
https://www.npra.gov.my/index.php/en/
https://www.npra.gov.my/index.php/en/


lifestyle, overweight, a lacking in fluids and fibre intake) or 
induced by drugs.2,4,5 These contributing factors render the 
CIGH to be under-detected and under-reported.5 A patient 
with gastrointestinal hypomotility may not only present with 
a variety of symptoms, but may also have compromised 
nutritional absorption and bowel output.2 It may develop to 
other gastrointestinal complications such as dyspepsia, 
gastroparesis, chronic constipation, irritable bowel 
syndrome (IBS), or more severely, intestinal pseudo-
obstruction or ileus.

Clozapine is commonly associated to a spectrum of
gastrointestinal adverse events that has been attributed to 
clozapine-induced gastrointestinal hypomotility (CIGH), 
ranging from constipation to faecal impaction, intestinal 
obstruction and paralytic ileus.1,6,7 Previous studies show 
clozapine delays colon transit, mostly due to its
anticholinergic and antiserotonergic properties.3 CIGH may 
be potentially life-threatening, and is associated with a high 
mortality rate.5-7

In a 22-year retrospective pharmacovigilance study in 
Australia and New Zealand to investigate serious or fatal 
CIGH, the analysis identified 160 out of 43,132 subjects 
receiving clozapine were associated with serious CIGH, 
where 29 subjects (18%) have died from CIGH.3 The 
reported prevalence of serious CIGH was estimated to be
37 in 10,000 clozapine users, but it is thought that this figure 
is an underestimation of the true prevalence.

A result from a study on the effects of clozapine in the gut 
by adopting a wireless motility capsule technology, showed 
that 82% of the subjects prescribed with clozapine (n = 17) 
were found to experience reduced bowel motility in at least 
one region of the gastrointestinal tract - stomach, small 
intestine or colon.8 While 59% of the subjects experienced 
multiregional gastrointestinal dysmotility, half of the 
subjects experienced delayed colon transit (50%), others 
were diagnosed with delayed small bowel transit (71%) and 
delayed gastric emptying (41%).

In Malaysia, there are currently seven (7) registered
products containing clozapine.9

NPRA has received 333 adverse drug reaction (ADR) reports 
with 571 adverse events related to clozapine.10 Adverse 
events related to CIGH include constipation (27), intestinal 
obstruction (9), abdominal pain (6), ileus paralytic (6), 
abdominal distension (4), and gastrointestinal hypomotility 
(3) and chronic constipation (2).

From the World Health Organisation (WHO) global ADR 
database, there were 170,891 cases reported adverse 
reactions linked to clozapine.11 A total of 4,694 cases were 

CIGH-related adverse reactions such as constipation (3,134), 
intestinal obstruction (1,002), ileus (543), ileus paralytic (360) 
and gastrointestinal hypomotility (76).*

In January 2020, the United States Food and Drug 
Administration (US FDA) has issued a drug safety 
communication on the risk of serious bowel complications 
associated with clozapine, and a new warning on this risk is 
required to be updated in the prescribing information of 
clozapine products.12 This requirement was concluded 
following a safety review on the FDA Adverse Event 
Reporting System (FAERS) Database. In the 10-year review 
(2006 – 2016), there were 10 cases describing constipation 
that later progressed to serious gastrointestinal 
complications, resulting in hospitalisation, the need for 
surgery, or death.

The National Pharmaceutical Regulatory Agency (NPRA) 
has completed a safety review on the risk of serious bowel 
complications caused by constipation associated with 
clozapine. A safety alert on this risk has been
communicated to healthcare professionals and a directive 
[Ref. No.: NPRA.600-1/9/13 (13)] has been released in the 
NPRA website for product registration holders to add new 
warnings and updates on this risk in the clozapine package 
inserts as well as consumer medication information leaflets 
(Risalah Maklumat Ubat untuk Pengguna).13

*DISCLAIMER
This information comes from a variety of sources, and the likelihood that the suspected adverse 
reaction is drug-related is not the same in all cases. This information does not represent the opinion 
of WHO.
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