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Abstract

Objective: The crisis of prescription opioid (PO) related harms has focused attention toward identifying and treating
high-risk populations. This review aims to synthesize systematic reviews on the epidemiology and clinical management
of comorbid chronic pain and PO or other substance misuse.

Methods: A systematic database search was conducted to identify systematic reviews published between 2000 and
2016. Eligible studies were systematic reviews related to chronic non-cancer pain and PO or other substance misuse.
Evidence from the included reviews was synthesized according to epidemiology and clinical management themes.

Results: Of 1908 identified articles, 18 systematic reviews were eligible for final inclusion. Two meta-analyses estimated
the prevalence of chronic non-cancer pain in individuals using POs non-medically to be approximately 48% to 60%,
which is substantially higher than the prevalence of chronic non-cancer pain in general population samples (11%
to 19%). Five systematic reviews estimated the rates of PO or other opioid use in chronic pain populations with
substantial variation in results (0.05% to 81%), likely due to widely varying definitions of dependence, substance
use disorder, misuse, addiction, and abuse. Several clinical assessment and treatment approaches were identified,
including: standardized assessment instruments; urine drug testing; medication counts; prescription drug monitoring
programs; blood level monitoring; treatment agreements; opioid selection; dosing and dispensing strategies; and opioid
agonist treatment. However, the reviews commonly noted serious limitations, inconsistencies, and imprecision of studies,
and a lack of evidence on effectiveness or clinical utility for the majority of these strategies.

Conclusion: Overall, current systematic reviews have found a lack of high-quality evidence or consistent findings on the
prevalence, risk factors, and optimal clinical assessment and treatment approaches related to concurrent chronic pain
and substance misuse. Given the role of systematic reviews in guiding evidence-based medicine and health policy,
there is an urgent need for high-quality primary research to guide future systematic reviews to address the escalating
epidemic of harms related to chronic pain and substance misuse.
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Background

Across North America, the devastating crisis of prescrip-
tion opioid (PO) related addiction and overdose has led to
escalating mortality rates that have surpassed national
mortality rates due to motor vehicle accidents and HIV-
related mortality [1, 2]. As such, increased attention is be-
ing focused toward understanding the scale of the current
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epidemic and implementing risk mitigation strategies. In
particular, individuals demonstrating concurrent chronic
pain and opioid misuse are considered to be at high risk
for opioid-related morbidity and mortality [3] given the
high risk of opioid dependence among individuals on POs
for chronic pain [4] and, conversely, the potential for in-
creased pain severity and decreased pain thresholds
among chronic opioid users [5].

The current body of literature on concurrent chronic
pain and opioid misuse presents a range of conflicting re-
search on the prevalence, risk factors, and clinical manage-
ment approaches specific to this growing sub-population. A
number of systematic reviews have attempted to synthesize

© The Author(s). 2017 Open Access This article is distributed under the terms of the Creative Commons Attribution 4.0
International License (http://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and
reproduction in any medium, provided you give appropriate credit to the original author(s) and the source, provide a link to

the Creative Commons license, and indicate if changes were made. The Creative Commons Public Domain Dedication waiver
(http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this article, unless otherwise stated.


http://crossmark.crossref.org/dialog/?doi=10.1186/s13011-017-0120-7&domain=pdf
http://orcid.org/0000-0003-4766-4296
mailto:pvoon@cfenet.ubc.ca
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/

Voon et al. Substance Abuse Treatment, Prevention, and Policy (2017) 12:36

various aspects of the epidemiology or clinical manage-
ment of comorbid chronic pain and opioid misuse.
Given that systematic reviews are the foundation for
evidence-based clinical and policy decision-making [6],
this ‘review of reviews’ seeks to summarize the findings
of published systematic reviews related to the epidemi-
ology, assessment, and treatment of comorbid chronic
pain and opioid misuse.

