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Abstract

Objectives: To systematically review evidence of the clinical effectiveness of psychosocial interventions for adults with
substance use disorder that have a co-occurring common mental health disorder or borderline personality disorder.

To identify papers that estimate the cost-effectiveness of interventions for patients with substance use disorder and
common mental health disorder or borderline personality disorder.

Methods: An umbrella review (a systematic review of systematic reviews) for clinical effectiveness was conducted.
Systematic database searches [MEDLINE, EMBASE, Psyclnfo® (American Psychological Association, Washington, DC,
USA), Cochrane Database of Systematic Reviews, and Web of Science] were carried out in February 2024. Inclusion
criteria: Adults with substance use disorder and common mental health disorder or borderline personality disorder;
psychosocial interventions (with or without pharmacological therapies); comparators psychosocial treatments,
treatment as usual, waitlist/no treatment; systematic reviews of randomised controlled trials. Data, including critical
appraisal, were extracted into a standardised form by one reviewer, and checked by another. Data were discussed in a
narrative review.

A literature review of MEDLINE, EMBASE, Cochrane Database of Systematic Reviews, and EconLit were undertaken
to identify cost-effectiveness papers. An illustrative model was constructed to show how cost-effectiveness could be
calculated if data were available.

Results: Of 5420 unique records, 30 systematic reviews were included in the clinical review. The methodological
quality of the reviews was generally good. Most of the interventions and many of the active comparators studied
resulted in some improvement for patients. Most reviews focused on depression, anxiety or post-traumatic stress
disorder; there were some looking at mixed common mental health disorder or borderline personality disorder. There
was much heterogeneity both between reviews, and between the randomised controlled trials within the reviews. The
results suggested integrated treatment for co-occurring diagnosis patients may be better for common mental health
disorder outcomes than treatment as usual of parallel uncoordinated services.

One study was identified that met the cost-effectiveness criteria. However, this reported results alongside a clinical
study and was not a modelling paper. The illustrative model should aid future researchers.

Limitations: Heterogeneity made it difficult to reach an overall conclusion about which therapies were best. Most
reviews stated the results were not generalisable across all populations or settings.

There were few reviews of borderline personality disorder; or of common mental health disorder other than anxiety/
depression/post-traumatic stress disorder.

Future works: Future research comparing integrated with parallel or sequential treatment, with follow-up of 6 months
or longer, and sample size large enough to encompass dropout, may be beneficial.

Conclusions: No implications for current practice could be recommended due to heterogeneity of reviews/randomised
controlled trials within reviews.

Study registration: This study is registered as PROSPERO CRD42024515813.

Funding: This award was funded by the National Institute for Health and Care Research (NIHR) Evidence Synthesis
programme (NIHR award ref: NIHR166951) and is published in full in Health Technology Assessment; Vol. 30, No. 49.
See the NIHR Funding and Awards website for further award information.
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Glossary

Technical terms and abbreviations are used throughout this report. The meaning is usually clear from the context, but
a glossary is provided for the non-specialist reader.

Co-occurring When a person has more than one condition or illness at the same time. In this project, this means mental
health conditions and alcohol and/or drug use conditions.

Cost-effectiveness Value for money: how well a technology works in relation to how much it costs.
Critical appraisal Reviewing a study to judge the quality of the method used and the reliability of the conclusions.
Dual diagnosis When someone has a mental health disorder and a substance use disorder at the same time.

Effectiveness How beneficial a test or treatment is under usual or everyday conditions, compared with doing nothing or
opting for another type of care.

Harmful drinking A pattern of alcohol use that has harmed the physical or mental health of the person who is drinking
or of others.

Hazardous drinking A pattern of alcohol use that increases the risk of harm to the physical or mental health of the
person drinking or to others. Hazardous drinking has not yet reached the level of having caused harm.

Randomised controlled trial A study in which a number of similar people are randomly assigned to two (or more) groups
to test a specific drug, treatment or other intervention. One group (the experimental group) has the intervention being
tested, the other (the comparison or control group) has an alternative intervention, a dummy intervention (placebo) or
no intervention at all. The groups are followed up to see how effective the experimental intervention was. Outcomes
are measured at specific times and any difference in response between the groups is assessed statistically. This method
is also used to reduce bias.

Systematic review A review that summarises the evidence on a clearly formulated review question according to a
predefined protocol, using systematic and explicit methods to identify, select and appraise relevant studies, and to
extract, analyse, collate and report their findings. It may or may not use statistical techniques, such as meta-analysis.

Umbrella review Review of previously published systematic reviews or meta-analyses.

Copyright © 2026 Simpson et al. This work was produced by Simpson et al. under the terms of a commissioning contract issued by the Secretary of State for Health and Social Care. This is an
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Plain language summary

eople with substance use disorders (alcohol or drug) can have a co-occurring (comorbid) mental health disorder.
The National Institute for Health and Care Excellence has produced guidance on treating people with co-occurring
substance use and serious mental health disorder; however, this does not cover people with less severe mental
health difficulties.

This project aimed to identify evidence on the effectiveness (how well treatments worked) of psychosocial interventions
(talking therapies or services designed to reduce substance use and lessen the symptoms of mental health disorders)

for adults with substance use disorders and co-occurring common mental health disorders or borderline personality
disorder. Therapies or services relevant to UK practice were investigated. Systematic literature reviews of randomised
controlled trials (studies comparing two or more treatments allocated randomly) were sought.

This project included 30 reviews of clinical effectiveness. Most reviews investigated depression, anxiety or post-
traumatic stress disorder. Most therapies studied improved mental health and reduced substance use; as did some of
the comparators (treatment as usual). The trials included in the reviews differed in the people treated, therapies, and the
way outcomes of substance use, or mental health, were assessed. This made it difficult to draw conclusions about which
therapies were best. Treating both substance use and mental health using a co-ordinated approach to co-occurring
disorders (integrated treatment) was usually better than treating one condition alone, and sometimes better than two
separate (parallel) treatments at the same time. There was limited evidence looking at treating one condition then the
other (sequential), but evidence suggested it was similarly effective to integrated treatment.

There was not much research on whether these treatments are cost-effective (good value for money). However, an
example was developed to show how the cost-effectiveness of a promising therapy could be estimated.
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SCIENTIFIC SUMMARY

Scientific summary

Background

People with alcohol or drug use disorders can have a co-occurring mental health disorder. The National Institute for
Health and Care Excellence has produced guidance on treating people with alcohol or drug use disorders with a co-
occurring serious mental health disorder; however, this does not cover people whose mental health disorder is less

severe.

Objectives (list of research questions)

To systematically review evidence of the clinical effectiveness and estimate the cost-effectiveness of psychosocial
interventions for adults with substance use disorder (SUD) that have a co-occurring common mental health disorder
(CMD) or borderline personality disorder (BPD).

Methods

Systematic review of clinical effectiveness
An umbrella review (a systematic review of systematic reviews) was conducted.

Data sources

Searching of electronic databases, including MEDLINE, EMBASE, Psyclnfo® (American Psychological Association,
Washington, DC, USA), Cochrane Database of Systematic Reviews, and Web of Science; plus contact with experts in
the field; and scrutiny of bibliographies of retrieved papers. Systematic database searches were carried out in February
2024.

Study selection

Inclusion criteria were: Adult patients (age 18 years or over) with a moderate to severe SUD (alcohol or drugs), including
harmful substance use, who have a co-occurring CMD or BPD. The review assessed psychosocial interventions (with

or without adjunctive pharmacological therapies) for SUD with co-occurring CMD or BPD; compared with other
psychosocial treatments, usual care, waitlist, or no treatment. Substance use and mental health outcomes were sought.
Due to the breadth of the inclusion criteria, systematic reviews of randomised controlled trials (RCTs) were sought.

Data extraction and quality assessment

A standardised form was constructed, including review characteristics, results and the reviews' risk-of-bias assessment
of included RCTs. Data were extracted by one reviewer and checked by a second reviewer. Any disagreements were
resolved through discussion and consultation with a clinical advisor where necessary. Critical appraisal of included
reviews was performed by one reviewer and checked by a second reviewer, using the Joanna Briggs Institute Critical
Appraisal Checklist for Systematic Reviews and Research Syntheses.

Synthesis
Data were tabulated and discussed in a narrative review.

Assessment of cost-effectiveness

A systematic review of cost-effectiveness was undertaken. The aim of review was to identify studies that employed
a modelling approach to estimate the cost-effectiveness of psychosocial interventions for adults with SUD who have
a co-occurring CMD or BPD. Searches were conducted in May 2024 using MEDLINE, EMBASE, Cochrane Database
of Systematic Reviews and EconLit and were limited to English-language references. Included studies were economic
evaluations that assessed both costs and outcomes of psychosocial interventions, with a particular focus on studies

xii
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reporting cost per quality-adjusted life-years (QALYs) gained. Based on results of the literature review, we provide an
illustration of how to construct a model for evaluating the cost-effectiveness of psychosocial interventions.

Results

Systematic review of clinical effectiveness

Database searches identified 5416 unique records, and an additional 4 records were added from bibliography searching.
Thirty systematic reviews of clinical effectiveness were included. Most reviews focused on depression, anxiety or post-
traumatic stress disorder, while some evaluated mixed CMD or BPD. Three reviews included RCTs from the UK. The
methodological quality of the reviews was generally good.

Review evidence was found for the interventions: cognitive-behavioural therapy; peer support; motivational interview;
supportive counselling; psychotherapy; behavioural therapy including dialectical behavioural therapy; seeking safety;
trauma-focused therapy; acceptance and commitment therapy; self-management support; contingency management,
that is incentivised or compensated work therapy; mindfulness; eye movement desensitisation and reprocessing;

music therapy; case management. Some of the interventions were delivered via computer or text message (digital
interventions), and some were delivered as brief interventions. There was also a review investigating the colocation

of services. Most of the interventions and many of the active comparators studied resulted in some improvement for
patients on substance use outcomes and/or mental health outcomes. There was much heterogeneity both between
reviews and between the RCTs within the reviews. There was heterogeneity in populations (type and severity),
interventions and outcome measures, as well as in settings, how interventions or comparators were delivered, and
treatment intensity and retention. This made it difficult to reach an overall conclusion about which therapies were best.
Most reviews stated the results were not generalisable across all populations or settings.

Integrated treatment (treating both SUD and CMD/BPD) was usually better than treating one condition alone, and
sometimes better than parallel treatments (separate, unco-ordinated services for SUD, and either CMD or BPD). There
was limited evidence assessing sequential treatment (with either SUD or CMD/BPD treated first), but this suggested it
was similarly effective to integrated treatment.

Assessment of cost-effectiveness
The systematic review identified 948 distinct records for which 18 were assessed at full-text level which resulted in the
inclusion of 1 relevant study. However, this paper reported results alongside a clinical study and was not a modelling

paper.

Rather than stop at this point, we developed an illustrative model for assessing DEpression-ALcohol (DEAL) Project
(DEAL; an automated web-based self-help intervention) compared to control using data from a study identified

within the systematic review of clinical effectiveness to aid future researchers. This study reported the Patient Health
Questionnaire-9 items, a widely used measure for depression, that can be mapped to the Short Form questionnaire-6
Dimensions, a preference-based measure of health which we assumed, for this example, to equal a EuroQol-5
Dimensions value. The model outlines a step-by-step approach to obtaining QALYs gained, having assumed the duration
of treatment benefit, and linear interpolation between known data points. When combined with the assumed cost of
the intervention, the cost per QALY of DEAL was estimated. The precise estimate of cost-effectiveness was not overly
important compared to the illustrated methodology.

Conclusions
No implications for current practice could be recommended due to heterogeneity of reviews/RCTs within reviews.

No relevant papers were identified that used modelling techniques to assess the cost-effectiveness of interventions for
patients with SUD and a common mental health illness. The research group therefore provided guidance on how cost-
effectiveness could be estimated using as an example, DEAL compared with control.
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SCIENTIFIC SUMMARY

Future research comparing integrated with parallel or sequential treatment, with follow-up of 6 months or longer, and
sample size large enough to encompass dropout, may be beneficial.
Study registration

This study is registered as PROSPERO CRD42024515813.
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Chapter 1 Introduction

Background and rationale for research

People with alcohol or drug use disorders can have a co-occurring mental health disorder. This is sometimes referred to
as dual diagnosis [sometimes this is used to mean co-occurring serious mental illness (SMI), or sometimes any mental
health disorder].

The National Institute for Health and Care Excellence (NICE) has produced guidance on treating people with alcohol
or drug use disorders with a co-occurring serious mental health disorder; however, this does not cover those with
co-occurring common mental health disorder (CMD).%?2 CMD includes: anxiety disorders; depressive disorders; eating
disorders; obsessive-compulsive disorder (OCD); phobias; and post-traumatic stress disorder (PTSD).

The Adult Psychiatric Morbidity Survey by the NHS estimated a prevalence of CMD, in 2014 in the UK, as 14.7% in
men, and 23.1% in women.® In England (April 2022-March 2023), there were 290,635 adults in contact with drug

and alcohol services.* Public Health England (2017) found the majority of substance use disorder (SUD) service users
had co-occurring mental health problems (SMI or CMD), with 70% of drug users and 86% of alcohol users reporting
comorbid mental health problems.’ It has been suggested that mood disorders are up to 4.7 times more prevalent in
SUD than in the general population.® In people with SUD, there is a wide estimate for prevalence rates of co-occurring
PTSD, ranging from 8% to 53%.”

A study of UK patients found that within drug service users, 37% had a personality disorder, 19% had severe anxiety
and 67% had depression. Among alcohol service users, 53% had a personality disorder, 32% had severe anxiety and
81% had depression.?? A study of alcohol use in an English population found that for people with phobias, there was
a prevalence of 17% hazardous drinking and 9% harmful drinking (probable dependence).’® In the population with
probable PTSD, there were prevalences of 18% hazardous and 8% harmful alcohol use.'°

With co-occurring SUD and mental health problems (SMI or CMD), the conditions can aggravate each other, increasing
psychiatric symptoms and impairing health-related quality of life.1*-*® People with co-occurring diagnoses have higher
rates of treatment dropout or non-compliance.*

According to service users (PPI, Additional information), there may be barriers to accessing services, including: lack
of information about local services; stigma; not knowing about available local services, and what they could offer;
lack of range of interventions or space available for services; service user difficulties with transport, limited finances,
technology issues, disabilities or anxiety.

There are a range of psychosocial and pharmacological interventions available for SUD, CMD, or borderline personality
disorder (BPD). This review focused on psychosocial interventions for people with both SUD and CMD, or SUD

and BPD. Psychosocial interventions include acceptance and commitment therapy (ACT); arts therapy, including
drawing, music, sculpture, photography; behavioural therapy (BT) including dialectical behavioural therapy (DBT); case
management; cognitive-behavioural therapy (CBT); contingency management, that is incentivised or compensated
work therapy; eye movement desensitisation and reprocessing (EMDR); exercise or yoga; mindfulness; motivational
interview (MI); peer support; psychotherapy (PsyT); seeking safety (SS); self-management support; supportive
counselling; supportive housing; trauma-focused therapy (TfT). Choice of intervention by healthcare professionals
may be guided by the UK guidelines on clinical management for drug misuse®> and NICE guidelines for alcohol use
disorders (AUDs)*¢ - also NICE guidelines, or British Association for Psychopharmacology guidelines, for the relevant
CMD conditions.”-2° According to clinical advice, while any of the listed interventions may be applied, services run

by clinicians may be more likely to use contingency management for SUD,* and CBT and Ml for depression, or TfTs
such as EMDR, SS or CBT for PTSD; whereas community-based services may offer more peer support, supportive
counselling, yoga or arts therapies.
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INTRODUCTION

National Institute for Health and Care Excellence guidance on treating people with SUDs with a co-occurring SMI
recommends a collaborative multiagency approach.t? Australian guidelines recommend treating and managing both
conditions of co-occurring diagnoses simultaneously.?* European guidelines for SUD and PTSD recommend adopting
a collaborative care treatment strategy to address comorbid SUD, simultaneously with PTSD symptoms. They also
recommend that, in starting SUD treatment simultaneously, information is necessary to warn patients of short-term
worsening of PTSD symptoms due to loss of drug or alcohol use as a coping mechanism.??

For people with dual diagnosis (SMI/CMD and SUD) in the USA, it has been estimated that 7-9% of service users
receive integrated care.?®

Integrated treatment involves the treatment of co-occurring diagnoses simultaneously. Non-integrated treatment
does not have co-ordination between service providers. Non-integrated treatment can include two separate services
provided over the same time period (parallel treatment); or the treatment of one disorder followed by treatment of the
other disorder (sequential treatment).

This review focused on psychosocial interventions for people with both SUD and CMD, or SUD and BPD, and sought to
compare integrated and non-integrated service delivery where evidence allowed.
Aims and objectives

To systematically review evidence regarding clinical effectiveness and estimate the cost-effectiveness of psychosocial
interventions for adults with SUD that have a co-occurring CMD or BPD.
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Chapter 2 Methods

Methods for reviewing clinical effectiveness

Umbrella review

Health Technology Assessment 2026 Vol. 30 No. 49

An umbrella review, that is, a systematic overview of systematic reviews, was conducted based on methods described
by the Joanna Briggs Institute (JBI)**?*> and Cochrane Collaboration?¢ using the review eligibility criteria shown in Table 1.
This approach was chosen due to the breadth of the scope and the volume of available literature.?’-?*

The protocol for the umbrella review is registered on PROSPERO CRD42024515813.

TABLE 1 Review eligibility criteria

Include Exclude

Adults (age 18 years and over, no upper limit)
with both:

1. Substance dependence [moder-
ate-severe alcohol/drug use disorder
(excluding tobacco/nicotine), including
non-dependent but harmful pattern of
substance use];
and

2. A co-occurring mental disorder.
Co-occurring mental disorders comprise
the following:

Population Either -

i. CMDs including those treated by IAPT
(Improving Access to Psychological Ther-
apies) services:*®

e anxiety disorders

e depressive disorders, including major
depressive disorder (MDD)

eating disorders

OoCD

phobias

PTSD

1. Severe mental iliness that is covered by NICE guidance NG58*

and CG120,2 namely:
NG58
Any severe mental illness

e schizophrenia, schizotypal and delusional disorders, schizo-
phrenia spectrum disorder

e bipolar affective disorder

e severe depressive episode(s) with or without psychotic epi-
sodes (populations with depression that includes MDD will be
included)

CG120

Psychosis. The main forms of psychosis are schizophrenia
(including schizoaffective disorder, schizophreniform disorder and
delusional disorder), bipolar disorder or other affective psychosis
Drug- or alcohol-related cognitive impairment; dementia;
neuroatypical populations (autism, attention deficit hyperactivity
disorder).

Populations with alcohol/drug dependence without mental iliness
(or with subclinical, e.g. depression/anxiety), or addiction studies
where outcomes include measures of anxiety or depression (but
population not diagnosed with anxiety or depression); or mental
illness without substance-related problems.

Tobacco/nicotine dependence is excluded.

Alcohol reduction as lifestyle intervention for non-dependent/
non-harmful users is excluded.

4. Children
Or-
ii. BPD. Antisocial personality disorder was
also included.
continued
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METHODS

TABLE 1 Review eligibility criteria (continued)

Include Exclude

Interventions Psychosocial interventions for SUD and Treatment for drug- or alcohol-related cognitive impairment
CMD/BPD (with or without pharmacological including cognitive remediation and traumatic brain injury.
therapies), including: Pharmacological interventions with no adjunctive psychosocial
CBT; intervention.

Ml therapy; Studies of medically supervised withdrawal management
BT including DBT; (detoxification)

ACT;

PsyT;

supportive counselling;

TfT,

SS;

EMDR,;

case management;

contingency management (incentivised/
compensated work therapy);

supportive housing;

self-management support;

peer support;

mindfulness;

yoga or exercise;

arts therapy.

Includes face-to-face or digital interventions
(computer-based or text messaging); individ-
ual or group therapy; or brief interventions.

Comparators Included interventions compared with each Studies comparing different pharmacological treatments; or com-
other. paring pharmacological treatment with psychosocial, placebo or no
Included interventions compared with interventions.

treatment as usual (TAU), waitlist, attention-
control, no treatment.

Integrated treatment (for both SUD and
CMD) compared with parallel or sequential
treatments, or treatment for either SUD or

CMD alone.
Outcomes Substance use outcomes: Alcohol or drug use Prevalence of comorbidities
counts of days abstinent; longest continuous Affected-other outcomes

days abstinent; number of heavy drinking
days; time to event (e.g. time to first heavy
drinking day); craving for alcohol and drugs;
rate of remission from alcohol and drug use
disorder

CMD outcomes: Mental health symptoms
and disorder remission; disease-specific
outcome measures

Personal and social functioning and recovery
measures as specified (e.g. global assess-
ment; employment/occupational, housing,
educational outcomes).

Treatment retention, attendance, adverse

effects
Study design Systematic reviews and meta-analyses of Non-systematic reviews
randomised controlled trials (RCTs). Systematic reviews of observational studies
Primary studies
Countries/ Countries with similar health care to UK, for Low- and middle-income countries
settings example UK, USA, Australia, Europe

Healthcare primary or secondary, drug or
alcohol services, social care, community
setting/voluntary sector, prison

Other English language; publication type peer- Non-English language; publication-type dissertation, book, abstract
reviewed journal article with insufficient information, editorial, opinion, letter
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Systematic reviews and meta-analyses (MAs) of randomised controlled trials (RCTs) were sought. The systematic
reviews must have a transparent reproducible search strategy and search multiple sources.?® Reviews that include RCTs
and observational studies were only included if results of the RCTs were reported separately.3!

Where systematic reviews had a broader population than our eligibility criteria (see Table 1), they were eligible for
inclusion if either SUD outcome or CMD/BPD outcome data were summarised separately for the population meeting
our review. Where there were broader populations, where data were not summarised separately for the subgroup
eligible for our project, for example reviews of adults and children, these reviews were listed separately in the appendix
of excluded studies (see Appendix 2).32

Where there were multiple systematic reviews of the same topic, the most recent review was included if this
incorporated all RCTs meeting eligibility criteria across those reviews.®®* However, for cases where there were
overlapping but non-identical review questions, and the reviews included some of the same primary studies, both
reviews were included and the amount of overlap of primary studies was stated.?¢343>

Search strategy
The search strategy comprised the following main elements:

e Searching of electronic databases: MEDLINE, EMBASE, PsycInfo® (American Psychological Association, Washington,
DC, USA), Cochrane Database of Systematic Reviews, and Web of Science.

e Contact with experts in the field.

e Scrutiny of bibliographies of retrieved papers.

The table of sources search and search strategies are presented in (see Appendix 1, Tables 15-20).
Systematic database searches were carried out in February 2024. The following concepts were identified:

1. General terms for mental health co-occurrence, dual diagnosis.

2. Patient groups were identified through consultation with the clinical advisors, NICE’s list of mental disorders,3¢3”

Improving Access to Psychological Therapies (IAPT) treated mental health conditions:*° general terms for CMDs

and BPD.

General terms for substance misuse and psychoactive substances.

4. Named substances: amphetamine; benzodiazepine; alcohol; cannabis; cocaine; heroin; ketamine; marijuana; metha-
done; methamphetamine; opiates; opioids; opium; and phencyclidine.

w

Exclusion filter
e Child subject headings and free-text terms.
Limits applied

e Maximum specificity reviews search filter https:/hiruweb.mcmaster.ca/hkr/hedges/medline/
o English language limit.

The following concept combinations were combined in the search strategy:
(((Concept 1 OR (Concept 2 AND (Concept 3 OR Concept 4))) AND Reviews filter) NOT CHILD filter)

Study selection

Study selection was made using the review eligibility criteria shown in Table 1. The title and abstract of each record
retrieved by the search strategy were assessed against the review eligibility criteria, and irrelevant records were
excluded. A 5% sample of the records retrieved by electronic searches was checked by two reviewers, and in the case
of high agreement (Cohen'’s k = 0.8 or higher), one reviewer assessed the rest of the records. There was the option
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METHODS

to check further 5% samples until reviewers reached an agreement. The full texts of selected records were obtained
and assessed against the inclusion criteria. Study selection based on full texts involved a 10% sample check by two
reviewers with discrepancies resolved by discussion, with the option to check further samples until agreement was
reached. Following this, one reviewer conducted the remaining full-text study selection.

Data extraction strategy

A data extraction form was constructed in Microsoft Excel® (Microsoft 365 ProPlus, Microsoft Corporation, Redmond,
WA, USA). Data were extracted from all studies by one reviewer using a standardised data extraction form, piloted on
four studies by two reviewers. A second reviewer thoroughly checked all extractions. Any disagreements were resolved
through discussion and consultation with a clinical advisor where necessary. Where there were several editions of the
same systematic review, the most up-to-date edition was used. Where studies had wider populations or comparators
outside the scope of this review, only data for the relevant subgroup were extracted.? Data extracted included review
characteristics, population characteristics, results, and the reviews' risk-of-bias assessment of included RCTs.

Quality assessment strategy

Critical appraisal of included reviews was performed by one reviewer and checked by a second reviewer. Discrepancies
in the assessments made by the reviewers were resolved by discussion. Systematic reviews were assessed using the
JBI Critical Appraisal Checklist for Systematic Reviews and Research Syntheses?* for systematic reviews. Quality of the
RCTs within systematic reviews were summarised from the risk-of-bias assessments within each included review.

Methods of analysis/synthesis
From the umbrella review, results of relevant MAs were tabulated and reported. Results of narrative syntheses were
tabulated and reported. Data were discussed in a narrative review.?”
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Chapter 3 Results - clinical effectiveness

Results - quantity and quality of research available

Umbrella review

Searches for systematic reviews, in five databases, conducted February 2024, gave a total of 8984 records. Following
removal of duplicates, there were 5416 unique records. An additional four records were added from bibliography
searching. This gave a total of 5420 records to title/abstract sift.

Five thousand four hundred and twenty records were title/abstract sifted, from which, 2 reviewers independently title
and abstract sifted 280 records. There was an agreement of 93.9%, with Cohen’s k = 0.9. Disagreements were resolved
by discussion. The rest of the records were title and abstract sifted by one reviewer.

Three hundred and twenty-six title/abstracts were included, and full texts of 320 of these records were obtained (for 6

records full texts were not available) (Figure 1). To assess agreement between reviewers, 34 full texts were sifted by 2
reviewers independently. There was an agreement of 94.1%, with Cohen’s k = 0.8. The rest of the full texts were sifted

by one reviewer.
Thirty reviews were included.

There were in total 290 exclusions (see Appendix 2, Tables 21-24).

)
5 Records identified through
"«'3 searches
= (n=8984)
c
S
—/
M) C - Y
Records after removal of duplicates
(n=5416)
® N\ J (Additional records identified
E |: from bibliography searches
& v L (n=4)
o e N
A Record screened by title and abstract
(n=5420)
A g Excluded by title and ab:
xcluded by title and abstract
ﬁ L d (n=5094)
(n=6 unavailable full text)
Full-text articles (references) assessed for eligibility
2z (n=320)
E
B0 ' R
w Reviews with broader criteria that do not report
> Eull-text E— subgroup data (n=35)
— b articles \ J
) excluded,
Full-text articles included with reasons ( R
(n=30reviews) (n=290) Wrong population (n=120), Wrong intervention (n=22),
Wrong comparator (n=1), Wrong outcomes (n=32),
¢ Wrong study design (n=64), Superseded reviews (n=12),
- Other (n=4)
% Studies included in qualitative synthesis L )
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(meta-analysis)
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—/

FIGURE 1 PRISMA flow diagram.
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RESULTS - CLINICAL EFFECTIVENESS

Seven papers had updated versions of the same review, and so were excluded due to being superseded. An additional
five reviews only included RCTs covered by included reviews that were newer and had more studies, and did not
provide additional data, and so were excluded due to being a superseded review: Brazier et al.®®- all RCTs in Lee et al.%’;
Holmes et al.*° - all RCTs in O’'Donnell et al. and Schouten et al.#*4?; Hobbs et al. - all RCTs in Hesse et al.*®

Lo Coco et al.** - all RCTs in Mehta et al.*®; Sugarman et al.*¢ - all RCTs in Schouten et al.*> or Dugdale et al.*’

Thirty-five papers had broader criteria that do not report subgroup data for trials meeting the inclusion criteria for
our project.

Two hundred and forty-three papers did not meet eligibility criteria for the following reasons:
Wrong population 120

Wrong intervention 22

Wrong comparator 1

Wrong outcomes (or outcomes not reported) 32

Wrong study design (not systematic review, or review of non-RCTs) 64

Other 4

Included study characteristics
Characteristics of the 30 included systematic reviews are shown in Table 2. Further details are in Appendix 3, Tables 25-28.

TABLE 2 Table review characteristics

Number of
Psychosocial therapy RCTs relevant
First author, year Population SUD Population CMD categories to our project
Amato, 201148 SUD drug (opioid) Depression CBT; ACT; PsyT; support; peer 3
Cuijpers, 20234 SUD any Depression CBT; PsyT 8
Grant, 2021%° AUD Depression CBT; ACT; PsyT; support; peer; 9
brief; digital
Hassan, 2017 SUD drug (opiate) Depression/anxiety CBT; BT; PsyT 4
Hides, 2019~ SUD any Depression CBT; BT; PsyT; peer 6
O’Donnell, 20224 AUD Depression, MDD CBT; MI; support; brief; digital 5
Riper, 201453 AUD Depression, MDD CBT; MI; support; peer; brief 9
Schouten, 202242 AUD Depression CBT; MI; support; brief; digital 6
Baker, 2012>* AUD Mixed CMD (depression, anxiety, CBT; MI; BT; PsyT; brief 8
panic disorder, phobias)
Boniface, 2018%° AUD Mixed CMD (depression, anxiety, CBT; MI; support; brief; digital 11
PTSD, social phobia)
Cavicchioli, 2018%¢ SUD any Mixed CMD (depression, anxiety, CBT; MI; mind; BT; peer; 8
eating disorders, PTSD, BPD)
Chetty, 2023%7 SUD any Mixed (depression, anxiety, PTSD, CBT; TfT; BT 9

eating disorders)
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TABLE 2 Table review characteristics (continued)

Number of
Psychosocial therapy RCTs relevant
First author, year Population SUD Population CMD categories to our project
Dugdale, 20194 SUD any Mixed CMD (depression, PTSD) CBT; MI; ACT; peer; mind; 19
digital
Ghetti, 202258 SUD any Mixed CMD (depression, anxiety, PsyT; support; peer; music 2
PTSD, BPD)
Glover-Wright, 2023% SUD any Mixed CMD (depression, MDD, Support; contingency; coloca- 4
anxiety, panic disorder, PTSD) tion of services
Hesse, 200943 SUD any Mixed CMD (depression, anxiety, CBT; BT; PsyT; support; peer 10
OCD, PTSD)
Karapereddy, 2019¢° SUD any Mixed CMD (anxiety, social phobia, ACT; contingency 4
PTSD)
Mehta, 20214 SUD any Mixed CMD (depression, anxiety, CBT; support; TfT; peer 12
PTSD)
Perry, 20194 SUD any Mixed CMD (depression, anxiety, CBT; MI; ACT; support; peer; 7
phobias, PTSD, BPD/AsPD) mind
Henderson, 2020¢2 SUD any PTSD CBT; TfT; SS 6
Hien, 2023a% SUD any PTSD CBT; MI; BT; TfT; SS; EMDR 27
Hien, 2023b% SUD any PTSD CBT; ACT; support; TfT; SS 24
Hill, 2024 SUD any PTSD TfT; SS 4
Logsdon, 2023¢ SUD any PTSD EMDR 3
Molina, 2022¢7 SUD any PTSD CBT; TfT; SS 8
Roberts, 2022¢ SUD any PTSD CBT; ACT; TfT; SS; contingency; 26
peer; support; brief; digital
Sherman, 2023¢° SUD any PTSD SS 7
Simpson, 20217° SUD any PTSD CBT; MI; support; TfT; SS 25
Gibbon, 20207 SUD any BPD (AsPD) CBT; MI; support; contingency 9
Lee, 2015% SUD any BPD CBT; BT; PsyT; CaseM; peer 10

AsPD, antisocial personality disorder; brief, brief intervention; CaseM, case management; contingency, contingency management; digital,
digital intervention (i.e. delivered via computer or text message); MDD, major depression disorder; mind, mindfulness; music, music therapy;
peer, peer support; support, supportive counselling or self-management support.

The majority of reviews covered depression, anxiety or PTSD. Nine focused on PTSD, eight focused on depression/
anxiety. Of the 11 reviews with mixed (several types of) CMD, all included 1 or more of depression, anxiety or PTSD.
Two reviews focused on BPD. The majority of reviews covered any form of SUD [alcohol and/or drug(s)], six focused on
AUD and two focused on opioid use.

Eight of the reviews completely met our project inclusion criteria.3?41-4354¢569.72 The others had broader criteria than our
project. The included reviews had between 2 and 27 RCTs meeting our project inclusion criteria.

A map showing availability of reviews by intervention was created in EPPI-Reviewer (Evidence for Policy and Practice
Information and Co-ordinating Centre, University of London, London, UK)737# https:/tinyurl.com/35pmhve2.

The evidence map identified the following intervention gaps: supportive housing (zero reviews); yoga and exercise (zero
reviews); case management (one review); art therapy including music therapy (one review); and EMDR (two reviews).
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RESULTS - CLINICAL EFFECTIVENESS

To address these gaps, RCTs were sought that were not included in the umbrella review. Targeted searches were
undertaken by checking the reference list of reviews that were initially excluded due to having broader criteria than
the inclusion criteria for this project. The searches identified eight RCTs”>-82 that met the criteria for substance use and
comorbid mental health conditions in the targeted interventions. Of these, three RCTs”7%8! included yoga intervention,
one RCT each included EMDR”® or music therapy®? and three RCTs were in homeless individuals.”>747? No RCTs were
found for case management or assessing sheltered housing with no sheltered housing. Further details of the included
studies are provided in (see Appendix 4, Tables 29-31).

Three reviews included UK RCTs: Dugdale et al.” (n = 4 RCTs), Chetty et al.>” (n = 1) and Boniface et al.>> (n = 1). The
following reviews included studies from Ireland but not stated whether Northern or Republic of Ireland: Grant et al.°
(n = 2), Riper et al.>® (n = 1), Schouten et al.*?> (n = 2). Most reviews included studies from the USA. Other included RCTs
were from Australia, the Netherlands, Canada, Germany, Sweden, Switzerland, Austria, Mexico, Venezuela, Denmark,
Thailand, France, Islamic Republic of Iran and Spain (we included reviews with majority of RCTs from countries with
Western/European health services, but reviews with a few RCTs from other countries were allowed). Seven reviews
(Cavicchioli et al.,”® Hassan et al.,>* Hesse et al.,*® Hien et al.,®® Hill et al.,®> Karapereddy et al.,’® Mehta et al.*®) did not
report the country of included RCTs.

Risk of bias

Critical appraisal of included systematic reviews

The critical appraisal of included systematic reviews was conducted using the JBI Critical Appraisal Checklist for
Systematic Reviews and Research Syntheses?* for systematic reviews and presented in Appendix 5, Table 32.

In summary, the methodological quality of the reviews was generally good with all the reviews stating clear and explicit
review questions, reporting appropriate inclusion/exclusion criteria, using appropriate sources and resources to search
for studies, making evidence-based recommendations, and providing specific directives for new research. The main area
of concern was the lack of assessment for publication bias (12 reviews).41-4347.5457.59.62.65.67-69 |n addition, it was unclear in
five reviews384347.56.59.6272 if critical appraisal was undertaken independently by two or more reviewers and in nine revi
eWws,*,53,56:57,59,6062,6365 jt was unclear if methods to minimise errors in data extraction were used. Nine studies scored yes
in all domains.48°0.5255586166,7071 Dye to heterogeneity in population, interventions, comparators and outcomes, it was
not possible to quantify any trends between the review quality and significance of outcomes reported.

