Opioid use and associated factors in 1,676 inflammatory bowel disease patients: A multicentre quality improvement project
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Abstract
Objective: Despite its association with poorer outcomes, opioid use in inflammatory bowel disease (IBD) is not well characterised in the United Kingdom (UK). We aimed to examine the extent of opioid use, the associated factors and the use of mitigation techniques such as pain-service review and opioid weaning plans among individuals with IBD.
Methods: Data was collected from consecutive patients attending IBD outpatient appointments at 12 UK hospitals. A pre-defined questionnaire was used to collect data including patient demographics, IBD history, opioid use in the past year (>2 weeks) and opioid-use mitigation techniques. Additionally, consecutive IBD-related hospital stays leading up to July 2019 were reviewed with data collected regarding opioid use at admission, discharge and follow-up as well as details of the admission indication. 
Results: In 1,352 outpatients, 12% had used opioids within the past 12 months. Over half of these individuals were taking opioids for non-IBD pain and less than half had undergone an attempted opioid wean. 
In 324 hospitalised patients, 27% were prescribed opioids at discharge from hospital. At 12 months post-discharge, 11% were using opioids. Factors associated with opioid use in both cohorts included female sex, Crohn’s disease and previous surgery.
Conclusions:
One in ten IBD patients attending outpatient appointments were opioid-exposed in the past year while a quarter of inpatients were discharged with opioids, and 11% continued to use opioids 12 months after discharge. IBD services should aim to identify patients exposed to opioids, reduce exposure where possible and facilitate access to alternative pain management approaches.


What is already known on this topic – Opioid-exposure is on the rise in the UK general population and previous findings suggest opioid-exposure is greater in IBD than in the general population. Studies from North America show individuals with IBD are frequently prescribed opioids, however data relating to Europe is lacking. 
What this study adds – One tenth of outpatients with IBD were exposed to opioids in the previous year and a quarter of hospitalised IBD patients were discharged on opioids. Over half of opioid use is related to non-IBD pain, mostly musculoskeletal. Almost three quarters of patients discharged on opioids had no opioid weaning plan.
[bookmark: _Hlk127684835]How this study might affect research, practice or policy – There is a significant risk of opioid-exposure among IBD patients. This risk may be reduced by the wider use of opioid weaning plans and appropriate referral to pain services. These measures should be evaluated in future quality improvement initiatives. 
[bookmark: systematic_review]


Introduction:
Most individuals with inflammatory bowel disease (IBD) experience pain and this is associated with poorer quality of life, increased healthcare utilisation and worse clinical outcomes.1 While opioid medications are used to relieve cancer-related pain, there is little evidence that they are helpful for the relief of chronic pain2 and opioids are associated with many side effects including nausea, narcotic bowel syndrome, paradoxical exacerbation of pain, increased disease flares and increased mortality in IBD.3–6 For this reason, using opioids to treat chronic pain is discouraged in IBD, NICE and intercollegiate pain guidelines.7–9
Opioid-exposure in IBD patients in the UK had increased three-fold between the trienniums 1990-1993 and 2010-2013 however contemporary data since updated guidelines is lacking.8-10 Studies documenting opioid-exposure in IBD predominantly originate from North America where patterns of prescribing differ markedly from the UK.10–12 In the UK, overall opioid-exposure in the general population has risen by 127% over the past decade13 and previous findings indicate the IBD population have substantially greater opioid-exposure than matched non-IBD individuals.14,15 
We therefore aimed to define the prevalence of opioid-use among those accessing IBD services in the UK by performing a multi-centre questionnaire-based analysis of opioid-use in both outpatients and inpatients. Secondarily, we aimed to define indications for opioid-use, to identify associated risk factors and to examine the use of measures to reduce exposure including alternative analgesic prescribing, the use of opioid weaning schedules and the use of specialist pain services. 

Methods
Development of online data collection tool
Questionnaires to review opioid use in inpatients and outpatients were developed by a multidisciplinary steering committee (see Supplementary Information 1 and 2) and data was entered anonymously by clinicians between October 2021 and March 2022 using an online platform on an academic NHS server. 
Study centres and patient recruitment
The questionnaires were piloted in a single centre and following this, the study was expanded to include twelve sites across the UK, selected for data collection based on previous participation and engagement with IBD quality and improvement studies (see Supplementary Information 3 for list of sites). Sites included both general hospitals and regional IBD centres. 
[bookmark: _Hlk127688384]Consecutive patients with a confirmed diagnosis of IBD reviewed in gastroenterology and IBD clinics between October 2021 and March 2022 were included. Patient demographics, IBD-related information and details of opioid-use were obtained (see Supplementary Information 1). Additional details were obtained from those with more than 2 weeks of opioid-use in the previous 12 months, including details of opioid used, other analgesic use, comorbidities, disease activity, use of pain services and opioid weaning attempts. This data was collected from interrogation of hospital issued prescriptions, general practice prescriptions, clinic records where available, and patient recall. 

