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APPENDIX 1: SCOPE FOR THE DEVELOPMENT OF THE
CLINICAL GUIDELINE

NATIONAL INSTITUTE FOR HEALTH AND CLINICAL EXCELLENCE
SCOPE

1 GUIDELINE TITLE

Social anxiety disorder: recognition, assessment and treatment of social anxiety
disorder

1.1 SHORT TITLE

Social anxiety disorder

2  THE REMIT

The Department of Health has asked NICE: “to produce a clinical guideline on
the diagnosis and treatment of social phobia (social anxiety disorder)’.

3  CLINICAL NEED FOR THE GUIDELINE

3.1 EPIDEMIOLOGY

a) Social anxiety disorder is one of the most common anxiety disorders.
Estimates of lifetime prevalence vary but have been as high as 12%,
compared with estimates for other anxiety disorders of around 6% for
generalised anxiety disorder, 5% for panic disorder, 7% for post-traumatic
stress disorder (PTSD) and 2% for obsessive-compulsive disorder.

b) There is a significant degree of comorbidity between social anxiety
disorder and other psychiatric disorders. Social anxiety disorder often
occurs alongside depression (19%), substance use disorder (17%),
generalised anxiety disorder (5%), panic disorder (6%), and PTSD (3%).

c) Social anxiety disorder is common in both men and women, but tends to
have a higher prevalence in women. Black and minority ethnic groups
have a higher incidence of common mental health disorders but may be
under represented in treatment services.

d) People with social anxiety disorder may use alcohol or other drugs to try
to reduce their anxiety and alleviate depression. This can lead to substance
abuse. A significant proportion of service users attending mental health
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services for conditions including anxiety disorders, such as panic disorder
or social anxiety disorder, attend as a result of alcohol or benzodiazepine
misuse.

Social anxiety disorder has an early median age of onset (13 years) and is
the most persistent of the anxiety disorders. Despite the extent of suffering
and impairment only about half of those with the disorder ever seek
treatment, and those that do generally seek treatment only after 15-20
years of symptomes.

Social anxiety disorder may have a great impact on a person’s functioning,
disrupt normal life, interfere with their social relationships and quality of
life, and impair performance at work or school.

CURRENT PRACTICE

Recognition of social anxiety disorder in adults, children and young
people by GPs is often poor. The problem of under recognition for anxiety
disorders in general has recently been highlighted by evidence that the
prevalence of PTSD is under recognised in primary care. In part this may
stem from GPs not recognising the disorder, and the lack of clearly
defined care pathways. But from a patient's perspective, stigma and
avoidance may also contribute to under recognition. Pessimism about
possible treatment outcomes on the part of clinicians and those with
anxiety disorders may further contribute to this, despite the existence of
effective treatments.

The early age of onset means that recognition of social anxiety disorder in
educational settings is also an issue. Social anxiety disorder is associated
with poor school performance, bullying and leaving school early. Teachers
and other educational professionals may have limited knowledge of how
to recognise and oversee the management of this disorder.

In primary care many service users are misdiagnosed as suffering from
depression only. For many people depressive symptoms are present, but
they may have developed as a consequence of having a social anxiety
disorder. Misdiagnosis may also occur in secondary care if an adequate
history has not been taken.

No national clinical guidelines are currently available for the treatment of
social anxiety disorder, although the British Association for
Psychopharmacology produced guidance on psychological and
pharmacological interventions in 2005. Effective psychological and
pharmacological interventions for social anxiety disorder exist but may
not be accessed because of poor recognition, inadequate assessment, and
limited awareness or availability of treatments.

THE GUIDELINE
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The guideline development process is described in detail on the NICE website
(see section 6, ‘Further information’”).

This scope defines what the guideline will (and will not) examine, and what the
guideline developers will consider. The scope is based on the referral from the
Department of Health.

The areas that will be addressed by the guideline are described in the following

sections.

41 POPULATION

4.1.1 GROUPS THAT WILL BE COVERED

a) Adults (aged 18 and older) with social anxiety disorder.

b) Children and young people (from school age to 17 years) with social
anxiety disorder.

c) Consideration will be given to the particular needs of black and minority
ethnic groups (with possible poor access and uptake of treatments).

d) Consideration will be given to the particular needs of people with the
following subclassifications of social anxiety disorder:

generalised social anxiety (for example, those whose fears relate to
a wide range of situations, such as meeting new people, talking to
authority figures, eating or drinking in public, working while being
observed, small groups, parties, and performance situations); a
subset of these people also meet diagnostic criteria for avoidant
personality disorder.

performance social anxiety (for example, those whose fears are
largely restricted to performance situations such as public speaking,
music, acting and dance performances).

selective mutism arising as a consequence of a social anxiety
disorder.

4.1.2 GROUPS THAT WILL NOT BE COVERED
a) Children from birth up to school age.
b) Children and adults with:

autism spectrum conditions (this will be covered in the autism
spectrum conditions guidelines - see section 5.2).

body dysmorphic disorder (this is covered in the obsessive-
compulsive disorder guideline - see section 5.1).
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4.2 HEALTHCARE SETTING

a) Care provided by primary, community and secondary healthcare

b)
)

professionals who have direct contact with, and make decisions
concerning, the care of children, young people and adults with social
anxiety disorder.

Improving access to psychological therapies (IAPT) services.
Educational and other settings where healthcare or related interventions
may be delivered.

4.3 CLINICAL MANAGEMENT

4.3.1 KEY CLINICAL ISSUES THAT WILL BE COVERED

a)
b)
)
)

@)

Q.

K)

Impediments to access for diagnosis and treatment.

Identification and recognition of social anxiety disorder.

Content and structure of an assessment.

Psychological interventions (for example, individual and group cognitive
behaviour therapy [CBT], facilitated and non-facilitated self help,
computerised cognitive behaviour therapy, social skills training, exposure
therapy, anxiety management, interpersonal psychotherapy and
psychodynamic psychotherapy).

Pharmacological interventions (for example, selective seratonin reuptake
inhibitors [SSRIs], monoamine oxidase inhibitors [MAOIs], reversible
MAUOISs, tricyclics, other antidepressants, beta-blockers and
benzodiazepines). Note that guideline recommendations will normally fall
within licensed indications; exceptionally, and only if clearly supported by
evidence, use outside a licensed indication may be recommended. The
guideline will assume that prescribers will use a drug’s summary of
product characteristics to inform decisions made with individual patients.
Combined pharmacological and psychological interventions (including
the use of cognitive enhancers).

Family based/ parenting interventions (for example, the FRIENDS
programme, which is a family-based group CBT intervention involving
cognitive restructuring for parents and assistance in building social
support).

Modifying treatment to take account of comorbid conditions.

Surgical interventions (for example, surgery for facial blushing and
treatment of hyperhidrosis with botulinum toxin A).

Pathways into and through care.

Monitoring of clinical and other outcomes.
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4.3.2 CLINICAL ISSUES THAT WILL NOT BE COVERED

a) Treatment of comorbid conditions (however, see 4.3.1 h).
b) Interventions aimed at the primary prevention of social anxiety disorders
in children and young people in educational and social care settings.

44 MAIN OUTCOMES

a) Accuracy of recognition tools (considering sensitivity, specificity, positive
predictive value, negative predictive value and area under the curve).
Percentage of people receiving appropriate treatment.

Symptom improvement (short and long term).

Educational, occupational and social performance/ functioning.

Health economic outcomes (for example, quality-adjusted life year
[QALY]).

Health related quality of life.

g) Treatment acceptability.

=

aL

-
= °

4.5 ECONOMIC ASPECTS

Developers will take into account both clinical and cost effectiveness when
making recommendations involving a choice between alternative interventions.
A review of the economic evidence will be conducted and analyses will be
carried out as appropriate. The preferred unit of effectiveness is the quality-
adjusted life year (QALY), and the costs considered will usually be only from an
NHS and personal social services (PSS) perspective. Further detail on the
methods can be found in 'The guidelines manual' (see ‘Further information”).

4.6 STATUS

4.6.1 SCOPE

This is the final scope.

4.6.2 TIMING

The development of the guideline recommendations will begin in July 2011.

5  Related NICE guidance

5.1 PUBLISHED GUIDANCE
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5.1.1 NICE GUIDANCE TO BE UPDATED

This guideline will update the section of the following NICE guidance that deals
with phobia, subject to stakeholder agreement following a technology appraisal
review proposal:
e Computerised cognitive behaviour therapy for depression and anxiety
(review). NICE technology appraisal guidance 97 (2006). Available from
www.nice.org.uk/guidance/TA97

5.1.2 Other related NICE guidance

e Common mental health disorders. NICE clinical guideline 123 (2011).
Available from www.nice.org.uk/guidance/CG123

e Alcohol dependence and harmful alcohol use. NICE clinical guideline 115
(2011). Available from www-.nice.org.uk/guidance/CG115

e Anxiety. NICE clinical guideline 113 (2011). Available from
www.nice.org.uk/guidance/CG113

e Looked-after children and young people. NICE public health guidance 28
(2010). Available from www.nice.org.uk/guidance/PH28

e Depression in adults (update). NICE clinical guideline 90 (2009). Available
from www.nice.org.uk/guidance/CG90

e Social and emotional wellbeing in secondary education. NICE public
health guidance 20 (2009). Available from
www.nice.org.uk/guidance/PH20

e Social and emotional wellbeing in primary education. NICE public health
guidance 12 (2008). Available from www.nice.org.uk/guidance/PH12

e Obsessive compulsive disorder and body dysmorphic disorder. NICE
clinical guideline 31 (2005). Available from www.nice.org.uk/CG31

e Depression in children and young people. NICE clinical guideline 28
(2005). Available from www.nice.org.uk/guidance/CG28

e Post-traumatic stress disorder. NICE clinical guideline 26 (2005). Available
from www.nice.org.uk/guidance/CG26

5.2 GUIDANCE UNDER DEVELOPMENT

NICE is currently developing the following related guidance (details available
from the NICE website):
e Autism spectrum disorders in children and young people. NICE clinical
guideline. Publication expected September 2011.
e Service user experience in adult mental health. NICE clinical guideline
and quality standard. Publication expected October 2011.
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e Autism spectrum conditions in adults. NICE clinical guideline.
Publication expected June 2012.

e Management of autism in children and young people. NICE clinical
guideline. Publication TBC.

6  FURTHER INFORMATION

Information on the guideline development process is provided in:
e ‘How NICE clinical guidelines are developed: an overview for
stakeholders the public and the NHS’
e ‘The guidelines manual’.

These are available from the NICE website
(www.nice.org.uk/GuidelinesManual). Information on the progress of the
guideline will also be available from the NICE website (www.nice.org.uk).
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APPENDIX 2: DECLARATIONS OF INTERESTS BY GUIDELINE
DEVELOPMENT GROUP MEMBERS

With a range of practical experience relevant to social anxiety disorder in the
GDG, members were appointed because of their understanding and expertise in
healthcare for people with social anxiety disorder and support for their

families/ carers, including: scientific issues; health research; the delivery and
receipt of healthcare, along with the work of the healthcare industry; and the role
of professional organisations and organisations for people with social anxiety
disorder and their families/carers.

To minimise and manage any potential conflicts of interest, and to avoid any
public concern that commercial or other financial interests have affected the
work of the GDG and influenced guidance, members of the GDG must declare as
a matter of public record any interests held by themselves or their families which
fall under specified categories (see below). These categories include any
relationships they have with the healthcare industries, professional organisations
and organisations for people with social anxiety disorder and their

families/ carers.

Individuals invited to join the GDG were asked to declare their interests before
being appointed. To allow the management of any potential conflicts of interest
that might arise during the development of the guideline, GDG members were
also asked to declare their interests at each GDG meeting throughout the
guideline development process. The interests of all the members of the GDG are
listed below, including interests declared prior to appointment and during the
guideline development process.

Categories of interest to be written in third person

Paid employment

Personal pecuniary interest: financial payments or other benefits from either the
manufacturer or the owner of the product or service under consideration in this
guideline, or the industry or sector from which the product or service comes.
This includes holding a directorship or other paid position; carrying out
consultancy or fee paid work; having shareholdings or other beneficial interests;
receiving expenses and hospitality over and above what would be reasonably
expected to attend meetings and conferences.

Personal family interest: financial payments or other benefits from the
healthcare industry that were received by a member of your family.
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Non-personal pecuniary interest: financial payments or other benefits received
by the GDG member’s organisation or department, but where the GDG member
has not personally received payment, including fellowships and other support
provided by the healthcare industry. This includes a grant or fellowship or other
payment to sponsor a post, or contribute to the running costs of the department;
commissioning of research or other work; contracts with, or grants from, NICE.

Personal non-pecuniary interest: these include, but are not limited to, clear
opinions or public statements you have made about individuals with social
anxiety disorder, holding office in a professional organisation or advocacy group
with a direct interest in social anxiety disorder, other reputational risks relevant
to social anxiety disorder.
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Guideline Development Group - declarations of interest

Professor David Clark (Chair)

Employment

Professor of Experimental Psychology, University of
Oxford

Personal pecuniary interest

National Clinical Advisor to the Department of Health's
Increasing Access to Psychological Therapies (IAPT)

Programme.
Personal family interest None
Non-personal pecuniary interest None
Personal non-pecuniary interest None

Non-personal non-pecuniary interest

Co-applicant of grant from South London & Maudsley
NHS Foundation Trust and Kings College London NIHR
Biomedical Research Centre in Mental Health. £25 million.

Joint holder of Wellcome Trust Programme Grant entitled
"Cognitive Processes in the maintenance and treatment of
social phobia and posttraumatic stress disorder".
£2,599,970.

Action taken

Recommendations relating to individual CBT for adults
were discussed by the GDG on 4th October 2012. It was
decided that it was not appropriate for Dr David Clark to
be present and he left the room for this discussion. All
members of the GDG were asked if they felt this approach
was acceptable and all agreed.

Dr Safi Afghan

Employment

Consultant Psychiatrist, Dorothy Pattison Hospital, Dudley
and Walsall Mental Health Partnership NHS Trust

Personal pecuniary interest

Conducted speaker sessions and received fee from
Lundbeck Ltd and Astra Zeneca.

I am also intending to carryout speaker sessions for Pfizer
on the topic of Generalised Anxiety Disorder in the next 12
months.

Personal family interest None
Non-personal pecuniary interest None
Personal non-pecuniary interest None
Non-personal non-pecuniary interest | None
Action taken None
Mr Peter Armstrong
Employment Director of Training, Newcastle Cognitive & Behavioural

Therapies Centre, Northumberland, Tyne & Wear NHS
Foundation Trust

Personal pecuniary interest

None

Personal family interest

None

Non-personal pecuniary interest

My employment is within an NHS service that provides
CBT treatment, supervision, consultancy and education in
relation to Social Anxiety.

Personal non-pecuniary interest

I am a member of BABCP & was a board member some
years ago. As a CBT practitioner & teacher, my approach to
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understanding and treating Social Anxiety is largely
framed within cognitive-behavioural terms

Action taken

None

Dr Sam Cartwright-Hatton

Employment

Clinical Psychologist, NIHR Career Development Fellow,
University of Sussex.

Personal pecuniary interest None
Personal family interest None
Non-personal pecuniary interest None

Personal non-pecuniary interest

I have published academic papers on the use /
applicability of CBT for social anxiety in children.

Principle Investigator for ‘A new parenting-based group
intervention for young anxious children: randomised trial’

Action taken

Recommendations relating to group based interventions for
children and young people were discussed by the GDG on
5th October 2012. It was decided that it was not appropriate
for Dr Sam Cartwright to be present and she left the room
for this discussion. All members of the GDG were asked if
they felt this approach was acceptable and all agreed.

Dr Cathy Creswell

Employment

Principal Research Fellow, School of Psychology & Clinical
Language Sciences, University of Reading

Hon Consultant Clinical Psychologist, Berkshire Child
Anxiety Clinic, Berkshire Healthcare NHS Foundation
Trust

Personal pecuniary interest

Co-author of book 'Overcoming your child's fears and worries:
A self-help guide using cognitive behavioural techniques'

Personal family interest

None

Non-personal pecuniary interest

None

Personal non-pecuniary interest

Named Supervisor for the ‘Overcoming your child's fears and
worries: a randomised controlled trial of guided self-help for
childhood anxiety disorders’ trial (ISRCTN92977593).

Action taken

Recommendations relating to guided self-help for children
and young people were discussed by the GDG on 5t
October 2012. It was decided that it was not appropriate for
Dr Cathy Creswell to be present and she left the room for
this discussion. All members of the GDG were asked if
they felt this approach was acceptable and all agreed.

Dr Melanie Dix

Employment Consultant Child and Adolescent Psychiatrist, Cumbria
Partnership Foundation Trust

Personal pecuniary interest None

Personal family interest None

Non-personal pecuniary interest None

Personal non-pecuniary interest None

Action taken None

Mr Nick Hanlon

Employment Representing service user and carer concerns

Member of Social Anxiety West

Personal pecuniary interest

None
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Personal family interest None

Non-personal pecuniary interest None

Personal non-pecuniary interest None

Action taken None

Dr Madeleine Hutson

Employment General Practioner, Department of Primary Care and

Population Health, University College London

Personal pecuniary interest

None

Personal family interest None

Non-personal pecuniary interest None

Personal non-pecuniary interest None

Action taken None

Dr Andrea Malizia

Employment Consultant Psuchiatrist and Clinical

Psychopharmacologist, North Bristol
NHS Trust and Clinical Partners UK

Personal pecuniary interest

None

Personal family interest

None

Non-personal pecuniary interest

I occasionally give talks for pharmaceutical industry,
mostly at regional level. The fees for these talks are put in a
university account where they support PhD students
research, small expenditure on pilot research projects and
conference attendance for members of the team. There are
potential projects that may be funded by industry over the
next year. None of the above are in the field of social
anxiety disorder or with companies that have a current
licence or to my knowledge are currently planning to apply
for a licence in social anxiety disorders.

Personal non-pecuniary interest

I am a member of the British Association for
Psychopharmacology and of the Royal College of
Psychiatrists- both organisations have a professional
interest in the recognition and management of social
anxiety disorder.

Action taken

None

Dr Jane Roberts

Employment Clinical Senior Lecturer in General Practice, University of
Sunderland and GP

Personal pecuniary interest None

Personal family interest None

Non-personal pecuniary interest None

Personal non-pecuniary interest None

Action taken None

Mr Gareth Stephens

Employment Representing service user and carer concerns

Personal pecuniary interest

None

Personal family interest None
Non-personal pecuniary interest None
Personal non-pecuniary interest None
Action taken None

Dr Lusia Stopa
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Employment Director of CBT programmes/Senior Lecturer in Clinical
Psychology, Academic Unit of Psychology, University of
Southampton

Personal pecuniary interest None

Personal family interest None

Non-personal pecuniary interest None

Personal non-pecuniary interest None

Action taken None

Professor Steve Pilling (Facilitator)
Employment Director, NCCMH

Personal pecuniary interest

Grant holder for £1.44 million per year (approx) from NICE
for guidelines work. Work with NICE International.
Undertake some research into mental health, and the
mental health workforce for DH, Royal College of
Psychiatrists and the academy of medical royal colleges.

Personal family interest

None

Non-personal pecuniary interest None
Personal non-pecuniary interest None
Action taken None

Dr Evan Mayo-Wilson

Employment

Senior Systematic Reviewer, NCCMH

Personal pecuniary interest None
Personal family interest None
Non-personal pecuniary interest None
Personal non-pecuniary interest None

Dr Ifigeneia Mavranezouli

Employment

Senior Health Economist, NCCMH

Personal pecuniary interest None
Personal family interest None
Non-personal pecuniary interest None
Personal non-pecuniary interest None
Action Taken None
Ms Sarah Stockton
Employment Senior Information Scientist, NCCMH
Personal pecuniary interest None
Personal family interest None
Non-personal pecuniary interest None
Personal non-pecuniary interest None
Action Taken None
Ms Kayleigh Kew
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Personal pecuniary interest None
Personal family interest None
Non-personal pecuniary interest None
Personal non-pecuniary interest None
Action Taken None
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Personal pecuniary interest
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Personal family interest None
Non-personal pecuniary interest None
Personal non-pecuniary interest None
Action Taken None
Ms Katherine Leggett
Employment Senior Project Manager (from September 2012)

Personal pecuniary interest

None

Personal family interest None
Non-personal pecuniary interest None
Personal non-pecuniary interest None
Action Taken None
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APPENDIX 3: SPECIAL ADVISORS TO THE GUIDELINE
DEVELOPMENT GROUP

Professor Tony Ades (PhD)
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APPENDIX 4: STAKEHOLDERS AND EXPERTS WHO
SUBMITTED COMMENTS IN RESPONSE TO THE
CONSULTATION DRAFT OF THE GUIDELINE

Stakeholders
To be inserted post consultation
Experts

To be inserted post consultation
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APPENDIX 6: SEARCH STRATEGIES FOR THE IDENTIFICATION OF CLINICAL STUDIES

Each search was constructed using the groups of terms set out in Text Box 1. The full set of search terms is
documented in sections 1 to 4.3.1. The selection of search terms was kept broad to maximise retrieval of evidence in a
wide range of areas of interest to the GDG.

Text Box 1: Summary of systematic search strategies: Search strategy construction

Summary of systematic search strategies for clinical evidence

Section 1
Review area/s Search type | Search construction Study design | Databases searched Date range
searched searched
All review areas/RQs Generic, Core/topic specific databases - generic SR, RCT Core databases: SR: 1997 to
[RQ1.1,2.1,2.2,3.1,3.2] evidence search: Embase, Medline, October
mapped to [(population terms) AND (SR/RCT filter)] PreMedline, 2012
all review PsycINFO
areas Grey literature databases - generic search: RCT:
(population search terms only) Topic specific inception to
databases: AEI*, October
AMED* ASSIA*, BET*, | 2012
CDSR*, CENTRALY,
CINAHL*, DARE?,
ERIC*, HTA*, IBSS*,
Sociological Abstracts,
SSA*, SSCI*
Grey literature
databases: HMIC?,
PsycBOOKS,
PsycEXTRA
Evidence resulting from generic searches mapped to all review areas
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RQA4.1 Focused Core/topic specific databases - focused: Core databases: RCT: 2004
[(specific phobias) AND (CCBT terms) AND Embase, Medline, to January
(RCT filter)] PreMedline, 2012
PsycINFO
Topic specific
databases:
CENTRAL*, IBSS*,
Sociological Abstracts,
SSA*, SSCI*
Notes:
Updates NICE Technology Appraisal on CCBT
Section 2
Review area/s Search type | Search construction Study design | Databases searched Date range
searched searched
Access [RQ1.1,1.2] Focused, Core databases/ CINAHL.: Qualitative Core databases: 2010 to
supplements | [(population terms) AND (qualitative SR systematic Embase, Medline, October
evidence filter)] OR [(population terms) AND (service | reviews / PreMedline, 2012
retrieved user experience terms/qualitative terms)] qualitative PsycINFO
from generic | Topic specific databases, other: studies/survey | Topic specific
searches [(population terms) AND (qualitative SR literature database: CINAHL
(detailed in | filter)] Topic specific
Section 1) databases, other: AEI*,
ASSIA*, BEI*,
CINAHL*, ERIC¥,
IBSS*, Sociological
Abstracts, SSA*
Notes:
(i) Supplements evidence captured by searches set out in Section 1
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(ii) Updates evidence from the Service user experience in adult mental health guidance (CG136)

Section 3
Review area/s Search type | Search construction Study design | Databases searched Date range
searched searched
Case identification Focused, Core databases - focused search: Observational | Core databases: Inception to
[RQ2.1,2.2] supplements | [(population terms) AND (case identification | studies Embase, Medline, October
evidence terms) AND (diagnostic accuracy terms) PreMedline, 2012
retrieved AND (observational study design filter)] PsycINFO
from generic
searches
(detailed in
Section 1)

Notes: Supplements evidence captured by searches set out in Section 1

* AEI (Australian Education Index), AMED (Allied and Complementary Medicine Database), ASSIA (Applied Social Services Index and
Abstracts), BEI (British Education Index), CDSR (Cochrane Database of Systematic Reviews), CENTRAL [COCHRANE database of RCTs and
other controlled trials), CINAHL, (Cumulative Index to Nursing and Allied Health Literature), DARE (Database of Abstracts of Reviews and
Effectiveness), ERIC (Education Resources in Curriculum), HMIC (Health Management Information Consortium), HTA (Health Technology
Assessment database), IBSS (International Bibliography of Social Science), SSA (Social Services Abstracts), SSCI (Social Sciencies Citation Index -
Web of Science)

For adults with specific phobias, what are the relative benefits and harms of CCBT? RQ4.1
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SEARCH STRATEGIES FOR THE IDENTIFICATION OF CLINICAL
EVIDENCE

Population search terms - all databases

1 Social anxiety disorder

1.1 Social anxiey disorder — Mainstream medical databases

Embase, Medline, PreMEDLINE, PsycINFO - OVID SP

avoidant personality disorder/ or hyperhidrosis/ or mutism/ or social phobia/

1 use emez

blushing/ or exp hyperhidrosis/ or mutism/ or phobic disorders/ or shyness/

3 use mesz, prem

Q| W|IN|=

avoidant personality disorder/ or elective mutism/ or social anxiety/ or social phobia/ or
sweating/ or timidity/

(o)}

5 use psyh

7 | (((anxiet$ or anxious$ or phobia$ or phobic$) adj2 (performance or social$)) or socioanxi$ or
sociophobi$ or ((blush$ or sweat$ or trembl$) adj3 (anxiet$ or anxious$ or chronic$ or
excessiv$ or fear$ or severe)) or ((interpersonal or inter personal or social$ or socio$) adj2
(aversion$ or aversiv$ or confiden$ or difficult$ or disorder$ or distress$ or fear$)) or
hyperhydrosis or hyperperspirat$ or (hyper adj (hydrosis or perspirat$)) or ((mute$ or
mutism) adj2 (elective$ or selective$)) or ((negative evaluation or speak$) adj3 (anxiet$ or
anxious$ or distress$ or fear$)) or paruresis or (((personalit$ or phobi$ or social$ or socio$)
adj2 avoid$) or avoidant disorder) or (phobi$ adj2 neuros$) or phobic disorder$ or (school$
adj2 (anxiet$ or anxious$ or phobi$ or refuse or refusal)) or (shy or shyness) or specific
phobia$).ti,ab.

8 | or/2,4,6-7

1.2 Social anxiey disorder - topic specific databases

Allied and Complementary Medicine (AMED) - OVID SP

1 | hyperhidrosis/ or mutism/ or phobic disorders/

2 | (((anxiet$ or anxious$ or phobia$ or phobic$) adj2 (performance or social$)) or socioanxi$ or
sociophobi$ or ((blush$ or sweat$ or trembl$) adj3 (anxiet$ or anxious$ or chronic$ or
excessiv$ or fear$)) or ((interpersonal or inter personal or social$ or socio$) adj2 (aversion$ or
aversiv$ or confiden$ or difficult$ or disorder$ or distress$ or fear$)) or hyperhydrosis or
hyperperspirat$ or (hyper adj (hydrosis or perspirat$)) or ((mute$ or mutism) adj2 (elective$
or selective$)) or ((negative evaluation or speak$) adj3 (anxiet$ or anxious$ or distress$ or
fear$)) or paruresis or public anxiety or (((personalit$ or phobi$ or social$ or socio$) adj2
avoid$) or avoidant disorder) or (phobi$ adj2 neuros$) or phobic disorder$ or (school$ adj2
(anxiet$ or anxious$ or phobi$ or refuse or refusal)) or (shy or shyness) or specific
phobia$).ti,ab.

3| or/1-2

1.3 Social anxiey disorder - topic specific databases

Applied Social Sciences Index and Abstracts (ASSIA), Australian Education
Index (AEI), British Education Index (BEI), Education Resources in Curriculum
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(ERIC), Social Services Abstracts (SSA), Sociological Abstracts, Applied Social
Sciences Index and Abstracts (ASSIA), International Bibliography of Social
Sciences (IBSS) - ProQUEST

sl

all (((anxiet* or anxious* or phobia* or phobic*) near/2 (performance or social*)) or
socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet* or anxious* or
chronic* or excessiv* or fear* or severe)) or ((interpersonal or “inter personal” or social* or
socio*) near/2 (aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or
fear*)) or hyperhydrosis or hyperperspirat* or (hyper near/1 (hydrosis or perspirat*)) or
((mute* or mutism) near/2 (elective* or selective*)) or ((“negative evaluation” or speak*)
near/3 (anxiet* or anxious* or distress* or fear*)) or paruresis or (((personalit* or phobi* or
social* or socio*) near/2 avoid*) or “avoidant disorder”) or (phobi* near/2 neuros*) or
“phobic disorder*” or (school* near/2 (anxiet* or anxious* or phobi* or refuse or refusal)) or
(shy or shyness) or “specific phobia*”)

1.4 Social anxiey disorder - topic specific databases

CINAHL - EBSCO HOST

s3

sl or s2

s2

ti ( (((anxiet* or anxious* or phobia* or phobic*) n2 (performance or social*)) or socioanxi* or
sociophobi* or ((blush* or sweat* or trembl*) n3 (anxiet* or anxious* or chronic* or excessiv*
or fear* or severe)) or ((interpersonal or inter personal or social* or socio*) n2 (aversion* or
aversiv* or confiden* or difficult* or disorder* or distress* or fear*)) or (hyperhydrosis or
hyperperspirat* or (hyper nl (hydrosis or perspirat*))) or ((mute* or mutism) n2 (elective* or
selective*)) or ((“negative evaluation” or speak*) n3 (anxiet* or anxious* or distress* or fear*))
or paruresis or (((personalit* or phobi* or social* or socio*) n2 avoid*) or “avoidant disorder”)
or (phobi* n2 neuros*) or phobic disorder* or (school* n2 (anxiet* or anxious* or phobi* or
refuse or refusal)) or (shy or shyness) or “specific phobia*”) ) or ab ( (((anxiet* or anxious* or
phobia* or phobic*) n2 (performance or social*)) or socioanxi* or sociophobi* or ((blush* or
sweat* or trembl*) n3 (anxiet* or anxious* or chronic* or excessiv* or fear* or severe)) or
((interpersonal or “inter personal” or social* or socio*) n2 (aversion* or aversiv* or confiden*®
or difficult* or disorder* or distress* or fear*)) or (hyperhydrosis or hyperperspirat* or (hyper
nl (hydrosis or perspirat*))) or ((mute* or mutism) n2 (elective* or selective*)) or ((“negative
evaluation” or speak®) n3 (anxiet* or anxious* or distress* or fear*)) or paruresis or
(((personalit* or phobi* or social* or socio*) n2 avoid*) or “avoidant disorder”) or (phobi* n2
neuros*) or phobic disorder* or (school* n2 (anxiet* or anxious* or phobi* or refuse or
refusal)) or (shy or shyness) or “specific phobia*”) ) or ab ( (((anxiet* or anxious* or phobia*
or phobic*) n2 (performance or social*)) or socioanxi* or sociophobi* or ((blush* or sweat* or
trembl*) n3 (anxiet* or anxious* or chronic* or excessiv* or fear* or severe)) or ((interpersonal
or inter personal or social* or socio*) n2 (aversion* or aversiv* or confiden* or difficult* or
disorder* or distress* or fear*)) or (hyperhydrosis or hyperperspirat* or (hyper nl (hydrosis
or perspirat¥))) or ((mute* or mutism) n2 (elective* or selective*)) or ((“negative evaluation”
or speak*) n3 (anxiet* or anxious* or distress* or fear*)) or paruresis or (((personalit* or
phobi* or social* or socio*) n2 avoid*) or “avoidant disorder”) or (phobi* n2 neuros*) or
phobic disorder* or (school* n2 (anxiet* or anxious* or phobi* or refuse or refusal)) or (shy or
shyness) or “specific phobia*”) ) or ab ( (((anxiet* or anxious* or phobia* or phobic*) n2
(performance or social*)) or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) n3
(anxiet* or anxious* or chronic* or excessiv* or fear* or severe)) or ((interpersonal or “inter
personal” or social* or socio*) n2 (aversion* or aversiv* or confiden* or difficult* or disorder*
or distress* or fear*)) or (hyperhydrosis or hyperperspirat* or (hyper nl (hydrosis or
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perspirat*))) or ((mute* or mutism) n2 (elective* or selective*)) or ((“negative evaluation” or
speak*) n3 (anxiet* or anxious* or distress* or fear*)) or paruresis or (((personalit* or phobi*
or social* or socio*) n2 avoid*) or “avoidant disorder”) or (phobi* n2 neuros*) or phobic
disorder* or (school* n2 (anxiet* or anxious* or phobi* or refuse or refusal)) or (shy or
shyness) or “specific phobia*”) )

sl | (mh "avoidant personality disorder") or (mh "hyperhidrosis") or (mh "mutism") or (mh
"phobic disorders") or (mh "shyness") or (mh "social anxiety disorders") or (mh "sweating")
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1.5 Social anxiey disorder - topic specific databases

id

HTA, CDSR, DARE, CENTRAL - Wiley

search

#1

mesh descriptor phobic disorders, this term only

#2

mesh descriptor hyperhidrosis explode all trees

#3

mesh descriptor mutism, this term only

#4

mesh descriptor blushing, this term only

#5

mesh descriptor shyness, this term only

#6

((anxiet* or anxious* or phobia* or phobic*) near/2 (performance or social*)) or socioanxi*
or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet* or anxious* or chronic* or
excessiv* or fear* or severe)) or ((interpersonal or "inter personal" or social* or socio*)
near/2 (aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or fear*)) or
hyperhydrosis or hyperperspirat* or (hyper near/1 (hydrosis or perspirat*)) or ((mute* or
mutism) near/2 (elective* or selective*)) or (("negative evaluation" or speak*) near/3
(anxiet* or anxious* or distress* or fear*)) or paruresis or ((personalit* or phobi* or social* or
socio*) near/2 avoid*) or "avoidant disorder" or (phobi* near/2 neuros*) or "phobic
disorder*" or (school* near/2 (anxiet* or anxious* or phobi* or refuse or refusal)) or shy or
shyness or "specific phobia*":ti

#7

((anxiet* or anxious* or phobia* or phobic*) near/2 (performance or social*)) or socioanxi*
or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet* or anxious* or chronic* or
excessiv* or fear* or severe)) or ((interpersonal or "inter personal" or social* or socio*)
near/?2 (aversion® or aversiv* or confiden* or difficult* or disorder* or distress* or fear*)) or
hyperhydrosis or hyperperspirat* or (hyper near/1 (hydrosis or perspirat*)) or ((mute* or
mutism) near/2 (elective* or selective*)) or (("negative evaluation" or speak*) near/3
(anxiet* or anxious* or distress* or fear*)) or paruresis or ((personalit* or phobi* or social* or
socio*) near/2 avoid*) or "avoidant disorder" or (phobi* near/2 neuros*) or "phobic
disorder*" or (school* near/2 (anxiet* or anxious* or phobi* or refuse or refusal)) or shy or
shyness or "specific phobia*":ab

#8

((anxiet* or anxious* or phobia* or phobic*) near/2 (performance or social*)) or socioanxi*
or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet* or anxious* or chronic* or
excessiv* or fear* or severe)) or ((interpersonal or "inter personal" or social* or socio*)
near/2 (aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or fear*)) or
hyperhydrosis or hyperperspirat* or (hyper near/1 (hydrosis or perspirat*)) or ((mute* or
mutism) near/?2 (elective* or selective*)) or (("negative evaluation" or speak*) near/3
(anxiet* or anxious* or distress* or fear*)) or paruresis or ((personalit* or phobi* or social* or
socio*) near/2 avoid*) or "avoidant disorder" or (phobi* near/2 neuros*) or "phobic
disorder*" or (school* near/2 (anxiet* or anxious* or phobi* or refuse or refusal)) or shy or
shyness or "specific phobia*":kw

#9

(#1 or #2 or #3 or #4 or #5 or #6 or #7 or #8)

1.6 Social anxiey disorder - topic specific databases

SSCI - Web of Knowledge

#1

title=((((anxiet* or anxious* or phobia* or phobic*) and (performance or social*)) or
socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) and (anxiet* or anxious* or
chronic* or excessiv* or fear*)) or ((interpersonal or inter personal or social* or socio*) and
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(aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or fear*)) or
hyperhydrosis or hyperperspirat* or (hyper and (hydrosis or perspirat*)) or ((chroni* or
excessiv*) and sweat*) or ((mute* or mutism) and (elective* or selective*)) or ((negative
evaluation or speak*) and (anxiet* or anxious* or distress* or fear*)) or paruresis or
((personalit* or phobi* or social* or socio*) and avoid*) or (avoidant and disorder) or (phobi*
and neuros*) or phobic disorder* or public anxiety or (school* and (anxiet* or anxious* or
phobi* or refuse or refusal)) or shy or shyness or specific phobia*))

timespan=all years

1.7 Social anxiey disorder - grey literature databases

Health Management Information Consortium (HMIC), PsycBOOKS, PsycEXTRA
- OVID SP

1

(((anxiet$ or anxious$ or phobia$ or phobic$) adj2 (performance or social$)) or socioanxi$ or
sociophobi$ or ((blush$ or sweat$ or trembl$) adj3 (anxiet$ or anxious$ or chronic$ or
excessiv$ or fear$ or severe)) or ((interpersonal or inter personal or social$ or socio$) adj2
(aversion$ or aversiv$ or confiden$ or difficult$ or disorder$ or distress$ or fear$)) or
hyperhydrosis or hyperperspirat$ or (hyper adj (hydrosis or perspirat$)) or ((mute$ or
mutism) adj2 (elective$ or selective$)) or ((negative evaluation or speak$) adj3 (anxiet$ or
anxious$ or distress$ or fear$)) or paruresis or (((personalit$ or phobi$ or social$ or socio$)
adj2 avoid$) or avoidant disorder) or (phobi$ adj2 neuros$) or phobic disorder$ or (school$
adj2 (anxiet$ or anxious$ or phobi$ or refuse or refusal)) or (shy or shyness) or specific
phobia$).ti,ab.
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2

Specific phobias

2.1 Specific phobias — Mainstream medical databases
Embase, Medline, PreMEDLINE, PsycINFO - OVID SP

1

avoidant personality disorder/ or hyperhidrosis/ or mutism/ or exp phobia/

2

1 use emez

3

agoraphobia/ or blushing/ or exp hyperhidrosis/ or mutism/ or phobic disorders/ or
shyness/

3 use mesz, prem

avoidant personality disorder/ or exp phobias/ or social anxiety/ or sweating/ or timidity/

5 use psyh

| OV | O~

(((anxiet$ or anthropophobi$ or anxious$ or phobia$ or phobic$) adj2 (performance or
social$)) or socioanxi$ or sociophobi$ or ((blush$ or sweat$ or trembl$) adj3 (anxiet$ or
anxious$ or chronic$ or excessiv$ or fear$)) or ((interpersonal or inter personal or social$ or
socio$) adj2 (aversion$ or aversiv$ or confiden$ or difficult$ or disorder$ or distress$ or
fear$)) or (hyperhydrosis or hyperperspirat$ or (hyper adj (hydrosis or perspirat$)) or
((chroni$ or excessiv$) adj2 sweat$)) or ((mute$ or mutism) adj2 (elective$ or selective$)) or
((negative evaluation or speak$) adj3 (anxiet$ or anxious$ or distress$ or fear$)) or paruresis
or (((personalit$ or phobi$ or social$ or socio$) adj2 avoid$) or avoidant disorder) or (phobi$
adj2 neuros$) or phobic disorder$ or (school$ adj2 (anxiet$ or anxious$ or phobi$ or refuse or
refusal)) or (shy or shyness) or specific phobia$).ti,ab.

(acrophob$ or agoraphob$ or claustrophob$ or emetophob$ or homophob$ or kinesiophob$
or lesbophob$ or neophob$ or neurophob$ or phobi$ or transphob$ or trypanophob$ or
xenophob$ or ((acute$ or chronic$ or extreme$ or intense$ or irrational$ or persistent$ or
serious) adj2 fear$) or (fear$ adj4 (air travel or animal$ or blood$ or buses or ((closed or
public) adj2 space$) or crowd$ or dark$ or dental$ or dentist$ or dog$1 or dying or falls or
falling or fly or flying or height$ or hypochondriacal or injection$ or injur$ or laughed or
leaving home or lightening or movement$ or needle$ or night$ or panic$ or plane$ or
reinjure$ or school$ or snake$ or space$ or spider$ or test$ or thunder$ or train$ or travel$ or
water)) or specific fear$).ti,ab. or (fear$ and (air travel or animal$ or blood$ or crowd$ or
dark$ or dental$ or dentist$ or dog$1 or dying or falls or falling or fly or flying or height$ or
hypochondriacal or injection$ or injur$ or laughed or movement$ or needle$ or night$ or
reinjure$ or school$ or snake$ or spider$ or test$ or water)).hw. or fear$.ti.

9

or/2,4,6-8

2.2 Specific phobias - topic specific databases
CENTRAL - Wiley

mesh descriptor agoraphobia, this term only

#1

#2 | mesh descriptor blushing, this term only

#3 | mesh descriptor hyperhidrosis, this term only

#4 | mesh descriptor mutism, this term only

#5 | mesh descriptor phobic disorders, this term only

#6 | mesh descriptor shyness, this term only

#7 | (((anxiet* or anthropophobi* or anxious* or phobia* or phobic*) near/2 (performance or

social*)) or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet* or
anxious* or chronic* or excessiv* or fear*)) or ((interpersonal or “inter personal” or social* or
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socio*) near/2 (aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or
fear*)) or (hyperhydrosis or hyperperspirat* or (hyper near/1 (hydrosis or perspirat*)) or
((chroni* or excessiv*) near/2 sweat*)) or ((mute* or mutism) near/2 (elective* or selective*))
or ((“negative evaluation” or speak*) near/3 (anxiet* or anxious* or distress* or fear*)) or
paruresis or (((personalit* or phobi* or social* or socio*) near/2 avoid*) or “avoidant
disorder”) or (phobi* near/2 neuros*) or “phobic disorder*” or (school* near/2 (anxiet* or
anxious* or phobi* or refuse or refusal)) or (shy or shyness) or “specific phobia*”):ti or
(((anxiet* or anthropophobi* or anxious* or phobia* or phobic*) near/2 (performance or
social*)) or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet* or
anxious* or chronic* or excessiv* or fear*)) or ((interpersonal or “inter personal” or social* or
socio*) near/2 (aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or
fear*)) or (hyperhydrosis or hyperperspirat* or (hyper near/1 (hydrosis or perspirat*)) or
((chroni* or excessiv*) near/2 sweat*)) or ((mute* or mutism) near/2 (elective* or selective*))
or ((“negative evaluation” or speak*) near/3 (anxiet* or anxious* or distress* or fear*)) or
paruresis or (((personalit* or phobi* or social* or socio*) near/2 avoid*) or “avoidant
disorder”) or (phobi* near/2 neuros*) or “phobic disorder*” or (school* near/2 (anxiet* or
anxious* or phobi* or refuse or refusal)) or (shy or shyness) or “specific phobia*”):ab

#8

(fear* and (" air travel " or animal* or blood* or buses or ((closed or public) near/2 space*) or
crowd* or dark* or dental* or dentist* or dog* or dying or falls or falling or fly or flying or
height* or hypochondriacal or injection* or injur* or laughed or " leaving home " or
lightening or movement* or needle* or night* or panic* or plane* or reinjure* or school* or
snake* or space* or spider* or test* or thunder* or train* or travel* or water)):kw

#9

(fear*):ti

#10

(acrophob* or agoraphob* or claustrophob* or emetophob* or homophob* or kinesiophob* or
lesbophob* or neophob* or neurophob* or phobi* or transphob* or trypanophob* or
xenophob* or ((acute or chronic* or extreme* or intense or irrational* or persistent* or
serious) near/2 fear*) or (fear* near/4 (" air travel " or animal* or blood* or buses or ((closed
or public) near/2 space*) or crowd* or dark* or dental* or dentist* or dog* or dying or falls or
falling or fly or flying or height* or hypochondriacal or injection* or injur* or laughed or "
leaving home " or lightening or movement* or needle* or night* or panic* or plane* or
reinjure® or school* or snake* or space* or spider* or test* or thunder* or train* or travel* or
water)) or " specific fear* "):ti or (acrophob* or agoraphob* or claustrophob* or emetophob*
or homophob* or kinesiophob* or lesbophob* or neophob* or neurophob* or phobi* or
transphob* or trypanophob* or xenophob* or ((acute or chronic* or extreme* or intense or
irrational* or persistent* or serious) near/2 fear*) or (fear* near/4 (" air travel " or animal* or
blood* or buses or ((closed or public) near/2 space*) or crowd* or dark* or dental* or dentist*
or dog* or dying or falls or falling or fly or flying or height* or hypochondriacal or injection*
or injur* or laughed or " leaving home " or lightening or movement* or needle* or night* or
panic* or plane* or reinjure* or school* or snake* or space* or spider* or test* or thunder* or
train* or travel* or water)) or " specific fear* "):ab

#11

#1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10

2.3 Specific phobias - topic specific databases
CINAHL - EBSCO HOST

| s10 | s1 or s2 or s3 or s4 or s5 or s6 or s7 or s8 or s9
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59

ti fear*

S8

mw (fear* and ("air travel" or animal* or blood* or buses or ((closed or public) and space*)
or crowd* or dark* or dental* or dentist* or dog* or dying or falls or falling or fly or flying
or height* or hypochondriacal or injection* or injur* or laughed or "leaving home" or
lightening or movement* or needle* or night* or panic* or plane* or reinjure* or school* or
snake* or space* or spider* or test* or thunder* or train* or travel* or water))

S7

ti ( (acrophob* or agoraphob* or claustrophob* or emetophob* or homophob* or
kinesiophob* or lesbophob* or neophob* or neurophob* or phobi* or transphob* or
trypanophob* or xenophob* or ((acute or chronic* or extreme* or intense or irrational* or
persistent* or serious) and fear*) or (fear* and ("air travel" or animal* or blood* or buses or
((closed or public) and space*) or crowd* or dark* or dental* or dentist* or dog* or dying or
falls or falling or fly or flying or height* or hypochondriacal or injection* or injur* or
laughed or "leaving home" or lightening or movement* or needle* or night* or panic* or
plane* or reinjure* or school* or snake* or space* or spider* or test* or thunder* or train* or
travel* or water)) or "specific fear*") ) or ab ( (acrophob* or agoraphob* or claustrophob* or
emetophob* or homophob* or kinesiophob* or lesbophob* or neophob* or neurophob* or
phobi* or transphob* or trypanophob* or xenophob* or ((acute or chronic* or extreme* or
intense or irrational* or persistent® or serious) and fear*) or (fear* and ("air travel" or
animal* or blood* or buses or ((closed or public) and space*) or crowd* or dark* or dental*
or dentist* or dog* or dying or falls or falling or fly or flying or height* or hypochondriacal
or injection* or injur* or laughed or "leaving home" or lightening or movement* or needle*
or night* or panic* or plane* or reinjure* or school* or snake* or space* or spider* or test* or
thunder® or train* or travel* or water)) or "specific fear*") )

s6

ti ((((anxiet* or anthropophobi* or anxious* or phobia* or phobic*) n2 (performance or
social*)) or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) n3 (anxiet* or
anxious* or chronic* or excessiv* or fear*)) or ((interpersonal or “inter personal” or social* or
socio*) n2 (aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or fear))
or (hyperhydrosis or hyperperspirat* or (hyper and (hydrosis or perspirat®)) or ((chroni* or
excessiv*) n2 sweat*)) or ((mute* or mutism) and (elective* or selective*)) or ((negative
evaluation or speak*) n2 (anxiet* or anxious* or distress* or fear*)) or paruresis or
(((personalit* or phobi* or social* or socio*) n2 avoid*) or avoidant disorder) or (phobi* and
neuros*) or phobic disorder* or (school* n2 (anxiet* or anxious* or phobi* or refuse or
refusal)) or (shy or shyness) or specific phobia*) ) or ab ( (((anxiet* or anthropophobi* or
anxious* or phobia* or phobic*) n2 (performance or social*)) or socioanxi* or sociophobi* or
((blush* or sweat* or trembl*) n3 (anxiet* or anxious* or chronic* or excessiv* or fear*)) or
((interpersonal or “inter personal” or social* or socio*) n2 (aversion* or aversiv* or confiden®
or difficult* or disorder* or distress* or fear*)) or (hyperhydrosis or hyperperspirat® or
(hyper and (hydrosis or perspirat*)) or ((chroni* or excessiv*) n2 sweat*)) or ((mute* or
mutism) and (elective* or selective*)) or ((negative evaluation or speak*) n2 (anxiet* or
anxious* or distress* or fear*)) or paruresis or (((personalit* or phobi* or social* or socio*) n2
avoid*) or avoidant disorder) or (phobi* and neuros*) or phobic disorder* or (school* n2
anxiet* or anxious* or phobi* or refuse or refusal)) or (shy or shyness) or specific phobia*) )

sb

mh "shyness")

s4

mh "phobic disorders+")

s3

s2

mh "hyperhidrosis+")

sl

(
(
(
(mh "mutism")
(
(mh

"agoraphobia")
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2.4 Specific phobias - topic specific databases
Social Services Abstracts (SSA), Sociological Abstracts, International
Bibliography of Social Sciences (IBSS) - ProQUEST

(ti((agoraphobi* or anxiet* or anxious* or phobi*)) or ab((agoraphobi* or anxiet* or anxious* or
phobi*)) or su((agoraphobi* or anxiet* or anxious* or phobi*)))

2.5 Specific phobias - topic specific databases

Social Sciences Citation Index (SSCI)

ti=(agoraphobi* or anxiet* or anxious* or phobi*)
3. Question specific search strategies - all databases

3.1 CCBT for specific phobias

RQ4.1 For adults with specific phobias, what are the relative benefits and harms of CCBT?

3.1.1 Embase, Medline, PreMedline, PsycINFO - OVID SP

exp psychotherapy/

1 use emez

exp psychotherapy/

3 use mesz, prem

exp psychotherapy/ or exp cognitive techniques/

5 use psyh

NN G| W (N =

(((cognit$ or behavio?r$ or metacognit$) adj5 (analy$ or interven$ or modif$ or program$ or
psychoanaly$ or psychotherap$ or restructur$ or retrain$ or technique$ or therap$ or train$
or treat$)) or (behav$ and cognit$ and (analy$ or interven$ or modif$ or program$ or
psychoanaly$ or psychotherap$ or restructur$ or retrain$ or technique$ or therap$ or train$
or treat$)) or behavio?r$ activat$ or cbt or ((rational$ adj3 emotiv$) or ((rational or ret) ad;
(living or psychotherap$ or therap$)) or rebt or (active directive adj (psychotherap$ or
therap$)))).ti,ab.

8 | or/2,4,6-7

9 | self care/ or self care agency/ or self help/ or self medication/ or social network/

10 | 9 use emez

11 | self administration/ or self care/ or self-help groups/ or self medication/

12 | 11 use mesz, prem

13 | self care skills/ or exp self help techniques/ or exp social networks/

14 | 13 use psyh

15 | ((self adj (administer$ or assess$ or care or change or directed or help$ or guide$ or instruct$
or manag$ or monitor$ or regulat$ or reinforc$ or re inforc$ or technique$ or therap$ or
treat$)) or selthelp$ or smart recover$ or (minimal adj (contact or guidance)) or helpseek$ or
(help$ adj2 seek$) or (mutual adj (help or aid or support$))).ti,ab.

16 | or/10,12,14-15

17 | bibliotherapy/

18 | 17 use mesz, prem
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19 | bibliotherapy/
20 | 19 use psyh
21 | (bibliotherap$ or biblio therap$ or manual or ((book$1 or booklet$ or brochure$ or leaflet$ or

material$ or pamphlet$ or poster$ or read$1 or reading or workbook$ or written) adj5
(approach$ or assist$ or coach$ or club$ or class$ or educat$ or instruct$ or interven$ or
learn$ or module$ or program$ or psychoanaly$ or psychotherap$ or rehab$ or strateg$ or
support$ or teach$ or therap$ or train$ or treat$ or workshop$ or work shop$)) or ((read$1 or
reading) adj4 (book$1 or booklet$ or brochure$ or leaflet$ or material$ or pamphlet$ or
poster$ or read$1 or reading))).ti,ab.

22

or/18,20-21

23

or/8,16,22

24

exp "exp automation, computers and data processing"/ or exp computer/ or telemedicine/
or telephone$.sh. or teletherapy/ or telepsychiatry/

25

24 use emez

26

computer aided design/ or computer communication networks/ or computer literacy/ or
computer systems/ or computer user training/ or computer-assisted instruction/ or exp
computers/ or exp decision making, computer assisted/ or exp internet/ or medical
informatics computing/ or multimedia/ or exp software/ or telemedicine/ or exp
telephone/

27

26 use mesz, prem

28

exp computer applications/ or computer mediated communication/ or computer literacy/
or exp computer software/ or computer training/ or exp computers/ or human computer
interaction/ or internet/ or multimedia/ or telemedicine/ or exp telephone systems/ or
telephone$.sh. or ((computer$ and (cognitiv$ or psychotherap$)) or computer program$ or
(beating adj2 blues)).id.

29

28 use psyh

30

(cd$1 or cd rom or cdrom or computer$ or cyber$ or dvd or electronic$ or floppy or
interactiv$ or internet or mobile device$ or multimedia or multi media or online or pc$1 or
phone$ or portal$1 or telephone$ or virtual or web$ or www).ti,ab.

31

interactive voice response.ti,ab.

32

23 and (or/25,27,29-31)

33 | computer assisted therapy/

34 | 33 use emez

35 | therapy, computer assisted/

36 | 35 use mesz, prem

37 | computer assisted therapy/ or online therapy/
38 | 37 use psyh

39

(e communication$ or ecommunication$ or e consult$ or econsult$ or e visit$ or evisit$ or e
therap$ or etherap$ or telehealth or tele health or tele medicine or telemedicine or
teletherap$ or tele therap$).ti,ab.

40

((cd$1 or cd rom or cdrom or computer$ or cyber$ or dvd or electronic$ or floppy or
interactiv$ or internet or mobile device$ or multimedia or multi media or online or pc$1 or
phone$ or telephone$ or virtual or web$ or www) adj5 (advocacy or approach$ or coach$ or
discussion or educat$ or exchang$ or guide$1 or help$ or instruct$ or interact$ or interven$
or learn$ or manag$ or meeting$ or module$ or program$ or psychoanaly$ or psychotherap$
or rehab$ or retrain$ or re train$ or skill$ or strateg$ or support$ or teach$ or technique$ or
therap$ or train$ or treat$ or work shop$ or workshop$)).ti,ab.

41

((cd$1 or cd rom or cdrom or computer$ or cyber$ or dvd or electronic$ or floppy or
information or interactiv$ or internet or mobile device$ or multimedia or multi media or
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online or pc$l or phone$ or telephone$ or virtual or web$ or www) adj2 (assist$ or based or
driven)).ti,ab.

42

((cd$1 or cd rom or cdrom or computer$ or cyber$ or dvd or electronic$ or floppy or
interactiv$ or internet or mobile device$ or multimedia or multi media or online or pc$1 or
phone$ or telephone$ or virtual or web$ or www) adj5 (aid or aided or appointment$ or
booking$ or communicat$ or consult$ or deliver$ or feedback or forum or guided or input$
or letter$ or referral$ or remind$ or send$ or transfer$ or transmi$ or visit$)).ti,ab.

43

((client$ or consumer$ or inpatient$ or outpatient$ or patient$ or health or information or
web or internet) adj3 portal$).ti,ab.

44

((client$ or consumer$ or inpatient$ or outpatient$ or patient$) adj5 (cd$1 or cd rom or
cdrom or computer$ or cyber$ or dvd or electronic$ or floppy or interactiv$ or internet or
mobile device$ or multimedia or multi media or online or pc$1 or phone$ or telephone$ or
virtual or web$ or www)).ti,ab.

45

((((anxiet$ or anthropophobi$ or anxious$ or phobia$ or phobic$) adj2 (performance or
social$)) or socioanxi$ or sociophobi$ or ((blush$ or sweat$ or trembl$) adj3 (anxiet$ or
anxious$ or chronic$ or excessiv$ or fear$)) or ((interpersonal or inter personal or social$ or
socio$) adj2 (aversion$ or aversiv$ or confiden$ or difficult$ or disorder$ or distress$ or
fear$)) or (hyperhydrosis or hyperperspirat$ or (hyper adj (hydrosis or perspirat$)) or
((chroni$ or excessiv$) adj2 sweat$)) or ((mute$ or mutism) adj2 (elective$ or selective$)) or
((negative evaluation or speak$) adj3 (anxiet$ or anxious$ or distress$ or fear$)) or paruresis
or (((personalit$ or phobi$ or social$ or socio$) adj2 avoid$) or avoidant disorder) or (phobi$
adj2 neuros$) or phobic disorder$ or (school$ adj2 (anxiet$ or anxious$ or phobi$ or refuse
or refusal)) or (shy or shyness) or specific phobia$) adj3 (package$ or program$)).ti,ab.

46

((acrophob$ or agoraphob$ or claustrophob$ or emetophob$ or homophob$ or kinesiophob$
or lesbophob$ or neophob$ or neurophob$ or phobi$ or transphob$ or trypanophob$ or
xenophob$ or ((acute or chronic$ or extreme$ or intense or irrational$ or persistent$ or
serious) adj2 fear$) or (fear$ adj4 (air travel or animal$ or blood$ or buses or ((closed or
public) adj2 space$) or crowd$ or dark$ or dental$ or dentist$ or dog$1 or dying or falls or
falling or fly or flying or height$ or hypochondriacal or injection$ or injur$ or laughed or
leaving home or lightening or movement$ or needle$ or night$ or panic$ or plane$ or
reinjure$ or school$ or snake$ or space$ or spider$ or test$ or thunder$ or train$ or travel$ or
water)) or specific fear$).ti,ab. or (fear$ and (air travel or animal$ or blood$ or crowd$ or
dark$ or dental$ or dentist$ or dog$1 or dying or falls or falling or fly or flying or height$ or
hypochondriacal or injection$ or injur$ or laughed or movement$ or needle$ or night$ or
reinjure$ or school$ or snake$ or spider$ or test$ or water)).hw. or fear$.ti.) adj3 (package$ or
program$).ti,ab.

47

(btstep$ or bt step$ or ocfighter or oc fighter or caccbt or ccbt or ¢ cbt or glasgow steps or
(living life adj2 full) or netcope or net cope or overcoming depression or panic online or
positivestep or positive step).ti,ab.

48

or/34,36,38-47

48

or/32,48

50

48 or ((beating adj2 blues) or (fearfighter or fear fighter or ffeducation or ff education or
standaloneff or standalone ff or internetff or internet ff or nettff or nett ff) or (moodgym or
mood gym) or (overcoming anxiety or (overcoming panic adj2 agoraphobia) or (overcoming
social anxiety adjl shyness)) or (restoring adj2 balance)).ti,ab.

3.1.2 Topic specific databases

CINAHL - EBSCO HOST
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533

S31 or s32

532

ti ((beating and blues) or (fearfighter or “fear fighter” or ffeducation or “ff education” or
standaloneff or “standalone ff” or internetff or “internet ff” or nettff or “nett ff”) or
(moodgym or “mood gym”) or (“overcoming anxiety” or (“overcoming panic” and
agoraphobia) or (“overcoming social anxiety” and shyness)) or (restoring and balance)) or
ab ((beating and blues) or (fearfighter or “fear fighter” or ffeducation or “ff education” or
standaloneff or “standalone ff” or internetff or “internet ff” or nettff or “nett ff”) or
(moodgym or “mood gym”) or (“overcoming anxiety” or (“overcoming panic” and
agoraphobia) or (“overcoming social anxiety” and shyness)) or (restoring and balance))

531

(s18 or s30)

530

519 or s20 or s21 or s22 or s23 or s24 or s25 or s26 or s27 or s28 or s29

529

ab ((btstep* or "bt step*" or ocfighter or "oc fighter" or (caccbt or ccbt or "c cbt") or "glasgow
steps" or ("living life" n2 full) or (netcope or "net cope") or "overcoming depression" or
"panic online" or positivestep or "positive step"))

528

ti ((btstep* or "bt step*" or ocfighter or "oc fighter" or (caccbt or ccbt or "c cbt") or "glasgow
steps" or ("living life" n2 full) or (netcope or "net cope") or "overcoming depression" or
"panic online" or positivestep or "positive step"))

527

ti ( (acrophob* or agoraphob* or claustrophob* or emetophob* or homophob* or
kinesiophob* or lesbophob* or neophob* or neurophob* or phobi* or transphob* or
trypanophob* or xenophob* or ((acute or chronic* or extreme* or intense or irrational* or
persistent* or serious) and fear*) or (fear* and (air travel or animal* or blood* or buses or
((closed or public) and space*) or crowd* or dark* or dental* or dentist* or dog* or dying or
falls or falling or fly or flying or height* or hypochondriacal or injection* or injur* or
laughed or "leaving home" or lightening or movement* or needle* or night* or panic* or
plane* or reinjure* or school* or snake* or space* or spider* or test* or thunder* or train* or
travel* or water)) or " specific fear*") and (package or program*) ) or ab ( (acrophob* or
agoraphob* or claustrophob* or emetophob* or homophob* or kinesiophob* or lesbophob*
or neophob* or neurophob* or phobi* or transphob* or trypanophob* or xenophob* or
((acute or chronic* or extreme* or intense or irrational* or persistent* or serious) and fear*)
or (fear* and (“air travel” or animal* or blood* or buses or ((closed or public) and space*) or
crowd* or dark* or dental* or dentist* or dog* or dying or falls or falling or fly or flying or
height* or hypochondriacal or injection* or injur* or laughed or "leaving home" or
lightening or movement* or needle* or night* or panic* or plane* or reinjure* or school* or
snake* or space* or spider* or test* or thunder* or train* or travel* or water)) or " specific
fear*") and (package or program®) )

526

ti ( ((((anxiet* or anthropophobi* or anxious* or phobia* or phobic*) and (performance or
social*)) or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) and (anxiet* or
anxious* or chronic* or excessiv* or fear*)) or ((interpersonal or "inter personal" or social* or
socio*) and (aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or
fear*)) or (hyperhydrosis or hyperperspirat* or (hyper and (hydrosis or perspirat*)) or
((chroni* or excessiv*) and sweat*)) or ((mute* or mutism) and (elective* or selective*)) or
(("negative evaluation" or speak®) and (anxiet* or anxious* or distress* or fear*)) or
paruresis or (((personalit* or phobi* or social* or socio*) and avoid*) or "avoidant disorder")
or (phobi* and neuros*) or "phobic disorder*" or (school* and (anxiet* or anxious* or phobi*
or refuse or refusal)) or (shy or shyness) or "specific phobia*"') and (package* or program?®))
) or ab ( ((((anxiet* or anthropophobi* or anxious* or phobia* or phobic*) and (performance
or social®)) or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) and (anxiet* or
anxious* or chronic* or excessiv* or fear*)) or ((interpersonal or "inter personal" or social* or
socio*) and (aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or
fear*)) or (hyperhydrosis or hyperperspirat* or (hyper and (hydrosis or perspirat*)) or
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((chroni* or excessiv*) and sweat*)) or ((mute* or mutism) and (elective* or selective*)) or
(("negative evaluation" or speak*®) and (anxiet* or anxious* or distress* or fear*)) or
paruresis or (((personalit* or phobi* or social* or socio*) and avoid*) or "avoidant disorder")
or (phobi* and neuros*) or "phobic disorder*" or (school* and (anxiet* or anxious* or phobi*
or refuse or refusal)) or (shy or shyness) or "specific phobia*") and (package* or program®))

)

525

ti ( ((client* or consumer* or inpatient* or outpatient* or patient*) and (cd or cds or "cd rom"
or cdrom or computer* or cyber* or dvd or electronic* or floppy or interactiv* or internet or
multimedia or “mobile device*” or "multi media" or online or pc* or phone* or telephone*
or virtual or web* or www)) ) or ab ( ((client* or consumer* or inpatient* or outpatient* or
patient*) and (cd or cds or "cd rom" or cdrom or computer* or cyber* or dvd or electronic*
or floppy or interactiv* or internet or “mobile device*” or multimedia or "multi media" or
online or pc* or phone* or telephone* or virtual or web* or www)) )

524

ti (((client* or consumer* or inpatient* or outpatient* or patient* or health or information or
web or internet) and portal*) ) or ab ( ((client* or consumer* or inpatient* or outpatient* or
patient* or health or information or web or internet) and portal*) )

523

ti (((cd or cds or "cd rom" or cdrom or computer* or cyber* or dvd or electronic* or floppy
or interactiv* or internet or “mobile device*” or multimedia or "multi media" or online or
pc* or phone* or telephone* or virtual or web* or www) and (aid or aided or appointment*
or booking* or communicat* or consult* or deliver* or feedback or forum or guided or
input* or letter* or referral* or remind* or send* or transfer* or transmi* or visit*)) ) or ab (
((cd or cds or "cd rom" or cdrom or computer* or cyber* or dvd or electronic* or floppy or
interactiv* or internet or “mobile device*” or multimedia or "multi media" or online or pc*
or phone* or telephone* or virtual or web* or www) and (aid or aided or appointment* or
booking* or communicat* or consult* or deliver* or feedback or forum or guided or input®
or letter* or referral® or remind* or send* or transfer* or transmi* or visit*)) )

522

ti (((cd or cds or “cd rom” or cdrom or computer* or cyber* or dvd or electronic* or floppy
or information or interactiv* or internet or “mobile device*” or multimedia or “multi
media” or online or pc* or phone* or telephone* or virtual or web* or www) and (assist* or
based or driven)) ) or ab ( ((cd or cds or “cd rom” or cdrom or computer* or cyber* or dvd
or electronic* or floppy or information or interactiv* or internet or “mobile device*” or
multimedia or “multi media” or online or pc* or phone* or telephone* or virtual or web* or
www) and (assist* or based or driven)) )

521

ti (((cd or cds or "cd rom" or cdrom or computer* or cyber* or dvd or electronic* or floppy
or interactiv* or internet or “mobile device*” or multimedia or "multi media" or online or
pc* or phone* or telephone* or virtual or web* or www) and (advocacy or approach* or
coach* or discussion or educat* or exchang* or guide* or help* or instruct® or interact* or
interven* or learn* or manag* or meeting* or module* or program* or psychoanaly* or
psychotherap* or rehab* or retrain® or "re train*" or skill* or strateg* or support* or teach* or
technique* or therap* or train* or treat* or “work shop*” or workshop*)) ) or ab ( ((cd or cds
or "cd rom" or cdrom or computer® or cyber* or dvd or electronic* or floppy or interactiv*
or internet or “mobile device*” or multimedia or "multi media" or online or pc* or phone*
or telephone* or virtual or web* or www) and (advocacy or approach* or coach* or
discussion or educat* or exchang* or guide* or help* or instruct* or interact* or interven* or
learn* or manag®* or meeting* or module* or program* or psychoanaly* or psychotherap* or
rehab* or retrain* or "re train*" or skill* or strateg* or support* or teach* or technique* or
therap* or train® or treat* or work shop* or workshop*)) )

520

ti ( ("e communication*" or ecommunication* or "e consult*" or econsult* or "e visit*" or
evisit* or "e therap*" or etherap* or telehealth or "tele health" or "tele medicine" or
telemedicine or teletherap® or "tele therap*") ) or ab ( ("e communication*" or
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ecommunication® or "e consult*" or econsult* or "e visit*" or evisit* or "e therap*" or etherap*

or telehealth or "tele health" or "tele medicine" or telemedicine or teletherap* or "tele
therap*") )

519

(mh "therapy, computer assisted")

518

S9 and s17

517

S10 or s11 or s12 or s13 or s14 or s15 or s16

S16

ti "interactive voice response" or ab "interactive voice response"

515

ti ((cd or cds or " cd rom" or cdrom or computer* or cyber* or dvd or electronic* or floppy
or interactiv* or internet or “mobile device*” or multimedia or " multi media" or online or
pc* or phone* or portal* or telephone* or virtual or web* or www) ) or ab ( (cd or cds or " cd
rom" or cdrom or computer* or cyber* or dvd or electronic* or floppy or interactiv* or
internet or “mobile device*” or multimedia or " multi media" or online or pc* or phone* or
portal® or telephone* or virtual or web* or www) )

S14

(mh "telephone")

S13

(mh "telemedicine") or (mh "remote consultation")

S12

(mh "multimedia")

S11

(mh "internet")

510

(mh "computers and computerization+")

S9

s1 or s2 or s3 or s4 or s5 or s6 or s7 or s8

S8

ti ( (bibliotherap* or "biblio therap*" or manual or ((book* or booklet* or brochure* or
leaflet* or material* or pamphlet* or poster* or read* or reading or workbook* or written)
and (approach* or assist* or coach* or club* or class* or educat* or instruct* or interven* or
learn* or module* or program* or psychoanaly* or psychotherap* or rehab* or strateg* or
support* or teach* or therap* or train* or treat* or workshop* or work shop*)) or ((read* or
reading) and (book* or booklet* or brochure* or leaflet* or material* or pamphlet* or poster*
or read* or reading))) ) or ab ( (bibliotherap* or "biblio therap*" or manual or ((book* or
booklet* or brochure* or leaflet* or material* or pamphlet* or poster* or read* or reading or
workbook* or written) and (approach* or assist* or coach* or club* or class* or educat* or
instruct* or interven* or learn* or module* or program* or psychoanaly* or psychotherap*
or rehab* or strateg* or support* or teach* or therap* or train* or treat* or workshop* or
“work shop*”)) or ((read* or reading) and (book* or booklet* or brochure* or leaflet* or
material* or pamphlet* or poster* or read* or reading))) )

