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The Bowel Interest Group is an independent multi-disciplinary organisation dedicated to improving 
bowel health. We aim to provide useful and up-to-date resources to healthcare professionals in order to 
benefit patients with bowel conditions. This is alongside our work to increase awareness of bowel-related 
conditions and their treatments, with an emphasis on prevention. 
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The Bowel Interest Group (BIG) is 
delighted to present this inaugural 
report on the Cost of Opioid-
induced constipation (OIC). OIC is an 

emerging problem which has been formally 
defined in the most recent international 
guidance, the Rome IV classification of 
functional gastrointestinal diseases.  

It has been well-established that opioid 
prescribing patterns vary widely across the 
United Kingdom, with rates varying between 
approximately two to 120 doses per day per 
1000 population (with a mean of 30/day/1000 
people). The emerging literature on social 
determinants of health suggests that areas of 
greater deprivation have the highest levels 
of opioid prescribing. Following the impacts 
of COVID-19 on the NHS, there is a well-
described recovery of service that is required 
to ‘catch up’ with the inevitable care delays 
from the pandemic. Managing the burden of 
chronic illness is a key part of this recovery. 
This is especially true for disorders which are 
rapidly increasing in prevalence, such as OIC. 

This report identifies that approximately 
half of the patients who are taking opioids 
for pain are experiencing symptoms of 
constipation. When patients do report 
these symptoms, they tend to be issued 

Introduction from 
Professor Anton Emmanuel

with laxatives, even though the evidence 
for their effectiveness is limited. The lack 
of improvement with laxatives is one of 
the reasons why many individuals who are 
prescribed opioids will stop their pain relief 
in order to avoid the symptoms of OIC. 
Constipation is sometimes regarded as a 
transient and less troublesome symptom, but 
it is plain that for many patients it is a major 
cause of consultation. This report describes 
the relationship between rates of opioid 
prescription and rates of hospitalisation  
for constipation.  

Targeting financial savings is a further priority 
for the NHS, and our previous reports on the 
Cost of Constipation have identified that there 
is an estimated annual NHS spend of £168 
million on managing constipation in England. 
With an approximate spend of over £200 
million on opioid drugs in primary care, there 
are major fiscal implications for the NHS which 
early recognition and effective management 
could mitigate. 

The intention of this report is to help 
inform primary and secondary healthcare 
professionals on how to identify patients at 
risk of developing OIC, as well as then being 
able to take evidence-based preventative and 
therapeutic actions to manage patients.

Professor in Neuro-Gastroenterology at University College London, Consultant Gastroenterologist 
at University College Hospital and the National Hospital for Neurology and Neurosurgery (Queen Square) 
and Chair of the Bowel Interest Group. 

“There are major fiscal implications for the NHS which early 
recognition and effective management could mitigate”
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Executive summary 
Opioids are widely used to treat serious pain, 
including in patients with cancer. The majority 
of these patients will experience the side-effect 
of opioid-induced constipation (OIC), caused 
by the opioids binding to the μ-receptors in the 
enteric system. 

OIC can be very psychologically distressing 
for patients, who may choose to manage the 
condition themselves. This can include reducing 
their dose of opioids or even stopping taking 
opioids altogether. 

The condition is underdiagnosed and therefore 
undertreated or sometimes inappropriately 
treated. Not all doctors adhere to the Rome IV 
criteria for diagnosing OIC. Conventional 
treatments such as dietary changes and 
laxatives are rarely effective in treating OIC, 
but many doctors continue to prescribe them. 

Peripheral-acting μ-opioid receptor  
antagonists (PAMORAs) are a unique class 
of drugs that act directly on the mechanism 
causing OIC, and are therefore far more 
effective than traditional treatments. 

Better education of healthcare professionals 
is needed so that they are aware of the 
importance of diagnosing OIC, monitoring the 
condition and providing appropriate treatment.

Peripheral-acting μ-opioid receptor 
antagonists (PAMORAs) are a unique 
class of drugs that act directly on the 

mechanism causing OIC
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Opioid-induced constipation: 
an overview
Opioids are extremely effective painkillers that 
work by binding to receptors in the brain and 
spinal cord to relieve pain. They are classified 
according to their interaction with opioid 
receptors: there are strong agonists, such as 
morphine, and mild-to-moderate agonists, such 
as codeine. There are also opioids with mixed 
receptor actions, such as nalbuphine.

Opioid-induced constipation (OIC) is part of a 
group of symptoms, collectively named opioid-
induced bowel dysfunction (OIBD), that affect 
patients taking opioids. (Other OIBD symptoms 
include nausea, vomiting, bloat, abdominal 
pain and straining1.) OIC affects the majority of 
people taking strong opioid treatment (typically 
those with severe pain as a result of surgery, 
terminal cancer or serious injury) and will persist 
unless treated2. Studies suggest that OIC affects 
between 41% and 57% of patients taking opioids 
for pain, and up to 87% of patients with terminal 
cancer using opioids3. Cancer itself can also 
cause constipation, depending on where the 
tumour is located4.