Consecutive patients with a confirmed diagnosis of IBD and an IBD-related admission comprised the inpatient cohort; twenty-five consecutive admissions per site were included, regardless of pre-admission opioid use, working backwards from July 2019 to reduce the impact of the COVID-19 pandemic on the analysis. Collected data comprised basic demographics, IBD-related information, pre-admission opioid-use, admission details (including surgery type) and opioids prescribed at hospital discharge (see Supplementary Information 2). Further data was collected at 3-6 months and 12 months regarding follow up, ongoing opioid use, weaning plans, pain service referral and physician global assessment of disease severity. 
Definition of terms
“Weak opioids” included codeine and dihydrocodeine with or without paracetamol and “strong opioids” were all other opioid medications, including tramadol, morphine and fentanyl, in line with The Misuse of Drugs Regulations 2001 and British National Formulary definitions.16,17
We classified patients as having undergone disease reassessment if magnetic resonance imaging, computed tomography imaging or lower GI endoscopy were performed within the past year. “Other pain modulating drugs” included non-steroidal anti-inflammatory drugs (NSAIDs), antidepressants and gabapentin or pregabalin. “Medical optimisation” was defined as commencement of new IBD medications or dose alterations of current therapy. 
In this study, opioid-use greater than 2 weeks was chosen by the consensus panel of experts as a time that represented a clinically meaningful prescription period longer than normally required for relief of an acute pain event.

Statistical analysis
For inpatients, all patients were included in the denominator for calculation of ongoing opioid-use regardless of whether they were lost to follow-up. In all other cases of missing data, we excluded patients from relevant analyses. Age data was collected in 5-year intervals to preserve anonymity, and further categorised for analysis into 3 age ranges; 18-40, 41-60 and >60 years.
An adjusted multivariable logistic regression model was developed to identify factors associated with opioid-use. Variables of interest were identified a priori and a univariable analysis identified those significantly associated with opioid use (see Supplementary Information 4). These were analysed in the multivariable regression model and results are presented as odds ratios (OR) with 95% confidence intervals (95% CI). Data was analysed using R version 4.2.1.18 
Ethical approval and consent exemption
 The study was performed as a quality improvement project following SQUIRE guidelines.19 The online survey platform has been approved as compliant with the General Data Protection Regulation by the Leeds Teaching Hospital NHS Trust Caldicott Guardian. All data was anonymised at the point of data entry.


Results 
Baseline characteristics and demographics
Data was collected for 1,352 outpatients of whom 715(52.9%) were female, 647(47.9%) had CD, 653(48.3%) had UC, 33(2.4%) had IBD-unclassified and the median age group was 41-45 years (see Table 1).


	
	        Opioid use in the past year †
	All patients

	
	No (N=1191)
	Yes (N=161)
	Total (N=1352)

	Age (Years)

	<40
	555 (46.6%)
	58 (36.0%)
	613 (45.3%)

	40-60
	354 (29.7%)
	59 (36.6%)
	413 (30.5%)

	>60
	282 (23.7%)
	44 (27.3%)
	326 (24.1%)

	Sex

	Male
	587 (49.3%)
	50 (31.1%)
	637 (47.1%)

	Female
	604 (50.7%)
	111 (68.9%)
	715 (52.9%)

	IBD type

	Ulcerative colitis
	610 (51.2%)
	43 (26.7%)
	653 (48.3%)

	Crohn’s disease
	533 (44.8%)
	114 (70.8%)
	647 (47.9%)

	IBD-unclassified
	30 (2.5%)
	3 (1.9%)
	33 (2.4%)

	IBD-not specified
	18 (1.5%)
	1 (0.6%)
	19 (1.4%)

	Previous Surgery

	No
	963 (80.9%)
	89 (55.3%)
	1052 (77.8%)

	Yes
	228 (19.1%)
	72 (44.7%)
	300 (22.2%)

	Duration of disease (Years)

	0-5
	412 (34.6%)
	42 (26.1%)
	454 (33.6%)

	6-15
	465 (39.0%)
	59 (36.6%)
	524 (38.8%)

	>16
	303 (25.4%)
	57 (35.4%)
	360 (26.6%)

	Missing
	11 (0.9%)
	3 (1.9%)
	14 (1.0%)

	Physician Global Assessment‡ 

	Remission
	678 (56.9%)
	69 (42.9%)
	747 (55.3%)

	Mild
	308 (25.9%)
	48 (29.8%)
	356 (26.3%)

	Moderate
	174 (14.6%)
	38 (23.6%)
	212 (15.7%)

	Severe
	31 (2.6%)
	6 (3.7%)
	37 (2.7%)



Table1. Opioid exposure by cohort characteristics: Outpatients
† Exposure to any opioid containing medicine for more than 2 weeks within the past 12 months
‡The Physician Global Assessment is an assessment of inflammatory bowel disease severity taking into account the daily record of abdominal discomfort, functional assessment and other observations such as physical findings, and the patient’s performance status.

