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E:3 5]

Uy U URPAERE THD A Y <1 L2 (CAS No.79548-73-5)iz20 T, B
REFERPFEER AW TR SRR T2 356 L7,

Tt L - RB L. 558 (T v b, £RUE M), BEER (). anEk
#HEE (T o b)), BENEERR (T v MEUM X)), BEEERRE USES AMERITE
I TRV, HBRERERE (T v b U ARVUYR) | BRI O
YRS B BT AR ETh B,

BEEMERBRIC BT in vitro RO in vivo W T B BRIETH o722 L hvh, AT
LS TRIEE R BEEEE TR I TR W EE L b, £, B <1 s
WX DEFRRRICRIT A RE, EFHIEIRD b o T, BIEEERERE VSR AER
BRITSEM XN TR, el <A L rBBzEmEwE cldivno b, X, b NEEE
Ll LTROWERENDHY . U a~A L ROFEREILOWTIIANER & L TESO
AT BT,

IRODZENL, BRMEBRBRE RO T THL—EEERE (ADD OREIT
BTHDEEL LN, EEHRBROBZESOR/MEILT v M BVWEESHEEAR
IZBVT NOAEL 28 10 mg/kg (K8/0 TH Y, 2R 1,000 28 A L2k ADI
1%0.1 mgkg KE/B Th-o7-, —H, WEMFHADL X, £ MRF T TIZRBIT A
DERUCET2EEND, BIEFED 50 mg/t MIRZSAH L UTEAZ 10 04258
ENA, ZORBROMBIIE LN AROEEBETCHYBERNTHLZZ &, BHER
NOEL IZESW T o & 2 ESFNICER U GEINOZR-2R8 10 a5 0358 Y
L ST, BEMIES LT60 kg, Z&fld LTEAZ 10, B/ 10 0&F 100 %
FAviegE. ADI 1 0.008 mg/kg B/ H ERESNS,

PBECEY, BN ~A 2 roRMERFETMC W T, — HEREFEE (ADD
& LT 0.008 mglkg K8/R FRE L,
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1. SHiZEAEEROBRE
1. B
A

2. AW a0—kE (S81)
g - B ) <A 3 o EREE KT
4, : Pirlimycin hydrochloride hydrate

3. %4
(Eny=A)
CAS (No.79548-73-5 )
B4, - (285 cis-Methyl 7-chloro-8,7,8-trideoxy-6-[[(4-ethyl-2-piperidinylcarbonyl]
amino)-1-thio-T-threo-a-D-galactooctopyranoside

4. oF (BEE1T)
C17H3:1CIN20OsS - HCI - HoO

5. 7 (BE1)
465.43

6. HED (BHE1)
H CHs

N I
. HG-Cl
C-NH-C~H
HeC—CHy ~ N, O Hoj/—q ~HCI"H0

OH
SCH;,
OH

7. AROREE (BE2) :

B A %, Vot R2ETe MLS nAWE2O—#H T, FIRFEOREWE LT
Y ravwf v, Vv ERDD, £E LTSI ABMYEICH L THEDTSH
Y . VERHFEIIEHIIED 708 VY —A® 508 7=y MBS LT_IFF T
VA7 2T —EBEHETLEILICLY, BOEGREFHET O EELILRTVS, —

U o432 4(6-amino-6,8-dideoxyoctose)e 1 piAE WG O—HE,
? Macrolide, Lincosamide and Streptogramin (DR, ZAVHIZHEERNCERDA, 3T 708 U/ —L0 508 7=
=y MTIER T,
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A7 LERBORIRE Th D Staphylococcus)g (S, aureus) 3B XU Streptococcus@ (S.
agalactiae, S. uberzs, S. dysgalactiae SDJ T AEHEITH L TERD CTHAZ L b,
EMRAEERE LT, JEROBECHWLR TN,

AHFNI. ECBIT 3EGRIIAROH, KE, =a—P—F 2 FETIHINILEOAL DR
TEMEAR LUK EAOIRE. BEUGE. KoY, 77 29T, B0y o
EEHILEROREL B E LTHERA SN TWS, KE - = o——F o Nz 5 Bk -
BEX, 1450 1 5BES-o el LT 50 mg DAES 24 BEEIRME. 2 B
HENEARS T, ASRNERE G 9 B, 45 36 B, =o——F v KTk
4£:10 H, 4 : 60 B TH D, BUICBIT AL - BRI 40 1 HEY-v L
U=A e LT 50mg OAEY 24 FHHER. 8 BIOAFENEAFRE T, R4
23 A, F4.:5 A THD, 78, FDA1993 %), EMEA(1998 ), JECFA(2004 H)izk
W TIEME SN TEY . £1Eh 10, 6, 8 pgkg &/ H(2004 FH9 ADI BEE X
T3,

I. Z2HICRIHBROEE
1. BRIY - 2 - K8 - HEEER
(1) WRAY - BEHERER
@ BOLEFER (v b) (B84)
Sprague-Dawley %7 v FHEHES 6 [OIC UC EFHCLY v 2R OkE
(29mg/kg (&, 5 BED L. RP. EF~OBRINEEFE L,
B SEICHT 2ENED IR, RTIMY 5%HE 4.5% ., M 6.4%), P30 60%(HE
62.8%. I 58.8%) T 7=,

@ BOHBSRE (E FESVT4F) (BB5. 6)

5 BZORBERT 7 4 THRIEIBIT 2808560, 125, 250, 500 mg/t Rzt
T, 50mg OEETHMEPRML AT <A VTR TE o748, oo HE
IZBT B Toax iXEESEITH DD 5T 4 FFf. Can TN, 0.1, 0.2, 0.6 pg/mL
Th ol BE5HE 24 BB E TORT D 2.8~6.9%75, 72 B £ T H 6 29~34%
BEME EN-, (BE5)

B RBIT 25 e b D WEEREE AV NERE(125 mg/t b & 58028
WT, Camx iIH 7 E/AT0.11 pg/mL, #IETO0.18 pg/mL Thotz, 48 BfEE TOR
FEIREIA T EAT 44%, BT T13% Thol, (BHE6)