Methods

Search strategy

Following the PRISMA guideline [7], we searched for sys-
tematic reviews related to chronic non-cancer pain
(CNCP) and PO or other opioid misuse that were pub-
lished in the following databases from January 1, 2000 to
October 1, 2016: Medline, Cochrane Library, PsycINFO,
Web of Science, EMBASE, and Google Scholar. Search
terms were combined using appropriate Boolean operators
and included subject heading terms or key words for three
key aspects: chronic pain (e.g., pain OR pain management)
AND analgesics (e.g., opioid OR opiate OR painkiller OR
analgesic) AND abuse (e.g., misuse OR non-medical OR
aberrant OR addiction).

Inclusion and exclusion criteria

Two reviewers independently screened the search results
to identify eligible systematic reviews. Reviews were eligible
for inclusion if they were: peer-reviewed; systematic re-
views related to CNCP and PO or other illicit opioid mis-
use; focused on adult populations; and published in
English. Studies were excluded if they were: non-systematic
reviews; reviews of non-primary research (e.g., reviews of
clinical guidelines); specific to acute or specialized pain
(e.g, cancer pain, terminal or palliate pain); specific to
non-adult or specialized settings (e.g., surgical or intensive
care units) or populations (e.g., pregnant women, adoles-
cent, elderly, or palliative care populations); or focused on
evaluating a specific analgesic brand.

Data extraction and analysis

Data was extracted and summarized for the following pa-
rameters: author name, publication year, journal name, re-
view period, databases used, theme of the review (e.g,
epidemiology, assessment, treatment), number of included
studies, studied population, and summary of findings. Evi-
dence synthesis was conducted using a narrative approach
based on thematic findings.

Quality assessment

The quality of the systematic reviews was assessed using
the Assessment of Multiple Systematic Reviews (AMSTAR)
validated scale [8, 9].
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Evidence synthesis

From a total of 1908 unique hits, 1870 were removed
at the title and abstract screening phase and 38 full-
text papers were screened (Fig. 1). Eighteen systematic
review articles were eligible for final inclusion and
summarized below according to epidemiologic and
clinical management themes. Of the eighteen reviews,
seven were deemed to be of low quality, six of moder-
ate quality, and five of high quality using AMSTAR
scoring (see Additional file 1). Notably, while the
search was not restricted to North American studies,
only four out of the eighteen reviews were conducted
outside of North America, in Europe [10-13].

Epidemiology of chronic pain and PO use

Rates of pain in non-medical PO users

General population samples

Fischer et al. found a 48% pooled prevalence of pain
(95% confidence interval [CI]: 37%—-59%; range: 30%-—
68%) from four general U.S. population samples report-
ing non-medical PO use (Table 1), although the distinc-
tion between chronic versus acute pain was not specified
[14]. The authors found significant heterogeneity be-
tween studies, likely due to the variability in the popula-
tions studied and the measures used to ascertain pain.
For instance, the study samples included both younger
and older adult populations.

Substance use treatment samples

Lusted et al. found a 58% pooled prevalence of pain
(95% CI: 53%—64%) from eight samples of adult patients
in substance use treatment (Table 1) [15]. Among
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Table 1 Rates of pain in samples using prescription opioids (POs) non-medically

Author Population Number of Rate calculated Estimate
studies
Fischer et al. (2012) General population samples of young adults 4 Pooled prevalence of pain 48%
or adults reporting non-medical PO use (95% Cl: 37%-59%)
Lusted et al. (2013) Adult substance use treatment samples 8 Pooled prevalence of pain 58%
reporting non-medical PO use (95% Cl: 53%-64%)
Adult substance use treatment samples with 7 Pooled prevalence of pain 60%
PO analgesics reported as the primary drug (95% Cl: 52%-67%)
requiring substance use treatment, or PO
dependence reported
Adult substance use treatment samples 2 Pooled prevalence of pain 50%

with any PO abuse reported

(95% Cl: 40%-60%)

studies in which POs were reported as the primary drug
requiring substance use treatment, or in which PO de-
pendence was reported, the pooled prevalence of pain
was slightly higher at 60% (95% CI: 52%—67%). Signifi-
cant heterogeneity was found between studies, likely due
to varying definitions used to ascertain non-medical PO
use and pain.

