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Colesevelam is a bile acid sequestrant which, as a tablet, may be better tolerated and more efficacious than the established sequestrants, colestyramine and colestipol.1  The recent paper by Michael Camilleri and colleagues from the Mayo Clinic 2 has added to our knowledge of the effects of this drug and how it can be beneficial in patients with diarrhoea-predominant  irritable bowel syndrome (IBS-D) and bile acid diarrhoea.
	It is increasingly being recognised that a sizeable proportion of patients with chronic functional diarrhoea diagnosed as IBS-D in fact have bile acid diarrhoea.  A systemic review of studies of these patients who had SeHCAT tests found that about 30% had moderate or large increases in faecal bile acid loss, and these patients had responses to bile acid sequestrants which increased with the severity of the bile acid loss.3  The Mayo group have previously demonstrated the increase in faecal bile acid losses in their group of IBS-D patients.4 
In the present study, the authors looked at changes in faecal bile acid losses in a group of 12 patients with evidence of bile acid diarrhoea, known to have increased 48h faecal losses or raised serum 7α-hydroxy-4-cholesten-3-one (C4), showing increased bile acid synthesis.  Colesevelam (1875mg twice daily) bound all faecal bile acids avidly, doubling faecal bile acid excretion and producing a further increase in new bile acid synthesis, as measured by C4.  Importantly stool consistency improved significantly but there was no increase in faecal fat loss.  Random stool samples were judged to provide inferior information compared with 48h collections.
This study has clarified the mechanism of action of colesevelam and provided important information to support its use in these patients.  Furthermore, a recent randomised, double-blind, placebo-controlled study of colesevelam in patients with bile acid malabsorption after ileal resection for Crohn’s disease has shown significant improvements, with a reduction of the number of liquid stools and an improvement in stool consistency.5  
Patients with a diagnosis of bile acid diarrhoea will be greatly benefitted from further well-designed studies with currently unlicensed drugs including colesevelam and other candidates.   Increasing understanding of bile acid kinetics recognises the regulation of their synthesis by the farnesoid X receptor (FXR) - fibroblast growth factor 19 (FGF19) axis.6  In a condition that is characterised by increased faecal bile acid losses and hepatic overproduction, an alternative approach to increase FGF19 and decrease bile acid synthesis may eventually be shown to have value in many patients.1  However, colesevelam is currently available and is effective, and so should form an important part of the therapeutic armamentarium for bile acid malabsorption and diarrhoea. 
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