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C

~ruas4 RRIAEME THD VI 2ra~A 2] (CAS No. (217500-96-4)) 12>
W, B RERBR S 2 PO TR S A B I 2 520 L 7=,

R O 7B L SEERE R (R R OVR) | 2R (1K) . Skt (7 >
KO X)), HAMEFEERER (7 v BEOM X)), BrEEERER (F X) ., At mEtEk
B (7w MR | BB, MR R BRETH S,

VT2 A AT OWTE, BB D B FED in vitro KON in vivo RERIZFS U
TWINLEMETH D Z L. WNTHEDAMRERIIATHOI TR0, fiatE L O MERE
PEOWT I ORRER I T b BTEEER A ) THFEME R A TGRSO HILTWVRN T L,
VI AuwA AL, BN AR RSN EE X B, ADI OB EITREETH D
ECHIr = Tz,

FREE T 2 B BROFER, T ADLIZ, 7 v F O 2 VBGERRRER O
TR EAERRER I 3 1T B I E & OB KOG IRAE O Ficik-S5< LOAEL 15 mg(J)
fili)/kg AREE/ H I, ZFRE L U TR 10 f8{A7 10, B2 44755 10 25 L 7= 0.015
mg/kg RE/H & & 2 BT,

— 05, BEMSRORER oW L, BIRE TR TTRE R T — 2 ) Bld, HUETEMEDI T

2B A EENZLTHMIIRNEETH D L O D, in vitro D MICso D HEVMEN D EH S
T ADT ORBREIL, & FOBFENICEIT 2MEEEOK T2 EE 5 & 0.04
mg/kg RE/HIREE L& 2 B,

FMEF) ADI @ 0.015 mg/kg (KE/ B Id, #AEDFH) ADI OFERED 0.04 mg/kg (AE
/B EHER L TR VIRVWMETH O | SAEMFREBIC O T H PR 2 8l et L T 5
EEZ LMD END, ADI REIZHT-- Tk, #EFA ADI @ 0.015 mg/kg A5/ H %
BRATZ NS THD EBEZ BN,

UbEY, I ra~A v ORGEFRZENMmIC OV TIE, ADI & LT 0.015mg/kg
{RE/H Z2RE LTz,



. AHEXRREMAERROBE
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. B D—HR4
Mt I Aa~ AT
Hi4, : Tulathromycin

. EZF4
VIARTA A
CAS (217500-96-4)

i - (2R,38,4R,5R,8R,10R,11R,128,13S,14R)-13-[(2,6- 7 A4 F 2-3-C- A F/1-3-
O-AFN-4-C[(FuenT 2 /) AF N a-Lribo~F Y ET /) Iv) A%
]-2-F1-3,4,10- b U B R %3-358,10,12,14-~F5 X F/1-11-[[3,4,6-
N T AF-83-(CAFNT X /) B-Dxylo~F YT /4 F]-1-4
XY-6-TH BT 15 F

B4 : (2R,3S,4R,5R,8R,10R,11R,12S,13S,14R)-13-[(2,6-Dideoxy-3-C-methyl-3-O-
methyl-4-C-[(propylamino)methyl]- « -L-ribo-hexopyranosylloxyl-2-ethyl-
3,4,10-trihydroxy-3,5,8,10,12,14-hexamethyl-11-[[3,4,6-trideoxy-3-
(dimethylamino)- 8 -D-xylo-hexopyanosylloxyl-1-oxa-6-azacyclo-
Pentadecan-15-one

voAauvwA B
CAS (280755-12-6)

Fi4s @ (2R,3R,6R,8R,9R,108,11S,12R)-11-[[2,6- 7 4 2-3-C- A F/1-3-0- A F /L~
4-C-[(ZTaenT I ) AF N a-Liribo-~F YV VT 7 2 W)A4 % U]-2-[(1R,
2R)-1,2-Vt FaFx i -1-AF /L7 F]-8-t KrF3-3,6,810,12,-~ F A
FN-9-18,4,6,- NV TAXT-3-(PAFNT 2 /) B-Dxylo~FVET )
AF 1A X4 T )T H 134

¥4 1 (2R,3R,6R,8R,9R,10S,11S,12R)-11-[[2,6-Dideoxy-3-C-methyl-3-O-methyl-4-
C-[(prppylamino)methyl]- o -L-ribo-hexopyranosyl)oxyl-2-[(1R,2R)-1,2-
dihydroxy-1-methylbutyl]l-8-hydroxy-3,6,8,10,12-pentamethyl-9-[[3,4,6-tri
deoxy-3-(dimethylamino)- 8 -D-xylo-hexopyranosylloxyl-1-oxa-4-
azacyclotridecan-13-one

. HFR
C41H79N3012

. HTE
806.08
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voAuvwA VA vIAn<wA 2 B
217500-96-4 280755-12-6
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7. AROEBRMEAKEE S

VT2 AV ATERDY I 0T A RRHUVEWE T 2 OMEERIER (Y7 28
~A 3> A : Cas. No. 217500-96-4 (VY F A~ A 3> B : Cas. No.280755-12-6)
DIFBHRAEM TH D, TR CTEI T L T DA ORMAIIR 9:1 L& T
W5,

VI AuwA v OERETFIL. tho~r v o4 RRivEWE &R/, MEMmRo
Uﬁy~A@aﬁﬁ7n:ybh%ﬁbf&yﬂagém%mﬁﬁé%@fﬁb\%ﬁ
INIERT B LB 2 BN TN 5D,

2 O DR DEEREIZXT L THIMEDGRD HAILTND Z &b, R UKOAME
PR AR IR M OV P2 B &3 28 ISR & L TR ST,

VI AnwA %, b MAERKLE LCE, B E bEA S TORY, YT R
mv4//%ﬁmﬁ > T HEMHAIEZSIE, BARICET 28GRI 7208, KE KOV EU

FETHHINTWD, KELKNEU ICBT O HE- HEIL, VI Ar~v A2 1L T25
mgU/kg REOHREZFITITE T, KIIIHBRNA~ORER S5 TH 5, REHMIX
KETIHF 18 H, K:5 H, EU T34 : 49 H, K:33 HTH D, 2B, YT A1
~A 1L FDA (2005 4) M OXEMEA (2002 4F) I2BW T TIGEHMiE TR,
ZNZH0.015 T 0.011 mgrkg (RE/ H O ADI 2358 E S 41TV 5,

Alal, HARIZEBWT, ROMBEMMZR 2 EiiE & U2 ERNAOAGRRFE M Th -
DTHD,

I REMICHRIMEOHME
1. EYEHREER
(1) FEmEhaestig (4 - )’ (Z[E 2~4)

4 (K 6~8 » Hili, MEL OVEBMER 42 80 (Y T A~ A v a2 HRE TS (2.5
mg(Uf)/kg RE) L, SEPEHREICOW TG L7, MOV T, RS 360 K
[t & CRIFIIICERIL LTz, 72, b miRE ORI MEE STV A IlZ DN T, #&
512, 24, 72, 144, 240 KT 360 R4 1245 6 SHA> DARRRZ B L7z, MAEF D Thax
1% 0.5~1.8 FF#], Cumax (X 0.36~1.3 pg/mL, Tield 58~99 Bl TH~7-, —J7. il
BRI Tonax 13 24 B, Coax (3 4.1 pg /g, Tipl 184 B TH -T2, EM2)

1 BER IR 6 A ST,



(5 5~6 » Al MR OV EBMERT 18 82) |2 T A v~ A v & HAIZ T (2.5 mg(/)
fili)/kg RHE) LKOENRNE G- (2.5 mgUi)/kg (KH) L, BB OV TRET LT,
MAECHONTIE, B GRETRERE 144 R KON 336 FF% £ CRIEFICER LT,
Fio. O EREOREEE SIVTW A OWTIE, BEGHETHRE 168 L1 360
IRFTZ 245 4 30> D AR 2B U 72, B2 T G-RED IMAFEH Tinax 13 0.25 FEH], Cmax 15.0.41
ug/mL, Tigld 92 K TH -7, HARNEGREOMAET Trax 1T GEHZ, CmadlE 2.0
ng/mL, Ty lX 65 FFHCThH o7z, —J7, Mtk G- 168 FF#iZIZK THE-T
2.4 nglg. HIRNER ST 2.2 uglg. #5360 FHI#IC R TH5-T 1.2 nglg, FHRMNEEET
0.7 uglg TH-o71-, (B 3)

A (R 4~T Wi, MERERE 18 5H4) 12V T Am~A LU AHEIKR T (2.5 mg(Mfl)/kg
RE) LOEHIRNEE S (2.6 mgUifil)/kg RE) L. SEMENEIZ OV CRGET L7z, A
DNTIE, R GRECRERG 168 FFH &N 336 W% £ CRIFIIICERIL L 7=, F7z,
B b s OB IVEE STV A IIC OV T, B GRETHR S 168 K& 1 336 Hi%
(ZHERERS 2 BED DA A BRI U7, BT GIRFO MEH Tax 13 0.25 IFH, Cmax 1 0.41
ng/mL, Tipld 87 Kl T o 70, FRIRMNEGRFDIMBEH Tax (55 EZ, Cradld 5.98
ng/mL, T2 (X 96 FHECTH -7, —J7. IfARE-PEE I I&% S 168 KEf&IITE F&RE-T
1.7 uglg. FHRMNIRS-T 1.5 nglg. #5360 FFEIZIZITRE T#H5-T 0.9 pnglg. RS-
TO0.8ug/g ThHho7-, (BHR4)

(2) FEEhesig (4 - 21%) (ZH 5)

