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D [ENEERRBRZ BA L. 2015 4F A SR TORBREKT Lz, £/, 20134E 5 A 13 BICIX THF
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(2) BEWERRHER

1) ERE |EEER (L-105/1-A, FHEEH)

(ERERR N M 24 46 % %15 & L. L-105-275mg $ % FIN T, BEEEE D45 (550, 1100, 1650 mg)
K OV7 RIRCERE A #5 [1100 mg/day (275 mg §E2 §EZ 1 H 2[H]) | 1650 mg/day (275 mg FE 2
Bez 1 A 3D ] Lzl oM@ amat Lz, £/, L-105 (550 mg) % 27 0 A4 — N—{E|C
K0 ZEERE T RS (BRI R) ([C&G L, EEEBICRIET RFEORBLMET Lz, £ORE,
L L-105 OWEIZIE < L-105 O RERILE P e S ute, BRI G Cldf G Rick L T—E D
IR BT, WTNOEBBRE T A — 2 — b 5B TIRE - EThoT, KEHKSG L
To & X OIMBIE AT A — 2 —IE B GREORER G 1 RO T B AL B GHE TI3E & T
bo . KAEEE 7 HHO AUC 1%, KIEHES 1 B HO AUCq & TR E ZREWITRD Hivz
Moz, BEOFBIZOWTIE, AUC) KN AUC) JFZEEIRFHE G & bR TRZEG TR <. Coax
HIFIE B TH 0Ty T [TZEERR G & N TRBIETIEERE L, AAMEIIERFThHH-T,

2) EASE N EEER (L-105/2-A. FHEE#)

FEPERME BB E &2 )t 5 & L, L-105 % 1200 mg/day (200 mg $£2 $2%4 1 H 3[a]) | 14 HREFE O &
H U= husdtm, 7 o7 sk, FHbE S, FEHO I TR ELEGRER ©. L-105 DA %MK
OLEMET 7 F b= ek LT, ZORR., FEFMEEE TH LM T o E =7 REICDOWD
T, 77 F F—/MITKT 5 L-105 OEBEZRFET 5 2 LIXTE o7, BIREHEE B TI,
AR RHEAE (Number connection test-B) 7237 7 F h— URE L LE_T L-105 BECHEICSKE L 1=,
S BT, ARMEREMIE B IZDWT L-105 O 5-Fifs THEE L7ofER, 2 TOE B THERK
From U S AMERIE R C©— & L7 L-105 OZWERH 5 E 7o o 70, L-105 O R R I )
ORI D BIBEE N OPIE K TR S SN HRIER (BB E &K QR EE 7 &)
@O TRET MBI, ZaEROEREITRIFTH o1z,

3) EMWE I HE5ER (L-105/3-A. FFHEEHR)

SEATT 5D L-1052-A M5E T Lo BFZ x5 & L, L-105 % 1200 mg/day (200 mg §E 2 $£% 1 H 3
[\) . 10 B OB L7z L-105 Ofk UL T 7 F h—un b Oz 538 C. ki 51
£ 2 L-105 OFWER L2V E2 R LTz, ZOfEER, 2 TOFMEE T L-105 0% HE 1 % 51
W G s HA) Z@UTHHLTEY, —E LKL L105 ORI R SN, ZeEom i, kbiE
BIROEmWAEES (SOC) IXHIGREE T, TOERFEZOWNGIL, TH (8.5%) & OMEH (7.7%)
Thole, £D 5B, L-105 & DERRBEARNPEE SN TeFRIT, ENEN 14% KD 28%T
BT DTS BEALE XA R R, TAE L < IXHIBERA7Z: 4R+ 2 2 & ClEiE Lz,
L-105 ORFE GEERILE) 2 BRRE SN 5 BIBEE, WOICMOPEE CRESINHRIER (B
REREE K OMEREE L &) 250 CTRET RS MBIT2R <, L1105 OEFEIZRIFTH o7,
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(3)  EiESERRAER

1) BSE | ER (RFPK9901. FFMEH)

TR 2t L L, 7 a A4 —/S—IkIZ LD L-105 (200 mg §E 2 §8) ORFEOKE (FE
Wifs) Z#iat L7z, L-105 #5144 24 I o i i L OVR ' L-105 {%F%«Elmw_o F72. L-105
ORI TH S 25-0- T EF LY 77 X% I U ORFEFEICHONTHHEIE L-, O, iE
R OYRAF L-105 JREENF TN 25- 7 2 F Y 7 7 % I O IRPIREITIR o 7o, o, BE%EH
. (BHENIE) D Coay KO AUC 1ZZE AR 5T ~HERHAC A T /R BN 3 T8 B2, T
(SRR FHINCA BRI b e o 72, L-105 O SRR =R ;’@Hf% (IR B ES TLRA
L7z, & (L-105 @ 25-0-i 7 B F/UK) IR FHRIESRIZE I Lo 1o, ZEMEORR)
5 L-105 O B 72 BEMER R ST,

2) @SV AEELER (RFHE9702. FFMEEHH

JEVERMIE B E & kf 5 L L. L-105200 mg $E% V>, 3 A& (600, 1200, 2400 mg/day) % 7 HfH
R AFh Lie s dtm, 7 o7 ok, ZEHEMR, HERE, WATHMILERER T, L-105 DA%
PR O et et Lz, £ OfES, L-105 @ 600 mg/day, 1200 mg/day K O 2400 mg/day @ 7 H
512 X 0 | 1200 mg/day & O 2400 mg/day TH E 72 PSE B OUGENRD bivlz, 2 ToHR 5
BEICB W T L-105 OXEMEIBA TH Y  L-105 IZ L DR EDIE R ~DHB L R4 5 EHSL
DFEBL NS — o R OBIEIT R S 2o 7z,

3) BSE I FEREE (RFHE9701. FH@EEH)

FFHERMIE B 2 b5 & L, L-105 % 1200 mg/day (200 mg €2 $£4 1 H 3[0) . 5~10 HE&EA
Beh L= diE, 7o b, —EHER, ¥ 7NVFI— EIEK (F7F =) xR AT
FEMF LRGSR T, L-105 O AR WLZ B2 MG LTz, £ ORR, L-105 13l 7 =T RE
DAL R, W NT PSE #5%0% O PSE Fe D Z LB OBEENRIZIB N T T 7 F h—/L & g LTt
FHNCHBRIBEDREZ R LT, L-105 ORFHEIIRG TH o7,

4)  #B5E I HEEER (RFHE3001. 3&EH)

FFPERMIE DREFE 2 A4 D RE XI5 L L, L-105 % 1100 mg/day (550 mg #£% 1 H 21[8]) | 6 %
AWRRAEE LIz iisgdtm, 7 o2 aMb, ZHEMR, 77 BRI, WATHRM G <, L-105
DFIER LM E e Uiz, TORE, 7T 'R i LT, FHEMEDBEREED H 5 BE
(23T D PRI RAE DORE 2 A B A L. FFHEMEIC R T2 ABE Y A 7 OF B2 N 23558
D HAVTZ, L-105 BETIE T 7 B ANEE & bl U CTHFPERGE SRR O BAFHER IS E N A EICZ < B
B, FERMEEIROB(LITH RV e d o fz, HEOBMITREEZ AT LEEENRLE LA
1GER T, L-105 OXEMIIRAF CThH o To, AEFZROFEBBEILL-105 FEE 77 BARREE THEEL
Tz, AERESGROHEEREMBOF L. 77 Y u—XREEZ T - BIEFEEE2GT 0 8E
THEAONIAFEFELZTHY, THIFERLDOTHoT,
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1.6 AMENCIIT DRIV ZBE T 2B oo 4
16,1 AMEI T D TEGEIRII cocveeeeeeee et 4
1.6.2  AME D IR ST et 8
1.6.2.1 KE-IRATSCE ST UFIRR) oo 8
1.6.2.2 RN ARFEFET — 22—k (CCDS)  (FEXLKUHFIER) oo 49

e
# 1.6-1. V77 F I A OWSMNCI T DAKRRI 201545 A 12 HBUE) e 5

7% 1.6-2. >k[H Xifaxan (200 mg % UY 550 mg) @ Full Prescribing Information (J5i 3C ) OVFIER)

............................................................................................................................................................. 9
7 1.6-3. CCDS (Company Core Data Sheet) D3 OFIER [200 mg BE] oovoveveevee, 50
# 1.6-4. CCDS (Company Core Data Sheet) D% OVFIER [550 mg $E] coovvvveeeevcniecces 68
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IBS-D T SRR S R I A Irritable Bowel Syndrome with Diarrhea
TD FRATH T HRE Travelers’ Diarrhea
HE SR PR e Hepatic Encephalopathy
CCDS wEFET—F 2 — | Company Core Data Sheet
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1.6.1 S E T ORI

U757 % I 0%, Alfa Wassermann 1734 & U 7 °C 1985 ¥ 8 T L-105 DR 72K &
i3 LT Lk, BEIZ 66 OFE X ITHI CHAR I TS (201545 A 12 BEIE) . Z OmEISEIL,
7T KX 7 T SRR X0 Fii T 2 B TIBME O IINEGE, B2 TRVE, FITE T
FIE, I, (RS TN ORI R OMiTse ORGYE B, @7 8 =7 MAEIRRE O ML, I
PERRE™, U 7 7 % o I VPRI S KX 5 B IEUYE O ERER], R, K OPUAEMEERMER
BRI ETH D, S HIKEICBWT, 2015 4 5 A I THALEBEIEGIEGRE (IBS-D) O IGIE
THRINT,

E KA LTS 66 OEUIHIRD 5 5. F U R OEHEZ R 64 % [F CHFIEMMIE B o ) 2 K L <
W5 (FFERET S8 »[H. &7 v =7 MESEOHBIEET6 » [EH) .
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# 1.6-1. V77 F I BFOUEMTEIT HAERIRI (201545 A 12 AELE)

1.6 SMENC I T 2 BRI (2RS35 Bkt
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WR7E4

A"

FIET &GS
FHE

JFHERE L BE 5
B WS DA
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Xifaxan Ff XEOBES (N FA F)

JR3C

GLER

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use XIFAXAN
safely and effectively. See full prescribing information for XIFAXAN.

XIFAXAN® (rifaximin) Tablets, for oral use
Initial U.S. Approval: 2004

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
XIFAXAN and other antibacterial drugs, XIFAXAN should be used only to treat or prevent
infections that are proven or strongly suspected to be caused by bacteria.

RECENT MAJOR CHANGES
Indications and Usage,

Irritable Bowel Syndrome with Diarrhea (1.3) 5/2015
Dosage and Administration,
Irritable Bowel Syndrome with Diarrhea (2.3) 5/2015
INDICATIONS AND USAGE
XIFAXAN is a rifamycin antibacterial indicated for:
® The treatment of travelers’ diarrhea (TD) caused by noninvasive strains of
Escherichia coli in adult and pediatric patients 12 years of age and older (1.1)
® Reduction in risk of overt hepatic encephalopathy (HE) recurrence in adults (1.2)
® Treatment of irritable bowel syndrome with diarrhea (IBS-D) in adults (1.3)

Limitations of Use
L] TD: Do not use in patients with diarrhea complicated by fever or blood in the stool
or diarrhea due to pathogens other than Escherichia coli (1.1, 5.1)

WRXEOEER (N T4 1)
INBDONL T A MZIFABNEZZE2POFMERT B0 ER2TOER
BEEVAEN TV D DT TRy, KFORMIE (&30) 2RI,

XIFAXAN® (V77 %3 3) & RAOH
FEREOAZRR : 2004 £

FEANPER O HHZ A, AFRLMOTTE O G MELHERFT D720 AFNTH
BRI 2 2 EBEES Dy, 2 W IEIR < B 5 BHE OTEHE UL T %
HIOE TG GICOMERT L Z L,

RS, -5 T4 1 et ) L = (A ——
hRESUTHEN R -
TR R (1.3) 2015 45 H
JAER OVHE
TRIRLEEERSEERE (2.3) 201545 A
—————————————————————— e AL FN TR - em

AFNILLF2BIGETDY 77 ~A P U RPREETH D

° AR O 12 LA B /N BE T E 1 B FER BRI R B RE & JRIR & 9 B /T T
FZHTHYE (TD) ORI (1.1)

° FNIZF T DBEMEFERGE (HE) OFRY 27 ojE (1.2)

AR D TR BEIEIGEERE (IBS-D) OiE# (1.3)

BhEE XIS R EE S 2 EoiEE
° FRATHE FTHE AR, BESOIMAEZ LS THI, H 2D WIXRBEUS O
FREICERT 2 TROBEIIIEHA T & TRy, (1.1, 5.1)
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Xifaxan FfI XEOBESR (N FA F)

X R
______________________ DOSAGE AND ADMINISTRA TION———-mm e e R T OV B
Condition Recommended Dosage Regimen B E HRI2HE - B
D (2.1) One 200mg tablet 3 times a day for 3 days ™D (2.1) 200 mg € 1 $E4 1 H 3B, 3 AMIEAEST 5.
HE (2.2) One 550mg tablet 2 times a day HE (2.1) 550mg B 1 684 1 H 2 Bk O EEE3 5,
IBS-D (2.3) One 550mg tablet 3 times a day for 14 days. Patients who experience | IBS-D (2.3) 550mg #& 1 884 1 A 3[E, 14 AMRAKELGT 2, iE
recurrence can be retreated up to two times with the same regimen. ERFR L-BAFICIT. FUREL A2 2EET
MRS ENTED,
° XIFAXAN can be taken with or without food. (2.4) ° AENTRE ., EEEBEOWTIICHLEEGRRETHS (24) ,
--------------------- DOSAGE FORMS AND STRENGTHS-memememememememee S 1) 3¢ S2~ - S
° 200 mg and 550mg tablets (3) ° 200mg $E & OF 550mg 52 (3)

CONTRAINDICATIONS
History of hypersensitivity to rifaximin, rifamycin antimicrobial agents, or any of the
components of XIFAXAN (4)

----------------------- WARNINGS AND PRECAUTIONS
® Travelers’ Diarrhea Not Caused by E. coli: XIFAXAN was not effective in
diarrhea complicated by fever and/or blood in the stool or diarrhea due to pathogens
other than E. coli. If diarrhea symptoms get worse or persist for more than 24 to 48
hours, discontinue XIFAXAN and consider alternative antibiotics (5.1)

® Clostridium difficile-Associated Diarrhea: Evaluate if diarrhea occurs after
therapy or does not improve or worsens during therapy (5.2)

° Hepatic Impairment: Use with caution in patients with severe (Child-Pugh Class
C) hepatic impairment (5.4, 8.7)

® Concomitant P-glycoprotein inhibitor: Caution should be exercised when

concomitant use of Xifaxan and a P-glycoprotein inhibitor is needed (5.5, 7.2).

AHNZ, V77330, VIZr~vA U RHHE, HDWIIAFIORRS T3 L
TEBEREDH L BFIIIBRTH S, @)

---------------------- RO 3 ot S
. KIS RBE T2 DA DATE TRV « AFIE. SR OVSUE M2 5

THIL & D WIEKIBE LA OJFEFRE IR T 5 TRIOBEITITE TR,
THPEIR DS EAL X1 24~48 B UL ERiGE T 2 38 13RI 0B 52 ik L,
BlOFAWEHEEE BT 5, (5.1)

° Clostridium difficile BE THYE : LI TRIDEZ 200 90, HDHWT
RIFERICSE LR WELT 22002 EOFHERBLETH 5(5.2)

° FFHERER 4 « B DOATHEARER 4 (Child-Pugh C) %A1 5 EBH ~DH 521X
HEELZH O BERH DH (5.4, 8.7)

° PRES LN EHEREOFFH V7723 L PPEX LR BIREH

EOBRAICIIEERMLETH H(5.5, 7.2)
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Xifaxan FfI XEOBESR (N FA F)

JASC R
ADVERSE REACTIONS RVER
Most common adverse reactions: EAREIEM
° TD (=2%): Headache (6.1) ° D (>2%) : ¥ (6.1)
° HE (= 10%): Periphe.ral edema, nausea, dizziness, fatigue, and ascites (6.1) ° HE (>10%) : KRSVETZIE. B0, mahtkn £, 589%. JEk (6.1)
° IBS-D (>2%): ALT increased, nausea (6.1) ° IBS-D (32%) : 7 5=73) NI A7 =T —PHAN HEi

To report SUSPECTED ADVERSE REACTIONS, contact Salix Pharmaceuticals at
1-800-508-0024 and www.Salix.com or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch

----------------------- USE IN SPECIFIC POPULATIONS
Pregnancy: May cause fetal harm (8.1)

See 17 for PATIENT COUNSELING INFORMATION
Revised: 5/2015

BIER 238 5 41X, Salix Pharmaceuticals 1 (1-800-508-0024, www.Salix.com)
Xi% FDA (1-800-FDA-1088, www.fda.gov/medwatch) (&4 52 &,

---------------------- 172 AR ~ DR
3 KEA BRI IR S RIS ATRENER B B (8.1)

BEIMEBZDIR&EHR 17) 2R
2015 £ 5 A gkET
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FULL PRESCRIBING INFORMATION: CONTENTS*
INDICATIONS AND USAGE
1.1 Travelers’ Diarrhea
1.2 Hepatic Encephalopathy
1.3 Irritative Bowel Syndrome with Diarrhea

DOSAGE AND ADMINISTRATION

2.1 Dosage for Travelers’ Diarrhea

2.2 Dosage for Hepatic Encephalopathy

2.3 Dosage for Irritable Bowel Syndrome with Diarrhea
2.4 Administration

DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS

WARNINGS AND PRECAUTIONS

5.1 Travelers’ Diarrhea Not Caused by Escherichia coli
5.2 Clostridium difficile-Associated Diarrhea

5.3 Development of Drug Resistant Bacteria

5.4 Severe (Child-Pugh Class C) Hepatic Impairment
5.5 Concomitant use with P-glycoprotein Inhibitors

ADVERSE REACTIONS
6.1 Clinical Studies Experience
6.2 Postmarketing Experience

DRUG INTERACTIONS
7.1 Effects of XIFAXAN on Other Drugs
7.2 Effects of Other Drugs on XIFAXAN

USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

8.2 Lactation

8.4 Pediatric Use

8.5 Geriatric Use

8.6 Renal Impairment

8.7 Hepatic Impairment
OVERDOSAGE

DESCRIPTION

AW

B®x

ShEEXR (%R

1.1 WRITE THIE

1.2 FFHERAE

1.3 THEBHIEGAEIRE
BZzRUR=

21 RITETHEDSES

2.2 FFHEREDISE

2.3 THEBBMEGEEREDSS

24 fRE
FIE B U

** 2
S

ZERUVERALEDIE
51 KBRICERERT %LUNDRITE THAE
5.2 Clostridium difficile B83&E T #i%E
53 EHFIMMHEEOHE
54 EE (Child-Pugh C) DIF#EETR =
55 P-#42 N\ BEREREDOHE
2lE A
6.1 ERIRABRTOEEER
6.2 TEREERARE
EYIHRE/E A
7.1 hFIZxT D XIFAXAN D&
72 HhEIZKDEE

R EERA~NDRS
8.1 4w
8.2 &3l
8.4 IMNREADKRSE
85 BEEADKRS
8.6 BHESZ=ZHE
8.7 FFHeEr=EE
BERS

PEIR
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12

13
13.1

14

15
16
17

CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

12.3 Pharmacokinetics

12.4 Microbiology

NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, Impairment of Fertility

CLINICAL STUDIES

14.1 Travelers’ Diarrhea

14.2 Hepatic Encephalopathy

14.3 Irritable Bowel Syndrome with Diarrhea

REFERENCES

HOW SUPPLIED/STORAGE AND HANDLING
PATIENT COUNSELING INFORMATION
Persistent Diarrhea

Clostridium difficile-Associated Diarrhea
Administration with Food

Antibacterial Resistance

Severe Hepatic Impairment

*Sections or subsections omitted from the full prescribing information are not listed

12

13

14

15
16
17

*RAXE (X)) ICREBOLEVEI S IUPYTEI I VIFY R MIEATLE

Ly

FR PR EEE

121 {ERR#RF

12.3 EYHEE

124 WHEMEMFRR
JEERER SRR

13.1 EHLAM., ZERMRUETESH
i PR RS

14.1 FRITE THIE

14.2  BFHERKEE

14.3 THIEBEUIEIGE R
S & XAk
|t Bk
BEICIERDNEIFER

Bt THE

Clostridium difficile B85& T #i%E

BELEBE

REEmHE

EEOFEE
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Xifaxan #f30E (£30)

JF3C FOER
FULL PRESCRIBING INFORMATION REXE (£X)
1 INDICATIONS AND USAGE 1. DRERTHR

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
XIFAXAN and other antibacterial drugs, XIFAXAN when used to treat infection should be
used only to treat or prevent infections that are proven or strongly suspected to be caused by
susceptible bacteria. When culture and susceptibility information are available, they should
be considered in selecting or modifying antibacterial therapy. In the absence of such data,
local epidemiology and susceptibility patterns may contribute to the empiric selection of
therapy.

1.1 Travelers’ Diarrhea
XIFAXAN is indicated for the treatment of travelers’ diarrhea caused by noninvasive
strains of Escherichia coli in adults and pediatric patients 12 years of age and older.

Limitations of Use
XIFAXAN should not be used in patients with diarrhea complicated by fever or blood in

the stool or diarrhea due to pathogens other than Escherichia coli [see Warnings and
Precautions (5.1), Clinical Pharmacology (12.4) and Clinical Studies (14.1)].

SEANMHE R O HB 2302 AR OTLE SO A E 2 HERFT D 720 . AFNTAME
SRR 2D Z EBRESNTZD, B D WITTE S B D IBYYEDIRIRUT T2 By
LT DEBICOMENT 5 Z &, HEREOEZIEICET D ERME LN AT,
PEERE 2 BRI LT DROMEMB L T2 2 L, 25 LT =203 0ihE
(I, MR D N ONERAZ R & — 3 LR SR D FRBRAOTR IR IS O,

1.1 HRITE THIE
XIFAXAN 200mg §£(3, FEREVERIG R 2 JRA & 3278 TRERE (12 L
b)) OWRREWES LT 2,

FYEEXRITZN RN B S5 [E/H L DIEE

AFNL, FEESUIMAE AL S TR, H D WIERIBE LS ORIR IR 2 TR0
BEIEATR&Thw (BEROREHFLDZEG.]), BFEEEI12.4), BEEAE
(14.1) /)

1.2 Hepatic Encephalopathy
XIFAXAN is indicated for reduction in risk of overt hepatic encephalopathy (HE)
recurrence in adults.

In the trials of XIFAXAN for HE, 91% of the patients were using lactulose concomitantly.

Differences in the treatment effect of those patients not using lactulose concomitantly could
not be assessed.

XIFAXAN has not been studied in patients with MELD (Model for End-Stage Liver
Disease) scores > 25, and only 8.6% of patients in the controlled trial had MELD scores over
19. There is increased systemic exposure in patients with more severe hepatic dysfunction
[see Warnings and Precautions (5.4), Use in Specific Populations (8.7), Clinical
Pharmacology (12.3)].

1.2 FPHERSE

AFNL. AT 2 BEEERE (HE) O Y 27 OBEEZ#EGE T 5,

HE Z x5 & Lo ARFI ORI T BE D I%N T 7Y rm— A& HFH L Tz,
77 v ua—2MHBE BT DIEEDROZEITFM T E T,

MELD CRIFREBETT V) 22725 282 5BETIE, AFIXRHEA TR
5. Bl RRB ORISR HBEITIBVT MELD 237728 19 #8825 BE 1T
8.6%IZI X e o dz, LV EEDOIFHEERE 213 5 B8 CIXegB&RaEn Ny %
U /BER O FoME)  (5.4) . THLREZEL~DES) 8.7) . K
) (12.3) 2,
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Xifaxan #f30E (£30)

JF3C

FOER

1.3 Irritative Bowel Syndrome with Diarrhea
XIFAXAN is indicated for the treatment of irritable bowel syndrome with diarrhea
(IBS-D) in adults.

1.3 THREBHMRERE
AFNE, NI D TRRLEEEAERRE (IBS-D) DIGHRZWEIS & § 2,

2 DOSAGE AND ADMINISTRATION
21 Dosage for Travelers’ Diarrhea

The recommended dose of XIFAXAN is one 200mg tablet taken orally three times a day
for 3 days.

2.2 Dosage for Hepatic Encephalopathy
The recommended dose of XIFAXAN is one 550mg tablet taken orally two times a day.

2.3 Dosage for Irritable Bowel Syndrome with Diarrhea

The recommended dose of XIFAXAN is one 550 mg tablet taken orally three times a day
for 14 days. Patients who experience a recurrence of symptoms can be retreated up to two
times with the same dosage regimen.

24 Administration
XIFAXAN can be taken with or without food [see Clinical Pharmacology (12.3)].

2 AERURAE
21 RITETHREDES
AFNOHELE AL, 200mg $2 1524 1 A 3[E, 3 AMRARLETH D,

22 HFHREDHEE
ARFNOHELE A EIE, 550mg 8 1882 1 A 2 MR OHETH 5.

23 THEBBIEBERHEOES
AFNIOHELEFA BT, 550 mg $E 1 884 1 H 3 [\, 14 HRERAKETH D, JERH
FHRLEZBEICE, FLERELIAVEZ 2B FETHRYVIRTZENTE D,

24 fRA
AFNIAFEOFEC L O TMARETH D [MEFHEEE (12.3) /)

3 DOSAGE FORMS AND STRENGTHS

XIFAXAN is a pink-colored biconvex tablet and is available in the following strengths:
* 200 mg — a round tablet debossed with “Sx” on one side.
* 550 mg — an oval tablet debossed with “rfx” on one side.

3 FIBRUVIRE

AFHNL, ©r 7 aomiNEOEAIT, ROBERD 5,
+ 200mg— FAEEECTHEIC [Sx) EHIFIESNTWD,
* 550mg— MM EE CHImEIZ Trfx) EZIAIESLTN D,
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Xifaxan #f30E (£30)
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4 CONTRAINDICATIONS

XIFAXAN is contraindicated in patients with a hypersensitivity to rifaximin, any of the
rifamycin antimicrobial agents, or any of the components in XIFAXAN. Hypersensitivity
reactions have included exfoliative dermatitis, angioneurotic edema, and anaphylaxis /see
Adverse Reactions (6.2)].

4 ER

AHNZ, V7730, VI 7~A U RPIEIE, H D WIIEFI DRSS LT
BEIED H HBEIIIRRTH D, BBUEDIERIT, FIFLMER G I, ML R METE T
BROTF7 4% —%Et [FIEA (62) 2/F

5 WARNINGS AND PRECAUTIONS
5.1 Travelers’ Diarrhea Not Caused by Escherichia coli

XIFAXAN was not found to be effective in patients with diarrhea complicated by fever
and/or blood in the stool or diarrhea due to pathogens other than Escherichia coli.

Discontinue XIFAXAN if diarrhea symptoms get worse or persist more than 24 to 48
hours and alternative antibiotic therapy should be considered.

XIFAXAN is not effective in cases of travelers’ diarrhea due to Campylobacter jejuni. The
effectiveness of XIFAXAN in travelers’ diarrhea caused by Shigella spp. and Salmonella spp.
has not been proven. XIFAXAN should not be used in patients where Campylobacter jejuni,
Shigella spp., or Salmonella spp. may be suspected as causative pathogens /see Indications
and Usage (1.1)].

