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BHACHAFORAHALBROBERE TH., EXOTEAORERVE, %,
W, B, VI FORMECEEOMEREEDEBEICERSNDS [V 7 5%
I ] (CAS No.80621-81-4) IZ2W\WT, {HEHMEL (EMEA L F— &)
R EER BRI A 2 Lz,

FAE A LRI, BERBR (S v b, v MR, BERR (BF -
Zy b X F BERUE BLE: AWH. BFF ), AEEERER (5
y M) EREEERR (7Y NRUA X)), BESHERR (S5 v NEBYHR)
HEEERR., BEDZENERICETARBECTH S,

V77V IV, 7720 0BR7 V<L (Vs bEsy . U
TYAYVY) ROGEWE T 7 ABEE RIS AR IR LIEVWHE X
N7 PR, BORERVRIRETLEEEDOEARIIIZIERTX 3
BETHY, RAHATEREENEFORBBEOAFEIADY 77+ I i3k
HENTWRY, £z, BIREME - BF R in vitro, in vivo BT 58
EEEEED TR, .

EEMRBCHEON - ESUEOR/MER. Sy F2HAVE 3 » AMEAM
EHERBRICEBIT 5 25 mg/kg KE/H TH Y . FMEA ADI 5Tk, NOAEL
26 mg/kg (AE/H IZZ24%% 1000 @M L.0.025 mg/kg KEH/B L BEX NI,
Elo, MEMFENEE,LEIH SN ADIIZ, ERARBVWTEHEN = &
YHARBELNRTVWS VICHEHRIZE SV T 0.00045 me/kg (AE/H S 82EL
oo ZOMEHFER ADI X, FEMSA ADI (0.025 mg/kg AE/H) kv & +4
HhEL, EERFHNEZEEETHICEFELTVWE LEZX BN S,

DEXY, V77V I V0RBEREEFMIzOVTI., ADIE LT
0.00045 mg/kg A E/H 2R E LT, '



I. #iNRSDAEEROBE (28 1-4)
1. A&
EA

2. YRS O—B4E
MgV 7rFvIy
¥4 : Rifaximin

3. {E#4
IUPAC :

4 . (28,16Z,18E,208,218,22R,23R,24R,258,268,27S,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
I-benzimida-zole-1,15(2H)-dione,25-acetate

CAS(No.80621-81-4) .
%4 : (28,16Z,18E,208,218,22R,23R, 24R, 255,26R, 2785, 28E)-25-(Acetylox-
y)-5,6,21,23-tetrahydoroxy-27-methoxy-2,4,11,18,20,22,24,26-octa
methyl-2,7-(epoxypentadeca-[1,11,13]trienimino}benzofuro [4,5-elp
yrido[1,2-albenzimidazole-1, 15(2H)-dione

4. HFHX 5. #FE
CasH351N3011 785.879
6. WE®




7. FRENRVERR RS ,

U7 7% IV Streptomyces mediterranei \2 ) - ClEA SH 2 F > £
y%ﬁ?Vﬁv%VV(u77yEvy\U77749y)%®ﬁ$%§ﬁ,
77 MG (Staphylococci, Streptococci, Corynebacterium sp.) RO/ S
AEVYEE (Escherichia coli, Pasteurellasp., Pseudomonas sp.. Proteussp.)
A LIRWHIE AN Mo,
EUTRBMAEERE LT, ROXSERENTVE, FORLELES
DIERROFHICRH LTIRAERNRS, EROFEAOBRBICELTIHIEN
ﬁ%ﬁﬁﬁéhfwécﬁ%ﬁ\%%%ﬂ%%mmlﬁﬁﬁkb1%n@w¥ﬁ
RITITTEHLE Y 50~200 mg DFERNBEREZ LN E STV, (BR 1-4)
Elef EUE B vIFORBRUCREOWMERRCLERSL TV S,
BERETHEE, VI r XV I v a8 1EYZY 2~9 mg % 1 B 1~2 E.
5~10 A#KkYS (AEME : BB LY 0.834~2.44 me/kg AE/H) T 500
BELWEShTW3, (BE3) | |
ODREIBVTIE, V77 v I v e AVEBMARELIIERA SR TOA
W, BT 47V A MHEENCH) BEELEBEIARES LTS,

