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£33

BATLFORILHABERDOIEE L T, EROFTLAOBBERE, %,
LFE B, VIXOoRMECKEOHERMECHEERINS T 755
3] (CAS No.80621-81-4) I£2W\C, £BWIMEL (EMEA LA — h4)
ZRWTRMEEREETEME2ER L,

BB LR I, BRERR (S v M, B NRUE) . BERE (B
Ty b UYE 4 KROE, BRLE : D, ﬁ‘gﬁ}%?é.’ D). REEMER (5
v B EANEERR (5y NRUA X)) RESHRRR (5 FROT %)
 BEBERR, BMEDFHEBCETAIRRETH S,

U TrRVIVE, FTURYVEBRT LAYy (VT VLY. U
7TeAYVY) ROTEME T 7 AGHE RS 5 AREEIZS UEVEE X
7 NV EFED, ﬁ%l:lé&“%ﬁ&tﬁ%ﬁ%‘i%'@%%'r&%%OD{Z{SF"J&HX&i%ﬁ'@%5
RETHY, EALHEBEINESONBBOAHTILY 772 3 L3k
HEhTwiay, £, BRES - BHEBMER O in vitro, in vivo l2BI1T 58
BHEERED B R THA, | , |
. EEMEFRBRTELLEEREEOR/MER. Ty FEAVWE 3 » AREAH

EURBICBIT 5 26 mg/kg (FE/A Th o7z, EMEA Tix. 2569 ADI 1o
WL, NOEL 25 mg/kg EEH/BIZZ2BRK 100 2 FHL TV I, BHEH
SEPAMERBRERLS G LV BNDOEE 10 & LER2RE 1,000 & LiZBe.
ADI 13 0.025 mg/kg RE/B L 72D, /o, MEMFENEE,LEEHEILE
ADI ik, R IBVWTEHEN 2 23 2AR8E60TWS VICH AR
ST 0.00045 mgkg RE/A ERE L, Z OWAEYSEE ADI I3, BiNo%
ERVEBER LIHEOFEEFH ADI (0.025 mg/kg EE/H) L0 b+ E
<. EHENZ2EEZ++QRRBARLTVWR EEZONS,

HEXY, V7% I v 0oRGBEEZEEMIZC OV T, ADI &LT
0.00045 mg/kg (KE/H % RE L,
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1.

N EDUREXRORE (3 1~4)
mE =
GBI

. AR O—B4

ME Vw3 v
#4 - Rifaximin

3.

8

IUPAC

4.

%4 - (28,16Z,18E,208,218,22R,23R,24R, 258,268,278, 28E)-5,6,21,23,25-
pentahydroxy-Z’?'methoxy'2,4,11,16,20,22,24,26-octamethyl'2,7-
(epoxypentadeca-[1,11,18]trienimino)benzofurol4,5-elpyrido[1,2-a

| I-benzimida-zole-1,15(2H)-dione,25-acetate

CAS(N0.80621-81-4 ) \

%4 - (28,16Z,18E,208,215,22R,23R,24R,255,26R, 275, 28E)-25- (Acetylox-
¥)-5,6,21,23-tetrahydoroxy-27-methoxy-2,4,11,16,20,22,24,26-octa
methyl-2,7-(epoxypentadeca-[1,11,13ltrienimino)benzofuro [4,5-elp
yrido[1,2-albenzimidazole-1,15(2H)-dione

7FRX 5 9F=E
CasH51NsO11 785.879




7. FHENRUERRKRSE

V77 %YL Streptomyces mediterranei \2.J - TEA SN S F 7 Z
YRIRT el vy (Vs e, V27w 30) ROFEHE T,
77 LR (Staphylococei, Streptococet, Corynebacterium sp.) RO F
AIS_% Y& (Escherichia coli, Pasteurellasp.. Pseudomonas sp.. Proteussp.)

