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OP0087 NATIONAL VARIATION AND FACTORS ASSOCIATED 
WITH THE TRANSITION FROM FIRST USE TO LONG-
TERM OPIOID USE FOR NON-CANCER PAIN

M. Jani1, B. Birlie Yimer1, T. Sheppard1, M. Lunt1, W. Dixon1. 1University of 
Manchester, Centre for Epidemiology Versus Arthritis, Manchester, United 
Kingdom

Background: Prescribing behaviour of physicians has been described as a 
key driver of rising opioid prescriptions and long-term opioid use. However, 
the effect of prescribers requires interpretation within context. No studies have 
investigated the extent to which regions, practices and prescribers, vary in opi-
oid prescribing accounting for case-mix by considering this hierarchy together.
Objectives: (i) Quantify and identify risk factors for the transition from new-
user to long-term opioid user (ii) Quantify variation of long-term use attrib-
uted to region, practice and prescriber, accounting for patient mix and chance 
variation.
Methods: We conducted a retrospective observational UK study between 2006-
2017 using Clinical Practice Research Datalink. Opioids new users, ≥18 years, 
without cancer were identified. Long-term opioid use was defined as ≥3 opioid 
prescriptions issued within a 90-day period from index date, or ≥1 opioid pre-
scription lasting at least 90 days in the first year. A multi-level random-effects 
logistic regression model was used to examine the association of patient charac-
teristics with the odds of becoming a long-term opioid user. To examine variation 
in opioid use amongst prescribers, GP practices and region after adjusting for 
patient case-mix, we used a nested random-effect structure. A ‘high-risk’ region, 
prescriber or practice was defined as those where the entire adjusted 95% CI lay 
above the population average.
Results: 1,968,742 new opioid users were included; 14.6% patients transitioned to 
long-term use. In the fully adjusted model, factors associated with higher odds of 
long-term opioid use included high morphine milligram equivalents (MME)/day at 
first prescription, older age, deprivation, fibromyalgia, rheumatological conditions, 
major surgery (Table). After adjustment for case-mix, the North-West, Yorkshire and 
South-West were found to be high-risk regions for long-term use. 103 practices 
(25.6%) and 540 prescribers (3.5%) were associated with a significantly higher risk 
of long-term use. The odds of becoming a long-term user for a patient belonging to 
these prescribers reached up to >3.5 times than the population average.
Conclusion: Prescribing factors, age, deprivation and conditions including fibro-
myalgia and rheumatological conditions were associated with higher odds of long-
term opioid use. In the first UK study evaluating long-term opioid prescribing with 
adjustment for patient-level characteristics, variation in regions and especially prac-
tices and prescribers were observed. Our findings support greater calls for action 
to reduce practice and prescriber variation by promoting safe practice in opioid 
prescribing.

Table.  Factors associated with long-term opioid use using a multi-level 
model accounting for clustering of individuals within prescriber, practice 
and region

Individual factors Adjusted Odds Ratio (95% CI) *

Prescribing factors
Index daily MME >200 7.59 (6.29, 9.16)
Index daily MME 100-200 1.12 (1.03, 1.21)
Index daily MME 50-100 1.58 (1.49, 1.68)
Index daily MME <50 Ref
Gabapentinoid use 2.51 (2.43, 2.60)
Psychotropic use 1.28 (1.17, 1.40)
Age
>75 4.35 (4.26, 4.45)
65-75 3.57 (3.50, 3.65)
55-65 3.03 (2.96, 3.09)
35-55 1.91 (1.88, 1.95)
Age <35 Ref
Deprivation (Townsend score)
Quintile 5 (Most deprived) 1.54 (1.51, 1.57)
Quintile 4 1.34 (1.31, 1.36)
Quintile 3 1.20 (1.18, 1.22)
Quintile 2 1.09 (1.07, 1.11)
Quintile 1 (Least deprived) Ref
Pre-existing conditions/ prior procedures
Fibromyalgia 1.81 (1.49, 2.20)
Substance use disorder 1.76 (1.70, 1.83)
Suicide and self-harm 1.56 (1.51, 1.61)
Rheumatological conditions Ψ 1.54 (1.49, 1.59)
Alcohol abuse 1.50 (1.45, 1.55)
Depression 1.28 (1.26, 1.30)
Major Surgery 1.09 (1.06, 1.13)

