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ABSTRACT

Introduction: North America is facing an opioid crisis resulting in increasing rates of death
caused by problematic opioid use. Current clinical guidelines recommend that individuals with
persons with opioid use disorder (OUD) receive pharmacologic (e.g., opioid agonist therapy) and
psychosocial (e.g., cognitive behavioral therapy) therapy, however, the best combination of
pharmacologic and psychosocial components is not known. Our objective of the planned study is
to conduct a comprehensive systematic review to assess the relative benefits of psychosocial
interventions as an adjunct to opioid agonist therapy among persons with OUD.

Methods and analysis: A comprehensive search for randomized controlled trials and quasi-
randomized studies published in English or French will be conducted from database inception to
February 2018. The search will be conducted in MEDLINE, and translated for Embase,
PsycINFO, and the Cochrane Central Register of Controlled Trials. Two independent reviewers
will screen, extract, and assess risk of bias of eligible articles. Primary outcomes of interest will
be treatment retention and opioid use (based on urinalysis results). Secondary outcomes will
include self-reported opioid use, abstinence from illicit drugs, adherence to psychosocial therapy
and opioid agonist therapy, risk for sexually transmitted disease, risk for blood borne pathogens,
changes in mental health symptoms (e.g., depression), measures of craving and changes in
patients’ quality of life, and relevant adverse events. If sufficient data and adequate homogeneity
exists, network meta-analyses (NMA) will be performed.

Ethics and dissemination: This will be the first systematic review to incorporate NMA to
compare psychosocial treatments used as an adjunct to opioid agonist therapy for OUD. Results

of this review will inform clinical management of persons with OUD.
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STRENGTHS AND LIMITATIONS

This will be the first systematic review incorporating network meta-analysis to compare
the effectiveness of psychosocial treatments delivered in combination with opioid agonist
therapy among people with opioid use disorder.

Sub-group analyses are planned for speciality groups such as youth, pregnant women,
indigenous people, and people who are incarcerated.

Variability of outcome measures may influence the ability to perform planned network

meta-analyses, and strategies have been planned to address this challenge.
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BACKGROUND

North America is facing an opioid crisis. Opioids are psychoactive analgesic drugs that can be
prescribed for relief of acute or chronic pain,[1] and their illicit use has risen to epidemic
levels.[2] Opioid addiction, overdose and poisonings have resulted in increasing rates of opioid-
related death.[3] In 2016, more than 2,800 Canadians and 42,000 Americans died from opioid
poisoning.[4, 5] An estimated 11.5 million individuals in the United States used opioid
prescriptions non-medically in the past year alone.[2] Non-medical use of prescription opioids as
well as the use of illicit opioids are of particular concern. There has also been a dramatic rise in
illicit drugs being contaminated with fentanyl. In 2016, there was a 281% increase in the number
of deaths attributable to fentanyl within Canada as compared to the preceding year.[5, 6] These
alarming trends have prompted recent international, national, and provincial level actions
including the development of the 2017 Canadian Guideline for Opioids for Chronic Non-Cancer
Pain, Canadian and American guidelines for opioid use disorder [3, 7], and the encouragement of

prescribing cautiously and in smaller quantities to decrease misuse and dependence.[8]

Non-medical and illicit use of opioids can result in individuals developing an opioid use disorder
(OUD). Compared to healthy individuals without OUD, individuals with an OUD have increased
psychosocial distress, healthcare utilization, morbidity, and mortality.[9, 10] The societal
implications of OUD are also substantial, as the total program spending on drugs used for OUD
(i.e., methadone, buprenorphine/naloxone) exceeded $135 million in Canada in 2015.[11] In the
United States, the total economic burden of opioid overdose, addiction, and dependence was

$78.5 billion in 2013.[12] Given the costly and significant implications of OUD on mortality,
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morbidity, healthcare utilization and societal costs, the identification of best management

strategies is essential.

Clinical guidelines currently recommend that individuals with OUD receive concurrent therapy
consisting of pharmacologic (e.g., opioid agonist therapy) and psychosocial (e.g., cognitive
behavioral therapy) components.[6, 13] However, the best combination of pharmacologic and
psychosocial components is not currently known. To address the question of optimal
effectiveness of pharmacotherapy, specifically, opioid agonist therapy (OAT), a systematic
review and network meta-analysis (NMA) was planned to compare the effectiveness of OATs
for the treatment of OUD [14]. This review, however, could not be completed as intended due to
substantial heterogeneity among outcome measures. Of 60 included trials, there were 53 different
outcomes that were measured in 77 unique ways [14, 15], thereby greatly complicating the
ability to perform cross-study comparisons and pursue formal meta-analyses to compare OATs.
Given the extensive variability among outcome measures, the authors were only able to conduct
analyses on one outcome - treatment retention — where diacetylmorphine-assisted therapy was
found to be superior to other OATs.[15] Currently no analogous systematic review and network
meta-analysis for psychosocial therapies as adjunctive treatment to OAT for managing OUD
exist. A variety of approaches have been used to aid in OUD management, including cognitive
behavioral therapy, motivational interviewing, contingency management, supportive counseling
and other strategies.[16, 17] While a quantitative comparison of the efficacy of psychosocial
therapy has not been conducted, psychological treatment is considered by many clinicians to be a
vital element to sustained success in people receiving OAT given its key role in ensuring

treatment retention and improved outcomes.[3, 18]
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To our knowledge, no systematic review has included a NMA comparing the efficacy of
psychosocial interventions used with OAT for individuals with OUD. Network meta-analysis has
become a vital and broadly used approach to evidence synthesis in addressing research questions
that involve the comparison of multiple therapies and wherein relevant direct and indirect data
exists.[19-21] Such an analysis will be informative for decision-making in addressing and
treating the rising rate of OUD. The current protocol outlines a planned systematic review and
NMA to compare the relative benefits of different psychosocial therapies among people with

OUD receiving OAT.

METHODS

The reporting of this protocol adheres to the Preferred Reporting Items for Systematic Reviews
and Meta-analyses-Protocol (PRISMA-P) statement.[22] The checklist for reporting items can be
found in appendix 1. The review will be performed in accordance with the methods described

below with any subsequent amendments described in the final manuscript. The review has also

been registered in PROSPERO (CRD42018090761).

Search Strategy to Identify Relevant Studies

Search strategies to identify relevant studies for inclusion in the systematic review were
developed and tested through an iterative process by an experienced medical information
specialist (B Skidmore) in consultation with the review team. Separate searches were performed
for reviews and primary studies. The MEDLINE strategies were peer reviewed by another senior

information specialist prior to execution using the PRESS Checklist.[23] Using the OVID
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platform, we searched Ovid MEDLINE®, including Epub Ahead of Print and In-Process &
Other Non-Indexed Citations, PsycINFO, and Embase Classic + Embase. We also searched the
Cochrane Library on Wiley. The review searches were performed on 28 February 2018 and the
primary study searches on 8 March 2018. Strategies utilized a combination of controlled
vocabulary (e.g., “Opiate Substitution Treatment”, “Opioid-Related Disorders/dt [drug therapy]”,
“Buprenorphine/tu [therapeutic use]”) and keywords (e.g., “opioid maintenance”, “methadone
substitution”, “OATS”). Randomized controlled trial, non-randomized controlled trial and
systematic review filters were applied as applicable (see appendix 2 for full search
strategy). Vocabulary and syntax were adjusted across databases. Conference abstracts prior to
2016 were removed from Embase and CENTRAL and dissertation abstracts were removed
from PsycINFO. The reference lists of identified trials and reviews will be searched to ensure no

relevant studies are missed. The supplemental searches will be integrated into a PRISMA flow

diagram.

Study Eligibility Criteria

Population

Individuals diagnosed with OUD as defined by the Diagnostic and Statistical Manual of Mental
Disorders (DSM-V) or diagnosed with opioid dependence as defined by the International
Classification of Disease (ICD) or DSM-IV will be of interest. No restrictions will be made for
age or specialty populations (e.g., youth, pregnant women, people who are incarcerated). Based
on the availability of data, such uniquely different populations will be analysed separately given

potential socio-demographic and other differences. If not feasible, the appropriateness of
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regression-based adjustments to account for cross-study differences in the representation of such

populations will be assessed.

Interventions and Comparators of Interest

Psychosocial interventions (delivered with OAT) will be of interest. Studies evaluating the
benefits of psychosocial interventions alone will be excluded from the systematic review. Studies
using control groups of either OAT alone or ‘standard medical management’ will be eligible
given their high likelihood of serving as important sources of indirect evidence[20] if NMAs are
performed. Descriptions of the primary psychosocial interventions to be included based on

existing research and recommendations are presented in appendix 3.

Outcomes

The co-primary outcomes of interest will be treatment retention and opioid use (based on
urinalysis results). Retention can be measured in several ways including the use of a continuous
value, such as the number of days a patient continued in an OAT program.[24] A binary
outcome, such as the proportion of patients who completed the planned number of therapy
sessions,[25] or the number of patients who received treatment for a predetermined minimum
number of sessions.[26] Secondary endpoints of interest will include self-reported opioid use,
abstinence from illicit drug use, alcohol use, adherence to psychosocial therapy, adherence to
OAT therapy, HIV risk behaviours, changes in mental health symptoms (depression, anxiety,
suicidality), measures of craving and changes in patients’ quality of life, and adverse events (e.g.,
increases in substance use). We will capture data for all reporting formats of outcomes

considered (this will also provide valuable data for the planned future development of a core
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endpoints set for OUD); once data collection is complete, we will review outcome definitions
and cross-study data availability to identify those endpoints that may be best suited for NMAs

(those with insufficient data will be summarized in other ways).

Study Designs

Study designs of interest will include randomized controlled trials and quasi-randomized trials
(e.g., trials that do not use appropriate methods for randomization). Only studies published in
English and French will be included. Observational studies, case-control studies, case series and

case reports will be excluded.

Screening for Eligible Studies

Citations obtained from the literature searches will be imported into Distiller SR Software
(Evidence Partners, Inc; Ottawa, Canada), which will be used for all stages of study screening
and data extraction. Citations will be screened independently by two reviewers (among DR, LE,
and FY), based on title, keywords, and abstract (Level 1 screening) and full-text articles (Level 2
screening). Level 1 will be performed using a liberal accelerated approach (i.e., only one
reviewer needed to include a citation, while two reviewers will be needed to exclude), and will
be supported using text mining methods within Distiller SR. Level 1 citations deemed potentially
relevant or lacking sufficient information to exclude will be carried forward to Level 2, which
will be performed by two reviewers independently. Disagreements at Level 2 screening will be
resolved by discussion. Where consensus is not achieved following discussion, a third
independent team member will be consulted (BH or KC). Prior to conducting screening at level 1

and level 2, a small number of abstracts/full texts will be piloted to establish agreement and

10
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consistency among reviewers. Of studies that report on the same cohort (e.g., updates of different
follow-up durations), the most up-to-date information will be retained, and a note of the
duplicate sample will be made. The process of literature selection will be reported using a flow

diagram as recommended by the PRISMA statement.[27, 28]

Process of Data Collection

Primary data collection of included studies will be performed by two reviewers using a
standardized electronic data collection form in Distiller SR Software. Data gathered from
included studies will include the patient population, intervention and comparator information,
outcomes reported, and study design. Study characteristics (authors, year of publication, journal,
countries of performance), patient characteristics (eligibility criteria, number per group), patient
demographics (age, sex, race), type of opioid use (prescription and/or illicit), cited rationale for
opioid use (e.g., chronic pain), duration of opioid use, mode of use (intravenous versus oral),
comorbidities or other unique demographic traits, interventions (with description, including
numbers and duration of sessions, setting and therapist expertise, if described), treatment setting
(e.g., community, physician office, penitentiary), and outcomes as described above. All study
characteristics will be summarized in tabular form to facilitate inspection and discussion with
clinical experts in terms of study heterogeneity, grouping of interventions, and other such topics
required to inform analysis; these tables will also be included in the final report. Collected data
will be verified by a second reviewer for accuracy, with disagreements being settled by

discussion.

11
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Risk of Bias Assessments of Included Studies

Risk of bias (RoB) will be assessed for all randomized and quasi-randomized studies included in
the review using the Cochrane RoB tool.[29] The Cochrane RoB tool evaluates seven domains
(i.e., random sequence generation, allocation concealment, blinding, missing outcome data,
selective outcome reporting, attrition, and “other sources of bias”).[29] RoB assessments will be
conducted by two reviewers (among DR, LE, and FY) and disagreements will be resolved
through discussion or by a third reviewer (BH or KC). Results from RoB appraisals will be
summarized in the review and reported in full on an item-by-item basis in an appendix. They will

also be considered as criteria for sensitivity analyses.

Approach to Evidence Synthesis for NMA

For outcomes with sufficient data for analysis, we will first conduct traditional meta-analyses of
all pairwise comparisons in the evidence networks. If feasible, NMAs will be performed
subsequently. Initial exploration of potential clinical and methodological heterogeneity amongst
the included studies will be conducted using tabular and graphical approaches that will be
discussed by members of the research team. The assumption of transitivity will be evaluated by
inspection of differences in patient eligibility criteria and pertinent patient demographics
between studies, including comorbidities (e.g., comorbid pain, mental health diagnoses).
Methodological differences between studies that could influence outcome measurements will be
noted. We will describe any concerns related to the transitivity assumption or methodological

heterogeneity within the final report and consider statistical strategies to address any concerns.

12
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Standard pairwise meta-analyses will be conducted by fitting random-effects models in
Comprehensive Meta-Analysis V3 software (Biostat Inc; Englewood, New Jersey, USA) to
generate summary estimates and to assess statistical heterogeneity across included studies.
Summary estimates will be reported as mean differences, standardized mean differences, or odds
ratios as appropriate with corresponding 95% confidence intervals. Statistical heterogeneity will
be measured by the I* statistic. I* values of 50% or higher will be considered indicative of
potentially important heterogeneity that will be explored using established methods such as
subgroup analysis, meta-regression and/or exclusion of outlier studies. If necessary, similar
approaches will be conducted in NMAs to address existing heterogeneity. Comparison adjusted

funnel plots will be performed to assess publication bias if NMAs are performed.

Where feasible, NMAs will be carried out separately for each clinical outcome of interest.
Approaches used for these analyses will follow existing recommendations for modelling of
unadjusted and adjusted models as outlined by guidance from experts at the National Institute for
Health and Care Excellence.[30, 31] Both fixed-effects and random-effects models will be fit for
each outcome, within a Bayesian framework. Totals of 50,000 or more burn-in iterations and
50,000 or more sampling iterations will be used for all NMAs, and model convergence will be
assessed using Gelman Rubin diagnostics.[31] The fit of a model will be assessed by comparing
its posterior residual deviance with the number of unconstrained data points (i.e., the number of
intervention arms across all studies) for the analysis. Selection between different models will be
based upon deviance information criteria for each competing model, with a difference of five or

more points suggesting an important difference.

13
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For networks where statistical heterogeneity is high or the number of single-study connections is
high, random-effects models will be preferred. Between-treatment differences of continuous
endpoints (e.g., change in quality of life) will be analysed using a model for mean differences or
standardized mean differences as appropriate dependent upon the degree of studies providing
data on different measurement scales. Findings from analyses of dichotomous outcomes (e.g.,
adherence of a certain number of days, response to treatment) will be reported in terms of odds
ratios. The assumption of consistency will be assessed by (i) fitting unrelated means models and
comparing the deviance information criteria DIC) with the corresponding consistency models;
and (i1) reviewing scatterplots of the residuals from these models. Probabilities of treatment
superiority will be estimated using the Surface Under the Cumulative Ranking curve (SUCRA),
and ranking of treatments will be estimated by median treatment rankings, with corresponding
95% credible intervals. All NMAs will be performed using WinBUGS software version 1.4.3

(MRC Biostatistics Unit).

Subgroup and Sensitivity Analyses

Primary analyses will be unadjusted; however, additional analyses to assess heterogeneity will be
pursued if feasible based upon data availability and network geometry considerations (e.g., few
single-study connections). We will consider additional analyses to address study deficiencies
found in RoB assessments by excluding low quality studies. Primary analyses will be conducted
to compare psychosocial therapies at the treatment level and if data allows for it, we will
establish broader categories of interventions for comparison (e.g., individual, family, couples,
group) and conduct subgroup analyses. Subgroup and/or meta-regression will also be conducted

for age (between 12-17 and 18-25 years), sex (percent of males and females [32, 33]), duration

14
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of opioid use disorder, most common method of administration (oral versus intravenous), type of
opioid use (percent prescription versus illicit), percent with physical health comorbidities,
percent with other substance/alcohol use, extent of comorbid pain, and percent of patients with

mental health comorbidities, where data are available.

Reporting of Review Findings

Both graphical and numeric display of findings will be presented. For each feasible outcome of
interest, this will include network diagrams (to display the availability of evidence for all
possible treatment comparisons); pairwise comparisons between interventions with 95% credible
intervals for all treatments in the network; and SUCRA values and median treatment rankings.
We will use the checklist of the PRISMA Statement for Network Meta-Analysis to ensure all
findings are clearly reported.[28] If NMA is not feasible, pairwise meta-analysis findings will be

reported in tables with a narrative summary.

Patient and Public Involvement

Patients were not involved in the design of this review, however, this work will inform the
development of a core endpoints initiative. This initiative will involve multiple patient groups to
gather perspectives on key outcomes for the development of future trials and to disseminate

review findings.

15
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DISCUSSION

Improving the treatment of OUD is a fundamental component of mitigating the current opioid
crisis and reducing the increasing morbidity and mortality associated with OUD in North
America. Certain OAT medications are recommended for treating OUD as they are cost-
effective and clinically effective.[34] Regardless of the form of OAT administered, guidelines
for the clinical management of OUD recommend that psychosocial components be included, as
this can improve treatment retention and outcomes.[6] Despite this recommendation, only a
small minority of individuals receiving OAT are also provided psychosocial treatment.[35, 36]
This may relate to a lack of comparative evidence for the various psychosocial interventions that
can be applied in combination with OAT for individuals with OUD. To our knowledge, this will
be the first NMA looking to compare the efficacy of psychosocial interventions delivered with

OAT among individuals with OUD.

We anticipate certain challenges in the context of the current review. One limiting obstacle may
be the existence of excessive between-study heterogeneity with regard to the outcomes measured
across studies which may limit formal synthesis, as was found in a recent systematic review that
compared OATs for patients with OUD.[37] Despite this challenge, our systematic review and
accompanying narrative summary will allow for the synthesis of studies to guide our
understanding of the potential usefulness of psychosocial interventions applied as an adjunct to
OAT for patients with OUD. This potential challenge motivates additional research we will
pursue in the second phase of our research wherein we will use established methods and
collaborate with methodologists, physicians, clinicians, and patients to develop a core outcomes

set for OUD through Delphi surveys and interviews that include these stakeholder groups.

16
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Developing a core outcome set will inform and improve future research of OUD, both by

enhancing the consistency of evaluations performed in research studies of OUD as well as

oNOYTULT D WN =

improving the ability of researchers to both perform meta-analyses and derive cross-study

10 comparisons to inform decision making.
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Appendix 1: PRISMA-P Checklist

Section/topic

Checklist item

Information
reported

Yes | No |

|ADMINISTRATIVE INFORMATION

Title
Identification 1a Ide_ntlfy the report as a protocol of a systematic |X| |:| 1-3
review
Update 1b If the prot_ocol is for.an u_pdate of a previous |:| |X| N/A
systematic review, identify as such
If registered, provide the name of the registry 67
Registration 2 (e.g., PROSPERO) and registration number in
the Abstract
Authors
Provide name, institutional affiliation, and e- |X| |:| 31-38
mail address of all protocol authors; provide
Contact 3a ; b .
physical mailing address of corresponding
author
Contributions |3b !Z)esc_rlbe contributions of protogol authors and |X| |:| 366-373
identify the guarantor of the review
If the protocol represents an amendment of a |:| |X| N/A
previously completed or published protocol,
Amendments 4 identify as such and list changes; otherwise,
state plan for documenting important protocol
amendments
Support
Sources 54 |Indicate sources of financial or other support X [] |[359-362
for the review
Sponsor 56 Provide name for the review funder and/or |X| |:| 359-362
sponsor
Role of 5¢ Describe roles of funder(s), sponsor(s), and/or |X| |:| 361-362
sponsor/funder institution(s), if any, in developing the protocol
INTRODUCTION
Rationale 6 Describe the rat.ionale for the review in the |X| |:| 115-125
context of what is already known
Provide an explicit statement of the question(s) |  [X] [] [129-131
the review will address with reference to
Ny participants, interventions, comparators, and
Objectives 7 outcomes (PICO)
IMETHODS
Specify the study characteristics (e.g., PICO, |X| |:| 160-199
Eligibility criteria |8 study design, setting, time frame) and report

characteristics (e.g., years considered,
language, publication status) to be used as
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Section/topic

BMJ Open

linformation |
reported

|_Yes | No |

|criteria for eligibility for the review

Information
sources

Describe all intended information sources (e.g.,
electronic databases, contact with study
authors, trial registers, or other grey literature
sources) with planned dates of coverage

|
X | O

|
140-156

Search strategy

Present draft of search strategy to be used for
at least one electronic database, including
planned limits, such that it could be repeated

X | O

Additional
file 1.2

|STUDY RECORDS

Data
management

11a

Describe the mechanism(s) that will be used to
manage records and data throughout the
review

202-203

Selection
process

11b

State the process that will be used for selecting
studies (e.g., two independent reviewers)
through each phase of the review (i.e.,
screening, eligibility, and inclusion in meta-
analysis)

201-217

Data collection
process

11c

Describe planned method of extracting data
from reports (e.g., piloting forms, done
independently, in duplicate), any processes for
obtaining and confirming data from
investigators

220-221

Data items

12

List and define all variables for which data will
be sought (e.g., PICO items, funding sources),
any pre-planned data assumptions and
simplifications

221-233

Outcomes and
prioritization

List and define all outcomes for which data will
be sought, including prioritization of main and
additional outcomes, with rationale

180-193,
221-229

Risk of bias in
individual studies

Describe anticipated methods for assessing
risk of bias of individual studies, including
whether this will be done at the outcome or
study level, or both; state how this information
will be used in data synthesis

235-243

IDATA

Synthesis

15a

Describe criteria under which study data will be
quantitatively synthesized

X
[]

246-250

15b

If data are appropriate for quantitative
synthesis, describe planned summary
measures, methods of handling data, and
methods of combining data from studies,
including any planned exploration of
consistency (e.g., P, Kendall's tau)

X
[]

261-265

15¢

Describe any proposed additional analyses
(e.g., sensitivity or subgroup analyses, meta-
regression)

294-306
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Information
reported Line #
| Yes | No |

If quantitative synthesis is not appropriate, |X| |:| 314-315
15d X

describe the type of summary planned

Specify any planned assessment of meta- X [] [265-266
Meta-bias(es) 16 |bias(es) (e.g., publication bias across studies,

selective reporting within studies)
Conflde|_1ce n Describe how the strength of the body of D |X| N/A
cumulative 17 : :
evidence evidence will be assessed (e.g., GRADE)
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Appendix 2: Literature Search Strategy

Reviews

2018 Feb 28

Database: Embase ClassictEmbase <1947 to 2018 February 27>, Ovid MEDLINE(R) ALL <1946 to

February 27, 2018>, PsycINFO <1806 to February Week 3 2018>
Search Strategy:

1  Opiate Substitution Treatment/ (3597)

2 ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut* or replac*)).tw kf. (6670)

3 ((narcotic* or opioid* or opiate*) adj3 (decreas™ or detoxif* or discontinu* or reduc* or taper* or
wean* or withdraw*)).tw,kf. (22039)