Data was collected for 324 patients with a hospital admission (see Table 2), 163 (50.3%) of whom were female with a median age group of 36-40 years. IBD type was CD in 177 (54.6%), UC in 132 (40.7%) and IBD-unclassified (IBD-U) in 11 (3.4%). 


	
	Opioid prescribed at hospital discharge †
	All patients

	
	No (N=235) 
	Yes (N=89) 
	Total (N=324) 

	Age (Years) 
	
	
	

	<40
	132 (56.2%)
	51 (57.3%)
	183 (56.5%)

	40-60 years
	69 (29.4%)
	27 (30.3%)
	96 (29.6%)

	>60 years
	34 (14.5%)
	11 (12.4%)
	45 (13.9%)

	Sex 
	
	
	

	Male 
	114 (48.5%)
	47 (52.8%)
	161 (49.7%)

	Female 
	121 (51.5%)
	42 (47.2%)
	163 (50.3%)

	IBD type 
	
	
	

	Ulcerative colitis 
	119 (%0.6%)
	13 (14.6%)
	132 (40.7%)

	Crohn’s disease 
	104 (44.3%)
	73 (82.0%)
	177 (54.6%)

	IBD-unclassified 
	8 (3.4%)
	3 (3.4%)
	11 (3.4%)

	IBD-not specified 
	4 (1.7%)
	0 (0%)
	4 (1.2%)

	Previous surgery 
	
	
	

	No 
	180 (76.6%)
	37 (41.6%)
	217 (67.0%)

	Yes 
	55 (23.4%)
	52 (58.4%)
	107 (33.0%)

	Duration of disease (years) 
	
	

	0-5 
	127 (54.0%)
	36 (40.4%)
	163 (50.3%)

	6-15 
	70 (29.8%)
	32 (36.0%)
	102 (31.5%)

	>16 
	35 (14.9%)
	18 (20.2%)
	53 (16.4%)

	Missing 
	3 (1.3%)
	3 (3.4%)
	6 (1.9%)

	Pre-admission opioids ‡ 
	
	

	No  	       
	206 (87.7%)
	52 (58.4%)
	258 (79.6%)

	Yes 	 
	29 (12.3%)
	37 (41.6%)
	66 (20.4%)

	Reason for admission § 
	
	

	Bowel obstruction 
	16 (6.8%)
	14 (15.7%)
	30 (9.3%)

	Elective surgery 
	26 (11.1%)
	23 (25.8%)
	49 (15.1%)

	Abscess/phlegmon
	11 (4.7%)
	6 (6.7%)
	17 (5.2%)

	IBD flare
	166 (70.6%)
	23 (25.8%)
	189 (58.3%)

	Perianal disease flare
	3 (1.3%)
	7 (7.9%)
	10 (3.1%)

	Stoma/Postoperative
	10 (4.3%)
	13 (14.6%)
	23 (7.1%)

	Missing
	3 (1.3%)
	3 (3.4%)
	6 (1.9%)

	Admitting specialty¶
	
	
	

	Medicine 
	162 (68.9%)
	22 (24.7%)
	184 (56.8%)

	Surgery 
	73 (31.1%)
	67 (75.3%)
	140 (43.2%)



Table 2. Opioid exposure and cohort characteristics: Inpatients 
†Exposure to any opioid containing medication at discharge from hospital  
3 Exposure to opioids in the 3 months prior to hospital admission  
4 Primary reason for admission to hospital  
¶ Specialty under which the individual was admitted i.e., surgical or medical 

140 patients (43.2%) were admitted under a surgical team and 184 (56.8%) under a medical team with admission indications of inflammatory IBD flare (n=189, 58.3%), elective surgery (n=49, 15.1%), bowel obstruction (n=30, 9.3%), stoma/post operative (n=23, 7.1%), abscess/phlegmon (n=17, 5.2%) and perianal disease flare (n=10, 3.1%).

