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Appendix A - PRISMA NMA checklist
	Section/Topic
	Item #
	Checklist Item
	Reported on Page #

	TITLE
	
	
	

	Title
	1
	Identify the report as a systematic review incorporating a network meta-analysis (or related form of meta-analysis). 
	p. 1

	
	
	
	

	ABSTRACT
	
	
	

	Structured summary 
	2
	Provide a structured summary including, as applicable: 

Background: main objectives

Methods: data sources; study eligibility criteria, participants, and interventions; study appraisal; and synthesis methods, such as network meta-analysis. 

Results: number of studies and participants identified; summary estimates with corresponding confidence/credible intervals; treatment rankings may also be discussed. Authors may choose to summarize pairwise comparisons against a chosen treatment included in their analyses for brevity.
Discussion/Conclusions: limitations; conclusions and implications of findings.

Other: primary source of funding; systematic review registration number with registry name.
	p. 2

	
	
	
	

	INTRODUCTION
	
	
	

	Rationale 
	3
	Describe the rationale for the review in the context of what is already known, including mention of why a network meta-analysis has been conducted. 
	p. 3

	Objectives 
	4
	Provide an explicit statement of questions being addressed, with reference to participants, interventions, comparisons, outcomes, and study design (PICOS). 
	p. 3,4

	
	
	
	

	METHODS
	
	
	

	Protocol and registration 
	5
	Indicate whether a review protocol exists and if and where it can be accessed (e.g., Web address); and, if available, provide registration information, including registration number. 
	p. 4

	Eligibility criteria 
	6
	Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication status) used as criteria for eligibility, giving rationale. Clearly describe eligible treatments included in the treatment network, and note whether any have been clustered or merged into the same node (with justification). 
	p. 4

	Information sources 
	7
	Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify additional studies) in the search and date last searched. 
	p. 4

	Search 
	8
	Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated. 
	Appendix B

	Study selection 
	9
	State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, included in the meta-analysis). 
	p. 4

	Data collection process 
	10
	Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and confirming data from investigators. 
	p. 4

	Data items 
	11
	List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. 
	p. 4, Appendix E

	Geometry of the network
	S1
	Describe methods used to explore the geometry of the treatment network under study and potential biases related to it. This should include how the evidence base has been graphically summarized for presentation, and what characteristics were compiled and used to describe the evidence base to readers.
	p. 4,5

	Risk of bias within individual studies 
	12
	Describe methods used for assessing risk of bias of individual studies (including specification of whether this was done at the study or outcome level), and how this information is to be used in any data synthesis. 
	p. 4,5, Appendix K

	Summary measures 
	13
	State the principal summary measures (e.g., risk ratio, difference in means). Also describe the use of additional summary measures assessed, such as treatment rankings and surface under the cumulative ranking curve (SUCRA) values, as well as modified approaches used to present summary findings from meta-analyses.
	p. 5

	Planned methods of analysis
	14
	Describe the methods of handling data and combining results of studies for each network meta-analysis. This should include, but not be limited to:  

· Handling of multi-arm trials;

· Selection of variance structure;

· Selection of prior distributions in Bayesian analyses; and

·  Assessment of model fit. 
	p. 5,6

	Assessment of Inconsistency
	S2
	Describe the statistical methods used to evaluate the agreement of direct and indirect evidence in the treatment network(s) studied. Describe efforts taken to address its presence when found.
	P. 5,6

	Risk of bias across studies 
	15
	Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective reporting within studies). 
	p. 4,5

	Additional analyses 
	16
	Describe methods of additional analyses if done, indicating which were pre-specified. This may include, but not be limited to, the following: 

· Sensitivity or subgroup analyses;

· Meta-regression analyses; 

· Alternative formulations of the treatment network; and

· Use of alternative prior distributions for Bayesian analyses (if applicable). 
	p. 6

	
	
	
	

	RESULTS†
	
	
	

