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Comparsa o il peggioramento dei sintomi da costipazione, 

associati all’inizio o conseguenti alle modifiche della terapia

Definizione



Opioid-induced constipation (OIC)

• 60% to 90% of patients who take opioids for cancer 
pain 

• approximately 40% to 60% of patients who take 
opioids for chronic noncancer pain.

• Symptoms of OIC may lead to nonadherence with the 
prescribed opioid regimen.



Opioid-induced constipation (OIC)

• Patients with OIC report a significantly worse quality of life 
(QOL)

• OIC has been correlated to a poorer Eastern Cooperative 
Oncology Group (ECOG) performance status

• There is less constipation with transdermal fentanyl than with 
oral sustained-release morphine.



Evidence suggests the risk of OIC rises with age. 

OIC is underrecognized and undertreated in the older population
often does not respond to conventional laxatives.

Studies of nursing home residents show that OIC is associated with 
worse physical and mental outcomes in older patients.

Opioid-induced constipation and age



Diagnosi:

Criteri Roma IV

Simren M, et al. Curr Gastroenterol Rep. 2017;19(4):15. 



Peripherally acting μ-opioid receptor antagonists (PAMORAs) are a 
class of drugs that aim to reverse OIC without affecting opioid-

mediated analgesia. PAMORAs minimally cross the blood–brain barrier 
and exert their therapeutic benefits by minimizing

exogenous opioid actions at peripheral 
μ-opioid receptors, including the gastro-intestinal tract

Treatment



Naloxone

Naldemedina

Naloxegol

Kanemasa T,et a. J Pharmacol Exp Ther. 2020;373(3):438-444. 



Kanemasa T,et a. J Pharmacol Exp Ther. 2020;373(3):438-444. 

Pharmacological Profile of Naldemedine, a Peripherally Acting μ-Opioid-

Receptor Antagonist: Comparison with Naloxone and Naloxegols



Blair HA. Drugs. 2019;79:1241-1247. 

Farmacocinetica



Hale M, et al. Lancet Gastroenterol Hepatol. 2017;2(8):555-564. 

COMPOSE-1 and COMPOSE-2
Multicentre, phase 3, double-blind, randomised, parallel-

group trials in adults with chronic non-cancer pain and OIC

• Age 18–80 years; did not use laxatives, and had a stable opioid 
regimen

• Patients were randomly assigned (1:1) to receive either oral 
naldemedine 0·2 mg or matching placebo once a day for 12 
weeks.



Hale M, et al. Lancet Gastroenterol Hepatol. 2017;2(8):555-564. 

Naldemedine versus placebo for opioid-induced constipation (COMPOSE-1 

and COMPOSE-2): two multicentre, phase 3, double-blind, randomised, 
parallel-group trials

The primary endpoint was proportion of 

responders. A responder had at least three 

spontaneous bowel movements (SBMs) per week 

with an increase from baseline of at least one 

SBM per week for at least 9 weeks of the 12-

week treatment period including at least three of 

the last 4 weeks.



Hale M, et al. Lancet Gastroenterol Hepatol. 2017;2(8):555-564. 

Naldemedine versus placebo for opioid-induced constipation (COMPOSE-1 and 

COMPOSE-2): two multicentre, phase 3, double-blind, randomised, parallel-group trials



Hale M, et al. Lancet Gastroenterol Hepatol. 2017;2(8):555-564. 

Naldemedine versus placebo for opioid-

induced constipation (COMPOSE-1 and 
COMPOSE-2): two multicentre, phase 3, 
double-blind, randomised, parallel-group 

trials
Naldemedine was generally well tolerated, despite 
resulting in a higher incidence of gastrointestinal 

adverse events than placebo. Gastrointestinal side-
effects are expected with naldemedine because of its 

mechanism of action, which reverses the effect of 
opioids on μ-opioid receptors in the gastrointestinal 

tract.



Webster LR, et al. Pain. 2018;159:987-994.

Long-term use of naldemedine in the treatment of opioid-induced 

constipation in patients with chronic noncancer pain: a randomized, double-
blind, placebo-controlled phase 3 study 

This was a randomized, double-blind, placebo-controlled, parallel-group, phase 3 

clinical trial (COMPOSE-3) that evaluated the long-term safety and tolerability of 

once-daily oral naldemedine 0.2 mg for 52 weeks in patients with chronic noncancer 

pain, on a stable opioid therapy, and who could be on a routine laxative regimen but 

still had OIC 



Webster LR, et al. Pain. 2018;159:987-994.

