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FRAGIC MR LB, 558 (U, B, A XK. FROCE M), BERER (4,
K. B, BEE. U¥X LHROCEN) . SEEERR (v UX), BAtEERR (5
v b AX), BEFHERER (7 v 1), BEEERR, ﬁ&é%-—f—é@%%@ BT 3RBRET
»H5,

REOFRRH D, BT 28, RAESMD L OBEEEIRD bhihoT,
T AMBRBRITOVTIL, EMEA TIIEERE D U 2 F U3 RN AMEIC BT 2 50t 2 4
LTWaRWZ & JECFA T 2 U AF T EEELREEEEORBMERR L MRS AN
WE LACENICEER 2N E R VBEEERBROBRESEETH I Z LR BEENTY
LI Enh, BHEAMRERIIRE L HEr L,

FEERBROEELEOR/MEIZ, EMEA TIX5 v AV 26 B atSHRER
o b7z 12.5mglkg RE/ B I2EZ24R% 200 38 L. ADI 7% 0.0625 mg/ke AE/H
TCohol, £z, JECFA Tid. Tv FEBWE 26 @M EAMESHERBRM LB LR 505
mg/kg BE/ B ICZL4535 100 #@A L, ADIIZ 0,5 megkg FE/BBNELNE, —F.,
AR ENLEEH IR ADL i, BEAICBOTEEN =2 2o+ 2ARE LT
% VICH BEHAUIZESWTHAEDZR ADI % 0.004mg/kg K&/ EBIE L, ZOMAE
MERADLIZ 2 ) AFUREMAERRROSERTN E L TRAWs R -EoASLTICE
T AREMEFSITHELTNR EEZ LR,

PLEXY, 2 ) XFrORMERYEFMHIC OV TIX, ADI & LT 0.004mgke {ZFE/E]
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I. ﬁﬁﬁ%i&%ﬁi&inn&tﬁﬁﬂﬁmwbﬁi
. R
Tﬂ“ﬁl HYE (k= x?/)

2. BRHSDO—BA
g : =2 ) RFy (2 RF2 ARUB % E5)
H4 : colistin

3. ¥R
aDRF A 0 CsaHieoN1s013
Y RFB ¢ CseHoesNigO1s

(BE) BiEa U RFL A CssHiooN1gO1z - 2.5H2S04
o) AF B ¢ Cs2HosNig01s + 2.5H2S04

4. 3FE
aYRFUA ;0 1169.47
2YRFB : 1155.44
(%) iU XF A : 141466
W= U 2B :  1400.63

5. BEX (RMaIYRXF)

HzN ' CHa .
o _
CHj;. . _
Hs,c m .
OF N HD—-%-‘OH
I |

ﬁ nn—z_\—mf; 5
4 NHy ]

ﬁﬁ@:ﬁUX%‘/A : R = CHj;
iUV 2F>B : R = H

6. ERENRUMFARRE (BE1, 2, 3, 4)
= Y RF 1% Bacillus polymyxavar. colistinus S5 S h =R Y IRV U FEH4EpE

TRV IFVEERA—-THHEEINTRBY, I VRAFUARRa ) RF B 2RSS
ETBREMTH D, 2 ) RAFURATF FREAWE CHMABELTE L Y | BLEES
REEBRETLIZLICLY, 77 5BEEEOREL2HIET S,

BRINTIE, = Y 2AF U303 K, B, . ERPWUED Salmonella R Escherichia coli
BREDAY AFAREZMETH 2MEICER T 2 EFROTHRLBEICAV TV 5, B4
AEXRS TR, B%, REBEMEAIN, I8, #EILAOF, ERCILFECH LT, &S
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YA RATLITBE T2 Y A F > 3.33mg/kg K8/ B 24 848 5~10 B RIHRE Sh 5 iE0,
FEROBRERVAEREELE LTI TV,

BAEICBV TR, il Y XF U RABMAERL, SRR e NEEESE LT
FASh TS, BRAEEME LT, HPEROMBENE THEICY LCHRRH 0 |, FE
EUSKICRCTREARS ST, SEERNG L LT, SR ETHREPEERER DL
HRERELVEDBIMER ST TS, Tk, b MNEERR K ORON TR ERS & L
THEASNTWBEIYRFUAZ AR CET P Y U AR =) AFVEEROF LY &
LIETHB,

¥, MR Y XFOHMME Img H7-D 30,000 B THY . Bt Y RF L DE
WEYR AN 1mg H72 Y 24,000 BEAL (FiEE= ) XF > Imgii= Y XF L 800pg Io4H )
ThHd,

I. Z2EITRLI3E2BROBE

Y RAFEOWTIELVERE = Y R F U REAERLECFESRNME LTRVWHRT
BY. EMEA RO JECFA i2BWTh, FICHEE Y RF U ORBRT—Fhbal) XRFy
PIFEA S AT B, A E TR, EMEA LR— 1 (1995, 2002 4E) (£ 1. 2) &8 JECFA
ViR— |k (2006 ) (B 3) OMREEZPLICEELARDL, 2V RAF U2 EDRS LTS
BMAERL RS EMEREETMES (BR4) R EDOAFETREAEESLSEX, EI
BB oY AF U ORBRT— 405 a2 2F U ORBEEEESNE RS I o7, -

