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RIRTZA FPRAEMETCHIEABTRMY ) ~7 % 4 F (CAS No.
56377-79-8) 1L >WT, FHMEEFER AW TEMERVET M % 3= Lk,

MM AL LB, I A7 - RE-HRERR (T v b BRUK)., AlkE
HRBE (VAR Ty MRUE), BEEEERR (VR 7y PRUA X)), BE
ENRR (FUR, Ty MRUUTY), BESERR, AERB. ERIEERR,
WAEDZNHECET I RBRETH S,

BEFER ORI AMERBIEIEREENTHRWVWE, ) T2 RiZEEIZE-T
BRI RIBEEEETRERVEZILNE I LD, BNOELREEML 3
T o TADI ZRET I ERTRETH B LTI,

BEERBICBOTE LN EBEREOR/MER, THXEEWERESEREBD
23.1 mg/kg (AE/B Chole, BMHFERI ADLIZOWTIE, EHFIEE 23.1 mgkg K&/
H o255 1,000 (fEz= 10, A= 10, BESMHRREUOERSAERREZ T
AT ECXBEMD 10) 2EATAZ LA8TEEEZL LN, 0.023 mekg KE/H &
REESNE,

—JF . BEHFH) ADLIZ W T, BEERICBWTEEN 2 e P ARELNT
W3 VICH EHRIESWT 0.18 pglkg AE/H ERES N, ZOHAEDHFH ADI
i, BHEFHADL LV b0 S, BHEFHEAHEERELTVWEEELLNS,

UEXY, )T EA ROEGBRERESMICOWVTII, ADI £ LT 0.18 pg/ke
KB/ ZRE Lz, '
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CAS (56377-79-8) , ‘

#4 : N-[1-(AminocarbonylDethenyl]-2-[14-ethylidene-9,10,11,12,13,14,
18,20,21,22,23,24,26,33,35,36-hexadecahydro-3,23-dihydroxy-11-
(1-hydroxyethyl)-31-methyl-9,12,19,24,33,43-hexaoxo-30,32-imino-
8,5:18,15:40,37-trinitrilo-21,36-([2,4]-endo-thiazolomethanimino)-
5H,15H,37H-pyrido[3,2-w1[2,11,21,27,31,7,14,17]
benzoxatetrathiatriazacyclohexatriacontin-2-yll-4-thiazole-carboxamide
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7. BROBEBRUHERARRE

I ~NTEA RI3HERE Streptomyces actuosus BPEATIHAWE T, 1961
BT T AR —X TS —=F VR TAESFrOoal) =7 AMECERELE
TEEIVEELLELDTHE, /I~THAL R, 1D L-ALA=y, 1fADE
FaeXxi vy, sA0F7 Y —NRBEPLEOA V F—AEREFTIRY T
¥4 FREEDHE T, FEME. B 7 ABEEE T sENEHEEEZ2 R
DIED, BMERN~ORIY « BITNP 2N E NS BEEEo T3,

BATIL, /I ~T7FA IR 62 FILABOZ2EORERVREOHE
BT 29 BEf 28 EHEEE 35 5) WESEHEERMG L L THREIhTEY,
FPHTERRIICIINT D Z LIk Y| DR PUEZENIZE0PRIBDOLNT
W5, BB R BHRINS O S RBEIZET 24 4S (Bfn 51 EEHESE 35 8)
BWT, JI~T A Fid. B (Fag 7—%&<) A &7 5 HL 755 H2)
FEtE 0T eAL 72—/ (FifiHEs, ##AEY Al 2.5~10g (il 1. BA (1
AHAS, TS Fkhc 25~20g () A E2TMLCERTAZLEEDD
NTWAR, BIFFOBENCEAZ2B0E LTEEHET 517 AROERUEITHE
ALTERbRVWeEInNTWS, £, BRAEFELEK VU FVAEERE LTOXR
B shTnian,

AENZRBWTH, ST E2 A N E LTERESR TS,

B, RIT 47V R MIEEANCE BREEEETERRESNLTVLS

I. REHICERINEDOBE
Ziiat{ﬁ%j: FRNRIN ) S~ F A FORERFORBREESZOWE ) b

@hﬁ«aﬁ'f&f&%ﬂﬁ%&ﬁw_%@f%é (BHE 2) '

uwlst S-S - R B R
(1) BERER (SyR)

v b (M) 2B U EEalk /«7”/574 N (jﬂﬁTﬂH) )= AEIF
A#%5 (1.8, 8.4mgkg AE) RBAEHINT,

BE% 7 BRICBT 3%, RRUOSESFOMAELZEE LB, K5 (78.8
~97.4%) OFSEIETER I EIh, RP~0BI < & (0.5~1.8%)
Thot, BE 7 B, FE. B, O M. R, K. SR GF. ). S
A, BBE. B, KBRPEEBOKRNEZAE L, £F0EINET 79.81~98.11%
Thol, BHEED ) v ~TH 4 FEEIL, 8.4 mgkg KERSHOBET v Lo