As well as being present in the brain and 
spinal cord, opioid receptors are found in the 

gut, which means that the opioids can bind to 
the μ-receptors in the enteric system. When 
they bind to these receptors, they interfere 
with the body’s ability to move waste material 
through the intestines5. Because the opioids 
inhibit gastric emptying and peristalsis in 
the gastrointestinal tract, this results in the 
delayed absorption of medication and in 
increased absorption of fluid. The lack of 
fluid in the intestine leads to hardening of 
stool and constipation6.

The usual treatments for constipation, such 
as laxative products, bowel regimens, dietary 
changes, and lifestyle modifications have limited 
effectiveness in treating OIC. This is because 
they do not target the underlying cause – 
the opioid binding to the μ-receptors7.

The condition frequently has a negative 
impact on patients’ quality of life, including 
their ability to perform daily activities and 
work productively. They may also experience 
an increase in depression and anxiety. Some 
patients reduce or discontinue opioid treatment, 
preferring to experience the pain rather than the 
debilitating effects of OIC8.

1 Sizar O., Genova R. Gupta M. Opioid Induced Constipation. (2021) In: StatPearls [Internet]. Treasure Island (FL): StatPearls Publishing.  https://www.ncbi.nlm.nih.gov/books/NBK493184 
2 Camilleri M. (2011). Opioid-induced constipation: challenges and therapeutic opportunities. Am J Gastroenterol. 106,5:835–842; quiz 843. https://doi:10.1038/ajg.2011.30 
3 Cobo Dols M., Beato Zambrano C., Cabezón-Gutiérrez L., et al. (2021). One-year efficacy and safety of naloxegol on symptoms and quality of life related to opioid-induced constipation 
in patients with cancer: KYONAL study. BMJ Supportive & Palliative Care. https://doi: 10.1136/bmjspcare-2020-002816 4 Wickham R. J. (2017). Managing Constipation in Adults With 
Cancer. Journal of the advanced practitioner in oncology, 8(2), 149–161. 5 Poulsen, J. L., Brock, C., Olesen, A. E., Nilsson, M., & Drewes, A. M. (2015). Evolving paradigms in the treatment 
of opioid-induced bowel dysfunction. Therapeutic Advances in Gastroenterology, 360–372. https://doi.org/10.1177/1756283X15589526. 6 Coluzzi F., Alvaro D., Caraceni A.T., Gianni W., 
Marinangeli F., Massazza G., Pinto C., Varrassi G., Lugoboni F. (2021) Common Clinical Practice for Opioid-Induced Constipation: A Physician Survey. J Pain Res. 14, 2255-2264. https://doi.
org/10.2147/JPR.S318564 7 Kumar, L., Barker, C., Emmanuel, A. (2014). Opioid-Induced Constipation: Pathophysiology, Clinical Consequences, and Management, Gastroenterology Research 
and Practice. 2014. https://doi.org/10.1155/2014/141737 8 Argoff C. E. (2020). Opioid-induced Constipation: A Review of Health-related Quality of Life, Patient Burden, Practical Clinical 
Considerations, and the Impact of Peripherally Acting μ-Opioid Receptor Antagonists. The Clinical journal of pain, 36(9), 716–722. https://doi.org/10.1097/AJP.0000000000000852

OIC affects between  
41% and 57% of patients 
taking opioids for pain

OIC affects up to 87% of 
terminal cancer patients 
using opiods

https://www.ncbi.nlm.nih.gov/books/NBK493184
https://doi:10.1038/ajg.2011.30
https://doi: 10.1136/bmjspcare-2020-002816
https://doi.org/10.1177/1756283X15589526
https://doi.org/10.2147/JPR.S318564
https://doi.org/10.2147/JPR.S318564
https://doi.org/10.1155/2014/141737
https://doi.org/10.1097/AJP.0000000000000852
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OIC has historically been underdiagnosed and 
undertreated9. An attempt was made to address 
this when the Rome IV criteria for diagnosing 
and classifying functional gastrointestinal 
disorders were released in 2016. OIC was 
included for the first time, and was defined as 
‘new or worsening symptoms of constipation 
when initiating, changing or increasing opioid 
therapy10’. The criteria also state that these 
symptoms must include two or more of the 
following in at least 25% of defecations: 
straining, lumpy or hard stools, sensation of 
incomplete evacuation, sensation of anorectal 
blockage, use of manual manoeuvres to 
facilitate defecation, and fewer than three 
spontaneous bowel movement per week. 

