201 - References

References

Schizophrenia and related psychoses CHAPTER 1 Clozapine rechallenge following severe
constipation Some patients have been successfully rechallenged following severe cases of CIGH,
but this process does not come without risk. Prophylactic measures should be used for those with a
history of CIGH or who are deemed high risk of developing CIGH. Minimise the use of other
constipating drugs and ensure other modifiable risk factors are addressed (fibre and fluid intake,
exercise). Conventional laxatives should be started in regular and adequate doses to prevent
constipation from developing. A number of more experimental options are available. Prescribers
must familiarise themselves with the literature (at the very least by reading the SPC) before using
any of these treatments and involvement of gastrointestinal specialists is encouraged. Orlistat, a
drug used to aid weight loss, is also known to have a laxative effect, particularly when a high-fat
diet is consumed. It was reported as being successfully used for three patients with severe
constipation associated with opioid use (hypomotility- induced constipation).41 A small,
randomised placebo controlled study of orlistat for clozapine-induced constipation found a
favourable difference at study endpoint (week 16) for the prevalence of constipation, diarrhoea and
normal stools for orlistat compared with placebo,42 although 47 of the 54 participants required
conventional laxatives. Orlistat is known to reduce the absorption of some drugs from the Gl tract.
It is therefore important to monitor plasma clozapine levels if starting treatment with orlistat.
Bethanechol, a cholinergic agonist, was effective at 30mg/day in reducing the amount of laxatives
and enemas required to maintain regular bowel movements for a patient diagnosed with clozapine-
related CIGH.43 Another case report described use in a patient with a gastrostomy, where up to
200mg/day bethanechol was given to reduce dilation of the bowel.44 Bethanechol should only ever
be initiated after other options have failed and in consultation with a gastroenterologist.43
Prucalopride is a 5HT4 agonist which increases gut motility and is licensed for chronic constipation
where laxatives have failed to provide adequate relief. Case reports of successful use for clozapine-
induced constipation have been described,45,46 and superior efficacy to lactulose for this
indication was demonstrated in an open-label study.47 Linaclotide (licensed in the UK for
constipation in irritable bowel syndrome) and plecanatide (available in the USA for chronic
idiopathic constipation) are oral guanylate cyclase C agonists. Neither has any published data to
date supporting use in antipsychotic-induced constipation, beyond a single case report for
linaclotide.44 Key message H BMPrevent clozapine-related constipation by aggressive use of
stimulant laxatives. References
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