S SUBDISIE, 1AL MDA L5, BEREREL L. SO . B8 I0IE. SRS RE £,
(ZH83)
LI RO BRSSO BB Lo COH RS AILER, (253)
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@ HEREEHE (GBEF) SE7. 8) ,

W2 B &V UCEBR LY <A 2 OLERRE( 55EY7- 0 200 mexd
4B, 24 BERREIEEE 2 ENCIS1T D Come Tmaxe Tie. AUC IHRODEY Thot-, MR
FHIE 1 BB 5% 96 B (5 2 BH51% 72 B £ C 17 B THELE i,

HERICREIN N ) = A S ATRE PR EE 12 BELAICEEEEh, Zh
LRI TE IR S h = b D LB X bR, I ALEE A L TEFD
TBABERICA Y, 2 fRMEOZRYENRENTED BT, TuldsE 1 EHREEEN 0~12 B,
5 2 B REDS 6~12 BRI, Cum 1EEE 1 BHR SN 0.083 pg/mL, 5 2 [EHR SRS
F£90.131 pg/mL THo 7o, 5 2 BIBERHNIE 1 B SROEERH Y N 16 ThHo
7o Tuela FAIZTEH 2.89 BRI, T2 F)iL 37.6 I Th o7, MM Rr —wERf gk
BT EFE (AUCo120) 13 2.269~7.114 pg-hrimL Tho7-,

g5 4. 6. 14 X128 HIKEEL . £OMFN-Eh 3 BEIZ DUWTHH% 12 Kl
FIRR. #IR#% 24 FFRIRIECEREL L, P, RPRUSER~OBEIERIEE S,

FAEMLERZ IARZRIC X AR 223D b Id, TR ENRRITHAITR 50%, fFRH
R 10%, ERIIH 24% THoT, (BRRT)

A28 BT MC SR YL Y < A VR HERIR S HFENY 50 mg. 24 KR
ERE2ED L., BEEE#e6, 10, 14, 18 HETENREN 5 EH(4 HOH §EITONT
it % 12 ERRIEIRE. 2R 24 BRIERTER L., AHt., RERUED~OENRERA
BIE &N,

B EICHT AEINEORERIT, AT 50.7%, RFHS 12.7%, FEFHR 27.6%T
Bhotz, (EHES)

@ HIE5FER (GbEL4) (BHR)
WELAG PR RV MO R = A 2 O EBEHRPIR 5(800 me/fR) (2384)
% Tiela #8)1% 0.16~0.27 BHE. T #D)iX 10.8~23.1 B Th o7,
BERESEITT ZEREDERE, AR 4.3%, RFDS 26.5%, FEFH 47.0% T
HoT,

(2) fiHaE
D ASH (Sv k) (BR4)

Sprague-Dawley %7 » Miffi#ES 6 IDEHV iz UCEER ALY <A DR 0EkE
(29 me/kg fKE, 5 HEDICRWT, BGETRERSETHE 2-4 DO PR EIAT
BTRbE<., DO TEE. FA. B chorz, FEFOREECHT 2 {LEmD
BGIE, ) A DN 5T%. M T6%), BV v 2o RS RASHE 42%.
B 21%) TR OBIGITHET L D Edo T,
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@ NS GEEF) (B87. 8)

UC R L) =1 22 (L HESD 200 mgx4 455) % 24 BRARBEC2 B, W3
FA2BICHFEPURE L, § 2 BREGHE 4, 6, 14, 28 B4 3 BHE AV AT BiE.
. IR OREESREATEHIC L DV EIESh T3, AfPEEIRESh D
ThoRIZBW BB TR bE . DWW TER. 1815, HROIETH 7 A5ERH)
A Uiz, (BHT7)

UCHEERE A ) v A (1 RS-0 50 megxd 555 % 24 BRI T 2 |, 6#H.F03
ENCHENBRS L. E2EEE#%6. 10, 14, 18 HIZ 5 EE(14 HOXA- 8EDEZMIWVCHT
figt. B, A, BIPOBREENBEENEEIC X VEIEES N TWE, BRTEETRT
BTHRbELS., PWTER TH-Tz, BEE5E 18 BOREAOHA, BV ORE
0.005 ug-eqfg ThH-oTz, (ZH8)

@ 2. BHEE. R. EhoOREY GBEE) (SHE10. 11)

UCEHE L) w4 (1 HEYS 1D 200 mgx4 45FE) % 24 BT 2 B, wEL4
(12 ENCHERR L L, 2 EHEE5% 4. 6, 14, 28 HIZE 3FEE RV CEM AR L
Tro Fio, FNETOMEM % 12 MR, ZER% 24 RFARE CER U, #EREh
Y- VDR, # L FET TN ENORE O TEIEIIRD L B Tho
7o

RETIT, B wA RIS 80.6%, EAY = A L0 ARF S KA 8.0%,
REIEDOHEMEYIE 175 3.8%., 27286.7%, £0f.0.4% Th-oT, EFTIEELY <A
VIRTBAEDS 44.6%. BN A U ARABRF L R 1.5%. REIEOEEDE 15
32.2%.2 78 17.8%., & Dt 2.6% T 7=, R TII N U~ o 32 RKE{EH 21.9%,
AT = U RNERFY R 76.5% ThoTz, I Tk Y <A o RE{RDS
90.0%LL k& BT\, (BRR10)

RIFEORRMEDE VW T, MS EUNMR % BV TRENRA O, I bt
V= PV RITEN T <A Y AAFRFY RO YRR 7 UFF RENETH S Likk
TN TW3, ZHIL. ThoBEREREE LTERILBHINTWAZ NG, #
(LB OBAEDIC X AN L > TER SV, R0 5 ORBRHIC DU THEEREFTIEA
Lizb oL TS, (BB11)