In practice, however, Rome IV criteria are 
underused. One Italian study amongst 
opioid-prescribing clinicians found that 53% 

9 Gupta A. (2015). Improving the recognition and diagnosis of opioid-induced constipation in clinical practice. The Journal of family practice, 64(10 Suppl 1), jfp_6410l 
10 Rome Foundation, Appendix A: Rome IV Diagnostic Criteria for FGIDs. Available at: https://theromefoundation.org/rome-iv/rome-iv-criteria 11 Coluzzi F., Alvaro D., Caraceni A.T., Gianni 
W., Marinangeli F., Massazza G., Pinto C., Varrassi G., Lugoboni F. (2021) Common Clinical Practice for Opioid-Induced Constipation: A Physician Survey. J Pain Res. 14, 2255-2264. https://doi.
org/10.2147/JPR.S318564 12 Al-Shamrani, H., Khalil, H., & Khan, M. S. (2020). Awareness and Utilization of ROME Criteria for Diagnosis of Inflammatory Bowel Syndrome among Primary Care 
Physicians in Riyadh, Saudi Arabia. Materia socio-medica, 32(2), 112–116. https://doi.org/10.5455/msm.2020.32.112-116

OIC: symptoms and diagnosis
of respondents said that OIC was most often 
diagnosed using patient diaries. Specific tools 
such as the Rome IV criteria, Bowel Function 
Index (BFI), and Bristol Stool Scale (BSS) were 
only used by 8–9% of respondents11. The 
majority of respondents (67%) indicated that 
they did not feel adequately educated about 
OIC and were in favour of additional training. 
Another study of Saudi Arabian doctors found 
that, while the majority were aware of the 
Rome IV criteria, only 29% used them frequently 
in day-to-day practice. The authors concluded 
that there was a ‘a low utilization of Rome 
criteria among physicians with remarkable gap 
between awareness and practice12’.

Doctors’ lack of training and confidence in using 
Rome IV criteria suggest that the condition 
remains underdiagnosed, and that some doctors 
are still unaware of appropriate treatments for OIC.

Doctors’ lack of training and confidence 
in using Rome IV criteria suggest that the 

condition remains underdiagnosed

https://theromefoundation.org/rome-iv/rome-iv-criteria
https://doi.org/10.2147/JPR.S318564
https://doi.org/10.2147/JPR.S318564
https://doi.org/10.5455/msm.2020.32.112-116
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While opioids have traditionally been prescribed mainly to patients experiencing cancer pain, the years 
following the start of the millennium saw a sharp increase in the prescribing of opioids to patients with 
chronic pain unrelated to cancer. Between 1998 and 2016, there was an increase of 127% (from 190,000 
mg to 431,000 mg per 1000 population) in opioid prescriptions in the community in England13. In Wales, 
there was also a substantial leap in the number of opioid prescriptions in the community between 
2005 and 2015, particularly among the 18–24 age group, where prescriptions increased from 0.08 to 
8.3 per 1,000 population14. The curve appears to have flattened since 2016, however.

TRENDS IN OPIOID PRESCRIBING 
In 2021 nearly 23 million opioid analgesic prescriptions were dispensed in the community, at a cost of 
approximately £202 million15. Figure 1 shows the trend in the numbers of prescriptions and the cost of 
prescribing for the last five years. The number of prescriptions has reduced slightly over the past five 
years, while the cost has dropped from over £243 million in 2017 to closer to £202 million in 202115.

Prescribing rates

13 Curtis, H., Croker, R., Walker, A., Richards, G, Quinlan, J. and Goldacre, B. (2019). Opioid prescribing trends and geographical variation in England, 1998–2018: a retrospective database study. 
The Lancet Psychiatry, 6, 2. https://doi.org/10.1016/S2215-0366(18)30471-1 14 Davies, E., Phillips, C., Rance, J., & Sewell, B. (2019). Examining patterns in opioid prescribing for non-cancer-
related pain in Wales: preliminary data from a retrospective cross-sectional study using large datasets. British Journal of Pain, 13(3), 145–158. https://doi.org/10.1177/2049463718800737 
15 Prescription data for section code 040702 (Opioid Analgesic Prescribing), 0106 Laxative Prescribing), and 010606 (PAMORA Prescribing) from Jan 2017 – Dec 2021. Accessed March 2022 
from NHS BSA England Prescribing Database and Openprescribing.net

In 2021 nearly 23 million opioid analgesic prescriptions were dispensed 
in the community, at a cost of approximately £202 million15.

https://doi.org/10.1016/S2215-0366(18)30471-1
https://doi.org/10.1177/2049463718800737
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TRENDS IN LAXATIVE PRESCRIBING 
In 2021 nearly 18.6 million laxative prescriptions were dispensed in the community, at a cost of 
approximately £113 million15. Figure 2 shows the trend in the numbers of prescriptions and the cost of 
prescribing for the last five years. The number of prescriptions issued in the last five years is broadly 
similar each year, while the cost has increased from £83 million to more than £100 million15.

THE RELATIONSHIP BETWEEN OPIOID AND LAXATIVE PRESCRIBING 
Figure 3 shows prescribing rates by integrated care system (ICS) for opioid analgesic prescriptions, 
while figure 4 shows laxative prescribing rates by ICS. The orange lines show the England 
average prescribing rate. 

The two diagrams show that prescribing rates appear to follow similar patterns. There is a clear 
relationship between opioid analgesic prescribing rates and laxative prescribing rates. Cumbria 
and the North East ICS, for example, has significantly higher prescribing rates for both opioids and 
laxatives. We can reasonably conclude that doctors are prescribing laxatives for OIC, even though 
their effectiveness is limited.
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There is a clear relationship 
between opioid analgesic 

prescribing rates and laxative 
prescribing rates. 