st LIEWIIE A RS ML dEo,

EU THEMAEERRE LT, KO X FEHAERTVS, £0BLHLES
DIFRRVCTFHICH L TRALBENRES, BEEOFELOBREREN LTERTEN
REPERA STV, AR, EAYLERICIZ 1 HEYAY 100 mg, +E
RICILLEYTZD 50~200mg DFERBERLE LWV E SR TV, (B8 1-4)
Tl FOIWER, VP FORBROEEOMERLIC & EF ENTWHA,
MERETIHA. VI s X VIV HW 1 EYEY 2~9 me % 1 B 1~2 [,
5~10 HM#& 5 (RERHE : $%EIZ LY 0.34~2.44 mgkg hE/H) T3 DR
ZELWVWEEIRTWS, (BE3)

bﬁ@m%wrm\U77#y“y%%wt@%%[%miﬁﬁéﬂrw&
VW, RET 47U X MHIEEAICEES ﬁ%”%f%{ﬁlm RESHTWA,

I Z2HICTEIRBOBRE ' :
AFHMFEIL, EMEA LA— T (1995 4, 1997 4, 1998 £E) (B8] 1~3)% &
i, BHEEETAELRAREZEBLAELOTH S,

1LY - 5340 - {034 - SR

MEDIBIRE (Sv k. £EFRUSF)

7y b ERMCBWTRERE, L4 TRALENBREICRIT 5 EipEigeste i
EBENTVWDS, V7 7F VI VERBRAOBRETLRFTRSTHESRESD DA
RIIERETEHIBRETHD, Fy OV 77 I VBOBESO M IEEE
EEVWLVEHER L, 258 (10 mg/kg 721 100 mg/kg) @ 0.1%E5 %
Y, 5% 168 RRICiE, BEED 5% LN EFDICHMIN S, #HY4
FREFERABOFIEBNT, 1 0EY%2Y 100mg DY 77 %330 (2 it
4 GFERE) EHLUEARE LB MEFHICF0OREB2BH A2 - LT
Mofe (HPLC, MHMBRR  #HL4-0.02 pg/mL  EH4-0.01 pg/mL), (BB
1,2) '

(2Q)BERBEICEIBNEUVRE 5B
977%ViVﬁﬁ&%@®wWK%T67yﬁ\¢\i\%\W%¥®?~

LRRR 17 SRR LT BEE R 499 FiT X o TH IV b REEHEE



FRRENTNS, (B 3)

OBEERE (Sv )

7y h (6IL/E) ZRAVWCERZSHE (A& : 100 mgke AE., 85807
FIBLICENE) REREhE, BEHRS 1. 3, 6 %, METIEZY 77
YIVEREERR P ot BE 1, 3, 6 %, EANMGTHIEEE FO
MERDOH, HBH 4, 3, 2MIEBVTY 773 LI vAKBICRHEShE, 14
AMOEGERSHRE (A& : 100 mgke AF/F) KBV THRABOKENEDL
NTW5, LML, ERHECEETOY 77 % I v BELZHET 34y
FRFELF+5T, RHBAPEERAELBELNLTOHARVED, “hbo
BRIEZEZF-THRVERIBRERD S, (3K 3)

QB S5HEBR (4) : |

BHAE (11 2AVTY) 77 VI VOHERERR (HS : 5~9 mg/EH. -
REWO  REO D 5 BEHE (LMEE. EROBEDRAL, RECHRRO
BE) PRz, 85 12, 24, 36 BEZOMBESICY 77 ¥ 3 Vi3
Hahzpoie (HPLC (UVHH), EERA : 10 pe/L, BB : 8 ug/l).,

L F4 GE) RAVREERERR GEEAE 054 meke KE/E. 1 H 2
Bl 10 B, BSEA - RS OB (55 OHMAEE)) M EH S e

BER. D 77F IV dmBEP R E N LD 2 (HPLC. % HIEFR 8 ng/L) .
(B8 3)

F4 GH) 2AVWEEREERAR BEHE: 034 mgke AE/0, 18 2
Bl 10 B, ®EHM : REOHEREST (REOBBWER)) NEESh,
V7 7% Ivid, RRREESR QEEUR) KERSESMOBEB LB X
ighrofe (HPLC (UV/Vis B ) | BB A : 10 ug/kg, EEBR : 30 perke).,
DZ77&% I3, MBEFH»0 bHEBI 2L RN ER o0 T, o
BREMICOWTESIT SR TR Y, (B8 3)

