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L

TaFuex ) arRREEMECHS R 77Xt (MBFX) | (CAS No.
115550-35-1) (22T, B H =3 O RLERRTEAGE I EE 55 4 -V CR SR 25 il
% LTz, 8 2 IO S 7= »> L, [~AR 7 a v v 2 G800 &3 5401
FA (7 4 —0v) | ORGEIRFEEGRHRFEICE, 22 7o S EhReaER K Ok R #AER D
ST CEE X T,

AR OHDOFLC BT DR T, 10 mg/ke (KH/H O MBFX 285 U7-f5, BE
DOffE & & HIZ, FRCUTAIT PRI L, & bHPIREOE > T2 EHTH, &
5.5 ARICITERIRAR D HVINIERIRFRM & 7257,

BREMERBRIZOWTI, in vitro ORI, R &K ORI Z W 2RO —E T
BT o 7205, FLIAND in vitro KL OVETD 1n vivo DiiiE ettt Cho7-2 &
AONE MBFX OFEfIHET 28 £ 2. MBFX ICI3AERIC & - TRIBE & 72 B\ sathid s
EEZT,

MBFX Z BRI & Uizt K O 0N AMERBRIZ 320 S 0 TR, — kA 7
A a s a L RPUEMEE RN AR 5T 5T, MBFX (ZI3AERIZ & > TR
B E R DBIGEIEII N EEZ N2 LD, ADI OREIXARETH D &5 277,

T v B RO X &AW IAMERERBR IRV T, —fiiREE, Mgt i R QN A b2
HIRRATAE, BEIFHE ORFENA DL, K/ NOAEL IE 4 mg/kg A8/ H Th -7,

F v FERAWE 2 IREGERMRBRICB O C, mAE (500 mg/kg (KE) FGEEOLEC
ZRERERENRD DD & &b, HECITZIEROE T, IREMW) ORI OVER$ D
RN NIRSE L SR OISR H ALz 72, NOAEL I38#E) C 70 mg/kg {5/

H. IRE#C 10 mgkg (KAE/H &5 27, HEOZREREITASRIC X 0 [B1{E LT,

7 v RO RIT R AEFEHRBR T, BEEHRERD b o7,

A ) a L HIONFEEC DN TE L OWIENR 2 STV AH 2N, MBFX (3% O
D> BN EEGRRTNE I OIS N TR Y, 72, HUNCEEINDIRY, @
FRFO MBFX ORI METHDLZ b, Biha I L TAERICE > CTRIEE
72 D NEEFEEDE U B Aliet Il CX 2 RE L B 2 12,

B FEFERER I BN TR RO SRR D/ > NOAEL (% 4 mg/kg {AH/H
ThY ., FEFH ADI 13 0.004 mgkg IRE/H ERRESNT=, —H. WAEWFH ADI (X
0.0072 mg/kg (RH/H Th o7, Mt d 5 &, 7R ADI OfER LD /hE< | &
ZHERENEEZBND,

Pl kX v, MBFX @ ADI % 0.004 mg/kg R/ H &% E L7z,
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i H =3
(ZH4 56)

2. BMHD—HRE
g~ R 7axdo
¥4, . Marbofloxacin

(ZHH 56)
3. k=4
< LR T7axt
TUPAC

Hi4, : T-fluoro-2-methyl-6-(4-methylpiperazin-1-y)-10-oxo-4-oxa-1,2-
diazatricyclo[7.3.1.05,13]trideca-5(13),6,8,11-tetraene-11-carboxylic acid
CAS (115550-35-1)
44, Marbofloxacin
(2P 56, 57)

4. 5FR
C17H19FN4Oy4
(&P 58)
5. #FE
362.36
(&P 58)
6. BER
H+C CH+
o N /\ o/\ T P il
L\/N N
F COOH
0

(&P 58)

7. FAFOBFER MERIKR
< /iR 7uxty . (MBFX) 13X, JRWHLE AT ML ERUVTETEEE BT 5 7 VA
X o RPEEWE THY . (ERIFEER T, flEE O DNA HEU VB R TH D


http://www.chemspider.com/Molecular-Formula/C28H44O

FARA Y AZ—EN1 (DNA Y%A L—2R) NI hHRA Y AT —BIVIZ/EH L, DNA #
WAHET LB LTINS,

FEZE O AAEIG & L TOM IRV, BHEEL & L TRoME
PERTZE, FEaE R OVEERLESR . RO DN A X % 2 OFME MR RS RYYE DOTR
PEIHEH ST, EINTHL, 2004 FI2A X, Fazxtgl L2sell (B S8 25,
50, 100) 73, 2010 24, BAEXR E LIERA] (LRI L 2%, < /LRl 10%)
D, FNEIVKR I TWD, (59, 60)

MBFX \ZDOWTIE, RPT 1 7 U A MIEEE NI 5 FREEEAEE2H 3 E SAL T2,
2007 FORMNEEZESOFHM AT, BATEE LR B EOSOEZT > 7,

(&1 61)

A%, Meiji Seika 7 7 L~ AR St (B BT =~ L~V AR EH) 5 BMOKEE
B, IR T ax YU U EERGY & T AEOENA] (74— v) OB HERE R
TEIRGEAGRHREN R ST 2 LT [FE D) B ARRIA OAGRITAR 2 B i bR 2T 3
ERE STz, (B 56)

1 RARA Y AT —F : DNA $HIZ B0 E 28 A L, BER DNA O SH A ORLE OFRETCHEER
KT EIROIERL - FBRAERT 5,
2 SR 17 4EEA IS RS 499 BT K o TESD AV IR N



I. REEICRDIMEDHE
AFHE Tid, EFSA X O'EMEA (EMA) OfHliE NI~ /LA L 2%, < /LAY
IV 10% KON T 3 — 2 NV OREEIRGEAGRD 72 D DA GRS 2 FE2 . = ORVARA A
B2 LT, (B 56, 62, 63)
WP M ORI A5 OREFR A BRI R LT,

1. FEWENREAER

(1) EMEhREEER (v b)

7w b (SD &, M 6 U5) 12 14C 1 MBFX3% 7 HFE 05 (10 mg/kg (KE)
U A 2 E 3 2 58S il S e, kG- 2 IRl & 2 U 48 1% £ Todlf
HEOIR, 3, T UUEERE L kRS- 48 IRFIEITRICAS 6 BED DRk AR L 72,

WA 5% D Cmax 1% 1.8~2.3 pgreq/mL, Tmax ! 1~2 B CTH -7, 24 FEFEIE O
TEPENX 0.01 pgreg/mL FTIKF L7z, FEAPHEREIZIRTH Y . kG 24 Rk £
TIT 54~62%HMEE S0, #EDHIE 32~40% 0 Rt S /-, fEk OS5 mIL. Bl L O
FHg Ty 7208, Bl 5 48 R £ TIOW T HOHMFRICEB W T 0.4 ugeg/g LATE
TIKF Lz, B

(2) EMEREHER (14 X)
O 41X BEHEs5)

A X (SLFEARE, MERESS 2 BH) (2 14C 15 MBFX % 7 HRE#E 0% 5 (4 mg/kg {AE)
L. i 4 BEEI S DU 48 FEREIFE £ ComlE, JR, 3, 7r— PR e, ik
e 4 Rl do DT 48 IR LT 2 BED DRk 2B L 72,

WEHE 55 D Cmax 1% 1.8~3.5 pgreq/mL, Tmax (% 1~6 FFEIThH o7, 24 FFEZ D
MAEHIREIL 0.3~0.7 pgreq/mL TR T L7z, HfEHHED Crax 1T 2.8~4.1 pg-
eq/mL, Tmax!% 0.5~4 I TH o7z, FERPHIRIKITIIRTH Y | ks 5% 48 Rifid
FTIZ 61~62%2HHlE S, #EHIT 32~35% NP S 7z, FRETPOOAIE, Bk
KOV CE < . TR CIRD o 7223, kit - 48 Kfit: & CloW T hofEfkic VT
0.6 ugeqlg LLFETIKTF L, &H2)

@ A X (FRN. &0, K TEE)

A X (SFEARH], MEMERB. 655) (2 MBFX % HEEIRNA S (2 mgkg A8 L.
ZO%, HERRN#ES (1, 2, 4mgkg (KE) % 37 v 24— —llpe & UCHER L
oo FEO¥EE, BEE RS (1. 2. 4mgkg KER) % 3H7 o 24— — B E L
TN L7z,

HEFFIRN G123V T, Teld 12.4 R, CL 1% 0.10 L/Rsfi/kg, Vd (X 1.9L/kg T
BHotz, HERROFEGIZEBWT, 2% 58T BA X 100% L Th 72, 2 mgkg #5-
FECIE, Cmax!E 1.4 pg/mL, Tmax 1 2.5 R TH 572, P45 AUC TR Crnax VL SAARS

3 NIRRT, LATHRL L7aWGEa bRk,
4 [Al— OB GUA R G R Z AR G- L, AHeh TR 21T 72,



HI7REARBR A R LT, & G-8ED 40% 0N RPICRZER L LRt S 7z, HiRlR M
BB 2EBEITRE ARG LR TH 7223, Tmax (TK9 1 BFE S L 7o 77,

F7o. A X (FEARBH, MEERBA, 8 8) | MBFX # 13 Rk 0#%5 (2. 4. 6 mg/kg
(RE/R) 35382 FEM Lz, FRIREREMAERREIX 1.6 Tholz, (BH3)

(3) EWEeEER (&)
O 4 RN, AN, T #RE)

o (RNVAZA Y« 7Y =T UFE, WA, 2~10 %, 6 58) (2 MBFX % Hi[alF:
IRNE G- (2 mglkg RE) L, 1 BEMZICHEIGHANES: (1, 2. 4 mgkg (KEH) 75
AR 2 FEh Ui, SIRNEREIL, 77 CHERE 3 W17 v 24— —3Rs & L CHEE
L. FE5HOMIC 1 EEHT, S8 LS 2EICETAREERE Lz, S BICHREORA
NG5 1 ARSI TG (2 mg/kg IRE) % 520 L7z, §FRNE G- CI3Ee54 30
IR £ COMBETILEE, 48 WA £ TOFITHIRE, BHRNKL R TG T3k 5% 48
IRFf] S COMmAE IR 2 HE L7z,