(3) By GRS
@ BRICBT53 P EREHER (B384 2)
WL Q080 Z2RVWTEA V<A o1 B 1E2 B (24 BREEE ©
LENEE (BHE : 50 mgIiINEx4 HFE) RBREMHSh, FLIBEHIRRY
@ EIE&E 12, 24, 36, 48, 60, 72. 84. 96 Bfj#) I=HH XN, it <

—-28-



A U RE AN ENERECRIE Lz,

BT OERIZ. R10LBY ThHS,

BIEOFEE, 2 RB &S 12 FRI%ZICTEY 8.0 ugChil/mL SR S5, 2EB&R
5 24 BER1E1X 0.63 pgUHlB/mL Thotz, 0% HIRRIZREA L, 2 BB %5 96 i
BEIZIE, 20 Bt 2 BIASEERFE (0.04 pgCHf/mL) 27T ORT, HUISEERR
Fg Lot

@ KEIZKITHFATRBRE (B84 3)

WA Q08 2RVWTEA U0 1 H1E2 B (24 BEREER @
ILENRE (FHE : 50 mgUi/o5xe 775 HENFEH I, FHREHIRE
(1 BEIE#RE 12, 24 B, 2 @EHRS 12, 24, 36. 48, 60, 72, 84, 96 EFfiiL)

WEREN, AP e v A VU RE R AMENEREE THIE L,

e ORRL, K10EBVTHS,

BIFEOFRE. 2 FARE 12 BRI%ICTES 13.6 pg(H@mL AR &2, 2 EE
B4 24 B ILER 0.77 pgChid/mL Th-o7, TOBLBEFOMIED L, 2RER
5 96 B ICIE, 16 Flh 10 FITFH 0.02 pgUMB/mL 27~ L, fiTESREA (0.02
ng(H/mL) FiGE 7eo7z, :

%1 ABNBSHOUTHTHELYTS UBE etifBnL)

S HE R A FAHF L) v A R
(B 5% DR AR 2EE REWRBIT SRR
(EEFRFH=0.04 pg(FHl)/mL) (EEFRA-=0.02 pgCHy/mL)
EEHEHERZE 0=20) TR RE (0=16-20) 9

1[EA - 12 B 10.3+4.43

1[EIE - 24 B} 0.82+1.20

2 [[1H - 12 R 8.0+19 13.6+7.18

2[EH - 24 K 0.63+0.19 0.77 +0.86

2 [E8 - 36 IR 0.13+0.03 0.22 +0.23

2 BB - 48 B 0.08 £ 0.02 0.10 +0.06

2 [mH - 60 R — D 0.05+0.02

2 EH - 72 BERY — 2 0.0340.02 ®

2 [ - 84 B — 3 0.03+£0.017
2@ 8 - 96 FFHE — 0.02£0.019

D: FEH (20 Fib 3 HIASE RN, )

2 KRB (20 Bl 13 FIRSEREERFRR,)

9: SREH (20 #ih 16 FIASEBBRRARR,)

o SKEH (20 BT 2 FIEERRIME,) ¢
2 ERIRE 60 B n=16 '
e 16 4 5 I CERIBRARS

16 fi% 2 I CERMRFAR

16 #irP 6 B CEBIRIRT

7 =
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@ BRI EghEERER (3E44)

WEBOAAS GERRR) ZRHNTEALY A 001 A 1E2 AR (24 BRI
DIERRE (EHE : 50 mg(hi/oEx4 BFE) RBRAEREINE, B (FE &
&, FA. JEAROVING) BEEHIRERES Q RIB#HE 1, 2. 7 ROV 14 RE) (cER
. EY <A r OBETRE e FRIERECRIE L,

RO ORI, K2DLBN THS,

BRIRE 1 ARIZBW T, HREUIEIF T 4 it 2 FICERIRA (5H : 0.05 ng(h
AL, BER5 : 0.02 pgCiiml) K ThoTodd, TOMDEHIIZ B TIELMc Y
WY A DOERBIGED b, BdES 2 BRI, 7 BRIIIER. 14 A

IR R UV NEOLFIS ERRA (S : 0.05 ngChHl)/mL, /M : 0.02 pgGIif)/mL)
i & Tpo T, IR CHERRRS 14 BRIZBVWTHL2Mic e ) w4 U8R E
LT A,

@ KBICHTHHBPREHRE  (B8B45)

WAKOIS QEEFED ZHAvTen <A 0 1 H 1B 2 A (24 BEER
DOILEFRE (EHE : 50 mg(l)/oEx4 HFE) SBaEmSh-, B (i &
lig. . IBITROSLE) HEhilgsmy CRIERE 2, 7. 14, 21 XU'28 A#) i
B&Eh, eV <o o ofghiRE s HPLCTSPMS & TRIE L -,

AEDHORERIL, R20LEBVTH D,

BB 5 2 BIRICBW T ARG 4 B 2 61, BBR5 Tl 4 B9 3 FlAsEERRR (0.025
pe(FIYml) FETHolit, FOMOTIUTBNTREPICE LY <A L DERE
DR LTz, RHEFE T BRICIIEN, BERS 14 BRICGITBBEOHH, &k
5 21 HICIFHLEO2FINESIRNER & eoTr, FHlC oW TR, &i&i s 28 BIC
1 BlD& 0.14pg(JI)/mL Th o723, 4 FF 3 BlITEEREFR (0.025 pg(FHl)/mL) F
MThH-oTl,

2 ?L%Wﬂ%f&@#ﬂﬁqﬂﬁﬁ]t)b') TA L RE (ugChie) (o=4)

BRR | B RiRF% A% (R)
(ug(jjfﬁ)/g) Fia 1 2 7 14 21 | 28
HZA T 2.2 18 0.78 0.28 .
0.05 B 1.1 0.46 0.059 <0.05
e 0069 | <005 <0.05 <0.05
0.02 i3] 0069 008 9 | <002 <0.02
N 0.30 0.18 0.03 9 | <0.02
e R 1.6+0.21] 0.61:0.19] 0.21:0.12| 0.06:0.06] g.14 5
v Bk 0.46:0.07| 0.06:0.01| <0.025 | <0.025 | <0.025
0.025 A 005 P | <0025 | <0025 | <0025 | <0025
[Ei <0.026 | <0025 |<0025 | <0025 |[<0.025
e 1.0420.35| 0.150.11| g4 P | <0.025 <0.025

