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Rifaximin

Composition

Rifax (200) Tablet: Each film coated tablet contains Rifaximin BP 200 mg.
Rifax (550) Tablet: Each film coated tablet contains Rifaximin BP 550 mg.
Therapeutic indications

Rifax is indicated for the treatment of traveler’s diarrhea (TD) caused by noninvasive
strains of E. coliin adults & pediatric patients 12 years of age and older, irritable bowel
syndrome with diarrhea in adults & reduction in risk of overt hepatic encephalopathy
(HE) recurrence in adults.

Mechanism of Action

Rifax acts by binding to the beta-subunit of bacterial DNA-dependent RNA polymerase
resulting in inhibition of bacterial RNA synthesis.

Dosage and Administration
Dosage for Travelers’ Diarrhea

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

Dosage for Hepatic Encephalopathy
The recommended dose of Rifax is one 550 mg tablet taken orally two times a day.
Dosage for IBS-D

The recommended dose of Rifax 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.

Administration
Rifax should be taken orally with or without food.
Contraindications

Rifax is contraindicated in patients with a hypersensitivity to Rifaximin, any of the
rifamycin antimicrobial agents, or any of the components in Rifax. Hypersensitivity
reactions have included exfoliative dermatitis, angioneurotic edema, and anaphylaxis.
Precautions

Travelers’ Diarrhea Not Caused by Escherichia coli: Rifax 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 Rifax if diarrhea symptoms get worse

or persist more than 24 to 48 hours and alternative antibiotic therapy should be considered.

Clostridium difficile-Associated Diarrhea: Clostridium difficile-associated diarrhea
(CDAD) has been reported with use of nearly all antibacterial agents, including Rifax,
and may range in severity from mild diarrhea to fatal colitis.

Development of Drug-Resistant Bacteria: Prescribing Rifax 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.

Severe Hepatic Impairment: Caution should be exercised when administering
Rifaximin to patients with severe hepatic impairment.

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

Adverse Reactions

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. Most common adverse reactions in
hepatic encephalopathy trials are peripheral edema, nausea, dizziness, fatigue,
ascites, muscle spasms, pruritis, abdominal pain, anemia, depression,
nasopharyngitis, arthralgia, dyspnea, pyrexia, rash.

Drug Interactions

Effects of Rifax 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 CYP3A4 in
clinical use based on in vitrostudies. 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.
Effects of Other Drugs on Rifax

In vitro studies 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.

Pharmacological properties

Absorption

In healthy subjects, the mean time to reach peak Rifaximin plasma concentrations was
about an hour and the mean Cmax ranged from 2.4 to 4 mg/mL after a single dose and
multiple doses of Rifaximin 550 mg. A high-fat meal consumed 30 minutes prior to
Rifaximin 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 Cmax.

Distribution

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

Excretion

In a mass balance study, after administration of 400 mg 14C-Rifaximin orally to healthy
volunteers, of the 96.94% total recovery, 96.62% of the administered radioactivity was
recovered in feces mostly 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

Use in special population

Pregnancy

Pregnancy Category C

Lactation

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.
Pediatric Use

The safety and effectiveness of Rifaximin 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.

Renal Impairment

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

Hepatic Impairment

No dosage adjustment is recommended because Rifaximin is presumably acting
locally. Nonetheless, caution should be exercised when Rifaximin is administered to
patients with severe hepatic impairment.

PHARMACEUTICAL INFORMATION

Storage Conditions

Store in a cool and dry place, away from light. Keep out of the reach of children.
Presentation & Packaging

Rifax (200) Tablet: Each commercial box contains 24 tablets in Alu-Alu blister pack.
Rifax (550) Tablet: Each commercial box contains 12 tablets in Alu-Alu blister pack.

Manufactured By

®
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2> Pharmaceuticals Limited
Bhaluka, Mymensingh, Bangladesh
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