Outpatients
The prevalence of opioid-use among IBD patients attending clinic was 161/1352(11.9%) with a range 4.5-17.8% across hospital sites. The opioid type was documented for 152/161(94.4%) individuals, with 68/161(42.2%) patients using strong opioids. The most frequently used opioid was tramadol (n=27, 16.8%), followed by morphine (n=25, 15.5%), oxycodone (n=10, 6.2%), buprenorphine (n=7, 3.7%) and fentanyl (n=5, 3.1%). While 130/161(80.7%) individuals used one opioid, 16.2% used 2 and 5(3.1%) individuals used 3 or more.
Opioid-exposed outpatients had a median of 1 comorbidity and a maximum of 5. The most common comorbidity was inflammatory arthritis accounting for 46/161(28.6%) of the total opioid-exposed cohort followed by osteoarthritis (n=27/161, 16.8%) of the opioid-exposed cohort.
The stated indication for opioid-use was IBD in 68/161(42.2%) with the remaining individuals either using opioids for a non-IBD indication (n=85, 52.8%) or unsure of the indication (n=8, 5.0%) (See Figure 1). The most common non-IBD indication was musculoskeletal symptomatology. 
In those who indicated that IBD was the reason for their opioid use, objective disease activity assessment was carried out in 47/68(69.1%) (See Figure 1). 
Other pain modifying drugs were co-prescribed to 62/161(38.5%) opioid-exposed individuals; antidepressants to 34/161(20.4%), gabapentin or pregabalin to 21/161(13.0%) and NSAIDs to 12/161(7.5%). 
A specialist pain service referral had been made for 41/161(25.5%) opioid exposed individuals with a range of 0-100% across sites. An opioid wean was attempted in 69/161(42.9%) opioid exposed individuals with a range of 23-94% across sites. At 3-6 months, 75.0% individuals referred to pain services had an attempted opioid wean compared to 14.7% of those not referred and at 12 months this was 50.0% vs 17.2% respectively.
Multivariable logistic regression analysis (Table 3) of the outpatient cohort demonstrated factors associated with opioid-use were female sex, Crohn’s disease, PGA score of mild or moderate, previous or current biologic or small molecule use and previous IBD-related surgery. 


	
	Outpatients
	Inpatients

	Predictor
	N=1352
	Odds Ratio
	95% Confidence Interval
	p value
	N= 324
(Inpatients)
	Odds Ratio
	95% Confidence Interval
	p value

	Sex (Female)
	715
	2.16
	1.52 – 3.09
	<0.001
	163
	0.84
	0.52 – 1.37
	0.490

	IBD type (CD)
	647
	2.24
	1.50 – 3.37
	<0.001
	177
	6.44
	3.48 – 12.78
	<0.001

	Previous surgery
	300
	2.28
	1.53 – 3.42
	<0.001
	107
	3.14
	1.80 – 5.53
	<0.001

	PGA†
	
	
	
	
	
	
	
	

	Mild
	356
	1.55
	1.04 – 2.30
	0.029
	-
	-
	-
	-

	Moderate
	212
	2.31
	1.49 – 3.56
	<0.001
	-
	-
	-
	-

	Severe
	37
	1.91
	0.70 – 4.47
	0.163
	-
	-
	-
	-

	Biologic use‡
	694
	1.86
	1.27 – 2.75
	0.002
	-
	-
	-
	-

	Preadmission opioids §
	-
	-
	-
	-
	66
	3.71
	1.97 – 7.06
	<0.001

	Surgery during admission
	-
	-
	-
	-
	97
	4.65
	2.60 – 8.40
	<0.001



Table 3. Multivariable regression analysis
Predictors associated with exposure to any opioid containing medication; for >2 weeks in the past year (Outpatients)/ at discharge from hospital (Inpatients). Significant p values shown in bold. 
† The Physician Global Assessment is an assessment of inflammatory bowel disease severity taking into account the daily record of abdominal discomfort, functional assessment and other observations such as physical findings, and the patient’s performance status. Reference group for physician global assessment is the “remission” group.  
‡Previous or current biologic or small molecule use 
§ Opioid prescription in the 3 months prior to admission 



Inpatients
A total of 89/324(27.5%) individuals were discharged with an opioid prescription, 52/324(16.0%) of whom had not used opioids in the 3 months prior to admission and were therefore ‘new’ users. Opioids were prescribed at discharge to 22/184(12.0%) of patients admitted under a medical team and 67/140(47.9%) of those admitted under a surgical team. 
At 3-6 months after discharge, 300 (92.6%) patients were followed up (See Supplementary Information 5) with 42/324(13.0%) using opioids at this time point, 23(7.1%) of whom were using strong opioids. At 12 months 294(90.7%) individuals were followed up (See Supplementary Information 5) and 35(10.8%) of these individuals were using opioids, 23(7.1%) of whom were using strong opioids. There was no significant difference in patient characteristics between those patients who were followed up and those that were lost to follow up (See Supplementary Information 6).
Opioids were used by 66/324(20.4%) individuals within the 3-month period prior to admission, and this was higher in the subgroup who had previously undergone surgery (n=40/107, 37.4%).
There was no opioid weaning plan for 65/89(73.0%) patients discharged with opioids; 17(77.3%) medical patients and 48(71.6%) surgical patients, with a range of 0-66.6% across sites. A specialist pain service assessment took place in 8/42(19.0%) of those using opioids at 3-6 months and 6/35(17.1%) of those using opioids at 12 months with a range of 0-100% across sites at both time points. At 3-6 months, 6/8(75.0%) individuals referred to pain services had an attempted opioid wean compared to 14.7% of those not referred and at 12 months this was 50.0% vs 17.2% respectively.
Multivariable regression analysis (Table 3) identified Crohn’s disease, pre-admission opioids, previous IBD-related surgery and surgery during admission as factors associated with opioid-use at discharge.