	Study selection 
	17
	Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally with a flow diagram. 
	p. 7,8 Fig.1

	Presentation of network structure
	S3
	Provide a network graph of the included studies to enable visualization of the geometry of the treatment network. 
	Fig. 2

	Summary of network geometry
	S4
	Provide a brief overview of characteristics of the treatment network. This may include commentary on the abundance of trials and randomized patients for the different interventions and pairwise comparisons in the network, gaps of evidence in the treatment network, and potential biases reflected by the network structure.
	p. 6,7,8

	Study characteristics 
	18
	For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and provide the citations. 
	Tab 1; appendix E, I,L

	Risk of bias within studies 
	19
	Present data on risk of bias of each study and, if available, any outcome level assessment. 
	p. 8; appendix K

	Results of individual studies 
	20
	For all outcomes considered (benefits or harms), present, for each study: 1) simple summary data for each intervention group, and 2) effect estimates and confidence intervals. Modified approaches may be needed to deal with information from larger networks.
	p. 8,9; appendix M and N

	Synthesis of results 
	21
	Present results of each meta-analysis done, including confidence/credible intervals. In larger networks, authors may focus on comparisons versus a particular comparator (e.g. placebo or standard care), with full findings presented in an appendix. League tables and forest plots may be considered to summarize pairwise comparisons. If additional summary measures were explored (such as treatment rankings), these should also be presented.
	Figure 3,4; p. 8,9; appendix M and N

	Exploration for inconsistency
	S5
	Describe results from investigations of inconsistency. This may include such information as measures of model fit to compare consistency and inconsistency models, P values from statistical tests, or summary of inconsistency estimates from different parts of the treatment network.
	p.8, 9, 10; appendix M and N

	Risk of bias across studies 
	22
	Present results of any assessment of risk of bias across studies for the evidence base being studied. 
	8, 9; appendix K

	Results of additional analyses
	23
	Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression analyses, alternative network geometries studied, alternative choice of prior distributions for Bayesian analyses, and so forth). 
	p. 9, 10; appendix O, P, Q, R, and S

	
	
	
	

	DISCUSSION
	
	
	

	Summary of evidence 
	24
	Summarize the main findings, including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., healthcare providers, users, and policy-makers). 
	p. 10, 12

	Limitations 
	25
	Discuss limitations at study and outcome level (e.g., risk of bias), and at review level (e.g., incomplete retrieval of identified research, reporting bias). Comment on the validity of the assumptions, such as transitivity and consistency. Comment on any concerns regarding network geometry (e.g., avoidance of certain comparisons).
	p. 12, 13

	Conclusions 
	26
	Provide a general interpretation of the results in the context of other evidence, and implications for future research. 
	p. 14, 15

	FUNDING
	
	
	

	Funding 
	27
	Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the systematic review. This should also include information regarding whether funding has been received from manufacturers of treatments in the network and/or whether some of the authors are content experts with professional conflicts of interest that could affect use of treatments in the network.
	p. 16


PICOS = population, intervention, comparators, outcomes, study design.

* Text in italics indicates wording specific to reporting of network meta-analyses that has been added to guidance from the PRISMA statement.

† Authors may wish to plan for use of appendices to present all relevant information in full detail for items in this section.

Appendix B - Search strategy 
Last update: January 1st, 2021
PubMed 
Search Strings for PubMed