Within-review risk-of-bias assessments of RCTs
The quality of the primary RCTs within systematic reviews was summarised from the risk-of-bias assessments within
each included review and presented in Appendix 6, Table 33.

The most popular assessment tool used to assess the methodological quality of the included RCTs was the Cochrane
Risk of Bias 1 tool®® (15 reviews)*14548-5052535556,58,61,67.68,7071 fo||owed by the Cochrane Risk of Bias 2 tool®* (5 rev
iews).42636466.69 Gix reviews used various other tools; Lee et al.®? used an adapted quality checklists of NICE and
Petticrew and Robe,2>8¢ Henderson et al.®? used the Quality Assessment Framework,?” Glover-Wright et al.> used the
Methodological Standard for Epidemiological Research (MASTER) scale,®® Chetty et al.’” used the Critical Appraisal Skills
Programme (CASP) checklist,®* Dugdale et al.*’ used the Quality Assessment tool for Quantitative studies, and Baker

et al.>* used PEDro Scale quality rating.”® Three reviews did not report on the methodological quality of the included
Studies.43’60’65’72

The methodological quality of the included RCTs within the reviews and the risk of bias for each of the domains within
the studies varied. In two reviews, Schouten et al.*> and Hides et al.,>? all the included studies were at high risk of bias.
The studies with an overall high risk of bias were mainly due to high dropout rate, failure to meet power calculation
estimates, selection bias, use of only self-report outcomes, lack of blinding, or had meaningful differences in baseline
characteristics. Some RCTs did not report key information.*® In addition, in some reviews, it was not reported whether
the studies were confounded by imbalanced use of other interventions or pharmacotherapy. However, it should

be noted that the inability to blind participants and assessors and the use of self-report measures are common in
psychological studies. Studies with missing data were handled differently in the included reviews. Schouten*? did not

10
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undertake any sensitivity analysis or multiple imputations. While Hides et al.>? had planned to perform sensitivity
analyses, this was not undertaken due to clinical heterogeneity and the small number of included studies. In Dugdale
et al.,*” there was high attrition across studies, with many studies using intention-to-treat analyses and Robert et al.®
noted that the study authors generally took steps to impute missing data through appropriate statistical methods.

Although it was not possible to assess if the methodological quality of the studies impacted the direction of the results,
Cuijpers et al.*’ and Boniface et al.>> noted that limiting the studies to those with a low risk of bias resulted in a non-
significant effect size, while Mehta et al.*> found studies with a low risk of bias had greater effects on SUD outcomes;
however, study quality was not related to effect size variability for PTSD outcomes. In Hien et al.,*® the effect size on
PTSD symptom severity at 12 months was greater when restricted to studies with low or moderate risk of bias but
showed no difference in effect size > 0.06 on other outcomes. Amato et al.*® performed a sensitivity analysis including
and excluding studies at high risk of bias, for retention in treatment and substance use, but this did not lead to change
in results. A number of reviews were unable to perform sensitivity analysis to explore the impact of bias on effect size
due to the small number of included studies and clinical heterogeneity limiting the possibility to pool data. Overall,
due to variabilities in the included studies and outcomes measured in the reviews, it was difficult to highlight any
trends between the methodological quality of the studies and the type of mental health disorder, type of SUD or by
intervention type.

Results outcomes

Fifteen reviews reported MAs of RCTs eligible for our project. Eight reviews reported MAs of RCTs for anxiety or
depression42434548-505253 geven reviews reported MAs of RCTs for PTSD#>566668-70: or network meta-analyses (NMAs) for
PTSD.¢364

All reviews stated that there was heterogeneity between included RCTs. Most reviews discussed that RCTs are not
generalisable across all SUD and CMD comorbid populations, and settings.

Many reviews pointed out that RCTs had small sample sizes. Treatment as usual (TAU) differed between studies, and
was not always clearly described. Interventions and TAU were aimed at both diagnoses, unless otherwise stated. Not all
RCTs in reviews provided both SUD and CMD data.

Many reviews pointed out that both intervention and TAU significantly improved SUD and/or CMD outcomes, even
where there were no significant differences between treatment groups.

Results are presented by population investigated by reviews (depression/anxiety; PTSD; mixed CMD; BPD).

Results from reviews focusing on depression or anxiety

Eight reviews focused on depression/anxiety, and two additional reviews of mixed CMD reported separate data for
depression/anxiety (Mehta et al.*> and Hesse et al.*®). Reviews reporting MAs are shown in Table 3, and narrative results
in Table 4. Reviews did not always report significance values, but where they were reported they are shown in the
tables. There was some overlap of RCTs between Hesse et al.,* Hides et al.>? and Mehta et al.*>; between O’Donnell

et al.** and Schouten et al.*?; and Hassan et al.>* and Amato et al.*® All these reviews also had RCTs not overlapping with
other reviews.

Hassan et al. found BT did not differ significantly from TAU in alleviating depressive symptoms.>!

Hides et al.>? compared integrated CBT (ICBT) with peer support (12-step), and found ICBT, while no better than peer
support at post treatment, significantly favoured ICBT for SUD outcomes at 6-12 months follow-up (MA p = 0.01).52 For
CMD outcomes, peer support had significantly more favourable effects on depressive symptoms post intervention [MA
standardised mean difference 4.05, 95% confidence interval (Cl) 1.43 to 6.66], but this difference had disappeared by
6-12 months follow-up (Hides et al.).>?

Copyright © 2026 Simpson et al. This work was produced by Simpson et al. under the terms of a commissioning contract issued by the Secretary of State for Health and Social Care. This is an 11
Open Access publication distributed under the terms of the Creative Commons Attribution CC BY 4.0 licence, which permits unrestricted use, distribution, reproduction and adaptation in any

medium and for any purpose provided that it is properly attributed. See: https://creativecommons.org/licenses/by/4.0/. For attribution the title, original author(s), the publication source - NIHR

Journals Library, and the DOI of the publication must be cited.
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TABLE 3 Meta-analysis of anxiety or depression

Mehta,
20214

Amato,
20114

Cuijpers,
2023%

Grant,
2021%°

Grant,
2021%°

Num-  Num-
berof ber of

RCTsin partici-
MA pants
6 912

3 279

8 NR

2 430
2(MA 430
within

NMA)

SUD
any

SUD
drug -
opioid

SUubD
any

AUD

AUD

Psycho-
social
inter-
vention
catego-
ries
Anxiety, CBT
depres-
sion
Depres- CBT;
sion ACT;
PsyT;
support;
or peer
Depres- CBT;
sion PsyT
Depres- CBT
sion,
Depres- CBT
sion

Interven-
tion

ICBT +
usual care,
ICBI

Any psy-
chosocial +
pharmacol-

ogy

Psycho-
logical
interven-
tions (with
or without
antidepres-
sants) -
CBT, IPT

CBT some
brief, with
or without
pharma

CBT some
brief, with
or without
pharma

Com-
par-
ator
cate-
gories

TAU

TAU

TAU

or no
treat-
ment

TAU

TAU

Compar-
ator

Usual
care,
single
disorder
interven-
tion

Pharm
standard

WL, TAU,
or non-
active
control
(with or
without
antide-
pres-
sants)

No ad-
ditional
treat-
ment

No ad-
ditional
treat-
ment

Post
treat-
ment

Post
treat-
ment

Post
treat-
ment

Post
treat-
ment

Short-
term
(1-5
months)
follow-up

Hedges’
3(95%
Cl)

NR

Hedge’s
8

SMD
(95%
Cl)

SMD
(95%
Cl)

SUD ef-
fect size
(95% Cl)

0.240
(-0.163
to 0.643),
p = 0.243
non-
significant

NR

0.25; 95%
Cl(0.01
to 0.50)
small but
significant
effect
size,
favours
interven-
tion

-0.25
95% ClI
(-0.47 to
-0.04); p
=0.021

-0.10
(-0.31to
0.12)

CMD
calcu-
lated
measure

Days/ NR

pro-

portion

absti-

nent,

days

used,

NR SMD

Sub- SMD

stance  Hedge’s

use g, SMD

problem

Alcohol SMD

use (95% Cl)

mean

cubic cm

per day

Alcohol SMD

use (95% Cl)

(mean

cubic cm

per day)

CMD
effect size
(95% Cl)

NR

MD - BDI
1.70 (-3.91
to 0.51)
non-
significant;
SCL-90
0.02 (-0.28
to 0.31)
non-
significant

0.25(0.06
to 0.43)
small but
significant
effect size,
favours
interven-
tion. NNT
=14.64

-0.84
(-1.05 to
-0.63);p <
0.001

-0.88
(-2.93 to
1.18)

CMD -

outcome

measures Heterogenei-
used ty (1?)

NR 87%

BDI, 0%

SCL-90

Depression 25% depres-
(HAM- sion; 58% SUD
D-17), the

BDI, the

BDI-II,

Depressive I2=0%
symptoms  alcohol;
(mean depression
PHQ-9 and I? = 64.9%
mean 9Q)

Depressive 2 =0%
symptoms  alcohol;
(mean depression
PHQ-9 and [I?=35.3%
mean 9Q)
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TABLE 3 Meta-analysis of anxiety or depression (continued)

Num-
ber of
Author, RCTs in
year MA
Hesse, 4
20094
Hesse, 3 SUD;
20094 4
depres-
sion
Schouten, 6
202242
Schouten, 6
202242

Num-
ber of
partici-
pants

115

111
SUD;
155
depres-
sion

449
AUD;
647
depres-
sion

375
AUD;
461
depres-
sion

Psycho-
social
inter-
Popu- Popu- vention
lation lation catego-
SUb CMD ries
SUD  Depres- PsyT
any sion
SUD  Depres- PsyT
any sion
AUD  Depres- Digital,
sion CBT/MlI,
support
(some
brief)
AUD  Depres- Digital,
sion CBT/MlI,
support
(some
brief)

Interven-
tion

Psycho-
thera-
peutic
integrated
treatment
(SET, ICBT,
LETS, IPT)

Psycho-
thera-
peutic
integrated
treatment
(coping
with
depression,
ICBT, IPT)

Integrated
digital
interven-
tion

Integrated
digital
interven-
tion

Com-
par-
ator
cate-
gories

TAU
(in-
cludes
peer)

TAU
(in-
cludes
peer)

TAU

or no
treat-
ment

TAU

or no
treat-
ment

Compar-
ator

Current
events
group,
12FT,
TAU, BST

Relax-
ation
training,
12FT,
TAU, BST

Any

Any

Follow-
up

6 months

6 months

3 months

6 months

SMD
IV,
ran-
dom,
95%
Cl)

SMD
Hedges’
g,and
NNT

SMD
Hedges’
g,and
NNT

SUD ef-
fect size
(95% CI)

NR

13.75,
95% Cl
(0.51to
26.99);

p =0.04
significant
favour
PsyT

Alcohol
use g
=0.14
(-0.02 to
0.30);p =
0.07 non-
significant.
NNT =
12.70

Alcohol
use g =
0.14 (0.07
to 0.20);
p = 0.005
(signif-
icant
favours
interven-
tion) NNT
=13.05

SUD -
out-
come
meas-
ures
used

NR

Per cent
days
absti-
nent

Units
per day
or per
week, or
alcohol
use
occa-
sions per
day

Units
per day
or per
week, or
alcohol
use
occa-
sions per
day

CMD
calcu-
lated
measure

SMD (IV,
random,
95% Cl)

SMD (lV,
fixed,
95% Cl)

SMD
Hedges’
g,and
NNT

SMD
Hedges’
g,and
NNT

CMD -
outcome
measures
used

CMD
effect size
(95% Cl)

d=-0.58,
95% Cl
(-1.10 to
-0.06);p =
0.03, sig-
nificantly
favours
interven-
tion

ty (P)
46%

SCL-90 or
BDI

-4.6,95% HRSD
Cl(-74

to -1.7);

p =0.001
(significant

favours

interven-

tion)

SUD 17%;
depression
61%

AUD 0%;
depression
27%

Depressive BDI;
symptoms PHQ-9
g=0.34

(0.06 to

0.62);p =

0.02 (sig-
nificantly

favours

interven-

tion). NNT
=526

AUD 0%;
depression
48%

Depressive BDI;
symptoms PHQ-9
g=0.29

(-0.16 to

0.73);p =

0.15 non-
significant.

NNT =

6.25

Heterogenei-

continued
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TABLE 3 Meta-analysis of anxiety or depression (continued)

Psycho-
social Com-
Num-  Num- inter- par- CMD CMD -
berof berof Popu- Popu- vention ator SUD ef- calcu- CMD outcome
Author, RCTs in partici- lation lation catego- Interven- cate- Compar- Follow- fect size lated effect size measures Heterogenei-
year MA pants SUD CMD ries tion gories ator up (95% CI) measure (95% Cl) used ty (P)
Grant, 2 126 AUD  Depres- Digital, Supportive No Psycho-  Short- OR 1.64(0.55 Remis- NR NR NR 0%
20215 sionor support text treat- logical term (95%  to4.91) sion
MDD messaging ment placebo (1-5 Cl) from
con- (atten- months) alcohol
trol tion follow-up use
matched)
Grant, 2 126 AUD  Depres- Digital, Supportive No Psycho-  Short- SMD -0.14 Alcohol SMD -0.17 Depressive 0%
20213 sionor support text treat- logical term (95% (-0.70to use (95% Cl) (-0.74to  symptoms
MDD messaging ment placebo (1-5 Cl) 0.43) (mean 0.39) (mean BDI)
con- (atten- months) units per
trol tion follow-up drinking
matched) day)
Grant, 2 126 AUD  Depres- Digital, Supportive No Psycho-  Short- SMD -0.46 With- NR NR NR 0%
2021%° sionor support text treat- logical term (95% (-1.03to drawal
MDD messaging ment placebo (1-5 Cl) 0.12) and
con- (atten- months) craving
trol tion follow-up symp-
matched) toms
Grant, 2 126 AUD  Depres- Digital, Supportive No Psycho-  Very OR 3.55(0.76 Remis- NR NR NR 0%
20215 sionor support text treat- logical long- (95%  to 16.43) sion
MDD messaging ment placebo term Cl) from
con- (atten- (12 + alcohol
trol tion months) use

matched) follow-up

Hides, 2 64 SUD MDD/ PsyT Inter- TAU  Other Post- NR NR NR SMD (IV, -0.54 HDRS 0%
20192 any dysthy- personal thera- treat- random, (-1.04
mia PsyT for peutic ment 95% Cl) to 0.04);
Depression interven- p =0.03
(IPT-D) tions significant
favours
IPT-D
Hides, 2 220 SUD MDD/ CBT ICBT Peer 12FT Post- SMD -2.84 PDA SMD (IV, 4.0595% HDRS 0% SUD and
201932 SUD; any dysthy- treat- (v, 95% ClI random, CI(1.43 MDD
212 mia ment ran- (-8.04 to 95% Cl) to 6.66)
MDD dom, 2.35) significant
95% favours

Cl) 12FT
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TABLE 3 Meta-analysis of anxiety or depression (continued)

Num-

ber of
Author, RCTs in
year MA
Hides, 2 SUD
20192 and

MDD
Riper, 9
2014%

Popu-
lation
CMD

MDD/
dysthy-
mia

MDD/
depres-
sion

Psycho-
social
inter-
vention
catego-
ries

CBT

CBT MI

Interven-
tion

ICBT

CBT/MI

Com-
par-
ator
cate-
gories

Peer

TAU
(in-
cludes
brief)

Compar-
ator

12FT

TAU/
brief

treat-
ment

Follow-
up

6-12
months

Post-
treat-
ment

SMD
(Iv,
ran-
dom,
95%
Cl)

Hedg-
es'’s g,
95% Cl

SUD ef-
fect size
(95% CI)

10.76
95% Cl
(3.1to
18.42);
p=0.01
significant
favours
ICBT

0.15(0.03
to 0.28);
p <0.05
significant
favours
CBT/ML.
NNT =
11.9

SUD -
out-
come
meas-
ures
used

PDA

Drinks
per
drinking
day,
days
absti-
nent,

> 50%
reduc-
tion, %
above
harmful
thresh-
old,
AUDIT

CMD
calcu-
lated
measure

SMD (IV,
random,
95% Cl)

Hedges’s
g, 95%
Cl

CMD
effect size
(95% Cl)

1.53 95%
Cl(-1.73
to 4.79)

0.23(0.07
to 0.39);
p <0.01
significant
favours
CBT/MI.
NNT =
7.69

CMD -
outcome
measures
used

HDRS

BDI-II,
HAM-
D-21,
HADS,
HAM-D,
BDI

Heterogenei-
ty ()

0% SUD and
MDD

38.8%
Depression;
11.9% SUD

12FT, Twelve-Step Facilitation therapy; AUDIT, Alcohol Use Disorders Identification Test; BDI, Beck Depression Inventory; brief, brief intervention; BST, best supportive therapy; digital,
digital intervention (i.e. delivered via computer or text message); HAM-D, Hamilton Depression Rating Scale; HDRS, Hamilton Depression Rating Scale; ICBI, integrated cognitive
behavioural intervention; IPT, interpersonal psychotherapy; IPT-D, interpersonal psychotherapy for depression; LETS, Life Enhancement Treatment for Substance Use program; MD, mean
difference; MDD, major depression disorder; NNT, number needed to treat; NR, not reported; OR, odds ratio; PDA, per cent days abstinent; peer, peer support; PHQ-9, Patient Health
Questionnaire-9; SCL-90, Symptom Check List-90 scale; SET, self-examination therapy; SMD, standardised mean difference; support, supportive counselling or self-management support;

WL, waitlist.
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TABLE 4 Narrative results of SUD CMD anxiety depression

Author,

year of RCTs
Ghetti, 2
20223

Hassan, 4
2017

Hides, 6
201952

O’Donnell, 5
20224

Number

Population
Sub
SUD any

SUD opiate
(on MMT)

SUD drug

AUD

Population
CMD

Depression
Anxiety,
depression,

MDD,
dysthymia

Depression

Depression,
MDD

Psychosocial
intervention
categories

Music, PsyT,
CBT, support

BT, CBT, or
PsyT

CBT/BT

Digital,
support

Description of
intervention/
phenomena of
interest

Music therapy
plus TAU

Overall:

OAT + CBT or
PsyT [RPMG -
(relational
psychotherapy
mothers’ group)]

Cognitive
therapy or
group-based BT

Digital
interventions,
personalised, for
AUD and depres-
sion. Includes
clinician assisted
computer-based
intervention,
integrated digital
or web-based
interventions

Number of
participants
in
intervention
group (N)

12

123

18

NR. Across
both groups
all studies
1503

Comparator
categories

TAU (PsyT,
CBT, support)

TAU

TAU

TAU (brief,
Ml) or no
treatment

Description
of
comparator

TAU (PsyT,
CBT, support)

TAU, non-
directive
group
therapy,
Relaxation
Therapy,
Recovery
training

Relaxation/
narrative/
prescriptive
therapy

Face-to-face
manualised
brief inter-
vention with
or without
MI; alcohol
only web-
based;
attention-
control
web-based

Number of
participants
in
comparator
group (N)

20

Treatment
group effect.
Significance/
direction SUD

NR

NR

No significant
difference

Mixed - digital
intervention
significant
better than
comparator

at 1 month
follow-up, but
non-significant
groups at 3-6
months. Other
RCTs similar
improvement
in intervention
and control
groups.

Treatment
group effect.
Significance/
direction
CMD

No significant
difference

Significantly
favoured
interventions
CBT or PsyT.
No significant
difference for
BT.

No significant
difference

Mixed - digital
intervention
significant
better than
comparator

at 1 month
follow-up,

but non-
significant
groups at 3-6
months. Other
RCTs similar
improvement
in intervention
and control
groups.

brief, brief intervention; digital, digital intervention (i.e. delivered via computer or text message); MDD, major depression disorder; MMT, methadone maintenance treatment; music,
music therapy; NR, not reported; OAT, opiate agonist therapy; SUD any, substance use disorder drug and alcohol; SUD drug, substance use disorder drug only; support, supportive
counselling or self-management support.
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Nine reviews compared CBT to TAU. For SUD outcomes, there were significant advantages over TAU for CBT/MI
delivered face to face (MA by Riper et al. p < 0.05),>® or digitally delivered ICBT/MI at 6 months (MA by Schouten et

al. p = 0.005),* brief CBT (MA by Grant et al. p = 0.021)*° or CBT/PsyT [MA by Cuijpers et al. Effect size 0.25; 95%

Cl (0.01 to 0.50)].* However, Cuijpers et al. notes that limiting the studies to those with low risk of bias resulted in

a non-significant effect size.*’ In other reviews, CBT was not found to be significantly different from TAU (relaxation

or single disorder intervention) (Hides et al.>?; Mehta et al.**), and the addition of CBT/ACT/PsyT to pharmacological
therapy (methadone) and counselling did not significantly differ from pharmacological therapy and counselling alone for
SUD outcomes.*® Mehta et al.** also found that brief CBT/MI interventions performed better for alcohol outcomes than
intensive CBT/MI.

For depression outcomes, there were significant advantages over TAU for CBT/MI delivered face to face (MA by
Riper et al. p < 0.01),% or digitally delivered ICBT/MI at 3 months (MA by Schouten et al. p = 0.02),*? brief CBT (MA
by Grant et al. p < 0.001)>° or CBT/PsyT [MA by Cuijpers et al. effect size 0.25, 95% CI (0.06 to 0.43)],? or CBT/PsyT
(narrative summary by Hassan et al.).>* For depression outcomes, CBT was not found to be significantly different from
TAU [relaxation (Hides et al.>?) or attention-matched psychological placebo],*® and the addition of CBT/ACT/PsyT to
pharmacological therapy did not significantly differ from pharmacological therapy alone.*®

Digitally delivered self-management support improved both SUD and depression outcomes post treatment significantly
more than TAU or no treatment control, but not across all RCTs, and not at longer-term follow-up (3-6 months)

in a narrative summary from O’'Donnell et al.** Grant did not find significant differences for digitally delivered self-
management support compared with placebo, or delivered in addition to peer support versus peer support alone, for
either SUD or CMD outcomes.”® However, Grant et al.*° state that they are very uncertain about the existence of any
non-null effects for remission from both depression and alcohol use, based on confidence ratings using the Grading of
Recommendations Assessment, Development and Evaluation (GRADE) approach.

Music therapy plus TAU was not different from TAU alone, for either SUD or depression outcomes.>®

Integrated PsyT improved SUD outcomes significantly more than TAU including peer support in one review (MA by
Hesse et al. p = 0.04).%3 PsyT did not differ from TAU including supportive therapy, for SUD outcomes in reviews by
Hides et al. and Grant et al*®>2 PsyT was significantly better than TAU at improving depressive symptoms (MA by
Hesse et al. p < 0.03)*® (MA by Hides et al. p = 0.03),°? although not at later follow-up (3 months), and not compared to
supportive therapy, based on confidence ratings using the GRADE approach.*®

Overall, there was some evidence that the following interventions were more beneficial than TAU for both SUD and
depression outcomes (note that TAU differed between studies, and was not always clearly described): CBT#24%:5233;
M4233; PsyT4349:52, support*; and interventions delivered digitally.*'42 Digital interventions were also beneficial for
anxiety outcomes.*”

Results from reviews focusing on post-traumatic stress disorder

Nine reviews focused on PTSD, and two additional reviews of mixed CMD reported separate data.*>> MAs results

are shown in Table 5, NMAs results in Tables 6 and 7 and narrative results in Table 8. Reviews did not always report
significance values, but where they were reported they are shown in the table. There were some overlapping RCTs
between Hien et al. 2023a% and Hien et al. 2023b%*; Molina et al.®” and Mehta et al.*>; Simpson et al.,”° Sherman et al.®’
and Roberts et al.®® However, they all also included non-overlapping RCTs.

A behavioural intervention for SUD did not differ significantly from TAU for SUD outcomes, but improved PTSD
symptoms significantly more than TAU post treatment [outcome model of Hien et al. effect size -0.60 (-0.80 to —-0.38)],
although not at 12 months follow-up.¢® A non-trauma-focused integrated BT did not improve SUD or PTSD more than
TAU, although there was a trend favouring BT over TAU at 12 months.®® An analysis by Hill et al. found TfT was more
effective than non-trauma-focused treatment, regardless of baseline cannabis use.%*

Cognitive-behavioural therapy had similar results to SS and ACT for both SUD and PTSD outcomes.® There were six
comparisons of CBT and TAU. ICBT was significantly favoured over TAU (which included some CBT for SUD) in terms

Copyright © 2026 Simpson et al. This work was produced by Simpson et al. under the terms of a commissioning contract issued by the Secretary of State for Health and Social Care. This is an 17
Open Access publication distributed under the terms of the Creative Commons Attribution CC BY 4.0 licence, which permits unrestricted use, distribution, reproduction and adaptation in any

medium and for any purpose provided that it is properly attributed. See: https://creativecommons.org/licenses/by/4.0/. For attribution the title, original author(s), the publication source - NIHR

Journals Library, and the DOI of the publication must be cited.
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TABLE 5 Meta-analysis of PTSD

Psycho-
social SUD SUD -
Num- inter- Com- calcu- outcome CMD -
berof Number vention parator lated meas- outcome
studies ofpar- Popula- catego- Interven- catego- Compar- Follow- meas- SUD effect ures CMD effect measures Heteroge-
inMA ticipants tion SUD ries tion ries ator up ure size (95% Cl) used size (95% ClI) used neity (?)
Cavicchioli, 3 412 SUDany PTSD Mind MBI TAU TAU Post- NR NR NR Cohen's d=-2.38 PCL-C, PTSD
2018%¢ (in- CBT/ treat- d (-2.67 to IES-R, 85.65%
cludes psycho- ment -2.08); p < MPSS
CBT, educa- 0.001
peer)  tion/
12S
Logsdon, 3 66 SUDany PTSD EMDR EMDR TAU Active Post- NR NR NR Hedges’” PTSD PCL PTSD 80%
2023¢¢ control  treat- d symptom d =
ment 1.426 (0.196
to 2.656);
p =0.023
Mehta, 6 734 SUDany PTSD CBT ICBT TAU Usual Post Hedges’ 0.245 (0.002 Days NR NR NR 54%
20214 care treat- g(95% to 0.489) drinking,
ment  ClI) p = 0.005 polydrug
days,
propor-
tion not
relapsed,
absti-
nent
Roberts, 4 AUD; 352 AUD PTSD CBT ICBT + TAU TAU for Post- SMD  Alcoholuse ASI, SMD. PTSD severity CAPS, AUD 0%;
2022¢8 4 SUD; AUD TAU for SUD treat- (AUD) 0.02(-0.19 SADQ-C PTSD® -0.24(-0.51 CIDI, SUD 0%;
4 PTSD and SuUuD only ment to 0.24); to 0.03) IES-R, PTSD 33%
SUD; Substance PCL,
349 use-0.08 PCL-C,
PTSD (-0.30 PCL-M,
to -0.13) PSS-I.
Roberts, 3AUD; 165 AUD PTSD CBT ICBT + TAU TAU for 3-5 SMD Alcohol ASI, SMD. PTSD severity CAPS, AUD 0%;
2022¢ 3SUD; AUD TAU for SUD months (AUD)* use-0.10 SADQ-C PTSD® -0.12(-0.44 CIDI, SUD 0%,;
3 PTSD and SUD only (-0.41 to 0.20); IES-R, PTSD 0%
SUD; to 0.21); PCL,
156 Substance PCL-C,
PTSD use-0.01 PCL-M,
(-0.31 to PSS-I.

0.30)
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TABLE 5 Meta-analysis of PTSD (continued)

Psycho-
social SuD SUD - CMD
Num- inter- Com- calcu- outcome calcu- CMD -
berof Number Popu- vention parator lated meas- lated outcome
Author, studies ofpar- Popula- lation catego- Interven- catego- Compar- Follow- meas- SUD effect ures meas- CMD effect measures Heteroge-
year inMA ticipants tionSUD CMD ries tion ries ator up ure size (95% Cl) used ure size (95% CI) used neity (?)
Roberts, 3AUD; 337 AUD PTSD SS, Present- TAU TAU for Post- SMD Alcoholuse  ASI, SMD. SMD PTSD CAPS, AUD 66%,;
2022¢8 5SUD; AUD; support focused SUD treat- (AUD)® -0.21(-0.67 SADQ-C PTSD® severity CIDI, SUD 67%;
6 PTSD 765 treat- only ment to 0.25); -0.02 (-0.16 IES-R, PTSD 0%
SUD; ments + Substance to 0.12). PCL,
814 TAU for use 0.13 [RR PTSD PCL-C,
PTSD SUD (-0.42 to diagnosis 1.01 PCL-M,
0.16) (0.66 to 1.54), PSS-I.
non-significant
difference (2
RCTs, n = 77)]
Roberts, 4 AUD; 372 AUD PTSD SS, Present- TAU TAU for 3-5 SMD  Alcohol ASI, SMD. PTSD severity CAPS, AUD 0%;
2022¢8 7 SUD; AUD; support focused SUD months (AUD)® use -0.11 SADQ-C PTSD® -0.01(-0.15 CIDI, SUD 29%;
6 PTSD 925 treat- only (-0.31 to 0.13) IES-R, PTSD 0%
SUD; ments + to 0.10); PCL,
800 TAU for Substance PCL-C,
PTSD SUD use-0.02 PCL-M,
(-0.19 to PSS-I.
0.15)
Roberts, 3AUD; 298 AUD PTSD SS, Present- TAU TAU for 6-13 SMD  Alcoholuse ASI, SMD. PTSD severity CAPS, AUD 58%;
2022¢8 6 SUD; AUD; support focused SuUD months (AUD)® 0.44 (-0.43 SADQ-C PTSDb. 0.04(-0.18 CIDlI, SUD 0%;
5PTSD 874 treat- only to 0.51); to 0.26); IES-R, PTSD 40%
SUD; ments + Substance PCL,
726 TAU for use-0.00 PCL-C,
PTSD SUD (-0.13 to PCL-M,
0.13) PSS-I.
Roberts, 3AUD; 234 AUD PTSD TfT TfTs + TAU TAU for Post- SMD  Alcoholuse ASI, SMD. SMD PTSD CAPS, 0% AUD;
2022¢8 3SUD; AUD; TAU for SUD treat- (AUD)® 0.05(-0.21 SADQ-C PTSD® severity CIDlI, SUD 81%;
7 PTSD 170 SUD only ment to 0.31); -0.36 (-0.64 |IES-R, 54% PTSD
SUD; Substance to -0.08) PCL,
544 use 0.16 significantp < PCL-C,
PTSD (-0.63 to 0.05 favours  PCL-M,
0.95) TfT.[RRTSD  PSS-I.
diagnosis RR
0.62(0.46
to 0.84) signif-
icant favours
TfT p < 0.05
(2 RCTs,
n=201)]
continued
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TABLE 5 Meta-analysis of PTSD (continued)

Psycho-
social SUD SUD -
Num- inter- Com- calcu- outcome CMD -
berof Number Popu- vention parator lated meas- outcome
Author, studies ofpar- Popula- lation catego- Interven- catego- Compar- Follow- meas- SUD effect ures CMD effect measures Heteroge-
year inMA ticipants tionSUD CMD ries tion ries ator up ure size (95% Cl) used size (95% CI) used neity (?)
Roberts, 2 AUD; 153 AUD PTSD TfT TfTs + TAU TAU for 3-5 SMD Alcohol ASI, SMD. PTSD severity CAPS, AUD 0%;
2022¢ 3SUD; AUD; TAU for SUD months (AUD)® use - 0.07 SADQ-C PTSD® -0.97(-2.10 CIDI, SUD 29%;
3 PTSD 205 SUD only (-0.41 to 0.16) IES-R, PTSD 91%
SUD; to 0.27); PCL,
213 Substance PCL-C,
PTSD use 0.09 PCL-M,
(-0.28 to PSS-I.
0.46)
Roberts, 4 AUD; 363 AUD PTSD TfT TfTs + TAU TAU for 6-13 SMD Alcohol ASI, SMD. PTSD severity CAPS, 0 AUD;
2022¢8 3SUD; AUD; TAU for SUD months (AUD)* use-0.23 SADQ-C PTSD® -0.48(-0.81 CIDI, SUD
5PTSD 256 SUD only (-0.44 to -0.15) IES-R, 44%;PTSD
SUD; to -0.02) significant p < PCL, 62%
469 significant 0.05 favours  PCL-C,
PTSD p < 0.05; TfT PCL-M,
Substance PSS-I.
use 0.01
(-0.35 to
0.38)
Sherman, 3 363 SUD any PTSD SS SS TAU TAU, 3 SMD -0.20(-0.88 ASI NR NR NR SUD 51%
2023¢ relapse  months to 0.48) non-
preven- significant
tion/ (p=0.13)
commu-
nity care
Sherman, 3 332 SUDany PTSD SS SS TAU TAU, 6 NR NR NR SMD -0.17(-0.36 CAPS-1  PTSD 0%
2023 relapse  months to 0.02) non-
preven- significant
tion/ (b =0.86)
com-
munity
care, or
educa-
tion
Simpson, 12 SUD any PTSD TfT,CBT Pro- TAU TAU, Post- Hedges -0.11(-0.34 TLFB; Hedges 0.29 (0.07to CAPS; PTSD 33%;
20217° PTSD; longed waitlist  treat- effect to0.11) ASI; effect  0.52) PCL; IES SUD25%
11 SUD exposure, ment size urine size
trauma- drug
focused screen

CBT
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TABLE 5 Meta-analysis of PTSD (continued)

Psycho-
social
Num- inter-
berof Number Popu- vention
Author, studies ofpar- Popula- lation catego-
year inMA ticipants tionSUD CMD ries
Simpson, 10 SUDany PTSD TfT,CBT
202170
Simpson, 10 SUDany PTSD CBT,SS,
20217° digital,
peer
Simpson, 8 SUD any PTSD CBT,SS,
20217 digital,
peer

Interven-
tion

Pro-
longed
exposure,
trauma-
focused
CBT

CBT, or
ICBT, SS,
web-
based
peer
support

CBT, or
ICBT, SS,
web-
based
peer
support

Com-
parator

catego- Compar-

ries

TAU

TAU

TAU

ator

TAU,
waitlist

TAU,
waitlist

TAU,
waitlist

Follow- SUD effect
up size (95% Cl)

Follow- Hedges 0.09 (-0.32
up effect to0.14)
size

Post- Hedges 0.12(-0.03
treat- effect to 0.28)
ment size

Follow- Hedges -0.04(-0.21
up effect to 0.13)
size

SUD -
outcome
meas-
ures
used

TLFB;
ASI;
urine
drug
screen

TLFB;
ASI;
urine
drug
screen

TLFB;
ASI;
urine
drug
screen

CMD

calcu-

lated

meas- CMD effect
ure size (95% Cl)

Hedges -0.01(-0.24
effect  to0.22)
size

Hedges 0.11(-0.03
effect  to0.26)
size

Hedges -0.10(-0.30
effect  to 0.09)
size

CMD -
outcome

measures Heteroge-

used

CAPS;
PCL; IES

CAPS;
PCL; IES

CAPS;
PCL; IES

neity (?)

PTSD 21%,;
SUD22%

PTSD 5%;
SUD27%

PTSD 13%;
SUD16%

a Giving primacy to clinician-administered outcomes, followed by biological markers, followed by self-report measures.
b Giving primacy to clinician-administered outcomes, followed by self-report measures.