1 b RBirk 4 BELAOCBASAR

: LbEBRirh 4B E2EZ 10 BRI UAOCERAS

3 hivtrBlirh 3 BRUAOT v 5 — AL

¢ SbERBBTR IAMEEIRAAL L TEHZIINTEETCO A 7—HiAE
5 KEBisTrda 30 kg LA OKALSRE

6 EEABRI30kg BX T0kg LLNOKR EERERTO b O EERL,) AfFEg
TR 1T EEEGHEETRE 499 FIL Lo THERKED b L REEER
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Flgh iz 0.1 ppm BRI SN EA, EofEE b b A B R KASEIERH S

27,

(2) BESER B)

B (4%) 2V LCIEMBIR ) S ~TFZ A R (823 mg (M) /g) D6
A FERENRE (0.127mg () /8/F) RBREIER S,

Bettp RS 24 BRI CICHIE LR, 6 HETOEEOREINERE
103.2~104.9% Th -7z, Fik&E 6 KRR, B TR (g, B X¢
BED ) ~TFA FERELEE DA, &L DREBRARE CHo L
MBS IATFA FIZBOHEILENLIZ LA SRR IRV D EEX BN,

(3) E5EER (K

R (28, REQN 12 kg) #HAV., BER ) A~TH A F (823mg ()
lg) TMEEE 9 BB ER. HCERBRR ) > ~T ¥4 Fogkn#Es (0.7
mg (CHff) /kg BE) RBRAERINL, &5 24 H%Faﬁ?i’éhiaﬁéﬁk%f BEEAEL
7o

FELPMRBITECTH AN, LR EDREED 50%83 K5 24 BE%ICE
FRIZED N, £, #EED 0.6%N Ry ICHE X,
R LU0 1O BT I DR, BIEARTRETHY . ST O 14C 0
72513 0.1 ppm LT Ch oz,

(4) BEEBR (B
BERAVREER ) VAT EA RREC L SBERBAERS L (R 1,
£1 BrRVWCERERRORE

IR - | AENRINE (mg (O | REHER PREARRELE
Gt i) /kg PR #BAL
10 B[ 0. #712,000 . . | EREEES, MEER<LT
g, DI, | oRB TR E N, HICBRER
b slest oid | ¥, fEBS, | Mo DIk, BE D 6.4 ppm,
(60 B ) | Bagp. ABYE, | BB @ 18.25 ppm, BRAHO

e, K2 FE. | 2,800 ppm Thotr, H&ERE
MR, BN |1 BRCBRHERZOEGE.

= BEH-. S, BE. BREY T,
BHBEE5 3 RU'b HEIKRHE
NiEOEHE (015 T 0.05
ppm). FE (0.256 X 0%<0.025
ppm) ., IBENEY (0.38 RTR0.06 |




ppm) Th-oir,

7 3EH

fnkﬁ—
(1388)

0. 2.5 (2.3~2.6),
20 (18.0~17.6) .
125(113.0~127.5),
250(220.0~240.0)
¥ (0 PWIEEAIE

s BT
B o,

B, M.
5 E

250 mg (i) /keg EPRIEMEE
IZBWT, P &R (485
DOFFEIC 0.068ppm. HKRE
EZBOEIZ 0.029 ppm A3 H
S, ETHREBEEBER
(0.025 ppm) K TH -7z,

7 18

TaAfT—

0. 100, 200

FT R, .
A, el
]

REBREEZO 200 mg (F1{H)
kg FERHESIMERIC BT, AT
IZ 0.044 ppm. FEEIZ 0.08
ppm. FFAIZ 0.028 ppm A3 H
i, 100 mg () /ke &kt
BB RW T, BEEUEE
12 0.029 ppm BEHI E iz,

8 HEH

Tud F—
(0 HEikw)

0. 2.5, 20, 125,
250

Jo s « BTEEL.
%Hﬁﬁ\ JL‘H@%\
AT NN

| HERI, i,

FE. DB
PN 7

i &R 4188 . ZkEE
E#RURERS 1 B%O/NE
BRURBZERNT, £ THREIR
F (0.025 ppm) KRB\ TH o7,
BB IT 2B, AEHDRS
BE~DHENRREEEEZLN
776

(5) BREEER (K

Bk VTR ) AT E A FBER L ABRERBNER S K (F92),
%92 BrAVEBERBOEE

FONHEART - | FAEHEINE (mg (O | BEHER R AR EE

e i) /kg &R A

1 & 0. # 11,000 BRI, | REREEE TR, MBT
R, Jf. | 0.048 ppm. fEH5T 0.180 ppm.