4 ((opiate* agonist* or opioid* agonist* or opiate* receptor® or opioid* receptor*) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment™® or abuse-deterren®)).tw kf. (2045)

5 ((opiate* agonist™ or opioid* agonist* or opiate* receptor™® or opioid* receptor®) adj3 (decreas* or
detoxif* or discontinu* or reduc* or taper* or wean* or withdraw*)).tw,kf. (2050)

6 or/1-5 [OPIATE SUBSTITUTION TREATMENT] (31773)

7  Substance-Related Disorders/ (113262)

8  Substance Abuse, Intravenous/ (63332)

9 Substance Abuse, Oral/ [NEW MESH 2018] (0)

10 exp Opioid-Related Disorders/ (36965)

11 ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription®* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*®)))).tw kf. (45619)

12 ((drug? or substance?) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or
mis-us* or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw.kf. (310916)

13 (heroin* adj3 (abus™® or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-
medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription® or nonprescription*® or
withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kf. (16203)

14 ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription*® or
nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kf.
(141)

15 ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2 or
carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnormS$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription® or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw kf. (659)

16  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
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SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw kf. (12011)

17  ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or cafacodal$2
or cardanon$2 or codenon$2 or codix 5 or "col 003" or col003 or DETERxS$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$?2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription® or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw,kf. (557)

18 or/7-17 [OPIOID USE DISORDERS] (459104)

19  Substance-Related Disorders/dt [drug therapy] (3838)

20  Substance-Related Disorders/rh [rehabilitation] (10041)

21  Substance Abuse, Intravenous/dt [drug therapy] (326)

22 Substance Abuse, Intravenous/rh [rehabilitation] (1403)

23 Substance Abuse, Oral/dt [drug therapy] (0)

24 Substance Abuse, Oral/rh [rehabilitation] (0)

25  exp Opioid-Related Disorders/dt [drug therapy] (8615)

26  exp Opioid-Related Disorders/rh [rehabilitation] (6399)

27  Analgesics, Opioid/tu [therapeutic use] (13587)

28 (OAT or OATSs).tw,kf. (19631)

29  exp Buprenorphine/tu [therapeutic use] (2072)

30 Heroin/tu [therapeutic use] (388)

31 Hydromorphone/tu [therapeutic use] (283)

32  exp Methadone/tu [therapeutic use] (6498)

33 Morphine/tu [therapeutic use] (5142)

34 exp Naloxone/tu [therapeutic use] (4398)

35  ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2 or
finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$?2 or pentorel$2 or prefin$2 or probuphine$2
or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952 or um952)
adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren*)).tw kf. (4468)

36  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw,kf. (719)

37  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or
morphacetin$2) adj3 (maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)).tw kf. (5354)

38  ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
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1

2

3 or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3

4 (maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

5 pharmaco-therap* or treatment* or abuse-deterren®)).tw kf. (864)

6 39 ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
; althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
9 or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
10 or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
11 dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
12 10820 or hoe10820 or ketalgin$2 or 1 polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or

13 metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or

14 miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or

15 polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3

16 (maintenance™® or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

17 pharmaco-therap* or treatment* or abuse-deterren*®)).tw kf. (18855)

18 40  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or

19 morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
20 SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
21 or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
22 treatment™® or abuse-deterren®)).tw,kf. (9244)

23 41 ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
24 or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
;2 or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or

57 naxone$2 or zynox$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
28 pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)).tw kf. (3241)

29 42 ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or

30 nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or

31 phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
32 (maintenance™* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

33 pharmaco-therap* or treatment* or abuse-deterren*)).tw,kf. (3497)

34 43 (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
35 addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*) or (opiate*
36 adj2 addict*) or (substance? adj2 dependen*) or (substance? adj2 addict*)) adj3 (treatment® or therap* or
37 pharmacotherap* or pharmaco-therap*)).tw,kf. (14488)

38 44  (maintenance* adj2 (treatment® or therap* or pharmacotherap* or pharmaco-therap*)).tw kf.

39 (63115)

40 45  detoxif*.tw kf. (81859)

41 46  or/19-45 [OAT] (237559)

42 47 18 and 46 (60367)

43 48 6 or47(81175)

44 49  exp Child/ not (Adolescent/ or exp Adult/) (2424568)

22 50 exp Infant/ not (Adolescent/ or exp Adult/) (1422345)

47 51 48 not (49 or 50) [CHILD-/INFANT-ONLY REMOVED] (79535)

48 52 exp Animals/ not (exp Animals/ and Humans/) (15327571)

49 53 51 not 52 [ANIMAL-ONLY REMOVED] (61669)

50 54  (editorial or news or newspaper article).pt. (1210715)

51 55 53 not 54 [OPINION PIECES REMOVED] (60534)

52 56  limit 55 to systematic reviews [Limit not valid in Embase; records were retained] (19270)

53 57 meta analysis.pt. (85285)

54 58  exp meta-analysis as topic/ (52797)

55

56

57

58

59
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59 (meta-analy* or metanaly* or metaanaly* or met analy* or integrative research or integrative
review* or integrative overview™® or research integration or research overview* or collaborative
review*).tw,kf. (323991)

60 (systematic review* or systematic overview* or evidence-based review* or evidence-based
overview* or (evidence adj3 (review™* or overview*)) or meta-review* or meta-overview™ or meta-
synthes* or "review of reviews" or technology assessment* or HTA or HT As).tw,kf. (383178)

61 exp Technology assessment, biomedical/ (22830)

62  (cochrane or health technology assessment or evidence report).jw. (38516)

63 (network adj (MA or MAs)).tw.kf. (16)

64 (NMA or NMAs).tw,kf. (3965)

65 indirect* compar*.tw kf. (4355)

66  (indirect treatment® adjl compar®).tw kf. (556)

67 (mixed treatment® adjl compar®).tw kf. (1223)

68  (multiple treatment® adj1 compar*).tw kf. (310)

69 (multi-treatment* adjl compar*).tw kf. (4)

70  simultaneous® compar*.tw,kf. (2286)

71  mixed comparison?.tw kf. (50)

72 or/57-71 (681908)

73 55and 72 (1668)

74 56 or 73 [REVIEWS] (19584)

75 74 use medall [MEDLINE RECORDS] (1423)

76  drug dependence treatment/ (7884)

77  opiate substitution treatment/ (3597)

78  ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut* or replac*)).tw,kw. (6748)

79  ((narcotic* or opioid* or opiate*) adj3 (decreas* or detoxif* or discontinu* or reduc* or taper® or
wean* or withdraw*)).tw,kw. (22166)

80 ((opiate* agonist* or opioid* agonist* or opiate* receptor* or opioid* receptor*) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap™* or treatment* or abuse-deterren*)).tw,kw. (2071)

81 ((opiate* agonist* or opioid* agonist® or opiate® receptor™ or opioid* receptor*) adj3 (decreas™ or
detoxif* or discontinu* or reduc* or taper* or wean* or withdraw*)).tw,kw. (2056)

82 methadone treatment/ (4159)

83  or/76-82 [OPIATE SUBSTITUTION TREATMENT] (42492)

84  drug dependence/ (137162)

85 substance abuse/ (181603)

86  exp narcotic dependence/ (137914)

87  ((narcotic* or opioid* or opiate*) adj3 (abus™* or addict™ or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw,kw. (46245)

88  ((drug? or substance?) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or
mis-us* or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw,kw. (314212)

89  (heroin* adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-
medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription® or nonprescription*® or
withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (16386)

90 ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription*® or
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nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw.
(151)

91 ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2 or
carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnorm$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (668)

92  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib* or nonprescrib* or non-prescription® or nonprescription* or withdrawal* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (12020)

93  ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or cafacodal$2
or cardanon$2 or codenon$2 or codix 5 or "col 003" or col003 or DETERxS$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$?2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription® or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw,kw. (580)

94 or/84-93 [OPIOID USE DISORDERS] (557651)

95 drug dependence/dt [Drug Therapy] (6231)

96 drug dependence/rh [Rehabilitation] (10049)

97  substance abuse/dt [Drug Therapy] (2590)

98 substance abuse/rh [Rehabilitation] (9793)

99  exp narcotic dependence/dt (7343)

100  exp narcotic dependence/rh (1424)

101 (OAT or OATS).tw,kw. (19775)

102 ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2
or finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or
probuphine$2 or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952
or um952) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment® or abuse-deterren®)).tw,kw. (4514)

103 ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™® or abuse-deterren®)).tw.kw. (724)

104  ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3
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(maintenance™* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren*)).tw,kw. (862)

105  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or
morphacetin$2) adj3 (maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren®)).tw,kw. (5404)

106  ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
10820 or hoe10820 or ketalgin$2 or 1 polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or
metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or
miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or
polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3
(maintenance™* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw,kw. (18983)

107  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren®)).tw,kw. (9235)

108  ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
naxone$2 or zynox$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kw. (3250)

109  ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw,kw. (3523)

110  maintenance therapy/ (33721)

111  (maintenance* adj2 (treatment® or therap* or pharmacotherap* or pharmaco-therap*)).tw,kw.
(63435)

112 (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*®) or (opiate*
adj2 addict*) or (substance? adj2 dependen®) or (substance? adj2 addict*)) adj3 (treatment® or therap™* or
pharmacotherap* or pharmaco-therap*)).tw,kw. (14490)

113 detoxif*.tw,kw. (82730)

114 or/95-113 [OAT] (234039)

115 94 and 114 (61375)

116 83 or 115 [OPIATE SUBSTITUTION TREATMENT/OAT] (89378)

117  exp child/ not (exp adult/ or adolescent/) (2424568)

118  exp infant/ not (exp adult/ or adolescent/) (1422345)

119  fetus/ not (exp adult/ or adolescent/) (233852)

120 or/117-119 (3035843)

121 116 not 120 [CHILD-/INFANT-/FETUS-ONLY REMOVED] (87563)

122 exp animal experimentation/ or exp animal model/ or exp animal experiment/ or nonhuman/ or exp
vertebrate/ (46621835)

123 exp human/ or exp human experimentation/ or exp human experiment/ (36368434)

124 122 not 123 (10255103)
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125 121 not 124 [ANIMAL-ONLY REMOVED] (76107)

126  editorial.pt. (1008146)

127 125 not 126 [OPINION PIECES REMOVED] (75078)

128 meta-analysis/ (228832)

129  "systematic review"/ (159939)

130  "meta analysis (topic)"/ (36507)

131 (meta-analy* or metanaly* or metaanaly* or met analy* or integrative research or integrative
review* or integrative overview* or research integration or research overview™ or collaborative
review®).tw,kw. (326601)

132 (systematic review* or systematic overview* or evidence-based review* or evidence-based
overview* or (evidence adj3 (review™* or overview*)) or meta-review* or meta-overview™ or meta-
synthes* or "review of reviews" or technology assessment® or HTA or HT As).tw,kw. (386028)
133 biomedical technology assessment/ (21723)

134  (cochrane or health technology assessment or evidence report).jw. (38516)

135  (network adj (MA or MAs)).tw,kw. (16)

136 (NMA or NMAs).tw,kw. (3984)

137  indirect* compar*.tw,kw. (4407)

138  (indirect treatment* adj1 compar*).tw,kw. (560)

139  (mixed treatment* adjl compar*).tw,kw. (1244)

140  (multiple treatment* adjl compar™®).tw,kw. (313)

141  (multi-treatment® adjl compar®).tw,.kw. (4)

142 simultaneous* compar*.tw,kw. (2286)

143 mixed comparison?.tw,kw. (51)

144 or/128-143 (734926)

145 127 and 144 (2446)

146 127 and 144 [REVIEWS] (2446)

147  conference abstract.pt. (2898647)

148  limit 147 to yr="2016-current" (643364)

149 146 and 148 (54)

150 146 not 147 [ALL CONFERENCE ABSTRACTS REMOVED] (2298)

151 149 or 150 [CONFERENCE ABSTRACTS PRIOR TO 2016 REMOVED] (2352)

152 151 use emczd [EMBASE RECORDS] (1278)

153  Drug Rehabilitation/ (19847)

154  ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut* or replac*)).tw. (6588)
155 ((narcotic* or opioid* or opiate*) adj3 (decreas* or detoxif* or discontinu* or reduc* or taper* or
wean* or withdraw*)).tw. (22016)

156  ((opiate* agonist* or opioid* agonist® or opiate™ receptor* or opioid* receptor*) adj3
(maintenance™* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™® or abuse-deterren®)).tw. (2032)

157  ((opiate* agonist* or opioid* agonist* or opiate* receptor® or opioid* receptor*) adj3 (decreas™ or
detoxif* or discontinu* or reduc* or taper* or wean* or withdraw*)).tw. (2050)

158 methadone maintenance/ (7582)

159  or/153-158 [OPIATE SUBSTITUTION TREATMENT] (54279)

160  exp drug dependency/ (246294)

161  drug abuse/ (182188)

162  "substance use disorder"/ (129585)

163  Intravenous Drug Usage/ (3662)

164  ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription®* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*®)))).tw. (45414)
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165  ((drug? or substance?) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or
mis-us* or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use" or used or uses or using) adj2 (illicit* or
illegal*®)))).tw. (308416)

166  (heroin* adj3 (abus* or addict* or dependen*® or disorder? or habituat* or misus* or mis-us* or
non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription*
or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (16177)

167  ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription® or
nonprescription® or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (141)
168  ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2
or carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnorm$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat® or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (658)

169  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib* or nonprescrib* or non-prescription® or nonprescription* or withdrawal* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw. (11916)

170  ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or
cafacodal$2 or cardanon$2 or codenon$2 or codix 5 or "col 003" or col003 or DETERxS$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$?2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription® or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal®)))).tw. (556)

171  or/160-170 [OPIOID USE DISORDERS] (609718)

172 ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2
or finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or
probuphine$2 or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952
or um952) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment® or abuse-deterren®)).tw. (4467)

173 ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren*)).tw. (719)
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174  ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3
(maintenance™* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren*)).tw. (857)

175  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or heroine$2 or
morphacetin$2) adj3 (maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment® or abuse-deterren®)).tw. (5347)

176  ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
10820 or hoe10820 or ketalgin$2 or | polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or
metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or
miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or
polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3
(maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw. (18825)

177  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren®)).tw. (9201)

178  ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
naxone$2 or zynox$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment® or abuse-deterren*)).tw. (3241)

179  ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw. (3497)

180 maintenance therapy/ (33721)

181 (maintenance adj2 (treatment® or therap* or pharmacotherap* or pharmaco-therap*)).tw. (62997)
182  (OAT or OATSs).tw. (19570)

183  (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*®) or (opiate*
adj2 addict*) or (substance? adj2 dependen*®) or (substance? adj2 addict*)) adj3 (treatment® or therap* or
pharmacotherap* or pharmaco-therap*)).tw. (14426)

184  Detoxification/ (24878)

185  detoxif*.tw. (81609)

186  or/180-185 [OAT] (196651)

187 171 and 186 (32100)

188 159 or 187 (75453)

189  exp Animals/ not (exp Animals/ and Humans/) (15327571)

190 188 not 189 [ANIMAL-ONLY REMOVED] (59727)

191  limit 190 to dissertation [Limit not valid in Embase,Ovid MEDLINE(R),Ovid MEDLINE(R) Daily
Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R) Publisher; records were retained] (34146)
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192 190 not 191 [DISSERTATIONS REMOVED] (25581)

193  limit 192 to "0830 systematic review" [Limit not valid in Embase,Ovid MEDLINE(R),Ovid
MEDLINE(R) Daily Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R) Publisher; records were
retained] (145)

194  limit 192 to 1200 meta analysis [Limit not valid in Embase,Ovid MEDLINE(R),Ovid
MEDLINE(R) Daily Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R) Publisher; records were
retained] (103)

195 limit 192 to 1300 metasynthesis [Limit not valid in Embase,Ovid MEDLINE(R),Ovid
MEDLINE(R) Daily Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R) Publisher; records were
retained] (0)

196 meta analysis/ (228832)

197 (meta-analy* or metanaly* or metaanaly* or met analy* or integrative research or integrative
review* or integrative overview™® or research integration or research overview* or collaborative
review*).tw. (323004)

198  (systematic review* or systematic overview* or evidence-based review* or evidence-based
overview* or (evidence adj3 (review* or overview*)) or meta-review* or meta-overview™ or meta-
synthes™* or "review of reviews" or technology assessment® or HTA or HT As).tw. (381844)

199  (network adj (MA or MAs)).tw. (16)

200 (NMA or NMAs).tw. (3955)

201  indirect®* compar®.tw. (4337)

202  (indirect treatment® adjl compar*).tw. (544)

203  (mixed treatment® adjl compar*).tw. (1172)

204  (multiple treatment* adjl compar™®).tw. (301)

205  (multi-treatment* adjl compar*).tw. (4)

206  simultaneous™® compar*.tw. (2286)

207  mixed comparison?.tw. (50)

208  or/196-207 (647033)

209 192 and 208 (439)

210 193 or 194 or 195 or 209 [REVIEWS] (465)

211 210 use medall,emczd (0)

212 210not 211 [PSYCINFO RECORDS] (465)

213 75o0r 152 or 212 [ALL DATABASES] (3166)

214 remove duplicates from 213 (2195) [TOTAL UNIQUE RECORDS]

215 214 use medall (1367) [MEDLINE UNIQUE RECORDS]

216  from 215 keep 1-1000 (1000)

217  from 215 keep 1001-1367 (367)

218 214 use emczd (574) [EMBASE UNIQUE RECORDS]

219 214 not (215 or 218) (254) [PSYCINFO UNIQUE RECORDS]

sk s sfe sk sk sk sie st sfe s sk sfe sk sk skosk sk ke ske s sk ks skoskoskok

Cochrane Library

Search Name: Opioid Disorders - OAT - Reviews
Date Run: 28/02/18 15:58:45.981
Description:  OHRI - Final - 2018 Feb 28

ID Search Hits

#1 [mh "Opiate Substitution Treatment"] 274

#2 ((narcotic* or opioid* or opiate*) near/3 (maintenance* or substitut* or replac*)):ti,ab,kw
622
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#3 ((narcotic* or opioid* or opiate*) near/3 (decreas* or detoxif* or discontinu* or reduc* or taper*®
or wean* or withdraw*)):ti,ab,kw 2167
#4 (((opiate* or opioid*) next (agonist® or receptor®)) near/3 (maintenance* or substitut* or replac*

or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or treatment® or abuse-
deterren®)):ti,ab,kw 186
#5 (((opiate* or opioid*) next (agonist™ or receptor*)) near/3 (maintenance* or substitut® or replac*
or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or treatment® or abuse-
deterren®)):ti,ab,kw 186
#6 {or #1-#5} 2769
#7 [mh ~"Substance-Related Disorders"] 3012
#8 [mh "Substance Abuse, Intravenous"] 439
#9 [mh "Substance Abuse, Oral"] 0
#10 [mh "Opioid-Related Disorders"] 1546
#11 ((narcotic* or opioid* or opiate*) near/3 (abus* or addict* or dependen* or disorder* or habituat*
or misus* or mis-us* or "non-medical" or nonmedical or "non-prescribed" or nonprescribed or "non-
prescription” or nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or
illegal*))):ti,ab,kw 3215
#12 ((drug or drugs or substance*) near/3 (abus* or addict* or dependen* or disorder* or habituat* or
misus* or mis-us* or "non-medical use" or "non-medical uses" or "nonmedical use" or "nonmedical uses"
or "non-prescribed use" or "non-prescribed uses" or "nonprescribed use" or "nonprescribed uses" or "non-
prescription use" or "non-prescription uses" or "nonprescription use" or "nonprescription uses") or (("use"
or used or uses or using) near/2 (illicit* or illegal*))):ti,abkw 14561
#13 (heroin* near/3 (abus™® or addict™ or dependen* or disorder* or habituat* or misus* or mis-us* or
"non-medical" or nonmedical or "non-prescribed" or nonprescribed or "non-prescription" or
nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw
1502
#14 ((hydrocodone or bekadid or codinovo or dico or dicodid or dihydrocodeinone or hycodan or
hycon or hydrocodeinonebitartrate or hydrocodon or hydrocon or hydrocodonum or robidone) near/3
(abus* or addict* or dependen™® or disorder* or habituat* or misus* or mis-us* or "non-medical" or
nonmedical or "non-prescribed" or nonprescribed or "non-prescription” or nonprescription or
withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or illegal*))):ti,abkw 606
#15 ((fentanyl or alfentanil or alfenta or alfentanyl or beta hydroxymefentanyl or brifentanil or
carfentanil or duragesic or fanaxal or fentanest or fentora or hypnorm or limifen or lofentanil or
mefentanyl or mirfentanil or ocfentanil or phentanyl or "R-39209" or "R-4263" or rapifen or remifentanil
or sublimaze or sufenta or sufentanil or sulfentanyl or trefentanil) near/3 (abus* or addict* or dependen*
or disorder*® or habituat* or misus* or mis-us* or "non-medical" or nonmedical or "non-prescribed" or
nonprescribed or "non-prescription" or nonprescription or withdrawal*) or (("use" or used or uses or
using) near/2 (illicit* or illegal*))):ti,ab,kw 670
#16 ((morphine or anpec or duramorph or epimorph or miro or morfin or morfine or morphin or
morphinium or morphium or MS contin or morphia or opso or oramorph or SDZ 202-250 or SDZ202-250
or skenan or transmorphine or trans-morphine) near/3 (abus* or addict* or dependen* or disorder* or
habituat* or misus* or mis-us* or "non-medical" or nonmedical or "non-prescribed" or nonprescribed or
"non-prescription” or nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit*
or illegal*))):ti,ab,kw 898
#17 ((oxycodone or bionine or bionone or bolodorm or broncodal or bucodal or cafacodal or cardanon
or codenon or codix 5 or "col 003" or col003 or dihydrohydroxycodeinone or dihydrohydroxydodeinone
or dihydrone or dinarkon or endone or eubine or eucodal or eucodale or eucodalum or eudin or eukdin or
cukodal or eumorphal or eurodamine or eutagen or hydrocodal or hydroxycodeinoma or ludonal or m-oxy
or medicodal or narcobasina or narcobasine or narcosin or nargenol or narodal or nsc 19043 or nucodan
or opton or ossicodone or oxanest or oxaydo or oxecta or oxicone or oxicontin or oxiconum or oxikon or
oxy ir or oxycod or oxycodeinon or oxycodeinonhydrochloride or oxycodone hydrochloride or
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oxycodonhydrochlorid or oxycodyl or oxycone or oxycontin or oxydose or oxyfast or oxygesic or oxyir
or oxykon or oxynorm or pancodine or pavinal or percolone or pronarcin or remoxy or roxicodone or
roxycodone or sinthiodal or stupenal or supeudol or tebodal or tekodin or thecodin or theocodin or xtampa
or xtampza) near/3 (abus* or addict* or dependen*® or disorder* or habituat* or misus* or mis-us* or
"non-medical" or nonmedical or "non-prescribed" or nonprescribed or "non-prescription" or
nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw

669
#18 {or #7-#17} 16618
#19 [mh ~"Substance-Related Disorders"/DT] 191
#20 [mh ~"Substance-Related Disorders"/RH] 673
#21 [mh "Substance Abuse, Intravenous"/DT] 28
#22 [mh "Substance Abuse, Intravenous"/RH] 113

#23 [mh "Substance Abuse, Oral"/DT] 0
#24 [mh "Substance Abuse, Oral"/RH] 0
#25 [mh "Opioid-Related Disorders"/DT] 550
#26 [mh "Opioid-Related Disorders"/RH] 742
#27 [mh "Analgesics, Opioid"/TU] 2713

#28  (OAT or OATs):ti,ab,kw 678
#29 [mh Buprenorphine/TU] 443
#30  [mh Heroin/TU] 75