CEEHE (¥) . :

F (WHLTHESE) ZHVWCHERSRR (AR 5~9mg/EE. REHMN: K
M OBEIMAL (BRE)) BERSNE, B5 4, 6, 12, 24 HFEHEOMNE
FlZ) 77 I S hizs o7 (HPLC(UV #H) . EEBR R : 10 pe/L.
RHRAR - 8 peg/l). (BE3)



QOBERB (K) |

B (63H) ZRWTERKERRE CHAR: 0.9 me/ke /A, 1 8 2 10
AR, REHO : REORENM (REOWRNER)) SERSNE, BE5H
H MRY TR I B ERE S ER (HPLC, 30 pg/ke &) T 7

STt FH L WVUBDEREHZBWTY 77323 YIEmE IR TWAR Y, (BR
3) ' ‘

B (6HH) zAVWEERRERE QEHAE: 09 me/ke KE/B. 1 H 21 10
HE. REHMNL : REORGEHN (REOBMBERE)) PEHShr, BEH
F0 0%, REDOU 7 7% 30 (2,033+£977 pg/ke) REEH B EH
T REREIOSBICY 7RI L IIEREY 5T B O 5L O 5 A & O
BTy rzrxs /mﬁﬂjﬁﬁﬁﬂe?ﬁf&oto 1ETHE, Z0OBERERER
RWThHol, V7 7% I3 HPLC THH (EEBA : HH-30 pe/kg  J5
F3-50 pg/kg, MR : HH-10 pe/ke  AS15-20 ng’kg) SR TW3, U7 7%
VIVIERE, FARCEHCTRHESA R 570 T, MORAEREICBVT
RO shTnivy, (B 3)

OBS5RE (YyX)

VIF(MAERERWEY) 772 v oBBERERBGEEHE 2.44 mg/kg
WE/B, 1H 2010 M, #EE: BELEKE) RERshE, V7%
YIVRYTFXLERICREIhiEboz (HPLC, EEBER 12 ugkg), (&
# 3)

VX (14 B) 2ANT, ERBERBRAER S, V77323 V1348
BLERME (REOBMNER) ~BHAE (2.31~2.44 mg/kg (KE/A, 1 H 2
Bl 10 BRD &S ahic, BREREESL QARM300UN), U7rFo3y
14D 5L 2 EOJEH bR, EESNE (56.56 BTN 174.2 nglkg), i
DETODEBF TAEBOTIE, V773V I VEEZERRAERE (50
ng/kg RG) FITHRHBARBE TH o7 (20 pg/keg ), HRHBIZBNTY
VrXVIVEEIIEERARME (30 pgkg K Fi iiﬁﬂjlﬁﬁﬂ%{%ﬁf%o
7= (10 pg/ke REE) .

V77X IVEmiEh, FARCENRTF TRIESN R P20 T, R
BRI BV TS ER TV RV, (B 3)



BIABEARRUVFERNREICLZY 77303 VRESAR
OHLEABREICL 3T DERRAR ‘

HHF V77 I V0BT ONT, ELECBBEZDY 77233 Lk
%%%E%TéZﬁﬁ(E%:Kmmyﬁﬁxﬁlﬁ%ﬁﬁ2ﬁﬁx%2%%?
HADBEERE) BEEINTWS, WHTOBEIT 18 B H OHEILLZ R HE

FARW & 2o (HPLC, 0.01 pg/mL, #UAEMEMFIE, 0.025 pgiml), (B
1,2)

HIRRTIE, BAMCBESNE (IR : 100 me/iBE) %054k oo
FRLRY 77 RV IVERHBENED - ERRERTVS, BRHERIE
tR2EBEAKETH D, (BE 1,2)

QFEANREICLIBRYEUAR
TBREROFITBWT, #FE (1,200 mg/B8) Ei@Al (200 me/EE) ok
LTERRER 96 BEE COMBERCAFFEETEERA (HPLC . 0.01
ng/ml) KRG TH B, (BE 1,2) '