MHRAEF1LITRL,

IR G128 C L AL IR B3 544 10, 24 BTN 241 0.189, 0.019 pg/mL
THY, 32FHTLOQ (0.010 ug/mL) KiiiL 72 ~7-, (B 4)

#£1 4~ MBFX & 5RO IYENREI AR DK/ T A —H—

HH FRRE 5 R G- KT #5
Be5E (mg/kg IRH) 2 1 2 4 2
Cumax (ug/mlL) ND 0.59 1.47 2.56 1.15
Tmax (h) ND 0.94 0.79 0.79 0.73
Tz (h) 5.72 7.26 7.73 8.41 5.49
AUC (g * h/mL) 6.97 3.51 7.73 14.83 7.59
MRT (h) 3.77 6.33 5.66 6.06 6.10
vd (/kg) 2.62 ND ND ND ND
CLiwt (I/h/kg) 0.31 ND ND ND ND
BA (%) ND 100.75 112.85 107.17 110.95
ND: 57—%72L

@ & (@A, RN, BTG

A (BT — NHE, K9 3Bl (BCBBARAAT) . 6 BH (2 54, M4 97)) (2 MBFX
ZHAEHRNE S (2 mglkg (RE) L. 1ERRICHEFHANERS 2mgke (A8E), €
O 2 MBI TS (2 mg/kg RH) ¥ 252 Fhi L7z,

kAR 2 1R LTz, (BH5)

5 [l — DRI GU AR G BOBR GIEZ 300 30E L TR G L, FRGRITHEZ1T -7,
6 FLERAZ R LI 1 BZRIOR I E SR T,



# 2 D MBFX $ G OFYENREI AR 55 E/ ST A —H —
HH AR 5- AN G- BT 5

PERI] (n2) HE(2) ffE(4) HE(2) (1) HE(2) (1)
Cmax ND ND 1.55, 2.10 | 1.34~1.62 | 1.20, 1.34 | 1.40~1.51
(ng/mL)

Tmax (h) ND ND 0.37, 0.75 | 0.66~0.90 | 0.42, 1.33 | 0.42~0.71
Tz (h) 9.83, 12.1 | 5.23~7.78 | 863, 12.5| 7.561~9.10 | 9.23, 11.6 | 5.74~11.1
AUC (pg - 20.3, 26.2 | 10.5~15.1 | 15.5, 24.8 | 10.56~14.9 | 15,5, 16.8 | 9.36~15.2
h/mL)

MRT (h) 12.7, 156.6 | 6.41~9.30 | 10.1, 15.9 7.711~ 11.3, 11.9 | 7.09~9.96

10.47

Vd (L/kg) 1.35, 1.43 | 1.563~1.71 ND ND ND ND
CLtot 0.80, 0.10 | 0.14~0.20 ND ND ND ND
(L/h/kg)

BA (%) ND ND 60°, 100 1000 59.2, 83.1 89.1~

1154

a : FEFAEWEL b R % (K. ND: 7—#72L

@ FROFF FFIRNES)
B (T T AA ZFHE, WA, 4.5~67%, 3B XUIFHF (T 70U A A AFH 2 BH,
FRABEA 198, MEEARRA, £9 3 221 5) (2 MBFX 8k 5 (1, 2. 4 mg/kg {AH)
U, e R O R R 2 I LTz,
BT, SREGEETENTIN T1glX 5.0, 4.0, 4.1 FF#, AUC 1% 4.7, 10.9,
12.8 mg - h/L, Vdss13 1.0~1.7 I/kg, CLtxt 3 3.1~5.2 mI/min/kg ToH 77,
FHIZBWTE G TENTN Tie X 4.4, 4.3, 4.2 Bff], AUC (X 5.0, 10.9,

19.4mg - h/L, Vds!E 1.0~1.11/kg, CLi T 8.1~3.4mL/min’kg ThH-o7-, (S 6)

@ 4 (RS

B (RNVAFA Y« 7= T U FE, 2~3 s, 1E38H) (2 MBFX % 3 HIFEIRN
5 (2mglkg (RE/H) L, MmAE, PEty) R OSERE-RIRE 2 0IE L,

T2 13 10.5 FFf#, VA 1% 10.51/kg, CLtot 13 0.084 L/kg/h Th o7z, etk G- 4 FFHE
% OfEMk MBFX JREE L, Bls, g, i, i, BRI T 5.8, 2.7, 2.7, 2.3, 1.2ng/g
ThoTz, kb 50 R O IREITENK T 0.563 pg/g TH Y . LIS ORARE
ST 0.3 nglg Rl ChH 70, REKROR L OFEPYRIERIZZNZH 63~65%.,
6.2~9.7%TH V. HBHEHIRIL 69.4~T4.9% TH -7, (B T)

® F (HANEE)

7 1 mg & GHETIE 24 FFRE R CE R FIRA M & 72 o 72lod, AR, 7 V7 7 2 A3k b7z

-7,

10



4 (B _Y T — RNEE, K91 Al (KBBRAGRT) . 6 87 (FE 2 8A, 1 4 55)) 1< MBFX
% HARIFHANEES (2 mg/ke (KE) L. ¥5- 2 F#EI# I & OSARE PR 2 H1IE L=,
MERELZ 2251303 & A ERRO BT, K37 A —F — TR RS L TR STz,

RIMAERIREE T 1.84 pg/mL Th - 7o, MR, B 2.52 pg/mL, ¥R 0.902
ng/mL. A 1.78 pglg. EHIALORHA 93.99 nglg, DI 2.14 pglg. Fhisk 2.79 ng/g.
K 5.99 nglg. Mt 1.77 pglg. % 0.79 nglg. ZEH5 1.69 pglg, FHIU'E 1.36 uglg. = 1.27
uglg, FEH 1.71 pglg. NEN 1.59 pglg Tdr- 7=, AHRETPHRES/ M EE X, J8E 0.674.
it 0.59, 15 0.99, F5E 1.16, FEIUH 1.01, AEH 1.17, 225 1.25, Ml 1.32, Mid 1.33,
Ol 1.59, B34 1.90, i 2.09, Bl 4.49, HHFANALOMGA 71.81 Th-o7-, (B 8)

® + (ET&5)

e (RWVABEA -7 ) =27 FE, WA, KR 500 kg, 3 §H) (2 14C 155#% MBFX
Z 5 M THE (2 mgkeg RE/H) L, ME, PRl & ORI 28 IE L7,

M AHEEEIE, ARG T 0.5 I IC Cmax 1.71~2.13 pg-eq/mL, 24 FF#E#£ICIT
0.01 pg-eq/mL & 72 >7, #IEIK Ogof&lElie G- 24 K% O AUC 1% 7.69~7.818, 7.24
~7.45 ug-eq-h/mL Th o7z, Feikix - 2,4, 8 A% £ TOIRPHEIRITENZ 46.74,
41.16, 45.77%. FHHEIERIT 43.57, 50.22, 50.44% CThH -7z,

FLH AR L, BE5K 7.5 REfiHE T 0.2~0.4 pgeqlg. 9 16 FEZICITR 0.01~
0.02 pg-eqlg & 72 o7z, HAITHEINERIL 0.13% Th -7,

B 54 O IRE 2R 3 1R LT,

Bek&fe G- 2 B TR, BRI R ORI R LOQ FHL YT LOQ A T
STz, FEHFIREL, BE&G-2 H1% T 0.04 pgeglg ThHo7272%, 4, 8 HZIZIZLOQ

(0.01 pgeqlg) Alii & 72 o7, AT EIEEIL 0.01% Th o7, (B9, 55)

#*3 o0 10 15 MBFX B MG OfRE L (ug-eq/g)

bekie & 5% B
2 4 8
J ik 0.10 0.03 0.03
Tk 0.04 0.02 0.01
Jiti 0.03 0.01 0.01
TERERAL 0.08 0.08 0.08
A LOQ ND ND
R LOQ ND ND
KAERER LOQ ND ND
AR 0.04 LOQ LOQ
LOQ (K. NHIf : 0.01 pgreqlg, BARNG. KHEHERS : 0.03 pg-eq/g)
ND: 57—%72L

8 3EAM 1 JHICOWT, %5 L7 MBFX O— 30N PICIEA S - AREMERN H D Z &b, 2D 1
FAIZHOWTIEERAA LT,

11



@ 4 (K T#HE)

B (N T H—RIRIVAE A e TV =T AR, 48~65kg, MEER 8 8H) 12
1C f=3; MBFX % 5 AR TH5 (2 mgkg (KE/H) L. MR 2 982> Mg, i 2
SH, ME1EEDHEIY), 5 4, 48, 96, 192 FFEI& ICMERES: 2 82> DAHHR A BRI L
EHEMEZRIE Uiz, MR X2 TT E A ERO LT, K37 A —Z — 3l % R
AL TR SN,

W55 D Crnax 1359 1.4~1.6 pug-eq/mL., Tuax 1E 0.25~1 BfRE], Tye 1359 12 FERE],
5 24 WEE% OIMAEPIEE IR 0.1~0.3 ugeq/mL & 72577, et 51% D Coax (359
1.4~1.8 ug-eq/mL, Tmax 1% 0.5~2 Ifft], 5 24 Kifil# O MAEFIREE 1349 0.3 pg-eq/mL
L720 | WIEREG#% LR CTh o 7o, MBEREMIRE D 88~96% 3R S 7z, JRE Y
FEpPEIERIZZ N T 72~81%, 5~13% T, &% 5-0 24 FRELINICA# G ED 80~
90% 73 HR L7z,

e 4% OMRETIRIE 2R 4 TR LT,

TS DRARRIZ I TRALHE G- 96, 192 FFEIF£ 1 LOQ 1L XX LOQ A & 72~ 72,

(&M 10)