12S, Twelve-Step focused; ASI, addiction severity index; CAPS, Clinician-Administered PTSD Scale; CIDI, Composite International Diagnostic Interview; digital, digital intervention (i.e.
delivered via computer or text message); IES, Impact of Events Scale; IES-R, impact of event scale-revised; MBI, mindfulness based intervention; mind, mindfulness; MPSS, Modified PTSD
Symptom Scale; NR, not reported; PCL, PTSD Checklist; PCL-C, PTSD Checklist - civilian version; PCL-M, PTSD Checklist -military version; peer, peer support; PSS-I, PTSD Symptom
Scale-Interview; RR, risk ratio; SADQ-C, severity of alcohol dependence questionnaire; SMD, standardised mean difference; SUD any, substance use disorder drug and alcohol; support,
supportive counselling or self-management support; TLFB, timeline follow back.
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TABLE 6 Network meta-analysis or outcome model based on individual patient data PTSD (Hien et al. 2023a)%®

Hien,
2023a%

Hien,
2023a¢%

Hien,
2023a¢%

Hien,
2023a¢%

Hien,
2023a¢%

Hien,
2023a%

Hien,
2023a%

Number of
RCTs in MA

34 (outcome
model)

34 (outcome
model)

34 (outcome
model)

34 (outcome
model)

34 (outcome
model)

34 (outcome
model)

34 (outcome
model)

Participants
n -

3938

3938

3938

3938

3938

3938

3938

Population
({V]>)

SUD any

SUD any

SUD any

SUD any

SUD any

SUD any

SUD any

Population
CMD

PTSD

PTSD

PTSD

PTSD

PTSD

PTSD

PTSD

Intervention

TfT and
pharmaco-
therapy for
SUD

TfT and
pharmaco-
therapy for
SUD

TfT non-
integrated

TfT non-
integrated

TT
integrated

TT
integrated

Behavioural
intervention
for SUD

TAU

TAU

TAU

TAU

TAU

TAU

TAU

Comparator

Post

treatment

12 months

Post
treatment

12 months

Post
treatment

12 months

Post
treatment

SUD - outcome
measures used

VAS; TLFB; ASI; CRI;
SUI; AUDIT; DrInC;
CIDI; OTI; OCDS;
UDS; GAIN

VAS; TLFB; ASI; CRI;
SUI; AUDIT; DrInGC;
CIDI; OTI; OCDS;
UDS; GAIN

VAS; TLFB; ASI; CRI;
SUl; AUDIT; DriInC;
CIDI; OTI; OCDS;
UDS; GAIN

VAS; TLFB; ASI; CRI;
SUl; AUDIT; DrInC;
CIDI; OTI; OCDS;
UDS; GAIN

VAS; TLFB; ASI; CRI;
SUl; AUDIT; DriInC;
CIDI; OTI; OCDS;
UDS; GAIN

VAS; TLFB; ASI; CRI;
SUl; AUDIT; DrInC;
CIDI; OTI; OCDS;
UDS; GAIN

VAS; TLFB; ASI; CRI;
SUIl; AUDIT; DrInC;
CIDI; OTI; OCDS;
UDS; GAIN

SUD effect size
(Cohen’s d, 95% Cl)
substance use

Alcohol use -1.10 (-1.54
to -0.68) significant
(drug use not significant,
no further details)

Alcohol use -1.24 (-2.03
to -0.40) significant;
drug use -0.27 (-1.07
to 0.53) non-significant

Alcohol use -0.45
(-0.64 to -0.26)
significant (drug use not
significant, no further
details)

Alcohol use -0.24
(-0.51 to 0.03) non-
significant (drug use not
significant, no further
details)

Alcohol use -0.42
(-0.74 to -0.10)
significant (drug use not
significant, no further
details)

Not significant (no
further details)

Not significant (no
further details)

CMD -
outcome
measures
used

CAPS, PCL,
IES, MPSS-R,
PDS, PSS-I

CAPS, PCL,
IES, MPSS-R,
PDS, PSS-I

CAPS, PCL,
IES, MPSS-R,
PDS, PSS-I

CAPS, PCL,
IES, MPSS-R,
PDS, PSS-I

CAPS, PCL,
IES, MPSS-R,
PDS, PSS-I

CAPS, PCL,
IES, MPSS-R,
PDS, PSS-I

CAPS, PCL,
IES, MPSS-R,
PDS, PSS-I

CMD
effect size
(Cohen’s
d,95%

Cl) PTSD
severity

-0.92
(-1.57

to -0.30)
significant

-2.00
(-3.38

to -0.68)
significant

-0.24
(-0.50 to
0.01) non-
significant

-0.46
(-0.93

to -0.04)
significant

-0.47
(-0.94

to -0.01)
significant

Not
significant
(no further
details)

-0.60
(-0.80

to -0.38)
significant

ASI, addiction severity index; AUDIT, Alcohol Use Disorders Identification Test; CAPS, Clinician-Administered PTSD Scale; CIDI, Composite International Diagnostic Interview; CRI,
Coping Responses Inventory; DrInC, Drinker Inventory of Consequences; GAIN, Global Appraisal of Individual Needs; |IES, Impact of Events Scale; MPSS-R, Modified PTSD Symptom
Scale-Revised; OCDS, Obsessive-Compulsive Drinking Scale; OTI, Opiate Treatment Index; PCL, PTSD Checklist; PDS, Post-traumatic Diagnostic scale; PSS-I, PTSD Symptom Scale-

Interview; SUD any, substance use disorder drug and alcohol; SUI, Substance Use Inventory; TLFB, timeline follow back; UDS, urine drug screen; VAS, visual analogue scale.
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TABLE 7 Network meta-analysis or outcome model PTSD (Hien et al. 2023b)¢*

Author, Number of Participants
year RCTsinMA n=

Hien, 16 studies Total 1207

2023b%  in NMA of substance
psychosocial use; total
therapy 1240 PTSD

Hien, 16 studies Total 1207

2023b%  in NMA of substance
psychosocial use; total
therapy 1240 PTSD

Hien, 16 studies Total 1207

2023b%  in NMA of substance
psychosocial use; total
therapy 1240 PTSD

Hien, 16 studies Total 1207

2023b%  in NMA of substance
psychosocial use; total
therapy 1240 PTSD

Population
SUD

SUD any

SUD any

SUD any

SUD any

Population Interven-

CMD tion

PTSD Integrated
TfT

PTSD Integrated
TfT

PTSD Integrated
TfT

PTSD Integrated
TfT

Comparator

Integrated
non- TfT

SUD only
treatment

PsyT TAU

Integrated
+ PTSD
medication

Follow-up

Post
treatment

Post
treatment

Post
treatment

Post
treatment

SUD -
outcome
measures
used

TLFB; ASI;
UDS; GAIN;
CIDI; OCDS

TLFB; ASI;
UDS; GAIN;
CIDI; OCDS

TLFB; ASI;
UDS; GAIN;
CIDI; OCDS

TLFB; ASI;
UDS; GAIN;
CIDI; OCDS

Substance
use SMD
(95% Cl)

-0.17
(-0.45 to
0.11) non-
significant

-0.15
(-0.44

to 0.15)
significant

-0.03
(-0.31

to 0.25)
significant

0.21(-0.51
t0 0.93)
non-
significant

PTSD
outcome
measures
used

CAPS, PCL,
IES, PSS,
PSS-SR,
MPSS-R,
TSC-40

CAPS, PCL,
IES, PSS,
PSS-SR,
MPSS-R,
TSC-40

CAPS, PCL,
IES, PSS,
PSS-SR,
MPSS-R,
TSC-40

CAPS, PCL,
IES, PSS,
PSS-SR,
MPSS-R,
TSC-40

PTSD SMD

-0.30
(-0.56 to
-0.04)
significant
p =0.022

-0.29
(-0.56 to
-0.03)
significant
p=0.031

-0.43
(-0.68 to
-0.18)
significant
p <0.001

0.11(-0.56
to 0.77)
non-
significant

Heterogeneity
(1%, or stated if
otherwise)

SUD 31.5%;
PTSD 20.7%

SUD 31.5%;
PTSD 20.7%

SUD 31.5%;
PTSD 20.7%

SUD 31.5%;
PTSD 20.7%

ASI, addiction severity index; CAPS, Clinician-Administered PTSD Scale; CIDI, Composite International Diagnostic Interview; GAIN, Global Appraisal of Individual Needs; IES, Impact
of Events Scale; MPSS-R, Modified PTSD Symptom Scale-Revised; OCDS, Obsessive-Compulsive Drinking Scale; PCL, PTSD Checklist; PSS-1, PTSD Symptom Scale-Interview; PSS-
SR, PTSD symptom scale-self reported; PTSD, post-traumatic stress disorder; SUD any, substance use disorder drug and alcohol; TLFB, timeline follow back; TSC-40, Trauma symptom

checklist-40; UDS, urine drug screen.
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TABLE 8 Results of SUD CMD PTSD

Num-

ber of Psycho-

RCTs Popu- Popu- social in-
inre- lation lation tervention
view SUD CMD categories

Henderson, 6

2020¢? any

Hill, 2024¢ 4 SUD PTSD TfT
any

Molina, 8 SUD

2022¢7 any

Sherman, 7 SUD PTSD SS
2023¢ any

SUD PTSD Peer;orSS

PTSD TfT, CBT, SS

Description of
intervention/
phenomena of
interest

Gender respon-
sive therapy
(helping women
recover/beyond
trauma); or thera-
peutic community
(challenge to
change)

TfT, COPE

Trauma-focused
or trauma-
informed
psychological
intervention, in an
individual, couple
or group format.
Includes PE, SS,
ICBT, Trauma
Recovery and
Empowerment
Model TREM

SS

Number of
participants Com-
in interven- parator
tion group catego-
(N) ries
145 Peer or
CBT or
TAU

NR (across SS
both groups

for all

studies 413)

608 TAU
orno
treat-
ment

179 TAU

Number of
partici-
Descrip- pantsin
tion of compara-
compar- tor group
ator (N) Synthesis in MA
Thera- 120 Narrative NA
peutic
commu-
nity or
CBT or
TAU

TAU, SS, NR Narrative NA
relapse
preven-

tion

TAU, 622 Narrative NA
waitlist,

no

interven-

tion, other

psycho-

social

interven-

tion

TAU, 184 Narrative NA
commu-

nity care,

individual

therapy or

education

Number Treatment group effect.
of RCTs Significance/direction

SUD

Gender responsive
therapy in the
community significant
better than therapeutic
community; gender
responsive therapy in
prison non-significant
difference from mixed
gender treatment;
therapeutic community
(challenge to change)
significant better than
CBT post-treatment and
follow-up; SS non-
significant

No significant difference

Non-significant trend
favouring TfT for three
RCTs. Three RCTs
similar effectiveness for
trauma-focused or TAU

No non-
significant difference,
3 months

Treatment group
effect. Signifi-
cance/direction
CMD

No significant
difference for
gender respon-
sive; therapeutic
community
(challenge to
change) signifi-
cant better than
CBT post-
treatment but
non-significant
later follow-up
(6-12 months);
SS non-
significant

No significant
difference

Non-significant
trend favouring
TfT for five RCTs.
One RCT signif-
icant favoured
trauma focused
intervention.
Two RCTs similar
effectiveness for
trauma-focused
or TAU

No significant
difference, 6
months

COPE, Concurrent Treatment of PTSD and Substance Use Disorders Using Prolonged Exposure; NA, not applicable; NR, not reported; PE, prolonged exposure; peer, peer support; SUD
any, substance use disorder drug and alcohol; TREM, Trauma Recovery and Empowerment Model.
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of SUD outcomes (MA by Mehta et al. p = 0.005).4> Mehta et al. looked at risk of bias and found low risk-of-bias studies
had greater effects on SUD, but risk of bias was not associated with PTSD results.** Other comparisons did not find
difference between CBT and TAU for SUD outcomes,®® or CBT and TAU/waitlist.”° One comparison found a significantly
greater improvement in PTSD symptoms for exposure-based interventions (narrative summary by Simpson et al.),”?
despite greater treatment dropout for exposure-based treatment. Other comparisons did not find difference between
CBT and TAU for PTSD outcomes® or CBT and TAU/waitlist.”®

Henderson compared CBT and peer support, and reported peer support was significantly favoured for both SUD and
PTSD outcomes (narrative summary), although the difference in PTSD outcomes was not maintained at 6-12 months.¢?
Peer-supported gender responsive therapy was found to be effective in terms of SUD for women with trauma in the
community, although not for women in prison, with prison setting offering challenges in access to resources (narrative
summary by Henderson et al.).¢?

One review by Logsdon et al. compared EMDR with an active control, and found EMDR led to significantly more
improvement in PTSD symptoms (MA p = 0.023).¢¢

Seeking safety had similar SUD and PTSD outcome results to TAU, including TAU for SUD only or individual therapy
or education.®?8¢? An analysis by Sherman found that ‘partial dose versions of SS generally function as well as the full
dose version of SS when observing long-term effects (>3 months)’.¢? SS had similar SUD%>¢® and PTSD outcome results
to TfT.¢> However, TfT was significantly better than present-focused treatment (which largely consisted of SS) for PTSD
outcomes (p < 0.05), based on a single RCT.¢®

Simpson et al. found TfT was significantly favoured over TAU/waitlist for PTSD outcomes post treatment; however,
the treatment group difference had disappeared by follow-up.”® There was no significant treatment group difference
between TfT and TAU/waitlist for SUD outcomes; and TfT was worse than manualised treatment for SUD at post
treatment but not follow-up.”®

Integrated TfT had similar effectiveness to PsyT for SUD outcomes, but TfT was significantly favoured for PTSD
outcomes (MA p < 0.001).¢*

Integrated TfT had similar effectiveness, for SUD outcomes, to integrated non-TfT or TAU for SUD only, but integrated TfT
was significantly more effective than these comparators for PTSD outcomes (MA p = 0.022 and p = 0.031, respectively).®*
Integrated or non-integrated TfT based on BT was significantly more effective than TAU for both SUD and PTSD outcomes
(outcome model by Hien et al.).® The comparisons in Hien et al.®® gave the same pattern of results when restricted to RCTs
with low risk of bias, and Hien et al.** had mostly low risk-of-bias trials. Hien et al.® states that TfT and pharmacotherapy
for SUD showed the largest effect sizes for both alcohol use and PTSD, of all the therapies they compared. TfT and
pharmacotherapy for SUD significantly reduced alcohol use and improved PTSD symptoms, post treatment and 12 months
compared with TAU (outcome model by Hien et al.).®® However, the addition of PTSD medication to integrated TfT did

not lead to extra benefit for SUD or PTSD outcomes.®* The addition of TfT to TAU for SUD significantly favoured TfT for
reduced alcohol use [MA effect size 0.05 (-0.21 to 0.31)] and improved PTSD symptoms (MA p < 0.05).%® There were
mixed results for TfT compared to TAU or no treatment controls.®” A group TfT intervention had similar results to TAU
based on supportive therapy (Henderson et al.®?). Contingency (incentivised) TfT had similar results to standard TfT.¢8
Roberts et al. state that across treatments there were participants who did not fully engage with treatment.¢®

Integrated TfT and sequential TfT (i.e. treating SUD then PTSD or vice versa) had similar effectiveness for SUD and
PTSD outcomes.

Henderson et al. and Hien et al. also pointed out that treating both PTSD and SUD together was not more harmful than
non-integrated TAU.62¢4

Overall, there was some evidence that the following interventions were more beneficial than TAU for both SUD and
PTSD outcomes (note that TAU differed between studies, and was not always clearly described): CBT3; peer support¢?;
MI¢é3; BT®3; SS63; TfT¢3¢8 and EMDR¢® which was also beneficial for PTSD in a review that did not report SUD outcomes.®¢

Copyright © 2026 Simpson et al. This work was produced by Simpson et al. under the terms of a commissioning contract issued by the Secretary of State for Health and Social Care. This is an 25
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medium and for any purpose provided that it is properly attributed. See: https://creativecommons.org/licenses/by/4.0/. For attribution the title, original author(s), the publication source - NIHR

Journals Library, and the DOI of the publication must be cited.



RESULTS - CLINICAL EFFECTIVENESS

Results of reviews looking at mixed common mental health disorder
Results from reviews that included several types of CMD are in Table 9.

An integrated service model incorporating ACT, when added to contingency management, resulted in a significantly
reduced substance use and improvement in mixed CMD including social phobia, when compared to contingency alone
(modelled by Karapereddy et al.).®°

A narrative summary by Boniface et al.>> reported brief CBT, Ml or support interventions (in many trials, a single
session only) were significantly better at reducing alcohol consumption, although not across all RCTs, but had
similar effectiveness to digital active interventions, with significant improvements in both intervention and
comparator groups.>>

Cognitive-behavioural therapy/Ml significantly improved SUD and depression or anxiety symptoms more than
information alone or brief support (narrative summary Baker et al.).>* Brief CBT/MI interventions led to improvement
but less so than longer CBT/MI interventions.>*

A narrative summary by Perry reported CBT/MI did not reduce substance use more than no treatment or TAU or peer
support in drug-using offenders.%?

Integrated digital interventions (based on CBT, MI, ACT, CR, mindfulness, or peer support) were significantly better

than waitlist in reducing substance use and improving CMD outcomes (narrative summary Dugdale et al.).#” Substance
misuse was significantly more reduced when computer-based intervention was combined with therapist support.*’
When targeted at CMD (i.e. not comorbid), digital interventions (based on CBT, MlI, ACT, CR, mindfulness, or peer
support) significantly improved CMD outcomes, but were not significantly better than waitlist in reducing substance use
(narrative summary Dugdale et al.).*’

Integrated CBT or BT was not found to differ significantly from peer support for SUD outcomes,*® nor for social anxiety
or PTSD outcomes.®® There was a non-significant trend towards ICBT or BT improving OCD or anxiety symptoms.*®
ICBT was better for social phobia and alcohol dependence, but not always better across CMD conditions, and in some
cases (non-significantly) worse for alcohol outcomes, than alcohol treatment alone (narrative summary by Baker et al.).>
ICBT was equally effective as sequential treatment for panic disorder/agoraphobia.>*

Digital MI or mindfulness had similar effectiveness, for both SUD and CMD outcomes, to psychoeducation or
inpatient treatment.*”

Digital peer support or supportive therapy for SUD was significantly better than waitlist for SUD and depression or
PTSD outcomes, but not than education or inpatient care (narrative summary Dugdale et al.).*” Support from a therapist
face-to-face enhanced substance use reduction when compared to computer-based support only.*”

Psychotherapy did not reduce substance use more than education in one RCT in drug-using offenders.¢?

Mindfulness improved craving symptoms but did not significantly improve abstinence when compared to TAU (narrative
summary Cavicchioli et al.).>® Mindfulness did have a significant improvement on CMD outcomes (including eating
disorders, anxiety disorders, mood/depressive disorders, PTSD, BPD) (for PTSD MA Cavicchioli et al. p < 0.001; for other
CMD outcomes narrative summary).>®

Chetty et al. found integrated treatment was significantly better than non-integrated treatment in improving
mental health symptoms.>” However, there was no significant difference in SUD outcomes for integrated versus
non-integrated treatment.>’

Colocation of services for SUD and CMD did not lead to significantly different SUD or CMD outcomes when compared
to parallel treatment.> Glover-Wright notes that the colocation of the service was not the only difference between
intervention and comparator as there were differences in levels of care co-ordination, and clinical service team staff.>?
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TABLE 9 Results of SUD CMD mixed CMD

Number of
Description Number of partici-
Num- Psycho- of interven- participants Com- pants in Treatment group
ber of social tion/ in Interven- parator Description compara- Treatment group effect. Signifi-
RCTs in Population intervention phenomena tiongroup catego- ofcompar- torgroup effect. Significance/ cance/direction
review CMD categories of interest (N) ries ator (N) Synthesis direction SUD CMD
Baker, 8 AUD Mixed CMD  CBT/MI Manual- NR. Across  Support, Information NR Narrative Manual guided Manual guided
20125 depression, guided both groups brief package CBT/Ml significant CBT/Ml signif-
anxiety, panic CBT/MI 738 or brief improved AUD (brief  icant improved
disorder, supportive interventions also led  depression
phobias therapy to improvement but or anxiety
less so than longer symptoms (brief
interventions) interventions also

led to improve-
ment but less
so than longer

interventions)
Boniface, 11 AUD Mixed CMD Brief Brief inter- NR (across  No treat- Information NR Narrative Brief intervention NR
2018% anxiety, ventions: 11 relevant mentor or minimally significant better
depression, CBT, Ml, RCTs 2421) non- active than minimally active
PTSD and or support, active comparator, control in four/nine
social phobia some digital compar- some digital RCTs in reducing
ator alcohol; non-
significant for five/nine
RCTs. No significant
difference from active
comparator (digital
intervention) in two
RCTs.
Cavicchi- 8 SUD any Mixed CMD Mind MBI NR TAU TAU CBT/ NR MA Narrative synth: MA of three
oli, 2018%¢ eating disor- (includes psychoedu- mindfulness significant RCTS, effect
ders, anxiety CBT, cation/12S favoured in two RCTs  size = -2.38
disorders, peer) for craving; abstinence, (-2.67 to -2.08);
mood/depres- non-significant p < 0.001
sive disorders, difference from TAU
PTSD, BPD for three RCTs,
significant advantage
in one RCT.
continued
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TABLE 9 Results of SUD CMD mixed CMD (continued)

Number of
partici-

Description Number of

SSANIAILDI443 TVIINITD - SLINS3Y

Num- Psycho- of interven- participants Com- pants in Treatment group
berof Popu- social tion/ in Interven- parator Description compara- Treatment group effect. Signifi-
Author, RCTs in lation Population intervention phenomena tiongroup catego- ofcompar- tor group effect. Significance/ cance/direction
year review SUD CMD categories of interest (N) ries ator (N) Synthesis direction SUD CMD
Chetty, 9 SUD any Mixed CBT; TfT; BT ICBT; NR (across  TAU Non- NR Narrative No significant Significantly
2023% (depression, prolonged both groups (includes integrated difference favoured
anxiety, exposure; 1011) support) TAU, integrated
PTSD, eating DBT includes treatment
disorders) supportive
counselling
Dugdale, 19 (4) SUD any Depression, Digital CBT, Computer- NR(NRin No treat- WL NR (NRin Narrative Computer-based Computer-based
20194 (includes PTSD MI, ACT, based one study, ment one study, interventions aimed at interventions
RCTs mind interven- 580 across 288 across mental health mostly  aimed at mental
of SUD tions aimed  others) others) non-significant from health significant
any, at mental WL for substance better than WL
alcohol, health reduction (one RCT for depression/
or found sig better than  anxiety
specific WL)
can-
nabis,
cocaine,
amphet-
amine)
Dugdale, 19 (7) SUD any Depression, Digital CBT, Integrated 381 TAU TAU or 738 Narrative Integrated (aimed Integrated (aimed
20194 (includes PTSD MI, ACT, computer- orno information/ at dual diagnosis) at dual diagnosis)
RCTs mind, peer  based or treat- education or computer-based computer-based
of SUD internet- ment WL interventions interventions
any, delivered significant better than  significant
alcohol, intervention WL. Non-significant better than WL.
or [includes between Ml and Non-significant
specific based on mindfulness computer- between Ml
can- CBT, M, based intervention and mindfulness
nabis, ACT, CR, and psychoeducation. computer-based
cocaine, mindfulness, Non-significant be- intervention and
amphet- peer tween computer-based psychoeducation.
amine) support intervention and Non-significant
(125)] inpatient treatment. between
Substance misuse sig- computer-based
nificant more reduced intervention
when computer-based and inpatient
intervention was com- treatment

bined with therapist
support compared
with person-centred
therapy.




TABLE 9 Results of SUD CMD mixed CMD (continued)

Number of

partici-

pants in
Description compara-
of compar- tor group
ator (N)

Number of
participants

Description
Psycho- of interven-
social tion/ in Interven- parator
intervention phenomena tiongroup catego-
categories of interest (N) ries

Num- Com-
ber of
RCTs in

review

Treatment group
effect. Signifi-
cance/direction
CMD

Popu-
lation
SUD

Treatment group
effect. Significance/
Synthesis direction SUD

Author,
year

Population
CMD
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Dugdale, 19 (8) SUD any Depression, Digital, peer, Computer- 997 No treat- WL 318 Narrative Computer-based Computer-based
20194 (includes PTSD support based ment interventions aimed interventions
RCTs interven- at substance use aimed at
of SUD tions aimed significant better substance use
any, at substance than WL (two RCTs). significant
alcohol, use Mixed results when better than WL.
or compared to inpatient  Non-significant
specific care. Non-significant difference from
can- difference from psychoeducation.
nabis, psychoeducation.
cocaine, computer-based in-
amphet- terventions significant
amine) improved by adding
therapist support (vs.
computer only)
Glover- 4 SuUD Mixed Colocation  Colocation  NR (across  Support; Referrals NR Narrative No significant No significant
Wright, any (or  CMD Major of services  of SUD and both groups contin-  to separate difference difference
2023% specifics depression, MH services of four gency; MH
within depression, (integrated  included peer services;
studies  anxiety, panic and RCTs 2497) community
alcohol, disorder, colocated psychi-
opioid or PTSD in primary atry and
cocaine) care; parallel SUD
colocated treatment
psychiatric TAU; 12S
care)
Hesse, 10 (5 SUD any Mixed CBT, Integrated NR TAU Treatment NR Narrative No significant No significant
20094 RCTS CMD Anx/ behaviour non-somatic (includes for SUDs difference, and in difference for
this OCD/PTSD treatment peer) alone some cases alcoholism social anxiety/
compar- for SUD (regular treatment alone was PSTD for anxi-
ison) and CMD programme) non-significant trend ety/OCD trend
(CBT + SUD superior to alcoholism toward favouring
treatment treatment integrated
programme) treatment
continued
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TABLE 9 Results of SUD CMD mixed CMD (continued)

Number of
Description Number of partici-
Num- Psycho- of interven- participants Com- pants in Treatment group
berof Popu- social tion/ in Interven- parator Description compara- Treatment group effect. Signifi-
Author, RCTs in lation Population intervention phenomena tiongroup catego- ofcompar- tor group effect. Significance/ cance/direction
year review SUD CMD categories of interest (N) ries ator (N) Synthesis direction SUD CMD
Kara- 4 SUD any Mixed CMD ACT, Integrated NR (across  Contin-  Standard NR Narrative Reduction in sub- Reduction in
pereddy, (includes contingency service both groups gency care, com- stance use integrated  symptoms of
2019 social phobia, models n=615) pensated models of care are mental illness in-
anxiety, PTSD) (ACT, com- WT alone more effective than tegrated models
pensated conventional, non- of care are more
WT with integrated models. effective than
enhanced conventional,
incentives) non-integrated
models.
Perry, 7 (2) SUD any Mixed CMD CBT/MI, MI, MBIl and 40 No treat- WLor TAU 32 Narrative No significant NR
2019 (depression, mind CBT ment or difference
anxiety, TAU
phobias,
PTSD, BPD/
AsPD)
Perry, 7(2) SUD any Mixed CMD PsyT; or Interper- 182 TAU or  Psychoedu- 170 Narrative No significant NR
2019 (depression, support, sonal PsyT; CBT cation; CBT difference
anxiety, peer therapeutic
phobias, community
PTSD, BPD/ and peer
AsPD) support

12S, Twelve-Step focused; AsPD, antisocial personality disorder; brief, brief intervention; contingency, contingency management; CR, cognitive remediation; digital, digital intervention
(i.e. delivered via computer or text message or internet based intervention); MH, mental health; mind/MBI, mindfulness based intervention; NR, not reported; peer, peer support; SUD
any, substance use disorder drug and alcohol; support, supportive counselling or self-management support; WL, waitlist.
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Both integrated and parallel treatments led to reductions in substance use and related harms, mental health symptoms
and decreased emergency department presentations or hospital admissions.>”

Overall, there was some evidence that the following interventions were more beneficial than TAU for both SUD
and CMD outcomes (note that TAU differed between studies, and was not always clearly described): CBT;*">* peer
support;*” MI;> ACT;*¢° support;*” contingency management;®® mindfulness;> and also brief interventions.>*

Results of reviews focusing on borderline personality disorder

There were two reviews of BPD, results in Table 10. There were no MAs of studies relevant to our project. Many of the
specific therapy comparisons in these reviews only had data from one or two RCTs, and sample sizes were generally low.
Although antisocial personality was originally included in the review, based on clinical advice it is not routinely treated
in community mental health or substance use services, as treatment would usually be by specialist forensic teams.

Dialectical behavioural therapy and medication for SUD had significantly better SUD outcomes than with case
management or peer support alone®’, whereas BPD outcomes did not differ. DBT alone did not differ significantly from
TAU in one RCT,* but showed improvement in SUD outcomes.*’

Cognitive-behavioural therapy in addition to TAU led to significantly better SUD outcomes at 1-year follow-up, and
SUD outcomes were significantly better for CBT and contingency management, or contingency management alone,
when added to TAU.”* BPD outcomes were not better than TAU.”?

Motivational interviewing added to incarceration improved SUD outcome, but not BPD outcomes.”* Adding supportive
counselling to TAU did not lead to differences in SUD or BPD outcomes in one RCT.”?

Psychotherapy delivered as dynamic deconstructive psychotherapy (DDP) was either significantly, or non-significantly
but clinically meaningfully, better than TAU for SUD and BPD symptoms.®” Dual-focus schema therapy (DFST)

was significantly better than peer support for SUD and BPD outcomes, and had similar effectiveness to individual
drug counselling.®

Overall, there was some evidence that PsyT®? was more beneficial than TAU for both SUD and BPD outcomes (note
that TAU differed between studies and was not always clearly described). There was also evidence for benefit for SUD
outcomes for CBT;”* MI;”* BT;*” and contingency management.”*

Functioning
Few of the included reviews reported functioning measures and most of the outcomes were reported for one RCT only,
and so results for all included reviews are in one Table 11.

Contingency management added to TAU improved composite family/social domain scores in antisocial personality
disorder participants (Gibbon et al.).”*

Dialectical behavioural therapy and medication for SUD did not lead to better results on global and social functioning at
16 months compared to TAU or peer support (Lee et al.).*’

Motivational interviewing regarding driving while intoxicated, added to incarceration, did not influence drink-driving
over 1 year (Gibbon et al.).”*

Peer support delivered through therapeutic community reduced re-arrests or re-incarceration when compared to case
management or waitlist (Perry et al.).**

Treatment retention, service utilisation

Few of the included reviews reported treatment retention measures, and so results for all included reviews are in
Table 12.

Copyright © 2026 Simpson et al. This work was produced by Simpson et al. under the terms of a commissioning contract issued by the Secretary of State for Health and Social Care. This is an 31
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TABLE 10 Results of SUD CMD BPD

Author,

Gibbon,
20207

Gibbon,
20207

Lee,
2015%

Number

of RCTs in Population
review

10(2) SUD any
10 (2) SUD drug
9 (not all SUD drug
studies pro-

vide relevant

outcome data)

(2)

9 (3) SUD drug
10 (5) AUD

Psychosocial

Population intervention
categories

BPD BT

BPD BT

AsPD CBT or MI

AsPD Contingency

BPD PsyT

Description of
intervention/
phenomena of
interest

DBT

Adapted
DBT + medication
(replacement)

CBT + TAU; or
driving while
intoxicated’
programme (Ml
technique) + incar-
ceration

Contingency
management + TAU
(with or without
CBT)

Dynamic decon-
structive PsyT DDP;
or DFST

Number of

participants

in

intervention Comparator

group (N) categories

79 TAU

23 TAU, CaseM

44 TAU

73 TAU

15 TAU, peer,
support

Description
of
comparator

Community
treatment
by experts,
CTBE

TAU, case
management

TAU; or
incarceration

TAU

TAU, peer
support, or
counselling

Number of

participants Treatment

in group effect.

comparator Significance/

group (N) direction SUD

80 DBT
significantly

favoured over
CTBE, but not
TAU

28 Significantly
favoured
DBT + medica-
tion (p < 0.05).

25 Significantly
favoured CBT
or Ml (p < 0.05)

73 Significantly
favoured
contingency
management
for drug
screening

15 Mixed, some
studies
significantly
favoured DDP
and DFST

Treatment group
effect. Significance/
direction CMD

No significant
difference

No significant
difference

NR

Mixed, DDP
significantly or
clinically meaningfully
favoured, showed
faster improvement;
peer support signifi-
cantly favoured over
DFST in reduction

of dysphoric affect;
DFST non-significant
compared to
counselling

AsPD, antisocial personality disorder; CaseM, case management; contingency, contingency management; CTBE, community treatment by experts; NR, not reported; peer, peer support;
SUD any, substance use disorder drug and alcohol; SUD drug, substance use disorder drug only; support, supportive counselling or self-management support.
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TABLE 11 Functioning results

Number Number of
of RCTs Number of partici-
reporting Psychosocial Description participants Compar- pants in Treatment group effect
Author, Population Population compari- intervention ofinterven- ininterven- atorcate- Descriptionof compara- (significance/direction)
year SUD CMD son Synthesis categories tion tion group gories comparator torgroup  Functioning
Gibbon, AUD AsPD 1 Narrative Ml Driving while 30 No Incarceration 13 No significant difference for
20207 intoxicated treatment drink-driving over 12 months
programme
(MI) + incar-
ceration
Lee, SUD any BPD 1 Narrative BT Adapted 12 TAU TAU 16 No significant difference,
2015% DBT + medi- DBT group showed slightly
cation better global and social

functioning at 16 months

Lee, SUD drug BPD 1 Narrative BT Adapted 11 Peer, Comprehensive 12 No significant difference, in
2015 % DBT + medi- support  validation ther- global and social functioning
cation (opiate apy CVT+ 12S at 16 months
antagonist)
Perry, SUD any Mixed CMD 2 Pairwise  Peer, support TCAC (secure 292 TAU TAU, parole 240 Significantly favoured TCAC
20194 (depression, MA establishment- supervision case in number of re-arrests
anxiety, based or management and re-incarceration at 12
phobias, PTSD, re-entry months
BPD/AsPD) modified) Risk ratio 0.57 (0.42 to 0.77)
Perry, SUD drug  Mixed CMD 1 Narrative  Peer, support TCAC 289 No No-treatment 189 Significantly favoured TCAC
20194 (depression, treatment WL in reducing re-incarceration
anxiety, at 36 months
phobias, PTSD,
BPD/AsPD)
Grant, AUD Depression 1 Narrative  Support, Supportive NR 54 (across No Psychological NR No significant difference, in
2021%° MDD digital text messag- intervention  treatment placebo GAF: SMD (95% Cl)-0.97
ing and compar- (-1.54 to-0.41) at post-
ator) intervention; at 3 months
SMD (95% Cl) -0.54 (-1.12
to 0.04)
Gibbon, SUD drug AsPD 1 Narrative contingency Contingency 41 TAU TAU 42 Significantly favours
20207 manage- contingency management
ment + TAU Social functioning: mean

family/social domain scores
on the ASI at 6 months
SMD -0.08 (-0.14 to -0.02)

ASI, addiction severity index; AsPD, antisocial personality disorder; GAF, global assessment of function; MDD, major depressive disorder; peer, peer support; SMD, standardised mean
difference; support, supportive counselling or self-management support; TCAC, therapeutic community and aftercare.
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RESULTS - CLINICAL EFFECTIVENESS

TABLE 12 Treatment retention, attendance or utilisation

Population
SUD

Treatment retention/attendance

Amato,
20114

Baker, 2012>*

Cavicchioli,
2018%

Chetty,
2023%

Ghetti,
2022%®

Glover-
Wright,
2023%

Hesse, 200943

Hides, 20192

Hien, 2023b%*

Hill, 2024¢°

Lee, 2015%

Molina,
2022¢7

O’Donnell,
20224

Roberts,
2022¢

Simpson,
20217°

SUD drug
(opioid)

AUD

SUD any

SUD any

SUD any

SUD any

SUD any

SUD any

SUD any

SUD any

SUD any

SUD any

AUD

SUD any

SUD any

Population CMD

Depression

Mixed CMD (depres-
sion, social phobia)

Mixed CMD (depres-
sion, anxiety, eating
disorders, PTSD, BPD)

Mixed (depression,
anxiety, PTSD, eating
disorders)

Mixed CMD (depression,

anxiety, PTSD, BPD)

Mixed CMD (depression,
MDD, anxiety, panic
disorder, PTSD)

Mixed CMD (depression,
anxiety, OCD, PTSD)

Depression

PTSD
PTSD

BPD

PTSD

Depression, MDD

PTSD

PTSD

Treatment retention
53/86 (62%) ACT/peer 16 weeks; 57/62 (92%) PsyT 24 weeks

Treatment attendance
CBT/MI for depression: therapist-delivery 87%; computer-delivery 76.1%
CBT for social phobia 67%

Mindfulness-based invention vs. control, attrition rate odds ratio ranged from 0.25 (95% CI 0.57
to 1.25) to 6.56 (95% CI 0.63 to 68.63). non-significant between groups for all RCTs

Integrated vs. non-integrated

Treatment retention rates similar in two RCTs; favours integrated treatment in two RCTs
Motivation for SUD treatment - significantly favoured integrated treatment in one RCT
(Wusthoff, 2014)

Treatment retention music therapy vs. TAU RR 1.00 (0.86 to 1.17) in one RCT; 1.00 (0.83 to
1.21) in one RCT, both non-significant

Significantly favoured colocated treatment (over TAU) for depression/anxiety and alcohol use,
treatment engagement odds ratio 3.7 (95% Cl 1.8 to 7.6).

