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ENATHAFORABAEROBREL FIH, EROTFEROEERTSH. £,
W, B, vV X0RERUOEBOMBERREORBRICERASNS (V77
23 ) (CAS No.80621-81-4) Iz 2>W T, SHFMESE (EMEA ViR — %)
FRWTEAEEZEFMEER L,

FEMICHE LB AL, 5 RBR (T v M B FRUY), BERR (BE :
Zy b UHF FBEROE, BAE M. BTFE 4, SEFHERER (7
v B EAMEERR (T v FRUA X), REAEHRER (5 v FROYY-H)
BEEERR. MEDENRBCETIRARETH D,

JZ77FIViE FTEIVRRT VY I A (U7 VT
TvAVY) ROMEHE T T LABHERVTS T ABEEIIH LEWIEA |
Ry MVEES, BOBRERVRFABETCHLEMEYOENRIUIEHR TE 5
BETHY, RAMIBEINEFOSHREBEOALHFT LB 77X I 3K
HEahTwizwy, £, BREMN - BHEEEE R in vitro, in vivo 2B 5
EEHREIIRD Ty, ' _ -

EEEARTREONAZESEUHEOR/MMEEX. vy FeHWE 3 » AREAMHE
EMRRIBIT S 25 mgkg KE/A TH -, EMEA Tik, BN ADLIZ2
Wik, NOEL 25 mg/kg A5/ B ICEZ24R5 100 2 A LT\ 228, BEEE
SREBAERBRE RS ZLICL 0BMOBEE 10 & LELFEE 1,000 & LB4A,
ADI % 0.025 mglkg HEE/R L 725, T, BMEMFHEE,LEEX H I h i
ADI i, BRSOV TEE 2 e F AR/ LA TV VICH Bz &
ST 0.00045 melkg FE/B ERELE. ZOMEHMEN ADI X, BinoZ
C EEREEBEERA LEGE0EMEER ADI (0.025 mg/kg (FE/H)Y L0 b+o/hE
<. BEEHRAEF+ATHRBLTVS EEX NS,

PEXY, V77T I VoRGREREEZEEFEMICOVW T, ADI & LT
0.00045 mg/kg EE/R ZF&E L7, '

]



1. HENSEMRAEESOBE (28 1~4)
1. A&
B

2. BRSO —B4
F 2R Bl i S
4 : Rifaximin

3. ILE4A
IUPAC .

#4& : (28,16Z,18E,208,218,22R, 23R, 24R, 258,265,278,28E)-5,6,21,23,25-
pentahydroxy-27-methoxy-2,4,11,16,20,22,24,26-octamethyl-2,7-
(epoxypentadeca-[1,11,13]trienimino)benzofurol4,5-elpyridol1,2-a
]-benzimida-zole-1,15(2H)-dione,25-acetate

CAS(N0.80621-81-4)

%4, : (25,16Z,18E,208,21S,22R,23R, 24R, 255, 26R, 278, 28E)-25- (Acetylox-
v)-5,6,21,23-tetrahydoroxy-27-methoxy-2,4,11,16,20,22,24,26-octa
methyl-2,7-(epoxypentadeca-[1,11,13]trienimino)benzofurol(4,5-elp
yridol1,2-albenzimidazole-1,15(2H)-dione

4. F3K 5. 9F8

Cs3H51 N30 785.879
6. #HER




7. ERBORUVERRRSE

V757 %1 31 Streptomyces mediterranei (. X - TEEESNSZ T 75
YRR VYAV (DT BV VT e Y) ROTEYET.
77 LEMEE (Staphylococci. Streptococci. Corynebacteriumsp.) KXY Z
. AeME (Escherichia coli. Pasteurellasp., Pseudomonassp., Proteussp.)
st LIEWHE ALY Mo,

EU CREMBEERL LT, KDL CERSNTWS, FORLHLER
DRBERCFHICH LTRAEARE, BEROTELAOREICH LTEFEN
BEPBEASNTVS, BRI, EAHAELITT 1HESLZY 100 mg, FE
RKIZIX 1YY 50~200 mg DFERRENREZELNEINL TS (BR 14
8 E UFECR, VPFOREEVCEBEOMBRRIZbERA S TWS,
MERETIHE. V77X I 28 LEYEY 29 mg % 1 B 1~2 (.,
5~10 RfH S (HERE : BHEIC LY 0.34~2.44 mgkg KE/B) T 50M0
EElLnEahTtnd, (2R3)