#31 [mh Hydromorphone/TU] 62

#32 [mh Methadone/TU] 747

#33 [mh Morphine/TU] 1528

#34 [mh Naloxone/TU] 858

#35 ((buprenorphine or anorfin or belbuca or buprenex or buprex or buprine or butrans or finibron or
lepetan or "nih 8805" or nih8805 or norphin or pentorel or prefin or probuphine or "rx 6029 m" or "rx
6029m" or rx6029m or subutex or temgesic or transtec or "um 952" or um952) near/3 (maintenance® or
substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment™® or abuse-deterren*)):ti,ab,kw 792

#36  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone or zubsolv) near/3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren*)):ti,ab,kw 106

#37 ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin or heroine or
morphacetin) near/3 (maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)):ti,ab,kw 594

#38 ((hydromorphon* or biomorphyl* or cofalaudid* or dihydromorphinon* or dihydromorphon* or
diladid* or dilaudid* or dimorphon* or dolonovag* or exalgo® or hydal* or hydromorph contin* or
hydromorphinone* or hydrostat* or hymorphan* or jurnista* or laudaconum* or novolaudon* or opidol*
or paliadon retardkaps* or palladon* or rexaphon® or semcox* or sophidone*) near/3 (maintenance* or
substitut* or replac* or rehabilit* or detox™® or therap* or pharmacotherap® or pharmaco-therap* or
treatment* or abuse-deterren*)):ti,ab,kw 190

#39 ((methadone or adanon or adanon hydrochloride or algidon or algolysin or algoxale or althose or
althose hydrochloride or amidon or amidona or amidone or amidosan or an 148 or an148 or anadon or
biodone or butalgin or deamin or depridol or diaminon or dianone or dolafin or dolamid or dolesone or
dolmed or dolophine or dolophine hydrochloride or dorex or dorexol or eptadone or fenadon or
gobbidona or heptadon or heptanon or hoe 10820 or hoe10820 or ketalgin or | polamidon or mecodin or
mepecton or mephenon or metadol or metadon or metasedin or methaddict or methadose or methaforte
mix or miadone or moheptan or pallidone or phenadon or physepton or physeptone or polamidon or
polamivet or polamivit or sinalgin or symoron or westadone) near/3 (maintenance* or substitut* or
replac* or rehabilit* or detox™® or therap* or pharmacotherap® or pharmaco-therap* or treatment™ or
abuse-deterren®)):ti,ab,kw 1367
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#40 ((morphine or anpec or duramorph or epimorph or miro or morfin or morfine or morphin or

morphinium or morphium or MS contin or morphia or opso or oramorph or SDZ 202-250 or SDZ202-250

or skenan or transmorphine or trans-morphine) near/3 (maintenance* or substitut* or replac* or rehabilit*

or detox* or therap* or pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)):ti,ab,kw
2404

#41 ((naloxone or antioplaz or "en 1530" or "en 15304" or en1530 or en15304 or evzio or maloxone

or mapin or "MRZ 2593-Br" or "MRZ-2593" or nalone or nalonee or nalone or naloxon curamed or

naloxon-ratiopharm or naloxona or narcan or narcanti or narcon or narvcam or naxone or Zynox) near/3

(maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

pharmaco-therap* or treatment* or abuse-deterren®)):ti,ab,kw 542

#42 ((naltrexone or antaxon or antaxone or celupan or "en 1639a" or en1639a or nalerona or nalorex

or naltrel or naltrexone hydrochloride or nemexin or nodict or nutrexon or phaltrexia or "re-via" or

regental or revez or revia or trexan or vivitrex or vivitrol) near/3 (maintenance* or substitut* or replac* or

rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or treatment* or abuse-

deterren®)):ti,ab,kw 754

#43 (((drug* near/2 dependen*) or (drug™ near/2 addict*) or (substance* near/2 dependen*) or

(substance* near/2 addict*)) near/3 (treatment* or therap* or pharmacotherap* or pharmaco-

therap™)):ti,ab,kw 1529

#44 (maintenance near/2 (treatment* or therap* or pharmacotherap* or pharmaco-therap*)):ti,ab,kw
7632

#45 detoxif*:ti,ab,kw 1453

#46 {or #19-#45} 19190

#47  #18and #46 4477

#48  #6 or #47 6184

#49 [mh Child] not ([mh Adolescent] or [mh Adult]) 134

#50 [mh Infant] not (fmh Adolescent] or [mh Adult]) 14132

#51 #48 not (#49 or #50) in Cochrane Reviews (Reviews and Protocols), Other Reviews and

Technology Assessments

DSR - 124
DARE - 76
HTA - 16

Primary Studies
2018 Mar 8
Database: Embase ClassictEmbase <1947 to 2018 March 07>, Ovid MEDLINE(R) ALL <1946 to March

07, 2018>, PsycINFO <1806 to February Week 4 2018>
Search Strategy:

1  Opiate Substitution Treatment/ (3624)

2 ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut* or replac*)).tw kf. (6674)

3 ((narcotic* or opioid* or opiate*) adj3 (decreas™ or detoxif* or discontinu* or reduc* or taper* or
wean* or withdraw*)).tw kf. (22092)

4 ((opiate* agonist* or opioid* agonist™ or opiate* receptor* or opioid* receptor*) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren®)).tw kf. (2044)

5 ((opiate* agonist™ or opioid* agonist* or opiate* receptor™® or opioid* receptor®) adj3 (decreas* or
detoxif* or discontinu* or reduc* or taper® or wean* or withdraw*)).tw,kf. (2055)

6 or/1-5 [OPIATE SUBSTITUTION TREATMENT] (31849)
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7  Substance-Related Disorders/ (113410)

8  Substance Abuse, Intravenous/ (63391)

9 Substance Abuse, Oral/ [NEW MESH 2018] (0)

10 exp Opioid-Related Disorders/ (37049)

11 ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*®)))).tw kf. (45711)

12 ((drug? or substance?) adj3 (abus* or addict™ or dependen* or disorder? or habituat* or misus* or
mis-us* or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw,kf. (311185)

13 (heroin* adj3 (abus™* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-
medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or
withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kf. (16211)

14 ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical® or nonmedical* or non-prescrib* or nonprescrib® or non-prescription® or
nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kf.
(141)

15 ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2 or
carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnormS$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription® or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw kf. (661)

16  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib* or nonprescrib* or non-prescription* or nonprescription® or withdrawal* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw kf. (12012)

17  ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or cafacodal$2
or cardanon$2 or codenon$2 or codix 5 or "col 003" or col003 or DETERxS$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$?2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw,kf. (558)

18  or/7-17 [OPIOID USE DISORDERS] (459571)
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1

2

3 19  Substance-Related Disorders/dt [drug therapy] (3843)

4 20  Substance-Related Disorders/rh [rehabilitation] (10052)

> 21  Substance Abuse, Intravenous/dt [drug therapy] (327)

6 22 Substance Abuse, Intravenous/rh [rehabilitation] (1404)

; 23 Substance Abuse, Oral/dt [drug therapy] (0)

9 24 Substance Abuse, Oral/rh [rehabilitation] (0)

10 25  exp Opioid-Related Disorders/dt [drug therapy] (8635)

11 26  exp Opioid-Related Disorders/rh [rehabilitation] (6407)

12 27  Analgesics, Opioid/tu [therapeutic use] (13601)

13 28 (OAT or OATs).tw,kf. (19652)

14 29  exp Buprenorphine/tu [therapeutic use] (2073)

15 30 Heroin/tu [therapeutic use] (388)

16 31 Hydromorphone/tu [therapeutic use] (283)

17 32 exp Methadone/tu [therapeutic use] (6503)

18 33 Morphine/tu [therapeutic use] (5144)

19 34 exp Naloxone/tu [therapeutic use] (4403)

20 35  ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2 or
21 finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or probuphine$2
22 or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952 or um952)
;i adj3 (maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

pharmaco-therap* or treatment* or abuse-deterren*)).tw kf. (4476)
2> 36  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3

;? (maintenance™® or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

28 pharmaco-therap* or treatment* or abuse-deterren®)).tw,kf. (720)

29 37  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or

30 morphacetin$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or

31 pharmacotherap* or pharmaco-therap* or treatment® or abuse-deterren*)).tw,kf. (5359)

32 38  ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
33 diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
34 or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
35 or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3

36 (maintenance™® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

37 pharmaco-therap* or treatment* or abuse-deterren*)).tw kf. (866)

38 39 ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
39 althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
40 or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
41 or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
42 dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
43 10820 or hoe10820 or ketalgin$2 or 1 polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or

44 metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or

22 miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or

47 polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3

48 (maintenance™® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

49 pharmaco-therap* or treatment* or abuse-deterren®)).tw,kf. (18862)

50 40  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or

51 morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
52 SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
53 or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
54 treatment* or abuse-deterren®)).tw kf. (9245)

55 41 ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
56 or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
57

58

59
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or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
naxone$2 or zynox$2) adj3 (maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kf. (3242)

42 ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance™* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren*)).tw,kf. (3500)

43 (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*®) or (opiate*
adj2 addict*) or (substance? adj2 dependen*®) or (substance? adj2 addict*)) adj3 (treatment* or therap* or
pharmacotherap* or pharmaco-therap*)).tw,kf. (14494)

44  (maintenance* adj2 (treatment® or therap* or pharmacotherap® or pharmaco-therap*)).tw,kf.
(63184)

45  detoxif*.tw.kf. (81910)

46  or/19-45 [OAT] (237756)

47 18 and 46 (60420)

48 6or47(81284)

49  exp Child/ not (Adolescent/ or exp Adult/) (2426358)

50  exp Infant/ not (Adolescent/ or exp Adult/) (1423228)

51 48 not (49 or 50) [CHILD-/INFANT-ONLY REMOVEDY] (79640)

52 exp Animals/ not (exp Animals/ and Humans/) (15333675)

53 51 not 52 [ANIMAL-ONLY REMOVED] (61771)

54  (editorial or news or newspaper article).pt. (1211821)

55 53 not 54 [OPINION PIECES REMOVED] (60635)

56  (controlled clinical trial or randomized controlled trial or pragmatic clinical trial).pt. (542931)
57  clinical trials as topic.sh. (182830)

58 exp Randomized Controlled Trials as Topic/ (256860)

59 (randomi#ed or randomly or RCT? or placebo*).tw kf. (2130342)

60  ((singl* or doubl* or trebl* or tripl*) adj (mask* or blind* or dumm*)).tw kf. (393401)

61 trial.ti. (451602)

62  or/56-61 (2717718)

63 55and 62 [RCTS] (9307)

64  controlled clinical trial.pt. (92216)

65 Controlled Clinical Trial/ or Controlled Clinical Trials as Topic/ (561253)

66  (control* adj2 trial*).tw kf. (544746)

67 Non-Randomized Controlled Trials as Topic/ (9504)

68 (nonrandom* or non-random* or quasi-random* or quasi-experiment®).tw,kf. (119371)

69 (nRCT or nRCTs or non-RCT?).tw,kf. (1587)

70  Controlled Before-After Studies/ (209550)

71  (control* adj3 ("before and after" or "before after")).tw,kf. (9308)

72 Interrupted Time Series Analysis/ (201499)

73  time series.tw,kf. (58363)

74 (pre- adj3 post-).tw,kf. (204737)

75  (pretest adj3 posttest).tw,kf. (16133)

76  Historically Controlled Study/ (219791)

77  (control* adj2 stud$3).tw,kf. (497097)

78  Control Groups/ (126334)

79  (control* adj2 group$1).tw kf. (1122551)

80 trial.ti. (451602)

81  or/64-80 (3145677)
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82 55and 81 [NON-RCTS] (7707)

83 63 or 82 [RCTs, NON-RCTs] (11874)

84 83 use medall [MEDLINE RECORDS] (6073)

85  drug dependence treatment/ (7903)

86  opiate substitution treatment/ (3624)

87  ((narcotic* or opioid* or opiate*) adj3 (maintenance® or substitut* or replac*)).tw,kw. (6752)

88  ((narcotic* or opioid* or opiate*) adj3 (decreas* or detoxif* or discontinu* or reduc* or taper* or
wean* or withdraw*)).tw,kw. (22219)

89  ((opiate* agonist* or opioid* agonist* or opiate* receptor* or opioid* receptor*) adj3
(maintenance® or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren*)).tw,kw. (2071)

90 ((opiate* agonist® or opioid* agonist™ or opiate* receptor* or opioid* receptor*) adj3 (decreas™ or
detoxif* or discontinu* or reduc* or taper® or wean* or withdraw*)).tw,kw. (2061)

91 methadone treatment/ (4161)

92 or/85-91 [OPIATE SUBSTITUTION TREATMENT] (42590)

93  drug dependence/ (137376)

94  substance abuse/ (181771)

95  exp narcotic dependence/ (138031)

96  ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*®)))).tw,kw. (46336)

97  ((drug? or substance?) adj3 (abus* or addict™ or dependen* or disorder? or habituat* or misus* or
mis-us* or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw,kw. (314491)

98  (heroin* adj3 (abus* or addict™ or dependen* or disorder? or habituat* or misus* or mis-us* or non-
medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription® or nonprescription* or
withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (16394)

99  ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical® or nonmedical* or non-prescrib* or nonprescrib® or non-prescription® or
nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw.
(151)

100  ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2
or carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnorm$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (670)

101 ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (12021)

102 ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or
cafacodal$2 or cardanon$2 or codenon$2 or codix 5 or "col 003" or col003 or DETERxS$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
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eubine$2 or eucodal$2 or eucodale$2 or eucodalum$2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$?2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription® or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw,kw. (581)

103 0r/93-102 [OPIOID USE DISORDERS] (558181)

104  drug dependence/dt [Drug Therapy] (6239)

105  drug dependence/rh [Rehabilitation] (10065)

106  substance abuse/dt [Drug Therapy] (2594)

107  substance abuse/rh [Rehabilitation] (9804)

108  exp narcotic dependence/dt (7354)

109  exp narcotic dependence/rh (1424)

110  (OAT or OATS).tw,kw. (19800)

111 ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2
or finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or
probuphine$2 or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952
or um952) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment™ or abuse-deterren®)).tw,kw. (4522)

112 ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren*)).tw,kw. (725)

113 ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3
(maintenance™* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw, kw. (864)

114 ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or
morphacetin$2) adj3 (maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren®)).tw,kw. (5409)

115 ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
10820 or hoe10820 or ketalgin$2 or 1 polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or
metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or
miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or
polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw,kw. (18991)

116  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
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SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment™® or abuse-deterren®)).tw,kw. (9236)

117  ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
naxone$2 or zynox$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren®)).tw,kw. (3251)

118  ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap™* or treatment* or abuse-deterren®)).tw,kw. (3526)

119  maintenance therapy/ (33792)

120  (maintenance* adj2 (treatment* or therap* or pharmacotherap* or pharmaco-therap*)).tw,kw.
(63504)

121 (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*) or (opiate*
adj2 addict*) or (substance? adj2 dependen®) or (substance? adj2 addict*)) adj3 (treatment® or therap™* or
pharmacotherap* or pharmaco-therap*)).tw,kw. (14496)

122 detoxif*.tw,kw. (82783)

123 or/104-122 [OAT] (234260)

124 103 and 123 (61433)

125 92 or 124 [OPIATE SUBSTITUTION TREATMENT/OAT] (89504)

126  exp child/ not (exp adult/ or adolescent/) (2426358)

127  exp infant/ not (exp adult/ or adolescent/) (1423228)

128  fetus/ not (exp adult/ or adolescent/) (233921)

129 or/126-128 (3037869)

130 125 not 129 [CHILD-/INFANT-/FETUS-ONLY REMOVED] (87684)

131  exp animal experimentation/ or exp animal model/ or exp animal experiment/ or nonhuman/ or exp
vertebrate/ (46665954)

132 exp human/ or exp human experimentation/ or exp human experiment/ (36405350)

133 131 not 132 (10262306)

134 130 not 133 [ANIMAL-ONLY REMOVED] (76221)

135  editorial.pt. (1008952)

136 134 not 135 [OPINION PIECES REMOVED] (75191)

137 randomized controlled trial/ or controlled clinical trial/ (1211158)

138  exp "clinical trial (topic)"/ (259488)

139  (randomi#ed or randomly or RCT? or placebo*).tw,kw. (2132297)

140  ((singl* or doubl* or trebl* or tripl*) adj (mask* or blind* or dumm*)).tw,kw. (393554)

141  trial.ti. (451602)

142 or/137-141 (2879876)

143 136 and 142 [RCTs] (12312)

144 controlled clinical trial/ (548392)

145  "controlled clinical trial (topic)"/ (9211)

146  (control* adj2 trial*).tw,kw. (548688)

147  (nonrandom* or non-random* or quasi-random* or quasi-experiment®).tw,kw. (119556)

148  (nRCT or nRCTs or non-RCT?).tw,kw. (1587)

149  (control* adj3 ("before and after" or "before after")).tw.kw. (9314)

150 time series analysis/ (20412)

151 time series.tw,kw. (59079)
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152  pretest posttest control group design/ (330)

153  (pre- adj3 post-).tw,kw. (204764)

154  (pretest adj3 posttest).tw,kw. (16137)

155  controlled study/ (5805677)

156  (control* adj2 stud$3).tw,kw. (498541)

157  control group/ (126334)

158  (control* adj2 group$1).tw,kw. (1122314)

159  trial.ti. (451602)

160  or/144-159 (7788912)

161 136 and 160 [NON-RCTs] (14582)

162 143 or 161 [RCTs, NON-RCTs] (18828)

163  conference abstract.pt. (2909461)

164  limit 163 to yr="2016-current" (653386)

165 162 and 164 (677)

166 162 not 163 [ALL CONFERENCE ABSTRACTS REMOVED] (17213)

167 165 or 166 [CONFERENCE ABSTRACTS PRIOR TO 2016 REMOVED] (17890)

168 167 use emczd [EMBASE RECORDS] (10578)

169  Drug Rehabilitation/ (19849)

170  ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut® or replac*)).tw. (6592)

171  ((narcotic* or opioid* or opiate*) adj3 (decreas* or detoxif* or discontinu™® or reduc* or taper® or
wean* or withdraw*)).tw. (22069)

172 ((opiate* agonist* or opioid* agonist* or opiate* receptor® or opioid* receptor¥) adj3
(maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw. (2031)

173 ((opiate* agonist* or opioid* agonist* or opiate* receptor® or opioid* receptor*®) adj3 (decreas® or
detoxif* or discontinu* or reduc* or taper® or wean* or withdraw*)).tw. (2055)

174  methadone maintenance/ (7584)

175  or/169-174 [OPIATE SUBSTITUTION TREATMENT] (54345)

176  exp drug dependency/ (246610)

177  drug abuse/ (182359)

178  "substance use disorder"/ (129822)

179  Intravenous Drug Usage/ (3663)

180  ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen™® or disorder? or habituat™ or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw. (455006)

181  ((drug? or substance?) adj3 (abus* or addict* or dependen*® or disorder? or habituat* or misus* or
mis-us* or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw. (308682)

182  (heroin* adj3 (abus* or addict* or dependen*® or disorder? or habituat* or misus* or mis-us* or
non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription*
or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (16185)

183  ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical® or nonmedical* or non-prescrib* or nonprescrib® or non-prescription® or
nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (141)
184  ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2
or carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnorm$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
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rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat® or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription® or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (660)

185  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw. (11917)

186  ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or
cafacodal$2 or cardanon$2 or codenon$2 or codix 5 or "col 003" or col003 or DETERxS$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$?2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw. (557)

187  or/176-186 [OPIOID USE DISORDERS] (610357)

188  ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2
or finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or
probuphine$2 or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952
or um952) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren®)).tw. (4475)

189  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren*)).tw. (720)

190  ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3
(maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw. (859)

191  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or heroine$2 or
morphacetin$2) adj3 (maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment® or abuse-deterren®)).tw. (5352)

192 ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
10820 or hoe10820 or ketalgin$2 or 1 polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or
metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or
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miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or
polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3
(maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw. (18833)

193 ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment™® or abuse-deterren®)).tw. (9202)

194  ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
naxone$2 or zynox$2) adj3 (maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren®)).tw. (3242)

195  ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance™* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)).tw. (3500)

196 maintenance therapy/ (33792)

197 (maintenance adj2 (treatment® or therap* or pharmacotherap* or pharmaco-therap*)).tw. (63066)
198 (OAT or OATSs).tw. (19595)

199  (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*) or (opiate*
adj2 addict*) or (substance? adj2 dependen*®) or (substance? adj2 addict*)) adj3 (treatment* or therap* or
pharmacotherap* or pharmaco-therap*)).tw. (14432)

200  Detoxification/ (24900)

201  detoxif*.tw. (81660)

202 or/196-201 [OAT] (196836)

203 187 and 202 (32124)

204 175 or 203 (75534)

205  exp Animals/ not (exp Animals/ and Humans/) (15333675)

206 204 not 205 [ANIMAL-ONLY REMOVED] (59807)

207  limit 206 to dissertation [Limit not valid in Embase,Ovid MEDLINE(R),Ovid MEDLINE(R) Daily
Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R) Publisher; records were retained] (34223)
208 206 not 207 [DISSERTATIONS REMOVED] (25584)

209  clinical trials/ (88570)

210  (randomi#ed or randomly or RCT$1 or placebo*).tw. (2128678)

211 ((singl* or doubl* or trebl* or tripl*) adj (mask* or blind* or dumm*)).tw. (393325)

212 trial.ti. (451602)

213 0r/209-212 (2382942)

214 208 and 213 [RCTS] (2802)

215  (control* adj2 trial*).tw. (542859)

216  (nonrandom* or non-random* or quasi-random* or quasi-experiment®).tw. (119259)

217  (nRCT or nRCTs or non-RCT?).tw. (1587)

218  (control* adj3 ("before and after" or "before after")).tw. (9304)

219 time series/ (20212)

220  time series.tw. (58035)

221  (pretest adj3 posttest).tw. (16129)

222 (control* adj2 stud$3).tw. (496251)

223 Experiment Controls/ (893)
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1

2

3 224 (control* adj2 group$1).tw. (1122209)

4 225 trial.ti. (451602)

3 226 or/215-225 (2391206)

6 227 208 and 226 [NON-RCTS] (1947)

; 228 214 or 227 [RCTs, NON-RCTs] (3438)

9 229 228 use medall,emczd (0)

10 230 228 not 229 [PSYCINFO RECORDS] (3438)

11 231 84 or 168 or 230 [ALL DATABASES] (20089)

12 232 limit 231 to yr=2015-current (4432)

13 233 remove duplicates from 232 (3210)

14 234 limit 231 to yr=2009-2014 (5616)

15 235 remove duplicates from 234 (3777)

16 236  limit 231 to yr=2001-2008 (5779)

17 237  remove duplicates from 236 (4080)

18 238 231 not (232 or 234 or 236) (4262)

19 239  remove duplicates from 238 (2991)

20 240 233 or 235 or 237 or 239 (14058) [TOTAL UNIQUE RECORDS]

21 241 240 use medall (5974) [MEDLINE UNIQUE RECORDS]

22 242 240 use emczd (6532) [EMBASE UNIQUE RECORDS)]

;i 243 240 not (241 or 242) (1552) [PSYCINFO UNIQUE RECORDS]

25 sk st sk sfe ke ske s s she sk sfe sk sk sfe st ske skeosie s skeoske skeosk skeoskeskosk

;? Cochrane Library

;2 Search Name: Opioid Disorders - OAT - Trials

30 Date Run: 08/03/18 17:35:11.300

31 Description: ~ OHRI - Final - Conference Abstracts Removed

32

33 ID Search Hits

34 #1 [mh "Opiate Substitution Treatment"] 274

35 #2 ((narcotic* or opioid* or opiate*) near/3 (maintenance® or substitut* or replac*)):ti,ab,kw

