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L

Tt aXx ) REEmE ThD LR 7t (MBFX) | (CAS No.
115550-35-1) (22T, i H =35 ORGSR FEARGR R FE 55 & WO TR A R B AT
% LTz, 8 2 lA~DEIZ S - »> L, (AR 7 a v v 2 G800 &3 5401
S (7 4 —v) | ORGEIRFEAGRHRFEICE, 22 7o S Eh ek K Ok R D
BT T R S,

R OEOFLIC BT DR T, 10 mg/kg (AH/H O MBFX Z#:5- U 7=l 58, B
DOffE & & HIZ, FHRCUTAIT PRI L, & bEEPIREOED > T EE T, #&
5.5 BZICITERIRAR D D VIIERIRFRMN & 2o 72,

BAREMRERIZOWTIL, n vitro OMIE, BERER OWIFLERIRL 2 e —E ¢
it T o 7205, FHLIAND in vitro KOV T D in vivo DitEiE LN @2 ch o722 &
A ONE MBFX OERISTE 2 E 2. MBFX IZI3AERIC & > TRIBE L 72 D& (GEE T a0
EEZT,

MBFX ZWERWE & U780 K O AMERRBRI T I S TR, —fxAgiC 7
A g a L RPTEEE B ANETRD 5 TR 5T, MBFX ([ZITAERIZ & - TH
B E R DBIGEIET N EEBE X N2 LD, ADI OFREIXRETH D EE 2T,

Z v M RO X & Wi ArEREBRIC IV T —RREE, iR K O A
AR E, BEEREE OISR B, /)0 NOAEL IX 4 mg/kg KH/H Th -7z,

7 v FERAWEE 2 IEGERMRERICBO T, mAE (500 mg/kg (KE) FGREOMEC
SHRERERREDRO LD & &b, HECITZIREOR T, IREMW) ORI OPE D
& PN FENIRSETS RO BN TRD Hiz 725, NOAEL 1 Z8EH T 70 mg/kg K/

H. REW T 10 mgkg (KE/H & & % 7=, HEOSEREIFMAIEIZ LV [EHE LT,

7 v MO USRI R AEFEHRR T, BEEEIERD b o7,

TnFdux ) a L FIOKREHEICONTE S OWERR I TV D, MBFX (3% O
DB WFMECEBEFNED IO EIC SN TR Y, 72, WUNCEEINDIRY, @
LT MBFX OBBIISIMETHLZ L, BihEN L TAERICE >TRiEE
72 DICERFEMENE U D AReth I X o RRE L B 2 72,

B MR B W TR AN TR DN BROf N NOAEL 13 4 mg/kg A/ H
ThY ., wEFH ADI 13 0.004 mgkg (RE/H EFEE Sz, — ., AT ADI 13
0.0072 mg/kg AT/ H CTh o7, MIFZET 5 & BEFH ADI OfER L 0 /hE < R
ZHERENEEZ NS,

PILEX Y, MBFX ® ADI % 0.004 mg/kg {K8E/H & %€ L7z,



. FMEREMAEEROBME
1. F&
i =3
(8 56)

2. AR O—#A
AT A 1% = e
#i4, : Marbofloxacin
(B 56)

3. {LF4
< LR T7ax
IUPAC
%4, : 7-fluoro-2-methyl-6-(4-methylpiperazin-1-yl)-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)
#i4, + Marbofloxacin
(B 56, 57)

4. 3FRK
C17H19FN4O4
(&R 58)
5. #F=E
362.36
(&R 58)
6. BER
HayC CH
3 xm/\ {},-""“xril.f 3
PP
F COOH
O
(&R 58)

7. FAROBBRUERKR
<R 7axtvr (MBFX) (&, JAWPLE AT ML ESROWFLETEEZ AT 5 7 v A
0¥/ n L RENEWE THY . ERIEREN T, ME O DNA RV fEETH D


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

NRA YV AZ—EI1 (DNA V¥ A L—R) XiF hARA Y AT7—FIVIZIEH L, DNA #
WAEHET D B2 LTS,

FEZE O AAEILG & L TOMMAIERWS, SRR & L TROME
MRS, FERME R OVBIERLE S, BRORMIBERTI I ONT A X, % 2 OFMENE R EIEGYEDIR
e Jﬁﬁﬁ SNTWD, BT, 2004 FFI21 X, razxigl LER (B FLEE 25,
50\ 100) 2%, 2010 4Ei24 BKERGE LIziERHA] (wvBRsn 2%, <R 10%)

. ENFEIGREINTWD, (59, 60)

MBFX IZOWTIL AR YT 4 7 U A NMEEE A 9 PR IEEE 205588 SAU TV 2D,
2007 HEOBMWEEREESOFHMEiZ 2T, EASEE LR RO S E 2T 7,

(& 61)

A%, Meiji Seika 7 7 L~ RS tE (B BRT =~ b~ L AR S 06 EMOKEE
B~ R T ax U U EARGY LT HEOESA] (74— v) OB HEIR
TEIRFEAGRHIGEN /R S22 ST, [AE ) B AR OAGRITAR 5 B iR R R AT 3
RS-, (B 56)

1 RS VAT — : DNA $4ICB072 0 B 238 A L, B8 DNA O 5 A OFREE OO
K ZEIROTRL - FEBRIZAIERT 5,
2 PR 1T AEA G S 499 BT S o THESD B AT PR ELYEN



I REMICHRLIMEOHE
AFHIiETIX, EFSA X' EMEA (EMA) OFHliEIF NI~ /LR L 2%, < /LRy
IV 10% % OV 4 — 3 NV OBEEIRGEAGRO T2 D DA GBS 2 FE2, & ORI R %
WoRRE LTHEHL-, (BR 56, 62, 63)
WA S ORI S DR & BRI R LTz,

1. EYEREEER

(1) YR (Sv k)

7w b (SD &, MR 6 U5) 12 14C F# MBFX3% 7 HfE 045 (10 mg/kg {KH)
U, PR 2 E 3 2 e8RS e S A7z, Hefd G- 2 I & 2 )3 48 IFf##% £ Toifi
$EIR, 3, T UUESRABLL . Bk G- 48 REREITZIZA 6 BHAN DR A BRI L 72,

WA G544 D Cmax1E 1.8~2.3 ngeq/mL., Trmax 1% 1~2 B CTH o7z, 24 FEE% O
IEMEIE 0.01 pgreg/mL TR N L7z, FEAHHRKIZIIR TH Y | ik 5 24 REfil% &
TIZ 54~62% 5 S, 3O 1T 32~40% 0 HE Sz, MRk oL, Bl O
JgCEm o 7203, Bk G- 48 B £ TIOW T OBV T 0.4 pgreglg LAT
T TFLE, (BE1)

(2) EWEResiR (1 X)
O 4 X #oEs)

A X (SRR, MERES 2 5H) (2 14C 255k MBFX % 7 AR 05 (4 mg/kg (KH)
L. Bi&d&G 4 BFE S D03 48 BRI £ cofulE, JR. 3, 7 — Wiz, &
TP G- 4 K& D\ N 48 RFfEI#2 1245 2 B DA 2 BRI L 72,

WA 5% D Cmax 1% 1.8~8.5 ng-eq/mL, Tmax 1L 1~6 K] ThH o7, 24 FFEZ O
MAEFPEEIT 0.8~0.7 pgeqg/mL F T F L7z, H#EHEGH%D Cmax 15 2.8~4.1 pg-
eq/mL, Tmax (% 0.5~4 K Th o7z, TELPRMRIKITIR TH Y | Fofkit 5% 48 FFfH]
FTIZ 61~62%M &1, #E S 1L 32~35% 035 HRE S iz, fRkT oAIE, B
ROV CEi< . BB CIRD o 7223, Fefkde 5 48 it £ TloW T ok T
% 0.6 pgeqlg LLNETIK N L7, (BH2)

@ A X (BIRN, O, K T#EE)

A X (SFEARB, MEERE, 6 8H) (2 MBFX % HEE#HIRANEE S (2 mg/ke KE) L.
Z Ok, HEREOESL (1, 2, 4 mgkg (KE) % 37 o 24— —ilBr 4L LT
L7z, BOfeb4, HER PS5 (1, 2. 4mgke (KE) % 3#17 o 24— —ikBr L
LT3 L7z,

HRFARNE G128V T, Tigld 12.4 K, CL 1% 0.10 L/Fff/kg, Vd 1X 1.91L/kg T
Hotz, HEREOFREIZBW T, 25T BA X 100%MHrTh -7, 2 mgkg &5
BETIE, Cmax ! 1.4 pg/mL, Tiax ! 2.5 R TdH o7z, F3 AUC KO Crax [ EAHRS

3 BNLEFRITAE L, LA THFL L7aWEEE bIREL,
4 [A — DRI G G B LA TR G- L. B 55 TRl a1 - 72,



HI7RERBERR A R LT, B G-8D 40%DN R PITRZEE L U TRt S 7z, BRI T
BIZBIT2EREI IR NG LR TH o722, Thax 13589 1 FFE &L e o7z,

F7 A X (GWFER, MR, 8 §H) |~ MBFX % 13 B[R O#5 (2, 4. 6 mg/kg
KE/H) T 2305 5506 LT, AR EREMBETREIL 1.6 ThoTo, (B 3)