K4 oo 10 1R MBFX B M G% DR RE  (ug-eq/g)

FH R 5% OKHE (h)
4 48 96 192
J ek 2.42 0.79 0.08 0.02
ik 4.217 0.39 0.08 0.02
Jifi 1.54 0.15 0.03 LOQ
Al (RIS L) 9 3.06 0.17 0.03 LOQ
B 1.69 0.13 0.02 LOQ
Feig (Bof& a1 0.65 0.94 0.91 0.26
"ENEN 1.11 0.09 LOQ LOQ
RHanErs 0.82 0.06 LOQ LOQ
AR 43.25 4.00 ND ND

LOQ (i, B, Jili, Hetéa G5 DM, B GENLORRE, B, A8t : 0.01 pg-eg/g.
ARG, KHEERA : 0.03 ugreg/g)
ND:F7—%7 L

A (RN, AN )

o (RVAZA T, =7 v—f 108, Bo_U 77— N 108, AR 1 98, W
FLAE, K 2% 11 22 H #i~10 5% 6 2> H v, K 469~855kg) |2 MBFX (16%iAK) %

o WMEMES 6 BHOT — 4,
10 HERESR 6 BHDT — 4,
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7 0 A —/S—ITHBFARN IS (10 mg/kg RE/H) L7212,

1% M OFLITF G- 96 IRl i% £ TERER L, st HPLC i Tl MBFX %
E L7z (LOQ : 0.002 ug/mL),

MAEF L OFLAH OREMED B 13 DAL TR AR D BAE T A—F — 2K 5ITRL
7o

WTIOREGEZBONTH MBFX O b ~OBATILEHETH Y | Wik 5
JriE o EF & OFLH AUCine OfEIIRRD THEEL L Tz, MBFX OX S EE~D%)
T, FREEEZOND, LLRED, HH Crnal, FIRNIRGZITEHA, RN
BEH DT IMEN-T-, (R 64)

# 5 FZEIT D MBFX #6542 OFEIEI AR D BAR/ T A — 5 —
HH FHRN IS RN
RS FLH [fHEH FLH
Co (ug/mL) 32.48+10.49 ND ND ND
Crmax ND 5.292+1.607 8.201+1.989 4.127+0.7140
(ng/mL)

Tmax (h) ND 2.20+1.03 0.73+0.14 2.80+1.03
Tiexor (h) ND 0.78+0.42 0.22+0.06 1.30+0.61
Tiexio (h) 1.23+0.35 2.65+0.33 2.98+0.50 2.73+0.31
Tigrz (h) 13.61£2.17 12.02+2.36 11.94+1.05 11.70+1.59

AUCit (pg - 48.30+4.510 34.92+6.285 43.66+4.256 34.51+4.148
h/mL)
MRTit (h) 4.03+0.59 5.80+0.96 5.36+0.56 6.84+0.86
Vdss (L/kg) 0.8367+0.09927 ND ND ND
CL (Ih/kg) | 0.2092=0.02107 ND ND ND
BA (%) ND ND 90.74+8.33 ND

LOQ : 0.002 pg/mL

ND : 5—%7:L

(4) EMHESHER K
O K EIRN. RN
B (KI—7 v —X~YLF—TF 0 RL—AX BT h U UAHERE, 3 Hilim, (K 16

~22 kg, MEHER- 3 §H)

IZ MBFX % HiE[E#RNE G (2 mgkg (RE) L., 1EMZICH

[FIfFNES- (2, 4, 8mglkg KT &% L7z, HIRNAIRGIT. 77 k&EdE 3 4

7 a A — —as & U CHEM L, A G5O/ 1

8 mg/kg (KH) ZfHhG L7,

11 [R]— DB RIC

WD, 2 BRI (2, 4.

IR G- O AP G- 2 B 253 L. A4 5321 RHli 1T - 72,
12 FREHETORGORIT, &IK6 AT,
13 [R]— DB IR G RO GIAZ 318V SE L TIRE L, S REGRIGHIZTT o7,
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S BITHHANE G225 2 %I 2 [FIH O HEIFRNE G- (2 mg/kg (KH) 252 L
7o BRERRIGIT I DI % HPLC CHIE L=, £7-. 4 mg/kg RN G
DIHINAFTT A THHIE LTz, MHEZLDETFEA RO LT, KF/NT A—H
— IR AR A L TR S,

fERAER 6 IR LT,

HPLC & 31 47 vEA TD Tz, MRT, Cmax. Tmax. AUC OFERZ t fiE TLbik
L72& 2 A, Tiee MRT, Thax (CHEZEITED L2057, Cmax. AUC 135K 5% L
~NVETHEZAEZ R L, HPLC D BAEfETH -7z, (S 11)

#* 6 JKICHIT D MBFX #5144 DXMENRICAR 54T A —H —

HH FHIRN I 5 AN 5-
(2 mg/kg RE) (mg/kg 1K)
Bt 1[HlH 2[A1H 2 4 4 8
HESAF: HPLC HPLC HPLC HPLC | "M A7 v&A HPLC
gk (59) 6 6 2 2 2 2
Cumax (ug/mL) ND ND 1.430 2.961 2.615 5.074
Tmax (h) ND ND 0.80 0.69 0.69 0.75
Tz (h) 8.24 7.77 9.48 10.30 10.15 10.60
AUC (pg - | 11.688 12.302 13.449 29.091 24.940 58.582
h/mL)
MRT (h) 9.87 9.15 10.99 11.57 12.05 12.45
vd (L/kg) 2.11 1.95 ND ND ND ND
Vdss (L/kg) 1.77 1.64 ND ND ND ND
CLw (I/h/kg) | 0.172 0.164 ND ND ND ND
BA (%) ND ND 115.0 124.8 ND 125.4
ND: 7—%72L

@ K (@RS

WK (T FL—2HE, (KEK 20 kg, MEMES 8 BH) (T 14C 1%3#% MBFX 4 5 H[#Ifij P
NG (2 mglkg RE/H) L, HERER 2 BAOO AT, M 2 BH, #E 1 3A0 L8R, 4,
48, 96, 192 IRFfEF4 I ZHIEMER: 2 BED D FHAR 2B USRS 2 1E U7, MEREC X 522
T EALRDOENT, 3T A= — |3l ARA L CREE S, i PEi K
OHASR PR 14 2 E LT, #5440 Cmax 13 1.13~1.33 pg-eq/mL, Thmax (X 0.25~
1 FEfE, $eh 24 FEREIE OIMSEPIEAEIT 0.10~0.13 pg-eq/mL & 72 -7, F#&#EGH%D
Crmax 1% 0.92~1.42 pg-eq/mL, Tumax 1% 0.5~2 B, 5 24 BEEE O AP #EEE 1T 0.09
~0.10pug-eq/mL & 720 | PElfEG4% LRk ThH o7, #5548 R MR X
0.02 pgeq/mL & 72> 7-, MHEHEVERE D 84~92%MN AN STz, JRME OFEH PR

W AR IERES 2 B, PRMIME 1 9, ME 2 B AERRIREL MRS 8 BT —
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IXZIEI 51~60%, 27~29% T, £ 5D 24 BEHEILINIZER 8D T1~T9%70NH
KL,

AP AR DFFRTIREE 2R T IR LTz,

P - 96 Wit LA D AT, BHELAS OAHRE P IEE 1T LOD AU X% LOD A &
ol (BH12)

=T BE~D 14C 1% MBFX 502 OFEEHIRE  (ug-eq/g XU pg-eq/mL)

Fckitl ok 5 OREE (h)
4 48 96 192
Ji i 1.27 0.09 0.05 0.03
ik 2.55 0.07 0.02 0.01
Jifi 1.20 0.03 LOD LOD
Al 1.12 0.02 LOD LOD
B 0.65 0.09 LOD LOD
RHaRErs 0.48 0.03 LOD LOD
RN 0.73 0.02 LOD LOD
AR 4.77 0.10 LOD LOD
S A 1.04 0.03 LOD LOD
el 0.69 0.01 LOD LOD
1 fE 0.67 0.01 LOD LOD

LOD (iffig, "Bk, i, iR, MEM, SofESHRAL, 42 @ 0.004~0.005 pg-
eqlg ; K&, KHMERER. RN @ 0.01 pgrealg)

(5) ZDHhDEWENREKER
O FHEEICBT 23pEERER (7 b A X, 74 R K

Z v b, A X KEBRRTOT4, FROMKIZ 14C 1558 MBFX 28¢5 (v b @ f%
O, A X80, F4&0, KT, 4 KT K RN L, gEiHH 20030
M ORZE, REMIOGIELLDRFT Sz, MR X283 & A ERBO LT,
KoRT A—2— IR A L TR SN,

Ty b (@Oh, MRS 3P0 TIEL, RAUITKREEDS 70~81%, WfEmE (32
2 HDOITHIAIR) 28 16~25%, FEFIIEL, READ 80~96%., MRMEME L 1~3%,
Jiii A FIAARDS 11%383D BT,

A X (BO&G, MEES 150 Tk, IRPISREERD 76~83%, N-AF K3 11
~14%, MMHEWEDS 4~6%, FHITIIRZEIAED 85~97%., N-FF T DS 5%, i)
B 5% H AT,

O OS2 58, HE 1 88) 2B\ R, JEI P ORZEIROEIGIL 89~
96% CTH V. RHIZ 2~3%D~/NLR7axHh sy N-AFT K UUF INAF K] &
WD) KR 2~4% DR #HIZ 3% DA FIALKRDZRD ST, BEHHZIE, &
AR 183~17%., Wt (FER S DOITHIAER) 78 73~78%., N-AF RN 3~
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4% LIV, &L ORI, RZERDS 86~93% & UMBMMIE DY 5%aad HAL
oo BRFEGIZOWTIE, PR ORZEIAROEIETX 90~95% TH VD | R 3%
N-74 %3 R & 2~4%DFRMEME #5112 2% DA FIAGIRDZED STz, it
AREACRD 17~18%., WMEWE (T2 b OIFXREER) 5 68~T4%, N-FF F75>
~8%mth HAVIZ, NFE& OV NBIZIE, RN T1~96%., TBIHEEDY 4~9%15, I
R DY 4~B%id D BT,