Psychotherapy[MH] OR psychotherap*[All Fields] OR cbt[All Fields] OR "behavior therapies"[All Fields] OR "behavior therapy"[All Fields] OR "behavior therapeutic"[All Fields] OR "behavior therapeutical"[All Fields] OR "behavior therapeutics"[All Fields] OR "behavior therapeutist"[all Fields] OR "behavior therapeutists"[All Fields] OR "behavior treatment"[All Fields] OR "behavior treatments"[All Fields] OR "behaviors therapies"[All Fields] OR "behaviors therapy"[All Fields] OR "behaviors therapeutics"[All Fields] OR "behaviors therapeutic"[All Fields] OR "behaviors therapeutical"[All Fields] OR "behaviors therapeutist"[All Fields] OR "behaviors therapeutists"[All Fields] OR "behaviors treatment"[All Fields] OR "behaviors treatments"[All Fields] OR "behavioral therapies"[All Fields] OR "behavioral therapy"[All Fields] OR "behavioral therapeutics"[All Fields] OR "behavioral therapeutic"[All Fields] OR "behavioral therapeutical"[All Fields] OR "behavioral therapeutist"[All Fields] OR "behavioral therapeutists"[All Fields] OR "behavioral treatment"[All Fields] OR "behavioral treatments"[All Fields] OR "behaviour therapies"[All Fields] OR "behaviour therapy"[All Fields] OR "behaviour therapeutic"[All Fields] OR "behaviour therapeutical"[All Fields] OR "behaviour therapeutics"[All Fields] OR "behaviour therapeutist"[all Fields] OR "behaviour therapeutists"[All Fields] OR "behaviour treatment"[All Fields] OR "behaviour treatments"[All Fields] OR "behaviours therapies"[All Fields] OR "behaviours therapy"[All Fields] OR "behaviours therapeutics"[All Fields] OR "behaviours therapeutic"[All Fields] OR "behaviours therapeutical"[All Fields] OR "behaviours therapeutist"[All Fields] OR "behaviours therapeutists"[All Fields] OR "behaviours treatment"[All Fields] OR "behaviours treatments"[All Fields] OR "behavioural therapies"[All Fields] OR "behavioural therapy"[All Fields] OR "behavioural therapeutics"[All Fields] OR "behavioural therapeutic"[All Fields] OR "behavioural therapeutical"[All Fields] OR "behavioural therapeutist"[All Fields] OR "behavioural therapeutists"[All Fields] OR "behavioural treatment"[All Fields] OR "behavioural treatments"[All Fields] OR "cognition therapies"[All Fields] OR "cognition therapie"[All Fields] OR "cognition therapy"[All Fields] OR "cognition therapeutical"[All Fields] OR "cognition therapeutic"[All Fields] OR "cognition therapeutics"[All Fields] OR "cognition therapeutist"[All Fields] OR "cognition therapeutists"[All Fields] OR "cognition treatment"[All Fields] OR "cognition treatments"[All Fields] OR psychodynamic[All Fields] OR Psychoanalysis[MH] OR psychoanalysis[All Fields] OR psychoanalytic*[All Fields] OR counselling[All Fields] OR counseling[All Fields] OR Counseling[MH] OR "problem-solving"[All Fields] OR mindfulness[All Fields] OR (acceptance[All Fields] AND commitment[All Fields] ) OR "assertiveness training"[All Fields] OR "behavior activation"[All Fields] OR "behaviors activation"[All Fields] OR "behavioral activation"[All Fields]  OR "cognitive therapies"[All Fields] OR "cognitive therapy"[All Fields] OR "cognitive therapeutic"[All Fields] OR "cognitive therapeutics"[All