ORAERBONTI., V77323V 2RVWEBRAEERRERSA TR
W, RYT 47U R MIBEEANH REEEEIARESHTVS,

I R2R¥IEIBROBE
AFEMEIEL., EMEA LoR— bt (1995 4, 1997 4., 1998 £) (BHE 1~3)% 1
iz, EMCETIERMRFERLEbLOTHS, ~

1. BRI - 597 - OB - BestER
(DEMBERBR (59 k. £ FRES) | |
v bt FERBWTENRS, AFCRAENREICE T 3 EDBIERRY
EHERTWS, V7 7%V IVEROBETLRFBSTHLELEEDOERN
REIFHERTEDIRETHD, 7y RV 7y F v IVBARSBEOMBRE
FEWL_AZ#EEL. 58 (10 me/ke 720X 100 mg/kg) @ 0.1%KiH %
T, BEH# 168 FFICIX, 5B 5% LB ER M I 5, ELF
FRERELPOFEENT, 15BEYEEY 100mgD Y 7 7 FUIv (2FERE
4 5BCERE) 2AERNRE LEES. BT +0EFZEDEZLIXTER
Mot (HPLC. BHER : #EIL4-0.02 pg/mL  %I4-0.01 pg/ml), (B
1,2) .

(2)BEIEEIC & ZRINE GRS RE _ |
U773 I VREBEHOBINICETET v b, £, X2 B, 9057 —

1 LR 17T FEEFBEETE 49 T Lo THARRLED b o REEHEE

6



HRRENTVS, (B S)

®E51&(7/M

Fo b (6 L/E#) #AVWTHE®RERR (A& : 100 mg/kg K&, REH :
BIELEKE) PEBEIhLEZ, BFARE 1, 3. 6 %, MRy 77 %
IVERHBERLRLoT, TS5 1. 3. 6 FFHEE. EHRAXMLTHIEHETO
BEROS, &84 3, 2 LK %wf)§7%y‘vﬁw%’@ﬁéhﬁom
AR OEREEGRR (HE : 100 mgkg $E/A) KBV THLRKOERPRFL
nTwa, LiHrL, EREHE %@&*@)77#/ VIRETHET 5 MAEY
ZHHFESRTH T, RHEBRASEERAELE LA T RWVWEZD, Zhbd
BRIEEZF--THRVESHBERD D, (BFR3)

@EHEHE (F)

BIE (MHE) 2AVTY 77 %V IV OERRERE (FE : 5~9 me/EE,
BEEHA - BEOH 5 EEMAE (EHBE, ER0EREBE. RECHERO
#B5)) AERchiz, &5 12, 24, 36 FMBOMFTIZY 77 F v I ik
Hahidhof (HPLC (UVHH) . EERR : 10 pg/L. HHER : 8 ug/l),

T4 (6 FAVEERRSHRE BEAR:0.34 me/ke KE/E, 1 B 2
Bl 10 AR, ®EHA : ZKEORGMA (REOBBHER)) AREshx.
BER.Y 77 VI RMERICBRE Sh 2o % (HPLC RHRRA 8 pg/L).,

(BR3)

F4 G H) zHVEEREESEER (BFAE 034 mg/kg £FE/H, 1R 2
Bl 10 BRI, W5 KEOBENM (REOEMAER)) BERINE,
U773 3 Vik, BREBEEE (2BELN) CBEHMEOBETASHREE
Miado 7= (HPLC (UV/Vis &) | RS : 10 pg/kg, EEMRS : 30 pegrke).,
U7 7 E I, MEFLL BEBETRLERHEARP DT, OR
BEZICSOVWTIED ﬁénfmtv~($%$

OBRERE (%) | |

* (WHHHMEIEH) AW CTEHE®RERR (A& 5~9mg/ME, RS : K
BB OBEDE (BEEA)) REBEShE, B854, 6, 12, 24 BEZOOLE
HiY 77y 33 ViR S o (HPLC(UV BRH) . RERA 10 pg/L.
BHER : 8 pg/l)., (B 3)