36 HiEh | /LB, BB, | BT 0.368 ppm MR S i
BRRE, MK, | P4, £ THRHER (0.025
N ppm) RKFEThHolk, BEERE

1 B# Tk, K& T 0.109 ppm,
BEHST 0.038 ppm TH o7,

BERZOWTiE, bR E
THERICAEFLE T FA
P shizboeEZLLN




7o
MR DWTHE, i~ EA
REERE BT AEATHY,
SRR T4 800 L7 i b e
HT, ZBLERFEL, RHEX
hitbotEZ bR,
6 &M 0. 10, 500 FhPY, TR, | PRI (85 4BEBERUS
FhE. Elg. | B H) D 500mg (fiffi) kg fH
36 Hig g, ISHG. | BHEEMBEE T, /AT 0.025~
B . | 0.027 ppm 23H ST LSt
/NG £ THRHER (0.025 ppm) £
BCholk,
90 H 4 0. 10, 50, 250 AP, APl | P &2 (3R 45 AR RO
Fhg. MG, | REBEEHZ O 250 mg (1)
8 i fEfig, BERA. | /kg SUBHRIMBICBWT, /M
mig TIRREDERE (0.038~0.301
ppm) BR LN, KKEE
1 B TIBHRA (0.025
ppm) KL inot,
112 ~ 113 | 0, 47.3, 194 K&\ BElA, | R R 5B OLFMNEI B
B Bafs, BER, | ¢, £ THRHRA (0.025 ppm,
Arig. Bl | O RE O 0.05 ppm) KHHE T
T# 55 H Ioir,
i

2. RESIERR (VR v FRUHR)
RUA, Ty MRUBZRAWE ) I~T7 24 F (FERECRER) oasEtE

RERBER SN (R3)., 7y b () OETRE
fe (110 40) LSz, FETHHIRE D bhiadoTz,

&3 AEEHERROBE

IRWTORFETHBRD N

EhipTE BBk LDso (mg/kg) BRAEDOHE
A %A HEROME >10,000 95.7mg (1Ml /g
BT HE UM >5,000 95.7mg (F1f) /g
= HER UM >10,000 980 mg (F7ff) /g
BT # >2,500 1,086 mg (F3ff) /g
Rl B >2,500 1,086 mg (FH) /g
Z v b o3 | HER OV >14,000 95.7mg (F1fff) /g

9




KT | R CHE  >5,000 95.7mg (Fii) /g
2 HERCHE >10,000 908 mg (/@) /g
A HERUWE >13,060 1,015 mg (74 /g
FEREA BERUWE >4,610 1,015 mg (F{f) /g
7 g HBEERUME >4,000 933 mg (J7fl) /g
3. HSMEENEER

(1) 12BMESEEEEE (Sv k)

F v b (HEEER 15 IL/ER) FRVWERER v~T7F A F (980 mg (F14f) /g)
o 12 BEEEEHRE (0. 200, 1,000, 5,000 ppm FEHN) 12 &L 3 EAMSHREN
Z=EwEIhi,

HBEHEPIECHIIRD oY, FREHL VEERBIIRFTHT,

5,000 ppm R EFHOHEC T TN REERD . 1,000 ppm HEFHOMIZZ
OThREEEMBERD bz, MEFNRETIE. 1,000 ppm R 5B OMEIZAT
BEEORDIRD bhich, MERBRAE. BRAREFRTRLEUHEFWETAT
&, 5,000 ppm LLFOEMEICBWT, /I~FF¥A FERTAIEZZ OGNS
BEEIZmobohihot,

(2) BBMBESMEESR (YvVX)

<7 A (Crj: CD-1' (ICR) %. MRS 12 IL/&) ZRWHEEHR ./ ~TF
A F (89.2mg (/1fl) /g) @ 13 BRENREKR S (0. 2,000, 10,000, 50,000 ppm
W) ik AEASESERRNER S,

EBREHO—RBIZER 2L, REFADRD N2,

2,000 ppm LB SEEOHE K O 50,000 ppm R EEFEOHEICHKEOBEINBERD
LR, REREERICHT 5S8R0 bhiah o, SukEORMC
W, TORENEECTH D L EHIZ, MIRERRER CMEAELFERRET
LEFBIREDONRPoEI LD, TYRARHLTOEDBE I ETEITX
SIeFEHR ) AT EA ROBRRICEAbDEEILRE,

o, FUKEOHEMBRD bIREREZED T, REE, LIRFEHVRE,
RELZHHRE. Tk, BREE FEEGFENREDORER, /3 ~TFA Ko
BECERTAEEIEDONR T,

(3) 13 EMBERMESESAR (S M)
7w b (Crj: CD (SD) A, MR 10 W) ZRWIEER/ o ~TZ 4 F
(89.2 mg (i) /gy © 13 BREEHHS (0, 2,000, 10,000, 50,000 ppm &
m X HEREFEERBAERE S,
EREHO—RBICEEII 2 RECERTLIRCHALED bhizb o7,

