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L3 5

WH CHFDOLAMAFEROBEE T, EEOTEROIBEKL N, £,
IW=E, B, U FORELOKEOMBEKREEDORFICERNSLD TV 7 7%
2] (CAS No0.80621-81-4) 22O\ T, AFiTliE% (EMEA LA~ — h4)
B on R R RS A A FEhE L7z,

R A U721, &G (7 > b B ROV RE AR (B
T b, UYX EBEOE, RALE L. BrE 4. 2 EERER (T
v M), AR ERER (7 RS X)) BAEBFBERR (7 v FEORTHX),
Blnm iR, A FEEBICET I RETH D,

V77X I0F, 772V VBRTY VY~ A vy (Uo7rz vy, U7
TYATY) ROFAEWE T 7 LAGHE LT 7 AEMERE X UK WILE A
R MV EFRO, ROEGLVRETESLS THIEEED OERNRIUTESA TE 5
BETHY, AMIIELGINTEFO5BEOIHITTNLY 77 F 2 I idkKk
HEnTnirwy, 7=, BIREN - AN O In vitro, In vivol\ZEBIT 58
LEMEITRD 5TV,

HmERR TR O EEEEOR/MEIX. 7y N2 MW 3 - ARSI
BERBRICEB T 5 25 mg/kg (KE/H TH U |, mMEFH ADI IZ5W Tk, NOAEL
25 mg/kg RE/H 1222 2% %% 1000 %@ H L .0.025 mg/kg RE/H & 5 E S vz,
Fo. WMAEMFHEENSEXH I ADL X, HAEAICBWTEEN 2 &
Y ARG LN TWD VICH H H AU FE ST 0.00045 mg/kg KRE/H LR E L
2o T OMAEMFE ADL X, FPEFA0 ADI (0.025 mg/kg KE/H) L0 b+
hEL BETNEEEE FoICHER LTS EE X BN D,

LEXY, V770 I v ORMEREZEF]MIZONTIE, ADI & LT
0.00045 mg/kg R/ H 2 8% E L7,



I AN EZSMAEEROBE (= 1-4)
1. A&
P Al

2. YRS D—HES
g V7% v
g4, : Rifaximin

3. 24
IUPAC
54, - (28,16Z,18E,208,218,22R,23R,24R,255,26S,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-elpyrido[1,2-a
]-benzimida-zole-1,15(2H)-dione,25-acetate

CAS(N0.80621-81-4 )

B4 ¢ (28,16Z,18E,208,21S8,22R,23R,24R,258,26R,27S,28E)-25-(Acetylox-
y)-5,6,21,23-tetrahydoroxy-27-methoxy-2,4,11,16,20,22,24,26-octa
methyl-2,7-(epoxypentadeca-[1,11,13]trienimino)benzofurol4,5-elp
yrido[1,2-albenzimidazole-1,15(2H)-dione

4. 5FHK 5. HFE
C43H51N3011 785.879
6. BER




7. FAEBMRUFERARKRSE

U7 7% I % Streptomyces mediterraner \Z 5 - CEALEIND T 7 X
VERT VYA (VT VT A YY) ROBAEMET
7T LMW (Staphylococel, Streptococci, Corynebacteriumsp.) M ONJ Z
L[EVERE (Escherichia coli, Pasteurella sp.. Pseudomonassp.. Proteussp.)
(2t LIRWHLEH A7 R L &R,

EU TiIZ#EpHEIEMLE LT, RO XS IZEH SN TWD, FOid I 7E X
DIEWL O TR LTI FEAER L, EROFEROBEIIH L TEFEN
BHNEHA SN TS, AElL, AMAERIZIZ 1 5FEYS720 100 mg, =
RIIX1EAH =Y 50~200mg O FERNEGEREE LWV EINTWD (B 1-4)
EFhECLECR, UTXORBEORFEOMEREICHMEHINL TS
EHERGTLHE, V77X I 2B 11BN 2~9 mg & 1 H 1~2 [A],
5~10 H MG (HEHMA : $WEIC XY 0.34~2.44 mg/kg KHE/H) THOMR
BFEFLWEENTWD, (R 3)