A (K 5~T o A, MEN OVEEMERT 26 876) 12 14C 12555k 7 Aa~ A oo & Hlal
TG (2.5 mgkg (KE) L. &5 36 K148 H% £ CTOMBA, fENA. I, Bk Ot
TESHRALIZ DUV TR A B L, S, RELIR L O ~— I —T2JE LT,
FER PR XS 2 PR EFAE LW T HORICB DT OB TR bE <, RN T
gk, NENG. FHADIATEH > =3I L, #6536 B DORERITHIA, #4548
H#% QR TR HRAAS S & /e o7, 5 48 HE DB VBB 1T 2758
ML 1.2 X1V0.25 pg eqlg Thote, 5 0575 48 HL E CTOMICHH U7kHkR+
DRIAVIR & TR D ELER O IATEDS 0.40, BHE)S 0.62. FGERAAN 0.77, )
WS 0.71, FE~— T — & RFREY) O LEERITTFIAS 0.61, Bl 0.78. FEGAY 0.46,
FRAIAS 0.79 TH o7, THRLIC OV TIIRGER (%5 0.5 B%) ORI TIIRD &
VWVREEDSRR S BvTes, 55 B DRSS IR 720 . Z OB LTz,

(3) EVFEAR (4 - K&  SHe)
AN ATRAER TR Sz iiig, ARt IREOZFEF O OFREZ Ehit L1z,
FTHOREHIIBW TS FERFREACNEEIIREMRIZ L2 b0 THY . A, T

2 gﬁ?ﬁfkﬂﬁgﬁi 2EEEET,

3 Co

4 MR GocHERE 2 BHA S Te,
0

5C

6 MR HoSHRERREDOMER BB 1 SEA ST, ) ]

;%E%&?a@??ﬁ%&: Fo Ty I Au~A VU ROFOTERREYNSAE I8 D T T T A N ~—
— L LTW5,

9



#7166 %, B TR 77 %, JENICIEK 36 %% 57—, FERBMIIY T 2Au~A 0D
Wi 75 4 ) —ABIKTH -T2, FTOEH BTN TEFDOK 8.76 % ThH -7, A
HFCROLNTEY T ARYA VOB a ER (]16.3 %) ZERE., ZOMOREY
DOEEITNT B2 T,

(4) FEEhResdEr (4 - Hett) (ZHRT)

2B (K 5~T » A, ML OEBRERS 10 §88) |2 14C By 7 An~ A L2 & HiRlf
5 (2.5 mgkg AE) L, &5 1~4, 14, 24, 35 KON 47 BAR K OFEEZ AL L
T, WBEREEZIE Ule, R R OMBEREEIIO T b 5 24 FELUIRICE—
7 Epotn, Fiz, %55 BUNITRMNOEGREDOK) 24.1 %, #E)HDHR23.7 %, &5
9 47.8 % PEIE S, BG4 35 H TIER & EA TR 62.8 %, H54% 47 H TIEK
68.7 %3 PElE X iz,

(5) FEmEhResdiR (K - kIR (& 8~10)

K (1 2~3 » Hiin, MEES 21 5H10) [0V T A~ A 3o 2 HEIFH RN S (2.5 mg(F)
i)/kg (AE) L. EPEHREIZOW TR L2, MW T, HRE#RS 360 Hil#% £
CRERFIICERI U7, F 72, e b iR OB D EE STV DI DV T, B85 12,
24, 72, 144, 240 KO 360 Rl I HERER: 3 B AR 2B U7, A A OVifiatet
I LC-MS/MS 12X 0T L7z, MAEF Tiax (% 0.5 BEFET, Chax 1% 0.58 pg/mL, Tie i
91 B2 CH o7z, —J7, MiFHAET D TmaxlE 24 B, Cmax X 3.47 pglg. Tield 142
Rl Cch -7, (B 8)

R (K 2~3 2 Al MERES: 11 5813) 12 T 2~ A 3 v 2 A AN (2.5 mg(Fifii)/ke
RE) LOERIRNEE S (2.6 mgUifil)/kg RE) L. SEENEIZ OV CRGET L7z, A
DONTE, BB GRE TR S 168 I 4 K 0N 360 HFE % & CREFFIVIICERIR L 7=, 7=,
&b e OB IVEE S TWAIIC OV T, SR 5HETHE: 168 Bifi# (MRS
2 BH, 360 WFEFLICHMERES 3 BE HARRZERE L7, i OEEH T LC-MS/MS (2
F 05 U= FIPNER GO MET Timax (3 0.25 B, Cmax 1% 0.616 pg/mL, Tz GX
BRI 360 RFHIORE) 1% 75.6 Rl Ch o7z, RN GHRFO MAEF Tnax 135
B, Cmax!41T 9.68 pg/mL, T1e GUEHEREUYIM LY 360 FEEIDEE) 13 67.5 FFfHI Th o7,
—J7. ikERR T ORI G- 168 FERIZIZA AN G- T 1.38 pglg. #RNE G- T 1.44
nglg. b 360 i I AN 5T 0.78 pglg. FlIRNRE-T 0.77 nglg Th-o7-, (B
4 9)

8 MER oG RRIRIE XX OVEBAERS 1 5 A 310, B B
9 PrEHEE 35 HETIE 8HA, 47 HIT 4 HAlCOUVT, SHREEIIMERES 1 8Ho 2 SHIZ DU TERER,
10 MRy e BREE 3 BHA &,
12 SO (185 4 % RO S 12 Fifil) 2ok L CRE,
2 SORHREUIR ) i b BV SR D RE,
ﬁ%&%ﬁ%ﬁ%lﬁ%@bo
0

10



WK CifEff, (A 36.0 kg, #1498 : T GHER 6 BH, XIRHE25H) TV T AR~ AT
ZHEFREFE D (2.5 mg/kg RE) LOMIRNES: (2.5 mgkg (RE) L. 3EpEhEIC
DWVTIRG LT, M OWTIE, IS 168 REfE £ CRIFAIVICERIL L 7=, F7-,
b EEEE DS EE STV AIZ OV T, 168 B% IR I L7~ A
P G-HRFOMFEH Trmax 1% 0.917 FFE, Crmax 13 0.711 pg/mL, Ty ld 61.5 KifE], AUC 1%
14.0 pg/h/mL Th o7z, BRAFGROK /T A — 2 | 3RBEIMEL , B RKEWTZD
HIETEX ol SNTWABR, HIE L7 MEREH RS O Fls s 6 138 0 R 1
10 %LA T EHEE Sz, — 77, IfkRRk PR A 13 5 168 FEEIZ I AN S-C 1.58 pglg
ThHY, BEOFLETIL3H (3/6) ORI 0.13 ng/gbTh -7z, (ZH 10)

PR CHEfE, 1A 36.0 kg, #H 65 : HGHE 450, XMRIE2HH) 12, VI A~
Z HERERE D5 (2.6 mglkg (KH) L, &RH&G 336 FFfilf4 £ CTORMK O ZHEL
L7, F7o. #5336 Rtk 23 b MR OEEEE STV D Iilc DUV TRk e
BREL U7z, R OHEI I 5% 24 Wi & COEID A S i < 31T 0.45 pg/mL C
BV FHOPEINIEE G 24~48 Rl £ TOR WA G i < EIIREIL 68.7 uglg Th -
T2 REOFETRDS S ORZAVARRIRITH 30~50 % T o7, Miiikh oM 33% 5.
336 FFEE Clx 2 5] (2/4) O ESHL, 0.09 pg/gl6 ThH -7z, (B 10)

(6) EyFREsir K- 2%  ER1D

K (89 2~3 7 Allis, MR OFREME 18 8117) (IZ UC IRy 7 A v~ A o & Hinlfj
WG (2.6 mgkg (AH) L., KRG 36 RERETOMA., BJFMET. I, Bl
S OESHELAIZ DWW CRERR BRI L S E, R R O~ — I —18 2 JI7E

L7,

FEAE IR RS A PR EFAE LW TN ORFRICB N TH BB TR b A< R
THFE. FEMEN. FRDIETH 7205, WO bREIICHED Lz, RiE/E
Wi ORI DU CIdBE S 36 H & DR CRIHEBRAAT S & 72~ 7203, Bl ONFi& <
IXZ N EIRZEDY 0.255 K TX0.210 pglg R LTV (1),

#* 1 KDY T Ra~vA o HAIGHRNEGEZOVLEHRTIEE n=4 (ug/g=IEHEFE)

o5 g0 .y PG4 (H)

HHAR TR 1 12 24 36
ARIAAR 2.47+0.32 1.180.23 0.583+0.104 | 0.210+0.064

fiflek | R~ —h —*1 2.54+0.25 1.32+0.24 0.538+0.069 | 0.192+0.060
NE SR ol 2.85+0.42 1.39+0.23 0.565+0.101 | 0.196+0.056
AR 6.80+0.65 2.6+0.99 0.84+0.18 0.255+0.078

Bl | R~ — %1 5.34+0.64 2.03+0.70 0.698+0.134 | 0.220+0.068
NE SR ol 6.61+0.55 2.50+0.84 0.793+0.160 | 0.266+0.077

15 3EAOEE FIRMELL FOfEZ 0 & LRI
16 2 GEOE R FPRELL FOEE 0 & LTt

17 R TR 2 B A ST,

18 ﬁ’*ﬁfﬁﬁ‘ﬁ?ﬁf%ﬂ:giof“/?x VA U ROZDFERRHINOECLIBOT T T A M AR~ —
— W5,

11




0.0464+ 0.0176+
2y + =+
REAAE 0.6200.054 | 0.135%0.027 0.0120 0.0048
A o o 0.0436+ 0.0116+
~— 71— . +0. . +0.
P~ —h 0.557+0.037 | 0.115+0.293 0.0191 0.0044
IR 0.613+0.039 | 0.124+0.026 | 0.058+0.006 <LLOQ
VLB REALIE 4.86+0.52 2.40+0.74 1.44+0.21 0.8140.425
m“ P~ — ) —*1 4.14+0.58 2.14+0.64 1.300.18 0.680+0.370
KT 4.73+0.69 2.44+0.61 1.40+0.31 0.76+0.41
0.0991+ 0.0282+ 0.0121=+ 0.0206+
DN
e ARZAEIE 0.0318 0.0168 0.0048 0.0240
. 0.0437+ 0.0125+ 0.0042%2+
I;]J—?_ %1 + .
Wi R~ — 2 0.1820.041 0.0249 0.0074 0.0020
IR 0.478+0.058 | 0.178+0.041 | 0.100+0.000*3 <LLOQ

e~ —7— : 2N HCLIZ X Dk ORRTHIIC L 0 AR S 53587 7 7 A 2 B
LLOQ : & FFE (12 cpm)