1. BIR - %7 - 15 - et
(1) #EER (V¥ B, 41X, KB, £RUERM) (BRI, 2

BAREHROFER= U AF 0, b b, ERFMECHEBIMIZB O CHEFICRIRER
KL, IR bR S ofs, 727U, 6 » ABREOL RO BN S,
TKIBONeRBRO Y AF VRIRABRD DN & WS HEND S, BIUIHENRSH%O
HFREDPITE LS MFFRED ©— 27 3B 54 2 FRERTHRICR® bRz, ZERE T,
DY ZAF U IMPEREAEFEESTHH,. BEOBREIIRAEMEMT I~ TET L,

HBEMZBITAEYEROFT—ZIZL DL, BBz ) RF U0, (74, BRI X
CEBRELTYH, BF. ABEROMFEPICRHEIN S, BIREIC<WEEZ bRE,
BT, BOKERE 6 BEZ I CABE P CORENBRE SN, —F., FEPLECHA
PETITRIRNE S Lisa, 85 24 BRI T Tz 2 U 2 F U oRERBREsh
feo FFFETIR. FRANKSZOEYZENFIARIIZE 100% TH o7, MOETIT, BA
FEAT 2 R 1 R LTS R EE 8~20pg/mL % Lz,

A XZBIT ST MEDITH UL TERORWREWAE T2 L 0F— ¥ BRifs X
NTHDHB, a) RF O3 & LTRREEERTW WY, ERAFESZDOa Y RF
EERPICERE S h, Z2EPICEREHIRIR R o70, B MIBIT AL ¢, Bniks
BOaY RF U PIEBEPICHHE SN EEPICHARBEEME LTHEEL TS Z LT
B E i, ' .

4, K, UV RUCB TR, BORSZOFMREBICBITA DY AF 0B, &
FORHBARK Ch o/, L L. Zh b ORERIE, A8 0% E5“Rules Governing
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Medicinal Products in the European Community” DERZ#7- L TR o, T,
FHRCTHIGES LeBE, ZEHEAEAREME LT, FREUBBICR LEERED S
N7y, EREMLOBRBIZET 28EE2N, :

(2) BEER (4. K 3. tEARRUIYY) (B82) _
. BEAH (HRE2TETO), B, CERE 6P W 3ITTO) RUVHF 12K
(it 6 PL9™0) 1ot L, =Y RS- 3.33mglkg (KH/ RN ES 1 A 2 EERFRFERS
(R RARLICIRECT R B 7R, B, tEBROYYF 5 BE) L. Kk
5 6 BROFMEFICO>WTa Y RFUBESL HPLC (X)) THfiliz, 2 TOFR
MBEDO = Y AF 2 RUORBEEEREDORER, ThThERRT FFE. SRR
B (4R12ARHG) @ 75uglkg B : 100ug/kg) RFiTh o7,

(3) BERR (K. BRUIHX) (B3R 2)

K208/, B (FuA7—) 30 PRBCUIX 80 ILiz = ) AF > 3.80mglkg {E&E/HHY
B2ERE 15 BMREERE L, £5 2FF0%, 1. 2. 3 RU5 B E TR (K - Mkt
£ 208, B MEHER 3, U MM 3 T) ICKHMBO =) RFUEES HPLC &
UNRAZT oA RBTHIT L, @ TOFERABICBIT S 2 ) AF U R U EETES
YMOREZ, ThENEERR (B, R USRS : 75ugkg Bl : 100pg/ke)
R ThoT, :

(4) BBEE (/) (384

B (T oA T —, HEHES 50 F1. 100 FVEL) 2HiEE= Y XF L E (2 U XF2 0, 100,
500ppm fHY &) fHIC 8 BT, TEWRELOMETO 2 Y RF U BELHE LT
B, fgEE, MEOWTAMNE b2V RFUIRHERRA (0.26pg FHli/g) R Th o7z,

(5) RERR & (384

R (YL 22708, 21 B, MERER 2 58) 4 FAICRHREE = Y X F 5 (= U 2F 2 400ppm
AYE) AT 12 BMAEER. TEEBRRUCOERO ) RFUBEERSE DA,
BEE. MEOWTIIZBNTHa Y AF U ERHERA (0.28pg Hililg) RETH-7,