(3) FEWEhRestER (%)
O 4 (@R, AN, TS
B RNWVAEA Y« 7Y =T U, WA, 2~10 %, 6 88) |2 MBFX % Hial#f
IRNE G- (2 mglkg ) L, 1 BEMZICHEGHANES (1, 2, 4 mgkg (KEH) 7%
R FEhE LTz, ARG, 77V TRELE 3 Y o A4 — N—3Bh 5 & LT
L., &&FEGHOMIC 1 EM®IT, L b 20CEHELERE Lc, S OITHEEOHR
NG5 1 % 612 TS (2 mglkg (K8) A 530 L7z, EARNE G- Tl b4%
30 WFHl & COMBERIREE, 48 FEfHIE TOFHHIRE, RN EL O TR E Clikb5%
48 IREfE] F Co MBI A2 HIE LT,
MERAER 1ITR L,
FRARN IR 2R C L P FPIR A IR 554 10, 24 FFECZ 424 0.189, 0.019 pg/mL
THv ., 32HHTLOQ (0.010 pg/mL) KL 727z, (B 4)

£ 1 PO MBFX 5B OHYENREICLR D AHE/ ST A —H —

HH iR G- AR - BT h-
PeH58 (mg/kg KE) 2 1 2 4 2
Crmax (pg/mL) 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 (ug - 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 (L/h/kg) 0.31 ND ND ND ND
BA (%) ND 100.75 112.85 107.17 110.95
ND : 57—%72L

@ B @RA. AN, B RS

A (BN T — NI, K9 3 kn (RCBIBRARAT) . 6 B (ME2 A, ME4 89)) (C MBFX
 HEERRNE S (2 mg/kg AH) L. 1HAMRICHEFHANKRSG (2mgkg (KH) . £
D 2 RIS TG (2 mg/kg RHE) 322 FEhi L7,

fRER 21T LI, (BH5)

5 [Al—DOBERRGUTAR GROKR GIAZ 3180 #0E L TIRE- L, SGRICGTHEZ1T > 72,
6 LR 2 LI 1 BE RO TE S AT,



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

PER] (n2) 1E(2) (1) 1E(2) (1) HE(2) (1)
Cmax ND ND 1.55, 2.10 | 1.34~1.62 | 1.20, 1.34 | 1.40~1.51

(ug/mL)

Timax (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 | 8.63. 125 | 7.51~9.10 | 9.23, 11.6 | 5.74~11.1
AUC (ug+ | 203, 26.2 | 10.5~15.1 | 15.5, 24.8 | 10.5~14.9 | 155, 16.8 | 9.36~15.2
h/mL)

MRT (h) 12.7, 15.6 | 6.41~9.30 | 10.1, 15.9 7711~ 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
CLktot 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~

115.4

a: EHEWEL. b % (). ND: 7—#72L

@ FROF4 (EFRNES)
B (7T 0 A AFE, WFL 4.56~67%. 38]) XIIT 4 (770 A AH 2 A,

%Eﬁi#ﬁ 188, WMEREREA, %93 22 il) & MBFX 2§k #5 (1. 2. 4 mg/kg {KHE)
B L O IR E A JE LT,
tF _iob\f I, BREETENEN T1elX 5.0, 4.0, 4.1 B, AUC IZ 4.7, 10.9,
12.8 mg - h/L, Vdgss(d 1.0~1.7 I/kg, CLiot 1& 3.1~5.2 mL/min/kg TH -7 7,
F BNV TERGRETEN T Tie 1T 4.4, 4.3, 4.2 Bf#], AUC 1% 5.0, 10.9,

19.4mg * h/L, Vds 13 1.0~1.11/kg, CLtot 1% 3.1~3.4mL/min/kg Th -7, (S 6)

@ 4 (FlRNEEE)
B (RNVARA L« 7 =T U FE, 2~3 @i, 1 38H) ([ MBFX % 3 HBIERIRIN
Beh (2 mglkg (RE/H) L, Im8E, HEf) M OSERR PR EE 2 10E Lz,

Ty 13 10.5 FFiH, Vd 1% 10.5 L/kg, Cluot 1% 0.084 Likgh Th o7z, Ff&f - 4 B
%O MBFX JEEEIE, B, IR, Ahpa, A, BB T 5.8, 2.7, 2.7, 2.3, 1.2pg/g
ThoTe, Bkt h 50 Rtk ORLRR IR ILE T 0.53 uglg TH Y . ZHLIS DR
IR 0.3 pglg Rl Ch o7, REEDIR K OFEFHEIERIZZEH 63~65%,
6.2~9.7%TH V. HHERIL 69.4~T4.9% ThH 7=, (B T)

® 4 (HAREE)

7 1 mg BGHETIE 24 FfRJIRE AL CRE & FIRA & 72 o 7272, S atd, 7 V7 7 U AR v/

<77,

10



A (B_Y T — NEE, K91 Al (KAIBRAART) . 6 88 (KE 2 84, 1 4 55)) 1 MBFX
% BARIFHAINEE S (2 mg/kg (RHE) L. #8452 WFEI# OIS K& OSARER IR 2 HIE L=,
MEREIZ LD ETNTE A ERDHNT | BT A —F —[FMfEZ RS L TR S,

EMAEFREENT 1.84 pg/mL Th o 7=, FAREPIRETX, 1A 2.52 ng/mL, ¥R 0.902
ng/mL. A 1.78 pglg. TEHENLOREA 93.99 pglg, O 2.14 pglg, & 2.79 pg/e.
Bk 5.99 nglg. Wi 1.77 pglg. % 0.79 nglg. 2285 1.69 nglg, HIUHE 1.36 nglg., & 1.27
nglg. K5 1.71 pglg. RENG 1.59 nglg T 7=, FERET L/ MAE 1T, ¥ 0.674,
I’ 0.59, 15 0.99, F5E 1.16, FEIUHE 1.01, AR 1.17, 2285 1.25, Ml 1.32, HiK 1.33.
O 1,59, MHYF 1.90, 1T 2.09, Efigi 4.49, FEFHHBALOMA 71.81 Th-o7o, (BHRY)

® 4 (FEr#s)

A (RVAEA 7 V=27 UFE, WA, (REK 500 kg, 3 87) 12 14C 15k MBFX
%5 HME TH&E (2 mgkg (RE/H) L, M3, PEtty) K ORI 2 H1IE L=,

ML, IR 5T 0.5 BEE#IZ Cmax 1.71~2.13 pgreq/mL. 24 B ICIX
0.01 pgeq/mL & 72o7, #EIK OEH&EI G- 24 K% O AUC 1% 7.69~7.818, 7.24
~7.45 ug-eq-h/mL T -7z, Fefkie 52,4, 8 A% F TORPHMFITENZT46.74,
41.16, 45.77%. FEHHEIERIT 43,57, 50.22, 50.44% CTH-7=,

LI IR, Fe5K 7.5 BRI TR 0.2~0.4 pgeq/g. #9 16 FEREIE£IITHK 0.01~
0.02 pugeqlg & 72 o72, FHITHENEERZ 0.13% Th o7z,

&P A% OFARRTIREE 2K 31T LTz,

&P 2 B TR, BIED R ORREIERPIREEE LOQ £HA 3% LOQ Kiifi T
STz, ARIREE I, ARG 2 H% T 0.04 pgeqlg THo7-0N, 4. 8 HEIZIZLOQ

(0.01 pgeqlg) Kiii & 72 o7, FHFEFEIGEIZ 0.01% Th o7, (B9, 55)

#3 0 1C 1 MBFX [ FE G4 OMMTIEE (ug-eq/g)

FaEkie Bt 5% R
2 4 8
JH i 0.10 0.03 0.03
ik 0.04 0.02 0.01
fii 0.03 0.01 0.01
SRR 0.08 0.08 0.08
W LOQ ND ND
B LOQ ND ND
PN e LOQ ND ND
[ilENa 0.04 LOQ LOQ
LOQ (FA. REH : 0.01 pgreqlg, BARNG. KHEAERS - 0.03 pgeq/g)
ND:F7—%7 L

8 3PHAP 1 HAIZ DWW T, &5 L7 MBFX O—#23NMAEPIZIEA SV FTREMN H D Z Emn, 21
EIZ DWW TS LT,

11



@ 4 (FET&5)

e NV T —RIRNVAFA v« 7= T URHERR, 48~65kg, MEMESR 8 5H) I
14C {3 MBFX % 5 AR T#%5 (2 mglkg (K8E/H) L. MRS 2 S8~ H Mg, i 2
SH, M1 EEDHEIY), 54, 48, 96, 192 FEEIFL IZMERES: 2 §E2> DAL A BRI L,
HEHEMEZHIE LTz, MR KBTI E A ERD BT, K/3T A —HF —[FMEREA 1R
AL TERHAINT,

WA D Crax 1359 1.4~1.6 pgreq/mL, Tiax 13 0.25~1 BERE], Tue 13K 12 FEH,
5 24 FEEE OIMAEPIEEE IR 0.1~0.3 ugeq/mL & 72> 77, AR G14 D Comax 135
1.4~1.8 ug-eq/mL, Tmax (% 0.5~2 ], $5- 24 KFfEI#2 O MFEFIREE 13K 0.8 pg-eq/mL
L7 | PIEREG#% LR CTh o 7o, MEEEMIREED 88~96% 3 I S 7z, JRE DY
FPPEISRIZZE N TN 72~81%, 5~13% T, &% 50 24 RELINIZE G20 80~
90%DNHR LTz,

A G4 ORMFRTIRE 2R 4 IR LTS,

K53 DOFAFRZ 3 THALBES- 96, 192 FFfEI#£ 12 LOQ 1L XL LOQ A & 72~ 7=,

(%8R 10)