*1

*2

*3

BRIV T Aa~wA UM E
BRI FRREART G O 1 B3RS L CEEZ R E
D ERIRA FRREARTGD 2 Bl U CEEZ BT

P e OSBRI S d0\ TR~ — T — S ARAAUIRDIHRIT VAT D I iR 2R Lz,

BAIRRI I T 5 EETRREMIRBIR Th o T~ KRR L IR O HeR1%, TS
0.96. & 1.02. A 0.96., K2 FE/MENS 0.18. 7%~ — 1 — L IR O Le=R 13 0.94.
ik 0.83, A 0.86. FZfE/MERS 0.28 TH-7=,

(7) EpEnasstir (& - K& (&R 12)

RN AR OGS S Vo 2k Rk, Iy, REOEFRORFEMZ[FE LT, W
AEHZ B W TS EE A BEHEIRERIZ L 2D THYD . 60~95 %% 7,
Z OO OFIEITNT I IR -T2,

&M TIE, 7 VX v N-AF v R ERIE S AREM S R BEED 19.7 %
G708, BB I T 2 B8 i B Ik BRI O 2R oW ofifsk L v
XD NG > T2y FBIMERG LIS DT OFERR CRIBEHEMD 6.2 %4182 D\
ARy

(8) EMENREAER (& - HEtt) (%R 13)

K (K3 7 Hillin, MEMONESME, 31 18 A1) (T UCIGRY 7 A u~ A ¥ Z HElf A
NG (2.5 mglkg (KH) L. #&5 1~5 KTV12, 23, 35 H2ODJRE O ZEE L T,
HEHEMEZRIE L=, PR OBGHEMEIIR P CRS- 24 FERELIN, #EHP TS 3
AUNICE—2 2R LTz, F£72, &5 5 BURNITRNLHREGEDOK 27.5 %, EN B
43.5 %, BT 710 %3l Sa, #6535 H £ TIOR & A GREK 95.8 %Ll EvHE
M,

19 SER SR IR OMER OIS 1 S ST, ) B B B
20 P EFAT 23 HE Tl 8UA. 85 HIE 4 HAIZ O T, RITREEITMERES 1 HOD 2 BEIZHOU N CTERHRL
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FRDEREAROMER 2K 2~4 1TFE L DT,

£ 2 FROKEDY T Aa~A 2 o BEIZBIT 5 MR ERWERE T A — X

g 55 Timax Crnax Tie

B | BER Ot D) (b) (ug/mL) (h)
0.5~1.8 0.36~1.3 58~99

B F 0.25 0.41 92

E 0.25 0.41 87

N PGB 2.0 65

IR o5 P 5.98 96

® oo ' HIEARTR, WUERIT 10 %LL T & HEE

0.5 0.58 91

iZ3 AN 0.25 0.616 75.6

0.917 0.711 61.5

HRIR BeHE% 9.68 67.5

# 3 FROKRDY T Au~A v RGBT DT ERE  (weUi)/g)

. BhH& B H%EEE (h)
PRI
Btk BTEH (mg( kg {AE) 168 360
2.4 1.2
;g KT 1.7 0.9
. 2.9 0.7
AR o5 15 0.8
oo ' 0.13*
o 1.58
& Giele 1.38 0.78
ERHRIY 1.44 0.77

* 1 316 BB Sz

# 4 FROKEOUC TR 7 2~ A ¥ AR 2 HEHEERIER (%)

P h BeGRH (H)

e B EARIHE (mg/kg IKTE) v 5 a5 YT
FK 24.1
4 kT . % 937 62.8 68.7
o ’ I 27.5
i73 AN % 155 95.8

2. REHER
(1) %BHEBR ED) (B 14)

K (LWD %, 3~4 » Hilin, EEHEROMES 2 /R R GHE, E5RENR O 1 81/
RIFREE) (2 T Aa~ A v w2 HEIERNE S (2.5 mgUi)/kg (K5, xHIRRE : &5
L. #RF) (B¢ 52, 5, 10, 15 20 HER) IC& LT, Mfkhoy 7 2mn~ A
DOFEREMEIZ SO\ THRET LT,

FRECEH T, MR 21TV, LC-MS/MSYEZE FIWTOMT L, Ak b Itid> 7 7 A
> EE~— ) OREMENS, BRAEAWTEMRRTOY 7 An~< A 2 U0

13




REAFEH L, SRERITRLI,

#z 5 KDY T An~A L BEIRERNEKG5%OLHRETEE n=4 (ugl/g)
. A

%R (n=1) 2 5 10 15 20

A <0.03 1.14 0.70 0.27 0.16 0.09

Hg Wh <0.03 0.54 0.37 0.24 0.15 0.07

JF i <0.03 2.21 2.39 1.95 1.15 0.91

B <0.03 8.64 3.78 3.27 2.10 1.31

N <0.03 0.81 0.67 0.55 0.36 0.27

TERHENT AR Y *1 <0.03 31.25 13.74 10.40 6.63 5.38
‘\ Ay - ﬁ r L. |j:|: \D/r/\-‘ R

FER ”Mﬁ};um <0.03 5.41 1.74 1.35 0.95 0.36

FESHENT 500
FEH ”M;*S g <0.03 8.91 4.46 2.76 1.89 1.63

ERPRS - 0.03 nglg
1 B PRIAGLE & 0NC 100~104 g £REL,

*2 : FEHERALT PRI O JELD A &2 400~404 g B
*3 S PG 2 AU TR L 72 A5 500 g \ZARS 9250k, RO & VRN E

Wa I FITL, B—ELT1EIC 1:4 DHRTRA L TR

Vocin

Ah

52 HE T, &b EVWVIRRIRE RSB (81.25 pglg) THROHIL, KW
CHGHHAL 500 g #HY (8.91 pglg) . Bl (8.64 nglg) . WEHHHALELHA (5.41 pglg)
KOV (2.21 pglg) Thot-, AR X, FFHOBBIZEE R L, 55 20
HREIZIZTETHRE 2 HEOD 50 %L FICE TR Lz, B BT OVINGBIZEBIT D ik
FEIX, #&5-5 B0 0.7 pg/lg LR ThH -7,

(2) HREHR (BFQ)

(&2Pf15)

K (3~4 » A, EBWENR OWES 3 BA/RE SR G (Y T An~ A 2 & HRfpH
N5 (2.6 mgUiil)/kg KRB, XTRERE : MRy E) L, FEFY (&5-5. 12, 18, 25 &

86 HR) 1T LT, koY I 2a~A 3w OEBMHICOWTHRF LT,

FEAEAEH T, BB 24TV, LC-MS/MS 2 W Tt L, AiSho3m> 7 7
> & G~ ——) OWEEND ., HEZ AN THHERTOY 7 2Am~ 1 v A0

BEZREE L, REL£6ITRLE,
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® 6 KOV T An~vA v HRFHANEGE OISR TRE n=6 (ug/g=F1EFE)

HHAR FeH#%EH (H)

KT 5 12 18 25 36

i <LLOQ 1.7+0.3 0.96+0.13 | 0.73£0.17 | 0.28+£0.04 | 0.15*0.04

FEFRESA* | <LLOQ | 2.3+0.3 1.5+0.6 1.1+0.3 0.5+0.4 0.6=0.2

Sl <LLOQ 2.910.5 1.2£0.2 0.8£0.3 0.31+0.07 | 0.17%0.06

o 0.095+ 0.035=+ 0.018=+
N | < *2 | (0.44+0.15 0.07+0.04
A LLOQ 0.015 0.019 0.007
+
FJEMER | <LLOQ*2 | 0.23%0.06 | 0.11+0.05 | 0.06%0.03 | 0.02::0.009 060(1)38_

LLOQ : &8 FRRE Gk BumiRo & & ALBE U= fhithi sy BUsiR D B RAF LT,)

1 & R ORA &5 0K 500 g A EREL

*2 0 —EOREHISRINE TE R TREZMEVME AR L7y, MU DR Coa s Z I x—Ta v
DAFENERE 2 BT,

B 5 HLClE, b @V VRRIEE TR (2.9 pglg) TRED HIL, RN CTHEFHIBNL
(2.3 uglg) KOWFIR (1.7 uglg) TR BT, FHLREP R I IR ORI Ry e
L. 5 5 HRERICEIREIZRD AV BlE, GO L OV Cix, &5 36 HE&IZIX
30 LA TNIZE TR Uiz, MREOSEMENCER T 2IREIE, &5 5 HZIZIX 0.5
nglg Aiii Cdh o710, NI A2 ST TO/MEBRICIVW T, #8536 HIZIZIX ppb L-L
IZE TS LTz,

2HEHEER (S 16, 17)

7w b (SD %, MM 3 IURE) % R i=akdtBicinwC, VI An~ A v
A OROFHET :t 2,000 mgUfii)/kg (A £ TOHRHEG-CHLITERD bR -7,
v FAawA 2 OFIRNEES- Tt 10 mgUili)/ kg (A E2 TR G- TR ITRD ©
o723, 30 mgUfi)/kg REE2LCIIAHIASEL Lz, (B 16)

A X (B —7VHE, MERER 2 DU/EE2) A R i-akmtialiRicisnwe, Yo xa <A
U OREABEG-CIE 1,000 mgUii)/kg (K21 E T, FRIRNEES- Tl 30 mgUhil)/kg &
2 E COHERETHRLEITERD Lo Tz, (BR17)

SEER

(1) 1 7 ARESHEEEER (S k) (B[ 18)

7w b (SD %, MR 10 PU/Ef) Z2HW=r 7 2n~A ook a&kE (10,
50 K Tf 200 mg(Fiflh)/kg A HE/H21) (2 k5 1 » H Bl AaMEERERIC BV TR bz
BT RIILL T O L0 ThoTo, XMERECIT Y = EEEERLA 4 ke G LT,