IR (LH 23478, 39 B, MR 750 1454 4 » ABIGEE =V XF UM (B
SN, 40 % 72 1% 200ppm FEAN- 4ERKZE, 40 % 7= iX 200ppm FEAN-HAZ 1 B .40 ¥ 721% 200ppm
Who - tRZE 3 B) SBICEER. B (GRS, J8I5E) . R OCERICRIT 52 ) 25
COBRZBEERLD 2HERTHE L, £ 1 0OEHRTIL. @TORFERMICBITAERE
i, AKX, FREX E HICEERA (0.05ppm) KiEThHoiz, F 2 OHZR T, 40ppm
FNEE CREBER T EE OFBIC 0.052~0.054ppm DEZENEH S, 200ppm FNEET
IR G TESR K ORE 1 BHEORIZ 0.080~0.350ppm DIFRE DD bz, LrL,
I 3 BRICITETOZED» DR Sk o7 (EEBA 0.025ppm),

fFIK (LHD 458, {6E 21~28kg, MiAES 6 58) 12 8% 4 BRMEE D U RF 5N
() ZF 40 E72i% 400ppm Y E) FR CHREBTER. MR CEEEEZKICBITS
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Y RAFUOBRERZRRD 2HERTCRE L, 2V AF - OBHEIX. £ & LT 400ppm
WINBEOFRRICED b, 400ppm FMBEOH AR OISH CITENRE (BIEEREN &
HIBRICHK =T, DI MCHIENEZ£E T30 0) ©, FREGIERICIIRD bhved
o7 (EERA 0.02 £721X 0.05ppm), 40ppm B EFHETIIBREXR TELICBNTE, 1
SRDOEMNTRBMEE OB MR b - Lk, E%Mﬂa&) BT,

7R (LHD Z3ffE. 654 25kg, MiRES 4 §H) 8 % 4 HMFEE= U RF L3RI
(200ppm) FECHEE L. BERVCMETOa Y AF L ERE (BEKRTE, BEKT
72 REfIR) BWE L, BERTEROREKT 712 BHEOVTAOES L. BA. 15
. BFiE. BRE MK (&h) hoa Y 2FUBEREIRA (0.05pg Fi{file) T

HoTr, .

R (LW ZZHEFE, 69~80 B, £3) 78 (KX 15, RBRX 3TH/AED KoY X
Fr&1H1EH3 BEARHRORE (20 252 10, 20mg/ke AE/AMHYE) L, M
PIREORGEHSE (BERT, REKT 1, 2, 4. 6, 24 RN 72 BE). TERBED
FRE (REET T2H%) 02 A FUBEZHIE Li-, 20mgkg KE/H B EROM
BTNV T RS 1R 0.08pg/lg DBRE VR ® b, TH SRR HIRA (0.05ug
ﬁm/g JRHOZ 0.1pg Hff/mL) K& 72 o = LSk, ﬁﬁ?@&@ﬁﬂ%kkb\f%ﬁ%’

&b %ﬂiﬁl‘)’@ TLO

(6) RERBR (4)
{74 20 BIC = U X5 3.80mg/kg RE/BARY B2 EA 15 BIRMILICEE TiRY

L, #5 5 A%E CREA (MEEA 2 HOS 4 BTO) KE&EHO =) 2FURES
HPLC RUVSA AT v A BRERTHHT Lic. BRIC BT 2 S ERBE Y O FHRE,
& 2 BT, &5 1R U2 BE T, £hEh 210pg/kg. 9Bug/ke, 150pgke ThY .
5 3 HRLIRIZERRF (B : 100pgke) RKiFL lnorr, MO TOREEZRIZE
52 ) AFURUMEEEEEYOREL,. Th P EERR (B, H&ROUEH -
Toughkg) FEThol, (BHE2)

o (10 BB 6 TFcHiE= U R F LB (=) XF 2 400ppm F%E) FE 10 8
RIS, EERER M T 0= ) AF L BERRE L b - 5. 5. MIEOVTh
PHb Y RFUIRHRA (0.28pg Siflilg) R THok, (BE Y

FiF (BAREAL 0 1y A, ) 588 GHR#E 18H, BE58 25/ ICHiEa ) X
Fr%& L H 1E3 ARES®RARD®RE (=) 252 5, 10mgke KE/HHENE) L.
M REORIFHERE (RS, BEKT 1. 2. 4, 6, 24 RN T2 BRli#6) . FEjER
EOHMRT (R5HT 12 KM% Oa ) AFUREZAELE, AREHELBIZETO
[Baw, MBmEUMEFOa Y 2F U BEIIR TR (0 05ug Fifilg, BEH-DZ 0.1pg F4H
/mL) R Thotz, (BHE4) )

(7) AHBERR (U4) (BE2)



LA 10 57 (BAREPESLATH 6 80, (RAEERABYI S K7 EX vV 10mg & =
UAF0.83mg/kg FE/HENES 5 ARESHEAES L I2EMBEIZ1 A 2 @8
L, HPoa) RFURES HPLC (3% CTHEELE (EEBEH : 10ugks)., &
PIDES 24 Rtk & B OES 24 BEBICBT A FOTY = Y RF L HEEIH
50ug/kg (80~109ughkg) T, 2. 3 KU 4 A OREZOEHILHTRET. TLFh
13png/kg (10 Riii~33pg/kg) | 8pg/kg (10 Khi~16pg/ke) . 10pug/kg i (10 Fii~12ug/ke)
THoT,