In 2021 nearly 18.6 million laxative 
prescriptions were dispensed 
in the community, at a cost of 
approximately £113 million15
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How prevalent is OIC?

16 Admissions data for ICD 10 diagnosis code K59.0 (Constipation) from April 2016 to January 2020. Accessed May 2020 from Vantage System provided by Health IQ. 
17 Pergolizzi, J. et al. (2020). The Use of Peripheral μ-Opioid Receptor Antagonists (PAMORA) in the Management of Opioid-Induced Constipation: An Update on Their Efficacy and Safety. Drug 
design, development and therapy,14, 1009-1025. 11 Mar. https://doi:10.2147/DDDT.S221278 18 Coluzzi F., Alvaro D., Caraceni A.T., Gianni W., Marinangeli F., Massazza G., Pinto C., Varrassi G., 
Lugoboni F. (2021) Common Clinical Practice for Opioid-Induced Constipation: A Physician Survey. J Pain Res. 14, 2255-2264. https://doi.org/10.2147/JPR.S318564

OPIOID PRESCRIBING AND HOSPITAL ADMISSIONS FOR CONSTIPATION 
There is a close correlation between opioid prescribing rates and admissions to hospital for 
constipation15,16, as shown in Figure 6, suggesting that opioids are causing constipation severe 
enough for patients to be hospitalised.

Estimates of the prevalence of OIC in patients taking opioids vary according to differences in how 
studies are carried out, the definitions used and how data is collected. Consequently, there is a wide 
range in estimates of OIC from 40% to 80% of opioid patients17. 

51–87%  
of patients taking opioids  

for cancer pain 

41–57%  
of patients taking opioids  

for chronic pain  
not caused by cancer 

66%  
of patients receiving  
substitution therapy  

for opioid dependence18

Incidence of OIC differs depending on the reason the opioid has been prescribed. It is experienced by:

Incidence in the second group is probably lower because they are being prescribed milder opioids.

https://doi:10.2147/DDDT.S221278
https://doi.org/10.2147/JPR.S318564
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The impact of OIC?

19 Fallon M. (1999). Constipation in cancer patients: prevalence, pathogenesis and cost-related issues. Eur J Pain, 3,3–7 20 Choi Y.S., Billings J.A. (2002). Opioid antagonists: a review of their 
role in palliative care, focusing on use in opioid-related constipation. J Pain Symptom Manage, 24, 1, 71-90. https://doi: 10.1016/s0885-3924(02)00424-4. 21 Thorpe D.M. (2001). Management 
of opioid-induced constipation. Curr Pain Headache Rep. 5(3), 237-40. https://doi: 10.1007/s11916-001-0037-7. PMID: 11309211 22 Epstein, R. S., Teagarden, J. R., Cimen, A., Sostek, M., & Salimi, 
T. (2017). When People with Opioid-Induced Constipation Speak: A Patient Survey. Advances in therapy, 34(3), 725–731. https://doi.org/10.1007/s12325-017-0480-4 23 Dhingra, L., Shuk, E., 
Grossman, B., Strada, A., Wald, E., Portenoy, A., Knotkova, H., & Portenoy, R. (2013). A qualitative study to explore psychological distress and illness burden associated with opioid-induced 
constipation in cancer patients with advanced disease. Palliative Medicine, 27(5), 447–456. https://doi.org/10.1177/0269216312450358 24 Dhingra, L., Shuk, E., Grossman, B., Strada, A., Wald, 
E., Portenoy, A., Knotkova, H., & Portenoy, R. (2013). A qualitative study to explore psychological distress and illness burden associated with opioid-induced constipation in cancer patients with 
advanced disease. Palliative Medicine, 27(5), 447–456. https://doi.org/10.1177/0269216312450358

OIC has a significant, but under-recognised, 
impact on patients’ lives, with the result that 
patients may resort to self-management. It also 
has a social and economic cost.

HOW OIC AFFECTS QUALITY OF LIFE
For some patients, the burden of opioid-induced 
constipation on quality of life is substantial: 
one survey found that the majority of cancer 
patients rank constipation as an even more 
common source of distress than the pain they 
are suffering19. As a result, some patients 
would rather endure the pain than severe 
constipation20, and constipation is one of the 
most common reasons patients avoid taking 
opioid treatments or stop taking them21.

One survey of patients found that more than half 
suffered from symptoms that affect their quality 
of life22. Quotes from the patients themselves 
about the impact of straining to have a bowel 
movement included, ‘It causes intense pain that 
leaves me feeling unable to walk’ and ‘I bleed a 
lot and leakage is a problem for me and intense 
pain has me in tears, it’s difficult to sit on any 
hard surface.’

Another study that used semi-structured 
interviews with cancer patients experiencing 
OIC identified three themes: educational needs; 
psychological distress from constipation; and 
the effects of constipation on the decision to 
use opioid analgesics23. Irrational thoughts 
and educational needs included beliefs that 
nutrition could improve constipation, as well 
as the supposition that constipation indicated 
deteriorating health. The psychological 

distress included ‘depressive symptoms and 
anticipatory anxiety related to constipation.’ 
Decision-making revealed ‘cognitive dissonance 
about using opioids and conflicting preferences 
about continuing use’.

