SUMMARY OF APPRAISAL COMMITTEE’S KEY CONCLUSIONS

FURTHER SUPPORTIVE EVIDENCE

Current practice (4.2, 4.5)

The positive comments of the committee are noted. In addition to the points made regarding
rectal irrigation and off license use of laxatives, | should also add that a small proportion of
patients seek recourse from surgical intervention. The high cost of colonic excisional surgery
(usually subtotal colectomy) in respect of morbidity and poor (highly variable) outcomes should
be considered especially since outcomes in the UK and Europe are particularly poor in this
respect [1-3]. | see several patients every year who have progressed to type Il intestinal failure
as a result of ill-informed surgery for constipation (the annual NHS cost of such patients
individually runs into the £100,000s). Further, sacral nerve stimulation has been recently used
to treat to this group of patients with high attendant costs (equipment alone circa £12,000 pp).
Despite initial favourable results [4], the reality is that this treatment is beset with problems of
placebo response during the temporary evaluation and poor results of permanent stimulation
[3,5]. Permanent stoma formation (the final solution) is associated with ongoing lifelong costs
(est. £35,000 pp per annum in appliances medical and nursing care) aside from issues of body
image and physical complications such as hernia and prolapse [6]. It is thus highly desirable to
prevent progression to surgery.

The technology (4.11)

| agree that a 6 month period for the collective / cumulative use of at least 2 laxatives is
reasonable provided that this is the correct interpretation of the guidance. In reality most
patients will usually have used several different laxatives, however it would prove almost
impossible to determine if they had used 2 different laxatives for 6 months each (as could also
be interpreted). Indeed, it is recommended by most specialists that laxatives are rotated
because of tolerance problems every 3 months [7]. | think that it is important not to be too
restrictive in this interpretation because of the additional issue of ‘inadequate relief” which is
the more important (see below).

Evidence for clinical effectiveness (uncertainties generated by the evidence 4.4)

| think that problems with the definition of ‘inadequate relief’ are almost impossible to
overcome both in ideal trial conditions and clinical practice. The fact that a patient responds to
some degree from laxatives does not mean that they receive a satisfactory outcome in terms of



symptoms or quality of life. For instance, | have numerous patients who take strong laxatives
such as picolax (used normally for bowel prep) daily and often at undesirable doses to effect
defaecation. The laxatives are effective in producing evacuation but only at a cost of abdominal
pain, diarrhoea and dehydration (occasional admissions result from electrolyte imbalance;
deaths due to hypokalaemia have also occurred). Similarly, the patient who is dependent on
taking 5 different laxatives at different times of day may not be refractory to these laxatives in
respect of treating their constipation but may be severely impaired in terms of quality of life.

Evidence for cost effectiveness (What are the key drivers of cost effectiveness 4.10)

| agree that the costs presented by the manufacturer in its economic model were probably
conservative. The true cost of chronic constipation is probably vastly underestimated and has
been only partially addressed by epidemiological surveys [8-10]. | illustrate this with an albeit
non-evidence-based example of a young lady | saw only yesterday. This 22-year-old had been
prescribed multiple laxatives including picolax for the past 10 years i.e. even as a child. She has
been a prisoner of her home, unable to attend university and unable to seek employment. She
has now been taking prucalopride for 2 months and is off all laxatives. | do not claim that she is
completely cured but her abdominal pain and bloating are sufficiently reduced that she can
work 2 days per week and now has a social life. She also no longer has the costs of anal
irrigation, anti-depressants and psychotherapy. More importantly, she will not now be pressing
for surgery (see above). | have several other patients like this only in the short period since
prucalopride became available in the UK.
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