A 8EE (BAEMEPEILATH 458, [EAEREILEH 458) 122U XRF 2 3.33mg/kg K&/
BAESEZIMNLZEEHNC L 5 10 A RESRETR S RERIVER Sh., 12 Bk &z 1
2EHEALL. 231902 ) A F U RUREERBREYOEE LY HPLC RUOAAFT vk
ARBR TN L, 2@AP0Oa Y X F U RUAEBEEEEYOBREITNTLY EEBR
(25pglkg) KW TH-7=,

(8) BIFBITHER ()
Mgz Y z%/%ﬁ’m#ﬁ%é:ntaé%@y’ﬁuoﬁéﬁ%mﬁﬁjﬁﬁﬁfmﬁr&m710 AN
BEROBE, INCIIRS 8 AL E CTHELBEXZD LN, (BR 1, 2)

FEIRE 20 Pic =2 Y A5 3.80mg/kg BE/ R Y BELZEM U AN L 5 15 B s
REREFABREERIH., 20 EHF+E5) % HPLC RUSA FT v A RERTHH
Lz, BBESNZICBIT 22 ) AF U EOREENEREHDORE T, 5D, B5E
51, 3. 5. TRV 10 BRIZBWT, b\ﬁ‘h%m%ﬁﬂﬁ (150pg/kg) KM TH o7z,

(B 2)

TROPER 5 PIZFEE o ) XF BN (=Y 2F 2 100ppm Y E) FECHE L. JpD
AV RAFURERZAE LS, 30 EOBINF O Y AF UREIIBREEBR (0.06pg 116
lg) KRG Thot, (BER4)

2. USSR -

EMEA OFHETIL, BBz Y XF L of8EEHIE >\ Tk, EROBSOFBR OB E
LVE<EANDIBEEIZH Y, BOBEIZ LB LDso ld 452~1,366mglkg KEThH o7 & O
EFE#HENTWS, (2R 1. 2)

(1) SUEHRAR (YUX) (BE4)
<7 A (ddY-N R, Hikk) oHiEE = Y 2AF > (505mg Fiffilg) &0 (756~2,313me/kg
FE) EEEN (15.2~53.2mgkg FE) BETARBBERINE, BOEElck
- % LDso i%, METIT 1,284mglkg FE (o V XF 1 648mgke (KEHME) ., HTIX
1,366mg/kg A8 (2 U X F > 690mglkeg FEMHLSE) Thot, BEERNEEIZ L3 LDs
i, WETIL 32mgkg WE (2 ) RF Y 16mg/kg FEMYE). BTk 33mgkg AE (=
VAT 1Tmglkg REMLE) Tholz, MEEREICEVT, EEHIIERS 3 BR%
PLIRIZEEHR LT,



3. BENENHAR

(1) S EMESHBFERR (Sv ) (BB .

7> b (SD-JCL %. 5 #EEh, MEAES 10 [L/EE) (2 35 BRI Y X5 (19,000
Hfr/mg) OMGHEORESHE (0. 75, 150, 300, 600mgkg FE/B., FhEh=aU R
Fr0, 47.5, 95, 190, 380mgkg AE/BFENE) BNEHINT,

T OREAL 300mgkg KE/R (2 XF 1 190mg/kg FE/BHRYE) DI EHERT
oo, MEESHE, 57/ —E2RTCHEICELLORA LRI &b, FERELT
PR ORI G235 2 bivie, —MRRIBBIZICIVTid, 300me/kg fhE/ B L LR E#T
BREZ OB, SEFE, FFRINGR OSEENR S O FERERNRD bz, 160mgkg
BHE/R (Y RF 95mgkg FE/RHAYE) UTREETRE, BEOHZEHOREI K
VHEBFRENRO bW BRE Th ol FEEME, R, RMLETR. k4
MW RE ORI RICIL. Filn U XA F VB EOEEIIRD bhiRhoT,

(2) W HFEALSNHEE (Sy ) (BEY

7 v b (Wistar 5%, 5 @, HEEE 15 IL/EE) 12 90 AMORER= U XF > (16,000 B
filmg) OBHIFEORERER (2 U RF0, 10, 25, 63, 156mg/kg FE/HHEYE) 2
EE Sz, BHMERES 15 IMIC oW Tk, #E5KTH# 30 AMERSTHRBT L, KKz
EBEEEIEEENTWS (BEHRICFEE L 5 BERKRL),

FETDFEAEIL 156melkg HE/BBREHOBETRD bivkz, —RREBESEIC LRV T
156mg/kg A E/ A Ik 53 CHEAESR, &8, R, BE0F7 /) —PERL LN, Atk
THEBEINIEHE CREFRD PR bk, MERERRICBWTIE, 156mgke KE/
HIREH T GPT XU GOT OBRED L5, FEHEC MR BUN ©_ k&, FEbH
a7 —VOREOKRTHARD bz, REBEICBW T, 156mgkeg FE/HRS
HOMT, RY 70 LABRRD bk, REZEHOREBICBWV T, 63mgkg HE/B
D E#REHTIIEBREEOHMMAERD bh, 156me/kg AE/R R EH CIIBOBRBELICL
EMRORBERUCRBEREELR FOFEE L BT LEOEER CRBETER Y
DEEEFED bz, BHEROEMIT, TRSOERCHEMBENE TRV &
b, BRHEEOEBIC L 2 ZRMREELEZ bR,

