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Figure 1  Outcome measures at baseline (T0) and after 2 months (T1). Box and whiskers plots show constipation outcomes for the 20 patients. (A) 
Wexner Constipation Scoring System (WCSS, range 0–30). (B) Patient Assessment of Constipation Symptom questionnaire (PAC-SYM, range 0–48). 
(C) Bowel Function Index (BFI, range 0–100). (D), (E) Patient Assessment of Constipation Quality of Life (PAC-QOL; range 0–96; satisfaction: 0–16). (F) 
Number of bowel movements per week. Higher scores indicate worse outcomes for BFI, PAC-QOL, PAC-SYM and WCSS. Higher score indicates better 
outcome for PAC-QOL satisfaction.

Pharmacological treatment of 
opioid-induced constipation: 
moving ahead to new targets

We read with great interest the system-
atic review and network meta-analysis on 
pharmacological treatments for opioid-
induced constipation (OIC).1 Based on 
27 randomised controlled trials (RCTs, 
9149 patients), the authors concluded that 
peripherally acting mu-opioid receptor 
antagonists (PAMORAs) and the proki-
netic prucalopride were all more effective 
than placebo for OIC and that naloxone 
and naldemedine were the most effica-
cious ones.1

We have previously documented that 
OIC has high prevalence and is associ-
ated with reduced quality of life (QoL) 
in opioid-addicted patients treated with 
opioid substitution treatment (OST).2 
Overweight is also common and interven-
tions for weight loss are recommended in 
patients under OST.3 Orlistat, a weight-
control drug that inhibits lipase, thereby 

decreasing fat absorption from the intes-
tinal lumen, has been reported to improve 
drug-resistant constipation in small case 
series,4 5 and clozapine-induced constipa-
tion in a small RCT.6

In an open-label observational study, we 
explored whether orlistat may improve 
OIC in OST patients. From a cohort of 
1057 heroin-dependent patients under 
OST previously reported,2 we recruited 
patients with OIC, who were prescribed 
orlistat 60 mg three times a day for weight 
reduction. OIC was measured with the 
Wexner Constipation Scoring System 
(WCSS),2 Patient Assessment of Constipa-
tion (PAC) Symptom questionnaire (PAC-
SYM), Bowel Function Index (BFI)7 and 
the bowel movements (BMs) per week. 
QoL related to OIC was assessed with 
the PAC QoL questionnaire (PAC-QOL).7 
Outcome measures were assessed before 
starting orlistat (T0) and after 2 months of 
treatment (T1).

We recruited 20 patients (20 men, mean 
age 43.8±5.4) under OST (methadone: 
n=19, mean daily dose 85.3±67.2 mg; 
buprenorphine: n=1, daily dose 8 mg). 
Comorbidities included smoking (n=16), 
hypertension (n=6), epilepsy (n=3), 
hypothyroidism (n=2), alcoholism (n=2) 

and diabetes (n=1). Concomitant drugs 
were benzodiazepines (n=15), neuro-
leptics (n=4), antidepressants (n=6) and 
gabapentin (n=1). WCSS (Wilcoxon 
signed-rank test, p<0.001; figure  1A), 
PAC-SYM (p<0.001; figure  1B), BFI 
(p<0.001; figure  1C), PAC-QOL 
(p<0.001; figure  1D), PAC-QOL Satis-
faction (p<0.001; figure  1E), BMs per 
week (p<0.001; T0: ≤2 in all patients, 
T1: ≥3 in 16 patients, increase ≥1 from 
T0 in 18; figure 1F) and body mass index 
(T0: median 30.3, IQR 27.8–33; T1: 
29.0, 26.2–31.4; p=0.001) significantly 
improved at T1 versus T0. PAC-QOL 
Satisfaction at T1 was excellent (n=9), 
good (n=8), fairly good (n=2) and poor 
(n=1). The side effects were transi-
tory and included diarrhoea (n=8) that 
required tapering to two times a day (n=4, 
two returned to three times a day after 
a week) and one a day (n=1), stomach 
distress (n=2), steatorrhoea (n=1) and 
nausea (n=1), but no patient stopped the 
treatment.

Our findings suggest that orlistat, 
through decreased fat absorption from 
intestinal lumen and steatorrhoea, may 
improve OIC in patients under OST. In 
accordance with previous studies, the copyright.
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effect on weight reduction was modest.8 
Most patients achieved ≥3 BMs per week 
at T1 (80%), increase ≥1 from T0 (90%), 
and 85% of them reported fairly good-
to-excellent satisfaction to orlistat, while 
<50% of patients with OIC report satis-
factory effect to laxatives.1 9

The main limitations of our study are 
the open-label observational design, small 
sample size and short duration impeding 
to document side effects to long-term 
treatment. Moreover, OST patients may 
not represent the wider population of 
patients under opioids with OIC. Future 
RCTs should explore whether orlistat can 
be more effective than PAMORAs in OIC, 
improve constipation unrelated to opioids 
and offer information on side effects and 
cost-effectiveness profile.
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