COMPOSE-3

Long-term naldemedine 
treatment elicited significant 

and durable improvements in 
the frequency of bowel move-

ments, constipation-related 
symptoms, and patient quality 

of life. 



Webster LR, et al. Pain. 2018;159:987-994.

Long-term use of naldemedine in the treatment of opioid-induced 

constipation in patients with chronic noncancer pain: a randomized, double-
blind, placebo-controlled phase 3 study 



Hale ME, et al. Therap Adv Gastroenterol. 2021;14:17562848211032320. 

Naldemedine is effective in the treatment of opioid-induced constipation in 

patients with chronic non-cancer pain who had a poor response to laxatives



Hale ME, et al. Therap Adv Gastroenterol. 2021;14:17562848211032320. 

Naldemedine is effective in the treatment of opioid-induced constipation in 

patients with chronic non-cancer pain who had a poor response to laxatives



Hale ME, et al. Therap Adv Gastroenterol. 2021;14:17562848211032320. 

Naldemedine is effective in the treatment of opioid-induced constipation in 

patients with chronic non-cancer pain who had a poor response to laxatives

Conclusion 
Data from this integrated analysis 
further support the efficacy and 
tolerability of naldemedine in the 
treatment of OIC and demonstrate 
that naldemedine has a consistent 
effect regardless of whether or not 
a patient had a poor response to 
laxatives. 



Katakami N, et al. J Clin Oncol. 2017;35:3859-3866. 

COMPOSE- 4  COMPOSE- 5

Randomized Phase III and Extension Studies of Naldemedine in Patients 
With Opioid-Induced Constipation and Cancer 

This phase III trial consisted of a 2-week, randomized, double-blind, placebo-controlled 

study (COMPOSE-4) and an open-label, 12-week extension study (COMPOSE-5). In 

COMPOSE-4, eligible adults with OIC and cancer were randomly assigned on a 1:1 basis 

to receive once-daily oral naldemedine 0.2 mg or placebo. 

The primary end point was the proportion of spontaneous bowel movement (SBM) 

responders (>= 3 SBMs/week and an increase of >= 1 SBM/week from baseline).

The primary end point of COMPOSE-5 was safety.



Katakami N, et al. J Clin Oncol. 2017;35:3859-3866. 

COMPOSE- 4  COMPOSE- 5

Randomized Phase III and Extension Studies of Naldemedine in Patients 
With Opioid-Induced Constipation and Cancer 



Conclusions This integrated analysis confirmed that OIC treatment with 

naldemedine 0.2 mg was generally well tolerated and effective in patients aged 

≥ 65 years with chronic non-cancer pain. Safety and efficacy results were 

consistent with the overall patient population.

Safety and Efficacy of Naldemedine for the Treatment

of Opioid-Induced Constipation in Patients with Chronic Non-Cancer
Pain Receiving Opioid Therapy: A Subgroup Analysis of Patients ≥ 65

Years of Age

Wild J, et al. Drugs Aging. 2020;37:271-279. 



Webster LR, et al. J Pain Res. 2020;13:605-612. 

A Renal Impairment Subgroup Analysis 

of the Safety and Efficacy of Naldemedine 
for the Treatment of Opioid-Induced 

Constipation in Patients with Chronic Non-
Cancer Pain Receiving Opioid Therapy



Fukumura K, et al. Clin Pharmacol Drug Dev. 2020;9(2):162-174.

The Influence of Renal or Hepatic Impairment on the Pharmacokinetics, 

Safety, and Tolerability of Naldemedine



The Patient Assessment of Constipation Symptoms (PAC-SYM) and Patient Assessment of 
Constipation Quality of Life (PAC-QOL) are validated patient-reported outcome instruments that 

measure health-related symptoms and QOL related to constipation.

Valutazione soggettiva e follow-up

Naldemedine Improves Patient-Reported Outcomes of Opioid-Induced Constipation in Patients with 
Chronic Non-Cancer Pain in the COMPOSE Phase 3 Studies
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