PREIZBWTE, V77 I a2 HWEEWHEELIIEHR STV
W RYT 47U A MIBEEANCHE REEBEIARESNALTND

I ReHICRHAIABROBE
AFEME X, EMEA LAR— b (1995 4, 1997 4, 1998 ) (M 1-3)% 4 &
W, BEICETAERMAZERELIZLDOTH D,

1.RUR - 7340 - (K3 - Bt ER
(MEVHREHEE (v . EFRUSF)
Ty b, B MZBWTROES, 3L TIRABENE SR T 2 B e R n
EEINTWD, VZ7F I EROEETHLRTKES THIEEEMOEN
I ITER TCEXZBRETHD, 7y hDU 77X 3 0% 5% o e
TRV L _ L2 MR L, BE5E (10 mg/kg £721% 100 mg/kg) D 0.1% Ak %
T, HEH% 168 FFICIE., BE 2D 95%LL BN #EM P cHEt s h 5, #EILF
iti%%%@# IBWT, 1 0FEYY72Y 100mgD VU 7 7% I (2 F-1X
DHECEL) L ERNEEG LGS, MWEFIZZORZE O L5 2 L IXTE R
#Cﬁ;(HPLC\@ﬁmﬁﬁmT%%43002uymL #9.2F-0.01 pg/mL), (M
1,2)

(2)ERFEIC & HRINK U7 B 4k LR
V77 F VI VRBEEGROBIICET L7 v b B B K 907 —

VSRR 17 SRR A A SR E 499 I X o THZICED b=y Ll



AP RENTWD, (B 3)

OB EHE (Tv k)

7 v b (6 VC/FE) Z AWV CHE# 5RR (H&E : 100 mg/kg (K&, & 5507 :
BB LR NEIN, Fr&Es 1, 3, 6 Rk, miEhicizy 77 %
VIvidmMEn oo, 5 1, 3, 6 W%, @AM TH HEEKL T O
WD, B4, 3, 2IRICBVWCY 77X I UAMEICHRE S, 14
H R odfef 5308 (& @ 100 mg/kg RHEH/H) IZBWTHREBRORERIE D
NTW5, LML, ERFBECEIKTOY 77 %2 VBEZRET 5MEY
FHHELBAR+TST, EBRBASCERERAELHEOLNL TV RWVWED, ZbD
FERITERZF > TRV EHIMERNH D, (ZH 3)

QEEHE (4)

L4 (118H) ZHWCY 773 v I o E &R 5RER (HE: 5~9 mg/8E,
B BEOH D EEME (REEE., EgOEBSEG. RESH RSO
BE)) NEBISNT-, &S 12, 24, 36 FFEZOMETICY 77 %2 I ik
HEnzzm-o7= (HPLC (UV #H) ., E&BRA : 10 pg/L, HRHRA : 8 ug/L),

T (5 EH) MWk Gl (@ & 0.34 mg/kg (AHE/H, 1 H 2
[ 10 B, &G EOBEEAL (R OWMAEFE)) 2 FE S i,
BO%V 7 7 &I FmiER IRt S e o 72 (HPLC B IR S 8 ng/L).

(ZH 3)

T4 (5 8H) MWk 5RE GEFHE  0.34 mg/kg KE/H, 1 H 2
[ 10 HE., #®5EAL : REOBIEEN (REOHMAIERE)) NE’EINT-,
U757 % 303, EEGEE (2FFBEUA) ICEGEHMOHAF SRS
N 723 - 7= (HPLC (UV/Vis i) . MRS : 10 pgrkg, ERBR : 30 nglkg).,
U7 7X%I0%, mMEF»o BT o bmiisnenro7=0 T, thow]
ROV TIEgtra Ty, (8 3)

O’ E5HR (¥)

¥ (Il 3 8 MV CHER SRR (& 5~9 mg/8H, &G : K
FERk OB G (BIER)) NE S, &5 4, 6. 12, 24 BFR& O Mk
P2 Y 77 %2 I U ERH SR o 72 (HPLC (UV ) | & BB : 10 pg/L,
IR A : 8 pg/L)., (B 3)



@rE5HER (K)