S7

(mh "bibliotherapy (iowa nic)")

S6

(mh "bibliotherapy")

S5

ti (((self and (administer* or assess* or care or change or directed or help* or guide* or
instruct* or manag* or monitor* or regulat* or reinforc* or " re inforc*" or technique* or
therap* or treat*)) or selfhelp* or " smart recover*" or (minimal and (contact or guidance)) or
helpseek* or (help* and seek*) or (mutual and (help or aid or support*))) ) or ab ( ((self and
(administer* or assess* or care or change or directed or help* or guide* or instruct* or
manag* or monitor* or regulat* or reinforc* or " re inforc*" or technique* or therap* or
treat*)) or selfhelp* or " smart recover*" or (minimal and (contact or guidance)) or helpseek*
or (help* and seek*) or (mutual and (help or aid or support*))) )

54

(mh "self care")

S3

(mh "self administration")

S2

ti ((((cognit* or behavio?r* or metacognit*) and (analy* or interven* or modif* or program*
or psychoanaly* or psychotherap* or restructur* or retrain* or technique* or therap* or
train* or treat*)) or (behav* and cognit* and (analy* or interven* or modif* or program® or
psychoanaly* or psychotherap* or restructur® or retrain* or technique* or therap* or train*
or treat*)) or behavio?r* activat* or cbt or ((rational* and emotiv*) or ((rational or ret) and
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(living or psychotherap* or therap*)) or rebt or (" active directive" and (psychotherap* or
therap®)))) ) or ab ( (((cognit* or behavio?r* or metacognit*) and (analy* or interven* or
modif* or program* or psychoanaly* or psychotherap* or restructur® or retrain* or
technique* or therap* or train* or treat*)) or (behav* and cognit* and (analy* or interven* or
modif* or program* or psychoanaly* or psychotherap* or restructur® or retrain* or
technique* or therap* or train* or treat*)) or behavio?r* activat* or cbt or ((rational* and
emotiv*) or ((rational or ret) and (living or psychotherap* or therap*)) or rebt or (" active
directive" and (psychotherap* or therap*)))) )

sl

(mh "psychotherapy+")

3.1.3 Topic specific databases

CENTRAL - Wiley

#1

mesh descriptor psychotherapy explode all trees

#2

(((cognit* or behavio?r* or metacognit*) near/5 (analy* or interven* or modif* or
program® or psychoanaly* or psychotherap* or restructur® or retrain* or technique* or
therap* or train* or treat®)) or (behav* and cognit* and (analy* or interven* or modif* or
program® or psychoanaly* or psychotherap* or restructur* or retrain* or technique* or
therap* or train* or treat*)) or behavio?r* activat* or cbt or ((rational* near/3 emotiv*) or
((rational or ret) near/1 (living or psychotherap* or therap*)) or rebt or (" active directive
"near/1 (psychotherap* or therap®)))):ti or (((cognit* or behavio?r* or metacognit*)
near/5 (analy* or interven* or modif* or program* or psychoanaly* or psychotherap* or
restructur* or retrain* or technique* or therap* or train* or treat*)) or (behav* and cognit*
and (analy* or interven* or modif* or program* or psychoanaly* or psychotherap* or
restructur® or retrain* or technique* or therap* or train* or treat*)) or behavio?r* activat®
or cbt or ((rational* near/3 emotiv*) or ((rational or ret) near/1 (living or psychotherap*
or therap®)) or rebt or (" active directive " near/1 (psychotherap® or therap*)))):ab

#3

(#1 or #2)

#4

mesh descriptor self administration, this term only

#5

mesh descriptor self care, this term only

#6

mesh descriptor self-help groups, this term only

#7

((self near/1 (administer* or assess* or care or change or directed or help* or guide* or
instruct* or manag* or monitor* or regulat* or reinforc* or " re inforc* " or technique* or
therap* or treat*)) or selfhelp* or " smart recover* " or (minimal near/1 (contact or
guidance)) or helpseek* or (help* near/2 seek*) or (mutual near/1 (help or aid or
support*))):ti or ((self near/1 (administer* or assess* or care or change or directed or
help* or guide* or instruct* or manag* or monitor* or regulat® or reinforc* or " re inforc*
" or technique* or therap* or treat*)) or selfhelp* or " smart recover* " or (minimal near/1
(contact or guidance)) or helpseek* or (help* near/2 seek*) or (mutual near/1 (help or
aid or support*))):ab

#8

(#4 or #5 or #6 or #7)

#9

mesh descriptor bibliotherapy, this term only

#10

(bibliotherap* or biblio therap* or manual or ((book* or booklet* or brochure* or leaflet*
or material* or pamphlet* or poster* or read* or reading or workbook* or written)
near/5 (approach* or assist* or coach* or club* or class* or educat* or instruct* or
interven® or learn* or module* or program* or psychoanaly* or psychotherap* or rehab*
or strateg* or support* or teach* or therap*® or train* or treat* or workshop* or " work
shop* ")) or ((read* or reading) near/4 (book* or booklet* or brochure* or leaflet* or
material* or pamphlet* or poster* or read* or reading))):ti or (bibliotherap* or biblio
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therap* or manual or ((book* or booklet* or brochure* or leaflet* or material* or
pamphlet* or poster® or read* or reading or workbook* or written) near/5 (approach* or
assist* or coach* or club* or class* or educat* or instruct* or interven* or learn* or
module* or program* or psychoanaly* or psychotherap* or rehab* or strateg* or
support* or teach* or therap* or train* or treat* or workshop* or " work shop* ")) or
((read* or reading) near/4 (book* or booklet* or brochure* or leaflet* or material* or
pamphlet* or poster* or read* or reading))):ab

#11 | (#9 or #10)

#12 | (#3 or #8 or #11)

#13 | mesh descriptor computer-aided design, this term only

#14 | mesh descriptor computer communication networks, this term only

#15 | mesh descriptor computer literacy, this term only

#16 | mesh descriptor computer systems, this term only

#17 | mesh descriptor computer user training, this term only

#18 | mesh descriptor computer-assisted instruction, this term only

#19 | mesh descriptor computers explode all trees

#20 | mesh descriptor decision making, computer-assisted explode all trees

#21 | mesh descriptor internet explode all trees

#22 | mesh descriptor medical informatics computing, this term only

#23 | mesh descriptor multimedia, this term only

#24 | mesh descriptor software explode all trees

#25 | mesh descriptor telemedicine, this term only

#26 | mesh descriptor telephone explode all trees

#27 | (cd* or " cd rom " or cdrom or computer* or cyber* or dvd or electronic* or floppy or
interactiv* or internet or “mobile device*” or multimedia or " multi media " or online or
pc* or phone* or portal* or telephone* or virtual or web* or www):ti or (cd* or " cd rom "
or cdrom or computer® or cyber* or dvd or electronic* or floppy or interactiv* or internet
or “mobile device*” or multimedia or " multi media " or online or pc* or phone* or
portal* or telephone* or virtual or web* or www):ab

#28 | "interactive voice response":ti or "interactive voice response'":ab

#29 | (#13 or #14 or #15 or #16 or #17 or #18 or #19 or #20 or #21 or #22 or #23 or #24 or #25
or #26 or #27 or #28)

#30 | (#12 and #29)

#31 | mesh descriptor therapy, computer-assisted, this term only

#32 | (" e communication* " or ecommunication* or " e consult* " or econsult* or " e visit* " or
evisit* or " e therap* " or etherap* or telehealth or " tele health " or " tele medicine " or
telemedicine or teletherap* or " tele therap* "):ti or (" e communication* " or
ecommunication* or " e consult* " or econsult* or " e visit* " or evisit* or " e therap* " or
etherap* or telehealth or " tele health " or " tele medicine " or telemedicine or teletherap*
or " tele therap* "):ab

#33 | ((cd* or " cd rom " or cdrom or computer* or cyber* or dvd or electronic* or floppy or

interactiv* or internet or “mobile device*” or multimedia or " multi media " or online or
pc* or phone* or telephone* or virtual or web* or www) near/5 (advocacy or approach*
or coach* or discussion or educat* or exchang* or guide* or help* or instruct® or interact*
or interven* or learn* or manag* or meeting* or module* or program* or psychoanaly* or
psychotherap* or rehab* or retrain* or " re train* " or skill* or strateg* or support* or
teach* or technique* or therap* or train* or treat* or work shop* or workshop*)):ti or
((cd* or " cd rom " or cdrom or computer* or cyber* or dvd or electronic* or floppy or
interactiv* or internet or “mobile device*” or multimedia or " multi media " or online or
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pc* or phone* or telephone* or virtual or web* or www) near/5 (advocacy or approach®
or coach* or discussion or educat® or exchang* or guide* or help* or instruct* or interact*
or interven* or learn* or manag* or meeting* or module* or program* or psychoanaly* or
psychotherap* or rehab* or retrain* or " re train* " or skill* or strateg* or support* or
teach* or technique* or therap* or train® or treat* or work shop* or workshop*)):ab

#34

((cd* or "cd rom" or cdrom or computer® or cyber* or dvd or electronic* or floppy or
information or interactiv* or internet or “mobile device*” or multimedia or "multi
media" or online or pc* or phone* or telephone* or virtual or web* or www) near/2
(assist* or based or driven)):ti or ((cd* or "cd rom" or cdrom or computer* or cyber* or
dvd or electronic* or floppy or information or interactiv* or internet or “mobile device
or multimedia or "multi media" or online or pc* or phone* or telephone* or virtual or
web* or www) near/?2 (assist* or based or driven)):ab

%77

4121

#35

((cd* or "cd rom" or cdrom or computer* or cyber* or dvd or electronic* or floppy or
interactiv* or internet or “mobile device*” or multimedia or "multi media" or online or
pc* or phone* or telephone* or virtual or web* or www) near/5 (aid or aided or
appointment* or booking* or communicat* or consult* or deliver* or feedback or forum
or guided or input* or letter* or referral® or remind* or send* or transfer* or transmi* or
visit¥)):ti or ((cd* or "cd rom" or cdrom or computer* or cyber* or dvd or electronic* or
floppy or interactiv* or internet or “mobile device*” or multimedia or "multi media" or
online or pc* or phone* or telephone* or virtual or web* or www) near/5 (aid or aided
or appointment* or booking* or communicat* or consult* or deliver* or feedback or
forum or guided or input* or letter* or referral* or remind* or send* or transfer* or
transmi* or visit*)):ab

#36

((client* or consumer* or inpatient* or outpatient* or patient* or health or information or
web or internet) near/3 portal*):ti or ((client* or consumer* or inpatient* or outpatient*
or patient* or health or information or web or internet) near/3 portal*):ab

#37

((client* or consumer* or inpatient* or outpatient® or patient*) near/5 (cd* or "cd rom" or
cdrom or computer* or cyber® or dvd or electronic* or floppy or interactiv* or internet or
“mobile device*” or multimedia or "multi media" or online or pc* or phone* or
telephone* or virtual or web* or www)):ti or ((client* or consumer* or inpatient* or
outpatient® or patient*) near/5 (cd* or "cd rom" or cdrom or computer* or cyber* or dvd
or electronic* or floppy or interactiv* or internet or “mobile device*” or multimedia or
"multi media" or online or pc* or phone* or telephone* or virtual or web* or www)):ab

#38

(((anxiet* or anthropophobi* or anxious* or phobia* or phobic*) near/2 (performance or
social*)) or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet* or
anxious* or chronic* or excessiv* or fear*)) or ((interpersonal or "inter personal" or
social* or socio*) near/2 (aversion® or aversiv* or confiden* or difficult* or disorder* or
distress* or fear*)) or hyperhydrosis or hyperperspirat* or (hyper near/1 (hydrosis or
perspirat*)) or ((chroni* or excessiv*) near/2 sweat*) or ((mute* or mutism) near/2
(elective* or selective*)) or (('negative evaluation" or speak*) near/3 (anxiet* or anxious*
or distress* or fear*)) or paruresis or ((personalit* or phobi* or social* or socio*) near/2
avoid*) or "avoidant disorder" or (phobi* near/2 neuros*) or "phobic disorder*" or
(school* near/2 (anxiet* or anxious* or phobi* or refuse or refusal)) or shy or shyness or
"specific phobia*" ) near/3 (package* or program®*):ti or (((anxiet* or anthropophobi* or
anxious* or phobia* or phobic*) near/2 (performance or social*)) or socioanxi* or
sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet* or anxious* or chronic* or
excessiv* or fear*)) or ((interpersonal or "inter personal" or social* or socio*) near/2
(aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or fear*)) or
hyperhydrosis or hyperperspirat* or (hyper near/1 (hydrosis or perspirat*)) or ((chroni*
or excessiv*) near/2 sweat*) or ((mute* or mutism) near/2 (elective* or selective*)) or
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(("negative evaluation" or speak*®) near/3 (anxiet* or anxious® or distress* or fear*)) or
paruresis or ((personalit* or phobi* or social* or socio*) near/2 avoid*) or "avoidant
disorder" or (phobi* near/2 neuros*) or "phobic disorder*" or (school* near/2 (anxiet* or
anxious* or phobi* or refuse or refusal)) or shy or shyness or "specific phobia*" ) near/3
(package* or program*):ab

#39

(acrophob* or agoraphob* or claustrophob* or emetophob* or homophob* or
kinesiophob* or lesbophob* or neophob* or neurophob* or phobi* or transphob* or
trypanophob* or xenophob* or ((acute or chronic* or extreme* or intense or irrational* or
persistent* or serious) near/2 fear*) or (fear* near/4 ("air travel" or animal* or blood* or
buses or ((closed or public) near/2 space*) or crowd* or dark* or dental* or dentist* or
dog* or dying or falls or falling or fly or flying or height* or hypochondriacal or
injection* or injur* or laughed or "leaving home" or lightening or movement* or needle*
or night* or panic* or plane* or reinjure* or school* or snake* or space* or spider* or test*
or thunder* or train* or travel* or water)) or "specific fear*") near/3 (package or
program®):ti or (acrophob* or agoraphob* or claustrophob* or emetophob* or
homophob* or kinesiophob* or lesbophob* or neophob* or neurophob* or phobi* or
transphob* or trypanophob* or xenophob* or ((acute or chronic* or extreme* or intense
or irrational* or persistent* or serious) near/2 fear*) or (fear* near/4 ("air travel" or
animal* or blood* or buses or ((closed or public) near/2 space*) or crowd* or dark* or
dental* or dentist* or dog* or dying or falls or falling or fly or flying or height* or
hypochondriacal or injection* or injur® or laughed or "leaving home" or lightening or
movement* or needle* or night* or panic* or plane* or reinjure* or school* or snake* or
space* or spider* or test* or thunder* or train* or travel* or water)) or "specific fear*")
near/3 (package or program*):ab

#40

(btstep* or "bt step*" or ocfighter or "oc fighter" or caccbt or ccbt or "c cbt" or "glasgow
steps" or ("living life" near/2 full) or netcope or "net cope" or "overcoming depression"
or "panic online" or positivestep or "positive step"):ti or (btstep* or "bt step*" or ocfighter
or "oc fighter" or caccbt or ccbt or "c cbt" or "glasgow steps" or ('living life" near/2 full)
or netcope or "net cope" or "overcoming depression" or "panic online" or positivestep or
"positive step"):ab

#41

(#31 or #32 or #33 or #34 or #35 or #36 or #37 or #38 or #39 or #40)

#42

(#30 or #41)

#43

((beating near/2 blues) or (fearfighter or fear fighter or ffeducation or “ff education” or
standaloneff or “standalone ff” or internetff or “internet ff” or nettff or “nett ff”) or
(moodgym or “mood gym”) or (“overcoming anxiety” or (“overcoming panic” near/2
agoraphobia) or (“overcoming social anxiety” near/1 shyness)) or (restoring near/2
balance)):ti or ((beating near/2 blues) or (fearfighter or fear fighter or ffeducation or “ff
education” or standaloneff or “standalone ff” or internetff or “internet ff” or nettff or
“nett ff”) or (moodgym or “mood gym”) or (“overcoming anxiety” or (“overcoming
panic” near/2 agoraphobia) or (“overcoming social anxiety” near/1 shyness)) or
(restoring near/?2 balance)):ab

#44

(#42 or #43)

3.1.4 Topic specific databases

Social Services Abstracts (SSA), Sociological Abstracts, International
Bibliography of Social Sciences (IBSS) - ProQUEST
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(ti((comput* or internet or interactive voice response or multimedia or phone* or telephone*)) or
ab((comput* or internet or interactive voice response or multimedia or phone* or telephone*)) or
su((comput® or internet or interactive voice response or multimedia or phone* or telephone*)))

3.1.5 Topic specific databases
Social Sciences Citation Index (SSCI)

ti=(comput* or internet or interactive voice response or multimedia or phone* or telephone*)

3.2 Case identification

RC2.1 For suspected social anxiety disorder, what identification tools when compared to a gold
standard diagnosis (based on DSM or ICD criteria) have adequate clinical utility (i.e. clinically
useful with good sensitivity and specificity) and reliability?

RQ2.2 For people with suspected social anxiety disorder, what are the key components of, and
the most effective structure for a clinical assessment?

3.2.1 Embase, Medline, PreMedline, PsycINFO - OVID SP

1 | psychometry/ or questionnaire/ or rating scale/ or risk assessment/ or scoring system,/ or
screening test/ or "speech and language assessment"/ or summated rating scale/

2 | 1useemez

3 | checklist/ or interview/ or interview, psychological/ or needs assessment/ or nursing
assessment/ or "outcome and process assessment (health care)"/ or "outcome assessment
(health care)"/ or exp personality assessment/ or "predictive value of tests"/ or exp
psychiatric status rating scales/ or exp psychological tests/ or questionnaires/ or risk
assessment/ or screening test/

4 | 3 use mesz, prem

5 | measurement/ or exp achievement measures/ or exp aptitude measures/ or attitude
measurement,/ or exp attitude measures/ or comprehension tests/ or exp intelligence
measures/ or interviews/ or exp inventories/ or needs assessment/ or performance tests/
or exp personality measures/ or exp psychiatric evaluation/ or exp psychological
assessment/ or psychometrics/ or exp questionnaires/ or exp rating scales/ or exp reading
measures/ or exp retention measures/ or risk assessment/ or "scoring (testing)"/ or exp
screening tests/ or exp selection tests/ or sociometric tests/ or "speech and hearing
measures"/ or standardized tests/ or subtests/ or symptom checklists/ or test scores/ or
exp testing/ or testing methods/ or verbal tests/

6 | 5use psyh

7 | (index or instrument$ or interview$ or inventor$ or item$ or measure$1 or questionnaire$ or
scale$ or score$ or screen$ or self report$ or subscale$ or survey$ or tool$ or test form$).ti,ab.

8 | or/2,4,6-7

9 | difs. or exp diagnosis/ or exp mass screening,/ or screening test/

10 | 9 use emez

11 | di.fs. or exp diagnosis/ or mass screening/ or nursing diagnosis/

12 | 11 use mesz, prem

13 | exp diagnosis/ or exp health screening/ or screening/ or exp screening tests/

14 | 13 use psyh

15 | (detect$ or diagnos$ or identif$ or psychodiagnos$ or recogni$ or screen$).ti,ab.
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16

or/10,12,14-15

17

(8 and 16) or (casefind$ or ((case or tool$) adj (find$ or identif$))).ti,ab.

18

"area under the curve"/ or predictive validity/ or receiver operating characteristic/ or
reliability / or "sensitivity and specificity"/ or test retest reliability / or validity/

19

18 use emez

20

"area under curve"/ or "predictive value of tests"/ or "reproducibility of results"/ or roc
curve/ or "sensitivity and specificity"/ or validation studies/

21 | 20 use mesz, prem

22 | test reliability/ or test validity/

23 | 22 use psyh

24 | (accurac$ or accurat$ or area under curve or auc value$ or (likelihood adj3 ratio$) or

(diagnostic adj2 odds ratio$) or ((pretest or pre test or posttest or post test) adj2 probabilit$)
or (predict$ adj3 value$) or receiver operating characteristic or (roc adj2 curv$) or reliabil$ or
sensititiv$ or specificit$ or valid$).tw.

25

or/19,21,23-24

26

(17 and 25) or ((social phobia adj2 inventory) or (spin adj3 inventor$) or (spin adj3
(instrument$ or measure$ or question$ or report$ or scale$ or test$))).ti,ab, tm.

27

exp case control study/ or cohort analysis/ or cross-sectional study/ or follow up/ or
longitudinal study/ or observational study/ or prospective study/ or retrospective study/

28

27 use emez

29

exp case control studies/ or exp cohort studies/ or cross-sectional studies/ or epidemiologic
studies/

30

29 use mesz, prem

31

(cohort analysis or followup studies or longitudinal studies or prospective studies or
retrospective studies).sh,id. or (followup study or longitudinal study or prospective study or
retrospective study).md.

32

31 use psyh

33

((epidemiologic$ or observational) adj (study or studies)).ti,ab.

34

(cohort$1 or cross section$ or crosssection$ or followup$ or follow up$ or followed or
longitudinal$ or prospective$ or retrospective$).ti,ab.

35 | (case adj2 (control or series)).ti,ab.
36 | or/28,30,32-35
37 | 8 and 26 and 36

3.3 Service user experience

RQ1.1 What methods increase the proportion and diversity of people with social anxiety
disorder accessing treatment?

Subquestion: Do obstacles to access or the effectiveness of interventions differ across subgroups:
Whites versus Black and minority ethnic groups

Men versus Women

Children (5 to 12) versus adolescents (13 to 18) versus adults (18 to 65) versus Older adults (65+)

3.3.1 Embase, Medline, PreMedline, PsycINFO - OVID SP

1

cluster analysis/ or constant comparative method/ or content analysis/ or cultural
anthropology/ or discourse analysis/ or ethnographic research/ or ethnography/ or
ethnology/ or ethnonursing research/ or field study/ or grounded theory/ or information
processing/ or nursing methodology research/ or personal experience/ or

phenomenology/ or purposive sample/ or qualitative research/ or exp recording/ or semi
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structured interview/ or storytelling/ or structured interview/ or thematic analysis/ or
theoretical sample/

2 1 use emez

3 anthropology, cultural/ or focus groups/ or exp tape recording/ or interview/ or personal
narratives/ or exp interviews as topic/ or narration/ or nursing methodology research/ or
observation/ or qualitative research/ or sampling studies/ or cluster analysis/ or
videodisc recording/

4 3 use mesz, prem, prem

5 "culture (anthropological)"/ or cluster analysis/ or content analysis/ or discourse analysis/
or ethnography/ or "experiences (events)"/ or grounded theory/ or interviews/ or life
experiences/ or narratives/ or observation methods/ or phenomenology/ or qualitative
research/ or structured clinical interview/ or exp tape recorders/ or storytelling/ or (field
study or interview or focus group or qualitative study).md.

6 5 use psyh

7 (qualitative$ or ethno$ or emic or etic or heuristic or semiotics).t,ab.

8 ((focus$ or structured) adj2 interview$).ti,ab.

9 (((audio or tape or video$) adj5 record$) or audiorecord$ or taperecord$ or videorecord$ or
videotap$).ti,ab.

10 | (story or stories or storytell$ or story tell$).ti,ab.

11 | testimon$.ti,ab.

12 | ((focus adj4 (group$ or sampl$)) or narrat$ or ((life or lived) adj experience$)).ti,ab.

13 | ((participant$ or nonparticipant$) adj3 observ$).ti,ab.

14 | (constant adj (comparative or comparison)).ti,ab.

15 | (content analy$ or (field adj (note$ or record$ or stud$ or research)) or fieldnote$).ti,ab.

16 | (data adjl saturat$).ti,ab.

17 | discourse analys?s.ti,ab.

18 | (grounded adj (theor$ or study or studies or research)).ti,ab.

19 | (hermeneutic$ or heidegger$ or husserl$ or colaizzi$ or giorgi$ or glaser or spiegelberg$ or
strauss).ti,ab.

20 (maximum variation or snowball).ti,ab.

21 | (cross case analys$ or eppi approach or metaethno$ or meta ethno$ or metanarrative$ or
meta narrative$ or meta overview or metaoverview or metastud$ or meta stud$ or
metasummar$ or meta summar$ or qualitative overview$ or ((critical interpretative or
evidence or meta or mixed methods or multilevel or multi level or narrative or parallel or
realist) adj synthes$) or metasynthes$).ti,ab. or (qualitative$ and (metaanal$ or meta anal$
or synthes$ or systematic review$)).ti,ab,hw,pt.

22 | purpos$ sampl$.ti,ab.

23 | (structured categor$ or unstructured categor$).ti,ab.

24 | ((thematic$ adj3 analys$) or themes).ti,ab.

25 | (theoretical sampl$ or ricoeur or spiegelberg$ or merleau).ti,ab.

26 | (van kaam$ or van manen or constant compar$).ti,ab.

27 | action research.ti,ab.

28 | human science.ti,ab.

29 | (critical social$ or ethical enquiry or (pilot testing and survey) or shadowing or
((philosophical or social) adj research$)).ti,ab.

30 | or/2,4,6-29

31 | health care survey/ or health survey/

32 | 31 use emez

33 | health care surveys/ or exp health surveys/
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34 | 33 use mesz, prem, prem

35 | exp surveys/

36 | 35 use psyh

37 | (survey$ or question$).ti,ab.

38 | exp attitude/ or exp patient acceptance of health care/ or exp patient attitude/ or patient-
centered care/ or patient education/ or patient satisfaction/

39 | 38 use emez

40 | exp attitude to health/ or exp patient acceptance of health care/ or patient-centered care/
or patient education/ or patient education handout/ or patient satisfaction/

41 40 use mesz, prem, prem

42 | exp client attitudes/ or client education/ or exp consumer attitudes/ or exp health
attitudes/ or exp patient attitude/ or patient-centered care/ or patient education/ or
patient satisfaction/

43 | 42 use psyh

44 | (account$ or anxieties or attitude$ or barriers or belief$ or buyin or buy in$1 or cooperat$ or
co operat$ or expectation$ or experienc$ or feedback or involv$ or opinion$ or participat$
or perceived need$ or (perception$ not speech perception) or perspective$ or preferen$ or
satisf$ or view$ or voices or worry).ti,ab.

45 | (or/32,34,36-37) and (or/39,41,43-44)

46 | ((adult$ or attender$ or carer$ or caregiver$ or care giver$ or client$ or consumer$ or
customer$ or famil$ or father$ or individual$ or mentor$ or mother$ or patient$ or people$
or person$ or teacher$ or women or user$ or adolescen$ or boy$1 or child$ or girl$1 or
graders or infant$ or junior$1 or juvenile$ or kindergarten or minors or p?ediatric$ or
postpubert$ or postpubescen$ or preadolescen$ or prepubert$ or prepubescen$ or
preschool$ or preteen$ or pubert$ or pubescen$ or school$ or teen$ or (young$ adj (people
or person$ or patient$ or population$)) or youngster$ or youth$1) adj3 (account$ or
anxieties or attitude$ or barriers or belief$ or buyin or buy in$1 or cooperat$ or co operat$
or expectation$ or experienc$ or feedback or involv$ or opinion$ or participat$ or perceived
need$ or (perception$ not speech perception) or perspective$ or preferen$ or satisf$ or
view$ or voices or worry)).ti,ab.

47 | ((information adj (need$ or requirement$ or support$)) or patient information).ti,ab.

48 | (service$ adj2 (acceptab$ or unacceptab$)).ti,ab.

49 | or/30,45-48

3.3.2 CINAHL - EBSCO Host

s47 | s32 or s43 or s44 or s45 or s46

s46 | ti (( (service* n2 (acceptab* or unacceptab*)))) or ab ( ( (service* n2 (acceptab* or
unacceptab*)) ) )

s45 | ti ( ( ((information nl (need* or requirement* or support*)) or patient information) ) ) or ab (
( ((information n1 (need* or requirement* or support*)) or patient information) ) )

s44 | ti (( ((adult* or attender* or carer* or caregiver® or "care giver*" or client* or consumer* or
customer* or famil* or father* or individual* or mentor* or mother* or patient* or people* or
person* or teacher* or women or user* or (adolescen* or boy* or child* or delinquen* or
girl* or graders or infant* or junior* or juvenile* or kindergarten or minors or p?ediatric* or
postpubert* or postpubescen* or preadolescen* or prepubert* or prepubescen* or
preschool* or preteen* or pubert$ or pubescen$ or school* or teen* or toddler* or (young*
nl (people or person* or patient* or population*)) or youngster* or youth*)) n3 (account* or
anxieties or attitude* or barriers or belief* or buyin or "buy in*" or cooperat* or "co operat*"
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or expectation® or experienc* or feedback or involv* or opinion* or participat® or perceived
need* or (perception* not "speech perception") or perspective* or preferen* or satisf* or
view* or voices or worry)) ) ) or ab ( ( ((adult* or attender* or carer* or caregiver* or "care
giver*" or client* or consumer* or customer* or famil* or father* or individual* or mentor*
or mother* or patient* or people* or person* or teacher* or women or user* or (adolescen*
or boy* or child* or delinquen* or girl* or graders or infant* or junior® or juvenile* or
kindergarten or minors or p?ediatric* or postpubert* or postpubescen* or preadolescen® or
prepubert* or prepubescen* or preschool* or preteen* or pubert* or pubescen* or school* or
teen* or toddler* or (young* nl (people or person* or patient* or population*)) or
youngster* or youth*)) n3 (account* or anxieties or attitude* or barriers or belief* or buyin
or "buy in*" or cooperat* or "co operat*" or expectation* or experienc* or feedback or involv*
or opinion* or participat* or perceived need* or (perception* not "speech perception") or
perspective* or preferen* or satisf* or view* or voices or worry)) ) )

s43 | ti (#33 or #34) and (#35 or s36 or s37 or s38 or s39 or s40 or s41 or s42)

s42 | ti ( (account® or anxieties or attitude* or barriers or belief* or buyin or "buy in*" or cooperat*
or "co operat*" or expectation* or experienc* or feedback or involv* or opinion* or
participat® or perceived need* or (perception® not "speech perception") or perspective* or
preferen* or satisf* or view* or voices or worry) ) or ab ( (account* or anxieties or attitude*
or barriers or belief* or buyin or "buy in*" or cooperat* or "co operat*" or expectation* or
experienc* or feedback or involv* or opinion* or participat* or perceived need* or
(perception* not "speech perception") or perspective* or preferen* or satisf* or view* or
voices or worry) )

s41 | (mh "consumer attitudes")

s40 | (mh "consumer satisfaction")

s39 | (mh "patient satisfaction")

s38 | (mh "patient education (iowa nic) (non-cinahl)")

s37 | (mh "patient education") or (mh "hiv education") or (mh "patient discharge education")

s36 | (mh "patient centered care")

s35 | (mh "attitude to health+")

s34 | ( (survey or question®) ) or ab ( (survey* or question*) )

s33 | (mh "surveys")

s32 | s1 or s2 or s3 or s4 or s5 or s6 or s7 or s8 or s9 or s10 or s11 or s12 or s13 or s14 or s15 or s16
or s17 or s18 or s19 or s20 or s21 or s22 or s23 or s24 or s25 or s26 or s27 or s28 or s29 or s30
or s31

s31 | ti testimon* or ab testimon* or mw testimon®

s30 | ti (((audio or tape or video*) and record*) or audiorecord* or taperecord* or videorecord*
or videotap* ) or ab ( ((audio or tape or video*) and record*) or audiorecord* or taperecord*®
or videorecord* or videotap* ) or mw ( ((audio or tape or video*) and record*) or
audiorecord* or taperecord* or videorecord* or videotap* )

s29 | ti interview™* or ab interview* or mw interview*

s28 | ti ( qualitative or ethno* or emic or etic or hermeneutic* or heuristic or semiotics or
phenomenolog* ) or ab ( qualitative or ethno* or emic or etic or hermeneutic* or heuristic or
semiotics or phenomenolog* ) or mw ( qualitative or ethno* or emic or etic or hermeneutic*
or heuristic or semiotics or phenomenolog* )

s27 | (mh "theoretical sample")

526 | (mh "purposive sample")

525 | (mh "observational methods+")

s24 | (mh "methodological research")

s23 | (mh "grounded theory")
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522 | (mh "information processing (iowa noc)")

s21 | (mh "focus groups")

520 | (mh "field studies")

s19 | (mh "ethnonursing research")

s18 | (mh "ethnological research")

s17 | (mh "ethnography")

s16 | (mh "ethnography")

s15 | (mh "thematic analysis")

s14 | (mh "content analysis")

s13 | (mh "cluster analysis")

s12 | (mh "discourse analysis")

s11 | (mh "constant comparative method")

s10 | (mh "attitude+")

s9 | (mh "audiorecording")

s8 | (mh "videorecording")

s7 | ti (story or stories or storytell* or “story tell” or “story telling” ) or ab ( story or stories or
storytell* or “story tell” or “story telling” ) or mw ( story or stories or storytell* or “story
tell” or “story telling” )

s6 | (mh "narratives")

s5 | (mh "life change events")

s4 | (mh "life experiences")

s3 | (mh "qualitative studies+")

s2 | (mh "qualitative validity")

sl | (mh "phenomenology")

4 Study design filters - all databases

4.1 Quantitative and qualitative systematic review study design filters

4.1.1 Systematic review study design filter
Embase, Medline, PreMEDLINE, PsycINFO - OVID SP

meta analysis/ or systematic review/

1 use emez

meta analysis.sh,pt. or "meta-analysis as topic"/ or "review literature as topic"/

3 use mesz, prem

(literature review or meta analysis).sh,id, md. or systematic review.id, md.

5 use psyh

NV | O |W|IN | =

(exp bibliographic database/ or (((electronic or computer$ or online) adj database$) or bids
or cochrane or embase or index medicus or isi citation or medline or psyclit or psychlit or
scisearch or science citation or (web adj2 science)).ti,ab.) and (review$.ti,ab,sh,pt. or
systematic$.ti,ab.)

7 use emez

(exp databases, bibliographic/ or (((electronic or computer$ or online) adj database$) or bids
or cochrane or embase or index medicus or isi citation or medline or psyclit or psychlit or
scisearch or science citation or (web adj2 science)).ti,ab.) and (review$.ti,ab,sh,pt. or
systematic$.ti,ab.)

10

9 use mesz, prem

11

(computer searching.sh,id. or (((electronic or computer$ or online) adj database$) or bids or

Social Anxiety Disorder: full guideline (December 2012) 49






DRAFT FOR CONSULTATION

cochrane or embase or index medicus or isi citation or medline or psyclit or psychlit or
scisearch or science citation or (web adj2 science)).ti,ab.) and (review$.ti,ab,pt. or
systematic$.ti,ab.)

12

11 use psyh

13

((analy$ or assessment$ or evidence$ or methodol$ or quantitativ$ or systematic$) adj2
(overview$ or review$)).tw. or ((analy$ or assessment$ or evidence$ or methodol$ or
quantitativ$ or systematic$).ti. and review$.ti,pt.) or (systematic$ adj2 search$).ti,ab.

14 | (metaanal$ or meta anal$).ti,ab.

15 | (research adj (review$ or integration)).ti,ab.

16 | reference list$.ab.

17 | bibliograph$.ab.

18 | published studies.ab.

19 | relevant journals.ab.

20 | selection criteria.ab.

21 | (data adj (extraction or synthesis)).ab.

22 | (handsearch$ or ((hand or manual) adj search$)).ti,ab.

23 | (mantel haenszel or peto or dersimonian or der simonian).ti,ab.
24 | (fixed effect$ or random effect$).ti,ab.

25 | ((pool$ or combined or combining) adj2 (data or trials or studies or results)).ti,ab.
26 | or/24,6,8,10,12-25

4.1.2 Qualitative systematic review study design filter
Embase, Medline, PreMEDLINE, PsycINFO - OVID SP

1 (cross case analys$ or eppi approach or metaethno$ or meta ethno$ or metanarrative$ or
meta narrative$ or meta overview or metaoverview or metastud$ or meta stud$ or
metasummar$ or meta summar$ or qualitative overview$).ti,ab.

2 (((critical interpretative or evidence or meta or mixed methods or multilevel or multi level
or narrative or parallel or realist) adj synthes$) or metasynthes$).ti,ab.

3 (qualitative$ and (metaanal$ or meta anal$ or synthes$ or systematic review$)).ti,ab,hw,pt.

4 or/1-3

4.1.3 Systematic review study design filter
AMED - OVID SP

1 | meta analysis/

2 | (databases bibliographic/ or (((electronic or computer$ or online) adj database$) or bids or
cochrane or embase or index medicus or isi citation or medline or psyclit or psychlit or
scisearch or science citation or (web adj2 science)).ti,ab.) and (review$.ti,ab,pt. or
systematic$.ti,ab.)

3 | ((analy$ or assessment$ or evidence$ or methodol$ or qualitativ$ or quantativ$ or
systematic$) adj2 (overview$ or review$)).tw. or ((analy$ or assessment$ or evidence$ or
methodol$ or quantativ$ or qualitativ$ or systematic$).ti. and review$.ti,pt.) or (systematic$
adj2 search$).ti,ab.

4 | (metaanal$ or meta anal$).ti,ab.

5 | (research adj (review$ or integration)).ti,ab.

6 | reference list$.ab.

7 | published studies.ab.

8 | relevant journals.ab.
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9 | selection criteria.ab.

10 | (data adj (extraction or synthesis)).ab.

11 | (handsearch$ or ((hand or manual) adj search$)).ti,ab.

12 | (mantel haenszel or peto or dersimonian or der simonian).ti,ab.

13 | (fixed effect$ or random effect$).ti,ab.

14 | or/1-13

4.1.4 Systematic review study design filter

Applied Social Sciences Index and Abstracts (ASSIA), Australian Education
Index (AEI), British Education Index (BEI), Education Resources in Curriculum
(ERIC), Social Services Abstracts (SSA), Sociological Abstracts, Applied Social
Sciences Index and Abstracts (ASSIA), International Bibliography of Social
Sciences (IBSS) - ProQUEST

S1 | all (“meta anal*” or “systematic overview” or “systematic review” or “systematic
search”))

4.1.5 Qualitative systematic review study design filter

Applied Social Sciences Index and Abstracts (ASSIA), Australian Education
Index (AEI), British Education Index (BEI), Education Resources in Curriculum
(ERIC), International Bibliography of Social Sciences (IBSS), National Criminal
Justice Reference Service (NCJRS), Social Services Abstracts (SSA), Sociological
Abstracts - ProQUEST

sl | all((“cross case analys*” or “eppi approach” or metaethno* or “meta ethno*” or
metanarrative* or “meta narrative*” or “meta overview” or metaoverview or metastud* or
“meta stud*” or metasummar® or “meta summar*” or “qualitative overview*”))

all((((“critical interpretative” or evidence or meta or “mixed methods” or multilevel or

2 . " . .
° “multi level” or narrative or parallel or realist) near/1 synthes*) or metasynthes*))

s3 | all((qualitative* and (metaanal® or “meta anal*” or synthes* or “systematic review*”)))

s4 sl or s2 or s3

4.1.6 Systematic review study design filter
CINAHL - EBSCO HOST

s33 | s1 or s2 or s3 or s4 or s5 or s6 or s7 or s8 or s9 or s10 or s11 or s12 or s13 or s14 or s15 or s16
or s22 or s23 or s26 or s27 or s28 or s29 or s30 or s31 or s32

s32 | ti (analy* n5 review* or assessment* n5 review* or evidence* n5 review* or methodol* n5
review® or quantativ* n5 review* or systematic* n5 review* ) or ab (analy* n5 review* or
assessment* n5 review* or evidence* n5 review* or methodol* n5 review* or quantativ* n5
review” or systematic* n5 review* )

s31 | ti (analy* n5 overview* or assessment* n5 overview* or evidence* n5 overview* or
methodol* n5 overview* or quantativ* n5 overview* or systematic* n5 overview* ) or ab (
analy* n5 overview* or assessment* n5 overview* or evidence* n5 overview* or methodol*
nb overview* or quantativ® n5 overview* or systematic* n5 overview* )

s30 | ti ( pool* n2 results or combined n2 results or combining n2 results ) or ab ( pool* n2 results
or combined n2 results or combining n2 results )

s29 | ti ( pool* n2 studies or combined n2 studies or combining n2 studies ) or ab ( pool* n2
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studies or combined n2 studies or combining n2 studies )

s28 | ti ( pool* n2 trials or combined n2 trials or combining n2 trials ) or ab ( pool* n2 trials or
combined n2 trials or combining n?2 trials )

s27 | ti ( pool* n2 data or combined n2 data or combining n2 data ) or ab ( pool* n2 data or
combined n2 data or combining n2 data )

526 | s24 and s25

s25 | ti review”* or pt review*

s24 | ti analy* or assessment* or evidence* or methodol* or quantativ* or systematic*

s23 | ti “systematic* n5 search*” or ab “systematic* n5 search*”

s22 | (s17 or s18 or s19) and (s20 or s21)

s21 | ti systematic* or ab systematic*

s20 | tx review®* or mw review* or pt review*

s19 | (mh "cochrane library")

s18 | ti ( bids or cochrane or index medicus or “isi citation” or psyclit or psychlit or scisearch or
“science citation” or web n2 science ) or ab ( bids or cochrane or index medicus or “isi
citation” or psyclit or psychlit or scisearch or “science citation” or web n2 science )

s17 | ti ( “electronic database*” or “bibliographic database*” or “computeri?ed database*” or
“online database*” ) or ab ( “electronic database*” or “bibliographic database*” or
“computeri?ed database*” or “online database*” )

s16 | (mh "literature review")

s15 | pt systematic* or pt meta*

s14 | ti ( “fixed effect*” or “random effect*” ) or ab ( “fixed effect*” or “random effect*” )

s13 | ti ( “mantel haenszel” or peto or dersimonian or “der simonian” ) or ab ( “mantel haenszel”
or peto or dersimonian or “der simonian” )

s12 | ti ( handsearch* or "hand search*" or "manual search*") or ab ( handsearch* or "hand
search*" or "manual search*" )

s11 | ab "data extraction" or "data synthesis"

s10 | ab "selection criteria"

s9 | ab "relevant journals"

s8 | ab "published studies"

s7 | ab bibliograph*

s6 | ab "reference list*"

s5 | ti (“research review*” or “research integration” ) or ab ( “research review*” or “research
integration” )

s4 | ti (metaanal® or “meta anal*”) or ab ( metaanal* or “meta anal*”)

s3 | (mh "meta analysis")

s2 | (mh "systematic review")

sl | (mh "literature searching+")

4.1.7 Qualitative systematic review study design filter
CINAHL - EBSCO HOST

sl

ti (“cross case analys*” or “eppi approach” or metaethno* or “meta ethno*” or
metanarrative* or “meta narrative*” or “meta overview” or metaoverview or metastud* or
“meta stud*” or metasummar* or “meta summar*” or “qualitative overview*”) or ab (“cross
case analys*” or “eppi approach” or metaethno* or “meta ethno*” or metanarrative* or
“meta narrative*” or “meta overview” or metaoverview or metastud* or “meta stud*” or
metasummar® or “meta summar*” or “qualitative overview*”)

s2

ti (((“critical interpretative” or evidence or meta or “mixed methods” or multilevel or
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“multi level” or narrative or parallel or realist) near synthes*) or metasynthes*) or ab
(((“critical interpretative” or evidence or meta or “mixed methods” or multilevel or “multi
level” or narrative or parallel or realist) near synthes*) or metasynthes®)

s3 | ti qualitative* or ab qualitative* or mw qualitative* or pt qualitative*

s4 | ti (metaanal* or “meta anal*” or synthes* or “systematic review*”) or ab (metaanal* or
“meta anal*” or synthes* or “systematic review*”) or mw (metaanal® or “meta anal*” or
synthes* or “systematic review*”) or pt (metaanal* or “meta anal*” or synthes* or
“systematic review*”)

s5 | s3ands4

s6 | slors2orsb

4.1.8 Systematic review study design filter
SSCI - Web of Knowledge

#1

%77 %77

title=("electronic database*” or “computer* database*” or “online database*” or bids or
cochrane or embase or “index medicus” or “isi citation” or medline or psyclit or psychlit or
scisearch or “science citation” or “web of science”)

#2

title=(review* or systematic*) or topic=(review* or systematic*)

#3

#1 and #2

#4

*77

topic=((systematic* near search* or metaanal* or “meta anal*” or “research review
“research integration” or “reference list*” or bibliograph* or “published studies” or
“relevant journals” or “selection criteria” or “data extraction” or “data synthesis” or
handsearch* or “hand search*” or “manual search*” or “mantel haenszel” or peto or
dersimonian or “der simonian” or “fixed effect*” or “random effect*” or ((pool* or
combined or combining) near (data or trials or studies or results)))) or title=((systematic*
near search* or metaanal® or “meta anal*” or “research review*” or “research integration”
or “reference list*” or bibliograph* or “published studies” or “relevant journals” or
“selection criteria” or “data extraction” or “data synthesis” or handsearch* or “hand
search*” or “manual search*” or “mantel haenszel” or peto or dersimonian or “der
simonian” or “fixed effect*” or “random effect*”) or ((pool* or combined or combining)
near (data or trials or studies or results))))

or

#5

topic=(((analy* or assessment* or evidence* or methodol* or quantitativ* or systematic*)
near (overview* or review®))) or title=(((analy* or assessment* or evidence* or methodol*
or qualitativ* or quantitativ* or systematic*) near (overview* or review?*)))

#6

#3 or #4 or #5

4.1.9 Qualitative systematic review study design filter
SSCI - Web of Knowledge

#1

topic=((“cross case analys*” or “eppi approach” or metaethno* or “meta ethno*” or
metanarrative* or “meta narrative*” or “meta overview” or metaoverview or metastud* or
“meta stud*” or metasummar* or “meta summar*” or “qualitative overview*”)) or
title=((“cross case analys*” or “eppi approach” or metaethno* or “meta ethno*” or
metanarrative* or “meta narrative*” or “meta overview” or metaoverview or metastud* or
“meta stud*” or metasummar* or “meta summar*” or “qualitative overview*”))

#2

topic=((((“critical interpretative” or evidence or meta or “mixed methods” or multilevel or
“multi level” or narrative or parallel or realist) near synthes*) or metasynthes*)) or
title=((((“critical interpretative” or evidence or meta or “mixed methods” or multilevel or
“multi level” or narrative or parallel or realist) near synthes*) or metasynthes*))
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#3 | topic=((qualitative* and (metaanal* or “meta anal*” or synthes* or “systematic review*”)))
or title=((qualitative* and (metaanal* or “meta anal*” or synthes* or “systematic review*”)))
#4 | #lor #2or #3

4.2 Randomised controlled trial filters

4.2.1 Randomized controlled trial study design filter
Embase, Medline, PreMEDLINE, PsycINFO - OVID SP

1 | exp "clinical trial (topic)"/ or exp clinical trial/ or crossover procedure/ or double blind
procedure/ or placebo/ or randomization/ or random sample/ or single blind procedure/

2 | 1useemez

3 | exp clinical trial/ or cross-over studies/ or double-blind method/ or placebos/ or random
allocation/ or "randomized controlled trials as topic"/ or single-blind method/

4 | 3 use mesz, prem

5 | (clinical trials or placebo or random sampling).sh,id.

6 | 5use psyh

7 | (clinical adj2 trial$).ti,ab.

8 | (crossover or cross over).ti,ab.

9 | (((single$ or doubl$ or trebl$ or tripl$) adj2 blind$) or mask$ or dummy or doubleblind$ or
singleblind$ or trebleblind$ or tripleblind$).ti,ab.

10 | (placebo$ or random$).ti,ab.

11 | treatment outcome$.md. use psyh

12 | animals/ not human$.mp. use emez

13 | animal$/ not human$/ use mesz, prem

14 | (animal not human).po. use psyh

15 | (or/2,4,6-11) not (or/12-14)

4.2.2 Randomized controlled trial study design filter
AMED - OVID SP

1| (clinical trials or double blind method or placebos or random allocation).sh.

2 | trial$.ti,ab.

3 | (crossover or cross over).ti,ab.

4| (((single$ or doubl$ or trebl$ or tripl$) adj5 blind$) or mask$ or dummy or
singleblind$ or doubleblind$ or trebleblind$ or tripleblind$).ti,ab.

5 | (placebo$ or random$).ti,ab.

6| or/1-6

4.2.3 Randomized controlled trial study design filter

Applied Social Sciences Index and Abstracts (ASSIA), Australian Education
Index (AEI), British Education Index (BEI), Education Resources in Curriculum
(ERIC), Social Services Abstracts (SSA), Sociological Abstracts, Applied Social
Sciences Index and Abstracts (ASSIA), International Bibliography of Social
Sciences (IBSS) - PRO QUEST

| s1

| all ((clinical near/1 trial* or crossover or “cross over” ) or ((single* or doubl* or trebl* or
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tripl*) near/1 (blind* or mask* or dummy)) or (singleblind* or doubleblind* or trebleblind*
or tripleblind* or placebo* or random*) )

4.2.4 Randomized controlled trial study design filter
CINAHL- EBSCO Host

s10 | s9 not s8

s9 | sl ors2ors3ors4orsSors6ors?

s8 | (mh "animals™) not (mh "human")

s7 | (pt "clinical trial™) or (pt "randomized controlled trial"”)

s6 | ti ( placebo* or random* ) or ab ( placebo* or random*)

s5 | ti (' single blind* or double blind* or treble blind* or mask* or dummy* or
singleblind* or doubleblind* or trebleblind* ) or ab ( single blind* or double blind*
or treble blind* or mask* or dummy* or singleblind* or doubleblind* or
trebleblind™ )

s4 | ti ( crossover or cross over ) or ab ( Crossover or cross over )

s3 | ti clinical n2 trial* or ab clinical n2 trial*

s2 | (mh "crossover design™) or (mh "placebos") or (mh "random assignment™) or (mh
"random sample™)

s1 | (mh "clinical trials+")

4.2.5 Randomized controlled trial study design filter
SSCI - Web of Knowledge

#1

topic=(((clinical near trial* or crossover or “cross over”) or ((single* or doubl* or trebl* or
tripl*) near (blind* or mask* or dummy)) or (singleblind* or doubleblind* or trebleblind* or
tripleblind* or placebo* or random*))) or title=(((clinical near trial* or crossover or “cross
over”) or ((single* or doubl* or trebl* or tripl*) near (blind* or mask* or dummy)) or
(singleblind* or doubleblind* or trebleblind* or tripleblind* or placebo* or random®)))

4.3 Observational study design filter

4.3.1 Embase, Medline, Pre MEDLINE, PsycINFO - OVID SP

1 | exp case control study/ or cohort analysis/ or cross-sectional study/ or
follow up/ or longitudinal study/ or observational study/ or prospective
study/ or retrospective study/

2 | 1 use emez

3 | exp case control studies/ or exp cohort studies/ or cross-sectional studies/
or epidemiologic studies/

4 | 3 use mesz, prem

5 | (cohort analysis or followup studies or longitudinal studies or prospective
studies or retrospective studies).sh,id. or (followup study or longitudinal
study or prospective study or retrospective study).md.

6

5 use psyh
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7 | ((epidemiologic$ or observational) adj (study or studies)).ti,ab.

8 | (cohort$1 or cross section$ or crosssection$ or followup$ or follow up$ or
followed or longitudinal$ or prospective$ or retrospective$).ti,ab.

9 | (case adj2 (control$ or series)).ti,ab.

10 | or/2,4,6-9
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PRISMA 2009 Flow Diagram for cCBT trials 1

Records identified through Additional records identified
database searching through other sources
(n=1196) n=0)

Records after duplicates removed

(n=2878)
v
Records screened R Records excluded
(n=2878) > (n=865)
v
Full-text articles assessed Full-text articles
for eligibility »  excluded, with
(n=13) reasons

A 4

Studies included in
qualitative synthesis
(n=7)

A 4

Studies included in
quantitative synthesis
(meta-analysis)
(n=17)

1 From: Moher D, Liberati A, Tetzlaff ], Altman DG, The PRISMA Group (2009). Preferred
Reporting Items for Systematic Reviews and Meta-Analyses: The PRISMA Statement. PLoS Med
6(6): €1000097. doi:10.1371/journal. pmed1000097

For more information, visit www.prisma-statement.org.
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APPENDIX 7: SEARCH STRATEGIES FOR THE IDENTIFICATION OF HEALTH ECONOMICS

EVIDENCE

Search strategies for the identification of health economics and quality-of-life studies.

Each search was constructed using the groups of terms set out in Text Box 1. The full set of search terms is
documented in sections 1 to 4.1. The selection of search terms was kept broad to maximise retrieval of evidence in a
wide range of areas of interest to the GDG.

Text Box 2: Summary of systematic search strategies: Search strategy construction

Summary of systematic search strategies for health economic evidence

Section 1
Review area/s Search type | Search construction Study design | Databases searched Date range
searched searched
All review areas/RQs Generic, General mainstream databases - generic Economic General mainstream 1997 to
[RQ1.1,2.1,2.2,3.1,3.2] evidence search: evidence databases: October
mapped to [(population terms) AND (HE/QolL filter)] (including Embase, Medline, 2012
all review Topic specific databases - generic search: full and PreMedline, PsycINFO
areas [(population terms only)] partial
economic Topic specific
evaluations) | databases:
and health HTA* NHS EED*
technology
assessment
reports
*HTA (Health Technology Assessment database), NHS EED (NHS Economic Evaluation Database)
Notes:
Evidence resulting from generic searches mapped to all review areas
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RQ4.1 Focused Core/topic specific databases - focused Economic General mainstream RCT: 2004
search: evidence databases: to January
[(specific phobias) AND (CCBT terms) AND | (including full | Embase, Medline, 2012
(HE/ QoL filter)] and partial PreMedline,
economic PsycINFO
evaluations)
and health Topic specific
technology databases:
assessment HTA*, NHS EED*
reports
Notes:
Updates NICE Technology Appraisal on CCBT
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APPENDIX 8: SEARCH STRATEGIES FOR THE IDENTIFICATION
OF HEALTH ECONOMIC EVIDENCE

Population search terms - all databases

1 Social anxiety disorder

1.1 Social anxiety disorder — General mainstream databases

Embase, Medline, PreMEDLINE, PsycINFO - OVID SP

avoidant personality disorder/ or hyperhidrosis/ or mutism/ or social phobia/

1 use emez

blushing/ or exp hyperhidrosis/ or mutism/ or phobic disorders/ or shyness/

3 use mesz, prem

Ql = [ W|IN |

avoidant personality disorder/ or elective mutism/ or social anxiety/ or social phobia/ or
sweating/ or timidity/

o)}

5 use psyh

N

(((anxiet$ or anxious$ or phobia$ or phobic$) adj2 (performance or social$)) or socioanxi$ or
sociophobi$ or ((blush$ or sweat$ or trembl$) adj3 (anxiet$ or anxious$ or chronic$ or excessiv$ or
fear$ or severe)) or ((interpersonal or inter personal or social$ or socio$) adj2 (aversion$ or
aversiv$ or confiden$ or difficult$ or disorder$ or distress$ or fear$)) or hyperhydrosis or
hyperperspirat$ or (hyper adj (hydrosis or perspirat$)) or ((mute$ or mutism) adj2 (elective$ or
selective$)) or ((negative evaluation or speak$) adj3 (anxiet$ or anxious$ or distress$ or fear$)) or
paruresis or (((personalit$ or phobi$ or social$ or socio$) adj2 avoid$) or avoidant disorder) or
(phobi$ adj2 neuros$) or phobic disorder$ or (school$ adj2 (anxiet$ or anxious$ or phobi$ or
refuse or refusal)) or (shy or shyness) or specific phobia$).ti,ab.

8 | or/2,4,6-7

1.2 Social anxiety disorder - topic specific databases

HTA, NHS EED - Wiley

id | search

#1 | mesh descriptor phobic disorders, this term only

#2 | mesh descriptor hyperhidrosis explode all trees

#3 | mesh descriptor mutism, this term only

#4 | mesh descriptor blushing, this term only

#5 | mesh descriptor shyness, this term only

#6 | ((anxiet* or anxious* or phobia* or phobic*) near/2 (performance or social*))
or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet*
or anxious* or chronic* or excessiv* or fear* or severe)) or ((interpersonal or
"inter personal" or social* or socio*) near/2 (aversion* or aversiv* or
confiden® or difficult* or disorder* or distress* or fear*)) or hyperhydrosis or
hyperperspirat* or (hyper near/1 (hydrosis or perspirat*)) or ((mute* or
mutism) near/2 (elective* or selective*)) or (("negative evaluation" or speak*)
near/3 (anxiet* or anxious* or distress* or fear*)) or paruresis or ((personalit*
or phobi* or social* or socio*) near/2 avoid*) or "avoidant disorder" or
(phobi* near/2 neuros*) or "phobic disorder*" or (school* near/2 (anxiet* or
anxious® or phobi* or refuse or refusal)) or shy or shyness or "specific
phobia*":ti

#7 | ((anxiet* or anxious* or phobia* or phobic*) near/2 (performance or social*))
or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet*
or anxious* or chronic* or excessiv* or fear* or severe)) or ((interpersonal or
"inter personal" or social* or socio*) near/?2 (aversion* or aversiv* or
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confiden® or difficult* or disorder* or distress* or fear*)) or hyperhydrosis or
hyperperspirat* or (hyper near/1 (hydrosis or perspirat*)) or ((mute* or
mutism) near/2 (elective* or selective*)) or (("negative evaluation" or speak*)
near/3 (anxiet* or anxious* or distress* or fear*)) or paruresis or ((personalit*
or phobi* or social* or socio*) near/2 avoid*) or "avoidant disorder" or
(phobi* near/2 neuros*) or "phobic disorder*" or (school* near/2 (anxiet* or
anxious® or phobi* or refuse or refusal)) or shy or shyness or "specific
phobia*":ab

#8 | ((anxiet* or anxious* or phobia* or phobic*) near/2 (performance or social*))
or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet*
or anxious* or chronic* or excessiv* or fear* or severe)) or ((interpersonal or
"inter personal" or social* or socio*) near/2 (aversion* or aversiv* or
confiden* or difficult* or disorder* or distress* or fear*)) or hyperhydrosis or
hyperperspirat® or (hyper near/1 (hydrosis or perspirat*)) or ((mute* or
mutism) near/2 (elective* or selective*)) or (("negative evaluation" or speak*)
near/3 (anxiet* or anxious* or distress* or fear*)) or paruresis or ((personalit*
or phobi* or social* or socio*) near/2 avoid*) or "avoidant disorder" or
(phobi* near/2 neuros*) or "phobic disorder*" or (school* near/2 (anxiet* or
anxious* or phobi* or refuse or refusal)) or shy or shyness or "specific
phobia*":kw

#9 | (#1 or #2 or #3 or #4 or #5 or #6 or #7 or #8)

2 Specific phobias

2.1 Specific phobias — Mainstream medical databases
Embase, Medline, PreMEDLINE, PsycINFO - OVID SP

1 avoidant personality disorder/ or hyperhidrosis/ or mutism/ or exp phobia/

2 1 use emez

3 agoraphobia/ or blushing/ or exp hyperhidrosis/ or mutism/ or phobic disorders/ or shyness/

4 3 use mesz, prem

5 avoidant personality disorder/ or exp phobias/ or social anxiety/ or sweating/ or timidity/

6 5 use psyh
(((anxiet$ or anthropophobi$ or anxious$ or phobia$ or phobic$) adj2 (performance or social$)) or
socioanxi$ or sociophobi$ or ((blush$ or sweat$ or trembl$) adj3 (anxiet$ or anxious$ or chronic$ or
excessiv$ or fear$)) or ((interpersonal or inter personal or social$ or socio$) adj2 (aversion$ or
aversiv$ or confiden$ or difficult$ or disorder$ or distress$ or fear$)) or (hyperhydrosis or

7 hyperperspirat$ or (hyper adj (hydrosis or perspirat$)) or ((chroni$ or excessiv$) adj2 sweat$)) or
((mute$ or mutism) adj2 (elective$ or selective$)) or ((negative evaluation or speak$) adj3 (anxiet$ or
anxious$ or distress$ or fear$)) or paruresis or (((personalit$ or phobi$ or social$ or socio$) adj2
avoid$) or avoidant disorder) or (phobi$ adj2 neuros$) or phobic disorder$ or (school$ adj2 (anxiet$
or anxious$ or phobi$ or refuse or refusal)) or (shy or shyness) or specific phobia$).ti,ab.

(acrophob$ or agoraphob$ or claustrophob$ or emetophob$ or homophob$ or kinesiophob$ or
lesbophob$ or neophob$ or neurophob$ or phobi$ or transphob$ or trypanophob$ or xenophob$ or
((acute$ or chronic$ or extreme$ or intense$ or irrational$ or persistent$ or serious) adj2 fear$) or
(fear$ adj4 (air travel or animal$ or blood$ or buses or ((closed or public) adj2 space$) or crowd$ or

8 dark$ or dental$ or dentist$ or dog$1 or dying or falls or falling or fly or flying or height$ or
hypochondriacal or injection$ or injur$ or laughed or leaving home or lightening or movement$ or
needle$ or night$ or panic$ or plane$ or reinjure$ or school$ or snake$ or space$ or spider$ or test$
or thunder$ or train$ or travel$ or water)) or specific fear$).ti,ab. or (fear$ and (air travel or animal$
or blood$ or crowd$ or dark$ or dental$ or dentist$ or dog$1 or dying or falls or falling or fly or
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flying or height$ or hypochondriacal or injection$ or injur$ or laughed or movement$ or needle$ or
night$ or reinjure$ or school$ or snake$ or spider$ or test$ or water)).hw. or fear$.ti.

9 or/2,4,6-8

2.2 Specific phobias - topic specific databases
HTA/NHS EED - Wiley

#1
#2
#3
#4
#5
#6

#7

#8

#9

#10

mesh descriptor agoraphobia, this term only

mesh descriptor blushing, this term only
mesh descriptor hyperhidrosis, this term only
mesh descriptor mutism, this term only

mesh descriptor phobic disorders, this term only

mesh descriptor shyness, this term only

(((anxiet* or anthropophobi* or anxious* or phobia* or phobic*) near/2 (performance or social*))
or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet* or anxious* or
chronic* or excessiv* or fear*)) or ((interpersonal or “inter personal” or social* or socio*) near/2
(aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or fear*)) or
(hyperhydrosis or hyperperspirat* or (hyper near/1 (hydrosis or perspirat*)) or ((chroni* or
excessiv*) near/2 sweat*)) or ((mute* or mutism) near/2 (elective* or selective*)) or ((“negative
evaluation” or speak*) near/3 (anxiet* or anxious* or distress* or fear*)) or paruresis or
(((personalit* or phobi* or social* or socio*) near/2 avoid*) or “avoidant disorder”) or (phobi*
near/2 neuros*) or “phobic disorder*” or (school* near/2 (anxiet* or anxious* or phobi* or
refuse or refusal)) or (shy or shyness) or “specific phobia*”):ti or (((anxiet* or anthropophobi* or
anxious* or phobia* or phobic*) near/2 (performance or social*)) or socioanxi* or sociophobi* or
((blush* or sweat* or trembl*) near/3 (anxiet* or anxious* or chronic* or excessiv* or fear*)) or
((interpersonal or “inter personal” or social* or socio*) near/2 (aversion* or aversiv* or
confiden* or difficult* or disorder* or distress* or fear*)) or (hyperhydrosis or hyperperspirat* or
(hyper near/1 (hydrosis or perspirat*)) or ((chroni* or excessiv*) near/2 sweat*)) or ((mute* or
mutism) near/2 (elective* or selective*)) or ((“negative evaluation” or speak*) near/3 (anxiet* or
anxious* or distress* or fear*)) or paruresis or (((personalit* or phobi* or social* or socio*) near/2
avoid*) or “avoidant disorder”) or (phobi* near/2 neuros*) or “phobic disorder*” or (school*
near/2 (anxiet* or anxious* or phobi* or refuse or refusal)) or (shy or shyness) or “specific
phobia*”):ab

(fear* and (" air travel " or animal* or blood* or buses or ((closed or public) near/2 space*) or
crowd* or dark* or dental* or dentist* or dog* or dying or falls or falling or fly or flying or
height* or hypochondriacal or injection* or injur* or laughed or " leaving home " or lightening or
movement® or needle* or night* or panic* or plane* or reinjure* or school* or snake* or space* or
spider* or test* or thunder* or train* or travel* or water)) :kw

(fear*):ti

(acrophob* or agoraphob* or claustrophob* or emetophob* or homophob* or kinesiophob* or
lesbophob* or neophob* or neurophob* or phobi* or transphob* or trypanophob* or xenophob*
or ((acute or chronic* or extreme* or intense or irrational* or persistent* or serious) near/2 fear*)
or (fear* near/4 (" air travel " or animal* or blood* or buses or ((closed or public) near/2 space*)
or crowd* or dark* or dental* or dentist* or dog* or dying or falls or falling or fly or flying or
height* or hypochondriacal or injection* or injur* or laughed or " leaving home " or lightening or
movement* or needle* or night* or panic* or plane* or reinjure* or school* or snake* or space* or
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spider* or test* or thunder* or train* or travel* or water)) or " specific fear* "):ti or (acrophob* or
agoraphob® or claustrophob* or emetophob* or homophob* or kinesiophob* or lesbophob* or
neophob* or neurophob* or phobi* or transphob* or trypanophob* or xenophob* or ((acute or
chronic* or extreme* or intense or irrational* or persistent* or serious) near/2 fear*) or (fear*
near/4 (" air travel " or animal* or blood* or buses or ((closed or public) near/2 space*) or
crowd* or dark* or dental* or dentist* or dog* or dying or falls or falling or fly or flying or
height* or hypochondriacal or injection* or injur* or laughed or " leaving home " or lightening or
movement* or needle* or night* or panic* or plane* or reinjure* or school* or snake* or space* or
spider* or test* or thunder* or train* or travel* or water)) or " specific fear* "):ab

#11 #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10

3. Question specific search strategies - all databases

3.1 CCBT for specific phobias

RQ4.1 For adults with specific phobias, what are the relative benefits and harms of CCBT?

3.1.1 Embase, Medline, PreMedline, PsycINFO - OVID SP
exp psychotherapy/

1 use emez
exp psychotherapy/
3 use mesz, prem

exp psychotherapy/ or exp cognitive techniques/

N G = W N

5 use psyh

(((cognit$ or behavio?r$ or metacognit$) adj5 (analy$ or interven$ or modif$ or program$ or
psychoanaly$ or psychotherap$ or restructur$ or retrain$ or technique$ or therap$ or train$ or
treat$)) or (behav$ and cognit$ and (analy$ or interven$ or modif$ or program$ or psychoanaly$ or
psychotherap$ or restructur$ or retrain$ or technique$ or therap$ or train$ or treat$)) or
behavio?r$ activat$ or cbt or ((rational$ adj3 emotiv$) or ((rational or ret) adj (living or
psychotherap$ or therap$)) or rebt or (active directive adj (psychotherap$ or therap$)))).ti,ab.

8 or/2,4,6-7

9 self care/ or self care agency/ or self help/ or self medication/

10 9 use emez

11 self administration/ or self care/ or self-help groups/ or self medication/
12 11 use mesz, prem

13 self care skills/ or exp self help techniques/

14 13 use psyh

((self adj (administer$ or assess$ or care or change or directed or help$ or guide$ or instruct$ or
manag$ or monitor$ or regulat$ or reinforc$ or re inforc$ or technique$ or therap$ or treat$)) or
selfhelp$ or smart recover$ or (minimal adj (contact or guidance)) or helpseek$ or (help$ adj2
seek$) or (mutual adj (help or aid or support$))).ti,ab.

16 or/10,12,14-15

17 bibliotherapy/

18 17 use mesz, prem
19 bibliotherapy/

20 19 use psyh
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(bibliotherap$ or biblio therap$ or manual or ((book$1 or booklet$ or brochure$ or leaflet$ or
material$ or pamphlet$ or poster$ or read$1 or reading or workbook$ or written) adj5 (approach$
or assist$ or coach$ or club$ or class$ or educat$ or instruct$ or interven$ or learn$ or module$ or
program$ or psychoanaly$ or psychotherap$ or rehab$ or strateg$ or support$ or teach$ or therap$
or train$ or treat$ or workshop$ or work shop$)) or ((read$1 or reading) adj4 (book$1 or booklet$
or brochure$ or leaflet$ or material$ or pamphlet$ or poster$ or read$1 or reading))).ti,ab.

22 or/18,20-21
23 or/8,16,22

exp "exp automation, computers and data processing"/ or exp computer/ or telemedicine/ or
telephone$.sh. or teletherapy/ or telepsychiatry/

25 24 use emez

computer aided design/ or computer communication networks/ or computer literacy/ or
computer systems/ or computer user training/ or computer-assisted instruction/ or exp
computers/ or exp decision making, computer assisted/ or exp internet/ or medical informatics
computing/ or multimedia/ or exp software/ or telemedicine/ or exp telephone/

27 26 use mesz, prem

exp computer applications/ or computer mediated communication/ or computer literacy/ or exp
computer software/ or computer training/ or exp computers/ or human computer interaction/ or
internet/ or multimedia/ or telemedicine/ or exp telephone systems/ or telephone$.sh. or
((computer$ and (cognitiv$ or psychotherap$)) or computer programs$ or (beating adj2 blues)).id.

29 28 use psyh

(cd$1 or cd rom or cdrom or computer$ or cyber$ or dvd or electronic$ or floppy or interactiv$ or
30 internet or mobile device$ or multimedia or multi media or online or pc$1 or phone$ or portal$l or
telephone$ or virtual or web$ or www).ti,ab.

31 interactive voice response.ti,ab.