Abbreviations: MME, Morphine Milligram Equivalent; *p<0.05. Index daily MME/day is the 
MME/day at first prescription (MME= daily dose in milligrams X opioid conversion ratio). Ψ 
Defined by Charlson score including rheumatoid arthritis, SLE, myositis.
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Background: TNFα-inhibitor (TNFi) therapy is effective in controlling several 
rheumatic diseases and has been shown to reduce pain in patients with arthritis. 
Opioids are often prescribed for chronic pain, a common issue in inflammatory 
joint disease.
Objectives: To explore the impact of the initiation of TNFi therapy as a first-
line biologic disease-modifying anti-rheumatic drug (DMARD) on the pre-
scription rates of opioids in patients with rheumatoid arthritis (RA), psoriatic 
arthritis (PsA), ankylosing spondylitis (AS) and undifferentiated arthritis (UA) 
in Iceland.
Methods: All patients receiving biologic DMARD therapy for rheumatic dis-
eases in Iceland are registered in a nationwide database (ICEBIO). The Ice-
landic Directorate of Health operates a Prescription Medicines Register that 
includes over 90% of all drug prescriptions in Iceland. The study group included 
patients with RA, PsA, AS, and UA registered in ICEBIO and for each of them 
five randomly selected comparators from the general population matched on 
age, sex, and calendar time. On February 1st 2016 we extracted data on all filled 
opioid analgesic prescriptions two years before and two years after the date of 
TNFi initiation.
Results: Data from 359 RA, 217 AS, 251 PsA and 113 UA patients and 4700 
comparators were collected. In total, 75% of patients compared to 43% of 
comparators received ≥1 opiate prescription during the study period. The pro-
portion of patients using opioids (regardless of dose) two years prior to TNFi 
initiation was 41%, increasing to 49% the following year. After TNFi initiation 
the proportion returned to 40% (Figure 1). Despite this, the mean yearly opiate 
dose used by the patients followed a rising trajectory throughout the study 
period (Figure 2). In total, patients were prescribed nearly 6 times more opioids 
than the comparators, corresponding to a bootstrapped mean (95% CI) dose 
of 818 (601-1073) mg MED per patient and year compared to 139 (111-171) mg 
for comparators.
Conclusion: Three out of four patients with inflammatory arthritis in Iceland 
use opioid analgesics in the two years prior to and/or after the initiation of 
TNFi therapy and the mean doses were significantly higher than in matched 
comparators. The proportion of patients receiving opioids increased before 
TNFi therapy and then decreased again to the previous level. The initiation 
of the first-line TNFi did not reduce opioid consumption by dose at the group 
level. On the contrary, there was a trend towards increasing doses over time in 
both patients and comparators, possibly reflecting the development of opiate 
tolerance.

Figure 1. Percental distributions of opioid analgesic use by dose (according to dispensed 
prescriptions) among patients with inflammatory arthritis (A) and matched comparators (B). All 
doses are oral morphine equivalent dose (MED) in milligrams.
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Table 1. Baseline demographic data. Mean ± SD unless specified. * 
defined from diagnosis to baseline.

 All patients Rheumatoid 
arthritis

Psoriatic 
arthritis

Ankylosing 
spondylitis

Undifferentiated 
arthritis

Total n (%) 940 (100) 359 (38) 251 (27) 217 (23) 113 (12)
Age (years) 49 ± 14 53 ± 14 49 ± 13 43 ± 13 44 ± 15
Disease duration 
(years)*

7.8 ± 8.5 8.2 ± 8.2 7.4 ± 7.8 8.3 ± 10.2 6.3 ± 6.6

Female 58% 73% 59% 34% 52%
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Background: Lumbar radicular pain is the most common chronic neuropathic 
pain syndrome. Antidepressants are highly recommended for neuropathic pain, 
but there is no evidence for their efficacy.
Objectives: The aim of this double-blind, randomised, placebo-controlled trial is 
to determine whether Clomipramine (an antidepressant) is more effective than 
placebo in reducing pain in individuals with resistant chronic lumbar radicular 
pain.
Methods: A double-blind, randomized, clinical trial. Sixty-two patients with 
resistant chronic lumbar radicular pain were included. (The sample size was 
calculated on the assumption that clomipramine would reduce the incidence 
of lumbar radicular pain of 35%, compared with placebo, with a two-sided 
test, an alpha level of 0.05, and a power of 85%). Patients were randomly 
allocated to receive either Clomipramine by slow intravenous infusion for 
10 days in a hospital setting with progressively increasing doses, 25 mg on 
the first day, 50 mg on the second day and 75 mg on the third day until the 
tenth day, or placebo (500 ml of physiological serum a day). For both groups, 
paracetamol is added intravenously at a dose of 3g per day for ten days, 
Parecoxib for 3 days and ten sessions of lumbar spine rehabilitation includ-
ing analgesic massage, muscle strengthening and joint maintenance. At the 
exit, clomipramine was relayed with 25 mg per day orally until the 90th day for 