K (680) MW CEf&x G AR (2/45H%E: 0.9 mg/kgA®E/AH, 1 H 2[F 10
HR, &E5EAL : 28 OBEAL (REOMMMER)) NFEiiShn-, &5
FF, mAEY 77 %o I VREIFEKS ERE (HPLC, 30 upg/kg Kiifi) T2
STy W LT 90%DREHZBNWTY 77 R I I EN TV AL, (B3R
3)

K (6 8H) & HWEF &5 HER (2/FHE: 0.9 mg/kg (AHE/H, 1 H 2 [\ 10
AR, &GN S OBEAL (BEOMMMERE)) 2NFEii S, KkK&
530 3k, REDY 77 %3 (2,033+977 png/kg) MNEEHICHE SH
7o B E 30 312U 7 7 3 2 IR ENMY 5 5EH O G ERAL O G K& OE
i) 77X I IERHEBARE CTH o7, LI TIL, Z DR ENERERRA
K CThor=, V7 7% 3L HPLC ThHbr (EERA : #5P-30 ng/kg
1i-50 pglkg, MHIRR : fHH-10 pg/kg MEN-20 ugkg) S Tnb, U7 7%
VI UTmAE, HRECIE CTRE SN0 T, o R AW T
oS TVniRy, (B 3)

OB 5HER (VY F)

THF (1408 WY 77 oI ook 5 R G & 2.44 mg/kg
RE/H, 1 H2[E 10 AR, 85N BELZEE) REBINTZ, V77 F
VIV XmgERICRE SN o7 (HPLC, E©ERA 12 pgkg), (&
& 3)

X (14 JB) ZHAWT, #ERGERBRAERI Nz, V77 F I 038
B LT (RE OB ~@BFHE (2.31~2.44 mg/kg KE/H, 1 H 2
[ 10 Aff]) BEh s, x&EGEZ (1M 305N, V7 7r® I
X 14ED S5 2IRDE MG, E&E (56.56 X 174.2 ug/kg),
DETORMY I ricsnTii, V77XV I ViBEITEERALTE (50
ng/kg Kimi) E7ITMHBR KM TH 7= (20 pglkg Kiifi), T IZBWTY
TRV BEEITEERAKRR (30 pg/kg Rif) FIXMHBRBARETH -
7= (10 pgl/kg HKiif) .

V77X I 03mEdR, AL OIEN TR TR SN2 >7=0 T, o r &
MW T St Tn e, (31 3)



BEIERRUVFERABREICLD) 77X VERBEER
QIELERAREICL DR AP EERAR

HHF U 77X I 00O NT, HHAFOREXDY 7 7 X I 5K
HaErzeed 2 23R R (HE:100mg/mE . H 1RABRTIZ2 5. #F 2 R
TR A0 REICKES) PERINLTWD, T T ORI 18 B H O #EFLLLE K H
R K Gm & 72 > 7 (HPLC IZ K 2 MRS : 0.01 pg/mL, PAEY 5 /IH RS
0.025 pg/mL), (M 1,2)

# 3BT, wHHickEGE s & 100 mg/5 ) A0 3 iic O3t
PNBIX) 7 7RI v SN R P E RSN TV D, BHERAL
FRR2EBRLFAKRTHD, (R 1,2)

QFEARSIZLI2EREHER

SHRE % OB W T, AE (1,200 mg/FH) F 7217 F (200 mg/#E) 1T &
D1 ENKREGHE 96 Bl CoMmER O HREFEERA (HPLC . 0.01
ug/mL) RiEchHsd, (W 1,2)

2. AHESHERR
7w MZOWTOHR, HER O #5352 FE i S 4v, LDso 1£>2,000 mg/kg
Thole, (B 1,2)

3. EREHERAR

Ty FPEROAXEHWT, 37 A LD 6 » AMiLaMEs=MERER (0, 25, 50,
100 mg/kg RE/H) NEf S 7, b EZMEO®mOVEMEILT v b Th-o T,
7w MZEBWT, 25 mg/kg UL EEGRETAEIGIE (liver steatosis) Mil® H il
oo MRAEFERETIE, 2 LATER—LOFELWENMERa L AT r— LI
KT LHZAT A L 2T o —LOEIEG O 50 LT 100 mg &5 HEIZHB W