This psychological impact appears to be 
particularly severe on patients taking opioids 
for cancer-related pain. One qualitative study in 
the US found that some patients with advanced 
cancer believed that OIC was a dangerous 
condition indicating that their cancer would 
metastasize or that there was a problem with 
their bodies’ functional capabilities. They also 
reported patients’ psychological distress at the 
lack of effective non-pharmacologic treatments, 
the knowledge that they could not control their 
own bodies and their fear of health risks, as well 
as increased anxiety24.

Some patients would 
rather endure the pain 

than severe constipation20

https://doi: 10.1016/s0885-3924(02)00424-4
https://doi: 10.1007/s11916-001-0037-7
https://doi.org/10.1007/s12325-017-0480-4
https://doi.org/10.1177/0269216312450358
https://doi.org/10.1177/0269216312450358
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Healthcare professionals may be unaware of the 
degree of distress that OIC causes to patients. 
An international survey found that almost 60% 
of healthcare professionals did not adequately 
counsel patients about constipation as a 
common side effect of opioid use25.

Another survey, which found a high prevalence 
of depression caused by OIC, also found that 
discussions with healthcare workers regarding 
OIC do not take place regularly. The survey 
authors emphasise the need for ‘education about 
OIC for both prescribers and patients to improve 
clinical outcome as well as patient satisfaction26’.

25 Andresen V., Banerji V., Hall G., Lass A., Emmanuel A.V. (2018). The patient burden of opioid-induced constipation: New insights from a large, multinational survey in five European countries. 
United European Gastroenterol J. 6(8):1254-1266. https://doi: 10.1177/2050640618786145. 26 Rauck, R. L., Hong, K. J., & North, J. (2017). Opioid-Induced Constipation Survey in Patients with 
Chronic Noncancer Pain. Pain practice : the official journal of World Institute of Pain, 17(3), 329–335. https://doi.org/10.1111/papr.12445 27 Holzer, P., Ahmedzai, S. H., Niederle, N., Leyendecker, 
P., Hopp, M., Bosse, B., Spohr, I., & Reimer, K. (2009). Opioid-induced bowel dysfunction in cancer-related pain: causes, consequences, and a novel approach for its management. Journal 
of opioid management, 5(3), 145–151. 28 Andresen V., Banerji V., Hall G., Lass A., Emmanuel A.V. (2018). The patient burden of opioid-induced constipation: New insights from a large, 
multinational survey in five European countries. United European Gastroenterol J. 6(8):1254-1266. https://doi: 10.1177/2050640618786145. 29 Rauck, R. L., Hong, K. J., & North, J. (2017). 
Opioid-Induced Constipation Survey in Patients with Chronic Noncancer Pain. Pain practice : the official journal of World Institute of Pain, 17(3), 329–335. https://doi.org/10.1111/papr.12445. 
30 Gupta, S., Patel, H., Scopel, J., Mody, R. (2015). Impact of constipation on opioid therapy management among long-term opioid users, based on a patient survey. Journal of Opioid 
Management, 11, 4. https://doi.org/10.5055/jom.2015.0282 31 Gupta, S., Patel, H., Scopel, J., Mody, R. (2015). Impact of constipation on opioid therapy management among long-term opioid 
users, based on a patient survey. Journal of Opioid Management, 11, 4. https://doi.org/10.5055/jom.2015.0282

THE CHALLENGES OF MANAGING OIC
Unlike other side effects of opioids, such as 
nausea, vomiting and sedation, patients do not 
develop tolerance to OIC over the long term27.

In one series of patient surveys, more than 30% 
reported difficulties in balancing pain relief and 
the incidence of constipation, and were unhappy 
about the need to do so28. Another survey found 
that 57% of non-cancer patients prescribed 
opioids stopped opioid treatment due to side 
effects29. Similarly, a survey amongst adults 
taking part in the US’s 2012 National Health and 
Wellness Survey found that 50% of non-cancer 

patients with OIC modified their opioid therapy 
because of constipation in the previous six 
months, while 20% discontinued opioid treatment 
altogether as a result of constipation30.

Modification, or discontinuation, of opioid therapy 
can have a number of negative consequences 
for patients. The most obvious of these is that 
patients’ pain is no longer managed effectively. 
As a result, they are more likely to have pain-
related surgery, visits to the emergency 
department or to be hospitalised. They also tend 
to have reduced quality of life31.

20% discontinued opioid 
treatment altogether as a 
result of constipation30.

57% of non-cancer patients 
prescribed opioids stopped 

opioid treatment due to 
side effects29.

https://doi: 10.1177/2050640618786145
https://doi.org/10.1111/papr.12445
https://doi: 10.1177/2050640618786145
https://doi.org/10.1111/papr.12445
https://doi.org/10.5055/jom.2015.0282
https://doi.org/10.5055/jom.2015.0282
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THE COST BURDEN OF OIC
OIC has an economic burden, as well as a 
psychological one. There is limited information 
about the cost to the NHS, though we do know 
that in 2018–19, the estimated annual spend by 
NHS England on constipation was £168 million32. 