@EERR (K

K (68 #AVWTEREERR CQHEAE:09mgkeFE/H,. 1B 2EH 10
AR, BEEWAL: RBOBEWA (FEROBBRAER)) PERIh-, B5H
Fid, MY 7 7% I VEEMESEE (HPLC, 30 pglkeg KiE) TELH
2%, HHT LI 0%DREFHIBNTY 77 F VI VEBESh TRV, (3R
3) ) )

K (6 H) &RV ERESRR (2 M : 0.9 mefke HEE/H . 1A 20 10
AR, BEEA : REOBEMN (REOEBEMERE)) NERIhE, B
530 ks, RKEDY 77 ¥ 3 (2,083+977 pglkg) BEEFCHRBESH
[l %ﬁf&iﬁ%‘u 30 HBITY T 7 &I VI EREY 5 HOR S OB ARG
TRV 77 I VIBEBRRRME TH-o%, LEHTIH, TOBENEERM
K ThHoT, Y7 7%V I VIZHPLC THHF (RERR : HRW-30 ugrkg B
B5-50 pg/kg, BHBR - FFH-10 pg/keg FBAF-20 pg/kg) T T3, V77 % -
v U, %W&Uﬂaﬂﬁfﬁﬂjéﬂfiﬁof_@"c fh oW REAEBITRBNT

IS Sh Ty, (BR3)

GERERR (TY¥¥)

THR(4E) FANEY 77 X3 /@r@ﬁiﬁ%%ﬁm%ﬁag 2.44 mglkg
FE/B, 18 20 10 B, #E5E7 - BELEES) dEkEIhk, V77%
VIvR vk S Rr ok (HPLC, EEBRA 12 peg/ke). (B
% 3) '

R (14 L) ZHAVWT, ERESHRBRIEREINTL. V77X I VTR
BLIEERE (EROBBOER) ~BERAE (2.31~244 mg/kg FE/R, 1 B 2
B 10 AR BEEahi, REREER 130T, V77rFr I
X 14D 5 b 2 EOEH bR, EEEhk (56.5 RU 174.2 nglkg). it
DETOIBEY > IricBnTiE, V77 ¥V IV BERERBRARRE (50
nglkg ) EIRHBRKRE TH o (20 pg/kg K. HRFIRBNTY
7y RVIVBEXERBRRRRE (30 pgke R EIRHBARBE THo
7= (10 pglkg k).

V77 %I VnEFR, GRECEHR CTRESWL RO T, fhowWE
BBV TS *ﬁéh’(‘mm\ (28 3)



BABHNRUVFEREEICEZY 77X VBRTERE
OILEARREIZLFAFPEETRER

AP I 77 F IO ITONT, #%¢®%ﬁ%@)77%/ Ve
HEYEETI 28R (AE: 100mg/0E. E1RBCH2H0E. £2RRT
R4S BEIRE) BEHEERLTWS, AT OBRET 18 EE OHALUB KRR
SR & 72 oz (HPLC, 0.01 pg/mL, MEHEMFIE, 0.025 pg/ml), (B
1,2)

FHIRBRTIE. BIHRE SN (HE: 100 mg/mRE) FOREOIALN
FRoE) 7 7RI VERBEREDP LI ENRINTVS, REHRAIE
FR2ERLAKRTH D, (BR 1,2)

QFERTEICEHBRHERAR
SRESOFITBWT, &K (1,200 me/EE) ¥ iiad (200 mg/HE) &
HZFEARESE 96 R comMBRUANTFEREIEERAR (HPLC . 0.01
pg/ml) RFETHB., (2R 1,2) ‘

2. SEEHER
T MTONWTDH, ﬁ@ﬁﬂ?&“—?ﬁ%#%ﬁﬁéh LDsp 14>2,000 mglkg
Thol, (B 1,2) -

3. ERMEHRER

Ty PROGAXERANT, 3 »y ARV 6 » AR EAMEEMERE (0, 25, 50,
100 mg/kg RE/B) BEBE SN ZDESZHEOFEVEMREILS v N Tho T,
Z v MzBWT, 25 meglke PL B 53 CHEHE (liver steatosis) A8 6
Nir, MIEELFRETIE., aLATFo—ADELNEMER I LAF I
RT3 AFAMa VAT a— L OFEORD M 50 X100 mg B#EFHICE
WTERH BT3B, EMEA Tik, 25 mg/kg S EHEH TR O L FIBIHE