A (BTG, WA 3 5) ITBWTIE, YRR OREILROEIEIL 97~99%., FL
HHICER G 1 BIRRISRZIEDY 80~93%:88 BTz,

K (AN, M 2 BH, JE 1 88) (2BWWTIE, IRAPISRE LIRDS 83~88%, N-AF N
M 2~5%, FPEME N 5~10%, FHITIIRZEILIRD 93~98%, N-A 3 RS 4%;:8
ST, BRI, RZEIUEDY 21~38%8 D HALT=, FHE &L OB 1, ARZIRDS 54
~97%. FA&ie GE0L, BB KRN 31T 2 RELBROFIE X ELEIL 95~99%.
95~96%. 85~90%zR¥ LTz, (B 14)

@ MmAFARERAFER (B b 4 7R B K A X, Rx3)

invitro COE | 4 KBEBIGRIOF4, B, K, A X, F 2ol 5 MBFX
D= VB FEA AR FE i S 7=,

E MZ0.06~5.1 pg/mL, 4~ KBBMGRTOT4, B, K. % 21X 0.05~6.0 ug/mL,
A X% 0.008~12.7 pg/mL OYRFEFIFH THIE S 7z, MBFX O7- A HER A FIT20R
FEFIPFHT—ETHY . b b 5.7%. 4 32.56%. KABAAGRTD T4 26.2%. 55 3.5%. K 3.7%.
A4 X9.1%, F327.3%ThH-o7-. A XIBNTIAHERERICKT 5 pH ORI
WCEBR L= 2 A, pHT7.0 705 pH7.6 (2135 = & 12 & 0 R OEIE A 94.8%
D5 83.3%ICIK T L7z, (BPH13)

2. REHER
(1) FREHER %)
O 4 @HANEE)

e (RNVAR A FE, I, 15~24 Hifis, 4 58/M55) (2 MBFX % 5 HEIfSRNERE (2
mg/kg (KE/H) L. #4512 K, 1. 2. 3 BZICHRRZ IR L. MBFX J2E 2 HIE L
72

A& G- 12 R OB IR B X, e, ESTEROCALIN CRMEkRmn) . I,
NEROFAL F GEEBERD) . /Mg, IBIDIRICEMETH -7, 53 B OB
JEFEIT 0.05 pglg Th-o7z, MEIAITEG- 2 Bk, BRSSO CI3E S 3 H# T LOQ

(0.02 ug/g) FHEXIIARGE 72o7-, (B 15)

@ 4 (HAnNES)
A (RNVAZ A A, 3, 11086, W25 (2 MBFX % 5 HREFHANES (2
mg/kg FE/H) L, &5 2 HRIZHE2 56, ME2 85, 4 KO 8 RIRICZENEHUHE 4 BH

1B 777 —B LTl 4~11%
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P DA A BRI L, MBFX 24 HPLC {EIC L W HlE L7,

P52 B O REICB WO CTHEC X 2 20F LA ERO LT, K/3T A—H
— TR AR A U TR Uin, Bl 2 Bt OMBRTIREIL, Blm, K. A (%
PR . VESHERAL GEEARA) . BRIAOIET, FEIFCIZ LOQ (0.025 pglg) AiiiThH-
7o BO&PEE 4 B CIXEMERTIREIFK T L TR, BT LOQ K Th -7,
8 HILIZITEME (0.028 nglg) LSO T LOQ Kiii & 72~ 7=, (B 16)

@ 4 (HEFRIRNES)

A (RNVAZ A FE, MERES 2 BRIRERL,  HREE « 1 1 55) (2 MBFX % HiREH RN
5. (10 mg/kg REH/H) L, #&5 1, 2, 3, 4 XU'5 BRAIZEAMERE (N ERER) .
NENG. e, FFlgR OV Z4RE L. MBFX J2 4 HPLC/MS ¥ X% LC/MS ¥£I2 &
DHIE LTz,

MBFX # 5BV OlEEs - R BT O E 1 A% IR EEE (B TiX0.21
uglg) L, WHEZBEORBBICHEMET Lz, B CIERE 2 Hi%,. HRTIEERS
3 Bt%. Mlig& /MG TITs 4 BRI, 26128 LOQ (0.005ug/g) KL 720 ., &b
FERE DFRE N LB T3 G- 5 BT 4 #1741 4125 LOQ #5834, ik LOQ &
i & 720 HRITESLOTH - 7=, SFIREECIE, 230 LOQ K Th - 7=, (B 65)

@ A4 (EEFRIRNE )

A (RIVAZ A UFE, WERER 2 BE/RES. XPRREE - E 1 88) (& MBFX % HRIE RN B
5. (10mg/kg RE/H) L, B5-1, 2, 3, 4 XO'5 ALICHFEHM (A CHRRY &
). RERG, . ATis & OVINEG) ZERER L, MBFX R % HPLC/MS £33 LC/MS
EIZEVRIE LT,

MBFX # 5T, W olifss - Mk TH %G 1 BRICREREE (BIg Tk
0.68 nglg) ZanL., MR L7z, REIICIX, &5 2 HZETEH1H LOQ (0.005
uglg) ARii& 70, A, IR OVMETIE, 5 4 BEM D LOQ AR OIEED s
., 55 HZIITERA LOQ Kili & 72~ 7=, b O FERTEREE NI b= Bl ©
%, 55 BIRITIE 4 B 1 128 LOQ A, fthod 8 FliZEE LOQ fE (0.006 XX
0.007 puglg) Tholz, 70k, ML, 2k LOQ KmiTh -7z, (B 66)

® F HANEE)

4 (RIVAZA AR, WL, 458) 12 MBFX % 5 HREIGANES: (2 me/kg R/
H) L. Hf&es 72 Rt £ oIt 280 L, MBFX 2% HPLC{EIZ X D HIE L
7~

et P 5% 12 B CIATEN BRI S 728, 24 FERNICIZ26173 LOQ (0.02 pg/g)
Kl 7poi=, (B 17)

® A (HANES)
e (oY 7 — REE, WL, ElS 2.5~6 %, 88H) |2 MBFX % 5 HREMAIE
5. 2mgkeg (AF/H) Uiz, HE&REGADY % 1B E L, UIKEEHY 1 A 2 [B~2—
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AT 5 Al E THHEZBRI L, MBFX &% HPLC B2 X W JIE L=,
ORI OFLIFHREE X 0.8378 ug /mL CTH Y | 2 [A1HZ1E 0.033 pg/mL, 5 [F H(Zi% 0.003
pg/mL &720 0 LOQ (0.001 ug /mL) e 72-7-, (M 18)

@ F CEEFRIRNE )

A (RVAZ A Tl 45H) 12 MBFX (16%IA%) % HEERN#% S (10 mg/kg (AE
/A) L. #ERREONCHE- 12, 24, 36, 48, 60, 72, 84 KX 96 B4t (458
MRR) ZERit L, MBFX R4 LC/MS #EIZ X 0 HlE L7z,

MBFX 345 12 R4 b\ R (0.49+0.19 pglg) 2SS, T O%IEE
L7228 - 48 Wifit: & Caf Tt S, #6572 FEfil# Ti3aeslss LoQ (0.005
uglg) Kl inotz, 7ok, BHRHEVENL, 26123 LOQ K CTh -7z, (B 67)

FL (HEFRIRNE )

o (FY L IRIVAEA R 14 8H, B\ 7 — RFE 4 58, 234 2 56) (2 MBFX
(16%¥ik) # HEIEFFIRNESS (10 mg/kg RE/H) L, BHANENIES- 12, 24, 36,
48, 60, 72, 84, 96 KON 108 WHEZIZHIT (20 AMER) ZHELL, MBFX JRE%

HPLC/ e B L 0 HIE LT,

5. 12 BRI b O (1.293+0.3098 ug/mL) 2325 CHERR 4L, & DK
TLABLEE 60 HgE THERB L, &5 96 BE%ICIZ2HIT LOQ At (0.002
ug/ml) E7po7c, ks, BHREEHE. 261725 LOQ R Th -7z, (ZH68)

(2) ZBEHER B
O K (HHANES)

K (Ka—7 v —5%, 2~3 ) Hiim, MERES 8 8H) |Z MBFX % 5 HFfiRNES: (2
mg/kg (KE/H) L. &G 12 B#, 1, 2, 3 HIRICEIVTNMERES 2 5H7> kA
PRER L. MBFX JREZHIE L7,

MERELS J B30T L A ERBO IV, /37 A—F —|TMEfEZIRS L TR L., &
PG 12 BREIR OFRRT RS (L, BB, PR, VESEROIARA, W, VRSO AT
A NG BRIEONET o > 72, Feféd -2 BT, i 0.05 pg/g, MBI T LOQ (0.02
nglg) A& 720 . ZOMOMRRTIE LOQ (i IR ThH o7, Hmidt - 3 HET
[T LOQ AU IAI M & 72 0 | T OMOFRETIZ LOQ Kiii & 7272, (M 19)

@ K (HHENEE)

R (K —7 vy —FEXET h U UREX T2 R L— R FEAHERE, 5 i, MEER 8 88)
\Z MBFX % 5 HIFfIANES: (2 mglkg (REH/H) L, &E#&EG- 2, 3, 4, 6 HIRIZZ
NWETUMERES: 2 BE ORI 2 BB L. MBFX 2 %2 HPLC {EIC X W HIE L -, e
LDEFTFEALEROLNT, K37 A—F—[FHifEZ RS L TR L,

Bkt G- 2 B ORI X, BT 0.070 ug/lg THY . LU, EEEMLOFA.,
JiFlig, A, BB CToH 7=, BT IL, Hei&ded- 6 H1% T 0.011 uglg ThHh -7,
Z OO TIE, &S 3 HELUREZ LOQ (0.005 pglg) L XIIRmE 720, )
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WX 4 AL, T, TENI Tl 6 BRIC LOQ i & 72 >7=, (B 20)