32 23 and (or/25,27,29-31)

33 computer assisted therapy/

34 33 use emez

35 therapy, computer assisted/

36 35 use mesz, prem

37 computer assisted therapy/ or online therapy/
38 37 use psyh

(e communication$ or ecommunication$ or e consult$ or econsult$ or e visit$ or evisit$ or e therap$
39 or etherap$ or telehealth or tele health or tele medicine or telemedicine or teletherap$ or tele
therap$).ti,ab.

((cd$1 or cd rom or cdrom or computer$ or cyber$ or dvd or electronic$ or floppy or interactiv$ or
internet or mobile device$ or multimedia or multi media or online or pc$1 or phone$ or telephone$
or virtual or web$ or www) adj5 (advocacy or approach$ or coach$ or discussion or educat$ or

40 exchang$ or guide$1 or help$ or instruct$ or interact$ or interven$ or learn$ or manag$ or
meeting$ or module$ or program$ or psychoanaly$ or psychotherap$ or rehab$ or retrain$ or re
train$ or skill$ or strateg$ or support$ or teach$ or technique$ or therap$ or train$ or treat$ or
work shop$ or workshop$)).ti,ab.

((cd$1 or cd rom or cdrom or computer$ or cyber$ or dvd or electronic$ or floppy or information
41 or interactiv$ or internet or mobile device$ or multimedia or multi media or online or pc$1 or
phone$ or telephone$ or virtual or web$ or www) adj2 (assist$ or based or driven)).ti,ab.

((cd$1 or cd rom or cdrom or computer$ or cyber$ or dvd or electronic$ or floppy or interactiv$ or
internet or mobile device$ or multimedia or multi media or online or pc$1 or phone$ or telephone$

42 or virtual or web$ or www) adj5 (aid or aided or appointment$ or booking$ or communicat$ or
consult$ or deliver$ or feedback or forum or guided or input$ or letter$ or referral$ or remind$ or
send$ or transfer$ or transmi$ or visit$)).ti,ab.
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((client$ or consumer$ or inpatient$ or outpatient$ or patient$ or health or information or web or
internet) adj3 portal$).ti,ab.

((client$ or consumer$ or inpatient$ or outpatient$ or patient$) adj5 (cd$1 or cd rom or cdrom or
computer$ or cyber$ or dvd or electronic$ or floppy or interactiv$ or internet or mobile device$ or
multimedia or multi media or online or pc$1 or phone$ or telephone$ or virtual or web$ or
www)).ti,ab.

((((anxiet$ or anthropophobi$ or anxious$ or phobia$ or phobic$) adj2 (performance or social$)) or
socioanxi$ or sociophobi$ or ((blush$ or sweat$ or trembl$) adj3 (anxiet$ or anxious$ or chronich
or excessiv$ or fear$)) or ((interpersonal or inter personal or social$ or socio$) adj2 (aversion$ or
aversiv$ or confiden$ or difficult$ or disorder$ or distress$ or fear$)) or (hyperhydrosis or

45 hyperperspirat$ or (hyper adj (hydrosis or perspirat$)) or ((chroni$ or excessiv$) adj2 sweat$)) or

47

48
48

((mute$ or mutism) adj2 (elective$ or selective$)) or ((negative evaluation or speak$) adj3 (anxiet$
or anxious$ or distress$ or fear$)) or paruresis or (((personalit$ or phobi$ or social$ or socio$) adj2
avoid$) or avoidant disorder) or (phobi$ adj2 neuros$) or phobic disorder$ or (school$ adj2
(anxiet$ or anxious$ or phobi$ or refuse or refusal)) or (shy or shyness) or specific phobia$) adj3
(package$ or program$)).ti,ab.

((acrophob$ or agoraphob$ or claustrophob$ or emetophob$ or homophob$ or kinesiophob$ or
lesbophob$ or neophob$ or neurophob$ or phobi$ or transphob$ or trypanophob$ or xenophob$
or ((acute or chronic$ or extreme$ or intense or irrational$ or persistent$ or serious) adj2 fear$) or
(fear$ adj4 (air travel or animal$ or blood$ or buses or ((closed or public) adj2 space$) or crowd$ or
dark$ or dental$ or dentist$ or dog$l or dying or falls or falling or fly or flying or height$ or
hypochondriacal or injection$ or injur$ or laughed or leaving home or lightening or movement$ or
needle$ or night$ or panic$ or plane$ or reinjure$ or school$ or snake$ or space$ or spider$ or test$
or thunder$ or train$ or travel$ or water)) or specific fear$).ti,ab. or (fear$ and (air travel or
animal$ or blood$ or crowd$ or dark$ or dental$ or dentist$ or dog$1 or dying or falls or falling or
fly or flying or height$ or hypochondriacal or injection$ or injur$ or laughed or movement$ or
needle$ or night$ or reinjure$ or school$ or snake$ or spider$ or test$ or water)).hw. or fear$.ti.)
adj3 (package$ or program$).ti,ab.

(btstep$ or bt step$ or ocfighter or oc fighter or caccbt or ccbt or ¢ cbt or glasgow steps or (living
life adj2 full) or netcope or net cope or overcoming depression or panic online or positivestep or
positive step).ti,ab.

or/34,36,38-47

or/32,48

48 or ((beating adj2 blues) or (fearfighter or fear fighter or ffeducation or ff education or
standaloneff or standalone ff or internetff or internet ff or nettff or nett ff) or (moodgym or mood

gym) or (overcoming anxiety or (overcoming panic adj2 agoraphobia) or (overcoming social
anxiety adjl shyness)) or (restoring adj2 balance)).ti,ab.

3.12 Topic specific databases

CENTRAL - Wiley

#1

#2

mesh descriptor psychotherapy explode all trees

(((cognit* or behavio?r* or metacognit*) near/5 (analy* or interven* or modif* or program*
or psychoanaly* or psychotherap* or restructur® or retrain* or technique* or therap* or
train® or treat*)) or (behav* and cognit* and (analy* or interven* or modif* or program®* or
psychoanaly* or psychotherap* or restructur® or retrain* or technique* or therap* or train*
or treat®)) or behavio?r* activat* or cbt or ((rational* near/3 emotiv*) or ((rational or ret)
near/1 (living or psychotherap* or therap*)) or rebt or (" active directive " near/1
(psychotherap* or therap*)))):ti or (((cognit* or behavio?r* or metacognit*) near/5 (analy* or
interven* or modif* or program* or psychoanaly* or psychotherap* or restructur* or retrain®
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#3
#4
#5
#6

#7

#8
#9

#10

#11
#12
#13
#14
#15
#16
#17
#18
#19
#20
#21
#22

or technique* or therap® or train* or treat®)) or (behav* and cognit® and (analy* or interven*
or modif* or program® or psychoanaly* or psychotherap* or restructur® or retrain® or
technique* or therap* or train* or treat*)) or behavio?r* activat* or cbt or ((rational* near/3
emotiv*) or ((rational or ret) near/1 (living or psychotherap* or therap*)) or rebt or (" active
directive " near/1 (psychotherap* or therap*)))):ab

(#1 or #2)

mesh descriptor self administration, this term only

mesh descriptor self care, this term only

mesh descriptor self-help groups, this term only

((self near/1 (administer* or assess* or care or change or directed or help* or guide* or
instruct®* or manag* or monitor* or regulat® or reinforc* or " re inforc* " or technique* or
therap* or treat*)) or selfhelp* or " smart recover* " or (minimal near/1 (contact or
cuidance)) or helpseek* or (help* near/2 seek*) or (mutual near/1 (help or aid or
support®))):ti or ((self near/1 (administer* or assess* or care or change or directed or help*
or guide* or instruct* or manag* or monitor* or regulat* or reinforc* or " re inforc* " or
technique® or therap”* or treat*)) or selfhelp* or " smart recover* " or (minimal near/1
(contact or guidance)) or helpseek* or (help* near/2 seek*) or (mutual near/1 (help or aid or
support*))):ab

(#4 or #5 or #6 or #7)

mesh descriptor bibliotherapy, this term only

(bibliotherap* or biblio therap* or manual or ((book* or booklet* or brochure* or leaflet* or
material* or pamphlet* or poster* or read* or reading or workbook* or written) near/5
(approach* or assist* or coach* or club* or class* or educat* or instruct® or interven* or
learn* or module* or program* or psychoanaly* or psychotherap* or rehab* or strateg* or
support® or teach* or therap* or train* or treat* or workshop* or " work shop* ")) or ((read*
or reading) near/4 (book* or booklet* or brochure* or leaflet* or material* or pamphlet* or
poster* or read* or reading))):ti or (bibliotherap* or biblio therap* or manual or ((book* or
booklet* or brochure* or leaflet* or material* or pamphlet* or poster* or read* or reading or
workbook* or written) near/5 (approach* or assist* or coach* or club* or class* or educat® or
instruct® or interven® or learn* or module* or program?* or psychoanaly* or psychotherap*
or rehab* or strateg® or support* or teach* or therap* or train* or treat* or workshop* or "
work shop* ")) or ((read* or reading) near/4 (book* or booklet* or brochure* or leaflet* or
material* or pamphlet* or poster* or read* or reading))):ab

(#9 or #10)
(#3 or #8 or #11)

mesh descriptor computer-aided design, this term only

mesh descriptor computer communication networks, this term only

mesh descriptor computer literacy, this term only

mesh descriptor computer systems, this term only

mesh descriptor computer user training, this term only

mesh descriptor computer-assisted instruction, this term only

mesh descriptor computers explode all trees

mesh descriptor decision making, computer-assisted explode all trees

mesh descriptor internet explode all trees

mesh descriptor medical informatics computing, this term only
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#23 mesh descriptor multimedia, this term only

#24 mesh descriptor software explode all trees

#25 mesh descriptor telemedicine, this term only

#26 mesh descriptor telephone explode all trees

(cd* or " c¢d rom " or cdrom or computer® or cyber* or dvd or electronic* or floppy or
interactiv* or internet or “mobile device*” or multimedia or " multi media " or online or pc*
or phone* or portal* or telephone* or virtual or web* or www):ti or (cd* or " c¢d rom " or
cdrom or computer* or cyber* or dvd or electronic* or floppy or interactiv* or internet or
“mobile device*” or multimedia or " multi media " or online or pc* or phone* or portal* or
telephone* or virtual or web* or www):ab

#27

#28 "interactive voice response':ti or "interactive voice response":ab

(#13 or #14 or #15 or #16 or #17 or #18 or #19 or #20 or #21 or #22 or #23 or #24 or #25 or
#26 or #27 or #28)

#30 (#12 and #29)

#31 mesh descriptor therapy, computer-assisted, this term only

#29

(" e communication* " or ecommunication* or " e consult* " or econsult® or " e visit* " or
evisit* or " e therap* " or etherap* or telehealth or " tele health " or " tele medicine " or
telemedicine or teletherap* or " tele therap* "):ti or (" e communication* " or
ecommunication® or " e consult* " or econsult* or " e visit* " or evisit* or " e therap* " or
etherap® or telehealth or " tele health " or " tele medicine " or telemedicine or teletherap* or"
tele therap* "):ab

#32

((cd* or " c¢d rom " or cdrom or computer* or cyber* or dvd or electronic* or floppy or
interactiv* or internet or “mobile device*” or multimedia or " multi media " or online or pc*
or phone* or telephone* or virtual or web* or www) near/5 (advocacy or approach* or
coach* or discussion or educat* or exchang® or guide* or help* or instruct® or interact* or
interven* or learn* or manag® or meeting* or module* or program* or psychoanaly* or
psychotherap* or rehab* or retrain® or " re train* " or skill* or strateg* or support* or teach*
or technique* or therap* or train* or treat* or work shop* or workshop*)):ti or ((cd* or " cd
rom " or cdrom or computer* or cyber* or dvd or electronic* or floppy or interactiv* or
internet or “mobile device*” or multimedia or " multi media " or online or pc* or phone* or
telephone* or virtual or web* or www) near/5 (advocacy or approach* or coach* or
discussion or educat* or exchang* or guide* or help* or instruct* or interact® or interven* or
learn* or manag* or meeting* or module* or program®* or psychoanaly* or psychotherap* or
rehab* or retrain* or " re train® " or skill* or strateg® or support* or teach* or technique* or
therap? or train® or treat* or work shop* or workshop*)):ab

#33

((cd* or "cd rom" or cdrom or computer* or cyber* or dvd or electronic* or floppy or
information or interactiv* or internet or “mobile device*” or multimedia or "multi media"
or online or pc* or phone* or telephone* or virtual or web* or www) near/2 (assist* or
#34 based or driven)):ti or ((cd* or "cd rom" or cdrom or computer® or cyber* or dvd or 4121
electronic* or floppy or information or interactiv* or internet or “mobile device*” or
multimedia or "multi media" or online or pc* or phone* or telephone* or virtual or web* or
www) near/2 (assist* or based or driven)):ab

((cd* or "cd rom" or cdrom or computer* or cyber* or dvd or electronic* or floppy or
interactiv* or internet or “mobile device*” or multimedia or "multi media" or online or pc*
or phone* or telephone* or virtual or web* or www) near/5 (aid or aided or appointment*®
#35 or booking* or communicat* or consult* or deliver* or feedback or forum or guided or
input* or letter* or referral* or remind* or send* or transfer* or transmi* or visit*)):ti or ((cd*
or "cd rom" or cdrom or computer* or cyber® or dvd or electronic® or floppy or interactiv®
or internet or “mobile device*” or multimedia or "multi media" or online or pc* or phone*
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#36

#37

#38

#39

#40

or telephone* or virtual or web* or www) near/5 (aid or aided or appointment® or booking*
or communicat® or consult* or deliver* or feedback or forum or guided or input® or letter*®
or referral* or remind* or send* or transfer® or transmi* or visit*)):ab

((client* or consumer®* or inpatient* or outpatient® or patient* or health or information or
web or internet) near/3 portal®):ti or ((client* or consumer”* or inpatient* or outpatient* or
patient® or health or information or web or internet) near/3 portal*):ab

((client* or consumer* or inpatient* or outpatient* or patient*) near/5 (cd* or "cd rom" or
cdrom or computer® or cyber* or dvd or electronic* or floppy or interactiv* or internet or
“mobile device*” or multimedia or "multi media" or online or pc* or phone* or telephone*
or virtual or web* or www)):ti or ((client* or consumer* or inpatient* or outpatient® or
patient®) near/5 (cd* or "cd rom" or cdrom or computer® or cyber* or dvd or electronic* or
floppy or interactiv* or internet or “mobile device*” or multimedia or "multi media" or
online or pc* or phone* or telephone* or virtual or web* or www)):ab

(((anxiet* or anthropophobi* or anxious* or phobia* or phobic*) near/2 (performance or
social*)) or socioanxi* or sociophobi* or ((blush* or sweat* or trembl*) near/3 (anxiet* or
anxious® or chronic* or excessiv* or fear*)) or ((interpersonal or "inter personal" or social* or
socio*) near/2 (aversion* or aversiv* or confiden* or difficult* or disorder* or distress* or
fear*)) or hyperhvdrosis or hyperperspirat® or (hyper near/1 (hydrosis or perspirat*)) or
((chroni* or excessiv*) near/2 sweat*) or ((mute* or mutism) near/2 (elective* or selective*))
or (("negative evaluation" or speak*) near/3 (anxiet* or anxious* or distress* or fear*)) or
paruresis or ((personalit* or phobi* or social* or socio*) near/2 avoid*) or "avoidant
disorder" or (phobi* near/2 neuros*) or "phobic disorder*" or (school* near/2 (anxiet* or
anxious® or phobi* or refuse or refusal)) or shy or shyness or "specific phobia*" ) near/3
(package* or program®*):ti or (((anxiet* or anthropophobi* or anxious* or phobia* or
phobic*) near/2 (performance or social*)) or socioanxi* or sociophobi* or ((blush* or sweat*
or trembl*) near/3 (anxiet* or anxious* or chronic* or excessiv* or fear*)) or ((interpersonal
or "inter personal" or social* or socio*) near/2 (aversion® or aversiv* or confiden* or
difficult* or disorder* or distress* or fear*)) or hyperhydrosis or hyperperspirat* or (hyper
near/1 (hydrosis or perspirat*)) or ((chroni* or excessiv*) near/2 sweat*) or ((mute* or
mutism) near/?2 (elective* or selective®)) or (("negative evaluation" or speak*) near/3
(anxiet* or anxious* or distress* or fear*)) or paruresis or ((personalit* or phobi* or social* or
socio*) near/2 avoid*) or "avoidant disorder" or (phobi* near/2 neuros*) or "phobic
disorder*" or (school* near/2 (anxiet* or anxious* or phobi* or refuse or refusal)) or shy or
shyness or "specific phobia*" ) near/3 (package* or program®*):ab

(acrophob® or agoraphob* or claustrophob* or emetophob* or homophob* or kinesiophob*
or lesbophob* or neophob* or neurophob* or phobi* or transphob* or trypanophob* or
xenophob* or ((acute or chronic* or extreme?* or intense or irrational* or persistent* or
serious) near/2 fear*) or (fear* near/4 ("air travel" or animal* or blood* or buses or ((closed
or public) near/2 space*) or crowd* or dark* or dental* or dentist* or dog* or dying or falls
or falling or fly or flying or height* or hypochondriacal or injection® or injur* or laughed or
"leaving home" or lichtening or movement* or needle* or night* or panic* or plane* or
reinjure* or school* or snake* or space* or spider* or test* or thunder* or train* or travel* or
water)) or "specific fear*") near/3 (package or program?*):ti or (acrophob* or agoraphob* or
claustrophob* or emetophob* or homophob* or kinesiophob* or lesbophob* or neophob* or
neurophob®* or phobi* or transphob* or trypanophob* or xenophob* or ((acute or chronic* or

extreme* or intense or irrational* or persistent* or serious) near/2 fear*) or (fear* near/4
("air travel" or animal* or blood* or buses or ((closed or public) near/2 space*) or crowd* or
dark® or dental* or dentist* or dog* or dving or falls or falling or fly or flying or height* or
hypochondriacal or injection® or injur* or laughed or "leaving home" or lichtening or
movement* or needle* or night* or panic* or plane* or reinjure* or school* or snake* or
space* or spider* or test* or thunder* or train* or travel* or water)) or "specific fear*")
near/3 (package or program?*):ab

(btstep* or "bt step™" or ocfighter or "oc fighter" or caccbt or ccbt or "c cbt" or "glasgow
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#41
#42

#43

#44

steps" or ("living life" near/2 full) or netcope or "net cope" or "overcoming depression" or
"panic online" or positivestep or "positive step"):ti or (btstep* or "bt step™" or ocfighter or "oc
fighter" or caccbt or ccbt or "c cbt" or "glasgow steps" or ("living life" near/2 full) or netcope
or "net cope" or "overcoming depression" or "panic online" or positivestep or "positive
step"):ab

(#31 or #32 or #33 or #34 or #35 or #36 or #37 or #38 or #39 or #40)
(#30 or #41)

((beating near/?2 blues) or (fearfighter or fear fighter or ffeducation or “ff education” or
standaloneff or “standalone ff” or internetff or “internet ff” or nettff or “nett ff”) or
(moodgym or “mood gym”) or (“overcoming anxiety” or (“overcoming panic” near/2
agoraphobia) or (“overcoming social anxiety” near/1 shyness)) or (restoring near/2
balance)):ti or ((beating near/2 blues) or (fearfighter or fear fighter or ffeducation or “ff
education” or standaloneff or “standalone ff” or internetff or “internet ff” or nettff or “nett
ff”) or (moodgym or “mood gym”) or (“overcoming anxiety” or (“overcoming panic”
near/2 agoraphobia) or (“overcoming social anxiety” near/1 shyness)) or (restoring near/?2
balance)):ab

(#42 or #43)

4 Study design filters - general mainstream databases

4.1 HE/QoL filter
Embase, Medline, PreMEDLINE, PsycINFO - OVID SP

1 budget/ or exp economic evaluation/ or exp fee/ or funding/ or exp health care cost/ or
health economics/ or exp pharmacoeconomics/ or resource allocation/

2 1 use emez

3 exp budgets/ or exp “costs and cost analysis”/ or economics/ or exp economics, hospital/
or exp economics, medical/ or economics, nursing/ or economics, pharmaceutical/ or exp
“fees and charges”/ or exp resource allocation/ or value of life/

4 3 use mesz

5 exp "costs and cost analysis"/ or "cost containment"/ or economics/ or finance/ or
funding/ or health care economics/ or pharmacoeconomics/ or exp professional fees/ or
resource allocation/

6 5 use psyh

7 (cost$ or economic$ or pharmacoeconomic$ or pharmaco economic$).ti. or (cost$ ad;j2
(effective$ or utilith or benefit or minimi$)).ab. or economic model$.tw. or (budget$ or fee
or fees or financ$ or price or prices or pricing or resource$ allocat$ or (value adj2 (monetary
or money))).ti,ab.

8 decision theory/ or decision tree/ or monte carlo method/ or *nonbiological model/ or
(statistical model/ and exp economic aspect/) or stochastic model/ or *theoretical model/

9 8 use emez

10 | exp decision theory/ or markov chains/ or exp models, economic/ or *models,
organizational/ or *models, theoretical/ or monte carlo method/

11 | 10 use mesz

12 | exp decision theory/ or exp stochastic modeling/

13 | 12 use psyh

14 | ((decision adj (analy$ or model$ or tree$)) or economic model$ or markov or monte
carlo).ti,ab.

15 | quality adjusted life year/ or "quality of life index"/ or short form 12/ or short form 20/ or

short form 36/ or short form 8/ or sickness impact profile/
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16 | 15 use emez

17 | quality-adjusted life years/ or sickness impact profile/

18 | 17 use mesz

19 | "*quality of life"/

20 | 19 use psyh

21 | (((disability or quality) adj adjusted) or (adjusted adj2 life)).ti,ab.

22 | (disutili$ or (utilit$ adjl (health or score$ or value$ or weigh$))).ti,ab.

23 | (health year equivalent or hye or hyes).ti,ab.

24 | (daly or gal or qald or gale or galy or gtime$ or qwb$).ti,ab.

25 | discrete choice.ti,ab.

26 | (euroqol$ or euro gol$ or eq5d$ or eq 5d$).ti,ab.

27 | (hui or huil or hui2 or hui3).ti,ab.

28 | ((quality adj2 (wellbeing or well being)) or quality adjusted life or qwb or (value adj2
(money or monetary))).ti,ab.

29 | (qol or hql$ or hgol$or h qol$ or hrgol or hr gol or hr gl or hrql).ti,ab.

30 | rosser.ti,ab.

31 | sickness impact profile.ti,ab.

32 | (standard gamble or time trade$ or tto or willingness to pay).ti,ab.

33 | (sf36 or sf 36 or short form 36 or shortform 36 or sf thirtysix or sf thirty six or shortform
thirtysix or shortform thirty six or short form thirtysix or short form thirty six).ti,ab.

34 | (st6 or sf 6 or short form 6 or shortform 6 or sf six or sfsix or shortform six or short form
six).ti,ab.

35 | (sf12 or sf 12 or short form 12 or shortform 12 or sf twelve or sftwelve or shortform twelve
or short form twelve).ti,ab.

36 | (sf16 or sf 16 or short form 16 or shortform 16 or sf sixteen or sfsixteen or shortform sixteen
or short form sixteen).ti,ab

37 | (sf20 or sf 20 or short form 20 or shortform 20 or sf twenty or sftwenty or shortform twenty
or short form twenty).ti,ab.

38 |or/24,6-7911,13-14,16,18,20-37
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APPENDIX 9: METHODOLOGY CHECKLIST FOR ECONOMIC
STUDIES

The applicability and methodological quality of each economic evaluation was
evaluated using a checklist constructed by NICE, reproduced below. For information
about how to complete the checklist, see The Guidelines Manual [NICE, 2009].

Study identification
Including author, title, reference, year of publication

Guideline topic:

Section 1: Applicability (relevance to specific guideline review Yes/ Partly/ | Comments
question(s) and the NICE reference case). This checklist should No/Unclear
be used first to filter out irrelevant studies. /NA

11 Is the study population appropriate for the guideline?

1.2 Are the interventions appropriate for the guideline?

1.3 | Is the healthcare system in which the study was conducted
sufficiently similar to the current UK NHS context?

14 Are costs measured from the NHS and personal social
services (PSS) perspective?

1.5 Are all direct health effects on individuals included?

Are both costs and health effects discounted at an annual

1.6 rate of 3.5%7?

1.7 Is the value of health effects expressed in terms of quality-
adjusted life years (QALYs)?

1.8 Are changes in health-related quality of life (HRQoL)
reported directly from patients and/or carers?

19 Is the valuation of changes in HRQoL (utilities) obtained
from a representative sample of the general public?

1.10 | Overall judgement: Directly applicable/Partially applicable/Not applicable
There is no need to use section 2 of the checklist if the study is considered ‘not applicable’.

Other comments:
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Section 2: Study limitations (the level of methodological quality)
This checklist should be used once it has been decided that the
study is sufficiently applicable to the context of the clinical
guideline.

Yes/ Partly/
No/Unclear
/NA

Comments

21 Does the model structure adequately reflect the nature of
the health condition under evaluation?

2.2 | Is the time horizon sufficiently long to reflect all important
differences in costs and outcomes?

23 | Are all important and relevant health outcomes included?

24 Are the estimates of baseline health outcomes from the best
available source?

2.5 Are the estimates of relative treatment effects from the best
available source?

2.6 | Are all important and relevant costs included?

27 Are the estimates of resource use from the best available
source?

2.8 Are the unit costs of resources from the best available
source?

29 | Is an appropriate incremental analysis presented or can it be
calculated from the data?

210 | Are all important parameters whose values are uncertain
subjected to appropriate sensitivity analysis?

211 | Is there no potential conflict of interest?

212 | Overall assessment: Minor limitations/Potentially serious limitations/Very serious

limitations

Other comments:
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APPENDIX 10: RESEARCH RECOMMENDATIONS

The Guideline Development Group has made the following recommendations for
research, based on its review of evidence, to improve NICE guidance and patient
care in the future.

1.1 ADULTS' UPTAKE OF AND ENGAGEMENT WITH
INTERVENTIONS FOR SOCIAL ANXIETY DISORDER

What methods are effective in improving uptake of and engagement with
interventions for adults with social anxiety disorder?

Why this is important

Effective interventions exist for social anxiety disorder but access to and uptake of
services is limited and over 50% of people with social anxiety disorder never receive
treatment; of those who do receive treatment many wait 10 years or more for it.

This question should be addressed by a programme of work that tests a number of
strategies to improve uptake and engagement, including:

Development and evaluation of improved pathways into care, in collaboration with
low users of services, through a series of cohort studies with the outcomes including
increased uptake of and retention in services.

Adapting the delivery of existing interventions for social anxiety disorder in
collaboration with service users. Adaptations could include changes to the settings
for, methods of delivery of, or staff delivering the interventions. These interventions
should be tested in a randomised controlled trial (RCT) design that reports short-
and medium-term outcomes (including cost effectiveness) of at least 18 months’
duration.

1.2 SPECIFIC VERSUS GENERIC CBT FOR CHILDREN
AND YOUNG PEOPLE WITH SOCIAL ANXIETY
DISORDER

What is the clinical and cost effectiveness of specific CBT for children and young
people with social anxiety disorder compared with generic anxiety-focused CBT?

Why this is important

Children and young people with social anxiety disorder have commonly been
treated with psychological interventions that cover a broad range of anxiety
disorders, rather than being specifically focused on social anxiety disorder. This
approach may be considered to be easier and cheaper to deliver, but emerging
evidence suggests that children and young people with social anxiety disorder may
do less well with these generic treatments than those with other anxiety disorders.
There have, however, been no direct comparisons of treatment outcomes for children
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with social anxiety disorder treated with generic compared with social anxiety-
specific treatment programmes.

This question should be answered using an RCT design, reporting short- and
medium-term outcomes (including cost-effectiveness) with a follow-up of at least 12
months. The outcomes should be assessed by structured clinical interviews, parent-
and self-report, on validated questionnaires, and objective behavioural measures.
The study needs to be large enough to determine the presence of clinically important
effects, and mediators and moderators (in particular child/young person age)
should be investigated.

1.3 INVOLVING PARENTS IN THE TREATMENT OF
CHILDREN AND YOUNG PEOPLE WITH SOCIAL
ANXIETY DISORDER

What is the clinical and cost effectiveness of involving parents in the treatment of
children and young people with social anxiety disorder?

Why this is important

Parental mental health difficulties and parenting practices have been linked with the
development and maintenance of social anxiety disorder in children and young
people. This suggests that interventions targeting these parental factors may
improve treatment outcomes. However, interventions for children and young people
with social anxiety disorder have varied widely in the extent and manner in which
parents are involved in treatment and the benefit of including parents in
interventions has not been established.

This question should be addressed in two stages:

1. An intervention to target parental factors should be developed based on a
systematic review of the literature and in collaboration with service users.
2. The clinical and cost effectiveness of the intervention should be tested using

an RCT design, comparing standard care (for example, group CBT) with care
enhanced by a targeted parental component. It should report short- and medium-
term outcomes (including cost-effectiveness) with a follow-up of at least 12 months.
The outcomes should be assessed by structured clinical interviews, parent- and self-
report on validated questionnaires, and objective behavioural measures. The study
needs to be large enough to determine the presence of clinically important effects,
and mediators and moderators (in particular the child or young person's age) should
be investigated.

1.4 INDIVIDUAL VERSUS GROUP CBT FOR CHILDREN
AND YOUNG PEOPLE WITH SOCIAL ANXIETY
DISORDER

What is the clinical and cost effectiveness of individual and group CBT for children
and young people with social anxiety disorder?

Why this is important
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The majority of systematic evaluations of interventions for social anxiety disorder in
children and young people have taken a group approach. Studies with adult
populations, however, indicate that individually-delivered treatments are associated
with better treatment outcomes and are more cost effective.

This question should be addressed using an RCT design comparing the clinical and
cost effectiveness of individual and group-based treatments for children and young
people with social anxiety disorder. It should report short- and medium-term
outcomes (including cost-effectiveness) with a follow-up of at least 12 months. The
outcomes should be assessed by structured clinical interviews, parent- and self-
report on validated questionnaires and objective behavioural measures. The study
needs to be large enough to determine the presence of clinically important effects,
and mediators and moderators (in particular child or young person’s age and
contextual factors) should be investigated.

1.5 COMBINED INTERVENTIONS FOR ADULTS WITH
SOCIAL ANXIETY DISORDER

What is the clinical and cost effectiveness of combined psychological and
pharmacological interventions compared with either intervention alone in the
treatment of adults with social anxiety disorder?

Why this is important

There is evidence for the effectiveness of both CBT and medication, in particular
SSRIs, in the treatment of social anxiety disorder. However, little is known about the
effects of combined pharmacological and psychological interventions despite their
widespread use. Understanding the costs and benefits of combined treatment could
lead to more effective and targeted combinations if they prove to be more effective
than single treatments. The study will also provide important information on the
long-term benefits of medication.

This question should be addressed in a large-scale three-arm RCT design, comparing
the clinical and cost effectiveness of combined individual CBT and SSRI treatment
with individual CBT or an SSRI alone. Trial participants receiving medication should
be offered it for 1 year. The study should report short- and medium-term outcomes
(including cost-effectiveness) with a follow-up of at least 24 months. The primary
outcome should be recovery, with important secondary outcomes being retention in
treatment, experience and side effects of medication and social and personal
functioning. The study needs to be large enough to determine the presence of
clinically important effects, and mediators and moderators should be investigated.

1.6 ADDITIONAL INTERVENTIONS FOR ADULTS
WHOSE SOCIAL ANXIETY DISORDER HAS NOT
RESPONDED TO INDIVIDUAL CBT

What is the clinical and cost effectiveness of additional psychological and
pharmacological interventions in the treatment of adults with social anxiety disorder
who have not recovered when treated with individual CBT?
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Why this is important

Individual CBT is probably the most cost-effective intervention for adults with social
anxiety disorder but short-term psychodynamic psychotherapy and SSRlIs are also
effective treatments. However, even with individual CBT, 30 to 40% of people may
not recover. In clinical practice such individuals may be offered or seek alternative
treatments including other psychological interventions and medication. Currently
there is no high quality evidence available to inform service users or clinicians about
which of the alternative treatments may be most helpful. Understanding the costs
and benefits of the use of additional treatments could lead to more effective
sequencing of interventions and more cost effective use of NHS resources.

This question should be addressed in a large-scale two-arm RCT design, comparing
the clinical and cost effectiveness of short-term psychodynamic psychotherapy and
an SSRI in people whose social anxiety disorder has not recovered from an adequate
course of individual CBT. It should report short- and medium-term outcomes
(including cost-effectiveness) with a follow-up of at least 30 months. The primary
outcome should be recovery, with important secondary outcomes being retention in
treatment, experience and side effects of medication and social and personal
functioning. The study needs to be large enough to determine the presence of
clinically important effects, and mediators and moderators should be investigated.
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APPENDIX 10: COMPLETED METHODOLOGY CHECKLISTS FOR
CASE IDENTIFICATION AND ASSESSMENT

STUDY: CONNOR2001

DOMAIN 1: PATIENT SELECTION

A. Risk of Bias

Describe methods of patient selection:

“A random sample of adult participants in a
managed health care organization (n = 7,165) were
contacted...For comparison, a random sample of
individuals who were Mini-SPIN negative and
depression positive according to the three-item
depression screener (n = 397) or Mini- SPIN and
depression negative (n = 276) were selected as
control groups and interviewed in the same
manner.”

Was a consecutive or random sample of patients Yes
enrolled?

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced RISK: LOW

bias?

B. Concerns regarding applicability

Is there concern that the included patients do not
match the review question?

CONCERN: LOW

DOMAIN 2: INDEX TEST(S)

A. Risk of Bias

Describe the index test and how it was conducted
and interpreted:

“Those who screened positive for GSAD on the
Mini-SPIN (score of at least 6) and agreed to
further participation were interviewed by
telephone after providing verbal informed
consent”

Were the index test results interpreted without Yes
knowledge of the results of the reference standard?

If a threshold was used, was it pre-specified? Yes

Could the conduct or interpretation of the index RISK: LOW

test have introduced bias?

B. Concerns regarding applicability

Is there concern that the index test, its conduct, or
interpretation differ from the review question?

CONCERN: LOW

DOMAIN 3: REFERENCE STANDARD
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A. Risk of Bias

Describe the reference standard and how it was
conducted and interpreted:

“To confirm the diagnosis of GSAD (n = 344), the
interview consisted of a battery of assessments
including the social phobia module of the
Structured Clinical Interview for DSM- IV (SCID)

[First et al., 1995]”
Is the reference standard likely to correctly classify | Yes
the target condition?
Were the reference standard results interpreted Unclear

without knowledge of the results of the index test?

Could the reference standard, its conduct, or its
interpretation have introduced bias?

RISK: UNCLEAR

B. Concerns regarding applicability

Is there concern that the target condition as defined
by the reference standard does not match the
review question?

CONCERN: LOW

DOMAIN 4: FLOW AND TIMING

A. Risk of Bias

Describe any patients who did not receive the
index test(s) and/ or reference standard or who
were excluded from the 2x2 table (refer to flow
diagram):

“Because approximately every fourth person who
was negative on the Mini-SPIN was chosen to be
interviewed, each of these subjects was weighted in
the analyses to represent 3.97 subjects, to
approximate the total sample of this “negative
screen” group.”

Describe the time interval and any interventions Unclear
between index test(s) and reference standard:

Was there an appropriate interval between index Unclear
test(s) and reference standard?

Did all patients receive a reference standard? No

Did patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? RISK: LOW
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STUDY: DALRYMPLE2008

DOMAIN 1: PATIENT SELECTION

A. Risk of Bias

Describe methods of patient selection:

“psychiatric outpatients presenting for treatment at
the outpatient practice of the Rhode Island
Hospital Department of Psychiatry... Individuals
presenting for an intake appointment were asked
to participate in a diagnostic evaluation before
meeting with their treating clinician.”

Was a consecutive or random sample of patients Yes
enrolled?

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced RISK: LOW

bias?

B. Concerns regarding applicability

Is there concern that the included patients do not
match the review question?

CONCERN: LOW

DOMAIN 2: INDEX TEST(S)

A. Risk of Bias

Describe the index test and how it was conducted
and interpreted:

“The SAD module of the SCID begins with a
standard screening question: “Was there ever
anything that you have been afraid to do or felt
uncomfortable doing in front of other people, like
speaking, eating, or writing?” If the screening
question is answered in the affirmative, then the
remaining SAD criteria are evaluated.”

Were the index test results interpreted without Yes
knowledge of the results of the reference standard?

If a threshold was used, was it pre-specified? Yes

Could the conduct or interpretation of the index RISK: LOW

test have introduced bias?

B. Concerns regarding applicability

Is there concern that the index test, its conduct, or
interpretation differ from the review question?

CONCERN: LOW
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DOMAIN 3: REFERENCE STANDARD

A. Risk of Bias

Describe the reference standard and how it was
conducted and interpreted:

“The SAD module was modified for the current
study by adding a list of social fears to cue the
participants. All patients were administered the
social fears list after the screening question,
regardless of whether they provided a negative or
affirmative response to the screening question.”

Is the reference standard likely to correctly classify
the target condition?

Yes

Were the reference standard results interpreted No
without knowledge of the results of the index test?
Could the reference standard, its conduct, or its RISK: LOW

interpretation have introduced bias?

B. Concerns regarding applicability

Is there concern that the target condition as defined
by the reference standard does not match the
review question?

CONCERN: LOW

DOMAIN 4: FLOW AND TIMING

A. Risk of Bias

Describe any patients who did not receive the
index test(s) and/ or reference standard or who
were excluded from the 2x2 table (refer to flow
diagram):

“All patients were evaluated with the full SCID.”

“Three participants had missing data and were
therefore excluded from the analyses, yielding a
sample size of 1797.”

Describe the time interval and any interventions None
between index test(s) and reference standard:

Was there an appropriate interval between index Yes

test(s) and reference standard?

Did all patients receive a reference standard? Yes

Did patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? RISK: LOW
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STUDY: KROENKE2007

DOMAIN 1: PATIENT SELECTION

A. Risk of Bias

Describe methods of patient selection:

“Of the 2740 participants, the first 2149 were used
for devel- opment and validation of the GAD-7
scale, whereas the last 591 were used to determine
the test-retest reliability of the scale.”

Was a consecutive or random sample of patients Yes
enrolled?

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced RISK: LOW

bias?

B. Concerns regarding applicability

Is there concern that the included patients do not
match the review question?

CONCERN: LOW

DOMAIN 2: INDEX TEST(S)

A. Risk of Bias

Describe the index test and how it was conducted
and interpreted:

“Before seeing their physicians, patients completed
a 4-page questionnaire that included the GAD-7...
Scores on the GAD-7 range from 0 to 21; scores of 5,
10, and 15 represent mild, moderate, and severe
anxiety symptoms, respectively. The first 2 items of
the GAD-7 represent core anxiety symptoms, and
scores on this GAD-2 subscale range from 0 to 6.”

Were the index test results interpreted without Yes
knowledge of the results of the reference standard?

If a threshold was used, was it pre-specified? No

Could the conduct or interpretation of the index RISK: LOW

test have introduced bias?

B. Concerns regarding applicability

Is there concern that the index test, its conduct, or
interpretation differ from the review question?

CONCERN: LOW

DOMAIN 3: REFERENCE STANDARD

A. Risk of Bias

Describe the reference standard and how it was

“They based a diagnosis of social anxiety disorder
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conducted and interpreted:

on whether the patient met SCID diagnostic criteria
and had a Mini-SPIN score of 8 or greater, because
this improves the accuracy of social anxiety
disorder diagnoses.”

“The 2 mental health professionals, while blinded
to the results of the self-report research
questionnaire, con- ducted structured psychiatric
interviews by telephone...”

Is the reference standard likely to correctly classify | Yes

the target condition?

Were the reference standard results interpreted Yes
without knowledge of the results of the index test?

Could the reference standard, its conduct, or its RISK: LOW

interpretation have introduced bias?

B. Concerns regarding applicability

Is there concern that the target condition as defined
by the reference standard does not match the
review question?

CONCERN: LOW

DOMAIN 4: FLOW AND TIMING

A. Risk of Bias

Describe any patients who did not receive the
index test(s) and/ or reference standard or who
were excluded from the 2x2 table (refer to flow
diagram):

“1654 agreed to a telephone interview, of whom
965 were randomly selected to undergo this
interview”

Describe the time interval and any interventions
between index test(s) and reference standard:
“within 1 week of their clinic visit”

Was there an appropriate interval between index Yes

test(s) and reference standard?

Did all patients receive a reference standard? No

Did patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? RISK: LOW
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STUDY: MCQUAID2000

DOMAIN 1: PATIENT SELECTION

A. Risk of Bias

Describe methods of patient selection:

“213 primary care patients attending scheduled
appointments at UCSD Healthcare Mira Mesa
Family Practice Clinic.”

Was a consecutive or random sample of patients Yes
enrolled?

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced RISK: LOW

bias?

B. Concerns regarding applicability

Is there concern that the included patients do not
match the review question?

CONCERN: LOW

DOMAIN 2: INDEX TEST(S)

A. Risk of Bias

Describe the index test and how it was conducted
and interpreted:

“Social Phobia Questionnaire (SPQ) [Stein et al.,
1999b]”

“endorsing high anxiety or avoidance to one of the
10 SPQ items (for the first item, speaking in public,
both anxiety and avoidance needed to be endorsed
as nearly always occurring).”

Were the index test results interpreted without Yes
knowledge of the results of the reference standard?

If a threshold was used, was it pre-specified? Yes

Could the conduct or interpretation of the index RISK: LOW

test have introduced bias?

B. Concerns regarding applicability

Is there concern that the index test, its conduct, or
interpretation differ from the review question?

CONCERN: LOW

DOMAIN 3: REFERENCE STANDARD

A. Risk of Bias

Describe the reference standard and how it was
conducted and interpreted:

“Interviewers were research assistants with a
bachelor degree in psychology. Both were trained
by the first author, who in turn had been trained on
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the CIDI by Sergio Aguilar-Gaxiola, M.D., Ph.D., at
California State University, Fresno, one the World
Health Organization (WHO) certified CIDI training
sites. Inter- viewers reviewed all cases in which
there was a question regarding diagnosis with the
first author.”

Is the reference standard likely to correctly classify | Yes

the target condition?

Were the reference standard results interpreted Yes
without knowledge of the results of the index test?

Could the reference standard, its conduct, or its RISK: LOW

interpretation have introduced bias?

B. Concerns regarding applicability

Is there concern that the target condition as defined
by the reference standard does not match the
review question?

CONCERN: LOW

DOMAIN 4: FLOW AND TIMING

A. Risk of Bias

Describe any patients who did not receive the
index test(s) and/ or reference standard or who
were excluded from the 2x2 table (refer to flow
diagram):

“We approached 2,218 (94%) of the 2,358 clinic
visitors present when a research assistant was
available. Of those initially contacted, 1,024 met
criteria for partici- pation (i.e., were patients of the
clinic, 18 years of age or older, spoke English, and
had not participated in the study previously), 566
(55%) consented to partici- pate, and 511 (49.9%)
completed the screening mea- sures before being
called for their appointment.”

“Patients were contacted if they met a cutoff score
on one of the screening measures.”

“In addition, we contacted 29 participants who did
not meet screening criteria on any of the measures
and who served as a control sample, for a total of
213 participants.”

Describe the time interval and any interventions
between index test(s) and reference standard:

“in the 2 weeks following their screening”

Was there an appropriate interval between index Yes
test(s) and reference standard?

Did all patients receive a reference standard? No
Did patients receive the same reference standard? Yes
Were all patients included in the analysis? No
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Could the patient flow have introduced bias? RISK: HIGH
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STUDY: MEANS-CHRISTENSEN2006

DOMAIN 1: PATIENT SELECTION

A. Risk of Bias

Describe methods of patient selection:

“12,724 patients were approached and asked to
participate”

“4409 patients (34.7%) did not complete the
screening questionnaire, either because they
refused or were ineligible.”

Was a consecutive or random sample of patients Yes
enrolled?

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced RISK: LOW

bias?

B. Concerns regarding applicability

Is there concern that the included patients do not
match the review question?

CONCERN: LOW

DOMAIN 2: INDEX TEST(S)

A. Risk of Bias

Describe the index test and how it was conducted
and interpreted:

“Patients completed a pencil-and-paper screening
questionnaire. There were two versions of the
screening questionnaire, and each patient
completed one of the two versions. Patients
recruited in the first 20 months of the study
completed Version A, and patients in the final 5
months of the study completed Version B.”

Were the index test results interpreted without Yes
knowledge of the results of the reference standard?

If a threshold was used, was it pre-specified? Yes

Could the conduct or interpretation of the index RISK: HIGH

test have introduced bias?

B. Concerns regarding applicability

Is there concern that the index test, its conduct, or
interpretation differ from the review question?

CONCERN: LOW

DOMAIN 3: REFERENCE STANDARD

A. Risk of Bias

Social Anxiety Disorder: Appendix 10 (November 2012) 10






DRAFT FOR CONSULTATION

Describe the reference standard and how it was
conducted and interpreted:

“The reference standard for establishing diagnostic
accu- racy of the ADD was the interviewer-
administered comput- erized version of the CIDI-
Auto, version 2.1 [43]. The CIDI-Auto was
administered during a telephone interview by one
of 19 trained CIDI interviewers, and diagnoses
were obtained for major depression, GAD, panic
disorder, social phobia and PTSD.”

“Interviewers were not blind to the results of the
screening questionnaire as some of the content in
the remainder of the telephone interview (not
pertinent to this study) was determined by their
screening status.”

Is the reference standard likely to correctly classify | Yes

the target condition?

Were the reference standard results interpreted No
without knowledge of the results of the index test?

Could the reference standard, its conduct, or its RISK: LOW

interpretation have introduced bias?

B. Concerns regarding applicability

Is there concern that the target condition as defined
by the reference standard does not match the
review question?

CONCERN: LOW

DOMAIN 4: FLOW AND TIMING

A. Risk of Bias

Describe any patients who did not receive the
index test(s) and/ or reference standard or who
were excluded from the 2x2 table (refer to flow
diagram):

“Selected patients who screened negatively on all
items were less likely to agree to participate in the
interview [41% vs. 58%; v2(1)=75.27, Pb.01] and
were less likely to actually complete the interview
after having agreed to participate [51% vs. 66%;
v2(1)=25.48, Pb.01].”

Describe the time interval and any interventions
between index test(s) and reference standard:

“median time between screening and interview=14
days”

Was there an appropriate interval between index Yes

test(s) and reference standard?

Did all patients receive a reference standard? No

Did patients receive the same reference standard? Yes

Were all patients included in the analysis? No

Could the patient flow have introduced bias? RISK: LOW
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STUDY: WEEKS2007

DOMAIN 1: PATIENT SELECTION

A. Risk of Bias

Describe methods of patient selection:

“Participants were 291 individuals seeking
treatment at the AACT for social anxiety or
generalized anxiety and worry. These individuals
first called the AACT and completed a telephone
screening interview. Callers were referred to the
AACT through advertisements, its website, or by
mental health professionals in the community.”

Was a consecutive or random sample of patients
enrolled?

Yes

Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced RISK: LOW

bias?

B. Concerns regarding applicability

Is there concern that the included patients do not
match the review question?

CONCERN: LOW

DOMAIN 2: INDEX TEST(S)

A. Risk of Bias

Describe the index test and how it was conducted
and interpreted:

“We evaluated the sensitivity, specificity, and
diagnostic efficiency of the Mini-SPIN in the
subsample of individuals who arrived for
diagnostic interview, using cutoff scores ranging
from 4 to 9.3 However, only one participant
obtained a score of 5 on the Mini-SPIN; thus, this
cutoff score was not evaluated in this sample.”

Were the index test results interpreted without Unclear
knowledge of the results of the reference standard?

If a threshold was used, was it pre-specified? No

Could the conduct or interpretation of the index RISK: LOW

test have introduced bias?

B. Concerns regarding applicability

Is there concern that the index test, its conduct, or
interpretation differ from the review question?

CONCERN: LOW

DOMAIN 3: REFERENCE STANDARD

Social Anxiety Disorder: Appendix 10 (November 2012) 12
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A. Risk of Bias

Describe the reference standard and how it was
conducted and interpreted:

“Assessed using the ADIS-IV-L”

Is the reference standard likely to correctly classify | Yes

the target condition?

Were the reference standard results interpreted Unclear
without knowledge of the results of the index test?

Could the reference standard, its conduct, or its RISK: LOW

interpretation have introduced bias?

B. Concerns regarding applicability

Is there concern that the target condition as defined
by the reference standard does not match the
review question?

CONCERN: LOW

DOMAIN 4: FLOW AND TIMING

A. Risk of Bias

Describe any patients who did not receive the
index test(s) and/ or reference standard or who
were excluded from the 2x2 table (refer to flow
diagram):

“The majority of callers (n 5 238, 81.8%) were

invited to the AACT for further evaluation with the
Anxiety Disorders Interview Schedule for DSM-1V:
Lifetime Version [ADIS-IV-L; DiNardo et al., 1994]”

Describe the time interval and any interventions
between index test(s) and reference standard:

“Of the 200 individuals scheduled for pretreatment
evaluation, 135 (67.5%) arrived at the AACT and
were assessed using the ADIS-IV-L.”

Was there an appropriate interval between index Yes

test(s) and reference standard?

Did all patients receive a reference standard? No

Did patients receive the same reference standard? Yes

Were all patients included in the analysis? No

Could the patient flow have introduced bias? RISK: LOW
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APPENDIX 11: NETWORK META-ANALYSIS RESULTS

Symptoms of Social Anxiety Diagram

Symptoms of Social
Anxiety
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Recovery Diagram
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Symptom versus Recovery Relationship
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Winbugs Code

Treatment codes: re-ordered

1

2

10

11

12

13

14

15

16

17

18

19

20

21

A02)
A04)
A05)
A06)
BO1)
BO5)
B06)
B10)
B11)
C03)
C04)
C10)
C22)
C27)
C28)
C32)
D02)
DO8)
D11)
D13)

D15)

Wait list

Treatment as usual
Psychological Placebo

Pill Placebo

BB, Atenolol

St John's Wort

TC, Mirtazapine

NRI, Atomoxetine

NK1A

Social skills training

Exercise

Supportive Therapy

Exposure (in vivo)
Psychodynamic Psychotherapy
Interpersonal Psychotherapy
Mindfulness

Paroxetine + Clonazapam
Psychodynamic + Clonazepam
CBT, group + Fluoxetine

CBT, individual + Moclobemide

CBT (Heimberg), group + Phenelzine
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22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

42

43

44

B02)
BO3)
BO4)
B08)
B09)
B12)
B15)
B16)
B17)
B18)
B23)
B24)
B26)
B30)
B32)
C11)
C12)
C19)
C20)
C21)
C36)
C39)

C42)

AC, Gabapentin

AC, Levetiracetam

AC, Pregabalin (400mg)

BD, Alprazolam

BD, Clonazapam

SS, Escitalopram

SS, Citalopram

SS, Fluvoxamine

SS, Sertraline

SS, Paroxetine

SS, Fluoxetine

SS, Venlafaxine (<75mg/day)
SN, Venlafaxine (>75mg/day)
MA, Moclobemide

MA, Phenelzine

Self-help (book) no support
Self-help (internet) no support
Self-help (book) with discussion group
Self-help (book) with support
Self-help (internet) with support
CBT, group

CBT, group (enhanced exposure)

CBT (Heimberg), group
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45 C40) CBT (Heimberg), individual
46 C50) CBT, individual
47 C54) CT (Clark & Wells), individual

48 C55) CT (Clark & Wells), individual shortened

# Normal likelihood, identity link for trial-level data given as SMD
# Class model: Random effects model for multi-arm trials

# Includes calibration regression for Recovery

model{ # *** PROGRAM STARTS
# 2 ARM STUDIES SMD
for(iin 1:ns2) { # LOOP THROUGH 2-ARM STUDIES

prec[i,2] <-1/Var[i,2] # set precisions

y[i,2] ~ dnorm(delta[i,2],prec[i,2]) # normal likelihood for 2-arm trials
#Deviance contribution for trial i

resdev|i] <- (y[i,2]-deltali,2])*(y[i,2]-delta[i,2])*prec]i,2]

}

# 3 ARM STUDIES SMD
for(i in 1:ns3) { # LOOP THROUGH THREE-ARM STUDIES

for (k in 1:(na[i+ns2]-1)) { # set variance-covariance matrix

for (j in 1:(na[i+ns2]-1)) {

Sigmali,j,k] <- V[i+ns2]*(1-equals(j,k)) + Var[i+ns2 k+1]*equals(j k)
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}

# Precision matrix
Omegali,1:(na[i+ns2]-1),1:(na[i+ns2]-1)] <- inverse(Sigmal[i,, )
# multivariate normal likelihood for 3-arm trials
y[i+ns2,2:nali+ns2]] ~ dmnorm(delta[i+ns2,2:nali+ns2]],Omegali,1:2,1:2])
# Deviance contribution for trial i
for (k in 1:(na[i+ns2]-1)){ # multiply vector & matrix
ydiff[i k]<- y[i+ns2,(k+1)] - delta[i+ns2,(k+1)]
z[i,k]<- inprod2(Omegali k,1:2], ydiff[i,1:2])
}

resdev[i+ns2]<- inprod2(ydiff[i,1:(na[i+ns2]-1)], z[i,1:(na[i+ns2]-1)])

}
# 4 ARM STUDIES SMD
for(iin 1:ns4) { # LOOP THROUGH FOUR-ARM STUDIES

for (k in 1:(na[i+ns2+ns3]-1)) { # set variance-covariance matrix
for (j in 1:(na[i+ns2+ns3]-1)) {

Sigmad4([i,j k] <- V[i+ns2+ns3]*(1-equals(j,k)) +
Var[i+ns2+ns3,k+1]*equals(j k)

}
}

# Precision matrix
Omegad[i,1:(nafi+ns2+ns3]-1),1:(na[i+ns2+ns3]-1)] <- inverse(Sigma4[i,,])

# multivariate normal likelihood for 4-arm trials

Social Anxiety Disorder: Appendix 11 (December 2012) 7





DRAFT FOR CONSULTATION

y[itns2+ns3,2:nali+ns2+ns3]] ~
dmnorm(delta[i+ns2+ns3,2:nali+ns2+ns3]],Omega4[i,1:3,1:3])

#Deviance contribution for trial i
for (k in 1:(na[i+ns2+ns3]-1)){ # multiply vector & matrix
ydiff4[i k]<- y[i+ns2+ns3,(k+1)] - delta[i+ns2+ns3,(k+1)]
z4[i k]<- inprod2(Omega4(i k,1:3], ydiff4[i,1:(na[i+ns2+ns3]-1)])
}

resdev[i+ns2+ns3]<- inprod2(ydiff4[i,1:(na[i+ns2+ns3]-1)],
z4[i,1:(na[i+ns2+ns3]-1)])

}
#5 ARM STUDIES SMD
for(i in 1:nsb) { # LOOP THROUGH FIVE-ARM STUDIES

# set variance-covariance matrix
for (k in 1:(na[i+ns-ns5]-1)) { # set variance-covariance matrix
for (j in 1:(na[i+ns-ns5]-1)) {
Sigmab[i,j k] <- V[i+ns-ns5]*(1-equals(j k)) + Var[i+ns-ns5k+1]*equals(j k)
}
}

# Precision matrix
Omega5[i,1:(nafi+ns-ns5]-1),1:(na[i+ns-ns5]-1)] <- inverse(Sigma5li,,])
# multivariate normal likelihood for 5-arm trials

y[itns-ns5,2:nafi+ns-ns5]] ~ dmnorm(delta[i+ns-ns5,2:nali+ns-
ns5]],Omegab[i,1:4,1:4])

# Deviance contribution for trial 1

for (k in 1:(na[i+ns-ns5]-1)){ # multiply vector & matrix

Social Anxiety Disorder: Appendix 11 (December 2012) 8





DRAFT FOR CONSULTATION

ydiff5[i k]<- y[i+ns-ns5,(k+1)] - delta[i+ns-ns5,(k+1)]
z5[i k]<- inprod2(Omega5[i k,1:4], ydiff5[i,1:(na[i+ns-ns5]-1)])
}

resdev[i+ns-ns5]<- inprod2(ydiff5[i,1:(na[i+ns-ns5]-1)], z5[i,1:(na[i+ns-ns5]-
DI)

}

# ALL STUDIES WITH SMD, RE MODEL
for(i in 1:ns){ # LOOP THROUGH ALL STUDIES
wli, 1] <-0 # adjustment for multi-arm trials is zero for control arm
delta[i, 1] <- 0 # treatment effect is zero for control arm
for (k in 2:mali]) { # LOOP THROUGH ARMS
# trial-specific LOR distributions
delta[i k] ~ dnorm(md[i k],taud[i k])
# mean of random effects distributions, with multi-arm trial correction
md[i k] <- d[t[i,k]] - d[t[i,1]] + sw]i k]
# precision of random effects distributions (with multi-arm trial correction)
taud[i k] <- tau *2*(k-1)/k
# adjustment, multi-arm RCTs
w(ik] <- (delta[i k] - d[t[i Kk]] + d[t[i,1]])
# cumulative adjustment for multi-arm trials

swli k] <- sum(w[i,1:k-1])/ (k-1)
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totresdev <- sum(resdev[])  # Total Residual Deviance
#
d[1] <-0  # treatment effect (SMD) is zero for reference treatment
for (k in 2:21){
d[k] ~ dnorm(0, .0001)  # vague prior for treatment effects (SMD)
)
# Class model
for (k in 22:nt){
d[k] ~ dnorm(m[D[k]], prec2[D[k]]) # treatment effects from Class (SMD)
)
for (k in 1:nc){
m[k] ~ dnorm(0, .0001)  # prior for mean class effect
prec2[k] ~ dgamma(a,b)  # prior for class precision
sd2[k] <- pow(prec2[k], -0.5)
}
#
sd ~ dunif(0,5) # vague prior for between-trial SD
tau <- pow(sd,-2) # between-trial precision = (1/between-trial variance)
#

# REGRESSION FOR RECOVERY

for (j in 1:nR){ # LOOP THROUGH STUDIES REPORTING
RECOVERY
lambdalj,1] <- 0 # treatment effect is zero for control arm

mufj] ~ dnorm(0,.0001)  # vague priors for all trial baselines
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for (k in 1:naR[j]) { # LOOP THROUGH ARMS
r[j, k] ~ dbin(pl[j k] n[j,k]) # binomial likelihood for recovery data
logit(p[j k]) <- mu[j] + lambdalj k] # model for linear predictor
rhat[j k] <- p[j k] * n[j, k] # expected value of the numerators
#Deviance contribution
devR[j K] <- 2* (r[j K] * (log(r[j K])-log(rhat[j k]))

+ (njk]-rfj.k]) * (og(nljk]-r[j,K]) - log(n[j,k]-rhat(j,k])))

for (k in 2:naR[j]) { # LOOP THROUGH ARMS

# regression equation: LOR(Rec) = beta * LOR(SMD)
lambdal[j k] <- beta * (-3.1416/sqrt(3)) * delta[C[j] K]

}
# summed residual deviance contribution for this trial

resdevR[j] <- sum(devR[j,1:naR[j]])
}
totresdevR <- sum(resdevR[]) #Total Residual Deviance Recovery
beta ~ dnorm(0,.0001)
#
for (kin 1:nc) { mCal[k] <- (-3.1416/5sqrt(3)) * beta * m[k] }
for (kin 1:nt) {

glk] <- (-3.1416/sqrt(3)) * d[k] # Transform SMD to LOR (change sign)

gCal[k] <- beta * g[k] # Transform SMD to LOR (change sign): Calibrated
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# rank all treatments on SMD
rk[k] <-rank(d[] k) # Smallest is best (i.e. rank 1)
best[k] <-equals(rk[k],1)
for (h in 1:nt) { prob[h k] <- equals(rk[k],h) }
# rank all treatments on LOR (calibrated)
rk.g[k] <-nt+1-rank(gCal[], k) # Largest is best (i.e. rank 1)
best.g[k] <- equals(rk.g[k],1)
for (h in 1:nt) { prob.g[h,k] <- equals(rk.g[k],h) }
}
for (c in 1:(nt-1)) {
for (k in (ct+1):mt) {
diff[c k] <- d[k] - d[c] # pairwise SMDs
lor[c k] <- g[k] - g[c] # pairwise LORs
or[c k] <- exp(g[k] - g[c]) # Paiwise ORs
lorCal[c k] <- gCal[k] - gCal[c] # pairwise LORs (calibrated)
orCal[c,k] <- exp(gCal[k] - gCal[c]) # Paiwise ORs (calibrated)
}
}

# Provide estimates of treatment effects T[k] on the natural scale
# Given a Mean Effect, meanA, for 'standard' treatment A,

# with precision (1/variance) precA

A ~ dnorm(meanA,precA)

for (k in 1:nt) { logit(T[k]) <- A + gCal[k] }
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for (k in 1:nc) { logit(TClass[k]) <- A + mCal[k] }

} # *** PROGRAM ENDS
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APPENDIX 12: STUDIES IN THE NETWORK ANALYSIS - STUDY CHARACTERISTICS TABLES

6.6 PHARMACOLOGICAL INTERVENTIONS

Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Anticonvulsants
Gabapentin
PANDE1999 USA Clinical 36 0.43 0.94 0 35 35 Pill placebo N/A |21 14
Interview 34 34 Gabapentin NR 21 14
(DSM-1V)
Levetiracetam
ZHANG2005 USA MINI 38 0.53 0.74 0 0 7 Pill placebo N/A |14 7
(DSM-1V) 0 9 Levetiracetam | 1139.5 | 14 7
Pregabalin
FELTNER2011 USA MINI 35 0.41 0.79 0 82 82 Pill placebo N/A |21 11
(DSM-1V) 82 82 Pregabalin 200 21 11
(600mg)
PANDE2004 USA SCID 38 0.42 0.81 0 46 46 Pill placebo N/A |21 10
(DSM-1V) 47 47 Pregabalin 200 21 10
(600mg)
42 42 Pregabalin 50 21 10
(150mg)
PFIZER2007 BEL; MINI 37 0.45 0.81 NR 97 79 Pill placebo N/A |14 11
GBR; (DSM-1V) 95 70 Pregabalin 200 14 11
ISR; (400mg)
NED; 95 76 Paroxetine 20 7 11
SWZ; (20mg)
USA; 87 71 Pregabalin 100 14 11
ZA (200mg)
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Benzodiazapines
Alprazolam
GELERNTER1991 USA ADIS 37 0.63 0.91 15 15 Pill placebo N/A |28 12
(DSM-III) 15 12 Alprazolam 1.05 28 12
15 13 Phenelzine 13.75 | 28 12
20 17 CBT 2 1 12
(Heimberg),
group
Clonazepam
DAVIDSON1993 USA SCID 37 0.43 0.99 36 33 Pill placebo N/A |14 10
(DSM 111 39 37 Clonazapam 1.2 14 10
R)
KNIJNIK2008 BRA MINI 33 0.61 NR 29 28 Clonazapam 0.74 14 12
(DSM-1V) 29 29 Psychodynami | 1.5 1 12
c
Psychotherapy
Clonazapam 0.645 |14 12
MUNJACK1990 USA SCID 33 0.75 0.8 11 10 No treatment | N/A | N/A |8
(DSM 111 12 10 Clonazapam 2.75 7 8
R)
OTTO2000 USA SCID 40 0.4 NR 25 25 Clonazapam NR 14 12
(DSM 111 20 20 CBT 25 1 12
R) (Heimberg),
group
Monoamine Oxidase Inhibitors (MAOIs)
Moclobemide
BURROWS1997 AUS; SCID 36 0.43 NR 0 194 Pill placebo N/A |7 12
AUT; (DSM-1V) 0 193 Moclobemide | 600 7 12
BEL; NR 191 Moclobemide | 300 7 12
BRA;
CAN;
FRA;
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GER;
GBR;
ISL;
NED;
SWE;
SWZ
OOSTERBA AN2001 NED SCID 37 0.42 NR 0 27 19 Pill placebo N/A |7 15
(DSM 111 27 24 Moclobemide | 589 7 15
R) 28 24 CBT, 0.75 1 15
individual
PRASKO2003 CZE NR 28 0.52 NR NR 0 20 Moclobemide | NR NR |26
0 24 CBT, NR NR |26
individual
Pill placebo N/A |NR |26
NR 22 CBT, NR NR |26
individual
Moclobemide | NR NR |26
SCHNEIER1998 USA SCID 35 0.4 0.8 0 37 37 Pill placebo N/A |14 8
(DSM 111 40 40 Moclobemide | 364 14 8
R)
STEIN2002a ZA SCID 34 0.47 NR 0 193 189 Pill placebo N/A |7 12
(DSM-1V) 191 188 Moclobemide | 315 14 12
VERSIANI1992 BRA SCID 0 NR NR 0 0 26 Pill placebo N/A |7 8
(DSM 111 0 26 Moclobemide | 580.7 |7 8
R) NR 26 Phenelzine 67.5 7 8
Phenelzine
BLANCO2010 USA Clinical 32 041 0.48 0 39 27 Pill placebo N/A |7 12
Interview 45 35 Phenelzine 65.9 7 12
(DSM-1V) 40 34 CBT 25 1 12
(Heimberg),
group
42 32 CBT 25 1 12
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(Heimberg),
group
Phenelzine 62 7 12
GELERNTER1991 USA ADIS 37 0.63 0.91 0 15 15 Pill placebo N/A |28 12
(DSM-III) 15 12 Alprazolam 1.05 28 12
15 13 Phenelzine 13.75 | 28 12
20 17 CBT 2 1 12
(Heimberg),
group
HEIMBERG1998 USA SCID 35 0.5 NR 0 33 26 Psychological | NR 1 12
(DSM 111 placebo
R) 33 27 Pill placebo N/A |7 12
31 26 Phenelzine NR 7 12
36 28 CBT 25 1 12
(Heimberg),
group
LIEBOWITZ1990 USA Clinical 34 0.31 NR 0 28 26 Pill placebo N/A |7 8
Interview 28 23 BB, Atenolol 97.6 7 8
(DSM-III) 29 25 Phenelzine 75.7 7 8
VERSIANI1992 BRA SCID 0 NR NR 0 0 26 Pill placebo N/A |7 8
(DSM 111 0 26 Moclobemide | 580.7 |7 8
R) NR 26 Phenelzine 67.5 7 8
Serotonin and Norepinephrine Reuptake Inhibitors (SNRIs)
Venlafaxine
STEIN2005 USA MINI 37 0.42 0.89 0 134 126 Pill placebo N/A |7 28
(DSM-1V) 131 119 Venlafaxine 72.2 7 28
(<75mg/day)
130 119 Venlafaxine 213.7 |7 28
(>75mg/day)
ALLGULANDER2004 FRA; MINI 39 0.53 NR NR 146 132 Pill placebo N/A |7 12
FIN; (DSM-1V) 144 128 Paroxetine 424 7 12
NOR; (40mg)
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SWE; 144 129 Venlafaxine 1924 |7 12
USA (>75mg/ day)
LIEBOWITZ2005a USA MINI 35 0.45 0.8 NR 140 133 Pill placebo N/A |7 12
(DSM-1V) 139 138 Venlafaxine 165 7 12
(>75mg/day)
LIEBOWITZ2005b USA MINI 36 0.46 0.71 0 147 144 Pill placebo N/A |7 12
(DSM-1V) 147 136 Paroxetine 46 7 12
(40mg)
146 133 Venlafaxine 201.7 |7 12
(>75mg/day)
RICKELS2004 USA MINI 41 0.43 0.97 0 0 135 Pill placebo N/A |7 12
(DSM-1V) 0 126 Venlafaxine 178 7 12
(>75mg/day)
Selective Serotonin Reuptake Inhibitors (SSRIs)
Citalopram
FURMARK2002 SWE SCID 35 0.44 1 0 6 6 Wait list N/A |N/A |9
(DSM-1V) 6 6 Citalopram 40 7 9
6 6 CBT, group 3 0.9 9
FURMARK2005 SWE SCID 32 0.53 NR NR 12 12 Pill placebo N/A |7 6
(DSM-1V) 12 12 NKI1A 5 7 6
12 12 Citalopram 40 7 6
Escitalopram
KASPER2005 AUT; MINI 38 0.45 NR 0 177 176 Pill placebo N/A |7 12
CAN; (DSM-1V) 181 177 Escitalopram 17.6 7 12
DEN;
FIN;
GBR;
GER;
NOR;
RSA
LADER2004 Multiple | MINI 37 0.53 0.99 0 166 164 Pill placebo N/A |7 24
(DSM-1V) 170 162 Escitalopram 20 7 24
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167 162 Escitalopram 10 7 24
(10mg)
167 166 Escitalopram 5 7 24
(5mg)
169 166 SS, 20 7 24
Paroxetine
(20mg)
Fluoxetine
CLARK2003 GBR SCID 33 0.52 NR 0 20 20 Exposure 0.6 1 16
(DSM-1V) instructions
Pill placebo N/A |7 16
20 20 Exposure 0.6 1 16
instructions
Fluoxetine 60 7 16
20 20 CT (Clark & 1.25 1 16
Wells),
individual
DAVIDSON2004b USA SCID 37 0.46 0.78 0 60 60 Pill placebo N/A |7 14
(DSM-1V) 57 57 Fluoxetine 43.6 7 14
60 60 CBT, group 1 1 14
59 59 CBT, group 1 1 14
Pill placebo N/A |7 14
59 59 CBT, group 1 1 14
Fluoxetine 47.3 7 14
KOBAK2002 USA SCID 39 0.58 NR NR 30 30 Pill placebo N/A |7 14
(DSM-1V) 30 30 Fluoxetine 50 7 14
Fluvoxamine
ASAKURA2007 JPN Clinical 39 0.32 NR NR 89 89 Pill placebo N/A |7 10
Interview 182 176 Fluvoxamine 225 7 10
(DSM-1V)
DAVIDSON2004a USA SCID 37 0.36 0.78 0 140 126 Pill placebo N/A |7 12
(DSM-1V) 139 121 Fluvoxamine 174 7 12
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STEIN1999 USA SCID 39 0.36 NR 0 44 44 Pill placebo N/A |7 12
(DSM-1V) 48 42 Fluvoxamine 202 7 12
VAN-VLIET1994 NED Clinical 35 0.57 NR 0 14 13 Pill placebo N/A |7 12
Interview 16 15 Fluvoxamine 150 7 12
(DSM-IIT
R)
WESTENBERG2004 FRA; SCID 38 0.52 NR 0 151 148 Pill placebo N/A |7 12
GBR; (DSM-1V) 149 146 Fluvoxamine 209 7 12
GER;
IRL;
NED;
RSA;
USA
Paroxetine
ALLGULANDER1999 SWE Clinical 39 NR NR 0 48 48 Pill placebo N/A |7 12
Interview 48 44 Paroxetine NR 7 12
(DSM-1V)
ALLGULANDER2004 FRA; MINI 39 0.53 NR NR 146 132 Pill placebo N/A |7 12
FIN; (DSM-1V) 144 128 Paroxetine 424 7 12
NOR; (40mg)
SWE; 144 129 Venlafaxine 1924 |7 12
USA (>75mg/ day)
BALDWIN1999 BEL; MINI 36 0.54 0.89 0 151 151 Pill placebo N/A |7 12
ESP; (DSM-1V) 139 139 Paroxetine 34.7 7 12
FRA;
GBR;
GER;
IRL; RSA
GLAXOSMITHKLINE20 JPN NR 37 0.52 0 NR 133 130 Pill placebo N/A |7 12
06 132 132 Paroxetine 20 7 12
(20mg)
135 133 Paroxetine 40 7 12
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(40mg)
LADER2004 Multiple | MINI 37 0.53 0.99 0 166 164 Pill placebo N/A |7 24
(DSM-1V) 170 162 Escitalopram 20 7 24
167 162 Escitalopram 10 7 24
(10mg)
167 166 Escitalopram 5 7 24
(5mg)
169 166 Paroxetine 20 7 24
(20mg)
LEPOLA2004 Europe; | MINI 39 0.5 0.94 0 186 184 Pill placebo N/A |7 12
ZA (DSM-1V) 189 186 Paroxetine 32.3 7 12
LIEBOWITZ2002 CAN; SCID 37 0.41 0.82 NR 95 92 Pill placebo N/A |7 12
USA (DSM-1V) 97 89 Paroxetine 20 7 12
(20mg)
95 88 Paroxetine 40 7 12
(40mg)
97 91 Paroxetine 60 7 12
(60mg)
LIEBOWITZ2005b USA MINI 36 0.46 0.71 0 147 144 Pill placebo N/A |7 12
(DSM-1V) 147 136 Paroxetine 46 7 12
(40mg)
146 133 Venlafaxine 201.7 |7 12
(>75mg/day)
PFIZER2007 BEL; MINI 37 0.45 0.81 NR 97 79 Pill placebo N/A |14 11
GBR; (DSM-1V) 95 70 Pregabalin 200 14 11
ISR; (400mg)
NED; 95 76 Paroxetine 20 7 11
SWz; (20mg)
USA; ZA 87 71 Pregabalin 100 14 11
(200mg)
SEEDAT2004 USA SCID 31 0.21 NR 0 14 14 Paroxetine 38.9 1 10
(DSM-1V) Pill placebo N/A |14 10
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14 14 Paroxetine 40 1 10
Clonazapam 1 14 10
STEIN1998 CAN; SCID 36 0.53 0.53 0 93 92 Pill placebo N/A |7 12
USA (DSM-1V) 94 90 Paroxetine 36.6 7 12
Sertraline
BLOMHOFF2001 NOR; Clinical 40 0.6 NR NR 95 88 Pill placebo N/A |7 24
SWE Interview 98 91 Exposure 0.3 0.7 12
(DSM-1V) instructions
Pill placebo N/A |7 24
96 87 Sertraline 1201 |7 24
98 88 Exposure 0.3 0.7 12
instructions
Sertraline 1201 |7 24
LIEBOWITZ2003 USA SCID 35 0.4 0.72 0 204 196 Pill placebo N/A |7 12
(DSM-1V) 211 205 Sertraline 158.8 |7 12
VAN-AMERINGEN2001 CAN SCID 36 0.44 0.93 0 69 69 Pill placebo N/A |7 20
(DSM-1V) 135 134 Sertraline 146.7 |7 20
Other Pharmacological Interventions
Atenolol (Beta-antagonist)
LIEBOWITZ1990 USA Clinical 34 0.31 NR 0 28 26 Pill placebo N/A |7 8
Interview 28 23 Atenolol 97.6 7 8
(DSM-III) 29 25 Phenelzine 75.7 7 8
Atomoxetine (NRI)
RAVINDRAN2009 USA ND: LSAS | 42 0.22 0.85 0 13 12 Pill placebo N/A |7 10
14 13 Atomoxetine 78.6 7 10
Mirtazapine
SCHUTTERS2010 NED MINI 39 0.57 NR 0 30 30 Pill placebo N/A |7 12
(DSM-1V) 30 30 Mirtazapine 45 7 12
NK;-A
FURMARK2005 SWE SCID 32 0.53 NR NR 12 12 Pill placebo N/A |7 6
(DSM-1V) 12 12 NK;A 5 7 6
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‘ [ 12 [ 12 | Citalopram | 40 | 7 IE
Paroxetine combined with Clonazepam
SEEDAT2004 USA SCID 31 0.21 NR 14 14 Paroxetine 38.9 1 10
(DSM-1V) Pill placebo N/A |14 10
14 14 Paroxetine 40 1 10
Clonazapam 1 14 10
St John's Wort
KOBAK?2005 USA NR 37 0.51 0.93 21 20 Pill placebo N/A |14 12
20 20 St John's Wort | 838 14 12
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6.7 PSYCHOLOGICAL INTERVENTIONS