Significantly favoured colocated treatment (over TAU) for psychiatric and substance misuse,
mean days of psychiatric treatment (196 vs. 102; p < 0.001); completion at 1-year odds ratio 3.6,
(95% Cl 2.0 to 6.3).

Three RCTs pooled treatment dropout, integrated vs. SUD alone, effect size 0.67 (95% Cl 0.31
to 1.49; p = 0.33).

ICBT vs. 12S Treatment attendance RR -1.27 (95% Cl -6.1 to 3.56) non- significant; treatment
retention RR 0.95 (0.72 to 1.25) non- significant PsyT vs. TAU treatment retention RR 1 (0.81 to
1.23) non- significant integrated vs. sequential CBT treatment attendance mean difference 4.1
(0.98 to 7.22) favours ICBT

Dropout rate was more than 50% in two RCTs of ICBT, one of CBT, one of TfT, and one of SS

Attendance rates mean (SD)

TfT and cannabis use 0.49 (0.39);
TfT and no cannabis 0.60 (0.34);
Non-TfT and cannabis 0.81 (0.31);
Non-TfT and no cannabis 0.72 (0.34)

One RCT DBT higher retention rate 63% than TAU 23%; one RCT no difference treatment
utilisation DBT and TAU

One RCT CVT had higher retention rates than DBT

One RCT DFST significantly better treatment utilisation than SUD treatment alone

Two RCTs DDP significantly better treatment utilisation/retention than TAU - of which one
retention rates DDP (73%) compared with TAU (63%); one RCT no diff treatment utilisation DDP
vs. TAU

Treatment completion rates (CBT; TfT; SS) 32.7-100%.
Dropout rates 22-60%

Fully online trials, 50% or more of participants lost to follow-up

Present-focused treatments + TAU for SUD vs. TAU for SUD only dropout RR 1.06 (0.92 to 1.22)
TfTs + TAU for SUD vs. TAU for SUD only dropout RR 0.86 (0.71 to 1.04)
Sequential vs. integrated dropout RR 1.57, 95% C1 0.99 to 2.48

Treatment completion

TfT vs. TAU odds ratio 0.85 (95% CI 0.60 to 1.21) non-significant

Non-trauma focused vs. TAU odds ratio 1.22 (0.93 to 1.60) non-significant

Average treatment completion rate 52.11% (SD = 20.86) for the TfTs, 50.73% (SD = 10.27) for
the non-TfTs

CVT, comprehensive validation therapy; MDD, major depression disorder; peer, peer support; RR, risk ratio; SD, standard deviation; SUD
any, substance use disorder drug and alcohol; SUD drug, substance use disorder drug only.
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Where treatment retention or attrition was compared between intervention and TAU, there were similar rates between
groups for: comparing psychosocial plus any maintenance pharmacological treatment to standard maintenance
treatment (Amato et al.*®); mindfulness-based intervention (MBI) and control groups for all RCTs meeting criteria for
our project (Cavicchioli et al.>%); TfT versus TAU or non-trauma-focused treatment versus TAU (Simpson et al.”®); music
therapy versus TAU (Table 13); PsyT versus TAU (Hides et al.>?). The review by Lee et al. suggested DFST and DDP
improved treatment utilisation over TAU for SUD and BPD participants.®’

TABLE 13 Review eligibility criteria

Include Exclude

Population Adults (age 18 years and over, no upper limit) with 1. Severe mental illness that is covered by NICE guidance
both: NG58! or CG120,2 namely:
1. substance dependence [moderate-severe e NG58: Any severe mental illness
alcohol/drug use disorder (excluding tobacco/ e Schizophrenia, schizotypal and delusional disorders,
nicotine), including non-dependent but harmful schizophrenia spectrum disorder
pattern of substance use]; e Bipolar affective disorder

Severe depressive episode(s) with or without psychotic
episodes (note that populations with depression that
includes MDD will be included)
CG120
Psychosis The main forms of psychosis are schizophre-
nia (including schizoaffective disorder, schizophreni-
form disorder, and delusional disorder), bipolar disorder
or other affective psychosis
2. Drug- or alcohol-related cognitive impairment; dementia;
neuroatypical populations (autism, ADHD).
3. Populations with alcohol/drug dependence without mental
iliness (or with subclinical, e.g. depression/anxiety), or
addiction studies where outcomes include measures of
anxiety or depression (but population not diagnosed with
anxiety or depression); or mental illness without substance-
related problems.
Children
Tobacco/nicotine dependence

v s

and
2. aco-occurring mental health disorder.

Co-occurring mental health disorders comprise the
following,

either

e CMDs includes those treated by IAPT services®

e agoraphobia; anxiety; body dysmorphic disorder;
depression, including major depressive disorder
(MDD)

e emotional dysregulation; Generalised Anxiety
Disorder (GAD); health anxiety (hypochondriasis)

e mixed anxiety and depressive disorder; OCD;
panic disorder; PTSD; social anxiety disorder
(social phobia); specific phobias; stress-related
disorders.

or
e BPD and antisocial personality disorder.

Interventions Psychosocial interventions for SUD and CMD/BPD Treatment for drug- or alcohol-related cognitive impairment
(with or without pharmacological therapies) including cognitive remediation and traumatic brain injury.
For example, CBT; ACT; case management, contin- Pharmacological interventions with no adjunctive psychoso-
gency management, and compensated work therapy; cial intervention.
care co-ordination; shelter-based psychiatric clinic; Studies of medically supervised withdrawal management
supportive housing; supportive text messaging; (detoxification)
residential programmes; mindfulness; yoga or
exercise; supportive counselling.

continued

Copyright © 2026 Simpson et al. This work was produced by Simpson et al. under the terms of a commissioning contract issued by the Secretary of State for Health and Social Care. This is an 35
Open Access publication distributed under the terms of the Creative Commons Attribution CC BY 4.0 licence, which permits unrestricted use, distribution, reproduction and adaptation in any

medium and for any purpose provided that it is properly attributed. See: https://creativecommons.org/licenses/by/4.0/. For attribution the title, original author(s), the publication source - NIHR

Journals Library, and the DOI of the publication must be cited.



RESULTS - CLINICAL EFFECTIVENESS

TABLE 13 Review eligibility criteria (continued)

Include Exclude

Comparators Psychosocial interventions compared with each Pharmacological treatments
other; usual care (e.g. standard counselling); waitlist;
Attention-control; no treatment

Outcomes Cost-effectiveness Prevalence of comorbidities
Health-related quality of life Other outcomes
Study design Cost-effectiveness studies
Systematic reviews and MAs of cost-effectiveness
studies
Countries/ UK Low- and middle-income countries
settings Countries with similar health care to UK (e.g. USA,

Australia, European Organisation for Economic
Co-operation and Development member countries)
Health care, drug or alcohol services, social care,
community setting/voluntary sector, prison

Other English language Non-English language

Attrition rates were 50% or more in some cases (O'Donnell et al.,** Molina et al.¢?). Digital interventions may have higher
attrition than face-to-face (Baker et al.,>* Dugdale et al.*’); it may be that participants engaged in digital interventions
that would not have engaged with conventional treatment (O’Donnell et al.#?). Reason for attrition was not explicit, and
may represent lack of therapeutic alliance, relapse or no longer requiring treatment.*”>* There was higher attendance at
non-trauma-focused treatment versus TfT, regardless of baseline cannabis use, found by Hill et al.®>; however, TfT had
more improvement in PTSD than non-trauma-focused treatment.

Colocated SUD and mental health services were associated with improved treatment engagement and shorter time
between referral and start of treatment (Glover-Wright et al.>?) when compared to TAU (see Table 12).

Integrated treatment was associated with better treatment attendance in some cases but not all trials reported. Chetty
et al.>” found treatment retention rates significantly favoured integrated treatment in two RCTs, but were similar in two
RCTs (however one of these RCTs showed participants with severe PTSD had significantly better engagement with
integrated treatment).

There was a non-significant trend favouring ICBT over TAU (peer support) found by Hides.>? Two reviews (Hides et al.,>?
Roberts et al.®®) reported a non-significant trend favouring integrated over sequential treatment. There was a non-
significant trend favouring integrated treatment over SUD treatment alone in the review by Hesse et al.,*® with these
approached having similar treatment dropout rates in the review by Roberts et al.¢®

Adbverse effects of treatment

Few reviews reported adverse effects of treatment. No reviews attributed adverse events (AEs) to psychosocial
treatments. Where adverse effects were mentioned, there were either no AEs or rates were low (Hien et al.,** Molina et
al.¢”); AE rates were not different between those receiving the intervention and those awaiting treatment (Hien et al.¢%)
or TAU (Gibbon et al.,”* Roberts et al.®®); or were associated with adjunctive pharmacological treatment (Hassan et al.,”*
Hien et al.®¥).

Integrated and non-integrated treatment
One review focused on integrated compared to non-integrated treatment (Chetty et al.).””

One review focused on the colocation of services (Glover-Wright et al.).>

Two reviews included RCTs of integrated compared to sequential treatment (Roberts et al.,’® Baker et al.>*). Additionally,
11 reviews included RCTs of integrated compared to parallel treatment (Karapereddy et al.,° Hien et al.,’® Hesse et
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al.,*® Hides et al.,>? Schouten et al.,*> O’'Donnell et al.,** Mehta et al.,** Hien et al.,** Dugdale et al.,*” Simpson et al.,”°
Henderson et al.®?).

Overall, Chetty et al. (see Table 9) found integrated treatment was significantly better than non-integrated treatment
in improving mental health symptoms.>” However, there was no significant difference in SUD outcomes for integrated
versus non-integrated treatment.>”

Integrated colocated services and parallel services had similar effectiveness for SUD and mixed CMD diagnoses (Glover-
Wright et al., see Table 9).°? Both integrated and parallel treatments led to reductions in substance use and related
harms, mental health symptoms and decreased emergency department presentations or hospital admissions (Glover-
Wright et al.).>” There were differences between services beyond being integrated or non-integrated, and so there may
have been other factors influencing outcomes.

Integrated TfT and sequential TfT (i.e treating SUD then PTSD or vice versa) had similar effectiveness for SUD and
PTSD outcomes (Roberts et al.,’® see Table 5). ICBT was equally effective as sequential treatment for panic disorder/
agoraphobia (Baker et al.,>* see Table 9).

For comparison with parallel treatment, integrated ACT plus contingency management, resulted in a significantly
reduced substance use and improvement in mixed CMD, when compared to contingency management alone
(Karapereddy et al.,®® see Table 9). Integrated TfT was significantly more effective than TAU for both SUD and PTSD
outcomes (Hien et al.,®® see Table 6). Integrated PsyT improved SUD and depressive outcomes significantly more than
TAU (Hesse et al., see Table 3).43

Integrated CBT had significant benefit compared to peer support for SUD outcomes (Hides et al., see Table 3),°2 and
for depressive symptoms post intervention (but not later follow-up).> ICBT delivered digitally had significant benefit
compared to TAU for SUD outcomes***? and for some RCTs on depressive outcomes.*'#? Integrated BT had similar
effectiveness to TAU for SUD outcomes, but improved PTSD symptoms significantly more than TAU post treatment,
although not at 12months follow-up (Hien et al.,’® see Table 6).

Integrated CBT or BT was not found to differ significantly from peer support for SUD outcomes (Hesse et al.,** Mehta

et al.,* see Table 3), nor for social anxiety or PTSD outcomes.*® There was a non-significant trend towards ICBT or BT
improving OCD or anxiety symptoms.*® ICBT was better for social phobia and alcohol dependence, but not always
better across CMD conditions, and in some cases (non-significantly) worse for alcohol outcomes, than alcohol treatment
alone (Baker et al.,>* see Table 9).

Integrated TfT had similar effectiveness to PsyT for SUD outcomes, but TfT was significantly favoured for PTSD
outcomes (Hien et al.,** see Table 7). ICBT or integrated TfT did not differ significantly from TAU for SUD alone, on
SUD outcomes (Roberts et al.,’® see Table 5, Hien et al.,** see Table 7). Integrated TfT was significantly better for PTSD
outcomes than TAU for SUD alone (Hien et al.®4).

Integrated digital interventions (based on CBT, MI, ACT, CR, mindfulness, or peer support) were significantly better

than waitlist in reducing substance use and improving CMD outcomes (narrative summary Dugdale et al.,*’” see Table 9).
Substance misuse was significantly more reduced when computer-based intervention was combined with therapist
support.”’ Integrated digital interventions compared to inpatient treatment did not lead to difference on SUD outcomes.*

There were conflicting results across studies as to whether integrated treatment had higher or lower treatment
completion rates, with treatment compliance being influenced by setting, that is inpatient programmes increasing
treatment attendance over outpatient programmes.>” Simpson et al.”® (see Table 5) suggested a lack of difference
between integrated TfT and non-integrated treatment may be explained by the non-integrated treatment studies
recruiting from SUD clinics, unlike the integrated studies.

Henderson et al.®? (see Table 8) and Hien et al.,** Table 7 also pointed out that treating both PTSD and SUD together was
not more harmful than non-integrated TAU.
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Summary
Meta-analyses were more likely to report significance values than narrative syntheses, and MAs generally included more
RCTs than narrative syntheses.

The following interventions were found to have a significant advantage over TAU (treating both CMD and SUD, but
varying between RCTs) for both CMD and SUD outcomes:

e CBT in depression,*>475253 PTSD%® and mixed CMD#754
e peer support in PTSD®? and mixed CMD#

e Ml in depression,*?5% PTSD,% and mixed CMD>*

e PsyT in depression,**4%52 and BPD%*

e BTin PTSD®

e SSin PTSD®®

TfT in PTSD%3:¢8

ACT in mixed CMD#7:¢0

e supportive counselling or self-management support in depression,** and mixed CMD#
e contingency management in mixed CMD#

e mindfulness in mixed CMD>¢

e EMDRin PTSD.%

There was also evidence of a significant advantage over TAU for both CMD and SUD outcomes for brief interventions,>*
or interventions delivered digitally.44247

Discussion of clinical evidence

The majority of reviews covered depression, anxiety or PTSD, with few reviews of other CMD conditions or BPD. Most
reviews included a small number of eligible RCTs, and most RCTs had small sample sizes.

The umbrella review presented evidence of beneficial effect (pre to post treatment) for many types of psychosocial
interventions. Many reviews pointed out that both intervention and TAU significantly improved SUD and/or CMD
outcomes, even where there were no significant differences between treatment groups.

It was not possible to deduce which type of intervention was most effective, due to heterogeneity between systematic
reviews, and heterogeneity of RCTs within reviews. There was heterogeneity in interventions and comparators (delivery
mode, intensity, duration, adherence); populations diagnoses (diagnostic criteria, types of substance for SUD, baseline
severity) and demographics (age, sex, veteran, homelessness); settings (inpatient, outpatient); and outcome measures
used. Most reviews discuss that studies are not generalisable across all SUD and CMD comorbid populations, and
treatment settings. The heterogeneity of outcomes meant that where systematic reviews conducted MAs, effect sizes
were calculated, based on standardised mean differences, to allow data synthesis.

The included systematic reviews were generally of high methodological quality. The methodological quality of RCTs
within reviews varied. Difficulties of RCTs included high dropout rates, failure to meet power calculation estimates, and
the nature of the intervention and comparator groups led to an impossibility of blinding. Dropout rates also presented
difficulty in long-term follow-up, with most RCTs reporting outcomes pre and post intervention, and few with longer
follow-up.

Integrated treatment was not any more harmful than treating single disorder. Integrated treatment was usually better
for CMD outcomes than treating one condition alone, and sometimes better than parallel treatments. There was not
much evidence looking at sequential treatment, but this suggested it was similarly effective to integrated treatment.

Other reviews looking at integrated treatment found similar results. Donald et al.”* found scarce evidence investigating
the effectiveness of integrated versus parallel or sequential services for co-occurring diagnosis (SMI/CMD and SUD)
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participants. For integrated services compared with TAU, Donald et al. reported conflicting evidence, with limitations
in studies due to small sample sizes, short-term follow-up, and lack of replication of studies.”* Hobden et al. sought
studies (not limited to RCTs) of depression participants aged 16+, with 50% or more having comorbid SUD.?? Hobden
et al. found that parallel treatments were better than TAU in all three (non-randomised) studies identified. Integrated
treatment was better than TAU for SUD only in the two RCTs identified, but not better than intervention aimed at
alcohol use only or depression only (two RCTs).?? Wolitzky-Taylor et al. looked at anxiety with comorbid substance use
including tobacco use.?”® Wolitzky-Taylor et al. found that integrated treatments had a small but significant, clinically
meaningful improvement compared to TAU for SUD alone base on 11 RCTs.”®

The targeted search highlighted the lack of high-quality RCTs of PsyT interventions in patients with SUD and
co-occurring CMDs. The identified RCTs were limited by a relatively small sample size which were inadequately
powered to find statistically significant differences, thus reducing statistical validity. In addition, there was a paucity of
evidence for case management, supportive housing, EMDR, art therapy and yoga and exercise.

For future research, there are foreseeable difficulties with high dropout rates, and the impossibility of blinding
participants and clinicians. Having larger sample sizes, adequate handling of missing data (e.g. multiple imputation), and
blinded outcome assessors may go some way to address the problem, which would necessitate using clinician-reported
outcomes. Based on the reviews identified, further research is needed comparing integrated, parallel and sequential
treatment. This should include the order in which diagnoses are treated, and the acceptability to service users. Further
research is needed on duration or intensity of therapy required for effectiveness, and research reporting adherence
rates. Trials with longer-term follow-up are needed.

In addition, based on clinical advice, research is needed to identify adaptations or adjustments to standard psychological
treatments for the mental health difficulties under review to make them more acceptable and accessible to people who
use substances. It would be useful to assess service user preferences of location of services. Future research could also
assess the safety and effectiveness of particular psychosocial treatments delivered by unregistered staff. If a particular
therapy can be delivered safely and effectiveness by community members (including service users or ex-service users),
then this has the potential to widen availability of services.

Future research could assess programmes of treatment with a variety of psychosocial interventions, including clinician
and peer support. When training staff to deliver programmes, this should include training in developing a therapeutic
alliance, as this encourages treatment retention (clinical and service user feedback).

From service user feedback, they expressed interest in comparing integrated, parallel and sequential treatment; service
user experience and barriers to access according to type and number of therapy sessions; and how to better integrate
the different services and agencies so that individuals can access one comprehensive care pathway.

Service users indicated acceptability of answering questions once every 3 months over long-term follow-up (maybe
every 1 month at the start, and every 6 months after a couple of years).
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ASSESSMENT OF COST-EFFECTIVENESS

Chapter 4 Assessment of cost-effectiveness

he aim of this chapter is to assess the cost-effectiveness of psychosocial interventions for adults with SUD that
have a co-occurring CMD or BPD. It comprises a systematic review of cost-effectiveness studies of psychosocial

interventions and an illustrative example of economic model.

Identifying and systematically reviewing published cost-effectiveness studies

This chapter explores and reviews published cost-effectiveness studies including economic models and RCTs for
participants with alcohol or drug use disorders and a co-occurring mental health disorder.

Methods for reviewing cost-effectiveness

A systematic literature review was conducted to identify studies of the cost-effectiveness of any of the interventions.
Searches were carried out in MEDLINE including MEDLINE-in-Process (Ovid); EMBASE (Ovid); Cochrane Database of
Systematic Reviews, and EconlLit.

Search strategy
The search strategy comprised the following main elements:

e Searching of electronic databases: MEDLINE, EMBASE, Cochrane Database of Systematic Reviews, and EconlLit.
e Contact with experts in the field.
e Scrutiny of bibliographies of retrieved papers.

The searches applied

e an exclusion filter for children;
e an English language limit.

The systematic database search was carried out on the 13 May 2024. The following concepts were identified:

1.
2.

40

General terms for mental health co-occurrence, dual diagnosis.

Patient groups were identified through consultation with the clinical advisors, NICE’s list of mental health disorders,
IAPT treated metal health conditions list: body dysmorphic disorder; BPD; depression; emotional dysregulation;
generalised anxiety disorder; OCD; panic disorder; PTSD; social phobia; specific phobia; and stress-related disorder.
General terms for substance misuse and psychoactive substances.

Named substances: amphetamine; benzodiazepine; alcohol; cannabis; cocaine; heroin; ketamine; marijuana; metha-
done; methamphetamine; opiates; opioids; opium; and phencyclidine.

General intervention groups identified from the clinical review (11 in total): colocated services; digital/technology/
technology assisted interventions; integrated care/interventions/services; psychological interventions/services;
psychosocial interventions/services; peer supported; exercise-based intervention; group intervention; music thera-
py; non-integrated models of care; and trauma-focused interventions.

Named interventions identified from the clinical review (45 in total): 12-step/Twelve Step Facilitation (TSF); al-
coholics anonymous; ACT; behavioural activation; BT/skills training; client-centred therapy; CBT; cognitive inter-
vention; community-based intervention; computer-based/web-based intervention; DBT; DDP; DFST; integrated
non-somatic treatment; interpersonal therapy/PsyT; manual-guided intervention; MBIs; MI; present focused inter-
ventions; prolonged exposure; psychoeducation; relapse prevention; SS; supportive PsyT/brief supportive thera-
py; text message/supportive text messaging; art therapy; behaviour therapy for depression in drug dependence
(BTDD); brief counselling session on alcohol risk reduction; case management; contingency management; coping
skills training; ecognitive behavioural therapy; EMDR; helping women recover/beyond trauma (HWR/BT); person-
alised feedback; gigong; relaxation training; relational psychotherapy mothers’ group (RPMG); role of social work
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practice; substance-free activity scheduling interventions; tai chi; the unified protocol for transdiagnostic treatment
of emotional disorders; therapeutic community (challenge to change); trauma affect regulation: guide for education
and therapy (TARGET); and yoga.

Exclusion filter

o Child subject headings and free-text terms.

Limits applied

e SIGN Economic search filter for MEDLINE and EMBASE only www.sign.ac.uk/using-our-guidelines/methodology/

search-filters/

e English language limit

The following concept combinations were combined in the search strategy

((((Concept 1 OR (Concept 2 AND (Concept 3 OR Concept 4))) AND (Concept 5 OR Concept 6) AND Economic filter) NOT
CHILD filter))

The sources searched for the cost-effectiveness review is shown in Table 34. The detailed search strategy for each
database is in (see Appendix 7, Tables 35-38).

Study selection

Study selection was made using the review eligibility criteria shown in Table 13. The title and abstract of each record
retrieved by the search strategy were assessed against the review eligibility criteria by two reviewers, with non-relevant
records excluded. The full texts of retained records were obtained and assessed against the inclusion criteria. Two
reviewers evaluated a sample of eligible studies and achieved good agreement, with the remainder evaluated by one
reviewer. The excluded studies, after reviewing full texts, are listed in the (see Appendix 8, Table 39).

Results for reviewing cost-effectiveness

Searches for cost-effectiveness studies in four databases were conducted on the 13 May 2024. A total of 1139 records
were identified. Following the removal of duplicates, there were 948 unique records, for which title/abstract were sifted
independently by two reviewers. Nineteen titles/abstracts were included, and full texts of these records were obtained
except for one abstract, which was a conference proceeding. Eighteen full texts were sifted. One by Watkins et al.?*

was retained at full-text sift. The Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) flow
diagram is presented in Figure 2.

Watkins et al.”* evaluated the cost-effectiveness of providing group CBT to patients with co-occurring depression and
SUD. The study used a quasi-experimental design and enrolled 299 patients. Data on costs were collected, including
direct labour costs (e.g. counsellor wages), training costs and non-labour costs (e.g. materials and space). Outcomes were
measured using the Beck Depression Inventory - Second Edition (BDI-II) and the Short Form questionnaire-12 items

at 3 and 6 months. The incremental cost-effectiveness ratio ranged from $9249 to $17,834 for each additional quality-
adjusted life-year (QALY), dependent on chosen scenarios, compared with usual care.

Although Watkins et al.”* reported outcomes related to cost-effectiveness, their study was based on a clinical trial rather
than a model-based approach. Since the aim of the literature review was to identify studies that utilised a modelling
approach to estimate cost-effectiveness, the Watkins et al.?* study was not considered appropriate for inclusion.

One potential paper related to cost-effectiveness was found within the clinical review; Karapereddy®® stated that their
MA indicated ‘that the integrated model is more cost-effective than standard care’. This paper was not identified in the
cost-effectiveness search, and only one of the three papers within it, Domino et al.?> was identified with two missed.?¢?”
However, on examining Karapereddy® it appeared that the reported studies did not explicitly present measures of
cost-effectiveness these papers were excluded.
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FIGURE 2 PRISMA flow diagram for cost-effectiveness literature review.

Cost-effectiveness modelling

Introduction to the cost-effectiveness modelling
No health economic analysis plan was developed in advance of the work.

The intention was that the cost-effectiveness of multiple interventions for the treatment of patients with co-occurring
mental health problems and SUDs would be estimated. However, the outcome data reported in the systematic reviews
were not amenable to modelling, as often standardised mean differences were presented to allow a comparison when a
variety of different scales were used.

We examined the results from the literature reviews to attempt to identify a study that could be used to inform an
illustrative model to show how cost-effectiveness analyses could be conducted if the appropriate data were available. A
criterion for selection was that a key outcome measure of the study could be mapped into a preference-based measure
of health, for example the EuroQol-5 Dimensions (EQ-5D) or the Short Form questionnaire-6 Dimensions (SF-6D). The
availability of any mapping algorithms was determined by referencing the HERC database of mapping studies.”® Only
two outcome measures that were extracted in our umbrella review related to clinical effectiveness could be mapped.
One was the Patient Health Questionnaire-9 (the PHQ-9) and another was the BDI-II. As coefficients of the mapping
from BDI-Il to the EQ-5D are only available from the authors by request,’” we constructed an illustrative model based
on improvements in the PHQ-9.

The illustrative model will provide a step-by-step guide to how cost-effectiveness values could be obtained and the data
requirements; as the model is for guidance only, dummy data have been used where no data were easily obtainable.

The model was built independently in both Microsoft Excel (Microsoft 365 ProPlus) and R (The R Foundation, The R
Foundation for Statistical Computing, Vienna, Austria) with identical deterministic results produced.
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lllustrative example

The example chosen was the use of an online intervention for co-occurring depression and problematic alcohol use

in young people,® which was included in the systematic review of Schouten et al.*?> The chosen study reported the
changes in the PHQ-9 for patients receiving an intervention [DEpression-ALcohol (DEAL) Project (DEAL), an automated
web-based self-help intervention] compared with a control (HealthWatch, a web-based attention-control condition).

For this analysis, we have assumed that the results for HealthWatch can be taken to be representative of the placebo
response of being recruited to a study. The PHQ-9 is a questionnaire with nine questions and a recall period of 2 weeks,
with each question providing a score of zero (not at all) to three (nearly every day) resulting in a total score range of
0-27. Scores of 15-19 indicate moderately severe depression, and scores above 19 indicate severe depression.

The PHQ-9 could be mapped to the SF-6D by means of an algorithm reported in Brazier et al.*°* While we have
provided illustrative cost-effectiveness values for DEAL, caution is strongly advised when examining these as only
one-third of people recruited completed at least half of the online course, and the cost of DEAL is an arbitrary figure.
The methods outlined for calculating cost-effectiveness are the key output from this chapter.

No outcome measure for reduction in alcohol intake that could be mapped to a preference-based utility measure was
presented and these have not been included. While this potentially underestimates the benefit of treatments, even if
these were available there would be a large risk of double counting of benefits if the benefits on two scales were added.

Estimating the effectiveness of an intervention

Deady et al.?® provide changes in the SF-6D at 5 weeks, 3 months and 6 months. These values have been used, along
with an assumed period of time in which the intervention has no benefit over time to calculate the expected QALY gain
of DEAL compared with HealthWatch. These gains are reported in Table 14. We believe that there was a typographical
error in Deady et al.1® with a minus sign omitted from the lower limit of the 95% Cl for HealthWatch at 6 months which
is reported as 1.36; we believe that this is an error as -=1.36 produces Cls that are symmetrical around the midpoint and
is consistent with the reported p-value of 0.01. We caution that the observed values may be influenced by informative
censoring as it is possible that only patients who were benefiting from the interventions remained in the study.

For simplicity, we have assumed that changes between time points occur linearly and that there is a point in time

at which both DEAL and HealthWatch return to the baseline PHQ-9 value [which was a mean of 16.32 (moderately
severe depression) across all people at the start of the study]. We present two scenarios, the first where all benefits
have dissipated at 2 years, and the second where all benefits have dissipated at 5 years. A graphical depiction of these
scenarios is shown in Figure 3. While the illustrative example has assumed the same time point at which all treatment
benefit has gone for both arms, the model can easily be changed to use different time points if there was evidence that
this was the case.

Mapping Patient Health Questionnaire-9 items to Short Form questionnaire-6 Dimensions

The changes in PHQ-9 values are then mapped into changes in SF-6D values using the formula for Brazier et al.*°* which
relates to the total PHQ-9 score (Table 51 of the Brazier et al publication). The formula estimates that a 1-unit increase
in PHQ-9 is associated with a decrease in SF-6D of 0.0108 (with a standard error of 0.001). The values in Figure 3 were
transformed into SF-6D values as shown in Figure 4.

Quality-adjusted life-years represent a measure of health which considers both longevity and utility while alive. For
simplicity, we have assumed that the utility from the SF-6D is equivalent to that from the EQ-5D, which is NICE'’s
preferred metric,!°? although note that mappings exist between the SF-6D and the EQ-5D so a further transformation
was possible, if needed.

The additional estimated QALYs accrued from DEAL and from HealthWatch are the same as the areas under the
curve in Figure 4. These can be calculated using geometry, as there are four areas that need to be calculated for
each intervention. The first is a triangle from the origin to the 5-week point; there is then a trapezium from 5 weeks
to 3 months and a trapezium from 3 months to 6 months, and finally a triangle from the 6-month point to the

time at which the treatment effect has dissipated. Discounting was undertaken for this last period, using the NICE
recommended value of 3.5% per annum,*? as the time horizon exceeded 1 year.
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TABLE 14 Observed change from the baseline (95% Cl) in PHQ-9 scores

DEAL HealthWatch

5 weeks -5.94 (-8.18 to -3.70) -1.43 (-3.46 to -0.06)
3 months -5.93(-8.53 to -3.37)° -4.21(-7.27 to -1.15)°
6 months -7.53(-10.51 to -4.55) -4.82(-8.28 to -1.36)°

a p-value < 0.001.
b p-value = 0.01.

(a) 2-year treatment dissipation (b) 5-year treatment dissipation
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FIGURE 3 Schematics of the assumed PHQ-9 benefits associated with DEAL and HealthWatch.
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FIGURE 4 Schematics of the assumed SF-6D utility gains associated with DEAL and HealthWatch.

Discounting was undertaken using the following formula to calculate a discounted number of years:

exp (—=In (1.035) x end time) — exp(—In(1.035) x 0.5)

Di =
iscounted number of years “in (1.035)

The 0.5 represents the last value before the end time, which would be either 2 or 5 years, which results in a discounted
number of years of 1.44 and 4.10, respectively, from 0.5 years.

For the analysis where the treatment effect dissipated at 2 years, DEAL accrued an additional 0.090 discounted QALYs
and HealthWatch accrued an additional 0.055 discounted QALYs, resulting in 0.035 more discounted QALYs with
DEAL treatment.

For the analysis where the treatment effect had dissipated at 5 years, DEAL accrued an additional 0.198 discounted
QALYs and HealthWatch accrued an additional 0.124 discounted QALYs, resulting in 0.073 more discounted QALYs with
DEAL treatment.
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Increase in discounted QALYs

2-year treatment dissipation 5-year treatment dissipation

FIGURE 5 The estimated number of discounted QALYs generated by DEAL compared with HealthWatch within the PSAs.

Probabilistic sensitivity analyses (PSAs) incorporate parameter uncertainty in the model. We generated results using the
95% Cls provided in Table 15 and the standard error of the mapping coefficient between PHQ-9 and the SF-6D. As we
did not have variance-covariance matrices between the values at 5 weeks, 3 months and 6 months, we assumed that
PHQ-9 changes were independent.

One thousand PSA iterations were run, with the resultant discounted QALY gains for DEAL compared with HealthWatch
calculated. These are shown in Figure 5. As the model was linear, the mean gains in discounted QALYs in the PSA were
very similar to the deterministic analysis.

The example provided did not include the possibility of deaths being avoided by an effective treatment. If this were the
case, then the number of QALYs lost per death can be estimated from the QALY shortfall calculator application.'® I

the user inputs the age and percentage of females in the cohort, then the remaining QALYs for the general population
with these characteristics are provided. In the example, patients were aged 22 years, with 60% female, which results in
expected discounted QALYs of 22.34. If there were evidence that DEAL avoided death in 0.5% of the cohort, then there
would be an additional 0.112 discounted QALYs (0.005 x 22.34) that could be added to that associated purely with
change in PHQ-9 score. If patients were known to be at a considerably lower utility than the general population, then
this should be accounted for when calculating QALYs lost due to death.

Including the costs of interventions

Where known, the cost of the intervention and any cost-offsets associated with reduced healthcare resource use would
be included in the model. For this illustrative example, we assume that the net cost of DEAL was £200 per person

using an NHS and Personal Social Services perspective. This would then result in estimated cost per QALY values of
£5792 when treatment effect dissipated at 2 years (as the QALYs gained were 0.035) and £2722 when treatment effect
dissipated at 5 years (as the QALYs gained were 0.073).

Using the lower range of the cost per QALY threshold stated by NICE of £20,000 per QALY, the price per person of
DEAL would be cost-effective at £691 when the treatment effect was assumed to dissipate at 2 years, and £1469 per
person when the treatment effect was assumed to dissipate at 5 years. However, we stress that this is an illustrative
model only and the results should be viewed with considerable caution.
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Chapter 5 Discussion

Statement of principal findings

The umbrella review presented evidence of beneficial effect (pre to post treatment) for many types of psychosocial
interventions. It was not possible to deduce which type of intervention was most effective, due to heterogeneity
between systematic reviews, and heterogeneity of RCTs within reviews. Integrated treatment was not any more harmful
than treating single disorder. Integrated treatment was usually better for CMD outcomes than treating one condition
alone, and sometimes better than parallel treatments. There was not much evidence looking at sequential treatment,
but this suggested it was similarly effective to integrated treatment.

Cost-effectiveness evidence

One relevant paper was identified that estimated the cost-effectiveness of an intervention for patients with SUD and a
common mental health illness. However, this did not use modelling techniques and therefore no papers identified that
used modelling approaches.