I X2HRICRIZBOIBE
RFFEMZEIX. EMEA VR — b (1995 48, 1997 4, 1998 4E) (BB 1-3)% & &
W, BECHETIERARECEELELOTH B,

R - 247 - R - SRR

(EDYERAE (Sv b, EFRTHE)

7y M BEPCBWTRARS, LWFETITABERNESICTEBIT 2 KD ES R
EHENTWS, V773 I VERNIBSTLRTBECLIESREEY O KRN
RIS ERCTELIBETHE, Sy bV 773 IVRABERO MIERE
EEWL SV E#ERL, #5E (10 mg/kg 721X 100 mg/kg) @ 0.1%K7E %
T, BE5% 168 BERICIL, WEED 5% EAEFE R IcEt S h 5, HELe
FEEELHOFZBVT, 15EY% %Y 100mg DI 7733 (2503
ANBEEERE) 2LEARLE LERE, MEFKEZOBEHE2RDE - LT TR
otz (HPLC, #HBR : #H4-0.02 pg/ml & H4-0.01 pe/ml), (BR
1,2)

(Q)BEEBEICKEIBNEVERBFlRR -
V77XV IVBEBRSROBNIZETS S v M &, £ K, vIHX¥05F—

VYRR 17T FEAFBEETE 4 FIC Lo THFEZLED b - B H L RERE



FRFENTNS, (B 3)

DBERE (S5v k)

Zy b (6L ZHVTHERERR (A& : 100 mg/ke A5, #5WAT
MEBLERRE) BERShZ, BEFFRE 1. 3, 6 BE%., MBEH Y 77 %
VIVEBBRHE Mok, #5 1, 3, 6 BE%. EABLTHAEBETO
FME#DOAR, £8 4, 3, 2LIcBVWTY 77 %3 /7531%{3 KWHRHENn, 14

AR OEER SRR (A& 100 mg/kg AH/B) EBWTHLREORENREDL
ﬂ’L'CD\%’) UL, EBREHE %D{ZS&EP@)??%/_ VB & HIET B A
EHFELFRTHT, BREBRCERERAELELATVARNED, “HbD
TERIIEREZH - TRIBIMNERL B, (BRI)

QE5HEE (4) .

BILE (LE) 2AVTY 772V OHERERE (& : 5~9 me/f.
REMOU : REOH D REER (BHBE. EROBTES, RECHRERO
BE)) PERSNE, &5 12, 24, 36 EFBBOLBEFIZY 773 38
HIn7z2dodz (HPLC (UV M), EERA : 10 pg/L. HHBER : 8 pg/L).

F4 GH) 2AVEERBRERBR GEEHAE: 0.34 mgkg AE/A. 1 H 2
[ 10 BFE. &5 : REOBRESN (EEOBBMHELRE)) AEHEINE,
BEH. V7 7%V BRI RE S 2o 7 (HPLC. B HIB R 8 pe/L) .

(B 8) :

F4 H) 2AVWEERRSHER (BEHAE:0.34 mg/kg KBE/A. 1 H 2
Bl 10 B, BB - KEOREBIM (REOERMERE)) NEBEINE,
VZ77F% IV REREREESZ QREEIRN) CREHEMOGFATHNLEE
niahro e (HPLC (UV/Vis B i) . RS : 10 pe/kg, EEIRA - 30 ng/ke).
V77X IF, MEGTH»0 bHEKE»ObREBEIN oD T, o
BB OVWTRSTENL TRV, (B 3)

PE:EHABR (F)

F O(WHFHESHE) ZHAVWTERKRERE (A& : 5~9meg/fE. BEMA:
FEHRROREII UBHR)) BEBEhi, 54, 6, 12, 24 H#F'ﬁﬁ%@m*
iz 7 7% IV EBHEW 2o 7% (HPLC (UVHH)  EERR 10 /L,
BHIRA @ 8 ng/L), (%ﬁ’a’ 3)