Study Country | Interview | Age | % % % N N Group Dose Freq Dur
Female | White | Med Rand Post
Individual Cognitive Behavioural Therapy (CBT)
COTTRAUX2000 FRA Clinical 34 0.59 NR 0 28 28 Supportive 30 0.5 12
Interview Therapy
(DSM-1V) 27 27 CBT, 1.7 1.2 12
individual
EMMELKAMP2006 | NED SCID 34 0.52 NR NR 18 16 Wait list N/A N/A 20
(DSM-1V) 23 22 Psychodynami | 0.75 1 20
c
Psychotherapy
GOLDIN2012 USA ADIS 33 0.46 0.57 0 37 37 Wait list N/A N/A 16
(DSM-1V) 38 38 CBT 1 1 16
(Heimberg),
individual
HERBERT2004 USA SCID 34 0.44 0.77 NR 15 15 CBT, 1 1 12
(DSM-1V) individual
19 19 CBT, 1 0.7 18
individual
(18wk)
LEDLEY2009 USA ADIS 35 0.58 0.79 0.26 22 19 Wait list 0.25 0.5 20
(DSM-1V) 16 15 CBT 1.03 1 20
(Heimberg),
individual
OOSTERBAAN200 | NED SCID 37 0.42 NR 0 27 19 Pill placebo N/A 7 15
1 (DSM 111 27 24 Moclobemide | 589 7 15
R) 28 24 CBT, 0.75 1 15
individual
PRASKO2003 CZE NR 28 0.52 NR NR 0 20 Moclobemide | NR NR 26
0 24 CBT, NR NR 26
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individual
ROBILLARD2010 CAN Clinical 35 0.71 NR NR 15 15 Wait list N/A N/A 16
Interview 16 16 CBT, NR NR 16
(DSM-1V) individual
14 14 CBT, NR NR 16
individual (VR
exposure)
Individual Cognitive Therapy (CT)
CLARK2003 GBR SCID 33 0.52 NR 0 20 20 Exposure 0.58 1 16
(DSM-1V) instructions
Pill placebo N/A 7 16
20 20 Exposure 0.58 1 16
instructions
Fluoxetine 60 7 16
20 20 CT (Clark & 1.25 1 16
Wells),
individual
CLARK2006 GBR ADIS 32 0.44 0.89 0.28 20 20 Wait list N/A N/A 14
(DSM-1V) 21 21 Exposure (In 1.5 1 14
Vivo)
21 21 CT (Clark & 1.5 1 14
Wells),
individual
CLARK2012 GBR ADIS 33 NR NR 0.28 27 27 Wait list N/A N/A 14
(DSM-1V) 28 28 CT (Clark & 1.5 1 14
Wells),
individual
27 27 CT (Clark & 1.5 0.5 14
Wells),
individual
(with self-
study)
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21 18 CBT, 0.75 1 20
individual
LEICHSENRING20 | GER SCID 35 0.55 NR 0 79 79 Wait list N/A N/A 0
12 (DSM-1V) 207 207 | Pychodynamic |1 1 26
Psychotherapy
MORTBERG2007 SWE SCID 35 0.63 NR NR 33 33 Treatment as N/A N/A 3
(DSM-1V) usual
35 35 CBT, group 5.13 2.67 3
32 32 CT (Clark & 1 1 17
Wells),
individual
shortened
Pill placebo N/A NR 26
NR 22 CBT, NR NR 26
individual
Moclobemide | NR NR 26
STANGIER2003 GER SCID 39 0.49 NR 0.05 37 21 Wait list N/A N/A 43
(DSM-1V) 32 22 CBT, group 2 1 15
26 22 CT (Clark & 1 1 15
Wells),
individual
shortened
STANGIER2011 GER SCID 36 0.56 NR 0 41 39 Wait list 0.83 0.8 20
(DSM-1V) 38 36 Interpersonal | 0.83 0.8 20
Psychotherapy
38 36 CT (Clark & 0.83 0.8 20
Wells),
individual
shortened
Group Cognitive Behavioural Therapy (CBT)
Heimberg model
BLANCO2010 | UsA | Clinical  [32 | 041 048 |0 | 39 |27 | Pillplacebo  |N/A |7 [ 12
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Interview 45 35 Phenelzine 65.9 7 12
(DSM-1V) 40 34 CBT group 2.5 1 12
42 32 CBT group 2.5 1 12
Phenelzine 62 7 12
GELERNTER1991 | USA ADIS 37 0.63 0.91 0 15 15 Pill placebo N/A 28 12
(DSM-III) 15 12 Alprazolam 1.05 28 12
15 13 Phenelzine 13.75 28 12
20 17 CBT group 2 1 12
GRUBER2001 GER; ADIS 42 0.52 NR 0.17 18 17 Wait list N/A N/A 12
USA (DSM-111 18 14 CBT group 25 1 12
R) 18 15 CBT group 25 0.67 12
(with self-
study)
HEDMAN2011 Sweden | SCID 35 0.36 NR 0.25 64 64 Self-help N/A N/A 15
(DSM-1V) (internet) with
support
62 62 CBT group 2.5 1 15
HEIMBERG1990 USA ADIS 30 0.45 NR NR 24 20 Psychological | 2 1 12
(DSM-III) placebo
25 20 CBT group 2 1 12
HEIMBERG1998 USA SCID 35 0.5 NR 0 33 26 Psychological | NR 1 12
(DSM 111 placebo
R) 33 27 Pill placebo N/A 7 12
31 26 Phenelzine NR 7 12
36 28 CBT group 2.5 1 12
HERBERT2005 USA SCID 34 0.57 0.65 0.23 30 30 CBT group 2 1 12
(DSM-1V) 35 35 CBT group 2 1 12
(with social
skills)
HOPE1995 USA ADIS 34 0.5 NR 0.3 11 10 Wait list N/A N/A 12
(DSM-11I 11 10 Exposure (In 2.25 1 12
R) vivo)
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18 13 CBT group 2.25 1 12
KOSZYCKI2007 CAN MINI 38 0.53 NR 0.28 26 26 Mindfulness 25 1 8
(DSM-1V) 27 27 CBT group 2.5 1 12
OTTO2000 USA SCID 40 0.4 NR 0 25 25 Clonazapam NR 14 12
(DSM 11 20 20 CBT group 2.5 1 12
R)
WONG2006 CHI NR 35 0.41 0 1 17 17 Wait list N/A N/A 10
17 17 CBT group 2.5 1 10
Group CBT (not Heimberg model)
ALDEN2011 CAN ADIS 34 0.41 NR 0.38 25 23 Wait list N/A N/A 12
(DSM-1V) 31 27 CBT 2 1 12
(enhanced),
group
ANDREWS2011 AUS NR 32 0.41 NR NR 23 14 Self-help 0.05 0.75 8
(internet) with
support
14 11 CBT, group 4 1 7
BJORNSSON2011 USA Clinical 20 0.47 0.89 0 0 23 Psychological | 2 1 8
Interview placebo
(DSM-1V) 0 22 CBT, group 2 1 8
BORGEAT2009 SWzZ Clinical 40 0.53 NR NR 15 13 Exposure (In 25 1 8
Interview Vivo)
(DSM-1V) 15 14 CBT, group 2.5 1 8
DAVIDSON2004b | USA SCID 37 0.46 0.78 0 60 60 Pill placebo N/A 7 14
(DSM-1V) 57 57 Fluoxetine 43.6 7 14
60 60 CBT, group 1 1 14
59 59 CBT, group 1 1 14
Pill placebo N/A 7 14
59 59 CBT, group 1 1 14
Fluoxetine 47.3 7 14
FURMARK2002 SWE SCID 35 0.44 1 0 6 6 Wait list N/A N/A 9
(DSM-1V) 6 6 Citalopram 40 7 9
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6 6 CBT, group 3 0.89 9
MATTICK1988 AUS Clinical 37 0.53 1 NR 26 23 Exposure (In 2 1 6
Interview vivo)
(DSM-III) 25 21 CBT, group 2 1 6
MATTICK1989 AUS Clinical 42 0.53 NR NR 10 8 Wait list N/A N/A 6
Interview 11 10 Exposure (In 2 1 6
(DSM-III) vivo)
11 9 Cognitive 2 1 6
Restructuring
11 10 CBT, group 2 1 6
MCEVOY2009 AUS Clinical 31 0.37 NR 0.56 36 30 CBT, group 4 1 7
Interview 39 30 CBT, group 4 1 7
(DSM-1V) (with attention
training)
MORGAN1999 AUS Clinical 32 0.47 NR 0.47 16 14 CBT, group 8 3.33 3
Interview 20 16 CBT, group 8 3.33 3
(DSM-III (with safety
R) behaviours)
MORTBERG2007 SWE SCID 35 0.63 NR NR 33 33 Treatmentas | N/A N/A 3
(DSM-1V) usual
35 35 CBT, group 5.13 2.67 3
32 32 CT (Clark & 1 1 17
Wells),
individual
shortened
PIET2010 DEN ADIS 22 0.69 NR 0 14 14 Mindfulness 2 1 8
(DSM-1V) 12 12 CBT, group 2 1 14
RAPEE2007 AUS ADIS 36 0.51 NR 0.32 52 52 Wait list N/A N/A 12
(DSM-1V) 56 56 Self-help N/A N/A 12
(book) no
support
59 59 CBT, group 2 0.83 12
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57 57 CBT, group 2 0.42 12
(with self-
study)
RAPEE2009 AUS ADIS 34 0.52 NR 0.27 58 56 Psychological | 2 1 12
(DSM-1V) placebo
66 59 CBT, group 2 1 12
71 68 CBT, group 2 1 12
(enhanced
exposure)
SALABERRIA1998 | ESP ADIS 31 0.48 1 NR 23 20 Wait list 0 0 8
(DSM-III 24 18 Exposure (In 2.5 1 8
R) vivo)
24 18 CBT, group 25 1 8
STANGIER2003 GER SCID 39 0.49 NR 0.05 37 21 Wait list N/A N/A 43
(DSM-1V) 32 22 CBT, group 2 1 15
26 22 CT (Clark & 1 1 15
Wells),
individual
shortened
Exercise
JAZAIERI2012 USA ADIS 34 0.52 0.56 0 25 18 Exercise NR NR 8
(DSM-1V) 31 24 Mindfulness 2.5 1 8
Exposure (In vivo)
ANDERSSON2006 | SWE SCID 37 0.52 NR 0.22 32 32 Wait list N/A N/A 9
(DSM-1V) 32 30 Exposure (In | 3 1 2
vivo)
Self-help N/A N/A 9
(book) no
support
BORGEAT2009 SWZzZ Clinical 40 0.53 NR NR 15 13 Exposure (In | 2.5 1 8
Interview vivo)
(DSM-1V) 15 14 CBT, group 2.5 1 8
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CLARK2006 GBR ADIS 32 0.44 0.89 0.28 20 20 Wait list N/A N/A 14
(DSM-1V) 21 21 Exposure (In | 1.5 1 14
vivo)
21 21 CT (Clark & 1.5 1 14
Wells),
individual
HOPE1995 USA ADIS 34 0.5 NR 0.3 11 10 Wait list N/A N/A 12
(DSM-I1I 11 10 Exposure (In | 2.25 1 12
R) vivo)
18 13 CBT 2.25 1 12
(Heimberg),
group
MATTICK1988 AUS Clinical 37 0.53 1 NR 26 23 Exposure (In | 2 1 6
Interview vivo)
(DSM-III) 25 21 CBT, group 2 1 6
MATTICK1989 AUS Clinical 42 0.53 NR NR 10 8 Wait list N/A N/A 6
Interview 11 10 Exposure (In | 2 1 6
(DSM-I1I) vivo)
11 9 Cognitive 2 1 6
Restructuring
11 10 CBT, group 2 1 6
SALABERRIA1998 | ESP ADIS 31 0.48 1 NR 23 20 Wait list 0 0 8
(DSM-I1I 24 18 Exposure (In | 2.5 1 8
R) vivo)
24 18 CBT, group 25 1 8
SMITS2006 USA CIDI 22 0.57 0.77 NR 15 15 Psychological | 1.25 3 1
(DSM-1V) placebo
23 18 Exposure (In | 1.25 3 1
vivo)
20 17 Exposure (In | 1.25 3 1
vivo),
audience
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feedback
19 18 Exposure (In | 1.25 3 1
vivo),
performance
feedback
STRAVYNSKI2000 | CAN ADIS 38 0.58 NR NR 32 28 Social skills 2 1 12
(DSM-1V) training
36 32 Exposure (In | 2 1 12
vivo)
Interpersonal psychotherapy
LIPSITZ2008 USA Clinical 35 0.43 0.5 NR 34 26 Supportive NR 1 14
Interview Therapy
(DSM-1V) 36 26 Interpersonal | NR 1 14
Psychotherapy
STANGIER2011 GER SCID 36 0.56 NR 0 41 39 Wait list 0.83 0.8 20
(DSM-1V) 38 36 Interpersonal | 0.83 0.8 20
Psychotherapy
38 36 CT (Clark & 0.83 0.8 20
Wells),
individual
shortened
Mindfulness
JAZAIERI2012 USA ADIS 34 0.52 0.56 0 25 18 Exercise NR NR 8
(DSM-1V) 31 24 Mindfulness 2.5 1 8
KOSZYCKI2007 CAN MINI 38 0.53 NR 0.28 26 26 Mindfulness | 2.5 1 8
(DSM-1V) 27 27 CBT 25 1 12
(Heimberg),
group
PIET2010 DEN ADIS 22 0.69 NR 0 14 14 Mindfulness | 2 1 8
(DSM-1V) 12 12 CBT, group 2 1 14
Short-term psychodynamic psychotherapy
EMMELKAMP2006 | NED | SCID 134 [052 |[NR |[NR |18 |16 | Wait list IN/JA |N/A |20

Social Anxiety Disorder: Appendix 12 (December 2012)

19






DRAFT FOR CONSULTATION

(DSM-1V) 23 22 Psychodynami | 0.75 1 20
c
Psychotherapy
21 18 CBT, 0.75 1 20
individual
KNIJNIK2008 BRA MINI 33 0.61 NR 0 29 28 Clonazapam 0.74 14 12
(DSM-1V) 29 29 Psychodynami | 1.5 1 12
c
Psychotherapy
Clonazapam 0.645 14 12
LEICHSENRING20 | GER SCID 35 0.55 NR 0 79 79 Wait list N/A N/A 0
12 (DSM-1V) 207 207 | Psychodynami |1 1 26
c
Psychotherapy
209 209 | CT (Clark & 1 1 26
Wells),
individual
shortened
Social skills training
STRAVYNSKI2000 | CAN ADIS 38 0.58 NR NR 32 28 Social skills 2 1 12
(DSM-1V) training
36 32 Exposure (In 2 1 12
Vivo)
Supportive therapy
COTTRAUX2000 FRA Clinical 34 0.59 NR 0 28 28 Supportive 30 0.5 12
Interview Therapy
(DSM-1V) 27 27 CBT, 1.7 1.2 12
individual
LIPSITZ2008 USA Clinical 35 0.43 0.5 NR 34 26 Supportive NR 1 14
Interview Therapy
(DSM-1V) 36 26 Interpersonal | NR 1 14
Psychotherapy
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Self-help with or without support

Self-help without support

CHUNG2008

KOR

ADIS
(DSM-1V))

26

0.4

NR

NR

18

14

Wait list

N/A

N/A

12

11

Self-help
(book) no
support

N/A

N/A

15

13

Self-help
(book) with
support

N/A

N/A

FURMARK2009a

Sweden

SCID
(DSM-1V))

36

0.68

NR

0.67

40

40

Wait list

N/A

N/A

40

40

Self-help
(book) no
support

N/A

40

40

Self-help
(internet) with
support

N/A

FURMARK2009b

Sweden

SCID
(DSM-1V))

35

0.68

NR

0.14

29

29

Self-help
(book) no
support

N/A

28

28

Self-help
(book) with

discussion

group

N/A

29

29

Self-help
(internet) with
support

N/A

29

29

Self-help
(internet) with
support
(applied
relaxation)

N/A

RAPEE2007

AUS

ADIS

36

0.51

NR

0.32

52

52

Wait list

N/A

N/A

12
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(DSM-1V)

56

56

Self-help
(book) no
support

N/A

N/A

12

59

59

CBT, group

0.8

12

57

57

CBT, group
(with self-
study)

0.4

12

TITOV2008c

AUS

MINI
(DSM-1V
R)

38

0.61

NR

0.22

35

34

Wait list

N/A

N/A

10

31

30

Self-help
(internet) no
support

N/A

N/A

10

32

31

Self-help
(internet) with
support

N/A

N/A

10

TITOV2009b

AUS

MINI
(DSM-1V))

41

0.52

NR

0.22

84

82

Self-help
(internet) no
support

N/A

N/A

84

81

Self-help
(internet) with
support

N/A

N/A

TITOV2010b

AUS

MINI
(DSM-1V))

44

0.47

NR

0.16

56

55

Self-help
(internet) no
support

N/A

N/A

57

53

Self-help
(internet) no
support (with
motivational
enhancement)

N/A

N/A

Self-help with support

ABRAMOWITZ200
9

USA

MINI
(DSM-1V)

43

0.76

0.57

10

10

Wait list

N/A

N/A

11

11

Self-help
(book) with

N/A

N/A
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support
ANDERSSON2012 | SWE SCID 38 0.6 NR 0.14 102 102 | Wait list N/A N/A 9
(DSM-1V) 102 102 | Self-help N/A N/A 9
(internet) with
support
ANDREWS2011 AUS NR 32 0.41 NR NR 23 14 Self-help 0.05 0.75 8
(internet) with
support
14 11 CBT, group 4 1 7
BERGER2009 SWZz SCID 29 0.56 NR NR 21 21 Wait list N/A N/A 10
(DSM-1V) 31 31 Self-help N/A N/A 10
(internet) with
support
CARLBRING2007 | Sweden | SCID 33 0.62 NR NR 30 28 Wait list N/A N/A 8
(DSM-1V 30 29 Self-help N/A N/A 8
R) (internet) with
support
CHUNG2008 KOR ADIS 26 0.4 NR NR 18 14 Wait list N/A N/A 6
(DSM-1V) 12 11 Self-help N/A N/A 6
(book) no
support
15 13 Self-help N/A N/A 6
(book) with
support
FURMARK2009a Sweden | SCID 36 0.68 NR 0.67 40 40 Wait list N/A N/A 9
(DSM-1V) 40 40 Self-help N/A 1 9
(book) no
support
40 40 Self-help N/A 1 9
(internet) with
support
FURMARK2009b Sweden | SCID 35 0.68 NR 0.14 29 29 Self-help N/A 1 9
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(DSM-1V)

(book) no
support

28

28

Self-help
(book) with
discussion

group

N/A

29

29

Self-help
(internet) with
support

N/A

29

29

Self-help
(internet) with
support
(applied
relaxation)

N/A

HEDMAN2011

Sweden

SCID
(DSM-1V)

35

0.36

NR

0.25

64

64

Self-help
(internet) with
support

N/A

N/A

15

62

62

CBT
(Heimberg),

group

25

15

TITOV2008a

AUS

CIDI
(DSM-IV
R)

38

0.59

NR

0.3

55

49

Wait list

N/A

N/A

10

50

50

Self-help
(internet) with
support

N/A

N/A

10

TITOV2008b

AUS

CIDI
(DSM-IV
R)

37

0.63

NR

0.26

45

40

Wait list

N/A

N/A

10

43

41

Self-help
(internet) with
support

N/A

N/A

10

TITOV2008c

AUS

MINI
(DSM-IV

38

0.61

NR

0.22

35

34

Wait list

N/A

N/A

10

31

30

Self-help

N/A

N/A

10

Social Anxiety Disorder:

Appendix 12 (December 2012)

24






DRAFT FOR CONSULTATION

R) (internet) no
support
32 31 Self-help N/A |N/A |10
(internet) with
support
TITOV2009a AUS MINI 39 0.56 NR 0.28 42 39 Self-help N/A | N/A |8
(DSM-1V) (internet) with
support
43 43 Self-help N/A |N/A |8
(internet) with
support
(discussion
group)
TITOV2009b AUS MINI 41 0.52 NR 0.22 84 82 Self-help N/A |N/A |8
(DSM-1V) (internet) no
support
84 81 Self-help N/A |N/A |8
(internet) with
support
HEDMAN2011 Sweden | SCID 35 0.36 NR 025 |64 64 Self-help (internet) | N/JA | N/A |15
(DSM-1V) with support
62 62 CBT (Heimberg), | 2.5 1 15
group
TITOV2008a AUS CIDI 38 0.59 NR 0.3 55 49 Wait list N/A |[N/A |10
(DSM-1V 50 50 Self-help (internet) | N/A | N/A |10
R) with support
TITOV2008b AUS CIDI 37 0.63 NR 026 |45 40 Wait list N/A |[N/A |10
(DSM-1V 43 41 Self-help (internet) | N/A | N/A |10
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R) with support
TITOV2008c AUS MINI 38 0.61 NR 022 |35 34 Wait list N/A |[N/A |10
(DSM-1V 31 30 Self-help (internet) | N/A | N/A |10
R) no support
32 31 Self-help (internet) | N/JA | N/A |10
with support
TITOV2009a AUS MINI 39 0.56 NR 0.28 |42 39 Self-help (internet) | N/A | N/A |8
(DSM-1V) with support
43 43 Self-help (internet) | N/A | N/A |8
with support
(discussion group)
TITOV2009b AUS MINI 41 0.52 NR 022 |84 82 Self-help (internet) | N/A | N/A |8
(DSM-1V) no support
84 81 Self-help (internet) | N/A | N/A |8
with support
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6.8 COMBINED PSYCHOLOGICAL AND PHARMACOLOGICAL INTERVENTIONS

Study

DAVIDSON2004b

BLANCO2010

PRASKO2003

Country

USA

USA

CZE

Social Anxiety Disorder: Appendix 12 (December 2012)

Interview | Age | % % % N N Group Dose Freq Dur
Female | White | Med Rand Post
| Group CBT with fluoxetine
SCID 37 0.46 0.78 0 60 60 Pill placebo N/A 7 14
(DSM-1V) 57 57 Fluoxetine 43.6 7 14
57 57 Fluoxetine 43.6 7 14
60 60 CBT, group 1 1 14
59 59 CBT, group 1 1 14
Pill placebo N/A 7 14
59 59 CBT, group 1 1 14
Fluoxetine 47.3 7 14
| Group CBT with phenelzine ]
Clinical 32 0.41 0.48 0 39 27 Pill placebo N/A 7 12
Interview 45 35 Phenelzine 65.9 7 12
(DSM-1V) 40 34 CBT 25 1 12
(Heimberg),
group
42 32 CBT 25 1 12
(Heimberg),
group
Phenelzine 62 7 12
| Individual CBT with moclobemide ]
NR 28 0.52 NR NR 0 20 Moclobemide | NR NR 26
0 24 CBT, NR NR 26
individual
Pill placebo N/A NR 26
NR 22 CBT, NR NR 26
individual
Moclobemide | NR NR 26
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KNIJNIK2008 BRA MINI 33 0.61 NR 0 29 28 Clonazapam | 0.74 14 12
(DSM-1V) 29 29 Psychodynami | 1.5 1 12
c
Psychotherapy
Clonazapam 0.645 14 12

Country: Three letter abbreviations for all countries from which participants were recruited.

Interview: If a structured interview was used, the same of the interview and the diagnostic criteria used.

Age: Mean age of participants.

% Female: Percentage of participants enrolled who were female.

% White: Percentage of participants enrolled who described themselves white/Caucasian.

% Med: Percentage of participants taking medication (e.g. SSRI or benzodiazepine) at baseline. Normally these participants were on a
stable dose and agreed not to change their dose during the trial.

N Rand: Number of participants randomised to each group.

N Post: Number of participants who completed assessment at post-treatment.

Group: Name of each group included in the trial.

Dose: For each group, the amount of medication or psychological intervention received. For medication, milligrams per dose (average
where possible, otherwise endpoint). For psychological interventions, hours per dose.

Freq: Number of doses per week.

Dur: Number of weeks of intervention. Dose x Freq X Dur = Total amount of medication or psychological intervention received.
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APPENDIX 13: ADULT STUDIES IN PAIRWISE ANALYSES - STUDY CHARACTERISTICS TABLES

6.6 PHARMACOLOGICAL INTERVENTIONS

Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post

Monoamine Oxidase Inhibitors (MAOIs)

Brofaromine (sensitivity analysis)

FAHLEN1995 SWE SCID 38 42% NR 0% 40 40 Pill Placebo N/A |7 12
(DSM 111 37 36 Brofaromine 150 7 12
R)

LOTT1997 USA Clinical 37 39% 86% 0% 54 52 Pill Placebo N/A |7 12
Interview 52 50 Brofaromine 1072 |7 12
(DSM-III
R)

VAN-VLIET1992 NED Clinical 33 70% NR 0% 15 14 Pill Placebo N/A |7 12
Interview 15 15 Brofaromine 150 7 12
(DSM-III
R)

Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur

Female | White | Med | Rand | Post

Monoamine Oxidase Inhibitors (MAOIs)

Tranylcypromide

NARDI2010 BRA SCID 36 58% NR 0% 17 17 Tranylcypromi | 60 7 12
(DSM-1V) de

19 19 Tranylcypromi | 30 7 12
de
| Study | Country | Interview | Age | % | % | % N N | Group | Dose | Freq | Dur |
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| | Female | White | Med | Rand | Post
Monoamine Oxidase Inhibitors (MAOIs)
Phenelzine
GELERNTER1991 USA ADIS 37 63% 91% 0 15 15 Pill Placebo N/A |28 12
(DSM-III) 15 12 Alprazolam 1.05 28 12
15 13 Phenelzine 13.75 | 28 12
20 17 CBT 2 1 12
(Heimberg),
group
Moclobemide
OOSTERBAAN2001 NED SCID 37 0.42 NR 0 27 19 Pill Placebo N/A |7 15
(DSM 111 27 24 Moclobemide | 589 7 15
R) 28 24 CBT, 0.75 1 15
individual
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Serotonin and Norepinephrine Reuptake Inhibitors (SNRIs)
Duloxetine
SIMON2010 USA SCID 36 36% 77 % 0% 13 13 Duloxetine 60 7 18
(DSM-1V) (60mg)
15 15 Duloxetine 120 7 18
(120mg)
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Selective Serotonin Reuptake Inhibitors (SSRIs)
Citalopram
ATMACA2002 TUR SCID 30 45% NR 0% 36 36 Citalopram 36.1 7 8
(DSM 111 35 35 Moclobemide |570.3 |7 8
R)
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Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Selective Serotonin Reuptake Inhibitors (SSRIs)
Paroxetine
ALLGULANDER1999 SWE Clinical 39 NR NR 0 48 48 Pill Placebo N/A |7 12
Interview 48 44 Paroxetine NR 7 12
(DSM-1V)
Sertraline
BLOMHOFF2001 NOR; Clinical 40 60% NR NR 95 88 Pill Placebo N/A |7 24
SWE Interview 98 91 Exposure 0.3 0.7 12
(DSM-1V) instructions
Pill Placebo N/A |7 24
96 87 Sertraline 1201 |7 24
98 88 Exposure 0.3 0.7 12
instructions
Sertraline 120.1 |7 24
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Antipsychotics
Olanzapine
BARNETT2002 USA Clinical NR | NR NR 0% 5 5 Pill Placebo N/A |7 8
Interview 7 7 Olanzapine 9 7 8
(DSM-1V)
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Antipsychotics
Quetiapine
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VAISHNAVI2007 USA MINI 33 53% 67 % 0% 5 5 Pill Placebo N/A |7 8
(DSM-1V) 10 10 Quetiapine 147 7 8
6.7 PSYCHOLOGICAL INTERVENTIONS
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Cognitive bias modification
AMIR2009 USA SCID 29 59% NR NR 26 22 Computerised | 0.3 2 4
(DSM-1V) Attention
Control
22 22 Cognitive Bias | 0.3 2 4
Modification
AMIR2012 USA SCID 31 71% 47 % 27% 26 26 Computerised | 0.3 2 6
(DSM-1V) Attention
Control
23 23 Cognitive Bias | 0.3333 | 2 6
Modification 333
BEARD2011 USA SCID 37 75% 75% 19% 12 12 Computerised | 0.5 2 4
(DSM-1V) Attention
Control
20 19 Cognitive Bias | 0.5 2 4
Modification
BOETTCHER2011 GER; SCID 38 65% NR 6% 35 35 Computerised | N/A |2 4
SWZ (DSM-1V) Attention
Control
33 33 Cognitive Bias | 0 2 4
Modification
CARLBRING2012 SWE SCID 37 68% NR 22% 39 39 Computerised | N/A |2 4
(DSM-1V) Attention
Control
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40 40 Cognitive Bias | 0 2 4
Modification
SCHMIDT2009 USA SCID 23 44% 67% NR 20 18 Computerised | 0.3 2 4
(DSM-1V Attention
R) Control
19 18 Cognitive Bias | 0.3 2 4
Modification
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Individual Cognitive Behavioural Therapy (CBT)
RENNER2008 USA SCID 19 50% 83% NR 15 14 Applied 0.77 1 NR
(DSM-1V) Relaxation
15 14 CBT, 2 1 0
individual
Group CBT for paroxetine non-remitters
HEIMBERG2012 USA NR 33 40% 45% NR 29 29 Paroxetine NR NR 16
32 32 CBT 0 0 16
(Heimberg),
group
Paroxetine NR NR 16
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Interpersonal psychotherapy
BORGE2008 NOR Clinical 38 51% NR 0% 45 38 Interpersonal | 1.3666 | 5 10
Interview Psychotherapy | 66667
(DSM-1V) 42 35 CBT, group 1.3666 | 5 10
66667
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00000
01
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Short-term psychodynamic psychotherapy
LEICHSENRING2012 GER SCID 35 0.55 NR 0% 79 79 Wait list N/A |N/A |0
(DSM-1V) 207 207 Psychodynamic |1 1 26
Psychotherapy
209 209 CT (Clark & 1 1 26
Wells),
individual
shortened
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Exposure with cognitive enhancers
Exposure with C-Cycloserine
GUASTELLA2008 AUS ADIS 35 43% 77 % 21% 28 28 Exposure (in 14 1 5
(DSM-I1I vivo)
R) Pill Placebo N/A |1 5
28 28 Exposure (in | 1.4 1 5
vivo)
D-Cycloserine | 50 1 5
HOFMANN2006 USA Clinical 34 33% 59% 41% 17 15 Exposure (in 14 1 5
Interview vivo)
(DSM-1V) Pill Placebo N/A |1 5
15 12 Exposure (in 1.4 1 5
Vivo)
D-Cycloserine | 50 1 5
HOFMANN2012 USA SCID 33 43% 72% 0% 82 82 CBT 2.5 1 12
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(DSM-1V) (Heimberg),
group
Pill Placebo N/A |1 5
87 87 CBT 2.5 1 12
(Heimberg),
group
D-Cycloserine | 50 1 5
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Exposure with cognitive enhancers
Exposure with Oxytocin
GUASTELLA2009 AUS ADIS 42 0% 83% 16% 13 0 Exposure (in 14 1 5
(DSM-1V) vivo)
Pill Placebo N/A |1 5
12 0 Exposure (in 1.4 1 5
vivo)
Oxytocin Uncle |1 5
ar
6.8 PREFERENCE-BASED THERAPY
Study Country | Interview | Age | % % % N N Group Dose Freq Dur
Female | White | Med Rand Post
Preference-based therapy
CRASKE2011 USA Clinical 41 0.66 0.61 NR 0 58 Treatment as | Unclear | Unclear | 26
Interview usual
(DSM-1V) 0 74 Preference- Unclear | Unclear | 26
based (CBT,
meds, both)
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6.9 SPECIFIC SUBGROUPS

6.9.1 INTERVENTIONS FOR FEAR OF PUBLIC SPEAKING

Study Country | Interview | Age | % % % N N Group Dose Freq Dur
Female | White | Med Rand Post
Exposure (in vivo) versus waitlist for social anxiety and fear of public speaking
NEWMAN19%4 USA SCID 47 50% NR 0% 18 17 Wait list N/A N/A 8
(DSM 111 18 16 Exposure (In 2 1 8
R) Vivo)
Exposure (in vivo) versus self-help for social anxiety and fear of public speaking
TILLFORS2008 SWE SCID 31 81% NR NR 19 18 Self-help 0.58 1 9
(DSM-1V) (internet) with
support
19 18 Exposure (In 0 1 5
Vivo)
Self-help 0.58 1 9
(internet) no
support

6.9.2 INTERVENTIONS FOR FEAR OF BLUSHING

Study Country | Interview | Age | % % % N N Group Dose Freq Dur
Female | White | Med Rand Post

Exposure (In vivo) versus attention training for social anxiety and blushing

MULKENS2001 NED SCID NR | 23% NR 0% 14 12 Exposure (In 1 1 6
(DSM 111 vivo)
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R) 17 14 Attention 1 1 6
training /
Task
Concentration
Attention training versus applied relaxation for social anxiety and fear of blushing, trembling or sweating
BOGELS2006 NED SCID 32 51% NR NR 33 33 CBT, group+ |1 1 8
(DSM-1V) Task
Concentration
32 32 CBT, group + 1 1 8
Applied
Relaxation
Social skills training versus group CBT for social anxiety and fear of blushing, trembling or sweating
BOGELS2008 NED SCID 35 44% NR NR 28 28 Social skills 2 1 12
(DSM 111 training
R) 27 27 CBT, group 2 1 12
6.9.3 PHYSICAL INTERVENTIONS
Study Country | Interview | Age | % % % N N Group Dose Freq Dur
Female | White | Med Rand Post
Botulinum toxin (Botox) with paroxetine
CONNOR2005 USA Clinical 33 53% 55% 0% 20 20 Paroxetine 20 7 8
Interview Pill placebo 1 1 NR
(DSM-1V) 20 20 Paroxetine 20 7 8
Botilium toxin |1 1 NR
6.9.4 INPATIENT INTERVENTIONS
Study Country | Interview | Age | % % % N N Group Dose Freq Dur
Female | White | Med Rand Post
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Group CBT versus interpersonal psychothera

y for inpatients

BORGE2008 NOR Clinical 38 51% NR 0% 45 38 Interpersonal | 1.4 5 10
Interview Psychotherapy
(DSM-1V) 42 35 CBT, group 1.4 5 10
6.9.5 INTERVENTIONS FOR SOCIAL ANXIETY AND COMORBID ALCOHOL MISUSE
Study Country | Interview | Age | % % % N N Group Dose Freq Dur
Female | White | Med Rand Post
Antidepressant
Paroxetine
BOOK2008 USA SCID 29 48% 91% 0% 22 22 Pill placebo N/A 7 16
(DSM-1V) 20 20 Paroxetine 45 7 16
(40mg)
RANDALL2001a USA SCID 36 13% 100% 0% 9 9 Pill placebo N/A 7 8
(DSM-1V) 6 6 Paroxetine 46.7 7 8
(40mg)
Cognitive behavioural therapy
HAYES2006 USA SCID 20 73% 96% NR 10 10 CBT, group 1 1 6
(DSM-1V) 13 13 CBT, group+ |1 1 6
Alcohol
programme
6.9.5 INTERVENTIONS FOR SOCIAL ANXIETY WITH ATTENTION DEFICIT/HYPERACTIVITY
DISORDER
Study Country | Interview | Age | % % % N N Group Dose Freq Dur
Female | White | Med Rand Post
Atomoxetine for social anxiety and attention deficit hyperactivity disorder
Social Anxiety Disorder: Appendix 13 (December 2012) 10
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ADLER2009 USA SCID 38 46% 74% NR 218 166 | Pill placebo N/A N/A 14
(DSM-1V 224 176 | Atomoxetine 41.5 14 14
R)

Country: Three letter abbreviations for all countries from which participants were recruited.

Interview: If a structured interview was used, the same of the interview and the diagnostic criteria used.

Age: Mean age of participants.

% Female: Percentage of participants enrolled who were female.

% White: Percentage of participants enrolled who described themselves white/Caucasian.

% Med: Percentage of participants taking medication (e.g. SSRI or benzodiazepine) at baseline. Normally these participants were
on a stable dose and agreed not to change their dose during the trial.

N Rand: Number of participants randomised to each group.

N Post: Number of participants who completed assessment at post-treatment.

Group: Name of each group included in the trial.

Dose: For each group, the amount of medication or psychological intervention received. For medication, milligrams per dose
(average where possible, otherwise endpoint). For psychological interventions, hours per dose.

Freq: Number of doses per week.

Dur: Number of weeks of intervention. Dose x Freq X Dur = Total amount of medication or psychological intervention received.
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APPENDIX 14: INTERVENTIONS FOR ADULTS (SUBGROUPS) - FOREST
PLOTS

6.6 PHARMACOLOGICAL INTERVENTIONS

6.6.3 ADDITIONAL OUTCOMES FOR MAOIS COMPARED WITH PLACEBO
(PAIRWISE COMPARISONS)

Symptoms of social anxiety at follow-up

MAOI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
1.2.1 Brofaromine
Van-Vilet 1992 -1.30457216 0.41623114 14 14 0.0% -1.30([-2.12, -0.49]
Fahlen 1995 -1.01114525 0.40178324 22 10 0.0% -1.01[-1.80,-0.22]
Subtotal (95% CI) 36 24 0.0% -1.15[-1.72, -0.59]

Heterogeneity: Tau® = 0.00; Chi* = 0.26, df = 1 (P = 0.61); F = 0%
Test for overall effect: Z = 3.99 (P < 0.0001)

1.2.2 Moclobemide

Oosterbaan 2001 0.09595156 0.3077863 24 19 54.5% 0.10 [-0.51, 0.70]
Subtotal (95% CI) 24 19 54.5% 0.10 [-0.51, 0.70]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.31 (P = 0.76)

1.2.3 Phenelzine

Gelernter 1991 -0.70238816 0.39045018 13 15 455% -0.70[-1.47, 0.06] —i—

Subtotal (95% CI) 13 15 45.5% -0.70 [-1.47, 0.086] .

Heterogeneity: Not applicable

Test for overall effect: Z = 1.80 (P = 0.07)

Total (95% CI) 37 34 100.0% -0.27 [-1.05, 0.51] *

Heterogeneity: Tau® = 0.20; Chi* = 2.58, df = 1 (P= 0.11); F = 61% I_4 _12 b } 4!

Test for overall effect: Z = 0.67 (P = 0.50)

Favours MAOI Favours placebo
Test for subgroup differences: Chi® = 2.58, df = 1 (P = 0.11), F = 61.2% P

Number of participants withdrawing due to side effects

MAOI Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.7.1 Brofaromine
Fahlen 1995 4 37 0 40 0.0% 9.71 [0.54, 174.41]
Lott 1997 11 50 4 52 0.0% 2.86 [0.97, 8.39]
Subtotal (95% CI) 87 92 0.0% 3.32 [1.21, 9.10]
Total events 15 4

Heterogeneity: Tau® = 0.00; Chi* = 0.63, df = L (P = 0.43); I = 0%
Test for overall effect: Z= 2.33 (P = 0.02)

1.7.2 Moclobemide

Schneier 1998 3 40 4 37 17.2% 0.69 [0.17, 2.90] +

Moyes 1997 10 83 40 417 82.8% 1.26 [0.65, 2.41] —l—
Subtaotal (95% CI) 123 454 100.0% 1.13 [0.63, 2.05]

Total events 13 44

Heterogeneity: Tau® = 0.00; Chi* = 0.55, df = L (P = 0.46); I’ = 0%
Test for overall effect: Z= 0.42 (P = 0.68)

Total (95% CI) 123 454 100.0% 1.13 [0.63, 2.05] -*—
Total events 13 44

Heterogeneity: Tau® = 0.00; Chi* = 0.55, df = L (P = 0.46); I = 0%
Test for overall effect: Z= 0.42 (P = 0.68)

Test for subgroup differences: Not applicable

| | 1 |
0.50.7 15 2
Favours MAOI Favours placebo
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Number of participants reporting any adverse event

Placebo
Events Total

MAOI

Study or Subgroup  Events Total

Risk Ratio

Weight M-=H, Random, 95% CI

Risk Ratio
M=H, Random, 95% CI

1.8.1 Brofaromine

Lott 1997 49 50 49 52
Subtotal (95% CI) 50 52
Total events 49 49
Heterogeneity: Not applicable

Test for overall effect: Z= 0.98 (P = 0.32)

1.8.2 Moclobemide

Stein 2002a 109 188 98 189 4
Burrows 1997 122 193 114 194 5
Subtaotal (95% CI) i81 383 10
Total events 231 212

0.0%
0.0%

3.1%

6.9%
0.0%

1.04 [0.96, 1.12]
1.04 [0.96, 1.12]

1.12 [0.93, 1.34]

1.08 [0.92, 1.26]
1.09 [0.97, 1.23]

Heterogeneity: Tau® = 0.00; Chi* = 0.10, df = 1 (P = 0.75); I’ = 0%

Test for overall effect: Z= 1.46 (P = 0.14)

Total (95% CI) 381 383 10

Total events 231 212

Heterogeneity: Tau® = 0.00; Chi* = 0.10, df = 1 (P = 0.75); I’ = 0%

Test for overall effect: Z= 1.46 (P = 0.14)
Test for subgroup differences: Mot applicable

Depression at post-treatment

0.0%

MAOI Placebo

1.09 [0.97, 1.23]

5

.

0.5 0.7 L5 2

Favours MAOI Favours placebo

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 Brofaromine

Van-Vilet 1992 -0.34893498 0.38082982 14 14 0.0% -0.35 [-1.10, 0.40]

Fahlen 1995 -0.56213504 0.23422814 36 40 0.0% -0.56[-1.02, -0.10]

Lott 1997 -0.11218915 0.19822328 50 52 0.0% -0.11[-0.50, 0.28]

Subtotal (95% CI) 100 106 0.0% -0.31[-0.58, -0.03]

Heterogeneity: Chi* = 2.16, df = 2 (P = 0.34); I = 8%

Test for overall effect: Z= 2.18 (P = 0.03)

1.3.2 Moclobemide

Versiani 1992 -1.38827033 0.37429069 26 13 4.0% -1.39[-2.12, -0.65] —
DOosterbaan 2001 0.14051081 0.30180898 24 19 6.1% 0.14 [-0.45, 0.73]) -,
Schneier 1998 -0.08682724 0.22727051 40 37 10.7% -0.09 [-0.53, 0.36] -
Burrows 1997 -0.19277356 0.10170419 193 194 53.6% -0.19[-0.39, 0.01] [ |
Subtotal (95% CI) 283 263 74.4% -0.21 [-0.38, -0.04] [ ]
Heterogeneity: Chi* = 11.58, df = 3 (P = 0.009); FF = 74%

Test for overall effect: Z = 2.48 (P = 0.01)

1.3.3 Phenelzine

Versiani 1992 -1.B1937009 0.39726804 26 13 3.5% -1.82[-2.60, -1.04] —_—
Liebowitz 1990 0.02540636 0.29767252 23 23 6.3% 0.03 [-0.56, 0.61] —t
Heimberg 1998 -0.01648271 0.2747747 26 27 7.3% -0.02 [-0.56, 0.52] -
Blanco 2010 0.03580002 0.25616167 35 27 8.5% 0.04 [-0.47, 0.54] -
Subtotal (95% CI) 110 90 25.6% -0.24 [-0.53, 0.05] .I
Heterogeneity: Chi* = 18.42, df = 3 (P = 0.0004); I’ = 84%

Test for overall effect: Z= 1.61 (P = 0.11)

Total (95% CI) 393 353 100.0% -0.22 [-0.37, -0.07] 4
Heterogeneity: Chi* = 30.02, df = 7 (P < 0.0001); I = 77% 1_4 _l2 5 jl 41

Test for overall effect: Z = 2.95 (P = 0.003)

Test for subgroup differences: Chi® = 0.40, df = 1 (P = 0.53), F = 0%

Depression at follow-up

MAOI Placebo

Std. Mean Difference

Favours MAOI Favours placebo

Std. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Moclobemide

Qosterbaan 2001 10,3 7.5 17 8.2 b 16 100.0% 0.30[-0.39, 0.99]

Subtotal (95% CI) 17 16 100.0% 0.30 [-0.39, 0.99]

Heterogeneity: Not applicable

Test for overall effect: Z= 0.86 (P = 0.39)

Total (95% CI) 17 16 100.0% 0.30 [-0.39, D.99]

Heterogeneity: Not applicable
Test for overall effect: Z= 0.86 (P = 0.39)
Test for subgroup differences: Not applicable

-4

L6 3 4

Favours MAOI Favours placebo
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Disability at post-treatment

MAOI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
1.5.1 Brofaromine
Van-Vilet 1992 -1.30457216 0.41623114 14 14 0.0% -1.30([-2.12, -0.49]
Lott 1997 -0.03437656 0.19715513 50 52 0.0% -0.03 [-0.42, 0.35]
Subtotal (95% CI) 64 66 0.0% -0.62 [-1.86, 0.62]

Heterogeneity: Tau® = 0.70; Chi* = 7.61, df = 1 (P = 0.006); I’ = 87%
Test for overall effect: Z = 0.97 (P = 0.33)

1.5.2 Moclobemide

Versiani 1992 -1.23226037 0.306404 26 13 12.1% -1.23 [-1.83, -0.63] —
Oosterbaan 2001 0.19656227 0.3036506 24 19 12.1% 0.20 [-0.40, 0.79] -
Schneier 1998 -0.06354971 0.25105408 40 37 13.2% -0.06 [-0.56, 0.43] —
Burrows 1997 -0.29507338 0.10203123 193 194 15.6% -0.30[-0.50, -0.10] el
Subtotal (95% CI) 283 263 53.0% -0.33 [-0.79, 0.13] L )

Heterogeneity: Tau® = 0.16; Chi* = 12.82, df = 3 (P = 0.005); P = 77%
Test for overall effect: Z = 1.42 (P = 0.16)

1.5.3 Phenelzine

Gelernter 1991 -0.20516083 0.37659832 13 15 10.7% -0.21[-0.94, 0.53] =
Versiani 1992 -2.19361071 0.35849215 26 13 11.1% -2.19[-2.90, -1.49] —_—
Liebowitz 1990 -0.40432329 0.30490997 25 26 12.1% -0.40 [-1.00, 0.19] T
Elanco 2010 -0.33655862 0.25472575 35 27 13.1% -0.34 [-0.84, 0.18] —
Subtotal (95% CI) 99 81 47.0% -0.77 [-1.62, 0.07] -~

Heterogeneity: Tau® = 0.64; Chi* = 22.05, df = 3 (P < 0.0001); FF = 86%
Test for overall effect: Z = 1.79 (P = 0.07)

Total (95% CI) 382 344 100.0% -0.54 [-0.95, -0.12] <&
Heterogeneity: Tau® = 0.28; Chi* = 39.44, df = 7 (P < 0.00001); P = 82% l_4 _:2 b jl 4:
Test for overall effect: Z = 2.53 (P = 0.01) Favours MAOI Favours placebo

Test for subgroup differences: Chi* = 0.80, df = 1 (P = 0.37), F = 0%

Disability at follow-up

MAOI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
1.6.1 Moclobemide
Qosterbaan 2001 0.12405747 0.32289728 17 16 57.B% 0.12 [-0.51, 0.76]
Subtotal (95% CI) 17 16 57.8% 0.12 [-0.51, 0.76]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.38 (P = 0.70)
1.6.2 Phenelzine
Gelernter 1991 -0.43665208 0.39183011 12 15  42.2% -0.44 [-1.20, 0.33] ——
Subtotal (95% CI) 12 15 42.2% -0.44 [-1.20, 0.33] e 4
Heterogeneity: Not applicable
Test for overall effect: Z = 1.11 (P = 0.27)
Total (95% CI) 29 31 100.0% -0.11 [-0.66, 0.43] *
Heterogeneity: Tau® = 0.03; Chi* = 1.22, df = 1 (P = 0.27); F = 18% t t t {
_ -4 -2 0 ? 4
Test for overall effect: Z = 0.41 (P = 0.68) Favours MAOI Favours placebo

Test for subgroup differences: Chi® = 1.22, df = 1 (P = 0.27), F = 18.0%

6.6.3 OUTCOMES FOR TRANYLCYPROMIDE COMPARED WITH PLACEBO
(PAIRWISE COMPARISONS)

Symptoms of social anxiety at follow-up

Tranylcypromide 60mg Tranylcypromide 30mg Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Nardi 2010 -0.85378443 0.35053939 17 19 100.0% -0.85[-1.54, -0.17]
Total (95% Cl) 17 19 100.0%  -0.85[-1.54,-0.17] ‘
! } } ]
Heterogeneity: Not applicable ' T T !
9 v PP -4 -2 0 2 4

Test for overall effect: Z = 2.44 (P = 0.01) Favours 60mg Favours 30mg
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Number of participants reporting any adverse event

Tranylcypromide 60mg  Tranylcypromide 30mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Nardi 2010 14 19 15 17 100.0% 0.84[0.61, 1.15] B
Total (95% CI) 19 17 100.0% 0.84[0.61, 1.15] ‘
Total events 14 15
1 1 1 1
T T

Heterogeneity: Not applicable L
9 Y PP 0507 1 15 2

Test for overall effect: Z=1.10 (P = 0.27) Favours 60mg Favours 30mg

Number of participants reporting dizziness

Tranylcypromide 60mg  Tranylcypromide 30mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Nardi 2010 4 19 6 17 100.0% 0.60 [0.20, 1.76] ¢
Total (95% Cl) 19 17 100.0% 0.60[0.20, 1.76] = ——
Total events 4 6
1 1 1 1
T T T T

Heterogeneity: Not applicable
Test for overall effect: Z=0.94 (P = 0.35)

0507 1 15 2
Favours 60mg Favours 30mg

Number of participants reporting drowsiness

Tranylcypromide 60mg  Tranylcypromide 30mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Nardi 2010 3 19 4 17 100.0% 0.67 [0.17, 2.58] ¢
Total (95% CI) 19 17 100.0% 0.67[0.17, 2.58] ‘
Total events 3 4
1 1 1 1
T T

Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)

T T
0507 1 15 2
Favours 60mg Favours 30mg

Number of participants reporting insomnia

Tranylcypromide 60mg  Tranylcypromide 30mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Nardi 2010 6 19 8 17 100.0% 0.67 [0.29, 1.54]
Total (95% Cl) 19 17 100.0% 0.67[0.20, 154] = —
Total events 6 8
1 1 1 1
T T

Heterogeneity: Not applicable
Test for overall effect: Z = 0.94 (P = 0.35)

T T
0507 1 152
Favours 60mg Favours 30mg

Number of participants reporting nausea

Social Anxiety Disorder: Appendix 14 (December 2012) 4
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Tranylcypromide 60mg  Tranylcypromide 30mg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Nardi 2010 3 19 3 17 100.0% 0.89[0.21, 3.85] ¢
Total (95% CI) 19 17 100.0% 0.89[0.21, 3.85]
Total events 3 3

1 1 1 1
Heterogeneity: Not applicable L T T

0507 1 15 2
Test for overall effect: Z = 0.15 (P = 0.88) Favours 60mg Favours 30mg

6.6.3 SENSITIVITY ANALYSIS OF BROFAROMINE VERSUS PLACEBO
(PAIRWISE COMPARISONS)

Symptoms of social anxiety at follow-up

MAOI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 Brofaromine
Van-Vilet 1992 -1.30457216 0.41623114 14 14 23.4% -1.30([-2.12,-0.49] ——
Fahlen 1995 -1.01114525 0.40178324 22 10 24.0% -1.01[-1.80,-0.22] —a—
Subtotal (95% CI) 36 24 473% -1.15[-1.72, -0.59] s 2
Heterogeneity: Tau® = 0.00; Chi* = 0.26, df = 1 (P = 0.61); I’ = 0%
Test for overall effect: Z = 3.99 (P < 0.0001)
1.2.2 Moclobemide
Oosterbaan 2001 0.09595156 0.3077863 24 19  28.2% 0.10 [-0.51, 0.70] ——
Subtotal (95% CI) 24 19 28.2% 0.10 [-0.51, 0.70] <
Heterogeneity: Not applicable
Test for overall effect: Z = 0.31 (P = 0.76)
1.2.3 Phenelzine
Gelernter 1991 -0.70238816 0.39045018 13 15 24.5% -0.70[-1.47,0.08] —=—
Subtotal (95% CI) 13 15 24.5% -0.70 [-1.47, 0.06] e
Heterogeneity: Not applicable
Test for overall effect: Z = 1.80 (P = 0.07)
Total (95% CI) 73 58 100.0% -0.69 [-1.33, -0.05] -
Heterogeneity: Tau® = 0.29; Chi* = 9.09, df = 3 (P = 0.03); I’ = 67% I_4 _12 b jl 4!

Test for overall effect: Z = 2.11 (P = 0.03)

Favours MAOI Favours placebo
Test for subgroup differences: Chi* = 8.84, df = 2 (P = 0.01), I = 77.4% P

Number of participants withdrawing due to side effects

MAOI Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
1.7.1 Brofaromine
Fahlen 1995 4 37 0 40 5.8% 9.71[0.54, 174.41] +
Lott 1997 11 50 4 52 28.3% 2.86 [0.97, 8.39) &+
Subtotal (95% CI) 87 92 34.1% 3.32 [1.21, 9.10] ——-
Total events 15 4

Heterogeneity: Tau® = 0.00; Chi* = 0.63, df = 1 (P = 0.43); I’ = 0%
Test for overall effect: Z = 2.33 (P = 0.02)

1.7.2 Moclobemide

Schneier 1998 3 40 4 37 19.2% 0.69 [0.17, 2.90] +

Noyes 1997 10 83 40 417  46.7% 1.26 [0.65, 2.41] —
Subtotal (95% CI) 123 454 65.9% 1.13 [0.63, 2.05] —i——
Total events 13 44

Heterogeneity: Tau® = 0.00; Chi® = 0.55, df = 1 (P = 0.46); I = 0%
Test for overall effect: Z = 0.42 (P = 0.68)

Total (95% CI) z10 546 100.0% 1.59 [0.77, 3.29] e
Total events 28 48

Heterogeneity: Tau® = 0.18; Chi* = 4.49, df = 3 (P = 0.21); I = 33%
Test for overall effect: Z = 1.26 (P = 0.21)

Test for subgroup differences: Chi* = 3.24, df = 1 (P = 0.07), I’ = 69.1%

1 1 1 1
0.5 0.7 15 2
Favours MAQI Favours placebo
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Number of participants reporting any adverse event

MAOI Placebo

Study or Subgroup

Risk Ratio

Events Total Events Total Weight M-H, Random, 95% ClI

Risk Ratio

M-H, Random, 95% CI

1.8.1 Brofaromine

Lott 1997 49 50 49 52 70.4%
Subtotal (95% CI) 50 52 70.4%
Total events 49 49

Heterogeneity: Not applicable

Test for overall effect: Z = 0.98 (P = 0.32)

1.8.2 Moclobemide

Stein 2002a 109 188 98 189 12.7%
Burrows 1997 122 193 114 194 16.8%
Subtotal (95% CI) 381 383 29.6%
Total events 231 212

1.04 [0.96, 1.12]
1.04 [0.96, 1.12]

1.12 [0.93, 1.34]
1.08 [0.92, 1.26]
1.09 [0.97, 1.23]

Heterogeneity: Tau® = 0.00; Chi* = 0.10, df = 1 (P = 0.75); I* = 0%

Test for overall effect: Z = 1.46 (P = 0.14)

Total (95% CD) 431

Total events 280 261

435 100.0%

1.06 [0.99, 1.13]

Heterogeneity: Tau® = 0.00; Chi* = 1.25, df = 2 (P = 0.54); I* = 0%

Test for overall effect: Z = 1.62 (P = 0.11)

Test for subgroup differences: Chi* = 0.47, df = 1 (P = 0.49), I’ = 0%

Depression at post-treatment

.

4

*

0.5 0.7

1’5 3

Favours MAOI Favours placebo

MAOI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% CI
1.3.1 Brofaromine
Van-Vilet 1992 -0.34893498 0.38082982 14 14 3.0% -0.35 [-1.10, 0.40] T
Fahlen 1995 -0.56213504 0.23422814 36 40 7.9% -0.56[-1.02, -0.10] —
Lott 1997 -0.11218915 0.19822328 50 52 11.0% -0.11[-0.50, 0.28] —r
Subtotal (95% CI) 100 106 21.9% -0.31[-0.58, -0.03] &
Heterogeneity: Chi* = 2.16, df = 2 (P = 0.34); IF = 8%
Test for overall effect: Z = 2.18 (P = 0.03)
1.3.2 Moclobemide
Versiani 1992 -1.38827033 0.37429069 26 13 3.1% -1.39[-2.12, -0.65] —_—
Oosterbaan 2001 0.14051081 0.30180898 24 19 4.8% 0.14 [-0.45, 0.73]) T
Schneier 1998 -0.08682724 0.22727051 40 37 8.4% -0.09 [-0.53, 0.386] -
Burrows 1997 -0.19277356 0.10170419 193 194 41.9% -0.19 [-0.39, 0.01] L |
Subtotal (95% CI) 283 263 58.1% -0.21[-0.38, -0.04] L]
Heterogeneity: Chi* = 11.58, df = 3 (P = 0.009); I’ = 74%
Test for overall effect: Z = 2.48 (P = 0.01)
1.3.3 Phenelzine
Versiani 1992 -1.81937009 0.39726804 26 13 2.7% -1.82 [-2.80, -1.04] —_—
Liebowitz 1990 0.02540636 0.29767252 23 23 4.9% 0.03 [-0.56, 0.61] -
Heimberg 1998 -0.01648271 0.2747747 26 27 5.7% -0.02 [-0.56, 0.52] -
Blanco 2010 0.03580002 0.25616167 35 27 6.6% 0.04 [-0.47, 0.54] -1
Subtotal (95% CI) 110 90 20.0% -0.24 [-0.53, 0.05] &
Heterogeneity: Chi* = 18.42, df = 3 (P = 0.0004); I’ = 84%
Test for overall effect: Z = 1.61 (P = 0.11)
Total (95% CI) 493 459 100.0% -0.24 [-0.37, -0.11] []
Heterogeneity: Chi* = 32.48, df = 10 (P = 0.0003); P = 69% I_4 _12 5 jl 4!

Test for overall effect: Z = 3.63 (P = 0.0003)
Test for subgroup differences: Chi* = 0.32, df = 2 (P = 0.85), I’ = 0%

Favours MAOI Favours placebo
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Disability at post-treatment

MAOI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.5.1 Brofaromine
Van-Vilet 1992 -1.30457216 0.41623114 14 14 7.9% -1.30[-2.12, -0.49]
Lott 1997 -0.03437656 0.19715513 50 52 11.5% -0.03 [-0.42, 0.35] -
Subtotal (95% CI) 64 66 19.4% -0.62 [-1.86, 0.62] ~l-
Heterogeneity: Tau® = 0.70; Chi* = 7.61, df = 1 (P = 0.006); I = 87%
Test for overall effect: Z = 0.97 (P = 0.33)
1.5.2 Moclobemide
Versiani 1992 -1.23226037 0.306404 26 13 9.7% -1.23 [-1.83, -0.63] —_—
Oosterbaan 2001 0.19656227 0.3036506 24 19 9.8% 0.20 [-0.40, 0.79] b
Schneier 1998 -0.06354971 0.25105408 40 37 10.7% -0.06[-0.56, 0.43] —
Burrows 1997 -0.29507338 0.10203123 193 194 12.8% -0.30[-0.50, -0.10] -
Subtotal (95% CI) 283 263 42.9% -0.33 [-0.79, 0.13] <&
Heterogeneity: Tau® = 0.16; Chi* = 12.82, df = 3 (P = 0.005); I = 77%
Test for overall effect: Z = 1.42 (P = 0.16)
1.5.3 Phenelzine
Gelernter 1991 -0.20516083 0.37659832 13 15 8.5% -0.21[-0.94, 0.53] —
Versiani 1992 -2.19361071 0.35849215 26 13 8.8% -2.19[-2.90, -1.49] —_—
Liebowitz 1990 -0.40432329 0.30490997 25 26 9.7% -0.40[-1.00, 0.19] —
Blanco 2010 -0.33655862 0.25472575 35 27 10.8% -0.34 [-0.84, 0.16] —T
Subtotal (95% CI) 99 81 37.7% -0.77 [-1.62, 0.07] -
Heterogeneity: Tau® = 0.64; Chi* = 22.05, df = 3 (P < 0.0001); I = 86%
Test for overall effect: Z = 1.79 (P = 0.07)
Total (95% CI) 446 410 100.0% -0.54 [-0.90, -0.18] ’
Heterogeneity: Tau® = 0.25; Chi* = 47.47, df = 9 (P < 0.00001); I* = 81% I_4 _12 b jl 4!

Test for overall effect: Z = 2.94 (P = 0.003)

Favours MAOI Favours placebo
Test for subgroup differences: Chi* = 0.87, df = 2 (P = 0.65), I’ = 0% p

6.6.4 ADDITIONAL OUTCOMES FOR SNRIS COMPARED WITH PLACEBO
(PAIRWISE COMPARISONS)

Number of participants withdrawing due to side effects

SNRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Stein 2005 0 0 0 0 Not estimable
Liebowitz 2005b 20 141 6 146 28.2% 3.45[1.43, 8.34] — &
Allgulander 2004 12 144 8 146 29.4% 1.52[0.64, 3.61] &
Stein 2005 46 257 8 129 42.4% 2.89[1.40, 5.93] — i
Total (95% ClI) 542 421 100.0% 2.51[1.57, 4.02] ’
Total events 78 22

| | | |

Heterogeneity: Tau? = 0.00; Chi2 = 1.95, df = 2 (P = 0.38); 12 = 0% T o

0507 1 152
Test for overall effect: Z = 3.85 (P = 0.0001) Favours SNRI Favours placebo
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Number of participants reporting any adverse event

SNRI Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Rickels 2004 110 126 113 135 25.6% 1.04[0.94, 1.15] -h_
Allgulander 2004 130 144 119 146 28.9% 1.11[1.01, 1.22] Ll
Liebowitz 2005a 135 141 125 146 45.4% 1.12[1.04, 1.21] |

Total (95% CI) 411 427 100.0% 1.10 [1.04, 1.15] ‘

Total events 375 357

! ! ! !