Contribution to existing knowledge

There is evidence of beneficial effect (pre to post treatment) for many types of psychosocial interventions. Gaps in
systematic review evidence were identified (https:/tinyurl.com/35pmhve2).

The research group provided guidance on how cost-effectiveness could be estimated using as an example, DEAL (an
automated web-based self-help intervention) compared with control. This may aid future researchers attempting to
estimate the cost-effectiveness of interventions for people with SUD and a common mental health illness.
Strengths and limitations of the assessment

Strengths

Good-quality systematic reviews of RCT evidence were identified supporting psychosocial interventions for the
treatment of SUD and CMD/BPD.

Limitations

There is uncertainty over which type of intervention was most effective, due to heterogeneity between systematic
reviews, and heterogeneity of RCTs within reviews.

One study was identified that met the cost-effectiveness criteria, and this was not a modelling paper.

Non-English language papers were excluded, and so relevant reviews may have been missed, as may reviews published
since the search date.

Uncertainties

There is uncertainty over which type of intervention was most clinically and cost-effective.

Take-home message

Future research is needed comparing integrated, parallel and sequential treatment, with long-term follow-up, and more
evidence is needed on required duration of therapy.
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Patient and public involvement
Service users were involved in drafting the Plain language summary, and provided their opinions on preferences for
services, barriers and facilitators to access to services, and priorities for future research (see Additional information, PPI).

Preferences for services
Aspects of services that service users reported as being important to them comprised the following:

provide a good range of interventions, allowing use of a combination of therapies (e.g. ACT, CBT, PsyT, art therapy
and mindfulness)

provision of group therapy

opportunities to calm and learn how to self-regulate

having a diverse range of professionals collaborating; also roles for non-professionals (peer support, or ex-service
users as trained volunteers)

support teams having good understanding of all the provided interventions

staff who show compassion and empathy, as more likely to encourage ongoing engagement

range of settings, primary care, community services (inpatient care thought to be useful for some but not all

service users)

integrated services for SUD and CMD service users, treating them together as co-occurring conditions; one service
user pointed out that if treat SUD only this may leave the CMD untreated which could be a cause of SUD in the first
place; one service user reported two separate services delivered side-by-side had worked for them (dependent on
communication between service providers)

holistic interventions

variety of face-to-face and online contact - Preference for face-to-face interaction, but with option for online for
cases where it is difficult to meet; a role for online sessions following therapy as a form of ‘aftercare’; a role for online
meetings as this allows regular contact, whereas face-to-face meetings may be limited by access to building space or
cost of transport.

Access to services

Barriers

Not knowing about available local services, and what they could offer.

Lack of up-to-date information.

Stigma.

Service user transport difficulties, particularly for those relying on public transport.

Service user limited finances.

Service user technology issues.

Service user disabilities.

Service user anxiety.

Location of service provision too small to allow staff to offer individual service user therapy.
Lack of range of interventions available.

Facilitators

Advertising available services through local community networks, libraries, councils, health centres, and general
practitioner surgeries through marketing such as flyers and posters.

Information about what services provide.

Adequate location for service provision, space for individual therapy, space provided for peer support groups.
Community outreach to reduce stigma.

Better communication between different agencies (e.g. primary care and social services).
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Priorities for future research

e Comparing integrated, parallel and sequential treatment.

e Ways to better integrate different services (e.g. primary care and social services).

e Long-term follow-up.

e Qutcomes related to service user experiences.

e Ways to facilitate access (at initiation of treatment, and to encourage ongoing engagement).

Participation in research
All found it acceptable to answer questions for long-term follow-up every 3 months.

One service user suggested every 1 month at the beginning, and one service user suggested changing to every
6 months after a couple of years follow-up.

Equality, diversity and inclusion
This was a review project of existing review data; therefore, we could not account for equality issues beyond what was
reported in included publications.
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Chapter 6 Conclusions

Headline summary of findings

Good-quality systematic reviews of RCT evidence were identified supporting psychosocial interventions for the
treatment of SUD and CMD/BPD.

One relevant paper was identified that estimated the cost-effectiveness of an intervention for patients with SUD and a
common mental health illness. However, this did not use modelling techniques. The research group therefore provided
guidance on how cost-effectiveness could be estimated using as an example, DEAL (an automated web-based self-help
intervention) compared with control.

Implications for decision-makers

There is uncertainty over which type of intervention was most effective, due to heterogeneity between systematic
reviews, and heterogeneity of RCTs within reviews.

Research recommendations

Research is needed comparing integrated (co-ordinated for both conditions), parallel and sequential treatment
programmes. For sequential treatments, the order in which conditions treated should be assessed. Staff (clinicians and
service users) should receive training for the delivery of these programmes, including knowledge of therapeutic alliance.
Outcomes should include blinded assessment of SUD and CMD/BPD outcomes, and service user views on acceptability
and on barriers to access. Long-term follow-up is needed, with suggested follow-up points of every 3 months (as this
was thought acceptable by service users).

Those undertaking research studies should consider the data required to perform a cost-effectiveness analysis with a
sufficient time horizon to capture the longer-term benefits associated with initial costs. Collecting cost and utility data
(ideally using the EQ-5D, but if not, a measure that can be mapped to the EQ-5D) would allow estimated results to be
compared with cost-effectiveness thresholds published by NICE.

Future research is needed into which aspects of treatment programmes, for example peer support, can be delivered
safely and effectively by unregistered staff. This should include identifying training needs.

Research is needed to identify adaptations or adjustments to standard psychological treatments for the mental health
difficulties under review to make them more acceptable and accessible to people with substance use disorder. Research
should investigate ways to integrate services from different agencies, to create comprehensive care pathways for
service users with co-occurring diagnoses.
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APPENDIX 1

Appendix 1 Literature search strategies

Clinical review search strategies

Systematic database searches were carried out in February 2024.

TABLE 15 Table of sources searched

Database Dates covered Review
Epub Ahead of Print, In-Process & Other Non-Indexed Citations, MEDLINE(R) Daily and MEDLINE(R) 1946-present 2141
EMBASE 1974-present 2432
Web of Science Science Citation Index Expanded (1900-), Conference Proceedings Citation Index - 1900-present 2282
Science (1990-),
Psyclnfo 1806-resent 1890
Cochrane Database of Systematic Reviews (Cochrane Library) CDSR 1996-present 239
Total retrieved - 8984
Unique - 4694
19 February 2024
2141 records
TABLE 16 Ovid MEDLINE® ALL 1946-16 February 2024
# Searches Results
1 ((comorbid* or “co morbid*” or coexist* or “co exist*” or concur* or cooccur* or “co occur*”) adj2 mental* adj2 2281
(condition* or disease* or disorder* or disturbanc* or ill*)).tw.
2 dual diagnosis.mp. 2000
3 lor2 4184
4 Comorbidity/ and Mental Health/ 1124
5 Mood Disorders/ or Depression/ 170,414
6 ((depressi* or affective) adj symptom™).tw. 85,177
7 ((depressi* or mood or affective or cognitiv* or adjustment) adj3 disorder*).tw. 120,482
8 dysthymi*.tw. 3333
9 exp Anxiety Disorders/ 92,451
10 (anxi* or gad).tw. 299,498
11 exp Obsessive-Compulsive Disorder/ 17,017
12 (obsess™® or compulsi* or ocd).tw. 34,621
13 (panic* or agoraphobi*).tw. 25,059
14 Stress Disorders, Post-Traumatic/ 42,545
15 ((posttrauma* or post-trauma* or post trauma*) adj3 (stress* or disorder* or psych* or symptom™)).tw. 47,664
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TABLE 16 Ovid MEDLINE® ALL 1946-16 February 2024 (continued)

# Searches Results

16 (ptsd or stress disorder* or combat disorder*).tw. 46,700
17 Borderline Personality Disorder/ 8217
18 ((borderline or border-line or “border line” or unstab* or instab*) adj3 (state* or personalit*)).tw. 11,387
19 (eupd or bpd).tw. 12,885
20 ((emotion* or affect*) adj3 (dysregulat* or function* or label* or modulat* or reactive* or regulat®)).tw. 115,102
21 Body Dysmorphic Disorders/ 1291
22 (body adj3 dysmorphi*).tw. 1565
23 exp Phobic Disorders/ 14,347
24 phobi*.tw. 12,921
25 Antisocial Personality Disorder/ 10,544
26 ((anti-social or “anti social” or antisocial) adj3 (disorder* or syndrome*)).tw. 2715
27 aspd.tw. 606
28 or/4-27 756,618
29 ((substance* or drug* or narcotic* or alcohol*) adj2 (use* or using or addict* or consum* or depend* or disorder* or 377,368

habit™ or misuse* or misusing or withdraw™)).tw.

30 (amphetamine* or benzodiazepine* or alcohol* or cannabis or cocain* or crack or heroin or ketamine or marijuana 712,251
or mdma or methadone or methamphetamine* or opiate* or opioid* or opium or phencyclidine).tw,kf.

31 (stimulant® or psychostimulant® or sedative™® or “psychoactive substance*” or nps).tw. 120,705
32 29 or300r 31 997,646
33 28 and 32 73,875
34 30r33 77,235
35 (MEDLINE or systematic review).tw. or meta analysis.pt. 458,381
36 34 and 35 2646
37 exp Adult/ 8,021,015
38 (teen* or youth* or adolescen* or juvenile* or youngster* or first-grader* or second-grader* or third-grader* or 2,473,519

fourth-grader* or fifth-grader* or sixth-grader* or seventh-grader* or highschool* or ((secondary or high*) adj2
(school* or education))).tw. or Adolescent/

39 (child* or stepchild* or step-child* or kid or kids or girl or girls or boy or boys or teen* or youth* or youngster* 3,823,333
or adolescent™ or adolescence or preschool* or pre-school* or kindergarten® or school* or juvenile* or minors or
p?ediatric*).tw. or exp Child/ or exp Infant/

40 38 or 39 4,803,683
41 40 not (40 and 37) 2,834,723
42 36 not 41 2228
43 limit 42 to english language 2141
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19 February 2024

2432 records

TABLE 17 EMBASE 1974-2024 Week 7

# Searches Results
1 ((comorbid* or “co morbid*” or coexist* or “co exist*” or concur* or cooccur* or “co occur*”) adj2 mental* adj2 3204
(condition* or disease* or disorder* or disturbanc* or ill*)).tw.
2 dual diagnosis.mp. 4370
3 lor2 7421
4 comorbidity/ and exp mental health/ 10,590
5 exp mood disorder/ or depression/ 691,784
6 ((depressi* or affective) adj symptom™).tw. 110,348
7 ((depressi* or mood or affective or cognitiv* or adjustment) adj3 disorder*).tw. 171,554
8 dysthymi*.tw. 4356
9 exp anxiety disorder/ 329,880
10 (anxi* or gad).tw. 422,332
11 obsessive compulsive disorder/ or exp obsession/ 40,155
12 (obsess™* or compulsi* or ocd).tw. 49,195
13 (panic* or agoraphobi*).tw. 31,470
14 posttraumatic stress disorder/ 82,730
15 ((posttrauma* or post-trauma* or post trauma*) adj3 (stress* or disorder* or psych* or symptom*)).tw. 57,900
16 (ptsd or stress disorder* or combat disorder*).tw. 59,667
17 borderline state/ 16,345
18 ((borderline or border-line or “border line” or unstab* or instab*) adj3 (state* or personalit*)).tw. 14,116
19 (eupd or bpd).tw. 18,259
20 ((emotion* or affect*) adj3 (dysregulat* or function® or label* or modulat* or reactive* or regulat®)).tw. 153,241
21 body dysmorphic disorder/ 3884
22 (body adj3 dysmorphi*).tw. 2070
23 exp phobia/ 38,509
24 phobi*.tw. 17,305
25 antisocial personality disorder/ 3651
26 ((anti-social or “anti social” or antisocial) adj3 (disorder* or syndrome*)).tw. 3532
27 aspd.tw. 790
28 or/4-27 1,319,381
29 ((substance™® or drug* or narcotic* or alcohol*) adj2 (use* or using or addict* or consum* or depend* or disorder* 529,600
or habit* or misuse* or misusing or withdraw*)).tw.
30 (amphetamine* or benzodiazepine* or alcohol* or cannabis or cocain* or crack or heroin or ketamine or marijuana 951,770
or mdma or methadone or methamphetamine* or opiate* or opioid* or opium or phencyclidine).tw,kf.
31 (stimulant™ or psychostimulant™® or sedative™ or “psychoactive substance™” or nps).tw. 144,674
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TABLE 17 EMBASE 1974-2024 Week 7 (continued)

# Searches Results

32 29 or300r 31 1,324,308
33 28 and 32 136,379
34 30r33 141,979
35 (meta-analysis or systematic review).tw. 508,800
36 34 and 35 3664
37 exp adult/ 11,040,938
38 (teen* or youth* or adolescen™ or juvenile* or youngster® or first-grader™ or second-grader* or third-grader* or 2,128,644

fourth-grader* or fifth-grader* or sixth-grader* or seventh-grader* or highschool* or ((secondary or high*) adj2
(school* or education))).tw. or adolescent/

39 (child* or stepchild* or step-child* or kid or kids or girl or girls or boy or boys or teen* or youth* or youngster* 4,407,033
or adolescent* or adolescence or preschool* or pre-school* or kindergarten* or school* or juvenile® or minors or
p?ediatric*).tw. or exp child/ or exp infant/

40 38o0r39 5,027,247
41 40 not (40 and 37) 3,248,444
42 36 not 41 3141
43 limit 42 to english language 3075
44 limit 43 to conference abstracts 643
45 43 not 44 2432

20 February 2024

2282 records

TABLE 18 Web of Science, Science Citation Index Expanded (1900-), Conference Proceedings Citation Index - Science (1990-)

# Searches Results

1 ((comorbid* OR “co morbid*” OR coexist* OR “co exist*” OR concur* OR cooccur* OR “co occur*”) NEAR/2 3467
mental* NEAR/2 (condition* OR disease* OR disorder* OR disturbanc* OR ill*)) (Title) or ((comorbid* OR “co
morbid*” OR coexist* OR “co exist*” OR concur* OR cooccur* OR “co occur*”) NEAR/2 mental* NEAR/2
(condition* OR disease* OR disorder* OR disturbanc* OR ill*)) (Abstract)

2 “dual diagnosis” (Title) or “dual diagnosis” (Abstract) 2314
3 #1 OR #2 5656
4 comorbidity AND “mental health” (Title) or comorbidity AND “mental health” (Abstract) 3877
5 ((depressi* OR affective) NEAR/O symptom*) (Title) or ((depressi* OR affective) NEAR/O symptom*) (Abstract) 97,109
6 ((depressi* OR mood OR affective OR cognitiv* OR adjustment) NEAR/3 disorder*) (Title) or ((depressi* OR 145,280
mood OR affective OR cognitiv* OR adjustment) NEAR/3 disorder*) (Abstract)
7 dysthymi* (Title) or dysthymi* (Abstract) 3412
8 (anxi* OR gad) (Title) or (anxi* OR gad) (Abstract) 377,622
9 (obsess* OR compulsi* OR ocd) (Title) or (obsess* OR compulsi* OR ocd) (Abstract) 51,480
10 (panic* OR agoraphobi*) (Title) or (panic* OR agoraphobi*) (Abstract) 53,727
continued
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TABLE 18 Web of Science, Science Citation Index Expanded (1900-), Conference Proceedings Citation Index - Science (1990-) (continued)

# Searches Results
11 ((posttrauma* OR post-trauma* OR “post trauma*”) NEAR/3 (stress* OR disorder* OR psych* OR symptom®)) 55,540
(Title) or ((posttrauma* OR post-trauma* OR “post trauma*”) NEAR/3 (stress* OR disorder* OR psych* OR
symptom™)) (Abstract)
12 (ptsd OR “stress disorder*” OR “combat disorder*”) (Title) or (ptsd OR “stress disorder*” OR “combat disorder*”) 56,801
(Abstract)
13 ((borderline OR border-line OR “border line” OR unstab* OR instab*) NEAR/3 (state* OR personalit*)) (Title) or 23,782
((borderline OR border-line OR “border line” OR unstab* OR instab*) NEAR/3 (state* OR personalit*)) (Abstract)
14 (eupd OR bpd) (Title) or (eupd OR bpd) (Abstract) 14,811
15 ((emotion* OR affect*) NEAR/3 (dysregulat* OR function* OR label* OR modulat* OR reactive* OR regulat™)) 185,092
(Title) or ((emotion* OR affect*) NEAR/3 (dysregulat* OR function* OR label* OR modulat* OR reactive* OR
regulat*)) (Abstract)
16 (body NEAR/3 dysmorphi*) (Title) or (body NEAR/3 dysmorphi*) (Abstract) 1850
17 phobi* (Title) or phobi* (Abstract) 17,055
18 ((anti-social OR “anti social” OR antisocial) NEAR/3 (disorder* OR syndrome®)) (Title) or ((anti-social OR “anti 3516
social” OR antisocial) NEAR/3 (disorder* OR syndrome®)) (Abstract)
19 aspd (Title) or aspd (Abstract) 718
20 #19 OR #18 OR #17 OR #16 OR #15 OR #14 OR #13 OR #12 OR #11 OR #10 OR #9 OR #8 OR #7 OR #6 OR 876,639
#5 OR #4
21 ((substance* OR drug* OR narcotic* OR alcohol*) NEAR/2 (use* OR using OR addict* OR consum* OR depend* 542,724
OR disorder* OR habit* OR misuse* OR misusing OR withdraw*)) (Title) or ((substance* OR drug* OR narcotic*
OR alcohol*) NEAR/2 (use* OR using OR addict® OR consum* OR depend* OR disorder* OR habit* OR misuse*
OR misusing OR withdraw™)) (Abstract)
22 (amphetamine* OR benzodiazepine® OR alcohol® OR cannabis OR cocain® OR crack OR heroin OR ketamine OR 1,384,260
marijuana OR mdma OR methadone OR methamphetamine® OR opiate* OR opioid* OR opium OR phencycli-
dine) (Title) or (amphetamine® OR benzodiazepine* OR alcohol* OR cannabis OR cocain® OR crack OR heroin OR
ketamine OR marijuana OR mdma OR methadone OR methamphetamine* OR opiate* OR opioid* OR opium OR
phencyclidine) (Abstract)
23 (stimulant™ OR psychostimulant* OR sedative* OR “psychoactive substance®” OR nps) (Title) or (stimulant* OR 186,787
psychostimulant® OR sedative* OR “psychoactive substance*” OR nps) (Abstract)
24 #23 OR #22 OR #21 1,844,754
25 #20 AND #24 75,780
26 #25 OR #3 80,432
27 meta-analysis or “meta analysis” or systematic review (Title) or meta-analysis or “meta analysis” or systematic 611,493
review (Abstract)
28 #27 AND #26 2758
29 adult or adults (Topic) 6,955,833
30 (teen* OR youth* OR adolescen* OR juvenile* OR youngster* OR first-grader* OR second-grader* OR 3,033,450
third-grader* OR fourth-grader* OR fifth-grader® OR sixth-grader* OR seventh-grader* OR highschool* OR
((secondary OR high*) NEAR/2 (school* OR education))) (Topic)
31 (child* OR stepchild* OR step-child* OR kid OR kids OR girl OR girls OR boy OR boys OR teen* OR youth* OR 6,341,611
youngster* OR adolescent® OR adolescence OR preschool* OR pre-school* OR kindergarten* OR school* OR
juvenile* OR minors OR p$ediatric*) (Topic)
32 #30 OR #31 6,502,793
33 #32 NOT (#32 AND #29) 4,269,781
34 #28 NOT #33 2359
35 #28 NOT #33 and English (Languages) 2282
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20 February 2024
1696 records

TABLE 19 American Psychological Association Psycinfo 1806 to February Week 3 2024

# Searches Results

1 ((comorbid* or “co morbid*” or coexist* or “co exist*” or concur* or cooccur* or “co occur*”) adj2 mental* adj2 2182
(condition* or disease™ or disorder* or disturbanc* or ill*)).tw.

2 dual diagnosis.mp. 3637
3 lor2 5647
4 exp comorbidity/ and mental health/ 1341
5 affective disorders/ 16,283
6 ((depressi* or affective) adj symptom™*).tw. 72,379
7 ((depressi* or mood or affective or cognitiv* or adjustment) adj3 disorder*).tw. 106,810
8 dysthymi*.tw. 4062
9 exp anxiety disorders/ 43,919
10 (anxi* or gad).tw. 264,120
11 exp obsessive compulsive disorder/ or exp obsessions/ 20,387
12 (obsess™ or compulsi* or ocd).tw. 43,708
13 (panic* or agoraphobi*).tw. 20,506
14 exp posttraumatic stress disorder/ 41,617
15 ((posttrauma* or post-trauma* or post trauma*) adj3 (stress* or disorder* or psych* or symptom*)).tw. 53,975
16 (ptsd or stress disorder* or combat disorder*).tw. 54,856
17 borderline states/ 4156
18 ((borderline or border-line or “border line” or unstab* or instab*) adj3 (state* or personalit™)).tw. 15,144
19 (eupd or bpd).tw. 7456
20 ((emotion* or affect*) adj3 (dysregulat® or function® or label* or modulat* or reactive* or regulat™®)).tw. 63,592
21 body dysmorphic disorder/ 1408
22 (body adj3 dysmorphi*).tw. 1742
23 exp phobias/ 14,553
24 phobi*.tw. 17,775
25 exp antisocial personality disorder/ 4855
26 ((anti-social or “anti social” or antisocial) adj3 (disorder* or syndrome*)).tw. 4477
27 aspd.tw. 783
28 or/4-27 540,326
29 ((substance™® or drug* or narcotic* or alcohol*) adj2 (use* or using or addict* or consum™* or depend™ or disorder* 188,323
or habit* or misuse* or misusing or withdraw*)).tw.
30 (amphetamine* or benzodiazepine* or alcohol* or cannabis or cocain* or crack or heroin or ketamine or mari- 247,212
juana or mdma or methadone or methamphetamine* or opiate* or opioid* or opium or phencyclidine).tw.

31 (stimulant* or psychostimulant* or sedative* or “psychoactive substance*” or nps).tw. 26,955
continued
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APPENDIX 1

TABLE 19 American Psychological Association Psycinfo 1806 to February Week 3 2024 (continued)

# Searches Results
32 29 or300r31 326,337
33 28 and 32 57,159
34 3or33 61,643
35 (meta-analysis or search:).tw. 159,472
36 34 and 35 2164
37 adult*.tw. 565,005
38 (teen* or youth* or adolescen™ or juvenile* or youngster* or first-grader™ or second-grader* or third-grader* or 537,475
fourth-grader* or fifth-grader* or sixth-grader* or seventh-grader* or highschool* or ((secondary or high*) adj2
(school* or education))).tw.
39 (child* or stepchild* or step-child* or kid or kids or girl or girls or boy or boys or teen* or youth* or youngster* 1,328,586
or adolescent™ or adolescence or preschool* or pre-school* or kindergarten* or school* or juvenile* or minors or
p?ediatric*).tw.
40 38 or 39 1,364,777
41 40 not (40 and 37) 1,161,693
42 36 not 41 1890
43 limit 42 to english language 1696
20 February 2024
239 records
TABLE 20 Cochrane Database of Systematic Reviews (Cochrane Library)
# Searches Results
#1 ((comorbid* or co morbid* or coexist* or co exist* or concur* or cooccur* or co occur®) NEAR/2 mental* NEAR/2 268
(condition* or disease* or disorder* or disturbanc* or ill*)):ti,ab
#2 dual diagnosis:ti,ab,kw 3318
#3 #1lor#2 3565
#4 MeSH descriptor: [Comorbidity] explode all trees 5257
#5 MeSH descriptor: [Mental Health] this term only 3190
#6 #4 and #5 39
#7 MeSH descriptor: [Mood Disorders] this term only 1127
#8 MeSH descriptor: [Depression] this term only 17,908
#9 ((depressi* or affective) NEAR symptom*):ti,ab 28,518
#10 ((depressi* or mood or affective or cognitiv* or adjustment) NEAR/3 disorder*):ti,ab 19,980
#11 dysthymi*:ti,ab 684
#12 MeSH descriptor: [Anxiety Disorders] explode all trees 10,069
#13 (anxi* or gad):ti,ab 69,965
#14 MeSH descriptor: [Obsessive-Compulsive Disorder] explode all trees 1517
#15 (obsess* or compulsi* or ocd):ti,ab 4378
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TABLE 20 Cochrane Database of Systematic Reviews (Cochrane Library) (continued)

# Searches Results

#16 (panic* or agoraphobi*):ti,ab 3294
#17 MeSH descriptor: [Stress Disorders, Post-Traumatic] this term only 4001
#18 ((posttrauma* or post-trauma* or post trauma*) NEAR/3 (stress* or disorder* or psych* or symptom®*)):ti,ab 11,712
#19 (ptsd or stress disorder* or combat disorder*):ti,ab 14,913
#20 MeSH descriptor: [Borderline Personality Disorder] this term only 650
#21 ((borderline or border-line or “border line” or unstab* or instab*) NEAR/3 (state* or personalit*)):ti,ab 1108
#22 (eupd or bpd):ti,ab 1913
#23 ((emotion* or affect®) NEAR/3 (dysregulat™ or function* or label* or modulat* or reactive* or regulat*)):ti,ab 13,370
#24 MeSH descriptor: [Body Dysmorphic Disorders] this term only 104
#25 (body NEAR/3 dysmorphi*):ti,ab 165
#26 MeSH descriptor: [Phobic Disorders] explode all trees 2142
#27 phobi*:ti,ab 2685
#28 MeSH descriptor: [Antisocial Personality Disorder] this term only 291
#29 ((anti-social or “anti social” or antisocial) NEAR/3 (disorder* or syndrome*)):ti,ab 146
#30 aspd:ti,ab 39
#31 OR #6-#30 133,101
#32 ((substance* or drug™ or narcotic* or alcohol*) NEAR/2 (use* or using or addict* or consum* or depend* or disorder* or 46,635

habit* or misuse® or misusing or withdraw™*)):ti,ab

#33 (amphetamine* or benzodiazepine* or alcohol* or cannabis or cocain® or crack or heroin or ketamine or marijuana or 92,943
mdma or methadone or methamphetamine™ or opiate* or opioid™ or opium or phencyclidine):ti,ab,kw

#34 (stimulant™ or psychostimulant™ or sedative*® or psychoactive substance* or nps):ti,ab 12,671
#35 OR #32-#34 123,846
#36 #31 and #35 15,766
#37 #3 or #36 19,033
#38 MeSH descriptor: [Adult] explode all trees 611,867
#39 (teen™ or youth* or adolescen™ or juvenile* or youngster* or first-grader* or second-grader* or third-grader* or fourth- 50,211

grader™ or fifth-grader* or sixth-grader* or seventh-grader* or highschool* or ((secondary or high*) NEAR/2 (school*
or education))):ti,ab

#40 MeSH descriptor: [Adolescent] this term only 136,261
#41 (child* or stepchild* or step-child* or kid or kids or girl or girls or boy or boys or teen* or youth* or youngster* 216,948
or adolescent™ or adolescence or preschool* or pre-school* or kindergarten® or school* or juvenile* or minors or
p?ediatric*):ti,ab
#42 MeSH descriptor: [Child] explode all trees 81,197
#43 MeSH descriptor: [Infant] explode all trees 45,750
#44 OR #39-#43 338,676
#45 #44 not (#44 and #38) 216,175
#46  #37 not #45in CDSR 239
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APPENDIX 2

Appendix 2 Excluded studies - clinical umbrella

review

TABLE 21 Excluded references not meeting eligibility criteria

Reason for exclusion

Reference

Green WM, Raut SB, James FLJ, Benedek DM, Ursano RJ, Johnson LR. MDMA assisted psychotherapy
decreases PTSD symptoms, dissociation, functional disability, and depression: a systematic review and
meta-analysis. medRxiv 2023;20.1%4

Agabio R, Baldwin DS, Amaro H, Leggio L, Sinclair JMA. The influence of anxiety symptoms on clinical
outcomes during baclofen treatment of alcohol use disorder: a systematic review and meta-analysis. Neurosci
Biobehav Rev 2021;125:296-313.1%

Beaulieu S, Saury S, Sareen J, Tremblay J, Schutz CG, McLntyre RS, Schaffer, A. The Canadian Network for
Mood and Anxiety Treatments (CANMAT) task force recommendations for the management of patients with
mood disorders and comorbid substance use disorders. Ann Clin Psychiatry 2012;24:38-55.1%¢

Boyuan Z, Yang C, Ke C, Xueyong S, Sheng L. Efficacy of acupuncture for psychological symptoms asso-
ciated with opioid addiction: a systematic review and meta-analysis. Evid Based Complement Alternat Med
2014;2014:313549.17

Chen H, Feng J, Chen L, Huang J, Zhang P, Chen C, et al. Acupoint stimulation for alcohol use disorder: a
systematic review and meta-analysis. Medicine (Baltimore) 2023;102:€32614.108

Chen Z, Wang Y, Wang R, Xie J, Ren Y. Efficacy of acupuncture for treating opioid use disorder in adults: a
systematic review and meta-analysis. Evid Based Complement Alternat Med 2018;2018:3724708.1%?

Dave F, Tripathi R. The efficacy of neurofeedback for alcohol use disorders - a systematic review. World J Biol
Psychiatry 2023;24:496-507.11°

Ghabrash MF, Bahremand A, Veilleux M, Blais-Normandin G, Chicoine G, Sutra-Cole C, et al. Depression and
outcomes of methadone and buprenorphine treatment among people with opioid use disorders: a literature
review. J Dual Diagn 2020;16:191-207.11*

Gimeno C, Luisa Dorado M, Roncero C, Szerman N, Vega P, Balanza-Martinez V, et al. Treatment of comorbid
alcohol dependence and anxiety disorder: review of the scientific evidence and recommendations for treat-
ment. Front Psychiatry 2017;8:173.112

Gong AT, Kamboj SK, Curran HV. Post-traumatic stress disorder in victims of sexual assault with pre-assault
substance consumption: a systematic review. Front Psychiatry 2019;10:92.113

Guo Q, Li C, Wang J. Updated review on the clinical use of repetitive transcranial magnetic stimulation in
psychiatric disorders. Neurosci Bull 2017;33:747-56.114

Hesse M. Achieving abstinence by treating depression in the presence of substance-use disorders. Addict
Behav 2004;29:1137-41.11>

Kedzior KK, Gerkensmeier |, Schuchinsky M. Can deep transcranial magnetic stimulation (DTMS) be used to
treat substance use disorders (SUD)? A systematic review. BMC Psychiatry 2018;18:137.11¢

Khoramizadeh M, Effatpanah M, Mostaghimi A, Rezaei M, Mahjoub A, Shishehgar S. Treatment of ampheta-
mine abuse/use disorder: a systematic review of a recent health concern. Daru 2019;27:743-53.1%7

Mahoney JJ 3rd, Koch-Gallup N, Scarisbrick DM, Berry JH, Rezai AR. Deep brain stimulation for psychiatric
disorders and behavioral/cognitive-related indications: review of the literature and implications for treatment. J
Neurol Sci 2022;437:120253.118

Marques RC, Vieira L, Marques D, Cantilino A. Transcranial magnetic stimulation of the medial prefrontal cortex
for psychiatric disorders: a systematic review. Braz J Psychiatry 2019;41:447-57.1%°

Mondino M, Bennabi D, Poulet E, Galvao F, Brunelin J, Haffen E. Can transcranial direct current stimu-
lation (tDCS) alleviate symptoms and improve cognition in psychiatric disorders? World J Biol Psychiatry
2014;15:261-75.12°

Nunes EV, Levin FR. Treatment of depression in patients with alcohol or other drug dependence: a meta-
analysis. JAMA 2004;291:1887-96.1

Wrong comparator

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention

Wrong intervention
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TABLE 21 Excluded references not meeting eligibility criteria (continued)

Reference

Renaud F, Jakubiec L, Swendsen J, Fatseas M. The impact of co-occurring post-traumatic stress disorder and
substance use disorders on craving: a systematic review of the literature. Front Psychiatry 2021;12:786664.1%?

Rosson S, de Filippis R, Croatto G, Collantoni E, Pallottino S, Guinart D, et al. Brain stimulation and other
biological non-pharmacological interventions in mental disorders: an umbrella review. Neurosci Biobehav Rev
2022;139:104743.1%

Scott K, Becker SJ, Helseth SA, Saldanha 1J, Balk EM, Adam GP, et al. Pharmacotherapy interventions for adoles-
cent co-occurring substance use and mental health disorders: a systematic review. Fam Pract 2022;39:301-10.1%*

Tang Z, Zhu Z, Xu J. Psychological effects of repetitive transcranial magnetic stimulation on individuals with
methamphetamine use disorder: a systematic review and meta-analysis. Biol Res Nurs 2023;25:117-28.1%

Young JR, Smani SA, Mischel NA, Kritzer MD, Appelbaum LG, Patkar AA. Non-invasive brain stimulation
modalities for the treatment and prevention of opioid use disorder: a systematic review of the literature. J
Ad(dict Dis 2020;38:186-99.1%

Bailey K, Trevillion K, Gilchrist G. What works for whom and why: a narrative systematic review of inter-
ventions for reducing post-traumatic stress disorder and problematic substance use among women with
experiences of interpersonal violence. J Subst Abuse Treat 2019;99:88-103.%?”

Bouchard M, Lecomte T, Cloutier B, Herrera-Roberge J, Potvin S. Dropout rates in psychosocial interventions
for people with both severe mental illness and substance misuse: a systematic review and meta-analysis. Front
Psychiatry 2022;13:842329.128

Butler M, Kane RL, McAlpine D, Kathol RG, Fu SS, Hagedorn H, et al. Integration of mental health/substance
abuse and primary care. Evid Rep Technol Assess (Full Rep) 2008;1:362.1%°

Davis L, Uezato A, Newell JM, Frazier E. Major depression and comorbid substance use disorders. Curr Opin
Psychiatry 2008;21:14-8.1%

Deol E, Siddiqui Z, Paracha A, Mujovic H, Abro Z, Chang SR, et al. Exploring the link between ACEs and opioid
use: a systematic review. J Opioid Manag 2023;19:343-64.1%!