5 EERUEREDIE
51 KBEISEEY % UNORTE FTHE

AFNE, BELOSUIMEZE D TR H 2 WITRIBE LS ORIFEEISER S 2
THOBEIITAENTRNZ ERHH LTV D,

TREAR S AL ST 24~48 B LL ERfse 3 D 5B 13AR O G2 ik L, BloHt
EWERRE A R 5,

AKHFNE. Campylobacter jejuni \ZHER T 5 ATH THIEIIZHN TR, ARFTEH

(Shigella spp.) KOV VEF T8 (Salmonella spp.) |ZHEIRT 2 A T8 T HIEIC K3

LARBNOBIIEILRERA ST e, ARFNL, Campylobacter jejuni, FRFIFE., XiTH
IVER T BHBREE & RO D BEITIIERT & TR (/IR (1.1) =
H
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Xifaxan #f30E (£30)
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5.2 Clostridium difficile-Associated Diarrhea

Clostridium difficile-associated diarrhea (CDAD) has been reported with use of nearly all
antibacterial agents, including XIFAXAN, and may range in severity from mild diarrhea to
fatal colitis. Treatment with antibacterial agents alters the normal flora of the colon which
may lead to overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD.
Hypertoxin producing strains of C. difficile cause increased morbidity and mortality, as these
infections can be refractory to antimicrobial therapy and may require colectomy. CDAD
must be considered in all patients who present with diarrhea following antibiotic use.

Careful medical history is necessary since CDAD has been reported to occur over two months
after the administration of antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile
may need to be discontinued. Appropriate fluid and electrolyte management, protein
supplementation, antibiotic treatment of C. difficile, and surgical evaluation should be
instituted as clinically indicated.

5.3 Development of Drug Resistant Bacteria

Prescribing XIFAXAN for travelers’ diarrhea in the absence of a proven or strongly
suspected bacterial infection or a prophylactic indication is unlikely to provide benefit to the
patient and increases the risk of the development of drug-resistant bacteria.

5.4 Severe (Child-Pugh Class C) Hepatic Impairment

There is increased systemic exposure in patients with severe hepatic impairment. The
clinical trials were limited to patients with MELD scores <25. Therefore, caution should be
exercised when administering XIFAXAN to patients with severe hepatic impairment
(Child-Pugh C) [see Use in Specific Populations (8.7), Clinical Studies (14.2)].

5.2 Clostridium difficile B8 T #4E

Clostridium difficile Bi# FH#IiE (CDAD) 134K % ELIZET 2 TOPEROL LI
BWTHE SN TEY | \EEEITEE O N bBOEHRIBRICH T 5, PIEIEIRE
WXV FEBOEFMEENZ L., C difficile DISFIEIEA 5| & 2 TREMER H 5,

C. difficile 1% CDAD OFRBUCEA G- 2 #HE A K O\#E B 2EAT 5, C. difficile D
BRI, £ OB PUE SRR 2 R TR H 0 | WEIBTIERZ &
BT HEALHDT0, AR O TCREHINSE 5, CDAD 1%, HiAEME D%
HBRHIZTHIZ BT 52 TORFIZB N TEEIZANR T 5720, CDAD 135K
G2 » Ao TRET 2 LG ST\ D20, sEll 72 RS M3 T
»H5b,

CDAD B0 D I EE ST IGA I, TR OFAEMER 528 C. difficile %%t
G LTOARWEAITIE, $¢L&Thi&%&w ELH D, BE EOKLEIZST
TRk - BfFEEE, ¥ oI -EMT. C difficile \ZxT D HIAEWE R 5 KO
ARREZRGT 2 &,

5.3 EFIFMEHEEOHER

AR T 2 Z E0HE, HDHWITR b d 2 L DWW E EIR/ITHE FRIAEIS
*FTDARFN QNSO THIRZRERIL, B ICHEEZ G- 6T RERMEIR <, KA
PSRBT D) 27 2@ b,

5.4 EE (Child-Pugh C) DFf#EER<

HEOEEALEZ AT 2BE CIIETRBEENHMNT 5, Eﬁrﬁiﬁ%ﬁu MELD %
a7 25 REOBFICREES N, LN - T, EEOITHERETR4S (Child-PughC) %
BT 2 BE AR Z RS T 254120, &i‘%ﬁoz%w%é [#5/&*%%‘%EA@
RL (8.7) | FEHGEHEIEFBE (13.2) ROELAE (14.2) 2/ .
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5.5 Concomitant use with P-glycoprotein Inhibitors

Concomitant administration of drugs that are P-glycoprotein inhibitors with XIFAXAN
can substantially increase the systemic exposure to rifaximin. Caution should be exercised
when concomitant use of XIFAXAN and a P-glycoprotein inhibitor such as cyclosporine is
needed.

In patients with hepatic impairment, a potential additive effect of reduced metabolism and
concomitant P-glycoprotein inhibitors may further increase the systemic exposure to
rifaximin [see Drug Interactions (7. 2) and Pharmacokinetics (12.3)].

55 P-4EZ /Y EBEEHEOBA

P-HE & L X IER EABIOAIE. V7 7 XU I ORHREL KE BN
BHED, ARG 7 0 ARY Ui 8O PREX LR EEARIE OB LERGEIC
ITEENRLETH D,

fFhEE 2 /9 5 BEICRB O TIL, REMEDIKT & P-EEZ L7 BILEROHHH &
2, BERRHIMERE LCY 773 I V02 BBREL2 L OENSE 2208385
LEBHAIEE (7.2) . E@BEgE (12.3) 204

6 ADVERSE REACTIONS
6.1 Clinical Studies Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

Travelers’ Diarrhea

The safety of XIFAXAN 200 mg taken three times a day was evaluated in patients with
travelers’ diarrhea consisting of 320 patients in two placebo-controlled clinical trials with
95% of patients receiving three or four days of treatment with XIFAXAN. The population
studied had a mean age of 31.3 (18-79) years of which approximately 3% were > 65 years
old, 53% were male and 84% were White, 11% were Hispanic.

Discontinuations due to adverse reactions occurred in 0.4% of patients. The adverse
reactions leading to discontinuation were taste loss, dysentery, weight decrease, anorexia,
nausea and nasal passage irritation.

The adverse reaction that occurred at a frequency > 2% in XIFAXAN-treated patients
(n=320) at a higher rate than placebo (n=228) in the two placebo-controlled trials of TD was:

* headache (10% XIFAXAN, 9% placebo)

Hepatic Encephalopathy
The data described below reflect exposure to XIFAXAN in 348 patients, including 265
exposed for 6 months and 202 exposed for more than a year (mean exposure was 364 days).

The safety of XIFAXAN 550 mg taken two times a day for reducing the risk of overt
hepatic encephalopathy recurrence in adult patients was evaluated in a 6-month

6 EI{EMA
6.1 BERBTOEEEZR

FERABRI IS LR S CEMEN TV B -0 BRI 2 RIEH D38
Lk A OERRERIZ T 2EWERRHER L ERRT 52 LiIXTE Ry, 2
KRB CR OGN RBR A IR LT D SRS 720,

FRTTE [ IHhE

FRATHE T HFE RS 320 il 23t RIC Lz, 2 207 7 vRxtREBRICH VT, AH)
200mg § 1 B 3\ (TID) #F5OLEMENFHI STz (B D 95%)3AH % 3~4 A
WhEN) . BEET. FHEEHIZ 313 (18~79) . 9 BHI 3% 65 LT
HY . S3%MNBENE, 84%NEA AN, 11%UNBE A=y 7 R THoT,

BIERICRRT 2% EF1E1T 04% TH o7, HETILICE > -RBITERIEZ, WHEY
&, AR, RERD . BERRR, BOROESEAE CH o T,

FATE THIEIZBET 2 2 2O 7 7 2 A HEERIZB W T, AF O F 583 (320 #1)
DI H 2% EOBETT TR 22841 LV b@EonAFEFZIIKOLDOTH
o7z

HEIE (A 10%, 777 2R 9%)

JFHEHE
UTDOF =213, AFaHE LI-BEM8LDELEDT, 95 6 1 HLLEA 265 Hi,
LR ER 202 Bl CTH S CEYEGHM 364 H)

SEMETMEE DR ) A 7 A BAY & L7=AA] 550 mg $E 1 B 2 [ 5.0 AHR
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placebo-controlled clinical trial (n=140) and in a long term follow-up study (n=280). The
population had a mean age of 56 (range: 21 to 82) years; approximately 20% of the patients
were > 65 years old, 61% were male, 86% were White, and 4% were Black. Ninety-one
percent of patients in the trial were taking lactulose concomitantly. The most common
adverse reactions that occurred at an incidence > 5% and at a higher incidence in
XIFAXAN-treated subjects than in the placebo group in the 6-month trial are provided in
Table 1.

FIZBTDREME, 6 » AT T BR%EEE (140 4) ROE#MHT7+a—7 7
Pk (280 ) TREAM L 7=, ABEHEIL, FEXFE 56 % 21~827%) . #920%LL E
265 LA L B 61%. FA 86%. BAA%DEETHY | %N IR Z 7
a—A2 %G LT\, 6 A OTRBRIAE Y, AR ERECT 7 B RBEL VD 5%
P E@mholofib — e aEERER LITTT,
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Table 1. Most Common Adverse Reactions* in HE Trial #F1. FHEBEICETABRICBW TR R EERESR
Number (%) of Patients BEE (%)
XIFAXAN Tablets, Placebo = A TSR
MedDRA Pref d T 1 =F
e referred Term 550 mg TWICE N =159 MedDRA" ZAGE 550mg1 A 2 Ja| N=159
géltz) N =140
_ e 21 (15% 13 (8%
Peripheral edem 21 (15%) 13 (8%) ;H\% R b -
o TRy L 20 (14%) 21 (13%)
Nausea (14%) (13%) RS E 18 (13%) 13 (8%)
Dizziness 18 (13%) 13 (8%) s 17 (12%) 18 (11%)
) (V]
Fatigue 17 (12%) 18 (1%) mazi 16 (11%) 15 (9%)
0 0
Ascites 16 (11%) 15 (9%) R 13 (9%) 11 (7%)
KM () o
Muscle spasms 13 (9%) 11 (7%) HZC Jéﬁzﬁ 13 (9%) 10 (6%)
(V] (V]
Pruritus 13 (9%) 10 (6%) HE;FE 12 (9%) 13 (8%)
0 0
Abdominal pain 12 (9%) 13 (8%)
! ’ _ P 11 (8%) 6 (4%)
Anemia 11 (83%) 6 (4%) 35 9% 12 (7%) 8 (5%)
. ° °
Depression 12 (7%) 8 (5%) B 10 (6%) 10 (6%)
Nasopharyngitis 10 (6%) 10 (6%) Lﬁﬁgé% 9 (6%) 8 (5%)
0 0
Abdominal pain upper 9 (6%) 8 (5%) F'ﬁ;ﬁﬁﬁ 9 (6%) 4 (3%)
. ESIS 0 0
Arthralgia 9 (6%) 4 3%) L R 9(6%) 7 (4%)
Dyspnea 9 (6%) 7 (4%) FE N 9 (6%) 5(3%)
Pyrexia 9 (6%) 5 (3%) o g g
- - 5 7 (5%) 6 (4%)
Rash 7 (5%) 6 (4%) - ———
*reported in =5% of Patients Receiving XIFAXAN and a higher incidence than placeb MedDRAL /02 o 180 B0 .
reported in >5% of Patients Receiving and a higher incidence than placebo * KA BED 5% ER T TR EEG L VEEOR WL O
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Irritable Bowel Syndrome with Diarrhea

The safety of XIFAXAN for the treatment of IBS-D was evaluated in 3 placebo-controlled
studies in which 952 patients were randomized to XIFAXAN 550 mg three times a day for 14
days. Across the 3 studies, 96% of patients received at least 14 days of treatment with
XIFAXAN. In Trials 1 and 2, 624 patients received only one 14-day treatment. Trial 3
evaluated the safety of XIFAXAN in 328 patients who received 1 open-label treatment and 2
double-blind repeat treatments of 14 days each over a period of up to 46 weeks. The
combined population studied had a mean age of 47 (range: 18 to 88) years of whom
approximately 11% of the patients were > 65 years old, 72% were female, 88% were White,
9% were Black and 12% were Hispanic.

The adverse reaction that occurred at a frequency > 2% in XIFAXAN-treated patients at a
higher rate than placebo in Trials 1 and 2 for IBS-D was:

* nausea (3% XIFAXAN, 2% placebo).

The adverse reactions that occurred at a frequency > 2% in XIFAXAN-treated patients (n=
328) at a higher rate than placebo (n = 308) in Trial 3 for IBS-D during the double-blind
treatment phase were:

* ALT increased (XIFAXAN 2%, placebo 1%)

* nausea (XIFAXAN 2%, placebo 1%)

Less Common Adverse Reactions

The following adverse reactions, presented by body system, were reported in less than 2%
of patients in clinical trials of TD and IBS-D and in less than 5% of patients in clinical trials
of HE:

Hepatobiliary disorders: Clostridium colitis

Investigations: Increased blood creatine phosphokinase

Musculokeletal and connective tissue disorders: myalgia

TR ERE (IBS-D)

IBS-D {GHRIC BT DAF| D2 2M1L, 952 HlO B & %14 & L7=AF| 550mg & 1 A
3, 14 HREEEE 35 3 207 7 ER%RT v ¥ MMEERRRBRCIMEi L=, 3 DOl
BRI W T, 96%DBENRAAKIZ VR L 14 AREES Sz, RBR1 &2
TiX 624 FIOEE N 14 BROAEZE S SN2, Rk 3 TiE, 1 RIOFEERKES L 2
DOTEERGEY IR LESICE Y ENEN 14 B &K 46 BRI 7= - T 328 Filo
FIZEEEIN, V77XV I OREMENFHE SN, BET 5 L EEEMT, T
AW 47 7% (18~88 7%) . U 11%28 65 kLA b, 72%05 2k, 88% M A, 9%ME A
12%03t A= 7 Th-oT-,

IBS-D O#ER 1 K 2IBWT, AHEGEEZED 2% =T, 7 ERLD & EHE
EIROONTEAEFRIILUTOLEY THD -

<L (RAI3%, 7T ER 2%)

IBS-D OFER 3 12\ T, KA G BE (328 ) D 2%LL ET, 774K (308
F) LV bEEEICROON-AEFERIILUTOLEY TH D -
T T2 TR R TUAT 2T —BHI (RH 2%, 7T R 1%)
< B (KA 2%, 7T ER 1%)

— R TR VWEERS
UTFOEHEORELESLIL, TD KON IBS-D OEKHERIZEIT 5 BE D 2% KT
»H Y. HE OFRRBRICI T 2 BE O 5%ANM THE I,

FFIRE R+ Clostridium K54
B R LT F e —Em
B #S R R OSSR S . AP

SwOOz B2 2 £ (|

1ENg 91

-
Pa

Vi MK B ) & L1 ek

-
A

3 & £-F



(44

Xifaxan #f30E (£30)

JF3C

FOER

6.2 Postmarketing Experience

The following adverse reactions have been identified during post approval use of
XIFAXAN. Because these reactions are reported voluntarily from a population of unknown
size, estimates of frequency cannot be made.  These reactions have been chosen for
inclusion due to either their seriousness, frequency of reporting or causal connection to
XIFAXAN.

Infections and Infestations
Cases of C. difficile-associated colitis have been reported [see Warnings and Precautions

(5.2)].

General

Hypersensitivity reactions, including exfoliative dermatitis, rash, angioneurotic edema
(swelling of face and tongue and difficulty swallowing), urticaria, flushing, pruritus and
anaphylaxis have been reported. These events occurred as early as within 15 minutes of
drug administration.

6.2 iR HEARE

AT ORWEAN KRB A CHERINTWD, 2N DERDL  ITHERHOE
N6 BBUCHESN LD THHOT, HEOHEIZTE R, ZhbDEGIT
TOEBE, MEHE S D WVIIAH L ORBEBEENTETERND, T2 TBRD
NP E N B e

JERYLIE Je OV AR HUE
C. difficile ISR OIEFIDNME SN WD [BELR OEH Lo (5.2) 2]

FEARRER

HIBLIE R G2, F95, MAEREPEZEIE (BEmE - SRR OvE FIREE | 252, Wl
f. ZIOFELOT F7 4 7 X% —2E0RBUENSAHE SN TS, ZNHOH
G, ARG 15 0 LIN & D R T L=,

7 DRUG INTERACTIONS
71 Effects of XIFAXAN on Other Drugs
Substrates of Cytochrome P450 enzymes

Rifaximin is not expected to inhibit cytochrome P450 isoenzymes 1A2, 2A6, 2B6, 2C9,
2C19, 2D6, 2E1 and CYP3 A4 in clinical use based on in vitro studies [see Clinical
Pharmacology (12.3)].

An in vitro study has suggested that rifaximin induces CYP3A4 [see Clinical
Pharmacology (12.3)]. However, in patients with normal liver function, rifaximin at the
recommended dosing regimen is not expected to induce CYP3A4. It is unknown whether
rifaximin can have a significant effect on the pharmacokinetics of concomitant CYP3A4
substrates in patients with reduced liver function who have elevated rifaximin concentrations.

7.2 Effects of Other Drugs on XIFAXAN

In vitro study suggested that rifaximin is a substrate of P-glycoprotein, OATP1A2,
OATP1B1 and OATP1B3. Concomitant cyclosporine, an inhibitor of P-glycoprotein and
OATPs, significantly increased the systemic exposure to rifaximin.

Cyclosporine:
Co-administration of cyclosporine, with XIFAXAN resulted in 83-fold and 124- fold

7. EYHEEHER
7.1 BHRAT AMFIICHT 2 AFORE

F L, O—4P450 DEE

Invitro FERDOFER, V7 7 X I FBRERICBWW RO MiFF 72— A4
P450 (CYP) FFEZHELRWEEZEZSND © CYPIA2, 2A6, 2B6, 2C9, 2C19,
2D6, 2Bl K UN3A4 [EYFFAEH (12.3) =H]

In vitro FFIARE R FZEHBRICBW T, UV 7 7 F U I X CYP3A4 2 FE T 52 L)
IRSNTWD,  [MERERE (12.3) M L L7220 BAFHSREDS IEH 72 B 2B W
T U 77 %3 I UHERH B COIBIERFIZIT CYP3A4 OFEITE - LR EEZ L
N2, MEEMET LMY 7 7 %2 I UREN EH L7ZBFEITBW T, CYP3A4 D
FE LR D0 OEYERRICH LT, UV 7 7R U I UNEEREEE 5251 E D
MNIARHATH D,

72 hEFIZKZEE

Invitro RERIZBWT, V77 %I T P-BEX /X7, OTAPIA2, OATPIBI
K ONOATPIB3 OB THDH Z ENRBEINTND, PHEY L7 B OATP DOFHE
HThHY7uaAR) P EOPRICED ., V77U v OSHRGEITTFE ML
776
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increases in mean C,,,, and AUC,, in healthy subjects. The clinical significance of this IR RARY

increase in systemic exposure is unknown [see Clinical Pharmacology (12.3)].

7 aRARY v ERAEOOIL, BEHRREIZBWNTY 77F%F I 00 Cpy X
WAUC ZZNTI 83 E LN 124 &S w7z, 29 LE2HREDRINI >\ T
DIEROBERIIRNHTH D [MFEPH12.3) 2/
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8 USE IN SPECIFIC POPULATIONS 8. BllLBEERA~DERS
8.1 Pregnancy 8.1 WEWE
Risk Summary U 27 O

There are no available data on XIFAXAN use in pregnant women to inform any drug
associated risks. Teratogenic effects were observed in animal reproduction studies
following administration of rifaximin to pregnant rats and rabbits during organogenesis at
doses approximately 0.9 to 5 times and 0.7 to 33 times, respectively of the recommended
human doses of 600 mg to 1650 mg per day. In rabbits, ocular, oral and maxillofacial,
cardiac, and lumbar spine malformations were observed. Ocular malformations were
observed in both rats and rabbits at doses that caused reduced maternal body weight gain [see
Data]. In the U.S. general population, the estimated background risk of major birth defects
and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.
Advise pregnant women of the potential risk to a fetus.

Data

Animal Data

Rifaximin was teratogenic in rats at doses of 150 to 300 mg/kg (approximately 2.5 to 5
times the recommended dose for TD [600 mg per day], and approximately 1.3 to 2.6 times the
recommended dose for HE [1100 mg per day], and approximately 0.9 to 1.8 times the
recommended dose for IBS-D [1650 mg per day] adjusted for body surface area). Rifaximin
was teratogenic in rabbits at doses of 62.5 to 1000 mg/kg (approximately 2 to 33 times the
recommended dose for TD [600 mg per day], and approximately 1.1 to 18 times the
recommended dose for HE [1100 mg per day], and approximately 0.7 to 12 times the
recommended dose for IBS-D [1650 mg per day] adjusted for body surface area). These
effects include cleft palate, agnathia, jaw shortening, hemorrhage, eye partially open, small
eyes, brachygnathia, incomplete ossification, and increased thoracolumbar vertebrae.

A pre and postnatal development study in rats showed no evidence of any adverse effect
on pre and postnatal development at oral doses of rifaximin up to 300 mg/kg per day
(approximately 5 times the recommended dose for TD [600 mg per day], and approximately
2.6 times the recommended dose for HE [1100 mg per day], and approximately 1.8 times the
recommended dose for IBS-D [1650 mg per day] adjusted for body surface area).

IEImAAKN 2R Lica . BT 2 U 27 I oWTORMARRE/R T — Z iX72 ),
S A BRSO CL R OB EEIC) 77X I A b MEEAE
(1 B 600~1650mg) @ 0.9~5 5K 0.7~33 (&5 HF G LR, 7 NEO U ¥ ¥
THAFTEENTRO b7z, UV T, R, AREROSHER. ik OWREHERE o
ﬂFﬂj:w&) bz, IROFEIZT v PERUHFOR ST TRD B, Wb RHEAE
i%buﬁn%umuw %ﬂéﬁﬁifmuy) bivle [F—2 K], KEICKIT 5 —REMT
F. ERRHER SV IEIRIZI T B EARERIERT L ONREDOE =Y A 7%, 2
2~4%&1ﬁw~2m&&é%vtm
TR LIRIRA~DBTER Y A RDHDH L% T RAAL AT RETH D,

T—%

U77% v 0%, 150~300 mgkg DHETT v MIEFBEEZ R LI [Z0OH
BT, RE RS C TD T A& (1 A 600 mg) @ 2.5~5 f%, HE (1 A 1100 mg)
51 1.3~2.6 %, IBS-D (1 H 1650 mg) TIL 0.9~1.8 f5I2/HYH T 5] ,

U7 7% 3 0%, 62.5~1000 mgkg DR TY VX IR BMEZ R LI [ZOH
B3, IRR IS < TD TIXHELEAE (1 B 600 mg) ¢ 2~33 fi%, HE (1 B 1100 mg)
TIX 1.1~18 1%, IBS-D (1 H 1650 mg) TiL 0.7~12 52N T 5]

INOEW~OREE LTI, DHER, B, M5, Hiln, SR, MRk, R
FERE ALK OWIEHEE N ASFRD & 4Tz,

T k%)ﬂb\7‘_HjEHIJ&UHji?&@%éd:iﬁ“éiﬁﬁ@ﬁ‘*ﬁ% U77%3 200
300 mg/kg/day £ CTEBAHLLG L TH, 2 BEITREO LN o7 [ZORARITE
REFEHF < TD TIIHELEHE (1 B 600 mg) O 5%, HE (1 B 1100 mg) TiX 2.6
%, IBS-D (1 H 1650 mg) TiX 1.8 fFIZMHYT 2]

B
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8.2 Lactation
Risk Summary

There is no information regarding the presence of rifaximin in human milk, the effects of
rifaximin on the breastfed infant, or the effects of rifaximin on milk production. The
development and health benefits of breastfeeding should be considered along with the
mother’s clinical need for XIFAXAN and any potential adverse effects on the breastfed infant
from XIFAXAN or from the underlying maternal condition.

8.2 B3
YR DHFE

U7 7% IV ORBA~OBITORILIIRFER IR 28X, RIITH 5,
BN X B o R L EE EORISIX, BEBUCER T D ARKI ORI MBS, LI
L DARANORE I RHAREDECICE S VU A7 2 EBTRETH D,

8.4 Pediatric Use
The safety and effectiveness of XIFAXAN has not been established in pediatric patients
less than 12 years of age with TD or in patients less than 18 years of age for HE and IBS-D.

8.4 INREADERE
12 AT/ N CORRATE THIE, 18 A C O RFMERMAE K& O T iR e I 7
BELZOWTUR, AFIDOZZ MK OF DM I IS S LTV,

8.5 Geriatric Use

Of the total number of patients in the clinical study of XIFAXAN for HE, 19% of patients
were 65 and over, while 2% were 75 and over. In the clinical studies of IBS-D, 11% of
patients were 65 and over, while 2% were 75 and over. No overall differences in safety or
effectiveness were observed between these subjects and younger subjects for either
indication. Clinical studies with XIFAXAN for TD did not include sufficient numbers of
patients aged 65 and over to determine whether they respond differently than younger
subjects. Other reported clinical experience has not identified differences in responses
between the elderly and younger patients, but greater sensitivity of some older individuals
cannot be ruled out.

8.5 EME~DEE

AFNDORFHEIIE B3 2 BRRRBRIC BT, 19%28 65 sl b, 2% 75 L BT
BHotz, FHRBLBHEIEGEGERC BT 2 BRSO T, 11%28 65 MLl b, 2%08
15l EThH otz WTNOBERIEIZ DWW T S, FILbDRE & LV IKFEHOBRE
L ORI - FRPEICE TR o 7o, TRITE TRUEICBE 2 AFI DG KRR T
1. BEE RSB RIR D DEDPEHET D OIMEE 65 5L EOERE D +0E
ENTWRD -T2, Bl & FHER CTRIGN RS & 2O BERHRE IR -> T
WV, XV EERE RN E < AR D RIS E TE R,

8.6 Renal Impairment
The pharmacokinetics of rifaximin in patients with impaired renal function has not been
studied.

8.6 EHEELrLEBE
BSBERSBFICBITAY 77 22 I U OIEYEIREIC O W TIIRE STV 720,
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8.7 Hepatic Impairment

Following administration of XIFAXAN 550 mg twice daily to patients with a history of
hepatic encephalopathy, the systemic exposure (i.e., AUCT) of rifaximin was about 10-, 14-,
and 21-fold higher in those patients with mild (Child-Pugh Class A), moderate (Child-Pugh
Class B) and severe (Child-Pugh Class C) hepatic impairment, respectively, compared to that
in healthy volunteers. No dosage adjustment is recommended because rifaximin is
presumably acting locally. Nonetheless, caution should be exercised when XIFAXAN is
administered to patients with severe hepatic impairment [see Warnings and Precautions (5.4),
Clinical Pharmacology (12.3), and Clinical Studies (14.2)].