PR B TR T A AR HNEERD B AL o T2,

—EIRRE, REE N OMBEEE T, BGITERT2HEITRO Lo T,

MIEFAIRA T, 200 mg(FiMl) /kg (AE/ H 20 CHAER K OFERER DEIINDZED B

2 YF2u~vA AL L TOHE,
2 30 mg/kg REDOFHIE G2V TIE 1 84,
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77
MR T, 200 mgUMi)/kg IRE/ H2BHEOMET AST &Y ALT OEfEn
B BT,
s B A ClE. 200 mg(Ufil)/kg (NEE/ H 238 £ D Tl bt B E O RAE 75> R BT,
RAGES IR, HRa M OYR AR P AR ClIR SRR T 2 5B 1500 H R -
77
PLEX v, ARBRICEHIT 5 NOAEL 1Z 50 mg(Uifl)/kg (AE/AB L &2 b,

(2) 3y AMEAMEERE (S ) (&M 19)

7w b (SD %, MRS 20 DU/fE) 2 V=Y 7 2a~ A v ool n#&E (0. 5.
15 KO 100 mg(jﬂﬁ)/kg (KE/H) 12XLD 3 » AM#EaMEERBRIC BV GRD bz
TR T O LB ThoTz, *HRRHIIE Y = VR A 4 KERES LT,

PRERHAR] AR T BINTRRD Bivie o T,

—fRIREE, REE, BEATE K QNIRRT B GIERT 2 58 580 H o
77

MEAA AR T, 156 mgUil)/kg RE/ B EEORET AST K OVALT O &EfiE, 100
mg(iih)/kg (A5 A REOMEET AST K OVALT, M T oo fefliksEREsE (SDH) OF
M, HETHRE I8, TAT IV RO a7 ) o ORERZED B,

PRAEE, IR, Ddas i, SR M OYREHIAR RO IR S-SR 5
DB Tz, 100 mg(jﬂﬂﬁ)/kg {REE/ A BRI OV T 8 FEHDFT + 7 v A P450 ﬂéﬁ%
FROTEENRIE SNz, W bxtiaiE & 2213580 b oz,

PLEX Y, ARBRICEIT D NOAEL 13 5 mgUifii)/kg RE/H & &2 b,

£7o. ARBROMmERZ VT, ik oY 7 2An~ A v REZHE LT, il
FFET DY T 2u~ A 2 AREITERGET L @EF80 bive, #RFCI 3 55
730 HIZ £ TOMIRNE <. T OBABRE T I £ TOWINITFESTH o7,

(3) 1 v BEIE2MHEMHHER (1 X) (R 20)

A X (B — 2 )VEE, MERES 4 TR 2 V=Y T 2a <A 2 v Ol 05 (0, 5.
15 850 mgU)/kg (AE/H25) (2L 5 1 # H Bd AR BV CGRD b
TSI T O LB Thoto, XEBEHTIT Y = U ERRRE LA A4 KEe &5 LT,

PRI TP B HNIERD B o T2,

—BEIRAE TIE, RIFREEZ & OB AZRD H7=A3, 50 mg(Fifl)/kg A/ H258ED 3
THEENE»S T,

(REE, EEEE. Ok, MR, (IR, DEER, IRMRE. RN QNSRRI C
X, BEITERRNT 2B behoT,

MR LRI CiX, 50 mg(Ufi)/kg AR/ H258EDRET ALT ) TVAST @ 5.,

PygauvA AL LTOHRE,
2 TR AR & AT L C R 5 S h 7R,
B»YIARYA AL LTORE
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T AST O EFNED B, HETITRZ X7 BRONT a7 ) O OAE RO 5
iz,

gz E & Cl, 50 mgUMii)/kg (RS H 268 DM TR M QL BB S Sl R
L,

METIE. 50 mg(Fiil)/kg 18R/ H26BEDIE TR T3 H 7=,

e M OV B AR Sl G R 9 2 BN 3380 e o 7=,

PLEX Y, ARBRIZEBIT S NOAEL IX 15 mg(Uiffi)/kg R/ H26 L & 2 HiuT-,

(4) 37 ARERMHSMHHAER (1 X) (& 21)

A X (B—7)VHE, MRS 4 TUEE) 2Ry 7 2m~<A v ol n s (0,
5.7. 17.0 X' 56.7 mg(FIff)/kg (RE/H) (2K 2D 3 » HRHAMERMRBRIC BV TR
SN BmMERTRIILA T DO 0 ThHhoTo, k. XLy — U ERkREL A 4 K%
5Lz,

BT 56.7 mg(UIfil)/kg (RE/ HEED 1 Fl3F 512 1 0 FE1 L7-fl o FE il

RO BRI oTE,

—fARAECIL, XHEREZ G OIRIE N ZED L7223, 56.7 mg(J1fh)/kg 1R/ B BEOMERE
THEENE DT,

REE, fEAHE. Ok, MR, IRIE. I R OV SR G LR 2 SR TR
LIV T,

IR CIE 17.0 mgUil)/kg I8/ BEEOMERES 1 61T, IREMTHAIM D/ S 7288
BRDEEL, MR (X _Z L) FEAEHIICRD B, ZOFTRICRIST 5
SRR AR E 1RO IR o T2, F2. OIS IRREZ G, oK 5T
IIERO BT,

MIREFHIRRA K QYRR Tl REITERT 2RO b -o T,

MR LRI T, 17.0 mgUil)/kg AR/ H #EOME 1 41T AST., 56.7 mg(Jfii)/kg
{KE/ HEEORERET ALT 2 OYAST O _EH-23558D Bl

e, SRR K QYR FRAR R AR CIIRR IR G 2 N 338D H 7R
7o G TH, 9 FHEOIT F 7 1o A P450 ZEEZEOTEMNNHIE SN=05, Wiy
RIFRRE L 221338 BV o T, G TR DY 7 2a~A VU REX, &
HERETE Y mhoTe,

PLEX Y., ARBRIZEBIT 5 NOAEL 1X 5.7 mgUil)/kg A/ H & % 2 iz,

5. (EtEEHER

(1) 1 FHEEHSERER (1 X) (B 22)

A X (B— )V, MRS 4 DUEE) 2 WY T 2~ 4 o n#5 (0., 2.
5 KON 25 mgUiii)/kg RE/H) (285 1 ARMHEMERMERER IRV TRO B 7= mERT
FUILLT DO LD ThoTo, ks, XTHEHIIL Y = Ukl A 4 KEG L,

BRI, SETHNTRED Bl o T,

*&K%Ti &5%?&%%&%@% B BV, 5 mgUil)/kg IR/ H UL E#%

26

vS2au~vA AL LTOHE,
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HRECHOIINBEER S, RO TEE Th o7,

(RER, fEEIE. OO MRS (MR, IE, DB, IR, MIEFRORME R OR
R, BEGICERT 2 BT b o T,

MR TS 12,31, 85,176,273 KX 357 HEZIATHONTEY .25 mg(h
ili)/kg A EE/ HEEOMET ALT KON AST O BB Hit-, HEZBWTid AST 235
85 H&LIREIZ ERMEMZ R L, #5176 HE CTARE CTH T,

g BB ClX, 25 mg(Jifl)/kg A=/ H %if*%%@%@ﬂ&(ﬁtbi%@ﬁgm753‘?8\&5 BT,

TR M OYRBHAR RO CIE, BEGITRNT 22N b o T,

P EXv, 5 mgUif)/keg R/ B UL BB GRE TR %%ﬁﬁﬁ@éé’]éﬁ%@%% Lz, K
HBRIZH1T 5 NOEL 1% 2 mglkg RH/H LB 2 bivle, LLARND, %ﬁ%ﬁﬂ)*ﬁ“
X2 < OTOT, FEHFOICIFMEAETE TV, F7o, HEICE i&;émﬁﬁﬁ%A
D TROLITEY, #EBRWERGIZHW L2 ERO pH 75>%%%$f &;5 & DR
BHHHOEEPND, S6IIE, BELIEWRE, FHOMEEITRZITED LN TE D
T, SRR OTHMIEE & L QREY vt E T HN5, _@71&5\ ARBR T
PERZR L 380D B2 FREE I MR AL AR Z 1T DU DD /8T A —H DE{LT,
NOAEL (% 5 mgUifi)/kg {KE/H Th 25 & fllr <7,

725, 25 mgUii/kg (AT HEEOHIEIE G- KON 1 AFER OG54 T# 24 Kl AUC
DHEGTIL, 1 FHORGHE TRFT 6 (SRS MEDSZED biv, EHIEGIZ L 5EEN
D BTN, 2 mg(i)/kg PR/ HEETIIAIRI KON 1 EROBSH& T o Mg E

& HIEL . EHIIMER SN2 o T, B TROMREMF DY 7 2a~ A1 2 R
FEE, #e5-EIEIC 0.75, 4.02 KO 321 pngUifi)/g TEG-ERET LV @o 723, o
3 AR 2MFERBR O M A & i L CX S22 52 ERIEGRD b7z,

6. FEMNAMKER
FEN AMEFABRIZ OV T I S LTV RU Y,

7. HEERASMEAER
(1) 2HRBBEEHEHR (Sv M) (&R 23)

F vk (SD %) WY 5 2a~A 2 O AEES (0. 15, 50 & T 100 mg(/)
i)/ kg (RE/H) (2 &2 2 HVBGEE R 2 320t L 7=, $RE o 5K OSSELIXk D
BIGH CHNE L7,

Fo tHARCl, MRS 30 VL/BFICARELBRAARTIZAAR 70 ARG L, & BICAHEL, AT0R,

IFEHIMZE U, FrBEILE OFMER E TR G LT, Fr 3B SRS 30 DL/REA
RELDT= etk Uiz, FiEMZIL Fo & RIS ASBLBIAARTIC AR 70 HR#G-L, S HIZ
ML, AR ONEE M 208 U, Fo BEFLZ OFRREE TR G- Uz, Fo B IBEFLIRHC
TR L7z,