3. BiInE4HER
MBFX O {nmEalifi e R 8 IR L,
# 8 MBFX O {m B, R
VY POES Pk (EES ZH
n IR B | Salmonella 7L— MNE b5 M| = W
vitro | iABR typhimurium 3.16~500 ng/plate (+S9) 2 (TA102) 33
TA97 . TA98 . | LA FaX—Tg 9k
TA100. TA102. | 1~100ng/plate (+S9) P
TA1535, TA1537, | 7L — hiE (TA102 DOF) :
TA1538 12.5~1,000 ng/plate (-S9) ©
%ﬁﬁf@%ﬁ%ﬁ Saccharomyces 3.33~333 pg/mL (*S9) 4 (ks % W
%gfﬁgﬁi cerevisiae D7 34
SRS HLAAR -
AT e L %
R
et R EEB | B FRMM Y >3 | 500~2,000 pg/mL  (£89) ; 2 REf] | fak % M
B 53 WU RS 22 REfTES 37
600~1,800 ug/mL (£S89) ; 3 HFH
RUER AL 22 IRFfHES
125~500 pg/mL  (-S9) ; 48 IFfEAL
B, ARt 24 FFEIERAR
BAGTIBRE | F X A =— AL | 100~1,000 pg/mL (-S9) ; 16 K] | RBHEE (-S9) | = HA
FLEAR 2 & —fifi kAR | e g 35
(V79) (HPRT# | 500~1,500 ug/mL (-S9) ; 3 RIS | Bt (+S9)
51 I3 5 IRFfHIALEE £ i
200~2,400 pg/mL (+S9) ; 5 FERIL
f@h
REHMDNA | 7 v MYHREEEAT | 100~1,200 pg/mL ; 18 FREHELLEE | i % W
A AGRER Bl 36
in FEMDNA | T > b 800, 2,000 mg/kg AT et % M
vivo | B RGAER HEERHRE OG- &5 2~4 K 38
0T 12~14 WeEZ IR
/INZERER e~ 7 A (BB | 500, 1,000 mg/kg (A 2k Z W
Jia) BRI O35 5 500 mg/kg {AH 39
I35 24 FFEZIZ, 1,000 mg/kg 1A
TS 24, 48, 72 FFEIZICERE
FEAA Y
+89 : [EMERHERIEE TR OIEFE T
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a: ERRIC L B2 573, 100 ng/plate UL CHEERIZRH DA B IHE

b : 100 ng/plate THIKIZKId 5 A FHRE

c: #/2% 3 vy hoiBR, 100 XUT 400 ng/plate UL TR 5 AEEE

d : 333 ug/mL TPEE

e : -S9 T 1,800 pg/mL LA E. +S9 T 250 pg/mL LA CHInEENE

f:1,000 pg/mL (16 KFFRLER) CHRIFAELFSE 41~64%, 1,500 pg/mL (3 REHALEE) Tl 85%.
1,500 pg/mL (5 FFfEIALER) TiX 59%

g : HPRT ZEREROHEMMBZRD b b0, MBI, Foltkis L

h : 1,600 pg/mL (5 REALEE) CHIIAATHE 70~97%, 2,400 pg/mL (5 IFHELEE) T 33%

i: 1,600 pg/mL T

j : 500 pg/mL UL ETHIOIEREZ L, 1,200 pg/mL [ IFZEEDS IEF Z2lR 2 o35 5 72 D
iR,

FFDO L HIZMBFX IZOWT, in vitro CIIAMEEIRISRIE BaRER, BRI B MR
B M OSHIE - 2R S BB Tt T H o 7=, — T, In vitro DY R E w3 R &
OREH] DNA GBI ONT 1n vivo O 5-A[fE7e EIREF TG L7 IFAER DNA
A RGRER L OVE B MERBRIZ BV CRatE Ch o 72, HIRTHRERHER ClX TA102 KT
DIHGMAERINZRD BT, [FRRIEM O/ b SR HTEERIZ I T b Bt R 2Rk
ZEPHE STV D, TA102 FRITIEMEEFFEI M4~ & Siu, MBFX %058
WHTRETEMEIZ Ko RIS A N U A ZS2 T, EARRE SIVCIEMIRREIC 0 4w
L7z lbns (2 69), £7-. MBFX X hAA Y AT —FIIZ/EH L. DNA il
ZHETDH LB ONTND, ¥/ 1 RPUEIEITE OERBET ) & @R CriFLEy
HIRD iR A Y AT —F N ZMHET D Z &6, MBFX (2 & A BRSO LA 2 2
W B R 7228 B R COGMERE L. EHA072 DNA & OIS TIE7e < iR O
FITERT2HOT, IFHBEEOEAL D, MiEZAT2LE2 605, Lcdio
T MBFX OVEFIRERF K OVEFLEAD hiRA Y A T —8 ISR D RS EASHIE L 0
HTERNZ L 2EFT 5 & MBFX WERIZE - TR & 722 D aiett 2~ 9 alRethi
Bné&EBZX N5,

PLEDOFERNG . BN ZEEE SR - fRKEE MR ST, MBFX (ZI3EERIZE -
THEE 72 5B amET VW B 2 -,
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4. AEEERER
HEWIREC BT D AN ERABR O REA # 9 IR LTz, (B 21~24)

*9 KEWFEIZRIT D MBFX @ LDso

EhfE HHYE PRI CRFE) P A% LDs (mg/kg {AH)
I ICR) % 1,781
% itfe (ICR) b 1,822
1 (ICR) o 1,121
it ICR) 972
1t (SD) , 3,772
MBFX # (SD) #H 2,720
1t (SD) 2,094
7>k i (SD) HF 1,837
i (SD) AN 1,000~2,000
i (SD) JiEfE 500~1,000

5. BRMHSMHAER

(1) 4 BMEMHFERERDO (v b, MBFX, £0O0#%5)

Z v b (SD %. 5 i@fE, 15 YR 12 MBFX % 4 B O#45 (0, 100, 500,
1,000 mg/kg RE/H) L., dSEs By 32t S vz,

—RCIRRE, RE N OMBREEOMRE, MR QMR LSRR, TR, T %
OVRBAARRAAORA I ONC AR A 23 320 S 7=,

BT RAZ R 10 1R LT,

BRI A0 LIE BT A DR o Te, Fio, IR, MR P & ONiRA:
LA ClE, BEIIERD b oT-, (B 25, 55)

R Z e B RIEEL - FRRE R 21X, 500 mg/kg (RE/H LA ECTA S —itk
RE N VB ORISR B A~ DN . ARBRIZIS1T 5 NOAEL % 100 mg/kg {A5/H &f)
WrLiz, 728, 2 CORGH CEREEOHEME O BEBOILENRO bR, 08
R DT FASHUETEEIC 23 D BN a5 OB D —IRIFEEE L B % T,

#10 7 v b0 4 HEESMEREIERERI I 2 TR

Peh-8 (mglkg (KE) TEAEMEATR (MEREE )
1,000 (REHINEDOIKAE, BEEEOMKME, JREOWD, JR pH OIfE, JRIEE

DOrEfE, MEEF EREOSE CEHRIR, FIF., B . KEVEEARO
RS BRSNS, Ml X el (275 f) |
BEERHE OFERLIIRZ (2/5 B) KOFEE (1/5 1), BiNIAR FROZEE

(1/5 )
=500 — PR OPERE, AR E RO EE
100 AT R L

16 REK, HREGHmH, HREHEE (A7)
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(2) 4EMBERESEHHARD (v b, MBFX, #£0#&5)
S b (SD %&. 5@, MEES 5 DU/EE) 12 MBFX % 4 BER&O0#5 (0. 8, 40.
200, 1,000 mg/kg RE/H) L, fiShetilBgssdhi S -,

— IR,

(RE N OMEEH B O, MR M QMR AL ROk, DR, B

FIaokRAr, AR NS TEh R EAR A TN S S 7223, BB AR AT 1 X 52
i SR o Tz,

BT RAER 11ITR LT,

AREHIMZEL, WTNOBRGRHZB O THRRTHITEED T, IRRAE L O T
R CIREE IR bR o7, (B35 26, 55)

22 B A AR f R PSS 13, 1,000 mg/kg R EE/ H TA BT —%IREE,

IR BRI R ONC g i) S QNI A b AR A il & | ARBRIZ IS %5 NOAEL %
200 mg/kg RE/H LMW L7-, 7235, 40 mg/kg (KE/H LI BB SHECEIGEEOHINKL
O ENGOILEN GO HIVIZAS, T OERO AT RITHUETE M 3 2 NN 5 D 2 H)
D IRIIEL E X T,

#11 7 v o4 SRR 0T 5 MR

B 55 (mg/kg

A

BT A

i3

it

1,000

—IEPEOPRYE, REBEIN O P A K
U510 B B CIRE(RfE, JRIEAH O
FEemATHHB/5 Bil), JR& v /X7 B il
M, 7'\ b e e R,

ALT. IfihE & O Techo DS,
Bweurey KO Cl ORFE,
FTBRE AL E O IO S A (1/5
)

—IEPEOE, FEEFEO EfE, RIAH
DFEERHTHIE/E ), IR 2737 B Ei,
I FPER EEARAIE B2 OV Y o R ER BE R A
ALT OE i, Tcho OifEfEm, KERE
TSR OO AIE « FEIEO OV A

(% 1/5 i) KO KTk Z (1/5
i)

=200

TR L

TR L

(3) 13 EFERMEEHER (5 . MBFX, EERS)

Z v b~ (Wistar A.