K4 o0 10 15 MBFX B M G% ORI (ng-eq/g)

ekt Hoféie 55 DA (h)
4 48 96 192
ik 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
AP (k&R RAAL) © 3.06 0.17 0.03 LOQ
P 1.69 0.13 0.02 LOQ
Fef (o) 10 0.65 0.94 0.91 0.26
EyiIE] 1.11 0.09 LOQ LOQ
KHERERA 0.82 0.06 LOQ LOQ
ARyt 43.25 4.00 ND ND

LOQ (i, Bk, fiti, Bef&Be G5 OMA, ke GO RE, A, A8t : 0.01 pg-eq/g.
REHERG. KHEIERS : 0.03 ug-eq/g)
ND : 5—%7:L

B (E RN, ARG
B (ARNVAE A THH, =7 U —F1HA, BXU 77— NFl 1 8H, AQHMERE 186, W
A K2 7% 11 22H lin~10 7% 6 2> Hilin, (K 469~855kg) |Z MBFX (16%i5i%) %

o MEMER 6 BHOT — 4,
10 HERESS 6 BHODT — 4,
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7 v 24—/ = CTHEFRHRN I AN S (10 mgkg (RF/H) L7212
I K% QLI G- 96 Bl & CERER L, 40tk HPLC 5T

EL7= (LOQ : 0.002 pg/mL),

k1> MBFX 2

1A K OFLP ORIED HAF S NI IR AR DN T A—F —HEK B ITRL

7’»
—o

WIFNDOEGITHAZBN TS MBFX O SHIT~OBITITHEHTH Y . mifkh:
JAETOMEEF L OFLH AUCins DA THELL L Tz, MBFX OXIREA~D5)
RiF, FRRELEZEZ 6N, LPLARNG, FTP Cnax (3, FHIRERGZICIA HAN

BEBROITEN-T=, (B 64)

#5 BT D MBFX % 514 OFWENREI AR D BFE/ NT A—H —
HH FRIRN P G- RN -
AR FLH 4+ 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
(ug/mL)

Tmax (h) ND 2.20+1.03 0.73+0.14 2.80+1.03
Tieror (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
Tz (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)
MRTix¢ (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 (/h/kg) | 0.2092=0.02107 ND ND ND
BA (%) ND ND 90.74+8.33 ND

LOQ : 0.002 pg/mL

ND:5—%7L

(4) EyEhResiz
O K GRS, FHRRES)
R (KI—7 v =X~V F—F 0 RL—AX BT h LM, 3 A, K& 16
~22 kg, WERER 35H) | MBFX % HA[RIEIRNEE S (2 mglkg fRE) L, 1@EMZICH
EIFHANE S (2, 4, 8mgkg (AE) 23 L7z, HRNESIX, 77 HKEE 3
I AF——kR 3L U CHEm L, FHGHOMIZ 1 EMHIT, 2 BEICSHE (2,
4, 8 mg/kg {Ki) G L7,

1 [F]— O BT E IR G- K O AP G- 2 B S L. 4 G- ICRHi 21T - 72,
12 Z GHETORGOMIL, &6 AfldIT7,
13 [Fl— ORI RIS G- BORGIAE 3@ e L TR E L, #&RGRISTHIZ T -7,
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S BITHHRNE G5 2 %I 2 BB OHEFEIRNE S (2 mg/kg (RE) %3205 L
7o HBEGRIKIZ T 5 M8ET I 4 HPLC THIE L7z, £7-. 4 mg/kg fHPINEEGHE
DIHNAFTT A THHIE LTz, ML A2ZETIZEAERO LT, KT A—4
—I 3RS L CHE SN,

MERERG IR LT,

HPLC & 31 47 vEA TD Tz, MRT, Cmax. Tmax. AUC OFERZ t #iE Trbk
L72& 2 A, Tiee MRT, Thax (CHBEZEITRD 57203572, Cmax. AUC 135K 5% L
~NVETHEEZR L, HPLC EO LR EETH -7, (B 11)

# 6 KIZEBIT H MBFX 544 OFWEREI AR HB8FE/ ST A — 5 —

HH FHRN G- AN G-
(2 mg/kg 1K) (mg/kg 1K)
B 521 1[\H 2 [E1H 2 4 4 8
WESAF HPLC HPLC HPLC HPLC | 147 v&A HPLC
s (58 6 6 2 2 2 2
Cmax (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
CLiwt (Lh/kg) | 0.172 0.164 ND ND ND ND
BA (%) ND ND 115.0 124.8 ND 125.4
ND : 5—%72L

@ K (HANES)

K (Z o RL—2HE, (KER) 20 kg, HERES 8 51) 1 4C 1Tk MBFX % 5 HHfHA
NEEG (2 mglkg REE/H) U, WERER 2 SEONGMAE, HE 2 8H, HE 1 SEOHRIY), 4,
48, 96, 192 IFHI#4IZHEMER: 2 BHA> AR 28R USRS 20008 UTe, MEREIC X A7
T EAERDONT, K37 A= — MRS L CEM S, m5E, PRtk
ONEAR PR EE 42 RE Lz, P GZ D Crax i 1.13~1.33 pg-eq/mL, Tmax 1% 0.25
~1 K, P55 24 FFRZ OMFEFEREIX 0.10~0.13 pgeq/mL & 72 -7z, HfkPeb54%
D Cax 1% 0.92~1.42 pg-eq/mL, Tmax 1% 0.5~2 B, 5 24 FFE% O MmAEPEE X
0.09~0.10 pgeq/mL & 72V | WIEHE G54 LR CTh o7z, 5 48 BRI IZ XM R
J£13 0.02 pg-eq/mL & 72 7, IHEHEMIREE D 84~92% 3 [EIN S 7z, JR&OFEFHE

i S SERES 2 S, DRI 1A, M 2 SR, HERR PR JMERELS 8 SO — &
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M=RITENLI 51~60%, 27~29% T, K& 50 24 KRILINIZAEGED T1~79%
MYEIE LT,

Bk G OMHIRE AR TIOR LT,

ek 96 W% AR O . BENRLAS A OFRRE TP EE 1T LOD {155 ) d LOD At &
7rote, (BIR12)

#F7T B~ 1UC i MBFX #6504 OFFEHIEE (ug-eq/g X1 pg-eq/mL)

ek ok 5% O (h)
4 48 96 192
Ji e 1.27 0.09 0.05 0.03
EHik 2.55 0.07 0.02 0.01
Jifi 1.20 0.03 LOD LOD
A 1.12 0.02 LOD LOD
B 0.65 0.09 LOD LOD
RHaHER 0.48 0.03 LOD LOD
AR 0.73 0.02 LOD LOD
ARyt 4.77 0.10 LOD LOD
FAETEGROL 1.04 0.03 LOD LOD
21fn. 0.69 0.01 LOD LOD
ifnAE 0.67 0.01 LOD LOD

LOD (1ffik, Bk, Aii, AHP. REH, BfEGRAL, 420 : 0.004~0.005 pg-
eq/g ; BUE. KHENEN. &HERS @ 0.01 pgrea/g)

(5) ZDthnEEREAER
O KFEEICRIT D3EpERERR (T b, A X, R R

T v b, A X, KBEBRERIO A, AR OWRIZ 14C 255k MBFX 28¢5 (Z v b @ %
O, A X80, 4 &0, KT, 4 KT KRN L, dath S 203
MR ORBR, (I OTAELD R STz, MEEZ X2 ZET1E L A ERO LT,
KT A =2 — IR RS L TR SN,

7w b (BAEh, MERES 3 P0) Tk, IRHISTRZEEAD 7T0~81%, MMHWE (332
72 DITHIEIR) 25 16~25%, FEFUTIL. REMEDS 80~96%. WMMEWED 1~3%.
A FACIRD 11%388 BTz,

A X (ROBE, MRS 1570 Tl IRPICRZEED 76~83%, N-A4F% K23 11
~14%, FWMHEWEDS 4~6%, FRITIIRZE(EDS 85~97%., N-AF RS 5%, H4dy
B 5%t BTz,

THoRROBS (M2 98, i1 58) (B TE, JEh ORZBILIROEIEIL 89~
96% ThH v, JRFIT 2~3%D~LART X v N-AF K (LT IN-FF K] &
W) MO 2~4%DRRMEMYE . 3T 3% DA F /AR ZED iz, I, R
TACARAS 13~17%, MMEME (FER L DOIAAE) 2 73~78%, N-A4F Rd 3~
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4%z88 HiTe, BN OVBIRICIE, REGIRDY 86~93% % UMRMEMIE DY 5%aath HAL
Too RFHEEIZOWTIL, R ORZMADOEIGIL 90~95%TH D | JRHIZ 3%
N-74 %2 R RO 2~4% DRRMEME | FEH1Z 2% DA FIAIKRDTED S 47z, B
REARD 17T~18%, FtEE (FER S OIFAE) 25 68~T4%, N-FF ]\75> 5
~8%math HAVIZ, NFESLR OB ZIE, REED T1~96%., WHEEDS 4~9%15, FE
RV DS 4~B%288D BT,