2 aESHER
7y MEOWTOL, HERAORERBISER S, LDso i >2,000 mg/ke
Tohol, (R 1,2)

3. BRSNS E

7Yy PRUPAXREZRANT. 3 r ALV 6 » ABEAMKSERER (0, 25, 50.
100 mg/kg BAE/F) PER SN BLREZLEOFEVEWEIZS v N Tho e,
7y MZRBWT, 25 meg'kg DL EREFECHIFIEPIE (liver steatosis) 233¥ &
hic, MREFERETHE, ILAT o —A0ZELWVWENLRBRa L AF0— 1
mﬁ¢5:z%wﬂ:Vz%m~m@%é®ﬁ&ﬁ50&Uummg&5ﬁtﬁ
WTREO B TWS, EMEA Tik, 25 mg/kg ML LR 58 TR & - FFIEHE
(liver steatosis) % ZEME & IZHIBT L TWARWZ &5 NOEL % 25 mg/kg (&
/JBICLTWS, (2R 1,2)

4. REBMRB |
5y FROTHRIBNT, BEFRBFICY 77 %22 v (0. 50, 100 me/ke
HE/R) BEROKRREERCESHEIBRD bhirok, (B 1,2)



5. BizEMRR |
D7 7% I in vitro WHB T 3 5 B ( Ames AR, BE
(Schizosaccharomyces pombe, Saccharomyces cerevisiae) % Tz et ik
AERCEBFERRBR, © MY U HRBRGARRERER. CHO/HGPRT HER)
RO invivolBi3 57y b2 RAVWEROBEROINERBRORE R WL R
MTEREFEEERVEEZ LRSS, (B3R 1,2)

6. WEDENEEICHET IER
(1) invitro® MIC IZB8d 2518
t MEWME R CIRZMED D D Bacteroides fragilis © ) MIC 5 (90%15
FHIR A O TRAE) 11 0.2 pg/mL Th - 7,

(2) BERSBEICHT 22/ REHLBE (MIC)

TRk 18 FERMLTLMERETE (28 5)

BRI B OMED PN EHE(ER 18E I A~ 1943 A =
BNZ L&D, & MEERSMEEZIE T3 Y 77 % 3 20 5x10°CF/spot 12
BiF5MICHAHFEILBRTWS,

K1 BWMRAHETEEDE O MICs

B/ BEBIEEE (pg/mL)
B4 BB Rifaximin
MICso il

WA .
Escherichia coli 30 8 4-64
Enterococcus species 30 4 0.25-64
A KA
Bacteroides species 30 ‘ 0.25 0.12-1
Fusobacterium species 20 - >128 16->128
Bifidobacterium species 30 1 0.25-4
Eubacterium species 20 =0.06 =0.06-2
Clostridium species ‘ 30 >128 >128
Peptococcus species/ Peptostreptococcus species 30 =0.06 =0.06-0.25
Prevotella species 20 : 0.12 =0.06-0.5
Lactobacilius species ' 30 2 =<0.06-32
Propionibacterium species 30 £0.06 =0.06




RAEShEEREOY b, R BEY MICs RBEShTWBEDT Eubacterium
species . Peptococcus species/Peptostreptococcus species X U Propionibacterium

species @ 0.06pg/mL LA FCTH o,

. EREEEEEM
1. EER ADIIZD VT

V77XV IVABREEE / BRAMRRIIEEENLTVARVR, nvitro &
R invivo TBITHEBEHELERBRIZBVWT,. V77523 ST R b EREE
R, BESHERVEBLIONEZ L0, BHEEM /%R AMERBS k1
Tb\T%EﬂD@féFﬁ%ﬁ%ﬂﬂié LK -oTADI#BRETHZENFETH
LHEHrE NS, \