Fields] OR "cognitive therapeutical"[All Fields] OR "cognitive therapeutist"[All Fields] OR "cognitive therapeutists"[All Fields] OR "cognitive treatment"[All Fields] OR "cognitive treatments"[All Fields] OR "cognitive restructuring"[All Fields] OR (("compassion-focused"[All Fields] OR "compassion-focussed"[All Fields]) AND (therapy[SH] OR therapies[All Fields] OR therapy[All Fields] OR therape*[All Fields]  OR therapis*[All Fields]OR Therapeutics [OR treatment*[All Fields])) OR ((therapy[SH] OR therapies[All Fields] OR therapy [All Fields] OR therape*[All Fields] OR therapis*[All Fields] OR Therapeutics[MH] OR treatment*[All Fields]) AND constructivist*[All Fields]) OR "metacognitive therapies"[All Fields] OR "metacognitive therapy"[All Fields] OR "metacognitive therapeutic"[All Fields] OR "metacognitive therapeutics"[All Fields] OR "metacognitive therapeutical"[All Fields] OR "metacognitive therapeutist"[All Fields] OR "metacognitive therapeutists"[All Fields] OR "metacognitive treatment"[All Fields] OR "metacognitive treatments"[All Fields] OR "meta-cognitive therapies"[All Fields] OR "meta-cognitive therapy"[All Fields] OR "meta-cognitive therapeutic"[All Fields]  OR "meta-cognitive therapeutics"[All Fields] OR "meta-cognitive therapeutical"[All Fields] OR "meta-cognitive therapeutist"[All Fields] OR "meta-cognitive therapeutists"[All Fields] OR "meta-cognitive treatment"[All Fields] OR "meta-cognitive treatments"[All Fields] OR "solution-focused therapies"[All Fields] OR "solution-focused therapy"[All Fields] OR "solution-focused therapeutic"[All Fields] OR "solution-focused therapeutics"[All Fields] OR "solution-focused therapeutical"[All Fields] OR "solution focused therapies"[All Fields] OR "solution focused therapy"[All Fields] OR "solution focused therapeutic"[All Fields] OR "solution focused therapeutics"[All Fields] OR "solution focused therapeutical"[All Fields]OR "solution-focussed therapies"[All Fields] OR "solution-focussed therapy"[All Fields] OR "solution-focussed therapeutic"[All Fields] OR "solution-focussed therapeutics"[All Fields] OR "solution-focussed therapeutical"[All Fields]OR "solution focussed therapies"[All Fields] OR "solution focussed therapy"[All Fields] OR "solution focussed therapeutic"[All Fields] OR "solution focussed therapeutics"[All Fields] OR "solution focussed therapeutical"[All Fields] OR "self-control therapies"[All Fields] OR "self-control therapy"[All Fields] OR "self-control therapeutics"[All Fields] OR "self-control therapeutical"[All Fields] OR "self-control therapeutic"[All Fields] OR "self-control training"[All Fields] OR "self-control trainings"[All Fields] OR "self control therapies"[All Fields] OR "self control therapy"[All Fields] OR "self control therapeutics"[All Fields] OR "self control therapeutical"[All Fields] OR "self control therapeutic"[All Fields] OR "self control training"[All Fields] OR "self control trainings"[All Fields] OR exposure[All Fields] OR relaxation[All Fields] OR EMDR[All Fields] OR ("eye movement" and desensiti*[All Fields]) OR "panic management"[All Fields] OR "response prevention"[All Fields] OR ERP[All Fields]