8.7 HFHMEET£BE

FFPERGIE DBEEIE 2 B9 5 BEITAA 550 mg 6% 1 H 2 mIEEG Lzt &Y 77
XU ORHREE (AUC, 72 ) 13 R R T 7 ¢ 7 & ik L C 8 (Child-Pugh
A) . W5 (Child-Pugh B) . FJE (Child-Pugh C) TZNZI 10 %, 14 5K 021
EENoT, V7 7 XU COERMMIIEEERNRE E 2 b5 720, FEER
EERF BV TCHENZRABFEOMLEIT R, L LN, BEOHEERSRE
WCARFN G DG EXEBENLETHD [BEROEN FOEE (5.4) | BEHE
P (12.3) KOG (14.2) /0]

10 OVERDOSAGE

No specific information is available on the treatment of overdosage with XIFAXAN. In
clinical studies at doses higher than the recommended dose (greater than 600 mg per day for
TD or greater than 1100 mg/day for hepatic encephalopathy), adverse reactions were similar
in subjects who received doses higher than the recommended dose and placebo. In the case
of overdosage, discontinue XIFAXAN, treat symptomatically, and institute supportive
measures as required.

10 BE®RS

ARFN OB GBI T 2 HHRITIRFICE O TRy, HEAR L Y SR (T
THIED 600 mg/day LA L, FFHERMIED 1100 mg/day VL E) % W ZEEERBR CORE
LT, WRAELVEHEE LIS TR 2 HRE LEBA LRECTH- -, B
Bl L7235 AE, ARG 2 IR U, BT IR UCRHEFRE K OSCRARE & Fhftid
%o
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1 DESCRIPTION

XIFAXAN tablets contain rifaximin, a non-aminoglycoside semi-synthetic, nonsystemic
antibiotic derived from rifamycin SV. Rifaximin is a structural analog of rifampin.  The
chemical name for rifaximin is (25,16Z,18F,20S,215,22R,23R,24R,255,26S5,27S,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)benzofuro[4,5-e]pyrido[ 1,2-a]-benzimidazole-
1,15(2H)-dione,25-acetate. The empirical formula is C43Hs;N30O;; and its molecular weight
is 785.9. The chemical structure is represented below:

XIFAXAN tablets for oral administration are film-coated and contain 200 mg or 550 mg of
rifaximin.

Inactive ingredients:

Each 200 mg tablet contains colloidal silicon dioxide, disodium edetate, glycerol
palmitostearate, hypromellose, microcrystalline cellulose, propylene glycol, red iron oxide,
sodium starch glycolate, talc, and titanium dioxide.

Each 550 mg tablet contains colloidal silicon dioxide, disodium edetate, glycerol
palmitostearate, microcrystalline cellulose, polyethylene glycol/macrogol, polyvinyl alcohol,
red iron oxide, sodium starch glycolate, talc, and titanium dioxide.

11 R

AHNL, FET I 70 3y R U7 7~A 22 SV HROEE RO I ESTE
KThorV 77XV IVEGATL, V77X I3 77 o ErOBEBMETH
5, V77X IDbFEAIL. (2S,16Z,18E,205,215,22R,23R,24R,255,265,27S,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)benzofuro[4,5-e]pyrido[ 1,2-a]-benzimidazole-
1,15(2H)-dione, 25-acetate TH 2, 43 FFidd Ci3Hs N30y, 3 TEIL 7859 TH D, 1
ERZLUTICRT

XIFAXAN®$EIE, U7 7% 22200mg XX 550 mg 2 & H T ARAKSHD 7
gV ha— R METH D,

WA
200mg $E : BEMAK T A B, =7 Mg b U O LK, SV IFUBRAT T Y VR
TRF), bTurAuo—R fEREELT—R FrbEL s ) a—n = R bk,

HIVRF VAT NVAL—FF NI T A X7 ROEILT #
550mg $E : WEEAK T A B, =7 MR MU T LKFIM), SV ITFUBATT Y U
TAT)NV, fEEELe—2, Tl ) a—ju/vrud—)1L KL= LTI

a—v, ZZFMEER. IARFUAFARE—FF R UL ZAT RORBIET #
N
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12 CLINICAL PHARMACOLOGY
121 Mechanism of Action
Rifaximin is an antibacterial drug [see Clinical Pharmacology (12.4)].

12 EREREHE
121 %RAKFE
V77XV IV RPHEETH D KR (12.4) M

12.3 Pharmacokinetics

Absorption

In healthy subjects, the mean time to reach peak rifaximin plasma concentrations was
about an hour and the mean C,,,, ranged 2.4 to 4 ng/mL after a single dose and multiple doses
of XIFAXAN 550 mg.

Travelers’ Diarrhea

Systemic absorption of XIFAXAN (200 mg three times daily) was evaluated in 13 subjects
challenged with shigellosis on Days 1 and 3 of a three-day course of treatment. Rifaximin
plasma concentrations and exposures were low and variable. There was no evidence of
accumulation of rifaximin following repeated administration for 3 days (9 doses). Peak
plasma rifaximin concentrations after 3 and 9 consecutive doses ranged from 0.81 to 3.4
ng/mL on Day 1 and 0.68 to 2.26 ng/mL on Day 3. Similarly, AUC_p estimates were 6.95
+ 5.15 ng-hr/mL on Day 1 and 7.83 + 4.94 ng-hr/mL on Day 3.
XIFAXAN is not suitable for treating systemic bacterial infections because of limited
systemic exposure after oral administration [see Warnings and Precautions (5.1)].

12.3 EpEiRe
LI

TEFEABRE |2V T, A 550 mg 2 HEIR O ERE Lz L &omiEh ) 7 7 %
VXY Cox DI 2.4~d ng/mL TH Y . ZIUTEET 5 £ TORITA 1 KFH
THol,

IRTTE FHHE

MEMERAERE 13 Fl2x5ic, V77532 (200mg % 1 B 3[E) 3 BRFES
o1 HERO3 HEHOSEMORIUCHOWWTHEF L, V7733 I oM
EROREERIIRETHY, NTYIFNRENoT, 3 ABKERSE RS %
W2V 77X U OERBITRD SNRnolz, 3 EIRON9 BERHE 5% O & g F
U7 7% 8EIE, 1 HE 0.81~34ng/mL, 3 HH 0.68~226ng/mL Th-7-,
[EREIC, AUCong (X, 1 B H 6.95+5.15ng-h/mL, 3 B H 7.83 +4.94 ng-hr/mL T -
7=
AFENT, BOFEZOLHHBRZENR LN TND Z LD, S MHEMEEREOTERIC
s [(ZE (1) 2H)

Hepatic Encephalopathy

Mean rifaximin exposure (AUCT) in patients with a history of HE was approximately
12-fold higher than that observed in healthy subjects. Among patients with a history of HE,
the mean AUC in patients with Child-Pugh Class C hepatic impairment was 2-fold higher
than in patients with Child-Pugh Class A hepatic impairment [see Warnings and Precautions
(5.4) and Use in Specific Populations (8.7)].

Irritable Bowel Syndrome with Diarrhea

In patients with irritable bowel syndrome with diarrhea (IBS-D) treated with XIFAXAN
550 mg three times a day for 14 days, the median T,,,, was 1 hour and mean C,,,, and AUC
were generally comparable with those in healthy subjects.  After multiple doses, AUC,,, was
1.65-fold higher than that on Day 1 in IBS-D patients (Table 2).

FFHERE

FFHERNIE OBEERED 6 5 BF 1BV T, V77X I v OlREER (AUCT) (31
el O 12 f5En o T, FPERNAE OBETERE O Crilig 35 &, ¥ AUC 1%
Child-Pugh 7337 7 A CODBEDFHFNT T A A DBED 2fE@md -7 [ZBELER O
HH L DVEE(5.4) ] OFFER 20 B ZHE [T~ DFE5(8.7) B

AR T R

TRALBEERE BERE (IBS-D) A ICAK] 550 mg % 1 B 3 [6] 14 HEHES L2,
Toax P P HAE T 1 BEREI T Coae 2 OV AUC O BB IR E & 1FIF RS Th - T2,
KB #EE-ORER., IBS-D HH TO AUC,, IX. FIEHERGHED 1.65 fF@EhoTz (F2) .
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Table2.  Mean (+ SD) Pharmacokinetic Parameters of Rifaximin Following
XIFAXAN 550 mg Three Times a Day in IBS-D Patients and Healthy Subjects
Healthy Subjects IBS-D Patients
Single-Dose | Multiple-Dose Single-Dose | Multiple-Dose
(Day 1) (Day 14) (Day 1) (Day 14)
n=12 n=14 n=12 n=14
Cmax
(ng/mL) 4.04 (1.51) 2.39(1.28) 3.49 (1.36) 4.22 (2.66)
Tinax (h)* 0.75
(0.5-2.1) 1.00 (0.5-2.0) 0.78 (0-2) 1.00 (0.5-2)
AUCtau
(ng-hr/mL) 10.4 (3.47) 9.30 (2.7) 9.69 (4.16) 16.0 (9.59)
Half-life (h)
1.83 (1.38) 5.63 (5.27) 3.14 (1.71) 6.08 (1.68)
* Median (range)

Food Effect in Healthy Subjects

A high-fat meal consumed 30 minutes prior to XIFAXAN dosing in healthy subjects
delayed the mean time to peak plasma concentration from 0.75 to 1.5 hours and increased the
systemic exposure (AUC) of rifaximin by 2-fold but did not significantly affect C,,.

# 2. IBS-D BE R UMBEREMHEBRE CAA 550mg 2 1 H3IEHRELZLEDY 77 ¥
I VDERPENRENRT XA —F— ; EHME (+SD)

R RE IBS-D &%
HE#&E K5 HE#&E XiE#e 5
(Day 1) (Day 14) (Day 1) (Day 14)
n=12 n=14 n=12 n=14
Crnax
(ngmL) 4.04 (1.51) 2.39 (1.28) 3.49 (1.36) 4.22 (2.66)
Tinax (h)* 0.75
(0.52.1) 1.00 (0.5-2.0) 0.78 (0-2) 1.00 (0.5-2)
AUC,
(ng-hr/mL) 10.4 (3.47) 9.30 (2.7) 9.69 (4.16) 16.0 (9.59)
B (1) 1.83 (1.38) 5.63 (5.27) 3.14 (1.71) 6.08 (1.68)

* PRl (RDH)

YR ZIZ 51T B D 5

TEFERESRE I B W CENBI A OE 30 D% ICARK 2 %5 LizfE R, miEhEEo
T (A EE 0.75 BERTICRF LU LS BRI ~EBIEL . U 7 7 ¥ 2 v O 2 F %% (AUC)
12 REITHIIM L7278, Co VAT BEIE 72272132 00 T2,

Distribution

Rifaximin is moderately bound to human plasma proteins. n vivo, the mean protein
binding ratio was 67.5% in healthy subjects and 62% in patients with hepatic impairment
when XIFAXAN 550 mg was administered.

Elimination
The mean half-life of rifaximin in healthy subjects at steady-state was 5.6 hours and was 6
hours in IBS-D patients.

Metabolism:

In an in vitro study rifaximin was metabolized mainly by CYP3A4. Rifaximin accounted
for 18% of radioactivity in plasma suggesting that the absorbed rifaximin undergoes
extensive metabolism.

A

U7 7% I3 MIUES 37 136 L CHRRE O A2 H T 5, In vivo RER
ICBWT, AHIS550mg BEABG LI DX LRI FEAROTLHMIT, RS
T 67.5%., HHERERESEETR% THoT,

lEES
V77X I U OEFEREBIZEIT 20O EEIL, BEREEERE 2\ T 5.6 IF
i, IBS-D BE C6 R CTH o7,

1

Invitro REBRTY 77 %I 0%, FIT CYPIAL IC L BT &7, BRI T
FIHEH LY 77 20 I U ORGHOMIETHEEED 5> b, REMKIT 18%THY |
WIN SNV 77 %2 2 ATEEARANRE 2T D 2 SRR ST,
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Excretion

In a mass balance study, after administration of 400 mg '*C-rifaximin orally to healthy
volunteers, of the 96.94% total recovery, 96.62% of the administered radioactivity was
recovered in feces almost exclusively as the unchanged drug and 0.32% was recovered in
urine mostly as metabolites with 0.03% as the unchanged drug.

Biliary excretion of rifaximin was suggested by a separate study in which rifaximin was
detected in the bile after cholecystectomy in patients with intact gastrointestinal mucosa.

P

v ANT U ARBRICENT, MCAERR Y 7 7 F v 3 2 400 mg & EHERBRAE ISR
PG L& &, B 5 LI ERED 96.94%M3 AL S iz, FEHITIE 96.62%23 EIL S 41,
FOIFEAEBRREME T o7z, Flz, RPITIT 032%MEIL S 4L, 13EA ERR
T, 5 BARE(IKIL0.03% Th o7z,

BOBRBRIZIBNT, U 7 7 %3 I ANTIER 70 BRLIE A 3 2 B3 o IHEER Tt
ORHHFICREENREZZENS, V7 752 R RICHE SN D Z & DRI &S
nic,

Specific Populations
Hepatic Impairment

The systemic exposure of rifaximin was markedly elevated in patients with hepatic
impairment compared to healthy subjects.

The pharmacokinetics of rifaximin in patients with a history of HE was evaluated after
administration of XIFAXAN 550 mg twice a day. The pharmacokinetic parameters were
associated with a high variability and mean rifaximin exposure (AUCr) in patients with a
history of HE was higher compared to those in healthy subjects. The mean AUCT in patients
with hepatic impairment of Child-Pugh Class A, B, and C was 10-, 14-, and 21-fold higher,
respectively, compared to that in healthy subjects (Table 3).

Repk 2 SR

FFHERET 2HEE

TERESRE (2 ) IFHSRE R 2B CORTREBIIBEITm I - T,

HE OBEEROH 5 HBE T, AAI 550 mg §2% 1 H 2 [\ 5 L & X 0EYEHEE ¥
fli L7z, HE OBEEBRFICH T 2 FHRER (AUCY 1, XL & MNRE | R
BEOENL D bFEhoTz, B AUCT IXIEEEMERE (2, Child-Pugh A, B X}
C CENEI 10, 14 K21 fF@Em»roTe (R3) o
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#3. Child-Pugh 57 7 A 'FIOFEMIEOBREERO S ZBEICBTZV 7 7%
IVOEMEBNRT A—F— ; BERBICBIT 5 FEHHE (=SD)

Child-Pugh 5y
REFRE
o= 14) Am=18) | Bm=15 | Cm=6)
m;ﬁgh) 123448 118+67.8 | 169+557 | 257+100.2
Cmax
(ng/mL) 34+16 195114 | 254+119 | 397+134
T 2
(hr) 0.8(0.5,40) | 1(09,10) | 1(1.0,42) 1(0,2)

Table 3. Mean (+ SD) Pharmacokinetic Parameters of Rifaximin at Steady-State in
Patients with a History of Hepatic Encephalopathy by Child-Pugh Class'
Child-Pugh Class
Healthy
Subjects A (m=18) B (n=15) C(n=6)
(n=14)
AUC,
(ng-hr/mL) 12.3+4.38 118 +67.8 169 £55.7 257 +100.2
Cmax
(ng/mL) 34+1.6 195+11.4 254+11.9 39.7+134
T 2
(EB 0.8 (0.5, 4.0) 1 (0.9, 10) 1(1.0,4.2) 1(0,2)
" Cross-study comparison with PK parameters in healthy subjects
? Median (range)
Renal Impairment

The pharmacokinetics of rifaximin in patients with impaired renal function has not been
studied.

Drug Interaction Studies

Effect of other drugs on rifaximin

An in vitro study suggests that rifaximin is a substrate of CYP3A4.

In vitro rifaximin is a substrate of P-glycoprotein, OATP1A2, OATP1B1, and OATP1B3.
Rifaximin is not a substrate of OATP2B1.

Cyclosporine
In vitro in the presence of P-glycoprotein inhibitor, verapamil, the efflux ratio of rifaximin

was reduced greater than 50%.
In a clinical drug interaction study, mean C,,, for rifaximin was increased 83-fold, from 0.48
to 40.0 ng/mL; mean AUC,, was increased 124-fold, from 2.54 to 314 ng-h/mL following
co-administration of a single dose of XIFAXAN 550 mg with a single 600 mg dose of
cyclosporine, an inhibitor of P-glycoprotein /see Drug Interactions (7.2)].

Cyclosporine is also an inhibitor of OATP, breast cancer resistance protein (BCRP) and a
weak inhibitor of CYP3A4. The relative contribution of inhibition of each transporter by
cyclosporine to the increase in rifaximin exposure is unknown.

U EEERE T D PK T A — & — & ORI bk
2 ol (HiPH)

BERERET LB E
U7 7% OBBRASEE TR 5 BYERE IR S Th R,

IR AAE

M DV = 7 F 2 3 AT TS EH

Invitro RBRIZBWT, V7 7% I T CYP3A4 O THD Z EWNRBENT
W5, Invitro T, U7 7F I 0L P-KEX R, OATP1A2, OATPIBI M (X
OATPIB3 DIE ThH 523, OATP2B1 DIE TiL/awy,

=00

In vitro WAL S EB BB T, P-BESX L RV EEXRTH DT RI VDT,
U7 7%y I OEBRAA~OHEH A 50%20 B Uz, BERSEM AR AAE BRI W
T, PHEL R BEERTH D7 1 AR Y 600 mg & AHK] 550 mg & HilalHFHF%
L& FEOFAR LR TY 77 F 322 0D Copy V5 83 1 (0.48 725 40.0 ng/mL) |
¥ AUCI1E 124 %5 (2.54 205 314 ng-hr/mL) ([ZHEMN L 7= [BRGFEAIER (72050,

V7 a AR Y 1L OATP SRFLAs At # > 77 & (BCRP) DRLEHITH 1 . CYP3A4
OFVERITLH D, V7B AR VICLDEH TV AR—Z —~DOHERY 7
7XVIVORFIREE LAICEOREFS LT AINEIRHTH D,
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Effect of rifaximin on other drugs

In in vitro drug interaction studies the ICs, values for rifaximin was >50 micromolar (~60
mcg) for CYP isoforms 1A2, 2A6, 2B6, 2C9, 2C19, 2D6, and 2E1.  In vitro ICs, value of
rifaximin for CYP3A4 was 25 micromolar. Based on in vitro studies, clinically significant
drug interaction via inhibition of 1A2, 2A6, 2B6, 2C9, 2C19, 2D6, 2E1 and 3A4 by rifaximin
is not expected.

The inhibitory effect of rifaximin on P-gp transporter was observed in an in vitro study.
The effect of rifaximin on P-gp transporter was not evaluated in vivo.

In in vitro studies, rifaximin at 3 micromolar inhibited the uptake of estradiol glucuronide
via OATP1BI1 by 64% and via OATP1B3 by 70% while the uptake of estrone sulfate via
OATP1A2 was inhibited by 40%. The inhibitory potential of rifaximin on these transporters
at the clinically relevant concentrations is unknown.

I 77 F 3T DB~ D

In vivo FWFR HAEFBRICBWT, V7 7% I DK CYP 9+ (CYPIA2,
2A6, 2B6, 2C9,2C19,2D6 & T 2E1) 1% % ICs 1% 50 pmol/L (~60 pg/mL) LA 1T
HY . CYP3A4 |Zxt L TiX 25 pmol/L T o7z, Invitro BBRDFERICE S &, VT
7 %32 13 CYP1A2, 2A6, 2B6, 2C9, 2C19, 2D6, 2E1 } TN 3A4 PHEIC X 2 Bk &%
OHHEMMEERIIRIRNEEZOND,

Invitro ERICEBWNT, V77X 300 P-FEX 87 Bk EER RO Hi
TWDN, invivo IZBIT HIER TG S TuZeny,

Invitro BB T, V7 7% 2> (3umol/L /77£ F) 1X. OATPIBI & T} OATP1B3
ENTDHZANTOHA—NTNraF A4 RORYAREZNEI 64%M O 7T0%M5
L7, F£72. OATPIA2 [Z X BHiEET A b DRV AR % 40%ME L=, W@ O
RIBEICBITAV 77X I0DIND b7 UV AR—F—Zx3 B EERICOW
TIHRFTEh T,

Midazolam

In an in vitro study, rifaximin was shown to induce CYP3 A4 at the concentration of 0.2
micromolar. No significant induction of CYP3A4 enzyme using midazolam as a substrate
was observed when rifaximin was administered three times a day for 7 days at 200 mg and
550 mg doses in two clinical drug interaction studies in healthy subjects.

The effect of XIFAXAN 200 mg administered orally every 8 hours for 3 days and for 7
days on the pharmacokinetics of a single dose of either 2 mg intravenous midazolam or 6 mg
oral midazolam was evaluated in healthy subjects. No significant difference was observed
in the systemic exposure or elimination of intravenous or oral midazolam or its major
metabolite, 1’-hydroxymidazolam, between midazolam alone or together with XIFAXAN.
Therefore, XIFAXAN was not shown to significantly affect intestinal or hepatic CYP3A4
activity for the 200 mg three times a day dosing regimen.

When single dose of 2 mg midazolam was orally administered after administration of
XIFAXAN 550 mg three times a day for 7 days and 14 days to healthy subjects, the mean
AUC of midazolam was 3.8% and 8.8% lower, respectively, than when midazolam was
administered alone. The mean C,,, of midazolam was lower by 4 to 5% when XIFAXAN
was administered for 7-14 days prior to midazolam administration. This degree of
interaction is not considered clinically meaningful.

T

Invitro FBRICBWT, U7 7% 3203 0.2 umol/L T CYP3A4 ZFFE4 5 Z L2
TRENTWAMN, EFEWERE 25 L Lz 2 >OEEMARAERRBRICBNT, U
77Xy 200mg XL 550mg & 1 H 3R, 7T HEEG L&, I4 VT AEEE
L L7= CYP3A4 OFERBR CIZBEFE RFEIIR SN2 hho Tz,

TR EICY 7 7 %2200 mg R OF&E (8 M E 3 HE A7 HIE)
BITIF Y T 52 mg HIAEEIRNTE G- 5 2 VM T 6 mg R O 5 L= & & 0 3EyBhie skt
TOWEBEFM LU, 24V T AFRNUIROEGHROI LY 7 AR TZFOEER
#HTH S 1'-hydroxymidazolam ORHBEE-CIHRITOWT, I ¥V T ABME 5k
LU 7 XU AR OB THBRZETEDO DL o7, LIERoT, KA
200mg ® 1 B 3 [EH51%, /MDD VIR TO CYP3A4 IGTEICITEE L 2V b
DIRIB X7,

AFH 550 mg HEZfREEGERE I 7 AR O 14 L1 A 3EEREHIZIZY T4 (2
mg) ZHERAKE L& &0 AUC OFEHMEIL. B 5K AUC OFEHIEIZ L
RTENEN38% M N E8UILT Lz, 24V T ADOEGIZHLHAAZ 7~14 AR
G LB, I 4T AD Cpp OFEIEIL 4~5%IK T L7z, ZOMAERICL B
TOREIT/NESL, BRNRERITENEEZ 6N,
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Oral Contraceptives Containing Ethinyl Estradiol and Norgestimate

The oral contraceptive study utilized an open-label, crossover design in 28 healthy
female subjects to determine if XIFAXAN 200 mg orally administered three times a day for 3
days (the dosing regimen for travelers’ diarrhea) altered the pharmacokinetics of a single dose
of an oral contraceptive containing 0.07 mg ethinyl estradiol and 0.5 mg norgestimate.
Results showed that the pharmacokinetics of single doses of ethinyl estradiol and
norgestimate were not altered by XIFAXAN.

An open-label oral contraceptive study was conducted in 39 healthy female subjects to
determine if XIFAXAN 550 mg orally administered three times a day for 7 days altered the
pharmacokinetics of a single dose of an oral contraceptive containing 0.025 mg of ethinyl
estradiol (EE) and 0.25 mg norgestimate (NGM). Mean C,,,, of EE and NGM was lower by
25% and 13%, after the 7-day XIFAXAN regimen than when the oral contraceptive was
given alone. The mean AUC values of NGM active metabolites were lower by 7% to
approximately 11%, while AUC of EE was not altered in presence of rifaximin. The clinical
relevance of the C,,,, and AUC reductions in the presence of rifaximin is not known.

FELOBIEHE (2 F =T X p TGRS TR TFA— P EGH)

el 28 Bl & 5t g b LI-dE B n 24— "—BRIZEB T, AHK) 200 mg D 1
H 3@ 3 AFORAO®KS (ITHE FREICRHT 2 %k - i) 2, ROBHEg (=T
ST R RT VAL 00T mg KO VT AT A— bk 0.50mg B EH) HEEL O
MENREIZ R BE RIT TN E I DERF LI, ZORE, 2F =122 NI U4 — K
W) NV AF A — NEEFRGSOEPERE L, AFIC L > TRBINRNZ E2VREN
72

R P 39 B2 kb5 & U 7o % B3R 2 F VO 72 3B B 1 00 B R SR AH BLAE A 3R
T, AHKI550mg D 1 B 3|, 7 BEOKRAORER, ROBTEE [F=1=X 7
UA—/L (EE) 0.025mg KO/ VT AF A—F (NGM) 0.25mg % & FH] ZHEEE
L7z & & DY BB B L RISTNE I DERF LTz L 2 A R DREHTR 4 Bl ©
BehH LI X2, EE KUYNGM D) Cpp 1. 7 B OARFIE G2 LD 25%%
PR T L, V7 7% 0280, NGM OIEMEMG O AUC 13 7% 5
BT Liz—JF, EE D AUC IZE(L L7 odz, U7 7% VI 128D Co X
WAUC DIETICET 2EBARMERICOWTITRHTH D,

12.4 Microbiology

Mechanism of Action

Rifaximin is a semi-synthetic derivative of rifampin and acts by binding to the beta-subunit
of bacterial DNA-dependent RNA polymerase blocking one of the steps in transcription.
This results in inhibition of bacterial protein synthesis and consequently inhibits the growth of
bacteria.

Drug Resistance and Cross-Resistance

Resistance to rifaximin is caused primarily by mutations in the rpoB gene. This changes
the binding site on DNA dependent RNA polymerase and decreases rifaximin binding
affinity, thereby reducing efficacy. Cross-resistance between rifaximin and other classes of
antimicrobials has not been observed.

Antibacterial Activity

Rifaximin has been shown to be active against the following pathogens both in vitro and in
clinical studies of infectious diarrhea as described in the Indications and Usage (1.1) section:

Escherichia coli (enterotoxigenic and enteroaggregative strains).

12.4 HMEMENFRR
YEABE

V77X 1%, V77 VEVOREKGEERTH Y | MR O DNA K7V RNA
RIVAT—EOBVTa=y MIUERTHZ LICL D IBERETARbLMFEO &
R EREREST S Z & TEOMEEZ MG 5,

SRANMRE K QAL i

U7 7% U0, EIC rpoB BT OERICE > TR 5D, Zid DNA K
FHERNARY AT —BOREEGTH A hOERZEZL, V77X I VOGN EIK
TEE, OWTHEERZETEES, U7 7 %22 0 MO EOPIESE & 058l
PEITRED HAIL TV,

DLETF1F
BIFEXRIZEIR (1) (R T2 L 918, U7 7 ¥ I 03, invitro L ONEGE T
JiE O B R BRI :i;ob"CTuE@fﬁﬁS IR UIRER S D Z ENREN TV D
KB (B8 BRRME R O EEE RIGEE)
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Susceptibility Tests

In vitro susceptibility testing was performed according to the Clinical and Laboratory
Standards Institute (CLSI).'** However, the correlation between susceptibility testing and
clinical outcome has not been determined.