Hm B, (AE (k- 160 g, M : 130 g) . MERES 26 PL/EF) (2

MBFX 7% 13 BEREI# S (0. 4. 50, 600 mg/kg (AE/H) L CHiAM A5 % J
L. Z0O%, HMERER 6 DU/EEE VT 6 O RIER T S,
—fReIREE, IRE N OB RO, MR MR LRI, RIS DN
BRARH] K O BRARRR RO D3 FEHE S vz,
TR AR 12 1R Lz, (B35 27, 55)
B REZERIE - FRKEEMFAEST. 50 mgkg K&/ H LI ETH S 7 ik
(U, BREREE B~ DR K OYRBMIER T L O . ARSI 5 NOAEL % 4
mg/kg R/ H &I L7, 728, 50 mg/kg R/ H UL & S REOMEECEIBOFEXT EE

17 SEAIZRERRBIES, ORI, 170, AEHBAMIE, B ISES)E A
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DY O ENGOILED GO HITZAS, ZOERGOFT RITHUETE T B 2 ENATE
HDREND IR L E R T,

#12 7 v FAEMWZ 13 BV ERRERI T3 DA R

e T E AT
(mg/kg AR Vi3 i
600 FELCHEEN (PRIGPAZE) | BREEOINIAETHE | (REHINEDOIRNE, RS R oARD

FROTGH - PeB, REHINEOIKAE, #k | &fE, Tcho, ALT XU L7 F=

KEFEE, Tcho XN ALT O, D | v oOmfE, BoOBEHCE Ry (&
PAffE R (a, Mk, bA) ., | A, Mk, ObA) . BIEHEE H|

FEHL EIROFEHT (2120 6) | BdstExi Ea | B, H950E L 7= g filan 7 7 A %
OEfE (B, Mg, B . KSR AR | —TERL. $RERlfE

STEEOIKE, BRME Lo T Y

/NS ([EHEEIZIZIZIESR)  (4/20 f1)

R OGS ZEME (5/20 1) . A 1)
(820 ) . ARG T- (11/20 i) KOF

KR (2120 f51)

BAME FIEE, H95H L /- fin o 7 Z
AL —TERk, B RR

=50 Mg a7 o OKME, RS EREO | MiE7 a7 ) o ORE, KR

EfiE e, FEE(R) | BIMERRFEXIE & | Bk (1/26 61)

B, FRRAEREFL A (1/26 1)

4 wEAT R L LT R L

(4) 13 BMEMSEHRD (41 X, MBFX, £#0O#%5)

A X (B =2 )VHE, 12 DA, (AE (Mt : 8kg. HE: 10kg) . MEMES 4 F5/Rf) | MBFX
(BZF o n72VAY) & 13RO #&EE (0. 1. 4, 40 mgkg K/ H) T 5HE
PEFEMERRBR N NG ST,

—fBeIREE, RE N OB RO, MR L OMIRAA AR, JRIRES, JNERfR
R OV B A AORES AR, /OB A 1000 ONC B AR AR A A R A 203 SEfE S Az,
FMEATR AR 18 1R LTz,

BRI 28 LAE AT < | BEEE, IRfd (RIRER) . OB, BRI
K OIS I B 1 3R8D D o7z, (5% 28, 55)

B LERERNEE - SRR IE, 40 mgkg RE/H TH Lz —iikEE
MRS K QMR ARA L SRR B QNSRBI AT R~ DB S . AKRBRIC BT 5

18 AT & BV D,

19 GBRBAAR 6 1 B IR O RS SV CRNE

20 ik, 1TE, B T, W, EARAE (SERONLE, BT O EwE b b RE R A
S LTRSS, Rttt Al OVEREZARIBUR) | f“ I DR, FFHEKR O
P A
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NOAEL % 4 mg/kg {F8/H & W L7z, 72368, IR T, 40 mg/kg IRH/H & 58D
RN O GREOME TIRIDE F OBEETCHE O S/ En, 2R GHEOET=1 VRO
IR, 2 GREOME T LRI O a1 232 AV As, AN R h P & Sk
L7ebDT, BB TIThne BRI,

#13 A X &A= 13 AR 31T D P AL

Behm T wE AT L
(mg/kg {AH) i ki3
40 Mgk, WoiE, SEENEMEOMK T, RE | EH, JEE, EENEEOMKT o, (K

BOMBOAE, 77 2 ok | RO, M7 L7 I ORER
FERE, 27 a7 ) o OIRE, A/G | il fH 7 e ) AEOIE, A/G tho
teoEfE, ARMERIEIMER, Nt | &, /R pH OIXfE, Nt EEo
STEBEOME (FEE LA, B, | i (B, SR, M) . BEbtoRZE
TR | B OB ZEE (1/4 1), | £ (3/4 1)), BEEIRE NG A (814 )
FEE BARORSFRZEIE (/4 1), B | BAEHHRE ORIBE X O s MR
HiHE OB A (24 1), BEHRE | 227 T A2 —JERk (1/4 i)

D FHIBE K OB L 57 7
2 Z =Rk (1/4 i)

=4 =T R L TR L
a : 40 mg/kg RE/H A5 U7 1BH T, MErk, e, SEENEEOR T ORI G, & 4 BG4Ik

(5) 13 BMEMSEHRO (4 X, MBFX, £#0O#%5)

A X (E—T)VFE, 3~4 Alin, KE (M : 4.9kg, #E: 5.4kg), MEMES 2 SA/ED) |12
MBFX (BEfl) % 13 HEREO#G (0, 2. 4. 6 mg/kg (KE/H) 3 2 MaEEMRERH
S S iz,

BRI A0 LAE AT e < . WO GREZIBW T H — AR ERARIERBIZ, K
B, BEE, PUKE, EERR, OEX, RS @R . iRFAOME, mik
AAGHORREL, RS, BRSRE R, IR OYSESER AR IS B WO CTRF IR B
7o Tz, BEIHREIZOWT S EBF TR bivznolz, (B4 29)

BIWEEZERICE - FARKERMFHE ST, ARBRIZII % NOAEL % 6 mg/kg (R
/B &Y L7z,

6. EHSHRBRRUFENAMERER

MBFX A HRME & U 7A@ Mg takiin j O 08 AR L5200 S 41Ty,

Tt uXx ) urRAONEME ChAT aTaxt L el vaxY v 0iF o
AW AMERERITO TN B RRETH D, F7-, MBFX & fdEd fimed CHEELL7-
R Y BT v MG LERPATnE—Y g VR TIL. et — a9 1k
AIERO LT, iRV MERIZEIT 2RI T, BEOIE L W T-EIE
FIFE ST, (SR 43)
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7. EEREEMHER
(1) 2 HREBHEEAER (v~ EERE)

7w & (CD &, 6 @fn, MRS 28 PU/EE) 1 MBFX A iREE# 5 (0, 10, 70, 500
mg/kg R/ H) 9% 2 HRETERMHUERD T Sz,

PR OFEH-13 P AR CIIAEE (3280 1) BAA 10 #ai 5, Fr VRBEL (4% 21 B)
ECTOHRE GF 19~21 @R 1772, 7272 L. EEL 500 mg F5REDOREZ DN T
I3Z D% LFERZMGE L, AFERRIC KT 2 5B A R8T 2 7o O T2 I TR T T ML i &
DAL (BThL 2) ZAT- =14, 5BIMA 27 F H 76 1348 E D 5% 11k L T 500
mg & GREDOREZ b LR O A2 10 [ (FHEHIM) 52 7212, BIOEELERTE & <
SICAHE (AZBE 3) L7z, #2Hd 2, 8 TELN F EIdA% 6 HETOHE L7, &Kl 1
TN Fi VO BEFLAMERES: 24 VO/EEA 38800 L, YXBRIE O 5% i BRAGRT
13 B OAE% Fo VAL (ZE#2 21 H) F oI T 72,

ARERBIR T, P, Fi SEMWI IR GACBHE L2 HlT A Do 1o, — A7 EGER
FERBIZITIE, 500 mg & GHED P, FyMERECRERE, #k{E, BOiGiL, WIRAE RS
Sy OGN A BT, 500 mg #5HETIXZOMIZ P RO Fy M CIREHEINE D
A, P HER ONFy HEREC OB EE f OAEAENE ONT P ERER OY Fr i COROK D S B E
O BT,

BEWOAFERRICE LTI, A, B, FENOREE TORTE KO
PERICI G- DRI BN o728, 500 mg GFETP (BThd 1) MOV F SR
B OERE ORI W NS Fy M IER O T KON = NIRFE SR OEEIINGED H il
720 F1 BB CIIMEREDOMERGAGERAE & MEDOITHRIIFAER H 380 Hiviz, P RO 2
IZBNT, BRRICEEND LD -T2IC S0 BT, 500 mg #&5-REDORE & &0
U 7o SEALEME ZATAR D 42 < OIS, R GHEEOSASREE E 0 Gl S, T O/ED
SAEREICKRT T A8 T, 10 RO RIE IR AT 5 Z L I2 X W 5ERICEE L2 (BARL3),

WA AT O JEEhIZ KT LTl 500 mg FGHET Fy B VAL OIS Fy
KON Fo ' B VAR E O ONZ 70 mg LA EOFERETHE S 720 O Folfi G RO EED
IAED B B AT,

JBARE B Tl BRI 5B L= b & LT, 500 mg BHHED Fy HETRHE.
FE BN ONS5E/AIN AR B OKEAGRD Sz, HICik, B5 0B L7 BaaEs
Do o7z, (B30, 55)

LI EDORERD D | BeihZ e BN - SRE R PR3, ARERIZ 1T 5 NOAEL
(TEE T 70 mg/kg (RE/H ., V2B T 10 me/kg (RE/H &k L7,

(2) FEESEHER (v b, BOKE)
7> b (Fu-7/ve /%, M 36 DL/EE) (2 MBFX Z 4145 6~15 H O, #£O#5- (0,
10, 85, 700 mg/kg KEH/H) T 2RAEFMRN TR S 7, Ik 20 BIZHHRE 20~
26 VL& EUIRA, 720 130 S & T IEEM BT 5 £ OfE L7,
PR E 1 G-\ B S R O SE BT 720 o T2 h . —ARANZRERAEIRBIZR T,
85 mg LA LS GHF O REMWITIED b O HIMES W DAL, T OFREHETIIRE
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HINEDOIRE S A~ BT,