D SRR
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2 : FFR@ESRIC & A X 0 (R S e B e D | t/l/J A U ANFFY
KREAY A /./ﬁﬂﬂ%f\k‘fﬁé’] TR B2 b, 3TCT 24 REflA v F=—
ey

9. 44t 1 CEERRER

0 44t 2 FICEERNAR

D 4 3 B CEEIRAARM

2. SEEMUHE (36812, 13)
Sprague-Dawley %7 » Ml ; & 8 MEMAWERBICHWT, BOZEE T 2,000
mg/kg FEFE TO 2 RIDERE A U ~ o T OFRETREIIEED biviidoTo, [BIEN
¥ 5 Cld 300 mglkg RE T 2 BEIOBRE CRREEERD Hhiads- 703, 2,000 mglke 4
BCHEFANREE Lz, Zhb kb, RS0 LDs Eidn 5T 5,000 mg/kg (& |
REMEPIR 5 C 500 me/ks (AE L HEE S I,

3. EatrEHEE
(1) 30 BEES%EEEE (Y b (36814)

5~6 D Sprague-Dawley & 7 o MEHES 10 IED & FV Vo BHFFEIC X 2 R
A0, 50, 160, 500 mg/kg ARH/ A58 5 30 HROT SRR BVTER
B HENEHRELITO®RY Thots,

—HRE 7B FER AR Tl FBlCBRSICER LB bhviehoT, 7, 160
mg FEFEOMEEE 1 FIAFRE LA, ZoMiEIzER LT FliaEisd S nin-o
7o

REZNIHERE LBRER TH o703, Mo 50 mg R5HED 14 HEFE, 500 mg
WEBED 21 BUUE CEERRITHN L TV Ve, EAE G SIIRRE LIRS T o 7= 78,
2TORESEFTHED 21-28 A, Mo 7-21 BORM, BEREMA A S,

MFFEARE T, oL TORSH CTHERERIT 20 - i B Bk OB 1358
BTz, 500 mg BEFEOMET MCH, M CHEIROEINNEED Lz,

MEE{VEERE CIL. o2 TOREETBUN O, oS ToREEETALT
O EAPRD oA, HEOD 160 mg LLEDOERGETHEY BROMIN, HED 500 mg
EFETAST., ALT X7 K+ ) o BEEBED L,

[z EE ClL, 500 mg 5RO CHIBFEEDEREIEINNIGRD bhiz,

B R UV BRI X, 500 me B 55 & JHREEC- DV TERE S 417275, 500 mg
CHARE/SRENRD b= BIZ oW T 160 mg EFIZ YW T HERI N TV 5,500
mg WEHECIIMERCRE R VIR ORI RBEORERENRD bhiz, FRE-
HOFET, BERBHOEE RO O, AEBOERNEICRR L EHEERN
co;%% R EIRE ORISR Bz, ERIFIEE L, UG AR b,
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REEALOER B ERE LTz, BRICITERROHEBRROBESRD b, 185
BCIEE L U CHERE FRIROME TH~DRE ThH o7, 7, HROETEMEER
TSR 3 FI° 0% Cit. 500 mg 5B CHTARD I =V L /MISOFER LU
U S — AOEMNERD b,

AFRBRC BT D NOAEL i3sksh bhizdso iz,

(2) 3yAEESESHERR (v b)) (E5815)

#9518 Sprague-Dawley 52 7 v MHEHES- 20 IL/AED) % Y = B8 12 X B IREIEE
B(10. 30. 100, 300 mg/kg &/ A HI2kT 5 91 BFOEaMEERBIZBW TR
DO EEFRTRELTO®BY Chodz,

— RN, ERTIE. HIEFIEEDohihof, £/, 100mg
FEFEOHE 1 FIR T 300 mg FEREOHE 2 FINKEOHFET Lizdd, ZomEaicEE
H LSRR oniehofe, Fix, HEE LTEHESTENTWE 30 mg BEHED 1
A, #B5 1EICHETHD Z LB Lz, B8 LRI,

FEELTIL, 300 mg FHEHOM C—RRREREDOEMNIGED bR, ZOMD
BEREIEETE], fEECLERIRED bl

FEEE T, 300 mg HSHOMHZ BV TRHRBRE & TR 2B LT, 100 mg
BEBROMZBWTIZE A S OHIR TERRBMNRRD bhvzis, FEELE ORI
HE/RHERARRRI T e ha o T, HEDETORERE L 30 mg WSBEDMEZIW T b EFERY R
EEE DN v,

IR IR S ER L EEIIEED bhinh o7z,

MFFAIRE T, 30 mg DL S5#0HE ¢ MCH @i%ﬂu 100 mg LI R ERETIE
MCV OIS i,

Jﬁu&é{ FAERURRAE TiX, 30 mg PA LD SHEOMHETIRRY L0 E, Tud Y L OET

oLz, THAT I AT DV TH 30 RO 300 mg REFHOHETETAE D b,
100 mg REFOHETHIETHERD b=, HEHEMIOIEE Tlhedolz, BE 3
7 EHEOETIX 100 mg BEEOHETHERD bk, 100 mg LR EEEOREKL U300
mg HFEFEOHET BUN OBIIMEEY bivlz, ALT O LRIIHED 300 mg HEFEDIAT
ooz, £, 300 mg BEHOETHNL LT LDOBOHIRD L,

- FRARE T 300 mg REFEOHECREDEM, M pH OETIRED b/,

IEESERETIL. 100 mg BL DR EEOHE TSRO ERORS, 30 mg ML ERE
HORECHIROLERTOBL 80 bz, METIE 300 mg HEFT ﬁxﬂﬁ@%ﬁﬁfﬁ;@@
HEIASERD BT,