—fBEIRRE TIE, RGN 2 BT SN o 1o, IREEININHIS, Fo KO
Fi % 100 mgUril)/kg R/ A REORETHEIEMIIERD Hiv, HETIX Fr o 50
mg(fih)/kg {5/ A RE TR 0~4 H. 100 mg(Uhfilh)/kg AR/ B RE TR 0~20 HIZH
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DO, BEFEIL, Fo KON F R0 100 meg(Fifl)/kg AR/ A EEOME CHOSHIAR T
DR BT, MRAILFRIRRAL Fo tHRO# 5 9 TN 18 i TN S 7y, w4 v
X7 EOEAED 50 mg(iffi)/kg R/ H UL BB SHEOREOBS- 9 LN 18 ¥, AST D
B3 50 mg(Ii)/kg R/ B LA =S REDHEDF:5- 1838317 ONZ BUN OAEA 50 mg/(F]
kg (A5 A LA EFGREOEOR S 9, MEDF S 18 3 K OV 5REDEDO 5 18 ¥
TR BTz, THROMER & L EEOWD DS Fo RO L& GREOMEREZ A B, Fy
HAIZIB W T H RO L EEN SR GHEOMEL 50 mg(U1l)/kg K5/ B LA & G-REOME
TR Uiz, JRBSHARFIIRAE CIE, IiRE & DRE LW TN olfatc b B 1358

Y AWAY IR oY

BIRZBIT DEONT A—4 (ZhpHE, ZEFE, REPOREE TO R, HRE,
iR N OB RS 1213, Fo KOVFr & HITHEG-ORENIERD Hiveh o7z,

Fi e O Fo BrE R ok, AAAFHAERER, i B 7R L OWERGEV E T A i 5
DEEITRD LRI -o T, BELEED Fi KON Fo YOI OViies 5 Bl W E D%
HITERT 5 IO b iviho T,

ARBRIZ I D HEW O—EFNEIC ST O LOAEL 1 15 meg(Ufi)/ke RE/H ., 4
SESEAEFEMEIC K95 NOAEL 1IARERIC BT S ikmHETH S 100 mg(hif)/kg (AH/
HEEZEZ BN,

(2) EFEHEER (v ) (R 24)

F vk (SD &, 22 VL) #HWEY T Aa~A Lo OmERka#S (0. 15, 100
J 08200 mg(Fff)/kg (A8 H) (2 X DA ERBRIC RO TR S - FaERT UL T
DERBY ThoTo, #RWEOREIX, M6 HA D 17 HE TV, 4k 20 HIZH E
EIBE L7z, *PRREEICIZ Y = Bt 2 e 5. 17~

REMCAET TR BT, —RIRREE T H RGN T 2RO Lo T,
100 mg(fii)/kg (KE/ H LA B GEET, REJDIEA DR T203, iR 6~9 TN 9
~12 H OEBEFEDID DERO BT,

BRI D T — X OFPFHNOZLTlEd - 7243, 100 mgUiffi)/kg 15/ H LA
R ERET, RIRINIRER . ERBISETS ROAE BN O 8247 0 ALFRIRROA
BRMK TSR BTz, 15 mgUifli)/kg AR E/ B DL B3GR ClEEO B VAR E DA B 72K
TBBIC, FEAER BIRAIMSE T, A RE ORI G- OB TG0 HivZe o
7o FE1o. BIEOSE, FIER OVERBIZIZIW T S a0 RO FH R 5 2R
THRAITRD Lo T,

VULER Y ARBROREWIC %5 NOAEL 1% 15 mg(fi)/keg (R H . FRIRICT
% LOAEL /X 15 mg(Uifl)/kg (AH/H &£ %z Hiiz, £io. MEHEIEIERD HRn-o
77

(3) fESFMMHEER (9% (ZH4 25)

TYEX (22— —TF 2 RERUA M, 22 VW) ZHW=Y T 2a~A 2 Onfifk
RO (0, 5, 15 & UV50 mgUifii)/kg (RE/H) 12X DHEAEMERBRIC W TRO 5
AT I R D LB Y ThoTe, #RME ORI, R 7 25 20 HE TIT
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. R 29 HizHr EYIBA L=, xfﬁﬁﬁi 137 = IR A e G LT,

—J%xwﬁf 13 B GITERT 2 IR SR o 1, 50 mg(Uf)/ke AR/ H#E T,
(RERBN I SR Do 1203, 1R 7~10 H OIBEFEORD2Z80 ST,

B BRI, AR, S R E R ORRE RIS 0
BIITRD HIRH o 710 Fiz, BBEOSE, WisE OVERBIZIZB W TH AL RO
FEERI T GO BITRO biRoT,

PLEDFERMNG | ﬂ;nﬁ%ﬁ@l@% iﬁ% NOAEL (% 15 mg(Uifli)/kg {K5/H., R

124 % NOAEL 1 34:88k1Z EHETH S 50 mgU)/kg KE/H LE 2 b

710 EN |y 71 mh&b%mfmwf_o
8. EinEMHAER M 26~30)
VI 2w A v DOBIGEIECBET KD in vitro S Y in vivo i BROFE R A5 T~
8IZE &,
#* 7 InvitroilBR
AR BIES A& i
HiTZesRs B r* | Salmonella typhimurium | 0.02, 0.1, 0.5, 2.0, 5.0, 10, 50 b 1
TA1535, TA1537, TA98, | ug(sffi)/plate (—S9) -
TA100, 0.02, 0.1, 0.5, 2.0, 5.0, 10, 50 ek
Hscherichia coli WP2 | o(Jyfii)plate (+S9) ettt
uvrd 0.05,0.15, 0.5, 1.5, 5.0, 15 ap
ug(hf)/plate (—S9) =
0.15, 0.5, 1.5, 5.0, 15, 50 it 4
ug()fif)/plate (+S9) =
Geta KRR b RRML Y Bk 608, 812, 1,084, 1,450, 1,810 i 5
pgChffi)/mL (—89 ; 3hr+21hr) -
1,450, 1,810, 2,260, 2,820, 3,520 a6
pug(ff)/mL (+S9 ; 3hr+21hr) a
198, 248, 608, 1,084 i 7
pug(i)/mL (—S9 ; 24 hr) =
ATHEZERZS AR | CHO Al 500, 1,000, 2,000, 3,000, 4,000,
(K1-BH4/Hprt) 5,000 ng(Jffi)mL (—S9 ;5| (&S
hr+7 days)
500, 1,000, 2,000, 3,000, 4,000,
5,000 pgCffi)/mL (+89; 5 hr+7 | [tk o
days)
5,000, 6,000 pg(J1ff)/mL K o
(+S9 ; 5 hr+7 days) B
L5178Y ~ A U L 3 Efl | 100, 150, 175, 200, 225, 250, b 10
i (TK) 275, 300 pgUi)/mL (—S9) -
300, 325, 350, 400, 425, 450, | .,
475, 500 pg(AH)/mL (—S9) B
400, 500, 600, 700, 800, 900, 12
950, 1,000 pg(/Jfil)/mL (+S9) B

o AuSA VU ARKRS, HELY T Au<vA A AL L TORAE,
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1 2 pg(ifi)/plate(TA1535). 5 pg(Jift)/plate(TA1537, TA98, TA100). 10 ug(JJffh)/plate(E. coli)
PLEORHETHDOABHENTED b,

2 5 g(Uif)/plate(TA1535, TA100), 10 ug(Ifii)/plate(TA1537, TA98). 50 pg(Jifif)/plate(E. coli)
PLEOHETHDOABHEN RS b,

3 5 ug(Uif)/plate(TA1535, TA1537. TA98, TA100). 15 pgUiffi)/plate(E. col) L EDOF&ET
EOEBEDGRD bz,

4 5pg (Jif)/plate(TA1535, TA100). 15 pg(iffi)/plate(TA1537, TA98, E.colDLL O ET
EOABRENED b,
1,810 pg(ii)/mL TIIiAgoet e & bk U CRIIAESFEED 50 %IZ{K T Lz,
3,520 pugUM)/mL Tl & ol U CHIRATTEEY 56 %Il T Lz,

2,000 pg(H)/mL LA Ciafifadeniio Sz,

5
6
7 1,084 pgUM)/mL ClIRBE e & Lol U CGRIIAETTERD 66 %IZIKF L7z,
8
9

WTHLOHEIZIBN T B AR IER D DAV o T2,
10 300 pgCHfMi)/mL ClIyaEoe g & b L CHIEAETERD 50 %IfE T L7z,
11 425 pgUifi)/mL LA _ECraias o i & bl U CHIRAEFROZE LUK F235F80 il
12 800 pg(Uii)/mL LA b CIIiABRT IR & bl U CGRIIAEFSR O3 LMK I b,

#* 8 iIn vivoirlR

AR Gt SOES e T
TR 7 v M BE 500, 1,000, 2,000 mgUfff)/kg 1A n

H/H, 3 HIAsRiilkE N5

o AnSA U ARKRS, HELY T Au<vA AU AL LTORAE,

EReD X DIz, in vitro

BRI W TCIHEIRZISR A EHAER, v F Y Bk Fv -Gy

AR LB ER K ONF RSN A O - BTSSR BB O W B ASETE LD
6% = 1n vivo D/ IMERBR T HEEThH o 72,
PILED X 912, in vitro KO in vivo DEEORBE T IN L TH L Z Linh, Y

BEED DO TIRIEER LT o8

FATA VATERIZE > TRIE L 72 DB matE T Vb D EE 2 B,

9. WMEMFHN

FEICHY HmER

(1) E +FOBRMEREISST SR/IEBHELERE (31D
bt kDGR 2T D HEFED 5 &, Escherichia coli. Proteus mirabilis,
Enterococcus spp.. Lactobacillus spp.. Bacteroides spp.. Fusobacterium spp..