@OBR5REB (K

R (6H) 2AVWTERZSRAR QMHEHE 09 megke ABE/E. 10 2 10
A, BBEHL  REOBRERN (RROBBRIYEL)) BEmBINE, BEH
MR, MY 77 %IV BERE EE (HPLC. 30 uglkg W) T 72
ofe AFT LI Q0RDEBHIBWTI 77X IVIEBRHESATH AN, (BER
3)

B (65 ZAVCERESHRE 2MEAE  09mg/ke ASE/H, 1H 2 H 10
B, &5 : REOHBERN (REOBBBER)) REHShE, BRE
530 5%, REDY 77% I (2,038+977 ngrkg) BEEHIRHESH
oo RIEEE 30 0BICY 7 7 X I V3BT 5 BORSEHA O H R OIS
BTkl 77 2 I VEBHBBARE Ch o, 1ETIE. 20BEREERR
REThHo%, V77%F I3 HPLC THHF (EEBR : £4-30 pgke  §5
5-50 ng/kg, MHBR : FHH-10 pgrkg JER5-20 pg/kg) SN TW3B, V7 7%
VI VT, BARCEN TRESHEP 0T, MOTRERICENT
o Sh TRy, (B8 3)

OBSHE (YH¥F)

UMM EAVEY 77 %3 U OERRESRE GEE AR 2.44 mg/ke
RE/R. 1B 2E 10 B, BESMN - BEL-EE REEIREZ, V77 F
VIVRUYFMEFIZRESR R o (HPLC, E&BM-12 pg/ke), (B
 3) '

VX (4 L) 2RAWT, ERRESERAERENE, V7733 VidB
BLIERE (RROWRAOER) ~BEHE (2.31~2.44 mg/kg AE/B. 1 H 2
[ 10 BHI#) BAEEEhT, RRREES 1EBEE30HUAN). Y7753 v
(L 14LD 5% 2 LOfEbHRH. BEShk (56.56 BT 174.2 pglkeg), fil
DETORBY > TricBVn TR, V77X VI VBEREERARE (50
ng/kg KA ERZIPBRHRARBETH ok (20 pg/kg K. HEFTIZBWTY
TrXVIVBERERRBARE (30 ng/kg £ ERIBEBRAREBETH-
7z (10 pglkg F=), |

V77 RV, BARCEBTCRINENRN 0T, LOTR
MW Tikgtrsh Ty, (B3R 38)



BIABARUVUIEAREICLZY 7753 VRERE
OAEAFESICL3AHDRERR

WHFIV 772 IV ORBPIEZSONT, BULFEOBRBEEOY 7733 VE
HEZFEETS2WEB (A& 100mg/AE | £ 1RBRTIE245E. 825
TH4AZDEELRE) BREShTWA, #LHEPW%%’ X 18 B H O#EHL L BRI
RFAM & 2 o7 (HPLC I2 X 2B B/ : 0.01 pg/mlL, &E%%%ﬁﬂjﬂﬁﬁ
0.025 pg/mL), (B 1,2) |

%3ﬁ&ﬁﬁ\%ﬂﬁtﬁﬁént(m%;ummyﬁﬁ)¢®%%%@ﬁ%
FRoRBU 77X VI VERBENAND LI ERFIRATVS, BIEELT
FR2BBLAKTH D, (BR 1,2

@FEARSICLIBNEE

FHREROFICE VT, A3 (1,200 mg/FE) F72133EK (200 mg/FE) ok
LPTFERKREGH 96 BEE TOMFER L TEEIEERA (HPLC | 0.01
pg/ml) RETH 3, (BR 1,2) | ‘

2. 2HEHEER
Ty MZOWTODH, ﬁlﬁl%u%ﬁ%iﬁt%ﬁrﬁs%ﬁ’@én LDso 1X>2,000 mg/kg
Thofr, (BFR 1,2)

3. EaNEMNAR

Ty bRUOARXEZRNT,. 3 »BEET6 » A HEABEEERE (0. 25, 50,
100 mgrkg FE/B) BERBE NI RLBZEOCRVWEBPREILT v hThok,
7y MEBWT, 25 mglkg LA ERGHETRUFARD bhi, MEELERE
T, a VAT r—LOELWENER L AT o — LT3 25 18 o
VAT u— N OEG OIS 50 LT 100 mg REFZBNTRDLN TV
EMEA TiI. 25 mg/kg Ll & 58 T3 b%hth%ﬁ%ﬂ%&mWWer&
WZ & D NOEL % 25 mg/kg RE/BIZLTW3, (BR 1,2)