Edward KL, Munro I. Nursing considerations for dual diagnosis in mental health. Int J Nurs Pract 2009;15:74-9.132

Facer-Irwin E, Blackwood NJ, Bird A, Dickson H, McGlade D, Alves-Costa F, MacManus D. PTSD in prison
settings: a systematic review and meta-analysis of comorbid mental disorders and problematic behaviours.
PLOS ONE 2019;14:e0222407.1%

Fisher A, Mills K, Teesson M, Marel C. Shared decision-making among people with problematic alcohol/other
drug use and co-occurring mental health conditions: a systematic review. Drug Alcohol Rev 2021;40:307-24.134

Forster SE, DePhilippis D, Forman SD. ‘I's’ on the prize: a systematic review of individual differences in
Contingency Management treatment response. J Subst Abuse Treat 2019;100:64-83.1%°

Hien DA, Fitzpatrick S, Saavedra LM, Ebrahimi CT, Norman SB, Tripp J, et al. What'’s in a name? A data-driven
method to identify optimal psychotherapy classifications to advance treatment research on co-occurring PTSD
and substance use disorders. Eur J Psychotraumatol 2022;13:2001191.1%¢

Hildebrand A, Behrendt S, Hoyer J. Treatment outcome in substance use disorder patients with and without
comorbid posttraumatic stress disorder: a systematic review. Psychother Res 2015;25:565-82.7

Hoertel N, Lopez S, Wang S, Gonzalez-Pinto A, Limosin F, Blanco C. Generalizability of pharmacological and
psychotherapy clinical trial results for borderline personality disorder to community samples. Personal Disord
2015;6:81-7.1%

ludici A, Girolimetto R, Volponi G, Eletto A. Dual diagnosis and application problems in the use of the construct:
a review of literature. J Nerv Ment Dis 2020;208:181-9.1%8

Kang B, Xu H, McConnell ES. Neurocognitive and psychiatric comorbidities of posttraumatic stress disorder
among older veterans: a systematic review. Int J Geriatr Psychiatry 2019a;34:522-38.%%°

Kuhns L, Kroon E, Colyer-Patel K, Cousijn J. Associations between cannabis use, cannabis use disorder,
and mood disorders: longitudinal, genetic, and neurocognitive evidence. Psychopharmacology (Berl)
2022;239:1231-49.140
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TABLE 21 Excluded references not meeting eligibility criteria (continued)

Reference Reason for exclusion

Lagerveld SE, Bultmann U, Franche RL, van Dijk FJH, Vlasveld MC, van der Feltz-Cornelis CM, et al. Factors
associated with work participation and work functioning in depressed workers: a systematic review. J Occup
Rehabil 2010;20:275-92.14

Leeman RF, Hefner K, Frohe T, Murray A, Rosenheck RA, Watts BV, Sofuoglu M. Exclusion of participants based
on substance use status: findings from randomized controlled trials of treatments for PTSD. Behav Res Ther
2017;89:33-40.142

McHugh RK, Whitton SW, Peckham AD, Welge JA, Otto MW. Patient preference for psychological vs pharma-
cologic treatment of psychiatric disorders: a meta-analytic review. J Clin Psychiatry 2013;74:595-602.143

Miralles I, Granell C, Diaz-Sanahuja L, Van Woensel W, Breton-Lopez J, Mira A, et al. Smartphone apps for the
treatment of mental disorders: systematic review. JMIR Mhealth Uhealth 2020;8:e14897 .14

Moraleda-Barreno E, Caceres Pachon MDP, Lozano OM, Perez Moreno PJ, Lorca Marin JA, Fernandez-Calderon
F, et al. Impairments in executive functioning in patients with comorbid substance use and personality
disorders: a systematic review. J Dual Diagn 2021;17:64-79 .14

Onaemo VN, Fawehinmi TO, D’Arcy C. Comorbid cannabis use disorder with major depression and generalized
anxiety disorder: a systematic review with meta-analysis of nationally representative epidemiological surveys. J
Affect Disord 2021;281:467-75.14¢

Preuss U, Gouzoulis-Mayfrank E, Havemann-Reinecke U, Schafer |, Beutel M, Hoch E, et al. Psychiatric
comorbidity in alcohol use disorders: results from the German S3 guidelines. Eur Arch Psychiatry Clin Neurosci
2018;268:219-29.147

Reilly J, Meurk C, Heffernan E, Sara G. Substance use disorder screening and brief intervention in routine
clinical practice in specialist adult mental health services: a systematic review. Aust N Z J Psychiatry
2023;57:793-810.148

Searby A, Maude P, McGrath I. Dual diagnosis in older adults: a review. Issues Ment Health Nurs
2015;36:104-11.14

Sloan E, Hall K, Moulding R, Bryce S, Mildred H, Staiger PK. Emotion regulation as a transdiagnostic treatment
construct across anxiety, depression, substance, eating and borderline personality disorders: a systematic
review. Clin Psychol Rev 2017;57:141-63.1°

Soe-Agnie SE, Paap MCS, VanDerNagel JEL, Nijman HJM, de Jong CAJ. The generalizability of the structure of
substance abuse and antisocial behavioral syndromes: a systematic review. Psychiatry Res 2018;259:412-21.%>1

Spaducci G, Oram S, Thiara R, Robson D, Peeren S, Gibbs A, Trevillion K. The mental health and substance use
treatment experiences of racially and ethnically minoritised women who have experienced sexual violence. Int J
Ment Health Nurs 2023;33:546-59.152

Tweed EJ, Thomson RM, Lewer D, Sumpter C, Kirolos A, Southworth PM, et al. Health of people experiencing
co-occurring homelessness, imprisonment, substance use, sex work and/or severe mental illness in high-
income countries: a systematic review and meta-analysis. J Epidemiol Community Health 2021;75:1010-8.1%

van Minnen A, Zoellner LA, Harned MS, Mills K. Changes in comorbid conditions after prolonged exposure for
PTSD: a literature review. Curr Psychiatry Rep 2015;17:549.1%4

Vitali M, Sorbo F, Mistretta M, Scalese B, Porrari R, Galli D, et al.; Interdisciplinary Study Group CRARL -
SITAC - SIPaD - SITD - SIPDip. Dual diagnosis: an intriguing and actual nosographic issue too long neglected.
Riv Psichiatr 2018b;53:154-9.1%

Wau LT, Blazer DG. Substance use disorders and psychiatric comorbidity in mid and later life: a review. Int J
Epidemiol 2014;43:304-17.%%¢

Zilberman ML, Tavares H, Blume SB, el-Guebaly N. Substance use disorders: sex differences and psychiatric
comorbidities. Can J Psychiatry 2003;48:5-13.157

Alsuhaibani R, Smith DC, Lowrie R, Aljhani S, Paudyal V. Scope, quality and inclusivity of international clinical
guidelines on mental health and substance abuse in relation to dual diagnosis, social and community outcomes:
a systematic review. BMC Psychiatry 2021;21:209.1>8

Anderson GS, Di Nota PM, Groll D, Carleton RN. Peer support and crisis-focused psychological interventions
designed to mitigate post-traumatic stress injuries among public safety and frontline healthcare personnel: a
systematic review. Int J Environ Res Public Health 2020;17:7645-20.>?
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TABLE 21 Excluded references not meeting eligibility criteria (continued)

Reference

Anvari MS, Hampton T, Tong MP, Kahn G, Triemstra JD, Magidson JF, Felton JW. Behavioral activation
disseminated by non-mental health professionals, paraprofessionals, and peers: a systematic review. Behav Ther
2023;54:524-38.160

Apostolo J, Bobrowicz-Campos E, Rodrigues M, Castro |, Cardoso D. The effectiveness of non-pharmacological
interventions in older adults with depressive disorders: a systematic review. Int J Nurs Stud 2016;58:59-70.1¢!

Arntz A, Mensink K, Cox WR, Verhoef REJ, van Emmerik AAP, Rameckers SA, et al. Dropout from psy-
chological treatment for borderline personality disorder: a multilevel survival meta-analysis. Psychol Med
2023;53:668-86.162

AshaRani PV, Hombali A, Seow E, Ong WJ, Tan JH, Subramaniam M. Non-pharmacological interventions for
methamphetamine use disorder: a systematic review. Drug Alcohol Depend 2020;212:108060.1¢3

Bartlett A, Jhanji E, White S, Anne Harty M, Scammell J, Allen S. Interventions with women offenders: a system-
atic review and meta-analysis of mental health gain. J Forens Psychiatry Psychol 2015;26:133-65.1%

Baker AL, Hides L, Lubman DI. Treatment of cannabis use among people with psychotic or depressive disorders:
a systematic review. J Clin Psychiatry 2010;71:247-54.16>

Bjorkman F, Ekblom O. Physical exercise as treatment for PTSD: a systematic review and meta-analysis. Mil
Med 2022;187:€1103-13.1¢¢

Becker TD, Castaneda Ramirez S, Bruges Boude A, Leong A, Ivanov |, Rice TR. Interventions for prevention and
treatment of substance use in youth with traumatic childhood experiences: a systematic review and synthesis
of the literature. Eur Child Adolesc Psychiatry 2023;33:3419-38.1¢"

Berrouiguet S, Baca-Garcia E, Brandt S, Walter M, Courtet P. Fundamentals for future mobile-health (mHealth):
a systematic review of mobile phone and web-based text messaging in mental health. J Med Internet Res
2016;18:135.1¢8

Bolinski F, Boumparis N, Kleiboer A, Cuijpers P, Ebert DD, Riper H. The effect of e-mental health interventions
on academic performance in university and college students: a meta-analysis of randomized controlled trials.
Internet Interv 2020;20:100321.1¢°

Bou Nassif Y, Rahioui H, Varescon I. Psychological interventions for cannabis use among adolescents and young
adults: a systematic review. Int J Environ Res Public Health 2023;20:6346.17°

Bourke M, Patten RK, Dash S, Pascoe M, Craike M, Firth J, et al. The effect of interventions that target multiple
modifiable health behaviors on symptoms of anxiety and depression in young people: a meta-analysis of
randomized controlled trials. J Adolesc Health 2022;70:208-19.7
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TABLE 25 Data extraction - study characteristics

Total Number
Number of Types of number of of RCTs Are there RCTs

Author, databases study designh studiesin relevantto Country of overlapping with other
year Review objectives searched Inclusion/exclusion criteria included the review our project origin of RCTs included reviews?
Amato, To evaluate the effective- June 4 plus 2 trial Adults > 18 years who are RCTs and 35 3 USAN=3 No
201148 ness of any psychosocial 2011 registers opiate addicts undergoing controlled

plus any agonist main- any psychosocial associated clinical trial

tenance treatment vs. with any agonist maintenance

standard agonist treatment intervention. There were no

for opiate dependence restrictions for people with

physical or psychological
ilinesses. Pregnant women
were excluded

Baker, To evaluate the effec- March 2 People with AUD and depres- RCTs 8 8 Australia Yes. Hesse (2009);
20125 tiveness of psychological 2010 sion or anxiety or phobia N=3 Schouten (2022)
interventions in people diagnosis (excluding large USAN=3
who misuse alcohol with proportion psychosis); using The
co-occurring depressive or treatment manual intervention; Netherlands
anxiety disorders report data on alcohol use N=1
outcomes CanadaN=1
Boniface,  To evaluate the effective- May 2016 3 AUD and mental health RCT 17 11 USAN=9 Yes. One RCT overlap
2018% ness of brief interventions condition (includes SMI). Brief UKN=1 with Schouten (2022);
for alcohol among adults interventions Germany one study overlap
with risky alcohol consump- N=1 Baker (2012)

tion and comorbid mental
health conditions

Cavicchioli, To evaluate the effective- August 4 SUD diagnosed by DSM, with  RCT or 37 8 NR Yes. BPD studies -

2018 ness of MBls compared with 2017 or without comorbid disorder. non-RCT overlaps with Lee
clinical practice to treat MBIs (2015), Brazier (2006),
SUD Grant (2021), Chetty

(2023). No overlap
for eating disorders,
anxiety disorders,
mood/depressive
disorders, PTSD.

Chetty, To examine the evidence on NR 10 Adults > 18 years with dual RCTs 11 9 USAN =6 Yes. Roberts (2022),

2023% integrated and non- (included diagnosis (i.e. SUD and Australia Mehta (2021), Molina
integrated treatment studies up co-occurring MH) as verified N=2 (2022), Simpson
outcomes for participants to 2018) by the American Psychiatric Norway N =1 (2021), Cavicchioli

with dual diagnosis Association’'s DSM-IV (2018)

€ XIAN3ddV



TABLE 25 Data extraction - study characteristics (continued)

Number of

Author, databases

Inclusion/exclusion criteria

Are there RCTs
Country of overlapping with other

year Review objectives searched

origin of RCTs included reviews?
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Cuijpers, To examine the effec- January 4 Psychological intervention USAN =5 Yes. Hides (2019),
2023% tiveness of psychological 2022 (primarily targeting either Australia Hassan (2017), Riper
treatments compared with depression, the comorbid N=2 (2014)
control groups in partic- disorder, or both) compared Europe N =1
ipants with depression with a control condition in
and other comorbid MH people with both depression
disorders. and a comorbid MH problem
or substance use. Only
individual, group and guided
self-help interventions were
included.
Studies in people with general
medical disorders (including
dementia) were excluded
Dugdale, To evaluate the effective- March 6 SUD (disorder or hazardous Quantitative, 28 19 USAn=6 Yes. Some overlap
20194 ness of computer-based 2019 use) and MH. Age 16+. experi- UKn=2 (Roberts 2022;
interventions at improving Computer-based or Internet- mental or Australian =5 Schouten 2022), but
substance misuse and MH delivered intervention intervention Switzerland includes four RCTs
outcomes studies includ- n=2 not in other included
ing RCTs, Germanyn =2 reviews
single-group The
pre- and post- Netherlands
measures, n=1
longitudinal, Austrian=1
and cross-
sectional
studies
Ghetti, To compare the effective- February 10 Participants with formal diag-  RCTs, 21 2 USAN=1 No
202258 ness of music therapy on 2021 nosis of SUD. People with dual including the Venezuela
psychological symptoms, diagnoses with MH problems  first phase N=1
substance craving, moti- or learning problems were of cross-over
vation for treatment and eligible. Intervention: must be trials, and
motivation to stay clean/ labelled ‘music therapy’, and cluster-RCTs
sober. conducted by a qualified music
therapist and compared with
Standard care without music
therapy
continued
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TABLE 25 Data extraction - study characteristics (continued)

Number of

Author, databases
year Review objectives searched
Gibbon, To evaluate the potential Septem- 16 plus
20207 benefits and adverse effects ber 2019 2 trial

of psychological interven- registers

tions for adults with AsPD.
Glover- To evaluate the impact October 5
Wright, of physically colocating 2021
2023% specialist services SUD and

MH services
Grant, To evaluate the effective- December 7
2021%° ness of clinical interventions 2020

for improving symptoms of
adults with co-occurring
AUDs and depressive
disorders

Total Number
number of of RCTs
studies in relevant to

Types of

study design

Inclusion/exclusion criteria included

Adults, with an AsPD or RCTs 19
dissocial personality disorder.
Participants with other
comorbid personality disorders
or other MH problems

were eligible. Included both
group- and individual-based
psychological interventions.
Studies of people with major
functional mental illnesses,
organic brain disease, and
intellectual disability were
excluded.

Nine (but USAN =8
data only Denmark
available N=1
from four

studies)

Not specified 28 (10 4 USAN =4
RCTs, but

some SMI)

Adults with dual diagnosis of
SUD and MH with and without
evidence of a formal diagnosis.
Outpatient services consisting
of either: (1) MH specialist
care colocated in alcohol and
other drug treatment service
settings; (2) alcohol and other
drug specialist care colocated
in mental healthcare service
settings; or (3) dedicated

dual diagnosis services
providing care from both
mental healthcare and alcohol
and other drug treatment
specialists in the same service
location. comparators - none;
either SUD or MH treatment;
non-colocated services

Adult participants (at least 50% RCTs (parallel- 36
were 18 years of age or older) group,

with clinical diagnoses for both individually or
AUD and depressive disorder.  cluster)

Any clinical interventions

intended to improve depres-

sive symptoms or reduce

alcohol use

Nine (four
intervention) USAN =4

Country of
the review our project origin of RCTs

Thailand N = 2

Ireland N = 2

Are there RCTs
overlapping with other
included reviews?

No

No

Yes. Hesse (2009),
Hides (2019), Schouten
(2022), Holmes (2019),
Riper (2014)

€ XIAN3ddV
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TABLE 25 Data extraction - study characteristics (continued)

Number of
databases
searched

Author,
year Review objectives

Hassan, To evaluate studies of January 3
2017 pharmacotherapy/PsyT 2017

for treating symptoms of

depression or anxiety in

participants receiving OAT
Henderson, To explore the literature July 2020 5
2020¢? on group interventions,

integrated to treat SUD and

PTSD, for women in the

criminal justice system
Hesse, To assess integrated NR 4
20094 treatment of SUD and

comorbid conditions, such
as depression or anxiety

Inclusion/exclusion criteria

Participants on OAT (either
methadone or buprenor-
phine) to treat OUD with

the presence of anxiety or
depression (excluded major
depression population but
included population with
psychotic symptoms or other
major psychiatric diagnoses
other than SUD)

Adult women with SUD

and PTSD who are involved
in criminal justice system.
Integrated treatment for SUD
and PTSD

Adults with SUD and depres-
sive or anxiety symptoms or
a diagnosis of depression or
anxiety. Comparing integrated
non-somatic treatment for
both SUD and depression

or anxiety with a treatment
programme solely focusing
on SUD. Interventions with

a mixture of somatic and
non-somatic treatments were
excluded.

Only RCT and published
studies were included with
data at post-treatment and/
or at follow-up on retention,
psychiatric symptoms or
substance use outcomes.

Total Number

number of of RCTs Are there RCTs
studiesin relevantto Country of overlapping with other
the review our project origin of RCTs included reviews?

Types of
study design
included

RCT or 22 4 NR Yes. Hides (2019),

non-RCT for Cuijpers (2023)

PsyT

RCTs and 13 6 USAN =6 Yes. One RCT overlap

non-RCTs (Zlotnick 2009;
Roberts 2022; Simpson
2021; Sherman 2023),
but includes five RCTs
not in other included
reviews

RCTs 10 10 NR Yes. Hides (2019),

Mehta (2021a), Riper
(2014), Hobbs (2011),
Grant (2021a), Baker

(2012)-

continued
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TABLE 25 Data extraction - study characteristics (continued)

Total Number
number of of RCTs
studies in relevant to

Are there RCTs
overlapping with other

Types of
study design

Number of

databases Country of

Author,

€ XIAN3ddV
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year

Review objectives

searched

Inclusion/exclusion criteria included

the review

our project

origin of RCTs

included reviews?

Hides, To assess the efficacy of February  Four plus RCTs of psychological treat- RCTs 7 Six (one USAN =6 Yes. Hesse (2009),
20192 psychological interventions 2019 Google ments for people diagnosed study Mehta (2021a), Riper
delivered alone or in Scholar and with comorbid depression and excluded as (2014), Hobbs (2011),
combination with phar- clinical trials SUD, using structured clinical in adoles- Grant (2021a), Cuijpers
macotherapy for people registers interviews. Studies were cents - (2023), Hassan (2017),
diagnosed with comorbid included if some of the sample mean Perry (2019)
depression and SUD were experiencing another age:13-18
MH disorder (e.g. anxiety); years)
however, studies with a third
disorder were excluded. Where
possible, those with psychosis,
bipolar disorder and intellec-
tual disability were excluded.
Studies were included if psy-
chological interventions (with
or without pharmacotherapy)
were compared with no
treatment, delayed treatment,
treatment as usual or other
psychological treatments
Hien, To evaluate the effective- December 3 Participants with SUD and RCTs 36 27 NR Yes. Hien (2023b),
2023a% ness of behavioural and 2020 PTSD, and treated with Roberts (2022), Molina
pharmacological therapies psychological or pharmacologi- (2022), Sherman
for adults with co-occurring cal interventions (2023), Simpson (2021)
PTSD and alcohol or other [note Mehta 2021(a)
drug use disorders overlaps, but PTSD
from Mehta not data
extracted]
Hien, To evaluate the evidence August 8 Adults (age 18-75), SUD Primary 39 24 (psy- USA (major- Yes. Hien (2023a)
2023b% base of PsyT and pharma- 2019 and PTSD (diagnosed or studies (RCTs chosocial ity), Germany,
cological interventions for subthreshold); psychological or or single-arm therapies Australia,
SUD and PTSD pharmacological interventions  studies) of which Sweden
aimed at SUD or PTSD or both 16 RCTsin  and France
NMA) (numbers NR)
Hill, 2024¢>  To examine differences 2017 2 Participants with SUD and RCT 4 4 NR Yes. All RCTs overlap

in trauma-focused and
non-TfT outcomes for
individuals who did and
did not endorse baseline
cannabis use

PTSD. PsyT interventions -
trauma focused. comparator
non-trauma focused.
Measured baseline cannabis
use

with Hien (2023a)
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TABLE 25 Data extraction - study characteristics (continued)

Total Number
Number of Types of number of of RCTs Are there RCTs
Author, databases study design studiesin relevantto Country of overlapping with other
year Review objectives searched Inclusion/exclusion criteria included the review our project origin of RCTs included reviews?
Kara- To determine whether 2015 Eight plus Studies published between Quantitative/ 12 4 NR No
pereddy, existing service models trial register 2004 and 2015 in English with qualitative
2019¢° are effective in treating no age or population limit, and
combined MH and SUD outcomes include substance
and to examine whether an use/abuse/disorder, depend-
integrated model of service ency, and MH disorder and/or
delivery should be recom- total costs or treatment costs
mended to policymakers.
Lee, 2015% To evaluate the effective 2014 4 e Included any outcome data  RCTs 10 10 USAN=9 No
treatment options for from treatment or interven- The
co-occurring substance use tion for both BPD and SUD. Netherlands
and BPD. o > 70% sample size of BPD. N=1
e English language.
e Study years 1999-2014.
Logsdon, To synthesise existing NR, but 2 +EBSCO  SUD, EMDR, controlled study, RCT, 10 3 Islamic No
2023¢¢ studies on the effectiveness included  Discovery outcome of SUD, PTSD, experimental Republic of
of both trauma-focused and studies platform depression or other mental or quasi- IranN =1
addiction-focused EMDR conducted health experimental USAN=1
for people with SUD from design with France N =1
2008 to control
2021 groups
Mehta, To examine the efficacy of ~ December Several Adults (age > 18) meeting RCTs 15 12 NR Yes. Hesse (2009),
2021% an integrated cognitive- 2019 (Cochrane  criteria for alcohol or other Hides (2019), Riper
behavioural intervention Register and drug use disorder and at least (2014), Cuijpers (2023),
delivered to individuals with EBSCO) one co-occurring MH disorder, Chetty (2023), Simpson
an alcohol or other drug use published in English language (2021)
disorder and a co-occurring between 1990 and 2019 and
MH disorder were RCTs
Molina, To assess the effectiveness  April 5 Adults with adverse childhood RCT or quasi- 13 Eight Australia Yes. Three studies in
2022¢7 of psychological interven- 2019 experiences with SUD and experimental (notenine  N=2 both Roberts (2022)
tions on emotion regulation, PTSD or complex PTSD RCTs, but Germany and Simpson (2021),
PTSD and SUD symptoms Interventions: Psychological, one study N=1 one more study in
in adults with adverse trauma-focused or trauma- excluded as USAN =5 Roberts, also two
childhood experiences informed psychological compares studies overlap with
intervention, in an individual, pharma with Sherman (2023).
couple or group format. placebo) Chetty (2023).
Outcomes: treatment effect
or implementation. Published
after 2008
continued
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TABLE 25 Data extraction - study characteristics (continued)

Total Number
number of of RCTs
studies in relevant to
the review our project

Are there RCTs
overlapping with other

Types of
study design
included

Number of
databases
searched

Country of
origin of RCTs included reviews?

Author,
year Review objectives

Inclusion/exclusion criteria

€ XIAN3ddV
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O’Donnell, Evaluate the effectiveness ~ October 8 Participants with AUD (heavy = RCTs 5 5 Australia Yes. Four/five trials
20224 of combined digital 2021 drinking) and depression N=3 also in Schouten
interventions for comorbid ICD-10 or DSM-V (major USAN=1 (2022)
heavy drinking and major depression disorder, persistent Switzerland,
depression or clinical depressive disorder or clinical Germany, and
depression in community- depression). Intervention: AustriaN =1
dwelling populations digital interventions, personal-
ised, for AUD and depression
Perry, To assess the effectiveness  February 12 People involved in the criminal RCT 13 Seven USAN =6 Yes. Hides (2019) - but
20194 of interventions for 2019 justice system with co- (although SpainN =1 only one study;
drug-using offenders with occurring MH problems some Johnson JE, Zlotnick
co-occurring MH problems and drug misuse problems studies C. Pilot study of
in reducing criminal activity regardless of gender, age, or only report treatment for major
or drug use, or both. ethnicity. criminal depression among
Included interventions were activity) women prisoners
designed, wholly or in part, to with substance use
eliminate or prevent relapse to disorder. J Psychiatr Res
drug use or criminal activity, or 2012;46(9):1174-83
both, among participants.
Riper, To evaluate the effective- June Three plus  Included studies that examined RCT or 12 9 USAN=4 Yes. Hides (2019),
20145 ness of combining CBT 2013 trial register effects of CBT non-RCT Australia Mehta (2021a), Hobbs
and Ml to treat comorbid and Ml on AUD, abuse or controlled N=4 (2011), Grant (2021a),
clinical and subclinical AUD dependence and depression. trials Ireland N=1  Baker (2012), Hesse
and major depression and Included studies in which (1) (2009), Cuijpers
estimate the effect of this CBT or Ml was compared (2023), Schouten
compared with usual care with TAU or (2) CBT or Ml (2022), Holmes (2019),
was compared with another O’Donnell (2022)
psychological treatment.
No age or language restriction
applied
Roberts, To evaluate psychological 2021 8 Participants with formal RCTs or 27 26 (note USAN =24 Yes. Molina (2022),
2022%8 treatments for PTSD or diagnosis for PTSD (ICD-10) or  cluster RCTs one trial age Australia Sherman (2023),
PTSD and SUD, when (DSM-V), or subthreshold PTSD 16 +,notin N=1 Mehta (2021), Chetty
compared to treatment for using predefined subthreshold MA) Germany (2023), Simpson (2021)
SUD only or other active criteria, which included re- N=1

treatments

experiencing symptoms. Formal
diagnosis for SUD according

to ICD or DSM (not nicotine).
evaluating one or more
psychological interventions,

in comparison to a control
condition or an alternative
psychological intervention
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TABLE 25 Data extraction - study characteristics (continued)

Total Number
Types of number of of RCTs Are there RCTs
study design studiesin relevantto Country of overlapping with other
included the review our project origin of RCTs included reviews?

Number of
databases
searched

Author,
year Review objectives

Inclusion/exclusion criteria

Schouten, To assess the effectiveness  June 7 Participants with AUD and RCTs 6 6 Ireland N=2  Yes. Baker (2012)
20224 of digital interventions 2020 depression, using digital Australia

addressing depressive intervention that targeted N=3

symptoms and alcohol both depressive symptoms and USAN=1

use simultaneously among alcohol use simultaneously

people with co-occurring

AUD and depression
Sherman,  To examine the effect of SS  January 5 Participants with SUD and RCT 7 7 USAN=7 Yes. Simpson (2021),
2023¢ on comorbid PTSD and SUD 2023 PTSD SS intervention all RCTs in Roberts

(2022)

Simpson, To investigate the July 2021 10 and trial  Adults > 18 years old with RCTs 28 25 NR Yes. Roberts (2022),

Molina (2022),
Sherman (2023),
Mehta (2021), Chetty
(2023), Henderson
(2020), Hien (2023a)

current comorbid SUD and
PTSD; examined the effects of
cognitive and/or behavioural
treatments (i.e. psychother-
apies) to address both PTSD
and SUD

20217° efficacy and acceptability registries
of trauma-focused,

non-trauma-focused and

cognitive-behavioural

Manualised SUD therapies

for AUD and PTSD

AsPD, antisocial personality disorder; DSM, Diagnostic and Statistical Manual of Mental Disorders; ICD-10, International Classification of Diseases, 10th Revision; MH, mental health; NR, not
reported; OAT, opiate agonist therapy; OUD, Opiate use disorder.
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TABLE 26 Data extraction - population characteristics

First author,
year

Amato, 201148

Baker, 201254

Boniface,
2018%

Cavicchioli,
2018%¢

Chetty, 2023%7

Cuijpers,

2023%

Dugdale,

20194

Ghetti, 202238

Population characteristics (summary description
of included participants eligible for the review)

Adults > 18 years, opiate addicts with depression
undergoing treatment with any psychosocial asso-
ciated with any agonist maintenance intervention.

Co-occurring alcohol misuse among people with
mood (unipolar depression or dysthymia) or anxiety
disorders.

Participants experiencing both a mental health
condition and identified as drinking alcohol at risky
levels, but were not seeking alcohol treatment.

Participants with SUD and mixed CMD or BPD

Adults > 18 years with dual diagnosis of SUD and
co-occurring mental health, including homeless
men.

In people with both depression (according to a
diagnostic interview or a score above the cut-off
of a self-report depression measure) and comorbid
SUD

People aged 16 years or older, (including veterans,
employees, youths and students, and deaf adults)
who are experiencing symptoms of substance
misuse (disorder or hazardous use) and mental
health difficulties

People with problem substance use, with a formal
diagnosis of SUD and MHD

Drug treatment centre

NR

Any mental health
treatment settings (e.g.
inpatient, outpatient or
community), or other
health or social care
setting, for example GP
surgery or counselling
centre

NR but both group and
individual treatment

Inpatient, outpatient,
community, specialised
substance use and
mental health clinic

NR

Inpatient or outpatient
or community or veteran
services

Inpatient or outpatient
rehabilitation settings

Population
SUD

SUD drug
(opioid)

AUD

AUD

SUD any

SUD any

SUD any

SUD any

SUD any

Population
CMD

Depression

Mixed (depres-
sion, anxiety,
panic disorder,
phobias)

Mixed (depres-
sion, anxiety,
PTSD, social
phobia)

Mixed CMD
(depression,
anxiety, eating
disorders,
PTSD, BPD)

Mixed (depres-
sion, anxiety,
PTSD, eating
disorders)

Depression

Depression,
PTSD

Mixed (depres-
sion, anxiety,
PTSD, BPD)

Number of
participants
(eligible for the
review)

279

738

2421

412

1011

NR

NR

Mean age
range (years),
if reported

37-42 years

32-45 years

20-54 years

NR

33-43 years

35-46 years

20-59 years
(where
reported)

16-60 years

Sex (female
%), if
reported

0-51%

31-57%

16-100%

NR

0-100%

42-100%

12-83%
(where
reported)

0-20%
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TABLE 26 Data extraction - population characteristics (continued)

Number of
participants Mean age Sex (female
First author, Population characteristics (summary description Population Population (eligible for the range (years), %), if
year of included participants eligible for the review) SUD CMD review) if reported reported
Gibbon, 20207 ASPD with SUD (substance dependence, alcohol Outpatient, community SUD any BPD (AsPD) 367 NR NR
or drug use while homeless, being sentenced for a setting, in a prison or
drug-related offence or driving while intoxicated or  custodial environment
receiving outpatient treatment for SUD).
Up to 75%+ of population receiving psychological
intervention
Glover-Wright,  Adults with dual diagnosis of mental illness and Primary care/community ~ SUD any Mixed (depres- 2497 39-74 years 26-62%
2023% SUD, both with and without evidence of a formal sion, MDD,
diagnosis anxiety, panic
disorder, PTSD)
Grant, 2021%° Adult participants (at least 50% were 18 years of Inpatient or outpatient AUD Depression 755 37-49 years 12-100%
age or older) with clinical diagnoses for both AUD
and depressive disorder.
Hassan, 2017t  Participants known to have opioid dependence on NR SUD drug Depression, 240 NR NR
MMT and psychiatric disorders - included mothers (opiate) anxiety
receiving methadone therapy
Henderson, SUD and PTSD in women who are involved in the Criminal justice system - SUD any PTSD 894 34-43 years 100%
2020¢? criminal justice system. prison, community
outpatient service for
parolees/women with
prior incarceration
Hesse, 20094 Participants with comorbid depression or depres- Inpatient or outpatient/ SUD any Mixed (depres- 223 NR NR
sive symptoms or anxiety and SUD dual diagnosis sion, anxiety,
programme OCD, PTSD)
Hides, 2019~ Individuals (adults and adolescents) with co- Outpatient or outpatient ~ SUD any Depression 438 33-49 years 8-100%
occurring DSM or ICD depression and SUD. The clinic with dual diagnosis
studies included a diverse range of participants treatment services for
(e.g. veterans, incarcerated females) veterans/prisons
Hien, 2023a¢%° Adults diagnosed with SUD and PTSD (diagnosed Civilian (inpatient or SUD any PTSD 4046 NR NR
or subthreshold by DSM) outpatient), veteran
services, or prison
Hien, 2023b% SUD and PTSD (diagnosed or subthreshold), Civilian (inpatient or SUD any PTSD NR. Across all 32-49 years NR
psychological or pharmacological interventions outpatient), veteran studies in NMA
services, or prison n = 1240 with
PTSD outcomes,
n = 1207 with
alcohol outcomes
continued
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TABLE 26 Data extraction - population characteristics (continued)

First author,
year

Hill, 2024¢°

Karapereddy,
2019¢

Lee, 2015%

Logsdon,

2023¢%¢

Mehta, 20214

Molina, 2022¢7

O’Donnell,
20224

Perry, 20194

Riper, 201453

Roberts, 2022%8

Schouten,
20224

Population characteristics (summary description
of included participants eligible for the review)

SUD and PTSD

SUD and MHD including the homeless, veterans

Participants with > 70% BPD with measurable
outcomes for substance use and BPD

SUD and trauma or traumatic experiences

Individuals with an alcohol or other drug use
disorder and a co-occurring MHD

Adults with adverse childhood experiences who
have SUD and PTSD

AUD (heavy drinking) and depression ICD-10 or
DSM-V (major depression disorder, persistent
depressive disorder or clinical depression)

People involved in the criminal justice system with
co-occurring mental health problems and drug
misuse problems

Participants > 16 years, AUD (clinical or subclinical)
and MDD. Some studies were conducted in
veterans

SUD and PTSD, adults/adolescents, including
veterans, prisoners, victims of interpersonal
violence

Adults with depression or elevated depressive
symptoms and any form of problematic alcohol
use.

Not specified, but
inpatient and outpatient
treatment allowed

Outpatient or inpatient

Inpatient or community

Outpatient or inpatient

NR

Inpatient or outpatient
or prison

Community or outpatient

Prison or prison
and release into the
community

Outpatient or inpatient

Range of services includ-
ing outpatient/inpatient/
prison/community/
veteran’s mental health
service/psychiatric clinic

Outpatient or inpatient

Population
SUD

SUD any

SUD any

SUD any

SUD any

SUD any

SUD any

AUD

SUD any

AUD

SUD any

AUD

Population
CMD

PTSD

Mixed (anxiety,
social phobia,
PTSD)

BPD

PTSD

Mixed CMD
(depression,
anxiety, PTSD)

PTSD

Depression,
MDD

Mixed CMD
(depression,
anxiety,
phobias, PTSD,
BPD/AsPD)

MDD

PTSD

Depression

Number of
participants
(eligible for the
review)

413

615

487

66

1646

1230

1503

1197

1291

2816

647

Mean age
range (years),
if reported

NR

36-46 years

27-38 years

NR

NR

NR

20-43 years

30.9 (SD 7.4)
years

NR

34-49 years

20-49 years

Sex (female
%), if
reported

NR

NR

6-100%

NR

NR

NR

43-62.4%

0%

NR

0-100%.

43-62%
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TABLE 26 Data extraction - population characteristics (continued)

Number of
participants Mean age Sex (female
First author, Population characteristics (summary description Population Population (eligible for the range (years), %), if
year of included participants eligible for the review) SUD CMD review) if reported reported
Sherman, Adults with SUD and PTSD including military Outpatient clinics in the SUD any PTSD 363 35-54 years 0-100%
2023% veterans, adults in community residential treat- veterans affairs and the
ment facilities and prisoners. community, community

residential substance use
treatment facility and
prison.