Heterogeneity: Tau? = 0.00; Chiz = 1.29, df = 2 (P = 0.52); 12 = 0% T T

0507 1 152
Test for overall effect: Z = 3.53 (P = 0.0004) Favours SNRI  Favours placebo

Number of participants reporting diarrhoea

SNRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Allgulander 2004 15 144 10 146 100.0% 1.52[0.71, 3.27]
Total (95% CI) 144 146 100.0% 1.52[0.71, 3.27] ‘
Total events 15 10
| | | |

Heterogeneity: Not applicable U U

0507 1 15 2
Test for overall effect: Z = 1.07 (P = 0.28) Favours SNRI Favours placebo

Number of participants reporting dizziness

SNRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Stein 2005 0 0 0 0 Not estimable
Allgulander 2004 18 144 7 146 19.2% 2.61[1.12, 6.05] —
Liebowitz 2005a 22 139 11 140 29.1% 2.01 [1.02, 3.99] — &
Stein 2005 56 257 16 129 51.7% 1.76 [1.05, 2.94] ——
Total (95% CI) 540 415 100.0% 1.97 [1.36, 2.85] S -
Total events 96 34

| | | |

Heterogeneity: Tau? = 0.00; Chi2 = 0.62, df =2 (P = 0.73); 12 = 0% L T

0507 1 152
Test for overall effect: Z = 3.60 (P = 0.0003) Favours SNRI Favours placebo
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Number of participants reporting drowsiness

SNRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Allgulander 2004 18 144 8 146 15.4% 2.28[1.02, 5.08] —
Liebowitz 2005a 19 139 9 140 17.2% 2.13[1.00, 4.54] —
Rickels 2004 25 137 12 135 23.7% 2.05[1.08, 3.92] - &
Stein 2005 67 257 18 129 43.7% 1.87 [1.16, 3.01] —i
Total (95% CI) 677 550 100.0% 2.01[1.47, 2.76] ’
Total events 129 47

Heterogeneity: Tau2 = 0.00; Chiz = 0.21, df = 3 (P = 0.98); 2= 0%
Test for overall effect: Z = 4.37 (P < 0.0001)

Number of participants reporting increased anxiety

1 1
0507 1 152

Favours SNRI  Favours placebo

SNRI Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Rickels 2004 9 137 3 135 29.8% 2.96 [0.82, 10.68] T &
Allgulander 2004 14 144 8 146 70.2% 1.77 [0.77, 4.10] . »
Total (95% CI) 281 281 100.0% 2.07[1.02, 4.17] ’
Total events 23 11

Heterogeneity: Tau? = 0.00; Chi2 = 0.43, df = 1 (P = 0.51); I2 = 0%
Test for overall effect: Z =2.03 (P = 0.04)

Number of participants reporting insomnia

0507 1 152
Favours SNRI  Favours placebo

SNRI Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Liebowitz 2005a 35 139 9 140 21.8% 3.92[1.96, 7.84] E—
Rickels 2004 29 137 11 135 24.6% 2.60 [1.35, 4.99] —
Allgulander 2004 25 144 12 146 24.9% 2.11[1.10, 4.04] —
Liebowitz 2005b 39 141 12 146 28.7% 3.37[1.84, 6.16] —
Total (95% CI) 561 567 100.0% 2.91[2.10, 4.02] ’
Total events 128 44
Heterogeneity: Tau2 = 0.00; Chiz = 1.99, df = 3 (P = 0.58); 12 = 0% t— t—

0507 1 152

Test for overall effect: Z = 6.46 (P < 0.00001)

Favours SNRI  Favours placebo

Social Anxiety Disorder: Appendix 14 (December 2012)





DRAFT FOR CONSULTATION

Number of participants reporting nausea

SNRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Stein 2005 0 0 0 0 Not estimable
Rickels 2004 34 137 8 135 11.7% 4.19 [2.01, 8.71] —
Allgulander 2004 44 144 13 146 19.0% 3.43[1.93, 6.09] —
Stein 2005 91 257 13 129 21.4% 3.51 [2.04, 6.04] —=
Liebowitz 2005b 46 141 16 146 23.2% 2.98[1.77,5.01] —
Liebowitz 2005a 47 139 17 140 24.8% 2.78 [1.68, 4.60] —
Total (95% CI) 818 696 100.0% 3.24[2.53, 4.17] ’
Total events 262 67

Heterogeneity: Tau2 = 0.00; Chiz = 1.06, df =4 (P = 0.90); I2= 0%
Test for overall effect: Z = 9.22 (P < 0.00001)

Number of participants reporting sweating

1
0507 1

Favours SNRI

1
15 2

Favours placebo

SNRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Stein 2005 0 0 0 0 Not estimable
Rickels 2004 16 137 2 135 85% 7.88[1.85, 33.63] —
Liebowitz 2005a 20 139 3 140 12.6% 6.71[2.04, 22.08] BE—
Stein 2005 29 257 3 129 13.0% 4.85[1.51, 15.63] E—
Liebowitz 2005b 14 141 5 146 18.0% 2.90[1.07, 7.84] —
Allgulander 2004 37 144 12 146 48.0% 3.13[1.70, 5.75] —i
Total (95% ClI) 818 696 100.0% 3.89[2.55, 5.93] <
Total events 116 25

Heterogeneity: Tau? = 0.00; Chi2 = 2.77, df = 4 (P = 0.60); I2 = 0%
Test for overall effect: Z = 6.31 (P < 0.00001)

0507 1
Favours SNRI

15 2
Favours placebo

6.6.4 OUTCOMES FOR DULOXETINE (60MS) COMPARED WITH
DULOXETINE (120MG) (PAIRWISE COMPARISONS)

Symptoms of social anxiety at post-treatment

Duloxetine 120mg Duloxetine 60mg

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Simon 2010 -1.22027343 0.42264982 15 13 100.0% -1.22 [-2.05, -0.39]
Total (95% Cl) 15 13 100.0%  -1.22[-2.05, -0.39] ’
! 1 1
Heterogeneity: Not applicable F T T
9 Y PP -4 2 0 2 4

Test for overall effect: Z = 2.89 (P = 0.004)

Favours 120mg  Favours 60mg
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6.6.5 ADDITIONAL OUTCOMES FOR SSRIS COMPARED WITH PLACEBO
(PAIRWISE COMPARISONS)

Symptoms of social anxiety at follow-up

SSRI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI 1V, Random, 95% ClI
5.1.1 Paroxetine
Allgulander 1999 -0.39167364 0.21903067 42 43 23.8% -0.39 [-0.82, 0.04] N
Subtotal (95% CI) 42 43 23.8% -0.39 [-0.82, 0.04] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 1.79 (P = 0.07)
5.1.2 Sertraline
Blomhof 2001 -0.03550915 0.15790261 83 78 37.7% -0.04[-0.34, 0.27]
Blomhof 2001 0.06403951 0.15506272 85 82 38.5% 0.06 [-0.24, 0.37]
Subtotal (95% CI) 168 160  76.2% 0.02 [-0.20, 0.23]

Heterogeneity: Tauz = 0.00; Chi2 = 0.20, df = 1 (P = 0.65); 12= 0%
Test for overall effect: Z = 0.14 (P = 0.89)

Total (95% ClI) 210 203 100.0% -0.08 [-0.32, 0.16]

Heterogeneity: Tauz = 0.01; Chi2=2.95, df =2 (P = 0.23); 12=32% '4 '2 (') 5 4'
Test for overall effect: Z = 0.67 (P = 0.50) Favours SSRI Favours placebo
Test for subaroup differences: Chiz = 2.75, df = 1 (P = 0.10), 12 = 63.6%

Social Anxiety Disorder: Appendix 14 (December 2012) 11
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Number of participants withdrawing due to side

effects

SSRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
5.7.1 Escitalopram
Lader 2004 17 168 2 41 3.6% 2.07 [0.50, 8.62] ’
Lader 2004 8 167 3 42 4.4% 0.67[0.19, 2.42] ¢
Lader 2004 22 170 3 42  54% 1.81[0.57,5.77] ’
Kasper 2005 16 181 8 177 10.7% 1.96 [0.86, 4.45] T
Subtotal (95% CI) 686 302 24.0% 1.59[0.92, 2.76] “
Total events 63 16

Heterogeneity: Tau2 = 0.00; Chi2 = 2.18, df = 3 (P = 0.54); 12 = 0%
Test for overall effect: Z = 1.67 (P = 0.10)

5.7.2 Fluoxetine

Clark 2003 1 20 1 20 1.0%
Subtotal (95% CI) 20 20 1.0%
Total events 1 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

5.7.3 Fluvoxamine

Van-Vliet 1994 1 16 0 14 0.7%
Asakura 2007 4 182 0 89 0.9%
Davidson 2004a 35 131 1 126 1.9%
Stein 1999 12 42 4 44 6.6%
Subtotal (95% CI) 371 273 10.0%
Total events 52 5

Heterogeneity: Tau? = 1.05; Chi2 = 5.93, df = 3 (P = 0.12); 12 = 49%
Test for overall effect: Z = 2.44 (P = 0.01)

5.7.4 Paroxetine

Lepola 2004 5 186 3 184 3.6%
Allgulander 1999 9 43 3 43 4.7%
GSK2006 12 132 3 65 4.8%
Stein 1998 14 94 3 93  4.9%
Lader 2004 25 169 3 41 5.5%
Pfizer 2007 13 95 4 95  6.1%
GSK2006 13 133 4 65 6.2%
Baldwin 1999 10 139 6 151 7.4%
Liebowitz 2005b 19 142 6 146 9.2%
Allgulander 2004 16 144 8 146 10.8%
Subtotal (95% CI) 1277 1029 63.2%
Total events 136 43

Heterogeneity: Tau? = 0.00; Chi2 = 3.49, df = 9 (P = 0.94); 12 = 0%
Test for overall effect: Z =5.00 (P < 0.00001)

5.7.5 Sertraline

Van-Ameringen 2001 16 134 1 69 1.8%
Subtotal (95% CI) 134 69 1.8%
Total events 16 1

Heterogeneity: Not applicable
Test for overall effect: Z = 2.07 (P = 0.04)

Total (95% CI) 2488
Total events 268 66
Heterogeneity: Tau? = 0.00; Chi2 = 18.28, df = 19 (P = 0.50); 12 = 0%

Test for overall effect: Z = 6.24 (P < 0.00001)

1693 100.0%

1.00 [0.07, 14.90]
1.00 [0.07, 14.90]

2.65[0.12, 60.21]
4.43[0.24, 81.32]
33.66 [4.68, 242.04]

3.14[1.10, 8.98]
6.10[1.43, 26.13]

1.65 [0.40, 6.80]
3.00 [0.87, 10.33]
1.97 [0.58, 6.74]
4.62[1.37, 15.54]
2.02[0.64, 6.37]
3.25[1.10, 9.61]
1.59 [0.54, 4.68]
1.81[0.68, 4.85]
3.26 [1.34, 7.91]
2.03[0.90, 4.59]
2.37[1.69, 3.32]

8.24[1.12, 60.83]
8.24[1.12, 60.83]

2.35[1.80, 3.08]

Test for subaroup differences: Chi2 = 5.38, df = 4 (P = 0.25), 12 = 25.6%

~

~

v

~

v

v

v

v

>

Favours SSRI

I— T
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15 2
Favours placebo
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Number of participants reporting any adverse event

SSRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
5.8.1 Escitalopram
Lader 2004 115 167 25 41 3.9% 1.13[0.87,1.47] T
Lader 2004 121 167 25 41 4.0% 1.19[0.91, 1.54] T
Lader 2004 133 170 25 41 4.1% 1.28 [0.99, 1.66] T
Subtotal (95% CI) 504 123 12.0% 1.20 [1.03, 1.40] ‘
Total events 369 75

Heterogeneity: Tau? = 0.00; Chiz = 0.47, df = 2 (P = 0.79); I2 = 0%
Test for overall effect: Z =2.37 (P = 0.02)

5.8.2 Fluvoxamine

Van-Vliet 1994 14 15 3 13 0.4% 4.04 [1.49, 11.01] -
Stein 1999 40 46 38 44 71.2% 1.01[0.86, 1.18] T

Asakura 2007 161 182 50 89 7.4% 1.33 [1.14, 1.56] -

Davidson 2004a 122 131 99 126 10.1% 1.19[1.07, 1.31] -

Westenberg 2004 134 146 123 148 11.0% 1.10 [1.01, 1.21] ™

Subtotal (95% Cl) 520 420  36.0% 1.17 [1.03, 1.34] ’

Total events 471 322

Heterogeneity: Tau? = 0.01; Chiz = 15.22, df = 4 (P = 0.004); 12 = 74%
Test for overall effect: Z = 2.41 (P = 0.02)

5.8.3 Paroxetine

Lader 2004 134 169 25 41 4.1% 1.30[1.01, 1.68] T
GSK2006 112 132 42 65 5.9% 1.31[1.08, 1.59] -
Pfizer 2007 74 95 60 95 6.2% 1.23[1.02, 1.49] T
GSK2006 126 133 42 65 6.3% 1.47[1.22,1.76] -
Baldwin 1999 103 139 103 151 7.9% 1.09 [0.94, 1.26] ™
Allgulander 2004 128 144 119 146 10.5% 1.09 [0.99, 1.20] ™
Liebowitz 2005b 130 142 125 146 11.2% 1.07 [0.98, 1.16] ™
Subtotal (95% CI) 954 709  52.0% 1.19 [1.08, 1.30] 0
Total events 807 516

Heterogeneity: Tau? = 0.01; Chi? = 16.15, df = 6 (P = 0.01); I12 = 63%
Test for overall effect: Z = 3.66 (P = 0.0003)

Total (95% CI) 1978 1252 100.0% 1.18[1.11, 1.25] 0
Total events 1647 913
| | | |
Heterogeneity: Tau? = 0.01; Chi2 = 32.03, df = 14 (P = 0.004); 12 = 56% T U
‘ I eff 0507 1 152
Test for overall effect: Z =5.18 (P < 0.00001) Favours SSRI Favours placebo
Test for subaroup differences: Chiz = 0.04, df =2 (P = 0.98), I2= 0%
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Quality of life at post-treatment

SSRI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
5.5.1 Sertraline
Blomhof 2001 -10.01 10.82 95 -3.3 10.84 92  49.6% -0.62 [-0.91, -0.32] &
Blomhof 2001 -8.77 11.09 98 -6.6 10.61 93 50.4% -0.20 [-0.48, 0.09] |
Subtotal (95% CI) 193 185 100.0% -0.41 [-0.82, 0.00] ‘

Heterogeneity: Tau? = 0.07; Chiz2 = 4.02, df = 1 (P = 0.05); 12 = 75%
Test for overall effect: Z =1.94 (P = 0.05)

Total (95% CI) 193 185 100.0% -0.41[-0.82, 0.00] &

I ] ] ]
Heterogeneity: Tau2 = 0.07; Chi2 = 4.02, df = 1 (P = 0.05); 12 = 75% ! T ) 1

-4 2 0 2 4
Test for overall effect: Z =1.94 (P = 0.05)

Favours SSRI Favours placebo
Test for subaroup differences: Not applicable

Quality of life at follow-up

SSRI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.6.1 Sertraline
Blomhof 2001 -8.61 7.95 85 -4.81 7.89 82 50.0% -0.48 [-0.79, -0.17] i
Blomhof 2001 -7.88 8.2 83 -7.94 7.83 78 50.0% 0.01[-0.30, 0.32] :
Subtotal (95% CI) 168 160 100.0% -0.24 [-0.71, 0.24]
Heterogeneity: Tau? = 0.09; Chiz = 4.75, df = 1 (P = 0.03); I = 79%
Test for overall effect: Z = 0.97 (P = 0.33)
Total (95% CI) 168 160 100.0% -0.24 [-0.71, 0.24] ?

I |

Heterogeneity: Tau? = 0.09; Chi2 = 4.75, df = 1 (P = 0.03); 12 = 79% '4 '2 (') ) 4'
Test for overall effect: Z = 0.97 (P = 0.33)

Favours SSRI Favours placebo
Test for subaroup differences: Not applicable
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Depression at post-treatment

SSRI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.2.1 Escitalopram
Lader 2004 -2.68 3.96 159 -2.05 5.05 39 53% -0.15 [-0.50, 0.20] -
Lader 2004 -3.36 573 159 -2.05 5.05 40 5.3% -0.23 [-0.58, 0.11] -
Lader 2004 -2.04 396 159 -2.05 5.05 40 5.4% 0.00 [-0.34, 0.35]

J
"I

Subtotal (95% ClI) 477 119  16.0% -0.13 [-0.33, 0.07]
Heterogeneity: Tau? = 0.00; Chi2 = 0.91, df = 2 (P = 0.64); 2= 0%
Test for overall effect: Z = 1.23 (P = 0.22)

5.2.2 Fluoxetine

Clark 2003 77 764 20 79 857 20 1.8% -0.02 [-0.64, 0.60]

Kobak 2002 657 495 30 6.17 548 30 2.6% 0.08 [-0.43, 0.58] I
Davidson 2004b 57 44 40 715 6.4 37 3.3% -0.33[-0.78, 0.12] -
Subtotal (95% CI) 90 87  7.6% -0.12 [-0.42, 0.17] ¢

Heterogeneity: Tau? = 0.00; Chiz = 1.48, df = 2 (P = 0.48); 12 = 0%
Test for overall effect: Z = 0.80 (P = 0.42)

5.2.3 Fluvoxamine

Van-Viiet 1994 54 31 15 86 252 13 11%  -1.09[-1.90,-0.29] I
Davidson 2004a 16 66 121 -08 56125 126 9.8% -0.13[-0.38, 0.12)] T
Subtotal (95% CI) 136 139 10.8%  -0.53[-1.46, 0.40] S g

Heterogeneity: Tau? = 0.37; Chi2 = 5.00, df = 1 (P = 0.03); 12 = 80%
Test for overall effect: Z = 1.12 (P = 0.26)

5.2.4 Paroxetine

Lader 2004 -3.28 493 162 -2.05 5.05 39 5.3% -0.25 [-0.60, 0.10] -
Pfizer 2007 -2.1 4 76 -14 4.7 79 6.4% -0.16 [-0.47, 0.16] -T
GSK2006 -1 2987 132 -0.7 3.078 65 7.1% -0.10 [-0.40, 0.20] T
GSK2006 -0.9 2998 133 -0.7 3.078 65 7.2% -0.07 [-0.36, 0.23] T
Baldwin 1999 4.2 43 139 6.5 53 151 11.0% -0.47[-0.71, -0.24] -
Lepola 2004 3.3 35 186 4.3 42 184 13.8% -0.26 [-0.46, -0.05] ™
Subtotal (95% CI) 828 583 50.8% -0.24 [-0.36, -0.11] '

Heterogeneity: Tau? = 0.01; Chi2 = 6.30, df =5 (P = 0.28); 12 = 21%
Test for overall effect: Z = 3.74 (P = 0.0002)

5.2.5 Sertraline

Liebowitz 2003 53 39 205 6 4 195 14.8% -0.18[-0.37, 0.02]
Subtotal (95% Cl) 205 195  14.8% -0.18 [-0.37, 0.02]

< o

Heterogeneity: Not applicable
Test for overall effect: Z = 1.77 (P = 0.08)

Total (95% CI) 1736 1123 100.0%  -0.20[-0.29, -0.12] \

I ] ] ]
Heterogeneity: Tau? = 0.00; Chi2 = 15.17, df = 14 (P = 0.37); 12 = 8% I I I 1

-4 -2 0 2 4
Test for overall effect: Z = 4.79 (P < 0.00001) Favours SSRI Favours placebo
Test for subaroup differences: Chiz = 1.69, df =4 (P = 0.79), 12 = 0%
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Anxiety-related disability at post-treatment

SSRI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% ClI
5.3.1 Citalopram
Furmark 2005 81.5 103 12 82.9 86 12 2.3% -0.14 [-0.94, 0.66] T
Subtotal (95% CIy 12 12 23%  -0.14[-0.94, 0.66] <

Heterogeneity: Not applicable
Test for overall effect: Z = 0.35 (P =0.73)

5.3.2 Escitalopram

Lader 2004 -10.85 4.148831 163 -6.71866 4.164613 40 5.5% -0.99 [-1.35, -0.63]
Lader 2004 -10.15 4.186837 166 -6.71866 4.164613 39 5.6% -0.82[-1.18, -0.46]
Lader 2004 -9.14 4.156729 164 -6.71866 4.164613 40 5.6% -0.58 [-0.93, -0.23]
Subtotal (95% CI) 493 119 16.8% -0.79 [-1.03, -0.56]

Heterogeneity: Tau? = 0.01; Chi2 = 2.61, df =2 (P = 0.27); 2= 23%
Test for overall effect: Z = 6.63 (P < 0.00001)

5.3.3 Fluoxetine

Kobak 2002 62.37 778 30 6364 95 30 41% -0.14 [-0.65, 0.36]
Subtotal (95% CI) 30 30 41% -0.14 [-0.65, 0.36]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.58)

5.3.4 Fluvoxamine

Van-Vliet 1994 0.6 077 15 1.1 072 13  2.5% -0.65 [-1.41, 0.12]
Stein 1999 10.53 47955 42 1414 49585 44  48%  -0.73[-1.17,-0.30]
Asakura 2007 9.8 52915 175 11 56604 89  6.7% -0.22 [-0.48, 0.04]
Davidson 2004a 12.1 88 121 14.4 6.73 126 6.8%  -0.29[-0.54,-0.04]
Westenberg 2004 7.8 846 146 5.8 73 148 7.0%  -0.25[-0.48,-0.02]
Subtotal (95% CI) 499 420 27.7%  -0.32[-0.48,-0.17)

Heterogeneity: Tau? = 0.01; Chi2 = 5.07, df =4 (P = 0.28); 12 = 21%
Test for overall effect: Z = 4.09 (P < 0.0001)

5.3.5 Paroxetine

Allgulander 1999 80.1 51.148 42 168.6 50.822 43 4.2% -1.72[-2.22,-1.22]
Lader 2004 -9.62603 4.189893 166 -6.71866 4.164613 39 5.6% -0.69 [-1.05, -0.34]
Pfizer 2007 -5.8 7.8 76 -3.5 6 79 6.0% -0.33 [-0.65, -0.01]
Stein 1998 9.8 4.4559 90 124 4.5028 92 6.2% -0.58 [-0.87, -0.28]
Lepola 2004 -6.09926 3.709313 181 -3.30108 3.674915 184 7.2% -0.76 [-0.97, -0.54]
Subtotal (95% CI) 555 437 29.2% -0.77 [-1.11, -0.44]

Heterogeneity: Tau? = 0.11; Chi2 = 22.09, df = 4 (P = 0.0002); 12 = 82%
Test for overall effect: Z = 4.55 (P < 0.00001)

5.3.6 Sertraline

Blomhof 2001 -6.65 4.63194344 95 -3.37 4.61657882 92 6.2% -0.71[-1.00, -0.41]
Blomhof 2001 -8.23 4.76678088 98 -6.64 4.47866051 93 6.4% -0.34 [-0.63, -0.06]
Liebowitz 2003 10.1 45989 205 12.2 45122 196 7.3% -0.46 [-0.66, -0.26]
Subtotal (95% CI) 398 381 19.9% -0.49 [-0.68, -0.31]

Heterogeneity: Tau? = 0.01; Chi2 = 3.17, df = 2 (P = 0.20); I2= 37%
Test for overall effect: Z = 5.21 (P < 0.00001)

Total (95% CI) 1987 1399 100.0% -0.57 [-0.71, -0.42]

—_
J—
J—

+

0444”

‘-I.|.|-|

-

Heterogeneity: Tau? = 0.06; Chi2 = 59.54, df = 17 (P < 0.00001); 12 = 71% f
Test for overall effect: Z = 7.73 (P < 0.00001)
Test for subaroup differences: Chiz = 16.04, df =5 (P = 0.007), 12 = 68.8%
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Anxiety-related disability at follow-up

SSRI Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% CI
5.4.1 Paroxetine
Allgulander 1999 66.7 41.844 42 93 49.268 43 25.5% -0.57 [-1.00, -0.14] &
Subtotal (95% ClI) 42 43 25.5% -0.57 [-1.00, -0.14] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 2.57 (P = 0.01)
5.4.2 Sertraline
Blomhof 2001 -7.93 3.51468348 83 -7.82 3.32507143 78 37.0% -0.03[-0.34, 0.28]
Blomhof 2001 -6.57 3.3795118 85 -5.81 3.37446292 82 37.5% -0.22 [-0.53, 0.08]
Subtotal (95% ClI) 168 160 74.5% -0.13[-0.35, 0.09]
Heterogeneity: Tau? = 0.00; Chi2 = 0.75, df = 1 (P = 0.39); I2= 0%
Test for overall effect: Z = 1.17 (P = 0.24)
Total (95% ClI) 210 203 100.0% -0.24 [-0.52, 0.04]

Heterogeneity: Tau? = 0.03; Chi2 = 3.91, df = 2 (P = 0.14); 12 = 49%

Test for overall effect: Z = 1.71 (P = 0.09)

Test for subaroup differences: Chi2 = 3.16, df = 1 (P = 0.08). 12 = 68.4%

"
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Number of participants reporting diarrhoea

SSRI Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
5.9.1 Escitalopram
Lader 2004 9 167 2 41 36% 1.10[0.25,4.92] ¢ - g
Lader 2004 14 167 2 41 3.8% 1.72[0.41, 7.27] - ’
Lader 2004 19 170 2 41 3.9% 2.29[0.56, 9.45] " »
Kasper 2005 17 181 8 177 86% 2.08[0.92, 4.69] T
Subtotal (95% CI) 685 300 19.9% 1.86 [1.04, 3.33] ‘
Total events 59 14

Heterogeneity: Tau? = 0.00; Chi2 = 0.63, df = 3 (P = 0.89); 12 = 0%
Test for overall effect: Z = 2.08 (P = 0.04)

5.9.2 Fluoxamine

Asakura 2007 11

Stein 1999 3
Subtotal (95% Cl)

Total events 14

Heterogeneity: Tau? = 3.66; Chi2 = 3.80, df = 1 (P = 0.05); 12= 74%

172

46
218

Test for overall effect: Z = 0.55 (P = 0.58)

5.9.3 Paroxetine

Lader 2004
GSK2006
GSK2006

Stein 1998
Liebowitz 2002
Liebowitz 2002
Allgulander 2004
Baldwin 1999 13
Pfizer 2007 11

Lepola 2004 16
Subtotal (95% CI)

L © © © © N N

Total events 98

169
132
133
94
97
95
144
139
95

186
1284

0 89 1.1%
4 44 3.8%

133 5.0%
4

2 41 3.4%
3 65 4.4%
3 65 4.6%
4 93 5.5%
5 a7 6.3%
5 a7 6.3%
10 146 7.6%
7 151 7.7%
11 95 9.0%
15 184 10.6%
934  65.4%

65

Heterogeneity: Tau? = 0.00; Chi2 = 4.38, df = 9 (P = 0.88); I2=0%
Test for overall effect: Z = 0.83 (P = 0.41)

5.9.4 Sertraline

Liebowitz 2003 42
Subtotal (95% CI)

Total events 42

Heterogeneity: Not applicable

Test for overall effect: Z = 4.33 (P < 0.0001)

Total (95% CI)

Total events 213

205
205

2392

Test for overall effect: Z =2.41 (P = 0.02)
Test for subgroup differences: Chi2 = 14.20, df = 3 (P = 0.003), 12 = 78.9%

8 196
196

9.7%
9.7%

1563 100.0%

91
Heterogeneity: Tau? = 0.12; Chi2 = 22.79, df = 16 (P = 0.12); 12 = 30%

11.97 [0.71, 200.73]

0.72[0.17, 3.02]
2.36[0.11, 49.81]

0.85 [0.18, 3.94]
1.15 [0.31, 4.30]
1.47 [0.41, 5.23]
2.231[0.71, 6.98]
0.87[0.31, 2.46]
0.89[0.32, 2.51]
0.81[0.33, 2.00]
2.02 [0.83, 4.91]
1.00 [0.46, 2.19]

1.06 [0.54, 2.07]
1.14[0.84, 1.55]

5.02 [2.42, 10.42]
5.02 [2.42, 10.42]

1.47 [1.07, 2.00]

-~

-

w

-

I
0507 1
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Number of participants reporting dizziness

SSHI Placeho Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% Cl
5.10.1 Escitalopram
Lader 2004 T 167 2 41 2 6% 0.86[0.19, 3.88]
Lader 2004 m 167 2 41 2.8% 1.23[0.28, 5.29] +
Lader 2004 18 170 2 41 289% 1.81[0.43, 7.60] +
Kasper 2005 13 13 9 77 2.9% 1.41[0.62, 3.22]
Subtotal (95% CI) 685 J00 17.2% 1.34[0.74, 2.42] —eati—
Total events 44 14
Heterogeneity: Tau®=0.00, ChiF=0.52, df= 3(P=091), F= 0%
Test for overall effect, Z=0.896 (F=0.34)
5.10.2 Fluvoxamine
Asakura 2007 13 172 1] a4 0.8% 14.05[0.84, 23358 *
Stein 1989 a 46 2 44 2.7% 3.83[0.86 17.03] +
Subtotal (95% CI) 218 133 3.5% 5.09 [1.36, 19.05] ——
Total events 21 2
Heterogeneity: Tau®=0.00, ChiF=0.74, df= 1 (P=0.39); F= 0%
Testfor overall effect, Z=2.42 (F=0.02)
5.10.3 Paroxetine
Lader 2004 18 168 2 41 3.0% 218053, 9.04] +
GEKZO06 28 132 2 B4 31% B.16[1.50, 25.149] E—
Liehowitz 2002 23 45 3 47 4.6% 3.79[1.20, 11.949] E—
Liebowitz 2002 27 ar 3 47 4.7% 436 [1.39, 13.69] E—
GEKZO06 41 133 3 B4 4.7% B.68 [2.15, 20.76] SE—
Lepola 2004 12 188 T oo1a4 T.3% 1.70[0.68, 4.21] +
Allgulander 2004 18 144 7T 1486 2.5% 2.61[1.12, 6.09] _—t
Baldwin 1994 18 138 a8 141 9.4% 244110, 5.44] . S—
Ffizer 2007 14 45 ] 95 10.0% 1.67[0.77, 3.62]
Stein 1988 14 G4 g 93 10.0% 164 [0.76, 3.58] o
Subtotal (95% CI) 1284 034 65.2% 2.53[1.86, 3.45] i
Tatal events 212 A3
Heterogeneity: Tau®=0.01; Chi®= 9.26, df= 9(P=0.41); F= 3%
Testfor overall effect £=5.88 (P = 0.00001)
5.10.4 Sertraline
Liehowitz 2003 34 208 11 186 141% 2.96[1.54, 5.67] —_—t
Subtotal (95% CI) 205 106 14.1% 2.96 [1.54, 5.67] —
Total events 34 11
Heterogeneity: Mot applicable
Testfor overall effect £=3.26 (P = 0.001)
Total (95% CI) 2392 1563 100.0% 2.37 [1.85, 3.03] e
Tatal events 3z a1
Heterogeneity: Tau®=0.00; ChiF=16.09, df= 16 (F=0.448); F=1% Elfﬁ IZITT 155 é

Testfor overall effect Z=6.86 (P = 0.00001)

Testfor subagroup differences: Chi*=547, df=3{(P=0.14), F=45.2%

Favours S5RI

Favours placeho
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Number of participants reporting drowsiness

SSRI Placebo Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% ClI

5.11.1 Escitalopram

Lader 2004 10 167 1 41  0.8% 2.46 [0.32, 18.64]
Lader 2004 19 170 1 41  0.8% 4.580.63, 33.25]
Lader 2004 20 167 1 41  0.8% 4.91[0.68, 35.53]
Kasper 2005 18 181 9 177 55% 1.96 [0.90, 4.24]
Subtotal (95% CI) 685 300 7.9% 2.41[1.27,4.58]
Total events 67 12

Heterogeneity: Tauz = 0.00; Chi2 = 1.27, df = 3 (P = 0.74); 12= 0%
Test for overall effect: Z = 2.69 (P = 0.007)

5.11.2 Fluvoxamine

Van-Vliet 1994 7 15 1 13 0.8% 6.07 [0.86, 43.04]
Stein 1999 15 46 6 44 4.5% 2.39[1.02, 5.60]
Westenberg 2004 32 146 10 148 7.2% 3.24[1.66, 6.35]
Davidson 2004a 40 131 13 126 9.8% 2.96 [1.66, 5.26]
Asakura 2007 82 172 18 89 16.8% 2.36 [1.52, 3.66]
Subtotal (95% ClI) 510 420  39.2% 2.71[2.03, 3.61]
Total events 176 48

Heterogeneity: Tau? = 0.00; Chi2 = 1.49, df = 4 (P = 0.83); 2= 0%
Test for overall effect: Z = 6.76 (P < 0.00001)

5.11.3 Paroxetine

Lader 2004 19 169 1 41 0.8% 4.61[0.64, 33.44]
Liebowitz 2002 24 95 2 47 1.7% 5.94 [1.46, 24.06]
Liebowitz 2002 32 97 2 47 1.7% 7.75[1.94, 30.98]
Allgulander 2004 10 144 8 146 4.0% 1.27[0.51, 3.12]
Lepola 2004 17 186 7 184 4.4% 2.40[1.02, 5.66]
GSK2006 52 133 6 65 5.2% 4.24[1.92,9.34]
GSK2006 55 132 6 65 5.2% 4.51 [2.05, 9.93]
Baldwin 1999 16 139 9 151 5.3% 1.93[0.88, 4.23]
Pfizer 2007 30 95 8 95 6.2% 3.75[1.81, 7.75]
Stein 1998 25 94 9 93 6.5% 2.75[1.36, 5.57]
Liebowitz 2005b 38 142 13 146 9.5% 3.01[1.67, 5.40]
Subtotal (95% ClI) 1426 1080 50.7% 3.07 [2.37, 3.98]
Total events 318 71

Heterogeneity: Tau2 = 0.01; Chi2 = 10.34, df = 10 (P = 0.41); 12 = 3%
Test for overall effect: Z = 8.48 (P < 0.00001)

5.11.4 Sertraline

Van-Ameringen 2001 15 135 3 69 2.2% 2.56 [0.77, 8.53]
Subtotal (95% CI) 135 69 2.2% 2.56 [0.77, 8.53]
Total events 15 3

Heterogeneity: Not applicable
Test for overall effect: Z = 1.53 (P = 0.13)

Total (95% CI) 2756 1869 100.0% 2.85[2.38, 3.42]
Total events 576 134

Heterogeneity: Tau? = 0.00; Chi2 = 13.78, df = 20 (P = 0.84); 12 = 0%

Test for overall effect: Z = 11.37 (P < 0.00001)

Test for subaroup differences: Chiz = 0.73, df = 3 (P = 0.87). I2 = 0%

-

-

-
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Number of participants reporting insomnia

SSRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
5.12.1 Escitalopram
Kasper 2005 17 181 11 177 53% 1.51[0.73, 3.13] -1
Subtotal (95% CI) 181 177 53% 1.51[0.73, 3.13] —all—
Total events 17 11

Heterogeneity: Not applicable
Test for overall effect: Z = 1.11 (P = 0.27)

5.12.2 Fluoxetine

Kobak 2002 14 30 9 30 6.0% 1.56 [0.80, 3.03] ] -
Davidson 2004b 23 48 22 52 9.6% 1.13[0.73, 1.75] I
Subtotal (95% Cl) 78 82 15.6% 1.24[0.87, 1.79] ’
Total events 37 31

Heterogeneity: Tau? = 0.00; Chi2 = 0.62, df =1 (P = 0.43); 12 = 0%
Test for overall effect: Z = 1.18 (P = 0.24)

5.12.3 Fluvoxamine

Asakura 2007 10 172 0 89  0.5% 10.92 [0.65, 184.31] ’
Stein 1999 20 46 12 44 7.1% 1.59[0.89, 2.86] T
Davidson 2004a 42 131 14 126 7.5% 2.89[1.66, 5.02] —
Westenberg 2004 47 146 22 148  9.3% 2.17[1.38, 3.40] -
Subtotal (95% CI) 495 407  24.3% 2.22[1.59, 3.10] ‘
Total events 119 48

Heterogeneity: Tau? = 0.02; Chi2 = 3.48, df = 3 (P = 0.32); 12=14%
Test for overall effect: Z = 4.68 (P < 0.00001)

5.12.4 Paroxetine

Liebowitz 2002 22 95 1 47 1.0% 10.88 [1.51, 78.30] —_—
Liebowitz 2002 28 97 1 47 1.0% 13.57 [1.90, 96.70] —
Lepola 2004 16 186 8 184 4.5% 1.98[0.87, 4.51] T
Pfizer 2007 17 95 11 95 5.6% 1.55[0.77, 3.12] -1 -
Allgulander 2004 18 144 12 146 5.7% 1.52[0.76, 3.04] -1 -
Liebowitz 2005b 26 142 12 146 6.3% 2.23[1.17, 4.24] —_—
Stein 1998 20 94 16 93 7.0% 1.24[0.68, 2.23] -
Baldwin 1999 27 139 25 151 8.5% 1.17[0.72,1.92] -

Subtotal (95% CI) 992 909 39.5% 1.75[1.21, 2.55] ‘

Total events 174 86

Heterogeneity: Tauz = 0.12; Chi2 = 13.02, df = 7 (P = 0.07); 12 = 46%
Test for overall effect: Z = 2.95 (P = 0.003)

5.12.5 Sertraline

Van-Ameringen 2001 41 135 10 69 6.5% 2.10[1.12, 3.92] -
Liebowitz 2003 50 205 20 196 8.7% 2.39[1.48, 3.86] -
Subtotal (95% CI) 340 265 15.2% 2.28[1.55, 3.33] ‘
Total events 91 30

Heterogeneity: Tau2 = 0.00; Chiz = 0.11, df = 1 (P = 0.74); 12 = 0%

Test for overall effect: Z = 4.23 (P < 0.0001)

Total (95% CI) 2086 1840 100.0% 1.80 [1.47, 2.20] ‘

Total events 438 206

| | | |
Heterogeneity: Tau? = 0.06; Chi2 = 25.51, df = 16 (P = 0.06); 12 = 37% 1 T

fi Il eff 68 0.0000 0507 1 152
Testioroveral efiesk 25,68 ( <6 Y Favours SSRI  Favours placebo
Test for subgroup differences: Chiz = 7.17, df = 4 (P = 0.13), 12 = 44.2%
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Number of participants reporting nausea

SSRI Placebo

Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Random, 95% ClI

Risk Ratio
M-H, Random, 95% CI

5.13.1 Escitalopram

Lader 2004 33 167 4 41 2.9%
Lader 2004 34 167 4 41 2.9%
Lader 2004 49 170 4 41 3.0%
Subtotal (95% CI) 504 123 8.8%
Total events 116 12

Heterogeneity: Tauz = 0.00; Chi2 = 0.36, df = 2 (P = 0.83); 2= 0%
Test for overall effect: Z = 2.95 (P = 0.003)

5.13.2 Fluoxetine

Davidson 2004b 9 48 8 52 3.6%
Subtotal (95% CI) 48 52 3.6%
Total events 9 8

Heterogeneity: Not applicable
Test for overall effect: Z = 0.45 (P = 0.66)

5.13.3 Fluvoxamine

Asakura 2007 42 172 0 89 0.4%
Van-Vliet 1994 10 15 2 13 1.7%
Davidson 2004a 40 131 7 126 45%
Stein 1999 21 46 7 44 4.6%
Westenberg 2004 69 146 22 148 10.9%
Subtotal (95% CI) 510 420 22.0%
Total events 182 38

Heterogeneity: Tau? = 0.10; Chi2 = 6.20, df = 4 (P = 0.18); 12 = 35%

Test for overall effect: Z = 5.69 (P < 0.00001)

5.13.4 Paroxetine

GSK2006 28 132 3 65 2.1%
Liebowitz 2002 26 95 3 47 2.2%
Liebowitz 2002 30 97 3 47 2.2%
GSK2006 29 133 4 65 2.8%
Lader 2004 49 169 4 41 3.0%
Stein 1998 24 94 11 93 5.8%
Lepola 2004 40 186 11 184 6.0%
Baldwin 1999 39 139 12 151  6.5%
Allgulander 2004 45 144 13 146 7.1%
Pfizer 2007 23 95 17 95  7.4%
Liebowitz 2005b 37 142 16 146 7.8%
Subtotal (95% CI) 1426 1080  52.9%
Total events 370 97

2.03[0.76, 5.40]
2.09 [0.78, 5.55]

2.95[1.13, 7.72]
2.33[1.33, 4.08]

1.22[0.51, 2.90]
1.22[0.51, 2.90]

44.22 [2.75, 710.22]
4.33[1.15, 16.29)]
5.50 [2.56, 11.81]

2.87[1.36, 6.07]

3.18[2.08, 4.85]
3.91[2.44, 6.25]

4.60 [1.45, 14.56]
4.29[1.37, 13.44]
4.85[1.56, 15.07]
3.54[1.30, 9.65]
2.97[1.14, 7.76]
2.16 [1.12, 4.15)
3.60[1.91, 6.79]
3.53[1.93, 6.46]
3.51[1.98, 6.22]
1.35[0.77, 2.37)

2.38[1.39, 4.08]
2.83[2.22, 3.59)]

Heterogeneity: Tau? = 0.03; Chi2 = 11.85, df = 10 (P = 0.29); 12 = 16%

Test for overall effect: Z = 8.51 (P < 0.00001)

5.13.5 Sertraline

Van-Ameringen 2001 44 135 10 69 6.2%
Liebowitz 2003 34 205 13 196 6.5%
Subtotal (95% CI) 340 265 12.7%
Total events 78 23

Heterogeneity: Tau? = 0.00; Chi2 = 0.06, df = 1 (P = 0.81); 12= 0%
Test for overall effect: Z = 3.90 (P < 0.0001)

Total (95% CI) 2828 1940 100.0%

Total events 755 178

2.25[1.21, 4.19]

2.50 [1.36, 4.59]
2.37[1.54, 3.67]

2.80 [2.35, 3.34]

Heterogeneity: Tau? = 0.03; Chi? = 25.00, df = 21 (P = 0.25); I2= 16%

Test for overall effect: Z = 11.53 (P < 0.00001)

Test for subaroup differences: Chi2 = 6.34, df = 4 (P = 0.18), 12 = 36.9%

L

T T —
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Number of participants reporting increased anxiety

SSRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
5.14.1 Fluvoxamine
Stein 1999 1 46 4 44 12.9% 0.24[0.03, 2.06] ¢
Van-Vliet 1994 8 15 1 13 15.1% 6.93[0.99, 48.33] —
Subtotal (95% Cl) 61 57 28.0% 1.330.05, 36.14]
Total events 9 5

Heterogeneity: Tau? = 4.58; Chi2 = 5.19, df = 1 (P = 0.02); I2=81%
Test for overall effect: Z =0.17 (P = 0.87)

5.14.2 Paroxetine

Allgulander 2004 8 144 8 146 33.7% 1.01[0.39, 2.63] "
Baldwin 1999 10 139 13 151 38.3% 0.84[0.38, 1.84] —i
Subtotal (95% CI) 283 297 72.0% 0.90 [0.49, 1.66] -
Total events 18 21

Heterogeneity: Tau2 = 0.00; Chi2=0.09, df =1 (P = 0.76); 2= 0%
Test for overall effect: Z =0.32 (P = 0.75)

Total (95% ClI) 344 354 100.0% 1.04[0.43, 2.53] el

Total events 27 26
| | | |
Heterogeneity: Tau? = 0.37; Chi2 = 5.77, df = 3 (P = 0.12); 12 = 48% T -
‘ I eff 0507 1 15 2
Test for overall effect: Z = 0.09 (P = 0.92) Favours SSRI  Favours placebo
Test for subaroup differences: Chi2 = 0.05, df =1 (P = 0.82), 12= 0%
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Number of participants reporting sweating

SSRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
5.15.1 Escitalopram
Lader 2004 9 167 1 41 2.7% 2.21[0.29, 16.95] " }
Lader 2004 18 167 1 41 2.8% 4.42[0.61, 32.15] }
Lader 2004 20 170 1 41 2.8% 4.82[0.67, 34.91] }
Subtotal (95% CI) 504 123 8.4% 3.64[1.15, 11.56] ~<
Total events a7 3

Heterogeneity: Tauz = 0.00; Chi2 = 0.35, df = 2 (P = 0.84); 12= 0%

Test for overall effect: Z =2.20 (P = 0.03)

5.15.2 Fluvoxamine

Stein 1999 3 46
Subtotal (95% CI) 46
Total events 3

Heterogeneity: Not applicable
Test for overall effect: Z =0.93 (P = 0.35)

5.15.3 Paroxetine

Liebowitz 2002 8 97
Liebowitz 2002 12 95
Lader 2004 24 169
Pfizer 2007 7 95
Stein 1998 9 94
Baldwin 1999 17 139
Liebowitz 2005b 11 142
Lepola 2004 26 186
Allgulander 2004 31 144

Subtotal (95% CI) 1161

Total events 145

o a A~ W N B O O

=
N

32

44
44

a7
47
41
95
93
151
146
184

146
950

2.2%
2.2%

1.4%
1.4%
2.9%
4.7%
6.9%
9.8%
10.5%
12.7%

28.5%
78.7%

Heterogeneity: Tau? = 0.00; Chi2 = 4.07, df = 8 (P = 0.85); I12= 0%
Test for overall effect: Z = 6.40 (P < 0.00001)

5.15.4 Sertraline

Van-Ameringen 2001 15 135
Liebowitz 2003 24 205
Subtotal (95% CI) 340

Total events 39

4

69

196
265

2.8%

7.9%
10.7%

Heterogeneity: Tauz = 0.00; Chi2 = 0.00, df = 1 (P = 1.00); 12 = 0%
Test for overall effect: Z = 3.91 (P < 0.0001)

Total (95% CI) 2051

Total events 234

Heterogeneity: Tau? = 0.00; Chi2 = 6.71, df = 14 (P = 0.95); 2= 0%

40

Test for overall effect: Z =7.73 (P < 0.00001)

Test for subaroup differences: Chiz = 2.17, df =3 (P = 0.54), 2= 0%

1382 100.0%

2.87[0.31, 26.56]
2.87[0.31, 26.56]

8.33[0.49, 141.26]
12.50 [0.76, 206.67]
5.82[0.81, 41.80]
3.50 [0.75, 16.42]
2.97[0.83, 10.62]
4.62 [1.59, 13.39]
2.26[0.81, 6.35]
5.14[2.02, 13.11]

2.62[1.40, 4.90]
3.42 [2.35, 4.98]

7.67 [1.03, 56.84]

7.65 [2.34, 25.00]
7.65[2.76, 21.21]

3.73[2.67, 5.21]

-

-

-

-

v v

|
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6.7 PSYCHOLOGICAL INTERVENTIONS

6.7.1 COGNITIVE BEHAVIOURAL THERAPIES - INDIVIDUAL

Symptoms of social anxiety at follow-up

CBT individual Waitlist

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight 1V, Random, 95% ClI IV, Random, 95% CI
Stangier 2003 -0.60466028 0.33323302 18 20 100.0% -0.60 [-1.26, 0.05]
Total (95% CI) 18 20 100.0% -0.60 [-1.26, 0.05] ’
L 1l 1l ]
Heterogeneity: Not applicable f T T !
genetty PP -4 -2 0 2 4

Test for overall effect: Z = 1.81 (P = 0.07)

Quality of life

CBT individual Waitlist

Std. Mean Difference

Favours CBT Favours waitlist

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI 1V, Random, 95% CI
Ledley 2009 -1.19 1.2781 15 -0.63 1.4384 19 100.0% -0.40[-1.08, 0.29]
Total (95% CI) 15 19 100.0% -0.40 [-1.08, 0.29]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.14 (P = 0.25)

1 1 1
-2 0 2

Favours CBT Favours waitlist

Social Anxiety Disorder: Appendix 14 (December 2012)

25





DRAFT FOR CONSULTATION

Depression at post-treatment

CBT inidividual Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
8.2.1 Individual CBT
Robillard 2010 4.07 4.32 14 16.13 13.33 8 7.4% -1.35[-2.32, -0.37] -
Robillard 2010 7.75 9.16 16 16.13 13.33 8 85% -0.76 [-1.64, 0.12] -7
Subtotal (95% CI) 30 16 15.9% -1.02 [-1.68, -0.37] ‘
Heterogeneity: Tau2 = 0.00; Chi2=0.77, df = 1 (P = 0.38); 12= 0%
Test for overall effect: Z = 3.07 (P = 0.002)
8.2.2 Individual CT
Clark 2012 3.89 4.56 27 12.67 9 14 11.0% -1.35 [-2.06, -0.63] -
Clark 2006 257 3.93 21 10.25 6.21 20 11.4% -1.46 [-2.15, -0.76] -
Clark 2012 446 534 28 12.67 9 14 11.4% -1.19 [-1.89, -0.50] -
Subtotal (95% ClI) 76 48  33.8% -1.33 [-1.74, -0.93] ’
Heterogeneity: Tau2 = 0.00; Chi2 = 0.28, df = 2 (P = 0.87); 12= 0%
Test for overall effect: Z = 6.44 (P < 0.00001)
8.2.3 Individual CT modified
Stangier 2003 114 94 22 133 7.8 21 13.3% -0.22 [-0.82, 0.38] T
Stangier 2011 543 574 38 8.03 6.13 41 17.0% -0.43 [-0.88, 0.01] 7
Leichenring 2012 757 7.7 141 13.18 8.48 49  20.1% -0.71 [-1.04, -0.37] -
Subtotal (95% CI) 201 111 50.3% -0.53 [-0.80, -0.26] ‘

Heterogeneity: Tauz = 0.01; Chi2=2.31, df =2 (P = 0.32); 2= 13%
Test for overall effect: Z = 3.89 (P < 0.0001)

Total (95% Cl) 307

Heterogeneity: Tau? = 0.10; Chi2 = 14.61, df = 7 (P = 0.04); 12 = 52%

175 100.0%

-0.86 [-1.17, -0.54]

-4 -2 0 2 4
Test for overall effect: Z = 5.37 (P < 0.00001) Favours CBT Favours waitlist
Test for subgroup differences: Chi2 = 10.94, df = 2 (P = 0.004), I12=81.7%
Depression at follow-up
CBT individual Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Stangier 2003 102 7.7 18 147 95 20 100.0% -0.51[-1.15, 0.14]
Total (95% ClI) 18 20 100.0% -0.51[-1.15, 0.14]
I | | |
Heterogeneity: Not applicable ! T ) ) 1
g y pp -4 -2 0 2 4

Test for overall effect: Z=1.53 (P = 0.13)

Favours CBT Favours waitlist
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Disability at post-treatment

CBT individual Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Clark 2012 1.59 1.58 27 531 245 14 24.3% -1.91[-2.68, -1.13] —
Clark 2012 1.87 1.64 28 531 2.45 14 24.6% -1.74 [-2.49, -0.99] —
Ledley 2009 8.66 4.2603 15 14.26 4.6204 19 24.7% -1.22 [-1.97, -0.48] —
Stangier 2003 0.83 0.66 22 091 0.6 21 26.4% -0.12 [-0.72, 0.47] —a—
Total (95% CI) 92 68 100.0% -1.23[-2.08, -0.37] ’

I ] ] |

Heterogeneity: Tau? = 0.63; Chi2 = 17.21, df = 3 (P = 0.0006); I = 83% T T T 1

-4 2 0 2 4
Test for overall effect: Z = 2.81 (P = 0.005) Favours CBT Favours waitlist

Disability at follow-up

CBT individual Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
Stangier 2003 0.71 0.52 18 0.89 0.49 20 100.0% -0.35 [-0.99, 0.29]
Total (95% CI) 18 20 100.0% -0.35[-0.99, 0.29]

! l l |
Heterogeneity: Not applicable f f T T 1

-4 -2 0 2 4
Test for overall effect: Z = 1.07 (P = 0.29) Favours CBT  Favours waitlist

6.7.2 COGNITIVE BEHAVIOURAL THERAPIES - GROUP

Social anxiety at follow-up

CBT group Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
9.1.1 Waitlist
Salaberria 1998 -1.39799091 0.36319473 18 20 32.9% -1.40 [-2.11, -0.69] —&
Stangier 2003 -0.14765962 0.31296643 21 20 35.5% -0.15[-0.76, 0.47] J
Subtotal (95% Cl) 39 40  68.4% -0.76 [-1.98, 0.47]

Heterogeneity: Tau2 = 0.67; Chi2 = 6.80, df = 1 (P = 0.009); I12 = 85%
Test for overall effect: Z = 1.21 (P = 0.22)

9.1.2 Psychological placebo

Heimberg 1990 -0.37135231 0.38964426 15 14 31.6% -0.37 [-1.14, 0.39] B
Subtotal (95% CI) 15 14 31.6% -0.37[-1.14, 0.39] ‘
Heterogeneity: Not applicable

Test for overall effect: Z=0.95 (P = 0.34)

Total (95% ClI) 54 54 100.0%  -0.63[-1.39,0.13] <P

1 ]
Heterogeneity: Tau2 = 0.33; Chiz = 7.26, df =2 (P = 0.03); I12=72% f T T !

-4 -2 0 2 4
Test for overall effect: Z=1.62 (P =0.11) Favours CBT  Favours control
Test for subaroup differences: Chiz = 0.28, df = 1 (P = 0.60), 12= 0%
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Depression at post-treatment

CBT group Control
Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference

IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

9.2.1 Waitlist

Gruber 2001 49 52 14 114 7 17 18.4%
Gruber 2001 6.3 4.2 15 114 7 17 18.9%
Stangier 2003 134 91 22 133 78 21 20.8%
Subtotal (95% Cl) 51 55 58.1%

Heterogeneity: Tau? = 0.21; Chi? = 5.43, df = 2 (P = 0.07); I? = 63%
Test for overall effect: Z=1.73 (P = 0.08)

9.2.2 Psychological placebo

Heimberg 1990 605 791 20 885 7.8 20 20.4%
Heimberg 1998 1.25 042 28 0096 049 26 21.5%
Subtotal (95% Cl) 48 46 41.9%

Heterogeneity: Tau? = 0.39; Chiz2 =5.31, df =1 (P = 0.02); 12 = 81%
Test for overall effect: Z=0.31 (P = 0.76)

Total (95% ClI) 99 101 100.0%
Heterogeneity: Tau? = 0.35; Chi2 = 16.90, df = 4 (P = 0.002); 12 = 76%

-1.01[-1.77, -0.25]
-0.85 [-1.58, -0.12]

0.01[-0.59, 0.61]
-0.58 [-1.24, 0.08]

-0.35[-0.97, 0.28]

0.63 [0.08, 1.18]
0.15[-0.81, 1.11]

-0.28[-0.87,0.31]

.

-4 -2 0 2 4

Test for overall effect: Z = 0.93 (P = 0.35) Favours CBT Favours control

Test for subgroup differences: Chiz = 1.53, df = 1 (P = 0.22), 2= 34.7%

Depression at follow-up
CBT Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

9.3.1 Waitlist

Salaberria 1998 8.7 7.35 18 148 7.44 20 27.4% -0.81[-1.47, -0.14] i

Stangier 2003 109 9.2 21 147 9.5 20 31.4% -0.40[-1.02, 0.22] —uT

Subtotal (95% CI) 39 40 58.8% -0.59 [-1.04, -0.14] ’

Heterogeneity: Tau? = 0.00; Chi2 = 0.78, df =1 (P = 0.38); I2 = 0%

Test for overall effect: Z = 2.55 (P = 0.01)

9.3.2 Psychological placebo

Heimberg 1990 5.9 7.48 10 12.11 11.06 9 144% -0.64 [-1.56, 0.29] -

Heimberg 1990 8.17 8.28 17 8 994 17  26.8% 0.02 [-0.65, 0.69] j

Subtotal (95% CI) 27 26 41.2% -0.23 [-0.85, 0.39]

Heterogeneity: Tau? = 0.04; Chi2 = 1.25, df = 1 (P = 0.26); I2 = 20%

Test for overall effect: Z=0.72 (P = 0.47)

Total (95% ClI) 66 66 100.0% -0.43 [-0.79, -0.08] ‘

Heterogeneity: Tau? = 0.01; Chi2 = 3.14, df = 3 (P = 0.37); 1= 4% : : : :
-4 -2 0 2 4

Test for overall effect: Z = 2.38 (P = 0.02)
Test for subgroup differences: Chiz = 0.85, df = 1 (P = 0.36), I12= 0%

Favours CBT Favours control

Social Anxiety Disorder: Appendix 14 (December 2012)

28





DRAFT FOR CONSULTATION

Disability at post-treatment

Std. Mean Difference
1V, Random, 95% CI

Std. Mean Difference
1V, Random, 95% CI

CBT Control
Study or Subgroup  Mean SD Total Mean SD Total Weight
9.4.1 Waitlist
Stangier 2003 0.82 0.56 22 091 0.6 21 21.9%
Subtotal (95% CI) 22 21 21.9%
Heterogeneity: Not applicable
Test for overall effect: Z=0.50 (P = 0.62)
9.4.2 Psychological placebo
Rapee 2009 22.72 10.83 59 25.25 11.15 28 38.5%
Rapee 2009 20.14 10.8 68 25.25 11.15 28  39.6%
Subtotal (95% CI) 127 56 78.1%

Heterogeneity: Tau2 = 0.00; Chiz = 0.53, df = 1 (P = 0.47); 12 = 0%
Test for overall effect: Z = 2.16 (P = 0.03)

Total (95% CI) 149 77 100.0%

Heterogeneity: Tau2 = 0.00; Chiz = 0.85, df = 2 (P = 0.65); 12 = 0%

-0.15 [-0.75, 0.45]
-0.15 [-0.75, 0.45]

-

-0.23[-0.68, 0.22]
-0.46 [-0.91, -0.02]
-0.35[-0.67, -0.03]

¢

-0.31[-0.59, -0.03]

-4 -2 0 2
Test for overall effect: Z = 2.14 (P = 0.03) Favours CBT Favours control
Test for subaroup differences: Chiz = 0.32, df = 1 (P = 0.57), 2= 0%
Disability at follow-up
CBT Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
9.5.1 Waitlist
Stangier 2003 0.67 049 21 0.89 049 20 100.0% -0.44 [-1.06, 0.18] i
Subtotal (95% ClI) 21 20 100.0% -0.44 [-1.06, 0.18]
Heterogeneity: Not applicable
Test for overall effect: Z =1.39 (P = 0.16)
Total (95% Cl) 21 20 100.0% -0.44[-1.06, 0.18] ‘[
I ] ]
Heterogeneity: Not applicable I I I )
9 Y P -4 -2 0 2

Test for overall effect: Z = 1.39 (P = 0.16)

Test for subgroup differences: Not applicable

Group CBT for paroxetine non-remitters

Favours CBT Favours control

Symptoms of social anxiety at post-treatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Heimberg 2012 -0.48863649 0.26146946 32 29 100.0% -0.49 [-1.00, 0.02]
Total (95% CI) 32 29 100.0% -0.49 [-1.00, 0.02] ‘
! 1 1
I T T

Heterogeneity: Not applicable
Test for overall effect: Z = 1.87 (P = 0.06)

-4 -2 0 2
Favours experimental ~ Favours control
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Participants reporting any adverse events

Atomoxetine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Adler 2009 183 212 167 211 100.0% 1.09[1.00, 1.19]
Total (95% ClI) 212 211 100.0% 1.09[1.00, 1.19]
Total events 183 167

05 07 1 15 2
Favours Atomoxetine Favours Placebo

Heterogeneity: Not applicable
Test for overall effect: Z = 1.94 (P = 0.05)

6.7.3 COGNITIVE BIAS MODIFICATION COMPARED WITH SHAM
INTERVENTION

Symptoms of social anxiety at post-treatment

Std. Mean Difference Std. Mean Difference
Study or Subgroup  5td. Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
Amir 2009 -0.54940725 0.303 14.8% -0.55[-1.14, 0.04] —=
Amir 2012 -0.44975824 0.287 16.2% -0.45[-1.01, 0.11] —
Beard 2011 -0.32128749 0.358 11.1% -0.32 [-1.02, 0.38] —
Boettcher 2011 0.06130337 0.24 21.4% 0.06 [-0.41, 0.53] ——
Carlbring 2012 0.05673433 0.223 23.9% 0.06 [-0.38, 0.49] ——
Schmidt 2009 -0.6099229 0.334 12.6% -0.81[-1.26, 0.04] —
Total (95% CI) 100.0% -0.24 [-0.49, 0.01] ’
Heterogeneity: Tau® = 0.02; Chi* = 6.18, df = 5 (P = 0.29); I’ = 19% I_4 —I‘L{ o jl 4:
Test for overall effect: Z = 1.87 (P = 0.06) Favours cognitive bias Favours sham

Symptoms of social anxiety at follow-up

Std. Mean Difference Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
Boettcher 2011 -0.19719843 0.243 37.5% -0.20[-0.67, 0.28]
Carlbring 2012 0.01969947 0.223 39.8% 0.02 [-0.42, 0.46]
schmidt 2009 -0.97473352 0.404 22.7% -0.97 [-1.77, -0.18] —e—
Total (95% CI) 100.0% -0.29[-0.77,0.19]
Heterogeneity: Tau® = 0.10; Chi® = 4.65, df = 2 (P = 0.10); I’ = 57% f t { |
Test for overall effect: Z = 1.17 (P = 0.24) 4 _?- : 0 2 4

: : : Favours cognitive bias Favours sham

Recovery at post-treatment
Cognitive bias  Sham therapy Risk Ratio (Non-event) Risk Ratio (Non-event)

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Amir 2012 13 23 3 26 33.3% 0.49 [0.30, 0.80] ——
Boettcher 2011 4 33 7 35 36.4% 1.10[0.89, 1.35] .
Schmidt 2009 13 19 2 200 30.3% 0.35 [0.18, 0.69] +—&—
Total (95% CI) 75 81 100.0% 0.59 [0.25, 1.42] = ——
Total events 30 12
Heterogeneity: Tau® = 0.53; Chi* = 23.71, df = 2 (P < 0.00001); I’ = 92% — f jl
Test for overall effect: Z = 1.17 (P = 0.24) 9.5 0.7 1.5

. . . Favours CBM Fawvours sham
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Recovery at follow-up

Cognitive bias

Sham therapy

Risk Ratio (Non-event) Risk Ratio (Non-event)

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Schmidt 2009 9 19 3 20 100.0% 0.62 [0.39, 0.99]

Total (95% CI) 19 20 100.0% 0.62 [0.39, 0.99] -*—

Total events 9 3

Heterogeneity: Not applicable 055 GI? 115 jl

Test for overall effect: Z = 2.02 (P = 0.04)

Quality of life at post-treatment

Cognitive bias mod.

Sham therapy

Favours CBM Fawvours sham

Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Carlbring 2012 -1.1 2.5 40 -0.6 2.5 39 100.0% -0.20 [-0.64, 0.24]
Total (95% CI) 40 39 100.0% -0.20 [-0.64, 0.24]

Heterogeneity: Not applicable I_4 —If! ) 3 7
Test for overall effect: Z = 0.88 (P = 0.38) Favours cognitive bias Favours sham
Quality of life at follow-up
Cognitive bias mod. Sham therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Carlbring 2012 -1 2.5 40 -06 2.5 39 100.0% -0.16 [-0.60, 0.28]
Total (95% CI) 40 39 100.0% -0.16 [-0.60, 0.28]
Heterogeneity: Not applicable I_4 —IE ) jl 4:
Test for overall effect: Z = 0.70 (P = 0.48) Favours cognitive bias Favours sham
Depression at post-treatment
Std. Mean Difference Std. Mean Difference
Study or Subgroup  5Std. Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
Amir 2009 0.0239451 0.297 24.4% 0.02 [-0.56, 0.61]
Amir 2012 -0.45623427 0.285 25.2% -0.46[-1.01, 0.10]
Boettcher 2011 0.60838B435 0.245 27.7% 0.61[0.13, 1.09] —a—
Schmidt 2009 -0.07061835 0.326 22.7% -0.07 [-0.71, 0.57]
Total (95% CI) 100.0% 0.04 [-0.43, 0.51]
Heterogeneity: Tau® = 0.15; Chi* = B.44, df = 3 (P = 0.04); I' = 64% f I?. ) il |
Test for overall effect: Z = 0.18 (P = 0.86) ~4 L 4
. : : Favours cognitive bias Favours sham
Depression at follow-up
Cognitive bias mod. Sham therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% Cl IV, Random, 95% CI
Schmidt 2009 11.23 10.028 14 15.5 9.4916 12 38.1% -0.42[-1.20, 0.36]
Boettcher 2011 9.83 9.92 39 7.79 8.13 29  B61.9% 0.22 [-0.26, 0.70]
Total (95% CI) 53 41 100.0% -0.03 [-0.64, 0.59]
Heterogeneity: Tau® = 0.10; Chi* = 1.88, df = 1 (P = 0.17); I = 47% H 4 3 3 2

Test for overall effect: Z = 0.08 (P = 0.94)

Favours cognitive bias Favours sham
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Disability at post-treatment

Cognitive bias mod. Sham therapy

Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Amir 2009 10.7 5.5 22 142 5.6 22 473% -0.62 [-1.23, -0.01] ——

Amir 2012 11.4 6.7 23 154 6.4 26 52.7% -0.60([-1.18, -0.03] —

Total (95% CI) 45 48 100.0% -0.61[-1.03,-0.19] ’

Heterogeneity: Tau® = 0.00; Chi* = 0.00, df = 1 (P = 0.97); I' = 0% I_4 —Ib b i 4!