BERBRILBVW TR LBEV L A TREDEERSAD LI 22 0N B8
#Hid, EMEA OFiEEZE#I2T3L 5y F3 » 4 FESHEEERRIIBIT S
m*:vx?u—wﬁ@t%\&w%:VZ?nawwﬁféxz?w@:v
AT r—LDE A DT NOAEL 3 25mg/kg K&E/A T o 7=, EMEA Tix,
NOEL % 25 mg/kg A E/H & L, HH%M ADI % 0.25 me/kg (RE/H & LTW
5 (BR1,2) B, BESE /" BRAGRBERS ZLICLVENOEE 10 &
UZ2ff3 1,000 & LE4A, ADI i 0.025 mg/kg (RE/H & 72 5,

2. MEPEYR ADI ITDINT

EMEA Cik, #AEMENEBIC >\ CEESCHATER SO in vitro
MIC D% THY . b NOBNMEE CBEEDH B Bacteroides fragilis D E-Hy)
MIC 1" (S0%{E R @ TFRME) X 0.0002 mg/mL & LTV 5, EMEA @ L 2
— PTH, ZHICEEHN 150 g, MENRESN D ORI 1. & MEEIC 60 ke
ZEAL. CVMP 0EHKIZ LY .

0.0002 X  4*2

X 150
1*1

ADI (mg/kg AE/R) =

= 0.002
*1: BREERICH LARIRE 0% T ORERE (Q0%EERAOTIRE) THEES LA MIC Z 64k

b, MEEI1IZFALTWS,
*2: EMEA THEBEEOE B2 EE LT, HEE42FHALTVS,

11



EEHLTWS : ,
—HVICHAA FIA VI BESH e REERT oI R ARMAMER, T

Ejz 18 FERLZLHERBEOEE (B R D E O AEN P EERE) T
"ONTNE, ZOREENDL MICue NEH I, HEM o o RenmE s

n—cmzhﬂfucg: DIREMRE ADT 2 BHT A LR TX B, ‘ ‘

V77 %300 MICea 0.000122 mg/mL, #EBBNEY 220 ¢, MENRE
SN B4M 100%, & MEE 60 kg Z@EH L. VICH 0B HR Iz K-S T4
FHADI Z#EHLELEE., TROEY L5,

ADI (mglkg HE/R) 0.000122"3 X  220* 0.00045
1*5 X 60%6
3 MRRLFEOL IR LEEDDH B R O FEH MICso © 90%/8 IR A © FIRE
4 RBNEY 220 ¢
*hrmEOMEYL LCTEDSEMICRI TSR LR
*6: b MNEE (kD

WM FE ADL K>\ T, BRS8N T XEEH a2 AREL R
TW3 VICH %tﬂ:‘cﬁ%‘:ﬁéﬁﬁ‘ﬁ‘éﬁ)ﬁﬁ@&%z bha,

3. ADI OFREITDNT

EMEA T, #ENFH ADI BFEZH ADL KEATHABEV L2 H
B, V7 7% I 0 ADL & L TCHAHFEN ADI 2 8HA L TW5, VICH &
MR KV EHS B EDZEN ADIL X, BNOEZLERPEA L BA0E
PEZE ) ADI (0.025 mg/kg (AAE/H) XY b+ &<, BESHRLEE -4
KHELTWEEBZX NS, OLENDE, V773V I vnREatts s
BT HIEELTDADI & LTIX, 0.00045 mg/kg KEB/H L BETHZ L 878
ThdEEZOLNS,

4. BRREZEFM _ -
ULXY, Vo77% oI vnefB@ERSNMICoW\TiE, ADI 2 LTKR®
EE2BEATA I EAEYLEZZ2 LN A,

U7 7% 3 0.00045 mg/kg {AE/H

2 ERNOHPHAERROAFT S FT A2 ThH, FRISEIA LD VICHHA RS54 333
AahTwna,

T



%%%Kowrﬁ\%ﬁﬁﬁ%%ﬂizﬁﬁﬁﬁﬁmﬂﬁb%ﬁﬁﬁt@%?
Ahreltn,

12



#2 EMEARBIIERBOESEE

B4 T R . REER EZME
o _ (mg/kg AE/B) | (mgkg {h&E/R)
Z v bk 3yA. 6rHE 0. 25, 50, 100 25 (b :37»1)

A X St EERER

M=z vasFo—iiEo
FBAVAT B — TR
BT AFALI oL AFo—|
DG DIERT

Zyv b |BREEM - EHFEME |0, 50, 100 —
vH R | R (BEEAL) ’
BIREBM - EHFRMT .