ZDOERENS, NOAEL I 63.0me/kg KE/H & Shiz,

7 v b (SD-JCL %, 5 ##n, MEMES 10 IL/AEE) 3 » Al (BB ZKRL) O
U ZF (19,000 BEfi/mg) AR OKRERER (0. 24, 60, 150mgkg AE/H, T F
h=a ) RF 0, 152, 38, 95mgkg RE/AKIYE) BEESII, '

-FEC D3 AL, 60 RN 150mg/kg (AE/ B 58 CHEMABEMNICED bhfc, —ﬁf%kﬁg
BECBVTIX, 60 R 150me/ke K8/ B 58T, BEESI OB, S5, FRINH
FOFEERFE L, Fk, GEHMEROCEER, REMEFRR., mEELFE0ORTR
RORFIRIZOVCIL, Bl = ) RF R EOBEIIRD bheholk,

(3) 26 AMESMLREHAR (S F)
Z v b (Wistar %) ZRWHEE= U AF0RE (0. 40, 200, 1,000ppm) #5
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LD 26 BMEAMEERRIER SN, 1,000ppm REFCBOUERERICEL
PR LT, BIUCHIET DHRBEZNEIETRD S id o 72, EMEA Tit, 200ppm
ORAHFGHEOT —&ipb, NOEL it 12.5mg/kg FE/B & Shiz, (BR 1, 2) |

7 v b (Wistar &, 5 ##h, MEES 25 LA 2BAVERBEaY 2FVEKR (505mg
Jiffilg) DEEE (0. 40, 200, 1,000ppm, = U XF 10, 20.2, 101, 505ppm #H4 &)
BEITL D 26 EEHEMRBRAER IS, RERNE, FEE, SR, MiKEE
FHIPTR., MKAEZENFTR, REFRE YR ﬁ%ﬂ%ﬁﬂkﬁ@ﬂ YRFUEREELLR
HEFIIRDONRPoT, (BR4)

JECFA LiR— MZBWTH, AHFLRRBAEEREENSDE IR TRBY, EEHART
&5 1,000ppm OEFIREFHDT —# 15, NOEL i3 50.5mglkg 5E/R & ST
5, (BHE3)

7 v b (Sprague-Dawley) #FV/-HFilg= Y XF L DIEEE (0, 2, 40, 120mglkg &
B/R) REIZLS 26 AHESHEEERBER SN, REETHS 120mg/ke (KED
FEH TESFERICESTRD DR, ZRICHIET 2 REENEMIEIRD bR -
7o NOAEL i 40.0mg/kg (A5/R & &hiz, (B 2)

(4) 0 BMEIMSHHAR (rX) (3H2, 3)

A R GR#E, LEERR) ZAWEmB o Y 2F 00 (2 U 2F 2 6.67, 20, 60me/kg
FE/BFNE) RE5ICL D 90 A MEAMSMERBORE TIX. —RTE). RER, mK
BESCEFENRE., RBER OVREAERFENEL _ow'c\%i NI bhveho ke,
L L, EMEA E R JECFA Tid, EBROFEANRFR+H47EE LT NOEL ZREE LT
20,

4. ERHSUHEBRRURENAMRER

EMEA X, BESEHRBREUESAMRRIIER S TOARWVWD, ZTEESHRER
TREDFHERBBONTNDZ L0 Ml ) X5 0 DG CHEE N LE RS
BN EPL  ENODRREERT HLETI 2V EOHRIC LB b D RTINS, (B
B1, 2)

Fie. JECFA b, =) AF U OREBAMEEEDLEYOEERRICOVWTIwmE ST
TRV, BERECEEOEEEER ROV I & BERORDAMEYE & b3 B 72
W2 EENL, BRAMDY R 2FTELEIEZICSVEHETLTNS, (BE3)

5. £RRESHRER (8HE1, 2. 4 -
e U AEAVWE TEHEER ORISR SR8 ), [RERRNRERS] RO [EHEY
BLORILHRERER, T FERWE FHENR L CERETSER 5. [REHRS
BERR) RO TAESBICELHBRERR, o920k IREHRIERERER

WKBWTaUVARAFUAZ L ANK BT N OAERBIRNRS L-E 25, B{BE., i
EHEE - RRELROETRL LN, e TARRT v h & AV RETRYSR 53X ok
DY RFURAE VALK T R Y DA RS Ui b T A v 7 R CIRIL RO R
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BOLNTE, WTHOBRBTCLIY AFURAZ U ANVEKRVET N U ADORESHREIED S
Wiphofe, LI, I URFUAZ R LREET B 2 AOEEEEIIFREE= U XF
CIXRRBTD, INLORBML, Bl Y XF 0 NOAEL #HETH LI TER
hoto, (BRE1, 2, 4)