Rates of dependence, substance use disorder, and
problematic use in chronic pain patients

Dependence

Minozzi et al. [11] found a 0.5% incidence (range: 0%—24%)
and 4.5% prevalence (range: 0%—31%) of opioid dependence
syndrome (defined by DSM-IV or ICD-10 criteria) across
17 studies of patients receiving opioids for pain, while Chou
et al. [16] found a prevalence of 3%—26% for opioid de-
pendence among chronic pain patients prescribed long-
term opioid therapy in primary care settings (Table 2). This
substantial heterogeneity in results may be due to several
factors. First, low-quality study designs were primarily used,
such as uncontrolled case series or cross-sectional designs.
Second, there may be significant heterogeneity in the types
of populations being studied. For instance, Minozzi et al.
found only one study that reported dependence within indi-
viduals with a history of substance abuse [17]. Third, the
definitions of dependence tend to vary widely across
studies. For example, some studies used the DSM-IV
definition of opioid dependence, which includes criteria
for loss of control over use and negative health or social
consequences, while other studies used the ICD-10 def-
inition for opioid dependence, which includes criteria
for tolerance, withdrawal, and craving [11]. It is also
worth pointing out that ‘opioid dependence, which was
distinct from ‘opioid abuse’ in the DSM-IV, has been
replaced with a single classification of ‘opioid use dis-
order’ in the revised DSM-5, which may lead to even
further variation in future estimates [18].

Substance use disorder
Morasco et al. was the only review that estimated rates
of substance use disorder. Across 21 studies of CNCP

patients, the authors found varying prevalence estimates
for substance use disorder (not restricted to opioids),
ranging from 3% to 48% for current substance use disor-
ders, and 15% to 74% for lifetime history of substance
use disorder (Table 2) [19]. The highest rates were ob-
served in individuals seeking opioid prescriptions from
emergency departments (74%) [20], individuals with
AIDS comorbidity (48%) [21], and individuals who were
screened for any substance use using urine toxicology
(35%) [22]. However, the authors deemed the quality of
the studies to be generally low, and there was substantial
heterogeneity in the study settings (e.g., inpatient versus
outpatient) and definitions of chronic pain and sub-
stance use disorder across studies.

Problematic use (e.g., misuse, abuse, and addiction)

The review by Vowles et al. sought to measure more
precise estimates of problematic opioid use among adult
CNCP patients by using more explicitly defined terms
[23]. The three types of problematic use measured were:
(1) misuse, defined as the use of opioids contrary to the
prescriber’s directions; (2) abuse, defined as opioid use
for non-medical intentions (e.g., euphoria or altered
consciousness); and (3) addiction, defined as continued
opioid use despite impaired control, compulsive use,
craving, or demonstrated or potential harms. The overall
rate of problematic use across 38 studies ranged from
<1% to 81%, with rates of misuse, abuse, and addiction
ranging from 21%-29%, 8% (based on one study), and
8%-12%, respectively. In comparison, other reviews
found ranges from 8%-16% for opioid misuse [16],
0.43%—8% for opioid abuse [16, 24], and 0.05%—14% for
opioid addiction [16, 24] (Table 2). One additional re-
view of randomized controlled trials comparing opioids
versus placebo for CNCP was unable to draw conclu-
sions about rates of addiction due to small sample sizes
and short follow-up periods across fifteen studies [10].
Factors that may have influenced the variation in these
estimates include varying diagnostic criteria for deter-
mining problematic use, recruitment methods and ex-
clusion criteria (e.g., many of studies exclude individuals
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Table 2 Rates of dependence, substance use disorder, and problematic use in samples of chronic non-cancer pain patients