36 622

37 #3 (((opiate* or opioid*) next (agonist™ or receptor®)) near/3 (maintenance* or substitut® or replac*

38 or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or treatment® or abuse-

39 deterren®)):ti,ab,kw 186

40 #4 {or #1-#3} 764

41 #5 [mh ~"Substance-Related Disorders"] 3012

42 #6 [mh "Substance Abuse, Intravenous"] 439

43 #7 [mh "Substance Abuse, Oral"] 0

44 #8 [mh "Opioid-Related Disorders"] 1546

22 #9 ((narcotic* or opioid* or opiate*) near/3 (abus* or addict* or dependen* or disorder* or habituat*
47 or misus* or mis-us* or "non-medical" or nonmedical or "non-prescribed" or nonprescribed or "non-

48 prescription” or nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or

49 illegal*))):ti,ab,kw 3215

50 #10 ((drug or drugs or substance*) near/3 (abus* or addict* or dependen* or disorder* or habituat* or
51 misus* or mis-us* or "non-medical use" or "non-medical uses" or "nonmedical use" or "nonmedical uses"
52 or "non-prescribed use" or "non-prescribed uses" or "nonprescribed use" or "nonprescribed uses" or "non-
53 prescription use" or "non-prescription uses" or "nonprescription use" or "nonprescription uses") or (("use"
54 or used or uses or using) near/2 (illicit* or illegal*))):ti,abkw 14561

55 #11 (heroin* near/3 (abus™® or addict™ or dependen* or disorder* or habituat* or misus* or mis-us* or
56 "non-medical" or nonmedical or "non-prescribed" or nonprescribed or "non-prescription” or

57

58

59
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nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw
1502
#12  ((hydrocodone or bekadid or codinovo or dico or dicodid or dihydrocodeinone or hycodan or
hycon or hydrocodeinonebitartrate or hydrocodon or hydrocon or hydrocodonum or robidone) near/3
(abus* or addict* or dependen*® or disorder* or habituat* or misus* or mis-us* or "non-medical" or
nonmedical or "non-prescribed" or nonprescribed or "non-prescription” or nonprescription or
withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or illegal*))):ti,abkw 606
#13 ((fentanyl or alfentanil or alfenta or alfentanyl or beta hydroxymefentanyl or brifentanil or
carfentanil or duragesic or fanaxal or fentanest or fentora or hypnorm or limifen or lofentanil or
mefentanyl or mirfentanil or ocfentanil or phentanyl or "R-39209" or "R-4263" or rapifen or remifentanil
or sublimaze or sufenta or sufentanil or sulfentanyl or trefentanil) near/3 (abus* or addict* or dependen*®
or disorder*® or habituat* or misus* or mis-us* or "non-medical" or nonmedical or "non-prescribed" or
nonprescribed or "non-prescription" or nonprescription or withdrawal*) or (("use" or used or uses or
using) near/2 (illicit* or illegal*))):ti,ab,kw 670
#14 ((morphine or anpec or duramorph or epimorph or miro or morfin or morfine or morphin or
morphinium or morphium or MS contin or morphia or opso or oramorph or SDZ 202-250 or SDZ202-250
or skenan or transmorphine or trans-morphine) near/3 (abus* or addict® or dependen* or disorder* or
habituat* or misus* or mis-us* or "non-medical" or nonmedical or "non-prescribed" or nonprescribed or
"non-prescription” or nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit*
or illegal*))):ti,ab,kw 898
#15 ((oxycodone or bionine or bionone or bolodorm or broncodal or bucodal or cafacodal or cardanon
or codenon or codix 5 or "col 003" or col003 or dihydrohydroxycodeinone or dihydrohydroxydodeinone
or dihydrone or dinarkon or endone or eubine or eucodal or eucodale or eucodalum or eudin or eukdin or
cukodal or eumorphal or eurodamine or eutagen or hydrocodal or hydroxycodeinoma or ludonal or m-oxy
or medicodal or narcobasina or narcobasine or narcosin or nargenol or narodal or nsc 19043 or nucodan
or opton or ossicodone or oxanest or oxaydo or oxecta or oxicone or oxicontin or oxiconum or oxikon or
oxy ir or oxycod or oxycodeinon or oxycodeinonhydrochloride or oxycodone hydrochloride or
oxycodonhydrochlorid or oxycodyl or oxycone or oxycontin or oxydose or oxyfast or oxygesic or oxyir
or oxykon or oxynorm or pancodine or pavinal or percolone or pronarcin or remoxy or roxicodone or
roxycodone or sinthiodal or stupenal or supeudol or tebodal or tekodin or thecodin or theocodin or xtampa
or xtampza) near/3 (abus* or addict* or dependen*® or disorder* or habituat* or misus* or mis-us* or
"non-medical" or nonmedical or "non-prescribed" or nonprescribed or "non-prescription" or
nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw

669
#16 {or #5-#15} 16618
#17 [mh ~"Substance-Related Disorders"/DT] 191
#18 [mh ~"Substance-Related Disorders"/RH] 673
#19 [mh "Substance Abuse, Intravenous"/DT] 28
#20 [mh "Substance Abuse, Intravenous"/RH] 113

#21 [mh "Substance Abuse, Oral"/DT] 0
#22 [mh "Substance Abuse, Oral"/RH] 0
#23 [mh "Opioid-Related Disorders"/DT] 550
#24 [mh "Opioid-Related Disorders"/RH] 742
#25 [mh "Analgesics, Opioid"/TU] 2713

#26  (OAT or OATs):ti,ab,kw 678
#27 [mh Buprenorphine/TU] 443
#28 [mh Heroin/TU] 75

#29 [mh Hydromorphone/TU] 62
#30 [mh Methadone/TU] 747

#31 [mh Morphine/TU] 1528

#32 [mh Naloxone/TU] 858
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#33 ((buprenorphine or anorfin or belbuca or buprenex or buprex or buprine or butrans or finibron or
lepetan or "nih 8805" or nih8805 or norphin or pentorel or prefin or probuphine or "rx 6029 m" or "rx
6029m" or rx6029m or subutex or temgesic or transtec or "um 952" or um952) near/3 (maintenance® or
substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren*)):ti,ab,kw 792
#34 ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone or zubsolv) near/3
(maintenance™* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)):ti,ab,kw 106
#35 ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin or heroine or
morphacetin) near/3 (maintenance* or substitut* or replac* or rehabilit* or detox™* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)):ti,ab,kw 594
#36 ((hydromorphon* or biomorphyl* or cofalaudid* or dihydromorphinon* or dihydromorphon* or
diladid* or dilaudid* or dimorphon* or dolonovag* or exalgo™® or hydal* or hydromorph contin* or
hydromorphinone* or hydrostat* or hymorphan* or jurnista* or laudaconum* or novolaudon* or opidol*
or paliadon retardkaps* or palladon* or rexaphon* or semcox* or sophidone*) near/3 (maintenance* or
substitut* or replac* or rehabilit* or detox™® or therap* or pharmacotherap® or pharmaco-therap* or
treatment™® or abuse-deterren*)):ti,ab,kw 190
#37 ((methadone or adanon or adanon hydrochloride or algidon or algolysin or algoxale or althose or
althose hydrochloride or amidon or amidona or amidone or amidosan or an 148 or an148 or anadon or
biodone or butalgin or deamin or depridol or diaminon or dianone or dolafin or dolamid or dolesone or
dolmed or dolophine or dolophine hydrochloride or dorex or dorexol or eptadone or fenadon or
gobbidona or heptadon or heptanon or hoe 10820 or hoe10820 or ketalgin or 1 polamidon or mecodin or
mepecton or mephenon or metadol or metadon or metasedin or methaddict or methadose or methaforte
mix or miadone or moheptan or pallidone or phenadon or physepton or physeptone or polamidon or
polamivet or polamivit or sinalgin or symoron or westadone) near/3 (maintenance* or substitut* or
replac* or rehabilit* or detox™® or therap* or pharmacotherap® or pharmaco-therap* or treatment™ or
abuse-deterren®)):ti,ab,kw 1367
#38 ((morphine or anpec or duramorph or epimorph or miro or morfin or morfine or morphin or
morphinium or morphium or MS contin or morphia or opso or oramorph or SDZ 202-250 or SDZ202-250
or skenan or transmorphine or trans-morphine) near/3 (maintenance* or substitut* or replac* or rehabilit*
or detox* or therap* or pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)):ti,ab,kw
2404
#39 ((naloxone or antioplaz or "en 1530" or "en 15304" or en1530 or en15304 or evzio or maloxone
or mapin or "MRZ 2593-Br" or "MRZ-2593" or nalone or nalonee or nalone or naloxon curamed or
naloxon-ratiopharm or naloxona or narcan or narcanti or narcon or narvcam or naxone or Zynox) near/3
(maintenance® or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren®)):ti,ab,kw 542
#40 ((naltrexone or antaxon or antaxone or celupan or "en 1639a" or en1639a or nalerona or nalorex
or naltrel or naltrexone hydrochloride or nemexin or nodict or nutrexon or phaltrexia or "re-via" or
regental or revez or revia or trexan or vivitrex or vivitrol) near/3 (maintenance* or substitut* or replac* or
rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or treatment* or abuse-
deterren®)):ti,ab,kw 754
#41 (((drug* near/2 dependen*) or (drug™ near/2 addict*) or (substance* near/2 dependen*) or
(substance* near/2 addict*)) near/3 (treatment* or therap* or pharmacotherap* or pharmaco-
therap™)):ti,ab,kw 1529
#42 (maintenance near/2 (treatment* or therap* or pharmacotherap* or pharmaco-therap*)):ti,ab,kw
7632
#43 detoxif*:ti,ab,kw 1453
#44 {or #17-#43} 19190
#45  #l6and #44 4477
#46  #4 or #45 4693
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#47
#48
#49
#50
#51
#52
#53
#54
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[mh Child] not ([mh Adolescent] or [mh Adult]) 134

[mh Infant] not (fmh Adolescent] or [mh Adult]) 14132
#46 not (#47 or #48) 4649
conference abstract:pt Publication Year from 2016 to 2018 39970

#49 and #50 97

conference abstract:pt 102123
#49 not #52 in Trials 4140
#53 or #51 in Trials 4237
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Appendix 3: Definitions of Interventions and Comparators

Provided below are descriptions of the a priori list of psychosocial interventions for which we
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anticipate finding study data and which are considered of clinical relevance for the planned
10 knowledge syntheses. Other interventions may also be encountered during the review and will be
discussed by the research team for relevance as they are encountered. When needed,
15 psychosocial interventions which are not labelled using a known terminology or which are
17 different in administration than the core descriptions of these interventions will also be reviewed

for relevance by the research team.

24 Active Control Groups
26 1. Standard Care: “the typical standard of care in pharmacological maintenance treatments
29 already includes some form of psychosocial counselling.[38]”

31 2. Medical Management: “medically-focused, informal counselling that includes, but is not
33 limited to, health and mental wellness checks, offering non-judgmental support and
advice, assessing motivation and exploring barriers to change, developing a holistic

38 treatment plan, promoting alternative strategies for managing stress, and providing

40 referrals to health and social services when requested or appropriate.[6]”

45 Psychosocial Interventions
47 Individual Interventions
49 1. Acceptance and Commitment Therapy: “This therapy views psychological events as

55 ongoing actions of the whole organism interacting in and with historically and

54 situationally defined contexts. From an ACT perspective, a major problem of clients lays

60 For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml



oNOYTULT D WN =

BMJ Open

in their limited and inflexible sources of the behaviors. The patients devote most of their
time and energy to flee from personal and uncomfortable experiences. This keeps them
from being engaged in life activities.” ACT sessions may include: creative despair,
exploring discrepancies between control strategies and values, mindfulness training,
exposure to internal stimuli, and discussing action plans.[39]

Cognitive Behavioral Therapy: “This therapy is a short-term present focused therapy
oriented towards focusing on current problems and helping to teach clients to adjust
unhelpful thinking patterns.” “The main components of this [therapy] focus on
performing a functional analysis of behaviour, promoting behavioral activation,
identifying and coping with drug cravings, enhancing drug-refusal skills, enhancing
decision-making about high-risk situations, and improving problem-solving skills.[40]”
Contingency Management (i.e., medication, prize, or monetary equivalent
reinforcement): Behavioural treatment based on positive/negative reinforcers used to
promote abstinence in participants in treatment. With positive reinforcers, the participants
can obtain payment or other types of rewards for drug-free urine or methadone dose
increases.[41]

Community Reinforcement. Behavioural approach to promote abstinence. “During
sessions, participants are provided with relationship and employment counselling,
instructions on antecedents and consequences of their opiate use, assistance in developing
new or reinitiating old recreational activities, and are connected to other community
resources if needed. Significant others are also often mobilized to administer reinforcers

contingent on non-substance using behavior of the patient.[41]”
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Dialectical Behavior Therapy: “Applies directive, problem-oriented techniques that are
balanced with supportive techniques, such as reflection, empathy, acceptance and
emphasis on the client’s inherent ability to access an internal ‘wise mind.” In addition,
dialectical strategies are employed, including balancing acceptance with change,
alternating validation with problem solving and using paradox and metaphor. Individual
DBT targets dysfunctional behaviors in hierarchical order (suicidal, therapy-interfering,
substance use, and quality-of-life interfering behaviors) and replaces those behaviors with
skillful behaviors learned from psycho-educational skills.[42]”

Drug Counselling, General Counselling, and Supportive Counselling: “Provides
general education, support and encouragement for abstinence oriented behaviours without
using direct coping skills training.”

Motivational Interviewing: A non-confrontational, goal-oriented process designed to
improve readiness to consider behaviour change and help clients resolve ambivalence

towards change.[43]

Couples Interventions

1.

Behavioural Couples Therapy: “Understands couple problems based on social exchange
theory (i.e., that the success of a relationship depends on the frequency and variety of
positive behaviours that are reciprocated). Treatment emphasizes partners’ specification
(objectification) of desired positive changes from their partner, with various
reinforcements of desired behaviour change, leading to behavioural exchanges.[44]”

Cognitive-Behavioural Couples Therapy: Time-limited therapy that involves the couple.

Therapy is relatively structured and involves goal setting. A functional analysis is often
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done to assesses maladaptive affective and instrumental behaviours and the
environmental contingencies supporting these behaviours, and the ways in which the
couple’s reciprocal interactions affect their relational satisfaction. Based on the functional
analysis, the therapist and couple together delineate specific treatment goals which often
involve increasing exchanges of positive behaviours and improving communication skills
that influence the interaction process within the couple.[44]”

Emotion- Focused Couples Therapy: “Adheres to humanistic—experiential therapy
principles: (1) The therapeutic alliance can itself be healing; (2) the inherent validity of
the patient’s experience is central to change, and is fostered by the therapist’s authenticity
and transparency; (3) given the opportunity to do so, people have the ability to make
healthy choices; (4) both the inner and outer realities of people’s lives need to be attended
to; and (5) therapy can provide opportunities for direct, in- session, corrective emotional
experiences. Central attention is given to the role of emotion to break maladaptive,

repetitive cycles of couple interaction.[44]”

Family Interventions

1.

2.

Family Therapy: “A structured and strategic approach which places particular emphasis
on developing appropriate boundaries and limits before introducing a strategic
intervention. Family members are also invited to attend some sessions.[41]”

Behavioural Family Therapy: “Based on social learning theory and behaviour exchange
principles derived from classical and operant conditioning approaches.” This therapy
aims to improve interactions between family members through reinforcement of desired

behaviour change.[44]”
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Cognitive-Behavioural Family Therapy: Time-limited therapy that involves the whole
family, or subgroups of the family. Therapy is relatively structured and involves goal
setting. A functional analysis is often done to assess maladaptive affective and
instrumental behaviours and the environmental contingencies supporting these
behaviours, and the ways in which family members’ reciprocal interactions affect their
relational satisfaction. Based on the functional analysis, the therapist and family together
delineate specific treatment goals which often involve increasing exchanges of positive
behaviours and improving communication skills that influence the interaction process
within the family.[44]”

Emotion- Focused Family Therapy: Family-delivered format of emotion focused
therapy. “Adheres to humanistic— experiential therapy principles: (1) The therapeutic
alliance can itself be healing; (2) the inherent validity of the patient’s experience is
central to change, and is fostered by the therapist’s authenticity and transparency; (3)
given the opportunity to do so, people have the ability to make healthy choices; (4) both
the inner and outer realities of people’s lives need to be attended to; and (5) therapy can
provide opportunities for direct, in-session, corrective emotional experiences. Central
attention is given to the role of emotion to break maladaptive, repetitive cycles of couple
interaction.[44]”

Multi-Dimensional Family Therapy: “An empirically supported, manualized, family
intervention for adolescent substance use and related mental health problems. It
intervenes in four domains: (1) adolescent, (2) parent(s), (3) family interaction, and (4)

extrafamilial social systems. Treatment is phasic, interventions are individualized, case
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formulations are revised on the basis of feedback, and therapists advocate for both the

adolescent and the parent.[44]”

Group Interventions

1.

2.

12-Step Facilitation Group: Narcotics Anonymous (NA) meetings are part of a self-help,
peer-group that supports people who use drugs. NA is structured from the basic principles
of alcoholics anonymous (AA) groups, where members are encouraged to learn from
one-another to live drug-free.

Acceptance and Commitment Therapy: Group-delivered format of acceptance and
commitment therapy. “This therapy views psychological events as ongoing actions of the
whole organism interacting in and with historically and situationally defined contexts.
From an ACT perspective, a major problem of patients lays in their limited and inflexible
sources of the behaviors. The clients devote most of their time and energy to flee from
personal and uncomfortable experiences. This keeps them from being engaged in life
activities.” ACT sessions may include: creative despair, exploring discrepancies between
control strategies and values, mindfulness training, exposure to internal stimuli, and
discussing action plans.[39]

Cognitive Behavioural Group Therapy: Group-delivered format of cognitive behavioural
therapy. “This therapy is a short-term present focused therapy oriented towards focusing
on current problems and helping to teach clients to adjust unhelpful thinking.” “The main
components of counselling focus on performing a functional analysis of behaviour,

promoting behavioural activation, identifying and coping with drug cravings, enhancing
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drug-refusal skills, enhancing decision-making about high-risk situations, and improving
problem-solving skills.[40]”

Dialectical Behavior Group Therapy: Group-delivered format of dialectical behavior
therapy. “Applies directive, problem-oriented techniques that are balanced with
supportive techniques, such as reflection, empathy, acceptance and emphasis on the
client’s inherent ability to access an internal ‘wise mind.” In addition, dialectical
strategies are employed, including balancing acceptance with change, alternating
validation with problem solving and using paradox and metaphor.[42]” Group DBT can
target dysfunctional behaviours, as is consistent with individual DBT, however, it can
also be in the format of a DBT skills-training group which can target skills such as
mindfulness, interpersonal effectiveness and emotion regulation.

Mindfulness Group Therapy: Group-delivered mindfulness techniques. “Mindfulness is
a technique comprised of meditation and a specific mental tendency toward experience
that encourages an awareness of the present-moment experience.” Sessions included:
meditation techniques, identifying triggers and cravings through mindfulness,
mindfulness in high-risk situations, acceptance and skillful action, seeing thoughts as
thoughts, self-care, and social support practices.[45]

Group Motivational Interviewing: Group-delivered format of motivational interviewing.
A non-confrontational, goal-oriented process designed to improve readiness to consider

behaviour change and help clients resolve ambivalence towards change.[43]
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sources) with planned dates of coverage
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Search strategy

Present draft of search strategy to be used for
at least one electronic database, including
planned limits, such that it could be repeated

R

Additional
file 1.2
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Data
management

11a

Describe the mechanism(s) that will be used to
manage records and data throughout the
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202-203
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process

11b

State the process that will be used for selecting
studies (e.g., two independent reviewers)
through each phase of the review (i.e.,
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analysis)

201-217

Data collection
process
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Describe planned method of extracting data
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obtaining and confirming data from
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List and define all variables for which data will
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prioritization
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risk of bias of individual studies, including
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Describe criteria under which study data will be
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measures, methods of handling data, and
methods of combining data from studies,
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15¢

Describe any proposed additional analyses
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ABSTRACT

Introduction: The opioid crisis has resulted in increasing rates of death caused by problematic
opioid use. Current clinical guidelines recommend that individuals with persons with opioid use
disorder (OUD) receive pharmacologic (e.g., opioid agonist therapy) and psychosocial (e.g.,
cognitive behavioral therapy) therapy, however, the best combination of pharmacologic and
psychosocial components is not known. Our objective of the planned study is to conduct a
comprehensive systematic review to assess the relative benefits of psychosocial interventions as
an adjunct to opioid agonist therapy among persons with OUD.

Methods and analysis: A comprehensive search for randomized controlled trials and quasi-
randomized studies published in English or French will be conducted from database inception to
March 2018. The search will be conducted in MEDLINE, and translated for Embase, PsycINFO,
and the Cochrane Central Register of Controlled Trials. Two independent reviewers will screen,
extract, and assess risk of bias of eligible articles. Primary outcomes of interest will be treatment
retention and opioid use (based on urinalysis results). Secondary outcomes will include self-
reported opioid use, abstinence from illicit drugs, adherence to psychosocial therapy and opioid
agonist therapy, risk for sexually transmitted disease, risk for blood borne pathogens, changes in
mental health symptoms (e.g., depression), measures of craving and changes in patients’ quality
of life, and relevant adverse events. If sufficient data and adequate homogeneity exists, network
meta-analyses (NMA) will be performed.

Ethics and dissemination: This will be the first systematic review to incorporate NMA to
compare psychosocial treatments used as an adjunct to opioid agonist therapy for OUD. Results

of this review will inform clinical management of persons with OUD.
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STRENGTHS AND LIMITATIONS

e This will be the first systematic review incorporating network meta-analysis to compare
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the effectiveness of psychosocial treatments delivered in combination with opioid agonist
10 therapy among people with opioid use disorder.

13 e Sub-group analyses are planned for speciality groups such as youth, pregnant women,

15 indigenous people, and people who are incarcerated.

e Variability of outcome measures may influence the ability to perform planned network

20 meta-analyses, and strategies have been planned to address this challenge.
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BACKGROUND

Opioids are psychoactive analgesic drugs that can be prescribed for relief of acute or chronic
pain[1], and their illicit use has risen to epidemic levels.[2] Opioid addiction, overdose and
poisonings have resulted in increasing rates of opioid-related death.[3] In 2016, more than 2,800
Canadians and 42,000 Americans died from opioid poisoning.[4, 5] An estimated 11.5 million
individuals in the United States used opioid prescriptions non-medically in the past year
alone.[2] In Europe, 84% of drug-related deaths in 2015 were related to opioid use, with heroin
(often in combination with other drugs) contributing to more than half of drug-related deaths.[6]
Problematic opioid use is also prevalent in Asia, which accounts for approximately two thirds of

all opiate users.[7]

Non-medical use of prescription opioids as well as the use of illicit opioids are of particular
concern. In Europe, heroin use continues to account for the majority (approximately 80%) of
new opioid-related treatment.[8] There has also been a dramatic rise in illicit drugs being
contaminated with fentanyl in both North America and Europe. In 2016, there was a 281%
increase in the number of deaths attributable to fentanyl within Canada as compared to the
preceding year.[5, 9] These alarming trends have prompted recent international, national, and
provincial level actions including the development of the 2017 Canadian Guideline for Opioids
for Chronic Non-Cancer Pain, and Canadian, American, World Health Organization, and
European guidelines for opioid use disorder [3, 10-12], and the encouragement of prescribing

cautiously and in smaller quantities to decrease misuse and dependence.[13]
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Non-medical and illicit use of opioids can result in individuals developing an opioid use disorder
(OUD). Compared to healthy individuals without OUD, individuals with an OUD have increased
psychosocial distress, healthcare utilization, morbidity, and mortality.[14, 15] The societal
implications of OUD are also substantial, as the total program spending on drugs used for OUD
(i.e., methadone, buprenorphine/naloxone)exceeded $135 million in Canada in 2015.[16] In the
United States, the total economic burden of opioid overdose, addiction, and dependence was
$78.5 billion in 2013.[17] Given the costly and significant implications of OUD on mortality,
morbidity, healthcare utilization and societal costs, the identification of best management

strategies is essential.

Clinical guidelines currently recommend that individuals with OUD receive concurrent therapy
consisting of pharmacologic (e.g., opioid agonist therapy) and psychosocial (e.g., cognitive
behavioral therapy) components.[9, 18] However, the best combination of pharmacologic and
psychosocial components is not currently known. To address the question of optimal
effectiveness of pharmacotherapy, specifically, opioid agonist therapy (OAT), a systematic
review and network meta-analysis (NMA) was planned to compare the effectiveness of OATs
for the treatment of OUD.[19] This review, however, could not be completed as intended due to
substantial heterogeneity among outcome measures. Of 60 included trials, there were 53 different
outcomes that were measured in 77 unique ways [19, 20], thereby greatly complicating the
ability to perform cross-study comparisons and pursue formal meta-analyses to compare OATs.
Given the extensive variability among outcome measures, the authors were only able to conduct
analyses on one outcome - treatment retention — where diacetylmorphine-assisted therapy was

found to be superior to other OATs.[20] Currently no analogous systematic review and network
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meta-analysis for psychosocial therapies as adjunctive treatment to OAT for managing OUD
exist. A variety of approaches have been used to aid in OUD management, including cognitive
behavioral therapy, motivational interviewing, contingency management, supportive counseling
and other strategies.[21, 22] While a quantitative comparison of the efficacy of psychosocial
therapy has not been conducted, psychological treatment is considered by many clinicians to be a
vital element to sustained success in people receiving OAT given its key role in ensuring

treatment retention and improved outcomes.[3, 23]

To our knowledge, no systematic review has included a NMA comparing the efficacy of
psychosocial interventions used with OAT for individuals with OUD. Network meta-analysis has
become a vital and broadly used approach to evidence synthesis in addressing research questions
that involve the comparison of multiple therapies and wherein relevant direct and indirect data
exists.[24-26] Such an analysis will be informative for decision-making in addressing and
treating the rising rate of OUD. The current protocol outlines a planned systematic review and
NMA to compare the relative benefits of different psychosocial therapies among people with

OUD receiving OAT.

METHODS

The reporting of this protocol adheres to the Preferred Reporting Items for Systematic Reviews
and Meta-analyses-Protocol (PRISMA-P) statement.[27] The checklist for reporting items can be
found in appendix 1. The review will be performed in accordance with the methods described
below with any subsequent amendments described in the final manuscript. The review has also

been registered in PROSPERO (CRD42018090761).
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Search Strategy to Identify Relevant Studies

Search strategies to identify relevant studies for inclusion in the systematic review were
developed and tested through an iterative process by an experienced medical information
specialist (BSkidmore) in consultation with the review team. Separate searches were performed
for reviews and primary studies. The MEDLINE strategies were peer reviewed by another senior
information specialist prior to execution using the PRESS Checklist.[28] Using the OVID
platform, we searched Ovid MEDLINE®, including Epub Ahead of Print and In-Process &
Other Non-Indexed Citations, PsycINFO, and Embase Classic + Embase. We also searched the
Cochrane Library on Wiley. The review searches were performed on 28 February 2018 and the
primary study searches on 8 March 2018. Strategies utilized a combination of controlled
vocabulary (e.g., “Opiate Substitution Treatment”, “Opioid-Related Disorders/dt [drug therapy]”,
“Buprenorphine/tu [therapeutic use]”) and keywords (e.g., “opioid maintenance”, “methadone
substitution”, “OATS”). Randomized controlled trial, non-randomized controlled trial and
systematic review filters were applied as applicable (see appendix 2 for full search
strategy). Vocabulary and syntax were adjusted across databases. Conference abstracts prior to
2016 were removed from Embase and CENTRAL and dissertation abstracts were removed
from PsycINFO. The reference lists of identified trials and reviews will be searched to ensure no

relevant studies are missed. The supplemental searches will be integrated into a PRISMA flow

diagram.[29, 30]

Study Eligibility Criteria

Population
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Individuals receiving treatment pharmacological (OAT) and psychosocial interventions for
opioid use will be of interest. It will also include individuals diagnosed with OUD as defined by
the Diagnostic and Statistical Manual of Mental Disorders (DSM-5) or diagnosed with opioid
dependence as defined by the International Classification of Disease (ICD) or DSM-IV will be of
interest. No restrictions will be made for age or specialty populations (e.g., youth, pregnant
women, people who are incarcerated). Based on the availability of data, such uniquely different
populations will be analysed separately given potential socio-demographic and other differences.
If not feasible, the appropriateness of regression-based adjustments to account for cross-study

differences in the representation of such populations will be assessed.

Interventions and Comparators of Interest

Psychosocial interventions (delivered with OAT) will be of interest. Studies evaluating the
benefits of psychosocial interventions alone will be excluded from the systematic review. Studies
using control groups of either OAT alone or ‘standard medical management’ will be eligible
given their high likelihood of serving as important sources of indirect evidence [25] if NMAs are
performed. Descriptions of the primary psychosocial interventions to be included based on

existing research and recommendations are presented in appendix 3.

Outcomes

The co-primary outcomes of interest will be treatment retention and opioid use (including
abstinence from opioids and opioid use based on urinalysis results). Retention can be measured
in several ways including the use of a continuous value, such as the number of days a patient

continued in an OAT program.[31] A binary outcome, such as the proportion of patients who
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completed the planned number of therapy sessions,[32] or the number of patients who received
treatment for a predetermined minimum number of sessions.[33] Secondary endpoints of interest
will include self-reported opioid use, abstinence from illicit drug use, alcohol use, adherence to
psychosocial therapy, adherence to OAT, HIV risk behaviours, changes in mental health
symptoms (depression, anxiety, suicidality), measures of craving and changes in patients’ quality
of life, and adverse events (e.g., increases in substance use). We will capture data for all
reporting formats of outcomes considered (this will also provide valuable data for the planned
future development of a core endpoints set for OUD); once data collection is complete, we will
review outcome definitions and cross-study data availability to identify those endpoints that may

be best suited for NMAs (those with insufficient data will be summarized in other ways).

Study Designs

Study designs of interest will include randomized controlled trials and quasi-randomized trials
(e.g., trials that do not use appropriate methods for randomization). Only studies published in
English and French will be included. Observational studies, case-control studies, case series and

case reports will be excluded.

Screening for Eligible Studies

Citations obtained from the literature searches will be imported into Distiller SR Software
(Evidence Partners, Inc; Ottawa, Canada), which will be used for all stages of study screening
and data extraction. Citations will be screened independently by two reviewers (among DBR,
LE, and FY),based on title, keywords, and abstract (Level 1 screening) and full-text articles

(Level 2 screening). Level 1 will be performed using a liberal accelerated approach (i.e., only

10
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one reviewer needed to include a citation, while two reviewers will be needed to exclude), and
will be supported using text mining methods within Distiller SR. Level 1 citations deemed
potentially relevant or lacking sufficient information to exclude will be carried forward to Level
2, which will be performed by two reviewers independently. Disagreements at Level 2 screening
will be resolved by discussion. Where consensus is not achieved following discussion, a third
independent team member will be consulted (BH or KC). Prior to conducting screening at level 1
and level 2, a small number of abstracts/full texts will be piloted to establish agreement and
consistency among reviewers. Of studies that report on the same cohort (e.g., updates of different
follow-up durations), the most up-to-date information will be retained, and a note of the
duplicate sample will be made. The process of literature selection will be reported using a flow

diagram as recommended by the PRISMA statement.[29, 30]

Process of Data Collection

Primary data collection of included studies will be performed by two reviewers using a
standardized electronic data collection form in Distiller SR Software. Data gathered from
included studies will include the patient population, intervention and comparator information,
outcomes reported, and study design. Study characteristics (authors, year of publication, journal,
countries of data collection), patient characteristics (eligibility criteria, number per group),
patient demographics (age, sex, race), type of opioid use (prescription and/or illicit), cited
rationale for opioid use (e.g., chronic pain), duration of opioid use, mode of use (intravenous
versus oral), comorbidities or other unique demographic traits, interventions (with description,
including numbers and duration of sessions, setting and therapist expertise, if described),

treatment setting (e.g., community, physician office, penitentiary), and outcomes as described

11
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above. All study characteristics will be summarized in tabular form to facilitate inspection and
discussion with clinical experts in terms of study heterogeneity, grouping of interventions, and
other such topics required to inform analysis; these tables will also be included in the final
report. Collected data will be verified by a second reviewer for accuracy, with disagreements

being settled by discussion.

Risk of Bias Assessments of Included Studies

Risk of bias (RoB) will be assessed for all randomized and quasi-randomized studies included in
the review using the Cochrane RoB tool.[34] The Cochrane RoB tool evaluates seven domains
(i.e., random sequence generation, allocation concealment, blinding, missing outcome data,
selective outcome reporting, attrition, and “other sources of bias”).[34] RoB assessments will be
conducted by two reviewers(among DR, LE, and FY) and disagreements will be resolved
through discussion or by a third reviewer (BH or KC). Results from RoB appraisals will be
summarized in the review and reported in full on an item-by-item basis in an appendix. They will

also be considered when contextualizing the results for each outcome.

Approach to Evidence Synthesis for NMA

For outcomes with sufficient data for analysis, we will first conduct traditional meta-analyses of
all pairwise comparisons in the evidence networks. If feasible, NMAs will be performed
subsequently. Initial exploration of potential clinical and methodological heterogeneity amongst
the included studies will be conducted using tabular and graphical approaches that will be
discussed by members of the research team. The assumption of transitivity will be evaluated by

inspection of differences in patient eligibility criteria and pertinent patient demographics

12
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between studies, including comorbidities (e.g., comorbid pain, mental health diagnoses).
Methodological differences between studies that could influence outcome measurements will be
noted. We will describe any concerns related to the transitivity assumption or methodological

heterogeneity within the final report and consider statistical strategies to address any concerns.

Standard pairwise meta-analyses will be conducted by fitting random-effects models in
Comprehensive Meta-Analysis V3 software (Biostatlnc; Englewood, New Jersey, USA) to
generate summary estimates and to assess statistical heterogeneity across included studies.
Summary estimates will be reported as mean differences, standardized mean differences, or odds
ratios as appropriate with corresponding 95% confidence intervals. Statistical heterogeneity will
be measured by the I* statistic. I* values of 50% or higher will be considered indicative of
potentially important heterogeneity that will be explored using established methods such as
subgroup analysis, meta-regression and/or exclusion of outlier studies. If necessary, similar
approaches will be conducted in NMAs to address existing heterogeneity. Comparison adjusted

funnel plots will be performed to assess publication bias if NMAs are performed.

Where feasible, NMAs will be carried out separately for each clinical outcome of interest.
Approaches used for these analyses will follow existing recommendations for modelling of
unadjusted and adjusted models as outlined by guidance from experts at the National Institute for
Health and Care Excellence.[35, 36]Both fixed-effects and random-effects models will be fit for
each outcome, within a Bayesian framework. Totals of 50,000 or more burn-in iterations and
50,000 or more sampling iterations will be used for all NMAs, and model convergence will be

assessed using Gelman Rubin diagnostics.[36] The fit of a model will be assessed by comparing

13
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its posterior residual deviance with the number of unconstrained data points (i.e., the number of
intervention arms across all studies) for the analysis. Selection between different models will be
based upon deviance information criteria for each competing model, with a difference of five or

more points suggesting an important difference.

For networks where statistical heterogeneity is high or the number of single-study connections is
high, random-effects models will be preferred. Between-treatment differences of continuous
endpoints (e.g., change in quality of life) will be analysed using a model for mean differences or
standardized mean differences as appropriate dependent upon the degree of studies providing
data on different measurement scales. Findings from analyses of dichotomous outcomes (e.g.,
adherence of a certain number of days, response to treatment) will be reported in terms of odds
ratios. The assumption of consistency will be assessed by (i) fitting unrelated means models and
comparing the deviance information criteria DIC) with the corresponding consistency models;
and (i1) reviewing scatterplots of the residuals from these models. Probabilities of treatment
superiority will be estimated using the Surface Under the Cumulative Ranking curve (SUCRA),
and ranking of treatments will be estimated by median treatment rankings, with corresponding
95% credible intervals. All NMAs will be performed using WinBUGS software version 1.4.3

(MRC Biostatistics Unit).

Subgroup and Sensitivity Analyses
Primary analyses will be unadjusted; however, additional analyses to assess heterogeneity will be
pursued if feasible based upon data availability and network geometry considerations (e.g., few

single-study connections). Primary analyses will be conducted to compare psychosocial therapies

14
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at the treatment level and if data allows for it, we will establish broader categories of
interventions for comparison (e.g., individual, family, couples, group) and conduct subgroup
analyses. Subgroup and/or meta-regression will also be conducted for age (between 12-17 and
18-25 years), sex (percent of women and men), duration of opioid use disorder, most common
method of administration (oral versus intravenous), type of opioid use (percent prescription
versus illicit), percent with physical health comorbidities, percent with other substance/alcohol
use, extent of comorbid pain, and percent of patients with mental health comorbidities, where

data are available.

Reporting of Review Findings

Both graphical and numeric display of findings will be presented. For each feasible outcome of
interest, this will include network diagrams (to display the availability of evidence for all
possible treatment comparisons); pairwise comparisons between interventions with 95% credible
intervals for all treatments in the network; and SUCRA values and median treatment rankings.
We will use the checklist of the PRISMA Statement for Network Meta-Analysis to ensure all
findings are clearly reported.[30] If NMA is not feasible, pairwise meta-analysis findings will be

reported in tables with a narrative summary.

Patient and Public Involvement

Patients were not involved in the design of this review, however, this work will inform the
development of a core endpoints initiative. This initiative will involve multiple patient groups to
gather perspectives on key outcomes for the development of future trials and to disseminate

review findings.

15
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DISCUSSION

Improving the treatment of OUD is a fundamental component of mitigating the current opioid
crisis and reducing the increasing morbidity and mortality associated with OUD in North
America. Certain OAT medications are recommended for treating OUD as they are cost-
effective and clinically effective.[37] Regardless of the form of OAT administered, guidelines
for the clinical management of OUD recommend that psychosocial components be included, as
this can improve treatment retention and outcomes.[9] Despite this recommendation, only a
small minority of individuals receiving OAT are also provided psychosocial treatment.[38, 39]
This may relate to a lack of comparative evidence for the various psychosocial interventions that
can be applied in combination with OAT for individuals with OUD. To our knowledge, this will
be the first NMA looking to compare the efficacy of psychosocial interventions delivered with

OAT among individuals with OUD.

We anticipate certain challenges in the context of the current review. One limiting obstacle may
be the existence of excessive between-study heterogeneity with regard to the outcomes measured
across studies which may limit formal synthesis, as was found in a recent systematic review that
compared OATs for patients with OUD.[20] Despite this challenge, our systematic review and
accompanying narrative summary will allow for the synthesis of studies to guide our
understanding of the potential usefulness of psychosocial interventions applied as an adjunct to
OAT for patients with OUD. This potential challenge motivates additional research we will
pursue in the second phase of our research wherein we will use established methods and

collaborate with methodologists, physicians, clinicians, and patients to develop a core outcomes

16
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set for OUD through Delphi surveys and interviews that include these stakeholder groups.
Developing a core outcome set will inform and improve future research of OUD, both by
enhancing the consistency of evaluations performed in research studies of OUD as well as
improving the ability of researchers to both perform meta-analyses and derive cross-study

comparisons to inform decision making.
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Appendix 1. PRISMA-P Checklist

# JChecklist item

ADMINISTRATIVE INFORMATION

Title
Identification 1a Ide_ntlfy the report as a protocol of a systematic |X| |:|
review
Update 1p 'f the protocol is for an update of a previous [] X
systematic review, identify as such
If registered, provide the name of the registry X []
Registration 2 (e.g., PROSPERO) and registration number in
the Abstract
Authors
Provide name, institutional affiliation, and e- |X| |:|
mail address of all protocol authors; provide
Contact 3a

physical mailing address of corresponding
author

Describe contributions of protocol authors and
identify the guarantor of the review

X
[]

Contributions |3b

If the protocol represents an amendment of a
previously completed or published protocol,

[l
X

Amendments 4 identify as such and list changes; otherwise,
state plan for documenting important protocol
amendments
Support
Sources 5a Indicate sources of financial or other support |X| |:|
for the review
Sponsor 5b Provide name for the review funder and/or |X| |:|
sponsor
Role of 5¢ Describe roles of funder(s), sponsor(s), and/or |X| |:|
sponsor/funder institution(s), if any, in developing the protocol
INTRODUCTION
Rationale 6 Describe the rat]onale for the review in the |X| |:|
context of what is already known
Provide an explicit statement of the question(s) X []
the review will address with reference to
L participants, interventions, comparators, and
Objectives 7 outcomes (PICO)
METHODS

Specify the study characteristics (e.g., PICO, |X| |:|
study design, setting, time frame) and report

characteristics (e.g., years considered,

language, publication status) to be used as

Eligibility criteria |8
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Information
sources

Search strategy
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STUDY RECORDS

Data
management

Selection
process

1l1a

11b

Data collection

process

Data items

Outcomes and
prioritization

Risk of bias in

individual studies

DATA

Synthesis

11c

12

RN

4

15a

15b

15c

BMJ Open

criteria for eligibility for the review

Describe all intended information sources (e.g.,
electronic databases, contact with study
authors, trial registers, or other grey literature
sources) with planned dates of coverage

Present draft of search strategy to be used for
at least one electronic database, including
planned limits, such that it could be repeated

Describe the mechanism(s) that will be used to
manage records and data throughout the
review

State the process that will be used for selecting
studies (e.g., two independent reviewers)
through each phase of the review (i.e.,
screening, eligibility, and inclusion in meta-
analysis)

Describe planned method of extracting data
from reports (e.g., piloting forms, done
independently, in duplicate), any processes for
obtaining and confirming data from
investigators

List and define all variables for which data will
be sought (e.g., PICO items, funding sources),
any pre-planned data assumptions and
simplifications

List and define all outcomes for which data will
be sought, including prioritization of main and
additional outcomes, with rationale

Describe anticipated methods for assessing
risk of bias of individual studies, including
whether this will be done at the outcome or
study level, or both; state how this information
will be used in data synthesis

Describe criteria under which study data will be
guantitatively synthesized

If data are appropriate for quantitative
synthesis, describe planned summary
measures, methods of handling data, and
methods of combining data from studies,
including any planned exploration of
consistency (e.g., I, Kendall’s tau)

Describe any proposed additional analyses
(e.g., sensitivity or subgroup analyses, meta-
regression)

Information
reported

X

X

X K

[

[

0 O
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Section/topic
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Checklist item

linformation
reported

X O

15

15d If quantitative synthesis is not appropriate,

describe the type of summary planned

Specify any planned assessment of meta- X [] 183
Meta-bias(es) 16 |bias(es) (e.g., publication bias across studies,

selective reporting within studies)
Conﬂdepce n Describe how the strength of the body of D |X| N/A
cumulative 17 . X
evidence evidence will be assessed (e.g., GRADE)
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Appendix 2: Literature Search Strategy

Reviews

2018 Feb 28

Database: Embase Classic+Embase <1947 to 2018 February 27>, Ovid MEDLINE(R) ALL <1946 to

February 27, 2018>, PsycINFO <1806 to February Week 3 2018>
Search Strategy:

1 Opiate Substitution Treatment/ (3597)

2 ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut* or replac*)).tw,kf. (6670)

3 ((narcotic* or opioid* or opiate*) adj3 (decreas* or detoxif* or discontinu® or reduc* or taper* or
wean* or withdraw™)).tw,kf. (22039)

4 ((opiate* agonist* or opioid* agonist* or opiate* receptor* or opioid* receptor*) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap™ or
treatment* or abuse-deterren*)).tw,kf. (2045)

5 ((opiate* agonist* or opioid* agonist™ or opiate* receptor* or opioid* receptor*) adj3 (decreas* or
detoxif* or discontinu* or reduc* or taper* or wean* or withdraw*)).tw,kf. (2050)

6 or/1-5[OPIATE SUBSTITUTION TREATMENT] (31773)

7 Substance-Related Disorders/ (113262)

8 Substance Abuse, Intravenous/ (63332)

9 Substance Abuse, Oral/ [NEW MESH 2018] (0)

10 exp Opioid-Related Disorders/ (36965)

11 ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal™®)))).tw,kf. (45619)

12 ((drug? or substance?) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or
mis-us™ or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use" or used or uses or using) adj2 (illicit* or
illegal™)))).tw,kf. (310916)

13 (heroin* adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-
medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or
withdrawal™* or ((“use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kf. (16203)

14 ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or
nonprescription* or withdrawal™ or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kf.
(1412)

15 ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2 or
carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnorm$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kf. (659)

16  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
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SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib® or nonprescrib* or non-prescription* or nonprescription* or withdrawal* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw,kf. (12011)

17  ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or cafacodal$2
or cardanon$2 or codenon$2 or codix 5 or ""col 003" or col003 or DETERX$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal®)))).tw,kf. (557)

18 or/7-17 [OPIOID USE DISORDERS] (459104)

19  Substance-Related Disorders/dt [drug therapy] (3838)

20  Substance-Related Disorders/rh [rehabilitation] (10041)

21  Substance Abuse, Intravenous/dt [drug therapy] (326)

22 Substance Abuse, Intravenous/rh [rehabilitation] (1403)

23 Substance Abuse, Oral/dt [drug therapy] (0)

24 Substance Abuse, Oral/rh [rehabilitation] (0)

25 exp Opioid-Related Disorders/dt [drug therapy] (8615)

26  exp Opioid-Related Disorders/rh [rehabilitation] (6399)

27  Analgesics, Opioid/tu [therapeutic use] (13587)

28 (OAT or OATS).tw,kf. (19631)

29  exp Buprenorphine/tu [therapeutic use] (2072)

30 Heroin/tu [therapeutic use] (388)

31 Hydromorphone/tu [therapeutic use] (283)

32 exp Methadone/tu [therapeutic use] (6498)

33 Morphine/tu [therapeutic use] (5142)

34 exp Naloxone/tu [therapeutic use] (4398)

35  ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2 or
finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or probuphine$2
or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952 or um952)
adj3 (maintenance™* or substitut* or replac* or rehabilit* or detox™ or therap* or pharmacotherap* or
pharmaco-therap* or treatment* or abuse-deterren*)).tw,kf. (4468)

36  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren®)).tw,kf. (719)

37  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or
morphacetin$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)).tw,kf. (5354)

38  ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
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or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kf. (864)

39 ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
10820 or hoe10820 or ketalgin$2 or | polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or
metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or
miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or
polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox™ or therap* or pharmacotherap™ or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kf. (18855)

40  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren*)).tw,kf. (9244)

41  ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
naxone$2 or zynox$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox™ or therap* or
pharmacotherap* or pharmaco-therap* or treatment® or abuse-deterren*)).tw,kf. (3241)

42  ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kf. (3497)

43 (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*) or (opiate*
adj2 addict*) or (substance? adj2 dependen*) or (substance? adj2 addict*)) adj3 (treatment* or therap™ or
pharmacotherap* or pharmaco-therap*)).tw,kf. (14488)

44  (maintenance* adj2 (treatment™® or therap* or pharmacotherap* or pharmaco-therap*)).tw,kf.
(63115)

45  detoxif*.tw,kf. (81859)

46  or/19-45 [OAT] (237559)

47 18 and 46 (60367)

48 6 or 47 (81175)

49  exp Child/ not (Adolescent/ or exp Adult/) (2424568)

50 exp Infant/ not (Adolescent/ or exp Adult/) (1422345)

51 48 not (49 or 50) [CHILD-/INFANT-ONLY REMOVED] (79535)

52  exp Animals/ not (exp Animals/ and Humans/) (15327571)

53 51 not 52 [ANIMAL-ONLY REMOVED] (61669)

54  (editorial or news or newspaper article).pt. (1210715)

55 53 not 54 [OPINION PIECES REMOVED] (60534)

56 limit 55 to systematic reviews [Limit not valid in Embase; records were retained] (19270)

57 meta analysis.pt. (85285)

58 exp meta-analysis as topic/ (52797)
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59 (meta-analy* or metanaly* or metaanaly* or met analy* or integrative research or integrative
review* or integrative overview* or research integration or research overview* or collaborative
review*).tw,kf. (323991)

60 (systematic review™* or systematic overview™* or evidence-based review* or evidence-based
overview* or (evidence adj3 (review* or overview*)) or meta-review* or meta-overview* or meta-
synthes™ or "review of reviews" or technology assessment®* or HTA or HT As).tw,kf. (383178)

61 exp Technology assessment, biomedical/ (22830)

62 (cochrane or health technology assessment or evidence report).jw. (38516)

63 (network adj (MA or MAS)).tw,kf. (16)

64 (NMA or NMAs).tw,kf. (3965)

65 indirect* compar*.tw,kf. (4355)

66 (indirect treatment™ adjl compar*).tw,kf. (556)

67 (mixed treatment™ adj1 compar*).tw,kf. (1223)

68 (multiple treatment* adj1 compar*).tw,kf. (310)

69 (multi-treatment* adj1l compar*).tw,kf. (4)

70  simultaneous* compar*.tw,kf. (2286)

71  mixed comparison?.tw,kf. (50)

72 or/57-71 (681908)

73 55and 72 (1668)

74 56 or 73 [REVIEWS] (19584)

75 74 use medall [MEDLINE RECORDS] (1423)

76  drug dependence treatment/ (7884)

77  opiate substitution treatment/ (3597)

78  ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut* or replac*)).tw,kw. (6748)

79  ((narcotic* or opioid* or opiate*) adj3 (decreas* or detoxif* or discontinu* or reduc™ or taper* or
wean* or withdraw*)).tw,kw. (22166)

80 ((opiate* agonist* or opioid* agonist* or opiate* receptor* or opioid* receptor*) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kw. (2071)

81 ((opiate* agonist* or opioid* agonist* or opiate* receptor® or opioid* receptor*) adj3 (decreas* or
detoxif* or discontinu* or reduc* or taper*> or wean* or withdraw*)).tw,kw. (2056)

82 methadone treatment/ (4159)

83 0r/76-82 [OPIATE SUBSTITUTION TREATMENT] (42492)

84  drug dependence/ (137162)

85 substance abuse/ (181603)

86  exp narcotic dependence/ (137914)

87  ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen* or disorder? or habituat™ or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal®)))).tw,kw. (46245)

88  ((drug? or substance?) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or
mis-us* or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use" or used or uses or using) adj2 (illicit* or
illegal®)))).tw,kw. (314212)

89  (heroin* adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-
medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or
withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (16386)

90 ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or
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nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw.
(151)

91 ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2 or
carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnorm$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal*
or (("use™ or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (668)

92  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal™* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (12020)

93 ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or cafacodal$2
or cardanon$2 or codenon$2 or codix 5 or “"col 003" or col003 or DETERX$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal™®)))).tw,kw. (580)

94  0r/84-93 [OPIOID USE DISORDERS] (557651)

95 drug dependence/dt [Drug Therapy] (6231)

96 drug dependence/rh [Rehabilitation] (10049)

97  substance abuse/dt [Drug Therapy] (2590)

98 substance abuse/rh [Rehabilitation] (9793)

99 exp narcotic dependence/dt (7343)

100 exp narcotic dependence/rh (1424)

101  (OAT or OATS).tw,kw. (19775)

102  ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2
or finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or
probuphine$2 or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952
or um952) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)).tw,kw. (4514)

103  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap™ or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kw. (724)

104 ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3
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(maintenance* or substitut® or replac* or rehabilit* or detox* or therap™ or pharmacotherap™ or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kw. (862)

105  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or
morphacetin$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren®)).tw,kw. (5404)

106  ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
10820 or hoe10820 or ketalgin$2 or | polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or
metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or
miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or
polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap™ or
pharmaco-therap* or treatment® or abuse-deterren*)).tw,kw. (18983)

107  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren*®)).tw,kw. (9235)

108 ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
naxone$2 or zynox$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox™ or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)).tw,kw. (3250)

109 ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kw. (3523)

110 maintenance therapy/ (33721)

111 (maintenance* adj2 (treatment* or therap* or pharmacotherap* or pharmaco-therap*)).tw,kw.
(63435)

112 (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*) or (opiate*
adj2 addict*) or (substance? adj2 dependen*) or (substance? adj2 addict*)) adj3 (treatment* or therap™ or
pharmacotherap* or pharmaco-therap*)).tw,kw. (14490)

113 detoxif*.tw,kw. (82730)

114 0or/95-113 [OAT] (234039)

115 94 and 114 (61375)

116 83 or 115 [OPIATE SUBSTITUTION TREATMENT/OAT] (89378)

117  exp child/ not (exp adult/ or adolescent/) (2424568)

118 exp infant/ not (exp adult/ or adolescent/) (1422345)

119 fetus/ not (exp adult/ or adolescent/) (233852)

120  or/117-119 (3035843)

121 116 not 120 [CHILD-/INFANT-/FETUS-ONLY REMOVED] (87563)

122 exp animal experimentation/ or exp animal model/ or exp animal experiment/ or nonhuman/ or exp
vertebrate/ (46621835)

123 exp human/ or exp human experimentation/ or exp human experiment/ (36368434)

124 122 not 123 (10255103)
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125 121 not 124 [ANIMAL-ONLY REMOVED] (76107)

126 editorial.pt. (1008146)

127 125not 126 [OPINION PIECES REMOVED] (75078)

128 meta-analysis/ (228832)

129  “systematic review"/ (159939)

130 "meta analysis (topic)"/ (36507)

131 (meta-analy* or metanaly* or metaanaly* or met analy* or integrative research or integrative
review™* or integrative overview* or research integration or research overview* or collaborative
review*).tw,kw. (326601)

132  (systematic review* or systematic overview* or evidence-based review* or evidence-based
overview* or (evidence adj3 (review* or overview*)) or meta-review* or meta-overview* or meta-
synthes* or "review of reviews" or technology assessment* or HTA or HTAs).tw,kw. (386028)
133  biomedical technology assessment/ (21723)

134  (cochrane or health technology assessment or evidence report).jw. (38516)

135 (network adj (MA or MAs)).tw,kw. (16)

136 (NMA or NMAs).tw,kw. (3984)

137 indirect* compar*.tw,kw. (4407)

138  (indirect treatment™ adjl compar*).tw,kw. (560)

139 (mixed treatment™ adjl compar*).tw,kw. (1244)

140  (multiple treatment* adj1 compar*).tw,kw. (313)

141 (multi-treatment™ adj1 compar*).tw,kw. (4)

142 simultaneous™ compar*.tw,kw. (2286)

143 mixed comparison?.tw,kw. (51)

144  or/128-143 (734926)

145 127 and 144 (2446)

146 127 and 144 [REVIEWS] (2446)

147  conference abstract.pt. (2898647)

148  limit 147 to yr="2016-current" (643364)

149 146 and 148 (54)

150 146 not 147 [ALL CONFERENCE ABSTRACTS REMOVED] (2298)

151 149 or 150 [CONFERENCE ABSTRACTS PRIOR TO 2016 REMOVED] (2352)

152 151 use emczd [EMBASE RECORDS] (1278)

153  Drug Rehabilitation/ (19847)

154  ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut* or replac*)).tw. (6588)
155  ((narcotic* or opioid* or opiate*) adj3 (decreas* or detoxif* or discontinu* or reduc* or taper* or
wean* or withdraw*)).tw. (22016)

156 ((opiate* agonist™ or opioid* agonist* or opiate* receptor™ or opioid* receptor*) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw. (2032)

157  ((opiate* agonist™ or opioid* agonist* or opiate* receptor™ or opioid* receptor*) adj3 (decreas* or
detoxif* or discontinu* or reduc* or taper* or wean* or withdraw*)).tw. (2050)

158 methadone maintenance/ (7582)

159  0r/153-158 [OPIATE SUBSTITUTION TREATMENT] (54279)

160 exp drug dependency/ (246294)

161 drug abuse/ (182188)

162  "substance use disorder"/ (129585)

163 Intravenous Drug Usage/ (3662)

164  ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal®)))).tw. (45414)
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165  ((drug? or substance?) adj3 (abus* or addict* or dependen™ or disorder? or habituat* or misus™ or
mis-us™ or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use™ or used or uses or using) adj2 (illicit* or
illegal™)))).tw. (308416)

166  (heroin* adj3 (abus™ or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or
non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription*
or withdrawal™* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (16177)

167  ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or
nonprescription* or withdrawal™ or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (141)
168  ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2
or carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnorm$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (658)

169  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat™ or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal™* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw. (11916)

170  ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or
cafacodal$2 or cardanon$2 or codenon$2 or codix 5 or “col 003" or col003 or DETERx$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw. (556)

171  or/160-170 [OPIOID USE DISORDERS] (609718)

172  ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2
or finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or
probuphine$2 or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952
or um952) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)).tw. (4467)

173  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox™ or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw. (719)
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174 ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap™ or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw. (857)

175  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or heroine$2 or
morphacetin$2) adj3 (maintenance* or substitut™ or replac* or rehabilit* or detox™* or therap* or
pharmacotherap™® or pharmaco-therap* or treatment™ or abuse-deterren®)).tw. (5347)

176  ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
10820 or hoe10820 or ketalgin$2 or | polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or
metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or
miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or
polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox™ or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw. (18825)

177 ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment™® or abuse-deterren*)).tw. (9201)

178  ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
naxone$2 or zynox$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox™ or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)).tw. (3241)

179  ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw. (3497)

180 maintenance therapy/ (33721)

181 (maintenance adj2 (treatment* or therap* or pharmacotherap* or pharmaco-therap*)).tw. (62997)
182 (OAT or OATS).tw. (19570)

183  (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*) or (opiate*
adj2 addict*) or (substance? adj2 dependen*) or (substance? adj2 addict*)) adj3 (treatment™ or therap™ or
pharmacotherap* or pharmaco-therap*)).tw. (14426)

184  Detoxification/ (24878)

185  detoxif*.tw. (81609)

186 0r/180-185 [OAT] (196651)

187 171 and 186 (32100)

188 159 or 187 (75453)

189 exp Animals/ not (exp Animals/ and Humans/) (15327571)

190 188 not 189 [ANIMAL-ONLY REMOVED] (59727)

191  limit 190 to dissertation [Limit not valid in Embase,Ovid MEDLINE(R),Ovid MEDLINE(R) Daily
Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R) Publisher; records were retained] (34146)
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192 190 not 191 [DISSERTATIONS REMOVED] (25581)

193  limit 192 to 0830 systematic review" [Limit not valid in Embase,Ovid MEDLINE(R),Ovid
MEDLINE(R) Daily Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R) Publisher; records were
retained] (145)

194  limit 192 to 1200 meta analysis [Limit not valid in Embase,Ovid MEDLINE(R),Ovid
MEDLINE(R) Daily Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R) Publisher; records were
retained] (103)

195 limit 192 to 1300 metasynthesis [Limit not valid in Embase,Ovid MEDLINE(R),Ovid
MEDLINE(R) Daily Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R) Publisher; records were
retained] (0)

196 meta analysis/ (228832)

197 (meta-analy* or metanaly* or metaanaly* or met analy* or integrative research or integrative
review* or integrative overview* or research integration or research overview* or collaborative
review*).tw. (323004)

198  (systematic review™* or systematic overview™* or evidence-based review* or evidence-based
overview* or (evidence adj3 (review* or overview*)) or meta-review* or meta-overview* or meta-
synthes* or "review of reviews" or technology assessment* or HTA or HTAS).tw. (381844)

199  (network adj (MA or MAs)).tw. (16)

200 (NMA or NMAs).tw. (3955)

201 indirect* compar*.tw. (4337)

202  (indirect treatment* adjl compar®).tw. (544)

203  (mixed treatment* adj1 compar*).tw. (1172)

204  (multiple treatment* adj1l compar*).tw. (301)

205  (multi-treatment™ adjl compar*).tw. (4)

206  simultaneous* compar*.tw. (2286)

207  mixed comparison?.tw. (50)

208  0r/196-207 (647033)

209 192 and 208 (439)

210 193 or 194 or 195 or 209 [REVIEWS] (465)

211 210 use medall,emczd (0)

212 210 not 211 [PSYCINFO RECORDS] (465)

213 750r 152 or 212 [ALL DATABASES] (3166)

214  remove duplicates from 213 (2195) [TOTAL UNIQUE RECORDS]

215 214 use medall (1367) [MEDLINE UNIQUE RECORDS]

216 from 215 keep 1-1000 (1000)

217  from 215 keep 1001-1367 (367)

218 214 use emczd (574) [EMBASE UNIQUE RECORDS]

219 214 not (215 or 218) (254) [PSYCINFO UNIQUE RECORDS]

*hkkkhkhhkhkhkkkhkhhkkkkhkihkhkkkhkkhiik

Cochrane Library

Search Name: Opioid Disorders - OAT - Reviews
Date Run: 28/02/18 15:58:45.981
Description:  OHRI - Final - 2018 Feb 28

ID Search Hits
#1 [mh "Opiate Substitution Treatment”] 274

#2 ((narcotic* or opioid* or opiate*) near/3 (maintenance* or substitut* or replac*)):ti,ab,kw622
#3 ((narcotic* or opioid* or opiate*) near/3 (decreas™ or detoxif* or discontinu* or reduc* or taper*
or wean* or withdraw*)):ti,ab,kw 2167
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#4 (((opiate* or opioid*) next (agonist* or receptor*)) near/3 (maintenance* or substitut* or replac*
or rehabilit* or detox™ or therap* or pharmacotherap™ or pharmaco-therap* or treatment* or abuse-
deterren*®)):ti,ab,kw 186
#5 (((opiate* or opioid*) next (agonist* or receptor*)) near/3 (maintenance* or substitut* or replac*
or rehabilit* or detox™ or therap* or pharmacotherap* or pharmaco-therap* or treatment* or abuse-
deterren*®)):ti,ab,kw 186
#6 {or #1-#5} 2769
#1 [mh ~"Substance-Related Disorders™] 3012
#8 [mh "Substance Abuse, Intravenous™] 439
#9 [mh "Substance Abuse, Oral"] 0
#10  [mh "Opioid-Related Disorders"] 1546
#11  ((narcotic* or opioid* or opiate*) near/3 (abus* or addict* or dependen* or disorder* or habituat*
or misus* or mis-us* or "non-medical" or nonmedical or "non-prescribed" or nonprescribed or "non-
prescription™ or nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or
illegal®))):ti,ab,kw 3215
#12  ((drug or drugs or substance*) near/3 (abus* or addict* or dependen* or disorder™ or habituat* or
misus™ or mis-us* or "non-medical use™ or "non-medical uses" or "nonmedical use” or "nonmedical uses"
or "non-prescribed use" or "non-prescribed uses" or "nonprescribed use™ or "nonprescribed uses" or "non-
prescription use" or "non-prescription uses" or "nonprescription use" or "nonprescription uses™) or (("'use"
or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw 14561
#13  (heroin* near/3 (abus* or addict* or dependen* or disorder* or habituat* or misus* or mis-us* or
"non-medical™ or nonmedical or "non-prescribed" or nonprescribed or "non-prescription" or
nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw
1502
#14  ((hydrocodone or bekadid or codinovo or dico or dicodid or dihydrocodeinone or hycodan or
hycon or hydrocodeinonebitartrate or hydrocodon or hydrocon or hydrocodonum or robidone) near/3
(abus* or addict* or dependen* or disorder* or habituat* or misus* or mis-us* or "non-medical" or
nonmedical or "non-prescribed"” or nonprescribed or "non-prescription™ or nonprescription or
withdrawal*) or (("'use" or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw 606
#15  ((fentanyl or alfentanil or alfenta or alfentanyl or beta hydroxymefentanyl or brifentanil or
carfentanil or duragesic or fanaxal or fentanest or fentora or hypnorm or limifen or lofentanil or
mefentanyl or mirfentanil or ocfentanil or phentanyl or "R-39209" or "R-4263" or rapifen or remifentanil
or sublimaze or sufenta or sufentanil or sulfentanyl or trefentanil) near/3 (abus* or addict* or dependen*
or disorder* or habituat* or misus* or mis-us* or "non-medical™ or nonmedical or "non-prescribed"” or
nonprescribed or "non-prescription™ or nonprescription or withdrawal*) or ((""use" or used or uses or
using) near/2 (illicit* or illegal*))):ti,ab,kw 670
#16  ((morphine or anpec or duramorph or epimorph or miro or morfin or morfine or morphin or
morphinium or morphium or MS contin or morphia or opso or oramorph or SDZ 202-250 or SDZ202-250
or skenan or transmorphine or trans-morphine) near/3 (abus* or addict* or dependen* or disorder™ or
habituat* or misus* or mis-us* or "non-medical™ or nonmedical or "non-prescribed"” or nonprescribed or
""non-prescription™ or nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit*
or illegal*))):ti,ab,kw 898
#17  ((oxycodone or bionine or bionone or bolodorm or broncodal or bucodal or cafacodal or cardanon
or codenon or codix 5 or "col 003" or col003 or dihydrohydroxycodeinone or dihydrohydroxydodeinone
or dihydrone or dinarkon or endone or eubine or eucodal or eucodale or eucodalum or eudin or eukdin or
eukodal or eumorphal or eurodamine or eutagen or hydrocodal or hydroxycodeinoma or ludonal or m-oxy
or medicodal or narcobasina or narcobasine or narcosin or nargenol or narodal or nsc 19043 or nucodan
or opton or ossicodone or oxanest or oxaydo or oxecta or oxicone or oxicontin or oxiconum or oxikon or
oxy ir or oxycod or oxycodeinon or oxycodeinonhydrochloride or oxycodone hydrochloride or
oxycodonhydrochlorid or oxycodyl or oxycone or oxycontin or oxydose or oxyfast or oxygesic or oxyir
or oxykon or oxynorm or pancodine or pavinal or percolone or pronarcin or remoxy or roxicodone or
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roxycodone or sinthiodal or stupenal or supeudol or tebodal or tekodin or thecodin or theocodin or xtampa
or xtampza) near/3 (abus* or addict* or dependen* or disorder* or habituat* or misus* or mis-us* or
"non-medical™ or nonmedical or "non-prescribed” or nonprescribed or "non-prescription” or
nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw

669
#18  {or #7-#17} 16618
#19  [mh ~"Substance-Related Disorders"/DT] 191
#20  [mh ~'Substance-Related Disorders"/RH] 673
#21 [mh "Substance Abuse, Intravenous"/DT] 28
#22 [mh "Substance Abuse, Intravenous"/RH] 113

#23 [mh "Substance Abuse, Oral"/DT] 0
#24  [mh "Substance Abuse, Oral"/RH] 0
#25 [mh "Opioid-Related Disorders"/DT] 550
#26 [mh "Opioid-Related Disorders"/RH] 742
#27  [mh "Analgesics, Opioid"/TU] 2713

#28 (OAT or OATS):ti,ab,kw 678
#29 [mh Buprenorphine/TU] 443
#30  [mh Heroin/TU] 75

#31 [mh Hydromorphone/TU] 62

#32 [mh Methadone/TU] 747

#33 [mh Morphine/TU] 1528

#34  [mh Naloxone/TU] 858

#35  ((buprenorphine or anorfin or belbuca or buprenex or buprex or buprine or butrans or finibron or
lepetan or "nih 8805" or nih8805 or norphin or pentorel or prefin or probuphine or “rx 6029 m" or "rx
6029m" or rx6029m or subutex or temgesic or transtec or "um 952" or um952) near/3 (maintenance* or
substitut* or replac* or rehabilit* or detox™* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren*®)):ti,ab,kw 792

#36  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone or zubsolv) near/3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap™ or
pharmaco-therap* or treatment* or abuse-deterren*)):ti,ab,kw 106

#37  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin or heroine or
morphacetin) near/3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap® or pharmaco-therap* or treatment* or abuse-deterren*)):ti,ab,kw 594

#38  ((hydromorphon* or biomorphyl* or cofalaudid* or dihydromorphinon* or dihydromorphon* or
diladid* or dilaudid* or dimorphon* or dolonovag™* or exalgo* or hydal* or hydromorph contin* or
hydromorphinone* or hydrostat* or hymorphan* or jurnista* or laudaconum* or novolaudon™® or opidol*
or paliadon retardkaps* or palladon* or rexaphon* or semcox* or sophidone*) near/3 (maintenance* or
substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren*®)):ti,ab,kw 190

#39  ((methadone or adanon or adanon hydrochloride or algidon or algolysin or algoxale or althose or
althose hydrochloride or amidon or amidona or amidone or amidosan or an 148 or an148 or anadon or
biodone or butalgin or deamin or depridol or diaminon or dianone or dolafin or dolamid or dolesone or
dolmed or dolophine or dolophine hydrochloride or dorex or dorexol or eptadone or fenadon or
gobbidona or heptadon or heptanon or hoe 10820 or hoe10820 or ketalgin or | polamidon or mecodin or
mepecton or mephenon or metadol or metadon or metasedin or methaddict or methadose or methaforte
mix or miadone or moheptan or pallidone or phenadon or physepton or physeptone or polamidon or
polamivet or polamivit or sinalgin or symoron or westadone) near/3 (maintenance* or substitut* or
replac* or rehabilit* or detox™ or therap™ or pharmacotherap* or pharmaco-therap* or treatment* or
abuse-deterren*)):ti,ab,kw 1367

#40  ((morphine or anpec or duramorph or epimorph or miro or morfin or morfine or morphin or
morphinium or morphium or MS contin or morphia or opso or oramorph or SDZ 202-250 or SDZ202-250
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or skenan or transmorphine or trans-morphine) near/3 (maintenance* or substitut* or replac* or rehabilit*

or detox™ or therap* or pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)):ti,ab,kw
2404

#41  ((naloxone or antioplaz or "en 1530" or "en 15304" or en1530 or en15304 or evzio or maloxone

or mapin or "MRZ 2593-Br" or "MRZ-2593" or nalone or nalonee or nalone or naloxon curamed or

naloxon-ratiopharm or naloxona or narcan or narcanti or narcon or narvcam or naxone or zynox) near/3

(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

pharmaco-therap* or treatment™ or abuse-deterren*)):ti,ab,kw 542

#42 ((naltrexone or antaxon or antaxone or celupan or "en 1639a" or en1639a or nalerona or nalorex

or naltrel or naltrexone hydrochloride or nemexin or nodict or nutrexon or phaltrexia or "re-via" or

regental or revez or revia or trexan or vivitrex or vivitrol) near/3 (maintenance* or substitut* or replac* or

rehabilit* or detox™ or therap* or pharmacotherap* or pharmaco-therap* or treatment* or abuse-

deterren*®)):ti,ab,kw 754

#43  (((drug* near/2 dependen*®) or (drug* near/2 addict*) or (substance* near/2 dependen*) or

(substance* near/2 addict*)) near/3 (treatment* or therap* or pharmacotherap* or pharmaco-

therap*)):ti,ab,kw 1529

#44  (maintenance near/2 (treatment™ or therap* or pharmacotherap* or pharmaco-therap*)):ti,ab,kw
7632

#45 detoxif*:ti,ab,kw 1453

#46  {or #19-#45} 19190

#AT7 #18 and #46 4477

#48 #6 or #47 6184

#49 [mh Child] not ([mh Adolescent] or [mh Adult]) 134

#50 [mh Infant] not ([mh Adolescent] or [mh Adult]) 14132

#51  #48 not (#49 or #50) in Cochrane Reviews (Reviews and Protocols), Other Reviews and

Technology Assessments

DSR - 124

DARE - 76
HTA-16

Primary Studies
2018 Mar 8
Database: Embase Classic+Embase <1947 to 2018 March 07>, Ovid MEDLINE(R) ALL <1946 to March

07, 2018>, PsycINFO <1806 to February Week 4 2018>
Search Strategy:

1 Opiate Substitution Treatment/ (3624)

2 ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut* or replac*)).tw,kf. (6674)

3 ((narcotic* or opioid* or opiate*) adj3 (decreas* or detoxif* or discontinu® or reduc* or taper* or
wean* or withdraw*)).tw,kf. (22092)

4  ((opiate* agonist* or opioid* agonist™* or opiate* receptor* or opioid* receptor*) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren*)).tw,kf. (2044)

5 ((opiate* agonist* or opioid* agonist™ or opiate* receptor* or opioid* receptor*) adj3 (decreas* or
detoxif* or discontinu® or reduc* or taper* or wean* or withdraw*)).tw,kf. (2055)

6 or/1-5[OPIATE SUBSTITUTION TREATMENT] (31849)

7 Substance-Related Disorders/ (113410)

8 Substance Abuse, Intravenous/ (63391)
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9 Substance Abuse, Oral/ [NEW MESH 2018] (0)

10 exp Opioid-Related Disorders/ (37049)

11 ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal™)))).tw,kf. (45711)

12 ((drug? or substance?) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or
mis-us* or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or “nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use" or used or uses or using) adj2 (illicit* or
illegal™)))).tw,kf. (311185)

13 (heroin* adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-
medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or
withdrawal™* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kf. (16211)

14 ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or
nonprescription* or withdrawal™* or ((“use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kf.
(1412)

15 ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2 or
carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnorm$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kf. (661)

16  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw,kf. (12012)

17  ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or cafacodal$2
or cardanon$2 or codenon$2 or codix 5 or “col 003" or col003 or DETERX$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal®)))).tw,kf. (558)

18 or/7-17 [OPIOID USE DISORDERS] (459571)

19  Substance-Related Disorders/dt [drug therapy] (3843)

20  Substance-Related Disorders/rh [rehabilitation] (10052)
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21  Substance Abuse, Intravenous/dt [drug therapy] (327)

22 Substance Abuse, Intravenous/rh [rehabilitation] (1404)

23 Substance Abuse, Oral/dt [drug therapy] (0)

24 Substance Abuse, Oral/rh [rehabilitation] (0)

25 exp Opioid-Related Disorders/dt [drug therapy] (8635)

26  exp Opioid-Related Disorders/rh [rehabilitation] (6407)

27  Analgesics, Opioid/tu [therapeutic use] (13601)

28 (OAT or OATS).tw,kf. (19652)

29 exp Buprenorphine/tu [therapeutic use] (2073)

30 Heroin/tu [therapeutic use] (388)

31 Hydromorphone/tu [therapeutic use] (283)

32 exp Methadone/tu [therapeutic use] (6503)

33 Morphine/tu [therapeutic use] (5144)

34 exp Naloxone/tu [therapeutic use] (4403)

35 ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2 or
finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or probuphine$2
or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952 or um952)
adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment® or abuse-deterren*)).tw,kf. (4476)

36  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kf. (720)

37  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or
morphacetin$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)).tw,kf. (5359)

38  ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) ad;j3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kf. (866)

39 ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
10820 or hoe10820 or ketalgin$2 or | polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or
metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or
miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or
polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kf. (18862)

40  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren*)).tw,kf. (9245)

41  ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
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naxone$2 or zynox$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap® or pharmaco-therap* or treatment* or abuse-deterren*)).tw,kf. (3242)

42  ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance* or substitut® or replac™ or rehabilit* or detox* or therap* or pharmacotherap™ or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kf. (3500)

43 (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*) or (opiate*
adj2 addict*) or (substance? adj2 dependen*) or (substance? adj2 addict*)) adj3 (treatment™ or therap* or
pharmacotherap* or pharmaco-therap*)).tw,kf. (14494)

44  (maintenance* adj2 (treatment™ or therap* or pharmacotherap® or pharmaco-therap*)).tw,kf.
(63184)

45  detoxif*.tw,kf. (81910)

46  or/19-45 [OAT] (237756)

47 18 and 46 (60420)

48 6 or 47 (81284)

49  exp Child/ not (Adolescent/ or exp Adult/) (2426358)

50 exp Infant/ not (Adolescent/ or exp Adult/) (1423228)

51 48 not (49 or 50) [CHILD-/INFANT-ONLY REMOVED] (79640)

52  exp Animals/ not (exp Animals/ and Humans/) (15333675)

53 51 not 52 [ANIMAL-ONLY REMOVED] (61771)

54 (editorial or news or newspaper article).pt. (1211821)

55 53 not 54 [OPINION PIECES REMOVED] (60635)

56  (controlled clinical trial or randomized controlled trial or pragmatic clinical trial).pt. (542931)
57 clinical trials as topic.sh. (182830)

58 exp Randomized Controlled Trials as Topic/ (256860)

59 (randomi#ed or randomly or RCT? or placebo*).tw,kf. (2130342)

60  ((singl™ or doubl* or trebl* or tripl*) adj (mask* or blind* or dumm¥*)).tw,kf. (393401)

61 trial.ti. (451602)

62 0r/56-61 (2717718)

63 55and 62 [RCTS] (9307)

64 controlled clinical trial.pt. (92216)

65 Controlled Clinical Trial/ or Controlled Clinical Trials as Topic/ (561253)

66  (control* adj2 trial*).tw,kf. (544746)

67 Non-Randomized Controlled Trials as Topic/ (9504)

68 (nonrandom* or non-random* or quasi-random* or quasi-experiment*).tw,kf. (119371)

69 (nRCT or nRCTs or non-RCT?).tw,kf. (1587)

70  Controlled Before-After Studies/ (209550)

71 (control* adj3 ("before and after" or "before after")).tw,kf. (9308)

72 Interrupted Time Series Analysis/ (201499)

73 time series.tw,kf. (58363)

74 (pre- adj3 post-).tw,kf. (204737)

75  (pretest adj3 posttest).tw,kf. (16133)

76  Historically Controlled Study/ (219791)

77  (control* adj2 stud$3).tw,kf. (497097)

78  Control Groups/ (126334)

79  (control* adj2 group$l).tw,kf. (1122551)

80 trial.ti. (451602)

81 0r/64-80 (3145677)

82 55and 81 [NON-RCTS] (7707)
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83 63 0r82[RCTs, NON-RCTs] (11874)

84 83 use medall [MEDLINE RECORDS] (6073)

85 drug dependence treatment/ (7903)

86  opiate substitution treatment/ (3624)

87  ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut* or replac*)).tw,kw. (6752)

88  ((narcotic* or opioid* or opiate*) adj3 (decreas* or detoxif* or discontinu* or reduc™ or taper* or
wean* or withdraw*)).tw,kw. (22219)

89 ((opiate* agonist* or opioid* agonist* or opiate* receptor* or opioid* receptor*) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox™ or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kw. (2071)

90 ((opiate* agonist* or opioid* agonist* or opiate* receptor* or opioid* receptor*) adj3 (decreas* or
detoxif* or discontinu® or reduc* or taper* or wean* or withdraw*)).tw,kw. (2061)

91 methadone treatment/ (4161)

92  0r/85-91 [OPIATE SUBSTITUTION TREATMENT] (42590)

93 drug dependence/ (137376)

94  substance abuse/ (181771)

95 exp narcotic dependence/ (138031)

96 ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen* or disorder? or habituat™ or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal™)))).tw,kw. (46336)

97  ((drug? or substance?) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or
mis-us™ or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use" or used or uses or using) adj2 (illicit* or
illegal®)))).tw,kw. (314491)

98 (heroin* adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-
medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or
withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (16394)

99 ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or
nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw.
(151)

100 ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2
or carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnorm$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (670)

101  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib® or nonprescrib* or non-prescription* or nonprescription* or withdrawal* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw,kw. (12021)

102  ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or
cafacodal$2 or cardanon$2 or codenon$2 or codix 5 or "col 003" or col003 or DETERX$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$2 or eudin$2 or eukdin$2 or eukodal$2 or
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eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use" or used or uses or using) adj2 (illicit* or
illegal™®)))).tw,kw. (581)

103  0r/93-102 [OPIOID USE DISORDERS] (558181)

104  drug dependence/dt [Drug Therapy] (6239)

105 drug dependence/rh [Rehabilitation] (10065)

106 substance abuse/dt [Drug Therapy] (2594)

107 substance abuse/rh [Rehabilitation] (9804)

108 exp narcotic dependence/dt (7354)

109 exp narcotic dependence/rh (1424)

110 (OAT or OATS).tw,kw. (19800)

111 ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2
or finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or
probuphine$2 or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952
or um952) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren®)).tw,kw. (4522)

112 ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kw. (725)

113 ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap™ or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kw. (864)

114 ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or
morphacetin$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)).tw,kw. (5409)

115 ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
10820 or hoe10820 or ketalgin$2 or | polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or
metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or
miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or
polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kw. (18991)

116  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
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or substitut™ or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment* or abuse-deterren*®)).tw,kw. (9236)

117  ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
naxone$2 or zynox$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren*)).tw,kw. (3251)

118 ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw,kw. (3526)

119 maintenance therapy/ (33792)

120  (maintenance* adj2 (treatment* or therap* or pharmacotherap* or pharmaco-therap*)).tw,kw.
(63504)

121 (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*®) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*) or (opiate*
adj2 addict*) or (substance? adj2 dependen*) or (substance? adj2 addict*)) adj3 (treatment™ or therap* or
pharmacotherap* or pharmaco-therap*)).tw,kw. (14496)

122 detoxif*.tw,kw. (82783)

123 0r/104-122 [OAT] (234260)

124 103 and 123 (61433)

125 92 or 124 [OPIATE SUBSTITUTION TREATMENT/OAT] (89504)

126  exp child/ not (exp adult/ or adolescent/) (2426358)

127  exp infant/ not (exp adult/ or adolescent/) (1423228)

128 fetus/ not (exp adult/ or adolescent/) (233921)

129  0r/126-128 (3037869)

130 125 not 129 [CHILD-/INFANT-/FETUS-ONLY REMOVED] (87684)

131  exp animal experimentation/ or exp animal model/ or exp animal experiment/ or nonhuman/ or exp
vertebrate/ (46665954)

132 exp human/ or exp human experimentation/ or exp human experiment/ (36405350)

133 131 not 132 (10262306)

134 130 not 133 [ANIMAL-ONLY REMOVED] (76221)

135 editorial.pt. (1008952)

136 134 not 135 [OPINION PIECES REMOVED] (75191)

137 randomized controlled trial/ or controlled clinical trial/ (1211158)

138 exp "clinical trial (topic)"/ (259488)

139  (randomi#ed or randomly or RCT? or placebo*).tw,kw. (2132297)

140  ((singl* or doubl* or trebl* or tripl*) adj (mask* or blind* or dumm*)).tw,kw. (393554)

141  trial.ti. (451602)

142 or/137-141 (2879876)

143 136 and 142 [RCTs] (12312)

144  controlled clinical trial/ (548392)

145  "controlled clinical trial (topic)"/ (9211)

146  (control* adj2 trial*).tw,kw. (548688)

147  (nonrandom* or non-random™ or gquasi-random™* or quasi-experiment®).tw,kw. (119556)

148 (nRCT or nRCTs or hon-RCT?).tw,kw. (1587)

149  (control* adj3 ("before and after" or "before after")).tw,kw. (9314)

150 time series analysis/ (20412)

151  time series.tw,kw. (59079)

152  pretest posttest control group design/ (330)
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153  (pre- adj3 post-).tw,kw. (204764)

154  (pretest adj3 posttest).tw,kw. (16137)

155  controlled study/ (5805677)

156  (control* adj2 stud$3).tw,kw. (498541)

157  control group/ (126334)

158  (control* adj2 group$1).tw,kw. (1122314)

159 trial.ti. (451602)

160  or/144-159 (7788912)

161 136 and 160 [NON-RCTs] (14582)

162 143 or 161 [RCTs, NON-RCTs] (18828)

163  conference abstract.pt. (2909461)

164 limit 163 to yr="2016-current" (653386)

165 162 and 164 (677)

166 162 not 163 [ALL CONFERENCE ABSTRACTS REMOVED] (17213)

167 165 or 166 [CONFERENCE ABSTRACTS PRIOR TO 2016 REMOVED] (17890)

168 167 use emczd [EMBASE RECORDS] (10578)

169 Drug Rehabilitation/ (19849)

170  ((narcotic* or opioid* or opiate*) adj3 (maintenance* or substitut* or replac*)).tw. (6592)

171 ((narcotic* or opioid* or opiate*) adj3 (decreas* or detoxif* or discontinu* or reduc* or taper* or
wean* or withdraw*)).tw. (22069)

172  ((opiate* agonist™ or opioid* agonist* or opiate* receptor™ or opioid* receptor*) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw. (2031)

173  ((opiate* agonist™ or opioid* agonist* or opiate* receptor™ or opioid* receptor*) adj3 (decreas* or
detoxif* or discontinu* or reduc* or taper* or wean* or withdraw*)).tw. (2055)

174  methadone maintenance/ (7584)

175 0r/169-174 [OPIATE SUBSTITUTION TREATMENT] (54345)

176  exp drug dependency/ (246610)

177  drug abuse/ (182359)

178  "substance use disorder"/ (129822)

179 Intravenous Drug Usage/ (3663)

180 ((narcotic* or opioid* or opiate*) adj3 (abus* or addict* or dependen* or disorder? or habituat™ or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription® or nonprescription* or withdrawal* or (("use"” or used or uses or using) adj2 (illicit* or
illegal®)))).tw. (45506)

181  ((drug? or substance?) adj3 (abus* or addict* or dependen™ or disorder? or habituat* or misus™ or
mis-us™ or "non-medical use?" or "nonmedical use?" or "non-prescribed use?" or "nonprescribed use?" or
"non-prescription use?" or "nonprescription use?" or (("use™ or used or uses or using) ad;j2 (illicit* or
illegal™)))).tw. (308682)

182  (heroin* adj3 (abus™ or addict™* or dependen* or disorder? or habituat* or misus* or mis-us* or
non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription*
or withdrawal™* or ((“use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (16185)

183  ((hydrocodone or bekadid$2 or codinovo$2 or dico$2 or dicodid$2 or dihydrocodeinone$2 or
hycodan$2 or hycon$2 or hydrocodeinonebitartrate$2 or hydrocodon$2 or hydrocon$2 or
hydrocodonum$2 or robidone$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus*
or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or
nonprescription* or withdrawal™ or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (141)
184  ((fentanyl or alfentanil$2 or alfenta$2 or alfentanyl$2 or beta hydroxymefentanyl or brifentanil$2
or carfentanil$2 or duragesic$2 or fanaxal$2 or fentanest$2 or fentora$2 or hypnorm$2 or limifen$2 or
lofentanil$2 or mefentanyl$2 or mirfentanil$2 or ocfentanil$2 or phentanyl$2 or R-39209 or R-4263 or
rapifen$2 or remifentanil$2 or sublimaze$2 or sufenta$2 or sufentanil$2 or sulfentanyl$2 or trefentanil$2)
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adj3 (abus* or addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or
nonmedical* or non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal*
or (("use" or used or uses or using) adj2 (illicit* or illegal*)))).tw. (660)

185  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (abus* or
addict* or dependen* or disorder? or habituat* or misus* or mis-us* or non-medical* or nonmedical* or
non-prescrib* or nonprescrib* or non-prescription* or nonprescription* or withdrawal* or (("use" or used
or uses or using) adj2 (illicit* or illegal*)))).tw. (11917)

186  ((oxycodone or bionine$2 or bionone$2 or bolodorm$2 or broncodal$2 or bucodal$2 or
cafacodal$2 or cardanon$2 or codenon$2 or codix 5 or "col 003" or col003 or DETERX$2 or
dihydrohydroxycodeinone or dihydrohydroxydodeinone or dihydrone$2 or dinarkon$2 or endone$2 or
eubine$2 or eucodal$2 or eucodale$2 or eucodalum$2 or eudin$2 or eukdin$2 or eukodal$2 or
eumorphal$2 or eurodamine$2 or eutagen$2 or hydrocodal$2 or hydroxycodeinoma$2 or ludonal$2 or m-
oxy or medicodal$2 or narcobasina$2 or narcobasine$2 or narcosin$2 or nargenol$2 or narodal$2 or nsc
19043 or nucodan$2 or opton$2 or ossicodone$2 or oxanest$2 or oxaydo$2 or oxecta$2 or oxicone$2 or
oxicontin$2 or oxiconum$2 or oxikon$2 or oxy ir or oxycod$2 or oxycodeinon$2 or
oxycodeinonhydrochloride or oxycodone hydrochloride or oxycodonhydrochlorid or oxycodyl$2 or
oxycone$2 or oxycontin$2 or oxydose$2 or oxyfast$2 or oxygesic$2 or oxyir$2 or oxykon$2 or
oxynorm$2 or pancodine$2 or pavinal$2 or percolone$2 or pronarcin$2 or remoxy$2 or roxicodone$2 or
roxycodone$2 or sinthiodal$2 or stupenal$2 or supeudol$2 or tebodal$2 or tekodin$2 or thecodin$2 or
theocodin$2 or xtampa$2 or xtampza$2) adj3 (abus* or addict* or dependen* or disorder? or habituat* or
misus* or mis-us* or non-medical* or nonmedical* or non-prescrib* or nonprescrib* or non-
prescription* or nonprescription* or withdrawal™* or (("use" or used or uses or using) adj2 (illicit* or
illegal*)))).tw. (557)

187 0r/176-186 [OPIOID USE DISORDERS] (610357)

188  ((buprenorphine or anorfin$2 or belbuca$2 or buprenex$2 or buprex$2 or buprine$2 or butrans$2
or finibron$2 or lepetan$2 or nih 8805 or nih8805 or norphin$2 or pentorel$2 or prefin$2 or
probuphine$2 or rx 6029 m or rx 6029m or rx6029m or subutex$2 or temgesic$2 or transtec$2 or um 952
or um952) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox™ or therap* or
pharmacotherap* or pharmaco-therap™ or treatment* or abuse-deterren*)).tw. (4475)

189  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone$2 or zubsolv$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap™ or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw. (720)

190  ((hydromorphon* or biomorphyl$2 or cofalaudid$2 or dihydromorphinon* or dihydromorphon* or
diladid$2 or dilaudid$2 or dimorphon* or dolonovag$2 or exalgo$2 or hydal$2 or hydromorph contin$2
or hydromorphinone$2 or hydrostat$2 or hymorphan$2 or jurnista$2 or laudaconum$2 or novolaudon$2
or opidol$2 or paliadon retardkaps$2 or palladon$2 or rexaphon$2 or semcox$2 or sophidone$2) adj3
(maintenance* or substitut* or replac* or rehabilit* or detox* or therap™ or pharmacotherap* or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw. (859)

191  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin$2 or heroine$2 or
morphacetin$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or
pharmacotherap* or pharmaco-therap™ or treatment* or abuse-deterren*)).tw. (5352)

192  ((methadone or adanon$2 or adanon hydrochloride$2 or algidon$2 or algolysin$2 or algoxale$2 or
althose$2 or althose hydrochloride$2 or amidon$2 or amidona$2 or amidone$2 or amidosan$2 or an 148
or an148 or anadon$2 or biodone$2 or butalgin$2 or deamin$2 or depridol$2 or diaminon$2 or dianone$2
or dolafin$2 or dolamid$2 or dolesone$2 or dolmed$2 or dolophine$2 or dolophine hydrochloride$2 or
dorex$2 or dorexol$2 or eptadone$2 or fenadon$2 or gobbidona$2 or heptadon$2 or heptanon$2 or hoe
10820 or hoe10820 or ketalgin$2 or | polamidon$2 or mecodin$2 or mepecton$2 or mephenon$2 or
metadol$2 or metadon$2 or metasedin$2 or methaddict$2 or methadose$2 or methaforte mix$2 or
miadone$2 or moheptan$2 or pallidone$2 or phenadon$2 or physepton$2 or physeptone$2 or
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polamidon$2 or polamivet$2 or polamivit$2 or sinalgin$2 or symoron$2 or westadone$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap™ or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw. (18833)

193  ((morphine or anpec$2 or duramorph$2 or epimorph$2 or miro$2 or morfin$2 or morfine$2 or
morphin$2 or morphinium$2 or morphium$2 or MS contin or morphia$2 or opso$2 or oramorph$2 or
SDZ 202-250 or SDZ202-250 or skenan$2 or transmorphine$2 or trans-morphine$2) adj3 (maintenance*
or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or pharmaco-therap* or
treatment™® or abuse-deterren*)).tw. (9202)

194  ((naloxone or antioplaz$2 or en 1530 or en 15304 or en1530 or en15304 or evzio$2 or maloxone$2
or mapin$2 or MRZ 2593-Br or MRZ-2593 or nalone$2 or nalonee$2 or nalone$2 or naloxon curamed$2
or naloxon-ratiopharm$2 or naloxona$2 or narcan$2 or narcanti$2 or narcon$2 or narvcam$2 or
naxone$2 or zynox$2) adj3 (maintenance* or substitut* or replac* or rehabilit* or detox™ or therap* or
pharmacotherap* or pharmaco-therap* or treatment* or abuse-deterren®)).tw. (3242)

195 ((naltrexone or antaxon$2 or antaxone$2 or celupan$2 or en 1639a or en1639a or nalerona$2 or
nalorex$2 or naltrel$2 or naltrexone hydrochloride$2 or nemexin$2 or nodict$2 or nutrexon$2 or
phaltrexia$2 or re-via$2 or regental$2 or revez$2 or revia$2 or trexan$2 or vivitrex$2 or vivitrol$2) adj3
(maintenance* or substitut® or replac* or rehabilit* or detox™ or therap* or pharmacotherap™ or
pharmaco-therap* or treatment™ or abuse-deterren*)).tw. (3500)

196  maintenance therapy/ (33792)

197 (maintenance adj2 (treatment* or therap* or pharmacotherap* or pharmaco-therap*)).tw. (63066)
198 (OAT or OATS).tw. (19595)

199  (((drug? adj2 dependen*) or (drug? adj2 addict*) or (narcotic* adj2 dependen*) or (narcotic* adj2
addict*) or (opioid* adj2 dependen*) or (opioid* adj2 addict*) or (opiate* adj2 dependen*) or (opiate*
adj2 addict*) or (substance? adj2 dependen*) or (substance? adj2 addict*)) adj3 (treatment* or therap™ or
pharmacotherap* or pharmaco-therap*)).tw. (14432)

200 Detoxification/ (24900)

201  detoxif*.tw. (81660)

202  0r/196-201 [OAT] (196836)

203 187 and 202 (32124)

204 175 or 203 (75534)

205 exp Animals/ not (exp Animals/ and Humans/) (15333675)

206 204 not 205 [ANIMAL-ONLY REMOVED] (59807)

207  limit 206 to dissertation [Limit not valid in Embase,Ovid MEDLINE(R),Ovid MEDLINE(R) Daily
Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R) Publisher; records were retained] (34223)
208 206 not 207 [DISSERTATIONS REMOVED] (25584)

209 clinical trials/ (88570)

210 (randomi#ed or randomly or RCT$1 or placebo*).tw. (2128678)

211 ((singl* or doubl* or trebl* or tripl*) adj (mask™* or blind* or dumm®*)).tw. (393325)

212  trial.ti. (451602)

213 0r/209-212 (2382942)

214 208 and 213 [RCTS] (2802)

215  (control* adj2 trial*).tw. (542859)

216  (nonrandom* or non-random™* or quasi-random* or quasi-experiment*).tw. (119259)

217 (nRCT or nRCTs or non-RCT?).tw. (1587)

218  (control* adj3 ("before and after” or "before after")).tw. (9304)

219  time series/ (20212)

220  time series.tw. (58035)

221  (pretest adj3 posttest).tw. (16129)

222 (control* adj2 stud$3).tw. (496251)

223  Experiment Controls/ (893)

224 (control* adj2 group$l).tw. (1122209)
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2

3 225  trial.ti. (451602)

4 226  0r/215-225 (2391206)

> 227 208 and 226 [NON-RCTS] (1947)

6 228 214 or 227 [RCTs, NON-RCTs] (3438)

; 229 228 use medall,emczd (0)

9 230 228 not 229 [PSYCINFO RECORDS] (3438)

10 231 84 or 168 or 230 [ALL DATABASES] (20089)

11 232 limit 231 to yr=2015-current (4432)

12 233  remove duplicates from 232 (3210)

13 234 limit 231 to yr=2009-2014 (5616)

14 235 remove duplicates from 234 (3777)

15 236  limit 231 to yr=2001-2008 (5779)

16 237  remove duplicates from 236 (4080)

17 238 231 not (232 or 234 or 236) (4262)

18 239  remove duplicates from 238 (2991)

19 240 233 or 235 or 237 or 239 (14058) [TOTAL UNIQUE RECORDS]

20 241 240 use medall (5974) [MEDLINE UNIQUE RECORDS]

21 242 240 use emczd (6532) [EMBASE UNIQUE RECORDS]

;g 243 240 not (241 or 242) (1552) [PSYCINFO UNIQUE RECORDS]

24 *hkhkkhkkkhkkkhkkhkkikhkkikhkkihkkihkkihkkikkhikiixk

2> Cochrane Library

26

;; Search Name: Opioid Disorders - OAT - Trials

29 Date Run: 08/03/18 17:35:11.300

30 Description:  OHRI - Final - Conference Abstracts Removed

g; ID Search Hits

33 #1 [mh "Opiate Substitution Treatment'"] 274

34 #2 ((narcotic* or opioid* or opiate*) near/3 (maintenance* or substitut* or replac*)):ti,ab,kw622

35 #3 (((opiate* or opioid*) next (agonist* or receptor*)) near/3 (maintenance* or substitut* or replac*
36 or rehabilit* or detox™* or therap* or pharmacotherap* or pharmaco-therap* or treatment* or abuse-

37 deterren*®)):ti,ab,kw 186

38 #4 {or #1-#3} 764

39 #5 [mh ~'Substance-Related Disorders™] 3012

40 #6 [mh "Substance Abuse, Intravenous™] 439

41 #7 [mh "Substance Abuse, Oral"] 0

42 #8 [mh "Opioid-Related Disorders"] 1546

43 #9 ((narcotic* or opioid* or opiate*) near/3 (abus* or addict* or dependen* or disorder* or habituat*
44 or misus* or mis-us* or "non-medical" or nonmedical or "non-prescribed" or nonprescribed or "non-

22 prescription™ or nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or

47 illegal®))):ti,ab,kw 3215

48 #10  ((drug or drugs or substance*) near/3 (abus* or addict* or dependen* or disorder™ or habituat* or
49 misus™ or mis-us* or "non-medical use™ or "non-medical uses” or "nonmedical use” or "nonmedical uses"
50 or "non-prescribed use" or "non-prescribed uses” or "nonprescribed use™ or "nonprescribed uses” or "non-
51 prescription use™ or "non-prescription uses" or "nonprescription use" or "nonprescription uses™) or (("'use"
52 or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw 14561

53 #11  (heroin* near/3 (abus* or addict* or dependen* or disorder* or habituat* or misus* or mis-us* or
54 "non-medical™ or nonmedical or "non-prescribed” or nonprescribed or "non-prescription" or

55 nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw
56 1502

57

58

59

60 For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml



oNOYTULT D WN =

BMJ Open Page 54 of 67

#12  ((hydrocodone or bekadid or codinovo or dico or dicodid or dihydrocodeinone or hycodan or
hycon or hydrocodeinonebitartrate or hydrocodon or hydrocon or hydrocodonum or robidone) near/3
(abus* or addict* or dependen™ or disorder* or habituat* or misus* or mis-us* or "non-medical" or
nonmedical or "non-prescribed" or nonprescribed or "non-prescription™ or nonprescription or
withdrawal*) or (("'use™ or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw 606

#13  ((fentanyl or alfentanil or alfenta or alfentanyl or beta hydroxymefentanyl or brifentanil or
carfentanil or duragesic or fanaxal or fentanest or fentora or hypnorm or limifen or lofentanil or
mefentanyl or mirfentanil or ocfentanil or phentanyl or "R-39209" or "R-4263" or rapifen or remifentanil
or sublimaze or sufenta or sufentanil or sulfentanyl or trefentanil) near/3 (abus* or addict* or dependen*
or disorder* or habituat* or misus* or mis-us* or "non-medical™ or nonmedical or "non-prescribed" or
nonprescribed or "non-prescription™ or nonprescription or withdrawal*) or (("use" or used or uses or
using) near/2 (illicit* or illegal*))):ti,ab,kw 670

#14  ((morphine or anpec or duramorph or epimorph or miro or morfin or morfine or morphin or
morphinium or morphium or MS contin or morphia or opso or oramorph or SDZ 202-250 or SDZ202-250
or skenan or transmorphine or trans-morphine) near/3 (abus* or addict* or dependen* or disorder™ or
habituat* or misus* or mis-us* or "non-medical™ or nonmedical or "non-prescribed" or nonprescribed or
"non-prescription” or nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit*
or illegal*))):ti,ab,kw 898

#15  ((oxycodone or bionine or bionone or bolodorm or broncodal or bucodal or cafacodal or cardanon
or codenon or codix 5 or "col 003" or col003 or dihydrohydroxycodeinone or dihydrohydroxydodeinone
or dihydrone or dinarkon or endone or eubine or eucodal or eucodale or eucodalum or eudin or eukdin or
eukodal or eumorphal or eurodamine or eutagen or hydrocodal or hydroxycodeinoma or ludonal or m-oxy
or medicodal or narcobasina or narcobasine or narcosin or nargenol or narodal or nsc 19043 or nucodan
or opton or ossicodone or oxanest or oxaydo or oxecta or oxicone or oxicontin or oxiconum or oxikon or
oxy ir or oxycod or oxycodeinon or oxycodeinonhydrochloride or oxycodone hydrochloride or
oxycodonhydrochlorid or oxycodyl or oxycone or oxycontin or oxydose or oxyfast or oxygesic or oxyir
or oxykon or oxynorm or pancodine or pavinal or percolone or pronarcin or remoxy or roxicodone or
roxycodone or sinthiodal or stupenal or supeudol or tebodal or tekodin or thecodin or theocodin or xtampa
or xtampza) near/3 (abus* or addict* or dependen* or disorder* or habituat* or misus* or mis-us* or
"non-medical™ or nonmedical or "non-prescribed" or nonprescribed or "non-prescription" or
nonprescription or withdrawal*) or (("use" or used or uses or using) near/2 (illicit* or illegal*))):ti,ab,kw

669
#16  {or #5-#15} 16618
#17 [mh ~'Substance-Related Disorders"/DT] 191
#18  [mh ~"Substance-Related Disorders"/RH] 673
#19 [mh "Substance Abuse, Intravenous"/DT] 28
#20 [mh "Substance Abuse, Intravenous"/RH] 113

#21  [mh "Substance Abuse, Oral"/DT] 0
#22 [mh "Substance Abuse, Oral"/RH] 0
#23 [mh "Opioid-Related Disorders"/DT] 550
#24  [mh "Opioid-Related Disorders"/RH] 742
#25  [mh "Analgesics, Opioid"/TU] 2713

#26  (OAT or OATS):ti,ab,kw 678
#27 [mh Buprenorphine/TU] 443
#28 [mh Heroin/TU] 75

#29 [mh Hydromorphone/TU] 62

#30  [mh Methadone/TU] 747

#31 [mh Morphine/TU] 1528

#32 [mh Naloxone/TU] 858

#33  ((buprenorphine or anorfin or belbuca or buprenex or buprex or buprine or butrans or finibron or
lepetan or "nih 8805" or nih8805 or norphin or pentorel or prefin or probuphine or “rx 6029 m" or "rx
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3 6029m" or rx6029m or subutex or temgesic or transtec or "um 952" or um952) near/3 (maintenance* or
4 substitut* or replac* or rehabilit* or detox™ or therap* or pharmacotherap* or pharmaco-therap* or

5 treatment* or abuse-deterren*)):ti,ab,kw 792

6 #34  ((buprenorphine-naloxone or naloxone-buprenorphine or suboxone or zubsolv) near/3

; (maintenance* or substitut® or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

9 pharmaco-therap* or treatment™ or abuse-deterren*)):ti,ab,kw 106

10 #35  ((heroin* or diacetyl morphine or diacetylmorphine or diamorphine or diaphorin or heroine or

11 morphacetin) near/3 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or

12 pharmacotherap® or pharmaco-therap* or treatment* or abuse-deterren*)):ti,ab,kw 594

13 #36 ((hydromorphon* or biomorphyl* or cofalaudid* or dihydromorphinon* or dihnydromorphon* or
14 diladid* or dilaudid* or dimorphon* or dolonovag* or exalgo* or hydal* or hydromorph contin* or

15 hydromorphinone* or hydrostat* or hymorphan* or jurnista* or laudaconum* or novolaudon*® or opidol*
16 or paliadon retardkaps™ or palladon* or rexaphon® or semcox* or sophidone*) near/3 (maintenance* or
17 substitut* or replac* or rehabilit* or detox™ or therap* or pharmacotherap* or pharmaco-therap* or

18 treatment* or abuse-deterren*)):ti,ab,kw 190

19 #37  ((methadone or adanon or adanon hydrochloride or algidon or algolysin or algoxale or althose or
20 althose hydrochloride or amidon or amidona or amidone or amidosan or an 148 or an148 or anadon or

21 biodone or butalgin or deamin or depridol or diaminon or dianone or dolafin or dolamid or dolesone or
22 dolmed or dolophine or dolophine hydrochloride or dorex or dorexol or eptadone or fenadon or

23 gobbidona or heptadon or heptanon or hoe 10820 or hoe10820 or ketalgin or | polamidon or mecodin or
24 mepecton or mephenon or metadol or metadon or metasedin or methaddict or methadose or methaforte
;Z mix or miadone or moheptan or pallidone or phenadon or physepton or physeptone or polamidon or

%7 polamivet or polamivit or sinalgin or symoron or westadone) near/3 (maintenance* or substitut* or

28 replac* or rehabilit* or detox™ or therap* or pharmacotherap* or pharmaco-therap* or treatment* or

29 abuse-deterren*)):ti,ab,kw 1367

30 #38  ((morphine or anpec or duramorph or epimorph or miro or morfin or morfine or morphin or

31 morphinium or morphium or MS contin or morphia or opso or oramorph or SDZ 202-250 or SDZ202-250
32 or skenan or transmorphine or trans-morphine) near/3 (maintenance* or substitut* or replac* or rehabilit*
33 or detox™ or therap* or pharmacotherap* or pharmaco-therap™ or treatment* or abuse-deterren*)):ti,ab,kw
34 2404

35 #39  ((naloxone or antioplaz or "en 1530" or "en 15304" or en1530 or en15304 or evzio or maloxone
36 or mapin or "MRZ 2593-Br" or "MRZ-2593" or nalone or nalonee or nalone or naloxon curamed or

37 naloxon-ratiopharm or naloxona or narcan or narcanti or narcon or narvcam or naxone or zynox) near/3
38 (maintenance* or substitut* or replac* or rehabilit* or detox* or therap* or pharmacotherap* or

39 pharmaco-therap* or treatment™ or abuse-deterren*)):ti,ab,kw 542

40 #40  ((naltrexone or antaxon or antaxone or celupan or "en 1639a" or en1639a or nalerona or nalorex
41 or naltrel or naltrexone hydrochloride or nemexin or nodict or nutrexon or phaltrexia or "re-via" or

42 regental or revez or revia or trexan or vivitrex or vivitrol) near/3 (maintenance* or substitut* or replac* or
43 rehabilit* or detox™ or therap* or pharmacotherap* or pharmaco-therap* or treatment* or abuse-

44 deterren*®)):ti,ab,kw 754

jg #41  (((drug* near/2 dependen*) or (drug* near/2 addict*) or (substance* near/2 dependen*) or

47 (substance* near/2 addict*)) near/3 (treatment* or therap* or pharmacotherap* or pharmaco-

48 therap*)):ti,ab,kw 1529

49 #42 grggizntenance near/2 (treatment* or therap* or pharmacotherap* or pharmaco-therap*)):ti,ab,kw
g? #43  detoxif*:ti,ab,kw 1453

52 #44  {or #17-#43} 19190

53 #45  #16and #44 4477

54 #46  #4 or #45 4693

55 #47  [mh Child] not ([mh Adolescent] or [mh Adult]) 134

56 #48 [mh Infant] not ([mh Adolescent] or [mh Adult]) 14132

57

58

59
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#46 not (#47 or #48) 4649

conference abstract:pt Publication Year from 2016 to 2018
#49 and #50 97

conference abstract:pt 102123

#49 not #52 in Trials 4140

#53 or #51 in Trials 4237
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Appendix 3: Definitions of Interventions and Comparators

Provided below are descriptions of the a priori list of psychosocial interventions for which we

oNOYTULT D WN =

anticipate finding study data and which are considered of clinical relevance for the planned
10 knowledge syntheses. Other interventions may also be encountered during the review and will be
discussed by the research team for relevance as they are encountered. When needed,
15 psychosocial interventions which are not labelled using a known terminology or which are
17 different in administration than the core descriptions of these interventions will also be reviewed

for relevance by the research team.

24 Active Control Groups

26 1. Standard Care: “the typical standard of care in pharmacological maintenance treatments
29 already includes some form of psychosocial counselling.[1]”

31 2. Medical Management: “medically-focused, informal counselling that includes, but is not
33 limited to, health and mental wellness checks, offering non-judgmental support and
advice, assessing motivation and exploring barriers to change, developing a holistic
38 treatment plan, promoting alternative strategies for managing stress, and providing

40 referrals to health and social services when requested or appropriate.[2]”

45 Psychosocial Interventions

47 Individual Interventions

49 1. Acceptance and Commitment Therapy: “This therapy views psychological events as
52 ongoing actions of the whole organism interacting in and with historically and

54 situationally defined contexts. From an ACT perspective, a major problem of clients lays
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in their limited and inflexible sources of the behaviors. The patients devote most of their
time and energy to flee from personal and uncomfortable experiences. This keeps them
from being engaged in life activities.” ACT sessions may include: creative despair,
exploring discrepancies between control strategies and values, mindfulness training,
exposure to internal stimuli, and discussing action plans.[3]

Cognitive Behavioral Therapy: “This therapy is a short-term present focused therapy
oriented towards focusing on current problems and helping to teach clients to adjust
unhelpful thinking patterns.” “The main components of this [therapy] focus on
performing a functional analysis of behaviour, promoting behavioral activation,
identifying and coping with drug cravings, enhancing drug-refusal skills, enhancing
decision-making about high-risk situations, and improving problem-solving skills.[4]”
Contingency Management (i.e., medication, prize, or monetary equivalent
reinforcement): Behavioural treatment based on positive/negative reinforcers used to
promote abstinence in participants in treatment. With positive reinforcers, the participants
can obtain payment or other types of rewards for drug-free urine or methadone dose
increases.[5]

Community Reinforcement: Behavioural approach to promote abstinence. “During
sessions, participants are provided with relationship and employment counselling,
instructions on antecedents and consequences of their opiate use, assistance in developing
new or reinitiating old recreational activities, and are connected to other community
resources if needed. Significant others are also often mobilized to administer reinforcers

contingent on non-substance using behavior of the patient.[5]”
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5. Dialectical Behavior Therapy: “Applies directive, problem-oriented techniques that are

balanced with supportive techniques, such as reflection, empathy, acceptance and
emphasis on the client’s inherent ability to access an internal ‘wise mind.” In addition,
dialectical strategies are employed, including balancing acceptance with change,
alternating validation with problem solving and using paradox and metaphor. Individual
DBT targets dysfunctional behaviors in hierarchical order (suicidal, therapy-interfering,
substance use, and quality-of-life interfering behaviors) and replaces those behaviors with
skillful behaviors learned from psycho-educational skills.[6]”

Drug Counselling, General Counselling, and Supportive Counselling: “Provides
general education, support and encouragement for abstinence oriented behaviours without
using direct coping skills training.[2]”

Motivational Interviewing: A non-confrontational, goal-oriented process designed to
improve readiness to consider behaviour change and help clients resolve ambivalence

towards change.[7]

Couples Interventions

1. Behavioural Couples Therapy: “Understands couple problems based on social exchange

theory (i.e., that the success of a relationship depends on the frequency and variety of
positive behaviours that are reciprocated). Treatment emphasizes partners’ specification
(objectification) of desired positive changes from their partner, with various
reinforcements of desired behaviour change, leading to behavioural exchanges.[8]”

Cognitive-Behavioural Couples Therapy: Time-limited therapy that involves the couple.

Therapy is relatively structured and involves goal setting. A functional analysis is often
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done to assesses maladaptive affective and instrumental behaviours and the
environmental contingencies supporting these behaviours, and the ways in which the
couple’s reciprocal interactions affect their relational satisfaction. Based on the functional
analysis, the therapist and couple together delineate specific treatment goals which often
involve increasing exchanges of positive behaviours and improving communication skills
that influence the interaction process within the couple.[8]”

Emotion- Focused Couples Therapy: “Adheres to humanistic—experiential therapy
principles: (1) The therapeutic alliance can itself be healing; (2) the inherent validity of
the patient’s experience is central to change, and is fostered by the therapist’s authenticity
and transparency; (3) given the opportunity to do so, people have the ability to make
healthy choices; (4) both the inner and outer realities of people’s lives need to be attended
to; and (5) therapy can provide opportunities for direct, in- session, corrective emotional
experiences. Central attention is given to the role of emotion to break maladaptive,

repetitive cycles of couple interaction.[8]”

Family Interventions

1. Family Therapy: “A structured and strategic approach which places particular emphasis

on developing appropriate boundaries and limits before introducing a strategic
intervention. Family members are also invited to attend some sessions.[5]”

Behavioural Family Therapy: “Based on social learning theory and behaviour exchange
principles derived from classical and operant conditioning approaches.” This therapy
aims to improve interactions between family members through reinforcement of desired

behaviour change.[8]”
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3. Cognitive-Behavioural Family Therapy: Time-limited therapy that involves the whole

family, or subgroups of the family. Therapy is relatively structured and involves goal
setting. A functional analysis is often done to assess maladaptive affective and
instrumental behaviours and the environmental contingencies supporting these
behaviours, and the ways in which family members’ reciprocal interactions affect their
relational satisfaction. Based on the functional analysis, the therapist and family together
delineate specific treatment goals which often involve increasing exchanges of positive
behaviours and improving communication skills that influence the interaction process
within the family.[8]”

Emotion- Focused Family Therapy: Family-delivered format of emotion focused
therapy. “Adheres to humanistic— experiential therapy principles: (1) The therapeutic
alliance can itself be healing; (2) the inherent validity of the patient’s experience is
central to change, and is fostered by the therapist’s authenticity and transparency; (3)
given the opportunity to do so, people have the ability to make healthy choices; (4) both
the inner and outer realities of people’s lives need to be attended to; and (5) therapy can
provide opportunities for direct, in-session, corrective emotional experiences. Central
attention is given to the role of emotion to break maladaptive, repetitive cycles of couple
interaction.[8]”

Multi-Dimensional Family Therapy: “An empirically supported, manualized, family
intervention for adolescent substance use and related mental health problems. It
intervenes in four domains: (1) adolescent, (2) parent(s), (3) family interaction, and (4)

extrafamilial social systems. Treatment is phasic, interventions are individualized, case
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formulations are revised on the basis of feedback, and therapists advocate for both the

adolescent and the parent.[8]”

Group Interventions

1. 12-Step Facilitation Group: Narcotics Anonymous (NA) meetings are part of a self-help,

peer-group that supports people who use drugs. NA is structured from the basic principles
of alcoholics anonymous (AA) groups, where members are encouraged to learn from
one-another to live drug-free.

Acceptance and Commitment Therapy: Group-delivered format of acceptance and
commitment therapy. “This therapy views psychological events as ongoing actions of the
whole organism interacting in and with historically and situationally defined contexts.
From an ACT perspective, a major problem of patients lays in their limited and inflexible
sources of the behaviors. The clients devote most of their time and energy to flee from
personal and uncomfortable experiences. This keeps them from being engaged in life
activities.” ACT sessions may include: creative despair, exploring discrepancies between
control strategies and values, mindfulness training, exposure to internal stimuli, and
discussing action plans.[3]

Cognitive Behavioural Group Therapy: Group-delivered format of cognitive behavioural
therapy. “This therapy is a short-term present focused therapy oriented towards focusing
on current problems and helping to teach clients to adjust unhelpful thinking.” “The main
components of counselling focus on performing a functional analysis of behaviour,

promoting behavioural activation, identifying and coping with drug cravings, enhancing

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 62 of 67



Page 63 of 67

oNOYTULT D WN =

BMJ Open

drug-refusal skills, enhancing decision-making about high-risk situations, and improving
problem-solving skills.[4]”

Dialectical Behavior Group Therapy: Group-delivered format of dialectical behavior
therapy. “Applies directive, problem-oriented techniques that are balanced with
supportive techniques, such as reflection, empathy, acceptance and emphasis on the
client’s inherent ability to access an internal ‘wise mind.” In addition, dialectical
strategies are employed, including balancing acceptance with change, alternating
validation with problem solving and using paradox and metaphor.[6]” Group DBT can
target dysfunctional behaviours, as is consistent with individual DBT, however, it can
also be in the format of a DBT skills-training group which can target skills such as
mindfulness, interpersonal effectiveness and emotion regulation.

Mindfulness Group Therapy: Group-delivered mindfulness techniques. “Mindfulness is
a technique comprised of meditation and a specific mental tendency toward experience
that encourages an awareness of the present-moment experience.” Sessions included:
meditation techniques, identifying triggers and cravings through mindfulness,
mindfulness in high-risk situations, acceptance and skillful action, seeing thoughts as
thoughts, self-care, and social support practices.[9]

Group Motivational Interviewing: Group-delivered format of motivational interviewing.
A non-confrontational, goal-oriented process designed to improve readiness to consider

behaviour change and help clients resolve ambivalence towards change.[7]
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