(1) REBHER (Sv M)

7 v b (Wistar &, 20 IL/3%) 2\, iR 7~17 BICHiBE = U AF > (670mg Hifi/g)
ZIEMHED (2 XF 0, 2.6, 65, 130mgks (AE/BHEYSE) #E5 L TRESERE
DIEM ST,

7 v NO—RRKE, BEEMER, SERICREOREIIED b, Bk, K=,
B RRFETERCRREEICLBREOREEBIIHR O ole, Eio. BIROSFE, Nk
EUBBRETCHLREOEEIZD bahoT, (BR4)

JECFA IZBWTH, FEFRBEBRAREERISTEHIN TS, NOAEL X, BEHA
BD 130mg kg BE/B L EX DI D, (BE3)

6. BEEHAR

- EMEA OFHEICBWTit, Bl = U XF 203, in vitro o B 285 2 O -8 IETF 2558
ZEABRK UGB COBBFERRRTITI TR, In vivo BT B /MERBRTY |
BESEHIIBD LN RLoEDHMANTERENTNES, (BR 1, 2)

7. MEVENEERICRHAT IR
(1) EcolilcHd HBR/MRBHEILRE
EMEA <TiX, FiEt= U AF 2Bz in vitro O MIC 5% 5., 77 ABRMER G
Proteus spp.da ) AFATH L CESHEERIRN-7MN, b FOBAEEECE D
BEDDH B E.coli DEVREM %R U, MICs0 12 0.1pg/mL Th-o7 L BE LTV, (B
1, 2) '
%7, JECFA TiZ, B2 Y RF % BV - in vitro W31 5 E.coli ® MICs i3,
LR TIL 0. 1pg/mL, BIOEFERRRER T 1.0pg/mL Tholz L MELTWS, (BE
3) :

(2) EFOBRARBEEICHT IR/ HFEILRE (S38B1, 2, 3)

th6 AL, 2 XF L 450mg ITHY T DFE = ) 2F & vz 3 B R
DRERBBER S, RBEZEOEFEDOENHEENFEE SN, Proteus mirabilis
DRBPREE L CEB SN 1 ADEBRELRVT, KRB 2448 BEE T, £T0
WEREDOBEANAEIIRE SN, 6 A2TOFRE BT, RBETRIZa U RFUR
SHOBANEESRXICEES LT, Proteus{fEE 2RV L TOERE BV T, R
BRI a U RF UMHHEEIIEES L oTn, VI VEREEE, 7 FORKER. BREUE
KJHEE, RECLDFLWVEERZST R o7, LI L, ZORBRERS ELICMAEYS
B ADI ZRET D OREE TRV EE L b,

(3) BERSHMAICHT SBR/NREHILRE (385)
12



R 18 FERREEERBEHED EAREEDE OBMEYFREERE] 2B
WT, BB ) RF U EROERRICED, b MERSBRSICNT 52 25008
5x106CFU/spot 1235173 MIC BAFRH6N T3, BEIIAZEED S H, HHEL
MICso BEE SN TWB DX, Fusobacterfum spp.® 0.5pg/mL TH o177,

#1 tbﬁ%ﬁ%ﬁ%ﬁﬁfénvz%bemm

/SR RE
w4 B (pg/mL)
Colistin
MICso el )
PR R |
Escherichia coli 30 4 . 4~8
Knterococcus species ‘ 30 - >128 - >128
R .
Bacteroides species 30 >128 64 ~>128
Fusobacterium species 20 0.5 0.25~0.5
Bifidobacterium species 30 128 64 ~ >128
Eubacterium species 20 >128 >128
Clostridium species 30 >128 >128
Peptococcus species / Peptostreptococets species 30 >128 >128
Prevotella species 20 4 0.5~>128
Lactobacillus species | 30 >128 =128
Propionibacterium species 30 >128 =128
8. Tt

(1) RMEFICRETEE (FED

Fo b, DX, A XIZHL, 2 AFVOFEERTHE2Y AFUAFT LV RANKR R
FRY T ARBRELERRPIBEINLTVAED, FHME0sEL LCEHT D,

7w b (Wistar &, 5 BEOHE 7 [LE) I VRFURAZUAVKEVBET R U A

(12,000 Bifir/mg) %1 A 118, 85 B (HB%KR<) B#IRNRS (0, 25, 40mgkg
HE/H, FREhal 2F0, 10, 16mgkg KE/BHY%E) L. BRE5S 0108~
BN (ERG) & L. IRROFEMAEZAORESER SN, WThOREIEBNTY
FETHIEEED b, —RER. FEHEMEOERG O#EREIE LEEITRD LI -
oo Ein, FEABFNFRIZOVTY, 2BICBW TR BEIIED bhih i,