Test for overall effect: Z = 2.87 (P = 0.004)

6.7.5 ADDITIONAL OUTCOMES FOR EXPOSURE (IN VIVO) COMPARED

WITH WAITLIST

Quality of life at post-treatment

Favours cogntive bias Favours sham

Exposure Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Andersson 2006 22 12 30 -11 17 32 100.0% -0.73[-1.25, -0.22]
Total (95% Cl) 30 32 100.0%  -0.73[-1.25,-0.22] <
I [l [l
Heterogeneity: Not applicable ! J T
9 Y P -4 -2 0 2 4
Test for overall effect: Z = 2.79 (P = 0.005) .
Favours exposure Favours waitlist
Depression at post-treatment
Exposure Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Clark 2006 791 10.8 21 10.25 6.21 20 41.0% -0.26 [-0.87, 0.36] -
Andersson 2006 7 47 30 107 6.2 32  59.0% -0.66 [-1.17, -0.15] .
Total (95% Cl) 51 52 100.0%  -0.50[-0.89, -0.10] ‘

Heterogeneity: Chi2 =0.97, df =1 (P = 0.32); I2= 0%
Test for overall effect: Z =2.47 (P =0.01)

Depression at follow-up

I T T
-4 -2 0
Favours exposure Favours waitlist

Std. Mean Difference
IV, Random, 95% ClI

Std. Mean Difference
1V, Random, 95% ClI

Exposure Waitlist
Study or Subgroup Mean SD Total Mean SD Total Weight
Salaberria 1998 5.63 7.88 18 148 7.44 20 100.0%
Total (95% CI) 18 20 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 3.31 (P = 0.0009)

-1.17 [-1.87, -0.48]

<>

-1.17[-1.87, -0.48]

I T T
-4 -2 0
Favours exposure Favours waitlist
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6.7.9 ADDITIONAL OUTCOMES FOR SHORT-TERM PSYCHODYNAMIC
PSYCHOTHERAPY COMPARED WITH WAITLIST

Depression at post-treatment

Psychodynamic Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% ClI
Leichenring 2012 9.62 927 132 13.18 8.48 49 100.0% -0.39 [-0.72, -0.06]
Total (95% Cl) 132 49 100.0% -0.39 [-0.72, -0.06] ‘
1 1 1 ]

Heterogeneity: Not applicable I L 1 1

-4 -2 0 2 4
Test f Il effect: Z =2.32 (P = 0.02 . .
est for overall effect 32( 0.02) Favours psychodynamic Favours waitlist

6.7.12 ADDITIONAL OUTCOMES FOR SELF-HELP WITH AND WITHOUT
SUPPORT COMPARED WITH WAITLIST

Quality of life at post-treatment

Self-help Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
14.4.1 Book unsupported
Furmark 2009a -1.44 1.66 40 044 1.64 20 20.3% -1.12 [-1.70, -0.55] —
Subtotal (95% CI) 40 20 20.3%  -1.12[-1.70, -0.55] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 3.82 (P = 0.0001)

14.4.2 Internet supported

Furmark 2009a 13 1.98 40 -0.44 164 20 21.6% -0.45 [-1.00, 0.09] ]
Carlbring 2007 14 18 29 -07 18 28 22.4% -0.38[-0.91, 0.14] =7
Andersson 2012 129 204 102 -0.76 1.69 102 357%  -0.28[-0.56,-0.01] L
Subtotal (95% Cl) 171 150 79.7%  -0.33[-0.55, -0.11] ¢

Heterogeneity: Tau2 = 0.00; Chi2 = 0.35, df = 2 (P = 0.84); 12= 0%
Test for overall effect: Z = 2.89 (P = 0.004)

Total (95% Cl) 211 170 100.0%  -0.51[-0.86, -0.17] ’

I | | |
Heterogeneity: Tau? = 0.07; Chi2 = 6.70, df = 3 (P = 0.08); 12 = 55% '4 '2 0 é 4'
Test for overall effect: Z =2.90 (P = 0.004)

Favours self-help  Favours waitlist
Test for subgroup differences: Chiz = 6.35, df = 1 (P = 0.01), 12 = 84.2%
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Quality of life at follow-up

Self-help Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% ClI
14.5.1 Book unsupported
Furmark 2009a 172 1.4 40 -1.14 1.88 20 49.8% -0.36 [-0.90, 0.18] —r
Subtotal (95% CI) 40 20 49.8% -0.36 [-0.90, 0.18] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 1.32 (P = 0.19)

14.5.2 Internet supported

Furmark 2009a -1.63 1.64 40 -114 1.88 20 50.2% -0.28 [-0.82, 0.26]
Subtotal (95% Cl) 40 20 50.2% -0.28 [-0.82, 0.26]

Heterogeneity: Not applicable
Test for overall effect: Z=1.02 (P = 0.31)

Total (95% CI) 80 40 100.0% -0.32 [-0.70, 0.06] ‘]
I ] ] ]
Heterogeneity: Tau? = 0.00; Chi2 = 0.05, df = 1 (P = 0.83); 12= 0% I I I I 1

-4 -2 0 2 4
Testfor overall effect: Z = 1.65 (P = 0.10) Favours self-help  Favours waitlist
Test for subgroup differences: Chiz = 0.05, df = 1 (P = 0.83), I2= 0%
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Depression at post-treatment

Self-help Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
14.2.1 Book unsupported
Furmark 2009a 9.48 6.73 40 16.08 10.13 20 9.9% -0.81 [-1.37, -0.26] -
Subtotal (95% ClI) 40 20 9.9% -0.81 [-1.37, -0.26] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 2.86 (P = 0.004)
14.2.2 Internet supported
Titov 2008c 6.1 4.38 31 756 528 17 87% -0.30[-0.90, 0.29] T
Berger 2009 86 9.1 31 131 115 21 9.8% -0.44[-1.00, 0.12] T
Furmark 2009a 10.78 6.55 40 16.08 10.13 20 10.2% -0.66 [-1.21, -0.11] -
Carlbring 2007 85 59 29 145 7.2 28 10.3% -0.90 [-1.45, -0.35] -
Andersson 2012 9.9 7.23 102 14.75 7.2 102 38.7% -0.67 [-0.95, -0.39] L3
Subtotal (95% CI) 233 188  77.6% -0.63 [-0.83, -0.43] 0
Heterogeneity: Tau? = 0.00; Chi2 = 2.63, df =4 (P = 0.62); I2 = 0%
Test for overall effect: Z = 6.19 (P < 0.00001)
14.2.3 Internet unsupported
Titov 2008c 7.1 579 30 756 5.28 17 8.7% -0.08 [-0.68, 0.51] -1
Subtotal (95% ClI) 30 17 8.7% -0.08 [-0.68, 0.51] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 0.27 (P = 0.79)
14.2.4 Book supported
Abramowitz 2009 6.54 4.22 11 109 6.27 10 3.8% -0.79 [-1.69, 0.11] 1
Subtotal (95% CI) 11 10 3.8% -0.79 [-1.69, 0.11] ’
Heterogeneity: Not applicable
Test for overall effect: Z=1.73 (P = 0.08)
Total (95% CI) 314 235 100.0% -0.61[-0.78, -0.43] ’

Heterogeneity: Tau2 = 0.00; Chi2z = 6.37, df = 7 (P = 0.50); 12 = 0%
Test for overall effect: Z = 6.77 (P < 0.00001)

Test for subaroup differences: Chiz = 3.74, df = 3 (P = 0.29), 12=19.8%

I
-4

Favours self-help  Favours waitlist

. I
-2 0 2
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Depression at follow-up

Self-help Waitlist Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
14.3.1 Book unsupported
Furmark 2009a 9.62 6.05 40 11.48 8.6 20 49.9% -0.26 [-0.80, 0.28]
Subtotal (95% ClI) 40 20  49.9% -0.26 [-0.80, 0.28]
Heterogeneity: Not applicable
Test for overall effect: Z=0.96 (P = 0.34)
14.3.2 Internet supported
Furmark 2009a 10.15 7.34 40 11.48 8.6 20 50.1% -0.17 [-0.71, 0.37]
Subtotal (95% CI) 40 20 50.1% -0.17 [-0.71, 0.37]
Heterogeneity: Not applicable
Test for overall effect: Z=0.62 (P = 0.54)
Total (95% CI) 80 40 100.0% -0.22 [-0.60, 0.16] ﬁ

! | | |
Heterogeneity: Tau2 = 0.00; Chi2z = 0.06, df = 1 (P = 0.81); 12 = 0% '4 '2 (') é 4'
Testfor overall effect: 2 = 1.11 (P = 0.27) Favours self-help  Favours waitlist
Test for subgroup differences: Chi2 = 0.06, df = 1 (P = 0.81), I = 0%

Disability at post-treatment
Self-help Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
14.6.1 Internet unsupported
Titov 2008c -0.06357537 0.30457828 30 17 32.0% -0.06 [-0.66, 0.53]
Subtotal (95% Cl) 30 17 32.0% -0.06 [-0.66, 0.53]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.21 (P = 0.83)
14.6.2 Internet supported
Titov 2008c -0.33209754 0.30373982 31 17 32.2% -0.33[-0.93, 0.26] —&
Berger 2009 -0.54268834 0.28759163 31 21 35.9% -0.54 [-1.11, 0.02] i
Subtotal (95% CI) 62 38 68.0%  -0.44[-0.85,-0.03] 0
Heterogeneity: Tau2 = 0.00; Chi2 = 0.25, df = 1 (P = 0.61); I2= 0%
Test for overall effect: Z=2.12 (P = 0.03)
Total (95% CI) 92 55 100.0% -0.32 [-0.66, 0.02] ‘
Heterogeneity: Tau? = 0.00; Chi2 = 1.31, df = 2 (P = 0.52); I2= 0% : : : :
-4 -2 0 2 4

Test for overall effect: Z = 1.87 (P = 0.06)

Test for subgroup differences: Chi2 = 1.06, df = 1 (P = 0.30), I2=5.3%

Favours self-help  Favours waitlist
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6.8 COMBINED PSYCHOLOGICAL AND PHARMACOLOGICAL
INTERVENTIONS

Exposure with Cognitive Enhancers

Symptoms of social anxiety at post-treatment

Cognitive enhancer Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% ClI
20.1.1 D-Cycloserine
Hofmann 2006 -0.37900679 0.39078231 12 15 9.6% -0.38[-1.14, 0.39] -
Guastella 2008 -0.52377658 0.27209378 28 28 19.9% -0.52[-1.06, 0.01] —
Hofmann 2012 -0.30999909 0.1548344 87 82 61.4% -0.31[-0.61, -0.01] '
Subtotal (95% CI) 127 125 90.9%  -0.36[-0.61,-0.11] 0

Heterogeneity: Tau?2 = 0.00; Chiz = 0.47, df =2 (P = 0.79); 2= 0%
Test for overall effect: Z = 2.86 (P = 0.004)

20.1.2 Oxytocin

Guastella 2009 0.26249334 0.40214321 12 13 9.1% 0.26 [-0.53, 1.05] -
Subtotal (95% CI) 12 13 9.1% 0.26 [-0.53, 1.05] ‘
Heterogeneity: Not applicable

Test for overall effect: Z = 0.65 (P = 0.51)

Total (95% ClI) 139 138 100.0%  -0.31[-0.54,-0.07] ¢

Heterogeneity: Tau2 = 0.00; Chi2 = 2.67, df = 3 (P = 0.44); 2= 0% '4 '2 0 é
Test for overall effect: Z = 2.53 (P = 0.01)

Favours cog enhancer Favours placebo
Test for subgroup differences: Chiz = 2.21, df = 1 (P = 0.14), 2= 54.7%

Symptoms of social anxiety at follow-up

Cognitive enhancers TAU Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
20.3.1 D-Cycloserine
Hofmann 2006 -0.5591229 0.42940835 10 13 8.0% -0.56 [-1.40, 0.28] -
Guastella 2008 -0.42492666 0.27030462 28 28  20.3% -0.42 [-0.95, 0.10] -7
Hofmann 2012 -0.07809308 0.15397213 87 82 62.5% -0.08 [-0.38, 0.22] 3
Subtotal (95% CI) 125 123  90.8% -0.20 [-0.45, 0.05]

Heterogeneity: Tau? = 0.00; Chi? = 2.02, df =2 (P = 0.36); 2= 1%
Test for overall effect: Z = 1.55 (P = 0.12)

20.3.2 Oxytocin

Guastella 2009 0.14586524 0.40174147 12 13 9.2% 0.15 [-0.64, 0.93] -
Subtotal (95% CI) 12 13 9.2% 0.15[-0.64, 0.93] ‘
Heterogeneity: Not applicable

Test for overall effect: Z = 0.36 (P = 0.72)

Total (95% CI) 137 136 100.0% -0.17 [-0.41, 0.07] ﬂ
I | |

Heterogeneity: Tau2 = 0.00; Chiz = 2.68, df = 3 (P = 0.44); 12 = 0% '4 '2 (') é
Test for overall effect: 2 = 1.37 (P = 0.17) Favours Cognitive enhancers  Favours placebo
Test for subgroup differences: Chiz = 0.67, df = 1 (P = 0.41), I2= 0%
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Preference-based therapy

Symptoms of social anxiety at post-treatment

Preference-based TAU

Std. Mean Difference Std. Mean Difference

IV, Random, 95% CI IV, Random, 95% CI

Study or Subgroup  Std. Mean Difference SE Total Total Weight
Craske 2011 -0.48387688 0.17788135 74 58 100.0%
Total (95% CI) 74 58 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 2.72 (P = 0.007)

-0.48 [-0.83, -0.14]

L 4

-0.48[-0.83, -0.14]

I T T
-4 -2 0 2
Favours preference-based Favours TAU

Symptoms of social anxiety at follow-up (12 months)

Preference-based TAU

Std. Mean Difference Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Craske 2011 -0.3938538 0.17703805 74 58 100.0% -0.39 [-0.74, -0.05]
Total (95% Cl) 74 58 100.0% -0.39 [-0.74, -0.05] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 2.22 (P = 0.03)

I T T T
-4 -2 0 2
Favours preference-based Favours TAU

Symptoms of social anxiety at follow-up (18 months)

Preference-based TAU

Std. Mean Difference
1V, Random, 95% CI

Std. Mean Difference
1V, Random, 95% CI

Study or Subgroup  Std. Mean Difference SE Total Total Weight
Craske 2011 -0.29558683 0.17631179 74 58 100.0%
Total (95% Cl) 74 58 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 1.68 (P = 0.09)

-0.30 [-0.64, 0.05]

-0.30 [-0.64, 0.05]
L 1 1

T T T T
-4 2 0 2

Favours preference-based Favours TAU
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6.9 SPECIFIC SUBGROUPS

6.9.1 INTERVENTIONS FOR FEAR OF PUBLIC SPEAKING

Exposure in vivo compared with waitlist for social anxiety and fear of public
speaking

Symptoms of social anxiety at post-treatment

Exposure Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
Newman 1994 -0.597089 0.358471 16 17 100.0% -0.60 [-1.30, 0.11]
Total (95% ClI) 16 17 100.0% -0.60 [-1.30, 0.11] ‘
1 1 1 ]
Heterogeneity: Not applicable f T T !
9 Y PP -4 -2 0 2 4

Testfor overall effect: 2 = 1.67 (P = 0.10) Favours exposure Favours waitlist

Exposure (In vivo) compared with self-help for social anxiety and fear of public
speaking

Symptoms of social anxiety at post-treatment

In vivo exposure Supported self-help Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Tillfors 2008 -0.103048 0.32625 18 18 100.0% -0.10 [-0.74, 0.54]
Total (95% CI) 18 18 100.0% -0.10[-0.74, 0.54]
L 1 1 1
Heterogeneity: Not applicable f T T T !
9 Y PP -4 -2 0 2 4

Test f Il effect: Z=0.32 (P = 0.75,
estioroverall eflec ( ) Favours exposure Favours self-help

Symptoms of social anxiety at follow-up

In vivo exposure Supported self-help Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Tillfors 2008 0.1452 0.336726 16 18 100.0% 0.15[-0.51, 0.81]
Total (95% CI) 16 18 100.0% 0.15[-0.51, 0.81]
L 1 1 1
Heterogeneity: Not applicable f T T T !
9 Y PP -4 -2 0 2 4

Test for overall effect: Z = 0.43 (P = 0.67) Favours exposure  Favours self-help
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CBT compared with self-help compared with waitlist for social anxiety and fear of
public speaking

Symptoms of social anxiety at post-treatment (CBT compared with waitlist)

CBT Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Botella 2010 -1.1835 0.271677 36 29 100.0% -1.18[-1.72, -0.65]
Total (95% CI) 36 29 100.0%  -1.18[-1.72, -0.65] <&
! 1 1 ]
Heterogeneity: Not applicable ! T ) 1
9 Y PP -4 -2 0 2 4

Test for overall effect: Z = 4.36 (P < 0.0001) Favours CBT Favours waitlist

Social anxiety at post-treatment (self-help compared with waitlist)

Self-help Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Botella 2010 -1.09422 0.239379 62 29 100.0% -1.09 [-1.56, -0.63]
Total (95% Cl) 62 29 100.0% -1.09 [-1.56, -0.63] ’
! 1 1 ]
Heterogeneity: Not applicable f T T !
9 Y PP -4 -2 0 2 4

Test for overall effect: Z = 4.57 (P < 0.00001) Favours self-help  Favours waitlist

Social anxiety at post-treatment (CBT compared with self-help)

Favours CBT Favours self-help Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Botella 2010 0.01468 0.208018 36 62 100.0% 0.01[-0.39, 0.42]
Total (95% CI) 36 62 100.0% 0.01[-0.39, 0.42]
! 1 1 ]
Heterogeneity: Not applicable f T T T 1
d Y PP -4 -2 0 2 4

Test for overall effect: Z = 0.07 (P = 0.94)

6.9.2 INTERVENTIONS FOR FEAR OF BLUSHING

Favours CBT Favours self-help

Exposure in vivo compared with attention training for social anxiety and fear of
blushing

Symptoms of social anxiety at post-treatment

Exposure Attention training Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Mulkens 2001 70.27 28.15 12 83.1 30.61 14 100.0% -0.42[-1.20, 0.36]
Total (95% CI) 12 14 100.0% -0.42[-1.20, 0.36]

-4 2 0 2 4
Favours exposure Favours attention train.

Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)
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Symptoms of social anxiety at follow-up

Exposure Attention training Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Mulkens 2001 66.36 23.45 9 70.76 30.33 12 100.0% -0.15[-1.02, 0.71]
Total (95% CI) 9 12 100.0% -0.15[-1.02, 0.71]

Heterogeneity: Not applicable f ; T } {

-4 -2 0 2 4
Test for overall effect: Z = 0.35 (P = 0.73) Favours exposure Favours attention train.

Attention training compared with applied relaxation for social anxiety and fear of
blushing, trembling or sweating

Symptoms of social anxiety at post-treatment

Attention training Applied relaxation Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Bogels 2006 204.7 69.8 33 2039 75 32 100.0% 0.01[-0.48, 0.50]
Total (95% CI) 33 32 100.0% 0.01[-0.48, 0.50]

-4 -2 0 2 4
Favours attention train. Favours relaxation

Heterogeneity: Not applicable
Test for overall effect: Z = 0.04 (P = 0.96)

Symptoms of social anxiety at follow-up (3 months)

Attention training Applied relaxation Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
Bogels 2006 210.7  79.6 33 2095 70.6 32 100.0% 0.02 [-0.47, 0.50]
Total (95% ClI) 33 32 100.0% 0.02 [-0.47, 0.50]

-4 -2 0 2 4
Favours attention train. Favours relaxation

Heterogeneity: Not applicable
Test for overall effect: Z = 0.06 (P = 0.95)

Symptoms of social anxiety at follow-up (12 months)

Attention training Applied relaxation Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
Bogels 2006 183.3 70.1 33 196 817 32 100.0% -0.17 [-0.65, 0.32]
Total (95% ClI) 33 32 100.0% -0.17 [-0.65, 0.32]

-4 -2 0 2 4
Favours attention train. Favours relaxation

Heterogeneity: Not applicable
Test for overall effect: Z = 0.66 (P = 0.51)

Social skills training compared with group CBT for social anxiety and fear of
blushing, trembling or sweating

Symptoms of social anxiety at post-treatment
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Social skills training Group CBT Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bogels 2008 15.9 6 28 148 55 27 100.0% 0.19 [-0.34, 0.72]
Total (95% ClI) 28 27 100.0% 0.19[-0.34, 0.72]

! ] ] ]
Heterogeneity: Not applicable f T

-4 -2 0 2 4
Test for overall effect: Z = 0.70 (P = 0.49) Favours group CBT

Favours social skills

Symptoms of social anxiety at follow-up

Social skills training Group CBT Stdl. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% Cl IV, Random, 95% CI
Bogels 2008 151 6.4 X8 144 B2 27 100.0% 011 [-0.42, 0.64]
Total (95% Cly 28 27 100.0% 0.11[-0.42, 0.64]

4 2 i 4 4
Favours social skills  Fawvours group CBT

Heterogeneity: Mot applicable
Testfor averall effect Z=041 (P = 0.69)

Exposure Attention training Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Mulkens 2001 66.36 23.45 9 70.76 30.33 12 100.0% -0.15 [-1.02, 0.71]
Total (95% CI) 9 12 100.0% -0.15[-1.02, 0.71]

-4 -2 0 2 4
Favours exposure Favours attention train.

Heterogeneity: Not applicable
Test for overall effect: Z =0.35 (P = 0.73)

6.9.3 PHYSICAL INTERVENTIONS

Botulinum toxin (Botox) with paroxetine for social anxiety and sweating

Symptoms of social anxiety at post-treatment

Botilium toxin Placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
Connor 2004 -0.21615146 0.31725828 20 20 100.0% -0.22[-0.84, 0.41]
Total (95% CI) 20 20 100.0% -0.22 [-0.84, 0.41]

! 1 1 ]
Heterogeneity: Not applicable T T T T 1

-4 -2 0 2 4
Test for overall effect: Z = 0.68 (P = 0.50) Favours placebo

Favours botilium toxin

Atomoxetine for social anxiety and attention deficit hyperactivity disorder

Symptoms of social anxiety at post-treatment

Atomoxetine Placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Adler 2009 -0.23599284 0.10222616 200 192 100.0% -0.24 [-0.44, -0.04]
Total (95% CI) 200 192 100.0% -0.24 [-0.44, -0.04] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 2.31 (P = 0.02)

T
-4

T
-2

0

2 4

Favours Atomoxetine Favours Placebo
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6.9.4 INPATIENT INTERVENTIONS

Group CBT compared with interpersonal psychotherapy for inpatients

Symptoms of social anxiety at post-treatment

Group CBT Interpersonal Psych Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Borge 2008 -0.06922488 0.23439895 35 38 100.0% -0.07 [-0.53, 0.39]
Total (95% CI) 35 38 100.0% -0.07 [-0.53, 0.39]
L 1 1 ]
Heterogeneity: Not applicable T T T T 1
genelty PP -4 2 0 2 4

Test for overall effect: 2 = 0.30 (P = 0.77) Favours Group CBT  Favours Interpersonal Psy

Symptoms of social anxiety at follow-up

Group CBT Interpersonal Psych Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Borge 2008 -0.02018415 0.23591599 35 37 100.0% -0.02 [-0.48, 0.44]
Total (95% CI) 35 37 100.0% -0.02 [-0.48, 0.44]
L 1 1 1
Heterogeneity: Not applicable ! T T T 1
9 i PP -4 -2 0 2 4

Test for overall effect: Z = 0.09 (P = 0.93) Favours Group CBT Favours Interpersonal Psy

6.9.5 INTERVENTIONS FOR SOCIAL ANXIETY AND ALCOHOL MISUSE

Paroxetine for social anxiety and alcohol misuse

Symptoms of social anxiety at post-treatment

Paroxetine Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Randall 2001a -1.49292918 0.63426804 6 8 24.6% -1.49 [-2.74, -0.25] L
Book 2008 -0.72295982 0.31886803 20 22 75.4% -0.72 [-1.35, -0.10] .
Total (95% CI) 26 30 100.0%  -0.91[-156, -0.26] <o
! 1 1 ]

Heterogeneity: Tau? = 0.04; Chi2 = 1.18, df = 1 (P = 0.28); 12 = 15% f T i !
-4 -2 0 2 4

Testfor overall effect: 2 =2.75 (P = 0.006) Favours Paroxetine Favours Placebo
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Side effects (withdrawal) at post-treatment

Placebo
Events Total Weight

Paroxetine

Study or Subgroup Events Total

M-H, Random, 95% ClI

Risk Ratio Risk Ratio

M-H, Random, 95% CI

Randall 2001a 0 6 0 9

Book 2008 1 20 0 22 100.0%
Total (95% CI) 26 31 100.0%
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.74 (P = 0.46)

Not estimable
3.29[0.14, 76.33] ¢

3.29[0.14, 76.33] _

0507 1 15 2
Favours Paroxetine Favours Placebo

CBT for social anxiety and alcohol misuse

CBT+alcohol programme CBT alone Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Hayes 2006 32.11 11.56 10 35.63 9.75 13 100.0% -0.32[-1.15, 0.51]
Total (95% Cl) 10 13 100.0% -0.32[-1.15, 0.51]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.76 (P = 0.45)

-4 -2 0 2 4
Favours CBT+alcohol prog Favours CBT alone
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APPENDIX 15: INTERVENTIONS FOR ADULTS (SUBGROUPS) - GRADE PROFILES

MAOI COMPARED WITH PLACEBO FOR SOCIAL ANXIETY DISORDER

Quality assessment No of patients |Effect
Quality (Importance
. Relative
e o'f Design R.l sk of Inconsistency(Indirectness |Imprecision Othe‘r . MAOI|Placebo((95%  |Absolute
studies bias considerations cI)

Social Anxiety at post-treatment

(without brofaromine) (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)

9 randomised [no serious|serious! no serious no serious reporting bias? [589  [553 - SMD 0.53 lower ©®00 |CRITICAL
trials risk of indirectness |imprecision (0.81 to 0.25 LOW
bias lower)

Social Anxiety at follow-up (without brofaromine) (measured with: Continuous measures; range of

scores: 0-144; Better indicated by lower values)

2 randomised [no serious|serious’ no serious very serious® [reporting bias? (37 34 - SMD 0.27 lower (@000 |CRITICAL
trials risk of indirectness (1.05lower to  [VERY
bias 0.51 higher) LOW

I Evidence of substantial and significant heterogeneity.
2 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.
3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

MAOI - TRANYLCYPROMIDE 60MG COMPARED WITH 30MG FOR SOCIAL ANXIETY DISORDER

Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . . . |Other MAOI - Relative
studies Design bias Inconsistency |Indirectness |Imprecision iR e e il il 30mg (95% Absolute
Social Anxiety Disorder: Appendix 15 (December 2012) 1
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60mg

lcn)

Social anxiety at post-treatment (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)

1

randomised
trials

no
serious
risk of
bias

no serious
inconsistency

no serious
indirectness

very
serious?!

reporting bias? (17

19 |-

SMD 0.85
lower (1.54
to 0.17
lower)

D000
VERY
LOW

CRITICAL

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.

SNRI - DULOXETINE 120MG COMPARED WITH 60MG FOR SOCIAL ANXIETY DISORDER

Quality assessment No of patients Effect
Quality Importance
. SNRI - Relative
e o.f Design R.l sk of Inconsistency |Indirectness |[Imprecision Othe.r : Duloxetine |60mg|(95%  |Absolute
studies bias considerations
120mg CI)
Social Anxiety at post-treatment (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
1 randomised |no no serious no serious very reporting bias? (15 13 |- SMD 1.22 D000 |CRITICAL
trials serious |inconsistency |indirectness |serious’ lower (2.05 to [VERY
risk of 0.39 lower) |LOW
bias
1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.
SSRI COMPARED WITH PLACEBO FOR SOCIAL ANXIETY DISORDER
- No of
Quality assessment et Effect
Quality[Importance
. Relative
P o.f Design R.l sk of Inconsistency (Indirectness (Imprecision Othe.r . SSRI|Placebo|(95%  [Absolute
studies bias considerations CI)
Social Anxiety Disorder: Appendix 15 (December 2012) 2
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Social anxiety at follow-up - Paroxetine (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)

1 randomised [no serious [no serious no serious serious! reporting bias? (42 43 - SMD 0.39 lower |[©®00 [CRITICAL
trials risk of inconsistency [indirectness (0.82 lower to LOW
bias 0.04 higher)
Social anxiety at follow-up - Sertraline (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
1 randomised [no serious [no serious no serious serious! reporting bias? [168 [160 - SMD 0.02 higher [©@®00 [CRITICAL
trials risk of inconsistency  [indirectness (0.2 lower to 0.23 |[LOW
bias higher)
1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.
RELAPSE AT POST-TREATMENT
Settings:
Bibliography: Social anxiety disorder: recognition, assessment and treatment of social anxiety disorder
Quality assessment No of patients Effect
Quality Importance
No of . Risk of - c . . |Other B Relative
studies Design bias Inconsistency (Indirectness [Imprecision considerations (Relapsc.e Control (95% CI) Absolute
prevention)
Relapse at post-treatment
4 randomised [serious! [no serious no serious  [serious? reporting bias® [85/365 190/352|RR 0.47 [286 fewer per |[©OOO |CRITICAL
trials inconsistency [indirectness (23.3%) (54%) |(0.27to 1000 (from 97 [VERY
0.82) fewer to 394 [LOW
fewer)
299 fewer per
o 1000 (from
PO-A% 102 fe(wer to
412 fewer)
1 High dropout
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.
Social Anxiety Disorder: Appendix 15 (December 2012) 3
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[HIGH SEVERITY] CITALOPRAM COMPARED WITH MOCLOBEMIDE (ATMACA 2002) FOR SOCIAL

ANXIETY DISORDER
Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . . . |Other [ngh. Moclobemide el e iy
. |Design . Inconsistency |Indirectness [Imprecision . . severity] (95%  |Absolute
studies bias considerations | . (Atmaca 2002)
Citalopram CI)

Social anxiety at post-treatment (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
1 randomised [serious’ [no serious no serious  |serious? reporting bias® |36 35 - SMD 0.36 (@000 [CRITICAL

trials inconsistency [indirectness lower (0.69 [VERY

to 0.03 LOW
lower)
! Poorly reported trial
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.
CBT INDIVIDUAL VS WAITLIST FOR SOCIAL ANXIETY DISORDER
Quality assessment No of patients Effect
Quality[Importance
. Relative

e o.f Design R.l sk of Inconsistency |Indirectness (Imprecision Othe.r . CBT . Waitlist|(95%  [Absolute
studies bias considerations (individual cI)
Social anxiety at follow-up (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
1 randomised [no no serious no serious very none 18 20 - SMD 0.6 lower[®®00 [CRITICAL

trials serious [inconsistency [indirectness [serious’ (1.26 lower to [LOW

risk of 0.05 higher)
bias
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1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

CBT GROUP COMPARED WITH CONTROLS FOR SOCIAL ANXIETY DISORDER

Quality assessment No of patients |Effect
Quality Importance
] Relative
e o.f Design R.l sk of Inconsistency |Indirectness [Imprecision Othe.r : . Controls|(95%  [Absolute
studies bias considerations (group cI)
Social anxiety at follow-up - Waitlist (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
2 randomised [no no serious no serious serious’ none 39 40 - SMD 0.76 DODO CRITICAL
trials serious [inconsistency [indirectness lower (198 [MODERATE
risk of lower to 0.47
bias higher)
Social anxiety at follow-up - Psychological placebo (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
1 randomised [no no serious no serious  [very none 15 14 - SMD 0.37 D00 CRITICAL
trials serious [inconsistency |[indirectness |[serious’ lower (1.14 [LOW
risk of lower to 0.39
bias higher)

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

CBT COMPARED WITH APPLIED RELAXATION (RENNER 2008) FOR SOCIAL ANXIETY DISORDER

Quality assessment No of patients Effect
Quality [Importance
. Applied Relative
e o.f Design R.l sk of Inconsistency (Indirectness (Imprecision Othe'r : CBT|relaxation (95%  |Absolute
studies bias considerations
(Renner 2008) |CI)
Social anxiety at PT (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
1 |randomised |serious1 |no serious |n0 serious |Very none |14 |14 |— |SMD 1.13 |@OOO |CRITICAL
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trials

inconsistency

indirectness

serious?

higher (0.32 to

1.94 higher)

VERY
LOW

! Intervention and methods poorly described
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

COGNITIVE BIAS MODIFICATION COMPARED WITH SHAM THERAPY FOR SOCIAL ANXIETY

DISORDER
Quality assessment No of patients Effect
Quality [Importance
No of 0 Risk of . : . . |Other C.O gnitive Sham |Relative
. |Design ] Inconsistency [Indirectness [Imprecision : . bias Absolute
studies bias considerations VTS therapy |(95% CI)
modification
Recovery at post-treatment (assessed with: Loss of diagnosis)
3 randomised [no serious’ no serious  [serious? reporting bias® (30/75 12/81 |RR0.59 |61 fewer per (@OOO |CRITICAL
trials serious indirectness (40%) (14.8%) |(0.25to |1000 (from |VERY
risk of 1.42) 111 fewer to |LOW
bias 62 more)
47 fewer per
o 1000 (from
11.5% 86 fewer to
48 more)
Recovery at follow-up (assessed with: Loss of diagnosis)
1 randomised |no no serious no serious  [serious? reporting bias® [9/19 3/20 [RR0.62 |57 fewer per [®@®O00
trials serious [inconsistency |indirectness (47.4%) (15%) |(0.39to (1000 (from 1 [LOW
risk of 0.99) fewer to 92
bias fewer)
57 fewer per
o 1000 (from 1
15% fewer to 92
fewer)
Social Anxiety at post-treatment (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
Social Anxiety Disorder: Appendix 15 (December 2012) 6
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6 randomised [no serious’ no serious  [serious? reporting bias® {156 152 - SMD 024 (@000 |CRITICAL
trials serious indirectness lower (0.49 |VERY
risk of lower to 0.01 |LOW
bias higher)
Social Anxiety at follow-up (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
3 randomised [no serious’ no serious  [serious? reporting bias® (93 80 - SMD 0.29 (@000 |CRITICAL
trials serious indirectness lower (0.77 |VERY
risk of lower to 0.19 LOW
bias higher)
1 Trials od internet-based and labratory-based interventions have different outcomes.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Authors failed to provide data requested.
SELF-HELP COMPARED WITH WAITLIST FOR SOCIAL ANXIETY DISORDER
Quality assessment No of patients [Effect
Quality[Importance
ls\it(;c;)ifes Design 511:: of Inconsistency |Indirectness (Imprecision g)trl:seil;ierations 151:{;- Waitlist| g‘;lozh(‘;f) Absolute
Recovery at follow-up (assessed with: Loss of diagnosis)
1 randomised [no no serious no serious serious? reporting bias? [40/80 [26/40 [RR0.77  |150 fewer per |®®00
trials serious |inconsistency |indirectness (50%) ((65%) |(0.56to {1000 (from 286 [LOW
risk of 1.06) fewer to 39
bias more)
150 fewer per
o 1000 (from 286
65% fewer to 39
more)

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Most studies were not registered and reviews demonstrate that many self-help studies are not published.

BOTILIUM TOXIN COMPARED WITH PLACEBO (WITH OPEN-LABEL PAROXETINE) FOR SOCIAL
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ANXIETY DISORDER
Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . . . |Other Botilium Placebo (with Relative
. |Design . Inconsistency [Indirectness [Imprecision . . : open-label  [(95%  |Absolute
studies bias considerations [toxin .
paroxetine) |CI)
Social anxiety at post-treatment (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
1 randomised [no no serious no serious  |very reporting bias? |20 20 - SMD 0.22  |@000 |[CRITICAL
trials serious [inconsistency [indirectness |serious’ lower (0.84 |VERY
risk of lower to 0.41 [LOW
bias higher)

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.

ANTICONVULSANT (RELAPSE PREVENTION) COMPARED WITH PLACEBO FOR SOCIAL ANXIETY

DISORDER
Quality assessment No of patients Effect
Quality Importance
Anticonvulsant
No of " Risk of . c . . |Other Relative
studies Design bias Inconsistency |[Indirectness (Imprecision| considerations (Relapse.: Placebo (95% CI) Absolute
prevention)
Relapse (assessed with: Return of symptoms)
1 randomised [serious! [no serious no serious  |serious? reporting bias [22/35 32/40 [RR0.79 [168 fewer |®OO0O
trials inconsistency [indirectness (62.9%) (80%) |(0.58 to [per 1000 VERY
1.06) (from 336 |LOW
fewer to 48
more)
80% 168 fewer
Social Anxiety Disorder: Appendix 15 (December 2012) 8
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per 1000
(from 336
fewer to 48
more)

1 High dropout
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

ANTIPSYCHOTICS COMPARED WITH PLACEBO FOR SOCIAL ANXIETY DISORDER

Quality assessment No of patients Effect
Quality Importance
] Relative
e o'f Design R.l sk of Inconsistency (Indirectness |Imprecision Othe'r . Antipsychotics[Placebo|(95%  |Absolute
studies bias considerations CI)
Symptoms of social anxiety at post-treatment - Quetiapine (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower
values)
1 randomised |no no serious no serious  |very reporting bias? (10 5 - SMD 0.28  [@000 |[CRITICAL
trials serious [inconsistency [indirectness [serious! lower (1.36 |VERY

risk of lower to 0.81 |LOW

bias higher)
Symptoms of social anxiety at post-treatment - Olanzapine (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower
values)
1 randomised |no no serious no serious  |very reporting bias? |4 5 - SMD 228  [@000 |[CRITICAL

trials serious [inconsistency [indirectness [serious! lower (4to  |VERY

risk of 0.55 lower) |[LOW

bias
1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.
PREFERENCE-BASED COMPARED WITH TAU FOR SOCIAL ANXIETY DISORDER
Quality assessment No of patients  [Effect Quality Importance
Social Anxiety Disorder: Appendix 15 (December 2012) 9
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: Relative
Re o‘f Design R.l sk of Inconsistency [Indirectness [Imprecision Othe'r . e TAU|(95%  [Absolute
studies bias considerations |based cI)
Social anxiety at post-treatment (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
1 randomised |[no no serious no serious serious! none 74 58 |- SMD 0.48 DODO CRITICAL
trials serious [inconsistency [indirectness lower (0.83 to MODERATE
risk of 0.14 lower)
bias
Social anxiety at follow-up (1yr) (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
1 randomised |[no no serious no serious serious! none 74 58 |- SMD 0.39 DODO CRITICAL
trials serious [inconsistency [indirectness lower (0.74 to MODERATE
risk of 0.05 lower)
bias
Social anxiety at follow-up (18m) (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower values)
1 randomised [no no serious no serious serious! none 74 58 |- SMD 0.3 DDDO CRITICAL
trials serious [inconsistency [indirectness lower (0.64 [MODERATE
risk of lower to 0.05
bias higher)

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

[WITH EXPOSURE] COGNITIVE ENHANCER COMPARED WITH PLACEBO FOR SOCIAL ANXIETY

DISORDER
Quality assessment No of patients Effect
No of Risk of Other E:(V 1(t)};ure] L o
. |Design . Inconsistency (Indirectness (Imprecision . : post Placebo|(95%  [Absolute
studies bias considerations [Cognitive
enhancer <

Quality

Importance

Social Anxiety at post-treatment (combined) - D-Cycloserine (measured with: Continuous measures; range of scores: 0-144; Better indicated by lower

Social Anxiety Disorder: Appendix 15 (December 2012)
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values)
3 randomised [no no serious no serious  |serious! none 127 125 - SMD 0.36 [®@®®0 CRITICAL
trials serious [inconsistency [indirectness lower (0.61 [MODERATE
risk of to 0.11
bias lower)
Social Anxiety at post-treatment (combined) - Oxytocin (measured with: Continuous measures; Better indicated by lower values)
1 randomised [no no serious no serious  [very none 12 13 - SMD 0.26  [®®00 CRITICAL
trials serious [inconsistency [indirectness [serious! higher (0.53 [LOW
risk of lower to
bias 1.05 higher)
Social anxiety at follow-up (combined) - D-Cycloserine (measured with: Continuous measures; Better indicated by lower values)
3 randomised [no no serious no serious  |serious! none 125 123 - SMD 0.2 DODO CRITICAL
trials serious [inconsistency? |indirectness lower (0.45 |MODERATE
risk of lower to
bias 0.05 higher)
Social anxiety at follow-up (combined) - Oxytocin (measured with: Continuous measures; Better indicated by lower values)
1 randomised [no no serious no serious  |very none 12 13 - SMD 0.15 [®@®00 CRITICAL
trials serious [inconsistency [indirectness |[serious! higher (0.64 [LOW
risk of lower to
bias 0.93 higher)
1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Substantial and significant heterogeneity.
[FEAR OF BLUSHING, TREMBLING, SWEATING] ATTENTION TRAINING COMPARED WITH
APPLIED RELAXATION FOR SOCIAL ANXIETY DISORDER
Quality assessment No of patients Effect
. [Fear ?f . o Quality[Importance
e o.f Design R.l sk of Inconsistency |[Indirectness [Imprecision Othe.r . bluShI{lg’ Appllec-l (95%  |Absolute
studies bias considerations [trembling, Relaxation CI)
sweating]
Social Anxiety Disorder: Appendix 15 (December 2012) 11
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Attention
training
Social Anxiety at post-treatment (16w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! [no serious no serious  [serious? none 33 32 - SMD 0.01 |[@®00 |CRITICAL
trials inconsistency [indirectness higher (0.48 [LOW
lower to 0.5
higher)
Social Anxiety at follow-up 1 (29w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! [no serious no serious  [serious? none 33 32 - SMD 0.02 |[@®00 |CRITICAL
trials inconsistency |indirectness higher (0.47 LOW
lower to 0.5
higher)
Social Anxiety at follow-up (68w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! [no serious no serious  [serious? none 33 32 - SMD 0.17 |[@®00 |CRITICAL
trials inconsistency |indirectness lower (0.65 |LOW
lower to
0.32 higher)

1 Methods poorly described.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

[FEAR OF BLUSHING, TREMBLING, SWEATING] SOCIAL SKILLS COMPARED WITH GCBT FOR
SOCIAL ANXIETY DISORDER

Quality assessment No of patients Effect
[Fear of Quality{Importance
. blushing, Relative
e o‘f Design R.l sk of Inconsistency |Indirectness (Imprecision Othe.r . trembling, GCBT|(95% |Absolute
studies bias considerations . .
sweating] Social CI)
Skills
Social Anxiety at post-treatment (12w) (measured with: Continuous measures; Better indicated by lower values)
1 |randomised |serious1 |no serious |r10 serious |se1'i0us2 none |28 |27 |— |SMD 0.19 |®®OO |CRITICAL

Social Anxiety Disorder: Appendix 15 (December 2012) 12
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trials inconsistency [indirectness higher (0.34 |[LOW
lower to 0.72
higher)
Social Anxiety at follow-up (64w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! [no serious no serious serious? none 28 27 - SMD 0.11 D@00 |CRITICAL
trials inconsistency |indirectness higher (0.42 [LOW
lower to 0.64
higher)

1 Methods poorly described.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

[FEAR OF BLUSHING] IN VIVO EXPOSURE COMPARED WITH ATTENTION TRAINING FOR SOCIAL

ANXIETY DISORDER
Quality assessment No of patients Effect
[Fear of it Quality Importance
e o.f Design R.l sk of Inconsistency (Indirectness [Imprecision Othe'r ] b-lushmg] n Att.er-ltlon (95%  |Absolute
studies bias considerations |[vivo training CI)
exposure
Social Anxiety at post-treatment (6w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! |no serious no serious  [serious® none 12 14 - SMD 042  [®@®00 |CRITICAL
trials inconsistency? [indirectness lower (1.2 |LOW
lower to 0.36
higher)
Social Anxiety at follow-up (58w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! [no serious no serious  |very none 9 12 - SMD 0.15  |®000 |CRITICAL
trials inconsistency [indirectness [serious? lower (1.02 |VERY
lower to 0.71 [LOW
higher)
Social Anxiety Disorder: Appendix 15 (December 2012) 13
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1 Methods poorly described.
2 Leibowitz Social Anxiety Scale
3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

[FEAR OF PUBLIC SPEAKING] CBT COMPARED WITH SELF-HELP FOR SOCIAL ANXIETY DISORDER

Quality assessment No of patients Effect
. [Fear. of e Quality[Importance
M o.f Design R.l sk of Inconsistency |Indirectness [Imprecision Othe.r . Pubh(i e (95%  |Absolute
studies bias considerations [speaking] help
CI)
CBT
Social Anxiety at post-treatment (9w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! [no serious no serious serious? none 36 62 | SMD 0.01 ®®00 |CRITICAL
trials inconsistency [indirectness higher (0.39  |[LOW
lower to 0.42
higher)
Social Anxiety at follow-up (61w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! [no serious no serious serious? none 36 62 |- SMD 0.23 ®®00 |CRITICAL
trials inconsistency |indirectness lower (0.65 LOW
lower to 0.18
higher)

1 Methods poorly described.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

[FEAR OF PUBLIC SPEAKING] SELF-HELP COMPARED WITH WAITLIST FOR SOCIAL ANXIETY
DISORDER

Quality assessment

No of patients

Effect

Quality

Importance

Social Anxiety Disorder: Appendix 15 (December 2012)
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[Eeanct Relative
e o.f Design R.l sk of Inconsistency |Indirectness [Imprecision Othe.r . publlc. Waitlist|(95%  (Absolute
studies bias considerations [speaking]

CI)

Self-help
Social Anxiety at post-treatment (9w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! [no serious no serious serious? none 62 29 - SMD 1.09 @00 |CRITICAL

trials inconsistency |indirectness lower (1.56 toLOW
0.63 lower)

T Methods poorly described.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

[FEAR OF PUBLIC SPEAKING] CBT COMPARED WITH WAITLIST FOR SOCIAL ANXIETY DISORDER

Quality assessment No of patients Effect

[Fear of Quality[Importance
No of Risk of Other ublic el

. |Design . Inconsistency |Indirectness |[Imprecision : ] P . Waitlist|(95%  |Absolute
studies bias considerations [speaking]
CI)

CBT
Social Anxiety at post-treatment (9w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! |no serious no serious serious? none 36 29 - SMD 1.18 ®®00 |CRITICAL

trials inconsistency |indirectness lower (1.72 to [LOW
0.65 lower)

1 Methods poorly described.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

[FEAR OF PUBLIC SPEAKING] IN VIVO EXPOSURE COMPARED WITH WAITLIST FOR SOCIAL

ANXIETY DISORDER
Quality assessment No of patients Effect Quality[Importance
Social Anxiety Disorder: Appendix 15 (December 2012) 15
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No of Risk of Other [Fear of public Relative
. |Design . Inconsistency |[Indirectness |Imprecision . . speaking] in (Waitlist|(95%  |Absolute
studies bias considerations |
Vvivo exposure CI)
Social Anxiety at post-treatment (8w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised [serious! [no serious no serious serious? none 16 17 - SMD 0.6 @00 |CRITICAL
trials inconsistency [indirectness lower (1.3 LOW
lower to 0.11
higher)

1 Methods poorly described.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

[FEAR OF PUBLIC SPEAKING] IN VIVO EXPOSURE (W/ SELF-STUDY) COMPARED WITH SUPPORTED
SELF-HELP FOR SOCIAL ANXIETY DISORDER

Quality assessment No of patients Effect
[Fear of .
ublic Quality[Importance
No of Risk of Other E eaking]in [Supported Rolotie
. |[Design - Inconsistency |Indirectness (Imprecision . ] P 8 PP (95%  |Absolute
studies bias considerations |vivo exposure [self-help CI)
(w/ self-
study)
Social Anxiety at post-treatment (9w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised |serious! [no serious no serious  |serious? none 18 18 - SMD 0.1 @@00 |CRITICAL
trials inconsistency |indirectness lower (0.74 |[LOW
lower to
0.54 higher)
Social Anxiety at follow-up (61w) (measured with: Continuous measures; Better indicated by lower values)
1 randomised |serious! no serious no serious  |serious? none 16 18 - SMD 0.15 [®®00 [CRITICAL
trials inconsistency |indirectness higher (0.51 |LOW
Social Anxiety Disorder: Appendix 15 (December 2012) 16






DRAFT FOR CONSULTATION

lower to
0.81 higher)

1 Methods poorly described.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

[COMORBID ALCOHOL MISUSE] PAROXETINE COMPARED WITH PLACEBO FOR SOCIAL ANXIETY

DISORDER
Quality assessment No of patients Effect
[Comorbid ' Quality[Importance
No of Risk of Other alcohol ek
. |Design . Inconsistency [Indirectness [Imprecision . . . Placebo|(95%  |Absolute
studies bias considerations |misuse] cI)
Paroxetine
Social anxiety at post-treatment (measured with: Continuous measures; Better indicated by lower values)
2 randomised |[no no serious no serious  [serious! reporting bias? |26 30 - SMD 091 |@®00 [CRITICAL
trials serious [inconsistency [indirectness lower (1.56 |[LOW
risk of to 0.26
bias lower)

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.

[COMORBID ALCOHOL MISUSE] CBT+ ALCOHOL PROGRAMME COMPARED WITH CBT ALONE
FOR SOCIAL ANXIETY DISORDER

Quality assessment No of patients Effect
Quality Importance
. [Comorbid Relative
S o.f Design R.l sk of Inconsistency (Indirectness [Imprecision Othe.r . alcohol misuse] <L (95%  |Absolute
studies bias considerations alone
CBT+ alcohol CI)
Social Anxiety Disorder: Appendix 15 (December 2012) 17
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programme

Social anxiety at post-treatment (measured with: Continuous measures; Better indicated by lower values)

1 randomised |no no serious no serious  |very reporting bias? |10 13 | SMD 032  [®@000 |CRITICAL
trials serious [inconsistency |indirectness [serious! lower (1.15 [VERY
risk of lower to 0.51 [LOW
bias higher)

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.

[COMORBID ADHD] ATOMOXETINE COMPARED WITH PLACEBO FOR SOCIAL ANXIETY

DISORDER
Quality assessment No of patients Effect
Quality[Importance
. [Comorbid Relative
e o.f Design R.l sk of Inconsistency |Indirectness |[Imprecision Othe.r : ADHD] Placebo|(95%  [Absolute
studies bias considerations ]
Atomoxetine CI)
Social anxiety at post-treatment (measured with: Continuous measures; Better indicated by lower values)
1 randomised |no no serious no serious  [serious! reporting bias? |200 192 - SMD 0.24 |©®00 [CRITICAL
trials serious |[inconsistency [indirectness lower (0.44 [LOW
risk of to 0.04
bias lower)

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Searches identified multiple unpublished studies of pharmacotherapy for social anxiety disorder.

[FOLLOWING OPEN LABEL PAROXETINE] CBT COMPARED WITH WAITLIST FOR SOCIAL ANXIETY

DISORDER
Quality assessment No of patients Effect Quality[Importance
Social Anxiety Disorder: Appendix 15 (December 2012) 18
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No of
studies

Design

Risk of
bias

Inconsistency

Indirectness

Imprecision

s s
r pen‘al Waitlist|(95%
considerations |[paroxetine] CI)
CBT

Absolute

Symptoms of Social Anxiety at post-treatment (measured with: Continuous measures; Better indicated by lower values)

1

randomised
trials

serious!

no serious
inconsistency

no serious

indirectness

serious?

none

32

29 -

SMD 0.49
lower (1
lower to 0.02

higher)

D@D00
LOW

CRITICAL

1 Methods poorly described.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

[RESIDENTIAL] CBT (GROUP) COMPARED WITH INTERPERSONAL PSYCHOTHERAPY FOR SOCIAL

ANXIETY DISORDER
Quality assessment No of patients Effect
Quality Importance
Relative
No of . Risk of . . . . _|Other [Residential] |Interpersonal 0
studies Design bias Inconsistency [Indirectness Imprecision Conciderations| GBI (eroup)Npsychotherapy 815) %  |Absolute
Symptoms of Social Anxiety at post-treatment (measured with: Continuous measures; Better indicated by lower values)
1 randomised [very  [no serious no serious  [serious? none 35 38 - SMD 0.07 |©@000 |CRITICAL
trials serious’ [inconsistency [indirectness lower (0.53|VERY
lower to [LOW
0.39
higher)
Symptoms of Social Anxiety at follow-up (measured with: Continuous measures; Better indicated by lower values)
1 randomised no serious no serious  [serious? none 35 37 - SMD 0.02 CRITICAL
trials inconsistency [indirectness lower (0.48
lower to
0.44
higher)
Social Anxiety Disorder: Appendix 15 (December 2012) 19
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1 Risk of bias in several important domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
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APPENDIX 16: INTERVENTIONS FOR CHILDREN AND YOUNG PEOPLE - STUDY

CHARACTERISTICS TABLE

74 PHARMACOLOGICAL INTERVENTIONS

Study Country | Interview | Age | % % % NRand | N Group Dose | Freq | Dur
Female | White | Med Post

Selective serotonin reuptake inhibitors (SSRIs) and serotonin norepinephrine reuptake inhibitors (SNRIs) compared with pill

placebo

Fluoxetine

BEIDEL2007 USA ADIS - 12 | 47% 78% 0% | NR 32 Pill Placebo N/A |7 12
C/P NR 33 Fluoxetine 30 7 12
(DSM-1V) NR 57 CBT, group 1.75 |2 12

with social
skills

Paroxetine

DINEEN- BEL; ADIS 13 | 50% 85% 0% |45 45 Pill Placebo N/A |7 16

WAGNER2004 CAN; (DSM-1V) 47 46 Paroxetine 291 |7 16

RSA;
USA

Venlafaxine

MARCH2007 USA ADIS - 14 | 57% 75% 0% | 150 148 | Pill Placebo N/A |7 16
C/P 140 137 Venlafaxine 1415 |7 16
(DSM-1V) (>75mg/ day)

Study Country | Interview | Age | % % % NRand | N Group Dose | Freq | Dur

Female | White | Med Post
Fluoxetine compared with CBT
BEIDEL2007 |USA | ADIS- |12 [47% [78% |0% |NR 132 |PillPlacebo  |[N/A [7 |12

Social Anxiety Disorder: Appendix 16 (December 2012)
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C/P NR 33 Fluoxetine 30 7 12
(DSM-1V) NR 57 CBT, group 1.75 |2 12
with social
skills
Study Country | Interview | Age | % % % NRand | N Group Dose | Freq | Dur
Female | White | Med Post
Pharmacotherapy for selective mutism: fluoxetine compared with placebo
BLACK199%4 USA Clinical 9 60% NR 0% |9 9 Pill Placebo N/A |7 12
Interview 6 6 Fluoxetine 214 |7 12
(DSM-III
R)

Social Anxiety Disorder: Appendix 16 (December 2012)
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75 PSYCHOLOGICAL INTERVENTIONS

7.5.1
Study Country | Interview | Age | % % % NRand | N Group Dose | Freq | Dur
Female | White | Med Post
Cognitive behavioural therapies compared with waitlist
CBT (group), specific
GALLAGHER2004 | USA ADIS - NR | 52% 57% NR 11 11 | Wait list N/A | N/A |3
C/P 12 12 CBT, group 3 1 3
(DSM-1V)
SPENCE2000 AUS ADIS 11 38% NR NR 14 14 | Wait list 0 0 12
(DSM-IIT 19 19 | CBT, group 1.5 1 12
R) with social
skills
17 17 CBT, group 1.5 1 12
with social
skills (with
parent
involvement)
SANCHEZ- ESP ADIS - 12 73% NR 0% 25 25 | Wait list N/A | N/A |12
GARCIA2009 C/P 28 28 | CBT, group 1.5 1 12
(DSM-1V) with social
skills
29 29 CBT, group 1.5 1 12
with social
skills (no
restructuring)
CBT (group), general
LYNEHAM?2012 AUS ADIS - 10 NR NR NR NR 7 Wait list N/A | N/JA |16
C/P NR 11 | Self-help 1.5 0.3125 | 16
(DSM-1V) (book) with
support
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(delivered to
parents), all
anxiety
disorders

NR

CBT, group
(all anxiety
disorders)

0.625

16

LAU2010

HKO

Clinical
Interview
(DSM-1V)

9 47%

0%

NR

Wait list

N/A

N/A

13

CBT, group
(all anxiety
disorders)

0.7

13

CBT (individual),spec

ific

MELFSEN2011

GER

ADIS -
C/P
(DSM-1V)

11 48%

100%

0%

23

23

Wait list

N/A

N/A

21

21

CBT,
individual

0.8

20

CBT, parent

CBT (individual),general

SPENCE2011

AUS

ADIS -
C/P
(DSM-1V))

14 59%

NR

NR

10

10

Wait list

10

14

13

Self-help
(internet)

with support
(children and

parents, all
anxiety
disorders)

10

12

12

CBT,
individual
(all anxiety
disorders)

10

Study

Country

Interview

% Female

% White

%
Med

N Rand

N Post

Group

Dose

Freq

Dur
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Cognitive behavioural therapies compared with psychological placebo

CBT (group), specific
MASIA- USA ADIS 15 83% 72% NR |17 15 Psychologic | 0.7 12
WARNER2007 (DSM- al placebo
IV) 19 17 CBT, group | 0.7 12
with social
skills (with
parent
involvemen
)
BEIDEL2000 | USA ADIS - 11 60% 70% NR |31 20 Psychologic | 1 12
c/P al placebo
(DSM- 36 30 CBT, group |1 12
IV) with social
skills
HERBERT200 | USA ADIS 15 58% 47 % 14% | 26 23 Psychologic | 2 12
9 (DSM- al placebo
IV) 23 22 CBT, group | 2 12
with social
skills
24 23 CBT, 1 12
individual
with social
skills
CBT (group), general
HUDSON2009 | AUS ADIS - 10 44% 83% NR |15 14 Psychologic | 2 10
C/P (DSM- al placebo
IV) 12 7 CBT, group |2 10
(all anxiety
disorders)
CBT (individual),specific
HERBERT200 | USA ADIS 15 58% 47 % 14% | 26 23 Psychologic | 2 12
9 (DSM-1V) al placebo
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23 22 CBT, group | 2 1 12
with social
skills
24 23 CBT, 1 1 12
individual
with social
skills
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Cognitive behavioural therapy compared with pill placebo
BEIDEL2007 USA ADIS - 12 | 47% 78% 0% NR 32 Pill Placebo N/A |7 12
C/P NR 33 Fluoxetine 30 7 12
(DSM-1V) NR 57 CBT, group 1.75 2 12
with social
skills
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur

Female | White | Med | Rand | Post
Cognitive behavioural therapy compared with CBT plus parent anxiety management
HUDSON2012 AUS ADIS - 9 51% NR NR 19 15 CBT, group (all | 2 1 10
c/p anxiety
(DSM-1V) disorders)

19 18 CBT, group (all | 2 1 10
anxiety
disorders) plus
intervention
for parents

| Study | Country | Interview | Age | % | % | % [N [N | Group | Dose | Freq | Dur |

Social Anxiety Disorder: Appendix 16 (December 2012) 6
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\ \ | | Female | White | Med | Rand | Post |
Group CBT compared with group CBT plus individual CBT
OLIVARES2008 | ESP ADIS - 15 63 % NR 0% 18 18 CBT, 1.5 1 12
c/P group
(DSM-1V) with social
skills
19 19 CBT, 2 1 12
group +
individual
(12)
20 20 CBT, 1.75 1 12
group +
individual
(©)
7.5.2
Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med Rand | Post
Cognitive behavioural therapy delivered via parents compared with waitlist
CBT via parent, general
CARTWRIGHT- | GBR ADIS - 7 51% 91% 0% NR 9 Wait list N/A | N/A |10
HATTON2012 C/P NR 6 CBT, parent | 2 1 10
(DSM- delivered
IV) (all anxiety
disorders)
LYNEHAM?2012 | AUS ADIS - 10 NR NR NR NR 7 Wait list N/A | N/A |16
C/P NR 11 Self-help 1.5 031 |16
(DSM- (book) with 25
V) support
(delivered

to parents),

Social Anxiety Disorder: Appendix 16 (December 2012)
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all anxiety
disorders
NR 7 CBT, group |2 0.62 |16
(all anxiety 5
disorders)
THIRLWALL201 | GBR ADIS - 10 48% 86% NR 17 11 Wait list N/A | N/A |8
2 C/P 11 4 Self-help 0 025 |8
(DSM- (book) with
IV) support
(delivered
to parents,
short), all
anxiety
disorders
13 8 Self-help NR 0.5 8
(book) with
support
(delivered
to parents),
all anxiety
disorders

CBT via parent, no support
RAPEE2006 AUS ADIS - 10 40% NR 19% | NR 16 Wait list N/A | N/A |12
C/P NR 21 Self-help 0 0 12
(DSM-1V) (book) no
support
(delivered
to parents)
NR 27 CBT, group |2 075 |12
(all anxiety
disorders)

| Study | Country | Interview | Age | % | % % [N N | Group | Dose | Freq | Dur |
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|

| Female | White | Med | Rand | Post |

Cognitive behavioural therapy delivered via parents compared with self-help

CBT (group), general vs book for parents with support

LYNEHAM?2012

AUS

ADIS -
C/P
(DSM-1V)

10

NR

NR

NR

NR

Wait list

N/A

N/A

16

NR

11

Self-help
(book) with
support
(delivered
to parents),
all anxiety
disorders

15

0.31
25

16

NR

CBT, group
(all anxiety
disorders)

0.62

16

CBT (individual), general vs internet with support

SPENCE2011

AUS

ADIS -
C/P
(DSM-1V)

14

59%

NR

NR

10

10

Wait list

10

14

13

Self-help
(internet)
with support

parents, all
anxiety
disorders)

(children and

10

12

12

CBT,
individual
(all anxiety
disorders)

10

7.5.3

Study

Country

Interview

Age

%
Female

%

White

%
Med

Rand

Post

Group

Dose

Freq

Dur

Social Anxiety Disorder: Appendix 16 (December 2012)






DRAFT FOR CONSULTATION

Self-help compared with waitlist

Internet supported for CYP/CYP+ parents, general

MARCH2009 AUS ADIS - 9 55% NR 0% 33 11 Wait list N/A | N/A |10
c/pP NR |9 Self-help 1 1 10
(DSM-1V) (internet) with
support
(children and
parents, all
anxiety
disorders)
SPENCE2011 AUS ADIS - 14 59% NR NR 10 10 Wait list 0 0 10
c/p 14 13 Self-help 0 0 10
(DSM-1V) (internet)
with support
(children and
parents, all
anxiety
disorders)
12 12 CBT, 1 1 10
individual
(all anxiety
disorders)
Internet supported CYP, specific
TILLFORS2011 SWE SCID 17 89% NR NR 9 9 Wait list N/A | N/A |9
(DSM-1V) 10 9 Self-help 0 0 9
(internet)
with support
Country: Three letter abbreviations for all countries from which participants were recruited.
Interview: If a structured interview was used, the same of the interview and the diagnostic criteria used.
Age: Mean age of participants.
% Female: Percentage of participants enrolled who were female.
Social Anxiety Disorder: Appendix 16 (December 2012) 10
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% White: Percentage of participants enrolled who described themselves white/Caucasian.

% Med: Percentage of participants taking medication (e.g. SSRI or benzodiazepine) at baseline. Normally these
participants were on a stable dose and agreed not to change their dose during the trial.

N Rand: Number of participants randomised to each group.

N Post: Number of participants who completed assessment at post-treatment.

Group: Name of each group included in the trial.

Dose: For each group, the amount of medication or psychological intervention received. For medication, milligrams per
dose (average where possible, otherwise endpoint). For psychological interventions, hours per dose.

Freq: Number of doses per week.

Dur: Number of weeks of intervention. Dose x Freq X Dur = Total amount of medication or psychological intervention
received.

Social Anxiety Disorder: Appendix 16 (December 2012) 11
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APPENDIX 12: INTERVENTIONS FOR CHILDREN AND YOUNG
PEOPLE - FOREST PLOTS

74 PHARMACOLOGICAL INTERVENTIONS

Selective serotonin reuptake inhibitors (SSRIs) and serotonin
norepinephrine reuptake inhibitors (SNRIs) compared with pill placebo

Clinican-rated recovery at post-treatment

SSRI/SNRI Pill placebo Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Fluoxetine
Beidel 2007 7 43 1 37 29.8% 0.86 [0.75, 0.99] —
Subtotal (95% CI) 43 37 29.8% 0.86 [0.75, 0.99] ‘
Total events 7 1

Heterogeneity: Not applicable
Test for overall effect: Z = 2.07 (P = 0.04)

1.1.2 Paroxetine

Dineen-Wagner 2004a 8 a7 5 45 22.5% 0.93[0.79, 1.10] &
Dineen-Wagner 2004b 28 118 6 112 47.7% 0.81[0.72, 0.90] &+
Subtotal (95% CI) 165 157  70.2% 0.86 [0.74, 0.99] ‘
Total events 36 11

Heterogeneity: Tau? = 0.01; Chiz = 2.10, df = 1 (P = 0.15); 12 = 52%
Test for overall effect: Z=2.16 (P = 0.03)

Total (95% Cl) 208 194 100.0% 0.85[0.78, 0.92] ¢

Total events 43 12
[l [l [l [l

Heterogeneity: Tau? = 0.00; Chiz = 2.17, df =2 (P = 0.34); 12 = 8% I I I I
Test f Il effect: Z = 3.96 (P < 0.0001 05 07 1 15 2

estfor overall effect: Z = 3.96 (P < 0. ) Favours SSRI/SNRI  Favours pill placebo
Test for subaroup differences: Chi2 = 0.00, df =1 (P = 0.96), 12 = 0%
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Self-rated social anxiety at post-treatment

SSRI/SNRI Pill placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
1.1.1 Fluoxetine
Beidel 2007 15.6 11 33 195 11 32 111% -0.35[-0.84, 0.14] -
Subtotal (95% Cl) 33 32 111%  -0.35[-0.84,0.14] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 1.40 (P = 0.16)
1.1.2 Venlafaxine
March 2007 40.6 14.63087489 137 47.7 15.20690633 148 48.2% -0.47[-0.71, -0.24] &
Subtotal (95% Cl) 137 148  48.2%  -0.47[-0.71,-0.24] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 3.94 (P < 0.0001)
1.1.3 Paroxetine
Dineen-Wagner 2004b  40.2 3142 125 599 30.13 120 40.6% -0.64 [-0.89, -0.38] L
Subtotal (95% Cl) 125 120 40.6%  -0.64[-0.89,-0.38] ’
Heterogeneity: Not applicable
Test for overall effect: Z = 4.87 (P < 0.00001)
Total (95% Cl) 295 300 100.0%  -0.53[-0.69,-0.36] ‘

Heterogeneity: Tau? = 0.00; Chi2 = 1.41, df = 2 (P = 0.50); 12 = 0%
Test for overall effect: Z = 6.31 (P < 0.00001)
Test for subaroup differences: Chi2 = 1.41, df = 2 (P = 0.50), 12 = 0%

Favours SSRI/SNRI Favours pill placebo

Number of participants withdrawing due to side effects (paroxetine

compared with pill placebo)

Paroxetine Pill placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.4.3 Paroxetine
Dineen-Wagner 2004b 7 117 0 111 43.0% 14.24 [0.82, 246.38] 4
Dineen-Wagner 2004a 2 46 2 45 57.0% 0.98[0.14, 6.65] * ’
Subtotal (95% CI) 163 156 100.0% 3.09 [0.19, 50.43]
Total events 9 2

Heterogeneity: Tau? = 2.60; Chi2 = 2.69, df =1 (P = 0.10); I2 = 63%
Test for overall effect: Z=0.79 (P = 0.43)

Total (95% ClI) 163 156 100.0%

Total events 9 2
Heterogeneity: Tau? = 2.60; Chi2 = 2.69, df = 1 (P = 0.10); I2 = 63%
Test for overall effect: Z=0.79 (P = 0.43)

Test for subaroup differences: Not applicable

3.09[0.19, 50.43] <

1 1 I
05 07 1 15 2

Favours paroxetine  Favours pill placebo

Side-effects (drowsiness) (paroxetine compared with pill placebo)
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.5.2 Paroxetine
Dineen-Wagner 20043 4 46 ] 45 36.6% nremz2z 273 ¢ L]
Dineen-\Wagner 2004h 17 117 a 111 B34% 202091, 4.48] | +
Subtotal (95% CI) 163 156 100.0% 1.43[0.58, 3.48] ——e i ———
Total events hl 13
Heterogeneity: Tau®= 016, Chi*=1.57, df=1 (F=0.21); F= 36%
Test for averall effect Z=0.78 (P = 0.44)
Total {95% CI) 163 156 100.0% 1.43[0.58, 3.48] — e ——
Total events 21 13

i - T . I - —_— SR - | 1 1 1
Heterogeneity: Tau®=0.16; Chi*=1.57, df=1 (F=0.21); F= 36% DTS IZI:? 115 ﬁ

Test for averall effect £=0.78 (P = 0.44)
Test for subgroup differences: Mot applicable

Fawvours experimental  Fawours cantral

Side-effects (insomnia) (paroxetine compared with pill placebo)

Experimental Control

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

1.7.2 Paroxetine

Dineen-Wagner 2004a 6 46 3 45 31.3% 1.96 [0.52, 7.35] L ’
Dineen-Wagner 2004b 17 117 111 68.7% 2.69[1.10, 6.57]

Subtotal (95% CI) 163 156 100.0% 2.43[1.16, 5.10]

Total events 23 9

Heterogeneity: Tau? = 0.00; Chi2 = 0.15, df = 1 (P = 0.70); I12= 0%
Test for overall effect: Z = 2.35 (P = 0.02)

Total (95% ClI) 163 156 100.0%
Total events 23 9

Heterogeneity: Tau? = 0.00; Chiz = 0.15, df =1 (P = 0.70); 12 = 0%
Test for overall effect: Z = 2.35 (P = 0.02)

Test for subaroup differences: Not applicable

Fluoxetine compared with CBT

4._;
—al
—l

2.43[1.16, 5.10]

05 07 1 15 2
Favours experimental Favours control

Clinician-rated recovery at post treatment (fluoxetine compared with

CBT)

CBT Fluoxetine

Study or Subgroup Events Total Events Total Weight

Risk Ratio (Non-event)
M-H, Random, 95% CI

Risk Ratio (Non-event)
M-H, Random, 95% CI

Beidel 2007 30 59 7 43 100.0%
Total (95% ClI) 59 43 100.0%
Total events 30 7

Heterogeneity: Not applicable
Test for overall effect: Z = 3.59 (P = 0.0003)

Self-rated symptoms of social anxiety
compared with CBT)

0.59 [0.44, 0.79]

0.59 [0.44, 0.79]

0507 1 15 2
Favours CBT Favours fluoxetine

at post treatment (fluoxetine
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Fluoxetine CBT
Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference
1V, Random, 95% ClI

Std. Mean Difference
1V, Random, 95% CI

Beidel 2007 17.2 938 57 156 11 33 100.0%

Total (95% CI) 57 33 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z=0.71 (P = 0.48)

0.15 [-0.27, 0.58]

0.15[-0.27, 0.58]

I
-4

-2 0 2 4

Favours fluoxetine Favours CBT

Pharmacotherapy for selective mutism: fluoxetine compared with placebo

Parent-rated symptoms of social anxiety at post treatment

Fluoxetine Pill placebo

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Black 1994 -0.74349027 0.544246 6 9 100.0% -0.74 [-1.81, 0.32]
Total (95% CI) 6 9 100.0% -0.74 [-1.81, 0.32]

Heterogeneity: Not applicable
Test for overall effect: Z =1.37 (P = 0.17)

T
-4

T T T 1
-2 0 2 4

Favours fluoxetine Favours pill placebo
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7.5 PSYCHOLOGICAL INTERVENTIONS

7.5.1 COGNITIVE BEHAVIOURAL THERAPIES COMPARED WITH
WAITLIST

Clinician-rated recovery at post treatment

CBT Waitlist Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
3.1.1 CBT (group), specific
Spence 2000 15 17 0 7 42% 0.15[0.05,047]
Gallagher 2004 6 12 1 11 10.4% 0.55[0.30,1.000 — " |
Spence 2000 11 19 0 7 11.4% 0.45[0.26,0.78] —
Subtotal (95% ClI) 48 25 26.0% 0.40[0.22, 0.72] ‘
Total events 32 1

Heterogeneity: Tau? = 0.15; Chi2 = 4.32, df = 2 (P = 0.12); 12 = 54%
Test for overall effect: Z = 3.02 (P = 0.003)

3.1.2 CBT (group), general

Lyneham 2012 2 1 7 11.1% 0.83[0.48, 1.46] L
Lau 2010 3 8 0 13 11.6% 0.63[0.37, 1.08] - T
Rapee 2006 4 27 1 16 19.1% 0.91[0.74, 1.11] -
Subtotal (95% CI) 42 36  41.7% 0.86 [0.72, 1.03] "
Total events 9 2

Heterogeneity: Tau?2 = 0.00; Chi2 = 2.00, df =2 (P = 0.37); 2= 0%
Test for overall effect: Z =1.59 (P = 0.11)

3.1.3 CBT (individual), specific

Melfsen 2011 7 21 0 23 16.7% 0.67 [0.50, 0.91] =
Subtotal (95% ClI) 21 23 16.7% 0.67 [0.50, 0.91] ’
Total events 7 0

Heterogeneity: Not applicable
Test for overall effect: Z = 2.53 (P = 0.01)

3.1.4 CBT (individual), general

Spence 2011 3 12 0 10 15.6% 0.77 [0.54, 1.09] T
Subtotal (95% CI) 12 10 15.6% 0.77 [0.54, 1.09] "
Total events 3 0

Heterogeneity: Not applicable
Test for overall effect: Z = 1.48 (P = 0.14)

Total (95% CI) 123 94 100.0% 0.65 [0.50, 0.85] ‘

Total events 51 3
| | | |

Heterogeneity: Tau? = 0.09; Chiz = 21.13, df =7 (P = 0.004); I12= 67% T T

¢ I eff 0507 1 152
Test for overall effect: Z = 3.17 (P = 0.002) Favours CBT Favours waitlist
Test for subgroup differences: Chiz = 7.02, df = 3 (P = 0.07), 12=57.3%
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Self-rated symptoms of social anxiety at post-treatment

CBT Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% ClI
3.2.1 CBT (group), specific
Sanchez-Garcia 2009 -3.23902454 0.49400731 29 13 12.2% -3.24[-4.21, -2.27] A
Sanchez-Garcia 2009 -2.66605618 0.45036903 28 13 12.6% -2.67 [-3.55, -1.78] -
Spence 2000 -0.17543995 0.44980207 17 7 12.6% -0.18 [-1.06, 0.71] -
Spence 2000 -0.4416277 0.4463624 19 7 12.6% -0.44 [-1.32, 0.43] o
Gallagher 2004 -0.66167551 0.4286984 12 11 12.8% -0.66 [-1.50, 0.18] —
Subtotal (95% CI) 105 51 62.7%  -1.43[-2.63,-0.22] .