A (BTG WA 3 8) I8V TE, HEH OREILBEOEIETE 97~99%. H.
B 1 BRRICREADY 80~93% 88 H ATz,

WK (BN, 2 B, HE 1 87) (23T, JRIPISRZ(RIARD) 83~88%, N-AF R
M 2~5%., FRMEMVEDS 5~10%, FHITIIARZE(LAD 98~98%, N-A % RAS 4%:8
BV, FEHHCIE, RZUARD 21~38%:83D LT, ATl OV 1%. R AN 54
~97%. k&P 5L, BEIG . KMEIENIZ 31T 2 R AR DEIE X Z I 95~99%,
95~96%., 85~90%#3H HivTz, (B 14)

@ mE-ARERGRR (v b, 4 74 B K A X, x2)

invitro COE N, A4 KEBRGRIO T, B K, A X, X 2ol 5 MBFX
D=/ FVERE AR i < 7=,

t MZE0.06~5.1pg/mL, 24, KEBMARTO T4, B, K. *=21% 0.05~6.0 ug/mL,
A X% 0.008~12.7 pg/mL ORFEFPHCRIE Sz, MBFX O7- A HERGHRITAMR
EHIPHC—ETHY B b 5.7%. 2 32.6%. KAFHLART D14 26.2%. [5 8.56%. K 3.7%.
A4 X 9.1%., F3273%ThH-o7- A XITBNTIZAERERICHT S pH OFEIZH
WCRBRL72L Z A, pH7.0 725 pHT.6 (TIN5 Z &2 & 0 iEHFR OEIE 7)Y 94.8%
25 83.3%IMK T Lz, (R 13)

BB ER
(1) BREBHER ()
O 4 (HHENEE)

A (RVAZA A, I, 15~24 Hiln, 4 88/FFR) 12 MBFX % 5 HHEBRARE L (2
mg/kg RE/H) L, %5 12 K, 1. 2. 3 HEICHREZPRE L. MBFX 25 2H7E L
77,

Hor&e G- 12 WL O IR L, BB, TEGREOCARPY CRIRRRD) . TR, 13T
NJELDFHAL, R S ERERD) . /Mg, IEIDIBICEVMETH - 72, 5 3 BHE OB @D
IREEIX 0.05 pglg Th o7z, FEMITHRE- 2 Hi%, BIBLS O CI3kE 3 H#% T LOQ

(0.02 pg/g) FhHXIIRi & 7eo7, (B 15)

@ F (HARERE)
A (IR S A AR, 3 Wi, ME 10 B4, M 2 5H) (2 MBFX % 5 ARIfBEANEKRE (2
mg/kg RE/H) L, &5 2 HRICHE2 86, M2 8025, 4 KO 8 HIRICE N EhulfE 4 81

1B s 7T —Bo LA Tl 4~11%
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Dk z TR L, MBFX 24 HPLC {52 L W JIE L7,

b2 HEE ORI IREEIC W THEEIC LD ZTT L A ERO BT, £ T A=
—IIMEREA IR S U TR Lis, ol 2 RO IREN S, B, . i (%
UG A)  ESERAL GEERFEA) . AERONAT, AEDITIZLOQ (0.025pg/g) AKiii Téd-
Too BG4 1% CIEaSEMTREIMET L TRV, IEITIE LOQ K CTh -7,
8 HIRIZITENE (0.028 pg/g) LISk T LOQ AKiii & 72~ 72, (B 16)

@ 4 CHEFRIRANES)

A (RIVAZ A UFE, WERER 2 BAMER. XPRREE : iE 1 97) |2 MBFX % HRIEARIN B
5. (10 mg/kg RHE/H) L, #5-1, 2, 3, 4 X5 HZRICHHREE (A (EREM) .
NENG. EhE. g OV Z4RE L, MBFX J25 2 HPLC/MS ¥ X% LC/MS 7£I2 &
D HIE LT,

MBFX $ 5-H£DOWF L OlEES < fHRIC BV T H 5 1 BZICHRERE (BTt 0.21
uglg) ZRL., 5% BBOEBICHVET L, BRI Tl s 2 B, MRS
3 A%, Alig& /MG TITES- 4 BRLIRE, 26123 LOQ (0.005uglg) AL 720, b
R DI N DB T3k G- 5 H& T 4 619 1 6173 LOQ FHY, fthix LOQ #
& 720 JHRITESCHTH - 7=, AR CIE, 23S LOQ Kiii T~ 7=, (R 65)

@ 4 (HEFIRNE S

A (RIVAZ A AE, WERES 2 BRI, XPRREE - JE 1 98) |2 MBFX % HRIEHRIN B
5. (10 mgkg RE/H) L, $5-1, 2, 3, 4 X5 HRRICEKFEMME (A (AHRSRE
). HERh. g, AR OVING) 28 L, MBFX 2 % HPLC/MS %31 LC/MS
FEZ LV RE LT,

MBFX 58 TIE, WP oligss - SO Th#E 1 BRICRERE (Bl Tix
0.68 uglg) Z~L., RN L7z, BRI CIE. &5 2 B Tap» LOQ (0.005
nglg) A&7V A, HIEE OVME TR, &5 4 B D LOQ A OE A e
., #5 5 BZITIZ2FIN LOQ R L e o7, b EWERRENA LB T
I, 55 HEZIDIE 4 B 1 41128 LOQ A, fthod 3 fillXIEE LOQ fE (0.006 i
0.007 puglg) Th-oT-, 7ok, *ERHEL. 2B LOQ K ChHh -7, (& 66)

® F HHENEE)

B (RVARA FE, WA, 45H) (2 MBFX % 5 HEfRWNELS (2 mg/kg (KE/
H) L. fi&&h 72 K% £ COFMT 28I L. MBFX 2% HPLC /A X W HIE L
77

BB 5% 12 WRE]CIIAEAD DA Z L7223, 24 KEIZIZ251728 LOQ (0.02 ug /g)
K& 7polz, (M 17)

® F WHARERE)
(B _Y T — NEE, WAL, il 2.6~6 %, 8 ¥1) 1T MBFX %4 5 H IR
5 2mgkg KH/H) L7, BGROY T4 1B E L, UEHAS 1 R 2 BlO~—
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AT 5 A E TIHH AR L, MBFX J&E % HPLC &I X W HIE LT,
MEIOF L 0.878 pg/mL TH Y | 2 [A1HI1Z1E 0.033 pg/mL., 5 [ HIZ1E 0.003
pg /mL 720 LOQ (0.001 ug /mL) fhtd72-7-, (B 18)

@ H CEEFFIRNES)

4 (RVAHZ A Tl 45H) (2 MBFX (16%IAR) % HaEFIRINIES- (10 mg/kg AR HE
[H) L. BERRFONCHES- 12, 24, 36, 48, 60, 72, 84 K1) 96 Fi#%Ic3Lit (498
MRR) ZEEL, MBFX R % LC/MS iEIC X 0 JlE L7z,

MBFX 3£ 5- 12 Rz I bV IRE (0.490.19 uglg) MRS, £ O%IEE
L7273 B e 5 48 WFfh £ T TRt &4, &5 72 K% TIEaefsln LoQ (0.005
uglg) ARt ino7z, 7ok, BHRHEVENL, 26123 LOQ K CTh -7z, (B 67)

L (HEEFERIRA )

B (T b TRIVAF A UFE148H, TN 7 — N4 58, 22M6fE 2 95) (2 MBFX
(16%¥i%) Z HiElFEIRNI S (10 mg/kg RH/H) L, HFEGRHFONCEE- 12, 24, 36,
48, 60, 72, 84, 96 KON 108 WFHEI#ZICHLIT (20 BE/MFAD) ZHHX L, MBFX J2E%

HPLC/H# B A L0 JE LT,

B 12 BB b O EE (1.293+0.3098 ng/mL) N2 TR S, T DOR%IK
TLARRGLHEE 60 FEZE THER L, &5 96 FFHRIZICIZAHIT LOQ A (0.002
ug/ml) L7eoiz, 72k, HHEREEHT, 26108 LOQ K CTh o7, (S 68)

(2) ZEHE K
O K @WHANEKRE)

R (K3 —2 > v —5R, 2~3 > Hllin, MERESS 8 87) (2 MBFX % 5 HEIfANESG (2
mg/kg (RH/H) L. i@ 12 i, 1,0 2, 3 RRRIC T CHUlERES 2 5670 Sl 2
PRI L. MBFX JREEZHIE LT,

MEREZ K D7 F L A ERBO BT, K37 A—F —dMilfE2IRE L TR Lz, &
PG 12 Wil O PR AR, B, ATIE. TERSEROIARAL AR, TEEHERALELA
. /NG IEREOIE T - 72, fféh- 2 A& TiE, Bl 0.05 pg/g, NENITLOQ (0.02
nglg) Kiiii & 72V . OO TIE LOQ i IR Th -7z, mifddx 5 3 HE T
BT LOQ TSI & 72 0 . £ O A TId LOQ A & 72~ 72, (B 19)

@ & (HRNEE)

R (Ka—7 vy —FfX T ML X T R L—ATEASHERE, 5 @i, M4 8 UH)
IZ MBFX % 5 HRfRNES: (2 mgkg RE/H) L, fofé&hb-2, 3, 4, 6 HEZICE
IEHUERES: 2 B DALFR 2B L, MBFX 2 4 HPLC JEIC L 0 #lE L7z, MRS
KBETNFEAERDOENT, KT A= — Tl IRE L THEH L,

Bt 2 B ORI X. Bl T 0.070 pg/g TH Y. LUF., EHENLORGAL
FEi, P, HERADIETH > 72, gL, kb6 H1% T 0.011 pglg ThH -7z,
ZOMOFERETIE, Bk S- 3 HELUKIC LOQ (0.005 pgl/g) FHrXIIRime 720 . #
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Tl 4 BIELARE. AT, AR ClX 6 B LOQ KL 7r~ 7=, (B 20)