10




HE., BEERUHKECSVTY, BECLZESIRDLAT, LA
50,000ppm #% 5RO RIIABI L ¥ bE < | BT CILAERMA N BR S
EE- 7z,

BREELHEBOH B biL, MERY X7 OET (2,000 X T 10,000 ppm
B EFEOME, 50,000 ppm 25 OMERE) | A/G o =5 (10,000 X T} 50,000 ppm
BEBOHE) Tholr, MBFRF V7 DETIZOWTIE, MIRFEMNRES (R
mEREK, ~= b7 Y v 7 ERUNESnEUE) OEIZAEESRBHORRNT &
Mo, MEHERICLZLOTERNEEZ LN, ¥k, AG O LFITEEFT
—ZDFEEANTH Y. BENRbOLEL LR,

FHRPLHFERICBN UL, RECERTLELIIRD bhidhol,

FEMRENRE TiE, 50,000 ppm HEFHOKE 1 FlICFFE D FEE M/ N Y
FEEARBDONH, ENLSMIRECERTHEIRDONEhoT,

(4) 6 7 AMESMESERR (1 %) _

AX (MRE—INEE, MRS 4 0E) ZRAWEERR S ~TZ A4 F (937
mg (Hffi) /g) @ 6 » ARIKEROHES (0, 9.4, 46, 234 g (F4i) /kg ﬁsﬁ)
XA EANEERRAERSNE,

BERE RO AE L EEER, RRAE2EC CZRERETHY.
FTHbRD SR olz, —KER EOBE T, 46 mg (1) kg FEHRE
L 234 mg (i) kg RERESIFHIC. ZRLEFOIEN L EBVFED LA,
F OO BEREBEIIFRD bhiehoTo,

FIRET R Tk, 9.4 mg (Uifll) /kg FERSFHOME 1 MO RZFE,. 46 mg

(M) fkg BREREFHOM 1 PICRBOBEICRIT S Y - YSREHKOIRERS
Do, REEE OHEEHIXR, TOMOELOBO NN T,

ERERETIE. 9.4mg (JHD) /kg FERGFHOHEDKEE, 46 mg () /ke
HERGFHEOMBEDOTR, 46 mg (M) /kg FERESHOMOIIE, HRBREVCFE
BT AN EEDHE K, 46 mg (J1) /kg KERGRHOHED RRIRICRIT 54
STEEOWOPRBD bR, BEEL OHEBEHE W b, BEICLS2E
BLIIBZ NPT, o, MEBFRORETIE. BB, FiRE RO
IR RO BB OBEMNED e, BEE L MBI o, &
7o, BEEIIED o,

PEDZ Ens, J~THA FD 234mg (Fff) kg EEL T OEEIZ DN
T, A XX THFEEZEEIRED o Tz,

4. BEENEBRURLAERE
 BHEEMERBRRURESAMRRIIER S TRV,

11



5. EHERESHEEBR
(1) REFHRE (TURX)

<17 % (ICR %, 25 /@) ZRAVWTCHEIE6~15 A BIZKER ) S ~TF A
K (965 mg (Jiff) /g) OEEIED#ES (0. 193, 965, 4,825 mg (FI{f) /kg
RE) 2k AREBERBRAEL S,

BEMWIZ W TIE, 198 mg (JMl) /kg RELL EOREHTIL, REBEEEICE
ETRbIBPEELRBOIRD bR, AERFEEIRD LT, BROLE
EThaeELLNE, £z, 193 mg () kg FEREGHTIE, BEE. &
HERUCEKEICTIEEIROLRahoTz, 965 mg (Fifi) kg BEHE
FHTI. BREREEEICFEERD OhRMo7eid, JUKESRE T ARE
THEIHEM U, 4,825 mg (Ol /kg FERSETIE, BEENRE 8~10
HBRETEREET Lk, SHBELEEL T, fkEDHEN, FEEEDRE
BIONT, FEENRBD b,

FRIRlC oW Tid, 4,825 mg (Fffi) kg ﬁiiﬁ'{’é‘ﬂif AFREPREES
B L THERICD R o7, 0. HIHE O HBERRN 965 K11 4,825 mg (J) /kg
EERSHCERICEL . AEEFEOEWNEZR LN, AR, FIBEROEED
BEIZOWTIE, BRERENBEHELOMTERRBD N1 T,