Heterogeneity: Tau? = 1.68; Chi2 = 36.70, df = 4 (P < 0.00001); I2 = 89%
Test for overall effect: Z =2.33 (P = 0.02)

3.2.2 CBT (group), general

Lyneham 2012 -1.65456775 0.64406203 7 6 10.7% -1.65[-2.92, -0.39] -
Subtotal (95% CI) 7 6 10.7%  -1.65[-2.92,-0.39] ’
Heterogeneity: Not applicable

Test for overall effect: Z =2.57 (P = 0.01)

3.2.3 CBT (individual), specific

Melfsen 2011 -0.69268048 0.3107244 21 23 13.8%  -0.69[-1.30, -0.08] ]
Subtotal (95% CI) 21 23 13.8%  -0.69[-1.30,-0.08] 4

Heterogeneity: Not applicable
Test for overall effect: Z = 2.23 (P = 0.03)

3.2.4 CBT (individual), general

Spence 2011 -0.27666932 0.43020113 12 10 12.8% -0.28 [-1.12, 0.57] T
Subtotal (95% Cl) 12 10 12.8% -0.28[-1.12, 0.57] ‘

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

Total (95% CI) 145 90 100.0%  -1.20[-1.97,-0.43] ‘

Heterogeneity: Tau2 = 1.03; Chi2 = 44.38, df = 7 (P < 0.00001); 12 = 84% '4 '2 0 é
Test for overall effect: Z = 3.05 (P = 0.002) Favours CBT Favours waitlist
Test for subgroup differences: Chi2 = 4.40, df = 3 (P = 0.22), 12 = 31.8%

Self-rated symptoms of social anxiety at follow-up

CBT Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
3.3.2 CBT (group), specific
Sanchez-Garcia 2009 -3.38927682 0.50602636 28 13 45.7% -3.39 [-4.38, -2.40] a4
Sanchez-Garcia 2009 -2.81975258 0.4642412 29 13 54.3% 2.82[373,-191] —W—
Subtotal (95% CI) 57 26 100.0%  -3.08 [-3.75, -2.41]

Heterogeneity: Tau2 = 0.00; Chi2 = 0.69, df = 1 (P = 0.41); I2= 0%
Test for overall effect: Z = 9.00 (P < 0.00001)

Total (95% Cl) 57 26 1000%  -3.08[-375 -241] @

Heterogeneity: Tau? = 0.00; Chi2 = 0.69, df = 1 (P = 0.41); I2= 0% ! ! !

-4 -2 0 2
Test for overall effect: Z = 9.00 (P < 0.00001) Favours CBT Favours waitlist

Test for subaroup differences: Not applicable

Social Anxiety Disorder: Appendix 17 (December 2012) 6





DRAFT FOR CONSULTATION

Parent-rated symptoms of social anxiety at post-treatment

CBT Waitlist Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
3.4.1 CBT (group), general
Lyneham 2012 6.71 5529 7 1017  4.956 6 35.8% -0.61 [-1.74, 0.52] —
Subtotal (95% CI) 7 6 35.8% -0.61[-1.74, 0.52] ‘
Heterogeneity: Not applicable
Test for overall effect: Z =1.06 (P = 0.29)
3.4.2 CBT (individual), general
Spence 2011 8.9167 3.44986 12 9.3 3.26769 10 64.2% -0.11[-0.95, 0.73] 1
Subtotal (95% CI) 12 10 64.2% -0.11[-0.95, 0.73]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.26 (P = 0.80)
Total (95% CI) 19 16 100.0% -0.29 [-0.96, 0.38] ?

f ;

-2 0

Heterogeneity: Tau2 = 0.00; Chi2 = 0.49, df = 1 (P = 0.48); 2= 0%
Test for overall effect: Z = 0.84 (P = 0.40)
Test for subaroup differences: Chi2 = 0.49, df = 1 (P = 0.48), 2= 0%

2 4
Favours CBT Favours waitlist

7.5.1 COGNITIVE BEHAVIOURAL THERAPIES COMPARED WITH

PSYCHOLOGICAL PLACEBO

Clinician-rated recovery at post-treatment

CBT Psychological placebo

Risk Ratio (Non-event)

Risk Ratio (Non-event)

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.1.1 CBT (group), specific

Masia-Warner 2007 10 19 0 17 17.8% 0.49[0.31, 0.78] -

Beidel 2000 20 36 31 20.2% 0.46 [0.32, 0.67] - &

Herbert 2009 3 23 2 13 22.3% 1.03[0.78, 1.36] -
Subtotal (95% Cl) 78 61 60.3% 0.62[0.33, 1.16] ”

Total events 33 3

Heterogeneity: Tau? = 0.27; Chi2 = 17.34, df = 2 (P = 0.0002); I = 88%
Test for overall effect: Z=1.49 (P = 0.14)

4.1.2 CBT (group), general

Hudson 2009 4 12 4 15 17.0%
Subtotal (95% ClI) 12 15 17.0%
Total events 4 4

Heterogeneity: Not applicable

Test for overall effect: Z=0.37 (P =0.71)

4.1.3 CBT (individual), specific

Herbert 2009 5 24 1 13 22.8%
Subtotal (95% CI) 24 13 22.8%
Total events 5 1

Heterogeneity: Not applicable

Test for overall effect: Z = 1.17 (P = 0.24)

Total (95% CI) 114 89 100.0%
Total events 42 8

Heterogeneity: Tau? = 0.12; Chi2 = 19.47, df = 4 (P = 0.0006); 12 = 79%
Test for overall effect: Z = 1.84 (P = 0.07)
Test for subgroup differences: Chiz = 1.01, df =2 (P = 0.60), 12 = 0%

0.91[0.55, 1.50]
0.91[0.55, 1.50]

0.86 [0.66, 1.11]
0.86 [0.66, 1.11]

0.72 [0.51, 1.02]

T T T T
05 0.7 1 15 2

Favours CBT Favours Psychological pl:
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Clinician-rated recovery at follow-up

CBT Psychological placebo Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
4.2.1 CBT (group), specific
Masia-Warner 2007 11 19 1 17  18.3% 0.45 [0.26, 0.77] -
Herbert 2009 7 23 2 13 25.4% 0.82[0.58, 1.17] — &
Subtotal (95% ClI) 42 30 43.8% 0.63[0.33, 1.18] ”
Total events 18 3

Heterogeneity: Tau? = 0.16; Chi? = 3.85, df = 1 (P = 0.05); I2 = 74%
Test for overall effect: Z = 1.46 (P = 0.15)

4.2.2 CBT (group), general

Hudson 2009 3 12 2 15 24.3% 0.87 [0.59, 1.27] —
Subtotal (95% CI) 12 15 24.3% 0.87 [0.59, 1.27] -
Total events 3 2

Heterogeneity: Not applicable
Test for overall effect: Z=0.74 (P = 0.46)

4.2.3 CBT (individual) specific

Herbert 2009 2 24 1 13 31.9% 0.99 [0.81, 1.21]
Subtotal (95% ClI) 24 13 31.9% 0.99 [0.81, 1.21]
Total events 2 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.07 (P = 0.94)

Total (95% CI) 78 58 100.0% 0.79[0.57, 1.10] P

Total events 23 6
1 1 1 1
Heterogeneity: Tau? = 0.08; Chi2 = 10.86, df = 3 (P = 0.01); 12=72% T T T T
05 0.7 1 15 2

Test for overall effect: Z = 1.39 (P = 0.16)

Favours CBT Favours psychological pl
Test for subaroup differences: Chiz = 2.07, df = 2 (P = 0.36), I2=3.3%

Self-rated symptoms of social anxiety at post-treatment

CBT Psychological placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
4.3.1 CBT (group), specific
Masia-Warner 2007 -1.55286663 0.4041996 17 15 19.2% -1.55 [-2.35, -0.76] -
Herbert 2009 0.13221809 0.35999615 22 12 20.6% 0.13[-0.57, 0.84] o
Beidel 2000 -0.9089535 0.30264715 30 20 22.5% -0.91 [-1.50, -0.32] —
Subtotal (95% CI) 69 47 62.2% -0.77 [-1.67,0.14] ’

Heterogeneity: Tau? = 0.51; Chi2 = 10.23, df = 2 (P = 0.006); 12 = 80%
Test for overall effect: Z = 1.66 (P = 0.10)

4.3.2 CBT (group), general

Hudson 2009 -0.46078815 0.47443478 7 13 17.0% -0.46 [-1.39, 0.47] ]
Subtotal (95% CI) 7 13 17.0% -0.46 [-1.39, 0.47] ‘
Heterogeneity: Not applicable

Test for overall effect: Z=0.97 (P = 0.33)

4.3.3 CBT (individual), specific

Herbert 2009 -0.01152173 0.35627594 23 12 20.7% -0.01[-0.71, 0.69] —
Subtotal (95% CI) 23 12 20.7% -0.01[-0.71, 0.69] ‘
Heterogeneity: Not applicable

Test for overall effect: Z = 0.03 (P = 0.97)

Total (95% CI) 99 72 100.0% -0.56 [-1.16, 0.04] ’

! 1 1 ]
Heterogeneity: Tau? = 0.33; Chi2 = 13.47, df = 4 (P = 0.009); 12 = 70% '4 '2 o é 4'
Test for overall effect: Z=1.81 (P = 0.07)

Favours CBT Favours placebo
Test for subaroup differences: Chiz = 1.77, df = 2 (P = 0.41), 2= 0%
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Self-rated symptoms of social anxiety at follow-up

CBT Psychological placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
4.4.1 CBT (group), specific
Herbert 2009 -1.3030128 0.4059141 15 15 24.8% -1.30 [-2.10, -0.51] —
Masia-Warner 2007 -0.25866566 0.36037324 22 12 26.8% -0.26 [-0.96, 0.45] —
Subtotal (95% CI) 37 27 51.6% -0.76 [-1.79, 0.26] ”

Heterogeneity: Tau? = 0.40; Chi2 = 3.70, df = 1 (P = 0.05); I2= 73%
Test for overall effect: Z = 1.46 (P = 0.14)

4.4.2 CBT (group), general

Hudson 2009 -0.92793347 0.48843482 8 11 21.5% -0.93[-1.89, 0.03]
Subtotal (95% CI) 8 11 21.5% -0.93[-1.89, 0.03]
Heterogeneity: Not applicable

Test for overall effect: Z =1.90 (P = 0.06)

4.4.3 CBT individual, specific

Herbert 2009 0.18906067 0.35689331 23 12 26.9% 0.19 [-0.51, 0.89]
Subtotal (95% CI) 23 12 26.9% 0.19 [-0.51, 0.89]
Heterogeneity: Not applicable

Test for overall effect: Z = 0.53 (P = 0.60)

Total (95% Cl) 68 50 100.0% -0.54[-1.21, 0.13]

Heterogeneity: Tau? = 0.31; Chi? = 8.84, df = 3 (P = 0.03); I12 = 66%
Test for overall effect: Z=1.58 (P = 0.11)
Test for subaroup differences: Chi2 = 4.31, df =2 (P = 0.12), |12 = 53.6%

<&

1
-4 2 0 2 4

Favours CBT Favours placebo

Parent-rated symptoms of social anxiety at post-treatment

CBT Psychological placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
4.5.1 CBT group specific
Herbert 2009 58.73 14.25 22 55.53 15.55 12 27.5% 0.21 [-0.49, 0.92]
Masia-Warner 2007 55.6 5.9178 17 55.6 6.2089 15 28.4% 0.00 [-0.69, 0.69]
Subtotal (95% CI) 39 27  55.9% 0.10[-0.39, 0.60]

Heterogeneity: Tau? = 0.00; Chi2=0.18, df = 1 (P = 0.67); 12= 0%
Test for overall effect: Z=0.41 (P = 0.68)

4.5.2 CBT group general

Hudson 2009 671 3.2 7 6.57  4.345 14 16.6% 0.03[-0.87, 0.94]
Subtotal (95% CI) 7 14 16.6% 0.03 [-0.87, 0.94]

Heterogeneity: Not applicable
Test for overall effect: Z=0.07 (P = 0.94)

4.5.3 CBT individual

Herbert 2009 62.87 16.15 23 55.53 15.55 12 27.4% 0.45 [-0.26, 1.16]
Subtotal (95% CI) 23 12 27.4% 0.45[-0.26, 1.16]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.25 (P = 0.21)

Total (95% CI) 69 53 100.0% 0.19 [-0.18, 0.56]

¢

_r

Heterogeneity: Tau? = 0.00; Chi2 = 0.92, df = 3 (P = 0.82); I12= 0% f
Test for overall effect: Z = 0.99 (P = 0.32)
Test for subaroup differences: Chi2 = 0.75, df = 2 (P = 0.69), 12 = 0%

-2 0 2 4
Favours CBT Favours placebo
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Parent-rated symptoms of social anxiety at follow-up

CBT Psychological placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% CI
4.6.1 CBT group specific
Masia-Warner 2007 463 46152 15 522 5.0794 15  25.0% -1.18 [-1.97, -0.40] —
Herbert 2009 61.08 12.88 22 47 14.21 12 25.4% 1.03[0.28, 1.78] i
Subtotal (95% CI) 37 27 504%  -0.07[-2.24,2.09] —al

Heterogeneity: Tau? = 2.29; Chi2 = 15.97, df = 1 (P < 0.0001); 12 = 94%

Test for overall effect: Z = 0.07 (P = 0.95)

4.6.2 CBT group general

Hudson 2009 6.38 2.615 8
Subtotal (95% CI) 8

Heterogeneity: Not applicable
Test for overall effect: Z = 0.11 (P = 0.91)

4.6.3 CBT individual

Herbert 2009 57.4 18.32 23
Subtotal (95% CI) 23
Heterogeneity: Not applicable

Test for overall effect: Z = 1.64 (P = 0.10)
Total (95% CI) 68

6.17 4.509 12 23.8%
12 23.8%

47 14.21 12 25.8%
12 25.8%

51 100.0%

Heterogeneity: Tau? = 0.79; Chi2 = 17.91, df = 3 (P = 0.0005); 12 = 83%

Test for overall effect: Z = 0.27 (P = 0.79)

Test for subaroup differences: Chiz = 1.03, df = 2 (P = 0.60), I2= 0%

0.05 [-0.84, 0.95]
0.05 [-0.84, 0.95]

0.60 [-0.12, 1.31]
0.60 [-0.12, 1.31]

0.13[-0.82, 1.09]

¢

-2 0 2 4
Favours CBT Favours placebo

7.5.1 COGNITIVE BEHAVIOURAL THERAPY COMPARED WITH

PILL PLACEBO

Recovery at post-treatment

Pill placebo

Events

Total Weight M-H,

Risk Ratio (Non-event)

Random, 95% ClI

Risk Ratio (Non-event)
M-H, Random, 95% CI

CBT
Study or Subgroup Events Total
Beidel 2007 30 59
Total (95% ClI) 59
Total events 30

Heterogeneity: Not applicable

1 37 100.0%

37 100.0%

Test for overall effect: Z = 5.05 (P < 0.00001)

Self-rated symptoms of social anxiety

0.51[0.39, 0.66]

0.51[0.39, 0.66]

0507 1 15 2
Favours CBT Favours placebo
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CBT Pill placebo Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI

Std. Mean Difference
IV, Random, 95% ClI

Beidel 2007 17.2 9.8 57 195 11 32 100.0% -0.22 [-0.66, 0.21]

Total (95% CI) 57 32 100.0% -0.22 [-0.66, 0.21]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.00 (P = 0.32)

T T = 1
-2 0 2 4
Favours CBT Favours placebo

7.5.1 COGNITIVE BEHAVIOURAL THERAPY COMPARED WITH

CBT PLUS PARENT ANXIETY MANAGEMENT

Recovery at post-treatment

Risk Ratio
M-H, Random, 95% CI

CBT CBT parent Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
Hudson 2012 5 20 4 21 100.0% 1.31[0.41, 4.20]
Total (95% CI) 20 21 100.0% 1.31[0.41, 4.20]
Total events 5 4

Heterogeneity: Not applicable
Test for overall effect: Z = 0.46 (P = 0.65)

Recovery at follow-up

CBT CBT parent Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI

v

0507 1 152
Favours CBT Favours CBT parer

Risk Ratio
M-H, Random, 95% CI

Hudson 2012 7 20 6 21 100.0% 1.23[0.50, 3.02]
Total (95% CI) 20 21 100.0% 1.23[0.50, 3.02]
Total events 7 6

Heterogeneity: Not applicable
Test for overall effect: Z = 0.44 (P = 0.66)

1 1
0507 1 152

Favours CBT Favours CBT parer

Self-rated symptoms of social anxiety at post-treatment

CBT CBT parent Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

Hudson 2012 6.13 4.288 16 5.44 2617 18 100.0% 0.19 [-0.48, 0.87]

Total (95% Cl) 16 18 100.0% 0.19 [-0.48, 0.87]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.58)

T T I 1
-2 0 2 4
Favours CBT Favours CBT parent

Social Anxiety Disorder: Appendix 17 (December 2012)
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Self-rated symptoms of social anxiety at follow-up

CBT CBT parent Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI 1V, Random, 95% CI
Hudson 2012 6.69 4.332 16 4.43 3.081 14 100.0% 0.58 [-0.16, 1.31]
Total (95% CI) 16 14 100.0% 0.58[-0.16, 1.31]
I ] ] ]
Heterogeneity: Not applicable I I I I 1
o] ty pp -4 -2 0 2 4

Test for overall effect: Z=1.54 (P = 0.12) Favours CBT Favours CBT paren

Parent-rated symptoms of social anxiety at post-treatment

CBT CBT parent Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Hudson 2012 747 2232 15 7.83 3.185 18 100.0% -0.13 [-0.81, 0.56]
Total (95% CI) 15 18 100.0% -0.13 [-0.81, 0.56]
I ] ] ]
Heterogeneity: Not applicable ! T ) T 1
genetty PP -4 -2 0 2 4

Test for overall effect: Z=0.36 (P =0.72) Favours CBT Favours CBT paren

Parent-rated symptoms of social anxiety at follow-up

CBT CBT parent Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Hudson 2012 7.44 3.759 16 6.62 3.124 13 100.0% 0.23[-0.51, 0.96]
Total (95% CI) 16 13 100.0% 0.23[-0.51, 0.96]
I ] ] ]
Heterogeneity: Not applicable ! T ) T 1
genetty P -4 -2 0 2 4

Test for overall effect: Z=0.61 (P = 0.54) Favours CBT Favours CBT parent

7.5.1 GROUP CBT COMPARED WITH GROUP CBT PLUS
INDIVIDUAL CBT

Recovery at post-treatment (group CBT compared with 12 individual CBT
sessions)

CBT group CBT group + 12 individual Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Olivares 2008 5 18 9 19 100.0% 1.37[0.82, 2.29] ]
Total (95% Cl) 18 19 100.0% 1.37[0.82, 2.29] ‘
Total events 5 9
1 1 1 1
T T

Heterogeneity: Not applicable
Test for overall effect: Z = 1.21 (P = 0.23)

T T
05 07 1 15 2
Favours CBT group Favours CBT group + 12 indiv

Recovery at post-treatment (group CBT compared with 6 individual CBT
sessions)

Social Anxiety Disorder: Appendix 17 (December 2012) 12
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CBT group CBT group + 6 individual Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight  M-H, Random, 95% CI M-H, Random, 95% CI
Olivares 2008 5 18 8 20 100.0% 1.20[0.76, 1.90]
Total (95% CI) 18 20 100.0% 1.20[0.76, 1.90] ‘
Total events 5 8
1
T

Heterogeneity: Not applicable
Test for overall effect: Z=0.79 (P = 0.43)

T T T
05 07 1 15 2

Favours CBT group Favours CBT group + 6 indiv

Self-rated symptoms of social anxiety at post-treatment (group CBT
compared with 12 individual CBT sessions)

CBT group CBT group + 12 individual

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

Olivares 2008 0.49749868 0.33553324 18 19 100.0% 0.50 [-0.16, 1.16] B

Total (95% Cl) 18 19 100.0% 0.50 [-0.16, 1.16] <‘
I | | |
t t t 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.48 (P = 0.14)

-4 -2 0 2 4
Favours CBT group Favours CBT group + 12 indiv

Self-rated symptoms of social anxiety at post-treatment (group CBT
compared with 6 individual CBT sessions)

CBT group CBT 12 individual

Std. Mean Difference Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Olivares 2008 0.18100653 0.32582602 18 20 100.0% 0.18 [-0.46, 0.82]
Total (95% CI) 18 20 100.0% 0.18 [-0.46, 0.82]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.58)

-4 2 0 2 4
Favours group Favours 12 individua

Self-rated symptoms of social anxiety at follow-up (group CBT compared

with 12 individual CBT sessions)

CBT group CBT 12 inidividual

Std. Mean Difference Std. Mean Difference

Heterogeneity: Not applicable

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Olivares 2008 0.55296024 0.33766139 18 19 100.0% 0.55[-0.11, 1.21]
Total (95% CI) 18 19 100.0% 0.55[-0.11, 1.21] ‘
} } } i
0

Test for overall effect: Z = 1.64 (P = 0.10)

-4 -2 2 4
Favours group Favours individual

Self-rated symptoms of social anxiety at follow-up (group CBT compared

with 6 individual CBT sessions)

CBT group CBT group + 12 individual

Std. Mean Difference Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Olivares 2008 0.55296024 0.33766139 18 19 100.0% 0.55[-0.11, 1.21] 1
Total (95% CI) 18 19 100.0% 0.55[-0.11, 1.21] ‘
! } } ]
Heterogeneity: Not applicable ' T T !
9 y pp -4 -2 0 2 4

Test for overall effect: Z = 1.64 (P = 0.10)

Favours CBT group CBT group + 12 individua

Social Anxiety Disorder: Appendix 17 (December 2012)
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7.5.1 COGNITIVE BEHAVIOURAL THERAPY DELIVERED VIA
PARENTS COMPARED WITH WAITLIST

Clinician-rated recovery at post-treatment

CBT via parents Waitlist Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
6.1.1 CBT via parent, general
Cartwright-Hatton 2012 6 6 0 9 0.9% 0.08[0.01, 1.09] 7
Lyneham 2012 4 11 1 7 15.9% 0.74 [0.43, 1.27] - T 1
Thirlwall 2012 3 11 1 8 20.6% 0.83[0.53, 1.30] B
Thirlwall 2012 3 13 1 9 252% 0.87[0.59, 1.26] - &
Subtotal (95% Cl) a1 33 62.6% 0.77[0.50, 1.18] e .
Total events 16 3

Heterogeneity: Tau2 = 0.09; Chi2 = 6.51, df = 3 (P = 0.09); 12 = 54%
Test for overall effect: Z = 1.20 (P = 0.23)

6.1.2 CBT via parent, no support

Rapee 2006 4 21 1 16 37.4% 0.86 [0.68, 1.10] —
Subtotal (95% CI) 21 16 37.4% 0.86[0.68, 1.10] ‘
Total events 4 1

Heterogeneity: Not applicable
Test for overall effect: Z=1.18 (P = 0.24)

Total (95% Cl) 62 49 100.0% 0.82[0.64, 1.06] <P

Total events 20 4
| | | |

Heterogeneity: Tau2 = 0.03; Chi2 =6.39, df =4 (P = 0.17); 12=37% T T

Test f Il effect: Z = 1.54 (P = 0.12 0507 1 152
estfor overall effect: 2 =1.54 (P = 0.12) Favours CBT Favours waitlist

Test for subaroup differences: Chiz = 0.20, df = 1 (P = 0.65), 12= 0%

Social Anxiety Disorder: Appendix 17 (December 2012) 14
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Clinician-rated recovery at follow-up

CBT via parents Waitlist
Study or Subgroup Events Total Events Total Weight

Risk Ratio (Non-event)
M-H, Random, 95% CI

Risk Ratio (Non-event)

M-H, Random, 95% ClI

6.2.1 CBT via parent, general

Cartwright-Hatton 2012 4 6 2 9 40.4%
Subtotal (95% CI) 6 9 40.4%
Total events 4 2

Heterogeneity: Not applicable
Test for overall effect: Z = 1.40 (P = 0.16)

6.2.2 CBT via parent, no support

Rapee 2006 1 21 1 16 59.6%
Subtotal (95% CI) 21 16 59.6%
Total events 1 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.19 (P = 0.85)

Total (95% ClI) 27 25 100.0%
Total events 5 3

Heterogeneity: Tau2 = 0.75; Chi2 = 5.02, df = 1 (P = 0.03); I12= 80%

Test for overall effect: Z = 0.50 (P = 0.62)

Test for subaroup differences: Chi2 = 2.00, df = 1 (P = 0.16), 12 = 50.1%

Self-rated symptoms of social anxiety at post-treatment

0.43[0.13, 1.40] ¢

0.43[0.13, 1.40]

1.02[0.87, 1.19]
1.02[0.87, 1.19]

s

0.72[0.19, 2.67]

CBT via parent Waitlist

Study or Subgroup Std. Mean Difference SE Total Total Weight

Std. Mean Difference

0507 1 15 2

Favours CBT Favours waitlist

1V, Random, 95% ClI

Std. Mean Difference
1V, Random, 95% ClI

6.3.1 CBT via parent, general

Thirlwall 2012 0.87 0.75252525 4
Lyneham 2012 -0.90964668 0.58425087 7
Thirlwall 2012 -0.13 0.46464646 8
Subtotal (95% CI) 19

Heterogeneity: Tau? = 0.26; Chiz2 = 3.52, df =2 (P = 0.17); 12 = 43%
Test for overall effect: Z=0.33 (P = 0.74)

Total (95% ClI) 19
Heterogeneity: Tau2 = 0.26; Chi2 = 3.52, df = 2 (P = 0.17); 12 = 43%

Test for overall effect: Z = 0.33 (P = 0.74)

Test for subgroup differences: Not applicable

5 24.4%
6 33.4%

6 42.2%
17 100.0%

17 100.0%

0.87 [-0.60, 2.34]
-0.91 [-2.05, 0.24]

-0.13[-1.04, 0.78]
-0.15[-1.03, 0.73]

-0.15[-1.03, 0.73]

—_——
—_—1

$-

Favours CBT Favours waitlist
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Parent-rated symptoms of social anxiety at post-treatment

CBT via parent Waitlist

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

6.4.1 CBT via parent, general

Thirlwall 2012 -0.32165879 0.64949202 4 5 20.5% -0.32 [-1.59, 0.95] —

Lyneham 2012 -1.01532169  0.5909086 7 6 24.7% -1.02 [-2.17, 0.14] — 7

Cartwright-Hatton 2012 -0.20059531 0.58425087 6 9 25.3% -0.20 [-1.35, 0.94]

Thirlwall 2012 -0.04814766 0.54013837 8 6 29.6% -0.05 [-1.11, 1.01]

Subtotal (95% CI) 25 26 100.0% -0.38 [-0.96, 0.19]

Heterogeneity: Tau? = 0.00; Chi2 = 1.64, df = 3 (P = 0.65); 12= 0%

Test for overall effect: Z = 1.30 (P = 0.19)

Total (95% Cl) 25 26 100.0% -0.38 [-0.96, 0.19]

Heterogeneity: Tau? = 0.00; Chi2 = 1.64, df = 3 (P = 0.65); 12=0% f f i f 1
-4 2 0 2 4

Test for overall effect: Z = 1.30 (P = 0.19)

Test for subaroup differences: Not applicable

Parent-rated symptoms of social anxiety at follow-up

Favours CBT Favours waitlist

CBT via parent Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
6.5.1 CBT via parent, general
Cartwright-Hatton 2012 483 376 F TTE 349 9 100.0% -0.72 [-1.80,0.35]
Subtotal (95% CI) ] 9 100.0% -0.72 [-1.80, 0.35]
Heterageneity: Mot applicable
Test for overall effect Z=1.31(F=0.19)
Total (95% CI) ] 9 100.0% -0.72 [-1.80, 0.35]

Heterogeneity: Mot applicable

2 2

T
- - -4 a 4
Test for averall effec.t. Z=131(F=01 9? Favours CBT  Favours waitlist
Testfor subaroup diferences: Mot applicable
7.5.2 Cognitive behavioural therapy delivered via parents compared with
self-help
Self-rated symptoms of social anxiety at post-treatment
CBT Self-help Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
8.1.1 CBT (group), general vs book for parents with support
Lyneham 2012 3.43  3.155 7 429 2928 7 34.9% -0.26 [-1.32, 0.79] —
Subtotal (95% CI) 7 7 34.9% -0.26 [-1.32, 0.79] ‘
Heterogeneity: Not applicable
Test for overall effect: Z=0.49 (P = 0.62)
8.1.2 CBT (individual), general vs internet with support
Spence 2011 6.3333 3.08466 12 5.9286 3.04995 14 65.1% 0.13 [-0.64, 0.90]
Subtotal (95% Cl) 12 14  65.1% 0.13[-0.64, 0.90]
Heterogeneity: Not applicable
Test for overall effect: Z =0.32 (P = 0.75)
Total (95% Cl) 19 21 100.0% -0.01 [-0.63, 0.61] ?
Heterogeneity: Tau? = 0.00; Chi? = 0.35, df = 1 (P = 0.56); I? = 0% : : ' : :
-4 2 0 2 4

Test for overall effect: Z = 0.03 (P = 0.98)
Test for subaroup differences: Chiz = 0.35, df = 1 (P = 0.56), 12 = 0%

Favours CBT Favours self-help

Parent-rated symptoms of social anxiety at post-treatment
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CBT Self-help Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI 1V, Random, 95% ClI

8.3.1 CBT (group), general vs book for parents with support

Lyneham 2012 671 5529 7 571 3861 7 35.9% 0.20 [-0.85, 1.25]
Subtotal (95% Cl) 7 7 35.9% 0.20 [-0.85, 1.25]

Heterogeneity: Not applicable
Test for overall effect: Z=0.37 (P = 0.71)

8.3.2 CBT (individual), general vs internet with support

Spence 2011 8.0167 3.44986 12 8.2308 2.7735 13 64.1% 0.21[-0.57, 1.00]
Subtotal (95% Cl) 12 13 64.1% 0.21[-0.57, 1.00]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.53 (P = 0.60)

Total (95% Cl) 19 20 100.0% 0.21[-0.42, 0.84] ?
1

Heterogeneity: Tau2 = 0.00; Chi2 = 0.00, df =1 (P = 0.98); I2= 0% '4 '2 (') é 4'
Test for overall effect: Z = 0.64 (P = 0.52) Favours CBT Favours self-help
Test for subaroup differences: Chiz = 0.00, df = 1 (P = 0.98), 12 = 0%

Self-rated symptoms of social anxiety at follow-up

CBT Self-help Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Heterogeneity: Not applicable I ) |2

Favours CBT Favours self-help

8.2.1 CBT (group), general vs book for parents with support
Lyneham 2012 6.71 5.529 7 571 3.861 7 100.0% 0.20 [-0.85, 1.25]
Subtotal (95% CI) 7 7 100.0% 0.20 [-0.85, 1.25]
Heterogeneity: Not applicable
Test for overall effect: Z=0.37 (P =0.71)
Total (95% CI) 7 7 100.0% 0.20 [-0.85, 1.25]
' ' . : |
0 2 4

Test for overall effect: Z=0.37 (P = 0.71)

Test for subgroup differences: Not applicable

Parent-rated symptoms of social anxiety at follow-up

CBT Self-help Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

8.4.1 CBT (group), general vs book for parents with support
Lyneham 2012 54 3.13 5 567 4.131 6 100.0% -0.07 [-1.25, 1.12]
Subtotal (95% CI) 5 6 100.0% -0.07 [-1.25, 1.12]
Heterogeneity: Not applicable
Test for overall effect: Z=0.11 (P = 0.91)
Total (95% CI) 5 6 100.0% -0.07 [-1.25, 1.12]
I ] ] ]
Heterogeneity: Not applicable ! T ) ) 1
9 Y PP -4 -2 0 2 4

Test for overall effect: Z=0.11 (P = 0.91)

Test for subaroup differences: Not applicable

Favours CBT Favours self-help
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7.5.3 SELF-HELP COMPARED WITH WAITLIST

Clinician-rated recovery at post-treatment

Self-help Waitlist Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
March 2009 2 11 2 11 46.1% 1.00 [0.67, 1.48]
Spence 2011 4 14 0 10 53.9% 0.73[0.51, 1.05]
Total (95% Cl) 25 21 100.0% 0.85[0.62, 1.15]
Total events 6 2

Heterogeneity: Tauz = 0.01; Chi2=1.31, df = 1 (P = 0.25); I12= 24% T J U

Test f Il effect: Z = 1.08 (P = 0.2 0507 1 152
est for overall effect: Z = 1.08 (P = 0.28) Favours self-help  Favours waitlist

Self-rated symptoms of social anxiety at post-treatment

Self-help Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% ClI
7.2.2 Internet supported for CYP/CYP+ parents, general
March 2009 0.63441414 0.46052387 9 11 33.9% 0.63[-0.27, 1.54] T
Spence 2011 -0.40905819 0.41822791 14 10 35.0% -0.41[-1.23, 0.41] —&
Subtotal (95% CI) 23 21  68.9% 0.09 [-0.93, 1.12] ‘

Heterogeneity: Tau? = 0.35; Chi2 = 2.81, df = 1 (P = 0.09); 12 = 64%
Test for overall effect: Z =0.18 (P = 0.86)

7.2.4 Internet supported for CYP, specific

Tillfors 2011 -1.73 0.56565657 9 9 311%  -1.73[-2.84,-0.62] —
Subtotal (95% CI) 9 9 311%  -1.73[-2.84,-0.62] e

Heterogeneity: Not applicable
Test for overall effect: Z = 3.06 (P = 0.002)

Total (95% CI) 32 30 100.0% -0.47 [-1.71, 0.78] ’
1 1 1
T

Heterogeneity: Tau? = 0.97; Chi2 = 10.54, df = 2 (P = 0.005); |2 = 81% '4 '2 (') ;
Test for overall effect: 2 = 0.73 (P = 0.46) Favours self-help  Favours waitlist
Test for subaroup differences: Chiz = 5.63, df = 1 (P = 0.02), 12 = 82.2%

Parent-rated symptoms of social anxiety at post-treatment

Self-help Waitlist Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
7.3.2 Internet supported for CYP/CYP+parents
March 2009 8 5.17204 9 9.2727 2.24013 11 46.7% -0.32[-1.21, 0.57] ——
Spence 2011 8.2308 2.7735 13 9.3 3.26769 10 53.3% -0.34 [-1.18, 0.49] ——
Subtotal (95% CI) 22 21 100.0% -0.33[-0.94, 0.27] ‘

Heterogeneity: Tau? = 0.00; Chi2 = 0.00, df =1 (P = 0.97); 2= 0%
Test for overall effect: Z = 1.07 (P = 0.28)

Total (95% CI) 22 21 100.0% -0.33[-0.94, 0.27] q
1 1

Heterogeneity: Tau2 = 0.00; Chi2 = 0.00, df =1 (P = 0.97); 2= 0% '4 '2 (') é
Test for overall effect: Z = 1.07 (P = 0.28) Favours self-help  Favours waitlist
Test for subaroup differences: Not applicable
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APPENDIX 18: RELAPSE PREVENTIONS (ADULTS) -STUDY CHARACTERISTICS TABLE

6.6.7 CONTINUED PHARMACOTHERAPY FOR RELAPSE PREVENTION

Study Country | Interview | Age | % % % N N Group Dose | Freq | Dur
Female | White | Med | Rand | Post
Selective Serotonin Reuptake Inhibitors (SSRIs)
Paroxetine
KUMAR1999 USA NR 35 38% 8670% | NR 28 28 Pill Placebo N/A |7 16
27 27 Paroxetine 0 7 16
STEIN2002b BEL; MINI 38 60% 93% 0% 161 161 Pill Placebo N/A |7 24
BRA; (DSM-1V) 162 162 Paroxetine 36.5 7 24
CAN;
ESP;
FRA;
GBR;
IRL; ITA,
NED,
RSA
Escitalopram
MONTGOMERY2005 Multiple | ND: LSAS | 37 72% 95% 0% 181 181 Pill Placebo N/A |7 24
191 190 Escitalopram 17.789 | 7 24
5
Sertraline
VAN-AMERINGEN2001 CAN SCID 36 0.44 0.93 0 69 69 Pill Placebo N/A |7 20
(DSM-1V) 135 134 Sertraline 146.7 |7 20
Anticonvulsants
Pregablin
GREIST2011 USA MINI 35 45% 80% 0% 73 72 Pill Placebo N/A |7 26
(DSM-1V) 80 78 Pregabalin 450 7 26
(450mg)
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APPENDIX 19: INTERVENTIONS FOR CHILDREN AND YOUNG PEOPLE - GRADE PROFILES

SSRI/SNRI COMPARED WITH PILL PLACEBO FOR SOCIAL ANXIETY DISORDER IN CHILDREN AND

YOUNG PEOPLE
Quality assessment No of patients Effect
Quality[Importance
ls\isc;)ifes Design 511:: of Inconsistency (Indirectness |[Imprecision g)trl:seiilerations SSRI/SNRI giilcebo f;;l;:l(‘:}f) Absolute
Recovery at PT (clinican)
3 randomised |[no no serious no serious serious! reporting bias? 43/208 12/194 [RR0.85 |9 fewer per |®@®00
trials serious |inconsistency |indirectness (20.7%) (6.2%) |(0.78to {1000 (from 5 |[LOW
risk of 0.92) fewer to 14
bias fewer)
8 fewer per
o 1000 (from 4
o-4% fewe1f to 12
fewer)
Social anxiety at PT (self) (Better indicated by lower values)
3 randomised [no no serious no serious  [serious! reporting bias? [295 300 - SMD 0.53 DD00
trials serious [inconsistency |indirectness lower (0.69 to [LOW
risk of 0.36 lower)
bias

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Few trials were identified, trials in this area have not been registered, and previous reviews of medication for children and young people finds evidence of
important differences between published and unpublished studies.
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SSRI/SNRI COMPARED WITH PILL PLACEBO (CHILDREN WITH MUTISM) FOR SOCIAL ANXIETY
DISORDER IN CHILDREN AND YOUNG PEOPLE

Quality assessment No of patients Effect
Pill placebo ] Quality Importance
No of Risk of Other (children RGBT
. |Design . Inconsistency |(Indirectness [Imprecision : g SSRI/SNRI| ", (95%  |Absolute
studies bias considerations with CI)
mutism)
Social anxiety at PT (parent) (Better indicated by lower values)
1 randomised [serious’ [no serious no serious  [serious? reporting bias® |6 9 - SMD 0.74  |®@000
trials inconsistency |indirectness lower (1.81 |VERY
lower to 0.32 [LOW
higher)

1 Methods poorly described.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials were identified, trials in this area have not been registered, and previous reviews of medication for children and young people finds evidence of
important differences between published and unpublished studies.

CBT COMPARED WITH WAIT LIST FOR SOCIAL ANXIETY DISORDER IN CHILDREN AND YOUNG

PEOPLE
Quality assessment e .Of Effect
patients ]
Quality[Importance

No of . Risk of . . . . _[Other Wait [Relative
studies Design bias Inconsistency [(Indirectness [Imprecision considerations CBT list  |(95% CI) Absolute
Recovery at PT (clinician)
7 randomised [no serious! no serious serious? none 51/123(3/94 |RR0.65 (11 fewer per DD00

trials serious indirectness (41.5%)((3.2%) |(0.5 to 1000 (from 5 LOW
Social Anxiety Disorder: Appendix 19 (December 2012) 2
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risk of 0.85) fewer to 16
bias fewer)
0% -
Social anxiety at PT (self) (Better indicated by lower values)
6 randomised [no serious? no serious serious? none 145 90 - SMD 1.2 lower |[®@®00
trials serious indirectness (1.97 to 0.43 LOW
risk of lower)
bias
Social anxiety at FU (self) (Better indicated by lower values)
1 randomised [no no serious no serious none 57 26 - SMD 3.08 lower |©@®00
trials serious |inconsistency [indirectness [serious? (3.75t0 2.41 LOW
risk of lower)
bias
Social anxiety at PT (parent) (Better indicated by lower values)
2 randomised [no no serious no serious none 19 16 - SMD 0.29 lower |@®00
trials serious |inconsistency [indirectness [serious? (0.96 lower to  |LOW
risk of 0.38 higher)
bias

1 No explanation was provided
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Substantial and significant heterogeneity.

CBT VS PSYCHOLOGICAL PLACEBO FOR SOCIAL ANXIETY DISORDER IN CHILDREN AND YOUNG

PEOPLE
Quality assessment No of patients Effect
Quality Importance
No of . Risk of . . . . |Other Psychological |Relative
studies Design bias Inconsistency |Indirectness (Imprecision considerations CBT o (95% CI) Absolute
Recovery at PT (clinician)
4 |randomised |no |seriou51 |n0 serious |seriou52 none |42 /114 |8 /89 |RR 0.72 |25 fewer [®@®00
Social Anxiety Disorder: Appendix 19 (December 2012) 3
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trials serious indirectness (36.8%)[(9%) (0.51to |per1000 |[LOW
risk of 1.02) (from 44
bias fewer to 2
more)
22 fewer
per 1000
7.7% (from 38
fewer to 2
more)
Recovery at FU (clinician)
3 randomised [no serious! no serious  |very none 23/78 |6/58 RR 0.79 |22 fewer [®0O00
trials serious indirectness |serious? (29.5%)((10.3%) (0.57to |per 1000  |[VERY LOW
risk of 1.1) (from 44
bias fewer to 10
more)
22 fewer
per 1000
10.5% (from 45
fewer to 11
more)
Social anxiety at PT (self) (Better indicated by lower values)
4 randomised [no serious! no serious  |serious? none 99 72 - SMD 0.56 [@®00
trials serious indirectness lower (1.16 |[LOW
risk of lower to
bias 0.04 higher)
Social anxiety at FU (self) (Better indicated by lower values)
3 randomised [no serious! no serious  [serious? none 68 50 - SMD 0.54 |©@®00
trials serious indirectness lower (1.21 |[LOW
risk of lower to
bias 0.13 higher)
Social anxiety at PT (parent) (Better indicated by lower values)
3 randomised [no no serious no serious  [serious? none 69 53 - SMD 0.19 |©®®0
trials serious [inconsistency |indirectness higher (0.18]MODERATE
Social Anxiety Disorder: Appendix 19 (December 2012) 4
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risk of lower to
bias 0.56 higher)
Social anxiety at FU (parent) (Better indicated by lower values)
3 randomised [no serious! no serious  [serious? none 68 51 - SMD 0.13 |®@®00
trials serious indirectness higher (0.82|LOW
risk of lower to
bias 1.09 higher)

1 Substantial and significant heterogeneity.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

CBT COMPARED WITH SSRI FOR SOCIAL ANXIETY DISORDER IN CHILDREN AND YOUNG PEOPLE

Quality assessment No of patients [Effect
Quality[Importance
ls\:t(;c;)iis Design {){11:: of Inconsistency [Indirectness [Imprecision g)trlllsfil;lerations CBT |SSRI :;‘;{)Zhgf) Absolute
Recovery at PT (clinician)
1 randomised [no no serious no serious very none 30/59 |7/43 |RR0.59 |67 fewer per D00
trials serious [inconsistency |indirectness |serious’ (50.8%)((16.3%)|(0.44 to 1000 (from 34 [LOW
risk of 0.79) fewer to 91
bias fewer)
67 fewer per
o 1000 (from 34
16.3% fewe1f to 91
fewer)
Social anxiety at PT (self) (Better indicated by lower values)
1 randomised [no no serious no serious serious! reporting bias? |57 33 - SMD 0.15 @00
trials serious [inconsistency [indirectness higher (0.27 LOW
risk of lower to 0.58
bias higher)
Social Anxiety Disorder: Appendix 19 (December 2012) 5
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1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Few trials were identified, trials in this area have not been registered, and previous reviews of medication for children and young people finds evidence of
important differences between published and unpublished studies.

CBT VIA PARENTS COMPARED WITH WAIT LIST FOR SOCIAL ANXIETY DISORDER IN CHILDREN

AND YOUNG PEOPLE
Quality assessment No of patients |Effect
Quality Importance
e o'f Design R.i sk of Inconsistency |Indirectness |[Imprecision Othe'r . ST Wait el s Absolute
studies bias considerations [parents |list |(95% CI)
Recovery at PT (clinician)
4 randomised |no no serious no serious very none 20/62 [4/49 |RRO0.82 [15fewer per |®@®00
trials serious [inconsistency |indirectness [serious! (32.3%) |(8.2%)|(0.64to 1000 (from 29 [LOW
risk of 1.06) fewer to 5
bias more)
20 fewer per
11.1% 1000 (from 40
fewer to 7
more)
Recovery at FU (clinician)
2 randomised [no serious? no serious very none 5/27 3/25 |[RR0.72 [34 fewer per |®0O00
trials serious indirectness |serious’ (18.5%) |(12%) |(0.19to  [1000 (from 97 [VERY
risk of 2.67) fewer to 200 |[LOW
bias more)
40 fewer per
o 1000 (from 115
14.2% fewelag to 237
more)
Social anxiety at PT (self) (Better indicated by lower values)
2 |randomised |no |no serious |n0 serious |Very none |19 |17 |— |SMD 0.15 Iower|®®00 |
Social Anxiety Disorder: Appendix 19 (December 2012) 6
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trials serious [inconsistency [indirectness [serious! (1.03 lower to  [LOW
risk of 0.73 higher)
bias
Social anxiety at PT (parent) (Better indicated by lower values)
3 randomised |no no serious no serious very none 25 26 - SMD 0.38 lower|®®00
trials serious [inconsistency [indirectness [serious! (0.96 lower to |LOW
risk of 0.19 higher)
bias
Social anxiety at FU (parent) (Better indicated by lower values)
1 randomised [no no serious no serious very none 6 9 - SMD 0.72 lower|®®00
trials serious [inconsistency [indirectness [serious! (1.8 lowerto  [LOW
risk of 0.35 higher)
bias

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Substantial and significant heterogeneity.

SELF-HELP COMPARED WITH WAIT LIST FOR SOCIAL ANXIETY DISORDER IN CHILDREN AND

YOUNG PEOPLE
Quality assessment No of patients(Effect
Quality[Importance
No of 0 Risk of 0 ] . . _[Other Self- Relative
studies Design bias Inconsistency |Indirectness |Imprecision o siame |l Control (95% CI) Absolute
Recovery at PT (clinician)
2 randomised |[no no serious no serious very none 6/25 [2/21 |RR0.85 |14 fewer per D00
trials serious [inconsistency |indirectness [serious! (24%) |(9.5%) |(0.62to (1000 (from 36 [LOW
risk of 1.15) fewer to 14
bias more)
14 fewer per
9.1% 1000 (from 35
fewer to 14
Social Anxiety Disorder: Appendix 19 (December 2012) 7
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| | | | [ jmore) ||
Social anxiety at PT (self) (Better indicated by lower values)
3 randomised [no serious? no serious serious! none 32 30 - SMD 0.47 lower |®®00
trials serious indirectness (1.71 lower to  |LOW
risk of 0.78 higher)
bias
Social anxiety at PT (parent) (Better indicated by lower values)
2 randomised |[no no serious no serious very none 22 21 - SMD 0.33 lower |©®00
trials serious [inconsistency |indirectness [serious! (0.94lower to |LOW
risk of 0.27 higher)
bias

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
2 Substantial and significant heterogeneity.

CBT COMPARED WITH CBT VIA PARENTS FOR SOCIAL ANXIETY DISORDER IN CHILDREN AND

YOUNG PEOPLE
Quality assessment No of patients|Effect
Quality[Importance
. . [Relative
e o.f Design R.l sk of Inconsistency [Indirectness [Imprecision Othe‘r . CBT T (95%  |Absolute
studies bias considerations parents CI)
Social anxiety at PT (self) (Better indicated by lower values)
2 randomised [no serious|no serious no serious very none 19 (21 - SMD 0.01 lower [@®00
trials risk of inconsistency  [indirectness |serious’ (0.63 lower to  [LOW
bias 0.61 higher)
Social anxiety at FU (self) (Better indicated by lower values)
1 randomised |no serious|no serious no serious very none 7 |7 - SMD 0.2 higher |[®@®00
trials risk of inconsistency  [indirectness [serious! (0.85lowerto  [LOW
bias 1.25 higher)
Social anxiety at PT (parent) (Better indicated by lower values)
Social Anxiety Disorder: Appendix 19 (December 2012) 8
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2 randomised [no serious|no serious no serious very none 19 |20 - SMD 0.21 higher [®@®00
trials risk of inconsistency  [indirectness |serious’ (0.421lowerto  |[LOW
bias 0.84 higher)
Social anxiety at FU (parent) (Better indicated by lower values)
1 randomised |no serious|no serious no serious very none 5 16 - SMD 0.07 lower [®®00
trials risk of inconsistency  |indirectness |[serious’ (1.25lowerto  |[LOW
bias 1.12 higher)

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

CBT COMPARED WITH PILL PLACEBO FOR SOCIAL ANXIETY DISORDER IN CHILDREN AND

YOUNG PEOPLE
Quality assessment No of patients (Effect
Quality[Importance
ls\igc;)ifes Design Ellasl( o2 Inconsistency [Indirectness [Imprecision S)tllllseizlerations CBT iji:llcebo :;esloztl(‘:fle) Absolute
Recovery at PT (clinician)
1 randomised |[serious! [no serious no serious serious? none 30/59 [1/37 RR 0.51 [13 fewer per D00
trials inconsistency [indirectness (50.8%)|(2.7%) 1(0.39to  [1000 (from9  [LOW
0.66) fewer to 16
fewer)
13 fewer per
o 1000 (from 9
27% fewer( to 16
fewer)
Social anxiety at PT (self) (Better indicated by lower values)
1 randomised [serious! [no serious no serious serious? none 57 32 - SMD 0.22 lower [®@®00
trials inconsistency  [indirectness (0.66 lower to  |LOW
0.21 higher)
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
Social Anxiety Disorder: Appendix 19 (December 2012) 9
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CBT COMPARED WITH CBT WITH PARENT ANXIETY MANAGEMENT FOR SOCIAL ANXIETY
DISORDER IN CHILDREN AND YOUNG PEOPLE

Quality assessment No of patients Effect
. Quality[Importance
e o'f Design R.i sk of Inconsistency (Indirectness [Imprecision Othe.r . CBT gz:r:: 1atrlllxiety plelbice Absolute
studies bias considerations (95% CI)
management
Recovery at PT (clinician)
1 randomised |no no serious no serious  [very none 5/20 [4/21 RR1.31 [59 more per [®®0O0
trials serious [inconsistency |indirectness [serious! (25%)[(19%) (0.41to [1000 (from |LOW
risk of 4.2) 112 fewer to
bias 610 more)
59 more per
o 1000 (from
19-1% 113 féwer to
611 more)
Recovery at FU (clinician)
1 randomised [no no serious Nno serious very none 7/20 |6/21 RR1.23 |66 more per |[®®00
trials serious [inconsistency |indirectness [serious! (35%)|(28.6%) (0.5to  [1000 (from [LOW
risk of 3.02) 143 fewer to
bias 577 more)
66 more per
o 1000 (from
28.6% 143 fe(wer to
578 more)
Social anxiety at PT (self) (Better indicated by lower values)
1 randomised [no no serious no serious  [very none 16 |18 - SMD 0.19 @00
trials serious [inconsistency [indirectness |serious! higher (0.48 |[LOW
risk of lower to 0.87
Social Anxiety Disorder: Appendix 19 (December 2012) 10
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| pias_| | | || higher) [ |
Social anxiety at FU (self) (Better indicated by lower values)
1 randomised [no no serious no serious  (very none 16 (14 - SMD 0.58 DD00
trials serious |inconsistency |indirectness [serious! higher (0.16 |[LOW
risk of lower to 1.31
bias higher)
Social anxiety at PT (parent) (Better indicated by lower values)
1 randomised [no no serious no serious  (very none 15 [18 - SMD 0.13 DD00
trials serious [inconsistency |indirectness [serious! lower (0.81 |[LOW
risk of lower to 0.56
bias higher)
Social anxiety at FU (parent) (Better indicated by lower values)
1 randomised [no no serious no serious  |very none 16 [13 - SMD 0.23 D00
trials serious [inconsistency |indirectness [serious! higher (0.51 |[LOW
risk of lower to 0.96
bias higher)

1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

CBT (GROUP+INDIVIDUAL) 12 SESSION COMPARED WITH 6 SESSIONS FOR SOCIAL ANXIETY
DISORDER IN CHILDREN AND YOUNG PEOPLE

Quality assessment No of patients Effect
Quality[Importance
. CBT c
oGl Design LRl Inconsistency |Indirectness Imprecision ot (group+individual) & L s Absolute
studies & bias y P considerations |2 0"P’ sessions|(95% CI)
12 session
Recovery at PT (clinician)
1 randomised [no no serious no serious  |very none 9/19 8/20 RR 0.88 [48 fewer |@®00
trials serious [inconsistency [indirectness [serious! (47.4%) (40%) |(0.5to |[per 1000 [LOW

risk of 1.53) (from 200

bias fewer to
Social Anxiety Disorder: Appendix 19 (December 2012) 11
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212 more)
48 fewer
per 1000
40 % (from 200
fewer to
212 more)
Social anxiety at PT (self) (Better indicated by lower values)
1 randomised [no no serious no serious  |very none 19 20 SMD 0.31 |®@®00
trials serious [inconsistency [indirectness [serious! lower (0.94 [LOW
risk of lower to
bias 0.33
higher)
Social anxiety at FU (self) (Better indicated by lower values)
1 randomised [no no serious no serious  |very none 19 20 SMD 0.33 |®@®00
trials serious [inconsistency [indirectness [serious! lower (0.96 [LOW
risk of lower to
bias 0.31
higher)
1 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
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APPENDIX 20: RISK OF BIAS SUMMARIES

RISK OF BIAS SUMMARY FOR ADULTS STUDIES INCLUDED IN THE
NETWORK META-ANALYSIS
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Abramowitz 2009

Alden 2011

Allgulander 1999

Allgulander 2004

Andersson 2006

Andersson 2012

Andrews 2011

Asakura 2007

Baldwin 1999

Berger 2009

Berger 2011

Bjornsson 2011

Blanco 2010

Blomhof 2001

Burrows 1997

Carlbring 2007

Chung 2008

Clark 2003

Clark 2006

Clark 2012

Cottraux 2000

Craske 2011

Davidson 1993

Davidson 2004a

Davidson 2004b
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. . . . . . . . < . ‘ . . N . . . . . . . ‘ . ~ . Random sequence generation (selection bias)

. . . ' . . . . Y ' ' . . N . ‘ . . . . ' . . N . Allocation concealment (selection bias)

. . . . . . . . . . ‘ . ‘ . . . . . . . . . . ‘ . Blinding of participants and personnel (performance bias)

. . ‘ . . . . . ' . . . . ‘ . . . . . ' ’ . . . ‘ Blinding of outcome assessment (detection bias)

‘ ‘ ' . . . . ' . . . ‘ . . . . . . . . . . . ‘ ' Incomplete outcome data (attrition bias)
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Davidson 2004b

Dogaheh 2011

Emmelkamp 2006

Feltner 2011

Furmark 2002

Furmark 2005

Furmark 2009a

Furmark 2009b

Gelernter 1991

Goldin 2012

Gruber 2001

GSK2006

Hayward 2000

Hedman 2011

Heimberg 1990

Heimberg 1998

Herbert 2004

Herbert 2005

Hope 1995

Jazaieri 2012

Kasper 2005

Knijnik 2008

Kobak 2002

Kobak 2005

Koszycki 2007

Lader 2004

Ledley 2009

Leichenring 2012

Lepola 2004
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Random sequence generation (election bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

Liebowitz 1990

Liebowitz 2002

)| @s

Liebowitz 2003

Liebowitz 2005a

Liebowitz 2005b

Lipsitz 2008

70109000
V00000 :°
00|

Mattick 1988

~

Mattick 1989

e

McEvoy 2009

Morgan 1999

~

Mortberg 2007

Munjack 1990

v 0|0
V00|70

Oosterbaan 2001

Otto 2000

Pande 1999

Pande 2004

Pfizer 2007

Piet 2010

0000
V0000 ¢

Pine 2001

Prasko 2003

Rapee 2007

Rapee 2009

Ravindran 2009

Rickels 2004

V00100
V00100 ¢

Robillard 2010

Salaberria 1998

Schneier 1998

Seedat 2004
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RISK OF BIAS SUMMARY FOR ADULT STUDIES INCLUDED IN PAIR-WISE
META-ANALYSIS
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Adler 2009

Al-Kubaisy1992

Alden 2011

Amir 2009

Amir 2012

Anderson2011

Atmaca 2002

Barnett 2002

Beard 2011

Boettcher 2011

Bogels 2006

Bogels 2008

Book 2008

Borge 2008

Botella2009

Botella2010

Butler 1984

Carlbring 2012

Carlbring2011

Connor 2004
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Fahlen 1995

Greist 2011
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Random sequence generation (selection bias)

Allocation concealment (election bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)
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RISK OF BIAS SUMMARY FOR INCLUDED STUDIES IN CHILDREN AND
YOUNG PEOPLE

Selective reporting (reporting bias)

Beidel 2000

N

@ | @ | Alocation concealment (selection bias)

‘ ‘ ‘ . ‘ . ‘ . ‘ . . ‘ ‘ ‘ . . Blinding of participants and personnel (performance bias)
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APPENDIX 21: COMPLETED METHODOLOGY CHECKLISTS:
ECONOMIC EVALUATIONS

Study identification: Francois et al. (2008). Analysis of health-related quality of life and costs based on a
randomised clinical trial of escitalopram for relapse prevention in patients with generalised social
anxiety disorder. International Journal of Clinical Practice 62: 1693-1702.

Guideline topic: Pharmacological interventions for adults with social anxiety - escitalopram versus
placebo for prevention of relapses

Section 1: Applicability (relevance to specific guideline review Yes/ Partly/ Comments
question(s) and the NICE reference case6) This checklist should be | No/Unclear
used first to filter out irrelevant studies. /NA
1.1 | Is the study population appropriate for the guideline? Yes Adults with
social anxiety
1.2 | Are the interventions appropriate for the guideline? Yes
1.3 | Is the healthcare system in which the study was conducted Yes UK study
sufficiently similar to the current UK NHS context?
1.4 | Are costs measured from the NHS and personal social services | Yes Productivity
(PSS) perspective? losses reported
separately
1.5 | Are all direct health effects on individuals included? Yes
Are both costs and health effects discounted at an annual rate NA Time horizon
1.6 of 3.5%? 24 weeks
1.7 | Is the value of health effects expressed in terms of quality No SE-6D utility
adjusted life years (QALYs)? scores reported
1.8 | Are changes in health-related quality of life (HRQoL) reported | Yes
directly from patients and/or carers?
1.9 | Is the valuation of changes in HRQoL (utilities) obtained froma | Yes
representative sample of the general public?
1.10 | Overall judgement: Directly applicable

Other comments: Utility values based on SF-6D, but QALYs not calculated; nevertheless, intervention
was shown to be dominant
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Section 2: Study limitations (the level of methodological quality) Yes/ Partly Comments

This checklist should be used once it has been decided that the /No/ Unclear/

study is sufficiently applicable to the context of the clinical NA

guideline.

21 | Does the model structure adequately reflect the nature of the | NA Study based on

health condition under evaluation? RCT

2.2 | Is the time horizon sufficiently long to reflect all important Partly 24 weeks

differences in costs and outcomes?

2.3 | Are all important and relevant health outcomes included? Yes

24 | Are the estimates of baseline health outcomes from the best Yes

available source?

2.5 | Are the estimates of relative treatment effects from the best Yes RCT

available source?

2.6 | Are all important and relevant costs included? Partly Costs for
relapsed
participants not
reported

2.7 | Are the estimates of resource use from the best available Yes

source?

2.8 | Are the unit costs of resources from the best available source? | Yes National unit
costs

2.9 | Is an appropriate incremental analysis presented or can it be No Not necessary;

calculated from the data? intervention
dominant

210 | Are all important parameters whose values are uncertain No Statistical

subjected to appropriate sensitivity analysis? analysis
conducted

2.11 | Is there no potential conflict of interest? No Funded by
industry

2.12 | Overall assessment: Minor limitations

Other comments:
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Study identification: Gould R, Buckminster S, Pollack M, Otto M, Yap L (1997) Cognitive-Behavioral
and Pharmacological Treatment for Social Phobia: A Meta-Analysis. Clinical Psychology Science and

Practice, 4: 291-306

Guideline topic: Psychological interventions for adults with social anxiety - group CBT versus

pharmacological treatment versus combination therapy

Section 1: Applicability (relevance to specific guideline review Yes/ Partly/ | Comments
question(s) and the NICE reference case6) This checklist should be | No/Unclear
used first to filter out irrelevant studies. /NA
1.1 | Is the study population appropriate for the guideline? Yes Adults with
social anxiety
1.2 | Are the interventions appropriate for the guideline? Yes
1.3 | Is the healthcare system in which the study was conducted No USA
sufficiently similar to the current UK NHS context?
1.4 | Are costs measured from the NHS and personal social services | No
(PSS) perspective?
1.5 | Are all direct health effects on individuals included? Yes
Are both costs and health effects discounted at an annual rate No Time horizon 2
1.6 N years - not
of 3.5%?
necessary
1.7 | Is the value of health effects expressed in terms of quality No
adjusted life years (QALYs)?
1.8 | Are changes in health-related quality of life (HRQoL) reported | NA
directly from patients and/or carers?
1.9 | Is the valuation of changes in HRQoL (utilities) obtained froma | NA
representative sample of the general public?
1.10 | Overall judgement: Partially applicable
Other comments:
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Section 2: Study limitations (the level of methodological quality) Yes/ Partly Comments
This checklist should be used once it has been decided that the /No/
study is sufficiently applicable to the context of the clinical Unclear/ NA
guideline.
21 | Does the model structure adequately reflect the nature of the | NA Narrative
health condition under evaluation? synthesis
2.2 | Is the time horizon sufficiently long to reflect all important Yes 2 years
differences in costs and outcomes?
2.3 | Are all important and relevant health outcomes included? Yes
2.4 | Are the estimates of baseline health outcomes from the best Yes Systematic
available source? review & meta-
analysis
2.5 | Are the estimates of relative treatment effects from the best Yes Systematic
available source? review & meta-
analysis
2.6 | Are all important and relevant costs included? No Intervention
costs
considered
only
2.7 | Are the estimates of resource use from the best available Partly Published
source? studies &
estimates
2.8 | Are the unit costs of resources from the best available source? | Unlcear Not stated -
authors’
estimates
2.9 | Is an appropriate incremental analysis presented or can it be No
calculated from the data?
2.10 | Are all important parameters whose values are uncertain No
subjected to appropriate sensitivity analysis?
211 | Is there no potential conflict of interest? Unclear Probably yes

2.12 | Overall assessment: Potentially serious limitations

Other comments: estimates of relative treatment were based on different baseline treatment for each
intervention - waiting list or minimal treatment for CBT and placebo for pharmacological treatment; not

possible to estimate incremental effect
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Study identification: Hedman E, Andersson E, Ljétsson B, Andersson G, Riick C, Lindefors N (2011)
Cost-effectiveness of internet-based cognitive behavior therapy vs. cognitive behavioral group therapy
for social anxiety disorder: Results from a randomized controlled trial. Behaviour Research and

Therapy, 49, 729-736

Guideline topic: Psychological interventions for adults with social anxiety - supported self-help versus

group CBT
Section 1: Applicability (relevance to specific guideline review Yes/ Partly/ | Comments
question(s) and the NICE reference case6) This checklist should be | No/Unclear
used first to filter out irrelevant studies. /NA
1.1 | Is the study population appropriate for the guideline? Yes People with
social anxiety
1.2 | Are the interventions appropriate for the guideline? Yes
1.3 | Is the healthcare system in which the study was conducted Partly Swedish study
sufficiently similar to the current UK NHS context?
1.4 | Are costs measured from the NHS and personal social services | Partly Societal
(PSS) perspective? perspective but
medical costs
reported
separately
1.5 | Are all direct health effects on individuals included? Yes LSAS & EQ-5D
Are both costs and health effects discounted at an annual rate NA Time horizon 6
16 9 months
of 3.5%?
1.7 | Is the value of health effects expressed in terms of quality No EQ-5D utility
adjusted life years (QALYs)? scores reported
1.8 | Are changes in health-related quality of life (HRQoL) reported | Yes
directly from patients and/or carers?
1.9 | Is the valuation of changes in HRQoL (utilities) obtained froma | Yes

representative sample of the general public?

1.10 | Overall judgement: Partially applicable

Other comments:
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Section 2: Study limitations (the level of methodological quality) Yes/ Partly Comments

This checklist should be used once it has been decided that the /No/

study is sufficiently applicable to the context of the clinical Unclear/ NA

guideline.

21 | Does the model structure adequately reflect the nature of the | NA Study

health condition under evaluation? alongside RCT

2.2 | Is the time horizon sufficiently long to reflect all important Partly 6 months

differences in costs and outcomes?

2.3 | Are all important and relevant health outcomes included? Yes LSAS & EQ-5D

2.4 | Are the estimates of baseline health outcomes from the best CBT used as

available source? Yes standard care

2.5 | Are the estimates of relative treatment effects from the best Yes RCT

available source?

2.6 | Are all important and relevant costs included? Partly Costs of
computers not
included

2.7 | Are the estimates of resource use from the best available Yes RCT

source?

2.8 | Are the unit costs of resources from the best available source? | Yes National
sources

2.9 | Is an appropriate incremental analysis presented or can it be Yes

calculated from the data?

2.10 | Are all important parameters whose values are uncertain Yes

subjected to appropriate sensitivity analysis?

211 | Is there no potential conflict of interest? Yes

2.12 | Overall assessment: potentially serious limitations

Other comments: costs were reported between start and end of treatment as well as between end of
treatment and end of follow-up; both periods included intervention costs (i.e. cost-savings of cCBT were
overestimated); QALYs not estimated (only utility scores at end of treatment and end of follow-up

reported); however, probability of cost effectiveness is reported as WTP per cost/ QALY
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Study identification: Titov N, Andrews G, Johnston L, Schwencke G, Choi I (2009) Shyness programme:
longer term benefits, cost-effectiveness, and acceptability. Australian and New Zealand Journal of
Psychiatry,43:36-44

Guideline topic: Psychological interventions for adults with social anxiety - supported self-help versus
group CBT

Section 1: Applicability (relevance to specific guideline review Yes/ Partly/ | Comments
question(s) and the NICE reference case6) This checklist should be | No/Unclear
used first to filter out irrelevant studies. /NA
1.1 | Is the study population appropriate for the guideline? Yes Adults with
social phobia
1.2 | Are the interventions appropriate for the guideline? Yes
1.3 | Is the healthcare system in which the study was conducted Partly Australia
sufficiently similar to the current UK NHS context?
1.4 | Are costs measured from the NHS and personal social services | No Non-UK
(PSS) perspective? setting
1.5 | Are all direct health effects on individuals included? Yes
16 Are both costs and health effects discounted at an annual rate NA 6 months only
' of 3.5%?
1.7 | Is the value of health effects expressed in terms of quality No Years Lived
adjusted life years (QALYs)? with Disability
(YLD) averted
1.8 | Are changes in health-related quality of life (HRQoL) reported | Unclear
directly from patients and/or carers?
1.9 | Is the valuation of changes in HRQoL (utilities) obtained from a | Unclear
representative sample of the general public?
1.10 | Overall judgement: Partially applicable

Other comments:
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Section 2: Study limitations (the level of methodological quality) Yes/ Partly Comments
This checklist should be used once it has been decided that the /No/
study is sufficiently applicable to the context of the clinical Unclear/ NA
guideline.
21 | Does the model structure adequately reflect the nature of the | NA Basic
health condition under evaluation? calculations
using RCT
effect size
2.2 | Is the time horizon sufficiently long to reflect all important Partly 6 months
differences in costs and outcomes?
2.3 | Are all important and relevant health outcomes included? Yes
2.4 | Are the estimates of baseline health outcomes from the best No RCTs & non-
available source? comparative
study - not
combined
2.5 | Are the estimates of relative treatment effects from the best No RCT & non-
available source? comparative
study - not
combined
2.6 | Are all important and relevant costs included? Partly Only therapist
time was
considered;
cost of
computers and
other medical
costs not
included
2.7 | Are the estimates of resource use from the best available No Assumptions
source? and published
literature
2.8 | Are the unit costs of resources from the best available source? | Unclear Probably
authors’
assumption
2.9 | Is an appropriate incremental analysis presented or can it be Unclear ICER of CBT:
calculated from the data? not clear
whether it is
average or
incremental vs.
cCBT
210 | Are all important parameters whose values are uncertain No
subjected to appropriate sensitivity analysis?
2.11 | Is there no potential conflict of interest? No
2.12 | Overall assessment: potentially serious limitations

Other comments: effect sizes taken from different studies (and different study designs) - no direct or
indirect comparisons between interventions
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Study identification: Guideline economic analysis

Guideline topic: Pharmacological and psychological nterventions for adults with social anxiety

Section 1: Applicability (relevance to specific guideline review Yes/ Partly/ | Comments
question(s) and the NICE reference case6) This checklist should be | No/Unclear
used first to filter out irrelevant studies. /NA
1.1 | Is the study population appropriate for the guideline? Yes Adults with
social anxiety
1.2 | Are the interventions appropriate for the guideline? Yes
1.3 | Is the healthcare system in which the study was conducted Yes
sufficiently similar to the current UK NHS context?
1.4 | Are costs measured from the NHS and personal social services | Yes Yes
(PSS) perspective?
1.5 | Are all direct health effects on individuals included? Yes
Are both costs and health effects discounted at an annual rate Yes
1.6
of 3.5%?
1.7 | Is the value of health effects expressed in terms of quality Nes
adjusted life years (QALYs)?
1.8 | Are changes in health-related quality of life (HRQoL) reported | Yes EQ-5D scores
directly from patients and/or carers?
1.9 | Is the valuation of changes in HRQoL (utilities) obtained froma | Yes EQ-5D UK
representative sample of the general public? tariff
1.10 | Overall judgement: Directly applicable
Other comments:
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Section 2: Study limitations (the level of methodological quality) Yes/ Partly Comments

This checklist should be used once it has been decided that the /No/ Unclear/

study is sufficiently applicable to the context of the clinical NA

guideline.