W EUIBARE T, BARE, BIRAIIRSE 3K OEIREIC R G- OB TR D Lo
7273, 700 mg ¢ 58 THRRINERO ., A AR VR IRAREORIEDFED B i,
FaR DI Wi OB AT O3 B e 5- OB IRE D BV o 7=, 700 mg #%
GRECIIMIMERER 53, 25 18 e O RINAEBM 7R & OEREAS BN K OVEA LIEAE DS 7
b,

WERECIL, RIS HPERICER G- OREITRO DR - 7223, 700 mg #5-48F
T@E&i&@{fw WA HAE RO, BEFLR O T R OB HUAE OB A D AT,

FIAEFTICNETERD b7, (B 31, 55)

PLEDOFERDNS ﬁ:ﬂnféﬁééA B} - fAEHER PRSI, ARBRIZRBIT 5 NOAEL
il@ﬁ@’( 10 mg/kg (REE/H, JGIE T 85 mg/kg IRE/H LT L7e, £/, fEaTEME
&7) %j’bfiﬁVJ 7:_0

(3) RESMHER (VH¥, #O/E)

7YX (Swiss Hare, 20 VL/EE) Ok 6~18 HIZ MBFX Z#&O#5- (0, 10, 30,
80 mg/kg REE/H) L. FAFMRER N Sz, 1R 29 HIZH EOIBE L7z,

PR E 1 51 X D REMW O ITTBO LR o T, — AR ERAERBIZE Tl
30 mg VL B G CHEE SR DOPHE D e IRTES A B AL, 80 mg & HEET imfﬁb
Sz, AR OMREEINEIL 30 mg VLB GRE TN T Lz,

s, EAREL FERERE. MG, MR, MRIRARE, MEIESEER K OER
24 KR AFRIZE G- O BTG v no Tz,

IR, P& OVE R ORI G- OB I78D Lo 7z, 80 mg
BHHET iﬂ{ﬁjﬁ’ﬁv\ﬁn DAREALHHEIN L7z,

FTARERTENETRRO iR oTe,  (BH32, 55)

PLEDFER NG | B ZERE DI - B EE MR ST, ARBRICBIT S NOAEL
:;cl@a%f 10 mg/kg AEE/H ., IBVET 30 mgkg (KE/H W Uiz, F7=. fEaEM:
&b Eﬂ@?ﬁ‘o 71:—-0

8. ZDihnEMHAER
(1) kEH%

1990 FARIL D 7 A X ) v L AN OV THEEOIGE BTN H D = L 2N
HEINTWD, ZDORAT=ALIONTIL, SRS L > TR b S 2777 DNA
EDEBEH., SN Lo TAEUIEMIEES T Y — 7 VIV OERIZ K D DNA ~

D ZIREWEEDMER SN TS, ZAF X ) a U FIONEHEO R G B O 25
W, MERIC 6 (L O 8 (LT i I A5 T v A u X ) v VA G )
RV EERE AR IR T b 8 MIIC A MR UIERA AT LA, EEEEE L EEIT 5 2
& (B 48) | 1 N OEHIEORIIC X > TEEENETT 5 2 EAEHE ST\ 5,

(ZE 49, 50)
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MBFX % 1 it & 8 i CERMGNEZ A L, MHEINEmIECH B R 3 98\ AL 4y
HEINAA7axPo AEUL TWD, A7 axd D0 ONFRMIERTH
LLRTaFH ATONT, in vivo SEEIREMEIC DWW TIEERED 722 < . in vitro Tl
F ¥ A =—ANLAZ ik V79 $58&flas -2 Ay 87 vtk A (BB &
WIMEAER (B8 52) T UV BRER2UCZ L A BB EORIRGRO D223, o7 v
Frx ) a Al OB CIIHEMIIZIIN S D Th o7z, £7-, UV %O~ 2D
ENRIERRIE L Lol (B2H48) I2RW i, SedthideEgsn 2 &, L7
XY O MART T 47 O UV BN SHEE A5 & Loz Tld, 1 H
3[a] (100 mg/Ia]) DOFH-THEITFRO LR o7 Z & (B B3) ., Mk Az
TLIRVIEEEDZRD H 726113 1/1,800,000 TH o722 & BERE STV D (BHE B54),

(2) MEMFHIZEIET 5588
O  EERSBEREIC T 5 B/ N EIILRE (MIC)
b MERRBERRZE %95 MBFX @ 105 CFU/spot (23517 5 MIC 23 SAu T b,
A ST EHFED 9 B, fe BARVY MICso 233 AL T\ 5 DI Escherichia coli @
0.03 ug/mL TH -7z, (B 41)

# 14 v MERESBERSE %5 MBFX @ MIC f#&

4 — fe/BEIEYREE (ug/mL) _
MICso HHH
R
Bacteroides fragilis #+ 51 2 0.5-=32
Fusobacterium spp. 10 0.5 0.12-8
Peptostreptococcus spp. 18 0.5 0.06-2
Fubacterium 11 0.25 0.06-4
Clostridium spp. 10 0.5 0.25-4
Bifidobacterium spp. 10 1 0.5-1
MRS E R
FEscherichia coli 10 0.03 0.03-16
Proteus spp.2 13 0.06 0.01-16
Lactobacillus spp. 13 16 1-=32
FEnterococcus spp. 10 2 1-=32

a : Morganella morganii J&% &1¢,

Q@ BIEBREEARL U R T COR/ NEBTLLEE (MIC)
MBFX Z P SUIFFION A2, BOREAZFE LR T (pH # 3+~X7 ) T1HF
W%, BOBRBEAE LR T HMN 7T+ 307 LT F o+ AT A 4+ JEHER)

21 7uAuX ) m i, BEARRIZ 290~340 nm OFEED UV 245, iizkEreo UV BT
1.25~37.5 kd/m2
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T 3R LTz, ZOWIKIZE MERRHEZINZ . 35°CT 18 FfiEFE LI & D
MIC Z#IE L, EROFERIEMIC & Hik L=,

MBFX & MIC i3, BREAE UIRULF TRl L7z & & 1EkOIERE MIC &
e_TEL 72T, HEREE AR U TIRIL T Chie b S MED @) > 72 DL Escherichia
coli (¥ MIC : 0.536 pg/mL) Th-o7-, (B 42)

# 15  in vitro DB IGEREE AL L7 P I8 D ERR M BERREE 2645 MBFX @ MIC i

. " B[V e AR (pg/mL)
4 I — ~
FER MIC K MIC ¥, MICo

MBS
Bacteroides fragilis 3 0.630 4.00 —
Fusobacterium spp. 3 0.794 2.52 —
Fubacterium 5 0.379 1.74 —
Peptostreptococcus spp. 4 0.354 1.68 —
Clostridium spp. 3 1.587 8.00 —
Bifidobacterium spp. 3 0.397 2.52 —
Gl St
FEischerichia coli 10 0.056 1.0 0.536
Proteus spp. 7 0.120 0.74 —
Enterococcus spp. 3 0.122 0.79 —

a : FHICOWTIRRIKIZ Escherichia coli DA Nz CirBRA{T -7,
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9. —ARERIEHER
MBFX O s8R~ D 5B 2 T3 2 7o O A5l & 320 L7275, W osiRiz s
THERBIIA N2,

7216 MBFX O— xR R

AERIEE | IR | BEESROK MBFX H& R AT 2R
—IER | TR #n 30. 100, 300. 300 mgkg UL L BIER) | W
(Irwin @ 500, 1,000 mgkg | DIEKTF 40
E2/ (Z7=r7 7= | 1,000 mgkg : &g
1522 100 mg/kg ZHi#%45- | CDso (50% M P ERSAEFE5E
#% 30 73121 ) : 674 mglkg
H¥SER) | 7> b weoe |8, 40, 200, 1,000 | Bl e ZPR
mg/kg AHE 26
Jilke)a b= o T 77210 | B d SR
(EEG) mg/kg % R 5% 40
20 771212, 3 mg/kg
% 15 softilla o 5
a: AT A FUFIRIEERDOE Y 2 =UFRO 70 KT v 7, 74 ndk /) oAl O Tk

AT D,
: 28 H AR ER & fFH
: B 5. BRAG 23 AIRICHIE
. R H-EY 51 mg/kg | 2R

o o

[oW

10. E RZBIFZHR

MBFX Ot MERIZET AHEREEROD, FRFICET 5% a VEHHH N7 VA4
o o EOPEMEITEL b MERICBW TR SN TV A,

B TR BV BIER Thc b — k8072 b DITTE LA R ~D T, L, RMAETH
DD, MHRFCHEMWEIZER T 2 KGRI THH & SNTWD, ZOfth, HARARSR
BT 5 b0 & L THRCH EV, HRIE L OFFH TR, 7 L —SIZBET 5
LOLE LU TRENDHD EIND, ZOZRFOIHANT L DEWERICFHEZ2 b D & LT, FF
(CARAGALEIZ 31T 2 BIER-CBIRE RS OBIMIRE S, — i CIIEEIC k2
BUENH D, (B 43)

2 YERWE 2~ U A HIER G L, I UIATEL, IR, AARER, PiEikEe %
FINTBIES - BT L. B SN FETRHEANTEA, 2 51k
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. EEREEICH T 5EH
1. BRWIZE 1+ 55
EMEA Ti, 1996 FZ4 L OO, FUBER L O FEROIGEHRK L LT, 2 mgkg
RiE/H%Z 5 ARG T 5704 mx ) a AN O TEHIL TV o, A XE - 138
T AMERNERER D NOEL 75, #5109 ADI (0~0.04 mg/kg /A8E) %, b NN
HIE D MIC fifinr 5 CVMP OFHEIC L Y | #4EW 719 ADL (4.5 pglkg RE (270 pg/
) ) ZRH LTS, ADI & U THAED ) ADI Offiz 84 L T 5,
F7-. FROEOFEAID MRL 1%, BB Tl 50 pglkg, 4-5LCix 75 pglkg., A,
g OV i Clk 150 uglkg & LT\ %, (B 62, 63, 70)
7235 EMA 1%, 2006 4Ei2 [FHHITHT 5740 % ) a i@t E o,
B DR IF AR OVER it F R N BRIGEEYYE OJR IR OSBRI Z B L, AR OB
BT 5 T b ORI R OGBS B KA ATRetER S5 ) L LT, 4%
b 7VA X ) v REUEMEE O RS (&) 1o\ T, 8ifE 2 L ofifdEE 4
BEL WD, (BT, 72)

