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HMMC Recommendation: RECOMMENDED FOR RESTRICTED USE:  

• Rifaximin (550mg twice a day) is recommended as an option for reducing the recurrence of 
episodes of overt hepatic encephalopathy in people aged 18 years or older as add on therapy to 
lactulose (unless contra-indicated/not tolerated) when there is recurrent hepatic encephalopathy on 
lactulose alone. 

• Treatment is for secondary care specialist initiation only. 

• Once patient is stabilised on rifaximin, prescribing responsibility may be transferred to primary care. 

• Monthly prescriptions only should be prescribed.  

• Patients should continue to receive regular follow-up by secondary care specialists.  

• Specialist advice to GPs to include when and how to stop rifaximin and the ongoing treatment plan 
following 6 months of treatment (to confirm that the individual balance between benefits and risks, 
including those associated with the progression of hepatic dysfunction have been considered and 
rifaximin treatment is to continue or stop). 

• GPs should regularly review patients and seek advice from the specialist: on any aspect of patient 
care that is of concern; if there is continued alcohol intake; if there are significant adverse reactions; 
if there is poor adherence; if the patient’s condition deteriorates: following 6 months of treatment.  

 

• The use of Rifaximin 200mg for any indication has not been considered and is NOT recommended. 
 
 

Background information for Rifaximin (from SPC – refer to SPC for full details) 
 

Dosage and Administration 

• Recommended dose: one 550 mg tablet, twice a day taken orally with a glass of water (with or without food). 

• The clinical benefit was established from a controlled study in which subjects were treated for 6 months. 
Treatment beyond 6 months should take into consideration the individual balance between benefits and 
risks, including those associated with the progression of hepatic dysfunction.   

 
Monitoring 
The SPC does not identify any specific monitoring requirements.   
 
Contraindications and precautions for use 
Contraindications: 

• Hypersensitivity to rifaximin, rifamycin-derivatives or to any of the product’s excipients. 

• Cases of intestinal obstruction. 
Special warnings/precautions:  

• The potential association of rifaximin treatment with Clostridium difficile-associated disease and 
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pseudomembranous colitis cannot be ruled out. 

• Concomitant administration of rifaximin with other rifamycins is not recommended. 

• Patients should be informed that despite the negligible absorption, in common with other rifamycins, rifaximin 
may cause a reddish discolouration of the urine. 

• Hepatic Impairment: use with caution in patients with severe (Child-Pugh C) hepatic impairment and in 
patients with MELD (Model for End-Stage Liver Disease) score > 25. 

• Whilst interactions have not been commonly reported, the use of additional contraceptive precautions is 
recommended, in particular if the oral contraceptive oestrogen content is <50 micrograms. 
 

Side Effects 
Common adverse events (occurring in ≥1/100 to <1/10 of patients): depression, dizziness, headache, dyspnoea, 
upper abdominal pain, abdominal distension, diarrhoea, nausea, vomiting, ascites, rashes, pruritus, muscle 
spasms, arthralgia, and peripheral oedema. 
All suspected reactions (including those considered not to be serious and even where the causal link is 
uncertain) should be reported to the MHRA. 
 
Drug Interactions 
Whilst studies in healthy subjects have shown no significant interaction, in hepatic impaired patients it cannot be 
excluded that rifaximin may decrease the exposure of concomitant CYP3A4 substrates administered (e.g. 
warfarin, antiepileptics, antiarrhythmics).  An in vitro study has suggested that rifaximin is a moderate substrate 
of P-glycoprotein (P-gp) and is metabolized by CYP3A4. It is unknown whether concomitant drugs which inhibit 
P-gp and/or CYP3A4 can increase systemic exposure of rifaximin. 
 

Cost (adapted from the NICE Costing Report) 

• Rifaximin costs £259.23 for 56 x 550mg tablets (annual cost £3,370). 

• Lactulose annual costs approx. £124 without rifaximin; £111 with rifaximin. 
 

Further Information on rifaximin 
• Rifaximin is a semi-synthetic derivative of the antibiotic rifamycin. It decreases intestinal production and 

absorption of ammonia, which is thought to be responsible for the neurocognitive symptoms of hepatic 
encephalopathy, thereby delaying the recurrence of acute episodes. 

• Rifaximin has a broad spectrum of activity with very low absorption from gastro-intestinal tract. 

• Expert clinical opinion given to NICE suggests that people may continue to use rifaximin until death or until 
they have a liver transplant. 

 

Further Information on Hepatic Encephalopathy 
• Hepatic encephalopathy is defined based on the severity of clinical symptoms of mental deterioration using 

the Conn grade. It may be classified as covert or minimal (Conn grade 0 or 1) or overt (Conn grade 2, 3 or 
4). When people are in remission or have minimal hepatic encephalopathy, condition may be managed at 
home under secondary care. However if a person has an acute overt episode they are often admitted to 
hospital for treatment. 

• The current standard of care is treatment with lactulose. 
 

 
Refer to Summary of Product Characteristics for further prescribing information on rifaximin 

http://www.medicines.org.uk/emc/ 
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