S ATEERR B ORSR, ERGEIIRTEMEBEOEE THIN, T LIaIH LIRE AR E 5 TED,
8 Oy — AP IREASEREL LD,
T FEIEETHESEE VD,
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i L UYREERE RO Tk, 100 mg REFFOIE | IETHAERIAIGED bh
7o, REMEREMEERC, BRUERT 2 HOTRRWEEL RS, MICEFHED
BRI TE,

ARBRIZI1T B NOAEL 13 10 me/keg (K&E/A £ 2 bk,

(3) 30 HEESMHEER (X)) (&816)

13~17 3 Al & — 7 VRS 2 ILED) 2 MY 7 B8R 0 #2530, 100, 300 mgrkg
{RE/A ; 221 B 2HEES (L5 30 AfoESAEHRARIC BV TR bE
HERTRIILITO@EY Thot, B, BEIETF e ZRWTIT ., SRR

WHEFLEE (300 merke REE) AV OX FEAFFERRICRE L,

—RRAIZRERAREREIZS T, 300 mg FEEEOMECIREM:, FEELSFED iz, A
BIREBOHECF DMOBE TR b oT, Fiz, RrL, FENSED b
LSITRENEL U/, 845 17 BICEEIST I iz,

AEE LTI R, FHENEE v 300 mg BEEEOME CEERD 150D b,

IFEARAT Tk, 300 mg HSEOHD | BT Ht OETHAT|WD bz, Ei-. D
FEROE S THEH L HHE L CREEFFIROSIEFHFELOETARD bhic
B3, B2 OB OWTIRSEMSEIOE S 28 BEOELS L - AHEEIIER
LR T, '

AL FEHRTEE T, 300 mg BEHOMERET AST O _EFH358% b, HETIZALT
DL LD Bz, 17 B BIZEEBRE T H8)o72 300 mg #5HEOHE 1 5 ;ibb\‘ﬂji
AP O R HEDH LI,

FREICIIFICEEIED O hiboiz,

s EE T, frciREICER LB bt ois,

TR F YR BRI Tk, ROFTEARE Shi-,

Hﬂm@i@é@]ﬁ@ﬁ%i 100mg L\ H&E5EEOMEREDRTIRRIC NEF. u@kﬂir@” i

(B FARGERAE TS VS —LRD I MEE LTHEEZR) BSEH LRI,
300 mg H5FFOMEBES 1 1T, EEORERROERIEAT[O LI, 17 B BEICHSR
Lo 7-HE 1 OFI T, BRI S ok XU M AHEER S, 30 me #E
HETIEIEFETEIRD -tz

FRBRITISIT D NOAEL 13 30 mg/ke (AE/A & &2 b,

(4) 3 7 BRIESMEEMAR ((X) BE14)
4~6 3 RO — 7 VR (MEHEE 5 S/ED 2 RV - safliR N 5(4, 16, 40, 160 mg/kg
KE/H) ([TL3 3 7 B ROEAKENRICI VTERD LN BT R TO@Y ¢
boln, B, BETEITF LI A2 TIT., BRI O N S % Wi
WwiERE LT,
HKBHRE T, ECHRED LD T,
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— AR AR IR EIZE T, 40 mg DL IR SREORERECHTHE. WRIHEASERD bivi-, fE
ROBREETEHAECLVEE TH o7, 16 mg DHETYH 18 BIZOAIEH(/B) A5 &
NS ENLBIREOERIIED ONT, BRWR L0 EEL LN, 160 mg 5
FEOHETIITERIEERI D b,

FEA b, SEHERE, RRTE. MiERE, REE TR, RE5ICER LE=EFiT
BOONEIoT,

MRECFAPRE TIL. 160 mg IREFEOMIET AST. ALT @ EHERH L,

B EECIIREICER L-REERED b hos i,

FFRCrE 40 mg B58(1/5) B U 160 mg B 58EB/B) OHET/ MU DRTSIIRAERH Lz
D, TRERERREERNCE LD e o ln, ki, FRERESAURE R ORI IRER
FROERRERZHE LIEHERICBOYTHLEIRD bhb T, £, fERIFMERS
B CRIN RS RS ThHh D Z & b6 BICRO/INE Iz oW TiL, 85 L EhE
HORWVETHD EEZ B,

R AR E Tl BESEICEEZE IR o208 40 mg PR SE O BT
5 BHREOBERELB LUOB OV A RMEEEDOERV T BB THET
HoT,

ASBRITISVT B NOAEL i3 16 me/kg 58/ R L5 % bz,

4. EiEEHESER
IBHEREHERR N USRS AMERBRIT I E STV RYY,

5. HERLEHMHER
(1) 2HARIERER (Sv ) (B818)

Sprague-Dawley %7 » M EHWEBIFEIC X AEEHEEN (100, 200, 400 mg/hkg &
FEMREIZLS 2 HREFERBRAER SN TV 5, SN EORE R USEIIRDE
ETERINE,

Fo R TiE, BV <A 2 kKR EH(S0 IENIIZieBRAERT 60 B HAEMET ¥
T, M0 DIz 14 ABIA B 21 B S TRE Uiz, D%, SIaHE 4 o3
DEREERBIGEEL, 21 QETIIF S, ik 21 BICERIERD HHEEES 1 T
F 8% 2B 0 7 iR LTz, F1 B IR EHRED N Y = A 3 KSR 2 BERLREN D
BTSN T £ ¢, MBI ote 21 R TG Uiz, MO E 21 BT R 58
PEIEE &,

—AREERERBIE Tl B0 Fo & T Fi R 400 mg E5EEOMERHE
(. IMRMAETERRRIF OB Fo i) 200 mg EFEOME L 400 mg FRESEEDMERHER
U F1 D 400 mg HEFEOHETRED bk, T OIENNIIRIEN Fo o2 58D
HERE L F) D 400 mg & SEEOMEREIC A G dd, EEFERRE L W LV EBmE
WEEROWREIIC L D5 LD THoTz, Tz, HREBINDED Fo s XU F R 400
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mg BEROBETRD N, HRE L UVWEESEORE T, BREICERT A