2. KEIZH+ 55
FDA TiX, MBFX OFEANZADONTA XKD a~OHEHADGED SN TNDD, FH
AOBEEITERD LN TRV, B, o7 X ) o JHEEME DR X A~D
WD LI TW=H DD, Si%kERIE 2005 A ERAMHFE R OBLSE 2 HELY 1
SNz, (BH73~75)
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V. BREEFEE

< /LR7ua Xt (MBFX) X, 74 s o RPEEWE cH Y . fMEO DNA
BNV B REETHD PARA VY ATF—FIT DNA Vv A L—R) I FHRA VA T—
VIVIZIE L, DNABRAET S Z L DREEREA T B2 LN TND,

R OFOFLITI T 2 75E AR T, 10 mg/kg (KH/H D MBFX Z#¢5- U7 fE R, REfH]
O & &b IS, MRS TR EE I L, A bR TTIRE OB TEEI T H . %
55 H121213 LOQ & 5\ % LOQ Kiii & 72 o7z,

BnEERERIZ O\ TIL, In vitro OMIE. BEREN OVEFLEEMIE 2 W =3B —5 ¢
T o 7=0, ZLIAD in vitro OV T D in vivo DR E izt cho7-2 &
A ONZ MBFX OVEFAIRST 285 % 2 . MBFX ICIFAERIZ & > TRIE L 72 D8tk
LEZT,

MBFX % #8WE & U= B MOS8 0 AMRBR I X 30 S U CTUVRVs, 7k
)0 ROTEMEME ChHro a7 axd R0V 7 a gy oo o iiE A VR
DA T b TH -7, F7-. MBFX A& MO CTHERL L 7= LR 7 &4
VURIET v MG LTERNAT = g VERBRTIE, T —y g ERIEERD S
AT PR e MR BRI Z W T BB ORAE LW TZEWERITE STV,
—fRHNZ 7 VA a X ) v L RPTEE ISR AMETREO LI TR 5T, MBFX (234K
2 S TR E R D BIEEMEF RN EEB L OND Z LD, ADI O EIXFHETH 5 & fi
Wr L 7=,

7 v P ROA X & W E M ERMRRIC W T, —iREE, ik R ONi iR A b7
FORRELE, BEEE ORFEN O, Fi) O NOAEL (3 4 mg/kg R/ H TH -7,

7 v MW 2 IHRESEEMERERICBW T, EmHE (500 mgkg (K5E) #E5REOMEC
SIEREREENRO HILD & & biC, METIIZRREOKT, GEREM) D& RE ORE D
RO B NIRSE L SROEENNMNGED HiT=729, NOAEL [ ZEEW) T 70 mg/kg IR/
H. RE#)C 10 mgkg (KF/H & L7, HEOZREREIIARIRIZ L 0 [EE L=,

F7o. T v MR YFICEIT H3EFERBRCIX, a3 e olz,

A ) a L HIONFEECONTE L OWIENR 2 STV D2, MBFX (3% O
BN EGRRTME IO EEIC SN TRY . 72, HUNCEHEINDIRY, @
AT O MBFX OFBIIZSMETHDLZ b, BiE L TAERICE > CRIEE
IR EDNVE U A TREMI I CX AEE L B2 bR D,

1. MR ADIIT DN T
BRI DWW T, AR EMERER IS W T B R DI BR O /oD
NOAEL /%, 7 v FXIFA X% v 7z 13 B R ER I C 51T 5 4 mg/kg (REH/H T
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HoT-, TR ADI 13, %4i% NOAEL (4 mg/kg (AH/H) 10228425 LT, iz 10,
fERZE 10 (TR L OB ANET —Z 2 /K< Z LI L CBIND 10 D223
1,000 Z#5[& L. 0.004 mg/kg (KHE/H ERET DI ENWUITHD EEZ LT,

. AR ADL 2OV T
ﬁé%%aﬁ%z*i“ ZOWT, B CRIFHATREZ2 SN R in vitro D MICso DB T o177,
DFERIG MICcalce 0.260 ug/mL23, FEIGNAEMIC 500 mL/H, FOERESNZHH
n'ﬁ-wsg ENDEIEIT 30%24, b MAEIZ 60 kg Z#EfH L., VICH OFHE A FVTiK

AW ADL 2R L7i25o

0.000260 (mg/mL) x 500 (mL/H)
0.3 x 60 (kg)

ADI (mg/kg {KE/H) =
= 0.0072

3. ADI OBEIZDOWNT

MBFX |, BaEEEZRERNEEBZONDL 2 &6, ADI 3% ET 5 Z ENAHETH
R

Y ADI 13X 0.004 mg/kg (KH/H & FE STz, — . EY TR ADI X 0.0072
mg/kg (KE/H CTH -7,

R a2 & BHEFH ADI OfER L 0 /S < BEZEREWEEBEZLBND, ZD
728, MBFX OFEREFEMELRTET DB LT ADI & LCiE, 0.004 mg/kg K&/ H &57%
ETHIENEYTHD EEZLND,

LLEX v  MBFX Of A o>V CiE, ADI & L CROEZEAT5Z &0
WY EEZ HID,

< LAR 7Y 0.004 melke (EE/H

23 MBFX 235 & 23 RFA 2 L 263 5 4% MICso 7 58 H L 7= MICso @ 90%(EHERAR DT
REAIEL

2 F A XOFMBKLOREEN MBFX LT 5247 a0 Db b~ 5388ROHE 7> HHE
i

25 92019 412 VICH O =ty ADI Ot HOBRENNED Y | FEIBNEDORED 220 g/ H )5
500 mL/HIZEE SN, (PR 76)
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Fo Wi B i B B
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hifE ik PG (mgkg | HEtEE (EHASR) (mgkg KE/H)
) EMA (EMEA) @ |&iZeEBS
X (FAREMER |0, 10, 30, 80 |HEMW : 10 BEW) : 10
B (6~18 Erinev PEffEE . (REMHINE
H#&5) KT
IHE 30 & - 30
BACEIEAEEE N | E iR e
TR L fedrtErs L
A X 13 MF#A [0, 1. 4. 40 4 4
PR PAERE DR, K (MEn, Ve, EE K
MEZENE, FFR2E | T, 7 v7 I
e il BT (g O
bA., KGR HAREEY
JlIES)
13 A [0, 2, 4. 6 6 () 6 (xmEHE)
PR
M) ADI (mg/kg 1A/ H) 0~0.04 0.004
NOEL : 4 NOAEL : 4
LEARAREL 0 100 LARRER 2 1,000
FESE0 ADT B EARILE B A X 13 HEHEME| 7 v R RO X 136
PERRER di R
TAER ) ADI 0.0045 0.0072
(CVMP OFHR) | (VICH DEFHE)
ADI (mg/kg {5/ H) 0.0045 0.004

a : EMEA O fiE T, NOEL & L iS5,
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<HIHR . REBEFIE>

WE PR g2y
ADI Acceptable Daily Intake : #F&— HE R
AIG Albumin/globulin : 7V 7' 2 /77
ALT Alanine aminotransferase : 77 =27 I/ FlinE RS
AUC Area Under the blood concentration time Curve : [ H 5 EE—FRFH] b
R T TR
AUCins Area Under the blood concentration time Curve extrapolated to
infinity : MEFRACRF & CT/ME L 7 i A —Re R R T i f
BA Bioavailability : A A7 XA 7Y T+
Cmax Maximum plasmaconcentration : fx K I YL
CL Clearance : 7 V77 A
CLtot Total Clearance : &7 U7 7 A
CVMP Committee for Medicinal Products for Veterinary Use : & EE3K
AeE =B
EEG ElectroEncephaloGraphy : fiXii
EFSA European agency funded by the European Union : BRI 5h7Z2 24%
B
EMA European Medicines Agency : BN [ 3 5T
EMEA European Agency for the Evaluation of Medicinal Products : B/l
=3 EAT (2004 4412 EMA [ ZCZFR)
FDA Food and Drug Administration : >K[E & fhEH A
HPLC High Performance Liquid Chromatography L EBRIR 7 v~ R
77
HPLC/MS High Performance Liquid Chromatography/Mass Spectrometry :
IR v~ N 7T 7 G s HTE
LC/MS Liquid Chromatography/Mass Spectrometry : if{& 7 n~ k7' 7
VE &L
LDso Lethal Dose 50 : - $E3tE
LOD Limit of Detection : fiRHIFRA
LOQ Limit of Quantitation : & &RS
MRL Maximum Residue Limit : i K74 FEEE
MIC Minimum Inhibitory Concentration : f/NEBERHIEIERE
MRT Mean Residence Time : 47 B8 RF
MRTin¢ Mean Residence Time extrapolated to infinity : HE[R KM E£ T+
i L 7o SRR RE
NOAEL No-Observed-Adverse-Effect Level : #7545
NOEL No-Observed-Effect Level : HE/EH &
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Tcho Total cholesterol : #8=1 L A7 m—/L
T Elimination half-life : yH%==EEA
T12Ko1 Absorption half-time : P H-JRH
T1eK10 Elimination half-time from the central compartment : F.[x=2 > /X
— N A2 R DD DI
Tv2:2 Elimination half-time calculated with linear regression of the last
time points : FRIEEIFET WAZHD X FH ST IE IS
Thax Time-to-maximum concentration : & ML HH AL RIERR ]
uv Ultraviolet : #8717
Vd Volume of Distribution : &.72°F EDOSAAAFE
Vdss Distribution volume under the steady-state & & RAED /A1 2k
VICH International Cooperation on Harmonisation of Technical

Requirements for Registration of Veterinary Medicinal Products :

WIS DGR AT B ORI Z B4 2 EI /)
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