Slbpz b, KRBRICBITS /o~ Z A RO NOAEL 1X 193 mg (1)
kg BE/B LB L b,

(2) RESHUHAR (SY M) _
© Fyvb (ME250C/E) 2BVWTHLEES~15 HFBICRBMK ) v ~TFA4 K (5

fE7REA) DIEEEAOES (0, 50, 150, 450 mglkg AREH) & &3 RAFERR
BE®E I,

BEMIZOWTIE, RGHETOECHIERL, BECERTZ EHF1 00
HEERRBD NN T,

BBIREOWTH, 5B T IR - RMREREMRUHFEORLERRD LN
Mol

PEDZ &b, ZRBRICEBITS 2 ~TF %4 FO NOAEL I3ARROEE
HAETHD 450 mgkeg KEH/H L F X2 bz,

@ F v b (Crj: CD (SD) . Hf24 IL/E) % RAVTHIR 7T~17 B B IZEREHR
JI~TEA R (T7.0mg (Hl) /g) OEEROKZSE (0. 15.4, 46.2, 154 mg

() kg BE) 1o Xk HRAEHRBRIER SN,

BEMDIC OV, BREBIBWTHHCEHEOE PR D O, &
BT BEEEFCENL, —BRRESHAER DEEIFED b o,
FIRCid, 46.2 ROV 154 mg (Joffl) /kg RERESHO 2 RV 8 Flic EBHOK
MARRD LI, —RICIEDEORSIC IV IBRNHEERE L., EBRE.

12



WT28A808H5, LrL, ARFRTCIEAEDORBICL 2B THY ., A
ZDFFERPHOEDORZITZD LN TWRN &, BEFEMNMRNZ &, HA
MRSV TREBRIERABRED b TNz b, EEENES
FZLWbDEEZ LN, £, SIRECFERNREDORETIE, 154 mg

(Ui} kg EERSEICB W CERIMEFETRIIE B REMATRD DI,
BEEK, BERE. AFBREE. EURE. £EFBRREERCELROWTRIZS
WTh, REDBELRBT ZLEIIRD bhizhol,

BRICOWTH, 154 mg (Of) /kg BEREHTRES W THEOHW.
REAEHETHIRECHEREIL. BRAREMCHALNAFTRTHY, FE
BYH 1~2 Gl T A THB &b, RECERTIEETITRNEEZ
b, TOM, Sk, RBREUERRECRD ONFEL RERRUEFHIC
DWTHL, AEEFEERZRL, RARKT v MCBWTERRBLEDEHHANTH S
Zenb, BELFEBORWNERLTHDI EEZX DN, iz, B{LETE
BWTHERER L A3EEERET HEITRD oo,

UEDT Epb, ZRBICBITS /) T 24 RO NOAEL IIARBOES
F&ETH5 154 mg () /kg{kE/R &EZ b,

(3) REZMERARE (DY)

vYX (AAREERE. 12 IU/E) 2RV THER 6~18 B Bif@kHRk /, v~
AR (17.0mg () /g OWEEHERDZRE (0, 3.85, 23.1, 154 mg (i)
kg RE) I X 3RAEBHERBRIER Sz,

BEWIZ OV, —BRREBIIRB T 2R FIC L 2EMFENREEIRED bk
Mhofr, 28.1mg (JMf) kg BEZREFHET46]. 154 mg (JMi) kg FERSE
T8HIZBWT, RBERPIER 1L AENDORD LS, ER22 A E TR
BHRL, Zhit, SEREBRORGHITEEOEHAZEL TV, BEOE
B #) ¢ ELEFBARERTRIVILDTHoT, BEHERUHKEID
SWTHE, 1564 mg (Gifff) /kg BREBRGEHTIEE 9 A BIZEAD Lz, ik 15
BERO12 BB FNEFNNEER L FARICHEE L 2R 9 B BLIED 154
mg (F1ffl) /kg FEFRGHIIBNT, FEEIIDWVWH OO, EEOENIHIER
BROON, REDOEENRERBINE, Fo. RESHREIR 28~29 H BIZx
RECBWT 241, 3.85 XU 154 mg (Fiffl) /kg REREERIZBWTE 141
Do, TRLORESHWL. Wi bIEREEH» L BREEORA XL EIEE
BRHDONTEY ., REFOUVIFFREIFHEDOE L WEDIC L AWMENMBNT
WAZ L ERURESYEMBRIFICHBDONTNAZ b, HEIZERLED
DTIERNEEZ B,

BRIRIESWTIE, B b3 VidRINE (BIR) oxEEe, REREICESR
WohRWZ b, REIZIIRRERBFERA T2V LOEEBZ N, SRR
UHIBRE T, FBERD DR, BERERBVWTH, BELSTOR
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. A1 28.1 B R 164 mg (FIf) /kg EERSHOE LFICEDENETEITTHY .,
BEIZ LA HHOFERIEIRD N hof, £, ABEUEROERIZONT
b, REXAHAEMIRD bNRhoTz,

DLEDT &b, ARBRIZBIT S ~TZ A FO NOAEL iX. BEizon
TiZ 28.1 mg (7)) kg RE/ B B RIESOWCTHRARBROEEAETH S 154 mg
Chilm) kg BE/R EEZE 2 bhiz,