U (BARAE, 5 » RO 3 IL/EE) ITa ) XAF U AF VARSI Y
A (12,000 Efii/mg) % 1 H 1[E, 35 AM (AREZERL) EA#RHNEZS (0, 80mgkg
FE/B, ENEha) AF2 0, 32mgkg FE/BHENE) L, RERED X OYSEAR
FRRENERINE, WTHLOEICBWTHRETHIIRD b, —BERE S ERE
IMZEEIRD oh b2 T, IREMR L CREMABRFNFTRIC LRI R EXITRD
Lot i

A X (beagle, 10~18 » AGDHE 3 IL/EE) I URFUAZ U ALEC BT Y T4

13 ' :



(12,000 Hfi/mg) # 1 H 1[E, 35 A (ABEERL) BIRFES (0. 80mgkg fAE/
H. €hTh =) AF 2 0, 32mgkeg KBE/HHEEE) L. BEFRARNIE, %GD
FR, IR, KEBENEURESRICRGORBIIED bhihoT,

(2) ARIRIFTERS (881, 2)
F@:)x%/1&%&g¢§%&?ﬁﬁbt7¢20ﬁﬁfﬁ HREMIIRD LN
TV, B FTI, BEEOHZEE~ORPFRELREEHNFEEER S < nhkeh
2TmE. HEBENBOLNIGEEND D, ‘ '
FREE L 7oA RITHHS AR = U 2 F 2 0.5~6.5mglkg AEOEHRAER 5 T, FAEHEE
RRMEDETEZECI W, EERBEELATHL MZBWT, BEOEERES &
EENTHEE DME~DEEIZ OV TOHMEIT R,

. BREREEEm
1. FHEEMADI IZONT (BEB1. 2. 3)
EMEA R JECFA i1, BV 2AF U 2 FVEEMREN D, o) XF U OmHE
B ADI ZBH L T3, EMEA Tik, 7y F2AWV 26 BEEAHEERBNOED
A7 NOEL @ 12.5mglkg FE/BICR L, 2%k E LT 200 (BHHFORBRELEIZR-T
VWRWTesh 2 EBI) ZEA L. ADI @ 0.0625mgkg KE/BBE LTS, JECFA
'c&i 7 v bRV 26 BREHEAMEEMERERY HE L7z NOEL @ 50.5mg/ke (AE/H
WESMFHE LT 100 28 H L. ADI @ 0.500mg/kg KB/ HMBESILTVS,

2. MEMFERMAI [CONT (8B1,. 2, 3. 5)

MAESER ADL I25W T, EMEA RO JECFA iIFiE o U AF L 0RBHE 2 25
VOBAEHFHADI ZEHL TN,

EMEA OFHEICIX. & FOBRHEZEICRLEEDH S Ecob TR b REEHENEN- T
Z L&, MICso TH 3 0.1ug/mL 6 CVMP OEHAUC

0.1 (ug/ml) W x 10® x150 (g) O
ADI = : 1©
0.5®x 60 (kg) ®

= 5 ug /kg K&/ (0.005 mg/kg {&E/H)

(A F b RZMN B o7 Ecoli ® MICs
(B) In vivo & in vitro W2 BT BB RAOFE VDS |
OB LBRZHEEFTHITEMRED MICs THAZ Lh D

D)EEOEFER

(B) B A5 FI B FTRE 7038 1 F B 40 T
(P e MMEE

EEHIRTWS,
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JECFA @?fﬂﬁ'@‘%ﬂ: {#&E%%E’J ADI %% ﬁ‘ﬂ"é@ MIC OF—# & 5 O b
UTHDEL, HLENBEDHTS MICs & LT E.coli ® MICso 'CEPJZ) 1.0nglg 25
JECFA DEHic kL v,

ADI(EFRE) = MICso X MCC
FA x SF x BW

= 1.0 (pglg) x 220 (g)
05x1x60 (kg)

= Tugkg FE/R (0.007Tmg/kg FE/H)

MICso * - o%ﬁ;j\%ﬁj}ﬂj;%f? RbLEZMEOE o T_H%I*Jﬂ?% E.coli ® MICso it
_ 1.0pg/mlL,
MCC - - - BBAFE : 220g, .
FA - - - BEDHPFIAFRZARSE 2 AF 3t FROEBRBYOBILENBIX

FREAERIRENRVE, E FEEFD = ) RF U BEITRER L —F L2V,
| Fﬁt@fﬂ Wi E == Y X?/@ﬁtﬁﬁﬁii’ﬁf%ﬁi'@&)é EEZLNTE
« HEERMAED OF R R AESE L 50% (BEHXTOMEI 0.5),

SF - - - ﬁé&%éﬁ.r“%h:btéﬁﬁé%%r—ﬁm?Eh'cmni 1 T 50058
%’D -

BW - - -&K&H: lRAKESL LT60kg #EA,

EEHENRTWS

Fio, WK 18 FERMHELHFBETHED (B AEEYDE OMAED RN ERE]
B OMBR= ) AF U ORBERP L R e ARG LR TWAEENTL Y.
S ) AF U DEYFR ADL 2EHT A Z ENTESD, MIC caleiz 0.541pg/mL, FEBMN
AT 220g, MIEPREINDHEIC 0.5, & MEEIC 60kg 28 A L. VICH 0EHRIZ
£h