Vosaiair 4
In vitro EZMRABUL, KERE - BAERER S (CLSD " OFIEICHE > TEM L
72o UL L720S B MERER & ERRERIT & OMEIIZ DWW TIIMET STy,

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Malignant schwannomas in the heart were significantly increased in male Crl:CD® (SD)
rats that received rifaximin by oral gavage for two years at 150 to 250 mg/kg/day (doses
equivalent to 2.4 to 4 times the recommended dose of 200 mg three times daily for travelers’
diarrhea, and equivalent to 1.3 to 2.2 times the recommended dose of 550 mg twice daily for
hepatic encephalopathy, based on relative body surface area comparisons). There was no
increase in tumors in Tg.rasH2 mice dosed orally with rifaximin for 26 weeks at 150 to 2000
mg/kg/day (doses equivalent to 1.2 to 16 times the recommended daily dose for travelers’
diarrhea and equivalent to 0.7 to 9 times the recommended daily dose for hepatic
encephalopathy, based on relative body surface area comparisons).

Rifaximin was not genotoxic in the bacterial reverse mutation assay, chromosomal
aberration assay, rat bone marrow micronucleus assay, rat hepatocyte unscheduled DNA
synthesis assay, or the CHO/HGPRT mutation assay. There was no effect on fertility in
male or female rats following the administration of rifaximin at doses up to 300 mg/kg
(approximately 5 times the clinical dose of 600 mg/day, and approximately 2.6 times the
clinical dose of 1100 mg/day, adjusted for body surface area).

13 JEFRERS1ERER
13.1 BHEAME., ERRERUVERESL

HEME Crl:CD® (SD)% 7 » MMZ VU 7 7 &2 v % 150~250 mg/kg/day [ A3 mifE a5
THATE FHEOHESEAR (200mg 2 1 H 3[8]) D 2.4~4 %, FFERGEOHELE A &
(550mg &E 1 H 2[E]) @ 13~22#%7] OHAZET2HEMEHIREOELG LA, L
figg CHEME Y = T AR iz, TgrasH2 v~V AIZY 77 %I 0%
150~2000 mg/kg/day [{AZ HIFHER CHATHE THUEOHEE A RO 1.2~16 1%, FFHEN
JEOHESEHED 0.7~9 %] OAE T2 EBRAKE Lz 2 A, EEOHIMTR
IR,

B 2 D DI IR 2SR SRR, YR RE Bk, 7 > MERI/MZERER, 7 v NIF
FMAEAR E B DNA & FGRER ) O CHO/HGPRT Z2RE Bl BRICB N T, V7 7% I v
ICIBIREIEITRRD bR olz, MEHET » BT 300 mg/kg (ARFE o fe e CRE AR
FH & 600 mg/kg DFI 5 %, nmmygmﬁzﬁ%)if)77%yiy%&ﬁbf%\
SRR BT O bR o7,
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14 CLINICAL STUDIES
14.1 Travelers’ Diarrhea

The efficacy of XIFAXAN given as 200 mg orally taken three times a day for 3 days was
evaluated in 2 randomized, multi-center, double-blind, placebo-controlled studies in adult
subjects with travelers’ diarrhea. One study was conducted at clinical sites in Mexico,
Guatemala, and Kenya (Study 1). The other study was conducted in Mexico, Guatemala,
Peru, and India (Study 2). Stool specimens were collected before treatment and 1 to 3 days
following the end of treatment to identify enteric pathogens. The predominant pathogen in
both studies was Escherichia coli.

The clinical efficacy of XIFAXAN was assessed by the time to return to normal, formed
stools and resolution of symptoms. The primary efficacy endpoint was time to last
unformed stool (TLUS) which was defined as the time to the last unformed stool passed, after
which clinical cure was declared. Table 4 displays the median TLUS and the number of
patients who achieved clinical cure for the intent to treat (ITT) population of Study 1. The
duration of diarrhea was significantly shorter in patients treated with XIFAXAN than in the
placebo group. More patients treated with XIFAXAN were classified as clinical cures than
were those in the placebo group.

Table 4. Clinical Response in Study 1 (ITT population)

14 BERERALIE
141 IR{TE THE

AF| (200mg 1 B 303 B AO#RE) OF8MEZ ., ITHE THRIER A BE 255
L Lz 2 oOW{EAIL, ZHiskdE, —EER, 77 B ARRERBRIZB WV TRHMA L7z,
1 O0ORBRIZ, AXTa, FT7T~T, KOV =Y OER CEM Sz GUBR1) .,
H9 1 OORERIL, AFXva, /7T~ T, VL — KOS v RCHEENTZ EBr2) .,
TRIEHT L TR T 1~3 BOMEREEZERRL., BRFHRREZEE L7z, WRo
FEIHRE T RIGE CTH -7,

ARAEIOEEEAZME T ¥ EREICEET 5 £ TORRMTEICERORIEIC X > T
FEAM U 7o, REEA PR IE B 1L, Hefk O IEBETAEPEE £ CORE (TLUS : time to last
unformed stool) & L., FORICHRINEHEAZES Lz, £412, &5 1 O ITT (intent
to treat) £EFIZBE9 2 TLUS Hdefil & ONERIRAIRIBICE LI BB Z R, THRIOF
BERFRIE, ARG HETT 7 R E WV ARBICE oo, EBKMIGEICES R
TBREHIL., ARBRERTT I ERBEELY S o1,

#4. AR 1 OBEEDHE (TT £EH)

* Hazard Ratio (p-value <0.001)
® Difference in rates (p-value <0.01)

XIFAXAN Placebo Estimate AF 7R HEEE
(n=125) (n=129) 97.5% CI) (n=125) (n=129) (97.5% CI)

Median TLUS (hours) 32.5 58.6 2° TLUS H1 544 (hr) 325 58.6 2°
(1.26, 2.50) (1.26,2.50)

Clinical cure, n (%) 99 (79) 78 (60) 19° FEEREOIE . n (%) 99 (79) 78 (60) 19°
(5.3,32.1) (5.3,32.1)

@ NH— Kb (p-value <0.001)
® VRMEER D7 (p-value <0.01)
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Microbiological eradication (defined as the absence of a baseline pathogen in culture of
stool after 72 hours of therapy) rates for Study 1 are presented in Table 5 for patients with any
pathogen at baseline and for the subset of patients with Escherichia coli at baseline.
Escherichia coli was the only pathogen with sufficient numbers to allow comparisons
between treatment groups.

Even though XIFAXAN had microbiologic activity similar to placebo, it demonstrated a
clinically significant reduction in duration of diarrhea and a higher clinical cure rate than
placebo. Therefore, patients should be managed based on clinical response to therapy rather
than microbiologic response.

#5012, WBR 1 OBEHK (GBI 72 BEHE O R TRX—2 7 A > OFRE D HE
LIER) R, N—ATA L TMBEPORREPRIE SN ICBEHERLPN—=2T 1T
KIGE DR ST BE IS OWTORT, KIGEIE, BGHER O s nTRE 2 535

FIET 2M— DIRIRE Th o 72,

AFN O ZETENEL T T R &R TH - 7208, TREREMIZI IR L Y
R

HOEHL, WAEMFRZR TR BRIDRIZESWTITI "X TH D,

BICEM L, EBERMERRL I8 RL0Erolz, LEZR- T, K

Table 5. Microbiologic Eradication Rates in Study 1 Subjects with a Baseline Pathogen

XIFAXAN Placebo
Overall 48/70 (69) 41/61 (67)
E. coli 38/53 (72) 40/54 (74)

The results of Study 2 supported the results presented for Study 1. In addition, this study
provided evidence that subjects treated with XIFAXAN with fever and/or blood in the stool at
baseline had prolonged TLUS. These subjects had lower clinical cure rates than those
without fever or blood in the stool at baseline. Many of the patients with fever and/or blood
in the stool (dysentery-like diarrheal syndromes) had invasive pathogens, primarily
Campylobacter jejuni, isolated in the baseline stool.

Also in this study, the majority of the subjects treated with XIFAXAN who had
Campylobacter jejuni isolated as a sole pathogen at baseline failed treatment and the resulting
clinical cure rate for these patients was 23.5% (4/17). In addition to not being different from
placebo, the microbiologic eradication rates for subjects with Campylobacter jejuni isolated
at baseline were much lower than the eradication rates seen for Escherichia coli.

£5 BRBR1OX—RI5A4 UV TREFEESPRHEINTZBE COREHEELE

A TSR

AR 48/70 (69) 41/61 (67)

KIEE 38/53 (72) 40/54 (74)
B 2 T, RBR 1 OF R A2 BT B BEMERIE LN, ARBR T E R, AFA

BHBED S HR—RA T A U TRAR O SUTIMEDORD 5 7= 83H T TLUS OIEE N
BOLNIZR, 2D OBEFOBEKRMIERERIL, N—RA T A TRESUIMED D

Lo TR %‘ot VIR ThH -T2, FEEK Y ;tm@@w&b%nt G (IRATRR
TRUEWRE) D% < T, N—A T A »OEIREMFRRE (&
zxfﬁthémio

Z Campylobacter jejuni)

ARBRTIIEL, ARG ) BRX—=Z T A THE—OFFEE & LT
Campylobacter jejuni MR SNTZBEDORZBETIHREN B THD | FRE LT, 2
N6 BE TORKIIRERIE 23.5% (4/17) Th-oT,

~R—RF A T Campylobacter jejuni B SNTBETIZ, 77 EREEDLAR
WZ EITINZ T, ZOREBEREDRGE DL SIS TIED DR TH - 72,
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In an unrelated open-label, pharmacokinetic study of oral XIFAXAN 200 mg taken every
8 hours for 3 days, 15 adult subjects were challenged with Shigella flexneri 2a, of whom 13
developed diarrhea or dysentery and were treated with XIFAXAN. Although this open-label
challenge trial was not adequate to assess the effectiveness of XIFAXAN in the treatment of
shigellosis, the following observations were noted: eight subjects received rescue treatment
with ciprofloxacin either because of lack of response to XIFAXAN treatment within 24 hours
(2), or because they developed severe dysentery (5), or because of recurrence of Shigella
flexneri in the stool (1); five of the 13 subjects received ciprofloxacin although they did not
have evidence of severe disease or relapse.

B4 2 3BR Tk eV s, K| 200 mg % S BE T 3 HIMOR D& 5 217 - 723k
EROEWENRERFR TIX, SR (Shigella flexneri 2a) \ZIEGE L2 15 B0 5 5
TRISUTIRFAFIE L7z 13 FlTKR L TARAID G- STz,

T DI ERERBRIE, AR D TR T O AHKI DA M A TG 9 2 11 30E ) T e
N, LLTOFTANE b, #5E 8 #ilik, 24 BFRILAINICAAIR 5 O3 ERE L

Rolcizd Q6D | HDWVITHRFIERBEL L2720 ) . HDWITEMEF
\Z Shigella flexneri BEHIL L7272 (14]) | ¥ Fr7mXd o 0 X HRmIBHR %
Z 7, 1BFIF S AL, EERESSDIE USRS bRk olol, v e raF

o rnkbsnz,
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14.2 Hepatic Encephalopathy

The efficacy of XIFAXAN 550 mg taken orally two times a day was evaluated in a
randomized, placebo-controlled, double-blind, multi-center 6-month trial of adult subjects
from the U.S., Canada and Russia who were defined as being in remission (Conn score of 0
or 1) from hepatic encephalopathy (HE). Eligible subjects had > 2 episodes of HE
associated with chronic liver disease in the previous 6 months.

A total of 299 subjects were randomized to receive either XIFAXAN (n=140) or placebo
(n=159) in this study. Patients had a mean age of 56 years (range, 21-82 years), 81% < 65
years of age, 61% were male and 86% White. At baseline, 67% of patients had a Conn
score of 0 and 68% had an asterixis grade of 0. Patients had MELD scores of either < 10
(27%) or 11 to 18 (64%) at baseline. No patients were enrolled with a MELD score of > 25.
Nine percent of the patients were Child-Pugh Class C. Lactulose was concomitantly used by
91% of the patients in each treatment arm of the study. Per the study protocol, patients were
withdrawn from the study after experiencing a breakthrough HE episode. Other reasons for
early study discontinuation included: adverse reactions (XIFAXAN 6%; placebo 4%), patient
request to withdraw (XIFAXAN 4%; placebo 6%) and other (XIFAXAN 7%; placebo 5%).

The primary endpoint was the time to first breakthrough overt HE episode. A
breakthrough overt HE episode was defined as a marked deterioration in neurological
function and an increase of Conn score to Grade >2. In patients with a baseline Conn score
of 0, a breakthrough overt HE episode was defined as an increase in Conn score of 1 and
asterixis grade of 1.

Breakthrough overt HE episodes were experienced by 31 of 140 subjects (22%) in the
XIFAXAN group and by 73 of 159 subjects (46%) in the placebo group during the 6-month
treatment period. Comparison of Kaplan-Meier estimates of event-free curves showed
XIFAXAN significantly reduced the risk of HE breakthrough by 58% during the 6-month
treatment period. Presented below in Figure 1 is the Kaplan-Meier event-free curve for all
subjects (n =299) in the study.

14.2 FFiERsE

KE. AFFEOe 7 OFHEMIE (HE) ORI (Conn 227 0 E721 1) I
HDETEBRSNIRARE &6t & LI hiik 5 O BAEAET T 7T 7 Rt IR
THEER 6 » AMBEREBRIZBW T, A 550mg S 1 H 2 B OEEOFNMEEFE
i U7z 2647 6 5 A RN MERTRBIZ X D HE 28 2 [BI DL EJSGE U 7= BBRs 2 kg ] &
L7,

AFBRTIX, G5 299 BIOBERE 2 AH# (n=140) X7 F7tEHR (0=159) OV
N OBEAZIAEZIZRI D (T 72, B OYHFEIL 56 m% (&P, 21~827%) T,
81%7M% 65 IEAT . 61% MBI, 86%NHANTH Tz, N—RT A U, KEEEOD
67%7M Conn A7 0T, 68%N7 L—K0DPI=EEETH 7=, X—RAF A
BEO MELD A2 71X 10 LT (27%) XX 11~18 (64%) Toh -7z, MELD A =270
25 % RS BEDOBREKIL 1 FS 0o 7o, KEEHE D 9%i% Child-Pugh 75¥E27 F A C
Tholo, KRBROEHKGREDEBE D 91%NT 7Y u— A 20 LTz, 15BEE
FHEEIZAE - T, BE 1S HE OFERFBIER ISR Z P I Lz, IR ILOZ 0o
PRI, AEFER (RAIZEGH 6% ; 77 B RELRE4%) . BEICX AP EEE (K
KB 5/ 4% ; 7T B RBEERE 6%) MO Ot ORFNER 55 7% ; 77 B R % 55 5%)
ThHoT-,

FIA =V —xr RRA > M, B HE OBREZRAIRIFEAE £ TOMRR & L7, B
M HE DR FEIE IR, MREREDBE KT X N Conn A a7 D7 L— R 2 Bl kA~
DOHEIMEEFHE LTZ, X—RAT A I Conn 22778 0 DEFOHAITIL, BN HE ©
P72 %8 IE % Conn A 7 OHINN | ROPNEZ IR L — K1 L ER LT,

FAM: HE O W R 22 FE & e 72 U T2 B 13, 6 » A B O 5 1R FR I AKI# 51 140
B 31 61 (22%) KROT TR EFERE 159 Fld 73 61 (46%) Tho7z, A
Hh#R > Kaplan-Meier #EfH 2 i L7z & Z A, 6 » A0 GHIR TARA O 5.5
HE BAED U A7 & 58% A FACEIN T2 Z E N SN o2, ARBRO 2 TOXSR
WeBRE (n=299) 1Z351) D Kaplan-Meier DA -~ MR E TR 112779,
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XIFAXAN
0.8 1
06 Placebo
0.4 4

. Hazard ratio: 0421
0.2 4 | 0504 CT: (0.276, 0.641)
Log-rank p-value < 0.0001

Proportion of Patients Without Breakthrough HE

0 28 56 g4 112 140 168
Days Post-randomization

Note: Open diamonds and open triangles represent censored subjects

* Event-free refers to non-occurrence of breakthrough HE.
Figure 1: Kaplan-Meier Event-Free Curves' in HE Study (Time to First
Breakthrough-HE Episode up to 6 Months of Treatment, Day 170) (ITT Population)

When the results were evaluated by the following demographic and baseline
characteristics, the treatment effect of XIFAXAN 550 mg in reducing the risk of
breakthrough overt HE recurrence was consistent for: sex, baseline Conn score, duration of
current remission and diabetes. The differences in treatment effect could not be assessed in
the following subpopulations due to small sample size: non-White (n=42), baseline MELD >
19 (n=26), Child-Pugh C (n=31), and those without concomitant lactulose use (n=26).

HE-related hospitalizations (hospitalizations directly resulting from HE, or hospitalizations
complicated by HE) were reported for 19 of 140 subjects (14%) and 36 of 159 subjects (23%)
in the XIFAXAN and placebo groups respectively. Comparison of Kaplan-Meier estimates
of event-free curves showed XIFAXAN significantly reduced the risk of HE-related
hospitalizations by 50% during the 6-month treatment period. Comparison of Kaplan-Meier
estimates of event-free curves is shown in Figure 2.

XIFAXAN
0.8 1 A\t

0.6 Placebo

0.4 -

. Hazard ratio: 0421
0.2 4 | 9504 CT: (0.276, 0.641)
Log-ramnk p-value < 0.0001

Proportion of Patients Without Breakthrough HE

0 28 56 84 112 140 168
Days Post-randomization

Note: Open diamonds and open triangles represent censored subjects
* Event-free refers to non-occurrence of breakthrough HE.

X 1: HE RBIZRIT B Kaplan-Meier DA X iR ' (BE 6 » A OIBFRBIR.
170 B H ¥ T2 5 HE OFMEAREIFE £ TORH)  UTT £H)

FERE LT O N OFERHRRRER R =2 T o VREBINCEI L7 & 2 A, KR
# 550mg $E DBEME HE F55% U A 7 IR DTG RITMER], ~—R T A LK Conn R =2
7 BATHEMAFHM R OSERBOAET—E LT\, 7B, LT OB EER CITiEf]
BRI Tl DITIRIE RO EZ T CX 2oz, FEAN (n=42) | _"—2
74 VB MELD>19 (n=26) . Child-Pugh C (n=31) K O'T 7 ¥ u— X IEPEAERE
(n=26) TH 5,

HE B ARE (B4 HE (2 L A ABEE 7213 HE 2£E 5 ABR) NE S -3,
AFBERE R T T B RESREZ N Z10US 140 B 19 B (14%) KO8 159 4l 36 4
(23%) THotz, EA X Fh#RD Kaplan-Meier #EEME A L L7224, 6 % H
M O #e 5 AR 523 HE B#E ABE % S0%A B T2 2 LR LR -
7o X2 1A 2 b #h#R D Kaplan-Meier #EE L % R 5,
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e ‘ﬁi M; N Y
ﬂ&.@\" s A A 4. XIFAXAN
pS W - - \
5_os o SN
& &9 _ NI
$’_= Placebo
=2 06
2=
=2
5=
<=
=%
£ 041
TE
£
£=
= 0.2 Hazard ratio: 0.500
95% CI: (0.287, 0.873)
Log-rank p-value = 0.0129
0 r r r : T T
0 28 56 84 12 140 168

Days Post-randomization
Note: Open diamonds and open mangles represent censored subjects.
Event-free refers to non-occurrence of HE-related hospitalization.
Figure 2: Kaplan-Meier Event-Free Curves' in Pivotal HE Study (Time to First
HE-Related Hospitalization in HE Study up to 6 Months of Treatment, Day 170) ITT
Population)

14.3 Irritable Bowel Syndrome with Diarrhea
The efficacy of XIFAXAN for the treatment of IBS-D was established in 3 randomized,
multi-center, double-blind, placebo-controlled trials in adult patients.

Trials 1 and 2 - Design

The first two trials, Trials 1 and 2 were of identical design. In these trials, a total of 1258
patients meeting Rome II criteria for IBS* were randomized to receive XIFAXAN 550 mg
three times a day (n = 624) or placebo (n = 634) for 14 days and then followed for a 10-week
treatment-free period. The Rome II criteria further categorizes IBS patients into 3 subtypes:
diarrhea-predominant IBS (IBS-D), constipation-predominant IBS (IBS-C), or alternating
IBS (bowel habits alternating between diarrhea and constipation). Patients with both IBS-D
and alternating IBS were included in Trials 1 and 2. XIFAXAN is recommended for use in
patients with IBS-D.

*Rome II Criteria: At least 12 weeks, which need not be consecutive, in the preceding 12 months of

abdominal discomfort or pain that has two out of three features: 1. Relieved with defecation; and/or 2.

Onset associated with a change in frequency of stool; and/or 3. Onset associated with a change in form

S ) EEAA A o XIFAXAN
"U"(Z@ & o o5 A '
T oo ©—9-90-®,
OB e oo
Placebo
Hazard ratio: 0.500
95% CI: (0.287, 0.873)
Log-rank p-value = 0.0129
0 r r r T T v
0 28 56 84 12 140 168

Days Post-randomization
Note: Open diamonds and open mangles represent censored subjects.
Event-free refers to non-occurrence of HE-related hospitalization.

B 2: EARZ /N7 HE RBRICIH T % Kaplan-Meier -1~ MR | (HE RBR ik
WTHRE 6 » ABOIBRFIM. 170 B B £ TR 5 4l HE BIE AR = CORFHE)
(ITT £H)

14.3 THIE BB EEE
AHKID IBS-D 12T 2 HMEE . SABEESGLE Lz 3 DOM{EA{L, Zhaik
HFE, “EHER., 77 ARG CEME L7,

bR 1 RO 2 OFT A v

BAD 2 SOMEFRRAER, R 1 LR 2 1ZF— DT VA o Thotz, ZhH D
BRCi, IBS o r—~ 11 A¥E* 2l 7= 65 1258 ADBE ZXRIT, AHAl 550 mg $E
1 H 3[EHEGHE (N=624) XiX7 7 A& G5H (N=634) ([CHEEA/ELIZEID YT, 14 H
MoOEHHBEOZ 0% 10 BEOKEMEZ 7+ 0 — L1z, v—~ I &% T IBS
BEIIRD 3 >OY T H A4 FITEEND

TS IBS (IBS-D) | f##% IBS (IBS-C) . SUFIRAM IBS (HEME C L K
ERTHITEEZ 5 H D)

IBS-D } ONEAHL IBS Dl )5 D 23iBR | K OB 2 (ISHAAENTZ, ARANT
IBS-D B TOMHBHELRE I TV D,
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(appearance) of stool.

Symptoms that Cumulatively Support the Diagnosis of Irritable Bowel Syndrome:

- Abnormal stool frequency (for research purposes “abnormal” may be defined as greater than 3
bowel movements per day and less than 3 bowel movements per week); Abnormal stool form
(lumpy/hard or loose/watery stool); Abnormal stool passage (straining, urgency, or feeling of
incomplete evacuation); Passage of mucus; Bloating or feeling of abdominal distension.

Trial 3 - Design
Trial 3 evaluated repeat treatment in adults with IBS-D meeting Rome III criteria** for up

*o— A R 12 A O o &3R50 12 BRI, TR 2 HE L Lok A
AT 280 H D WVIIIERTRER H 5 ¢ 1. PHEIC L > TRIRT 5 2. JHEHEOZLThE
%/ 3. fBIEROZEALTIRE D

EEEIHENETE DI & F R IZ X BT SIEYL

- RE R PHERE WIERAITIR T B 4720 3 BE2 B R P RO 3 [RIARR OHEE 2 [ R )
LIEFRT D) o BELYHEE CRISREE M, SUTREE AT RELE (D&,
A, AEREEOH L6 0)  RHEROPEH IZRIESC e E b

AR 3 oFTY A v

w0z WA 12 L (

84

to 46 weeks. A total of 2579 were enrolled to receive open-label XIFAXAN for 14 days. Of
2438 evaluable patients, 1074 (44%) responded to initial treatment and were evaluated over
22 weeks for continued response or recurrence of IBS-symptoms. A total of 636 patients had
symptom recurrence and were randomized into the double-blind phase of the study. These
patients were scheduled to receive XIFAXAN 550 mg three times a day (n = 328) or placebo
(n =308) for two additional 14-day repeat treatments courses separated by 10 weeks. See
Figure 3.

BR 3 Tl "IBS-D I —F 4 /T —= [ JEHE =57 T A BE BT
DK 46 BT HOT- 0 40 - LEH- 251 L7z, &FF 2579 4038k S, FERT
AN 14 BTG SN, FMi I fEZ 2438 ADBED H b KOIOIEFRCEMM L 7=
1074 4 (44%) 122\ C, 22 WENC 7= 0 B ORI IBS fEIR O3 % 5l L
7o SEIRAIFTZE LT-3F 636 L DBENRO —EHERRBRICEELIZSTBNE, 21
LOBREIL. 10 BEOKRIELIZTETe 2 5D 14 A O#: Y R LIE 22— 2T, AHK 550

mg (N=328) XiI7' 74 (N=308) %1 H3ERHATAL>FHEIIN, [K3ZH
iy

Primary
efficacy analysis
performed

Screening/ Treatment 2 Maintenance Treatment 3 Phase Maintenance  Treatment 4 Phase
Treatment 1 Phase Phase 1 /DBR Treatment Phase 2 /SRT Phase Follow
Phase Phase up

ntenance  Treatment 4 Phase
/SRTPhase Follow

Randomize 1:1

Randomize 1:1

7-13d N
Variabl to18
ppo 2w RFX IRV ariable up to 18w

=~ " CT I -~ - L
N Drimary

Period

Pep)

o] o ]

aw
7-13d [ aciabdo o 2o 10 |
| T |

6w 2w PBOIRI

Non-Responders withdrawn and

Non-Responders withdrawn and
proceed to EOS Follow-up Phase

proceed to EOS Follow-up Phase
Obtain Daily/Weekly Symptom Diary

— T —
X 3: RBR3IOFFA

Figure 3: Trial 3 Study Design

. , 3 OORBRITET 5 IBS-D OBFLEMNIT, FH 47 5% (18 705 88 £ TOHMH) TH
The IBS-D population from the three studies had mean age of 47 (range: 18 to 88) years of - Y N N N R
: . : V. O BLEEOK 11%D 65 Ll b, 2% 03 ZMETHY | 88%NBANTH T
0, 0, 0, Al ~ N o
wﬁﬁg approximately 11% of patients were > 65 years old, 72% were female and 88% were ot T JEHE £ B 3 AR HIe 3 H B LIeoh » IS OMR B (7 b (=
. Z IR REE) 2RV LEZ Y, ROEA D 2 SL LR B, L. HE(EIC & o CE
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-
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**Rome III Criteria: Recurrent abdominal pain or discomfort (uncomfortable sensation not described
as pain) at least 3 days/month in last 3 months associated with two or more of the following: 1.
Improvement with defecation; 2. Onset associated with a change in frequency of stool; 3. Onset
associated with a change in form (appearance) of stool.
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Trials 1 and 2 - Results

Trials 1 and 2 included 1258 IBS-D patients (309 XIFAXAN, 314 placebo); 315

XIFAXAN, 320 placebo).

The primary endpoint for both trials was the proportion of

patients who achieved adequate relief of IBS signs and symptoms for at least 2 of 4 weeks

during the month following 14 days of treatment.

of “yes” to the following weekly Subject Global Assessment (SGA) question:
to your IBS symptoms, compared to the way you felt before you started study medication,
have you, in the past 7 days, had adequate relief of your IBS symptoms? [Yes/Noj].”