Peptostreptococcus spp.. Bifidobacterium spp.. Clostridium spp.. FEubacterium
lentum 1EH 10 FRICOWTHIE SN Y F A~ A 2 AZxd % MIC 13E 9 O
LBV THoT,

21




7 9 MIC OEF

B ] 1/100 FEAEHE AL FEERERR
PR (1047 CFU/spot) (1069 CFU/spot)
I MICso MICgo MICso MICgo
Fscherichia coli 10 2 4 4 4
Proteus mirabilis 10 >128 >128 >128 >128
FEnterococcus spp. 10 1 4 2 8
Lactobacillus spp. 10 4 128 4 128
Bacteroides spp. 10 64 >128 64 >128
Fusobacterium spp. 10 2 4 2 4
Peptostreptococcus spp. 10 16 128 32 >128
Bifidobacterium spp. 10 0.5 8 1 16
Clostridium spp. 10 16 32 32 32
FEubacterium lentum 10 16 >128 32 >128

S S T-#H ClX Bifidobacterium spp. D3 BIEZMERNEWIERETHY . D
1069 CFU/spot (23517 %5 MICsofiEiZ 1 pg/mL T 7=,

(2) invitrogut model IZ5 1+ 5BZMHHMEOR/MNMERHLERE (MIC) (32, 33)
2~20 ug/mL Y F A~ A % Cooked meat EZHIT NN Z . i 72 G2 %, #) pH
2 DEMTF TRV AL, 5K pH 7T ICHHEE L, EHEREN OO 7 LT T
ERT 252 L2 E D, B MEEERNOEMO@EIEZ Y I =2 L— F LTI,
Bifidobacterium }x () Fusobacterium (ZiZi 2 EiE) %4 1056 CFU/mL Tl %,
#1356 CT 18 Bfiifisak L7z & & D DOAEMARIEZ HET LTz, Z OHHIH L E IRk
WL, 20 pg/mL £ TOY T 2~ A 2 TR ORI B 4 5 2 7piho Tz,

(3) EFEFBICHTDYSAATS D UDFEEFEDKRET (B 34, 35)

t 64 (B 34) oIS H#FEEZEAS L 0.01M @ CaCly iz 1/150~1/5
THAR U CIE L72Imiiic, 25 ppm O “CHERRY 7 A v~ A o 0 Z i L= RF oo 358
X950 T Au~ A 2 U OFRERTEEZ et LTc, 1RAIRZ 0708 L7z BIEICEIN S
NI EHENENT 1/150 AR TIEK 88 % THoT=MNEE L L I L, 1/5 IR TIiE
47T I T LTz, 16 FARRICH T 2WAERENT Kd=8.5 LElHE -, (ZHi34)

F 72, ORI T, /B 4 4 DB SN2 EE2EA L 0.01 M @ CaCly
T 110 (AR U T L72faiRis, UC Y 7 A~ A 2 U BTN LT Rp D FE(HE 2%}
TBHY T ARYA VL DOFREETEEE R LT, ZORBRIZBWTIEE 51220 K37 C
2B DREATEEDZEI DWW T bR LT, IRGI & LB U 7e BB ISR S 7k
SHEMEIT 20 “CTHI 837~43 %27 C Kd=17, 37 CT24~28 % CTKd=32 & &7z,

ZOFMETIE, Y7 RAu~vA e FOKRIZTV 37 CTE MEFERERIZR L &
D EWEERTEMEE R LT-, (B 35)

20 AN 4, 20 KR 24 HREEES D 3 SO,
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(4) #EL pH OHIEDIBIEIZX T H5E
s uX A E—Ta R (0.031~128 pg/mL DY T Au~A L E G, KpH 7.1

X1 7.4 KO pH 6.5 (ZFiHE S M7 Bs il NS

ZA R =T L—]

(M 36, 37)

3 % HEHRERE A 96 N~ A 7 1

(7= L, 5%x105 CFU/mL ik 2 %/ USH LESE) (28D, FHx D

BREEDY T A~ A 2 kg AT N OB a5 C 3 Fii (K. coli. Enterococcus,
Bifidobacterium ; 4 4 Bfk) ORFEZEEZE L., MIC Z2HIE LT, 51K 7 L— k)R

H DGR A FER I SRR L, 2EREEH Flc o =—035
MIEIMENTWEY T 2~ A o RS 2 HEEIEEE (CPG) & L7-, CPG
\ZBT DEGEIC LA EEMERIC X » THIENR D H7e o

7L— |k

3P AL =T L — ]

SN2 oT-TeD X A H—

ATYH, PFBEAZE R VWEREHICRBITAERICL > TRETDHZ ENEES N,
MIC LV b EVMEL 25 EEZHND,

ETORE THHEE% D CPG LV b EERNERHIESE% D CPG 28\ ME

%/_T_\‘L/\;ﬁé

fERREET L CIIPLETEE MK T35 2 EDVRIB STz, FRZ, 5D MICs #atallikic s
W I bR MED ) o T2 Bifidobacterium (2O CiE MIC 28 0.5, 0.5, 2, 8 TH-
72 4 EREDME ] S U723, Bs iR O CPG (x4 5 &R E LS % O CPG X%
EVMEZ R L, 2]

PIETHI 2~6 5,

BRI D L Tl 2~16 %

EIEPEAME T2 2 & AVREZ STz,

EY N

(&4 36)

Bifidobacterium @ pH (ZOWTIZ 7 LV § 6.5 128V,
A fERREOTEHIK F 2R LTz (3R 10),

Fusobacterium (=W Tl 10 FRRIZOWT pH OER RS SN2,
(PHT7) 7258 (pH6.6) |
~ 717 A RROVEWEITIEA A L RORHTHIFEHIIIC X SEVIAEND 2 EDH S

TRy, il

BB, 4D TRD Hivlz, (B 37)

R AREEIC R VT
in vitro ® MIC 73

MICso 1 2

TV VP CHIEER SR S 31D, 2RI pH 2BV Tl

FEIEAME RS2 e0nmbhn TRy, VoA~ A I NH £% 2 2875729
Z OB EHEE STV D

# 10
FEscherichia coli FEnterococcus Bifidobacterium
IS5 il IS5 il ) A
MIC (pH7.1 or 7.4) 5 4~8 6 4~8 4.3 =0.031~16
MIC (pH6.5) 128 128~>128 128 128~>128 16.3 0.062~64
B CPG (pH7.10r 7.4) | 68 8~>128 14 4~32 7.0 0.125~16
K CPG (pH6.5) 128 128~>128 128 128~>128 18.3 0.125~64
H(HREELH CPG
~ ~> ~>

(pHT.1 or 7.4) 128 128~128 128 128~>128 40.5 2~>128
ST CPG 128 >128 128 >128 40.0 8~>128

(pH6.5)

*H) CPG OEHIC

(5) KRIZHITS in vivo DEIR

(%13, 38)
Salmonella enterica serovar Typhimurium (S

KEDY T An~A o2 HEFHRNES L, &5% 28 HE COFEAEFR L, A
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T) TRZZER,

10 X% 15 mg/kg




Bro> ST k> MIC 1X 1.56 pg/mL TH 7278, K&RGREE HAIREEL ORI CHEP O L
TR I PEHHEICEILRD STz, (BIR 38)

e 51% 3 HRIOKEOIER DY T Aa~A 2 U REIL, 2.5 mgkg REOHANEGIC
BT 10~70 pglg THDHZ EPMERINTEBY, YT Ar~A ¥ ATKOHEILENT
3 LS PIEEENME T2 Z &R sni-, (B 13)

IINHDOE NI, in vitro DRBRIZEBWNT, VT A~ A VUNTEMEEA~OWIE IR
e XA, FEBE in vitro DPIETEMEITEMFEOF/E FCIHME T L2, pHIZOW T, §
P AR O pH 50F T Tl in vitro ® MIC RIERER THDO SN O LV b HIEE
MME T T DR m W E B, 612, IKORERIZIBW T, BEHBRRFO
Salmonella BEMZ in vitro TR S0 MIC OB H-E L HEE SN DEEDY 7 20~
AV AHE T THREITRD LI TE LT, n vitro IZBW ORI EA ORI X
HHEIEMR TIX in vivo IZB W T H RO HILD Z EAVRIE S 37z,

10. ZOMOYFEAER (FZERR/EER) (21 39)

ELEY N QOPL) I27a L) a— IR LT 5 %Dy T Aa<w A
oL T a— W RS B T AuvA ol Tal Ly NEET VaNy hOxTw )L
Vark\TuA v NEET VanNy NOrEZNEIE THERL, 1 #likicy ey
Lo ) a— L TlROEY T 2Aa~v A L o BRI A I NN—F 5 L9y F T 1
HEJRAHR G- LT-, SHIC 2RI e L7 ) a—LTRLEZY 7 A~ A v
V. L LT e L) a— VDB TEGENL & IR DU &2 KB LT, Bl
24} O 48 Il OFHMRE RUCL 9/10 B CRHMERIG SR B, Y T Au~A T UN3E
JVEy MZBWTHEEEEE Ch 5 Z LR STz,

ZDOFENE Y NORETRD LT LA — SIS IcET 5O TH S
N, BY T LAX—TFE LTRIEE 2 5 DITMESE T, BT 7 4 7% —5%0
HEREEL LT I BT LLX— L IR R > TN 5,

RO GIZBIT 57 LAAX—IZ oW TIE, Bk 4 OO #E5- O ERD
FNRDIE SV TNDN, FRHZT LAXF—RRIGIIRRD bt TV, 72721, —fikiz
BT AT VX —ILOHAEZDEEL MUAMETHIZ LT LW EEZ S
NTWg, —F5, v7ua74 RERHEWEICHOWTIL, b MERICEIT 2 Ry
AR5, BERIZEBITDHT LA —ROBIWERE LT, =V 2a~A 2 OB TIEsE
B, BEE. CAE LA, MEERESENNLILTWDN, TOMEIIEFNTHD EHES
NTW5D, 6T, w7 T4 RRHAEWEROLEETIX 16 BERO~ 27 174 KR
AWEFIT= ) Au~vA T L0 LT LA —REIERORAEREITENTH D &t
ENTWD, TV —OFEIIHEERTFHITHD EEX LN, KRR & i L
TEMEN LEBBERIIE LDRWIZ EVEESN, Bfha A L TAEKRICE > TRIE
ERDT VAKX —UGHVE U S AR IR T HRETH D L EZx bb,

11. EMIBITAHRE (EFIHETET7 054 FRRAEMEDFE) (&R 40~43)
VI AuwA O MERIZEBITDEAEIIZVD, 7 v T4 RROGUAEWEX
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B e MERIZBW TR S TWa,

~ 774 RROPUAEWEIZ L AEEZRWEFRITEUILEZ 6720 E s Tng
2, =Y 2~ A 2 TIEEH D ST R B 5 & SHv, FIOREITE.L, EE,
fm & STV D, oM, O LOFIRNE G CRICEHEOLE TG m. i,
ME R ONTFIZ2RTAZERnHHEEIND, = Aa~A A2 50 TCIEKE NTP 12
BT~ T 2% WD AR TN S AV TV DD, FENAMITFED bIenoTz
EINTWAD,