D o T,

B EHICR EOFEITZRD b ot R OERERIERD Fo o 400
mg FEEETERD IR, F UGt BEE & \HER U Ch o7, HHREUI Fo B8
D 400 mg B ESEE TR L R U O ARO DALY, FiEBEMp CrisdEiE Ll 13
EREE Th o7,

Fi B8 Fo FrAE R oolfrere, JERER SR, BREECH. £4% 0 PB4 REEIZS
Wik, BEEE S MEREEOBICERTA LN 2T,

F1 RO Fe AR OS5 1~21 B 04fFR (EFRED. ﬁ@b BEEIIFED LR
7o FLEiE Fe ORARORIBMRE CARICEFIIRD T, HEZ 0B 4 H
IZBETS L HZE RIS DWW T L BHREc B T . BREICER L BEIERD 5
Niphoin,

AEERIZ 3317 5 NOAEL it 100 mglkg K8/R Th o7,

(2) BRESEHEER (Sv ) (B8819)

Sprague-Dawley %7 v M24 IL/ED) ZH W= BEEICL 25O (200, 400,
800mg/kg AE/ ARSI L A EFHHERICB W TRD LN =EHRT RIZLU T O@EY
Tholz, WMEORGIE, HE6 B2 b 156 HOMIT- 7,

BEWI IR AR Hehofz, —BRAREEIRIEIRBIEZ TIE, 400 mg L LD
SEECEME, WRAEMSEAMOEN, BSBORENIBESNE, FEImHLS 800
mg HERETHED BW:,, F7-. 16-20 B OB 400 mg P LD ERETHIHI S -
s

BB O TR EED 400 mg utwé&ffﬁ . EFERIREOL T IRMEED 800
mg BWEFCAHALNEN, Zh bR _ﬁ.;ﬂ;’rr‘x . BN oW
BT — ¥ OEHENThH T, iz, TR OEMAS 800 mg HEFHETRLNZH, B
AR LN BEISIRING 1 Fl2sHE NSRS &, MRBEEENRD b
Rot, _wﬂﬁ i, BRI, BIRAER L UMEHICREOBEIISED b
75>o Tre F72. BBIRDIAE, Wﬂﬁiolrﬁ'ﬂ%ﬁ%— TEWTH AL RORERICE

B 2‘1«727550 7o

ubwﬁﬁ%mr‘o‘ B ORI D NOAEL 1 200 mg/ke RE/H T 0 . BE

IBiz3%¥ % NOAEL 1X 800 mg/kg AE/BLLEEE X Hhir,

(3) RESMHER (¥HX) EE20) -
ICR %~ 7 A (44 E8ED Z H W= HRE%IZ L 5538&HER (100, 400, 1,600 mgke 4
H A BREE X ABRTFEERBRIIBO TR NSRBI T 0@ Y Thodz,

8 M) 24 ILFEE TR S, ZREMEL 5L B0IRAELN Do T, 20 LASENSHI,
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BE RSk, HEE6 Bhb 15 HOM{To /X,

1,600 mg HEFHETIT TR 5V IEEERRS S, REBHARHIC 1,600 mg #5580
2 BIRTEL L, 1 BIASERSEL 72 o T e DTSy SNz, T HDOBITIL, iﬂ@—cﬂa—
EPNCTAROFTERLFED bz, BEMMEIKITWThoORSEHIC VRS OEEIIFRDDL
Nizhoiz, _

ATERRIRAE DR DY 1,600 meg BEEECRD - iIEEE, BRE, A0
R, FECIERE. BHE IR, HHICREOREIIRRD Lo T,
T, BEOAE, NEELUBREEIBVWTLEHESERORBRRB AR
Nnihr o7,

VL EDRERN S, A8 0BEM R U REMIZ%3°5 NOAEL 1X 400 mglkg {AH/
H&EZ b,

(4) RESFHRER (DY) (SHE21)

Zar——F 2 RIRU A MEO TYX(Q0 IWEDE AW BT L A5ERE D (0.1,
1.0, 5.0 mg/kg KB/ H)EE5IZ L HEFHRBRICB O TR b - EHF R T o
B Tholz, HERPEHOREIZ, ke BA5 20 ADHHT-7,

5 mg WS BETEEBICHENARAE L(13/19), 1 mg A HREHETHEESER D BE
RAFEARN, b mg REHCHE SITRETEY, EEE PEAE HERE. KEDH
BDUNTRINE., BRE. REMERE, 2V, BAE, FRE. BREORESISFED
fro 1 meg RSB TIIEEREMNGAFED B, 5 mg BEFH TIHEEDBLD AR D B
Tro 1EEFENT 1 mg ML EOBEH TR L,

TR TSI BEE LSRR bhvieh o iz,
5 mg {55 THERRIUIE R ORI RS DR, H’Eﬁ;f_ W PRI SR OB, RIS
IBEE CETFRIEEOBD RO bivie, LSO EHREESR R L EE
RIS E R TRV, *%T_?kwﬁbfﬁﬁ%TLTWto;@& ik
¥, FEE, HEREAERCREIC X ZEEIEED o T,

FRERREGEEORRRD ERAN 5 mg REFHTOHTH LI, BEShk
bk, MoHESEINS X UMM 4 5 B EcaRIOFHREROMIN, ikdsHE s
W DR T -7,

I EOfERD S, ARBRICHIT BT 5 NOAEL i1 0.1 mg /ke {K8/B.
IRIZ%9 5 NOAEL % 1 me/kg RE/B EB 2 bz,
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6. BizEEER :
BEFECET 2 BED in vitro KU in vivo BROFERERFICE L D72,