ADI = MIC cale (pg/ml) X FEBERNEY (220g)
BROARL LTEDRNIZ X b MEEGOke)
I wrEE fcﬁﬂ:$

0.541 (pg/mL) x 220 (g)
05 x 60 (kg

= 4pg/kg AH/H (0.004 mgkg FE/H)

' EROBPAERBOFEY A KT 020 Th, FRI8EZA LY VICH VA FF4 VBREREATHS
2 ﬁﬁ%ldﬁﬁ@ﬁ)é%%ﬁﬁ@@ﬁ;éﬁ@?ﬁ MICso @ 90%{SHFRF D TERIE
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EHEEND,

WAEDFER) ADLIZOWTiE, BFERIZBW TR, BEMica b ARBEB LTINS
FHRIECLVEHINTZTER 18 FER MR 2HERESHAEORRETHS 0.004meke {KE/
BZRATHOMED L E L HIB,

EMEA RU'JECFA Tik, Mo U RF U L3RBT —F b, 2V RFLLLTD
MEDFH R OFHEFH ADI 230 LT Y . 543280 ADI 23FH%8 ADL ITHh~=T
TN EZEAIZ, 22U RF 0 ADI & LTIAEDFAADI Z8A L TWA, Z0
WMEYFE) AD] 1T, BEFEERBREOCEPAMRBRB 2N L 2BFE 2 C, RICELEK
1,000 ZHA L7256 O ADI (0.0125mg/kg 48/ H H 5\ 0.05mg/kg (KE/A)
L b+ [ mBa ) AFUREBWAERSRECFEERIME LTRHWOREZE &0
AV AFUOREFICBITHR2MZTHTHERL TS L ELLS,

3. BRREEESEIC ST | -
PlEXY, a2 AF o R@ETREFEMIc >V T, ADI ¢ LTKROESEATS
ERBEYEEZLND,
. 2 Y RF 0.004 mgke AE/H

BBEEICOVTH, HFFMERZREXETEESEORBE LZITHBICHERTA L L
3 5. —
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K2 FRRITBTHEERES oS E

2705 oy 5 B(me/kg (AH/R) TAERTR (NOEL) 7ci3fEssit® (NOAEL) (mghkg {RE/H)
EMEA JECFA TR
Ty | ETESER | 0, 475, 95, 190, 380 —
(35 HfH) (RO#eE) ER Y N
ISR | 0, 10, 25, 63, 156 63 (NOAEL)
(90 A (RO -, BEOTFT ) —F, Gk R
' I, EhEES
0, 15.2, 38, 95 15.2%
(RHiE) FEC, BFEBORD, g
6.67, 20, 60 60% 60%
, FEO#E) FAHIFRD LD T, HEERD o1,
EAMAE | 0, 2. 40, 120 40 (NOEL) |
(26 &) (GRATRS) RO,
0, 40, 200, 1,000ppm 12,5 (200ppm #45#) (NOEL)
GRAREL) IR EROT
0, 202, 101, 505ppm 50.5 (505ppm #&5# (NOEL) — (505ppm $5FE) *
- (RAERE) TR bino Ty, RIS bhiehole,
FAEMAER 0, 2.6, 65, 130 130 -(NOEL) 130%
‘ ‘ (ERO#s) IS Lot B bR,
A X WaMEMaER | 667, 20, 60 — GEROFFDAA-43& LT NOEL | — (FEBROEMAF-4) & LT NOEL 3%
(90 B (BoEE RERET) B
| FABTRD b Tt BRI DR T,
w9 ADI 00625 (7 I 26 HHEEMERMR | 0500 (5 v | 26 WEEEAMEEME
BR, 2%k 200) ZfREL 100)
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AW ADT

0.005 (Ecoli ® MICso : 0.1pg/mL,
CVMP)

0.007 (E.coli> MICso : 1.0ng/ml.)

0.004 (MICcalc : 0.541pg/ml.,
VICH)

B ADT SRk

T 18 SEEE AR TR AT

ADI

0.004

¥ EMEA $7ci3 JECFA %C. NOEL %713 NOAEL O3 SHUT VRV, BEERb b ol by LNSREAELTER L,
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<HHE 1

BRERFRER >

BEFR AR
ADI ARG E '
BUN RBHEER
CVMP R R R A 2 A TR R Eﬁnn@ﬁx
GOT TNE I BAXY el b7 VAT IF—E
GPT TNEIVBENLE VRN AT ﬁ-~—~ﬂz
HPLC Rk o~ N ST
LDso YREEE
MIC B/ IR
NOAEL HEEE
NOEL TR R
VICH WA EREROARFETER OFEMCET 2 ERBE I14E
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