3. Bi=EMHER
MBFX O fnmtEaliiit f a3 8 ITrn LTz,

# 8 MBFX O {nat i i

FRBR PIE & i o ZH
n 18 IR 22 IR B | Salmonella T L— hE [ M| B R
vitro | R typhimurium 3.16~500 ng/plate (+S9) = (TA102) 33
TA97 . TA98 . | LA v Fa—Ta ik
TA100. TA102. | 1~100ng/plate (+S9) P
TA1535, TA1537, | 7L — % (TA102 D) -
TA1538 12.5~1,000 ng/plate (-S9) ©
ZESFHERSR | Saccharomyces | 3.33~333 pg/mL (£89) ¢ [l % R
- ég{ﬁgﬁﬁ cerevisiae D7 34
SRR LA -
AT e LA %
B
e R E | B MR Y > 2% | 500~2,000 pug/mL  (+89) ; 2 K | fait Z W
B Bk JUEE, ALERT% 22 REfRGEE e 37
600~1,800 ug/mL (+=89) ; 3 R
AR ALERT% 22 RFHIREEE o
125~500 ug/mL  (-S9) ; 48 REfEJAL
PR ALBRf% 24 WifiIEEER
BIGTIBRE | F ¥ A =— AL | 100~1,000 pg/mL (-S9) ; 16 K | A~ (-S9) | & A
FLEER A A —ifi b e | e g 35
(V79) (HPRT & | 500~1,500 ug/mL (-S9) ; 3 BRI | Bt (+S9)
51) I3 5 IRFfHIALEE i
200~2,400 pg/mL (+S9) ; 5 FRefHjL
Bh
RNEH DNA | 7 v bOMCESENTF | 100~1,200 pg/mL ; 18 BFEMLERT | fadk Z M
B RGRR gl 36
in REHDNA | HEZ ~ b 800, 2,000 mg/kg {AE i Z W
vivo | A AGAR HERHRE s 5 2~4 I 38
% XIE 12~14 FFEIZICTHIfaER IR
/MR BR e~ o A (36 | 500, 1,000 mg/kg AREE i Z W
) HARIFRHRE O BES- ; 500 mg/kg AR 39

135 24 BRI 12, 1,000 mg/kg K
HITRE- 24, 48, 72 EFEEIEHE
FEAR Y

+89 : IHIEREERIAE TR OIEFE T
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a: ERRIC L B2 573, 100 ng/plate UL ECHEERIZKRT 5 A BIHE

b : 100 ng/plate THELEIZKIT 2 AEHHE

c: #2531y FoikBR, 100 T 400 ng/plate U ECHERRIRT 5 AHHE

d : 333 pg/mL Ttk

e : -S9 T 1,800 pg/mL LA L, +S9 T 250 pg/mL LA CTHIRFEN:

f:1,000 pg/mL (16 FREREEE) CHIFEAEATSE 41~64%. 1,500 pg/mL (3 REREIWEE) Tl 85%.
1,500 pg/mL (5 REEALER) Tld 59%

g : HPRT ZEREROHEMPRO b boo, FEMENE, il L

h : 1,600 pg/mL (5 IFFAWEE) CHITIATTEE 70~97%, 2,400 pg/mL (5 RFHEIAEL) T 33%

i: 1,600 pg/mL Tt

j : 500 pg/mL UL ECHIKIOIEREZ L, 1,200 pg/mL [ IZREDS IEF 72N A o055 72 D
e,

FFRED X DI MBFX 2D\, 1n vitro TIIAMBEIEIHISRAE AR, WS S MR
B e OSBRI s 22 A BR Tt T o 72, — 5T in vitro OYREREE B &
OEH DNA SHGABRIE N in vivo OF5-AIREZR FIRE E TG L2 RER DNA
B RGN OVE B IMZRBR I Z W TRt Th o 7o, 1EIRZSNZESER TlT TA102 #£T
DIHGHERE RDNFED HALZAS, FRKIIAOF /7 v RPN T b MRS R 2w
ZENHE SN TWD, TA102 PRIFTEMRGRRRI RS 273 & S, MBFX 5058
WPLREPEIZ & - TS A b LA &30, AR E SR IERREEIC L 0 B2
L7z&lbihd (B 69), iz, MBFX (I haARA Y AT —RIIC/EM L, DNA £l
ZIET L EBALNTND, F/ 0 L RPIEERKITE OTERIET) b Sl CirLEY)
HNED FARA Y AT —B N ZHET D Z &6 MBFX (T X D BRI = e 4
MW BAR AR SRR COMERE R, IE8H)72 DNA & OIS Tid7ae < B O
FITERNT2H0T, HEHERAMEOEE LD, Bz AT5LEX65, LIZh-
T, MBFX OERIBET K OVWHFIAD kA Y A T —B T3 DS ED IR K 0 b AR
OTERNZ &2 BJET 2 & MBFX 3 ERIZ & o TR & 722 28 mm 2= lRetil
T EEZDBND,

LILEDORERND  ReihZ e B2k - SRR RIE, MBFX (ZI3AMRICE -
TR L 22 5 BUnE TR E B R T,
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4. SR
FEIEI 1S S Bt RORR 2R 9 1R L., (B 21~24)

#9 AEWHEICIH T H MBFX @ LDso

L)LY Be59E PRI CRE) e 55 LDso (mg/kg IAH)

It (ICR) . 1,781

A& H

it (ICR) 1,822
<A

14 (ICR) B 1,121

i (ICR) 972

I (SD) o 3,772

MBFX I (SD) b 2,720

1t (SD) 2,094
7>k i (SD) &F 1,837

It (SD) AN 1,000~2,000

It (SD) JiEJpE 500~1,000
HRMEHRER

(1) 4 BMEHEERERD (v b, MBFX, #0#5)

Z v~ (SD %. 5 s, 15 D/ 12 MBFX % 4 B OS5 (0. 100, 500,
1,000 mg/kg (RE/H) L, d2MERRMRERD F0E S vz,

—fEIRRE, RE L OMBEEEOMRE, MR QMR CFHIRE, R, faT &%
OV EAARE RO ONC IR 23 20 S T,

AT R AR 10 1R LTz,

AR A8 LAE TN I A DR o T, Fio, IR 16, Mg PRI & Ok A
LR ClE, BEIERD ONehoTz, (%25, 55)

BN EFRENE - SRR SIE, 500 mg/kg R/ H LLETH Bz —fi%ik

&Uﬁx@mxﬁgmwifﬁ%%\ ARBRIZI1T 5 NOAEL % 100 mg/kg AR/ H & f)
Lﬁbto 7B, B2 CORGH CEIFEEOHENL OB OILRNRD LR, 208
AGOFT FASHTETENEC BT D I O LB D IR EE L B % T,

#10 T v O 4 BEFERVERERMERERIZIST 2 B3R A

# b (mglkg fAH) TR AT A (MRS b)

1,000 REIEINEORE, BEEOKE, JREORD . IR pH OIRfE, JRHGE
Drefi, Nt EREOmE (EFRE, B, /E) | KRIRE=ARO
JARBEER 2 A, Al e ST B fadl (275 6i)

BAEfHE OIERLIRIFZ (26 B1) K ONHIEE (1/6 1) . RS ERZDZAE

(1/5 f51)
=500 —IEPEDOEHE, BAEXE RO EE
100 TR L

16 RER, HREGH, HUESHEIRE (A0
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(2) 4AMEIMHEMRARD (v b, MBFX, £0O#%5)
7w b (SD &, 5 i, HEMES 5 /) (2 MBFX % 4 @R O#5 (0. 8, 40,
200, 1,000 mg/kg AH/H) L., diatEmtaliRg g2 iz,

— AR,

(RE N OMEET B O, MR M QMR AL aOkR s, IR, P

TSRO, BRI N TR R MRS VTN SEHE S 7223, SRR IR AT 1 35
Jiti SR Do T,

TR ER 1LITR LT,

BRI ZE L. WINOREGEHIZEBWTHIREHNIFED ST, IR A O T
B MERA CIXRF I I DN o7, (55526, 55)

ihZe g B IR SEHE R A2 1, 1,000 mg/kg (A ER/ H TH HALT-—BIREE,

Joa BRAA T LA ONZ i ) e QNI B b OB i) & | A5k 3H51T 5 NOAEL %
200 mg/kg ARHEE/ A LM L7z, 7235, 40 mg/kg R/ A LL FIR G RECEBEEORINK
OBIBOIEIRDFRD HAZA, Z OBIBOFT FITHUETEEC 3 2 IR 35 O 25 8)
D IR L Z 2 72,

#11 7 v o 4 EFEEEMEEERIC 0T 2T A

P58 (mg/kg
{REE)

T E AT A

i

i3

1,000

—IEPEOFHE, BRI OAHMETRA K&
U510 B H CIREIKE, JRITAFO
FEEmbT (/5 B), PR& X7 B B
CIRRZA =N = = = 1 r N

ALT, 4K O Techo D&,

mre ey KO CL O,
KBRS O APEO S A (15
)

—IEMEOFE, RO R, RILAH
DfEERHTHIE/5 ), JRZ 2737 B A,
G TR ER FEARAE S OV U o BRI B
ALT OEfiE, Tcho O EfiEfEm], KERE
TENCIHRE O FRIE - BIEO NS A