%=1 invitrosE
SRR P w58 o
Ames #5 Salmonella typhimurium TA1535, | 250~2,000 pg/plate(®S9) b
TA1537. (BE22)
TA1538,, TA98,, TAIO0
S. typhimurium TA97, TA98. |625~5,000 png/plate=S9) =33
TA100, TA102,. TA1535 (B2 3)
S, typhimurium TA1537, 156~5,000 ng/plate@S9) | et
Escherichia coli WP2 urrA (B2 4)
FiEzesE B2 | CHL(V7Y/ Hprd (8182 5) 0.25. 0.50. 1.00 mg/mL> | &k
B (-89 ; 2h)
0.40, 0.80, 1.60 mg/ml~* Rert:
(+S9 ; 2hr)
CHO(K1-BH4/Hpri) (288 2 6) 50, 100, 250, 500, 750, | [&tk
1,000, 1,250, 1,500 pg/mL”
(-S89 : 5+19hr)
50, 100, 250. 500. 1,000, | &t
1,500, 2,000, 2,500 pg/mL*
(+89 ; 5+19hr)
CHO(AS52/ Xprd (B2 2 6) 50, 100, 250, 500. 750, | &M
1,000, 1,250, 1,500 pg/mL#
(-89 ; 5+19hr)
50. 100. 250. 500. 1,000. | &t

1,500, 2,000, 2,500 pg/mL
(+S9 ; 5+19hr)

1) 5,000pg/plate TEOAFRENRD i,
2) HERREMRAERIT ISV T 2.0g/ml T 24h LAPIT 90% OFIRFEARER E N TV 3,
3) L5mgml T 50%DMEDHEEI R T3, :
4 1,250pg/mL LI TIHE LG IREESZED b,
5) 2,000pgimL LA ETHE Ly ERAEMATED his,
6) 1,000pg/mL B THEE Ly A iEAssi b,
7} 1,500pg/mL B ETHEE Ly vilaEiEsin ohi,

EFRED LS5z, inwitro OFERIZBOTIE Ames 5

RERBBOVT IO ABEHOBEhh b 535w Lis,
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g2  invivoRE
ABRR AECHR E5E FEo
/AR < 7 2B 175, 2560, 375 mg/kg K&, | kit
E[alfgEA (BHE27)
Z v MR 50, 100, 200 mg/kg FE/B . | BiE
fEfEr 2 BFE (B2 8)

1D BHdRBE LT R AF L AT I RER,
2) MR E LT a7 R 77 2 F&ERM,

FEo@EYy | iFowmHEE RV invive /NGRS CHORERETH -,

Y FD X 52, inwtro, Iinvive DEFBOFRBRTCO-ThEEETHEZ G, ELY
v A VATEEEEEF IRV O LE I BND,

7. WEWMENEECET SHEER
(1) & FOBRMERFICH T 2R/NMREEILEE M0 © (38B29)
bt OBRNMEEOERT 5MERED 5 5, Bacteroides spp. (T & 15 ).
Bifidobacterium spp. (5 18 13 ¥0. Clostridium spp. (7T 8 ¥R, Coprococcus comes(1
). Enterococcusspp. Q& 1049, Escherichia coli (13 %), Eubacterium spp. (6 T&
10 ¥k). Fusobacterium prausnitzii (6 ¥%). Lactobacillus spp. (6 T 11 #k).
Peptostreptococcus! Peptococcus spp. (5 T& 16 #9), Veillonella parvula (1L #FRIZOUWNT
BIEShIZENY <A 2% 5 MIC IIRDE Y Thoto,

&3 MICOEN
RERAERAE (105 e TRIREE (107
CFU/spot) CFU/spot)

MICso #oH MICso #H
Bacterordes spp. 15 0.25 0.03-4 0.25 0.12-4
Bifidobacterium spp. 13 0.03 =0.016-0.25 | 0.12 =0.016-0.25
Clostridium spp. 8 1 0.12-8 2 0.25-8
FEnterococcus spp. 10 8 0.5->128 16 2->128
Fscherichia colt 13 >128 >128 >128 >128
Fubacterium spp. 10 0.25 =0.016-0.5 0.5 =0.016-4
Fusobacterium prausnitzii | 6 0.06 0.03-0.25 0.5 =0.016-4
Lactobacillus spp. 11 0.50 0.06-2 2 0.12-64
Peptococcus /| 16 0.06 =0.016-1 0.12 =0.016-2
Peptostreptococcus spp.
Coprococcus comes 1 1 2
Verllonela parvila 1 0.06 0.06
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FHEE X N Tt Bifidobacterium spp. 3 bESHERBVIEETH Y, £ 107
CFU/spot 1Z3317F % MICso {EIL 0.12 pg/mL ToH o7z,

(2) £ rOBRMERICHT IRNREEEILRE M0 @ SIE830)

EAY =L S BEOELN ) A LV DEBERRBH TH O LY w4 LV AR
X3 FIZoWT, & CORBRHIE T 2 Bifidobacterium spp. (478 1580 . Fubacterium
spp. (6 & 13 #0) I X U* Bacterordes fagilis (2 #0) 122> THIE Eh iz MIC 1 kD

D ThHol,

x4 MCOEH
[ ¥ S R (R [ ) e S G i el o
. % | MICs | MICoo |  %iFA MICs0 | MICgy #iH

Bifidobacterium 151 =0.06 | 0.13 | =0.06-025| 4.0 8.0 1.0-16.0
Spp.

