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Rifaximin (Xifaxan®) 550 mg tab 

Rifaximin is indicated for reducing the risk of hepatic encephalopathy (HE) in patients with 
advanced liver disease. 

Eligibility criteria 

To be eligible for rifaximin treatment the patient must: 

 be established, with an adequate therapeutic trial (at least 1 month), on a dose of 
lactulose (up to a maximum dose of 30 mL QID) that achieves 2-3 semi-formed 
stools per day, unless not tolerated 

 be 18 years or older 

 have experienced, in the last six months, at least two episodes1 of overt hepatic 
encephalopathy (Conn score ≥ 2) associated with hepatic cirrhosis  

 be in remission of HE (Conn score ≤1) with a Model for End-Stage Liver Disease 
(MELD) score ≤ 25 

Exclusion criteria 

Patients should be excluded from rifaximin treatment if: 

 liver transplant is expected within one month 

 lactulose has not been adequately trialled due to non-compliance 

 currently experiencing an infection or active spontaneous bacterial peritonitis or 

 HE is caused by a reversible precipitating cause. 

Treatment 

Should the patient fulfil the requirements stated above, rifaximin may be commenced at     
550 mg twice daily, with or without food, either as an inpatient or outpatient.  

Lactulose treatment should continue as tolerated, maintaining a response of 2-3 semi-
formed stools per day.  

Treatment may only be commenced by a Consultant Hepatologist. Rifaximin therapy 
should be reviewed regularly at least every three months; where there is disease 
progression or no evidence of clinical benefit2 has been found within a 6 month period 
treatment should be ceased. Referral to the West Australian Liver Transplant Unit should 
be considered were appropriate.  

 

                                                 
1 Episodes of HE should not be counted as a previous episode if precipitated by: gastrointestinal haemorrhage requiring 
transfusion, transjugular intrahepatic portosystemic shunt insertion, medication use, renal failure requiring dialysis, 
respiratory insufficiency, anaemia (haemoglobin level <8 g/dL), electrolyte abnormality (i.e. serum sodium level <125 
mmol/L; serum calcium level <2.5 mmol/L; or potassium level <2.5 mmol/L) or injury to the central nervous system. 

2 Clinical benefit is defined as fewer HE (Conn ≥ 2) related episodes compared with the patient’s previous 6 month history. 
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Precautions 

Common adverse reactions (≥10%). Peripheral oedema, nausea, dizziness, fatigue, ascites, 

flatulence and headache. 

Severe hepatic dysfunction (Child-Pugh C). Rifaximin has not been studied in patients with 

MELD scores greater than 25. There is increased systemic exposure in patients with more 

severe hepatic dysfunction (Child-Pugh C) and caution should be exercised when 

administering rifaximin in patients who remain eligible (i.e. MELD ≤ 25).  

Clostridium difficile associated diarrhoea (CDAD). CDAD may range in severity from mild 

diarrhoea to fatal colitis and must be considered in all patients who present with 

diarrhoea following rifaximin use, including up to 2 months after administration. Patients 

presenting with diarrhoea despite withdrawal of lactulose should have a stool sample to 

test for C. difficile. If CDAD is suspected or confirmed, ongoing antibiotic use not directed 

against C. difficile may need to be discontinued.  

Development of drug resistant bacteria. Resistant strains of bacteria are likely to develop 

in patients with long term exposure to rifaximin. Therefore rifaximin should only be used 

within the parameters stated in this protocol to minimise exposure to rifaximin.  

Other precautions. The role of rifaximin in renal failure and in patients taking antibiotic 

prophylaxis for primary or secondary spontaneous bacterial peritonitis has not been 

established and should be avoided.  
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Audit requirements for rifaximin 

Following a submission to WADEP for the evaluation of rifaximin for formulary listing, it 

was recommended that WA Hepatologists have restricted access to prescribe rifaximin 

pending further demonstration of clinical and cost effectiveness. Under the restricted 

treatment protocol, an estimated 30 to 40 patients would be treated with rifaximin 

annually. For the purpose of audit, prescribers are required to monitor rifaximin usage in 

all patients, including its efficacy, incidence of C. difficile diarrhoea and incidence of 

clinical infections with multi-resistant bacteria. Audit data will be reviewed at six monthly 

intervals. 

The aim of the protocol and audit is to assess the clinical outcome, safety and cost-

effectiveness of rifaximin in WA. WADEP acknowledge the difficulty in treating patients 

with HE and would like to see the burden of HE reduced, however the cost of rifaximin is 

high and restricted use hopes to improve cost-effectiveness.  

This audit will apply to all patients who have been prescribed rifaximin for HE (whether 

continuing or ceased) following approval by WADEP. The audit process will be left to the 

individual centre. Audit results will be required at six monthly intervals and failure to 

comply may result in restriction of further access. 

As a part of the audit the Panel would like to see the following outcomes reported: 

- Demographic and medical history data 

- Clinical effectiveness 

o Change in number of hospitalisations with primary diagnosis of HE 

o Change in hospital stay length when admitted for HE 

o Change in MELD score 

o Mortality data 

o Discontinuations due to ineffectiveness or disease progression 

- Safety data 

o Adverse events due to rifaximin use 

o Discontinuations due to adverse events 

- Bacterial resistance patterns 

o Report of any clinical infections due to multi-resistant bacteria in the 

treated population 

- Clostridium difficile incidence 

o Stool sample test for C. difficile if diarrhoea, not associated with lactulose 

use, is reported to a clinician 