Adequate relief was defined as a response

“In regards

Adequate relief of IBS symptoms was experienced by more patients receiving XIFAXAN
than those receiving placebo during the month following 2 weeks of treatment (SGA-IBS
Weekly Results: 41% vs. 31%, p = 0.0125; 41% vs. 32%, p = 0.0263 (See Table 6).

Table 6. Adequate Relief of IBS Symptoms During the Month Following Two Weeks

BB | L UABR 2 DR

HBR 1 KOERER 2 T, IBS-DAEE 12584 Tho7- (
R3144, RER2: AKI3154, FT7ER3204) ., mABROFIMER L, 15K
M 14 AEHZD 1 » HIZ, 4 B O B2 &b 2 B, IBS O L OERIC+

MR AFI3094. FTE

IYIRAERNE R LT A L LT, kR L id, LT 0BT O EEN SN T
TARA LR (SGA) OEBERNZ NFvy 2EIZELEZBDE LTER L,
IBS HEWIZ DU T, TR D B FERT & L~ T,

TE0?

2B OBEIEDHZD 1 H HRIT, IBSIERO o nEonzolx, 78R

[1F0 iz ]

D7 HIENZ AR B D FE L

[ 2720

BHERE L0 LABIBREBE D ITNL - 7o GHR SGA-IBS Dt FELlk 41%%f 31%.,
P=0.0125 : 41%x%} 32%. p=0.0263 (3 6 &) .

#6. 2ABOEEERD 1 v AI281T 5 IBSERO+4r 7288

1 RE2
S 7R BB 02 #H 7S8R R 0z
B N =309 N=314 (95% Cla) N=315 | N=320 (95% Cla)
FHEEE n (%) n (%) n (%) n (%)
IBS JEfk D 126 98 10% 128 103 8%
-4y PriER 1) @31 (2.1%, 17.1%) 1) (32) (1.0%, 15.9%)

of Treatment
Trial 1 Trial 2
XIFAXAN Placebo Treatment XIFAXAN Placebo Treatment
N =309 N=314 Difference N=315 N =320 Difference
Endpoint n (%) n (%) (95% CI%) n (%) n (%) (95% CI%)
Adequate 126 98 10% 128 103 8%
Relief of 41) 3D (2.1%, 17.1%) (41) (32) (1.0%, 15.9%)
IBS
Symptoms®

* Confidence Interval
® The p-value for the primary endpoint for Trials 1 for Trial 2 was <0.05.

The trials examined a composite endpoint which defined responders by IBS-related
abdominal pain and stool consistency measures. Patients were monthly responders if they met
both of the following criteria:

+ experienced a > 30% decrease from baseline in abdominal pain for - 2 weeks during the
month following 2 weeks of treatment

+had a weekly mean stool consistency score <4 (loose stool) for > 2 weeks during the month
following 2 weeks of treatment

More patients receiving XIFAXAN were monthly responders for abdominal pain and stool
consistency in Trials 1 and 2 (see Table 7).

RREL AL
R 1 RO 2 O FEZFHGE H O p <0.05.

=3

RKER CIE, IBS IR E T 28R R OMEIR A HET A LICL D LAR X —
FERL, BAM Y FRA > R &l L2, BENLUTFOEREOMm T 2= L=
A, HRVAR U A —L LTz
2B GEZO 1 A2 BEL R, BRAITNN—R T A4 55 30%EL B

»

2 A GEZO 1 A2 BN E, BOMRAROFEE R 273 4 GREE) LT

B 1 KOERER 2 T, L0 %< ORABEG B DIER L MERIC OV THKR LR
R ZF—Tholz (FT1BMH) .
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Table 7. Efficacy Responder Rates in Trial 1 and 2 During the Month Following Two
Weeks of Treatment

Trial 1 Trial 2
XIFAXAN Placebo Treatment XIFAXAN | Placebo Treatment
N =309 N=314 Difference N =315 N =320 Difference
Endpoint n (%) n (%) 95% CI%) n (%) n (%) 95% CI%)
Abdominal 144 121 8% 147 116 11%
Pain and (47) (39) (0.3%, 15.9%) (47) 36) (2.7%, 18.0%)
Stool
Consistency
Responders®
Abdominal 159 132 9% 165 138 9%
Pain (51) (42) (1.8%, 17.5%) (52) (43) (1.5%, 17.0%)
Responders
Stool 244 212 11% 233 206 10%
Consistency (79) (68) (4.4%, 18.2%) (74) (64) (2.3%, 16.7%)
Responders

* Confidence Interval
® The p-value for the composite endpoint for Trial 1 and 2 was <0.05 and <0.01, respectively.

Trial 3 - Results

In TARGET 3, 2579 patients were scheduled to receive an initial 14-day course of
open-label XIFAXAN followed by 4 weeks of treatment-free follow-up. At the end of the
follow-up period, patients were assessed for response to treatment. Patients were considered a
responder if they achieved both of the following:

* >30% improvement from baseline in the weekly average abdominal pain score based on
the daily question:  “In regards to your specific IBS symptoms of abdominal pain, on
a scale of 0-10, what was your worst IBS-related abdominal pain over the last 24
hours?  ‘Zero’ means you have no pain at all; ‘Ten’ means the worst possible pain
you can imagine”

+ at least a 50% reduction in the number of days in a week with a daily stool consistency
of Bristol Stool Scale type 6 or 7 compared with baseline where 6 = fluffy pieces with
ragged edges, a mushy stool; 7 = watery stool, no solid pieces; entirely liquid.

Responders were then followed for recurrence of their IBS-related symptoms of abdominal
pain or mushy/watery stool consistency for up to 20 treatment-free weeks.

When patients experienced recurrence of their symptoms of abdominal pain or
mushy/watery stool consistency for 3 weeks of a rolling 4-week period, they were
randomized into the double blind, placebo-controlled repeat treatment phase. Of 1074 patients

£7. RBRIRCAR2ICBT 5 2 BROREEK 1 LRI AUV AR &

—DEIE

e 1 ER 2
AF 7R | BREEEOZE A=A F5ER RERAEE 0=

) N =309 N=314 (95% CI*) N =315 N=320 (95% CI*)

FHilE B n (%) n (%) n (%) n (%)
%% % O 144 121 8% 147 116 11%
ERAR O 47) (39)  [(0.3%, 15.9%) 47) (36) (2.7%, 18.0%)
B fiR b
W oD E, 159 132 9% 165 138 9%
i 51) 42)  |(1.8%, 17.5%) (52) 43) (1.5%, 17.0%)
FIE D 244 212 11% 233 206 10%
1 iR (79) 68)  |(4.4%, 18.2%) (74) (64) (2.3%, 16.7%)

C ASHEXH]
P ERBR 1 RO 2 OBEAREHIE R O p AR 1 T<0.05, # R 2 T<0.01.

B 3 OFER

TARGET 3 TiX 2579 4 DHEF T, FEEMTAAIZ 14 HEE L=k, 4 R
Bo74ru—7 v 7HMEHE LT, 7+u—7 v 7HIHOKDIZ, BEITIHEIC
ST DVARRAEFTM LTz, ATFOMFEZER LIZGEIC VAR A —L Bz L
7=

13 A OERNCESWT, BEBERA T BRR—2 T A b 30%LL hekE LT

YD (B EDNEEIZET S IBS SELIZ DU T, B 24 FEHIZ 7= D IBS 12/

PBIERED, 0~10 DR r—ILTE 5 TLED?) 0", £ < FFAP LU

E &, "0"E THREPIBEL 5 BREDR A FEHLFET

CR—=2ATA LT, HDH 1TEBTT YR MERIRA S —L 6 XL 7 DH

D 50%LL B 72 G A 0 T 2T, 6=IRIRE ERDIEICH T, SIS DR

TFERO/NTAE JRIROME) | 7=/KEE OkERT, BEYEE F 7o WIRIKIR )

CARDR

VAR H—IE, TO#%, B UTTRREKERE &\ o 72 IBS BhEAER O FFIC
ONWT, EREGTRR20B8EET7rn—8NnT-,

BE 4 BRI OMIC 3L, R ST IRIRE/ KR & Vo 72 1BS BEER O
HERBR LGS, —HERT 7 ERIROBYELELE 7 = — I BIEAL S
770 EMTAKZEGE SN TEMLIZ 1074 L DEFED 5L, 382 LITAKI O A
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who responded to open-label XIFAXAN, 382 experienced a period of symptom inactivity or
decrease that did not require repeat treatment by the time they discontinued, including
patients who completed the 22 weeks after initial treatment with XIFAXAN. See Figure 3.

Overall, 1257 of 2579 patients (49%) were nonresponders in the open-label phase and per
the study protocol were withdrawn from the study. Other reasons for discontinuation include:
patient request (5%), patient lost to follow-up (4%), adverse reaction (3%), and other (0.8%).

There were 1074 (44%) of 2438 evaluable patients who responded to initial treatment with
improvement in abdominal pain and stool consistency. The response rate for each IBS
symptom during the open-label phase of Trial 3 is similar to the rates seen in Trials 1 and 2
(see Table 7). A total of 636 patients subsequently had sign and symptom recurrence and
were randomized to the repeat treatment phase. The median time to recurrence for patients
who experienced initial response during the open-label phase with XIFAXAN was 10 weeks
(range 6 to 24 weeks).

The XIFAXAN and placebo treatment groups had similar baseline IBS symptom scores at
the time of recurrence and randomization to the double blind phase, but symptom scores were
less severe than at study entry into the open-label phase.

Patients were deemed to have recurrent signs and symptoms by the following criteria: a
return of abdominal pain or lack of stool consistency for at least 3 weeks during a 4week
follow-up period. The primary endpoint in the double-blind, placebo-controlled portion of the
trial was the proportion of patients who were responders to repeat treatment in both
IBS-related abdominal pain and stool consistency as defined above during the 4 weeks
following the first repeat treatment with XIFAXAN. The primary analysis was performed
using the worst case analysis method where patients with < 4 days of diary entries in a given
week are considered as non-responders for that week.

More patients receiving XIFAXAN were monthly responders for abdominal pain and stool
consistency in the primary analysis in Trial 3 (see Table 8).

DOF 544 22 WK T LI HBE T, SIERIERDSER L, 1BBRK T £ THkE- 2%
gl Lhotlz, M3EBH

BRENZ, BF 2579 4 F 1257 4 (49%) BIFERD 7 =— XD ) VAR Z
— TRBGEEICE VR EZ P Ue, FIRZITRO LS eRloR b EEND -
BEALE (5%) . BEFREE 4%) . BWEH (%) . Z0ff (0.8%) .

A OB 5N I B ORI Ot UE MR L 7= B 13, 2438 4 OFEAM rTEE7R ©
510744 (44%) Thoto, RER3 OIEBERO 7 = —XH | & IBSIEROEM L 7=
EErE, BB RO 2 THONTEIG LRETHo 7 (RTBM) , At 636 A
DBFIL, ZO%RBIEEFERDSHR L, YR LELD 7 = — X EALE NI,
AEIOIERD 7 = — X TIRPNEMR 2 1R5R L= BEICBE L., 58T 5 E TOHMD
PofiEik, 10 R GEREIE 6~24 ) TH o7z,

HRL, “HEER72—XCBELALENT- L&, ABIROT T B REEHRO IBS
JERA 2T DR—RF A4 TR L T JERA a7 IEER T = — Xl b
U—L7k bBIETH -T2,

BT, ORI L HROMBEERNER LIzt ALz 4 8BO 7+
o—7 v e &b 3B, R A OMERRORINE TR LIZGE,
HEMRT 7R T = — X0 FEFAME B I, RKFIOKDEL D 5 HLEYIOE G54
ABMTERCTERLIZ b O & RIS, IBS (BT 5 R &L OMERR Ol 51z B0
T, AR LB ICTEME R LIZBEDEIS L L, —RIGITIIRED r— 2 %
WTEME L, 772bb, H2EOHGEEED 4 HRBHOBFIL, Z0OEIZONT/
VILARUE—EEFE LT,

RER 3 CO—RMHTC, £V %< OFRFIE G BEDIER LK MERRICOVWT, AR
AR L, (R SHM)
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Table 8. Efficacy Responder Rates in Trial 3 in a Given Week for at Least 2 Weeks
During Weeks 3 to 6 of the Double Blind, First Repeat Treatment Phase

Placebo XIFAXAN Treatment
(N=308) (N=328) Difference
n (%) n (%) (95% CI?)
Combined Responder”: Abdominal o
Pain and Stool Consistency 97 125 o 7% o
Responders® 3D (38) (0.9%, 16.9%)
Abdominal Pain Responders (>30% 130 166 9%
reduction in abdominal pain) (42) (51) (1.6%, 17.0%)
Stool Consistency Responders
(>50% reduction from baseline in 154 170 2%
days/week with loose or watery (50) (52) (—4.7%, 11.0%)
stools)

*Confidence Intervals were derived based on CMH test adjusting for center and patients’ time to
recurrence during maintenance phase.

® Primary endpoint

¢ Subjects were IBS-related abdominal pain and stool consistency responders if they were both
weekly IBS-related abdominal pain responders and weekly stool consistency responders in a given
week for at least 2 weeks during Weeks 3 to 6 in the double blind first repeat treatment phase.
Weekly responder in IBS-related abdominal pain was defined as a 30% or greater improvement
from baseline in the weekly average abdominal pain score. Weekly responder in stool
consistency was defined as a 50% or greater reduction in the number of days in a week with stool
consistency of type 6 or 7 compared with baseline. The p-value for this composite endpoint was <
0.05.

# 8. RRIT_EEROEMNOBRYIELESHOEI~6 BOMITH22 EH 0T
WD 2FELULET VAR F—ThoToBE

7IER AFH| BREER D=
(N=308) (N=328) (95% CI*)
n (%) n (%)
BAEM L AR 5" 97 125 7%
N e OMETAR D B fi © 3D (38) (0.9%, 16.9%)
NI D FLAR 130 166 9%
(B35 T 30% L4 L) (42) (51 (1.6%, 17.0%)
IR D LA
SRS 154 170 2%
(N—X F 1 272 B BE T AAE (50) (52) (~4.7%, 11.0%)
[EDR B 3 H D 50%LLEWAL/8) e

CEHEXEIX, CMH 7 A MZESWT, EFEERE K OHER 7 =« — X O BT ORI T 5%
TORFMCIEE LRI L,

b 3 ST IE A

CWERE X, —HEEROBEYIOMRY IR LESHOE 3~6 HOMIZL 2 bW Ihmno 2
HLLEIZRW T, o IBS B OGN & BRI SR L AR 7 —Th -7 54512 IBS
B D JIEN R OMEF IR D L AR o Z— & Lz, IBS BEDIEIRICHIT 2D L AR X —
1. 1B O A 27 OFEHENS—AT A U5 30% EkE L BE L TR LT,
ETRIZBIT 2RO VAR H—1F, RXR—=RA T A T I#EBICY AT 6 X7
DOIEFIRZ R LTZ BEAS, 50%LL B Li-Ba L Es Lz, EAMEHMEEE © p H1X
<0.05
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16 HOW SUPPLIED/STORAGE AND HANDLING

The 200mg tablet is a pink-colored, round, biconvex tablet with “Sx” debossed on one
side. It is available in the following presentations:
* NDC 65649-301-03, bottles of 30 tablets

The 550mg tablet is a pink-colored, oval, biconvex tablet with “rfx” debossed on one
side. It is available in the following presentations:
* NDC 65649-303-02, bottles of 60 tablets
« NDC 65649-303-03, carton of 60 tablets, Unit Dose
* NDC 65649-303-04, carton of 42 tablets, Unit Dose

Storage
Store XIFAXAN Tablets at 20 to 25°C (68 to 77°F); excursions permitted to 15 to 30°C
(59 to 86°F). [See USP Controlled Room Temperature].

16 BEFFE

200mg $EE, B 7 EomihmOMBE T, FEIC ISx) XS TS, B
TouERE TRk SIS,

NDC 65649-301-03 : 30 §E AV R k1

550mg §ElE, B 7 GOmMEOHMEEE T, FHIC k) CXIRISh TS,
IFoedp e Tt n s -
* NDC 65649-303-02 : 60 EA Y AR~ /L

« NDC 65649-303-03 : 60 $E A0 H— k>, 1 [AlEm4E
+ NDC 65649-303-04 : 42 EA D B — k>, | Bl

Bri&
AFNE 20~25°C (68~T77°F) TIRAFT 2D & 5 15~30°C (59~86°F) DHiH I
xEib, [USP Controlled Room Temperature 5D = L]
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17 PATIENT COUNSELING INFORMATION
Persistent Diarrhea

For those patients being treated for travelers’ diarrhea, discontinue XIFAXAN if diarrhea
persists more than 24-48 hours or worsens. Advise the patient to seek medical care for fever
and/or blood in the stool [see Warnings and Precautions (5.1)].

Clostridium difficile-Associated Diarrhea

Clostridium difficile-associated diarrhea (CDAD) has been reported with use of nearly all
antibacterial agents, including XIFAXAN, and may range in severity from mild diarrhea to
fatal colitis. Treatment with antibiotics alters the normal flora of the colon which may lead
to C. difficile. Patients can develop watery and bloody stools (with or without stomach
cramps and fever) even as late as two or more months after having taken the last dose of the
antibiotic. If diarrhea occurs after therapy or does not improve or worsens during therapy,
advise patients to contact a physician as soon as possible [see Warnings and Precautions

(5-4)].

Administration with Food
Inform patients that XIFAXAN may be taken with or without food.

Antibacterial Resistance

Counsel patients that antibacterial drugs including XIFAXAN should only be used to treat
bacterial infections. They do not treat viral infections (e.g., the common cold). When
XIFAXAN is prescribed to treat a bacterial infection, patients should be told that although it
is common to feel better early in the course of therapy, the medication should be taken
exactly as directed. Skipping doses or not completing the full course of therapy may (1)
decrease the effectiveness of the immediate treatment and (2) increase the likelihood that
bacteria will develop resistance and will not be treatable by XIFAXAN or other antibacterial
drugs in the future.

Severe Hepatic Impairment
Patients should be informed that in patients with severe hepatic impairment (Child-Pugh
C) there is an increase in systemic exposure to XIFAXAN [see Warnings and Precautions

(5.4)].

17. BEICEABDIRZTHER
FretE T HIAE

ATHE FRIE DR &2 21T TV D BEOEE. RIS 24~48 B L 0 B < Fitd
BNEALT 2 HAITIIARI O G2 PR 5 2 b, BEFICE, KOV T MmAEA
HITEMDOZEEZITHLI9MET A2 L [BERUEHA ELOBRSE (5.1) 8B] .

Clostridium difficile B3 FFE

Clostridium difficile B TH%E (CDAD) 1%, AHl%ZET0I3ERTOHEEDMHEH
WZBWTHE SN TR Y, BEAEEITERE O THIN LEFEHIRIBRICDIE S, TLAEME
W2 K DIRIRISEMG O IEFME#ENZ(L L. C difficile DIBFRIMEHE A 5] <8 Z 3 6
N D, BEIL, HUAEWEORKES NS 2 5 AU L% THREELOME (FEkE
KOO EEZM D) ZRELTDAREENH D, THRDIRFERZICHEILT 50,
B D VTIBRREPICEEE L2 WHEILT 2 58101E, BEICTE 7217 O ERTIC
HET2EOBET228 [ BERMEAEDOEE] (G4 ],

w5 LAE
AANIERT. BEOWTIIZBWTHLREARETHI BEEREICHLEDLZ L,

EANZSE. STy

AF 2 G PR, MHBEREDTRIRDO NS KO BEICHET 2L, 2
WO DIHD T A N AEGE (T2 & 213, EB) 2T 25 2 L3y, AflziE
JRAIE DIRFRDTZDITIST LT85 E IR RHN R 25 Z L3 k< Abh s
W, YA R Y ERICIRH LR R b RV A BE IS A D LER D
D, WEEHEMK LY, 2F5HMZ7E T LanEaiid, (1) RIRFSERME
TLY, () MENWIEZES L, SRAFSUICOMOIUEIEIZ LV IBHE TS
TR REMEN R ED T LN DD,

HEORFHAET 2
HEDOIFERE R 42 (Child-Pugh C) Z AT 2 -EDEE, AFOEHUEFE RN
TOEERE MO LMBEN DD [(BERE LOEE 5.4) 2H]
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Manufactured for:
Salix Pharmaceuticals, Inc.,
Raleigh, NC 27615.

By:
Patheon
Whitby, Ontario L1N 5Z5, Canada

XIFAXAN® is a trademark of Salix Pharmaceuticals, Inc., under license from Alfa
Wassermann S.p.A.

Copyright © Salix Pharmaceuticals, Inc.

Rifaximin for Travelers’ Diarrhea, Hepatic encephalopathy and IBS are protected by US
Patent Nos. 7,045,620; 7,612,199; 7,902,206; 7,906,542; 8,158,781; 8,158,644; 8,193,196;
8,518,949; 8,741,904, 8,835,452; and 8,853,231. Rifaximin for Travelers’ Diarrhea is also
protected by US Patent No. 7,928,115. Rifaximin for Hepatic encephalopathy is also
protected by US Patent No. 8,642,573; 8,829,017; 8,946,252; and 8,969,398. Rifaximin for
IBS is also protected by US Patent Nos. 6,861,053; 7,452,857; 7,718,608; and 8,309,569.
Web site: www.Salix.com

All rights reserved.
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# 1.6-4. CCDS (Company Core Data Sheet) DIEL K UFIER [550 mg 5]
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i T 5, B, AAOEEIZLY TRINEELSNS Z
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b, L, BHEOFRRO® 56138 2 HiS XV 77 7F L LT300mg~450mg % 1 H 1
TH L, JFHIE U TR g ib. & L, F FIfE #5925,
e, FERIC K VEEEET 5, £, MOPEE | ~M a7 TV TA - TEVAIV T VYT R
K& OPFRANEE L, (MACHE % & eI R T AE D IR
[MAC £ % & Lo IEfE DR EE | WH, RAIZIZY 77 7F L LT300mg & 1
WEERAIE, V77808 LT 1A 450 mg H1E&AZKET 5,
(Hff) BH7EA]) 21 B 1EEHROREGT | HIV IRREEICB T IEEM MAC fEDREEHNH
%, JRAIE UCHIRRIZEERER G & L, T, E WH, A 77 7F e LT300mg & 1
W EEICK D EEHERT 223, 1 B RKEIL 600 H1mE&A&EET 5,
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Va2 [ - ARICBHET 2 EorE]
WHEAICIE, V77 e LT 1E600mg | 1. AFIZMHHT BRI, TF, Hric e ReRER
(i) @A 7'N] & 10AIC 1~2 B30T 1 ZIHE L TR a, BB BHRAREY, B G
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BOfEEts, FEAIE U CHIARTZEERR S L L, A VE RO REZEZICL, BETH &,
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> CTHIT22 L, =77 EL U YED
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1. iRz & O DO FEZIE K5 D AR A DL FIOBRFEENE T T DN H LD T, TA
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L LTS A R L. BRIR OTRR R Lo [ TEDEhRE) OS]
RO O EGIZEEDDH L, 3.1 HEEHEH 300 mg 2B 2 28541, BITER®
2. KH % MAC e & & T IERE R ME TR TR |2 i FEBEENEL R DBETNNH DO T, FHIHE
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WICOWTENADETERTA RT A v V% i | 4 REIOERICH o> L, iR ORBIE % 15
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BB R/ NROWIHOEEIZE ED D T
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5. AH%E MAC JiE % & T JERERE M HTRE B E I OV
FERE OIRIR I3 2 BRI, P
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BET T4 (T RILH) ( FTITFLEL, &
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[HEARRREIWER OESR) .

Q) NEUVIFEASOERICHTZo T, Itk
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Q) EEOEREEFEOHLBE (VT F=27
U7 Z w258 30mLop A [ [ERMENRE ) DI
2]

2. EELGERMNEE

(1) HMERBE, M/INRIEAE 72 & D ik F o3
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0.9% (81{F) ThHotz,
G OFRA 9,950 P S 7o ERRNWER T
HIGkEE 8.6 % (855 1) . AST (GOT) - ALT
(GPT) L5H-42% (4181F) . 519 % (187
) | FREE 12 % (1194F) | FEE1.2 % (118
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(i 5) TROREAREbLND ZENRHLHDT, R 2%LLE 2%FH SRR
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man syndrome) | ME& « @M, B9, FFAER.
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AENOEEFIZ L0 PR, ¥, &, MER, K. T,
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FAIOH ST > TE, TEEORHLEEZFL <
7o, FHIE U OfSEEiRE L, SRR -
MBI F/NEOBIF O GIZE LD D L,
Ak H - -

16



U 7 % < £E 200mg
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XIF Ay b7 Ak LIRBUEOBEREOH 5 | BHEREOH 5 BH
B
A EoER (1) REES (ROBEICIREICHET S 1. IRERE ROBEITERICEET52 L)

&)

1) BEEOH L EH [BEENNET BTN

NH5, ]

2) HEE OB 2 BFE [HAHEET L BENAR S

%, ]

3) B ICIEEO® 5 BE HED OWRILAHY
MTHZERnH5, ]

4) EinE [ TEEE ~0B Y OHES ]

5) #E BRI O AR R 722 BE LR D B DB
. EFREOEWNEE (B I KKRZE
KRH PN Z ENHDDOTHELZTHIC
To2 8, ]

(2) #8E/ER

[(BHREE] (BRICEETSHC L)

[HF4 %)

BRI, AAER (YR Vv Rrrm=
U LB, N7 v =0 AR LY, bRy
UL ATIRY U X AFEHRE)
[FERAAERR « HE L 774)

PRI S 8 B DB ENH D 5, MM
B HLONIZHEILIE, LEIISE, 2 XX
T 7 —BHEA, A LBREIOR SO
I EZAT O 2 &,

[(BEFP - fEBRiR 7]

WA & b AR TERTE- 2 A LTk D, Of
R &V ZOERAEES LD,

W BTN E b & £ O Bl R (B EEF o
B IR RAORELZ R TR H D, ]
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U 7 % < £E 200mg

1.7 FfEREZD S —EE

— R4 R HF =4 v —THikE AU IXT v BEBEA
(Kanamycin Monosulfate) (Polymixin B Sulfate)
R5E4 HF=L v h TRV MBRY IFxT B
(&H4) 250mg [BHiA] 100 FEEAL [7 7 49—
(Meiji Seika 7 7 /=) (774 %)
(3) .-ElER 2. g4EA
FEM EOER A A P R A S o BV SR e sy | AN VA FH T A o0 R S BB 2 D e
() e 72 AR S L LAt el | ETRD IR AL TL
SUTECHR, AR E S 2 BB L, (3 | KO & D REIEMAGR0 ST EAIZIE, zga:
ARG i UL, 5 R IEFE o) R B 2175 Z
IRAEOE
RREY (BHEER) JAR, & 5 FERk
(0.1% A1) B GE FH IRs) e
g (BERB]) L - g, BHCRIE, T
é(}. 1;/;51%‘2%) P o O Y R o BB LRk EETIETA L,
Mk
(0.1~5%A) AEAIE, B, THSOHE
SEPR
WBHEEY
(5%LA E ST SBEOER
E¥ I URZIE
(0.1%A5) B4 IV K RZERIE 71 ha v
UAfE, I A, B4 2 2 B BER ZIEIRGE
%, ONZ, BECRIR, MK
ED BEE ATV, BESED bhgEI
X, B#E5EHIETHIL
E) SERRH S b iHiacik. B#E2HIETS
&,
(4) BRE~DERE 3. BlRE~DRE
FEEE IR 2 K KZIC XD HilES & R EERE TIXERSRE MK T LT WA Z &R
LD ENHAHOT, HEIKREGTHIZLE, | ZVOTHET SR EEETDH L,
4. LEWE, EW. RIME~ORS
TR O 5B D LML L TR
DT b XATAHR LTV 2 RTREME D H 5 it AT
ITIRR EOF SN EREE EE b D Lol s
NAGEIZORFEETDHZ &,
(5) BRALDZERE 5 ERAEDEE
KRR A RE SR« PTP @D IKANL PTP > — R
PTP G DIEAL PTP ¥ — b HY HLTAR | Bev Lfﬂﬁﬂﬁ“é XoEEFsZ L (PTP v —
AIsXkoEET52 L, (PTP v — ORI | FOREMKIC o B TR S AR IR~
F 0 S AR E R~ L E 3% | LI iﬁ?L%io LU CHEbAR SO EE R G
LEBZ L THERARSOEERGIHEZ UM% | HEZIFRT S Z EBREINTND) |
THZERMEINTND)
S T— - 2011 4= 4 AGT 2009 4= 6 ALET
ISR I G5 3 150) O 2 1 U S BT)
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1) 7% < fE 200mg
EXGRRAERFTAZRFERTEH

1.8 BIAXE (F)

by M EEKXEH



U 7 & 2~ §E 200mg

1.8.1  WfFCE (%)
182  ZhAE - DR, Hik - AEKOER Lok
1.8.2.1 e - R () KOZ OFRGERIL
1.82.2 M- & () KOZE ORERIL

1.8.2.3 MEH EOERE] () RUZOREIRL

1.8 IRAICE (%)

............................................................................ 3
B (B OBERIL .ccoooovvoccccce 7
............................................................................ 7
............................................................................ 9

.............................................................. 11



SL ASKA

201647 H fEBC (8 18R

HAEERERG )RS 87619

BN 7 74 2 o RITEE R
- SEEAT S A S HERGHR
wizexa” LIRS/ "52200me e
RIFXIMA® TABLETS EPRREE | 1985% 4 A
BF O XUEES, BT )77 F 3 A

(THH N E DR DEZ)
fERHEAR : SMES IR

) ER-RAFORTEI LM Z L

(% 2] komHFIZEBRGLENWT L)
AFN DA R USBBOEDRETED & % B

(#ER% - 144K]
e 58 % V7 %22 §E200mg
ROy - A 18 V7 7%> 3 200mg

Wt —2, FUyFvY)aA-LEF )T LA 4
= om w7 7)) 2 VIR A 7L, WEEKT A B, b
w Juru—2, BitFay, Tu¥L YY) a—0,
= bk

# Iz WA T 4 VLT —T 4 VI8

ES M #

RiCINe

EE910.2mm JE EHY5.2mm  HEF356mg

A LR ) 7Evv

[3h8E - =hR]
JFHEREIZ BT B 7 v &= 7 MUEDSE

(A& - RE]
WH, RAIZIEY 7 7 %> 32 & LT 1 H400mg# 1 H 30
BRICHEOREGT 3.