6. AEEEHER |
I INTEAL FOBEEMICET S in vitro R in vivoRBROFERITR 40 L
B ThY, 2CEETHo T,
iz, /T EAL RiE, oA (CD R) B Salmonella typhimurium
(TA1535, TA1538) ZRAVWEEERARRIIBWVWTHEETHT,
F 4 BEEEMBRORE

R por-- : - HEXE SRS
EIRERER | S typhimurium BRR ) v~TH A K (965 | Btk
A& TA98. TA100.TA1535. | mg (FHff) /g) : 3.86~482.5

(in vitro) TA1538 ng (Fiffi) /plate
: (965 pg (A1) /plate THE
REROEBIRE)
/INEZERER ICR 2~ U R BHHIE |ER/ ~TZ A F (89.2| &tk
(in vivo) mg (1) /g) : 0, 44.6, 89.2,

178.4mg (1) /kg K=
(5 18, 24, 30 BB

EAIERL)
/NZEER < 7 ALYEIR AR Rk ) T EA R (947 | Bl
(in vivo) mg (73{H) /g) : 1,183.8.
2,367.5, 4,735 mg (M) /kg
HE

(2 B RO & 5)

7. TO/MOSER
(1) RAEEE B
Q TeAF— (T—r—x—h—FE, MRS 12 JF) 2 RVWEFERHR . v~
FEA R (89.2mg (Fiffi) /g) DIEEHHERSE (0. 50, 100 mg (Hff) /kgﬁﬂ
I 2 L AEEAT G 56 B I OFERBRS EE i,
(REIIMERE L HICIRMBETEVWERTH Y | FEIZHETIX, 50mg (JiH) /ke
FEHRIBE DA RIER R, 100 mg () /kg FEHRMBEOHR S 56 BRERIC
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BWTHEBRE» o, #HEEZ, ARELERL T, BT 8~9%., HET3~
5% DOEMAER LT,

WO B T 5 —RREBOREMIY, BHEFCL M5 (50 mg (I
i) /kg FRABHESMEEOME 2/12 61, 100 mg GMl) /kg FEHERMEEOME 1/12 #1) |
FEARIEIC L5 LB BN EHER (100 mg (W) /kg FARHEGMEE O
112 #0), t#8 (60 mg (FIffl) /ke FEHRMBEORE 1/1280), HEOUVHAX
IHEEE - T FEIER OIS (50 mg (1) /kg SEMRINEEDME 1/12 4,
100 mg (F1ffl) /kg FEERMBEORE 1/126]) Thofe, LEL., T b OER

7 uA - HRBENTLONE &, BEBRI OB THEZ L, &
MEHMATREFRCAERRFESTED LN arbu’o B85 & TR R ES
FrR.EEZEZ BN,

BERFRERERRERR TIX, 50 mg (i) /kg AERMBOHREIZ BT,
HFEE DR E R BEMATED b =23, %03{1410)'2%‘4 BIZFR® Hivs ., AFEEE)
DEEHATHZ EZ LN,

FREERIRE TIL, ﬁﬂgﬁi&rﬁ#ﬂﬂﬁé@ﬂﬁkﬁﬂ@@ﬁé{ LSRR X7 s,
REBOT A T —THALONIBREDEVFTHE LB Lo,

@ rA 35— (Pilch-Vantress . MHEE 100 3/EE) ZHW-HFRER ) o ~7
% A4 FOIREHE (0. 6. 29, 63, 109, 224 mg (I{f) /kg &EERM) 0 X
B 0~8 B TOMBERRPER I N,

HRBRFIICEC LEEERURBR TR ER LEZAFOWTRIZE N TS,
BELFREARDONT, FMBECRIT 2 8EE, R SREN R &
LCEBIEMLE,

® TuAIF— (T—r_—x—H—FE, HHES 15 P FRVEREER v~
THA FOREBEE (0. 2.5, 20, 125, 250 mg (Fiffi) /kg BBl ok
% 1~8 @ E COMBRBRNER I,
[BREE, MERERVHEAFRIIBVTH, REEADLNT., TRER
CHFEER L BITHBHL EThH o7,

(2) RABREER (K
O K (FER 20kg, HERUESESR 2T/E#) ZAWEEREKR/ >~TH4 R
(855 mg (i) /g) DIEFEHSE (0, 17,000 mg () /kg fFEIEM) I
X522 BE (B5F1OFHEHE (7 BM). &5 (7 BE) . H5%0MHEE
HE (8 BE)) oRBERBRIAEBR I,
TEINEE L BB OB SRICEITIRBD biah - iE s, BETEC TR
EDREBFHLREST, RERLLABERED LN ok, BMEICENT, #
BEFRAOEBERLEN, ZOEEIKREICHERLE,
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@ K (LWXD o 3 TiELE, 36 Hih, XFRHE : MErEE 2 BH. WONEE - MEkES
ATEEE) BERVWERER ) v ~TEAF (10 mg (1) /g icflBLE=b D)
OIRAHE (0. 10, 500 mg (Fffi) /kg fABHEIM X % 6 BREIOFAZERE
MER SN,