(liver steatosis) Z M & IHE L TWizwvwzZ & v NOEL % 25 mglkg (FE
/IHICL T3, (BH1,2)

4. RESHHE ‘ :
F v FPROTHFITENT, %E%ﬁ% Y7 7%33 2 (0, 50, 100 mg/kg
BWE/H) BREROBRREEERCETFBEIRBOONZP 2, (B 1,2)



5. BiREERR
U779 F% 30k in vitro WBT A 5 RE (Ames R B . B
(Schizosaccharomyces pombe, Saccharomyces cerevisiae) & RWT-TElE
BEFRUCEGTERBR, v M) U AREAEEERR, CHO/HGPRT 3ER)
B invivolZ BT A5y FERAVEROBREROIERAROFER, WThblk
HTEREEEEFRNVEEILRS, (BE1,2)

6. MEMPEHEEICEHT SER
(1) ipnvitro® MIC [CBH T SHR
b NERNMEE CRZ%D S B Bacteroides fragilis GDilZi”J MIC & (90%{=
BRAOTERME) 13 0.2 pg/ml TH-oT,

(2) BESEEICHT 2R/NMEBEHEHLERE (MIC)
Frk 18 FERMELERBEHE (28 5)
BMRAREEDEOMAEYENREREER I8FEIA~FR19E 3 AE
MWL Y. b MERSEESREICH T DY 77 F 3 0K 5x10°%CFU/spot 1T
BIFaMNCAER~NTVS -

1 BAREEEYE D MICs

BBEEELERE (ug/mL)
e ' R Rifaximin ‘
MIiCso i
EEREAMEE )
FEscherichia coli - 30 8 4-64
" Enterococcus species : 30 4 0.25-64
o S
Bacteroides species 30 0.25 0.12-1
Fusobacterium species 20 T >128 16->128
Bifidobacterium species _ 30 | 1 0.25-4
Fubacterium 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
Lactobaerllus species 30 ‘ 2 £0.06-32 -
Propionibacterium species 30 =£0.06 =0.06

10



BREINEFEEOY b, HH{EV MICs BHRE XN TWD DL Fubacterium
species . Peptococcus species/Peptostreptococcus species & U . Propionibacterium

species @ 0.06pg/mL L T TH o 7=,

I. &R ECETm

1. EHEM ADIIZDOWWT

Y TR VI VIIEBASE S RAAERBIIERE SN TWREWR, invitro &
Winvivo BT AFBEEEERBICBVWT. V77 F I v@dnihbEiEs
AL, BEFEHERAVWEEZEZONDZ Z D, BEEE/ERAERRE KXW
TWTHLENMORLEHREEMEZZ itk TADIZRETHILEVBARTH
5 LM S,

EMRBIEBOTRLEVE ZATRENDEENRDONZEELLNDE
EiX., EMEA OFEE22BT5¢T5 vy M3 r FHEEEFEERBICBIT S
PR Fa—MEDO LR, RUOBa L AFe— A g T3z RF 8oL
AT v — L OFIE OB T NOAEL 7% 25mgrkg (K E/R Th - 72, EMEA TiZ,
NOEL % 25 mg/kg h&E/H & L., #=MEFEH ADI % 0.25 mg/kg FH/B L LTW
5 (BHR1,2) B8, BEEE/ BRAMERBREXRLZEICL VY ENOFEEK 10 &
LR E 1,000 & L7284, ADI 1T 0.025 meg/kg (EE/B & 725,

2. MAEMFEM ADI 2DV ,

EMEA T, MEHZNZEBICH>WTERRRCTHATER b O in vitro®
MIC DA THY . b FOBNMEE CREMEDSH D Bacteroides fragilis O I-H]
MIC {E (90%fSHEEB R o TRME) X 0.0002 mg/mL & LTW35, EMEA @ ViR
— FTiR IHRICEER 150g, AP RESNDSEIC 1, & MEEIZ 60 kg
ZEAL, CVMPoEH=UZ L v,