<Hi - BRCEETEALORE> |
1 ARHNI R RLA T & 2 45, RO B A< |
W, ARICEEL TR E R ICHER L, BRI |
L R ERRERNROMEORGICEEw S Z L. §
L 2. ENERRGBRIC B\ T, AFIO12080 % 8 2 % FE
BRI, 12 A A TG BB DR |

PEAEICHNTT 5 2 & |

[(EFREDEE

1. EEHE (ROBFIIIEERIRETE L)
HE ORI E L F 4 518
[(AANF TS CRB I NS 72, BT ONFHREREH R
HTIRAUCH KT R Z 25 5. ] ([FpEe] o
EHHH)

E—INNY

2. EELERWIEE
AFNTHBEE LT PiEmEEE R L, o) 77+
AV RIS & M A TN RS D . flhod Y
T 7 VA YV RS B SR Om L & P < 72
B, Mkt Kk O Z O ORERLIE % & 5F L T 3 IFERGE
HFEICBT 3G 7 Y ESZMUEICR L TE, fhoBEE
ERIRTSH L.

3. HEMEHR
Gl b 2o — 4P450 3A4 (CYP3A4) 12Xk bR
SN, CYP3A4% i8S A2l H 5. AANI &M b
v AK—u— [P-Hix s (P-gp), AT =F
VAR Y XTF F1A2 (OATP1A2), OATP1B1K O
OATP1B3] ORETH Y, F72Zhb5izxdd 5H5EME
HAEHT DT, CYP3AAKRUZINSGDEFL T Vv 2
R— 2 — T E RITT, FHE & & 5 o3EH &b
A4 258101, BEOREL %L, HEICERS
52 & ([Epg] OEBH).

[(BERERE] (DFACER T2 &)

4, 5% WRRHEIR - FEE 7k ¥ - fabair
YouZzRY Y KB OIMPRES Yo a AR v OP-gp,
AU, KEOFRA | CYP3A4, OATPLH
WY 2k hyd (fEHICKD, KOOI
3. s A S B
IFZNLIZLT | ZNE DAL | AKADCYPIALTEEA
VA - LA gAY SB[ Ik, TFZLT

[TF =L 2| ZhnD 5. FRN A W S0
R N A F A — b O
T A F A — b AL, Zhooll
(EINAKGR) 58] TREAK TS5 &
EFACY (-
.8 1 H

KB £ TOENEERRERIS7THIh 216 (13.4%) 12§l
TER MRS 5N, FELU =T aRERZ, (44
(2.6%), THi26 (1.3%) %TH 7212,
(1) EXE&EMER
BEMXEBELX (VOXMITYIL - T12712IVEE
THIEE) GBS ARBE)™® : RIS (vax by Y
LT 4T 4 VLB TRE) BRd6bhbZ N
HBHDT, KW, L THI»H 5 bh7=5EI12E,
EHICPE AT 5 5 EMY R E 175 2 L.
) WEIHEEIARBER B OSSR D 7 ¥ SHEE AR
(2) ZDMmOBEHER
DTORWERN® 5 bh-aicid, ERICnC T
UnuEs4r> 2 L.

1~ 5 %A 1 % A

B\ W E 5, s

H oAb & 1R, T Mo, MWEdR, BAESEOEE, EESAR

vy i ALP LS, @Y ILE VIE

FEEAER O F WV, BRWEEE, FERGE O
b, SEZENEIIRR

B R & i, BiE

z O ft A O JOE, WUIEE, 550, ¥
B PRAPILRS

FEBUHI (S E ARG S D & B L 7.

. mEmEANDERS

— MRS, EEEIC B W T EEERE MK T LT\ B 7=
W, HETHI L.

. iR, ERR, BRIFFAOKRE

(1) MW SUIITIR L T2 alagttE o & % etticik, B# L

DAERMENEREE 2 & VIl & B Ba 120 A
5§37 L.
TiRh O 5124 5 ReMIEME L Tnsny, 8
WFEEE (T b RO HF) IS\, HRshEE Y
KORRROE KRR (Redgl, @EE 0%
AR RAINE) AR o T3, ]

I oL tiziE, KFEG ISR AT S5 T L.
(B FER (59 b) TIIHISRITT 2 Z & i
EhTnz’]

IZNREADERE
RHAERER, B, LR, IRXINICHT 2%
AV LTy (ERRRER 2 Z20)



8. BRALOEE 2. 91 GHEADT—4)9

ERZfTRF Tt R BRE B O PEIORE D BETE A3 b 5 T A HE B R 12
PTPEZEDHANIPTP Y — b2 5 HLD L CHRTS % A1550mg & IKAERE 5 L2500 7 7 £+ 3 VOl
koS5 (PTPY — FOBAKIC KD, B VoD BRI IR E T67.53.7%, HTHRER
FHER SRR EAHIA U, I3 LA 2 U CHiERR HEHT62.014.4% Th - 7=
MAFOEELAEEZHRET S Z LG shTn () AAOKRENEROMEZ, V77 3y el TR
%). an lét())(]mg’i' 1H 3 MR35 Cb 5.

9. ZOMOEE S
. R L tMFIZ ey - A RUCYPHTRREERAEHWTY
FAPRT=E0, WG Rs =285, 77 %YV ORMEFMULAR, )7 75> 31
(= 4 &) 8E) FUIZCYP3A4 TR & 7z
1. MmishiEe 4. Bt GHEAD 7 — %)

(1) fdHERk A (1) (EFEREBR#H~CHEEL L 72 K A1400mg & B % 5. L
fR RN TS, AAI550mg, 1,100mg % 1f1,650mg % 7256, MBETREOIINEIZ96.94% Th 7z, 2D
MR HLIIEE 5 U 7 RESR, A IS v B I 2 5, 96.62% # M & IRITARZALIK & LTI E
OULAE IR S O S BiE /S5 X — 2 2L T L b 1, 0.32% ARG 48R LANIZ IR 5 [ &
DTho7. ALz,

(1) AFIOKRE N HBEROREE, V7 7Fv3veLT (2) FVEMGRE B 1A H600mg/ H, 1,200mg/ H & 12,400
1[11400mg# 1 H 3 [MIEHZICHEOEGTH 3. mg/ H % 7 HERERI%S- L 7258, mikgkb#%24

T i A B o b ﬁl:ij i fl(gb?tPak%%ﬂ:fz!sﬁ#?tﬁ%aﬂ&%im.oaw.l%

550mg | 8 |1132+532 | 305541631 | (o 1 o) [4214212 () AAOKEENERERORARIE, V77523V ELT

15 1101400mg# 1 H 3 [ E#%ISRIIRE5THh 5.
1,100mg| 8 |29.47+12.87Y | 7.09+4.25 05-4) 4.73+1.53Y 5. EWIEEER
1650mg| § | 16.08+352 | 552142746 | (25, 4204156 (1) in vitromUBAH i
‘ 1) B MIFI vy — 24 KUCYPH FREFRBREZ T
a) ol (D) b) 761 Gl + BEdE R 22) V77 ¥ 3 v OREE G L AR U Tk

(ng/mL) I VIRFICCYP3AATRE & 710,

2) MREERFERRICENT, V775V IV iE

ol T —o— 550mg CYP1A2%4 i L %52 57225, CYP2B6&UCYP3A4

i —a— 1100mg IR U THOFREH R 2R L 721,

% —{— 1650mg v~

% gl il 3) U7 7% 3 VIECYPIA2, CYP2A6, CYP2BS,

Y CYP2C8, CYP2C9, CYP2C19, CYP2DS6,

7 CYP2E1 R U'CYP3A4% S L 22 5 7214,

3 4) )7 7%YIVIEP-gp®, OATPIA2, OATPIBLK

3 V'OATP1B3"® DIEETh 7=,

= 5 U7 7%y IVIidP-gp, ZAlMERME S v 552

B (MRP2), MRP4, it A 7 (BSEP) &
O I E 4 282 (BCRP) 12h U CHFER %
RUZT9 7 )7 7% 3 VIZOATP1AL,

OATPIB1KUOATPIB3IZxt U CPHE/Ef 2N L 7=

B (hr) A, OATP2BLIZFHEL 00— 7=.
(2) FFPERE RS (2) HRRRERBGE GHEAD T — %)
HA AN PERGE R 12, AAFl400mgZ 1 H 3 M14H [ £ V7 7RIV OKEYEREIC ST T OFHEEO
BRAELIPE G U2 IRRABRIC 550 %, Child-PughZy i N 41)% H 7EYS 0
WOMEMBIRE ST 2 — 4 (25 8 ~14HHIZHE) % PO | D | e | (e gt
7/ " D | ABD g | (DFFIIE, AL )
FRISRT. P | g | P a0y
. AUCo4 Crax Ta? AUC Cox
Chlld—Pugh WJ& (ng'hr/OmL) (ng/mL) (hr)
©pa sy v | 600mg | 550mg | oo 149 88.3
A 4 | 731245527 | 27.04+17.36 (12;54) ’ Wl | Hiwl (119~187] | [76.2~102]
20 ) AFOKRENZHERCHRE, V77Fv3IvelLT1m
B 25 82.41444.62 32.3£21.0 (0-4) 400mg# 1 H 3 [IEHISHEIESTH 5.
C 9 110.52480.64 37.364+22.18 ( 04;04 ) X DFFSROIYFIREIZ RITT Y 77 F 2 3 VDR
LiRES2)
a) el (&) CF-¥afiti + B2t f 2%) D | A0 ML S5 A — 2 Ib
L H58) e % A R MY
(3) ﬁ$o)‘»%/%8 ~ » e ) ﬁﬂ:ﬁ% TQ%“E T&%‘i ﬁﬂ#ﬁ ({ﬁ’[qgoi/o/f;‘ﬂ?j?i;(%ﬂﬂj T)
TS 8 iz, AAFI550meg% 1% (HHEHHR : AUC .
900kcal L I, FEEI35% LA L) SURZEEIFIZH% 5 L 724 5 550 0913 0 948
N 24 N X S m, m,; . .
R, ConddARRTH > 7283, BHRLG T (Tne) 2} RAT A Wi | T | 24 | [0750~111] | [0.800~112]
LEAE L (2250 - 1.0MERE, £rf% : 3.00¢(), AUCo-7} EE : ITFZLTALT U
58. 1%L 72, AREHIAHN & 13 H 4 2 85H (275mg 0.025mg 1.02 0.753
) 1S THEMEL 7. p— il [0915~113] | [0.671~0.843]
() AFOER SN =ZHEROCHEEZ, V7 7%y 3Iv&LT TF-Lr 5| NGM: 17-FTHFN I NG AF A= o)
1[1400me#% 1 H 3 &R IZHRIE5TH 3. Uk —L (EE) - | 025mg | 530me | g9 T o0 0.869
I AF A— | HEH TID N .
[0.856~1.01] | [0.784~0.963]
(NGM) N
JIL A b LLa
0.890 0.858
[0.747~1.06] | [0.744~0.988]

TID: 1 H3M, a) /L7 ZAF A — t OEHERHY
) AFOKRBEN7ZHEROCHRIE, V77Fv3IveLT1H
—9_ 400mg# 1 H 3 MIEBRICRIIES TH 5.



[ER Bk R &)

E B RAERY

FEERGERE A SR E L, 0 F b =L axdiie L-MmiEsL
(bS8 F7 7 ] PL AR Bk (BAMG =5 & W) % F2hi L 7= (KA D vk -
A&, AA400mg% 1 H 3 M4 H B E#REO%S). [1iH
TV EZTIRIE, PSESR K O N PERGRE B IR O ZE (1% DL
TOLEEBEDTH 7.

AFIT FF b — LB

g7 v E=7 | N A 74V |134.80+49.24 (84) |136.44242.72 (87)

BIE (ug/dL) | jiecpfiing |119.46+59.45 (81) |125.40+56.63 (85)

— N—=254 V| 033011 (84) | 0.33+0.10 (87)

AT | 0.20£0.14 (80) | 0.2340.17 (84)
Hﬂﬁﬁﬁﬁgw.w~xa4> 1.2+0.4 (84) 1.240.4 (87)
AT | 0.60.6 (80) 0.60.7 (84)

S £ EEENR S (BB

a) HFMERGESIEE, Mrh7 > =7, INE 72 & IR &% OO b fiie i ae
(Number connection test-A) DfEF A —Iifb L 724655k

b) Riliy VRO 2 &HkE 53 5H

(2= %h 2 9]

1. fERABE>
)77 ¥Y 303, MIEODNAKIFHERNAE ) £ 53—+
1SRG L, RNAGHKAEIHE T2 Z L08R I T 5.

2. %fg,ﬁ;m%~26)
)7 7 ER Y I UE, KRS T AR, aEvEsEEME s
Z LPaPER 4 Sl LR E A8 L 7=,
F vy MIFERGEE T LIZEWT, V7 732 3 VI3
DFIE R OEFIRIALT 7 > & = 7 Y2 4 F AR 70 12 0]
L7

3. ik
V77 F I ST AR, FISDNAKRFEERNA R
VAT — VBT ORERERIZEDRET S Z EAUR
B T3, ftho) 774 vV RIEETH B )
T7 Y IZONWTE, DNAKEMRNAKRY X 5 —+
ST D SRS B IHPEICZ G- LT 3032 in vivo
RERIZENT, V7 7F Y I VRERICET AEEED
V7 7FIVKROT) 77V EY VICRT BT
FERD B g 5 722930,

(22 BT 2 E{EFHIFR]
B VT F IV

Rifaximin [JAN]

(2S, 162, 18E, 208, 21S, 22R, 23R, 24R, 258,

26R, 27S, 28E) -5, 6, 21, 23-Tetrahydroxy-27-
methoxy—2, 4, 11, 16, 20, 22, 24, 26-octamethyl-

1, 15-dioxo-1, 2-dihydro-2, 7- (epoxypentadeca—
[1, 11, 13]trienoimino) furo[2", 3" : 7', 8'] naphtho-
[1', 2': 4, 5]imidazo[1, 2-a]pyridin—25-yl acetate
2312 : CasHsiNsOn
e

(2%

HC H H CH

HiC
Jrfat : 785.88
TR AEEORAMEDORRTS 5.
TP PYALXIE AL ) = LIZIETRTL, T4
=)L (99.5) IZRRBETFRTL, KITIFLALE
s,

[BRL EDEE]

PEM RIS, e TRIFF2 2 L.
(% 58 % f4]

1. RIS 2 2 EHEE A REO F, EUNcIEiT s 2 L.

2. HAATOERGRE D TRENTWAZ s,
WTetR, —EBOREGNIHRSE F— 2 EREhS T
ORI, SRER % N S0 6 R 2 F2id 5 Z &
k0, KFOHHBEEOEREREET S & &8I,
KAEID RV OARIMEZRT 5 7 — & R WNUE L,
AEIOFE I BB EBEEHRC S Z &,

(@ %]

1J 7% <$200mg : 10088 (108X 10, 73v7)

5008 (108EX50)

(£ & X #]

1) thovgert (EINEE I IR B R SRR i)

2) +EEDRE (IS AR PR A BRI )

3) AR (MRS » MISUCEERY 7 7 £ 3 v AR
5% oz )

4) #NER (Y FIZ) 77 F 3V ERBROLSH#
O A i 1 SR

5 tENER (T v b E O ZHRBE R ORE - BE R 784
T2 B9 2 akBR)

6) LR (AW - BRI ERER)

7) fENER (5 MITHCEEGERY 7 7 F 2 3 v AR
5L =047

8) tEPRE (EPIRYEIREGASE, FEFEH A S PEHLE RS-

9) *LNER (R AMBEICEZY 77F 2 IOk M
S & R0 )

HAER (e NIz —2ItB3B Y 7723V
DOCYPRHEER O [AE)

11) R Qb3 ahieakig « (R psE Sk, “CEE
W) 77 F Y IV HEREO G, A, RO
Hez)

12) #ENERE QESMEARGASE - IFERGE RS, LR _EHE
B PR ik BR)

13) #tNER (b MRS 2) 7 7% 31V

RO 7 7 v ¥y v OREETEHEET)

HAEE (v MIFIZuy—212b33) 77F2 3V
12k 2 CYPREER I % HEAER)

HNER (Caco-2ffaZ AW 7-P-Fi & v )3 7 B IZx4
%) 7 7 %Y 3 v ORE R L K OB S REETH)
tNEF (OATP1A2, OATP1B1, OATPIB3K®
OATP2BLIZHW T %) 7 7 F ¥ 3 ORBE R M J OFH,
e A

B FE S v 2R -2 — v FP-FEZ VS
BIZkF5) 77 %Y 3 v OMHEERRE)

R B v 2K —2— b FP-BER VS
B, MRP2, MRP4X%U'BCRPZHMHW\72) 7 7% 3V
DO HAEFHAER)

R @ N5 Y 2 R—-%—: v FBSEPIZH TS
V7 7F Y I VRO 77 v EY Y OMBEA/ERRER)
PR (AR B REEAER ¢ (R, AHI550mg
HiElpr s, a2 v &Y EAEH)
TR Gl ot SR ENRERER © fRERBEERE, AAI550mg
RiEPEE, I 47 4 & OFEWHEHAER)

LR Gsb SR EDRERAER © (A, AAI550me X
1% 5., RRCUREATE & o Y HAE)

R GEIC B2 Y) 7 7% 3V ORNASHKIHSE)
Hoover W. W. et al. : Diagn. Microbiol. Infect. Dis.,
16 : 111-8, 1993

Sierra J. M. et al. : Antimicrob. Agents Chemother.,
45 : 643-4, 2001

14)
15)

16)

17)

18)



26) Tamaoki S. et al. : Eur. J. Pharmacol., 779 : 168-76, 2016
27) Vitali B. et al. : Res. Microbiol., 158 : 355-62, 2007

28) Telenti A. et al. : Lancet, 341 : 647-50, 1993

29) Lucchesi M. et al. : Chemioterapia, 3 : 371-2, 1984

30) Malvisi Stracciari J. et al. : Chemioterapia, 6 : 82-4, 1987

[XXEkEERE - RFFEHRBBOEDE %]
FEOLHRIZFEE DAL ERHZ D & & L T8 Tatic ZHRk< 72
X,

b PEERASHL < FDMHRE
T108-8532 HUHUARMSIAZHI — I'H 5% 1%
TEL 0120-848-339

FAX 03-5484-8358

SLEHRSETT
HIDHENA =4
RREAEXZH_THSE1S
AR5
HHEGIFRAAESL
KBRAIAREGEEITUT B1&15
=¥

Alfa Wassermann S.p.A.



J 7 %< §E 200mg 1.8 IRFI3E (R)

1.82 #HeE-HE. B - BERVERLDEE () DOFRTIEN
1.8.2.1 BhEE - R () RUZDRERM
(1) ZhEe - R

FFHEREIC B T A& T vt =7 IAEDkE

(2)  %hEe - R OEBFEIRRL

U7 7% (BAF, L-105) 1, &AFELTHIEE A SRS TITHELEN TORER
TLERNIED Y 77 <A U RPIHEETH Y | HFHEMEO PO RERR L ST v E=
T OIGWMEIC X D EAZIHT 22 & T, 7 U E=TIREZIR T S5, L-105 1%, TR
FEBTH OIS (HFHERE, &7 v =7 MAETR R OB, FFHERE DR U X 7 ORE) (12
THEA 64 7 [ETHEGE IN TN D, AHFEICHIT, ERNIZBWCOIFENERE 2R L L8
TI/TIT AR S R LEis kB (L-105/2-A) S OV IV AHRRBR %2 58 T L7482 x5 & L7255 LA
e (L-105/3-A) % L7z, E7o, SN CEM S 4L72 5 T ERERASR (RFHE9702)
e OV T AR SEH IR — S M bbilieidBR  (RFHE9701) DAl 2 gkt & L CENEKT — % /%
= E DT,

EIPA OEFIRER T, AFERIEIS X 2 12 R ORHIIE B i 7 o =77 B e VT
JEERER D — e bRl TEEE T D PSEFEEUR a2 E L, Azl Lz (£ 182-1) . Th
5 OERRER O REMIT, Wb RREOIEIR 2 B DAMERMERA TH Y | Hii& I H]
WTPRENDBEEH L ORICRE RAERITRNEE RGN,

[EN L-105/2-A TiX, L-105 OEHRi#%Z ORI B W T, 2 TORMEEE THE L= R
DBV, S RFHE9701 TR B R A HEL L T\ e 2 & &0, L-105 @ B AR AJFHEINAE &
FARIT 2 HMMEDN R ST, BEMIZOWT S, EWNAOBRRER CRET IR <,
ARMIIRIFCTH o7, £z, BN L-1052-A 78 Tl 2 x5 & L7z L-105/3-A Tl & TOFHAMhHE
H T L-105 O&RFE5HIH (L-105/2-A 72~ 5 OfkGef 12 8, G241 - 10 BHH) 2@ U T
Flc L TRy, AREBREFTH T,

PLEE D FERENEOSMNGRRRD 55 b /fRIC—E RS D | TGl Sz
L-105 D FFHERMIE I 63 2 A 20k K OV 203 . B AR N ORFHERIE B BV T RIFRIC R 47z
B R, WEE - DR E TIFHERGE] & L7z (PGSR



# 1.8.2-1. 288 - IR OB ERILIZ AW 7= BRRFER

FHmERER RBT A FEROBE
WSS 11 FH kFGe : FFPERGE B (FZh) 1200 mg/day B Of 2400 mg/day T, JFPERNIE O —ebFHlFELE CT & 5 PSE i
(RFHE9702) | L-105 200 mg §E (4t il 54 T & % Normix 200mg & [r]—) AREIRUENRBO bz [90%EHXH ; £ th, —174~-3.1 L 1-17.8~-36] ,
1 H 3 [E#E 3 A& (600, 1200, 2400 mg/day) . 7 HFH
[5.3.3.2-3] BOfs (4t 2TOHRGHICBWTL-105 DREMEILZRIFTH D, L-105 I L HFEDHME R
LHaRILR, T o ab, ZEER, FERE. WATHER DR L TRET DR EFROREENE — RO R b e o7z,
PR
L-105 DAL ORI E B LT,
EINE WA | xT5 : AFvEmE o BRI EEFHMHEA OMP T e =T RETIE, 727 F b=k 5 L-105 O
(L-105/2-A) L-105200 mg & (FAFERAITH D Y 7 %~ §E 200mg & [F PEERGET 2 Z L IXTERNS 2B OO, L-105 BETIEA A RMERHHE B IZ >V T o
=) Rt O LT, FFEMEOFEIC W22 COHEE CREREEERL, —HLEZ
[5.3.5.1-4] 1200 mg/day (200 mg § 2 §E4 1 H 3 [\]) | 14 AFREOESG | L-105 OBREO b [T £ =7RE (p<0.05) . PSE % (p<0.0001) . AF
ZlasRItE, 7 & ab, FHlE ER. EIERIR, WATRE PERIE B IEEE (p<0.0001) . T/ ZHEH 7 L — F (p<0.0001) | KEwhiRi&RE AT (Number
] bkl connection test-A, -B }% (" Digit symbol test, \ 931 % p<0.0001) . QOL (SF-8 &M
L-105 DR VLM% T 7 F h—L L g ~UJ—Z=a7, p<0.01) . QOL (SF-8 ¥y~ VU —2 =7 p<0.05) ],
(Z4M) L-105 OFHE CHERIMEDTESE) 7 HRE& S D BB E I O O HTE 3K T
DEINDENER (BHERERER ORISR L) 250 TRET RSB R, A%
TR TH T,
HEAN S T AH %4 : PR E R (BZME) L-105 127 7 F b—/L L Ll U CHBEARIBNRZ R Uiz, [ KGFAMh R o 1
(RFHE9701) | L-105 200 mg &% (A i AREUA T & % Normix 200mg & [F]—) T UE=TIREOIKT (p=0.0084) . PSE % (p=0.0103) & O PSE HEH DAL= DY
1200 mg/day (200 mg #& 2 $E% 1 H 3 [5]) | 5~10 HRH®EN # (p=0.0083) ]
[5.3.5.1-1] Bely ‘ o - N
ZhisR R, 7o X b, ZHEHER, ¥ E I — EHK (2t BREIRGFTHo T,
(27 F h—sv) xR WATHER FLiatER
L-105 OF R O 2 E it Lz,
ENES 1 FH R FFEMAERE (BT 5 L-1052-A 352 7 L83 | (A& £ ToFMEEE T L-105 OVEN R HHIM (L-105/2-A 75 Ofkis] « 12 #R,
(L-105/3-A) L-105200 mg & (FAFERAITH D Y 7 %~ 200mg & [F Gz 108 Z@EU TR L TRBY, —E L7 L-105 ORI RSN
—)
[5.3.5.2-1] 1200 mg/day (200 mg 5 2 §&% 1 H 3[a]) . 10 @& O | (Z4at) L-105 R GERIEFTE ) 758 Sh o BB E I OVl o HTE 3 Tk