Fubacteriumspp. | 13 | =0.06 2.0 =0.06-2.0 2.0 >128.0 | 1.0->128.0
Bacteroides 2| 013 0.25 0.13-0.25 4.0 32.0 | 4.0~382.0
fragilis i

EAY A AR FT Y K 105 CFU/spot (281 5 MICso Bl Bifidobacterium
spp. THL 4.0 pg/mL., Eubacterium spp. Tid 2.0 pg/ml, THY |, ¥l <A L 4nth
THhEEE - 7,

(3) FOIEXAXETAHSERIHT AR/ ETFHEILEE N0 (BE31)
2004 FIKERB LW FZ O 11 3 FiOXRERRICEBWTHEROEN L HBES I
Hr YW THIEX LY <A 252 MIC R OBY Thots,

=5 MICOEH _
63 B BARERIEEE (ug/ml)
MICso MICx el

77 LIBHEHE
Staphylococcus aureus i32 0.25 0.50 =0.06~>64.0
Staphylococcus spp. 119 0.12 0.25 =0.06

~>64.0
Streptococcus agalactiae az 0.12 >64.0 =0.06~>64.0
Streptococcus dysgalactiae 195 <0.06 40 <0.06~>64.0
Streptococcus uberis 104 0.12 8.0 =0.06~>64.0
Streptococcus spp.(other) 24 =0.06 4.0 =0.06~>64.0
Enterococcus spp. 42 8.0 64.0 0.12~>64.0
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77 AR

Fischerichia coli 147 >64.0 >64.0 >64.0
Klebsiella spp. 74 >64.0 >64.0 >64.0
Serratia spp. 23 >64.0 >64.0 >64.0
Enterobacter spp. 20 >64.0 >64.0 >64.0

va74vymf?A@ﬁ%mﬁLT@E&AEH%@&%%é&moto

(4) BEDPICAONSEES JUHERICHT 2R/MNEHEIBILEE MIC) (BES2)

AU, BRI v, OFEELRARFM THA N = A L 2R
¥ NZoWT, BEPICADNIER GF 5 W BLUWME Gt 98 oW TilE
7z 104 CFU/spot (233175 MIC {3HRDiE YD Th -7,

#6 NICOEN

B/NEEMIERE (ug/ml)
|1 R G g AV AR R
=i
Aspergillus carbonarius >1,000 >1,000
Chaetomium cochliodes >1,000 >1,000
Fusarium roseum >1,000 >1,000
Penicillium notatum >1,000 >1,000
Trichoderma virde >1,000 >1,000
LS |
Streptomyces albus >100 >1000
| Arthrobacter globiformis 1 64
Azotobacter vinelandii 4 >1,024
Bacjllus cereus 1 256
LBacillus subtilis 0.25 32
Celluomonas sp. 4 >1,024
Cytophaga johnsonae 1 512
Flavobacterium heparinium 0.13 32
Pseudomonas fluorescens >1,024 >1,024

AUy, Bl L RNREY RES, BEICHOWTHERER RS
Mol I, EICHT AR v, P ANVEFS RO MIC . AT w1 s
ATEo T,

-40-




(6) E FOEBRMEOERIEE b itro5ER (B3 3)

v kB P & (Bacteroides spp.. Bifidobacterium spp.. Clostridium spp. .
Fubacterium spp., Fprausnitzii, Lactobacillus spp.. Peptococcus | Peptostreptococcts
spp. &t 31 EFE 39 EEREEEETE(108° CFUMLIZ /LY <A 220,38, 6 pg/ml)?
ZHIL, 12 REREESOMEOEFRICRITTRESRE I TS, D5 b,
107CFU 235 biviedn-7z, b L < Hoa B CATFRMMET Uiz 3 BHRIZ DV TIEES
ROBND BRI &N, AFEOETESV RN 10 R Th o725, 36 EikD
55 3 EHRIZHOWTIT 12 B OEEEORNC E A U < A 3 ORREERTEN 10 5282
HEFEROENTRRD LN R OEENRRE NS =DIL F prausnitzi O 2B TH-
A5, FEEOMOEK CIIEEIIRD bhiedoTz,

(6) BEREXBROTH>EEETIERW: h o BER (383 4)

VoI Rov MNERERICBITEWEHDOE- L LT, BEMEKIFRSmL
NTWBR, VoradI Rt a 7 Y s Al k- CREE SN HARERIES
OFH T v 2713 Clostrichium difficile DFEATAEENEETAH L ENL T3,

Fol(T—NT P U T UNARE —Ve AW BEERIBROTET VR E LT,
C. difficile (5x109)DFE A% 5- 5 RERICEEONEME % L THRE Uiz & 0 CIDspl!
BRHHNTND, VrayI RO Y Fefvy, Doravf i ELTwALIY)
2 DFEBRRICBWTRbDEWRESHEE R L, AT A Y DETERSIZEITS
CIDso 1X 2.6mg/kg EETH- 7, ‘

(7) £ MRS VT4 PIohFAMEYENEE (35, 35, 36)

5 ADREBMRT T 4 T oW, 4 BB, 125, 250, 500 mg)#® 1 EEGDA
YE—ANERBWNCRORE L, REFIARUERE 2 AROEFERO C difcle RO
C. difficile toxin ZF~TFERITRO L BY ThoTz, '

#£7 b IR UT 4 TIIBIT ABED SRR

50mg 125mg 250mg 500mg EERL

il % ili] % il % AT 3 %6H

C |Tox | C Tox | C Tox | C Tox |C |Tox |C [|Tox |C |Tox |€C |Tox | C Tox

05 |— |0B |01 |04 [0 |06 [— (06— (15|02 |05 [— |04]01 |05 |02

056101 j1/5 |0/2 {2/4 10/2 |36 103 [26 |12 66|14 |14 |11 (36|16 126 | 14

PL: 7Z%®R, PR: ¥A¥~=A C: C difficle, Tox : C difficile toxin

® Peptococcus | Peplostreptococcus spp.tZ-2VyTid 0, 5. 6.7 pg/mL
10 e DI R~ DRI, Clostridium difficile PSEEA T BTN BRIV ALENS,
" FIEMEDRAIEERIBAE S0%D LA HE DO LB R ‘
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ERFEH LN, AERBAOREEEL N TWS Clstridium difficile toxin 5
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LREDEY ., in vifro OFRERITEBIT S MICso b 11 B 104 ERkE AW THEEEN T
WAR, IbEEENREVHERE Th o Bifidobacterium @ MICso fEiE 0.12 pg/ml
Thol, BRHEDOI Vo F<A 020 TiL Bifidobacterium =2 T 0.03
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D OBERBEARETAICELTO ADL & LT, 0.008 mgkeg KE/R LRET D
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