(% 15 i) ORI EAIERRINZ (1/5
i)

=200

wPEET R L

wEITR R L

(3) 13 EREERMEMEHER (5 v+, MBFX, Efix5E)

Z v ;b (Wistar &,

HESAREH, A5 (M : 160 g, M : 130 g) . WERES 26 PL/EE) 12

MBFX #% 13 FHEEAE#S- (0. 4. 50. 600 mg/kg RE/H) L THiAtkig i 2 =i
L. =Dk, MEHES 6 DL/fE2 T 6 B DOEERIN R IT H i,

— IR,

BRAAES] S OVp BRARRR AR AT 3 S S 472,
FMHATRAR 12 1R L=, (&5 27, 55)
RNZEZERIEEL - FREHFMFHAESIL, 50 mgkg KRE/H L ETA L HRAE

(bR, IR B B~ DR K OV BRI & . ASRIZIS1T 5 NOAEL % 4

mg/kg R/ H T L7z, 7285, 50 mg/kg (KE/ H DL EREGREOMERECEMGOFEX &

(RH N OB B O, MR H) M QMR AL rORR A, PR ONE IR

17 SRR RREIES, TELRRRERRA., R0, AA BRI, B e e
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DI NERGDOILED RO BT, Z OO RITHTETEMEZ Bk 2 BNEE
B DEENO “IRHIE L B T2,

#12 7 v FEMWZ 13 B MEREERER SIS D 5T R

b TR A
(mg/kg A H) i i3
600 FELRHN (PREGPAZE) . B DOAMEES | NEHINEDRAE, R b ARD

FRDVGI - BB, (REFEITEOIRE, 8K | &fE, Tcho, ALT XUV L7 F=
KEFME, Techo XN ALT OFfE, D | v OEfE, BoOBEE Ry (%
BffdeE e (M, Mk, ObA), | @A filbk, ObA) . BIEHE#I
FEE EARORERT (2/20 1) | DesFixr | B, S5 L7-ieEfMiian 7 2 2 &
OrfiE (B, Mo, @I | REE LR | —JRRk, B mliE
KTEEORE, BIRME Lo T Y
/N 18 (BHEHIERITI3H5S)  (4/20 1) .
TR OIS ZEME (520 B1)) . b
(8/20 Hl) | AHENE T (11/20 Hi) KX
K AZERE (2/20 B1) .
AR FIEE, S5 L - E e 7 Z
AL —TERK, HRE R
=50 M7 07 ) ORE, RS EREO | iE27 07 ) o OEE, BRI
EiE (I, PR . BT E RO | Efime (1/26 61)
fEfE, MBS EHE L (1/26 )
4 HEPEAT L L BEPEAT L L

(4) 13EME2EESEHHARD (4 X, MBFX, #0O#%5)

A X (B —Z)VHE, 12 D Aln, (KE (M : Skg. M : 10kg) . MEMES 4 S8/7F) | MBFX

(BI7F 7BV AD) & 13 EERO#ES (0. 1. 4, 40 mgkg (KE/H) §5HiE
PEFEMERRBR N ST,

—RCIRRE, RE R OB EOMRE., MR QMR LR, JRIRE, JRERfR
TR OB AR PO, IR, DB 1007 ONC B AR R A 2073 580 S
77

AT R AR 131 TR LT,

BRI 2 LAE A7 < | BEEE, IRfd (RIRER) . OEX, BRI A
K QMRS I B 338D - T=, (B3 28, 55)

BINZEEEDIEE - fAEKEEMTRESIL. 40 mgkg KE/H TH LT —IREE,

18 FFE & BV D,

19 GREALG 6 B BRI & O T ERH OV CRIE

20 iFak, 1TEN LB T, WA, EARAE (IERONE, B HICET O ERE b bR R A
TR TEHREND, e R OVEBEFHIROR) | TR DS, iR Ok
PR & i
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L% 50 M QML AR bR AR A B NI BRI AT R~ D) 5 | ARBRICBIT 5
NOAEL % 4 mg/kg AH/H &l L7z, 7Zpds, RERAE T, 40 mg/kg AH/H & GH#0
WK OV GREOME CIRIDE T O MEE O S EER, 2R GHEOBET =Y U IREOS
fEfE, 25 HEOMECHIE FEGBRO mABEASZ HAVTZ A3, 35D PR H 2 Bk
L72b DT, B ETIIRWEE T,

# 13 A X&EHW- 13 AR AR BRI 1T B AT A

P55 R T A
(mg/kg {ATH) i3 i
40 WEA:, HCHE, SEBREPEOMT, (RE | Mg, FERE, EEEEOMT &, (REH

HMEOKE, 7 L7 o | MEOKE, F7 V7 I 2 O E
FEEfE, 7 a7 ) o OIRE, AIG | fE, fH 7 a7 ) AEORE, A/G tho
ool ARMERIEIMER, NERtE | SfE, /R pH OIXfE, NEsstEx EE o
STEEORME R LR, A, | &iE CElE ONE, i . bRz
TG | AR OB SEE (1/4 1), | £ (374 1), BIEIRE O A (8/4 1)
FaEe LIROKE TR (1/4 #1). B | BIEIRCE ORIBEL OME MIfasEsHEIC K
HiE OOS A (214 #) , BIEHRE | 527 7 22 —JERk (1/4 i)

D FIfE K OB HIRIESEIC L % 7 F
A2 —JERk (1/4 i)

=4 FIERT R L AT R L
a: 40mgkg WHE/A 2425 U7 1 98C, R, HiTHE, SEENEEOIK FOREN S, @& 4 AFEGZ ik

(5) 13 EMEMSEHHARO (4 X, MBFX, #0O#%5)

A X (B—Z)VFE, 3~4 2>Aln, (K8 (4 : 4.9kg, HE: 5.4kg) . MM 2 SERE) I
MBFX ($gA) % 13 B O#&5 (0, 2. 4. 6 mgkg KE/H) 3 2 MAarEmM BN
T S A7,

BRI A8 LAETHIE e <. WT ORGSRV T H —RIVRERREREIZE, K

B, BEE, foKE, ERARR, OEX, IRRE R . MR, ik
AR, RS, DR, SN OYREAR A IOREIC B TR EIRRO b
inolo, BEHREIZOWTHEFITRO bivriroTe, (B35 29)

R EZERNEE} - FREERMFRA ST, ARBRIZIIT % NOAEL % 6 mg/kg (RHE
[B &Hr L7,

RS HHEBRR UL AMEER

MBFX % #E & Uiz @M taliii L O 08 A BRI 3550 S AU TR0,

TGt aXx ) arROREEME Chrmrun a7 ax Yo r D ol
& HWTRBR AMRBRII T B2 TH D, F7o, MBFX EAEED D TR L 7=
R7aXY L BT v MR GE LERPATRE—Y g VR TIL, et — a9 1k
MIFRO LT, ARV e MERICIT DB HRICBW T, BGORE L V> TZEIE
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TSRy, (SR 43)
7. EERESMHER
(1) 2 HAEBEEHHR (T v~ BEERS)

7w kb (CD &, 6 s, HEMES 28 PU/EE) 1 MBFX ZJREE#& 5. (0, 10, 70, 500
mg/kg (KE/H) 32 2 HAREGERMSURD Tl Sz,

BERE DR 513 P AR CIIAHED (32hL 1) BAAE 10 B o, Fr RBERL (4% 21 H)
FTOHM GF 19~21 M) 17-7-, 7272, &IHEEEL 500 mg BGREDHEIZHOWNT
X2 D% bR AMEE L, SRS DB MGl D 1o DR 7o TR T v i &
DAL (TR 2) ZAT- 1=, 5544 27 I H /5130 E O 5% 1k L T 500
mg FEEHEORET b IR O A% 10 M (FHESIM) 5 2 721, B MEALETE & <
DICARR (AL 3) L7z, B2, 3 TELE FyRITAE% 6 HETHE Lz, kL1
TE LI FL RO T DEEALMERESR: 24 VO/REA 8 U, SR O # 5-% 2Bl BRARRT
18 MM L OE% Fo WaBEFL (B4 21 H) ECoOHIM T2,

ARERHIR T, P, Fy BEMWI R GICBHE LSBT Do T2, —fRAO72 R
JERBIZZCIE, 500 mg #H5RED P, Fy MERECARERE, #RE, RBoOiG., WIRAEMSS
oy OVENGGIN A BT, 500 mg F5BETIXEOMIZ P O Fy Ml CIRE R IN&ED
EAE, P 1R O Fr R C OB AT ORAEE ONS P #MERE R O Fy M CORKED AR
O LT,

B OAFERRIZB L ClE, A, R, FEN AR E TORTE HH& O
PERRIC G- DRI BN - 7278, 500 mg BRERECTP (5Thd 1) KON F B R
B OBER B ORI ONT Fr MEZZIEROIK L OB NIRSE TS ROBEINZED Hih
7o FrBlE) CIIMEREO M RGERAE & EOITRIRIIER R8O vz, P HROAZH 2
IZBWT, RERITENHE LN D22 H 000 53, 500 mg HGREDHE & AR
U 7 EAVE I AR AN 2 < BT R T, [ GEE D S RERR S el S vz, Z DD
ZABREIT KT 258 X 10 M ORIEIIM 2581 5 2 L2 L 0 5222 mliE L (53AL 3),