L72 L-105 OfEGE 1L T 7 F b — i b 0l 2 &5
FRBEEE 512 K D L-105 OB MR Ok 2 sl Uiz,

RESNDRIER (BEPERERE S X OWERE
DERMZ R TH T,

MEEe L) 280 TRHETNEMEIT/R <, L-105

SwOOz M2 2%~ (1

(%) X% 81



J 7 %< §E 200mg 1.8 IRFI3E (R)

1.8.2.2 A& - A2 () RUZDOHRTERN
(1) B%-RE

W, AR 77 R 28 LT 1 [E400mg % 1 H 3 EE#ZICROKEGT 5,

(2) R& - REDRERN
1) BHTOEZERE-AE
o (RON) T, AFPERERE DG - 2R & L CLUF O - HEPAGESh TV,

ZhiE - o RN SE 18 7% UL oD BB 12 351 2 BEMERTHEN
CET ST METRREOMBIRE | FEOEI U A 7 O

L - A& 200mg HE 2 §EA 8 IFfH] Z & \2He 597 | 550mg §E 1 8% 1 H 2 [k O 59
60 6O

2) RiE - AEDRTEER

a) A - ZLMEIZTOWNT

ik - HEORREMRIL L 72 5 G0 R O AMEIE, BRI L2 £ 512, FHANGE B % xt
G & LB 2 508 (55 T/ AR 23 FREL S EAR  (L-105/2-A) KOS I/ AHRRER 2 58 T L 724
B 2kt G & U258 M MFEERARER (L-105/3-A) 1 K OVESS 2 kR [55 1140 A Bk e ik
(RFHE9702) K OV NI AHEH o I B B M bbialiiz (RFHE9701) ] IS THERR L. Zhu b Z 3¢
gEtE LCENERT —2 8y r— 280 (R 1.82-1) , ZAHLORBRE Y., 200 mg HE 2
FE1 A 3R OGRS 5 AN LMD R S T,

b) BEDEZEIZDOLT

L-105 OEFEHERE T O EHREITFHTE R Chd 5 ENEE THERE (5.3.1.1-1 : L-105/1-A) | K&
OVESM S 1TFERABR (5.3.1.1-2 : RFPK9901, 5.3.1.1-3 : RFPK1011, 5.3.1.1-4 : RFPK1007, 5.3.1.1-5 :
RFPK9801, 5.3.1.1-6 : RFPK1002) OFEFRACHESEFHE L7z, KRB H> b, BREORELHRFIL
e o—8 A+ 1.82-2 1R LT,




U 7 % < §E 200mg

# 1.8.2-2. BEOEEL BN L-BEEREYEERER

1.8 IRAICE (%)

R ” . HEE9 5 B
= = U A
HERE S LA A, &kE5&. ®BEFHE b R
RPZ=X
" HilA] : 550 mg, 1100 mg. 1650 mg
(L-105/1-A) L-105 275 mg §i A : 550mg 1 A 2[5 7 AR, -
[53.1.1-1] 550mg 1 A 3= 7 A/
AN T L-105 200 mg 4 ” -
(RFPK9901) (fEA B A fgé{ ?‘loognﬁl‘ FEH
[53.1.1-2] Normix 200mg & [7—) : g
WA 1A L-105 200 mg & BE#4 200 mg, #& 0
(RFPK1011) (Mg i gL A4 Hi[A] : 600 mg -
[5.3.1.1-3] Normix 200mg & [F]—) A8 : 600mg 1 H 18] 4 HH
WSV 1A L-105 550 mg 5 fﬁéﬂ éssosgnrgn‘g &M
(RFPK1007) (s i Al A e o
[5.3.1.1-4] Xifaxan 550mg & [7]—) Bt - 550mg L H 217 AR,
550mg 1 H 38 14 HfH

[EIPN R Oigst T L 7z %o

B R

AR (5.3.1.1-1 : L-105/1-A, 5.3.1.1-2 : RFPK9901, 5.3.1.1-3 :

S

RFPK1011, K% TF5.3.1.1-4 : RFPK1007) Tix, HFERAI & 55 800H 7 o —H g0 dHh 2 25,
B%HBEETIX, ZIERRS L LT Cu X AUC O LR B RASNT- b0, FH5EICkT 2%
A& LTITZENER & R/ S < L-105 2SEERINE C, AR EILEN TH D Z L 2 BET
% & L-105 OFEDIHRT2RFOREIIEA LRV EBZ DN, B BRETREFTHY
AEFEZOFRBHEIIRFOFBEICHOOTREE TH T,

—J7. EWNE TR (53.1.1-1 : L-105/1-A) Ti, 7 CREROEIN) T T8 kLl Lo
BRI DBAVEFFERE O R Y 27 OfRJE) & U ARSI - HE (550mg @ 1 H 2 [A]
Feh) BRI L. 1884720 L-105 & 275 mg & A3 2 WK TIRWENREZ MG L7y, £ DRESR
g nssmsaaE e (2% R ol <l 206 11322 RovEiE
RE T, R RE 2 x4 & LI2ENHER (5.3.5.1-4 1 L-105/2-A) DIRE T, Mk - HE% 400
mg 1 B 3[ERROEELG~EER L, ARBRTIE, —EOBF TR CERYEIRES Mat L, s+
%5 1 FHRER (5.3.3.2-3 : RFHE9702, 200 mg $E 2 £% 1 H 3 [A]) JL OVESER I AHARBR (5.3.3.2-2 :
RFHE3002PK, 550 mg #£ 1 H 2 [8]) & blg L7z, ZOFER, L-105 O B34 NE M JEF] & [FEE
Tho, EpEhEIcEIT W EEZ LN (2723.1)

LLED Z & B ARIORIED D TR | B ARG SIEARIOIZIE RN, FEREMLT
b DB HET D LR S, P NS EONKRER (EWFR9ER) 128> TE
HIEBAL COBRERE EICER /LA LD WREMIID RN e B2 6z, T72bb, AARNCEBNTHIE
S TOAGEBANE « HREICEC TERNTOME - HEZRET LI LIFWREL B A BN,

10



U 7 % < §E 200mg

Arheﬂ

1.8 i 3E (%)
HES T, Normix®™ 200 mg < Xifaxan® 550mg 72 & DL BIRGE SN TR Y
THEFIZET D HIEOHIBR]

TRE I LTV,
Bz X 0 KRFN A M R OV 4

L L7236, [ENE I/ A
ETHIENMmYIEEZ BN

v WP ORMIGE
AR Tl RRIK
PERBRRT SN TWD T2, A TIIAR O HIEICRFORE Z

b Z &t ENHEERE - HEa NEE. fAITY 7 7% 3L LT 1 IE 400mg %
1 B3 ERBICEARGT D, | &L,

1.8.2.3

MERALDFE] (F) RUZTOHREREM
1.8.2.3.1 25
MER EOERl (R) R BRI
BRE L7
1.8.2.3.2 22 (ROBEICEBEELEVNIE)
MER EOEE] (R) BRI
[#*E‘
AFN D AN SBBIE DBEAEIE D 3 2 — MR EIEE LCRE L
1.8.2.3.3 <Hi% - BEICEET AERLOEE>
(A - ARCEET 2R LoREl (D) R EARIL
1. ARFN R AR T 8 5 2%, TP o 5B 2 | LAAITHERIIERGA T & U 5 £ i
T, IBEICEE L CIhRz iR L, %N $’%Wéh@mﬁ T PERE D3
NI A ERAN
fhﬁiﬁ%ﬁﬁd@®%%®&ﬁ EEDDT | SR AT L
2. EPEGHRARBRIZE1T, AR 12 HI% 82 5 b %ﬁTEF°
MBI, 12 BEE28B2 TR5T5 2 ENRERARABRIZ I 1T 2 525 HIH I
Z O W A RIS 2 b BAR 12 BETH Y FHLL Lok
BRI T L AR LT,
1.8.2.3.4 EERS (ROBHFICTESICRETEL)
Fﬁ%imﬁﬁj(ﬁ) R EAR L
B D AFHERERSE 2 5 B AFNTECHFCR# SN D0, &
[xﬁif_ﬁfﬁﬁénét@ T DFHERERE S | B D JIFHSRERS 2 A Tl AUC 734
FTIXAUC R T 22 mb5. 1 ([5EmEE] | KT 2 AREMR 570 E LTz,
DIEHHR)

11



U 7 % < §E 200mg

1.8 IRAICE (%)

1.8.2.3.5 BEELGEXRMIE

MfERAELOER] (8) R EARHL
AFNIPERE I L ChPIETEEZ R L, o) 77~ Kﬁ’ié#&i@ﬁﬁk@ﬂ%@
A T RPUREIE & A BN Z R R DD, oY | &5 BETERNZ ENDE
77~ A T RPUEEIT S DR DML 2B < Te | E LT,
D, ki & O O OFHIEAE Z2 G 0F L T 2 ITFHERNIE
BENCB T HET =T MEICK L CE, moOIREE
ERRTHZ L.
1.8.2.3.6 HEEA

MfEA EoBER (B R EARHL

AHFNLT K7 v — A5 P450 3A4 (CYP3A4) (2L VRS
1L, CYP3A Z/ET2EMR® 5. AFNISH T
AR—4— [PHEEA (P-gp), AT =4 kAR Y~
7'F R 1A2 (OATP1A2), OATP1B1 & TF OATPIB3] @
KETHY, Flz2nblld T 2MEFEHEET L0
T, CYP3A4 LN ZNDHDEFE T v AR —4 —
2 RIET, XIFEE &ﬁé@@%ﬁkﬁ%féﬁA
X, BEOREEL 2B L, HEICKRGT52 L (1K
%@wJ®E%%>

& E} &EB

[(EREE] (BFRICEET 22 &)
BERLREAR - HF 7
ik

A4 W - faBRIN T

IR ARY v

ARF O i |

JaARY D

WS L, KFlo |P-gp, CYP3A4,
Zh R AR 5 | OATP PREIERIC
BENWRDHD. X0, KEIO M AR
ENEHT5.
TF NV RA NIV INHOEKO | AKKIDO CYP3A4 7
F—NEERA | MFREAKT |EERICEY, =F
[TF =L 2 N SEDIBZAN |ZLZ X NTUF
FOF = I BB, — VR VA
FAFA— K (H F A — N OHETE
HARETR) %] e L, Znboi
R AT <&
LHEEZOLND.

V77X I3 F hrua—A
P450 3A4 (CYP3A4) (2L 0 AR
A, CYP3A Z3583 5 /EM RO &
N5, ETEFENT LV AR—42— [P
WEED (P-gp) , AT =4 ik
AU ANTF K 1A2 (OATP1A2) ,
OATP1B1 }2 () OATPIB3] DHEE T
b, NI HHEEMEZA
THZENRROLILTND Z &)
H.CYPIA KRN HDOE/FE T

ATR—H — %m%&&?m@%ﬁ
ORI 258101, EESLE
_kﬁﬁm%fbko

[PFHEE]

AFN 7 a AR »EHH LI
SLERYF HAERRBRIZIB VT, AFH

DIMFPREN EH L2 0HRENH

HTEMBERELI,

Fio, AHNEROGBHTE (mF=L
TARNTG VIV s JIVT AT A —
N) Z O U 7o ig o S AE B R
BRIZISUNT, R A BELE R D o i BE
MMETTDLDWMENRHDZ LD
& LTz,

12




U 7 % < §E 200mg

1.8 IRAICE (%)

1.8.2.3.7 Bl1EF
(1) EXZEIEA
MEA EoERl () R BRI

BIEERBXR (JuX NIV ULA - T 47 4 )VEET
FHE) GEEFRSED) . BEEKER (Zax b)Yy
Lo T4 T VVBETRNE) BHEONDLIERHD
O, 8, HERIZR TRAD b SAITE, EbI
BehaER LT 57 SO AEEITH Z L.

Vi) YA BRI K DA 1 FE 5 0 72 30 S AR B

FE PN PR AR CIEZEEL L T
N, HEAMIE AR BRI BV TARREME K
g (ZuARNI TN T 474
SOV FRNE) ERH BTV D
ZEDNL AEFROERMELZ
BRE LTz,

(2) ZothoEI1ER
A LorEEl (B R ERHL
3.EIEH]
[ PR R R [E PN E 1L T FR S PR 3R K O N 3R

KR £ T OEMNERARTER 157 i 21 61 (13.4%) (ZF)
TERDRO bz, FE L2 BRaIE-IE, (5 4 41
(2.6%) , THI2H1 (1.3%) FThoT.

Z OO EIWEH
LT ORWER S &b -8Aa120E, ERIZS T CEy)
TRALVEZITH Z &

1~ 5% AT 1% 5
BEE L, B
JHIERS {HER, T s, Mg, EREERYR, REER
AP, R
B ALP L5, mrEv UL E v fE
AHAER DEV, WRERYE, FFENE
DAL, FHENENRE
EIRES EILE, BhE
ZDith P ORAE, WMUME, 55,
FEEL, pRp b

FEBURE X EN ARG S EM LT,

IIT AHBG R BR CREL L 7-BIEH &
aodk L7z,

13




U 7 % < §E 200mg

1.8.2.3.8 = ENDRE

1.8 IRAICE (%)

MEAEDRRE] (B

R EARHL

4. @EEE~DOEE.
— R, BT ICB W CIIAFEBENME T L TV
=%, EETHI L.

R IR D — B ERE & LT
RIE LT,

1.8.2.3.9 bER. EiR. RIBFEAOERS

fFEREOER] &)

5. bbhm, Pk, RHAEFE~OEE
(1) B4 SUTAEHE LTV 2 AIREME D & 5 L EIZIE, 1B
FOREN GRS BB SIS HEA IO
HEHETH L.
R O BT 2 22 M IMESE LT, @)
WERR (T v FROTHX) IR\, Iafmiais )Y
KOG OB A FE D0 (Roeagil, @EIRE % E
BEEEHEINEE) RO BN TN D, ]
(2) #HLbq
BHF OLMTIE, AAE G IR AT S5 2
L.
(B ERR (F v F) THHHPICBAITT 2 2 & ndmE

AR RT DAKI DL N, A%
PEIRENL L TN 2, AEN
falrtex LR 255 IcohH&ET 5
NP Y

B IERIZIBNT, V7 7F I
DA PIIBATT 5 Z L3 miE s
TWD 720, ZILPIIAA O G %

EhTns ] BETFAHZ L E LT,
1.8.2.3.10 INREADERE
MER LRl () FERIL

6. /NBE~DEE
HARER, AR, IR, s hRicxd 2
LERVEITHEST L TNy (B FIRRBR DS 72 0Y)

INRERZ BT DL EMEIIMENL LT
RN R R EMGEE & L C
RE LT,

1.8.2.3.11 ERRRBRERRICRIZTEE
MfEREOER] B FEMRIL
RE L7

14




U 7 % < §E 200mg

1.8 IRAICE (%)

1.8.2.3.12 BEERE

(ERAEOEE] (B) R EARHL
BRE L7
1.8.2.3.13 BERALEDFE

MERALOER] (B R EARHL

7. WA EOREE

FEFN AT IR

PTP A DHANIPTP v — h 2 D E W H L TIRAT S
ko¥ESAZ L (PTP > — hOREEKICL Y, #HVEL
DA RITEREBEA~FIA L, FIZIEEELE R 2 L CHERR
HREOEERGIHELZ RS D Z EAMESATY
%)

H HGEFEE 240 5 Rk 8 43 H 27
H) [2HoS% PTP v — MNIfRAH—
MR & LR L,

1.8.2.3.14 ZDMDEE

MERALEOER] B

8. TOMDEE

AANDOEEAZ LY | RPEROLRDZENH D,

E N EFAFRER CIEEEL L Ty
D3, AA O KE AT SCE R ONE N
HMTHEEMRME SN TV DTOREL
77,

15




') 2% 7§ 200mg
HERTARBAFERTEN

1.9 — B FICROIXXE

HIMEREKARH



U 7 % < §E 200mg 1.9 —fiRAIA PRITAR 5 30

L0 B R R 2 Sl ettt ettt ettt



U 7 % < §E 200mg 1.9 —fRAYA PRICER D 3CE

1.9 —RHBAMICHRIXE

(1)  JAN
SRR 26 529 H 17 BAHTESREIRGEE 0917 52 2k v, LFO X HicmmIni-,

AAR% : V7r® Iy

#e4, @ Rifaximin

b4 0 (HARA)
WEfE (2S,16Z,18E,20S8,215,22R,23R,24R 255,26R,27S,28E)-5,6,21,23-7 N 7 & R ¥ ¥
27-A FF¥T-2,4,11,16,2022,2426-F 7 X A FI)V-1,15-U A F V-1,2-TE RE-2,7(=
R RUOXTHALI NI ) A4 X )7 a[2"3"7,81F 7 M1',214,5]1 I X
[1,2-a]E"V ¥ 2r-25-14 )V

(4)

(25,16Z,18E,20S,215,22R,23R,24R,255,26R,27S,28E)-5,6,21,23-Tetrahydroxy-27-
methoxy-2,4,11,16,20, 22,24,26-octamethyl-1,15-dioxo-1,2-dihydro-2,7-(epoxypentadeca-
[1,11,13]trienoimino)furo[2",3":7',8 Tnaphtho[1',2":4,5]imidazo[ 1,2-a]pyridin-25-yl
acetate

(2) INN
INN : rifaximin

Prop. INN (Supplement to WHO Chronicle, Vol. 37, No. 2, p.22, 1983.)
Rec. INN (Supplement to WHO Chronicle, Vol. 37, No. 6, p.8, 1983.)



1) 7% 7 iE 200mg
EXEMBERTRZRFERMNEN

110 EF - BIEZEDEEEETEEHNDZE LD

HIMEREKARH



U 7 %~ $E 200mg 1.10 #3 - BRSO EEEEROF L0

110 F3K « BB DG T TR IO T L WD oo eenos 3



U 7 % 2~ §E 200mg

1.10 #38 « BEEFOREHFRAEEOE L

110 EE - QIEFOEEEZEHDOFLD

b4 - il

INN : rifaximin
JAN : U7 7% 3 (HA4) . Rifaximin (354;)

HEIE

HsC H H CHs

H3C

ZhRE - DR

HFHERSE (2 31T D 7" 8 =7 UE D

L - A& W LRACIZY 77 %208 LT 1IE400mg & 1 H 3 [EIAFEICRE 0
5325,
BIFESE DI E
TR M ORI | A ) 7 7 I
9 R BK| U 7%~ 200mg (1 529 200 mg & F)
M
& P LDsy (mgke) % H HIR N 2 -
YUANE >2000 mg/kg  >40 mg/kg
AN >2000 mg/kg  >40 mg/kg
[k
B | G | SRR [R5 (mgkg) P ERFTA
~ U 4 #&A 0,250, 1000, 2000 |FEFCAT R L,
Ty b | 4 #&m |0, 100, 300, 1000° |300, 1000 mg/kg “C AT HII#NH] &
B EOWRAD 3D b, RBC,
Hb, ALT, TG DI WBC D
TR BT, & 2R TR
FRE RO SR E B OB 73
Db,
13 @M #&m0,25,50,100° | HEMOM TR L 2T —
IV OISR B, AL RS
55 R OVKENEE T VM 2 5 1244 1
g%, BFIER. REWAIT R OVBE A 45
BEETRD BT,
A X 7HR | #&n© |2000,3000° FrAT R L
4EM | #&A  |100,300,1000  |FFECATAR L,
13 3 &0 ]0,25,50,100¢  |RFEETR AR L,
* GLP &5

O AR T TR
RGeS R N U U ik RS (G AN A




U 7 % < §E 200mg

1.10 #3K

F BIEREOIREHFRERRO L LD

=i
B

i |5

et s

55 (mgkg) °

ERETR

7 vk

26 JHH

®n

0, 25, 50, 100

50, 100 mg/kg T =L A7 @ —
LOBINARD B, BHE DOV
AR/ INEEJE] PH D st LR HE A L B
SEFDFRD b LT,

®n

0, 50, 150, 300

IREEIEININE] LLSMZ B & 37 s 2
TR BN o T, FEET WBC
OW/O=0 ALT OEEHNZE L3 S
7oH3, L-105 &5 & oo B 1375
MR ERTENEEZ BN,

I

0, 25,50, 100°

100 mg/kg T = L AT =7 —/LD
AR &, R TIHE RO
UbHANED BT,

0, 100, 300, 1000

1000 mg/kg “CHR AL 72 (R B HE NP
DR B, 5 H R TR G
JEHEDERD ST LIS 5257
WD SRR o Tz,

MM REIIRO STz,

* GLP #Rx

O R e
¢ RACHREFEICERME R IIRE S TV RN,

= 13.4%

HRRMA R OME M (%)

MAT Y FAT 72 —EHM 1 (0.6)
EEU A ME 1 (0.6)

() FEBHEE T E AR RBIC S S E B Lz,

AR RITEMZE B (RRRRERT 2 51) 21/157
RVEM ORI ¥ (%)
Y 4 (2.6)
T 2 (1.3)
L 1 (0.6)
N T 1 (0.6)
L IEERYE 1 (0.6)
PEFBAS PR 1 (0.6)
Eayan

O RS (1K)

B

DAL RGOS (TEE)




200mg

) 7% 8200mg

i

EEmR:

£
1
Bk

A

ot

T

o

112 HIAFEH—E

HIMREHRA S

1.12

1719



200mg 1.12
FE3W (EPa1—IL3)  REICHATIXE RTEH-—FE
3.2.S [RE () I77¥ I, ZaCh SystemK U Sanofi)
CTD No.- EHEIFIT = Al
ERES | T0 % | @i, ) |EHEE - TOM) g o)
3.2.51 —HRIEH
3.2.8.1.1 — | GRaERReL) — — —
3.2.8.1.2 —  |ME GaERReL) — — —
3.2.8.1.3 — —FrE GRUERZR L) — — —
3.28.2 &E
3.2.8.2.1 — |BEEE GREERRL) — — —
3.2.8.2.2 —  |[BEFEROT ot Rxas br— GGEERZL) — — —
3.2.8.2.3 — AL OE R GRAE R L) — — —
3.2.8.2.4 —  |HETERCHZPHEEOEIH GRUERZRL) — — —
3.2.8.2.5 — TatX ANV TF—vary /e Xl GRY AR — — —
3.2.8.2.6 — |HETREOBBEOMKE GAERLL) — — —
3.2.S5.3 %4
3.2.8.3.1 — ZOMOFFEDIE G ER R L) — — —
3.2.832 — A GREERRL) — — —
32854 REDEHE
3.2.84.1 — [ HBEORBIIE E — A
3.2.5.4.2 —  [HABHE Gt k) EHN — Al
32843 —  [RBHE (i) oY TF—va v — — —
- HeaRER (4541 AT AT ~ SIMTIEN — =
325431 | IR LU gﬁ@%“',/ﬁfi&z?ii%mx 7 bor) ook =[] HEPNEE R FTAT
L-105 ORERRREE (RIMBILA STt V) DOHTESY - -
325432 I~ (Rxosoffios) Sl FEPYETR ¥
32.8433] —  |X-ray powder diffraction (AW-CTD-3.2.5.4.3) sk (FXNCTD) S
328434/ - 105 O LLHEEE DS HTIEANY T —2 5 =P FEP R Al
L-105 OMERER (R&m) ORPIENY T —va v _— .
32.5.4.3-5| [ I (arx2sQffp7) =N N E At
L-105 DR (R&E) OOIIEANYT—var (2) — =
3.2.5.43-6|[  EGEGzN_ (ARX2SOR4) [ *hEp R FTAl
L-105 OMERER EEWE) ONHiEN)TF—va v ] T -
3.2.s.4.3-7- (1) (ARSCEI) [N RPN R i
L-105 OMERER EEWE) ONHiEN) T —va v - -
3.2.S.4.3-8‘- (2)  (ARX2SOND2) 5[ PR ATl
L-105 OMERER GERRHBELED) OBHiEN) T —va v - -
(ARX2SQIl12) EWN LB R A
L1050 K5y Dok ) F—2 3 (ARX2SQI03) = NS APl
PARTICLE SIZE (AW-CTD-3.2.5.4.3) WS (FRJCTD) 2%
L-105DEBEDHiENY 7 — 3 (ARX2SQI04) EW FEPY R AT
o hy#Hr (Zach system& (fSanofi) Yo N Bl Bz
HES M OB v D 24 M — — _
L-105 (= v 12013001257, 2013001258 % (*2013001259) g .
FRMEAE [ARX2SQE21(ZSFHE)] =Py FEPIETR ¥
L-105 (= 12013001090, 2013001091 % 1}2013001431) @ s .
FREHE [ARX2SQIR5(SAJF )] =Py PR ¥
L-105 (12013001257, 2013001258 A 182013001259) D5 . .
il 22 [ARX2S Q05 (ZS J5H8) ] =Py PR ¥
L-105 (=»h2013001091 % 10201300143 1) 0> L JIFERI & - -
[ARX2SOJ07(SA )] EN LN A
KLFFE (AW) RSt &R 5%
L-105 O > i) 7 - a v . -
(ARX2SQJi 1) M FEP A wFif
L-105 (= 12013001257, 2013001258 % (*2013001259) _— .
s = CArxesolb3zs ki) Elg PR ¥
L-105 (= 2 2013001090, 2013001091 % (*2013001431) O - .
s T Arx2solbs(sa )] Sig PR AFil
L-10s | > i 5, 5 715} ) 7~ = -
325459 N . (ARX2SO18) 5[] FEPNE R RFATG
L-105 DIHHENY F—2a _— .
(ARXZSQIZS) EWN FHNE B A
32845-11  — [ W -CTD-3.2.5.4.3) ii%ds (EKJHCTD) 5%
3285 BERXIIIFEME _
3.2.8.5.1 — [HEEOHRBRSIE EHA — ST
3.2.8.52 — BB o hE HA — __alifh
3.2.8.53 —  [HBualst = A /s — PTG/ 2%

2719




200mg 1.12
3.2.8S RE()IJ7¥L 3, ZaCh System R U Sanofi)
CTD No.- EHEET | At~
EEEE | PO ke () | B - TOM] 5 sy
3286 BH#:mk ;\ (gi"é;‘ﬁ?:; L)
3287 REM
328.7.1 —  [KEOE & KUK Bl — S
3.2.8.7.2 — HAER% O EMEREGEHE OEA R OV G4 &R L) — — —
3.2.8.7.3 — LENVET — X — — —
L-105 (= > 2013001257, 2013001258 % Uf2013001259) @ . .
325731 | I 5 vyt 2afii - (arsasclf) A HEPEDR A
L-105 (= k2013001257, 2013001258 &% (*2013001259) o . .
3.2.8.7.3-2 R (ARX2$Q.27) E W R AEA
328733 L-105 (= v h2013001258) O wiEsRER (OF) N R T

(ARx2SO3)