AND

"social anxiety"[All Fields] OR shy[All Fields] OR ("shyness"[MeSH Terms] OR "shyness"[All Fields]) OR "test anxiety"[All Fields] OR gad[All Fields] OR "generalized anxiety"[All Fields] OR "generalised anxiety"[All Fields] OR worry[All Fields] OR ("panic"[MeSH Terms] OR "panic"[All Fields]) OR (agoraphobi[All Fields] OR agoraphobia[All Fields] OR agoraphobia'[All Fields] OR agoraphobia's[All Fields] OR agoraphobias[All Fields] OR agoraphobic[All Fields] OR agoraphobic's[All Fields] OR agoraphobics[All Fields] OR agoraphobics'[All Fields] OR agoraphobie[All Fields] OR agoraphobien[All Fields]) OR "anxiety disorder"[All Fields] OR "social phobia"[All Fields] OR "social anxiety disorder"[All Fields] OR Arachnophobia[All Fields] OR Ophidiophobia[All Fields] OR Acrophobia[All Fields] OR Agoraphobia[All Fields] OR Cynophobia[All Fields] OR Claustrophobia[All Fields] OR Mysophobia[All Fields] OR Aerophobia[All Fields] OR Trypophobia[All Fields] OR Carcinophobia[All Fields] OR Thanatophobia[All Fields] OR Glossophobia[All Fields] OR Monophobia[All Fields] OR Ornithophobia[All Fields] OR Alektorophobia[All Fields] OR Trypanophobia[All Fields] OR Anthropophobia[All Fields] OR Aquaphobia[All Fields] OR Autophobia[All Fields] OR Hemophobia[All Fields] OR Xenophobia[All Fields] OR Ailurophobia[All Fields] OR Nyctophobia[All Fields] OR Phobophobia[All Fields] OR Philophobia[All Fields] OR Triskaidekaphobia[All Fields] OR Emetophobia[All Fields] OR Entomophobia[All Fields] OR Zoophobia[All Fields] OR Scelerophobia[All Fields] OR Cibophobia[All Fields] OR Tokophobia[All Fields] OR Pseudodysphagia[All Fields] OR Gerascophobia[All Fields] OR Technophobia[All Fields] OR Ergophobia[All Fields] OR Coulrophobia [All Fields] OR Photophobia[All Fields] OR Numerophobia[All Fields] OR Taphophobia