BT OREMW)ICKT LT, 500 mg $E5-8ET Fr i A RO ONT Fy
KON Fo B VAT O NS 70 mg LA LD GRETIE Y 720 @ FolfiF R OB ERED
SR NSY Wy

JEEREE B CIE, R B 5B U728k & LT, 500 mg Be5-H£D Fr [ETR,
R B A K OS2/ IR R OB TR Sz, S TIE, 5 ICRE L= B3R
D oo lz, (ZH30, 55)

LLEDORERDG | Reih L2 AR - S PTA 23, ASBRICH1T 5 NOAEL
(TBE T 70 mg/kg IR/ H ., VEEM T 10 me/kg R/ H &I L7,

(2) #ESHHER (v b BOKRS)

7w b (Fu-7/vE /%, i 36 PU/EE) (2 MBFX 2R 6~15 H DR, #&O#&5- (0,
10, 85, 700 mg/kg AE/H) 3 A TMERBRON I Sz, TR 20 HIZ&#E 20~
26 VL2 EUIRR. 720 130 S CIREW LT 5 £ CfE L7,

WRER P G\ S B REEM D SE LSBT 0 o Ty, — XA BRI 22 Tl
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85 mg LA GHEDO REMWNIED B O IS W N B, 23D OFRGHETIHAE
HEIEDARAE & A H AT,

W EUIBHRECIX, AL, BRAIIE L OSBRI B G- OG0 Bzl o
7273, 700 mg B GHECTHRIERD EE, AR A ONR VAR OIRAE DR BT,
FRIE DI, Pl OVEHRE A7 O S8 A B | 2 B - O BB I8 DR h o 72, 700 mg $¢
HRECIIMMERER 5y, 2 13 BB O RINEBMEZ R & OFREZS BN K OVBALARBHE DS A
Sy 0en

WARECIL, RIS HERICER G- OREITRO DR - 7223, 700 mg Be58F
TREREROIE T, WE ST ROBN, BELROK TR OWE RISE OS2 ST,

FIAETMIERD e o=, (B 31, 55)

PLEDORER G | RN Z T ESNEEL - fEMERMFAS X, ARBRIZH1T 5 NOAEL
VIR C 10 ma/keg (RE/H ., 1BV C 85 mg/kg RE/H &M Uiz, £7-. fEETEMER
D BN T,

(3) RESMHER (VH¥, #OKSE)

%X (Swiss Hare, 20 VL/RE) Ok 6~18 HIZ MBFX ## 045 (0, 10, 30,
80 mg/kg AH/H) L. #AmMERBRON T Sz, R 29 HIZH EOIRH L7z,

BRI B 52 L D REM OB 13588 Hivie o Tz, — 7 g RIEIRBIZE Tl
30 mg LA EGRE CHEE R DCPHE DN 72V IRTEN A B4, 80 mg & HBE CIXIEED A
BTz, HREAM P ORERINEIT 30 mg DA B GRETINT L7,

sIE, EAREL, FREYVIER, MWD, R, MERAE, MEIREREE L OER O
24 WA FRIZER G- O EITR bR o7z,

N DINER, Pl OVB & B O AT 5- OB TGO b > 72, 80 mg
B HRECIIME S EOARB LI LTz,

FTAEANETRRO Hie i oTe,  (BIR 32, 55)

PLEDOFERG | B 2L B SR - bt s A S 3, ARBRIZEH1T 5 NOAEL
IR C 10 me/kg AHE/H . V2T 30 mg/kg (RE/H LI L7z, £/, fEHTBME
D BT,

8. TNihnEMHRER
(1) &M

1990 NS 7L A a R ) g L FNZOW TR BRI $H 5 = L 3R
HINTWD, ZOAT=ZALIONWTIL, SERFIC L > TEE LS 72557 DNA
EDOEBEN, RN Lo TAURIENERES TV — 7 DIV ORI L 5 DNA ~
D IRINEENRREZINTWD, 7/ o U AlONEEEEIEORE IS
WTCHE, HREIIIZ 6 AL N8 fLlc a7 U EE 29 5 7 v A a s / a LRI 60
(ZHRVETEMEZ R 2 &L 8 T A " U EEFT A6, HEETE L<EEET5 2
& (B 48) 1 NDEHFEDOTEEEIC X - CIIEFMENEET T 5 = L NG ST 5,
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(BHR 49, 50)

MBFX % 1 it & 8 i CERMEZ A L, HEMIEEIEo B R 99\ I 4y
MIhbdA7axh v AZEULTWD, 7aXd oo HH0NIEONFRIERTH
HURT7aXH T ATONWT, In vivo JEEIRFEMEICOW T E 2372 < | In vitro Tl
T ¥ A =—ANLRAEZ ik V79 Bgillaz HWea Ay R 7 vk'A (B 51 &
OIMZRAER (Z52) T UV B 2UZ X 2 OGBIREMEOHEIRDFED LIV, o7 v
Fu¥ v Al ORI DO Th o7, Fo, UV BHEZO~T 2D
ENRIELEFRE L LT-3lBR (B 48) 2B\, KmtEidtipssno &, LR 7 m
X roe MRT T 47 O UV BRHZEEHBE AR L L7csRIizis VT, 1 H
318 (100 mg/Ia]) OEE THEITFED bR oToZ & (B 53), HlkEHHEICI
TLIRVEEEDTRD H L7611 1/1,800,000 Tdh o722 EAMIE SN TS (BIR 54),

(2) MEMFRIZEZEICET 53R
O RSB D 5/ N EIILRE (MIC)
b MR BEEEZE 2 %95 MBFX @ 105 CFU/spot (23317 5 MIC 23E ST 5,
FEINTEHFED 5 B, bRV MICso 238 SV TWA DI Escherichia coli O
0.03 ug/mL Th -7, (M 41)

# 14 bt MERAROBEREI IR 2 MBFX @ MIC fi

4 _— R/ NHIERREE (ug/mL) :
MICso b
(MR
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
PR ER
FEischerichia 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&% &te,

@ BIFEREAZ LR T COR/ NMEFPLIERE (MIC)
MBFX %R SUIAFFITI A, BOBRREF LRI T (pH A 3+ ) T1HE

2 7 4m ) vk, FEAIIC 290~340 nm OPEO UV 2T 5, iiEEre UV FRR&IX
1.25~37.5 kJ/m2
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ML, BORBEEZF LI T HM 7T+ 7 LT F o+ AT A o+ A ER)
T 3IFAIEFE LT, ZOWKIZE MERIRDBEEZ A, 35°C T 18 IffiltiE L7z & & D
MIC Z#E L, EROFERIE MIC & Hik L=,

MBFX & MIC i3, BIBREZE UIRIL R CRlliR L7z & & 1ERDIERE MIC &
HRTEL o T, BB ARL LTI T Tk b EGZIMED @ ) > 72 DL Escherichia
coli (22345 MIC : 0.536 pg/mL) Th-o7-, (B 42)

# 15 in vitro OB IGEREE 2 AL U TR0 P30T 2 R 2 BEESE 2 %45 MBFX @ MIC B

- y ey g dn NHAE R EE (ug/mL)
4 A ~
FER MIC W MIC 3L MICe

{ITHR 2 S REs]
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 SxteEs|
FEischerichia coli 10 0.056 1.0 0.536
Proteus spp. 7 0.120 0.74 —
Enterococcus spp. 3 0.122 0.79 —

a : FHIZHOWTIIRIRIZ Escherichia coli DNz CiRERA1T 77,
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9. —HRERIEGER
MBFX O HHs R~ D5 B 2 i3 2 7o 0 A5 lR 2 320 L 7228, W nuosdiiRiz s
THESRIIA DN,

# 16 MBFX O— xRS R

ABRTEE | B | B MBFX f&: FRBRAGRE 2
—IER | v U A R 30, 100, 300, 300 mg/kg LA L AFES) | B
(Irwin @ 500, 1,000 mgkg | DIETF 40
LR TTEIER (Z7xr77=xra | 1,000 mgkg : i
1£2) 100 mg/kg ZRi#% 5 | CDso (50%[FI RT3
#% 30 734G ) : 674 mg/kg
BIHEE) | v b o |8, 40, 200, 1,000 | #EpLe ZH
mg/kg (ANE 26
i F=a O | 727710 | BEsaLd 2
(EEG) mg/kg AR 544 40
20 771212, 3 mglkg
% 15 HyfHkE T G-

a: AT A RIEFRIERO LY = = AWBHROT 1 KT v 7, 74 mx ) a8l OffH e
LT Do

: 28 F P H SRR & OF

- Bel5BRAG 23 AARICIIE

d : B 5RIT 51 me/kg ([CHE

o o

10. E MZHBITHHRE

MBFX Ot MEGRIZIIT DML 0D, [FRFEIZRT 5%/ v A EHHHWNE T VA
o3 ) v UEOREMEEITAL B MERICBO TR STV,

FEIR CREWD DIV RIVER Thic b — 1072 b OITTHI LA R~ DB T, Hl, TEHAETH
LN, THRCTIEMEE IR T2 RKBRIIH TH D & ST\ D, ZOf, AR
BT 5 b0 & L THIRCO EV, HRIEE O TR, 7 L —OSIZEET 5
LOE L TRENDD & SND, ZORFEOIEANC L HRIERICEHE b D& LT, FF
(AR 2B 31T 5 BAER-CRAER RS o B E . —ECItEMIC R 5k
WOEN DD, (M 43)