3719




200mg 1.12
FE3W (EPa—)L3)  REBICETLIXE RHEEH-—FE
3.2.P 81L& () 7% < 8200mg. fFEH)
CTD No.- . Yk I =, SEili.~
gugs | =0 2 & (@R ) |[BEE TOH) S pm
32.P1 HEIRULE
3.z.p.1-1|_|LEf§;§f§j (L-105-200mght) HEFERE e MR | A
L-105%2 E M sk 8LA (L-105-200mghE) D ZEFtHlE . =
3.2.P.1-2_ e Bl AR | AR
NS = 1k -
3.2.P.13 L 105-200mgh) DRI [Py R | AR
3.2.P.2 HEREDOEE
32.P2.1 — BRI RSy — — —
Components of the Drug Product (Rifaximin 200 mg, Tablets) s "
32.P2.1-1 — (AW-CTD-32.P.2.1) st (BJHCTD) 2%
32.P.22 — A — — —
3.2.p22.1 — BRI A — — —
32P221-1 . ]3)1;1% ;’r;))duct (Rifaximin 200 mg, Tablets) (AW-CTD- Sk (M CTD) BE
32P22.12 L-105-275mg HE DOV H 2 O AL (ARX2PQ.15) EHN PR =i
i L-105-275mg 8} O'L-105-275mg $E-01 DT EaAER : —_— =
32P22.1-3 (ARX2POlf14) EN FENE R Gl
L-105-275mg §E & L-105-200mg §iE DV HIZE & o FF-AG . -
32P22.1-4 ‘_‘ (ARx2PO13) ' [EA KPR R F i
L-105-275mg §E & L-105-200mg $& DV 156 8) o 3 A2 - =
3.2.P.2.2.1-5_ (ARX2PQII) Es[) AR FFAiti
Normix 200 mg & L-105-200mg §E D ¥ H 258 O FFEAH 1 , .
3.2,P.2.2.1-6_ ol mg EOBHREROR [ dovgers | R
Normix 200 mg & L-105-200mg £ D ¥R Hi 258 0 Z14fh3 S .
2221 R 9y wovEE |
32.P222 — WAL GERYERR L) — —
3.2P223 — B FRMEE R OV EY IS GRYE R L) — —
3.2.P23 — F5E TR DB DRE — — —
Manufacturing Process Development (Rifaximin 200 mg, Tablets) N m
3.2.P.23-1 — (AW-CTD-32.P.2.3) I8 (BRINCTD) B
32.P2.4 — ok it GRYERZR L) — — —
32.P2.5 — A ZEOBED DA TR GEREERR L) — — —
3.2.P2.6 — RO O R HE L ol &E GREERZRL) — — —
3.2P.3 &l&
3.2.P.3.1 — fEd GRUERRL) — — —
3.2.P.3.2 — ShENS GRUERZR L) — — —
32.P3.3 — FIETREOTo® R« a2 ho—/L — — -
Description of Manufacturing Process and Process Controls N "
32P33-11 — | Rifaximin 200 mg, Tablets) (AW-CTD-3.2.P.3.3) HESH (BMCTD) | 2%
3.2.P3.4 — HETELOHEEPEIROEH — — —
Controls of Critical Steps and Intermediates (Rifaximin 200 mg, s "
3.2.P.3.4-1 — Tablets) (AW-CTD-3.2.P.3.4) s (BRMCTD) 5%
32.P35 — TatA - NYTF— g,/ T ak A — — —
3.2.P.3.5-1 — Report of concurrent validation (AW-2PV22900F4) WS FENE B SE
3.2P4 FHMHEOEE GIHEMLGL)
3.2.P4.1 — RS OB TE GERAE R L) — — —
32.P4.2 — RETE (R GRAERZR L) — — —
3.2.P43 — RERTIE (7R oY TF—rar GREEERZL) — — —
3.2.P.4.4 — Hks R OB GEOZ 4 GRYER AR L) — — —
3.2.P45 — v b XIFEEIEORIA] GEM &R L) — — —
3.2.P.4.6 — BERINA G EEZR L) — — —

4/ 19




200mg 1.12
3.2.P && () T7F L <iE200mg. f&Hl)
CTD No.- 5 EHEHFT =, SEfili.~
guEs | o9 % B (@i s BB TR g p
32P5 HFIDEZ
3.2.P.5.1 — JEE R OVREBR FE GRMER L) — — —
3.2.P.52 — B TE (i GiE)  GRMERZ L) — — —
32.P53 R EE (O HE) o) TF—va v — — -
L-10SB4HI O it et (RO AT BLRIN X~ 7 V) D4k e
32P531_/\)T Sav (ARXPORP) [E A TRk R A
L-1058A O LR D HATEANY T —a - s =
3205322 (ARXPORMO4) N Esj] HENE B A
32533 L(X)fﬁ y)fmf: HEIRDIITIE A 722 [P N | R
32.P.534 L-‘O@ﬁ”%ﬂ%‘*ﬁ B8 7= (ARX2PORHD) P wigs | am
L-1os®siow . (N o> 7 e
3.2.P.5.3-5 > av (ARX2PQIEDS) EsI| N R P
32P536 L-1058A D E B SHEAY F— 3 > (ARX2PQJi3) A — i
L-105%45 Do BT L -
3.2.P.5.3-7‘_ Y7 a0 (ARX2PQ Es[ AR it
L-10584541] o) GiMTik i -
3.2.P.5.3-8‘_ NRYF =t 3 =P FEPER wAfi
L-105%45 o> DIIHTIEN - -
3.2,P.5.3-9‘_‘ V57— a2 (ARX2PQIED3) Eily LR =22l
3.2.p.53-10 0241 I 7 - > 2. (ARX2PORDY) [ s | REE
3.2.P54 — EERNAY — — —
3.2.P.5.4-1 Phase If59] (8877) D FXBR A EWH g R il
3.2.P.5.4-2 Phase I547 (8877) DB K ONFkER 7 101K E N NG R il
3.2.P.5.4-3 Phase II/ITI}% ("Phase TSI (14212) @ aRBR ki E EWHN HNE R i
32P55 — T O GER4AEEH R L) — — —
32.P.5.6 — JEAS R ORIk 715 D 3% 241 — — —
327561 L-105-200mgf D ML M E (ARX2P08) =N NGB A
32.P6 IZHEBNIFZEYE (BUEHALL)
32.P7 —’e‘-%ﬁ&l)\ﬁﬁﬁ%—:
3.2.P.7-1 { L A DCOA Es] HNEE A
3.2.P.7-2 — EHN tNE R R
3.2.p.7-3 — 7 4 v 5 DCOA Es] HNEE A A
32.P.7-4 [EHN tNE R Rl
3.2.P.7-5 EW tENE R AT
3.2.P.7-6 ESI| LN R Gl
3.2.P.7-7 =N FENE R il
3.2.P.7-8 EN LR (il
32.P.8 HTEM
3.2.P.8.1 — TEMDE LD RO GERYER2 L) — — —
3.2.P8.2 — KFAM% D2 TED ﬁ%ﬁﬁﬁ@{’ﬁ M ONENE G4 ER e L) — — —
3.2.P8.3 — REMNT — ¥ — — —
s2p85 [ 105200mes Gr > b ofmirRs (arroffiy P — —_
L 105-200mghie (R RS, 3y k) ORIHE(FRR 2415 _— =
3.2.P.8.3-2 - (arx2rolfibs) [E N LN E R B i
32P833 L 105-200mgfhE (3= > k) DA (ARXZPQ.lO) =N AN LA
320834 | R L(i(l){sxiggnié)ii) OR hovaddidn, 31y b)) OMERER ) NG ST
32P.83-5 L-105-200mgfﬁ0)%ﬁ%%ﬁ5ﬁ (AR)(ZPQ.O‘)) P-;] ﬁ:lﬁlgf/" AT
32P83—6_ L—lOS—ZOOmgﬁ@%?E’W%ﬁ%ﬁ (ARXZP(]Z:” E:“jq H_Ij\j/éﬂ ngmﬁ

5719




200mg 1.12
FEIE (EP21—IL3)  MEBEICHTIXE FHEH—FE
3.2.A FDith
CTD No.- 5 SEHEIRFT =5 | §AtE.~
BHEE kel ® H (Ei, ) | B TOt| oo pay
32A1 — RS g . Okl GET D) — — —
3.2.A.2 — NSRRI E O E e GRS E R L) — — —
3.2.A.3 — AN [EEEAD) — — —
32RBIBNEREH
CTD No.- = 5 E s e . Bkl
wugs | 2% il (Ep ) | B TOH| S pay
32R ZLEREL

67/ 19




200mg 1.12
FARR (EVa—)4) : FEERFEBRBEE REEN—F
; HEREE HERE Bl
D El A/ H -
BEEHES 24 ML E54 P e E /st 5} 30 o]
4. Enn a5 ==
12 SBRE=
421 FIHER
4211 MAZEHTHHER
Rifaximin is an inhibitor of bacterial RNA synthesis N e
- — b B HE
42111 pposnn) - 5 N R 545
Rifaximin: Report on the antibacterial properties and - Alfa Wassermann 5 -
R 3 S
42112 pharmacokinetics of the product L/105 (PD8101) SpA HESH BT -
Pretreatment of epithelial cells with rifaximin alters bacterial|Brown EL, Antimicrob
attachment and internalization profiles (PD1001) Xue Q., Jiang Agents
R _ _ i %
42.1.1-3 Z-D,XuY., A Chemother. 2010 i
DuPont HL. Jan; 54: 388-96.
Rifaximin-induced alteration of virulence of diarrhoea- Jiang Z-D., Ke Int J Antimicrob
42.1.1-4  |producing Escherichia coli and Shigella sonnei (PD1002)  |S., DuPont HL. — — YESk Agents. 2010; 35: HE
278-81.
Effects of rifaximin on bacterial virulence mechanisms at  |Debbia EA.,
supra- and sub-inhibitory concentrations (PD0801) Maioli E. N J Chemother.
- > — — ] P S
42.L1-5 Roveta S., s 2008; 20: 186-94. ]
Marchese A.
In vitro rifaximin susceptibility testing of enteric bacteria Salix N -
42.1.1-6 pathogens (PD0103) Pharmaceuticals, s FEPVEERE =
Comparative in vitro effect of rifaximin on strict anaerobic _ N -
] _ b 4y =
42117 yacteria (PD9302) i HAEH 55
Rate of selection of spontaneous mutants among anaerobic Alfa Wassermann
42.1.1-8 and aerobic bacteria, including ammonia producing species, SpA iTvIN HNEE B
to rifaximin, vancomycin, and neomycin(PD9702)
Antimicrobial activity and spectrum of rifaximin, a new Hoover WW.,
topical rifamycin derivative (PD9301) Gerlach EH.,
Hoban DJ., Diagn Microbiol
42.1.19 Eliopoulos — - W4t |Infect Dis. 1993; 5%
GM., Pfaller 16: 111-8.
MA., Jones
RN.
In vitro antibacterial activity of rifaximin against Ripa S., b Exp Cli
Clostridium difficile , Campylobacter jejuni and Yersinia  |Mignini F., . rugs Exp Cin
421110 |0 (pD8701) Prenna M., - — Wish  |Res. 1987;13: B
Falcioni E. 483-8.
The susceptibility of Helicobacter pylori to the rifamycin,  |Holton J., e
e . J Antimicrob
rifaximin (PD9501) Vaira D., i N N ) -
42.1.1-11 Menegatti M., — — b C Aemot er. 1995; 45
Barbara L. 35: 5459,
Rifaximin: comparative in vitro activity of metronidazole -_ Alfa Wassermann § e
- bl NE B &
4211120 vancomycin against Clostridium difficile (PD9701) SpA HESH TR 5%
In vitro activity of rifaximin against enteropathogens Sierra M., o
producing traveler's diarrhea (PD0102) Ruiz J., Navia intm:lcrob
42.1.1-13 MM., Vargas - - 7 el 5%
M., Gascon J., Chemother. 2001
Vila J. Feb; 45: 643-4.
In vitro activity of rifaximin and rifampicin against some |Lamanna A., Chemioterapia.
4.2.1.1-14  |anaerobic bacteria (PD8401) Orsi A. - - g4t 1984 Dec; 3. 365- 2E
7.
Evaluation of the in vitro antibacterial activity of rifaximin Alfa Wassermann
4.2.1.1-15 |and its metabolite, 25 desacetyl rifaximin. Technical and SpA WEsk &R 5%
scientific report (PD0301)
Rifaximin: Report on the intestinal antibacterial activity of - Alfa Wassermann
4.2.1.1-16  [two new rifamycins (compound M/302 and compound SpA WEsk HNEE 5%
L/105) in the rat (PD8001)
Supplementary report on the antibacterial properties in vitro - - Alfa Wassermann
4.2.1.1-17 |and in vivo (intestinal flora of rat) of the product L/105 as SpA sk HEE Bz
compared to neomycin (PD8201)
ER Ty LT B =T P RIE T L-1050 5% ] RN LS . -
4.2.1.1-18 (ARXIREJo1) sl PR Al
7 MFVEREE 7 A2 BT HL-105D 2 R b EEE s -
4.2.1.1-19 (ARXIRE02) [EN B AT
Genetic and proteomic characterization of rifaximin Vitali B.,
resistance in Bifidobacterium infantis BI07 (PD0702) Turroni S., Dal
Piaz F. Res. Microbiol.
4.2.1.1-20 Candela M. - - sk 2007; 158: 355- 2E
Wasinger V., 62.
Brigidi P.
Molecular and phenotypic traits of in -vitro -selected mutants| Vitali B.,
of Bifidobacterium resistant to rifaximin (PD0803) Turroni S.,
Serina S., Int J Antimicrob
42.1.1-21 Sosio M., - - #E4+ | Agents. 2008; 31: 5%
Vannini L., 555-60.
Candela M., et
al.

7719




200mg 1.12
FARR (EVa—)4) : FEERFEBRBEE REEN—F
; HEREE HERE Bl
D El A/ H -
BEEHES 24 ML E54 P e E /st 5} 30 et
Influence of rifaximin treatment on the susceptibility of DuPont HL., Clin Microbiol
4.2.1.1-22 |intestinal Gram-negative flora and enterococci (PD0401)  |Jiang Z-D. - - sk |Infect. 2004 ; 10: B
1009-11.
4212 BEIREFEERER
In vitro activity of rifaximin against Helicobacter pylori Mégraud F., Eur J Clin
(PD9401) Bouffant F., ; Microbiol Infect
42121 Camou Juncas B - B Dis. 1994; 13: 2%
C. 184-6.
Rifampin and rifaximin resistance in clinical isolates of O'Connor JR.,
Clostridium difficile (PD0802) Galang MA., .
Antimicrob
Sambol SP., Agents
- — - P H#®
421222 Hecht DW., WA | pemother. 2008 5
Vedantam G., Aug: 52: 2813-7
Gerding DN., & o= '
etal.
In vitro susceptibility of Clostridium difficile to rifaximin [Jiang Z-D.,
and rifampin in 359 consecutive isolates at a university DuPont HL., § J Clin Pathol.
- — — i b
42123 hospital in Houston, Texas (PD1003) La Rocco M., B o0 633558 | 20
Garey KW.
Selection of rifampicin-resistant mycobacteria does not I |/if: Wassermann
42.1.2-4 |occur in the presence of low concentrations of rifaximin SpA WS- TN &R B
(PD9303)
Antimycobacterial activity of rifaximin (L/105) in Lucchesi M., Chemioterapia.
42.12-5 |experimental tuberculosis in the guinea pig (PD8402) Marchi E., — - HEsk 1984 Dec; 3: 371- 5
Venturini AP. 2.
Sensitivity to rifaximin and rifampicin of Mycobacterium  |Stracciari JM.,
tuberculosis isolated from guinea pigs treated orally with Venturini AP., ) .
42.12-6 |rifaximin(PD8702) Anfossi P., — — ok Chemioterapia. B
Marchi E., 1987 Apr; 6: 82-4.
Stracciari GL.
42.1.2-7  |Expert report on rifaximin and tuberculosis (PD0105) - — — sk LB 5%
4213 ZEMEEEHER
Rifaximin: Locomotor activity in mice following oral Alfa Wassermann N [ -
42.13-1 | iministration (PD9707) - SpA HESH R il
Rifaximin: Irwin dose-range in mice following oral Alfa Wassermann [ [ =3
42132 | iministration (PD9708) - SpA S HAEEE wlAl
Rifaximin: Rotarod test in mice following oral Alfa Wassermann N e -
42133 administration (PD9709) —- SpA st PR el
Rifaximin: Assessment of proconvulsant activity in mice Alfa Wassermann N - -
42.13-4 following oral administration (PD9710) - SpA HESH FLABORE wP il
Rifaximin: Hexobarbital sleeping time in mice following Alfa Wassermann . e -
42.13-5 oral administration (PD9712) SpA St FLPYEE el
Rifaximin: Interaction with diazepam following oral Alfa Wassermann . e -
42136 dministration (PD9714) - SpA i FEPYFER wF il
Effect of Rifaximin on Cloned hERG Potassium Channels Salix N . -
R 3 pas'S =
42137 Expressed in Human Embryonic Kidney Cells(PD0901) - Pharmaceuticals, it BT wF Al
Rifaximin: Cardiovascular and respiratory evaluation in the Alfa Wassermann N [ -
42138 | aesthetized dog (intraduodenal administration) (PD9703) - SpA S AR wHli
Rifaximin: Assessment of urine and electrolyte excretion in Alfa Wassermann [ - =
42139 o following oral administration (PD9713) - SpA S FEPFER Al
Rifaximin: Effects on the autonomic nervous system in Alfa Wassermann
4.2.1.3-10 [|anaesthetized cats following intraduodenal administration SpA Hg 4k HNE R i
(PD9711)
Rifaximin: Charcoal propulsion test in mice following oral Alfa Wassermann N e -
421311 | 4o iration (PDO704) SpA Mot tNE R AT
Rifaximin: Assessment of gastric damage in rats following Alfa Wassermann . - -
42.1.3-12 oral administration (PD9705) SpA HESt TEPVEER wlili
Rifaximin: Assessment of gastric secretion in rats following Alfa Wassermann . e -
42.13-13 1 raduodenal administration (PD9706) - SpA HESH PR el
4214 EAFHEYHEEERSR - - - ZIEHLGL
422 FEWMEBEHR
4221 HTERUNYT—2 3 VREE
Full validation of an LC-MS/MS assay for rifaximin in K3- Salix N e -
42.2.1-1 EDTA mouse plasma (PK0701) - Pharmaceuticals, HESH HAEER wli
Rifaximin - Validation of a LC-MS/MS bioanalytical assay Alfa Wassermann [ [ -
42212 gt the measurement of rifaximin in rat plasma(PK9901) - SpA S AR wlAl
Rifaximin - Cross-validation of a LC-MS/MS bioanalytical Alfa Wassermann
422.1-3 method for measurement of rifaximin in rabbit plasma SpA HgAh gk S
(PK9801)
Rifaximin - Validation of an LC-MS/MS Method for Alfa Wassermann - B S,
B 3 s =
42.2.1-4 ) reasurement of Rifaximin in Rabbit Plasma (PK0905) - SpA HESH TPV wHl
Rifaximin - Validation of an LC-MS/MS Method for Alfa Wassermann § ., -
3 SR =7
422.1-5 Measurement of Rifaximin in Rabbit Brain (PK1101) - SpA HESH TP wP il
Rifaximin - Validation of an LC-MS/MS Method for Alfa Wassermann N , -
~ J NEZSS =
42.2.1-6 Measurement of Rifaximin in Rabbit Liver (PK1102) - SpA HESH FEAEORE wP il
Rifaximin -Validation of an LC-MS/MS Method for Alfa Wassermann N . [ B
4.2.2.1-7 - sk FERE R A A

Measurement of Rifaximin in Rabbit Placenta(PK1103)

SpA

8719




200mg 1.12
FARR (EVa—)4) : FEERFEBRBEE REEN—F
; HEREE HERE Bl
D E A/ [ -
BEEHES 24 ML E54 P e E /st 5} 30 o]
Rifaximin - Cross validation of a LC-MS/MS bioanalytical - Alfa Wassermann
422.1-8 method for the measurement of rifaximin in dog plasma SpA %9 HNEE i
(PK9802)
Analytical method and validation report for toxicokinetic - Alfa Wassermann
422.1-9 analysis of Rifaximin: Determination in dog plasma with SpA %98 HNEE HE
HPLC-MS/MS detection (PK0901)
4222 MRIR
42291 Report on the antibacterial properties and pharmacokinetics - Alfa Wassermann ik R s
it of the product L/105 (PD8101) SpA H Z
C_Rifaximin. The absorption, distribution and excretion of] —- Alfa Wassermann )
42222 "C-Rifaximin following the administration of single oral or SpA st el g2t A At
intravenous doses in the rat (PK9701)
!C-Rifaximin. The absorption and excretion of "“C- —- Alfa Wassermann
42223 Rifaximin following the administration of single oral or SpA sk B R
intravenous doses in the dog (PK9702)
Rifaximin. Bioavailability study in dogs by the oral route (+ Alfa Wassermann . . N
42.2.24 amendment) (PK0501) SpA s AR %
Rifaximin. Pharmacokinetics study in dogs by the oral route Alfa Wassermann N - N
42225 |(proso2) SpA 2N PR e ]
Rifaximin: Comparative Toxicokinetics and Placental Alfa Wassermann
4222-6 Transfer Study in the Rabbit by Oral Gavage Administration SpA Vs HNEE SEAIG
(PK1104)
4223 9%
Placental transfer in pregnant rats after oral administration _ ESREE S
4223-1  [of [MCIL-105 GEHET» MZ[MCIL-105 & O 5% D it EH RN R FEAM
itk (ARXIRMP3)
4224 KB
Rifaximin - Comparative /n Vitro Metabolism using Rat, _ Alfa Wassermann N [ -
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Rifaximin: Acute Oral Toxicity to the Mouse (T9701) Alfa Wassermann N T .
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Rifaximin: A Dose Escalation Toxicity in Mice (T0801) Salix
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Report on the Toxicological Properties of the Product - Alfa Wassermann
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Rifaximin: Acute Intravenous Toxicity to the Rat(T9704) Alfa Wassermann 5 , [ -
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28-day Repeated-Dose Oral Toxicity and Toxicokinetic [ ] Salix
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Rangefinding Toxicity Study (T0802) Inc
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An Evaluation of the Mutagenic Potential of Rifaximin in Alfa Wassermann y e
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Micronucleus Induction in Bone Marrow Cells of Rats i Alfa Wassermann
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Rifaximin: Preliminary Study of Effects on Fertility and Peri _ Alfa Wassermann
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Huntingdon Expert Report: Rifaximin: Overview of
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42.3.5.2-4 [fetal Toxicity Studies in the Rat and Rabbit (Comments
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L 105 (Rifaximin): Fetal, Perinatal and Postnatal Toxicity Alfa Wassermann
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Rifaximin: Study of Effects on Pre- and Post-Natal Alfa Wassermann
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423.72-1 Rifaximin: Immunotoxicity Study by Oral Gavage
<2- 1270 | Administration to CD Rats for 28 Days (T0601)
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The Effect of Food on the Bioavailability of a Single Oral _ Salix
53.1.1-2 400 mg Dose of Rifaximin in Healthy Volunteers. 2(.412.@ .H Pharmaceutical s — S
(RFPK9901) s, Inc
A Phase 1, Randomized, Open-Label, Single- and Multiple- Salix
Dose, Two-Part Study to Evaluate the Oral Bioavailability Pharmaceutical
5.3.1.1-3  |of Rifaximin Tablets (200 mg x 3) Administered Once Daily 20.413lﬂ ll:l s, Inc sk - 2%
with a High-Fat Meal or After Fasting in Healthy
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A Phase 1, Randomized, Open-Label, Single-Dose and Salix
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Meal or After Fasting and During Twice Daily and 3 Times
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Pharmacokinetics, Metabolism and Excretion of '*C- Alfa
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A Two-Way Crossover Scintigraphic Evaluation of the Salix
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Validation of a LC-MS/MS bioanalytical method for the Alfa
53.1.4-2 measurement of rifaximin in human plasma.(N2158) 1’ﬁiﬂ .H Wassermann sk — =Tl
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Cross-validation of a LC-MS/MS bioanalytical method for Alfa
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Validation of a Method for the Determination of Rifaximin
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Spectrometric (MS/MS) Detection. (AM0101)
Validation of a Method for the Determination of Rifaximin
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5.3.14-7 Chromatography with Mass Spectrometric Detection. ZWID s, Inc st - A
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Partial Validation of a Method for the Determination of _
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Validation of a Method for the Determination of Rifaximin _
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Partial Validation of a Method for the Determination of _
Rifaximin and 25-Desacetyl-Rifaximin in Human Plasma - - -
53.14-10 using High-Performance Liquid Chromatography with Mass ZW .F| S o Al
Spectrometric Detection. (MC11R-0026)
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Spectrometric (MS/MS) Detection. (MC01069)
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In vivo and In vitro Plasma Protein Binding Study of l_ Salix
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In vitro metabolic stability of Rifaximin in human liver Salix
5322-1 microsomes and primary hepatocytes. (PK1001) 2(.-*-FIH Pharmaceutical sk — B
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In vitro assessment of reaction phenotyping (Enzyme Salix
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In Vitro Assessment of Human Liver Cytochrome P450 Salix
5320-4 Inhibition Potential of Rifaximin. (PK 1004) 2(.H=I)EJ Pharmaceutical HEsk — B
s, Inc
In vitro assessment of induction potential of Rifaximin and Salix
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In vitro Interaction Studies of Rifaximin with Human Salix
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BCRP (ABCG?2) efflux transporters. (PK1006) s, Inc
In vitro Interaction Studies of Rifaximin and Rifampin with Salix
53229 human BSEP (ABCB11/sP-gp) efflux Transporter. 2W.F| Pharmaceutical NTZ9S — B
(PK0904) s, Inc
[n vitro evaluation of Rifaximin as an inhibitor or a Salix
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OATP2BI. (XS-0413) s, Inc
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Evaluation of the efficacy and safety of rifaximin in the
treatment of hepatic encephalopathy: a double-blind, . . .
5.3.3.2-1 randomized, dose finding multi-centre study. (RFHE9702) 1 9.{EFI:J.El st - %5
An open-label sub-study to evaluate the pharmacokinetics of Salix
53322 rifaximin during long-term treatment in subjects with Zﬂ H IE[ Pharmaceutical HEAL — Bz
impaired liver function. (RFHE3002PK) s, Inc
A randomised, double-blind, dose finding study to evaluate Alfa
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A Phase 1, single arm, open-label study to evaluate the Salix
Effect of rifaximin 550mg tablets TID on the Pharmaceutical o
5.3.3.4-1 pharmacokinetics of orally administered midazolam in ZW . H s, Inc st B 5%
healthy male and female volunteers. (RFDI1008)
The Effect of Rifaximin on the Pharmacokinetics of Single Salix
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A Phase 1, Open-Label Study to Evaluate the Effect of Salix
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Healthy Female Volunteers. (RFDI1009)
An Open Label, Controlled Clinical Study to Assess the _ Salix
Effect of Rifaximin on the Pharmacokinetics of a Single Pharmaceutical .
53.3.4-4 Dose of Ethinyl Estradiol and Norgestimate in Healthy ZW .E| s, Inc st N el
Female Volunteers. (RFDI1001)
A Phase 1, Open-Label Study to Evaluate the Effect of Salix
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