One US study comparing patients on opioid 
therapy with and without OIC found that those 
with OIC had higher healthcare costs as a 
result of more frequent visits to the emergency 

department, home visits, nursing home visits, 
inpatient and outpatient care, laboratory services 
and pharmacy services33. Another study, also in 
the US, looked at elderly patients, non-elderly 
patients, and residents in long-term care facilities 
receiving long-term opioid therapy for the 
management of non-cancer pain. In each group 
it found that OIC ‘is associated with increased 
healthcare costs34’.

32 Bowel Interest Group (2020). Cost of constipation report. 2020. Available from: https://bowelinterestgroup.co.uk/wp-content/uploads/2020/07/Cost-of-Constipation-2020.pdf 
33 Iyer, S., Davis, K. L., & Candrilli, S. (2010). Opioid use patterns and healthcare resource utilization in patients prescribed opioid therapy with and without constipation. Managed care 
(Langhorne, Pa.), 19(3), 44–51. 34 Wan, Y., Corman, S., Gao, X., Liu, S., Patel, H., & Mody, R. (2015). Economic burden of opioid-induced constipation among long-term opioid users with 
noncancer pain. American health & drug benefits, 8(2), 93–102.

The estimated annual 
spend by NHS England 

on constipation was 
£168 million32.

https://bowelinterestgroup.co.uk/wp-content/uploads/2020/07/Cost-of-Constipation-2020.pdf
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Clinicians’ awareness  
of treatment options
Doctors are not always aware of the treatment options for OIC. Diagnosis 
and management of OIC are hindered by the absence of a clear diagnostic 
definition across disciplines as well as a lack of standardisation in treatment 
and assessment, with different medical organisations publishing different 
guidelines35. Another challenge is that doctors do not always take an active 
enough role in diagnosis, often leaving the issue of OIC unaddressed until 
it is raised by the patient or caregiver36.

One survey in Italy found that 67% of doctors did not feel adequately 
educated in the topic37. The same study found that the condition remains 
underdiagnosed and undertreated in a large proportion of patients, and 
that 61% of doctors had never prescribed a PAMORA for OIC38.

A Choosing Wisely report from the American Board of Internal Medicine 
(ABIM) Foundation asked a panel of OIC experts about how to improve 
diagnosis and clinical management of OIC. The panel’s answers 
emphasised three areas: better physician and patient education regarding 
OIC; systematic use of diagnostically validated approaches to OIC 
diagnosis and assessment (Rome IV criteria and Bristol Stool Scale, 
respectively) across various medical contexts; and awareness about 
appropriate, evidence-based treatments for OIC, including PAMORAs39.

When a non-opioid taking patient develops constipation, the normal 
treatment option is to prescribe a laxative. Some patients may buy over-
the-counter laxatives. Yet in people with OIC, laxatives are an ineffective 
treatment, and can have unpleasant side effects. In one study of 198 
patients taking opioid analgesics for at least one month, 73% had used 
laxatives at some point. Of these, 75% reported side effects, including gas, 
bloating or fullness, and a sudden urge to defecate. Approximately half of 
patients said laxatives interfered with work and social activities, and one 
fifth needed an overnight hospital stay because of their pain condition and/
or constipation. Neither did laxatives improve the symptoms of constipation, 
as assessed by the Bowel Function Index40. In a US-based study, this time 
of patients with chronic non-cancer pain, 54% of those treated for OIC with 
laxatives did not achieve the desired effect even half of the time41. This is 
because laxatives do not target the underlying mechanism of OIC, as they 
do not impact binding to µ-opioid receptors in the gastro-intestinal tract.

35 Alvaro, D., Caraceni, A. T., Coluzzi, F., Gianni, W., Lugoboni, F., Marinangeli, F., Massazza, G., Pinto, C., & Varrassi, G. (2020). What to Do and What Not to Do in the Management of Opioid-
Induced Constipation: A Choosing Wisely Report. Pain and therapy, 9(2), 657–667. https://doi.org/10.1007/s40122-020-00195-z 36 Alvaro, D., Caraceni, A. T., Coluzzi, F., Gianni, W., Lugoboni, 
F., Marinangeli, F., Massazza, G., Pinto, C., & Varrassi, G. (2020). What to Do and What Not to Do in the Management of Opioid-Induced Constipation: A Choosing Wisely Report. Pain and 
therapy, 9(2), 657–667. https://doi.org/10.1007/s40122-020-00195-z 37 Coluzzi F., Alvaro D., Caraceni A..T, Gianni W., Marinangeli F., Massazza G., Pinto C., Varrassi G., Lugoboni F. (2021). 
Common Clinical Practice for Opioid-Induced Constipation: A Physician Survey. J Pain Res, 14,2255-2264. https://doi.org/10.2147/JPR.S318564 38 Coluzzi F., Alvaro D., Caraceni A..T, Gianni 
W., Marinangeli F., Massazza G., Pinto C., Varrassi G., Lugoboni F. (2021). Common Clinical Practice for Opioid-Induced Constipation: A Physician Survey. J Pain Res, 14,2255-2264. https://
doi.org/10.2147/JPR.S318564. 39 Alvaro, D., Caraceni, A. T., Coluzzi, F., Gianni, W., Lugoboni, F., Marinangeli, F., Massazza, G., Pinto, C., & Varrassi, G. (2020). What to Do and What Not to 
Do in the Management of Opioid-Induced Constipation: A Choosing Wisely Report. Pain and therapy, 9(2), 657–667. https://doi.org/10.1007/s40122-020-00195-z 40 Emmanuel A., Johnson 
M., McSkimming P., Dickerson S.(2017)  Laxatives Do Not Improve Symptoms of Opioid-Induced Constipation: Results of a Patient Survey. Pain Med,18(10):1932-1940. https://doi: 10.1093/pm/
pnw240. 41 Pappagallo M. (2001). Incidence, prevalence, and management of opioid bowel dysfunction. American journal of surgery, 182(5A Suppl), 11S–18S. https://doi.org/10.1016/s0002-
9610(01)00782-6
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Using PAMORAs to treat OIC
Peripheral-acting μ-opioid receptor antagonists 
(PAMORAs) are a unique class of drugs, 
in that they act directly on the mechanism 
causing OIC, inhibiting the action of opioids 
in the gastrointestinal tract by combining with 
μ-receptors. Because PAMORAs reduce the 
effect of opioids in the gut without affecting 
how opioids work in the brain and spine, they 
enable the gastrointestinal system to function 
normally while maintaining the pain relief 
functions of opioids.

The three main PAMORAS are methyltrexone, 
naldemedine and naloxegol. Clinical studies 
have demonstrated the safety and efficacy 
of these drugs for alleviating constipation 
without diminishing the analgesic effect of 
opioid therapy42,43. A fourth, alvimopan, is only 
indicated for the treatment of post-abdominal 
surgery ileus. 

A number of studies support the use of 
PAMORAs in OIC. A 2018 review of 27 
randomised controlled trials (RCTs) found that 
the ‘most efficacious’ treatments of OIC were the 
PAMORAs naloxone and naldemedine44. A 2020 
narrative review investigated the three main 
PAMORAS, excluding alvimopan, and found that 
all three were safe and effective in alleviating 
OIC, without diminishing the effectiveness of the 
opioids. It did, however, find differences between 
the drugs in terms of mechanism of action, 
formulation, and price45.

A 2021 review of research similarly found that all 
four were effective in improving gastrointestinal 
health and relieving OIC, although they also had 

some mild-to-moderate side-effects46. The study 
concluded that naloxegol and naldemedine were 
the best options, with naldemedine particularly 
effective at producing more spontaneous 
bowel movements (compared to alvimopan and 
naloxegol). Another 2021 study of 126 patients 
with cancer and OIC looked only at naloxegol 
and found clinically-relevant improvements to 
quality of life, number of bowel movements 
and constipation-related symptoms as early as 
15 days after starting treatment with the drug47.

42 Poulsen, J. L., Brock, C., Olesen, A. E., Nilsson, M., & Drewes, A. M. (2014). Clinical potential of naloxegol in the management of opioid-induced bowel dysfunction. Clinical and experimental 
gastroenterology, 7, 345–358. https://doi.org/10.2147/CEG.S52097 43 Pergolizzi, J. et al. (2020). The Use of Peripheral μ-Opioid Receptor Antagonists (PAMORA) in the Management of 
Opioid-Induced Constipation: An Update on Their Efficacy and Safety. Drug design, development and therapy,14, 1009-1025. 11 Mar. https://doi:10.2147/DDDT.S221278 44 Luthra, P., Burr, N. E., 
Brenner, D. M., & Ford, A. C. (2019). Efficacy of pharmacological therapies for the treatment of opioid-induced constipation: systematic review and network meta-analysis. Gut, 68(3), 434–444. 
https://doi.org/10.1136/gutjnl-2018-316001 45 Luthra, P., Burr, N. E., Brenner, D. M., & Ford, A. C. (2019). Efficacy of pharmacological therapies for the treatment of opioid-induced constipation: 
systematic review and network meta-analysis. Gut, 68(3), 434–444. https://doi.org/10.1136/gutjnl-2018-316001 46 Rekatsina M, Paladini A, Drewes M, et al. (2021). Efficacy and Safety of 
Peripherally Acting μ-Opioid Receptor Antagonist (PAMORAs) for the Management of Patients With Opioid-Induced Constipation: A Systematic Review. Cureus 13(7): e16201. doi:10.7759/
cureus.16201 47 Cobo Dols, M., Beato Zambrano, C., Cabezón Gutiérrez, L.. et al (2021). Efficacy of naloxegol on symptoms and quality of life related to opioid-induced constipation in patients 
with cancer: a 3-month follow-up analysis. BMJ supportive & palliative care, 11(1), 25–31. https://doi.org/10.1136/bmjspcare-2020-002249
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Solutions: diagnosing,  
treating and managing OIC
Healthcare professionals are often poorly-
informed about OIC and how to treat it. Patients 
with OIC continue to be prescribed ineffective 
laxatives when they could be prescribed 
with PAMORAs, which are both safe and 
highly effective. One Italian multidisciplinary 
panel noted that the Rome IV criteria, which 
propose that OIC should be defined as new 
or worsening constipation when initiating, 
changing or increasing opioid therapy, mean 
that the early diagnosis of faecal stasis may be 
missed, particularly in older patients and those 
with cancer, and especially if bedridden. The 
Rome IV criteria, they say, therefore appear 
more suited to use in research settings than in 
daily clinical practice.