THRD LN TWDH,EMEA TiE.25 mg/kg UL LGB TR %ﬂf_ﬂaﬂfjr(hver
steatosis) & FME S ITHIWT L T2 &5 NOEL % 25 mg/kg A/ H 12
TW5, (2 1,2)

4. RESHRER
Ty P ERUHFIZEWT, &S BAMICY 77 %I (0. 50, 100 mg/kg
RE/IA) B5ZOBREFEELEMEFEEITRD b hoTc, (B3H01,2)



5. BizEHERER
U757 X% I 0% In vitro (/2B T 5 5 B (Ames R B . B R
(Schizosaccharomyces pombe, Saccharomyces cerevisiae) % JA\ 7= Yea ik
B K OVE {K%wiﬁnﬁ% bR R ER R B, CHO/HGPRT i5R)
M invivollBIT57y FeRHOWEROBEGZO/NEARBROFER, Wbz
P CTEREME iiﬁb\k%z bihd, (R 1,2)

6. MEMEMEZEICET HHER
(1) in vitro® MIC B84 AHR
b hGNHIE #E CREZMED B D Bacteroides fragilis O Y1) MIC fE (90%15
FER S O TIRIE) 13X 0.2 pg/mL TH - 7=,

(2) BRABREICHT IR/NEEHILREE (MIC)

Rk 18 FER M Z MR AEHAE (3 5)

) A TE M E O PRI ER A CERR 18 429 H ~FAk 19 4 3 H 5
MENC XD, & NEKRODBEREICXT 22U 7 7% 2 DO 5x10°CFU/spot (2
BIFDHMIC K~ TND

* 1 BYWHBTEIETEDE O MICs

/B HIERE (pg/mL)
[ 4 RE Rifaximin
MICso it [

1 PR SUPE
FEscherichia coli 30 8 4-64
Enterococcus species 30 4 0.25-64
B S M T
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/ Peptostreptococcus species 30 =0.06 =0.06-0.25
Prevotella species 20 0.12 =0.06-0.5
Lactobacillus species 30 2 =0.06-32

10



Propionibacterium species 30 =0.06 =0.06

A SNTCHTED 95, &bV MICso 28 S TWD DL Eubacterium
species . Peptococcus species/ Peptostreptococcus species RO\ Propionibacterium

species @ 0.06ug/mL LL T Toh - 72,

I BR@EZETM
1. EHFEM ADI 2DV T

U773y I 3BT BN AMRBRIZER I LTV W, In vitro &
RN invivo BT HEBELEERBRICBWT, V77 I dnansEts
$L\&@ﬂ%iﬁ“kgzgﬂé;kﬂg\%ﬁh@%ﬁ%f“f%EMQ
BRRBEMZ DI EICK>TADI AR ET LS ENARETH D EHWr ST,

BHERBRICBWTHRLEVWE ZATRELEOEERB OO EE X Ehéiﬁa
EiX., EMEA OFiEEZSZ 1T 5L T v k3 » HMdiatkEmERiikick
mﬁnvx%u~wﬁ@t%\&Uﬁzvx%u~wuﬂﬁéxx%wﬂzv
2T 1 — )L OEE O T NOAEL 2 25mg/kg (A®E/H T - 72, EMEA Tii.
NOEL # 25 mg/kg A#H/H & L. #M%EFH ADI % 0.25 mg/kg {KHEH/H & L T\
5. (ZH1,2)

FMEH) ADI 12> W TiE. NOAEL 25mg/kg K&/ H 12242425 100 1252 A
MR Z RN TWAHZ LICL2BMD1 0% Mz, 1000 2@ AT 250N wEY) &
EZz2 5, 0.025 mgkg (AE/H LERTE I,

2. MEWER ADI (2D T

EMEA TiZ., #AEYFHREBIZ O W THR S THH TR b DIE in vitro
MIC DA Tod Y b hOIFHNMEE CEZ D H D Bacteroides fragilis O V-]
MIC i (90% 5 fER A @ FRRME) X 0.0002 mg/mL & L TW5%, EMEA ® L 7K
— FTIE, THICHEMEI 150 g, MEADBRBESIN DT 1, B MREIZ 60 kg
Ziw M L., CVMP @& H =z &