2 YERWE 2~ U ARG L, BB UIATEL, Rk, AA R, PaEikEe %
FHNIBIES - 3BT L. B BV TFETRUANTTEA, BT 5 514
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. EEREFICH TS
1. BRMIZE T ST

EMEA Tix, 1996 IR OO, ABRLOFEROIGEIK L LT, 2mgkg
RiE/H%Z 5 AfxGT 704Xk s a A ONTHL TV s, A X & HV - 13
T AMERERER O NOEL 5, #5019 ADI (0~0.04 mgrkg 1K) %, b MEN
HE D MIC fiin 5 CVMP OFHRZEUC LY | 4D 7 ADL (4.5 pglkg RHE (270 pg/
v k) ) ZHEHLTWS, ADI & L THAEDFH) ADI OffizEH L T\ 5,

F7-. FROEOFRAID MRL 1%, 8Tl 50 nglkg, 4-¥LCi 75 nglkg. AL I
g O g Cl 150 pglkg & LTV 5, (B 62, 63, 70)

7238 EMA X, 2006 42 [FEITHT 2 74 u s a b it E o H,
) DRI K OV 5 F S AN BRHBRYYIE O AR OSKANE 2 3R L, AL OEI
BT D Z A6 ORI SR OYET R IR A KT T FREMEDN H D | & LT, Atk é
b7 vA R ) v REUEMEE OERRGL (§) 122\ T, Bl 2 L offidiEEh %
RBELTND, &7, 72)

2. KEIZH+ S5
FDA TiZ, MBFX OFEANZDONTA X ERI~OEHADFRD HIVTNDN, FE
AOBHITERD TV, 728, o7 vAda X% ) oo ZHEEE DOF X A~D
RO LN TN = DD, Yi%A&GRIE 2005 A1 HANM:FE IR OBLS > S LD 14
Sz, (S T73~75)
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V. BaEEFEHE

<R 7ua Xty (MBFX) 1%, 7t s ) o RPtEEwE chH 0 . f#EO DNA
UV B EZTHD FRA VAT —FI (DNA Yv A L—R) NI hHRA VA T—
PIVIZ/ER L. DNA R AZPHET S Z L bREERAEZFTH B2 6N TW5,

HER OO EBT 2R CIL, 10 mg/ke (K8E/H O MBFX Z#5- U7-f5 58, B
Of&E & & HIT, FRCSUIFLIA PRI L, & bfREOE - T E T, &
5.5 HEIZIZLOQ H 5V LOQ Kiii & 72 o 7=,

BamERERIZOW T, In vitro ORIE., BERER OWFLSEME 2 W el o —5 ¢
i T o 7205, FHIAND in vitro KOV T D in vivo DitEiE LN EZch o722 &
WONZ MBFX OVEfBEF 2% £ 2 . MBFX IZIFZERIZE > TRIE L 72 B 1EEEMET 20
EEZ2 T,

MBFX Z5WE & U= @M e OS8s AMERBR 1T 3 S U CTUVVRVWA, 7L 4
JarROMEMEYE ChH a7 axt L R0 7 a XL O o WA V-5
N AMERBRIIW TN b EMECH - 72, £7-. MBFX & fEE M8 CHEBL L2 LA 7 a4
VBT MIERELERERNA T = g VBRI, e — g UERITEED S
T iRV B MERIREE RIS WCUERORAE & W S TZRIERIEH S0 TR,
— RN T VA a X ) v SRTE TR AT TR 57, MBFX (13K
2 &> CRIEE R b BInm TN EB X HND Z LD, ADI OB EITRIHETH D &4
Wr L7,

7 v R RO X ot Est BRI IV T — iR, i) & O A b
AORRALE, BEEE DORFEENH DI, F/)\ NOAEL I3 4 mg/kg (RE/H Th -7,

7 v bawWz 2 REGEEEEERIC BT S E (500 mglkg (REH) KEREOHED
SABREFREDFEODND & & bIT, METIIZHRROIT, IEAREW) DA RS OE R D
(KR ONE 7 E PIIRSE L SR DOIENINANGED B L7z 7z, NOAEL [ ZHE T 70 mg/kg (AH/
H. VEWI T 10 mg/kg (AH/H & L7z, HEDOSAEREIIMEIC L W EHE LT,

2. Ty PR B FIZBT 23 mMRER TI, AT IR behoTz,

TNAEF ) v CHIONEEICONTE K OM|ED L STV D53, MBFX (32 O
P IEEEMEOIB R E I GIVEEIC S AL TR Y . £, WUNCERSNDIRY | 1@
HAEMTO MBFX OEBIIT<IMETH LI b, Bz LTHEIRIZE > TRIEE
725 B N E C D ATREME I TE DRE L B2 b d,

1. @M ADIIZ DN T
FIE PRI OWT, BREFEMBRICISW TEEREDED S 2B O/ o
NOAEL %, 7 v FXidA X &7z 13 HE s w1 5 4 mg/kg RH/H T
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HoTz, wEFA)ADI 1%, %4i% NOAEL (4 mg/kg A/ H) (224883 E L C, fz 10,
B 10 1B MEFRIERBR L OB ANET — 2 2R < Z LI L CGEMD 10 D225
1,000 5[ & L. 0.004 mg/kg (KHE/H ERETDHZ ENWUITHD EEZ LT,

2. AR ADLIZOWT

A FHIFCENZ DWW, B TR FIREZREN LT in vitro © MICso DA T -7z,
ZDFERD B, MICear {Z 0.260 pg/mL23, FEHENAMIZ 500 mIL/H, BROEBRENZIH
HE N BT SN DEIAIT 30%24, b MAEIZ 60 kg ##H L, VICH OFHHERZ U TH
AR ADL A5 L= 25,

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

ADI (mg/kg IKE/H) =
= 0.0072

3. ADI OFREIZDOUNT

MBFX |L, BlamE ez RN eE2 N5 2 b, ADI 2R ET 5 Z LD ARETH
Do

A ADI 1 0.004 mgrkg (RE/ A & 32 Sz, —F. W6 ADI 1Z 0.0072
mg/kg (KE/H CTH -7,

W5 % e 4% & 7 ADI OfEN L0 /h &< JBEEREmnEE 2 b5, 20
728, MBFX OFRREILMEZRET HITEEL To ADI & LT, 0.004 mg/kg (RE/H 5%
ETDHIENMEY THLEZEZBND,

PLEX Y MBFX O-R S EFEZEREHmIZ OV TIE, ADI & L CROMEZERHATHZ &0
WY LBEZ NS,

< VR 7% 0.004 melkg A/ H

23 MBFX H3EM: 2~ R Z0 B 26 545 MICso 7> 6 5iH L7~ 44 MICs0 @ 90%(EHEIER DO T
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<HI#R . BREEFHEN>

IEPRE AR
ADI Acceptable Daily Intake : #F%&— H{EH&
AIG Albumin/globulin : 7V 7' 2 /7 a7 ) v
ALT Alanine aminotransferase : 77 =7 3 / JElinfsigsE
AUC Area Under the blood concentration time Curve : Ifil - EE—FRF T
R T TR
AUCiys Area Under the blood concentration time Curve extrapolated to
infinity : MEFRACRF F CTHME L 72 i A - R ik T
BA Bioavailability : /S F7 XA Z U 7«
Cmax Maximum plasmaconcentration : K ML ERY LA
CL Clearance : 7 U7 7 A
CLitot Total Clearance : 57 U7 7 A
CVMP Committee for Medicinal Products for Veterinary Use : &4 3
mZER
EEG ElectroEncephaloGraphy : il
EFSA European Food Safety Authority : FRMN £ 522 2%ES
EMA European Medicines Agency : MR 5T
EMEA European Agency for the Evaluation of Medicinal Products : Bk/J!
PEELEAIT (2004 4E1C EMA [Z50FF)
FDA Food and Drug Administration : >K[E& =355
HPLC High Performance Liquid Chromatography : midiEik 7 v~ K7
77
HPLC/MS High Performance Liquid Chromatography/Mass Spectrometry :
ERIA Y v~ 7T T/ EHTE
LC/MS Liquid Chromatography/Mass Spectrometry : {Zi&7 o~ ~ 7<=~
VE &
LDso Lethal Dose 50 : F-4Et &
LOD Limit of Detection : fHIFRSR
LOQ Limit of Quantitation : &R
MRL Maximum Residue Limit : f K7 FEUEE
MIC Minimum Inhibitory Concentration : f/N& & FH -
MRT Mean Residence Time : )7 R4 HFH
MRTins Mean Residence Time extrapolated to infinity : ERRAHFH] £ TH+
L 72 i R s
NOAEL No-Observed-Adverse-Effect Level : Mgt &:
NOEL No-Observed-Effect Level : #E{/Ef&
Tcho Total cholesterol : #&= L A7 m—/L
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Tz Elimination half-life : VH5<-524
T12x01 Absorption half-time : WX =53]
T1eK10 Elimination half-time from the central compartment : H[x=2 /%
— b AL RSB ORI
T2z Elimination half-time calculated with linear regression of the last
time points : FIZEIFHET WAZHD X HH ST IE IS
Tmax Time-to-maximum concentration : Fx I H e A 23
uv Ultraviolet : $87157
Vd Volume of Distribution : @7)MT EDSAREFE
Vdss Distribution volume under the steady-state & & RAED /34 2F
VICH International Cooperation on Harmonisation of Technical

Requirements for Registration of Veterinary Medicinal Products :

WIS O7RGRAFAE RH ORI Z B4 % E /)
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