FMBEOREFTRBRITBRLY VENTRY., BREOERFIEEIh M
olc, i, BRTH, FMERUCHBRICBVTEREIED bhikhots,

@ K LWk, HESEM) Z2RWEER, ~T7Z A F (89.2 mg (J1f)
lg) DIRFERSE (0. 100, 200 mg (i) /kg BPEHRAN X5 13 BHO&H
BRBNEHRS N, '

FEHRICRB T 5 —RRBOERFIRO oo T,

FEC LSRR E L CE, 85 49 AEOMRELFHIRECIV T, M
BHORRERENARELEBR L TEFELEEEZTR L, AEKEESRDLH
Teo RBRERED LFRIT, —BROCEROEBERICHE-TROLNA M, MmEN
HONWThORRIZBW TS, BREFICH o TRET 2 LREENRERE
B V7 F=r TrIVL AVTAL ANVTARDTa—L0OE)
BHbNEholiEh, BERTHICEHEME L TBEECERES/RTD LN
Pofo, —HRRNC, RREREREIROMEBIC > TEFT3ERND DR, #
EHMORHEE., M TREBRRC R L TEERERERED N &
b, WMEORAEREFABHEEL Y BHICEF LI oW S R E L b

oo El. BNEORFILHBRYRZEC CHEH L IZERBCRE ThH-

77 ' '

@ K (3—7 v —fE, S 4555 2RVWTEEER o~T %A F (22 mg
(Hfif) /g THRHE LI b D) ORERE (0, 8.5, 47.3, 194 mg (Hff)) /kg
SRR X3 16 BEOFEERBEER I,

47.3 mg CHifi) /kg FBEFMECI T 2 MFEORL . 8.5 K11 194 mg ()
) kg FBHEMBIC I 5 BMERE OBEM, 47.3 R 194 mg (i) /kg £
BHEMMBZ BT 3 B LROBMc >\ T, FEBCEEEREZDLhE,
BEREETII. NIRRT ZMBHENEER R TEEENERIZ SV T,

BB BED bz, FIRFTAE FRERGZAREOR R, #51CER
TH5LEZLNAFRERBD DN AMhoTz,

8. TOHDHME
(1) BEFICHT HHEEIZONT
O #HUyF (FAQEE) OTHEBEITHT R o754 FHREIC K
LEE— RIS E R Ui L 2 A, R —BEORERFIBEGS 1/6 fl
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RO bR,

@ UIFOTHEBNTIRER ) T 74 FREC LD EEEERE
L& 25, KBEEAOFGIROLRIUS, EFEIBEShRI-
b, ST EA RRUTRIo LRERBIER 2WbDEZZ b,

@ HEUIVXOBERCHESESSEIC T 3BRE /) v~T ¥4 FOREREEE
BREt L&A, TORBEMER/NE o7,

@ HEUVYX (ARG, JERBEE 6, MR 3L 2HAVEAshR./ o~
TEA FRER LBB—REBMEELBRET Lz, MEELE bio, BEORROEIE
ZOERBED RN, BE 48 BHRICIEER LE, MR L U CER
OREICHLMREIR AT, EROFHEIEIRD bhidol,

Flo, —REECKEICSWTI, FAfHk T2 A FOBRGIZLBE
iR bhiehofe, |

BlEoZ &b, 8BRS AT 24 FREZ VX ORIC—BED IRRE
RS ERTEB L BN,

(2) REBFEI<OWT
© EAEY b Hartley R, 30 %) 2RWIERR/ V~T 74 NORERE
PHERRE =8 Llc, REFERUHBREICBW T, REEMICREDBERIS X
BHONT FRHR T F A FEEEREREZRERNEBZ LI,

@ ENLEy FERAVWEE-BEEIC X 2B8R o~TF A4 RORBEEEMSER
BREERLICEZA, BFRE ) AT 2 A RO THRVEEEEZRTLEX
b,

9. HEDENEEICET SRR
(1) RESEAICHT SRNMETFHIERE (MIC) (B 3)
R 18 FERLEZLHEMBERE ; IWAREEYE OREYFHRERE
(Epk 18 429 B~ 19 & 8 A M) 0B W T, b MERSEEREICRH TS/
AT HEA RO 5X 108 CFU/spot 12381 5 MIC BB TWS (FE5),
#£5 Ji~THAL FOMIC '