Simpson, Adults = 18 years old with current comorbid SUD NR SUD any PTSD 2805 30-54 years 0-100%
20217° and PTSD

AsPD, antisocial personality disorder; DSM, Diagnostic and Statistical Manual of Mental Disorder; GP, general practice; ICD-10, International Classification of Diseases, 10th Revision;
MDD, major depression disorder; MHD, mental health disorder; MMT, methadone maintenance treatment; NR, not reported; SD, standard deviation; SUD any, drug and/or alcohol use
disorder; SUD drug, drug use disorder.
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TABLE 27 Data extraction - intervention and comparator

Author, year
Amato, 201148

Baker, 2012

Boniface, 2018°°

Cavicchioli,
2018%¢

Chetty, 2023%

Cuijpers, 2023%

Dugdale, 201947

Dugdale, 20194

Dugdale, 20194

Ghetti, 202258

Gibbon, 20207

Psychosocial
intervention
categories

CBT; ACT; PsyT;
support; peer

CBT; MI; BT; PsyT

Brief; support

Mind; BT

CBT; TfT; BT

CBT; PsyT

Digital CBT, M,
ACT, mind

Digital CBT, M,
ACT, mind, peer

Digital, peer

Music, PsyT, CBT,
support

CBT

Description of intervention/phenomena
of interest

Any psychosocial intervention plus pharm
(standard clinic counselling, ACT, 128,
Supportive-Expressive Therapy, CBT)

Manual-guided CBT/MI (CBT and/or M,
interpersonal PsyT, manual-led therapy,
integrated cognitive, or sequential BT)

Brief interventions or brief advice at
reducing alcohol consumption

MBI (MBRP mindfulness-based relapse
prevention, MABT mindfulness-based
therapeutic community, 125 + ACT,
DBT + MMP)

ICBT; prolonged exposure; DBT

Psychological interventions primarily
targeting either depression, the comorbid
disorder, or both (with or without
antidepressants) - CBT, IPT

Computer-based interventions aimed at
mental health

Computer-based or internet-delivered
intervention [includes based on CBT, Ml,
ACT, CR, mindfulness, peer support (12S)]

Computer-based interventions aimed at
substance use

Music therapy plus TAU - music therapy
must be conducted by a qualified music
therapist

CBT + TAU

Number of participants
in Intervention group
(N)

181

NR (across both groups
n=738)

NR (across 11 relevant
RCTs n = 2421)

NR

NR (across both groups
n=1011)

NR

NR (NR in one study,
n = 580 across others)
Across both groups, all
RCTs,n=1177

381

997

14

Comparator
categories

TAU (support)

Support, brief

CBT; MI; or no
treatment

TAU (includes CBT,
peer)

TAU (includes
support)

TAU or no
treatment

No treatment

TAU or no
treatment

No treatment

TAU (PsyT, CBT,
support)

TAU

Description of
comparator

Any agonist treatments
alone for opiate mainte-
nance therapy - Pharm
standard

Information package or
brief supportive therapy

Active intervention (e.g.
MI/CBT) or minimally
active comparator (e.g.
assessment only)

TAU CBT, psychoeduca-
tion, CVT, 128, rational
thinking skills

Non-integrated TAU,
includes supportive
counselling

WL, TAU, or non-active
control (with or without
antidepressants)

WL

TAU or information/

education or WL

WL

TAU (PsyT, CBT, support)

TAU

Number of
participants
in comparator
group (N)

98

NR

NR

NR

NR

NR

NR (NR in one
study, 288
across others)

738

318

12

12
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TABLE 27 Data extraction - intervention and comparator (continued)

Number of

Psychosocial Number of participants participants
intervention Description of intervention/phenomena in Intervention group Comparator Description of in comparator
Author, year categories of interest (N) categories comparator group (N)
Gibbon, 20207 Contingency Contingency management + TAU 66 TAU TAU 61
Gibbon, 20207 Contingency Contingency management + CBT + TAU 7 TAU TAU 12
Gibbon, 20207* Mi Driving while intoxicated programme (Ml 30 TAU Incarceration 13
technique) + incarceration
Gibbon, 20207* Support Impulsive lifestyle counselling (ILC) + TAU 96 TAU TAU 80
Glover-Wright, Colocation of Colocation of SUD and MH services NR. Across both groups Support; contin- Referrals to separate NR
2023% services (integrated and colocated in primary care; n = 2497 gency; peer MH services; community
colocated psychiatric care) psychiatry and parallel
SUD treatment TAU; 12S
Grant, 2021%° CBT, ACT CBT, CBT/ACT, inpatient programme (all NR (n = 30 this TAU Psychological placebo NR
interventions were provided as adjunctive comparison) (attention matched)
to TAU in the study setting)
Grant, 2021%° PsyT IPT for depression + pharmacotherapy, NR (n = 26 this PsyT Brief supportive PsyT NR
self-help group (all interventions were comparison)
provided as adjunctive to TAU in the
study setting)
Grant, 2021%° PsyT IPT + outpatient programme (all interven- NR (n = 48 this TAU No additional treatment NR
tions were provided as adjunctive to TAU comparison)
in the study setting)
Grant, 2021%° Digital, support, SMS - supportive text messaging + out- NR (n = 95 this TAU, peer No additional treatment NR
peer patient aftercare programme support comparison)
group (all interventions were provided as
adjunctive to TAU in the study setting)
Grant, 2021°° Digital, support, SMS - supportive text messaging + inpa- NR (n = 54 this TAU Psychological placebo NR
tient and outpatient programme; activity comparison) (attention matched)
level monitoring and social skills train- (and in- and outpatient
ing + inpatient and outpatient program; programmes)
activity level monitoring + inpatient and
outpatient programme (all interventions
were provided as adjunctive to TAU in
the study setting)
Grant, 2021%° CBT, brief CBT - brief CBT + PsyT, pharmaco- NR (n = 430 this TAU No additional treatment NR
therapy; CBT Self Help Book + PsyT (all comparison)
interventions were provided as adjunctive
to TAU in the study setting)
continued
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TABLE 27 Data extraction - intervention and comparator (continued)

Author, year
Hassan, 201751

Hassan, 2017

Henderson,
2020¢?

Henderson,
2020¢?

Henderson,
2020¢?

Henderson,
2020¢?

Hesse, 20094

Hesse, 20094

Hesse, 20094

Hides, 201952

Hides, 20192

Hides, 20192

Hides, 20192

Hien, 2023a%

Hien, 2023a%

Psychosocial
intervention
categories

BT

CBT, PsyT

Peer, BT

Peer

SS

TfT

PsyT

PsyT

CBT, BT

CBT

BT

CBT

PsyT

BT

BT

Description of intervention/phenomena
of interest

BTDD
OAT + CBT or PsyT (RPMG)

Gender responsive therapy (HWR/
beyond trauma)/BT

Therapeutic community (challenge to
change)

SS

Group intervention - TARGET

Psychotherapeutic integrated treatment
for substance use and comorbid (SET,
ICBT, LETS, IPT)

Psychotherapeutic integrated treatment
(coping with depression, ICBT, IPT)

Integrated non-somatic treatment for
SUD and CMD (CBT + SUD treatment
programme)

Group-based ICBT
Group-based BTDD

Cognitive therapy

IPT-D

Behavioural intervention for SUD (alcohol
or other drug)

Non-trauma-focused integrated BT

Number of participants
in Intervention group
(N)

18

105

145

257

42

38

62

61 SUD; 90 depression

NR

155

18

15

33

NR (across all studies in
review n = 4046)

NR (across all studies in
review n = 4046)

Comparator
categories

TAU

TAU

Peer

CBT

TAU

TAU, support

TAU (includes
peer)

TAU (includes
peer)
TAU (includes

peer)

peer

TAU

TAU

TAU

TAU

TAU

Description of
comparator

Recovery training

TAU, non-directive
group therapy, relaxation
therapy, recovery training

Therapeutic community/
mix gender treatment

CBT

TAU

TAU (supportive group
therapy)

12FT, TAU, BST

12FT, TAU, BST

Treatment for SUDs alone
(regular programme)

12FT

Group-based structured
REL

Narrative therapy and
prescriptive therapy

Other therapeutic inter-
ventions (brief supportive
PsyT or psychoeducation)

TAU

TAU

Number of
participants
in comparator
group (N)

20

97

120

211

54

34

53

50 SUD; 65
depression

NR

141

20

25

31

NR

NR
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TABLE 27 Data extraction - intervention and comparator (continued)

Psychosocial

Number of participants

Number of
participants

intervention Description of intervention/phenomena in Intervention group Comparator Description of in comparator
Author, year categories of interest (N) categories comparator group (N)
Hien, 2023a% TfT, BT TfT non-integrated BT NR (across all studies in TAU TAU NR
review n = 4046)
Hien, 2023a% TfT, BT TfT integrated BT NR (across all studies in TAU TAU NR
review n = 4046)
Hien, 2023a% TfT; CBT; MI; BT, Psychological/behavioural intervention, NR (across all studies in TAU TAU NR
TfT; SS; EMDR with or without pharmacology. TfT, review n = 4046)
COPE; CBT; ICBT; CPT; EMDR; TARGET;
MET; MI; SWT; SS; CR
Hien, 2023b%* TfT; CBT; ACT; Integrated TfT (COPE, PE) or NR (across all studies TAU Integrated non-trauma- NR
support; TfT; SS non-trauma-focused (SS), integrated or inNMAn =1240 focused TAU, or other
non-integrated. CBT or ICBT, ACT, CC, with PTSD outcomes, active comparator
SDPT, CPT, SWT, TARGET, Individual n = 1207 with alcohol
counselling, Relapse prevention outcomes)
Hien, 2023b%* TT Integrated TfT NR (across all studies TAU SUD only treatment NR
in NMAn = 1240
with PTSD outcomes,
n = 1207 with alcohol
outcomes)
Hien, 2023b%* TfT Integrated TfT NR (across all studies PsyT/TAU PsyT TAU NR
in NMAn = 1240
with PTSD outcomes,
n = 1207 with alcohol
outcomes)
Hien, 2023b%* TfT Integrated TfT NR (across all studies TT Integrated TfT + PTSD NR
in NMAn = 1240 medication
with PTSD outcomes,
n = 1207 with alcohol
outcomes)
Hill, 2024 TfT. TfT, COPE NR (across both groups SS TAU, SS, relapse NR
n=413) prevention
Karapereddy, ACT, contingency Integrated service models (ACT, CWT NR Contingency Standard care, CWT alone NR
2019¢ with enhanced incentives)
Lee, 2015% BT/CBT DBT 52 TAU Community treatment by 49
experts, CTBE
Lee, 2015% BT/CBT DBT 27 TAU TAU 31
continued
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TABLE 27 Data extraction - intervention and comparator (continued)

Number of
Psychosocial Number of participants participants
intervention Description of intervention/phenomena in Intervention group Comparator Description of in comparator
Author, year categories of interest (N) categories comparator group (N)
Lee, 2015% BT/CBT Adapted DBT + medication (replacement) 12 TAU, CaseM TAU, case management 16
Lee, 2015% BT/CBT Adapted DBT + medication (opiate 11 peer CVT+ 12S 12
antagonist)
Lee, 2015% PsyT DDP 15 TAU Optimised community 15
care
Lee, 2015% PsyT DDP 30 TAU TAU 30
Lee, 2015% PsyT DFST 15 Peer 12FT 15
Lee, 2015% PsyT DFST 54 TAU Individual drug 51
counselling
Lee, 2015% PsyT DFST NR (across both groups TAU SAC NR
n=>52)
Logsdon, 2023¢ EMDR EMDR NR (across both groups TAU Active control NR
n = 66)
Mehta, 20214 CBT; support; ICBT + TAU, ICBI: (CET + usual clinic ser- NR (across both groups TAU, some CBT TAU, single disorder NR
TfT; peer vice, Group CBT for depression and SU, n=912) intervention (12FT, group
Group CBT for dep and SU + TAU, hybrid addiction counselling,
CBT, specialised integrated treatment progressive muscle relax-
for alcohol and comorbid anxiety and/or ation training, treatment
mood disorder) for alcohol only, CBT for
alcohol only)
Mehta, 20214 CBT ICBT (ICBT): (ICBT + usual care, con- NR. Across both groups TAU, some CBT Usual care, usual VA NR
current treatment of PTSD and alcohol n=734 Services, Individual
or drug use disorder using prolonged Addiction Counselling,
exposure, Concurrent treatment of Relapse Prevention
PTSD and alcohol or drug use disorder Therapy for SUD, CBT
using prolonged exposure + usual care, for SUD, assessment/
Thinking Forward + usual VA service) monitoring
Molina, 2022¢7 TfT, CBT, SS Trauma-focused or trauma-informed 608 TAU or no TAU, WL, no intervention, 622
psychological intervention, in an individ- treatment other psychosocial
ual, couple or group format. Includes PE, intervention
SS, ICBT, TREM
O’Donnell, Digital, support, Digital interventions, personalised, for NR (across both groups TAU (brief, Ml) or Face-to-face manualised NR
20224 CBT; M, AUD and depression. Includes clinician n = 1503) no treatment brief intervention with or
assisted computer-based intervention, without MI; alcohol only
integrated digital or web-based web-based; attention-

interventions control web-based
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TABLE 27 Data extraction - intervention and comparator (continued)

Number of

Psychosocial Number of participants participants
intervention Description of intervention/phenomena in Intervention group Comparator Description of in comparator
Author, year categories of interest (N) categories comparator group (N)
Perry, 20194t CBT; MI, mind Ml, MBI, and CBT 19 No treatment WL (data not reported for 13
ACT)
Perry, 20194t CBT; MI, mind Ml, MBI, and CBT [the Re-entry Values 21 TAU TAU 19
and Mindfulness Program (REVAMP)]
Perry, 20194 PsyT IPT 19 TAU Psychoeducation 19
Perry, 20194 Support, peer Therapeutic community and peer support 163 CBT CBT, educational format 151
Perry, 20194 Support, peer TCAC (secure establishment-based or 142 TAU, case TAU, parole supervision 94
re-entry modified) management case management
Perry, 20194 Support, peer TCAC 247 No treatment No-treatment WL 290
Riper, 20143 CBT; Ml CBT/MI (CBT, ICBT, CBT-D, ICBT/MI-c) 799 TAU (includes TAU/Brief treatment 492
NOTE: some are group sessions and some brief) (psychosocial counselling
include + Pharm and/or medication
treatment/12FT)
Roberts, 2022¢8 CBT ICBT + TAU for SUD NR (across both groups TAU TAU for SUD only NR
n = 349)
Roberts, 202268 CBT Creating change + TAU for SUD NR (across both groups SS, support Present-focused NR
n=>52) treatments (SS, coping
skills) + TAU for SUD
Roberts, 2022¢ CBT, brief Brief cognitive restructuring training NR (across both groups ACT, brief Brief experiential NR
n=58) acceptance training
Roberts, 2022¢ CBT, digital Web-based CBT + TAU NR (across both groups TAU TAU NR
n = 49)
Roberts, 2022¢ CBT, digital, peer Web-based CBT + peer support NR (across both groups CBT, digital Web-based CBT NR
n=10)
Roberts, 20228 SS, support Present-focused treatments + TAU for NR (across both groups TAU TAU for SUD only NR
SUD (SS or coping skills) n =337 AUD; 765 SUD;
814 PTSD)
Roberts, 2022¢ TfT TfTs + TAU for SUD (based on PE) NR (across both groups TAU TAU for SUD only NR
234 AUD; 170 SUD; 544
PTSD)
continued
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Author, year
Roberts, 2022¢

Roberts, 2022¢

Roberts, 2022¢

Schouten, 20224

Sherman, 2023¢°

Simpson, 20217°
Simpson, 20217°

Psychosocial
intervention
categories

TfT

TfT

TfT, contingency

Digital, CBT/MI,
support, brief

SS

TfT, CBT

CBT, SS, digital,
peer

TABLE 27 Data extraction - intervention and comparator (continued)

Description of intervention/phenomena
of interest

TfTs + TAU for SUD

Sequential TfT + TAU for SUD

Incentivised TfT + TAU for SUD

Integrated digital intervention

SS

Prolonged exposure, trauma-focused CBT

CBT, or ICBT, SS, web-based peer support

Number of participants
in Intervention group
(N)

NR (across both groups
n=119)
NR (across both groups
n=183)

NR (across both groups
n=58)

NR (across both groups
n=647)

179

NR
NR

Comparator
categories

SS, support

TfT

TfT

TAU

TAU

TAU
TAU

Description of
comparator

Present-focused
treatment (SS, coping
skills) + TAU for SUD

Integrated TfT + TAU for
SUD

Standard TfT + TAU for
SUD

Any type of control
group (e.g. WL, active
treatment, assessment
only, attention control)

TAU, community care,
individual therapy or
education

TAU, WL
TAU, WL

Number of
participants
in comparator
group (N)

NR

NR

NR

184

NR
NR

12S, Twelve-Step focused; brief, brief intervention; BST, brief supportive psychotherapy; CaseM, case management; CC, Creating Change; CET, cognitive enhancement therapy;
contingency, contingency management; COPE, Concurrent Treatment of PTSD and Substance Use Disorders Using Prolonged Exposure; CPT, cognitive processing therapy; CR, cognitive
remediation; CTBE, community treatment by experts; CVT, comprehensive validation therapy; CWT, compensated work therapy; digital, digital intervention (i.e. delivered via computer
or text message or internet based intervention); ICBI, integrated cognitive behavioural intervention; ILC, impulsive lifestyle counselling; IPT, interpersonal psychotherapy therapy; IPT-D,
interpersonal psychotherapy for depression; LETS, Life Enhancement Treatment for Substance Use program; MABT, mindfulness-based therapeutic community; MBRP, mindfulness-
based relapse prevention; MET, motivational enhancement therapy; MH, mental health; MMP, methadone maintenance program; music, music therapy; NR, not reported; OAT, opiate
agonist therapy; PE, prolonged exposure; peer, peer support; Pharm, pharmacotherapy; REL, Relaxation Intervention; SAC, substance abuse counselling; SDPT, substance dependence
posttraumatic stress disorder therapy; SET, self-examination therapy; SMS, self-management support; support, supportive counselling or self-management support; SWT, structured

writing therapy; TCAC, therapeutic community intervention with aftercare; TREM, Trauma Recovery and Empowerment Model; WL, waitlist.
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TABLE 28 Data extraction outcomes assessed

Method of
analysis

MA outcomes
assessed SUD

First author, year

Amato, 201148 MA NR

Baker, 2012 Narrative NA

Boniface, 2018°° Narrative NA

Cavicchioli, 2018%¢ MA NA

Chetty, 20235 Narrative NA

Cuijpers, 20234 MA Substance use
problem

Dugdale, 20194 Narrative NA

MA outcomes
assessed
functioning/QolL

MA outcomes
assessed CMD

Psychiatric symptoms/
distress, (post-pre
treatment) BDI,

SCL-90

NA NA
NA NA
NA NA
NA NA

Depression; HAM-
D-17, BDI, BDI-II,
clinician-rated instru-
ment and self-report
instrument

NA

Outcome assessed
SUD (if no MA, or if
differs from MA)

NA

Abstinence, heavy
drinking days, alcohol
units in a week

AUDIT; BASICS;
drinks per week,
hazardous drinking;
DDQ; TLFB

Abstinence, cravings

Substance use
outcomes, reduction,
severity, craving, con-
sumption, toxicology,
AUDIT, Structured
Clinical Interview

NA

Consumption or
frequency of use, haz-
ardous and harmful
use, disordered use or
dependence, negative
consequences
associated with
substance misuse,
and cravings; includes
TLFB; AUDIT; ASI

Outcome assessed
CMD (if no MA, or if
differs from MA)

NA

BDI; SPAI; Mobility
Inventory - alone;
ACQ; BSQ

NR

PTSD symptoms
(post treatment)
PCL-C, IES-R, MPSS,
avoidance coping
strategies

Clinician-administered
PTSD Scale, BDI,
Post-traumatic Stress
Diagnostic Scale

NA

Depression, anxiety,
PTSD. includes
PCL-C; PHQ-9; BDI;
HADS

Outcome assessed

functioning/Qol (if
no MA, or if differs

from MA)

NR

NR

NR

NR

NR

NR

NR

continued
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TABLE 28 Data extraction outcomes assessed (continued)

Outcome assessed

functioning/QolL (if
no MA, or if differs
from MA)

Outcome assessed
CMD (if no MA, or if
differs from MA)

Outcome assessed
SUD (if no MA, or if
differs from MA)

MA outcomes
assessed
functioning/QoL

MA outcomes
assessed CMD

MA outcomes
assessed SUD

€ XIAN3ddV
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Method of
First author, year analysis
Ghetti, 20228 Narrative
Gibbon, 20207t All one study

only, so not

MA
Glover-Wright, Narrative
2023%°
Grant, 2021°° NMA
Hassan, 2017* Narrative
Henderson, 20202 Narrative

ASI, days abstinent
in previous 30 days,
complete abstinence,
%participants
reporting daily use,
urinalysis, DrInC-2R-
questionnaire, Form
90

Remission from
alcohol use, alcohol
use withdrawal,
craving symptoms,
mean cubic cm per
day, mean percentage
days abstinent mean
OCDS for alcohol use
and

Self-reported depres-
sion, BDI, HRSD,

BPAQ, BRAQ-SF,
SRASBM

Depressive symptoms,
remission from
depression, BDI,
BDI-1l, HDRS

UDS; drinks per week,
past month binging
episodes

ASI; UDS; Colorado
Department of
Corrections (CDOC)
standardised offender
assessment; TLFB

NR

Composite family/
social domain scores
Drink-driving

Social functioning:
mean family/social
domain scores on
the ASI
Incarceration,
reconviction
Employment status:
mean AS| employ-
ment domain scores

Psychological distress, NR
Hopkins severity

index, Checklist

Global Severity Index,
SCL-90-R, GSI

GAF

Depressive symp- NR
toms; BDI, HDRS,

Zung, Depression

scale

Anxiety symptoms

using STA

TSI, CAPS; TSC-40; NR
THQ, PSS-I; PCL-C
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TABLE 28 Data extraction outcomes assessed (continued)

First author, year

Hesse, 20094

Hides, 20192

Hien, 2023a%

Hien, 2023b%

Hill, 2024¢°

Karapereddy, 2019¢°

Lee, 2015%

Method of
analysis

MA outcomes
assessed SUD

MA Substance use; per
cent days abstinent

MA Alcohol or substance
use (post treatment)
PDA

MA Latent substance

use severity (post
treatment) VAS; TLFB;
ASI; CRI; SUI; AUDIT;
DrInC; CIDI; OTI;
OCDS; UDS; GAIN

NMA and Substance use (post

pairwise MA  treatment) TLFB; ASI;
UDS; GAIN; CIDI;
OCDS

Outcome

model

Narrative

Narrative NA

Outcome assessed
SUD (if no MA, or if
differs from MA)

MA outcomes
assessed
functioning/QoL

MA outcomes
assessed CMD

Depression; HDRS,
SCL-90 or BDI

Depression (post
treatment) HDRS

Latent PTSD severity
(post treatment)
CAPS, PCL, IES,
MPSS-R, PDS, PSS-I

PTSD severity (post
treatment) CAPS, PCL,
IES, PSS-I, PSS-SR,
MPSS-R, TSC-40

Alcohol, and non-
cannabis drug use
severity ASI, TLFB,
clinical interview item

Substance use/
abstinence.

NA NA Substance use;
structured clinical
interview, urinalysis,
TLFB, ASI, European
version of ASI,
DSM-V, timeline
calendar, abstinent
days, mean number of
drinking days, mean
number of days using
illicit substances

Outcome assessed
CMD (if no MA, or if
differs from MA)

PTSD symptom sever-

ity, CAPS-5, CAPS-1V,
PCL-M, MPSS-SR

MH severity measure

Suicidal/self-harm

behaviour, Parasuicide

history

Interview, Lifetime
Parasuicide
Count, STAXI,

BSI, BDI, DES,
SPS, Inventory of
Interpersonal
Problems -
Circumplex, Early
Maladaptive Schema
Questionnaire,
Multiple-Affect
Adjective
Checklist, BEST

Outcome assessed

functioning/QolL (if
no MA, or if differs

from MA)

NR

NR

NR

NR

NR

Reductions in
homelessness, crime,
and violence

Anger, GSF, social
history interview

institutional care,
Social Provisions

Scale

continued
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TABLE 28 Data extraction outcomes assessed (continued)

Method of
analysis

MA outcomes
assessed SUD

First author, year

Logsdon, 2023¢ MA

Mehta, 20214 MA Drug/alcohol use
(post treatment),
days/proportion
abstinent, days used,
polydrug days,
proportion not
relapsed

Molina, 2022¢” Narrative

O’Donnell, 20224 Narrative

Perry, 20194 Narrative

Riper, 201453 MA Alcohol use; drinks
per drinking day,
mean number of
alcohol use day,
mean drinks per day,
% days abstinent, %
with > 50% reduction,
% drinking above
harmful threshold,
number of days
abstinent, number
of days to first drink,
AUDIT

Alcohol or substance
use, ASI, SADQ-C

Roberts, 2022%8 MA

Outcome assessed
SUD (if no MA, or if
differs from MA)

MA outcomes
assessed
functioning/QoL

MA outcomes
assessed CMD

Symptoms of PTSD NR
(post treatment) PCL

HDRS, BDI-II, STAI,
composite depression
anxiety stress scales,
composite social
phobia and anxiety

ASI, ADOM

Mean alcohol
consumption; drinking
days, abstinence,

Substance use, ASI,
Abstinence Self-

reported drug use,
drug-related crime

Depression
symptoms: BDI-II,
HAM-D-21, HADS,
HAM-D, BDI

PTSD severity or
diagnosis, CAPS, CIDI,
IES-R, PCL, PCL-C,
PCL-M, PSS-I

Outcome assessed
CMD (if no MA, or if
differs from MA)

PTSD severity (CAPS,
PSS-I, PSS-SR, IES-R)

BDI-II; CES-D; PHQ-
9, mental distress

BDI, GSI, PDS

Outcome assessed

functioning/QolL (if
no MA, or if differs
from MA)

NR

NR

NR

NR

Re-arrests and
re-incarceration -
criminal activity

NR

€ XIAN3ddV
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TABLE 28 Data extraction outcomes assessed (continued)

Outcome assessed
MA outcomes Outcome assessed Outcome assessed functioning/QolL (if

Method of MA outcomes MA outcomes assessed SUD (if no MA, or if CMD (if no MA, or if no MA, or if differs
First author, year analysis assessed SUD assessed CMD functioning/QoL  differs from MA) differs from MA) from MA)

Schouten, 202242 MA Alcohol use; units per  Depressive symptoms; NR
day, or per week, or BDI; PHQ-9
alcohol use occasions

per day
Sherman, 2023¢° MA ASI PTSD symptoms; Drug/urine screen; IES-R; Trauma NR
CAPS-1 saliva alcohol Symptoms Checklist;
tests; Substance MPSS; Clinical
Use Inventory; Global Impression
Breathalyzer; Mini PTSD; PSS-SR; Mini
Neuropsychiatric Neuropsychiatric
Interview—AUD; Interview—PTSD
TLFB Module
Simpson, 20217° MA TLFB; ASI; urine drug CAPS; PCL; IES NR NA NA NR
screen

ACQ, Agoraphobic Cognitions Questionnaire; ADOM, Alcohol and Drug Outcome Measure score; ASI, addiction severity index; AUDIT, Alcohol Use Disorders Identification Test;
BASICS, Brief Alcohol Screening and Intervention of College Students; BEST, borderline evaluation of severity over time; BPAQ, Buss-Perry Aggression Questionnaire; BSI, Brief
Symptom Inventory; BSQ, Body Sensations Questionnaire; CAPS, Clinician-Administered PTSD Scale; CES-D, Centre of Epidemiologic Studies of Depression Scale; CIDI, Composite
International Diagnostic Interview; CMD, common mental disorder; CRI, Coping Responses Inventory; DDQ, Daily Drinking Questionnaire; DES, Dissociative Experience Scale; DrinC,
Drinker Inventory of Consequences; GAF, global assessment of function; GAIN, Global Appraisal of Individual Needs; GSF, Global and Social Functioning; GSI, Global Symptom/Severity
Index; HADS, Hospital Anxiety and Depression Scale; HAM-D-17, Hamilton Depression Rating Scale-17 items; HAM-D-21, Hamilton Depression Rating Scale- 21 items; HDRS,
Hamilton Depression Rating Scale; HRSD, Hamilton Rating Scale for Depression; IES, Impact of Events Scale; IES-R, impact of event scale-revised; MPSS, Modified PTSD Symptom
Scale; MPSS-R, Modified PTSD Symptom Scale-Revised; NA, not applicable; NR, not reported; OCDS, Obsessive-Compulsive Drinking Scale; OTI, Opiate Treatment Index; PCL,

PTSD Checklist; PCL-C, PTSD Checklist - civilian version; PCL-M, PTSD Checklist -military version; PDA, per cent days abstinent; PDS, Post-traumatic Diagnostic scale; PSS-I, PTSD
Symptom Scale-Interview; PSS-SR, PTSD symptom scale-self reported; QoL, quality of life; SADQ-C, severity of alcohol dependence questionnaire; SAS, Social Adjustment Scale; SCL-
90, Symptom Check List -90 scale; SHI, Social History Interview; SPAI, Social Phobia and Anxiety Inventory; SPS, Social Provisions Scale; SRASBM, Self-Report of Aggression and Social
Behaviour Measure; STA, State-Trait Anxiety; STAI, State-Trait Anxiety Inventory; STAXI, Spielberg State-Trait Anger Expression Inventory; STAXI, State-Trait Anger Expression Inventory;
SUI, Substance Use Inventory; THQ, trauma history questionnaire; TLFB, timeline follow back; TSC-40, trauma symptom checklist-40; TSI, trauma symptom inventory; UDS, urine drug
screen; VAS, visual analogue scale.
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APPENDIX 4

Appendix 4 Additional searching

Stage 2

Additional searches

To supplement the findings of the umbrella review, target searches for RCTs were undertaken to identify interventions
that were highlighted in the evidence gap map in EPPI-reviewer’®7# https://tinyurl.com/35pmhve2. We searched for
studies for the following interventions: supportive housing; yoga and exercise; case management; art therapy including
music; and EMDR. Searches were undertaken by looking through the reference list of reviews that were excluded due
to having broader criteria than the inclusion criteria for this project. Through these targeted searches, we identified
eight RCTs”5-82 that had not been included in the umbrella review. The study and population characteristics are provided
in Table 23, and Table 24 provides details of intervention and outcomes.

In summary, the studies were generally small with sample size ranging from 1877 to 1898° with studies published
between 20057° and 2019.8° Three RCTs included yoga intervention;””8%8! of these, two studies were based in the

USA, 881 and one study was based in Sweden.”” Reddy et al.®! included civilian women and veterans with PTSD and SUD
(drugs and/or alcohol). Lyons et al.® included male prisoners with PTSD and drug use disorder; however, only 35.8% of
the participants met the criteria for PTSD.

Only one RCT of 30 participants based in Germany was identified that focused on EMDR.”® The study included
chronically alcohol-dependent patients with mental health problems including PTSD, depression, social phobia, BPD
and panic disorder. However, only 22/30 patients were comorbid.”®

For art therapy, only one RCT using music therapy interventions by Silver et al.?? was identified. The study took place in
an inpatient detoxification unit in the USA and included patients with depression using alcohol or drugs.

No RCTs were identified that looked at case management interventions or compared sheltered housing with non-
sheltered housing. However, three studies’>7¢7? based in the USA, targeting homeless people suffering from SUD and
mental health were identified. Lester et al.”? and Burns et al.”® recruited patients with drug use disorder and PTSD;
however, in Burns et al.”¢ only 21/102 were diagnosed with PTSD at the start of the study. Bradford et al.””> included
patients with either drug or/and alcohol disorder with a variety of mental health disorders including mood, anxiety and
psychotic disorder. Bradford et al.”> looked at a sheltered-based psychiatric clinic with a control which did not include a
psychiatric clinic, while both Burns et al.”¢ and Lester et al.”? compared contingency-managed housing and therapy plus
behavioural day treatment with contingency management alone.

122
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TABLE 29 Study and population characteristics

Population Number of Mean age (SD)
Author, year Intervention Country, setting characteristics Population CMD Population SUD  participants years Sex (female %)
Hallgren, 201477 Yoga Sweden, Not specified Depression, AUD 18 NR NR
Outpatient anxiety
Lyons, 20198 Yoga USA, Therapeutic Male prisoners PTSD (only 35.8% SUD drug 189 35.8(11.3) 0%
community in met criteria for
prison PTSD)
Reddy, 20148 Yoga USA, Primary care Veterans and PTSD SUD any 38 44.4 (12.4) 100%
civilian women
Bradford, 20057° Housing USA, Community Homeless Mix MH (mood, SUD any 102 NR (I: 39.09; C: 31.37%
mental health individuals anxiety, psychotic) 39.68)
centre
Burns, 20107¢ Housing USA, Community- Homeless PTSD (only 21 SUD drug 206 (102 assessed)  40.1(7.1) 27.70%
based outpatient individuals participants had
clinic PTSD diagnosis at
start of study)
Lester, 200777 Housing USA, Community- Homeless PTSD SUD drug 206 (118 assessed) 40 (NR) 25%
based outpatient individuals
clinic
Silverman, 201182 Music USA, Inpatient Not specified Depression SUD any 140 43.2 (NR) 50%
detoxification unit
Hase, 200878 EMDR Germany, Inpatient  Chronically Mix MH (PTSD, AUD 34 (30 assessed) NR (I: 45.7, C: 40%
alcohol-dependent  depression, social 42.5)
patients phobia, BPD, panic
disorder) - only
22/30 patients
comorbid

C, control; |, intervention; MH, mental health; NR, not reported; SD, standard deviation; SUD any, substance use disorder drug and/or alcohol; SUD drug, substance use disorder drug only.
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APPENDIX 4

Quality assessment

The Cochrane risk-of-bias tool for randomised trials (RoB 2)% was used to assess the risk of bias in the eligible studies
and is presented in Table 24. Studies had a range of biases with most studies having at least one domain at high risk of
bias apart from Silver et al.8? and Lester et al.”? Although patients were randomly assigned in all the included studies,
four studies did not provide further details on allocation concealment or methods used.”¢778182 A|| studies at baseline
had no significant clinical or demographic differences between the study groups. Three studies did not report on how
missing data were dealt with.”67781 However, the main area of concern showing a high or unclear risk of bias was due
to blinding. In Bradford et al.,”® the social worker delivered the intervention, conducted the study assessments, and
collected outcome data. In Burns et al.,”¢ participants and Structured Clinical Interview for Diagnostic and Statistical
Manual of Mental Disorders (SCID) administrators were not blinded to treatment conditions and in Hase et al.”®
treatment was applied by the same person evaluating the study. However, it should be noted that due to the nature of
psychological interventions, blinding can be difficult.

Results and findings
The key findings are presented in Table 25.

Yoga

Reddy et al.8* and Lyons et al.?° reported statistically significant improvement in PTSD symptoms in the yoga group
compared with the control group, while Hallgren et al.”” showed no significant difference between the groups for
depression or anxiety. For substance use, both Reddy et al.8! and Hallgren et al.”” showed improvements in the yoga
intervention group, but this was not statistically significant and Lyons et al.?° reported a decline in craving scores in both
arms with no statistical difference between groups.

TABLE 30 Risk of bias of including RCTs using Cochrane RoB 2tool

Risk of bias due  Risk of bias due
to intended to intended
Risk of bias intervention intervention

arising from (effect of (effect of Risk of bias Risk of bias in Risk of bias in
randomisation assignment to adhering to due to missing measurement selection of the Overall risk of
process intervention) intervention) outcome data of the outcome reported result bias

Bradford, Some concern

20057°
Some concern Some concern

Burns, Some concern

20107¢

Some concern Some concern

Hallgren, Some concern

201477

Hase, Some concern Some concern Some concern

20087¢

Some concern Some concern Some concern Some concern

Lester, Some concern ~ Some concern

200777

Lyons,
2019%°

Reddy,
2014%

Some concern

Silverman, Some concern  Some concern Some concern Some concern

201182

Some concern

Low, low risk of bias; High, high risk of bias; Some concern, some risk of bias.
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Homeless

When comparing contingency management + BT with contingency management alone, both studies’®”? showed a
significantly greater reduction in PTSD symptoms in the intervention group. Burns et al.”¢ also reported a reduction
in substance use in the intervention group during aftercare. However, Lester et al.” did not report the effect of the
intervention on substance use. Bradford et al.”> compared sheltered-based psychiatric clinic with control which did
not include a psychiatric clinic in the shelter but individuals could schedule appointments with volunteer shelter staff
(who had social service experience but did not hold a graduate degree in any human services discipline) on their
own initiative. The study showed that the individuals receiving the sheltered-based intervention were statistically
significantly more likely to engage with substance use programmes and attend the community mental health centre.