L

FEFA) ADI 0.25 mg/kg (£ E/R

MEMHE 25 mg/ke KE/H

SF:100 '
EHZH ADI RERWER | T v b 3 AMEAKSERR
MW ADI . 0.002 mg/kg {KE/H
WMAEMER ADI RERIEE | Bacteroides fragilis ® MICso 0.20 pg/mL

(CVMP )

ADI 0.002 mg/kg &E/A




<HK1 BREHEEBH>
BE ¥4 B
ADI —HERSEE
CVMP BMEXLBEETOHHEXLERS
HPLC REREI R NS5
LDso FHEEE
LOAEL BANESHE
MIC R/ADFREE LR E
NOAEL |EESHE
VICH BYREEROEAREEBTHOREMCHET 2 BRH L%

-~




<sBHE>

1

EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS :
RIFAXI-MIN REVISED SUMMARY REPORT,1995

EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS :
RIFAXI-MIN SUMMARY REPORT (2),1997

EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS :
RIFAXI-MIN (Extension to topical use) SUMMARY REPORT (3),1998
V77080 Ty Fey - v BEE (T) BYGLEROER L EFE
% 10 R, BJIES, 2008, p1621-1624

BERLEEES, TR 18 FERMEZLHERREHAE: SWRANEEDED
WEMZENEEIZ DWW TOHRE '



2 %

UI27FIVICRIBRBEZEIM-METIZTEER () o0 TORE
R-EBHOSEERICONT

1. EHHM FER20FE481 7A~EHE20E58160H
2. RHFE AvF—Sy . Tryvr A, Bk

3. BHRI V77X VIV BRERNEEYETMICET 2 BBEE (R) o, L
| ROERY, HER - Fﬁ&@%ﬁ%‘:ﬁ‘ot& A, MM EER - FRizby
EFRALTLE, .



‘iHﬁﬁid) EER

EEEH

B Eééé%% 234 FIs & &R
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L18-22

EEERRCEDN - ESHEDE/ ME
i Zy b HWe 3 A REAMESERER
WD 25 mg/kg (RE/ H ThY, BIESH
ADI {2V Tk, NOAEL 25 mg/ke (E5/ H

HHEERRTELN - EEEREOE/ME
W, o beRvie 3 AR E A
(C8I1TS 25 me/ke (KE/ B Thol-, EMEA
Trd, TBIEFAY ADI IZ-2V\ChE. NOEL 25

WZZ2A%8 1000 AL, 0.025 mg/ke &

me/kg BB/ BT 25 100 AL
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PEFRIR MR T HCEREL TV AL E L
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FEALE A0S ADI (0.025
mg/kg HWE/B) X0b+4/0aL, S
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HERAIE (liver steatosis)

TFRSAAEE (liver steatosis)

P11
L9-11

CEDBAMEERNTHNTHIBINOZESEH
EFINZ B2zl T ADI #5% ET A LT
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BTN B AN RRE T T |
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EMEA "G, NOEL % 25 mg/kg {RE/H &
L. 589 ADI % 0.25 mg/kg K5/ B &L
TD, BHEFH ADI 122\ Tld, NOAEL
25mg/ky {RE/ B ICE 2R 100 KEBA

EMEA T, NOEL % 25 mg/ke fRE/ A &
L. FMEF/ ADI % 0.25 mg/kg KE/HEL
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A, 1,000 #EATL0MEILEX LN,
0.025 me/keg (RE/ B LR ESNIE,
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VICH EHEIc LW E HEN M5
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RLTHDEEZ BNRS,

VICH BT I E HEN M 2w
ADI i, BN &R P EH LIRS
BEFE ADI(0.025 mg/kg fRE/H) Lhd
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