Author Population Number Rate calculated Estimate
of studies
Minozzi et al. (2012) Individuals receiving any opioid 17 Median incidence of 0.5%
analgesic for acute or chronic dependence (Range: 0%-24%)
pain from any physical condition 17 Median prevalence of 45%
dependence (Range: 0%-31%)
Morasco et al. 2011) Chronic non-cancer pain patients, 21 Overall prevalence of current 3-48%
regardless of whether they were substance use disorder
prescribed opioids 21 Lifetime prevalence of any 16%-74%
substance use disorder
Vowles et al. (2015) Adults with chronic non-cancer pain 38 Rate of problematic use <1%-81%
N : -
(23 months) using oral opioids %9 Rate of misuse 21%-29%
(95% Cl: 13%-38%)
1 Rate of abuse 8%
12 Rate of addiction 8%-12%
(95% Cl: 3%—17%)
Noble et al. (2008) Patients treated with opioids for 7 Rate of addiction 0.05%
chronic non-cancer pain for at (1 out of 2042 patients)
least six months 2 Rate of abuse 043%
(3 out of 685 patients)
Kalso et al. (2004) Adult patients with chronic 15 Rate of addiction Estimates could not be
non-cancer pain in randomized calculated due to small
controlled trials comparing opioids sample sizes and short
versus placebo follow-up periods
Chou et al. (2015) Adults with chronic pain prescribed 3 Prevalence of abuse 0.6%-8%
long-term opioid therapy - in
primary care Prevalence of dependence 3%—-26%
Adults with chronic pain prescribed 7 Prevalence of misuse 8%—-16%
\Cc;ir:]?c—;erm opioid therapy = in pain Prevalence of addiction 2%-14%

with a history of addiction or substance use from enroll-
ment), lack of comparison groups, high rates of study
withdrawal, or lack of intention-to-treat analyses.

Correlates of concurrent pain and opioid misuse
Demographics

Analyzing data from 14 studies, Morasco et al. did not
find any demographic factors that were consistently dif-
ferent between CNCP patients with versus without co-
morbid substance use disorder [19]. Specifically, among
CNCP patients, the authors found inconsistent results
related to the relationship between substance use status
and gender, age, employment, race or ethnicity, marital
status, or education status. Conversely, both Chou et al.
and Turk et al. found that younger age appeared to in-
crease the risk of opioid misuse [16, 25]. Regarding sex,
Turk et al. also found that while female sex did not ap-
pear to be a predictor for opioid misuse, there were
mixed findings for the effect of male sex [25]. Further-
more, while Turk et al. found mixed results for the effect
of race on opioid misuse [25], Cintron et al. found that
racial and ethnic minorities (e.g., African Americans,
Hispanics) were less likely to misuse POs compared to

Caucasian populations, and yet these same racial and eth-
nic minorities were more likely to experience undertreated
pain and less likely to be prescribed opioid analgesics from
clinicians [26]. Turk et al. suggest that such mixed find-
ings may be due to inconsistent reporting of demographic
variables and underrepresentation of women and racial
and ethnic minorities in studies of chronic pain popula-
tions [25].

Psychiatric comorbidity

Morasco et al. found mixed and inconclusive data on re-
lationship between psychiatric comorbidity and sub-
stance use disorder in CNCP patients [19]. Turk et al.
found a greater risk of substance abuse in chronic pain
patients with mood disorders, particularly unipolar de-
pression, but noted that this was not a consistent pre-
dictor across all studies reviewed [25]. Similarly, Chou
et al. found that major depression, as well as use of psy-
chotropic medications, were associated with increased
risk for opioid misuse among chronic pain patients [16].
In studies of individuals with opioid use disorder, Dennis
et al. found that pain was significantly associated with
concurrent psychiatric disorder (pooled odds ratio: 2.18;
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95% CI: 1.6-2.9; I* = 0.0%) as well as poorer physical,
personal, and social functioning compared to individuals
with opioid use disorder who did not have pain [27].

Substance misuse factors

Several of the reviews found that CNCP patients with
a past or present history of opioid or other substance
use disorder appear to be at greater risk for PO mis-
use [12, 16, 19, 25, 28, 29]. Further, the use of mul-
tiple substances may be correlated with PO misuse
[25, 28]. In individuals with opioid use disorder,
Dennis et al. found two studies in which chronic pain
had no significant effect on illicit opioid use [27].

Treatment-related factors

Morasco et al. found that CNCP patients with comorbid
substance use disorder were more likely to be prescribed
opioids—and at higher doses—than CNCP patients with-
out substance use disorder [19]. The authors note that
this counter-intuitive finding may reflect variation in
healthcare setting or comorbid conditions. Based on lim-
ited and low-quality data, the authors did not find any
significant differences related to treatment response out-
comes for CNCP patients with versus without substance
use disorder. However, it is important to note that suc-
cessful treatment of comorbid CNCP and substance use
disorder may largely depend on access to opioid main-
tenance treatment.

Clinical assessment and management strategies
Assessment and monitoring
Standardized instruments to assess for problematic
substance use
A number of standardized instruments have been devel-
oped to predict or identify opioid misuse in chronic pain
patients (Table 3). Four reviews concluded that there is
insufficient evidence to confidently support the accuracy
or efficacy of any of these instruments [16, 25, 30, 31].
Specifically, there is a limited number of studies evaluat-
ing these instruments, and existing studies tend to be of
low to moderate quality with key methodological flaws,
such as cross-sectional designs that are unable to deter-
mine causality between observed clinical behaviors and
subsequent opioid misuse [16, 25, 30, 31]. The validity
and reliability of these instruments have been found to
be either generally weak or not well evaluated, and po-
tential biases related to patient selection and assessment
timing may contribute to inflated estimates of diagnostic
accuracy [25, 30]. Furthermore, there is a lack of litera-
ture evaluating the comparative utility of these instru-
ments, and the definition of problematic or aberrant
behavior varies across each instrument [25, 31].

Most importantly, the feasibility, acceptability, and
clinical impact of these instruments remain uncertain.
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Table 3 Instruments to predict or identify problematic opioid
use in individuals with chronic pain

« Current Opioid Misuse Measure (COMM)®®
- Opioid Risk Tool (ORT)?

- Screener and Opioid Assessment for Patients with Pain (SOAPP) or
Screener and Opioid Assessment for Patients with Pain—Revised
(SOAPP-R)®

« Prescription Drug Use Questionnaire (PDUQ) or Prescription Drug Use
Questionnaire—Patient Version (PDUQ-p)°

« Pain Medication Questionnaire (PMQ) or Modified Pain Medication
Questionnaire (MPMQ)®

. Addiction Behaviors Checklist (ABC)?

« Prescription Opioid Misuse Index (POMI)®

- Pain Assessment and Documentation Tool (PADT)?
- Prescribed Opioid Difficulties Scale (PODS)?

- Physician Opioid Therapy Questionnaire (POTQ)®

- Other instruments to assess substance use not specific to opioids (e.g.,
DSM-IV, CAGE Questionnaire, Addiction Severity Index, Michigan Alcohol
Screening Test, Minnesota Multiphasic Personality Inventory, Screening
Instrument for Substance Abuse Potential)

?Denotes instruments often used to predict risk of problematic opioid use
prior to initiating opioid therapy

bDenotes instruments often used to identify current problematic opioid use
during ongoing management of opioid therapy

First, the instruments may be too lengthy to realistically
administer in most clinical settings [30, 31]. Second, the
studies of these instruments have limited generalizability,
as they have mostly been tested in small, unrepresenta-
tive samples within specialized outpatient pain clinic set-
tings with limited representation of women, minority
populations, or opioid-naive patients [25, 31]. Finally,
there is a lack of evidence to evaluate the impact these
instruments may have on patient outcomes or clinician
behaviors [30, 31]. Without strong evidence to guide
decision-making based on the results of these instru-
ments, these tools appear to lack significant utility in the
clinical setting [30, 31].

Urine drug testing

As urine drug testing (UDT) is the most objective
method of assessing opioid misuse in chronic pain pa-
tients, it is often considered a “gold standard” monitor-
ing approach [25, 29]. However, while UDT may be
useful for risk identification and documentation pur-
poses, there remains a lack of strong evidence to support
its accuracy or effectiveness in predicting, preventing, or
reducing problematic opioid use behaviors or related ad-
verse clinical outcomes (e.g., overdose, mortality) in
chronic pain patients [16, 25, 28, 31, 32]. The few studies
evaluating UDT for reducing opioid misuse have been
found to be poor- to fair-quality observational studies
with high risk for bias. For instance, there is substantial
heterogeneity across studies in terms of frequency of
urine testing, type of urine testing assays performed
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(e.g., point-of-care immunoassay versus laboratory chro-
matography), presence of a control group, patient popu-
lation studied (e.g., certain studies recruited patients
who were referred for suspected substance abuse, while
other studies excluded individuals with known substance
abuse), and other interventions administered alongside
urine testing [32]. Additionally, there is high potential
for false negative or false positive results that may com-
promise diagnostic accuracy and the patient-provider re-
lationship [32], and cost-effectiveness and accessibility
factors may pose further barriers to clinicians. Given
these barriers and the lack of evidence on the clinical
impact of UDT on mitigating risk, perhaps it is not sur-
prising that the review by Tournebize et al. estimated
that UDT is used for pre-treatment screening and moni-
toring during opioid treatment by only 15% and 26% of
physicians, respectively [13]. Furthermore, even when
UDT is used, many prescribers do not accurately inter-
pret the testing results [28, 33].

Other assessment and monitoring strategies

There are a variety of other assessment and monitoring
strategies intended to mitigate the harms of opioid misuse
in chronic pain populations. Additional strategies include
medication counts, which involve visual verification to en-
sure that a patient’s remaining medication supply matches
the expected amount remaining on their prescription; pre-
scription drug monitoring programs, which utilize central-
ized databases to track the opioid prescription history of
patients and prescribers; or blood level monitoring to
identify opioid misuse, similar to urine drug testing. How-
ever, none of the systematic reviews found sufficient reli-
able data to evaluate the effectiveness of these strategies
[16, 28, 31]. Despite this, a growing number of settings are
beginning to mandate that clinicians use prescription drug
monitoring programs prior to prescribing opioids [34].

Treatment and intervention approaches

Treatment agreements

Treatment agreements—also referred to as treatment
contracts or controlled substance agreements—are writ-
ten documents with stipulations to which the patient
formally agrees to prior to initiating opioid treatment.
The specific set of terms in a treatment agreement is
highly variable, with no strong evidence to support the
inclusion or exclusion of particular clauses [32]. Often,
the patient must agree to: receive opioid prescriptions
from only one physician and pharmacy; not divert their
medications; comply with monitoring protocols such as
UDT; comply with a prescription refill schedule that
does not allow for early refills; and acknowledge that
their treatment may be discontinued at the provider’s
discretion [28, 32]. While treatment agreements may
help promote transparent patient-provider dialogue, and
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there is some evidence that treatment agreements may
promote beneficial clinical outcomes in other patient
populations (e.g., addiction, hypertension, obesity) [35],
there remains weak and insufficient evidence to support
the efficacy of treatment agreements in reducing harmful
opioid use behaviors or related adverse clinical outcomes
in patients with chronic pain [28, 32]. This lack of evi-
dence to support clinical applicability may be driving
low rates of implementation, with an estimated 47% of
physicians actually implementing treatment agreements
in clinical practice [13].

Opioid selection

The review by Argoff et al. highlighted the need for careful
attention when prescribing opioids for pain management
in individuals with past or present substance misuse [28].
The authors concluded that if opioid treatment is consid-
ered in this population (e.g., if non-opioid analgesics have
been ineffective for diagnosed pain), weaker opioids (e.g.,
codeine, tramadol) are preferable to stronger opioids (e.g.,
oxycodone, hydromorphone), as some evidence has found
lower risk for abuse with weaker opioids [28].

Regarding immediate-release formulations, Argoff et al.
suggests these may be preferable to extended-release for-
mulations, as there are greater amounts of opioid con-
tained in extended-release formulations that may be
associated with higher abuse potential, and there is a pau-
city of evidence to suggest that long-acting formulations
provide superior benefit compared to short-acting formu-
lations [28]. However, Chou et al. noted that the results of
research comparing long-acting versus short-acting opioid
formulations are inconsistent and difficult to interpret due
to variable dosing protocols [16].

Tamper-deterrent formulations are another strategy de-
signed to deter abuse by way of their physical design (e.g.,
crush-resistant tablets) or ingredients (e.g., nasal irritants
to deter snorting, naltrexone to block euphoria from injec-
tion, or emulsifying agents to deter injecting). Argoff et al.
found some evidence to suggested such formulations can
be effective in reducing abuse and tampering, yet other
evidence suggests that these formulations are ineffective
in that individuals may simply seek other opioids that do
not have abuse-deterring properties [28].

Opioid dosing and dispensing

One review found weak evidence to suggest that titrating
opioids using slow and small dose increases may prevent
excessively high doses and promote clinical monitoring of
patient responses or potential aberrant behaviors [28].
However, there is a lack of evidence to evaluate the effect
of slow and small dose increases on preventing misuse
[28]. Given the strong evidence demonstrating the in-
creased risk of overdose and mortality associated with high
opioid doses, Argoff et al. found that close monitoring is
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recommended for patients with high opioid doses, al-
though the definition of what constitutes a ‘high dose’
tends to vary substantially in the literature [28]. Maximum
dose restrictions may reduce opioid-related mortality, as
suggested by one study of a 120 mg per day morphine-
equivalent maximum dose restriction in Washington state
that reduced opioid-related mortality by 50% [36], but
more research is needed. There is insufficient evidence to
evaluate the efficacy of maximum dispensation restrictions
on reducing problematic use [31].

Opioid agonist treatment

For individuals with CNCP who have or are at risk of
opioid addiction, Eilender et al. and other recent studies
have found evidence to support the effectiveness of opi-
oid agonist treatment via buprenorphine/naloxone or
methadone [29, 37]. Buprenorphine/naloxone may be
favourable over methadone due to the lower risk for re-
spiratory depression, potentially lower risk for hyperalge-
sia or tolerance, and lower dispensing burden, but a
downside compared to methadone is that opioids may
not be co-prescribed for additional pain control due to
the blocking effect of naloxone [29]. A small number of
studies have found that individuals may effectively transi-
tion from opioid analgesics to buprenorphine/naloxone
and achieve reduced pain severity [29, 37], but more re-
search is needed to determine the optimal morphine
equivalent dose range prior to buprenorphine/naloxone
transition, as higher opioid doses may pose a risk for loss
to follow-up due to precipitated withdrawal or other ad-
verse events [29]. Divided doses of buprenorphine/nalox-
one or methadone may also promote pain control, but
there is a limited body of evidence to evaluate this [29].

Other treatment approaches

Eilender et al. found a small body of evidence suggesting
that psychotherapeutic interventions for concurrent pain
and substance misuse using mindfulness or cognitive be-
havioral therapy approaches may reduce pain severity
and opioid misuse [29]. Notably, abstinence-based de-
toxification treatment is not recommended for CNCP
patients with substance use disorders, as it poses high
risk for relapse and fatal overdose [38].

Conclusions
This review has synthesized the findings from 18 sys-
tematic reviews related to the epidemiology and clinical
management of concurrent CNCP and opioid misuse.
Two meta-analyses estimated the prevalence of CNCP
in individuals using POs non-medically to be approxi-
mately 48% to 60%, which is substantially higher than
the prevalence of chronic pain in general population
samples in the United States (11%) and Canada (19%)
[39, 40]. Six reviews estimated the rates of dependence,

Page 7 of 9

substance use disorder, and problematic opioid use (e.g.,
misuse, addiction, abuse) in chronic pain patients with
highly variable results, which highlights the need for
more explicit and consistent definitions of these out-
comes in future studies, as well as clear descriptions of
the types of populations being studied. In this regard,
further research would be useful to determine whether
recent changes to the DSM-5 definition of ‘opioid use
disorder; which replaces the previously distinct classifi-
cations of ‘opioid dependence’ and ‘opioid abuse’ in the
DSM-1V, leads to increased or decreased variation in
prevalence estimates.

There are mixed and inconsistent findings regarding
demographic factors that may predict opioid misuse in
chronic pain populations, perhaps due to inconsistent
reporting and underrepresentation of minority demo-
graphics [19, 25, 26]. There appears to be a high preva-
lence of opioid misuse among CNCP patients with
psychiatric comorbidity, with potentially greater risk in
those with mood disorders, but this evidence is also in-
consistent [16, 19, 25, 27]. The most consistent finding
across reviews is that a past or present history of opioid or
other substance use disorder appears to increase the risk
of PO misuse in CNCP patients [12, 16, 19, 25, 28, 29].
More research is also needed on the effect of chronic
pain on illicit opioid use in individuals with substance
use disorders, the effect of substance use disorders on
treatment response outcomes for CNCP patients, and
the biological pathways that may exist between these
comorbidities.

A number of assessment and monitoring strategies
exist to assess for problematic opioid use in CNCP
populations, including standardized assessment instru-
ments, urine drug testing, medication counts, prescrip-
tion drug monitoring programs, and blood level
monitoring [25, 28, 30-32]. However, there is a general
consensus across reviews that the effectiveness and
clinical utility of these strategies for predicting or miti-
gating problematic opioid use and adverse clinical out-
comes have not been well-established, which may in
part explain low rates of implementation in clinical set-
tings [13, 16, 25, 28, 30-32]. Similarly, there is a lack of
implementation or strong evidence to support the ef-
fectiveness of treatment agreements [13, 28, 32].

In terms of other treatment and intervention ap-
proaches, there is evidence to support opioid agonist
treatment for individuals with chronic pain at risk for
problematic drug use, particularly buprenorphine/nalox-
one [29]. However, more research is needed to determine
optimal dosing for patients transitioning from opioid sad
for analgesia. Should opioids be prescribed in chronic pain
patients at risk for problematic drug use, weaker potency
and immediate-release formulations may be preferred
[28]. More evidence is needed to determine whether
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tamper-deterring formulations effectively reduce misuse
risk, or if individuals alternate to other drugs that may
continue to pose risk. Additionally, greater evidence is
needed to evaluate whether slow and small dose increases,
maximum dose restrictions, or maximum dispensation re-
strictions effectively mitigate risky drug behaviors and ad-
verse clinical outcomes.

This review has a number of limitations, including
publication bias and varying criteria for inclusion, exclu-
sion and outcome measures across reviews. Additionally,
this review excludes findings from primary studies that
may have been published after these reviews; however,
the intent of this review is to summarize existing synthe-
ses and highlight areas for future systematic review.
Nonetheless, to our knowledge, this is the first ‘review of
reviews’ to summarize the range of synthesized evidence
on various epidemiologic and clinical aspects of concur-
rent chronic pain and opioid misuse.

In summary, the purpose of this review is to provide a
synthesis of systematic reviews related to concurrent
chronic pain and opioid misuse, given that this is a sub-
population at very high risk for morbidity and mortality,
and given that systematic reviews are the basis for
evidence-based clinical and policy decision-making. Over-
all, there is a lack of high-quality evidence or consistent
findings on the risk factors for concurrent chronic pain
and opioid misuse, as well as clinical approaches to effect-
ively reduce drug-related harms in this population. While
updated clinical guidelines have recently been released in
an attempt to mitigate the ongoing opioid crisis [3], un-
fortunately many of the recommendations are based on
evidence with serious limitations, inconsistencies, and im-
precision as highlighted in this review. Thus, high-quality
primary research and comprehensive meta-analyses are
urgently needed to guide evidence-based clinical practice
to address the escalating public health epidemic of opioid-
related harms.
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