Eye movement desensitisation and reprocessing

The addition of EMDR intervention to TAU showed significant reductions in cravings and relapse at post treatment and
1-month follow-up.”® In addition, lower depressive symptoms were seen in EMDR + TAU group compared with TAU.”8
These findings are similar to those observed in the review by Logsdon et al.®® where the authors compared EMDR with
an active control and found EMDR led to significantly more improvement in PTSD symptoms. EMDR intervention was
also included in the review by Hien 2023a,¢° but the authors did not provide any separate analysis.

Music therapy

Music therapy compared with group verbal therapy was assessed in one study.?? The study reported no significant
difference in depression between the groups. The findings were in agreement with the findings from the review by
Ghetti et al.>® The study did not report data on the impact of music therapy on substance use.
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TABLE 31 Results of additional searching

Psychosocial

Author, intervention
year Intervention (N)  categories
Hallgren, Yoga + TAU, Yoga; TAU
201477 N=8
Lyons, Yoga + mindful- Yoga; mind
2019%° ness meditation,

N =288
Reddy, Yoga, N = 20 Yoga
201481
Bradford,  Shelter-based Support
20057° psychiatric clinic,

N=51

Comparator (N)

TAU,N =6

Attention
control (commu-
nication skills
session), N = 189

Assessment
control (no
Yoga), N = 18

Control (subjects
could schedule
appointments
with part-time,
volunteer
shelter staff
members on
their initiative),
N=51

Comparator
categories

TAU

TAU

TAU

TAU

Follow-up

6 months

45 days

1 month

NR

SUD outcome

Alcohol consumption
reduced more yoga
group (from 6.32 to
3.36 drinks per day)
compared to the TAU
only group (from 3.42
to 3.08 drinks per
day). The difference
was not statistically
significant (p = 0.17)

Craving scores
declined in both arms

The mean AUDIT
and DUDIT scores
decreased in the
yoga group - a
non-statistically
significant trend
towards decreased
alcohol and drug
use risk among yoga
participants relative
to the control group.

Individuals receiving
sheltered-based
intervention were
more likely to partic-
ipate in a substance
abuse programme
(51.4% vs. 12.5%,

p = 0.0006)

SUD - outcome
measures used

Alcohol
consumption
(TLFB, DSM-IV
criteria for
alcohol depend-
ence, and the
Short Alcohol
Dependence
Data
questionnaire)

Penn Alcohol/
Drug Craving
Scale

AUDIT, DUDIT

Participationin a
substance abuse
programme

CMD outcome
effect size (95% Cl)

Not significant
difference on
perceived stress or
HADS (p = 0.67)

PTSD declined

in both arms,

and mindfulness
increased. When
controlled for
Freiburg mindfulness
pre-test, decline in
anxiety and PTSD
was greater in the
intervention group
than control group
(p < 0.05)

69% of participants
in the yoga group
reported fewer
PTSD symptoms,
and 92% reported
coping better

with symptoms

(b < 0.001).

Individuals receiving
sheltered-based
intervention were
more likely to attend
1 CMHC appoint-
ment (64.7% vs.
37.3%, p = 0.006)

CMD - outcome

measures used

HAD, PSS

Five Facets
Mindfulness
Questionnaire;
Freiburg
Mindfulness
Inventory; BAI,
PTSD Symptom
Checklist

PTSD

Checklist, PSS-1,
Treatment-
Seeking
Questionnaire

First appoint-
ment attendance
ata CMHC

7 XIAN3ddV
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TABLE 31 Results of additional searching (continued)

Psychosocial

Author, intervention Comparator SUD - outcome CMD outcome CMD - outcome
year Intervention (N)  categories Comparator (N)  categories Follow-up SUD outcome measures used effect size (95% Cl)  measures used
Burns, Contingency Contingency; Contingency Contingency 6 months No difference Urine drug Individuals in PDS
201076 managed hous- BT managed (end of between treatment screenings the CM+ group
ing and work housing and active groups (i.e. CM and reported fewer
therapy + behav- work therapy treatment), CM+) in positive PTSD symptoms at
ioural day alone (CM), 12 months  urine screens across 6 months than those
treatment N =103 (end of active treatment in CM (p < 0.05)
(CM+), N =103 aftercare) Phases | and Il.
However, during
aftercare the
CM + group tested
substance-positive
less often than the
CM group (p < 0.01).
Lester, Contingency Contingency; Contingency Contingency 6 months NR ASI Significantly greater ~ BSI, PDS, SCID
200777 management BT management reductions in PTSD
(abstinence (CM),N =49 symptomatology in
contingent CM+ group than CM
housing and group
vocational train-
ing) + behav-
ioural day
treatment group
(CM+),N =41
Silverman,  Music therapy Music Group verbal Support Post-test, NR Self-reported Immediate post- URICA BDI-II
2011# (song writing), therapy, N =71 1 month test: no significant 7-point Likert
N =69 difference between scales
groups in change
readiness or
depression although
the MT group had
slightly higher
mean change and
slightly lower mean
depression scores.
At follow-up: slightly
lower depression
score in MT but not
significant
continued
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TABLE 31 Results of additional searching (continued)

Psychosocial

Author, intervention Comparator SUD - outcome CMD outcome CMD - outcome
year Intervention (N)  categories Comparator (N)  categories Follow-up SUD outcome measures used effect size (95% Cl)  measures used
Hase, EMDR + TAU, EMDR TAU, N = 15 TAU Pre, post The TAU + EMDR OCDS, MALT At follow-up, PTSS, BDI,
200878 N=15 and 1 group showed a patients allocated to ~ STAXI X1 and
month significant reduction TAU + EMDR had X2,

in craving post- lower depressive

treatment and 1 symptoms than

month after treat- patients in TAU

ment, whereas TAU group

did not.

At follow-up, 15 TAU
patients relapsed
and 10 TAU + EMDR
patients relapsed

p < 0.05 (statistically
significant)

AUDIT, Alcohol Use Disorder Identification Test; ASI, addiction severity index; BAI, Beck Anxiety Inventory; BSI, Brief Symptom Inventory; CM, contingency management; CM+,
contingency management plus behavioural day treatment; CMCH, Community Mental Health Centre; DUDIT, Drug Use Disorder Identification Test; HADS, Hospital Anxiety and
Depression Scale; MALT, Miinchner-Alkoholismus Test; mind, mindfulness; music, music therapy; NR, not reported; OCDS, Obsessive-Compulsive Drinking Scale; PDS, Posttraumatic
Diagnostic Scale; PSS, Perceived Stress Scale; PSS-1, PTSD Symptom Scale Interview; PTSS, Posttraumatic Stress Scale 10-Items; STAI X1 and X2, State-Trait Anxiety Inventory Scale
Form; TLFB, timeline follow-back; URICA, University of Rhode Island Change Assessment.

7 XIAN3ddV



DOI: 10.3310/GJES1821

Health Technology Assessment 2026 Vol. 30 No. 49

Appendix 5 Critical appraisal of included systematic

reviews

TABLE 32 Critical appraisal of included systematic reviews

4. Were
the
sources
and re-
sources
used to
search
for stud-
ies ade-
quate?

2. Were
the inclu-
sion cri-
teria ap-
propriate
for the
review
question?

1. Is the
review
question
clearly
and ex-
plicitly
stated?

3. Was
the
search
strategy
appropri-
ate?

First au-
thor, year

Amato,
201148

Baker,
20125

Boniface,
2018%°

Cavicchi-
oli, 2018%¢

Chetty,
2023%

Cuijpers,
2023%

Dugdale,
20194

Ghetti,
202258

Gibbon,
20207

Glover-
Wright,
2023%

Grant,
20215

Hassan,
20175

Unclear

Hen-
derson,
2020¢?

Hesse,
20094

Hides,
20192

Hien,
2023a%

Hien,
2023b%
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5. Were
the crite-

ria for ap- by two

praising
studies
appropri-
ate?

6. Was

critical 7. Were
appraisal  there
conducted meth-
ods to
minimise
reviewers errorsin
inde- data ex-
pendently? traction?

or more

Unclear Unclear
Unclear

Unclear

Unclear

Unclear Unclear

Unclear Unclear

8. Were
the
methods
used to
combine
studies
appropri-
ate?

Unclear

10. Were
recom-
menda-
tions for
policy and/
or practice
supported
by the
reported
data?

11. Were
the
specific
directives
for new
research
appropri-
ate?

9. Was
the like-
lihood of
publica-
tion bias
assessed?

Unclear

Unclear

continued
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APPENDIX 5

TABLE 32 Critical appraisal of included systematic reviews (continued)

4. Were
the
2. Were sources
1.Is the the inclu- and re-
review sioncri- 3.Was sources
question teriaap- the used to
clearly propriate search search
and ex- forthe strategy for stud-
Firstau- plicitly review appropri- ies ade-
thor, year stated? question? ate? quate?

Hill,
2024

Kara-
pereddy,
2019¢°

Lee,
2015%

Logsdon,
2023

Mehta,
2021%

Molina,
2022¢7

O’Donnell,
20224

Perry,
2019

Riper’
2014%

Roberts,
2022¢8

Schouten,
202242

Sherman,
2023%

Simpson,
20217°

NA, not applicable.
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10. Were

6. Was recom-

critical 7.Were 8. Were menda- 11. Were
5.Were appraisal there the tions for the
the crite- conducted meth- methods 9. Was policy and/ specific
ria for ap- by two ods to usedto thelike- orpractice directives
praising  or more minimise combine lihood of supported fornew
studies reviewers errorsin studies publica- by the research
appropri- inde- dataex- appropri- tionbias reported appropri-
ate? pendently? traction? ate? assessed? data? ate?

Unclear

Unclear

Unclear

Unclear

Unclear
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Appendix 6 Critical appraisal of the primary
randomised controlled trials within systematic reviews

TABLE 33 Critical appraisal of the primary RCTs within systematic reviews

Number of
RCTs relevant

First author, year

to our project

Appraisal instrument used

Appraisal rating

Amato, 201148 3 Cochrane RoB1% Low or unclear, except for high risk of bias for randomisa-
tion and allocation concealment in one trial
Baker, 201254 8 PEDro Scale quality rating® Score ranges 5-8/9 (higher scores, better quality)
Boniface, 2018%° 11 Cochrane RoB1# Three low risk, two high risk, rest unclear risk of bias
Cavicchioli, 2018 8 Cochrane RoB1% 73.71% low risk, the rest unclear or high risk of bias
Chetty, 2023°7 9 CASP checklist® Moderate to high quality
Cuijpers, 20234 8 Cochrane RoB1# Four scored low risk of bias but had self-reported out-
comes, four high risk for sequence generation, allocation
concealment, blind assessor
Dugdale, 201947 19 Quality assessment tool for Mostly high risk of bias, some moderate
quantitative studies®*
Ghetti, 202258 2 Cochrane RoB18 Unclear or low risk of bias
Gibbon, 20207* 9 Cochrane RoB18 Unclear risk of bias except one study high risk for
attrition bias and one study high risk for outcome
assessor not blinded
Glover-Wright, 2023% 4 MASTER scale®® Proportion of bias safeguards present in the included
studies ranged from 60% to 80% - which are considered
as low risk of bias, high quality
Grant, 2021%° 9 Cochrane RoB1% High to moderate risk of bias
Hassan, 20171 4 Cochrane RoB1# RoB Outcomes NR
Henderson, 2020¢2 6 Quality Assessment One RCT moderate, rest considered high standard
Framework®”
Hesse, 20094 10 NR NA
Hides, 2019~ 6 Cochrane RoB1% High risk of bias
Hien, 2023a¢%° 27 Cochrane RoB28 Six RCT at high risk of bias or unpublished, the rest low
to moderate risk of bias
Hien, 2023b% 24 Cochrane RoB28 60% RCTs low risk of bias, rest with some concerns
Hill, 2024 4 NR NA
Karapereddy, 2019 4 NR NA
Lee, 2015% 10 Adapted quality checklists NICE Good quality
and Petticrew and Roberts®88¢
Logsdon, 2023 3 Cochrane RoB28% Two studies some risk of bias and one study high risk
Mehta, 20214 12 Cochrane RoB1% Moderate to high risk of bias
Molina, 2022¢7 8 Cochrane RoB1% Moderate to high risk of bias, with high variability across
studies
O’Donnell, 20224 5 Cochrane RoB28% Some concerns
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APPENDIX 6

TABLE 33 Critical appraisal of the primary RCTs within systematic reviews (continued)

Number of
RCTs relevant
First author, year to our project Appraisal instrument used Appraisal rating
Perry, 20194 7 Cochrane RoB1# Unclear risk of bias, except high risk of bias for selective
reporting in one study and attrition in one study.
Riper, 201453 9 Cochrane RoB1# Low to moderate risk of bias
Roberts, 2022¢ 26 Cochrane RoB1% and GRADE Two studies with low risk of bias, five studies with one

or more domains with unclear risk of bias and 19 studies
with one or more domains with high risk of bias.

Schouten, 202242 6 Cochrane RoB2,%* GRADE High risk of bias
Sherman, 2023%° 7 Cochrane RoB28% Low risk of bias
Simpson, 20217° 25 Cochrane RoB1% Varied from low to unclear to high risk of bias

NA, not applicable; NR, not reported; RoB, risk of bias.
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Appendix 7 Literature search strategies for the cost-

effectiveness review

TABLE 34 Sources searched in the cost-effectiveness review

Database Dates covered Review
Epub Ahead of Print, In-Process & Other Non-Indexed Citations, MEDLINE(R) Daily and MEDLINE(R) 1946-present 428
EMBASE 1974 -present 569
EconlLit 1886 -present 5
Health Technology Assessment Database 1995-2018 92
Database of Abstracts of Reviews of Effect 1995-2015 45
Total retrieved - 1139
Unique - 948
13 May 2024
428 records
TABLE 35 Cost review - Ovid MEDLINE® ALL 1946-10 May 2024
# Searches Results
1 ((comorbid* or “co morbid*” or coexist* or “co exist*” or concur* or cooccur* or “co occur*”) adj2 mental* adj2 2329
(condition* or disease* or disorder* or disturbanc* or ill*)).tw.
2 dual diagnosis.mp. 2022
3 1or2 4254
4 Comorbidity/ and Mental Health/ 1142
5 Mood Disorders/ or Depression/ 172,533
6 ((depressi* or affective) adj symptom™).tw. 86,765
7 ((depressi* or mood or affective or cognitiv* or adjustment) adj3 disorder*).tw. 122,297
8 dysthymi*.tw. 3336
9 exp Anxiety Disorders/ 94,014
10 (anxi* or gad).tw. 305,301
11 exp Obsessive-Compulsive Disorder/ 17,993
12 (obsess* or compulsi* or ocd).tw. 35,018
13 (panic* or agoraphobi*).tw. 25,324
14 Stress Disorders, Post-Traumatic/ 43,033
15 ((posttrauma* or post-trauma* or post trauma*) adj3 (stress* or disorder* or psych* or symptom®*)).tw. 48,409
16 (ptsd or stress disorder* or combat disorder*).tw. 47,462
continued
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APPENDIX 7

TABLE 35 Cost review - Ovid MEDLINE® ALL 1946-10 May 2024 (continued)

# Searches

17 Borderline Personality Disorder/

18 ((borderline or border-line or “border line” or unstab* or instab*) adj3 (state* or personalit*)).tw.

19 (eupd or bpd).tw.

20 ((emotion* or affect*) adj3 (dysregulat® or function* or label* or modulat* or reactive* or regulat™®)).tw.
21 Body Dysmorphic Disorders/

22 (body adj3 dysmorphi*).tw.

23 exp Phobic Disorders/

24 phobi*.tw.

25 Antisocial Personality Disorder/
26 ((anti-social or “anti social” or antisocial) adj3 (disorder* or syndrome™*)).tw.
27 aspd.tw.

28 or/4-27

29 ((substance* or drug* or narcotic* or alcohol*) adj2 (use* or using or addict™ or consum* or depend* or disorder*
or habit* or misuse* or misusing or withdraw*)).tw.

30 (amphetamine® or benzodiazepine* or alcohol* or cannabis or cocain* or crack or heroin or ketamine or marijuana
or mdma or methadone or methamphetamine* or opiate* or opioid* or opium or phencyclidine).tw,kf.

*»

31 (stimulant® or psychostimulant™ or sedative* or “psychoactive substance*” or nps).tw.

32 29 0or300r31
33 28 and 32

34 3or33

35 exp Adult/

36 (teen* or youth™ or adolescen* or juvenile* or youngster* or first-grader* or second-grader™ or third-grader* or
fourth-grader* or fifth-grader* or sixth-grader* or seventh-grader* or highschool* or ((secondary or high*) adj2
(school* or education))).tw. or Adolescent/

37 (child* or stepchild* or step-child* or kid or kids or girl or girls or boy or boys or teen* or youth* or youngster*
or adolescent* or adolescence or preschool* or pre-school* or kindergarten* or school* or juvenile* or minors or
p?ediatric*).tw. or exp Child/ or exp Infant/

38 36 or 37
39 38 not (38 and 35)
40 34 not 39

41 (((colocat* or co-locat* or digital* or technology* or integrated or “non-integrated model*” or psychological or
psychosocial or “peer support*” or “peer support™” or “exercise based” or exercise-based or “group intervention”
or “trauma focused”) adj5 (care or service* or intervention™)) or “music therap*”).ti,ab,kw.

42 (“12-step facilitation” or “12-step facilitation” or “twelve step facilitation” or “alcoholics anonymous” or “accept-
ance and commitment therap™®” or “behavio?ral activation” or “behavio?ral therap*” or “behavio?ral skills training”
or “client-centred therap™” or “cognitive intervention®” or “community based intervention*” or “computer based
intervention*” or cbt or “web based intervention*” or “dialectical behaviour therap*” or “dynamic deconstructive
psychotherap*” or “dual-focused schema” or “integrated non-somatic” or “interpersonal therap*” or “interpersonal
psychotherap*” or “manual-guided intervention*” or “mindfulness-based intervention*” or “motivational inter-
view* or present focused intervention*” or “prolonged exposure” or psychoeducation or “relapse prevention” or
“seeking safety” or “supportive psychotherap*” or “brief supportive therap*” or “text messag*” or “art therap*”
or “behaviour therap*” or “brief counselling session” or “case management” or “contingency management” or
“coping skills training” or “ecognitive behavioural therap*” or “eye movement desensitization therap*” or “helping
women recover” or “beyond trauma” or “personalised feedback” or gigong or “relaxation training” or “relational
psychotherap*” or “social work practice” or “substance free activity” or “tai chi” or “protocol for transdiagnostic
treatment” or “therapeutic community” or “challenge to change” or “trauma affect regulation” or yoga).mp.

*»

Results
8277
11,510
13,073
117,029
1307
1593
14,437
13,008
10,587
2732
607
768,661
382,018

720,108

123,002
1,009,767
74,901
78,323
8,061,416
2,487,579

3,855,441

4,839,144
2,862,081
69,608
102,400

129,552
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TABLE 35 Cost review - Ovid MEDLINE® ALL 1946-10 May 2024 (continued)

#
43
a4
45
46
47
48
49
50
51
52
53
54
55
56
57
58

60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77

Searches

41 o0r42

Economics/

“costs and cost analysis”/
Cost-benefit analysis/
Cost control/

Cost savings/

Cost of illness/

Cost sharing/

“deductibles and coinsurance”/

Medical savings accounts/
Health care costs/

Direct service costs/

Drug costs/

Employer health costs/
Hospital costs/

Health expenditures/
Capital expenditures/
Value of life/

exp economics, hospital/
exp economics, medical/
Economics, nursing/
Economics, pharmaceutical/
exp “fees and charges”/
exp budgets/

(low adj cost).mp.

(high adj cost).mp.

(health?care adj cost$).mp.

(fiscal or funding or financial or finance).tw.

(cost adj estimate$).mp.
(cost adj variable).mp.

(unit adj cost$).mp.

(cost™ or economic* or pharmacoeconomic* or price* or pricing).tw.

or/44-74
40 and 43 and 75

limit 76 to english language

Health Technology Assessment 2026 Vol. 30 No. 49

Results
221,627
27,533
51,959
94,605
21,685
12,812
32,294
2783
1876
549
44936
1217
17,603
1098
12,047
24,707
2003
5826
25,836
14,433
4013
3132
31,442
14,209
94,903
21,353
18,220
214,330
2855
54
3248
1,158,484
1,460,797
440
428
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APPENDIX 7

13 may 2024

569 records

TABLE 36 Cost review - EMBASE 1974-2024 week 19

# Searches Results

1 ((comorbid* or “co morbid*” or coexist* or “co exist*” or concur* or cooccur* or “co occur*”) adj2 mental* adj2 3272
(condition* or disease* or disorder* or disturbanc* or ill*)).tw.

2 dual diagnosis.mp. 4515
3 1lor2 7633
4 comorbidity/ and exp mental health/ 10,985
5  exp mood disorder/ or depression/ 704,941
6  ((depressi* or affective) adj symptom™).tw. 112,479
7  ((depressi* or mood or affective or cognitiv* or adjustment) adj3 disorder*).tw. 174,377
8  dysthymi*.tw. 4381
9  exp anxiety disorder/ 336,033
10  (anxi* or gad).tw. 430,864
11  obsessive compulsive disorder/ or exp obsession/ 40,750
12 (obsess* or compulsi* or ocd).tw. 49,840
13  (panic* or agoraphobi*).tw. 31,885
14  posttraumatic stress disorder/ 84,260
15  ((posttrauma* or post-trauma* or post trauma*) adj3 (stress™ or disorder* or psych* or symptom®)).tw. 58,864
16  (ptsd or stress disorder* or combat disorder*).tw. 60,673
17  borderline state/ 16,586
18  ((borderline or border-line or “border line” or unstab* or instab*) adj3 (state* or personalit*)).tw. 14,291
19  (eupd or bpd).tw. 18,521
20 ((emotion* or affect*) adj3 (dysregulat® or function* or label* or modulat* or reactive* or regulat®)).tw. 155,921
21  body dysmorphic disorder/ 3969
22 (body adj3 dysmorphi*).tw. 2114
23  exp phobia/ 39,056
24 phobi*.tw. 17,448
25  antisocial personality disorder/ 3744
26  ((anti-social or “anti social” or antisocial) adj3 (disorder* or syndrome*)).tw. 3561
27  aspd.tw. 791
28  or/4-27 1,342,652
29  ((substance* or drug* or narcotic* or alcohol*) adj2 (use* or using or addict* or consum* or depend* or disorder* or 536,375
habit* or misuse* or misusing or withdraw*)).tw.
30 (amphetamine® or benzodiazepine* or alcohol* or cannabis or cocain* or crack or heroin or ketamine or marijuana or 962,768
mdma or methadone or methamphetamine* or opiate* or opioid* or opium or phencyclidine).tw,kf.
31  (stimulant* or psychostimulant® or sedative™ or “psychoactive substance™” or nps).tw. 147,382
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TABLE 36 Cost review - EMBASE 1974-2024 week 19 (continued)

# Searches Results

32 290r300r31 1,340,950
33 28and 32 138,481
34 30r33 144,270
35  expadult/ 11,216,303
36  (teen* or youth* or adolescen* or juvenile* or youngster* or first-grader® or second-grader* or third-grader* or fourth- 2,154,439

grader* or fifth-grader* or sixth-grader® or seventh-grader* or highschool* or ((secondary or high*) adj2 (school* or
education))).tw. or adolescent/

37  (child* or stepchild* or step-child* or kid or kids or girl or girls or boy or boys or teen* or youth* or youngster* 4,459,789
or adolescent™ or adolescence or preschool* or pre-school* or kindergarten® or school* or juvenile* or minors or
p?ediatric*).tw. or exp child/ or exp infant/

38 360r37 5,085,881
39 38not(38and 35) 3,279,030
40 34 not 39 129,882

I*n

41  (((colocat® or co-locat* or digital* or technology™ or integrated or “non-integrated model*” or psychological or 137,367
psychosocial or “peer support*” or “peer support*” or “exercise based” or exercise-based or “group intervention” or
“trauma focused”) adj5 (care or service* or intervention®)) or “music therap*”).ti,ab,kw.

42  (“12-step facilitation” or “12-step facilitation” or “twelve step facilitation” or “alcoholics anonymous” or “acceptance 186,336
and commitment therap™” or “behavio?ral activation” or “behavio?ral therap®” or “behavio?ral skills training” or
“client-centred therap*” or “cognitive intervention*” or “community based intervention*” or “computer based

intervention*” or cbt or “web based intervention*” or “dialectical behaviour therap*” or “dynamic deconstructive
psychotherap®” or “dual-focused schema” or “integrated non-somatic” or “interpersonal therap™” or “interpersonal
psychotherap*” or “manual-guided intervention®” or “mindfulness-based intervention*” or “motivational interview*

*»

or present focused intervention®” or “prolonged exposure” or psychoeducation or “relapse prevention” or “seeking
safety” or “supportive psychotherap*” or “brief supportive therap*” or “text messag™” or “art therap™” or “behaviour
therap™” or “brief counselling session” or “case management” or “contingency management” or “coping skills training”
or “ecognitive behavioural therap*” or “eye movement desensitization therap*” or “helping women recover” or
“beyond trauma” or “personalised feedback” or gigong or “relaxation training” or “relational psychotherap*” or “social
work practice” or “substance free activity” or “tai chi” or “protocol for transdiagnostic treatment” or “therapeutic
community” or “challenge to change” or “trauma affect regulation” or yoga).mp.

43 41or42 308,784
44 Socioeconomics/ 166,841
45  Cost benefit analysis/ 96,850
46  Cost effectiveness analysis/ 190,034
47  Cost of illness/ 21,663
48  Cost control/ 78,140
49  Economic aspect/ 127,677
50  Financial management/ 123,616
51  Health care cost/ 234,741
52 Health care financing/ 14,102
53  Health economics/ 36,481
54  Hospital cost/ 26,216
55  (fiscal or financial or finance or funding).tw. 321,141
56  Cost minimization analysis/ 4112
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APPENDIX 7

TABLE 36 Cost review - EMBASE 1974-2024 week 19 (continued)

57  (cost adj estimate$).mp. 4325
58  (cost adj variable$).mp. 336
59  (unit adj cost$).mp. 5707
60  or/44-59 1,176,910
61 40 and 43 and 60 584
62 limit 61 to english language 569
13 May 2024

Five records

TABLE 37 Cost review - EconLit 1886-2 May 2024

# Searches Results

*n

1 ((comorbid* or “co morbid*” or coexist* or “co exist*” or concur* or cooccur* or “co occur*”) adj2 mental* adj2 4
(condition* or disease™ or disorder* or disturbanc* or ill*)).tw.

2 dual diagnosis.mp. 3
3 lor2 7
4 ((depressi* or affective) adj symptom™).tw. 204
5 ((depressi* or mood or affective or cognitiv* or adjustment) adj3 disorder*).tw. 168
6 dysthymi*.tw. 2
7 (anxi* or gad).tw. 1587
8 (obsess™ or compulsi* or ocd).tw. 564
9 (panic* or agoraphobi*).tw. 1424
10 ((posttrauma* or post-trauma* or post trauma*) adj3 (stress* or disorder* or psych* or symptom®*)).tw. 59
11 (ptsd or stress disorder* or combat disorder*).tw. 51
12 ((borderline or border-line or “border line” or unstab* or instab*) adj3 (state* or personalit™)).tw. 155
13 (eupd or bpd).tw. 16
14 ((emotion* or affect*) adj3 (dysregulat* or function® or label* or modulat* or reactive* or regulat®)).tw. 1955
15 (body adj3 dysmorphi*).tw. 1
16 phobi*.tw. 50
17 ((anti-social or “anti social” or antisocial) adj3 (disorder* or syndrome*)).tw. 2
18 aspd.tw. 0
19 or/4-18 6054
20 ((substance* or drug* or narcotic* or alcohol*) adj2 (use* or using or addict* or consum* or depend* or disorder* or 2516

habit* or misuse* or misusing or withdraw*)).tw.

21 (amphetamine* or benzodiazepine™ or alcohol* or cannabis or cocain* or crack or heroin or ketamine or marijuana or 3905
mdma or methadone or methamphetamine* or opiate* or opioid* or opium or phencyclidine).tw.

*»

22 (stimulant* or psychostimulant* or sedative* or “psychoactive substance*” or nps).tw. 229
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TABLE 37 Cost review - EconlLit 1886-2 May 2024 (continued)

# Searches Results
23 20 or21or22 5165
24 19 and 23 91
25 3or24 98
26 (((colocat* or co-locat™ or digital* or technology* or integrated or “non-integrated model*” or psychological or 3278

psychosocial or “peer support*” or “peer support*” or “exercise based” or exercise-based or “group intervention” or
“trauma focused”) adj5 (care or service* or intervention®)) or “music therap*”).ti,ab,kw.

27 (“12-step facilitation” or “12-step facilitation” or “twelve step facilitation” or “alcoholics anonymous” or “acceptance 630
and commitment therap*” or “behavio?ral activation” or “behavio?ral therap*™” or “behavio?ral skills training” or
“client-centred therap*” or “cognitive intervention*” or “community based intervention*” or “computer based
intervention®” or cbt or “web based intervention*” or “dialectical behaviour therap*” or “dynamic deconstructive
psychotherap*” or “dual-focused schema” or “integrated non-somatic” or “interpersonal therap*” or “interpersonal
psychotherap*” or “manual-guided intervention*” or “mindfulness-based intervention*” or “motivational interview™*
or present focused intervention*” or “prolonged exposure” or psychoeducation or “relapse prevention” or “seeking
safety” or “supportive psychotherap*” or “brief supportive therap*” or “text messag™” or “art therap™” or “behaviour
therap™” or “brief counselling session” or “case management” or “contingency management” or “coping skills training”
or “ecognitive behavioural therap*” or “eye movement desensitization therap*” or “helping women recover” or
“beyond trauma” or “personalised feedback” or gigong or “relaxation training” or “relational psychotherap*” or “social
work practice” or “substance free activity” or “tai chi” or “protocol for transdiagnostic treatment” or “therapeutic
community” or “challenge to change” or “trauma affect regulation” or yoga).mp.

*»

28 26 or 27 3881
29 25 and 28 5
13 May 2024

92 NHSEED and 46 HTA

TABLE 38 Cost review - Cochrane Database of Systematic Reviews (Cochrane Library)

# Searches Results

1 ((((comorbid* OR co morbid* OR coexist* OR co exist* OR concur® OR cooccur* OR co occur*) NEAR2 mental* 13
NEAR2 (condition* OR disease* OR disorder* OR disturbanc* OR ill*))))

2 ((dual diagnosis)) 11
3 #1 OR #2 23
4 ((((depressi* OR affective) NEAR1 symptom™))) 397
5 (((depressi* OR mood OR affective OR cognitiv* OR adjustment) NEAR3 disorder*))) 1450
6 ((((depressi* OR mood OR affective OR cognitiv* OR adjustment) NEAR3 disorder*))) 1450
7 ((dysthymi*)) 85
8 (((anxi* OR gad))) 1792
9 (((obsess* OR compulsi* OR ocd))) 143
10 (((panic* OR agoraphobi*))) 149
11 ((((posttrauma* OR post-trauma* OR post trauma*) NEARS (stress* OR disorder* OR psych* OR symptom®*)))) 217
12 (((ptsd OR stress disorder* OR combat disorder*))) 252
13 ((((borderline OR border-line OR border line OR unstab* OR instab*) NEARS (state* OR personalit*)))) 70
14 (((eupd OR bpd))) 53
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APPENDIX 7

TABLE 38 Cost review - Cochrane Database of Systematic Reviews (Cochrane Library) (continued)

# Searches Results
15 (((lemotion* OR affect®) NEARS3 (dysregulat* OR function® OR label* OR modulat* OR reactive® OR regulat*)))) 136
16 (((body NEAR3 dysmorphi*))) 6
17 ((phobi®)) 131
18 ((((anti-social OR anti social OR antisocial) NEAR3 (disorder* OR syndrome®)))) 18
19 ((aspd)) 3
20 #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 3434
OR #19
21 ((((substance* OR drug* OR narcotic* OR alcohol*) NEAR2 (use* OR using OR addict* OR consum* OR depend* OR 2493
disorder* OR habit* OR misuse* OR misusing OR withdraw*))))
22 (((@mphetamine* OR benzodiazepine* OR alcohol* OR cannabis OR cocain* OR crack OR heroin OR ketamine OR 2537
marijuana OR mdma OR methadone OR methamphetamine* OR opiate* OR opioid* OR opium OR phencyclidine)))
23 #21 OR #22 4110
24 #20 AND #23 469
25 #3 OR #24 489
26 (#25) IN NHSEED 92
27 (#25) IN HTA 46
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Appendix 8 Studies not meeting eligibility criteria for

review of cost-effectiveness

TABLE 39 Studies not meeting eligibility criteria for review of cost-effectiveness

Citations
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contingency management for co-occurring alcohol use disorders and serious mental illness. Psychiatr Serv
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Clark RE, Teague GB, Ricketts SK, Bush PW, Xie H, McGuire TG, et al. Cost-effectiveness of assertive com-
munity treatment versus standard case management for persons with co-occurring severe mental illness and
substance use disorders. Health Services Res 1998;33:1285-308.

Judd PH, Thomas N, Schwartz T, Outcalt A, Hough R. A dual diagnosis demonstration project: treatment
outcomes and cost analysis. J Psychoactive Drugs 2003;35:181-92.

Stapinski LA, Prior K, Newton NC, Biswas RK, Kelly E, Deady M, et al. Are we making Inroads? A randomized
controlled trial of a psychologist-supported, web-based, cognitive behavioral therapy intervention to reduce
anxiety and hazardous alcohol use among emerging adults. eClinicalMedicine 2021;39:101048.

Lowe AL, Abou-Saleh MT. The British experience of dual diagnosis in the national health service. Acta
Neuropsychiatr 2004;16:41-6.

Abrantes AM, Blevins CE, Battle CL, Read JP, Gordon AL, Stein MD. Developing a Fitbit-supported lifestyle
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Timko C, Chen S, Sempel J, Barnett P. Dual diagnosis patients in community or hospital care: one-year out-
comes and health care utilization and costs. J Ment Health 2006;15:163-77.

Gregory RJ, DeLucia-Deranja E, Mogle JA. Dynamic deconstructive psychotherapy versus optimized commu-
nity care for borderline personality disorder co-occurring with alcohol use disorders: a 30-month follow-up. J
Nerv Ment Dis 2010;198:292-8.

Glover-Wright C, Coupe K, Campbell AC, Keen C, Lawrence P, Kinner SA, et al. Health outcomes and service
use patterns associated with co-located outpatient mental health care and alcohol and other drug specialist
treatment: a systematic review. Drug Alcohol Rev 2023;42:1195-219.

Rucci P, Tedesco D, Senese F, Travaglini C, Messina R, Quargnolo M, et al. Healthcare resource utilization and
direct medical costs in patients with dual diagnosis in Italy. J Psychopathol 2019;25:29-38.

Domino M, Maxwell J, Cody M, Cheal K, Busch A, Stone WYV, et al. The influence of integration on the expendi-
tures and costs of mental health and substance use care: results from the randomized PRISM-E study. Ageing
Int 2008;32:108-27.

Isaacs S, Jellinek P, Garcel JM, Hunt KA, Bunch W. New york state health foundation: integrating mental health
and substance abuse care. Health Aff (Millwood) 2013;32:1846-50.
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intervention and substance-free activity supplement for veterans with PTSD and hazardous drinking. J Behav
Cogn Ther 2022;32:136-44.

Domino ME, Morrissey JP, Chung S, Huntington N, Larson MJ, Russell LA. Service use and costs for
women with co-occurring mental and substance use disorders and a history of violence. Psychiatr Serv
2005;56:1223-32.
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