMERE TR biehoT-, (B 1,
23)

AFRERIZIBVN T, BBRAETA SN0 o7,

7. HETEREEMHER
(1) ZHEHREESHAER (S b, EERE)

7w~ (SD A&, Fo: MEHER 26 DL/EE, Fi oo MERES 20 DU/EE) (I AR~ A v
ZiREE G- (0, 10, 30 X% 100 mg/kg AE/H) L, HARAEIREMRERDFEhE S
Nz, TIAa~A T 0f, Fo TIEAED 10 3EaT, Fi CIIshd 11 @i s, 2hcHA
fi] 2 ., REE TRIZENZN FL A F BBl (1% 21 H) TGSz,

100 mg/kg (ARE/ H e 5-8£0 Fo OME 330 T AR AR EHE AN 23 72 S 7z,

BIHRARIZ OV TR, Fo KO Fy iR & Sz, SPESTIREIR, A X T7BIEICE S
PR M OV D AR FFRERE (R ER BRI OB O fE 15501 DN RS+ D& Eh I K O
HE) TR EGITERT DB I A LI > To M, Fo KOV F R E $1Z 100 mg/kg (&
=/ H B G8E CIIERB OB DA BT,

JRERFARR IR EICRB VTS, Fo KO Fy bR e S, R, IR, 5 K UWRINL
MR E- DI B2 - T,

Fo XY Fy XD 100 mg/kg K8/ H 558 C, T30 2 08% ERGflao 2=kl
DAHHITZ, ZOWRET Fo A TIIA L2057,

IREM OAETFRIZITHR G OREII A LN 20 -T2, LovL, 100 mg/kg R/ HES
HTIEX FottRickiT 2 —EoERBDEEICED LT\ e, 2oz, FHETIER
B ORE ORIz, FittROREW Ci, SRR, (KEEMATRD 5
U7z, 10 mglkg (REE/ B e 5HECIT 5 4E% 7 HIFONZ 10 2O 30 mg/kg (AH/ H#%5-
BECBIT24% 21 BCH, WEMmCEEOHEMNA N, b FioZEw
ORERINL, BE5RHCBT 2ERENV D720 2 SR L TV D & X bz,

Fi AR OBEFLEF O IREMI 351 D Igs E eI 2B\ Tid, MRt & OFERTE RO
AR LN, 2O OELIXREMOERENRKE N EICER LB LEEZD
e, PR B8l DR R FZEDBIUIA LI o T2,

Fo {0 IREMW CIL, REClFas BB I bR -7, (B 1, 24)

100 mg/kg RE/ H B GREICIW T, IFIRIC 3510 2 M08 I SRR 70 28 b e OVE R R
DR OLNTZZ &G, BHEW R NEEMIZKRT % NOAEL /X 30 mg/kg {KH/
ALEZ b, 7o, AFEREIC OV TIEL, 100 mg/kg (RE/ B % 57 CRERE OB
NHHNT=Z &, NOAEL IE 30 mg/kg K8/ H & & 2 Hivi-,
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(2) HEEMHER (vHX, BHEROKS)

~ A (ICR %, 25 VL/Ef) OHE 6 B BIR 17 HE TH I A~ A o &5k
O (0, 100, 300 XiX 1,000 mg/kg (RE/H) L. FAFMERBRFE Sz,
IR 18 HIZH FUIBA L Cha A L7-,

FEM T, 1,000 mg/kg (KE/ B B 5 TR 4 FlRRD Hiviz, [FRETIE 4 #

(ZDHH 2 FIIFEEH) ([C&WINA LT, o, BREBHK T, £S5 AN
72U, HRBETEE, BRME - AKER(E, O E (L, AEREERBD KR ERERTS
BEEOWAD DA BT, 300 mgkg R/ H &% 51 CH B RHE -2 BEEDORBUD A5
iz,

FRVECIE. 1,000 mg/kg (RE/ A & 58 CHE KRR 3 2 %zh BRBIZET, O

A, AEEAILR, RSB NE, NEalbE B . W Eis
WNCEE, BHEE. WE. Ao fFE. BIRE. EPEE"&U#E (2B BIFE
BT DALBER BA LN, (B 1, 25)

AFERIZF1T 5 NOAEL 1%, 1,000 mg/kg {AE/H i GEIZBW TREWIORT, B
B;ﬁwuzm&@téﬂbnlzwﬂﬁb%@ﬁ:@)ﬂwrjvf LNT=Z EMnn, BEMIKROIRE & HiC
300 mg/kg (RH/H LB 2 bivie, EARFEMEIETRED o7z,

(3) H&EFMHHER (Sv b BEEORS)

Z v b (SD &, 25 VU/RE) OR 6 H DR 18 HE TH I An~A 2 &
oS (0, 150, 300 X% 450 mg/kg {KE/H) L. FAEFMERBRNFhE 7,
iR 21 HIZHFUIBR L TR R A s L7e,

BEWClE, 450 mg/kg (AE/HIFRERET, 17 FIOFELTIFRD B, 1 FI2ha8 S
Nz, —REETIX, RO OEOHI., Bk, EHEEOHEIL, HRE - KERFE,
AR, AR, WEOE B bR OMEEORD &) o 7o EBEE 5RO B vz, 300
mg/kg RE/HEESHETIE, 1 FIORLERZRD S, e, KEORDNA LN, £
7o, B2CO®RERET, BEEORYY, REREIMINEG &K QMR+ EEORDFED 5
i,

JRIETIE, 450 mg/kg W@lﬂﬁﬁﬁifﬁifiﬁ:@m)mﬁ DAL, FRI BB D
N, REHES . oD R OV U HYE O B AE, . B, RLRZSE, Ak
EP%':%'&WE%%MN:%%EPFt”H*/SzzME.Eﬁ%'@ﬂ:@;&/BWMf %m‘:o F£72. 300
mg/kg K/ B 5HE CIIABRRERD DA L, BRIV RRRO LR BERO
BRFEEE DL R b, (B 1, 26)

VI EOFERN G . ARBRIZIIT 5 REW O NOAEL (3R 519, LOAEL & LT
150 mg/kg (REH/H & B2 b/, RIEO NOAEL (%, 300 mg/kg {AH/H T&’%ﬁfﬂb

IROERERD B SNT-Z L6, 150 mglkg (KE/H & &2 Sz, [ERFIEITER
LIV T,

8. XREMEAL-LTEEHER
(1) &
T4 (T ATE, K97 A, MEES 16 BEEE) ([T Au~A v 8% 5 |
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MR C 3 A TG (I Aa~A 2 LTO0, 6 (AR, 18 (G FE) X306
%8 mg/kg (KE/H) L., ZEMERBRNEw I, BidvEks 5 KON 10 A%
(RERIE, MRFRRRA, MR PRI R ORI E A2 FEh L, S5 5 Bi%
(R Uz, E7o, BREBREIREY ., —eRRE R O B RS OBER 2 FEhi LT,

BRI A E U T, EOBRGRHCHETHNIRD LT, —RIREER OMREZ(LIC
BV TR O GIZEER T 2 BN IFED bivie o T,

MEFAIRACiX, RBC, Ht %O Hb @ EMBEN 723 ONZ PLT o E+8R
HI7REEINAMIES SIVT= 3, SHRRE & OZETE O &0 23, REEORFEANTH -7,
MERAACFAORE Cld, BUN, Cre. Cl, Mg, P, Fe, ALT KO T.Bil OJ/IFON
GGT OEMAGERD ST=2, FAEMEENEL /20>,

TP AR ClE, FEEHERALIZ I B il 2 © PZFREMEJSRENT ONZ AB5E 2
(23T DA ENZE R L DN XA REIZRD T Hivc, IREEIZISIT HHIENZE
falx, ~7 v 74 NRPUEWEOIET 5V VIREEZA(L &5 % B, 30 mg/kg (K&
| B GREDOMERES 1 BN HNT=DIHTH -7,

PLE, AEAOFGICRR T 22280, BRTFAIICREE 222 Tlikl, €&
PEICRIEIT VWb D EE X bz, (B, 27)

(2) &

WK (BZMERE, 5 MM, MERES 5 HEMEY) (O X An~A v K% 5 BRI 3 [Ef5
WG (T RAa~Av 2 LT0, 6 (RS, 18 B fF&E) XL 30(5 (55 mgkg
(RE/ME) L, et &S i,

BEZ LT, —REEROBIZE ((KE, B, FKkES) . REg., iKR5rmEk
OMRAE TR N Ef S, £, midiE 1 A&, H & OYREBER R
FRALDN T S A7z,

ARERHIR R, L IEA LN -T2,

—fRAE S LT, 18 mg/kg (KE/H UL EEGEAC, BEORAEEER, RB, WE)N
FHFOITZN, #h 3 R £ TICIXERE Lz,

MIEFHI R ORI BN T, RO R ONTZHBR H o723, WTiLb ik
BB DR HIZ L DB LITE 2 Dol

MIRAEACTFRIRENC 30T PR E 1 58812 AST LU LDH OF E 72N A 5
T3, ZAUTAR AN G2 X 2880 ME R YRR ORI L 726 S b
ZEROHERFERA LN TND Z D, I Au~A ¥ 2 T EIRF ORSy
WZRRTDHDEEZ BT,

BHENIRS E LT, 30 mg/kg (KHE/HEGEED 1 58 TR OERE/MERD A BTz
ZEUANT, B ERECREDERNA LN Th o7, REMHRRROE LS L
T, BEHIENLCRZEREMERIE, BHEAT R O FHERAFERROBESE, BB N R
THERAFRRR OAFHEREIEA 2 DAL, T OREIIHEKRFETH -7, LnL, b o
JRIFTIERS T, — IR ORGEIZ LV IERT 5 LB 2 bk,

TIHORERNS, RICHEERED 5 [FEO T I Au~A v % 5 BRI T 3 [alf
WNICES- L TH, @FMoBEEALIT, REFIOZ2IITIANEB 2 vz,
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(ZHE 37, 44)

9. MEYEMEEICET S8R

(1) E FERHERIZXT S MIC
fEFE/ b~ OIFE BRSBTS 20 2 2Aa~A 2 d MIC S5 TV
% (FE16), (B8 28)

#16 bt MENMEIZTHIH I Aa~A 0O MIC

4 ek MIC lpg/ml) _
MICso MICy ety a0

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
Enterococcus sp. 10 2 4 1.3 0.062~4
FEscherichia coli 10 2 8 3.3 2~8
FEubacterium 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 SNTZEED 9 b B BV MICso 238 & 11T\ 2 DI Bifidobacterium sp.
® 0.125 pg/mL TH Y, MICea2lZ 0.74 pg/mL (0.00074 mg/mL) & HH 7,

(2) #EBRNER

I A~ A OHRICEET 58 MCEBIT 57— 1T,

UL S, EHUME ChAHT P Au~wA 2 AZBIT A FOHRIZET 57—
ZIZHASE, HIAvSA VL, B hORAFEIZEY | —EIEHEEICEET S
EEZBND, B MIBIAT VAT~ A L ORRAO#%E (500 mg(AE 60 kg Dt
KT 8.3 mg/kg (KH)) Ti, HEEDK 37%23MHE L ORI L, 4.5%03
PRECHRME S 4172, 52D D 50~60% A0 K OEEFIZHRE S D L B2 bivd, 1B
H XA EETR (leostomy fluid) DT VAT~ A 2 DF 50%BIARELIETH
HEINTEY, BBCETLIREMEOT vAn~ A %, ROKEEDK) 25
~30% & B X BHiLD,

ZOZ L, A RXITBT DN A~ A 2 OREHEMETREE K OB b R
SND, RBRIL, A X (BE—7 L FdE, MR, 5 2 IW/RER) IC3HAER T I An~ A
CERRORE (]9 10.7 mg/kg (RE, £ 24 FFEFIMRC 2 [BH%E) L. FlEHRE DK
K 5. 24 Wit & C. MR, R OFE(E A B L Bt 5 6 KON 24 IRl DIk,

2 FHIHZ DI U THEEZ AT 2 BED & 2 J& D) MICso 1 90%{FHFR T D T IRAE) HHE
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FERGN R % & Lok e ORI 2 BB LTz, Bl 504 6 ] 24 R OHEI) )
b, ZIEIEE) 19.1 KT 46.9% DFGHEMN B S dvfc, DI e A EI3#EFEHIC
PEt S (Befkd% 51% 6 R T 12.5% K& 08 24 FFEIE T 34.8%) . R BRI
STz P E1% 6 BRI T 6.7% M T8 24 BEEI#E T 12.1%) . Fof&ik 5 24 BRI O
A XOFEFNEIN BT HH I An~ A 2L, ERAFEEDR 34% Th o712,

HEEEIX. 7oA~ a0 MBI AREREOAS XIZBITH I An
~A U URAEEOREREND, v MORGBNHEREI I A UEEEE . 930% & L
W5, (R 28, 29)

HIAa~A VU DOEMBRIFARICOWTL, A X&2 W3 BRI BT B HEIGNERE
DOEKETH D 34.8%=HHTHZ ENEYTHD EE X LN,

(3) EEFEHER (E M)

I A~ A v OFEMELFERD 12 ISIREE (0, 0.4, 0.6, 0.8, 1.0, 1.2, 1.4,
1.6, 1.8, 2.0, 2.2 K24 ug/mL) TEisIh/-, #EFEI3HDORT T 1 THRE
DHLOT, BRBEREE LT Enterococcus gallinarum % F\ =, FEEDOT I An~
AV ATHEE LT e S EERE GEEEE 0, 25 LUN50 wivke) EIRA L. B2 (0,
0.5, 1, 2, 6, 8 KIN12 FFi#]) L7,

FEFRE 25 whv% Tl AR TH Y, BERIL, BEEREOGE & & bi
HENL S RefLIBEIR R & 7e o 70, HEEREE 50 wiv% Tld, fEaidtilch v | By
Mz LT, FROMEAFE (83.3%HHR) Z~L7iz, FEFERE 50 wiv%h in vivo &b
TR TH D EE 2 BT,

PLEDORERMNG, I Au~A V2 EIFREFEIZ L HMEERIT 833 %NE A5 L
Ez bz, (ZHR28)

(4) EMEA IZH 1T 50O 5I1C X 55 ASHE
EMEA Ti3, [IL. 9. Q] DA X DO N 53RN B LI REBN ORI Z 44%
ELTWD, £z, [ 9. @lo#EMEFBEHBERICIWTIL, W L34 H
WTWBZ e, BERIEHOIR T H o7z & B2 b, 83.3%BORARARAY
T FEERREE 50%I281T DREARERILL LD 50% & L, FIFZE & LT 0.22 D
EZHWTWS, (B4, 28, 29)

(5) REMOBRNEERIIXd S MIC
HIAxa~A O DECLAD Ot MENE# Ak 2 EfEICxHd 5
MIC 235~ 6TV 5,
DECLAD % Fusobacterium 1 EREIZFI\WPIETEME (MIC : 256 pg/mL) Z7R L,
ot MENMEREZ T 5 49 ERICR LT, PIEESEZ RS 2oz, (B
30)

10. —HREEIBsAER
HIAa~<A D 13 HEKERSAZ X5 PR, MkasR, fEERESREE x5t
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T AHIEBERICOW TR SN, RAER 1TICE LD, EE 1, 31)

F£17T HIAO~A D 13 BEIRIER S X 5 — xR RER S 5

RERTE H B (B GRS 58 (mgkeg (AH) AR
Zw b (SDFH)
0.5. 1. 3. 10 %1100 L
MR | RIREE - 4T &n) :
R | B - THRERESR | A X (B — U LF#)
- = ( . 3. 10 T30 SN
=
Sk (SD %
/<§uf@ 0.5. 1. 3. 10 %1100 L
P . =
= I D—FRIRHE A X
- (B — 27 L5H) 3. 10 %1130 B
()
= A4 X (B —7)Lf#) . i
; LEH e 3. 10 %0130 B |
7 !‘;L‘.
MIFAEA LR 7w b (SD %)
EREEE 0.5. 1. 3. 10 %0100 L
FRRS (BUN. Cre) (&) 8
JiiiR7s3 MR A X (B—J V&
i IR ( , ) 3. 10 %0830 B L
VR (PT. APTT) (%)

11. ZOtOSHHER
(1) EEFBMERER (5%
U7X (NZW i, 72 DT, i 1 U5) OFRE L= EREEIC, I Ar~A 2 (0.5
g/lC) %Y 4 FRR#EA L7z,
T OOFER, HE 1 T, BN RS- 1 RS 72 BRIt £ TR Havi=ns,
B5 7 BB ETITIEIE Uiz, S Aa~A 2 U TTEDNTHREMEDR 5 & HE ST,
(&1, 32)

(2) RFBEAER (9%

Y (NZW FE, M, 3P0 OFAIRICHTI 2~ A v (0.1 g) ZHEHRRE LK
HL-,

ZOFER, FARTEE 1 RIS 2FICRRO B, 7 XX 14 B E TR L7, f
IR 33 5 1 BRI 20 TR HaL, T2 BT 14 B F TR L7-, AT
L, 5 24 KR I 2f] CEERIREIR 2R3 25588 Hit, 2 61Tk, %514 H
RIZIRBIFRO bV, £7o, 5 21 BRICEHI T OWRED GO bitlz, T
A2a<A RIS & HE S, (BFE1, 33)
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. EFFEEFOIE
1. EMEA 28I+ 55T
EMEA Tl #MH5#H) ADLIZOW T A X0 52 R EM M52 NOAEL 1 mg/kg
(RE/HIC, Z2fR30100 Z@EAH L, 589 ADI0.01 mg (10 pg) /kg R/ H 2% 7E
L7,
AR ADL IZHOWTHE, MICear 0.74 pg/mL 205, FRedORUC L W EES T
50

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

D : FEBNEOE (g)
2) : O L DFIHATREZ Sy (0.44 % 0.5)
3): & MEE (kg)

MR ADI (10 ng/kg (AE/H) 1384 FA0 ADI (12.33 pg /kg (AE/H) L VIK
WZ s, EMEA Tl 3 zxe~A 3 r®ADI & LT, B35 ADI 28 H7T %
TEMEYTHDHE LTV, (iR 4)

2. FDA 28I+ 55T
FDA Tl 39 ADL 2OV T, A XD 52 JEREMEEMEABR D NOAEL 1 mg/kg
REE/HIC, Z8fRE100 @M L, #4509 ADI 0.01 mg (10 ng) /kg (KE/H 234 E
L7
AR ADL 2OV L, MICeale 0.477 pg/mL 725, TR L W HEESNT
W5,

0.477 (ug/mL) x 2207
ADI= =35 ng/kg {RE/H
0.052 x 603

D : FEENEMOE (g)
2) : FROREC X A FIFATEEZ 243 (0.30 % 0.17)
3): & MEE (kg

=) ADL (10 pg/kg (RE/H) 135845289 ADT (35 pg /kg (RE/H) LV ERNZ

&b, FDA TiE, I Z2m~A D ADL & LT, ¥R ADI 28035 Z &
WY THDHELTND, (BHE34)
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V. BmfERsEZiHE
. BEEMEEIZONT
( 1) EiEHHER

A ERBRIC OV T, in vitro 3R E UGl & W T 18IR 2SR BB L O
CHO fifaz AW T- Gt R 3R RN, In vivo ik & L C~ 7 A FHEMIE 2 IV 2/
kbR V7 » MR 2 O 7= R ER] DNA A RkaBR /s 520 S 117z, in vitro iR D
CHO #Hfaz AW e Ge R B3R TGO RIS LN b DD, in vivo i ERD
FERITNTINHEEETH Y | AR L > TRETE & 72 5B EFHIT RN EE X 6N
7

(2) HRMEMHR
M EERER I Z OV TR, 7 v b 28 ALY 13 B 0538 N1 X
D 13 B O EGREBRNER I N, ZNOOFEBROF T, HHIEWVHEIZBWT
o BT EMEIL, A X &2 AW ER TA LT IBERZE TH Y \NOAEL |3 1 mg/kg
KE/HTH -1,

(3) EMsEtR U%f)‘%}'ﬁﬁf%ﬁ
P@MHFE L OFEN AMERBRIZOWN T, A X&Z Ve 52 LF‘aﬁ IR RS N
<~ A% AN 18 MARKE YT v &AW 2 R3S AMERBR Ehit S 7=,
A X% FAWTRRERIC I T, IS A~DZ 2 1. 5 NOAEL 1 mg/kg R/ H MG 5
Nice WTHOFRERIZEBW TS, BOBAMITA LN T,

(4) HEEFESHHER
AR AETRBRICOWTIL, T v ROV THIRASERERERI N~ U A K
W7 v b AW R AR TG S vz, i REREMEER T, @J%T‘Jﬂ:
Bl 231 D RERE ~DFE KR NEEW) CERBORAD 34 b, NOAEL (FR#E,
@J%i‘é 30 mg/kg (REH/H ThoTz, ¥ ADFAFMFERTIT, l@]%f—ﬁxﬁ(m
SRR O HIRINAROEN, IR CRERD, BHEFEN 511, NOAEL i
L ?6 300 mg/kg (K&#E/H CTH-7-, T v b @%Eﬂfﬁnﬁ%ﬁf L. BEWO L5
T, (REHEIENG R R T E EEORD . BRI TIIEE~ORER AL, BE
TIX LOAEL & LT 150 mg/kg fA=/H ., iz Cld NOAEL 150 mg/kg {KE/H Th -
770 WINOFRARBERBRIZB WO T HIEFEIEIIA LR,

(5) FEMFHADI DT
HIAT~A AL, ARICE - THRERIE L 72 o@inmttd e <. ADI 2% &7
HTENAREEZE X BT, £o. BBRAMETHA LN T,
F Ao MERER ©15 b7z NOAEL 3 LOAEL & 5 %%/J\fﬁ X, A XEHW= 13
O H AR L O 52 HE OEMESERERIC 1T 5 NOAEL 1 mg/kg {AHE/H
TH Y., FMHFA ADI X, Z D NOAEL LZ?}J#@&Q: L“C 100 @A L. 0.01 mg/kg
RE/HERETHIEPBY THDL BT,
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2. WEYFRIADI (TDINVT
b MR BRI D MICeale 2 DI FH) ADL ZH T 5 2 LN TE S,
WENRBESN DB, EEFAHARKRE LT, [IL 9. @Q]oA XDORA#E5HEBRD
FERDD 34.8%., FUETIEEDIK TR E L, [IL. 9. Q] DEMEFEEFHBROMERND 16.7%
(100—83.3%) ZHHTHZ EMEL LEZOND,
WA ADI 1%, 0.00074 mg/mL 0 MICeale (=, MBS 588 S5 %37 0.06 (0.348
X0.167). FERENEM 220g, & MEE 60 kg #@#H L. VICH 0BEHRIZ LD,

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

0.062x 60 *3

*1: FEBNEY (2)
*9  REOFEIC L AR HRTREZR 40T : 0.348X0.167=0.06
*3: & MAE (kg)

LEHEIN,
3. ADI MERFEIZDLNT

M9 ADI (0.01 mg/kg (REE/H) 1%, BEDFHI ADI (0.045 mg/kg (A=5E/H) K
DE/NENWZEMD HI 2L D ADI & U TROEZAT L Z LY & &

2 BND,

HIAa<Ar 0.01 mgke (AE/H
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(AR 1 - (KB FRERE)

W Fa
DECLAD HIZAT~SA VORI T ) — AR
HsC
Ho
HsGC
(&8 37)
TDO HIARSA DRI AT T N UFFEK
HsG
1 CH5 ch\N/CHg
N Ho
e otk
Hg 3 3
HaG o 0~ NEH,
HsC
H oH Hs 0—CH,3
CH;
OH
H;
(ZP8 37)
(&%)

SH FEFR AT I Anm
~ AT

RN - B PERINT T 38 OFERRERAT
(PR 37)
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(Rl 2 - BREEFREHR)

WE PR AR
ADI —HEIGFAE
ALP TIHVKRAT 72 —F
ALT TI=VT ) N TFTART 2T
(=N E2IVBELE LN T AT I —E (GPT)]
APTT TSy S a VAR T AT R
AST TANRTXET I ) NTFTV AT 2T —F
(=7 V& I VA alilE T AT 17— (GOT) ]
AUCast TERATRE/L M S Tl (%) i i ahi T il
BA NAFTT ATV T4 (EWFIFHER)
BAL Cell S SRR
BUN I HpRFRE SR
CHO #pa T A =— AN LA K — IR S
Crnax i () FEERE
Cre JVTrF=
EMEA WM 2= 38 i i AT
FDA KER L EIE T
GGT y-INEINVKNT AT 2T —F (y-GTP)
Hb ~EZ vy (fdF) &
Ht ~v 27Uy ME
LC- (MS/) MS |k a~ 7T 7 04—« (T 1) EESN
LDso PEEITE:
LOAEL e/ NEtEE
LSC "R v FL—rarvhhyrs 2—
MCHC SRR L BR ifn €6 3R
MCV SEHIFRIMER A
MIC e/ NEBPEIREE
MICso 50%5c/ NFE B PH IR
MICgo 90% e/ NE B PHL IR
MRT A R IR
NOAEL bl e
PELF Jiti b R e iR
PLT i) viER
PT A=B N =R e
RBC PRIMEREL
T TH AR
T.Bil Sl 1
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11.

12.

13.

14.

15.

Meiji Seika 7 7 /L~ RSt B A EERGBROENGEAGEHGFE 7 ~ 7 AAREE Gk
INE)

A 8~ a7 A RRPUEEEZ FLIC RS ) — XY 3O, H 3PS,
2007 ; 130 : 294-298

F A, BRI, VAR, HEVE—, ERK L T A RREUERE O
IR —Telithromycin 2 HINZ—. BALFRETFSHEE, 2003 ; Vol.51 No.5 :
278-288

EMEA: COMMITTEE FOR MEDICINAL PRODUCTS FOR VETERINARY USE,
GAMITHROMYCIN  (Bovine species), EUROPEAN 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 (GRA
)

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/AF)
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 eHJML-1,709,460 in selected cattle tissue samples from
PR&D 0078101. Merial Study Number PR&D 0078501, 2004 (R/AF)
Comparison of the Metabolism of [3HIML-1,709,460 in Cattle and Dog .
Pharmaceutical Research & Development Merial Limited SUMMARY REPORT,
2009 CRAFE)

MEA4132 (7 X 2~ A v ARFNOH BT H758RBR(1), REES 09-022- 1 (R
INFR)

ME4132 (7 X Aa~ A v U BRNOFICIT 25ERER (1), #BRES 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 (FR/AFR)
ML-1,709,460: Unscheduled DNA synthesis (UDS) assay using mammalian liver
cells exposed in vivo. Merial Study Number PR&D 0061401, 2001 (GR/AF)
ML-1,709,460: Mammalian erythrocyte micronucleus test. Merial Study Number
PR&D 0061301, 2002 (RAF)
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27.
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29.

30.

31.

32.

33.

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

PR&D 0055601 (GRAFR)

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

0057501 (RAFK)

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

Number PR&D 007960 1, 2002 (GRAF)

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

Number PR&D 0085101, 2003 (GRAF)

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

PR&D 0041701 (GRAE)

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

Number PR&D 0090601, 2004 (RAF)

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

Merial Study Number PR&D 0100401 (GR/AF)

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

Study Number PR&D 0090501, 2005 (R/AF)

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

rats. Merial Study Number PR&D 0100501, 2005 (GR/AFR)

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

Merial Study Number PR&D 0070401, 2004 (R/AF)

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

Study Number PR&D 0070301, 2005 (GR/AF)

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

Use Level for 3 X the Projected Duration of Use. Merial Study Number PR&D

0097101, 2005 (RAZK)

Determination of Microbiological ADI For Gamithromycin. Microbiological

Safety Expert Report MBC, 2006 (GR/AF)

In-Life Phase of the Metablism of [3H]-ML-1,709,460 in Dogs. Pharmaceutical

Research & Development Merial limited IN-LIFE PHASE FINAL REPORT, 2004
(RAF)

Activity of ML-1,853 ,004-000P against 50 bacterial strains of human gut origin:

determination of Minimum Inhibitory Concentration (MIC). Merial Study Number

PR&D 0071001 (GRAE)

I Axa~A ML, 709, 460) O—BEHEEMER. Meiji Seika 7 7 /L~ St
CRAFE)

ML-1,709,460: Acute dermal irritation study in rabbits. Merial Study Number

PR&D 0057501, 2002 (RAF)

ML-1,709,460: Acute eye irritation study in rabbits. Merial Study Number PR&D

0057601, 2002 (RAZK)
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FDA : Zactran, Freedom of information summary. NADA 141-328, 2011
Bih, NI EOHEEO —MA2UET 208 CFRk 27 4 12 A 22 BfF, Rk 27 £

JEAE B 5N 477 =)

EMA : Zactran, EPA-Procedural steps taken and scientific information after

authorization, 2016
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