F/-. VT RuSA U EEIL 15 B~ a oA RTHAHAT VA~ A 2 OlfR
ik N OV i O EIVE IRAS CHEEE DS @0 - 7= DIXMIEAREAE  (RRZTEER) DOEE) K
WHILE ~DF2 (T, #K{E%E) Tholz,

. BmEEEEsT
1. EYBERUVEREHERIZDONT
VT ArvA T ORZEITIST D MAET R 58~99 W] & ELlAUHERC) 8

B ZER L, A XO 1 EMEMEREHRERICBO T 25 mgUi)/ke (K& H O¥5-TIE
PG T R B GBI & el L C AUC OEfEnso S, 5 mg(Hifii)/ke A5/ H D
B G- Tl 5BRGERE & DI IS 72> 7208 AUC O BRI RS-, Lo, 2
mg (i) kg (REE/ H OG- ClI e G-BAARE L O G4 T RFO MU PR I3 3R 2R < | K
FEORG- T 1 ORI THLERITGRD bived»7c, -t S
AR T, AL BBIA. HFIEE OBIRE D b, ROV TR b EVIRE OFRRE G
DHITWAEN, WE SNTAEOBFMERERIZIBNT, FRIC RT3 2 2T I8
SV o T,

2. HHFEMEEIZDONT
(1) EWEERVESFMMEIC DT
AFERATEICOWTIET v FEHWE 2 REBGEEN AR L T v b, U XA H
WA S S T B, 2 HRESEEMEER (0. 15, 50 1Y 100 mg(7)
/kg RE/H) IZBWTIE, ZhaE, ZRE, FENORBETORE, HRE, S
RN EWSEOATRIC BT D HEIESC, BraEROM, AFHAER, D% AR,
PEREAE T HEZEOFAEICET ATBEOWTIUC L HBRIE DL 517 X A 8330
ORI, — T, MBI OW T, RO & O LB O Fo MRt
PREHETRO L, Fir CHHEOERGRETHEEORD DR Hillz72®. NOAEL
GO 72 &l &, LOAEL 1% 15 mgUfil)/kg (A8/H £ &2 b, £7-.
BEFFEEIZ OV TIEZ » b (0, 15, 100 & O 200 mg(ifii)/kg (AE/H) KO (0,
5,15 % O'50 mgUMI/kg (AT H) & HIZFRO HILRM->T203, T v MZBWT 15 mg(f)
ii)/kg AR5/ H O H &I CHERED G A EIZIKEDSFR O bz 72, NOAEL (355
Nrghoiz L&, LOAEL 13 15 mgUMi)/kg K&/ H &5 2 b=,

(2) EEHEWHELAMEIZDNT
FEDS AMERER I Z DU TILENE S0 TU e,
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LNLNE, YT Aa~A 2% in vitro DIEIFZHRIE AR, Yet R H iR,

Hu@ SRR FEER (CHO/Mprt, ¥~V AU 74—~ Tk) K in vivo D/MZAER (T v
HEED) OWTIUZBWTHEETHY . BlamiidenetEZExons, /-, i

F%&le@ﬂﬁwz\?“ AVOFRER 23N T b ARSI 22 S TR 2213580 B
ﬂvt,ab\o IBIC, v T4 RROFAEWEIZOW TRV E MERICBIT S
FEREN S, BWEA & L UEEORAITMONTE LT, RENLRESTHLY
AT A DR AMFRER TIIFED ANEITFRD BTN R0,

INHDOZ ENG BB AMERRE RO TWTH ADI OFREIXRETH D LW s
776

(3) FHEFRADIIZDNT

VI ARTA T ATONTE, BIEmEEPAME RSN EBZ LN Z 0D,
ADI Z3%ETH 2 EMARETH D & B X bz, HAMS DV ITIEM MR BT,
aﬂﬂf&b MHE TR E R G- O ENRTED SN LB X DNDHEEIL, A X0 14ERE

MERBRIZ 381 2 MR AEA LRI DU DD /3T A —2 DT, NOAEL X 5
mg(jjﬁlﬁ)/kg KE/HTHD & *UU? STz,

—J). 7 bo 2 HREGEEMERR A MERTEERERIC BV T ENETUTIREED
WD K OB RAREEOIR FONRARFI BRE TR bz 728, NOAEL SiRETE T, W
#1H LOAEL 1% 15 mg(Uifi)/kg (KE/H TH -7,

A XD 1 EREMERERBRIZIIT D5 NOAEL 5 mg(Uhil)/kg (A5 H 225 ADI 7% &
T 586, fEE 10, ﬂﬁ%# 10 DLEER$ 100 Z5H L. 0.05 mgkg (KFH/H & 725,
—J5. 7 v hO 2 HREGEFEMER & O AT ER O LOAEL 15 mg(Jifilh) /kg A=/
H2v5 ADI Z#3ET D360, fizE 10, ERZE 10 OZZefF5 100 1[2hiz., LOAEL
AT D Z LI K DB 2455010 258 L. 0.015 mgkg (RE/H LESND,
I b EHIOEMEFEEER T NOAEL 233 51TV D A3, AL & IX-ERINC T2 5 B4

FERBR CRMERENRO B, THONLVREOEVRIE L 725 Z L n, B
HIFCZEED BHE )LD ADI 13 0.015 mg/kg AE/ H 28T 2 D05 &l < v,

3. WMEYMFHIEZEIZ DT
(1) HEYFH ADI IZDNVT

VT Ar=A T O FRIFCE OV CRIH ATREZR N UL, in vitro D MICso D
T o7z, Bacteroides, Bifidobacterium. Clostridium. Eubacterium, Fusobacterium,
Peptostreptococcus Z DIFMBESIER . Enterococcus, E. coli. Lactobacillus. Proteus
OEMEBRIMERE. FF 10 FiEZ -V T MICs 233 KO H31TEY . Hi DKV MICso

D3 ST DX Bifi dobactenum T, MICso % 1 ug/mL TH o7z, FEBREDIC 220
g, MEFRTE SN DM 90 % (WIERNGHEE) . 28R EIC 1. v MAEIZ 60 kg
ZiwH L. JECFA @%Eﬁ&:%’nﬂi&)ﬁ%ﬁé%%ﬁ WELAET DL &

_ 0.001 (mg/mL) x 220 (g) _
ADI (mg/kg {REE/H) 0.9%1x 60 (k) 0.004 mg/kg {ARE/ H
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LD,

LINL G, Y7 RAa~<A AZOWTL, FIRHZIRO X 9 72 in vitro \Z31) 53
HE~ORES ., EEFE SRR 25tEEEOIK T, pH OZUIZ L 2 HtETEEDIK
TZOWT, ZNEEREREH - SN, £, ZNHOREN In vivo [IZEB W
THERD BB ATREMEIZ DWW TIRIZERIT 2illitsE 4 AW TER I,

OEE AR T o ROV 7 LT F AR LRI Tl 20 pg/mL £ THOY T 2n~<

A % Bifidobacterium K O) Fusobacterium OYESEZ 15T 72725 7=,

Q#EMLY T2~ A LU EIRAE LTYE, WESEOY 7 Zun~A v id 20 CT

50 %A AK T L7z, 37 ‘CTIE 30 %A T Lz,

@FEMLY T RO~ VU EIRA LTSS, IBRAELRNWBO &L T CPG 1% 2~16

BEOEEER LT,

@pH 28 7.0 5 6.5 IZIKTT5 & FLEEMED V4 FREIIK T LT,
GOIKIZINT, 1n vitro D MIC 75 1.56 pg/mL OV /LER TR, D7 &8t nglg %

MR AHYTAaYA Vo GirtEX ONALEMER TRELZIT )T,

INBDE T, D7 &b in vitro DFEERIZEWT, BYROEESE L OHAEZ LY
VA=A VU OPEIEEME T 528, TOEBEO—DEEZLNLHEMEL YT
A< A V2 OFEE I OFER THER S, S 512 pH O LIZ L » THHETEMED
KT 2 Z EDPMERINZ, ERNOSEME T TIX, BOHME L ORSAIC X 2EBHAD
BWONEZ BN, EBli~v7 T RRIUEWE., ROy T A~ A Vo i BAR
O pH THIEDME T2 Z En, fEA L7Rno Tl ARz DU T HTE ) O1Es
DMEE S, 1n vitro D MIC JIERER CRRO b= b D L LHEEMENE L <K T
HAREMERNE W EE 2 BT-, 51T, KORBRICBWN T, in vitro TR b7z MIC
L OHBHERESVREDOY Z2a~ A U NEEEFICHEEL TN TH, HILEXRT
ZFEtE b U=t B 3RO BT, in vitro TR BNIZRESRIEIC X A PUETE
MR TOBRRIL, invivo IZBWTHERD HILD Z EDVRIBR X372,

AR FHIEZ ST VICH HA KT A > 36 Tid, MERWEIZHIETEMENED 5
DN, ZDOYEBFEIGIICA D D, FEIBNIZA DA AE FRNENED TR > TV D,
ARaTHZEE L, 2O LIVRWIGEIL I UL EOFHMl 21T 9 BT /e &
LTCW5, YT ARa~A L OEE. in vitro DFEE L OHAFREESCIRDOIGE 2 BT
PUETEEIME 95 2 ERMER SN TN DD, R SN T=T — 2 D BITRENIZ BT 5
PIRATEMEHROMERII TE RN EE X b, AEMTRIREZ O O EET 5 Z 21X
TRV & ST,

PIETEEOIR NIZBIT 2 32 EEAICEHMETT 5 2 S IXTERWH OO, & MFEN
Tl in vitro DM & g U T FEX DIZATH V10 FEIZHEEEME T 5 6D &
EZ D, LIER-T, SUEEMEOIS T 2558 L7209 ADI OREMIT 0.04
mg/kg KE/HEEE &2 LT,
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4. ADI MERFEIZDNT
mMHFH) ADIL (X, 7 v b 2 HAREBGE R L O AR W TR b
LOAEL 15 mgUifi)/kg K8/ H I, ZafREkE LT 10, {8fA7E 10 @ 100 12,
X DITIBNOZ 245455 10 258 L= 0.015 mgkg (KE/H L& 2 bz,