0.0002 X 4*2

X 150
ADI (mg/kg {KHE/H) =

= 0.002

11



*1 o R PEE RIS LR E 10% 2L T OE IR (90% R A o FIRfE) THE S vz MIC £ 8
MNH, MEMLIZRMAELTWS,
*2: EMEA CTHEEHEORELZEEL T, MEM4 AL TVS,

EHEELTVD,

— %5 VICH # A K7 A LSS < HT IR AT 5 1SR B MR LS,
K18 FERMEEMERETHE (B FEEYE OB ERE) T
BoNTWD, ZORKREPD MICeae BEM S 4L, HEEH 2 ¥ 2283455
NTVD FIEIC L D MAED TR ADI 2 HH T 25 2 L TE 5,

U7 7% 30 MICeale 0.000122 mg/mL., #EMNAY 220 g, IE D 2%
N5 100%, & MMAE 60kg 2@ H L. VICH OEHKITE SO THAED
FHADI ZH B L7=%A. FTicomh Lt b,

ADI (mg/kg {KE/H) = 0.000122%8 x  220% 0.00045
1%5 X 60%6
* 3 RBRIICTENED & 5 b B O & 2 8 0 - MICs0 0 90%15 48 B 5 o T BRfi
¥4 FEBNEY 220 g
*5: RO AR E L CAYRIICR TR %
*6: b MRE (kg)

WAEWZAE ADLICOWTIE, BRERICBWTIEER a2 2nE 6
TWA VICH HEHXABRHT 203U EEX LD,

3. ADI OFEEIZTDLVT

EMEA Tl%., AW ADI 3% 1 ADT IZH R THoIZRn 2 & & B
HIZ, U7 7% 100 ADI & L THADSF ADI #8:H L C\w5b, VICH &
Hic L B &N 724 SE ADL 12, #ME%2A ADI (0.025 mg/kg {AH/
H) ©f 1/50 TEMEFZHZ2EE +DICHELTWDL EEZLND, ZDZ L
MoV 77X I VOREEELZRET DHIZEEL To ADI & L TiL, 0.00045
mg/kg KRE/HERETHIENBEY THLEEZEZDBND,

4. Bimf@RE BT
ibEv . V7 7%y roRim@g 8 mic >0 Cid, ADI & LTHRkoD

2 HNOBWAERLOBFETA FI4 1250 ThH, FH184E3 ALY VICH A A K4 Vv ER
HEnTtns,

12



BEERAT LI ENHEELEBZIbND,

V7 7% 0.00045 mg/kg K E/H

13



# 2 EMEA (2B T 54 RO EEE =

DR/ AR

&5 & I 75 M B
(mg/kg IK&E/H) (mg/kg RKE/H)

Zv b |37 H., 67 A
A X i 2 R

0. 25. 50, 100 25 (v~ :3~»H)

mfatr25ye—LED k=
Hefararo—oxtd
AT AT )NV oL 250 —
L DEIE OIET

7y b | WRREE - ETIRE
¥ x| B (

0. 50, 100 —

BRIV E L - AT - T
L

7 5289 ADI

0.25 mg/kg K&/ H
4 M 25 mg/kg R E/H
SF:100

w75 HY ADI R E AR L& B

7 v b 3y AR Ak R

WA W) ADI

0.002 mg/kg K&/ H

WA 1Y ADI 3% E AR 0L & )

Bacteroides fragilis ® MICs0 0.20 pg/mL
(CVMP =)

ADI

0.002 mg/kg (K #E/H

14




UL S e [ U i e

B 5 E20

ADI — HEIGFA &

CVMP BRMN B 3E i  ATE i RS R B R

HPLC =B R N/ =Rdl N

LDso P REE B

LOAEL fx /N

MIC fie /76 E PHL AL R

NOAEL I g

VICH B Y15 8 O KGR R A B O F AN B3 2 E BR ) 2
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<Z®E>

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
V77 vy, Zy Rvy - ¥~ REE () EKPMIREOLHE L B
510 Wi, EEJIIEJE . 2003, pl1621-1624

BmEEZBE, Rk 18 FERMEEMERABGHE: B HIEEDE O
WA FRREBIZOW T O

16