PsycINFO

DE "Psychotherapy" OR "Psychotherapy" OR "psychotherapies" OR "psychotherapeutic" OR "psychotherapeutical" OR "psychotherapeutics" OR DE "Behavior Therapy" OR DE "Cognitive Behavior Therapy" OR "CBT" OR "behavior therapies" OR "behavior therapy" OR "behavior therapeutic" OR "behavior therapeutical" OR "behavior therapeutics" OR "behavior therapeutist" OR "behavior therapeutists" OR "behavior treatment" OR "behavior treatments" OR "behaviors therapies" OR "behaviors therapy" OR "behaviors therapeutics" OR "behaviors therapeutic" OR "behaviors therapeutical" OR "behaviors therapeutist" OR "behaviors therapeutists" OR "behaviors treatment" OR "behaviors treatments" OR "behavioral therapies" OR "behavioral therapy" OR "behavioral therapeutics" OR "behavioral therapeutic" OR "behavioral therapeutical" OR "behavioral therapeutist" OR "behavioral therapeutists" OR "behavioral treatment" OR "behavioral treatments" OR "behaviour therapies" OR "behaviour therapy" OR "behaviour therapeutic" OR "behaviour therapeutical" OR "behaviour therapeutics" OR "behaviour therapeutist" OR "behaviour therapeutists" OR "behaviour treatment" OR "behaviour treatments" OR "behaviours therapies" OR "behaviours therapy" OR "behaviours therapeutics" OR "behaviours therapeutic" OR "behaviours therapeutical" OR "behaviours therapeutist" OR "behaviours therapeutists" OR "behaviours treatment" OR "behaviours treatments" OR "behavioural therapies" OR "behavioural therapy" OR "behavioural therapeutics" OR "behavioural therapeutic" OR "behavioural therapeutical" OR "behavioural therapeutist" OR "behavioural therapeutists" OR "behavioural treatment" OR "behavioural treatments" OR "cognition therapies" OR "cognition therapie" OR "cognition therapy" OR "cognition therapeutical" OR "cognition therapeutic" OR "cognition therapeutics" OR "cognition therapeutist" OR "cognition therapeutists" OR "cognition treatment" OR "cognition treatments" OR "cognitive therapies" OR "cognitive therapy" OR "cognitive therapeutic" OR "cognitive therapeutics" OR "cognitive therapeutical" OR "cognitive therapeutist" OR "cognitive therapeutists" OR "cognitive treatment" OR "cognitive treatments" OR "cognitive restructuring" OR DE "Emotion Focused Therapy" OR DE "Psychoanalysis" OR "psychoanalysis" OR "psychoanalytic" OR "psychoanalytical "OR DE "Psychodynamic Psychotherapy" OR "psychodynamic" OR DE "Psychotherapeutic Counseling" OR "counselling" OR "counseling" OR "problem-solving" OR "problem solving" OR "mindfulness" OR "acceptance and commitment" OR "assertiveness training" OR "behavior activation" OR "behaviors activation" OR "behavioral activation" OR "behaviour activation" OR "behaviours activation" OR "behavioural activation" OR "metacognitive therapies" OR "metacognitive therapy" OR "metacognitive therapeutic" OR "metacognitive therapeutics" OR "metacognitive therapeutical" OR "metacognitive therapeutist" OR "metacognitive therapeutists" OR "metacognitive treatment" OR "metacognitive treatments" OR "meta-cognitive therapies" OR "meta-cognitive therapy" OR "meta-cognitive therapeutic" OR "meta-cognitive therapeutics" OR "meta-cognitive therapeutical" OR "meta-cognitive therapeutist" OR "meta-cognitive therapeutists" OR "meta-cognitive treatment" OR "meta-cognitive treatments" OR DE "Solution Focused Therapy" OR "solution-focused therapies" OR "solution-focused therapy" OR "solution-focused therapeutic" OR "solution-focused therapeutics" OR "solution-focused therapeutical" OR "solution-focussed therapies" OR "solution-focussed therapy" OR "solution-focussed therapeutic" OR "solution-focussed therapeutics" OR "solution-focussed therapeutical" OR "solution focused therapies" OR "solution focused therapy" OR "solution focused therapeutic" OR "solution focused therapeutics" OR "solution focused therapeutical" OR "solution focussed therapies" OR "solution focussed therapy" OR "solution focussed therapeutic" OR "solution focussed therapeutics" OR "solution focussed therapeutical" OR "self-control therapies" OR "self-control therapy" OR "self-control therapeutics" OR "self-control therapeutical" OR "self-control therapeutic" OR "self-control training" OR "self-control trainings" OR "self control therapies" OR "self control therapy" OR "self control therapeutics" OR "self control therapeutical" OR "self control therapeutic" OR "self control training" OR "self control trainings" OR "compassion-focused" OR "compassion-focussed" OR "compassion focused" OR "compassion focussed" OR "therapies" OR "therapy" OR "therapie" OR "therapist" OR "therapists" OR "therapeut" OR "treatment" OR "treatments" OR "constructivist" OR "therapies" OR "therapy" OR "therapie" OR "therapist" OR "therapists" OR "therapeut" OR "treatment" OR "treatments" OR "exposure" OR "relaxation" OR "EMDR" OR "eye movement and reprocessing" OR "panic management" OR "response prevention" OR "ERP"
AND 