0.0002 X 4*2
: T X 150
ADI (mg/kg AE/R) =

= 0.002
*1: RAEMEEBR TR LA BE 0% A TORHEBR (0%EHMRA O FRE) CHRE & MIC Bk

b, HEELEZBALTWVWS,
*2: EMEA THEMEEOEE*ZREL T, EE4ZFHALTNS,

11



LEHLTWAS, ‘
— B VICH A FIAVIZESSKHFRICREZTOCRIEMRMAN, F
18 FERALTERFREARE (BDAREEDEOMENFNEERET
BOENTWD, ZOKEEPE MlCu. NEH I, EEMHa I R28ED
NTWVWAFERICLIVHMAEYENADI #EHT A LR TE B,

)77 %3 D MICear 0.000122 me/mL. FEIENEY 220 ¢, ME N RE
SN D5 100%, b MMAE 60kg ZEMA L., VICH OEHRNIZE SN THED
HEADI #BH LEBE. FTEO®WY L7225,

0.000122*3 X  220*4
ADI (mg/kg EE/R) = 5 % 606 0.00045
*3 . HBRECEMROLIELBEDH SR OEY MICs @ 90%EHMAR O FRE
* 4 FEIBNEY 220 ¢
*EENAR LTEDEMCHIBTERALER
*6: k FMEE (ke

WMEMFERN ADIIZSW T, BERICBVWTREBRN2 2P ARELN
TWH VICHEHRAEZBRET 08 @0 LEBLON S,

3. ADI OB EITONT

EMEA Tik, #AE®F ADI REEZEH ADL IZH_THSIENZ & 2 H
Biz, V77 %I VD-ADI & LCAHEN ADL 28HA L TW5, VICHE
HEIC & 0 B S h - 8AEMS2H ADI i3, BNORSEHLEA LEEE0E
A ADI (0.025 mg/kg FRE/H) Lo b +o/hEL, EEENEENE 5
WWHERELTWR EELZ RS, 20T hs, V73 VI V0BEEEELR
ETHICELTO ADI & LTiX. 0.00045 mg/kg KE/B LRET DI EBEY
ThHhaHEEZLND,

4. BEREETCEFM '
PEXD, V7730 hBEEEFEMICO>NTIHE, ADI & LTHKR®
BEXxHERTZZERESLEZLND, '

Y7 7% 3 0.00045 me/ks KB/ H

: EROHWHERSOREN A KL Vo0 Th, ERI18E3A LY VICH H 4 KF 4 v
AshtTwna,

12



RBEET OV, YFERREEE AT EERED RE L EIT O BICHRT
BT3B, -

13



#2 . EMEAIZRBITAERBROESEEE

BTE R BER T mEeE
(mg/kg RE/R) (mgfkg RE/R)

7y b |85R, 65AMH 0, 25, 50, 100 |25 (T bF:3%H)

A X EREFEERER = ._
mMPp=xLRAFu—LEoLk
S 3o ATFo—Aii{dT
AL ATNE VAT Oo—
OE S OET

v b |BRESEM - E5FFM |0, 50, 100 —
vHX | RR (BERERH) :
' | BREE - BHERE 2

: |

M8 ADI 0.25 mglkg {KE/H

525 me/kg (KT B

SF:100 | |
=10 ADI R ERILE B v b3 r ARESMHEERR
MAEWFH ADI 0.002 mg/kg A E/H :
PR FEN ADI RERIEE | Bacteroides fragilis & MICsp 0.20 pg/mL

(CVMP =) :

ADI 0.002 mg/kg K E/H

14



<A1 BREEFRH>

BE 2
ADI —HENFEE
CVMP |BMHEXSEETHHAERLESS
HPLC REEEI o T
LDso MBI
LOAEL kAN EME
MIC /NP BRI 3
NOAEL ERE
VICH |#WAEERORBEEEROFAMCETsERENLS
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EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS :
RIFAXIMIN REVISED SUMMARY REPORT, 1995

EMEA, COMMITTEE FOR WTERINARY MEDICINAL PRODUCTS :
RIFAXIMIN SUMMARY REPORT (2), 1997

EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS :
RIFAXIMIN (Extension to topical use) SUMMARY REPORT (3), 1998
DR V4 S N ¥w7/%ﬁ%(T)£%hﬁ®%%&%%
# 10 iR, BE)IIEE. 2008, ple21-1624 »

BREEEESE, T 18 FEALREHRFARETHE: BUHREEDLE D
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