21 | Does the model structure adequately reflect the nature of the | Yes

health condition under evaluation?

2.2 | Is the time horizon sufficiently long to reflect all important Partly 1 and 5 years

differences in costs and outcomes?

2.3 | Are all important and relevant health outcomes included? Partly Side effects of
drugs not
considered

2.4 | Are the estimates of baseline health outcomes from the best Yes Wait list

available source? populations

2.5 | Are the estimates of relative treatment effects from the best Yes RCTs

available source? combined in
NWMA

2.6 | Are all important and relevant costs included? Partly Costs of
managing side
effects not
considered

2.7 | Are the estimates of resource use from the best available Partly RCTs,

source? published data
& GDG expert
opinion

2.8 | Are the unit costs of resources from the best available source? | Yes National unit
costs

2.9 | Is an appropriate incremental analysis presented or can it be Yes

calculated from the data?
2.10 | Are all important parameters whose values are uncertain Yes Deterministic
subjected to appropriate sensitivity analysis? & probabilistic
sensitivity
analysis

2.11 | Is there no potential conflict of interest? Yes

2.12 | Overall assessment: Minor limitations

Other comments:
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APPENDIX 22: HEALTH ECONOMICS EVIDENCE TABLES FOR SOCIAL ANXIETY

Pharmacological interventions

Reference to included study:

Francois C, Montgomery SA, Despiegel N, Aballéa S, Roiz J, Auquier P (2008) Analysis of health-related quality of life and costs
based on a randomised clinical trial of escitalopram for relapse prevention in patients with generalised social anxiety disorder.
International Journal of Clinical Practice, 62, 1693-702.

Study ID Intervention Study population Costs: description and values Results: Cost- Comments
Country details Study design Outcomes: description and values effectiveness
Study type Data sources
Francois et Intervention: Population: Costs: Escitalopram Perspective: NHS
al., 2008 Escitalopram People with generalised | Physician consultations, other healthcare professional visits, dominant (and societal)
10-20mg/day social anxiety disorder hospitalisation, drug acquisition costs; productivity costs (similar costs, Currency: UKE
UK who had responded to reported separately better outcome Cost year: 2006
Control: previous treatment with at endpoint of Time horizon: 24
Cost- Placebo escitalopram Cost results (NHS perspective - including only participants analysis) weeks
effectiveness NOT relapsing): Discounting: NA
analysis Study design: Escitalopram Costs reported
RCT (N=371) 1. 0-12 weeks: £110.53 only for non-
[MONTGOMERY2005] 2. 12-24 weeks : £124.32 relapsed
Placebo: participants
Source of effectiveness 1. 0-12 weeks: £180.20 (p=0.3877) Applicability:
data: RCT (n=351) 2. 12-24 weeks : £201.74 (p=0.4431) directly applicable
Quality: minor
Source of resource use Primary Outcome: limitations
data: RCT (n=201) HRQoL (SF-6D score)
Source of unit cost data: | Effectiveness result:
national reference costs | 1. 12 weeks: figures not reported (p=0.1942)
2. 24 weeks : Escitalopram: 0.715; Placebo: 0.698 (p=0.009)
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Psychological interventions - cognitive behavioural therapy

Reference to included study

Gould R, Buckminster S, Pollack M, Otto M, Yap L (1997) Cognitive-Behavioral and Pharmacological Treatment for Social Phobia:

A Meta-Analysis. Clinical Psychology Science and Practice, 4, 291-306

treatment (combo)

Source of resource use
data:

Published studies and
further estimates

Source of unit costs:
Authors’ estimates

Primary outcome measure

Effect size for symptoms of social
anxiety or avoidance (vs. mainly
waiting list, minimal intervention or
placebo)

Mean effect size

gCBT: 0.74

Pharmacological treatment: 0.62
Combo: 0.49

Study Intervention Study population Costs: description and values Results: Cost- Comments
Country details Study design Outcomes: description and values effectiveness
Study type Data sources
Gould etal., | Group CBT (gCBT) | Population: Costs gCBT dominant | Perspective: 3rd party payer
1997 People with social phobia Intervention costs (CBT sessions Cost year: Not specified,
Pharmacological including booster sessions, drug possibly 1996
USA treatment, Study design: acquisition costs and prescription Currency: US$
comprising Narrative synthesis charges, doctor consultations) Time horizon: 2 years
Cost- phenelzine or Discounting: not necessary
effectiveness | fluvoxamine or Source of clinical Total cost per person over 2 years Applicability: partially
analysis clonazepam effectiveness data: gCBT: $760 applicable
Systematic review and Pharmacological treatment: ranging Quality: potentially serious
Combined CBT and | meta-analysis from $1744 to $5496 limitations
pharmacological Combo: ranging from $2504 to $6256

Psychological interventions - self-help (internet) with support
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References to included studies

1. Hedman E, Andersson E, Ljotsson B, Andersson G, Riick C, Lindefors N (2011) Cost-effectiveness of Internet-based cognitive
behavior therapy vs. Cognitive behavioral group therapy for social anxiety disorder: Results from a randomized controlled
trial. Behaviour Research and Therapy, 49, 729-736

2. Titov N, Andrews G, Johnston L, Schwencke G, Choi I (2009) Shyness programme: longer term benefits, cost-effectiveness, and
acceptability. Australian and New Zealand Journal of Psychiatry,43:36-44

Study Intervention Study population Costs: description and values Results: Cost- Comments
Country details Study design Outcomes: description and values effectiveness

Study type Data sources

Hedman et Intervention People with social Costs considered: intervention (therapist’s time), SH dominant (slightly Perspective: societal
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al., 2011 Computer- anxiety disorder GP visits, consultation with doctors, counsellors, better outcome at a lower | (medical costs reported
based according to DSM-1V, psychotherapists, medical specialists, cost) separately)
Sweden supported self- | aged 18-64 years physiotherapists, health-related services (e.g. Cost year: 2009
help (SH) alternative and home care, self-help groups), Reported PSA findings: Currency: US$
Cost- Study design: RCT productivity losses including informal care SH has 81% probability Time horizon: 6 months
effectiveness | Comparator (HEDMANZ2011) of being cost-effective at | Discounting: not needed
analysis Group Costs per person: zero willingness to pay Applicability: partially
cognitive Clinical effectiveness Post-treatment (15 weeks): (WTP) per extra applicable
behavioural data source: RCT mean medical costs: SH $1343; gCBT: $3502 responder Quality: potentially
therapy (N=126) mean total costs: SH $6598; gCBT: $8647 serious limitations
(gCBT) SH has 89% probability
Resource use data Follow-up (15 weeks to 6 months): of being cost-effective at
source: RCT (N=126) mean medical costs: SH $1067; gCBT: $841 WTP of $3000/ extra
mean total costs: SH $5163; gCBT: $4964 responder
Source of unit costs:
national sources and Primary outcomes SH has 79% probability
published literature Liebowitz Social Anxiety Scale (LSAS) of being cost-effective at
% of responders defined using the Jacobson & WTP of $40,000/ change
Truax criteria in utility score (EQ-5D)
EQ-5D UK tariff score at 6 months
Outcomes
Post-treatment (15 weeks):
LSAS: SH 39.4 (sd 19.9); gCBT: 48.5 (sd 25.0)
Responders: SH 55%; gCBT: 34%
EQ-5D: SH 0.82 (sd 0.14); gCBT: 0.80 (sd 0.17)
Follow-up (6 months):
LSAS: SH 32.1 (sd 23.1); gCBT: 40.7 (sd 23.7)
Responders: SH 64%; gCBT: 45%
EQ-5D: SH 0.85 (sd 0.14); gCBT: 0.81 (sd 0.17)
Study Intervention Study population Costs: description and values Results: Cost-effectiveness Comments
Country details Study design Outcomes: description and values
Study type Data sources
Titov et al., 2009 | Intervention Adults with social phobia Costs included: therapist’s time Cost per YLD averted Perspective: health
Computer- diagnosed using DSM-IV SH vs. waiting list: $AUS1495 service
Social Anxiety Disorder: Appendix 22 (November 2012) 4
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Australia

Cost
effectiveness
analysis

based supported
self-help (SH) - | Study design: basic
the Shyness modelling
programme

Source of clinical
Comparators effectiveness data: 2 RCTs
Face-to-face [TITOV2008a and
group CBT TITOV2008b] and one non-
(gCBT) comparative study

Source of resource use
data: authors’ assumptions
and non-comparative
study

Source of unit costs: Not
stated

Total cost per person:
SH: AUS$300
gCBT: AUS$800

Primary outcome measure
Number of years lived with disability
(YLD) averted

Number of YLD averted:
SH vs. waiting list: 0.2007
gCBT vs. do nothing: 0.1407

gCBT vs. do nothing: $AUS5686

Cost year: 2008
Currency: AUS$

Time horizon: 6 months
Discounting: not needed
Applicability: partially
applicable

Quality: potentially
serious limitations
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APPENDIX 23 - DETAILED RESULTS OF GUIDELINE
ECONOMIC ANALYSIS

Table 1. Base-case analysis, 5 years after treatment: NHS & PSS perspective.
Mean total QALYs and costs per person with social anxiety presented along
with 95% Cls; disaggregated costs provided

Mean

Mean QALYs Mean total cost (£) ilr\:z::e other

Intervention (95% Cls) (95% Cls) ntion 1\11,22/

cost (£) cost (£)
Wait list 3.370  (3.250-3.633) | 4,151 (2,791-5,827) 0 4,151
Placebo 3.400 (3.261-3.669) | 4,241 (2,919-5,902) 137 4,104
Citalopram 3.448 (3.272-3.767) | 4,175 (2,920-5,783) 149 4,026
Escitalopram 3.475 (3.283-3.792) | 4,236 (2,997-5,815) 254 3,982
Fluoxetine 3.470 (3.281-3.787) | 4,145 (2,918-5,750) 155 3,990
Fluvoxamine 3.490 (3.288-3.810) | 4,178 (2,972-5,748) 222 3,956
Mirtazapine 3.470 (3.272-3.821) | 4,141 (2,922-5,760) 152 3,989
Moclobemide 3.449 (3.274-3.754) | 4,274 (3,020-5,873) 251 4,023
Paroxetine 3.507 (3.294-3.829) | 4,097 (2,914-5,661) 169 3,928
Phenelzine 3.585 (3.323-3.893) | 4,064 (2,966-5,502) 264 3,800
Pregabalin 3.450 (3.274-3.768) | 4,428 (3,158-6,020) 406 4,022
Sertraline 3.442 (3.271-3.749) | 4,193 (2,927-5,804) 157 4,036
Venlafaxine 75mg 3.515 (3.292-3.846) | 4,169 (2,990-5,707) 253 3,916
Venlafaxine 150mg 3.497  (3.290-3.817) | 4,257 (3,052-5,820) 312 3,945
Self-help (book) without support 3.532  (3.290-3.959) | 4,064 (2,909-5,637) 181 3,883
Self-help (internet) without support | 3.465 (3.273-3.865) | 4,632 (3,368-6,279) 638 3,994
Self-help (book) with support 3.547 (3.291-3.995) | 4,265 (3,089-5,866) 404 3,861
Self-help (internet) with support 3.548 (3.297-3.975) | 4,715 (3,541-6,311) 858 3,857
Exposure 3.547 (3.294-3.979) | 4,874 (3,732-6,434) 1,015 3,859
Psychodynamic psychotherapy 3.481 (3.276-3.897) | 5,829 (3,976-7,561) 1,861 3,968
IPT 3.441 (3.265-3.830) | 5,367 (3,819-7,109) 1,333 4,034
Supportive therapy 3.397  (3.253-3.736) | 5,345 (3,813-7,125) 1,238 4,107
Mindfulness 3.439  (3.263-3.829) | 4,522 (3,242-6,158) 485 4,037
CBT group 3.534 (3.293-3.956) | 4,895 (3,742-6,470) 1,015 3,880
CBT individual 3.640 (3.323-4.085) | 5,122 (3,621-6,699) 1,418 3,704
CBT Heimberg group 3.526  (3.289-3,943) | 4,908 (3,753-6,495) 1,015 3,893
CBT Heimberg individual 3.616 (3.312-4.068) | 5,209 (3,717-6,816) 1,465 3,744
CT (C&W) standard 3.752 (3.370-4.176) | 5,539 (4,516-6,928) 2,019 3,520
CT (C&W) shortened 3.586  (3.306-4.028) | 5,328 (3,716-6,958) 1,533 3,795
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Table 2. Results of economic modelling one year after treatment - base-case
analysis: NHS & PSS perspective

M Mean Incrementa Mean Ranking
ean i .
Intervention QALYs total 1 analysis NMB per | in terms
costs (£) | & ICERs person of highest
Per 1000 people (£/QALY) (£) NMB

CT (C&W) standard 944.09 | 2,755,253 51,057 16,127 14
CBT individual 91241 | 2,202,652 ext dom 16,046 16
Phenelzine 910.75 | 1,052,960 2,162 17,162 1
CBT Heimberg individual 905.53 | 2,259,897 | dominated 15,851 20
CT (C&W) shortened 896.87 | 2,340,708 | dominated 15,597 26
Venlafaxine 75mg 887.45 | 1,077,190 | dominated 16,672 3
Self-help (internet) with support 886.17 | 1,682,338 | dominated 16,041 17
Exposure 885.92 | 1,839,820 | dominated 15,879 19
Self-help (book) with support 885.85 | 1,228,928 | dominated 16,488 6
Paroxetine 884.94 997,163 1,844 16,702 2
CBT group 882.19 | 1,845,385 | dominated 15,798 21
Self-help (book) without support 881.55 | 1,012,294 | dominated 16,619 4
Venlafaxine 150mg 881.53 | 1,145,453 | dominated 16,485 7
CBT Heimberg group 879.96 | 1,848,809 | dominated 15,750 24
Fluvoxamine 879.34 | 1,058,471 | dominated 16,528 5
Escitalopram 874.28 | 1,097,576 | dominated 16,388 10
Mirtazapine 872.75 998,442 | dominated 16,457 8
Fluoxetine 872.49 | 1,001,970 | dominated 16,448 9
Psychodynamic psychotherapy 867.11 | 2,714,038 | dominated 14,628 29
Pregabalin 866.09 | 1,262,153 | dominated 16,060 15
Moclobemide 865.78 | 1,106,954 | dominated 16,209 13
Citalopram 865.17 | 1,006,748 | dominated 16,297 11
Sertraline 863.20 | 1,017,126 | dominated 16,247 12
Self-help (internet) without support 862.58 | 1,497,996 | dominated 15,754 23
Interpersonal psychotherapy 855.75 | 2,203,513 | dominated 14,911 27
Mindfulness 855.13 | 1,355,985 | dominated 15,747 25
Placebo 849.45 | 1,017,803 | dominated 15,971 18
Supportive therapy 843.11 | 2,127,352 | dominated 14,735 28
Wait list 833.94 903,119 15,776 22

ext dom = dominated by extended dominance
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Table 3. Base-case analysis, one year after treatment: NHS & PSS perspective.

Mean total QALYs and costs per person with social anxiety presented along
with 95% Cls; disaggregated costs provided

Mean

Mean QALYs Mean total cost (£) ilr\::::e other

Intervention (95% Cls) (95% Cls) ntion 1\11,22/

cost (£) cost (£)
Wait list 0.834 (0.804-0.903) 903  (599-1,281) 0 903
Placebo 0.849 (0.809-0.937) | 1,018 (710-1,395) 137 881
Citalopram 0.865 (0.811-0.968) | 1,006  (711-1,369) 149 857
Escitalopram 0.874 (0.815-0.975) | 1,098  (755-1,452) 254 844
Fluoxetine 0.872 (0.814-0.974) | 1,002  (706-1,357) 155 847
Fluvoxamine 0.879 (0.817-0.982) | 1,058 (737-1,412) 222 836
Mirtazapine 0.873 (0.811-0.984) 998  (702-1,359) 152 846
Moclobemide 0.866 (0.812-0.964) | 1,107  (766-1,469) 251 856
Paroxetine 0.885 (0.819-0.988) 997  (703-1,344) 169 828
Phenelzine 0.911 (0.828-1.008) | 1,053  (723-1,374) 264 789
Pregabalin 0.866 (0.812-0.968) | 1,262  (843-1,635) 406 856
Sertraline 0.863 (0.812-0.962) | 1,017 (717-1,382) 157 860
Venlafaxine 75mg 0.887 (0.818-0.993) | 1,077  (738-1,420) 253 824
Venlafaxine 150mg 0.882 (0.817-0.984) | 1,145 (773-1492) 312 833
Self-help (book) without support 0.882 (0.816-0.997) | 1,012  (749-1,371) 181 831
Self-help (internet) without support | 0.863 (0.810-0.972) | 1,498 (1,146-1,917) 638 860
Self-help (book) with support 0.886 (0.817-1.006) | 1,229  (896-1,628) 404 825
Self-help (internet) with support 0.886 (0.818-1,001) | 1,682 (1,301-2,116) 858 824
Exposure 0.886 (0.818-1.001) | 1,840 (1,591-2,188) 1,015 825
Psychodynamic psychotherapy 0.867 (0.812-0.979) | 2,714 (1,185-3,255) 1,861 853
IPT 0.856 (0.809-0.961) | 2,203 (1,090-2,718) 1,333 870
Supportive therapy 0.843 (0.806-0.936) | 2,127 (1,105-2,650) 1,238 889
Mindfulness 0.855 (0.808-0.962) | 1,356 (1,074-1,725) 485 871
CBT group 0.882 (0.817-0.995) | 1,845 (1,594-2,197) 1,015 830
CBT individual 0.912 (0.825-1.029) | 2,202 (1,036-2,686) 1,418 784
CBT Heimberg group 0.880 (0.816-0.992) | 1,849 (1,596-2,204) 1,015 834
CBT Heimberg individual 0.906 (0.822-1.025) | 2,260 (1,105-2,754) 1,465 795
CT (C&W) standard 0944 (0.840-1.053) | 2,755 (2,218-3,113) 2,019 736
CT (C&W) shortened 0.897 (0.821-1.014) | 2,341 (1,080-2,863) 1,533 808
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Figure 1. Cost-effectiveness plane of all interventions for adults with social anxiety assessed in the economic analysis
lotted against wait list - incremental costs and QALYs per 1,000 adults with social anxiety, one year after treatment
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Table 4. Results of secondary analysis: wider perspective including NHS &

PSS costs as well as social security benefits, one year after treatment

Mean | Mean total | Incremental Mean Ranking
Intervention QALYs costs (£) analysis & NMB per | in terms
ICERs person | of highest
Per 1000 people (£/QALY) (£) NMB
CT (C&W) standard 944.09 4,431,527 46,335 14,450 9
CBT individual 912.41 4,021,092 ext dom 14,227 13
Phenelzine 910.75 2,886,668 15,328 1
CBT Heimberg individual 905.53 4,109,436 | dominated 14,001 18
CT (C&W) shortened 896.87 4,229,489 | dominated 13,708 24
Venlafaxine 75mg 887.45 3,013,880 | dominated 14,735 3
Self-help (internet) with support 886.17 3,619,611 | dominated 14,104 16
Exposure 885.92 3,778,596 | dominated 13,940 19
Self-help (book) with support 885.85 3,167,283 | dominated 14,550 6
Paroxetine 884.94 2,945,206 | dominated 14,754 2
CBT group 882.19 3,800,665 | dominated 13,843 21
Self-help (book) without support 881.55 2,970,669 | dominated 14,660 4
Venlafaxine 150mg 881.53 3,108,427 | dominated 14,522 7
CBT Heimberg group 879.96 3,814,202 | dominated 13,785 22
Fluvoxamine 879.34 3,031,447 | dominated 14,555 5
Escitalopram 874.28 3,092,902 | dominated 14,393 11
Mirtazapine 872.75 3,001,628 | dominated 14,453 8
Fluoxetine 872.49 3,004,969 | dominated 14,445 10
Psychodynamic psychotherapy 867.11 4,736,252 | dominated 12,606 28
Pregabalin 866.09 3,293,811 | dominated 14,028 17
Moclobemide 865.78 3,139,886 | dominated 14,176 15
Citalopram 865.17 3,042,205 | dominated 14,261 12
Sertraline 863.20 3,061,580 | dominated 14,202 14
Self-help (internet) without support 862.58 3,541,464 | dominated 13,710 23
IPT 855.75 4,277,447 | dominated 12,838 27
Mindfulness 855.13 3,432,592 | dominated 13,670 25
Placebo 849.45 3,122,972 | dominated 13,866 20
Supportive therapy 843.11 4,257,978 | dominated 12,604 29
Wait list 833.94 3,074,095 | dominated 13,605 26
ext dom = dominated by extended dominance
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Table 5. Results of secondary analysis: wider perspective including NHS &
PSS costs as well as social security benefits, 5 years after treatment

Mean | Mean total | Incremental Mean Ranking
Intervention QALYs costs (£) analysis & NMB per | in terms
ICERs person | of highest
Per 1000 people (£/QALY) (£) NMB
CT (C&W) standard 3,752 13,606,791 3,857 61,427 1
CBT individual 3,640 13,735,759 dominated 59,070 2
CBT Heimberg individual 3,616 13,942,287 dominated 58,379 4
CT (C&W) shortened 3,586 14,210,638 dominated 57,502 6
Phenelzine 3,585 12,964,689 58,739 3
Self-help (internet) with support 3,548 13,784,122 dominated 57,177 8
Exposure 3,547 13,948,579 dominated 56,996 9
Self-help (book) with support 3,547 13,337,497 | dominated 57,602 5
CBT group 3,534 14,033,078 dominated 56,649 12
Self-help (book) without support 3,532 13,214,610 | dominated 57,421 7
CBT Heimberg group 3,526 14,084,930 dominated 56,441 13
Venlafaxine 75mg 3,515 13,411,342 dominated 56,885 10
Paroxetine 3,507 13,377,586 dominated 56,767 11
Venlafaxine 150mg 3,497 13,587,211 dominated 56,351 14
Fluvoxamine 3,490 13,540,898 dominated 56,265 15
Psychodynamic psychotherapy 3,481 15,223,774 | dominated 54,398 25
Escitalopram 3,475 13,671,899 dominated 55,828 16
Mirtazapine 3,470 13,603,846 dominated 55,804 17
Fluoxetine 3,470 13,607,835 dominated 55,784 18
Self-help (internet) without support | 3,465 14,108,696 | dominated 55,194 20
Pregabalin 3,450 13,984,843 dominated 55,021 23
Moclobemide 3,449 13,834,629 dominated 55,152 21
Citalopram 3,448 13,745,145 dominated 55,205 19
Sertraline 3,442 13,792,505 dominated 55,038 22
IPT 3,441 14,960,004 dominated 53,864 27
Mindfulness 3,439 14,125,236 dominated 54,655 24
Placebo 3,400 14,041,599 dominated 53,959 26
Supportive therapy 3,397 15,155,379 | dominated 52,780 29
Wait list 3,370 14,091,476 dominated 53,307 28
ext dom = dominated by extended dominance
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Table 6. Results of sensitivity analysis: use of alternative unit costs for self-

help and group-delivered psychological interventions, one year after treatment

Mean | Mean total Increme.:ntal Mean I.{anking
Intervention QALYs costs (£) anIa é}ésﬁss & N;\:Iz(ﬁfr olfnhtiegrlr:; Zt
Per 1000 people (£/QALY) (£) NMB
CT (C&W) standard 943.70 2,753,108 51,474 16,121 15
CBT individual 912.26 2,201,852 ext dom 16,043 17
Phenelzine 910.69 1,054,025 2,446 17,160 1
CBT Heimberg individual 905.51 2,267,145 | dominated 15,843 21
CT (C&W) shortened 896.78 2,354,823 | dominated 15,581 26
Venlafaxine 75mg 887.47 1,077,889 | dominated 16,671 3
Self-help (internet) with support 886.10 1,600,199 | dominated 16,122 14
Exposure 885.81 1,783,229 | dominated 15,933 19
Self-help (book) with support 885.76 1,147,906 | dominated 16,567 5
Paroxetine 884.95 995,268 1,715 16,704 2
CBT group 882.16 1,788,635 | dominated 15,855 20
Venlafaxine 150mg 881.54 1,143,293 | dominated 16,488 7
Self-help (book) without support 881.53 982,690 | dominated 16,648 4
CBT Heimberg group 879.94 1,792,100 | dominated 15,807 22
Fluvoxamine 879.36 1,055,730 | dominated 16,531 6
Escitalopram 874.35 1,095,995 | dominated 16,391 10
Mirtazapine 872.74 997,218 | dominated 16,458 8
Fluoxetine 872.52 1,001,292 | dominated 16,449 9
Psychodynamic psychotherapy 867.14 2,716,179 | dominated 14,627 29
Pregabalin 866.16 1,261,443 | dominated 16,062 16
Moclobemide 865.91 1,103,520 | dominated 16,215 13
Citalopram 865.24 1,003,822 | dominated 16,301 11
Sertraline 863.26 1,015,303 | dominated 16,250 12
Self-help (internet) without support | 862.62 1,466,705 | dominated 15,786 23
IPT 855.78 2,209,095 | dominated 14,907 27
Mindfulness 855.31 1,329,002 | dominated 15,777 25
Placebo 849.59 1,015,555 | dominated 15,976 18
Supportive therapy 843.20 2,128,764 | dominated 14,735 28
Wait list 834.07 901,313 15,780 24
ext dom = dominated by extended dominance
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Table 7. Results of sensitivity analysis: use of alternative unit costs for self-

help and group-delivered psychological interventions, 5 years after treatment

Mean | Mean total | Incremental Mean Ranking
Intervention QALYs costs (£) analysis & NMB per | in terms
ICERs person | of highest
Per 1000 people (£/QALY) (£) NMB
CT (C&W) standard 3,750 5,530,445 8,944 69,464 1
CBT individual 3,639 5,114,810 ext dom 67,672 2
CBT Heimberg individual 3,616 5,209,711 dominated 67,103 4
Phenelzine 3,585 4,057,568 544 67,644 3
CT (C&W) shortened 3,585 5,335,318 dominated 66,363 7
Self-help (internet) with support 3,547 4,626,598 dominated 66,323 8
Exposure 3,546 4,811,421 dominated 66,117 10
Self-help (book) with support 3,546 4,176,272 dominated 66,748 5
CBT group 3,534 4,832,157 dominated 65,840 12
Self-help (book) without support 3,531 4,028,366 66,599 6
CBT Heimberg group 3,526 4,845,390 dominated 65,671 14
Venlafaxine 75mg 3,515 4,162,037 dominated 66,136 9
Paroxetine 3,507 4,088,864 dominated 66,057 11
Venlafaxine 150mg 3,497 4,248,297 dominated 65,692 13
Fluvoxamine 3,490 4,168,298 dominated 65,640 15
Psychodynamic psychotherapy 3,481 5,824,635 dominated 63,791 25
Escitalopram 3,475 4,226,101 dominated 65,280 16
Mirtazapine 3,470 4,132,933 dominated 65,276 17
Fluoxetine 3,470 4,137,717 dominated 65,258 18
Self-help (internet) without support | 3,465 4,594,744 dominated 64,705 21
Pregabalin 3,451 4,420,531 dominated 64,590 23
Moclobemide 3,450 4,263,101 dominated 64,733 20
Citalopram 3,448 4,165,795 dominated 64,790 19
Sertraline 3,442 4,184,049 dominated 64,652 22
IPT 3,441 5,366,770 dominated 63,452 27
Mindfulness 3,439 4,488,838 dominated 64,297 24
Placebo 3,400 4,231,900 dominated 63,778 26
Supportive therapy 3,397 5,340,937 dominated 62,595 29
Wait list 3,370 4,142,708 dominated 63,265 28
ext dom = dominated by extended dominance
Social Anxiety Disorder: Appendix 23 (November 2012) 8
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Table 8. Results of sensitivity analysis: use of alternative utility values, one

year after treatment

Mean | Mean total | Incremental Mean Ranking
Intervention QALYs costs (£) analysis & NMB per | in terms
ICERs person | of highest
Per 1000 people (£/QALY) (£) NMB
CT (C&W) standard 1,049.92 2,754,175 88,433 18,244 25
CBT individual 1,031.69 2,206,711 ext dom 18,427 22
Phenelzine 1,030.72 1,056,085 4,066 19,558 1
CBT Heimberg individual 1,027.75 2,265,208 | dominated 18,290 24
CT (C&W) shortened 1,022.72 2,343,833 | dominated 18,111 26
Venlafaxine 75mg 1,017.27 1,076,737 | dominated 19,269 3
Self-help (internet) with support 1,016.57 1,681,988 | dominated 18,649 17
Exposure 1,016.39 1,839,372 | dominated 18,488 20
Self-help (book) with support 1,016.33 1,226,614 | dominated 19,100 9
Paroxetine 1,015.83 995,544 3,170 19,321 2
CBT group 1,014.26 1,845,087 | dominated 18,440 21
Venlafaxine 150mg 1,013.89 1,143,888 | dominated 19,134 8
Self-help (book) without support 1,013.88 1,012,498 | dominated 19,265 4
CBT Heimberg group 1,012.96 1,848,595 | dominated 18,411 23
Fluvoxamine 1,012.60 1,058,503 | dominated 19,194 5
Escitalopram 1,009.66 1,098,652 | dominated 19,094 10
Mirtazapine 1,008.82 998,527 | dominated 19,178 6
Fluoxetine 1,008.61 1,002,655 | dominated 19,170 7
Psychodynamic psychotherapy 1,005.58 2,717,934 | dominated 17,394 29
Pregabalin 1,004.93 1,263,015 | dominated 18,836 15
Moclobemide 1,004.78 1,106,325 | dominated 18,989 13
Citalopram 1,004.40 1,004,634 | dominated 19,083 11
Sertraline 1,003.29 1,016,651 | dominated 19,049 12
Self-help (internet) without support 1,002.94 1,498,178 | dominated 18,561 19
IPT 998.98 2,207,193 | dominated 17,772 27
Mindfulness 998.67 1,355,363 | dominated 18,618 18
Placebo 995.36 1,017,442 | dominated 18,890 14
Supportive therapy 991.68 2,121,863 | dominated 17,712 28
Wait list 986.39 902,211 18,826 16
ext dom = dominated by extended dominance
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Table 9. Results of sensitivity analysis: use of alternative utility values, 5 years

after treatment

Mean | Mean total | Incremental Mean Ranking
Intervention QALYs costs (£) analysis & NMB per | in terms
ICERs person | of highest
Per 1000 people (£/QALY) (£) NMB
CT (C&W) standard 4,178 5,538,318 15,328 78,013 1
CBT individual 4,113 5,126,559 ext dom 77,143 3
CBT Heimberg individual 4,100 5,214,576 dominated 76,777 6
CT (C&W) shortened 4,082 5,329,879 dominated 76,309 13
Phenelzine 4,082 4,066,518 83 77,564 2
Self-help (internet) with support 4,060 4,713,951 dominated 76,493 9
Exposure 4,060 4,871,667 dominated 76,322 12
Self-help (book) with support 4,059 4,260,270 dominated 76,930 5
CBT group 4,052 4,893,577 dominated 76,151 16
Self-help (book) without support 4,051 4,063,974 76,954 4
CBT Heimberg group 4,048 4,907,010 dominated 76,046 18
Venlafaxine 75mg 4,041 4,166,796 dominated 76,651 7
Paroxetine 4,037 4,094,563 dominated 76,637 8
Venlafaxine 150mg 4,031 4,254,306 dominated 76,360 10
Fluvoxamine 4,027 4,176,872 dominated 76,360 11
Psychodynamic psychotherapy 4,022 5,830,588 dominated 74,604 27
Escitalopram 4,018 4,234,044 dominated 76,125 17
Mirtazapine 4,015 4,139,201 dominated 76,169 14
Fluoxetine 4,015 4,144,253 dominated 76,151 15
Self-help (internet) without support | 4,012 4,631,612 dominated 75,617 23
Pregabalin 4,004 4,426,774 dominated 75,646 22
Moclobemide 4,003 4,270,629 dominated 75,793 20
Citalopram 4,002 4,171,415 dominated 75,870 19
Sertraline 3,999 4,190,342 dominated 75,784 21
IPT 3,998 5,368,154 dominated 74,602 28
Mindfulness 3,997 4,519,156 dominated 75,428 24
Placebo 3,975 4,237,884 dominated 75,257 25
Supportive therapy 3,973 5,336,868 dominated 74,120 29
Wait list 3,957 4,147,311 dominated 74,999 26
ext dom = dominated by extended dominance
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APPENDIX 24 - ECONOMIC EVIDENCE PROFILE

Clinical / economic question: pharmacological and psychological interventions for adults with social anxiety

ig:li};ri: Limitations Applicability Incremental co(z;lv ersus waitlist Incremenag%?:t‘ys versus Net monetary benefit Uncertainty
CT stand 1,388 CT stand 0.382 | CT stand 69,495
CBT indiv 971 CBT indiv 0.270 | CBT indiv 67,683
CBT Heim indiv 1,058 CBT Heim indiv 0.246 || Phenelzine 67,640
CT short 1,176 C&W short 0.216 | CBT Heim indiv 67,112
Phenelzine -87 Phenelzine 0.215 || Supported SH book 66,675
Supported SH int 564 Supported SH int 0.178 | Unsupported SH 66,571
Exposure - 723 Exggsure 0.177 bookh 66,385
Supported SH boo 113 0.177 | CT short 66,246 -
CBT group 744 i‘gﬂpofid SH book 0.164 | Supported SH in 66,127 Profab.ﬂfsm
Unsupported SH -87 U group 0.162 | Venlafaxine 75 66,070 | ANYSS:
book 757 nsupported SH book 0156 | Exposure 66.047 probability of CT
. CBT Heim group posur ’ stand having
CBT Heim group 178 Venlafaxine 75 0.145 | Paroxetine 65,787 hich
. enlafaxine ighest net
Guideline Venlafaxine 75 -54 Paroxetine 0.137 | CBT group 65,681 monetary benefit
economic _ ) Paroxetine 107 Venlafaxine 150 0.127 | Venlafaxine 150 65,628 61%
Ivsi Minor Directly Venlafaxine 150 27 1 min 0.120 | Fluvoxamine 65,617
analysis, limitations? applicable? Fluvoxamine 1678 | oo 0.111 | CBT Heim group 65,267 |
UK Psych psychotherapy 84 Esy.c psychotherapy 0.105 | Mirtazapine 65,265 neway
. scitalopram . deterministic
Escitalopram -10 Mirtazapine 0.100 | Escitalopram 65,247 analysis: results
Mirtazapine -6 Fluoxetine 0.100 | Fluoxetine 64,775 not sensitive fo
Fluoxetine 481 Unsupported SH in 0.095 | Citalopram 64,713 alternative unit
Unsupported SH in 276 | o aﬁ’hn 0.080 | Moclobemide 64670 | ° e and utility
Pregabalin 122 Moflobemi de 0.079 | Unsupported SH in 64,638 values
Moclobemide 24 Citalopram 0.076 | Sertraline 64,578
Citalopram 42 Sertralli)ne 0.072 || Pregabalin 64,258
Sertraline 1,216 IPT 0.071 || Mindfulness 63,792
IPT 371 Mindfulness 0.069 || Psych psychotherapy 63,759
Mindfulness 89 Placebo 0.030 || Placebo 63,457
Placebo 1,194 Supportive thera 0.027 | IPT 63,248
Supportive therapy 0 Wefi}t)lis + Py 0.000 || Wait list 62,590
Wait list Supportive therapy
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APPENDIX 25: EXCLUDED STUDIES

STUDY ID REASON FOR EXCLUSION NOTES
AHRENS2003 Cannot locate

BAKER 2006 Cannot locate

FURMARK2010 Cannot locate

MALKIEWICH1979 Cannot locate

SHEAR1998 Cannot locate

VANAMERINGEN2007 Drug not licensed in the UK

VERSIANI1997 Drug not licensed in the UK

AL-KABAISY1992

Mixed diagnosis population

n=99; no disaggregated data given

n=33; Unclear how many had social

ALLSOPP1984 Mixed diagnosis population anxiety.
Part of Kendall's larger dataset, her
outcomes not relevant; n=98; unclear how
many had SAD (sample had SP, GAD and
ANGELOSANTE Mixed diagnosis population separation anxiety)
BARRETT1996 Mixed diagnosis population n=79; 19 had SAD
n=61; 12 had primary SP, 17 had it as a
BERNSTEIN2005 Mixed diagnosis population secondary diagnosis
BODDEN2008 Mixed diagnosis population
BOWERS2002 Mixed diagnosis population n=4 Don't contact
CERNY1967 Mixed diagnosis population
CROWE1972 Mixed diagnosis population n=14
DEGROOT2007 Mixed diagnosis population n=29; 5 had primary diagnosis of SP
ERIKSON2007 Mixed diagnosis population
FAVA1998 Mixed diagnosis population n=20
n=84; 16 had social phobia, across 3
GHOSH1988 Mixed diagnosis population groups
GINSBERG2002 Mixed diagnosis population n=12

HIRSHFELD-BECKER2010

Mixed diagnosis population

n=64; 43 had social anxiety either as a
primary or secondary diagnosis

HUSSAIN1971 Mixed diagnosis population
KENDALL2008 Mixed diagnosis population
Author replied but only 7 had social
phobia, across 3 groups (one group had
KITCHINER2009 Mixed diagnosis population only 1 person in it)
LIBER2008 Mixed diagnosis population
n=78; 5 had principal diagnosis of social
phobia (and 5 with secondary diagnosis of
MANASSIS2002 Mixed diagnosis population SP)
MARKS1971 Mixed diagnosis population n=16
Author couldn't provide disaggregated
MARKS2004 Mixed diagnosis population data
NORTON2012 Mixed diagnosis population 25/46 with social anxiety
n=70; Not clear if/how many had social
anxiety. Focus on psychomotor
OBLOWITZ1983 Mixed diagnosis population performance
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PHONGSAVAN2008 Mixed diagnosis population n=73
RAZANI1974 Mixed diagnosis population n=5
ROYBYRNE2010 Mixed diagnosis population
SCHADE2005 Mixed diagnosis population
n=68; 24 with social phobia (13 with
SCHNEIDER2005 Mixed diagnosis population secondary diag of sp)
n=84; Across 3 groups, 9 had social
anxiety. Data not reported for different
SCHUURMANS2006 Mixed diagnosis population diagnoses.
SHORTT2001 Mixed diagnosis population n=71;19 had primary diagnosis of SAD
n=81; 10 had social phobia, across 3
SILVERMAN1999 Mixed diagnosis population conditions
SIQUELAND2005 Mixed diagnosis population n=11
n=40; Unclear how many had social
anxiety. Data not reported for people with
SOLYOM1981 Mixed diagnosis population social anxiety.
SPENCE2011 Mixed diagnosis population
SUVEG2006 Mixed diagnosis population n=6
n=77; 8 had social phobia (5 treatment, 3
TITOV2011 Mixed diagnosis population control)
n=40; 15 of 40 had social phobia.
Outcomes reported for the combined
TYRER1973 Mixed diagnosis population sample.
WHITEHEAD1978 Mixed diagnosis population n=14
YUKSEL1984 Mixed diagnosis population n=31, 4 had social phobia, 2 per arm
DAVIDSON2002 No paper - conference abstract
GULLIVER2009 No paper - conference abstract
KRYLOV1996 No paper - conference abstract
MUNJIZA1996 No paper - conference abstract
GSK1996a No paper - trial registration
GSK1996b No paper - trial registration
GSK1997 No paper - trial registration
GSK1999 No paper - trial registration
GSK2002 No paper - trial registration
GSK2006a No paper - trial registration
GSK2006b No paper - trial registration
http:/ /www.controlled-
LIEBOWITZ2004 No paper - trial registration trials.com/mrct/trial /414775 /liebowitz
NORDAHL2006 No paper - trial registration NCT00184106
http:/ /www.controlled-
SIMON2006 No paper - trial registration trials.com/mrct/trial /420911 / duloxetine
STEIN2006c No paper - trial registration NCT00282828
http:/ /www.controlled-
VANAMERINGEN2006 No paper - trial registration trials.com/mrct/ trial /422761 / sertraline
DADSETAN2008 Not a bonafide therapy
n=36, unclear how many had social
SALEMINK2009 Not a bonafide therapy anxiety
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ZHANG2000 Not a bonafide therapy
AMIR (various years) Not a treatment study One-session probe detection task
BARLOW1969 Not a treatment study
BARLOW1970 Not a treatment study
BUCKNER2009 Not a treatment study
CASSIN2011 Not a treatment study
COX2002 Not a treatment study
DONAHUE2009 Not a treatment study Single dose; NCT00407199
GOTTLIEB1979 Not a treatment study
HALE1986 Not a treatment study
HARVEY2000 Not a treatment study
HAUG2000 Not a treatment study
HEEREN2011 Not a treatment study
HOEK2009 Not a treatment study
HUPPERT2003 Not a treatment study
KIM2002 Not a treatment study 13 minute experiment
KOCOVSKI2011 Not a treatment study
MEINSTER1974 Not a treatment study
MONTGOMERY1999 Not a treatment study Conference abstract, trial report not found
MURIS2000 Not a treatment study
NILSSON2011 Not a treatment study Analogue study, one session
OLIVARES2006 Not a treatment study
ORR2010 Not a treatment study Lab experiment
PARR2009 Not a treatment study Lab experiment
RODRIGUEZ2005 Not a treatment study
ROSA-ALCAZAR2009 Not a treatment study
SCHMITZ2011 Not a treatment study
SEEKLES2009 Not a treatment study
SORAVIA2006 Not a treatment study One dose trial
Focus on judgemental bias, lab-based
TAYLOR2010 Not a treatment study study with 1-off behavioural task
VRIELYNCK2009 Not a treatment study
WIEGAND2004 Not a treatment study
WIESER2010 Not a treatment study
Control subjects recruited differently to
ALLIN1984 Not an RCT the treated subjects
AMIR2004 Not an RCT And not a treatment study
AMIR2008 Not an RCT And not a treatment study
ANARI2009 Not an RCT
APOSHYAN Not an RCT
ARAD2004 Not an RCT And not SA population
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BROWN1995 Not an RCT
BUTOLLO1981 Not an RCT n=96
CAMART2006 Not an RCT
CHAVIRA2002 Not an RCT
No control group; n=9 and mixed
COMER2012 Not an RCT diagnoses
COURBASSON2010 Not an RCT
CZEPOWICZ Not an RCT
DUMMIT1996 Not an RCT
EKE2002 Not an RCT N=4
EVANS1973 Not an RCT
FALLOON1981 Not an RCT
GARCIA-LOPEZ2002 Not an RCT
GASTON2006 Not an RCT
Described as random but only 4 in each
condition, 2 of which were 'placed' in the
GAY1990 Not an RCT group
GOLDIN2011 Not an RCT
HUDSON2007 Not an RCT N=7
JOORMANN Not an RCT
KATZMAN2004 Not an RCT
KINRYS2003 Not an RCT
KLINGER2005 Not an RCT
MANASSIS2008 Not an RCT FU to non-RCT
MCDOUGALL2000 Not an RCT Used repeated measures design
MERSCH1989 Not an RCT
MERSCH1991 Not an RCT
MONTEJOGONZALEZ1997 | Not an RCT
MORTBERG2005 Not an RCT
NAGATA2003 Not an RCT And not SA population
NORTON2008 Not an RCT n=52; 25 had primary diagnosis of SAD
OLIVARES2002 Not an RCT
ONTIVEROS1998 Not an RCT
Participants divided into groups based on
0OST1981 Not an RCT responses to a behavioural task
PECKNOLD1982 Not an RCT Controlled trial but not randomised
PERUGI1994 Not an RCT No control group
Review and non-RCT investigation.
ROSSI1989 Not an RCT Unclear whether population has SA
SELIGMAN2011 Not an RCT Review
SIMPSON1998 Not an RCT Open trial, not RCT
SONAWALLA2002 Not an RCT
STONE2000 Not an RCT n=6
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STRAVYNSKI1989 Not an RCT Participants served as their own controls
VAN-DAM-BAGGEN1986 Not an RCT Also not SA population
VANDAMBAGGEN2000 Not an RCT
VANVEEN2002 Not an RCT
VERSIANI1988 Not an RCT
VERSIANI1996 Not an RCT
VOGELE2010 Not an RCT
WALKUP2002 Not an RCT Open label extension - can't use
WELLS1997 Not an RCT
Control group not randomised; only 8
WHITTENBERG Not an RCT people per group
WILD2007 Not an RCT
WLAZLO1990 Not an RCT
BAER2005 Not an RCT
BALDWIN2009 Not an RCT - review
BALDWIN2009 Not an RCT - review
BECH2008 Not an RCT - review
CONNOR2002 Not an RCT - review
HOFMANN2010 Not an RCT - review
LIEBOWITZ1999 Not an RCT - review
MALLICK2004 Not an RCT - review Pooled data analysis - not an RCT
SEGOOL2008 Not an RCT - review
STEIN2002 Not an RCT - review
STEIN2006a Not an RCT - review
ANTONA2006 Not available in English
ANTONA2008 Not available in English
BARQUERA2008 Not available in English
ELREY2998 Not available in English
GILBERNAL2009 Not available in English
ITO2000 Not available in English
LEE1997 Not available in English
LEGERON Not available in English
MELFSEN2003 Not available in English
MELYANI2009 Not available in English
OLIVARES2007 Not available in English
ORTBANDT2009 Not available in English
PEITZ2006 Not available in English
PENG2003 Not available in English
STANGIER2001 Not available in English
STRAVYNSKI1994 Not available in English
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TEJEDOR1996 Not available in English
TOOZANDEHJANI2011 Not available in English
WILLUTZKI2004 Not available in English
WILLUTZKI2011 Not available in English
YANG Not available in English
ZHANG2003 Not available in English
AVEDISOVA2007 Not SA population n=59; treatment for benzo withdrawal
11 undergradutes, unclear inclusion
ADY1989 Not SA population criteria
ALLAIN2003 Not SA population Healthy subjects
ALSTROM1984 Not SA population No diagnosis obtained
ANON Not SA population
ANON1979 Not SA population
ANTHONY2002 Not SA population
APONTE1971 Not SA population
Outcomes include pulse and performance
errors. No relevant psychological
APPEL1976 Not SA population measures.
Included 'people who considered
ARANA2006 Not SA population themselves shy'
ASCHER1999 Not SA population
ASSALIA2003 Not SA population
AUNE2009 Not SA population Universal prevention programme
BADOS1987 Not SA population
BARBER1996 Not SA population
BEARD2008 Not SA population
BERGSTRESSER1976 Not SA population
BILLOTTI1985 Not SA population
BIRAN1981 Not SA population
BLACK2012 Not SA population
BOOTH1990 Not SA population
BRODSKY Not SA population
BRUNET2008 Not SA population
BURNLEY1992 Not SA population No diagnostic instrument used
CAPPE1986 Not SA population
SAD score of at least one-half standard
deviation above the mean, obtain a score
of 9 or above on the shyness interference
CAPPE1986 Not SA population measure - No diagnosis obtained
CARPENTER1981 Not SA population
Inclusion cut-off on public speaking scale,
CARRIGAN1999 Not SA population undergraduate non-clinical sample
CARSTENS1976 Not SA population
Student sample; non-assertiveness with
CHIPPARELLI1982 Not SA population the opposite sex
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Parent-rated behavioural inhibition scores
above the top 15% cut-off on the
Behavioural Inhibition Questionnaire - No

COPLAN2010 Not SA population diagnosis obtained

Members of a public speaking association
CUNNINGHAM2006 Not SA population - No diagnosis obtained
DELVEY1981 Not SA population
DOPPELT1984 Not SA population
ENGLISH1978 Not SA population

Inclusion criteria above median on a scale
FREMOUW1978 Not SA population - No diagnosis obtained
GARDNER1981 Not SA population No diagnostic instrument used
GOLDFARB Not SA population 15 minute one-off intervention
GORMALLY1981 Not SA population

Not an RCT - crossover design and not SA
HARTLEY1983 Not SA population symptoms

Non-clinical sample with self-reported

'shyness', not included on the basis of
HAYNES-CLEMENTS1984 Not SA population interview
HAZLETT-STEVENS2001 Not SA population Inclusion criteria one item on the FQ
HEDQUIST1970 Not SA population Unassertive' college students
HEKMAT1984 Not SA population
HEKMAT1985 Not SA population

Student sample; cutoff inclusion criteria; 1
HINDO2010 Not SA population session treatment
JAMES1984 Not SA population

Two waves of randomisation, first sorted

according to physiological reeactivity, no
JERREMALM1986 Not SA population diagnosis obtained
KARST1970 Not SA population
KENDRICK1982 Not SA population

Undergrad sample, inclusion based on

Behaviour Checklist (short form) and
KIRSCH1975 Not SA population PRCS

Undergrad sample, unclear inclusion
KIRSCH1977 Not SA population criteria
KLEIN1992 Not SA population Separation Anxiety not SA
KLEINASSER1969 Not SA population
KOBAN2007 Not SA population
LADOUCEUR1983 Not SA population
LENT1981 Not SA population And no usable data

Non-clinical sample; no measure of social
LOWENSTEIN1982 Not SA population anxiety at post-treatment

Excluded people meeting diagnostic
MALL2011 Not SA population criteria for SAD
MALLET1982 Not SA population

Undergrad sample, all included who
MARSHALL1976 Not SA population applied

Undergrad sample, unclear inclusion
MARSHALL1977 Not SA population criteria
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Catatonic mutism population - cause not

MCCALL1992 Not SA population social
MCGOWAN1981 Not SA population No diagnostic instrument used
MCKINNEY1981 Not SA population
Undergrad sample, 16 on the PRCS - No
MELANSON1986 Not SA population diagnosis obtained
Undergrad sample, unclear inclusion
MICHENBAUM1971 Not SA population criteria
MORGAN1970 Not SA population
Undergrad sample, inclusion based on
MOTLEY1994 Not SA population PRPSA - No diagnosis obtained
Undergrad sample, unclear inclusion
MYLAR1972 Not SA population criteria
22 'or greater on the Fear of Negative
Evaluation Scale, or 18 or greater on the
Social Avoidance and Distress Scale - No
NAGAE2001 Not SA population diagnosis obtained
Undergrad sample, no social anxiety scale
NELSON2010a Not SA population used for inclusion, one-off intervention
NELSON2010b Not SA population
Student sample; included on the basis of
score on the Fear Survey Schedule - No
O'DONNELL1973 Not SA population diagnosis obtained
OKABAYASKI1992 Not SA population
OLIVARES2002 Not SA population
OLIVEAU1969a Not SA population
OLIVEAU1969b Not SA population
Inclusion criteria, top 25% on Music
Performance Anxiety Inventory for
Adolescents, only 9/21 had a diagnosis of
OSBORNE2007 Not SA population social anxiety
PERSSON1984 Not SA population
PHILLIPS1972 Not SA population
PIPES1978 Not SA population
POWELL1992 Not SA population
POWELL2008 Not SA population
Treatment focussed on alcohol reduction.
PUCEL1973 Not SA population Pre-treatment anxiety scores non-clinical
Student sample, unclear inclusion criteria,
REITMAN2001 Not SA population outcomes not relevant
Student sample, SIAS used as inclusion
RENNER2008 Not SA population criteria
RESSLER2004 Not SA population Acrophobia
RICHTER1975 Not SA population No diagnostic instrument used
RIMM1970 Not SA population
Undergrad sample, criteria of 18 on the
public-speaking component of the PRCA-
RUBIN2009 Not SA population 24 - No diagnosis obtained
RUSSELL1973 Not SA population
SAMAWEERA Not SA population Undergrad sample, brief lab experiment
SAPP1990 Not SA population Test anxiety
scoring above 13 on the Social Anxiety and
SCHELVER1983 Not SA population Distress Scale - no diagnosis obtained
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Undergraduate sample, no diagnostic
interview given, just cut-off on a public

SCHOENBERGER1997 Not SA population speaking scale
Community sample, unclear inclusion
SCHONIGER2004 Not SA population criteria
Student sample; PRCA-C survey and the
SELLERS1982 Not SA population Shyness Survey used as inclusion criteria
SIEGMUND2011 Not SA population Agoraphobia/panic
SIMEON1992 Not SA population Avoidant subgroup=9
Undergrad sample, unclear inclusion
SLUTSKY1978 Not SA population criteria
SMITH1980 Not SA population
SMITH1987 Not SA population Test anxiety
SOLYOM1073 Not SA population
Volunteer sample, included on the basis of
cut-off on public speaking scale, no
SPECTOR1993 Not SA population diagnostic interview
STANTON1991 Not SA population
STANTON19%4 Not SA population
STRAATMEYER1974 Not SA population
SWEENEY1982 Not SA population Student sample, unclear inclusion criteria
Participants don't have current diagnosis
THEVOS2000 Not SA population of SA
THURBER2006 Not SA population Student sample, no inclusion criteria
Undergrad sample, unclear inclusion
TREXLER1972 Not SA population criteria
Undergrad sample, inclusion based on
TSAO2000 Not SA population likert scale rating
VANTVEER-
TAZELAAR2006 Not SA population
VROLIJK1977 Not SA population
Undergrad sample, “no cutoff scores nor
WALLACH2009 Not SA population diagnosis was used"
WALLER1982 Not SA population No diagnostic instrument used
Undergrad sample, unclear inclusion
WEINBERGER1973 Not SA population criteria
Undergrad sample from psych and
communication courses, no inclusion
WEISSBERG1977 Not SA population criteria
WESTENBERG1987 Not SA population n=45
WHITWORTH1996 Not SA population No diagnostic instrument used
WILLIAMS1984 Not SA population
WILSON1973 Not SA population
WOLPIN1966 Not SA population
WOOD1978 Not SA population
Undergrad sample, unclear inclusion
WOY1972 Not SA population criteria
WRIGHT1979 Not SA population
YOUNG2009 Not SA population
Agoraphobia with performance anxiety
ZANE1991 Not SA population traits
ZITRIN1983 Not SA population Agoraphobia, mixed phobia and simple
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phobia population
CARLBRING2012 Ongoing NCT01312571 Not yet published
LEICHSENRING2009 Ongoing
NIMH2005 Ongoing
WILTINK2011 Ongoing
FAHLEN1995 Outcomes not relevant No PDF - 1996 onwards
GATES1985 Outcomes not relevant
GSK2005 Outcomes not relevant
HOFMANN2006 Outcomes not relevant
JOHNSON2007 Outcomes not relevant
KENNEDY2009 Too young
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APPENDIX 26: RELAPSE PREVENTIONS (ADULTS) - FOREST PLOTS

6.6.7 CONTINUED PHARMACOTHERAPY FOR RELAPSE PREVENTION

SSRIs - Number of participants who had not relapsed

SSRI Placebo

Study or Subgroup Events Total Events Total

Weight M-H, Random, 95% CI

Risk Ratio Risk Ratio

M-H, Random, 95% ClI

6.2.1 Paroxetine

Kumar 1999 8 27 5
Stein 2002b 39 151 91
Subtotal (95% CI) 178

Total events 47 96

28

148
176

18.2%

37.7%
55.9%

Heterogeneity: Tauz = 0.81; Chi2 = 6.88, df = 1 (P = 0.009); 12 = 85%

Test for overall effect: Z =0.39 (P = 0.70)

6.2.2 Escitalopram

Montgomery 2005 37 165 85
Subtotal (95% CI) 165
Total events 37 85

Heterogeneity: Not applicable
Test for overall effect: Z =5.05 (P < 0.00001)

6.2.3 Sertraline

Van-Ameringen 2001 1 22 9
Subtotal (95% ClI) 22
Total events 1 9

Heterogeneity: Not applicable
Test for overall effect: Z = 3.04 (P = 0.002)

Total (95% ClI) 365
Total events 85 190

166
166

352

37.1%
37.1%

7.0%
7.0%

100.0%

Heterogeneity: Tauz = 0.19; Chiz = 11.96, df = 3 (P = 0.008); 12 = 75%

Test for overall effect: Z = 2.64 (P = 0.008)

Test for subaroup differences: Chi2z = 5.48, df = 2 (P = 0.06), 12 = 63.5%

1.66 [0.62, 4.44]
042[0.31,057] ~— W
0.77[0.20, 2.93]

0.44[0.32,060] ~— W —
0.44.[0.32, 0.60]

0.05[0.01,0.35] —
0.05[0.01,0.35] ™

047[0.27,082]
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SSRIs - Number of participants reporting any adverse event

SSRI Placebo

Study or Subgroup Events Total Events Total Weight

Risk Ratio

M-H, Random, 95% ClI

Risk Ratio
M-H, Random, 95% CI

6.3.1 Paroxetine

Kumar 1999 22 27 23 28  29.9%
Stein 2002b 81 162 92 161 44.6%
Subtotal (95% ClI) 189 189 74.5%
Total events 103 115

Heterogeneity: Tau? = 0.00; Chi2 = 0.67, df = 1 (P = 0.41); I2 = 0%
Test for overall effect: Z = 1.03 (P = 0.30)

6.3.2 Escitalopram

Montgomery 2005 63 190 72 181 25.5%
Subtotal (95% Cl) 190 181 25.5%
Total events 63 72

Heterogeneity: Not applicable
Test for overall effect: Z =1.32 (P = 0.19)

Total (95% CI) 379 370 100.0%

Total events 166 187

Heterogeneity: Tau? = 0.00; Chi2 = 1.12, df = 2 (P = 0.57); I2 = 0%
Test for overall effect: Z =1.56 (P = 0.12)

Test for subaroup differences: Chiz = 0.38, df = 1 (P = 0.54), 12 = 0%

0.99[0.77, 1.27]

0.88[0.71, 1.07]
0.92[0.79, 1.08]

0.83 [0.64, 1.09]
0.83[0.64, 1.09]

0.90[0.78, 1.03]

SSRIs - Number of participants reporting diarrhoea

SSRI

Events Total

Placebo

Study or Subgroup Events Total Weight

Risk Ratio

M-H, Random, 95% CI

¢

g
¢

-

0507 1

Favours SSRI

15 2
Favours placebo

Risk Ratio
M-H, Random, 95% ClI

6.4.1 Paroxetine

Kumar 1999 0 27 3 28 11.5%
Stein 2002b 5 162 10 161 88.5%
Subtotal (95% Cl) 189 189 100.0%
Total events 5 13

Heterogeneity: Tau? = 0.00; Chi2 = 0.60, df = 1 (P = 0.44); I2= 0%
Test for overall effect: Z =1.66 (P = 0.10)

Total (95% CI) 189 189 100.0%

Total events 5 13
Heterogeneity: Tau2 = 0.00; Chi2 = 0.60, df = 1 (P = 0.44); 2= 0%
Test for overall effect: Z =1.66 (P = 0.10)

Test for subaroup differences: Not applicable

0.15[0.01, 2.74]

0.50[0.17, 1.42]
0.43[0.16, 1.16]

0.43[0.16, 1.16]

&
N

&
N

R

L
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SSRIs - Number of participants reporting dizziness

SSRI Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total

Events Total Weight

M-H, Random, 95% CI

M-H, Random, 95% CI

6.5.1 Paroxetine

Kumar 1999 2 27 6
Stein 2002b 10 162 34
Subtotal (95% CI) 189

Total events 12 40

28 14.0%
161 70.8%
189 84.8%

Heterogeneity: Tau? = 0.00; Chiz = 0.04, df = 1 (P = 0.84); 12 = 0%

Test for overall effect: Z = 3.85 (P = 0.0001)

6.5.2 Escitalopram

Montgomery 2005 2 190 18
Subtotal (95% ClI) 190
Total events 2 18

Heterogeneity: Not applicable
Test for overall effect: Z = 3.04 (P = 0.002)

Total (95% Cl) 379

Total events 14 58

181
181

15.2%
15.2%

370 100.0%

Heterogeneity: Tau? = 0.00; Chi2 = 1.79, df = 2 (P = 0.41); I2 = 0%

Test for overall effect: Z = 4.73 (P < 0.00001)

0.35[0.08, 1.57]

0.29[0.15, 0.57]
0.30[0.16, 0.55]

0.11[0.02,045
0.11 [0.02, 0.45] Wem—

0.26 [0.15,0.45] =

Test for subaroup differences: Chiz2=1.69, df =1 (P =0.19), 12=41.0%

Number of participants reporting drowsiness

4
Al

0507 1 152
Favours SSRI Favours placebo

SSRI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.6.1 Paroxetine
Kumar 1999 4 27 1 28 29.2% 4.15[0.49, 34.79] 4
Stein 2002b 162 1 161 29.7% 6.96 [0.87, 55.90] B E—
Subtotal (95% ClI) 189 189 58.8% 5.40 [1.22, 23.92]  —
Total events 11 2

Heterogeneity: Tau? = 0.00; Chi2 = 0.12, df = 1 (P = 0.73); I2 = 0%

Test for overall effect: Z = 2.22 (P = 0.03)

6.6.2 Escitalopram

Montgomery 2005 4 190 7
Subtotal (95% CI) 190
Total events 4 7

Heterogeneity: Not applicable
Test for overall effect: Z =0.98 (P = 0.33)

Total (95% ClI) 379

Total events 15 9

Heterogeneity: Tau? = 1.54; Chi2 = 5.76, df = 2 (P = 0.06); I2 = 65%

Test for overall effect: Z =0.83 (P = 0.41)

181
181

41.2%
41.2%

370 100.0%

0.54[0.16, 1.83]

4
Al

0.540.16, 1.83] " —

2.10[0.37, 12.01]

Test for subaroup differences: Chiz2 =5.49, df = 1 (P = 0.02), 12=81.8%
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SSRIs - Number of participants reporting increased anxiety

SSRI Placebo

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio Risk Ratio

M-H, Random, 95% CI

6.7.1 Paroxetine

Kumar 1999 1 27 4 28 34.2%
Stein 2002b 2 162 8 161 65.8%
Subtotal (95% ClI) 189 189 100.0%
Total events 3 12

Heterogeneity: Tau2 = 0.00; Chi2=0.00, df =1 (P =0.97); 2= 0%
Test for overall effect: Z =2.17 (P = 0.03)

Total (95% CI) 189 189 100.0%
Total events 3 12

Heterogeneity: Tau? = 0.00; Chi2 = 0.00, df = 1 (P = 0.97); I2= 0%
Test for overall effect: Z =2.17 (P = 0.03)

Test for subaroup differences: Not applicable

0.26 [0.03, 2.17] B

0250005 1.15) F—————

0.25[0.07, 0.87]

0.250.07,0.87 |
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Favours SSRI

15 2
Favours placebo
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SSRIs - Number of participants reporting insomnia

SSRI

Study or Subgroup Events Total

Placebo

Events Total Weight

Risk Ratio
M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

6.8.1 Paroxetine

Kumar 1999 1 27 2
Stein 2002b 7 162 12
Subtotal (95% CI) 189

Total events 8 14

28 10.3%
161 68.5%
189 78.8%

Heterogeneity: Tau? = 0.00; Chiz = 0.01, df =1 (P = 0.93); 12 = 0%

Test for overall effect: Z =1.30 (P = 0.19)

6.8.2 Escitalopram

Montgomery 2005 2 190 5
Subtotal (95% ClI) 190
Total events 2 5

Heterogeneity: Not applicable
Test for overall effect: Z =1.16 (P = 0.25)

Total (95% Cl) 379

Total events 10 19

181
181

21.2%
21.2%

370 100.0%

Heterogeneity: Tau? = 0.00; Chi2z = 0.20, df = 2 (P = 0.91); I2= 0%

Test for overall effect: Z =1.69 (P = 0.09)

0.52 [0.05, 5.39]

0.58[0.23, 1.43]
0.57[0.25, 1.33]

0.38[0.07, 1.94]

4
Al

w

4
Al

4
Al

0.38[0.07, 1.94] | E—

052[0.25,1.11] -~ —

Test for subaroup differences: Chi2 = 0.19, df = 1 (P = 0.67), 12=0%

SSRIs - Number of participants reporting sweating

SSRI

Study or Subgroup  Events Total

Placebo

Events Total Weight

Risk Ratio
M-H, Random, 95% CI

0507 1
Favours SSRI

15 2
Favours placebo

Risk Ratio
M-H, Random, 95% ClI

6.9.1 Paroxetine

Stein 2002b 10 162 2
Kumar 1999 3 27 4
Subtotal (95% ClI) 189

Total events 13 6

161 31.4%

28 32.6%
189 64.0%

Heterogeneity: Tau? = 1.23; Chi2 = 3.24, df = 1 (P = 0.07); 12 = 69%

Test for overall effect: Z =0.70 (P = 0.49)

6.9.2 Escitalopram

Montgomery 2005 4 190 12
Subtotal (95% ClI) 190
Total events 4 12

Heterogeneity: Not applicable
Test for overall effect: Z =2.02 (P = 0.04)

Total (95% ClI) 379

Total events 17

18

181
181

36.0%
36.0%

370 100.0%

Heterogeneity: Tau? = 1.48; Chiz = 8.42, df = 2 (P = 0.01); 12 = 76%

Test for overall effect: Z =0.01 (P = 0.99)

4.97[1.11, 22.32]

0.78[0.19, 3.16]
1.93 [0.30, 12.25]

0.32[0.10,0.97] FH——

0.32[0.10, 0.97]

—

&
N

——

1.01[0.21, 4.89] e —

Test for subaroup differences: Chiz = 2.68, df = 1 (P = 0.10), I12=62.7%
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SSRIs - Number of participants reporting nausea

Risk Ratio

M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

SSRI Placebo
Study or Subgroup  Events Total Events Total Weight
6.10.1 Escitalopram
Montgomery 2005 2 190 5 181 100.0%
Subtotal (95% CI) 190 181 100.0%
Total events 2 5
Heterogeneity: Not applicable
Test for overall effect: Z = 1.16 (P = 0.25)
Total (95% ClI) 190 181 100.0%
Total events 2 5

Heterogeneity: Not applicable
Test for overall effect: Z=1.16 (P = 0.25)

Test for subaroup differences: Not applicable

0.38[0.07, 1.94]
0.38[0.07, 1.94]

0.38[0.07, 1.94]

a—

—

I 1
0507 1 15 2

Favours SSRI

Anticonvulsants - Number of participants who had not relapsed

Anticonvulsant Placebo

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Greist 2011 22 35 32 40 100.0% 0.79 [0.58, 1.06] i

Total (95% ClI) 35 40 100.0% 0.79 [0.58, 1.06] ’

Total events 22 32

Heterogeneity: Not applicable
Test for overall effect: Z=1.59 (P = 0.11)

Favours anticonvulsant

1 1 1 1
05 07 1 15 2

Anticonvulsants - Number of participants reporting dizziness

Anticonvulsant Placebo

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI

Greist 2011 9 80 3 73 100.0% 2.74[0.77,9.72] ]

Total (95% Cl) 80 73 100.0% 2.7410.77,9.72] —e
Total events 9 3

Heterogeneity: Not applicable
Test for overall effect: Z=1.56 (P = 0.12)

Favours anticonvulsant

1 1 1 1
05 07 1 15 2

Anticonvulsants - Number of participants reporting drowsiness

Anticonvulsant Placebo

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Greist 2011 2 80 1 73 100.0% 1.82[0.17,19.71] ¢

Total (95% CI) 80 73 100.0% 182[017,19.71] =
Total events 2 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.50 (P = 0.62)

Favours anticonvulsant

1 1 1
05 07 1 15 2
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Anticonvulsants - Number of participants reporting insomnia

Anticonvulsant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Greist 2011 20 80 21 73 100.0% 0.87[0.51, 1.47]
Total (95% CI) 80 73 100.0% 0.87[0.51, 1.47] ‘
Total events 20 21
[l [l [l [l
T T T

Heterogeneity: Not applicable T
9 Y PP 05 07 1 15 2

Test f Il effect: Z=0.53 (P = 0.60 )
estioroverall efiec ( ) Favours anticonvulsant Favours placebo

Anticonvulsants - Number of participants reporting nausea

Anticonvulsant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Greist 2011 9 80 7 73 100.0% 1.17[0.46, 2.99]
Total (95% CI) 80 73 100.0% 1.17 [0.46, 2.99] ——e
Total events 9 7
| | | |
T T

Heterogeneity: Not applicable T T

Test f Il effect: Z = 0.33 (P = 0.74 05 07 1 152
estfor overall effect: Z = 0.33 (P = 0.74) Favours anticonvulsant Favours placebo

Anticonvulsants - Number of participants reporting one or more severe side effect

Anticonvulsant Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Greist 2011 5 80 9 73 100.0% 0.51[0.18, 1.44] ¢
Total (95% CI) 80 73 100.0% 0.51[0.18, 1.44] " —
Total events 5 9
| | | |
T T

Heterogeneity: Not applicable T T

f Il off 05 07 1 15 2
Testfor overall effect: Z = 1.27 (P = 0.20) Favours anticonvulsant Favours placebo
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