4. ESEERB
7y MRV FIZBNT, EEALICY 7 7% 3 (0, 50, 100 mg/kg
HE/A) REROKBREREERVCEFBEIZD O o7, (B8 1,2)



5. BEEkRE

U7 7 %YV in vitro W BB 5 BB (Ames RE . B

(Schizosaccharomyces pombe, Saccharomyces cere visiae) & Tz ik

ERRUCREFEHBRR. £ MY o BRBEakAEHNEB. CHO/HGPRT 2£58)

MR in vivo T
HTEREBEEIIRVNEEZZ LN B,

6. MEDFNERICHT IHE
(1) invitro® MIC BT 248

o FE%P"J%H_%%'@E@%%@ & % Bacteroides fragilis ® ¥ MIC 18 (90%/=
FERAOTRE) 13 0.2 pg/mL Th o,

kﬁ57/%%mmtﬁn&5%®mﬁﬁﬁmﬁﬁ Wb
(&1 1,2)

(2) BRERSEBHICHT ORMRETHELERE (MIC)

Wik 18 FERMBRLERRBREREE (B8 5)
VHERE(ERISEI A~YRK 1943 A%
BNCEY ., b MERIEMRZIZIRT 3 Y 77 %3 3 2 08 5x10°CFU/spot 17

D ATEEE DR E K

BT 2D MICHFRALNTWS,

R1 DYANREFEERE D MICs
RANEEHIEEE (ug/mL)
%’%_ BRE Rifaximin
MICso i

PR SR
FEscherichia coli 30 4-64
Enterococcus species 30 0.25-64
RRMEE
Bacteroides species 30 0.25 0.12-1
Fusobacterium species 20 >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! Paptostreptococcus species 30 =0.06 =0.06-0.25
Prevotella species 20 0.12 =0.06-0.5
Lactobacillus species 30 2 =0.06-32
Propionibacterium species 30 =0.06 =0.06

10




HEINZEEOY B, HHI{EV MICs f)‘*ﬁﬂ:éﬁ’bfb\é@ i Eubacterium

species . Peptococcus species/ Peptostreptococcus species % X Propmmbactermm

species @ 0.06pg/mL L FCH 7=,

. &5 6EZEF
1. SRR ADIIZDINT

V77X I VBRSNS BERAERBITER S CWiRWs, In vitro &
G invivo il BT 55 BEBERRICBVT, U733 vmvinb@ms
AL, BEFEEERVWEZIBNIZ LN, BRAEEZRNTHNTHEINO
RERBEMABDZ LI X > TADI 2 RETHZ ENTETH S LU S i,
BERBRIEZBVWTELEV L I ATREOEERED LN L &2 b BiE
B, Jy b 3 y ANEARBERRICB T AN T2 v AT — L ED LR,
RO VAT R =AM TETRTARI L AT — LD L0 EKS T
NOAEL % 25mg/kg AE/H Th o7, EMEA TiX, NOEL % 25 mg/kg {AE/
B&L., %M ADI % 0.25 mg/kg RE/A & LT3, (B8 1,2)

FHEFE ADIIC DWW T, NOAEL 25mglkg A/ B 2 2455 100 2R A
HERBRERNTNAZEICLZEMND 1 0EMNZ, 1000 2EHE3 3 08554 &
ZEz b, 0025 meg/kg AR/ ERESINE,

2. MEWEM ADI IZDWT .
EMEA Tk, #MAYFHNERIZ O W THREATRATER S DIX in vitro ®
MICDATHY . & FOBAMER CEZMED D D Bacteroides fragilis D
MIC fE (90%E#BA O FREME) X 0.0002 mg/mL & LT\W5, EMEA ® L
— FTHR. ZhiCEFES 150 g, MEARESNSAEIC 1. & MAEX 60 ke
ZEAL. CVMP o H=RIZ LY -