"social anxiety" or "shy" or "shyness" or "test anxiety" or "gad" or "generalized anxiety" or "generalised anxiety" or "worry" or "panic" or "agoraphobi*" OR "anxiety disorder" or "anxiety disorders" or "SAD" or "social phobia" or "social anxiety disorder" or "arachnophobia" or "ophidiophobia" or "acrophobia" or "agoraphobia" or "cynophobia or "claustrophobia" or "mysophobia or "aerophobia" or "trypophobia or "carcinophobia" or "thanatophobia" or "glossophobia" or "monophobia" or "ornithophobia" or "alektorophobia" or "trypanophobia" or "anthropophobia" or "aquaphobia" or "autophobia" or "hemophobia" or "xenophobia" or "ailurophobia" or "nyctophobia" or "phobophobia" or "philophobia" or "triskaidekaphobia" or "emetophobia" or "entomophobia" or "zoophobia" or "scelerophobia" or "cibophobia" or "tokophobia" or "pseudodysphagia" or "gerascophobia" or "technophobia" or "ergophobia" or "coulrophobia" or "hotophobia" or "numerophobia" or "taphophobia"

Embase

'psychotherapy'/exp OR psychotherap* OR 'psychotherapy' OR 'psychotherapy' OR ‘psychotherapies’ OR ‘psychotherapeutic’ OR ‘psychotherapeutical’ OR ‘psychotherapeutics’ OR ‘Behavior Therapy’/exp OR ‘Cognitive Behavioral Therapy’/exp OR ‘CBT’ OR ‘behavior therapies’ OR ‘behavior therapy’ OR ‘behavior therapeutic’ OR ‘behavior therapeutical’ OR ‘behavior therapeutics’ OR ‘behavior therapeutist’ OR ‘behavior therapeutists’ OR ‘behavior treatment’ OR ‘behavior treatments’ OR ‘behaviors therapies’ OR ‘behaviors therapy’ OR ‘behaviors therapeutics’ OR ‘behaviors therapeutic’ OR ‘behaviors therapeutical’ OR ‘behaviors therapeutist’ OR ‘behaviors therapeutists’ OR ‘behaviors treatment’ OR ‘behaviors treatments’ OR ‘behavioral therapies’ OR ‘behavioral therapy’ OR ‘behavioral therapeutics’ OR ‘behavioral therapeutic’ OR ‘behavioral therapeutical’ OR ‘behavioral therapeutist’ OR ‘behavioral therapeutists’ OR ‘behavioral treatment’ OR ‘behavioral treatments’ OR ‘behaviour therapies’ OR ‘behaviour therapy’ OR ‘behaviour therapeutic’ OR ‘behaviour therapeutical’ OR ‘behaviour therapeutics’ OR ‘behaviour therapeutist’ OR ‘behaviour therapeutists’ OR ‘behaviour treatment’ OR ‘behaviour treatments’ OR ‘behaviours therapies’ OR ‘behaviours therapy’ OR ‘behaviours therapeutics’ OR ‘behaviours therapeutic’ OR ‘behaviours therapeutical’ OR ‘behaviours therapeutist’ OR ‘behaviours therapeutists’ OR ‘behaviours treatment’ OR ‘behaviours treatments’ OR ‘behavioural therapies’ OR ‘behavioural therapy’ OR ‘behavioural therapeutics’ OR ‘behavioural therapeutic’ OR ‘behavioural therapeutical’ OR ‘behavioural therapeutist’ OR ‘behavioural therapeutists’ OR ‘behavioural treatment’ OR ‘behavioural treatments’ OR ‘cognition therapies’ OR ‘cognition therapie’ OR ‘cognition therapy’ OR ‘cognition therapeutical’ OR ‘cognition therapeutic’ OR ‘cognition therapeutics’ OR ‘cognition therapeutist’ OR ‘cognition therapeutists’ OR ‘cognition treatment’ OR ‘cognition treatments’ OR ‘cognitive therapies’ OR ‘cognitive therapy’ OR ‘cognitive therapeutic’ OR ‘cognitive therapeutics’ OR ‘cognitive therapeutical’ OR ‘cognitive therapeutist’ OR ‘cognitive therapeutists’ OR ‘cognitive treatment’ OR ‘cognitive treatments’ OR ‘cognitive restructuring’ OR ‘Emotion Focused Therapy’/exp OR ‘Psychoanalysis’/exp OR ‘psychoanalysis’ OR ‘psychoanalytic’ OR ‘psychoanalytical‘ OR ‘Psychodynamic Psychotherapy’/exp OR ‘psychodynamic’ OR ‘Psychotherapeutic Counseling’/exp OR ‘counselling’ OR ‘counseling’ OR ‘problem-solving’ OR ‘problem solving’ OR ‘mindfulness’ OR ‘acceptance and commitment’ OR ‘assertiveness training’ OR ‘behavior activation’ OR ‘behaviors activation’ OR ‘behavioral activation’ OR ‘behaviour activation’ OR ‘behaviours activation’ OR ‘behavioural activation’ OR ‘metacognitive therapies’ OR ‘metacognitive therapy’ OR ‘metacognitive therapeutic’ OR ‘metacognitive therapeutics’ OR ‘metacognitive therapeutical’ OR ‘metacognitive therapeutist’ OR ