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HIAa~A U BRI ETHEOEHA] (B2 F7 v AV TN) ORLGEIRTEK
RUAR DR SRR BRI DU T, B = S G A ARG F Al 4 2 F VT30 L
72

KEFNOFHITH DT I Ar <A 2 AZONTIE, BRIZ HAIZIBWT 0.01 me/kg KT/
HoO—BEERFFAR (ADD) A#EESNTND,

ARBFNFER AL TODUIFNZ DN T, Z ORI, BEFO RN K& ORI
OME - MEZBET L L. AR OZEMI & L TEIRLZGE O B MO ENT
M CTxBLEEZLN,

PERRBRCIE, ARFIOE %, SO N I An~ A 2 U RE ITRIICED L, &
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I. FHEXREMAEREROME
1. E#|
TFHNIH I A~ A L ThHDH, ARAIL mLHICHI A~ A 223150 mg (U]
i) GENTN5, (B

2. $EE- DR
HREREY, 77T ) R_RF IR« i ma—F=T NRAVLT « 2L R UF LN
A AT TR MM F a2 —F=TH Y, WEL, KOMENENE THD, (&
1)

3. Fi&-HA=E
KE1kg UY7-0 HI A~ LT 6mg (W) % 1[E, HEEHARNICERES
%, (ZH1)

4. FRIOEIF
ABANITISEAL, PURIEA R OERIAE sh T L, SR

5. FAREDRERE

AEHNOFAITH DA I A~ A AL, INHHRFIE A Mvaf+ 25 16 BER
D~ TA FRFUEWE TH %,

AEFNZ, BRI \“C\ DA AP A A RGYIE T E & LTRSS T
TWAHHRFICTHY (B 2), 2 EU T, WIVE & U CTIROFMEE PR g Ay
JE (Swine Respiratory Dlsease SRD) LRI TWD, (B 3)

A, AV T DR SRS B ARRE| DORE E}imﬁ(mu ARSI LI
PR EMOKEEREL ) S AR 2 KG9 5 2 S IZOW CRIMEREES Ml N s S vz,

U ARBRFEIOFINFENZ SN T, (R LEEBRORBIIONT) (P15 £7 A 1 ANEINRMZEZER
RRIE) TS E, MEREOMMPEFED PR S, FFEDH ARG L <13 FEz bl b4k%
NRDH5] ZEnb, ATHHEIIZ AR EAL KO DR Z L L TR0y,



I. Z2EICRLIMEDOHE
1. E MY S%EMH
AR DOERTHL T I Aa~A 4%, EPRIATEMEAOEILE L TEH S
TW5, HATIE, B EZEEERITRBW T IR E (ADI) & LT 0.01 mgkg
KE/H DR ESIN TS, EMEA XTNFDA (285 Th, ADI & LT 0.01 mgkg (KE
IEDNREINTND, (B4, 5, 6)
AR OEREANL, AA, EU KOKE TR E LTER S TEBY . FDA T
X GRAS (Generally Recognized as Safe ; —f%IZ 224 & A7 SDWE) (ZMES
¥72 USP-NF CKEBERFERERMLE) [ TWD, JugbAlL, AARTIIE
I & LT S, EU Tl HEEGL ORI E LT MRL 20088 L7
VPE & ETER Y, KETIZ USP-NF (2 STV 5, 8A1IE, EU TIEEW A E
HELOTWM E L TMRL 208 8 LIRVWE & STV,
PLEDZ et ARBFNAEH SV TOLEINANL, 2O RRDL, BEfF Ol
KOKBHFIORE - AEEZEBETHE. B hOREFEZEIIEH T 5 LE X LT,

2. REHER

R MR v —~ T RL—AXEx h L), 3.5 0 Allin, EE0EL OWMES 3
SH/E ) \CARTE] (2 A~ A vk LT 6 mg(Uil)/kg 1K) % HRIFFRNES L.
PRI E S T, 5 1, 2, 4. 7, 10, 15, 22 O30 HRIZ, #HME (HfiE.
e, O, AR, RERAT RS, B G A K O 5L SRR A) - KR
AR L. LOC-MSMS 12 L - THI ZAn~A U EELHIE LT,

Mg T I Au~ A LU EBERZFK 1 IR LT, MIEPREEL, 5 10 B4 161
ZRO TR (1.0 ng/mL) A & 72> 72,

KRR 22 2 (R LT, DR QMBS Cld, #5657 BRRIC 2B E &R
St (50 nglg) KL leo7z, REMTEEHE TIX 10 HE, HiEL OB TIX 156 H
%, BHIAELAATIL 22 B, BGEAARNTIE 30 HEAICE10N E ER S A &
eole, (B2, 7)

K1 KBTI 50 I A=A o RFIHRIG ARG O mAEH R (ng/mL) 2

BG4 A% (R)

1 2 4 7 10 15 22 30
LOD(@2)~ | LOD®()~
54.1+17.0 | 21.6+552 | 4.98+1.97 . 0 65 L.OD() | LOD() | LOD()

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

oo FEIMNOEEIE n #0

LOD : #HBRF(1.0 ng/mL) A
a W £ EEFEAECTR L, 72720, EERSAFR IR AR OB 2 G Te8a1E, #HTRL




®2 KIZRT H I A m <A 3 AR AN GE ORI T ARRE (nglg) @

- Be5% B4 (H)
i 1A 2 4 7H 10 H 50 | 228 | s0d
3,277 2,455 778 153 LOQG)~
Friliek Q LOQ®) | LOQ®) | LOD®)
+939 +706 +253 +63 51
9,880 6,144 1,802 394 104
RSl LOQ®) | LOQ®) | LOQ®)
+£3177 | £1,161 | +361 +152 +33
1,560 773 161
Lk ’ LOQ® | LOQ®) | LOQ®) | LOQ®) | LOQ®)
+523 +249 + 56 Q Q Q Q Q
HEEER A 505 333 62 LOD@®)~
LOQ®) | LOQ(6) LOD®) | LOQ(6)
A +129 +117 +21 LOQ(®3)
ity 509 287 96 LOQ(®)
ZHEES LOQ(6) LOQ®) | LOQ®) | LOQ®)
+110 +106 +28 ~58
i
B LOD®Q)
558 | 17,463 | 18,316 | 4,530 2,593 692 LOQ(D~ | LOQ(1)
Nl | £3,769 | £11,082 | £4,475 | +1,400 +295 1,262 ~122
LOQ(5)
Be 54
1,165 4,079 1,116 | LOQ(©2 | LOQ©® | LOQG)~
AL Q Q < LOQ®) | LOQ®)
i +£522 | £5079 | £2,064 | ~1,567 | ~1,144 88
AR

n=6 LOQ : E&RM B0ng/g) Aifi  LOD : MR (2.0 nglg) A
a: V¥ £ EEFEETR L, 7270 L, EERAARWE IR RS OB & & 1o A%, #HTRL
77o FEMNOEAEIE n

3. BIZH9 5%&£M
(1) RIZBIFT 2L

i (Rerd, 5 oflin, MERES 5 BR/RE) 1CARRKIZ 5 HIRRR T 3 mIfRNES: (72
ZAuvAT e LTO0, 6 (FHHE, 18 (B {55 XX 30 (5 {55 mg/kg (KH/F]) L.
22 MRS X A7z,

G5-Z LT, —RIREEOBIEE (IKE, 21, #UKES) | R, iRFAME R Y
LA LA R S e, R e, Bl 1 BARIC, SRR OWEEA M
AT S A7,

BRI, SETITA LN T,

—fiRAE L LT, 18 mg/kg ASE/ A LU B GRAC, BRSO BROR, H8, WA
H OIS, &5 3 Wtk £ ClaidmiE Lz,

MR S OPRIRARNZ N T, O LR DN HE R o703, WT L b
B E OB G L DB LITBE X b oT,

MEAA AR Z I\ T, #ERE & 5-8EZ AST KON LDH Of B2 BN A 5
AUTZDs, ZAUE, RN G L D80 ME L OVRIRT ORRRRITIC L 0 726 S



%2 EROHBERFENRALNTND Z D, H I Aa~A 2o X GIRF DAL
TMCERTDHEDEE 2 BT,

BeHEA RS E LT, 30 mg/kg IR/ H#5-84£0D 1 38 THIA OTFIBMEIR S 2 BTz
T LUIANT. SRR CEREE DY IS T BNTIZTThoTz, BB AR TR L E L
T, BEIHAICRIFIEMIIE, B M O TR OBESE, B A ONT 2
THEWFRRR ORI A DL, EOREIIHEKRFETH-7-, LirL, b
DRPTRIEROGN T, —RICFRF OB X VIERT 5 B2 bz,

THHOFERENS | IRICHERFED 5 (B0 I A~ A % 5 HEN T 3[R
EAAPNICE G- L TH, REMEOEMHEITA LT, AR OZRBITENEB X B
e, (M2, 8)

(2) BRRREERD

[EN 2 MEsZIZBW T, v A 277 X< MWMRICHRE LK 2 GRHERE(LWD), 1~2
Dy, MER OEBNE, 128 §H) % e BRI Bl Sz, H&GRE (60 58) |
IARE] (B An~A b LT6 mg UMl)kg (KEH) %, <IIREE (60 58) | ié
PR & HEIRR AN G- L7z,

5 90 HEE T -feiRiEOBIgE, REHEELZIM L7, £, BIERFIc
BEGEALOBIZE &U#%@%%ﬁ%’ﬁﬁ%%mbto

PRI, SR 13 5] (B GHE 4 B, RTHEEE 9 ) A b7z, MiRkiZLD b
DToHoTz, BHHED 4 BADIETITHONT, B EZ OGN O BIER I 5
FH6NT, EETITHRE 39 HEUE Th 122 &hn, ARIORE. L OEHE
M7 R RBHRIT e E B 2 BT,

ZOMIZ, BEICEET HHERFRRIIA LN o1,

PLEDZ et v A a7 7 I HARICHRE LIRS LT, ARRFI R 5I1Z X
BB [HRE i@wk%z%%ﬁﬂ(§%2\@

(3) EREREERD

IWZ%%_%%T HEENiR (77 F I NRXFILR « Il =a—F=x IS
AV LT« D)V ) ITREB LR 3 (GHEFE(LWD), 2~3 HH i, MR OBk,
73 BH) & MWZERARRBRNE M S T, ERE (42 5H) IR (W Ar <A
vl LT 6 mgUifi)/kg (RE) ZHEIFHANES Uiz, F72. AR ClIB xR
B (2180) ZRRE LT,

Beh 14 HtAECTREOBIZE, RENESEZ I L=, £, BgHRTIc
P GERAL ORRER R OB DR % R S5 & Sk L 7=,

FER L LT, ARRAIOZ 5B LA EFLRIIA DN - T,

PLEDZ Lt AEPERZSIZRER U7 RKISk LT, AR DR G2 K 5228

HT

FRARBRIZRERTOFIRICISN T, ~ A 27T ISR K D IHRZE D 7 b VTR OB IR 2

—o

3 FRIARTRBRSEMRT P2 & 22 SR & R UIRE THE STV DIKD 5 B, (KiRAY 39.5°CLL
BT D OREHRSERO A 2T A5 5 LA EDOKE Vi,



MEITZ2WEEZ b, (B2, 10)

(4) BREREABRQ

IWZ%%_%%T HIEMERR (77 F ) X F LR« Fla=a—F=x IR
AV VLT e AV RUE) ITRBLTEED 5 6, —GEIEEN I CTh > 7oK (ZHEfE
(LWD), 3 »>Hiin, ML ONEZSME, 78 57) % W7 BRI FEf S iz, BEGRE (42
5A) (ZIEARRA] (W Aa~A b LT6 mgUiike (KE) % HAIFHANZE L
Too Fio, AFBRCIIGMERHREE (41 58) Z2RE LT,

5 14 B E CTiREBOBIZE, REHEELFEm LTz, £/, BRI
B G DBIEE N O —EB DK A X G Tk & Tk LTz,

PREREAR A, RPRRBEICAES Y 1 Bl DLz, BaEEi 7z 2 S ISERT 2 BufiiE
EHlEr ST,

DM, REF| OB GBS 5 A EFEFRIIA LN D ST,

PLEDZ ot MIEMEMRICHEE LT2RICHR LT, ARFI R 512 L 522
MW EEZ 2z b, (B2, 11)
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AEFNOTHITH DA I A~ A 2 A5 TE, BEICEAIZEBWT 0.01 mgkg 1A
F/HD ADI BN E SN TN D,

AREFHNAEH S TODIRIIFNC DWW TR, EOM AR, BEFOEMERHN & O
ORI - HEZBEST 2 L. AROGAR & L TEIRLIZGA D h~OEER
BT CX5 LB LN,

PR Cl, AR OB E%, SHBROT I A a~ A o PRI L,
P GHL AR M O 3 O & RO TR Cik, &5 156 B £ ClcafincE
PR (50 nglg) A & 72 o7,

LM K OREAERIZ W T ARFIORGITHRNT 5528 L LT, FrCiifEs
72 BT RIEA BRI T2,

P bDZ Lt ABFIDETNCHER SNHRV BT, Bzl U Tt hORER
(A B2 DAREMIIE CE S L E B D,

2B, ABRKNOMERICST->TE, HI R, rRN~vr a4 RRFEWETH
52 e b, FEAIMMEREIZEI T 2 RS RS BRI ORE R b I E 2 2 UER B D,
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L. AUTN DSOSt 7 N T AU TV B R RS IR TR R
F CRA%K)

2. AUTI Dy XURKSHE 7 F T AU T B E SR RE G R R
B CRAFR)

3. EMA : Zactran, EPAR-Procedural steps taken and scientific information after
authorization, 2016

4. RIWZEEER  BWAERLHEE (I An~A ], 201447 H

5. EMEA: Gamithromycin (Bovine species), European Public MRL Assessment
Report (EPMAR). 2009

6. FDA: Code of Federal Regulation Title 21. Chapter I, Subchapter E, Part 556,
Subpart B, Sec. 556.292 Gamithromycin

7. AUT e Uy SRSt Y N T AU TV B R RLE T AGE R F
EF INTEE 153 CRAEK)

8 AUTI V¥ /USRS Y N T AU TV, B EIE R ENRGE AT S
T OBTER 91 (RAR)
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E IRTER 141 (RAEK)

10. AUT I D _URRSHE 7 T AU TV, B RIS R ARGE
E IRTER 142 (RAEK)
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C

~ /oA RRUEWMETHH I I Aa~A 2| (CAS No. 145435-72-9) IZ-DUNT,
@J%Hﬂ =38 S ROEAR T AR R BB E & W TR SMBEREE A 55hE L 7=, 4 [al, 3

R (W) KOYRERE (K ORdRE R S,

FHIC AW BRIE, 3EEhRE (T v b, A X, RO, EBE FROK) ., &ine
P, SR (T REOWD Y matmErE (7> REROAT X)) 8L OFED
P (v URA, Ty MO X)), Bz (FUAKRDT v N, ETFRIR 2 B
T HRBREDRIETH D,

BAREMERRBRIZ VT, In vitro OYEIRIHRER CHGMEORRIVR SN2 s, 18R
ZEIRAEBGAER N N 1n vivo DFRBROFEFITNT N BRRIETH 722 L n, ERIZE ST
FRELRE & 7 BT <, —AEIETA R (ADD 2#RETDHIENAREEBRH
N7z, F72. BBAMETIA LN -T2,

KFEEMERER O O SR (NOAEL) XidskohittE (LOAEL) @ 9 HiwIME
1L, A X &MV 18 HEfE# SRR L O 52 HFEMEERER 31T 5 NOAEL 1
mg/kg KE/H TH Y, #MEFHI ADI X, Z @ NOAEL (2228455 & LT 100 Z@EMA L,
0.01 mg/kg RH/H LFRETDHZ VMY THD BRI,

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

MY ADI MY FHI ADL L0 /hSWZ Enb T Aa~A 2O ADI % 0.01
mg/kg KEH/H E3%E LT,



[. MO REMAEEROBE
1. A%
LAl

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

3. 24
IUPAC
¥4 QR3S4R5S8R10R11R12513S14R)-11-[(253R456R)-4-
(dimethylamino)-3-hydroxy-6-methyloxan-2-ylloxy-2-ethyl-3,4,10-
trihydroxy-13-[(2 2,4 R,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. ¥R
C40H76N2012

5. #FE
777.04

6. BER

(2P 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 IZFESRTHZ & T, XTFUL
tRNA O ZHE L, MEOZ oV EEMARET 52 &Ik, HE - Al
LT 28 EEAZ RS, RHHOTE AR MV EZF L, v A a7 7 X<IZxi LT
BN /2R T,

M CIEL BRONREESIC RO TEWHIES G & L URRSTRY, "AY LT <
N T EORGRT L D OB MR AR A EYYE  (Bovine Respiratory Disease :
BRD) (Zx9 A1RFIEE LTHERSNTWD, (B 1, 2, 3) /-, EU TiL @
JE & U THROMBEMERE 2 E ARYYE (Swine Respiratory Disease : SRD) & 7&GR
N5, (M 36)

HATIE, 4 (4t 13 A 2B 2MOAFEMIHET D72l ahia e o7z
HOEFRS, VERL,) OHIEMERR 2 80E & 92 R HI O BLERTEAGR IS HEE S
W5, (ZR1)

b NAERESE UTEEH ST,

Aal, BROMBEMEIR ZEIE & LA 2 Aa~A v 2By & 2RO H
DOEROEIRFEAGEHFED R ST Z LIS BATEIRE ) DI SER E IR 5 B
TR BN EGE ST,

I. ZR2ITRIMEDHME
AFHIE T, BMHERGROENGEAGRHFEERIEL IS, I A~ AT D%
MRS T D ER R ATEB LT,
RS PRI X BRI Fed L 7=,

1. EYEREEER
(1) FEYEFREsER (v FRUA X - HEitt)
HIAa<A L% Ty RO TR OFKE Lz L&, et UTHEMC
90 KON T4% et STz, (B 4)

(2) EYEREAER (& - I

e (7o T ATE, EEREROME) 12 I 2Aa~A o A BEEEIRNE S (3.0 mg(h
i)/kg (REE) SUTHRIE F#5 (3.0, 6.0 X 9.0 mg(Uiff)/kg RE) L. Mg
FEA LC-MS/MS (2 & v llE sz,

FIIRNEE G281 D Crnax XN T2 1E, Z40E 4 3.14 pg/mL KT 44.9 IR CTH D |
Be5-9 BRI IR 2 e o 7,

B THE-TiE, 3.0, 6.0 XU 9.0 mgUMI/kg KEFHZEAZH1T D CuaxlE, FALETL
0.18, 0.75 &1 0.53 pg/mL TH Y | Tmax (X, 6.0 L 9.0 mgUhfli)/kg (KEDEE- T
FNEI 1 KN0.69 BHETH 7=, 3.0 mgUii)/kg KBS TIE, Tmax DEAEIL
15 45, Bl 6 B & ke o 7=, 8.0 K10 6.0 mg(Hifif)/kg AE# 5T,
TNENEE- 12 LTV 10 BRZIC2HI CERRSR (0.002 ng/mL) K & 72 >7203, 9.0
mg(F1/kg IRER G- CTlE, #5 14 BRIZBWTH R bE (F4 2.27 ug/mL)
Shi-, (ZH1, 5)



(3) EMBREARR (4 - IR, 77)

4 (Fleckvieh i, fff, 4 FH/MIFE) 120 I 2Aa~A 3o ZHER TS5 (6.0 mg(f
il)/kg /K2) L, 5 6 FEfi], 1, 3, 5. 8, 10, 12, 15 LU 20 HEZOMAEFIFONC
$e5-1, 5, 10, 15 O 20 B DAt K OEIBNADIRE  GEIBNZADIE 35 Y58
H#% HHIE) ORREDNHIE 7=,

MAEPREE 1355 6 BEE741Z Cmax (0.14~0.49 pg/mL) (2L, &5 3 HE LTI
BRI L, #6520 HIZIZIX 1 Bl CHER SNT=DOA THh o7, FiiREIL, 51
H#%ZIThmiE (12.2~22.2 pglg) (2L, &5 5 HEE ClIcadilapEd L, &5 20
H#% DR IL 0.13~0.36 pglg Th o7z, MBNAMIREITR S 1 HZICHREE (3.44
~5.56 uglg) IZE L, &5 5 B E Clcaudllcd L, &5 15 BRZIZITEERRERA (0.1
nglg) KL po7-, (&1, 6)

(4) EMEREAER & - )

A (TR, BB OME, & 2 BE/RER) (2 3H iZRkl S Ar~ A v 1xHaE
TES (6.0 mglkg (KE) L, #&5-21, 49 KON70 HEON, Bk, Wi, A, 18
SR M O G5 P R IR FEDSHIE ST,

fERER 1 KOEK2ITR LT,

TG OFR T, B GERALAT P > i > it > Bl > R IEG = A A DNRIZ & < |
M 1 BlOBEEALAIA (0.225 ng eqlg) ZFrE, #4570 HE E TIZ 0.1 pg eq/g A
I L,

T Aa A 2RI LR ORI EE 138 G5 P > ik > B g > R iE
SHROIAICE < . BBUNEMFRE OFREREFE L Th o7z, M 1 FloFGEHA

(0.056 pg eq/g) ZMREFE 70 A% £ TICETOMME CERERA AN & 2o7-, =
NHDZ &N, B ZRERE DR b mOATEO R T 5 & B 2 bt
T2, . B O G IO IR ZURS EBFEEM T 0 . WS

L RERD LR TIHAT MmN A b, SH1.T)

U REEAT - 647 (p30 2B H)



# 1 FBT 5 H RSN I An~A T VHERZ TS (6.0 mgkg (K8#H) %0

MR T F G PRI (ug eq/g)

S— Bebitk A
21 49 70
Ji i 2.35 0.307 0.057
ik 0.741 0.051 0.010
Jifi 0.841 0.090 0.038
i 0.038 <0.0083 <0.0028~0.005
HEEBIENG <0.0368~0.061 | <0.0137~0.014 <0.0040
B LEBAL A 16.05 0.649 0.080
n=4
# 2 BT D SH Y I Aa~A U HBEIE MG (6.0 mgkg (K8E) #%0
I A< A A EFREEE (ug ed/g)
_— Bebitk AL
21 49 70
ik 0.499 0.0308 —
ik 0.350 0.0137 —
P 0.0103 — —
NEE AR — — —
e SR IVATIEN 10.364 0.187 —~0.056

n=4 — :EERA (0.010 pgeqlg) Al

(5) EWERestER (4 - Bt KD
A (P, =, 2 50) 12 SH A3 R A~ A v A AR F#E (6.0 mg/kg
RE) L., 3L OIRFOHBEHEMRE OREN OV Tk, A, B, W, $E3E07
A, HEWI KR ORI 31T 27 1 7 7 A VORGSO 72 8 OFBR A Flit S Aiz,
HEHEMEDO KR 713 51% 2 BREICHRIE S, BEG% 70 B OELOIRICEIT 55
(IR IEAER TENEIL 56.56 TN 76.83% CH o7, T D% IFFEMF NSRS

(42.5 K11 58.5%), IRF~OHEMIT D72 -7 (14.0 KTV 17.8%),

Flo, FEBREMIIREMETHY, FEREHE LT, WY 72 —RK
(DECLAD) }XDECLAD Oii7 v AbE % (N-Ii 7 & e AbR K O N-fiii 2
JURAR) 23588 B, B TIEH 202 TO/MEND b T 2T 7 b iFEs (TDO)

DS, (M1, 7, 8.9

(6) FEWEpReiiR K - TR
B (OMEFE, 0 35~42 Hillh, HBMMEROME, 6 It 9 B/ 1o I Am~ A Ly

10



RIF A HEIFFNES L <I3E TG (I 2u<A v & LT 6 megUifi/ke KHE)
IIH I Au<A oINS (6 mg(Ui/kg (KE) L, MiEHF I 2An~<A
VPR 2 LC-MS/MS 12 X 0 HlE Lz,

MAEFEEIRE T A —H —%F 3R LT,

RN GRED A T XA T8 U7 2 13T 100% &5 % i, FIRNEEGEE L
[FIRRIZ, 72N, ZDHBDENT U T Z v RN B NT, [ FRGRED/ A
FT ATV T 41E53.3% ThoT-, (B 37, 38)

#3 KBTI Au~A VU RIFIHBEIFHANE L3R TRGUITIAn~ A~
> AR RN 514 O I SR BhE R T A — & —

Crnax AUChast Tie vd CL BA

B TR (ng/mL) | (ngh/mL) (h) (L/kg) (mL/h/kg) (%)
HHIRA 5552 3,738 25.1 37.6> 1,560 -

PN 436 3,815 28.7 61.4 1,554 102

Ly 174 1,993 32.1 133 3,166 53.3

n=6 (FHARMNIESEED I~ n=9)
a: FF 0 12381T A AMEE il
b EHEIBEIC I A

(7) FEEaeidiz K - o, KB, BBt

B MRS — 7 v —XTam vl X AT v —) 3 AE. EEVHER O
2 2 BEFER) ICSH R T S A~ A v 2 HEBRNNEYS (K6 mgke AHE) L.
5 156 B E COMMMLONEH 28 L, BEGHEELR T I A~ A VU RE%
ZnEh LSC KON LC-MS/MS (2 X - THIE Lz, F£72, kT oREmiz o T
et U7z, 365 16 BRI A B3 D1 2 BEIC DWW TIE, #5156 HEE TO#K
R D HEHEPE DRI 2 HIE LT,

BB K OREH P O EHEMEIRE 2 3% 4 (R Uiz, Mk e s a1,
P 5N AR Y > B > APk, i > P 5 A A > B AR P = BN & 255 e g >
NEERAER DNET & > 72,

DT I A~ AV REER S IR LT, T Aa~A VBT, B5E
(LA A > MR > i > B A = MBS & A R > IR DIETH v . Zhudie
HEHEEORER EFBRLL Tz, B85 15 BRRITIE, I, B P K OVIE SR B
I EREIRR (0.025 pglg) A £ TR L=,

FAAEF ORI OV TGS LT fER, 3272 GE#1X DECLAD ThY . Z0#i
%+ DECLAD 242 6 (TR L7z, L LT, DECLAD Ofhiz, TDO KUV
BEOREFAEL T,

Fehith 15 HMOFEUIRIZEIT B ENEEF 7T I1OR L, B S 2 S ED
90% L E 4% 6 HIMLINIZEIN &7z, £7o, F S BEREEDZ < 1L, #&
NSIEI <Y g Wit

11




52 HRRIZBW T PSR DS - T2 2 & RO s
DL LNFTFENPBEIN SN2 Z L2 BT 5 & IHRE T I A e~ A ool
R THDZ EPREiz, (B 37, 39)

F4 WRIIBIT D SHAERRY X A~ A 3 HRIFHA N 514 OF R M ORE e S
MEEE (g eq/g)

i Bk 5% B % (R)
2 5 7 10 15

FFlide 4.165 1.127 0.713 0.201 0.277
fiti 3.666 1.007 0.830 0.368 0.261
ik 6.487 1.567 1.018 0.329 0.240
B GHENLH 8.989 3.757 0.979 0.520 0.233
e R AL BN 2.580 0.225 0.239 0.032 0.053
REFBARN] 0.190 0.054 0.049 0.014 0.012
RERRIR 0.596 0.2842 0.062 0.025P 0.017>
HEIt & ARG 0.271 0.171 0.106 0.076 0.047
ARt 21.08 2.417 1.130 0.327 0.196

n=4

a4 Bl 3BIAERIRR (0.103 ugeqg/s) RiiiTHD I LMD, 70 1B

b : 4 i 2 FIASERIRAR (10 H 0.0239 pg eg/g. 15 H 0.0102 pg eq/g) R T D v, 5V 2 D

FHE

#5 KIZBT % H ST I An~ A U HEFHANER GO I An <1 v

IREE (uglg)

o &G B (B)
HHAR
2 5 7 10 15
J ek 3.58 0.567 0.275 0.0527 <0.025
= 6.07 1.11 0.567 0.135 0.0370
B GERAIAH A 9.22 3.67 0.973 0.582 0.4042
W AEN 0.164 <0.025 <0.025 <0.025 —b
BT 0.533 <0.025 0.0357 <0.025 —
R & A 0.355 0.174 0.105 0.0672 0.0350

n=4  EEER 0.025 pg/g
a4l 2 BINEERFARM CTHD Z &b, 75D 2 FlOFEEE

b HIEET

12




#£ 6 JKIZEBITS sH Bk h I R u~A 2 U HEIGRNEGEZOMBT I 2o~ 1

K O'DECLAD EE (ug/g)

- o Beh% A% (H)
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
— 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 — — —
— REACIR 0.091 — — — —
WY DECLAD | 0.026 — — -~ —
EifTE | REME 0.17 0.087 0.060 0.040 —
B | DECLAD 0.021 0.027 0.021 0.015 —
n=4  — : BHEEHEHIRED 0.1 pglg LT OREHIHIE L -7,
F£7 KB SH R I An~A v HalfANEE#%
15 HREI O OIRICHIT HEIEER (%) @
K £ PR an
1 45.1 10.6 55.7
2 51.3 15.8 67.1
a: fhHE (BHEE) (o 2%
(8) EWENREHER (&K - »%)

K MR, K0 4 DHifis, EERENOME, F58F 3 SRR, xTHERE 6 BF) (2 I X
oA BRI A BTGNS (I Aa~A 22 & LT 6 mgUiii)/kg (K8E) L.
BeGAZ DB RICINT, MR OB BRI Uz, E7o, BRI L 72Mifins O il b Regrs
% (PELF) K OV&/E X iilayeidiln (BAL Cel) ZH0H L7-, SREL L7347 2 2
A YRR A LC-MS/MS (2 L - CTHIE Lz,

e B SRR 30T D IRENE N T A — 2 — %R 8 IR LT,

I AR~A T ORINKL OGRS . MAEPHRETT 2 FFRZIZRAME (436
ng/mL) (ZEEL, FiHRE 8 RFfiZICARKME (7,388 ng/mL) (Z#L7-, PELF &
UV BAL Cell HiEEIE 24 R ENZ UK (1,130 ng/mL & OF 20,527 ng/mL)
WZiE LT,

L, PELF TiX 115 i CTH D | Al (48.4 i) KUY BAL Cell (87.1 IFfH])
X0 L EN-7208, BAL Cell & OVREFED BT > TWD EB X HND T END, A
2T EROWEHDNE N SN2 &2 bive, FEERERFRIT, BAL Cell >PELF > fifi
>MIEDIETH - 7=,

I A~ A VAT~ OBIHEREWEE 2 Dz, (B 37, 40)
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# 8 MKIZBIF B H I Au~A v U BIFIH BT AR 5% OB SRRk 31T 5
HIAa~A T DOIEYERE T A —F —

HEA Crnax AUClast T Trax MRTiast
(ng/mL) | (hr-pg/mL) (hr) (hr) (hr)
ik 436 5.81 40.7 2.0 20.0
Jii 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) REFEK (Sv b, 1 XRUVH)
TIARTA T UNTT v b, A XROFETREROKRE TR SN D Z RS T,
(2 4)

(10) KBEER (1 X)

A X (MERE, & 2 BE/EE) 10 SH SR I 2u~A 2o 2% 0#5 (10.0 mg/ke (K,
24 FFFIFEINGC 2 B 5) L, 2 [BIHOES 6 KO 24 Bifikic, Fg. BheE e, 5
Wi, MEH K OB ORGH7 1 7 7 A Vet LT,

FEIREIIRZLARTHY . EERFHW E LT DECLAD 23§80 bniz, /-, &
TORHET TDO KU ED DECLAD D7 L /ULEHTEH BTz, BlE T,
N-t Re$o 2T UEREEREH TH -7, (BH9)

(11) REEHER (X FRUK

FROML 1.6), (7). Q10) IOFERNG, BMENIZIIT 2 I Ar~A > OfRG
2OV, RO &L D ITHERI STz,

A X, FROKICBT 2IBOMNERE L LT, VI Aa~A o no—T7 LB
O LUTREEZ, ZORERY 77 7 —AOREEN KD Z & T DECLAD 234
S5,

A X} O TlE, DECLAD 78 N-fii. 7 /L% /L{k. &3, DECLAD @ N-fii. 7 /L 3% LAk,
BB ER SIS,

K Tli%, DECLAD & TDO LISMZ, KFEETH 573, DECLAD O N-ii7 /1%
JEEMITFINS T2 B X OND E—7 BRARLNTWD,

PEDZ et A X FROKIZB T AT I Aa~A Vo7 e 7 7 4 uid,
BHINELL L T s B2 b, (B 3T, 41)

(12) NV #EHER (v b 41X FRUK)
HIAawA DTy b, A X, FLOEOIMSEN 2 X7 EA~DFEEEEIZ DV
T, invitro THigt Uiz, Mg sSH AR X An~A VB L LT 0.1~3.0 ug/mL
DOFPH TREARIZ OV TR L 72,
F v b, AR, FEROEOIMGEN 2 LR EA~DREEREFK IR LT,

14



HI2ZAa~A 2 OFRMIET Z R EA~DOFEERITE 23.1%TH Y . fhoEfE
EFELIL T, (BPR 37, 42)

F9 Ty b, AX, FEOKEOMIEFHZ L SVE~DH I Au~A 2 DFEER

- IR (ug/mL) T (%)
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+1.4
A X 20.4+£0.9 24.2+1.6 21.5+0.3 199+1.3 21.5+1.9
4 25.6+2.4 25.4+1.0 26.5+1.2 26.5+2.1 26.0+0.6
& 24.4+21 22.3+2.7 23.8+2.1 21.9+0.9 23.1+1.2
n=3 FE + FEEREE

a : 4 IR D)

2. TREAER

(1) %BHR () @
A (RNVARZ A Tl 3~5 DA, 4 BRER) I I Aa~<A 2 (0 Xid 6 mg(y
M/kg REGEHE) ZHEMICHRBIEZ TG L, MR, . B B, NEEO,
Pe GENAR N ORI S LC-MS I X W lE Sz (EEIRA 0.01 pglg) .
FERAZFR 10 1R LT
BEGHEARP M OV e 5- 65 Bk & C, BlgCldkes 40 B F THRENR
DAVIEA, AL OB T, #5-20 HEOERG 141 (0.01 ngUifi)/g) #krEike
LR BT, (B 1, 10)

F10 PRI 2HIAn~A T HER TG (6 mgUMi/kg (AH) %D
MR (ug(hiif)/g)

S— BG4 (B)

20 30 40 65
P — — — —
JFhek 0.39 0.25 0.13 —~0.062
R ik 0.29 0.08 0.05 —
=0} —~0.01a — — —
/NG 0.06 0.02 —~0.012 —

FEGEALIE TR 10.63 4.26 1.10 0.09

n=4

(2) 5&HEEER

%) @

—  EEMRARN  a  WEEO RN EERRA AN

M (RNVARZ A Tl 4~6 DA, 4 BRER) I I Aa~<A 2 (0 Xid 6 mg(y
M/kg REGEHE) ZEMICHRBIEZ TG L, MR, . B B, NEEO,
P GERA A DR IEEE A LC-MS I X 0 iliE S (EERAR 0.01 pglg) .

RAZF 111K LT,

15




JrF, R M QNS EERA AR 4% 2 il TS 65 H s £ THRREEDSERD HL=0s, #h
ALK OERG Tl Z40E41 30 KUV 40 HRRIZ 2RI E BRI & e o7z, (B 1,
11)

F11 PRI DI IAm~A T HER TS (6 mgUi/kg () %Oy
AR (ug(Uofil)/g)

_— B G445 (H)
20 30 40 65

io1%) —~0.012 — — —

JHF gk 0.37 0.18 0.11 —~0.022

ik 0.47 0.17 0.13 —~0.022

HER 0.05 —~0.032 — —

/Mg 0.10 0.03 0.02 —
BEGELIE T AR 3.46 0.56 0.11 —~0.032
n=4 — :EREFRE  a: WEMEO—AE IR

(1) KO (2) OFREFABROSAEND, T A~ A 20 OFERBIERE L, RE O
P> TR L, REGEMIHA %2 &Sz VT, #5656 HLIZIX ppb L
AL E TR LT,

(3) HEHER (K

B (S v —~> T RL—AXET ML), # 3.5 A, BB O
A 3HEMFR) I Au~A VU BIH (H An~A v E LT 6 mg(Uifi)/kg AH)
ZHAIANEES- U, BRI E Sz, BE5- 1, 2, 4, 7. 10, 15, 22 T30
AT, ARk O, s O, MRS, MR & I EEE ., BN R O
BeGINLERARR) F O A BRI L, LC-MS/MS IZX > THI A~ A VU RES
HIE Lz,

MFER T I An~ A 2 U BEA# 12 1 OR Lz, MAEPEEIL, &5 10 BT 1
B ZBRWDTHRHIEAR (1.0 ng/mL) K& 72 >7-,

KRR R 2R 13 1R Lz, Ds R ORI i, B85 7 HRRIZRFINE
BRI (50 nglg) Aiifi & 72 o7z, NI &AM CTlX 10 B, A OVE N <k
15 A&, HGHENELAMHPTIE 22 A%, AN T 30 A&IC2H7 E &R
SiAm & 7roTz, (BHE3T, 43)
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K12 KRBT 20 I A v~ A ¥ RFIHEF ARG O M PR (ng/mL) 2

Eh% A% (R)

1 2 4 7 10 15 22 30
54.1 + 21.6+ 498+ | LOD(@2)~ | LOD(5) ~

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

n=6 (&5 1 H%DH n=48)

LOD : BHBEAR(1.0 ng/mL) A

at Y+ BRHERE TR U, 72720, EERARIESUIMRHIRFR OB 2 Gt a13, #HTRL
2o FEIMNOEEIE n 0

#13 KBTI Ra~ A o U BIFEEIF RN 5% O ERERE (ng/g) 2
- % B (B)
TR T 26 7H 10 5E | 228 | 300
3,277 2,455 153 LOQ(B)~
JlER < LOQ®) | LOQ®) | LOD(®)
+939 + 706 +253 +63 51
9,880 6,144 1,802 394 104
= LOQ®) | LOQ®) | LOQ®)
+3177 | +1,161 | +361 +152 +33
1,560 773
W1 ’ LOQ®) | LOQ®6 LOQ®) | LOQ®) | LOQ®
Coflik 4593 + 949 + 56 Q) Q) Q(6) Q6) Q6
WEES | 505 233 £0g® | 10g® | “°°°~| Lob® | Loq®
A +129 +117 +21 LOQ(®3)
WY 509 287 LOQ(®)
EN=Rl LOQ®) | LOQ®) | LOQ®) | LOQ®)
+110 +106 + 28 ~58
d]
LOD(1
BeG58 | 17463 | 18,316 | 4,530 2,593 692 LOQ(D~ | LOQ(1) N< :
NFRA | £3,769 | +£11,082 | +£4,475 | +1,400 + 295 1,262 ~122
LOQ(5)
e b
\ 1,165 4,079 1,116 | LOQ® | LOQ®@ | LOQ®G)~
NJERD LOQ®6) | LOQ(®B)
i +522 | £5079 | £2,064 | ~1,567 | ~1,144 88
AhIR
n=6 LOQ : E&ERF (50ng/g) A  LOD : MM (2.0 ng/g) A

a Y £ BRERE TR LU, 72720, EERARIESUIMHERICRm OB 2 G513, #HTRL
2o FEIMNOEAEIE n 2

3. EinEAER
HIAn~A L DOBEEENRBROMSELE 14 LOFR 15 1CF L=, (&1, 12,
13, 14. 15)
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# 14  in vitroi BR
FRATTE H Rk & (EES
IRZRA | 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
FEscherichia coli 0.033. 0.10, 0.33. 1.0, 3.3. 10 i
WP2uvrA ug/plate (£S9) -
YutfRRER | F v 4 =— XD A X —[250, 500, 1,000 pg/mL (£S9). -
B JREESE (CHO) i |4 SRR, 16 FERAEHEHIR -
125, 250, 500 pg/mL (—S9). o
20 FRFfATE TR L
a : 500 pg/mL CYLEARORIER T 2 A9 DA BRI Lz (3905 o 1,000 pg/mL A EClIEEA
MRS DG T X Ao T2,
%15  in vivoirlR
FRATTE H Rk & (EES
/EZalER ~ 7 % (ICR %, M) B0, 500, 1,000, 2,000 mg/kg (A o
ikl BAEISRHRR 142 5 8
AEH DNA|Z v~ ~ (SD &, KE) AF#H 0. 500, 1,000, 2,000 mg/kg {AH
&h% (UDS) |hd HAERRR A& G- e
R JVERRRER - B G- 2~4 B
0. 500, 1,000, 2,000 mg/kg {AH
AR A $2 5 i

JLBERERE - B 5 12~16 ¥

PLEdD X 512 CHO #ifuz V= in vitro DY R w3 ER CHbEORE R ThH - 7=
D, EIRFRE RGN DN In vivo BBROGERITWThbEETHY, TIAe~ A
ANTAEMRIZ & o TREBE & I DB IFEI TV e B 2 bz,

4. 2EEEHER
(1) 2EFHEER (v b BOKRSE)
7 v b (SD k. 8k, MEES 5 L) 2V T, BERRGIC & et m iR

D3FEhE <A1, LDso 1 2,000 mg/kg (KELL ETHH7-, (&1, 16)

(2) 2aMEEEER (Y ¥. BRIRE)
X (NZW FE, MEER 5 0 2 AW T, BRI L A 2R al B 320 S
. LDsolE 2,000 mg/kg (IKELL ETHH-T-, (BIE1, 17)
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BRMEEHER
(1) 28 HEEZME4HHR (T v k. EfEikS)

7 v b~ (SD &, MEHESS 5 VL/EE) 2 W= H 2 2a~A 2o 28 H EREHR S (0,
0.5, 1. 3. 10 X% 100 mg/kg AHE/H) T & D di e 5éh S iz,

—IRAE, (RE, B, MKRFORER VB ERICBO L, &I o505
s Eﬂiﬁ?ﬁo 770

MRA AR CIE, 10 mg/kg R/ H & GHOMET ALP O, 100 mg/kg &
i/ H B 5HEORET BUN O ONT 3 &) 100 mg/kg (AR T/ H e 5HEDOHET Cl O3
IN2ERD B8, FEFEMICZ U< IEE&FHANOE THh - 7=,

TR AR A IZ I\ T, 100 me/kg IAH/ A 52 5-FEOMERE THHigO RIAARAE Rz
RO E ZE R L ARD BT, (B 1, 18)

AFRERIZH1T 5 NOAEL 13 10 mg/kg (AF/H & &2 bz,

(2) 13 BMERMEERR (v~ BEERS)

Z v b (SD %, MERES 10 DU/RE) Z2 A2 0 S Au~ A 200 13 HEETREER 5 (0.
30, 60 X|¥ 100 mg/kg AH/H) 1T &L 5 dictmEatings 5 S 7z,

#ﬂ%ﬁﬁé\ IREE, fEEHE, MRFIRA, MRAE LR & O BRI BV T
13, WEIZLDHEITA NIRRT,

fﬁfﬂfﬁ%%ﬁ’ﬁﬁﬁ BT, 100 mgrkg AT/ H & GHEOHERE CITAROIBE [z i
D HIEE 0)%{“ BMEOZERUENRD bz, (B 1, 19)

ARBRIZH1T 5 NOAEL 1% 60 mg/kg (AH/H L% 2 b=,

(3) 13 EMEZHEHAR (1 X, BOks)
A X (B =7 )VHE, MRS 4 VURE) 2RV I Aa~A v oo 13 B O&S-
(0, 1, 8. 10 X% 30 mg/kg AEH/H) 1T X Dl 32t S i,
—fRCIRRE, (A, EEIRN OERERICBO T, REICI DI LN -
770
30 mg/kg ARH/ H £ H5HETIE, MIRFAIREIZIBV T MCV U MCHC DI 537
SN, Hb KON HE (2D A SR T2 Z LG | SRIERAERIC x4 D8k &
1355 2 VR0 T, MR LRI B Tk, AST KON ALT OEINAA S,
BIRRAT FAZIBUWN T, THEOANEDEZERD H il
JRERFRRR AR AT I 23\ C, 3 mg/kg (REE/ H LA EREGREONRSE TRl E Zen b 2 £F
o7z FEGBERDFED H i, 30 mg/kg (KE/HEGHETIE~7 07 7y —T OiREE L
STz, F£72, 30 mgkg RE/H&EGHETIE, 2ENIEMMEBROZME, HE 1 Flc
FEI ER B o Zeafb, WERES: 1 BICAMOWERIRZENE, 1k 2 61 % QMBI DI
B AP 2 b A £ 5 R B ORE R SUTBIE RN A iz, (1, 20)
3 mg/kg REE/ A LA G RAZ BV TIHEA~DOZENZRD LT 2 Lo b, RBRIC
B %5 NOAEL i% 1 mg/kg (KH/H & &2 iz,
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6. EBUSFHRUFEI AR
(1) 52 EMEHSHRER (1 X, &FOKkS)
A X (B—7)VHE, MRS 6 L/ ZHW-H 2 An~Aa v oo 52 Bk &S
(0, 0.3, 1 X% 3 mgkg KE/H) 1T XD MM T ST,
3 mg/kg REE/ A EHED 1 T S-S, B — VRO RE Rk D
TN A B, RS OBIEIT/Z2 <, SRR LD EE X BN,
—fRCIRAE, (RE, BEFE, MKTFROME, MmKA L rod ks ER&ICB VT
3 BEIZL BT Lo T,
BRIV T, 3 mglkg (RE/ H & GHET, MEOEFRE K BF LK
HERE DRI > & WA BE D ZE R AR A SHERERS 1 B8 DN S - IAREERE M OMASER oD LRz %8
NaTERR OISR G OFREE D A 4 I TRO b, (B 1, 21)
ABRIZFI1T 5 NOAEL 13 1 mglkg K/ H &% 2 bz,

(2) 18 AMEFELAMRER (VR EEiRS)

~ 7 A (CD-1%. 3~4 s, MEHES 70 DT/EECIREE, MEMES 120 DL/ED) 2 v
eI Aa~A O 18 A RHREEE G (7 : 0, 135, 490 XI¥ 1,430 ppm(0, 23.7
~33.3, 86.9~122.1 i 256.8~360.8 mg/kg 1K/ H). M : 0. 150, 570 X% 1,670
ppm(0, 34.0~44.0, 127.5~165.0 X|% 374~484 mg/kg KFE/H)) (2L BFNBAM
FRERN S S ATz,

METIX 1,670 ppm 58 TRATE O T L OREH NG, HETIX e 55 TR
Sy NGNSy gl

—fetREE, MR A K MR A LRI BV Cid, G2 L DT A5
N AWAIRYS) 710

B AIMRE T, 1,430 ppm B GRHEOREZISN T, ~—F—RIRIE (69 i+
5 5(7.25%)) M3 BTN, ZDORFED~ 7 ADIEEFRE LT HRICALND b
DTHY (1.67~14.0%), HHITERTHHDLIFB 2 LN -T2, ZOMIZEE
(KT 2 BB TR LR h-o T2, (B 1, 22)

AFRBRIZBUDNTEB AT SR -T2,

(3) 2 FEFEILAMRER (Tv . EBERS)

Z v & (SD . 3~4 i, MERER 70 DLAEGERRE, MERES 120 DL/ER) % Hu -
T Aa~A o0 2 ERTEAERS- (0, 100, 300 XiE 1,000 ppm(if: 0, 6.1~11.1,
18.3~33.3 X% 61~111 L O : 0, 7.5~13.1, 22.5~39.3 X% 75~131 mg/kg &
FH/H)) 12K DFNAMRRER i S vz,

1,000 ppm ¢ 5-FEOMERE CEEFE O MEM, (AREOIK T L OMREIEIHENHI 5
i,

—BIRAE, MR L QMR A LR IRV T, B EIZ L D EITI AL
N AWAIRYS) 710

SR PRRHAR A AR T, 100 & 08 1,000 ppm B5HEDOHEC IS T, BRI IEEE
JRAEIN A B, AREHIFEARIEDS 1,000 ppm $5-4ET 70 FilH 6 il (8.57%) . Alaflfia
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JEHY 100 K2 TN 1,000 ppm 2 5HETH 70 BiIFH 141 (1.43%) 38O LI, DR
DZ v hOBEFFIRE L THRIZALNDHEOTHY (AlaflaiiE 1.67~12.0%.
AHaillEsE 0.87~3.85%) . AN MHIaARIEI I IREE (120 B 2 ) CTHRED B, £
7=, A ERE O OEEINIERD N oT=Z b, HEIERTA LD LT
B2 DR To, ZOMIZEGICER T A SR A8 b o T, (B 1
23)

AFBRIZIBUWNT, BBAMETA BN o T2,

7. EERESMHAR
(1) ZtHEHREBSHRER (Ty b RBEERS)

7w b (SD &, Fo: WEHES 26 DU/RE, Fa oo MERESS 20 DU/RE) ([T I RAa~A
ZiREER - (0, 10, 30 XX 100 mg/kg (KH/H) L, AR MR T S
Nz, HIAxm~A 0%, FoCraschd 10 @Ea7, Fr TIIAE 11 Eain s, AR
W20, B THRIZZNTN F O Fe iRl (5% 21 H) TSI,

100 mg/kg (REE/ H $ 5HED Fo DMELZ 35U T AR I AR EREMBNH A3 A D iz,

BIHRARIZ DOV T, Fo KO Fy iR &SIz, SPATIRIAR, A X T8I XD
PR M OVED AR ARG RE (REER AR S O B ORE -5000 NSRS 7 D3 Eh I K OYE
RE) (CHGICHEA T BB I SN2 o 128, Fo OV Fy A E 12 100 mg/kg &
H/ H B 5 CIEE RO 3 A bz,

BRIV T Fo KON Fr R E Hiz, R, IR, 75 &K ORI
MR H- DI S o T2,

Fo Y Fy AR D 100 mg/kg A/ H 5 58T, gl 23T 2108 Rl oZE b
NILITZ, ZOREIL Fe R TIEA LN o T,

IREWOALFRIZITB G- ORI A e -T2, L, 100 mg/kg R/ H G-
HTIX FotRIzHIT 2 —EOEREDNEEILH D LTz, 207, [FHETIER
B OIREOHEINN A DIz, Pttt RO Clix, SRERMT, KRERMIFED &
T2, 10 mglkg (AH/ H - GHEICISI 2442 7 HIFTNT 10 & OF 30 mgrkg (AH/ H i 5-
FECRBIT B4 21 ATH, WEMMEEOMAA LN, Ziub Fiifto B8
OREEINT, H5HHUCBT DERBED D2 LIZBR L TV D B2 bz,

i AR OBEFLIRF O B 2351 Dges BRI Tk, FfROMER M QR B D
WA BTz, 2o O UITEEMIOREDNRKRE N LITERK L2 bEE XD
Nizo RO EEMIZINT DB RIEEOEIUL DRI T2,

Fo RO IREMW) TlE, RESESERICE IR LN -T2, (B 1, 24)

100 mgrkg RE/ B GHEZIBWCL IS 31T D I SRR 20072 22 b R OVE 8K
DWW RBENT=Z ED, W R OEEMW 5% NOAEL 13 30 mg/kg R/
H&EEBZ O, £72, FRRIZ OV TR, 100 mg/kg (KE/ H 558 CRE R ORI
DAL Z £, NOAEL 1E 30 mg/kg (KE/H &5 2 HiLlz,
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(2) HESHHER (TOR| BiHEOESE)

~ A (ICR %, 25 VL/Ef) OIHR 6 HODLAEE 17 HETH I Au~A 2o & il
FOEE (0, 100, 300 XiX 1,000 mg/kg fAE/H) L, AT I 7z,
ITHR 18 HIZH FUIBA L Cha i A ks L7z,

REM) T, 1,000 mg/kg (RE/ B &GEETIELHIN 4 FlRED Hiz, [FRETIX 4 61

(ZD9H 2 FIIBECH) ICBWRINAA B, £io, BFEBK T, B3 AN
72U, HRHE NEE, HRE - KER(E, g E b, A EREEED L O B R
HEORD DA O, 300 mglkg (RE/ H#% G4 CH B 72k = RO A A6
iz,

JEWE T, 1,000 mg/kg (K5 A &G CHEREBERBD DAL, F8IET, 0

%‘% AEERESIER, AEfbE N, Redfvls (B4 H@W oA

WCEE, BHEE. WE. siekofhFE, BRE. e kOEEics T 2FEE

L%%’nf: 0 DILEEBO BT, (B 1, 25)

AFRERIZI1T 5 NOAEL (3, 1,000 mg/kg IAH/ H £ H5HHZB W CREMI O, F
HHR IS D BN & ONR VR O AR gD 75% LN Enn, HEW R OB & Hi
300 mg/kg AEH/H L& 2 Hivc, (BT e o7z,

(3) RESHHER (v b, BERO®RS)

Z v b (SD %, 25 PU/RE) OMHR 6 H ) BIHRE 18 HE T I Aa~A v Z kil
FOEE (0, 150, 300 X% 450 mg/kg fAH/H) L. AR I 7z,
iR 21 HIZH FUIBR L Cha R AR L 7=,

REEM T, 450 mg/kg AT/ A #GRET, 17 FIOIETEAE00 b, 1 FI230a%% <
iz, —MARRETIE, SKLOHEBRDHIL, BiK, ﬂﬁiﬁ%ﬁ%@ﬂéh HRAEE « ZKAER(E,
IIRIR, AR, TUEROE AL L OMRE O & 7o bR IR BTz, 300
mg/kg RE/ HIREGRETIE, 1 BIOFELE D b, i, KEOEDAH LT, £
7o, ECORGRET, BEHEOR . RERIH L QYR 5 mEOBD 8D 5
i,

JRIETIE, 450 mg/kg (RH/ H 58 THERMEERFED D32 B, BRRDrE B
YN H%ﬁﬁ% f i O B O SO TRV E OB CEIE, B, e, AMRZSE, ik
$$ﬁ&0%%%IUL§%$Eﬂ&0%m%@kﬂﬁﬁ9ﬂﬁ%ﬂtoit 300
mg/kg RE/ H B GRECIIA B REERMD DA B, BRI RIEEO LR, BE L)
B FRETE LB b=, (B 1, 26)

VLEDOFERN S, ARBRIZEBIT 588D NOAEL 13k 54103, LOAEL & LT
150 mg/kg RE/H & & 2 biv7e, BEHO NOAEL 1%, 300 mg/kg {48/ H &“Efﬁifvﬂﬁ

IROEERD BRI SN2 E0ve, 150 mglkg RE/H & & 2 Hiviz, {EariTEd
%7}%72575)0 72

8. WREMEFRAW-TEe AR
(1) &
T (T AR, T oA, MERES 16 ) I S Aua~A U RIFIE 5 H
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MR T 3 [Ef THE (T An~A & LTO0, 6(FHAE., 18158 Xix 306
58 mgkg (KE/H) L, ZeMRBRNERI N, BWi3weis 5 XN 10 Hi%

(IRERE, iR, MR RO E R R E L i L, &b 5 A%
(ZER LTz, iz, BB, Rk O G50 SOS O8I 2 S LTz,

AP ZE T T, COBRGHICHETHITRED HT, —MREL OMEREZ(kIZ
BN TARGA DOF G THER S 2 52280 3500 Hive o T,

MIEFHIA ClE, RBC. Ht &0 Hb o A EFARIN 2 i ONZ PLT o A E:AHBS
A7 BEL ST 3, RHHRREE OZEITEW &3V 277, EEEOFEPHN Th - 72,
MEALFHf4 Clx, BUN, Cre, Cl, Mg, P, Fe, ALT & O T.Bil O/ ONT
GGT OO HTens, HEMBMEL R -T2,

JRERARRR AR T, TEGHALIZ T 2 i 20 5 PZEIEMESSE I ONC IREE R
(BT HHIRENZER L N N ARGEIZADS T i, MHEEIZIT A E N ZE
falx, ~7 a7 4 RRPUEWEOIET 2 VU VIREEZRL &5 2 B, 30 mg/kg (KE
| A FEGEEOMEESS 1 I BNTeDIHTH ST,

L b, ABFI O GIRRT 2522803, BRTIICREE 7 22Tl Z4
PRIZHIEIZZ2W b D LB bz, (BR1, 27)

(2) K&

MR (R, 5 G, MERES 5 SERE) (CH R An~A 8K % 5 3RS T 3 [Elfp
WNEEG (I A~/ ELTO0, 6 (FEHAR., 18 G 5 XiE 3065 &) mg/kg
RE/E) U, 2R Ee S 7,

&hH-Z L, —ikeogls: ((KHE, ﬁ@ ﬁmaﬁ PRESAT, MR AR M
ONMIIRAEA LSRR NG STz, Fo, Bk 1 BRI, S OYR BRIk
FRALAS S0 < A7z,

BRI, IR0 T,

—fBRAE S LT, 18 mg/kg (KH/H UL EBRGERIC, BEORAEER, LB, REH
HOIVEDS, &5 3 g £ ClTIiFEE Lz,

mﬁ%m&wﬁfﬁzﬁwf\%o#%mﬁﬁ%hkﬁaﬁ%okﬁ\wfﬂ%%
BB OB G X DB LIIEZ DR T,

MR K%E’J’@ﬁﬁ TRV T, R & 5 REIC AST KON LDH OA B 2N I 5
AUIZDY, ZAUTARAINEE G2 X DR AIAME S YR OFERERIIRIC L 0 726 S D
ZEROHBEERIFENRA LN TND Z Enn, H I A~ A V2 TSR F Ok Sy
WCERRT DD EEZ BT,

FEGEMIRS & LT, 30 mg/kg (KE/ H B 5-8E0 1 55 TR A OV ERR S 2 5 4L 7-
ZLUSMT, R G CREDERNA LN Th o7, WEEROE b E L
T, B AZFIEMIE, B & O N IRIRERROBESE, R A ONT
THEWGRERR ORFHEEIEN A S, FOREITHEKRFETH -7, LrL, Zhbod
JAFTRIEROEN T, —fRICFE OSBRI X W iERT 5 B2 b,

IINHORERNS, KICHESEH ED 5 (&0 T I An~A v % 5 HIERT 3 [BIfh
WNIZEG- L TH, 2 Mo@mEEA LT, ARFIOZAITINNE B X b,
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(W 37, 44)

9. WMAEWMFIFEICET HHER
(1) E MER#EISHT S MIC

TR/ b N DOIFE BRI IR 2 0 2 An~ A 2o d MIC 235500
% (F16), (B[ 28)

16 b MEWNMIEIZT A I Aa~A v 0 MIC

4

PRtk

MIC (ug/mL)

MICso MICgo P ERBS) P
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 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 SNTCEHFRD 9 B e B KV MICso 23 SV TV 5 DI Bifidobacterium sp.
?® 0.125 pg/mL T&H Y . MICeac2lZ 0.74 pg/mL (0.00074 mg/mL) EHEH Shi-,

(2) #EhmAEE

I An~A v OPIZET 5 8 MIBT 57 —Z 13780,
LN L7enN G, HUMWE CTHLH TV Aa~A BT b e hOPEICEET 57—

RIZHASE HIRuvA T U0E, B bR O¥EIZXY .

—EBIAEB RS

EEZLND, B MBI T VAL O O#E (500 mg(KE 60 kg Dt
R T 8.3 mg/kg (RHE)) TiX, BEEDK 3T%HMIE X OFERETIZ A L. 4.5%73
PRECHRIE S ATz, 5D D 50~60%IZABT K OFEEFICHRt SN D B2 bihvd, B
HUTEEERE  (leostomy fluid) DT V2~ A 2 0 DK 50% N KEAARTH
HESHTEY., BBOETAREBEOT D 2u~ A 2t BROBEEDOK 25

~30% L EZ HiD,

ZOZEE A RIBIT BN I A~ A 2 OFEHENEREE M OGEERER ) b S FHf
SND, BRI, A X (B—7 VR, MERE, 45 2 DURER) (2 SH AR I Am~ A &
VAROEE (]9 10.7 mglke RE, £ 24 BREIRE T 2 B E) L. OIEFREG S
Hee G- 24 % & CL MR, R M OS2 B L | ik - 6 KO 24 el Ok

2 IRFNNZ OEITKR L TR AT 2 BhED & 5 J& D44 MICso D 90% EFERRFA D FIREH 5 HEH
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FEAGN M % ok M ORI A BB U T, ek 5% 6 KON 24 BRI OHE) 5>
b, FIEIEE 19.1 KT 46.9% D EHEMEN B S 47z, DIk e A EI3#EEHIC
PE S (kI 544 6 HERE T 12.5% K& 08 24 HFEI#% T 34.8%) . R BRI TEA>
STz (P 54% 6 T 6.7% M T8 24 HEEIH% T 12.1%) , Fof&f - 24 FEE% O
A XOFEIBNEMICBIT HH I An~ A ot BRARGREOK 34% Th -7,

HFEE L, ToAa~A, Vo azfHnize MBI DEREOS XIZBIFH I Am
~A T URROEGORRN G, v N OREIGNIE R T A PUEIEEE, 9 30% & L
TW5, (28, 29)

HI A~ A T DOFEMRIHRIZONTL, A X &AW BRICBIT DREGNER
DEIIETHD 34.8% %A THZ LMY THDH EEZ LT,

(3) EEHEEHER (E M)

I Av~A 2 OFEFEGFERD 12 IIRE (0, 0.4, 0.6, 0.8, 1.0, 1.2, 1.4,
1.6. 1.8, 2.0, 2.2 KU 2.4 pg/ml) TEM SN, EFL3LORT LT ¢ T Hk
DHLOT, ZWEREE U C Enterococcus gallinarum % A\ -, FIREDOT I An~
A T ATRE LTz e M EEFERUEE GEREEFREL . 0, 256 LTN50 wivde) LiRA L., 553% (0,
0.5, 1, 2, 68&ﬂﬂ2ﬁﬁ)bto

FEPRIE 25 wiv% Tl FEAIIETH Y . fiaRIL, BEERRORE L & bi
%MLsﬁ%uﬁwk&&otoﬁﬁgraNW% X, HEITDRETH Y | B
MzwL T, s RKOMER (83.3%H) %~ L7, ,ﬁﬁ@(&%}; 50 WiV% in vivo & B
VR TH 5 &F 2 BT,

LIEDFRERNS I An~A 20 LEAIREEIC L ORERIL 833 %a A5 L
Ex b, (BH28)

(4) EMEA 28511580 5I1C X 5FANE
EMEA T3, [IL. 9. )] DA X Ok (4% 538k 15 L REEAN DORIEE % 44%
ELTWD, £z, [IL 9. Q] OFEMEREAFREERICB DT, ZE Lo #H %
WTWNWDZ EnD, BERIEEDIK TR 72 EE 2 B, 83.3%BOMEAREHAHYE
I FEIREE 50%I2381T DR ARERIKL LD 50% & L, FIFAHE & LT 0.22 D
EZHNTWD, (B4, 28, 29)

(5) KBEoERHRERICxd % MIC
HIAa~A O DECLAD Ot MBWNHIFEEZ KT 2 HEfEIC 35
MIC 23~ 6T 5,
DECLAD (% Fusobacterium 1 HRIZF9OFLETEME (MIC : 256 ug/mL) Z7~L.
it b BN 2T 5 49 RIS L TlE, PLEiEEEZ RS RoTe, (B
30)

| —RIEER
et o 18 MR kSR, TR, R
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THIEERIC OV TG Sz, fERER1TICE LD, &1, 31

F£17T HIRAO~A D 13 BRERERGIC X 5 iR PR 5

AERIE H EhFE (B 5RK) 58 (mgkg (AH) FES
Z vk (SDR)
0.5. 1. 3. 10 KUN100 | 8701
R | RIRRE - 4T (&) 8
PR | B FRERSR | A X (BE—F L)
. R ) 3. 10 %0830 27 B
ME
Sk (SD#
7 (%X(D) ) 0.5, 1. 3. 10 %100 R L
e " =
= R D —fR IR RE A X
. (B—27 L) 3. 10 &1} 30 =75/
(M)
gt 4% (B—2 LFE)
; LI &) 3. 10 %1*30 SR
7N ME
MIEAEA LSRR Z vk (SD &)
EHEHE 0.5. 1. 3. 10 X0 100 T
PR (BUN. Cre) (&) g
Mk MRS A X (B—J)VfE
i R (E=770) 3. 10 X 0¥ 30 L
Ve[ (PT. APTT) (%)

11. ZOhoEEHAR
(1) BEREERER (D7)
U4 (NZW i, k2 DT, #E 1 08) OFRE L7-BEHEJFIC, I Ar~<A 2 (0.5
g/lt) A4 4 BEREA L7z,
Z ORGSR HE 11T, BURAIEEA B G- 1 REER O T2 el 3 TR A28,
Beb- T B E TITIEERE Uie, 7 I Am~ o S UARENTHIEIED & 5 &HE Sz,
(21, 32)

(2) ERRIHM4EEAER (U5

U (NZW fi, i, 305 OAIRICH I An~A > (0.1 g ZHEES UK
L7,

ZORER, FARFES 1 %I 2B RO LI, 7 XX 14 B E TR LT, &
ETAIE 4% 5 1 BRI 20 TR B AL, T2 BRI L 14 A% £ TR L7-, ffET
X, %5 24 FERRIC 2B CEERIDEIR 27930038 i, 2 61Tk, #4514 H
BITIRBDGED bz, Fiz, &5 21 HZICEFITIZORENED bz, H3
2~ A 2 ATIRRSEE S HE ST, (B 1, 33)
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M. EEHREEF O
1. EMEA |28+ A5
EMEA TlZ. #ESA) ADILIC DWW T, A X D 52 i8R MRER > NOAEL 1 mg/kg
KE/HIZ, 2248580100 2 L, #EFA0 ADI 0.01 mg (10 ng) /kg A5/ H 5%
L7
AR ADL 2OV T, MICear 0.74 pg/mL 726, FRedoR U X W EE STV
%

0.74 (ug/mL) x 220V
ADI= =12.33 pg/kg A5/ H
0.222 %609

1 : FEBNEM O (g)
2) : RO EZ L AR H TEEZ 24y (0.44 % 0.5)
3): & MAE (kg)

TP ADL (10 pg/kg RE/H) 138EY 00 ADL (12.33 pg /kg RE/H) kv IK
W2 B, EMEA TlE, A3 zxua~A> o ADI & LT, #HEF0 ADI 2801 %
TENEYTHDHE LTS, (BR4)

2. FDA |25+ AL
FDA TiZ. #ME2#H) ADI 2o\ T, A X 52 ez ERER D NOAEL 1 mg/kg
IRE/HIZ, 2284550100 2@ A L. 2500 ADI 0.01 mg (10 pg) /kg IKE/H 25 E
L7
WA ADI IZHOWTCIE, MICeae 0.477 pg/mL 735, FieORUC L W EEESN T
WA,

0.477 (ug/mL) x 2207V
ADI= =35 pg/kg (RE/H
0.052 x 609

1 : AEIBNE O (g)
2) : RO G X AR TEEZ2 431 (0.30 X 0.17)
3): b MAHE (kg)

MM ADL (10 png/kg IRE/H) 138422 ADT (35 pg kg (RE/H) L WKW\
LB, FDA Tl I Au~A3 0D ADI & LT, B0 ADI #4235 2 &2
WU THHE LTINS, (B 34)
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V. BRfEREsET
. BEFMEEIZDINT
( 1) BinEEHER
BAaMERERIZOW T, In vitro 3R & U CHIEE 2 AV T 18R 220828 Badlin o O

CHO iz e AR E RS, in vivoilBi & LT~ v 2 EHliaz A 7o)
BBk N OV~ IR A O 7= AR ER DNA G RkaRER 23N 580 S 1072, 1n vitro iR D
CHO e 2 F - Yt R B R ER CHIIGIE DRGSO N2 b DD, in vivo i RO
FERITONT NG RMETH O | BRI L > TRERTE L 72 28 m@mHE TN EB X b
7

(2) FBRMHMAR
HaMEEFMEERIZ OV TIE, 7~ b 28 HIF AN 13 B[R 15388 N A
? 13 WA EGRBRAFE RSN, 2D ORBROF T, K HIKWVHRIC I/\T
PO LI EMEIE, A X2 W A LI HEERZ TH » \NOAEL /3 1 mg/kg
KEH/H CThH o7,

(3) 18t IEZ’LU\%#/\;'I FHER
MMM OIS AMERRBRIC DWW TR, A X & Wz 52 LFHEJ (MR MRE DN
<~ 7 A& AN 18 AME YT v &AW 2 SR OFE D ANMERBRN F i <=,
A X & FAWTZERBRIC W T MEIEEA~DOR 2 L 5 NOAEL 1 mg/kg A5/ H 235 5
iz, WTHORBRIZIBWNT S, AT LN T,

(4) HhEFREFMHHER

TR A RMERBRIC OV T, Ty b %ﬁﬁw_gﬁﬁﬁﬁﬁ BRI NS~ 7 A M
V07 v b &AW AR S S vz, e R CIX, ~EMW T
gl 233 1F 2 R~ R K OV BN CRE R B P 3 %n NOAEL (xR&h, 12
A2 30 mg/kg (KH/H Th o7z, ~ U ADIAEFMRERTIX, HNEW T—iikig
DN OFIARIAROBN, e CHRERD, BB EENRA O, NOAEL X
& H1T 300 mglkg RE/H ThHo7e, T v b@%ééariuitﬁiﬁf I, REEM DR GRE
T, REBEIING L O EmEORD, B TITER~ORENL LI, FE
TIZ LOAEL & LT 150 mg/kg K/ H ., IR L‘E"C % NOAEL 150 mg/kg {AKH/H T -

72 WTHNORAFRERBRI BT OIS Do Tz,

(5) HMHZFRIADI (DT
HIAa~A AL, AERICE > TR & 72 Didfnmttid e < ERRET
HZEWBARELE B 2 b, F£To, BOBANERA LN -T2,
KR T 572 NOAEL it LOAEL @ 9 B%/J\Ei X, A XEHW= 13
T O MR M O 52 O BRI 31T 5 NOAEL 1 mg/kg (A5 H
TH V., FHEMHFE ADI 1%, 2D NOAEL | Zfﬂ@ﬁ(k L“C 100 Zi@@ A L. 0.01 mgrkg
(KE/H LRRETHZENWY THDHLEEZT,
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2. WMEMEFER ADI IZDUT
b NESR BRI Z D MICeae 2> HIAEMFH) ADI 5T 52 LN TE D,
RSB S D 0|, #EFIARE LT, [IL 9. @104 XOROELHRABRD
FERDND 34.8%., PLETEIEDIL TR E LT, [IL 9. Q)] DFEMFEHEARBROFERND 16.7%
(100—83.3%) ZHMATHZ ENWY B HND,
WA= ADI 1, 0.00074 mg/mL 0 MICeale (., #MEE 2N R82 S35 451 0. 06 (0.348
X0.167). FEIENAY 220 g, b MAEHE 60 kg 38 L. VICH o0& I &

0.00074 (mg/mL) x 220 *1
ADI = (ng/mL) — 0.045 mg/kg {KE/ A

0.06"2x 60 "3

*1: FEBNEY (9)
*Q : R OEZ L AR ATREZR 4 ] : 0.348%<0.167=0.06
*3: bt MAE (kg)

LHEHENT,
3. ADI MERFEIZDULNT

PR ADL (0.01 mg/kg (R5/H) 13, #4EMFA9 ADL (0.045 mg/kg (AH/H) X
DENINZEND I AT DADL & L TROMEEASRMAT 22 L wY &5

Z26hd,

HIAr~A T 0.01 mgke (A5 H
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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, EORGTS, TEERRAS, EETE—, WER L T A RREUEIEOME
FHIRET — Telithromycin Z HU\NZ —. A LA FSHEE, 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 (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 eHJML-1,709,460 1n selected cattle tissue samples from
PR&D 0078101. Merial Study Number PR&D 0078501, 2004 (R/AZF)
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 (R/AF)
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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/AZR)

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

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

0097101, 2005 (RAFR)

Determination of Microbiological ADI For Gamithromycin. Microbiological

Safety Expert Report MBC, 2006 (CR/AFR)

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
CRAZE)

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 (CRAZ)

HIAr<A ML, 709, 460) O—%EEEEH. Meiji Seika 7 7 /L~ iEX St
(RAF)

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

PR&D 0057501, 2002 (HRAZE)

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

0057601, 2002 (RAF)
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