clomipramine group, and paracetamol was authorized in both groups, in case 
of severe pain. The primary outcome was pain intensity, measured at baseline, 
5th day, 10th day and 90th day using VAS pain (10 mm). Secondary outcome 
included DN4-questionnaire, lumbar radicular discomfort (VAS 10 mm), pain-
free perimeter of walking (min), disability assessed using the Roland Morris 
Disability questionnaire and severity of mood symptoms assessed using the 
Hospital Anxiety and Depression scale (HAD), measured on days 0, 5, 10 
and 90.
Results: 31 patients were assigned to the clomipramine group and 31 to 
the placebo group. There were no differences between the groups in demo-
graphic characteristics. Treatment by Clomipramine had a significantly 
greater reduction in pain, discomfort and DN4 from the 5th day (p = 0.000, p 
= 0.001 and p = 0.004 respectively) than the placebo, with an improvement 
maintained until 90th day. There was a statistically significant improvement in 
pain-free walking distance and disability for the clomipramine group from the 
10th day (p = 0.02 and 0.001 respectively) and that maintained until 90th day. 
However, there was no significant improvement in HAD between the 2 groups.  
(p ≥ 0.1).
Conclusion: This double-blind, randomized, clinical trial shows that clomi-
pramine is quickly effective and maintained over time in the management of 
resistant chronic lumbar radicular pain. It can therefore be part of the therapeutic 
arsenal in this sense.
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Background: Tanezumab, a monoclonal antibody against nerve growth factor, 
was recently evaluated in an 80 week placebo and tramadol-controlled trial in 
patients with chronic low back pain (CLBP) and a history of inadequate response 
to standard-of-care analgesics (NSAIDs, opioids, etc). Primary endpoint was 
change in Low Back Pain Intensity (LBPI) at week 16 vs placebo. Key second-
ary endpoints were the proportion of patients with ≥50% improvement in LBPI 
at week 16, change in Roland Morris Disability Questionnaire score at week 
16, and change in LBPI at week 2 (all vs placebo). Tanezumab 10mg met the 
primary and all key secondary endpoints. Tanezumab 5mg did not meet the pri-
mary endpoint, but improved 2 of 3 key secondary endpoints. Due to the primary 
endpoint result and the statistical gate-keeping approach to control for multiple 
comparisons, a conclusion of superiority over placebo could not be made for 
the 5mg dose.
Objectives: To further characterize tanezumab’s effects on pain and function 
in this trial through analysis of Brief Pain Inventory-short form (BPI-sf) scores.
Methods: Patients received placebo (n=406), subcutaneous (SC) tanezumab 
5mg (every 8 weeks; n=407), SC tanezumab 10mg (every 8 weeks; n=407) or 
oral tramadol prolonged-release (100-300mg/day; n=605). Pre-specified second-
ary endpoints included BPI-sf worst pain, average pain, the overall pain inter-
ference index, and selected individual domains of the index (general activity, 
walking ability, sleep, and normal work). Least squares (LS) mean (standard 
error [SE]) changes from baseline in BPI-sf scores were compared between 
groups (unadjusted for multiplicity) at week 16 using an analysis of covariance 
model. Scores range from 0-10 with higher scores indicating greater pain severity 
or functional impairment.
Results: LS mean (SE) differences from placebo for worst pain were -0.52 (0.19) 
for tanezumab 5mg (p≤0.01), -0.54 (0.19) for tanezumab 10mg (≤0.01), and -0.24 
(0.17) for tramadol (p=0.17). LS mean (SE) differences from placebo for average 
pain were -0.37 (0.18) for tanezumab 5mg (p=0.04), -0.46 (0.18) for tanezumab 
10mg (≤0.01), and -0.17 (0.16) for tramadol (p=0.29). LS mean (SE) differences 
from placebo for the pain interference index were -0.41 (0.18) for tanezumab 
5mg (p=0.03), -0.58 (0.18) for tanezumab 10mg (≤0.01), and -0.15 (0.17) for 
tramadol (p=0.39). Effects of tanezumab were not statistically different (p>0.05) 

Figure 2. Bootstrapped mean oral morphine equivalent dose per person per year for patients 
with inflammatory arthritis (above) and age and sex matched comparators (below). Box edges 
represent 25-75th percentiles and whiskers 95% confidence intervals.
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