Discussion
The recent increase in the global use of opioids highlights the need for accurate data in patients with IBD, yet despite a recent increase in their use among the general population13 and updates to national guidelines,2,7,9 analysis of opioid use among IBD patients in the UK is lacking. Chronic opioid use is associated with serious infections, early biologic discontinuation and mortality5,6,20 and in this UK multicentre study of opioid-use in IBD we found that more than a tenth of individuals received at least 2 weeks of opioids in a single year and more than a quarter of inpatients were discharged with opioids, a tenth of whom continued for at least 12 months. Over half of outpatients with opioid-use were using opioids to treat non-IBD pain, mostly for musculoskeletal indications and less than half had an opioid weaning plan.
Findings in context
Our reported opioid-use prevalence among outpatients was 11.9%. This compares to 11% reported in a Canadian study as the prevalence of use in the first month of IBD diagnosis, this study found prevalence fell to 5.8-7.7 % in the following year, compared with a point prevalence 2-3% in controls.14  A far lower prevalence of 3.4% was reported by Gao et al for IBD patients with more than 30 days’ opioid-exposure in a 5 year period.21 One systematic review reported an overall prevalence of opioid-use of 21% in IBD outpatients, however, there was significant heterogeneity in the definitions of opioid-use, and most studies were conducted in North America.22 Differences in opioid-use and prescribing patterns between the USA and the UK mean that this review’s findings do not necessarily reflect opioid use in the UK. This is confirmed by a study comparing the yearly prevalence of opioid-use among non-cancer patients in the USA, Canada, Taiwan and UK which ranged from 1.8-6.6%.10  
Strengths and limitations
Our study is the first contemporary review of current opioid-use among IBD patients in the UK since the publication of NICE and intercollegiate pain guidelines.2,7–9 9We included both district and regional IBD centres across the UK with a varied sociodemographic and geographical mix.
Details of specialist pain services input and opioid weaning attempts allowed us to highlight areas for improvement in clinical practice. 
We acknowledge a number of limitations to our study. We relied on patient recall to determine opioid-use and the indication for this, and whilst we mitigated against recall bias by concurrent examination of patient records, opioid use may have been missed if prescribed by a general practitioner (GP) where GP records were not accessible and a patient additionally did not declare the prescription. We did not collect data regarding the opioid indication at inpatient follow-up as the aim of the project was to identify patients with opioid use, and thus increased risk of complications, regardless of the opioid indication.
In this study 45% of the outpatient population were current users of biologic or small molecule immune therapy, which is slightly higher than 43.8% and 16.2% of CD and UC patients respectively prescribed biologics in a 2015 USA drug database review.23 Changes in the pattern of IBD prescribing since 2015 and/or over-representation of individuals with unremitting or active disease may explain this. Only 2.6% of individuals had a physician’s global assessment of disease severity of “severe disease” suggesting the latter was likely not the case but high rates of biologic use may have resulted in higher overall opioid-use in our study, given the demonstrated association between biologic use and increased opioid use.
We focused on the duration of opioid-use (> 2 weeks) rather than the dose of opioid prescribed, as duration has been shown to be more strongly associated with misuse.24 
Some codeine may have been used as an anti-motility agent to manage stool frequency or high stoma output, although the questionnaire specifically directed data collectors to record patients’ pain medication. Even when codeine use was excluded there remained a significant proportion of patients exposed to opioids.
Those with opioid exposure have poorer clinic attendance, possibly leading to loss of follow up and an underestimate of opioid exposure. Drop out numbers were low and the majority of inpatients were followed up for the entire duration of the study (92.6% at 3-6 months and 90.7% at 12 months [See Supplementary Information 5]) reducing this risk. Conversely, complex patients requiring analgesia are followed up more regularly therefore opioid-use could appear higher through selection bias however, there were no significant differences between individuals with follow up and those without (See Supplementary Information 6). 
A number of variables, including age, duration of disease and severe PGA were not significantly associated with increased opioid use however, had the sample size been larger, these may have shown significance. Future work with larger datasets could explore these associations further. Formal multiple testing adjustments were not made in the multivariable analysis. 
Finally, we recorded referrals to pain services for the outpatient cohort but we do not have prospective data to review the impact; this is assessed for the inpatient cohort. 
Implications
Almost three quarters of patients exposed to opioids at 12 months after discharge were also exposed to opioids in the 3 months prior to admission, suggesting that chronic pain is an important factor in continued opioid-use. Chronic pain is poorly controlled by opioids2 and hospital admission offers an opportunity to identify persistent opioid-exposure and to liaise with primary care regarding opioid weaning regimens, alternative analgesics and referral to specialist pain services so better pain control can be achieved.
Over half the opioid-exposed outpatient cohort used opioids for non-IBD indications, particularly musculoskeletal pain. Of the 19 inpatients using strong opioids at 12 months, 13 were in remission or had mild disease and 5 had not been discharged with opioid medications, suggesting opioid-use at this point may not relate to their admission, or IBD. Unfortunately, opioids are not beneficial in the management of long-term musculoskeletal pain or chronic pain and thus are not recommended in UK guidelines.9,25–27 A holistic approach to assessing pain in IBD should include assessment of other painful conditions that contribute to the risk of opioid-exposure.
More than half of outpatients with opioid-use had active disease on reassessment and 6/19 inpatients using strong opioids at 12 months had a moderate or severe PGA, indicating measures to control disease activity may reduce opioid requirements. New and persistent opioid use has been reported in a third of patients following disease flares in one study from the USA.28 
Following admission to hospital, the discharge opioid prescription should include a weaning plan to mitigate against the risk of persistent use.24  Intercollegiate guidelines recommend documenting the dose and duration to ensure that acute opioid use does not progress to chronic exposure8 and adherence to prescribing guidelines is associated with increased opioid discontinuation.29 We found almost three quarters of patients were discharged without a weaning plan. Our study underscores the need to clearly document the indication for opioid use and the opioid weaning plan for primary care colleagues on discharge.
Fewer than 1 in 5 opioid exposed patients were referred to a pain specialist, with great variation across sites yet those who were referred to pain services were more likely to attempt a wean of opioids.  Ease of access to pain services varied, as did the capacity and the integration of pain services within the multi-disciplinary IBD team.
Pain management continues to be an unmet need for patients with IBD that cannot be resolved by disease control alone, given 20-50% of IBD patients continue to experience pain in remission.30,31 Pain management should be patient-centred, including the use of non-pharmacological approaches such as behavioural therapies and lifestyle modifications. The role of guided self-management as an additional, accessible approach will be revealed with the impending results of the IBD BOOST research project.32 Invaluable resources for clinicians include “Opioids Aware: Tapering and Stopping”,33 “Surgery and Opioids: Best Practice Guidelines 2021”8 and Macintyre et al.’s “An international multidisciplinary consensus statement on the prevention of opioid-related harm in adult surgical patients”34 while localised primary care guidelines such as “Dorset CCG Opioid Prescribing for Chronic Pain: Resource Pack 2018”35 and Oxford University Hospital NHS Foundation Trust’s “Guidance for opioid reduction in primary care”36 are tailored to include local resources and support. 
Conclusion
A significant proportion of IBD patients are exposed to opioids, which may persist, particularly following hospital admission for surgery. Risk of exposure may be reduced by the wider use of opioid weaning regimens and the use of pain services which are currently under-utilised.


References:
 1.	Sheehan JL, Jacob J, Berinstein EM, et al. The Relationship Between Opioid Use and Healthcare Utilization in Patients With Inflammatory Bowel Disease: A Systematic Review and Meta-Analysis. Inflamm Bowel Dis. Published online March 1, 2022:izac021. doi:10.1093/ibd/izac021
2.	Faculty of Pain Medicine. The effectiveness of opioids for long term pain. Opioids Aware. Accessed August 5, 2022. https://www.fpm.ac.uk/opioids-aware-clinical-use-opioids/opioids-long-term-pain
3.	Busse JW, Wang L, Kamaleldin M, et al. Opioids for Chronic Noncancer Pain: A Systematic Review and Meta-analysis. JAMA. 2018;320(23):2448-2460. doi:10.1001/jama.2018.18472
4.	Annemans L. Pharmacoeconomic Impact of Adverse Events of Long-Term Opioid Treatment for the Management of Persistent Pain. Clin Drug Investig. 2011;31(2):73-86. doi:10.1007/BF03256935
5.	Lichtenstein GR, Feagan BG, Cohen RD, et al. Serious Infections and Mortality in Association With Therapies for Crohn’s Disease: TREAT Registry. Clin Gastroenterol Hepatol. 2006;4(5):621-630. doi:10.1016/j.cgh.2006.03.002
6.	Burr NE, Smith C, West R, Hull MA, Subramanian V. Increasing Prescription of Opiates and Mortality in Patients With Inflammatory Bowel Diseases in England. Clin Gastroenterol Hepatol. 2018;16(4):534-541.e6. doi:10.1016/j.cgh.2017.10.022
7.	Lamb CA, Kennedy NA, Raine T, et al. British Society of Gastroenterology consensus guidelines on the management of inflammatory bowel disease in adults. Gut. 2019;68(Suppl 3):s1. doi:10.1136/gutjnl-2019-318484
8.	Faculty of Pain Medicine. Surgery and Opioids: Best Practice Guidelines 2021. Published online March 2021.
9.	Chronic Pain (Primary and Secondary) in over Sixteens: Assessment of All Chronic Pain and Management of Chronic Primary Pain. National Institute for Health and Care Excellence; 2021. https://www.nice.org.uk/guidance/ng193
10.	Jani M, Girard N, Bates DW, et al. Opioid prescribing among new users for non-cancer pain in the USA, Canada, UK, and Taiwan: A population-based cohort study. PLOS Med. 2021;18(11):e1003829. doi:10.1371/journal.pmed.1003829
11.	Suda KJ, Durkin MJ, Calip GS, et al. Comparison of Opioid Prescribing by Dentists in the United States and England. JAMA Netw Open. 2019;2(5):e194303-e194303. doi:10.1001/jamanetworkopen.2019.4303
12.	Weisberg DF, Becker WC, Fiellin DA, Stannard C. Prescription opioid misuse in the United States and the United Kingdom: Cautionary lessons. Int J Drug Policy. 2014;25(6):1124-1130. doi:10.1016/j.drugpo.2014.07.009
13.	Curtis HJ, Croker R, Walker AJ, Richards GC, Quinlan J, Goldacre B. Opioid prescribing trends and geographical variation in England, 1998–2018: a retrospective database study. Lancet Psychiatry. 2019;6(2):140-150. doi:10.1016/S2215-0366(18)30471-1
14.	Targownik LE, Nugent Z, Singh H, Bugden S, Bernstein CN. The Prevalence and Predictors of Opioid Use in Inflammatory Bowel Disease: A Population-Based Analysis. Off J Am Coll Gastroenterol ACG. 2014;109(10). https://journals.lww.com/ajg/Fulltext/2014/10000/The_Prevalence_and_Predictors_of_Opioid_Use_in.18.aspx
15.	Lin X, Lofland J, Zhang L, et al. Opioid Use in Patients With Inflammatory Bowel Disease. Crohns Colitis 360. 2020;2(1):otaa009. doi:10.1093/crocol/otaa009
16.	Joint Formulary Committee. British National Formulary (Online). London: BMJ Group and Pharmaceutical Press Accessed October 6, 2022. http://www.medicinescomplete.com
17.	Legislation.gov.uk. The Misuse of Drugs Regulations 2001. [Online].; 2018. Accessed October 6, 2022. http://www.legislation.gov.uk/uksi/2001/3998/contents/made
18.	R Core Team. R: A Language and Environment for Statistical Computing. R Foundation for Statistical Computing; 2020. https://www.R-project.org/
19.	Ogrinc G, Davies L, Goodman D, Batalden P, Davidoff F, Stevens D. SQUIRE 2.0 (<em>Standards for QUality Improvement Reporting Excellence)</em>: revised publication guidelines from a detailed consensus process. BMJ Qual Amp Saf. 2016;25(12):986. doi:10.1136/bmjqs-2015-004411
20.	Rhudy C, Perry CL, Singleton M, Talbert J, Barrett TA. Chronic opioid use is associated with early biologic discontinuation in inflammatory bowel disease. Aliment Pharmacol Ther. 2021;53(6):704-711. doi:10.1111/apt.16269
21.	Gao Y, Khan S, Akerman M, Sultan K. Analysis of the clinical indications for opiate use in inflammatory bowel disease. Intest Res. 2017;15(1):83-89. doi:10.5217/ir.2017.15.1.83
22.	Niccum B, Moninuola O, Miller K, Khalili H. Opioid Use Among Patients With Inflammatory Bowel Disease: A Systematic Review and Meta-analysis. Clin Gastroenterol Hepatol. 2021;19(5):895-907.e4. doi:10.1016/j.cgh.2020.08.041
23.	Yu H, MacIsaac D, Wong JJ, et al. Market share and costs of biologic therapies for inflammatory bowel disease in the USA. Aliment Pharmacol Ther. 2018;47(3):364-370. doi:10.1111/apt.14430
24.	Brat GA, Agniel D, Beam A, et al. Postsurgical prescriptions for opioid naive patients and association with overdose and misuse: retrospective cohort study. BMJ. 2018;360:j5790. doi:10.1136/bmj.j5790
25.	National Institute for Health and Care Excellence. Rheumatoid Arthritis in Adults: Management.; 2018. Accessed August 9, 2022. www.nice.org.uk/guidance/ng100
26.	National Institute for Health and Care Excellence. Osteoarthritis in over 16s: Diagnosis and Management. National Institute for Health and Care Excellence; 2022. Accessed February 4, 2023. https://www.nice.org.uk/guidance/ng226
27.	National Institute for Health and Care Excellence. Low Back Pain and Sciatica in over 16s: Assessment and Management.; 2020. Accessed February 4, 2023. https://www.nice.org.uk/guidance/NG59
28.	Noureldin M, Higgins PDR, Govani SM, et al. Incidence and predictors of new persistent opioid use following inflammatory bowel disease flares treated with oral corticosteroids. Aliment Pharmacol Ther. 2019;49(1):74-83. doi:10.1111/apt.15023
29.	Avery N, McNeilage AG, Stanaway F, et al. Efficacy of interventions to reduce long term opioid treatment for chronic non-cancer pain: systematic review and meta-analysis. BMJ. Published online April 4, 2022:e066375. doi:10.1136/bmj-2021-066375
30.	Farrokhyar F, Marshall JK, Easterbrook B, Irvine JE. Functional Gastrointestinal Disorders and Mood Disorders in Patients with Inactive Inflammatory Bowel Disease: Prevalence and Impact on Health. Inflamm Bowel Dis. 2006;12(1):38-46. doi:10.1097/01.MIB.0000195391.49762.89
31.	Zielińska A, Sałaga M, Włodarczyk M, Fichna J. Focus on current and future management possibilities in inflammatory bowel disease-related chronic pain. Int J Colorectal Dis. 2019;34(2):217-227. doi:10.1007/s00384-018-3218-0
32.	Norton C, Syred J, Kerry S, et al. Supported online self-management versus care as usual for symptoms of fatigue, pain and urgency/incontinence in adults with inflammatory bowel disease (IBD-BOOST): study protocol for a randomised controlled trial. Trials. 2021;22(1):516. doi:10.1186/s13063-021-05466-4
33.	Faculty of Pain Medicine of the Royal College of Anaesthetists. Tapering and Stopping. Accessed May 9, 2023. https://fpm.ac.uk/opioids-aware-structured-approach-opioid-prescribing/tapering-and-stopping
34.	Levy N, Quinlan J, El-Boghdadly K, et al. An international multidisciplinary consensus statement on the prevention of opioid-related harm in adult surgical patients. Anaesthesia. 2021;76(4):520-536. doi:10.1111/anae.15262
35.	Medicines Optimisation Team, Dorset CCG. Dorset Opioid Prescribing for Chronic Pain: Resource Pack.; 2018. Accessed May 15, 2023. https://www.nhsdorset.nhs.uk/Downloads/aboutus/medicines-management/Other%20Guidelines/Dorset%20Opioid%20resource%20pack%20FINAL%20Sept%202020.pdf?UNLID=274017865202272214478
36.	Guidance for Opioid Reduction in Primary Care. Oxford Pain Management Centre; 2017. Accessed May 15, 2023. https://www.ouh.nhs.uk/services/referrals/pain/documents/gp-guidance-opioid-reduction.pdf


Statement of Interests
Samantha Baillie has had speaker arrangements with Takeda and Dr Falk, has received a travel grant from Galapagos and has provided consultancy to Galapagos.
Jimmy K. Limdi has received grants from Galapagos and Takeda and speaker and consultancy fees from Abbvie, Arena, Celltrion, Ferring, Galapagos, Janssen, MSD, Pfizer and Takeda.
Gareth C. Parkes has had personal fees from AbbVie, Allergan, BMS, Celltrion, Ferring, Galapagos, Janssen, Takeda, Tillotts. Travel grants from - AbbVie, Celltrion, Ferring, Janssen, Takeda, Tillotts and is a Director and Shareholder in Ampersand Health.
Glynn Scott has had speaker arrangements with Takeda, Abbvie, Tillotts and Galapagos.
Tim Raine has received research/educational grants and/or speaker/consultation fees from Abbvie, Arena, Aslan, AstraZeneca, Boehringer-Ingelheim, BMS, Celgene, Ferring, Galapagos, Gilead, GSK, Heptares, LabGenius, Janssen, Mylan, MSD, Novartis, Pfizer, Roche, Sandoz, Takeda and UCB.
Christopher A. Lamb reports grants from Genentech, grants and personal fees from Janssen, grants and personal fees from Takeda, grants from AbbVie, personal fees from Ferring, grants from Eli Lilly, grants from Pfizer, grants from Roche, grants from UCB Biopharma, grants from Sanofi Aventis, grants from Biogen IDEC, grants from Orion OYJ, personal fees from Dr Falk Pharma, grants from AstraZeneca, outside the submitted work.
Nicholas A. Kennedy has served as a speaker and/or advisory board member for AbbVie, Allergan, BMS, Falk, Ferring, Galapagos, Janssen, Mylan, Pharmacosmos, Sandoz, Takeda and Tillotts.
Isabel Carbery has speaker arrangements with Celltrion and has received a travel grant from Galapagos.
Richard Pollok has provided consultancy to Galapagos.
Christian P. Selinger has received unrestricted research grants from Warner Chilcott, Janssen and AbbVie, has provided consultancy to Warner Chilcott, Dr Falk, AbbVie, Takeda, Fresenius Kabi, Galapagos, Ferring, Arena and Janssen, and had speaker arrangements with Warner Chilcott, Dr Falk, AbbVie, MSD, Pfizer, Celltrion and Takeda.
The preparation of this paper was funded in part by Galapagos.

1

24
Opioid Exposure QIP FG 2023