—J, 1“’5(@@%9’3%@ ZOWTIE, BIRESCRIHATREZe T — 2 B ld, HUETEEDOIK
TIZET 2 EENZ2FHMTIXNEE CH D b DD, in vitro D MICso Dz bR MED HH
SN ADI OFRBREIL, FTETEIEOIK T 2595 & 0.04 mg/kg R/ HFE
ELEZ LN,

w59 ADI @ 0.015 mg/kg (RE/ HIZ, #EW ) ADI OFRBRIED 0.04 mg/kg &
H/H & L TR VIRVMETH Y | A PRI DN T b3 70 e I8 2 ek L C
WHEEBZLNDZ ED, ADIREICNST=> L, #EFM ADI @ 0.015 mg/kg K
FB/HERATS ZENEY B2 6N,

5. BmEREZETMHEICONT
LLEED VT Ra~A o ORMERFERHIIC OV T, ADI & L TROEZER
M ENFELBZDBND,

VI 2u<Ar 0.015 mgke (A H
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(RIHR 1 : IREIEFRENR)

HEFR AR
ADI —HERE
ALT TI7=T ) NI AT 2 T—F
AST TANTGX BT I ) T AT =2 T7—F
AUC 1 HSERA R — W]
BUN MR FREE SR
CHO F v A == AN DA X — PN SRR
Crmax el () R
EMEA WM 2 2R T
FDA KE A S SR T
JECFA FAO/WHO A TR s I SR 54555
LC-MSMS | @ik v~ w75 7 4 — & T NERSHTEH
LOAEL BN
MIC /N BERRIERE
MRL e KPR RE FE Ve
NOAEL Bl N
NOEL TR =
Trmax SerEniin (BE)  HpR RN
Tie TH I
VICH ) 3RS OERR AT E Bt O TR B3 B [ 108
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10.

11.

12.

13.

14.

15.

16.

17.

7 7 A PR B R RS AGERGEE KT 7 v v IRMEERE 16k
INFR)

7 7 A PR ECHR S U5 B B AR 2 B B AR R D B
£ vIRnwA Ty TAEE 44 ; [Study # 1530N-60-00-359] CR/AZR)

7 7 A YRS ES O S B A IR S AR D0 2 SR R SR MBI T O BEG
£ VIR A YL TSR 45 [Study # 1530N-60-00-363] CRAZR)

7 7 A PR ECHR S U5 B B AR 2 B B AR R D B
£ IV TATEE 46 ; [Study # 1530N-60-00-362] CR/AFR)

7 7 A P RERE L EANCE S 2 B R SR TR 2 B R FEVEERR E D B3
£ IRV TAEEN48 ; [Study # 1535N-60-99-294] (GR/AFR)

7 7 A PRt EO TR S U5 B B AR 2 P B AR R D B
£ IRV TAEE47 ; [Study # 1576N-60-00-209] CR/AFR)

7 7 A YRS ES O S B A IR S AR D0 2 SR B SR BN T OO BEG
VIRV TSR 39 ; [Study # 1535N-60-99-296] CR/A )

7 7 A PRt BN RSN TAGRI GRS KT 7 v IR 39 5
I, oA, ARG, PEINCBIT 28R BRICBIT DY 7 An~ A v oo L OV
FHRR P ENRECR A FR)

7 7 A PR AL B ES R ESER T AGR RS R Vo IRAEEL 40 R
I, o3 A, AR PEHCBIT 28k IR %Y 7 2 a~A o ORI ARECR
INFR)

7 7 A PR S EANCE S 2 B R SR TR 2 B R FEVEERR E O B3
E vIAnA Y TSR 5L [Study # 1521E-60-01-194] CR/AFR)

7 7 A PR BN RSN TAGR RS KT 7 Vv TR 41 5
UL, A3, G HEICEIT 28R RICBIT S C4 Y T Rm~ A o OFEHEER
BRCRATR)

7 7 A PR AL B ES R ESER T AGR RS R 7 Vo IRAERL 42 R
I, A3, AL BEECEIT 28R RICBIT S C4 Y T R~ A o Ok P
IHTRRBR(RATR)

7 7 A PRSBSOS AR RS R KT 7 v MR R 48 ;1)
I, i, AR PEINCEET 28R KICRBITS CUu YT 2a~ A v Offkks L O
PEM DR TR R AR)

7 7 A PSSR LSBT AGR RS E R T 7 v IR 45 5 7%
BRBRICRIT 2 &R PC-5145 OIKIZEIT 5 ENFERERERCRATR)

7 7 A Pt By R SO RRBH S N7 vy IR 46 5 7k
BRI 2 &k CP-472,295(e) DIKIZ I HHFSNEREREBRCR AT

7 7 A P S B E R LSRR S RT v IRAERL 16
Pk L O EVECET 28R CP-472,295 DT v MMIRIT 5 HEIRE O3 L OERIRH
Be 5 BRGRATR)

7 7 A PR S I E S LSRG AGR RS R T v R 1T
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18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

PERB L O SPEICEET 28 CP-472,295 OB — 7 /L RICET 5 BRI D F L O
IR G- B ERBRCR AT

7 7 A P S B E R LSRR A S RT v IR 18
P L OZeMEICE T 248 CP-472,295 @ Sprague-Dawley -2 7 v MZBITH 1 4
H R O AR BRCRAR)

7 7 A PR m Y HEE L REIRE KGR R N7 7 v INMERE 20 ;
P L O MBI 5 &R CP-472,295(e)® Sprague-Dawley 27 v MIBIT 5
3 & H [l 0wt BRCR A F0)

7 7 A P S DA ER LSRR S RT v R 19
PERB LR MECET 28k B =2V RICkIT 5 CP-472,295 @ 1 4 AR O #ME
ARBRCRAR)

7 7 A PR S BN E R LSRG AGR RS R T v IR 21
PR KO ARMEICBET 28k CP-472,295(e) D — 7V RIZKITH 3 » AR D 5
PERBRCRAR)

7 7 A PR SAL B ES R BERTRR IS T v IR 22 5
PERB L OVZEMICEIT 28 CP-472,295() D B — 7 /L RIZEIT 5 1 AFRIRE O #E
RBRCRAR)

7 7 A PR m ) HEE L REIRE KGR R R T 7 v ISR 25
PERB L OLMEICEET 28k CP-472,295(e) D7 » MIdsiF 2480 (5fi]) 55 2 fit
AR AR)

7 7 A P S DA E R LSRR S RT v IREERL 23
PR KO EMEICRT2& 8 CP-472,295() DT » ks DIEATEMABRCRAT)

7 7 A PR SAL B ES R BE TR IS T v IR 24 5
P L O 2MC BT 5 &k CP-472,295(e) D 7 X DA IAEABRCRAZ)

7 7 A P S B E R LSRR S RT 2 v IRAERL 26 5
PER L O RMEICEET 28k CP-472,295 OFIE 2 F\ 7= IR IR BB CRAR)
7 7 A PR SAL B ES RSSO TR IS E T2 v IRAER 27 B
PERB L O RMEICBET 58k CP-472,295 Dt R U U RERIEZ HIV = in vitro Y (b
AR FHBRCRAT)

7 7 A PR m A EE L RERE KGR R N7 7 v ISR 28
PERB L OZAMEICEET 58k CP-472,295(e) ~ 7 A U L /3fill L5178YTKH- sffifin%
TR SRR A FR)

7 7 A P S DA E R LSRR S RT 2 v IRERL 29 ;
PERB KO NEICEET 28k CP-472,295(e) D CHO i 2 W o B (R 1249828 ek
BRORAFR)

7 7 A PRSI E SR LSRG AGR RS R T v AR 30 ;
PR L O SMICBET 2R CP-472,295 ©F v ME#EMllEZ A 7o/ MG GR A
)

7 7 A P RASHLES T & 2 B ESE AR D 7R R BB E D FE
£ I 2u~wA Ty TAHEE 30 [Study # 1671N-03-00-217] CRAZE)
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32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

7 7 A YRS EA O S 2 B SRS D 2 B R ARV T O
£ I 2uA Ty TAEE 32, [Study # 1671N-03-01-231]CRAFE)

7 7 A PSSt EACEM S 2 B A E SRS AR D 2 SR B SRV ERR E O G
FE VI RuVA v REEF33; [Study # 1671N-03-01-240] GR/AFR)

7 7 A YA S EA O S 2 B R SRR D 2 B R ARV T O
£ I 2uv ATV TAEE 34 5 [Study # 1AT2N-60-00-203] GR/AF)

7 7 A PSSt EACEM S 2 B E SRS AR D 2 PR B SRV ER E O
£ VI RuVA v RNEE35; [Study # 53056/54866] CRAT)

7 7 A YA S EA T S 2 B R SRR D 2 B R AR VEE R E O
£ VIR A YL TAEE 36 ; [Study # 1671N-03-01 -226] CR/AFR)

7 7 A RSt EANCEM S 2 B I E SRS AR D 5 PR B SRV ERR E O G
VI RTA T REE3T; [Study # 1671N-03-01-232] GR/AFR)

7 7 A YA S EA T S5 B R SRR D 2 B R ARV T O
£ VIR A Ty TAEE 38 [Study # 98-RIY-002] CRAZ)

7 7 A RS EACEM S 2 B I E SRS AR D B PR B SRV ERR E O G
F VIR A v PMITERN9 ; [Study # 00-1507-24] CRAFK)

William 2001 ; FimsE 7y Nwv - o~ SKEE(T)  SIARRO R &
ERPR 55 10 Wit 5 BEJESE

MElfFfats  f1(2005) ; Azithromycin O ARGERA. HALTFIRIEFRHEE © 2005,
53(5), 313-325

EHARZ #h(2005) ; /NEZ x5 & LTz azithromycin O G A. H A SR ES
£MEEK ¢ 2005, 53(6), 371-383

HAZ . h(2005) ; A ZXE L LTz azithromycin O i, B A FREES:
SMEER ¢ 2005, 53(7), 421-430

32