0.0002 X 4*2
1*1

X 150

ADI (mg/kg fRE/R) =

= 0.002

1 BREERICH LA RARE 10%L T OERRA (90%FMBA 0 TR CHEShE MIC KBt
Po, MEEL1IEZMALTHE,

11



*2: EMEA CHEMREROEB*ZR LT, BHEE4ZFALTL 3,

\

FEHLTWS,
—FHF . VICH A F5 A4} %d(%?th%\i;%%" IR DEMB RN, E
B 18 FERGELHERAHE (WBETHEMEYE OIREYS2HEEBEE) T
/O TWVD, ZORENPDL MICeuar BEH S, EER g A28 E S
NTVRLFRECLVBENENADI 2B T2 N TX 3,

) 77 * IO MICcalc 0.000122 mg/mL FH%W@-% 220 g fﬁi%ﬁ*%@
SNA55HE 100%, & MAE 60kg #EA L, VICH OB HR e ESW ik 4
FRADIZHEHULZES, TREOBY &5,

* * g
ADI (mgfkg #8/R) = D002 e = 0.00043
* 3 REEEICHEMO 5 5 8 b Bl 0 5 5 K 0 T4 MICso 0 90%(E B A o T E
*4: HEENES 220 .
*ErEOARE LTADEMICR TR LR

*6: B MERE (kg)

BAEMEH ADL ISV TR, BEACBOCHERMY v v H 2 8B LN
TWA VICHEHAX 2HEAT 0RO LEEZL2 005,

3. ADI D FEICOINT .

EMEA TiX, ME®HFEN ADI NEEFEHN ADI TR THHIENWD L2 HE
BIZ, V77X I 0 ADI & LUBAEHFH ADI 2 AL T35, VICHE
HRIZ &V Bl E N MEDER ADI ik, FHiE%H ADI (0.025 mg/kg K&/
H) O 1/50 TESESEHLLMEEZ+SIHERELTVWEEELILNS, "D &
P V77 VIVOBREEETRETIICELTO ADI & LTiL, 0.00045
mg/kg AE/H L RET S Z &#ﬁéf%ék%x%ﬂé |

1. BEGRECEEM
PEXY, V27X I voRGREFZEFTMIZ >V TIX, ADI & LTKR®D
BEREATAZLAEYLELLNS,

: EHNOBMEEELORENA FS A viconTh, FRISE3A LD VICH A A K54 o 8ip
AERTN S,

12



U7 7 %33 0.00045 mglke (RE/H

RERICOVTE, YRR LB E A EERED RE LT 5 BiokRd
BrlrT B,

13



K2 EMEARRBITZ2ERBROEZSHE

B A "E5E EZtE
' (mg/kg RE/R) (mg/kg (KFH/A)

Zv b |837R.67AM 0. 25, 50, 100 25 (P h:35A)
A X EaEEERER
M2 RFe—LED L
B-BalLAFo—Alrwd
AZATNE LV AT o —
NOREDET

Zo b | WRIREME - EFFEME |0, 50, 100 —
X | HER (BREERLD _
IBIREM - AT . &

L
FMESER ADI 0.25 mg/kg AE/R
' =M 825 mg/kg KE/H
SF:100
FE M ADI &% ERAE B Zv b3 r AMEAESEHERR
A FH) ADI 0.002 mg/kg A&/ R
WMAEMFR) ADI RERIME S | Bacteroides fragilis ® MICso 0.20 pg/mL
(CVMP =) |
ADI : "~ | 0.002 mg/kg (AE/H

14



<BI1 BEEZERKR>

BRF - 2 ¥
ADI —BEIGERE
CVMP |HRMNEXSFETFEHAEXLERES
HPLC mBREE I N F5
LDso EHEEE
LOAEL |&/IEiEe
MIC B /N I I
NOAEL |&EEitE
VICH |BAEESORBEESEOBEMICES 2 EHRE 2%

15




<SHE>

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
Y77y, Sy Ry - ﬁwv/ﬁﬁi(T)ﬁwﬁﬁmﬁﬁk%%
%10 iR, BIIEIE. 2003, pl621-1624

RRZEZRR, TR 18 FERLZARRRBERE: BVANEENED
ﬁiﬁé%"%‘%%ﬁéﬁ DOV TORE
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