The panel also observed that not all 
specialists agree on the signs and symptoms 
of OIC specified in the Rome IV criteria, and 
recommend instead developing a symptom-
based definition of OIC that is easy to apply in 
everyday clinical practice, both in community 
care settings (e.g. in primary care and nursing 
homes) and in hospitals48.

They note that current guidelines ‘do not provide 
a clear recommendation as to the frequency 
with which OIC should be evaluated’, and that 
therefore ‘constipation should be evaluated 
on a continuous basis in all patients who 
take an opioid.’

The recommendations made by the panel 
include proper education about OIC, stating: 
‘Physicians of all specialties who treat patients 
on a long-term opioid, nurses, caregivers, and 
patients should be instructed about the risks 
of OIC and strategies for its prevention or 
treatment.’ The panel also recommends limiting 
interventions that rely on lifestyle changes 

or dietary and hydration changes, and that 
patients should not be left to solve the problem 
of OIC on their own.

The lack of physician awareness both of the 
impact of OIC and the appropriate treatments 
means that patients, many of them already 
seriously ill, often suffer unnecessarily. Their 
condition also creates an additional burden 
on the health service, in terms of medication 
costs and hospital visits. It is possible, however, 
to relieve symptoms through the use of better 
diagnosis and treatment – both relieving patient 
distress and saving money. 

In short, clinicians need to take a more proactive 
approach in the management of OIC, using a 
standard, symptom-based definition of OIC; 
educating themselves about treatment options; 
asking the patient regularly about symptoms; 
and making sure that patients receive therapy 
that manages their pain appropriately while 
avoiding the debilitating consequences of OIC.

48 De Giorgio R., Zucco F.M., Chiarioni G., et al. (2021). Management of Opioid-Induced Constipation and Bowel Dysfunction: Expert Opinion of an Italian Multidisciplinary Panel. Adv Ther 
38(7):3589-3621. https://doi: 10.1007/s12325-021-01766-y.
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Conclusion

It is evident from this report that opioid-induced 
constipation (OIC) is a major burden to patients, 
which contributes significantly to healthcare 
spending. Patients experience a range of 
symptoms and this drives consultation and often 
ineffective therapies.  

Constipation presents major burdens to patients 
– the impairment of quality of life is profound and 
patients struggle more with daily living. There 
is an impact on families, carers and work which 
is not quantifiable in this inaugural report. But 
what is evident from the data available herein 
is that there is a major issue with increasing 
opioid prescription in the UK. While opioids are 
effective acute pain relievers, in the chronic 
setting they are associated with the risks of 
dependence and addiction, in addition to a wide 
range of physical symptoms, including loss of 
appetite and constipation.  

Approximately seven out of eight patients with a 
terminal illness requires opioids, and constipation 
occurs in a large number of these individuals. 
For many, the impact is such that they prefer to 
stop the pain relief in order to avoid constipation 
symptoms, and plainly this has major quality of 
life issues for patients and families in this end-of-
life setting. A proactive approach to identifying 
and managing such patients is therefore of great 

Anton Emmanuel is a Professor in Neuro-Gastroenterology at University College London,  
Consultant Gastroenterologist at University College Hospital and the National Hospital for  
Neurology and Neurosurgery (Queen Square) and Chair of the Bowel Interest Group.

 “What is evident from the data available herein is that there is 
a major issue with increasing opioid prescription in the UK”

 “The implications of this report are not just about the 
financial cost, but also the quality of life cost of OIC”

importance, and the implications of this report 
are not just about the financial cost, but also the 
quality of life cost of OIC.  

Previous publications from the Bowel Interest 
Group have identified that chronic idiopathic 
constipation is associated with major healthcare 
costs. A large part of this is presentation of 
patients to emergency departments with 
symptoms that are ultimately identified as 
related to constipation. Minimising the post-
pandemic burden on urgent and emergency 
care, as well as streamlining services for 
chronic illness, are two key pillars of the 
post-COVID strategy for NHS recovery of 
service. Management of OIC is potentially a 
key target for such an approach, to streamline 
healthcare provision for a condition which 
is increasing in prevalence.  

This report highlights that early identification 
and management is possible. While lifestyle 
adjustments and laxatives help some individuals, 
it is plain that there are many patients who need 
more tailored therapy. A key emerging theme 
from the report is that understanding how 
opioids affect digestive function, and taking an 
evidence-based approach to therapy of OIC, 
can effectively improve quality of life as well as 
deliver potential benefits to the NHS.
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