BAIFEERLERE (ug/mlL)
B4 BREX Nosiheptide

MICso #upm

BAERERIMER
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Escherichia coli _ ' 30 >128 >128
Enterococcus sp. 30 =0.06 =0.06
BESHERE

Bacteroides sp. 30 32 4~64
Fusobacterium sp. 20 >128 >128
Bifidobacterium sp. 30 =0.06 =0.06~0.25
Fubacterium sp. 20 0.12 =0.06~0.25
Clostridium sp. 30 >128 >128
Peptococcus sp./ Peptostreptococcus sp. 30 0.12 =0.06~0.25
Prevotella sp. 20 0.5 0.12~1
Lactobacillus sp. 30 =0.06 =0.06~0.5
Propionibacterium sp. 30 >128 >128

AESNEEHED Y B, &HEY MICs BB ESNTWA DX Enterococcus
sp.. Bifidobacterium sp. )k ' Lactobacillus sp.? <0.06 pg/mL T¥ Y , MICcalc8
13 0.000048 mg/mL TH -7z,

. BRRECENE
1. HFHEFEMNADIIZDWNT

I NTE A PITBERERBRR ORI RE TR, £
o CHEBREELRIBEGEERRIWVWEEZZBNE 2 b, ADI #RETS
CERTRETH S LI SN,

EMHBRIZBWT, HLARDEN L ZATREOEENBDLREEZDN
HIEX, vVXERWERESERRIIBT 32 3EHOBHEER CHKEDRS,
REHEINENE T, NOAEL 23.1 mg/kg (KE/H Tho7-,

ADI DREIZH > Tk, T NOAEL 23.1 mg/kg (AE/H 1. Z4{%3 1,000

(F8z2 10, {EE=E 10, BHFERBRRUBEBAMRBRZR N TWE I LICL 58
Mo 10) ZEAB T2 08ET EEZ b, EHEFH ADI X 0.023 mg/kg RE/B &
REShz, '

2. BEDPRADIIZDOINT
VICH HA RIA ESSFERBREZTO TR IFEER MR, Fhk 18 EE%
RAREHERERE B RFEEDE OREYZNEERE) CHELATEY,
ZORRNPLEEN I T RBB LN TV S FEIC L VIREYFED ADI 25
HTBZ EBRTED, : |
2T E A RO MICeale 12 0.000048 mgimL., #EIBHAAY 220 g, MENEES

8 RBRIRIZFELEDOH 2R LEEDH B E DI MICso @ 90 %EHEB R O TIRH
" ERNOEYAEELORRBHFEIZOVWTH.20065E3A XY VICHIA FZA ABRASHATWS,
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NA45EIC 100%., & MEEIC 60 kg 2 L. VICH OB HRICESWTHEAEY
?‘E;J ADI é?%:‘dj LT\—% H - —Fna@@ U & f;ﬁéo

0000481 (mg/ X 2207
ADI— 0.000048*! (mg/mlL) 220" (mlL) =0.000176
1.0*3 X 60 (kg)

p =(,00018 (mg/ke (FE/H)

*1: BRERIIEEOH 2R HBEEO H BB O TFE MICs @ 90 %{EEEIE R O T IRIE

*2 1 FEIBAAY

*3: BT AR ERBROBEN D, /AT E AL FOKSORET L VRt Sh B 2 2 b b,
%W%E%ﬁ%ﬁéhé%@kbf@%ﬁ%lﬂ&?5

3. ADIDOFEFEIZDINT
TR ADL (0.00018 mg/kg (KE/H) X, FMEEAT ADI (0.023 mg/kg (AE
IB) &0 bF+aAal, BEFNRZEEZERL TN EELZLNDZ LD,
AT EAL ROBHEELRETBICELTO ADL & LTH. 0.18 pgke kB/
HERETHILPHEETHLEEBLBND,

4. BREEEZENM
PLEXY ., /) inTE A4 FORRBREREEFMZ2WVWTHE, ADI & LTKRDESR
BERTAZEAEYEELZLND, '
JI~NTEAR 0.18 pglkg KE/B

CREEI OV, YTOEREAEBE 2T EEEEORE LT O BICHERT S
NP RS
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<Pl WEEFHH>

HE PR ‘ £ FR
ADI —HERFEE
AIG H TANTIy,/Tud ) v
LDso Y ESEE
MIC B/NEEMELRE
NOAEL . mEEME ' ‘
VICH B AEESORFEEER ORI T 2 ERG 153
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<BHE> _ -

1 AR, BIWEOREEE (B 34 FEALETE 370 8) 0—HE2WET S
i (FRK 17 48 11 A 29 BT, ¥pk 17 FEESEE S7E 499 5)

2  a—FALFEHRASH, SRR ) ~TE A FORBREESZOWE Gk

3 T 18 FEAMZSEFAREGHAE  BMRAERDEOMEDFHIZEIC OV
TORE
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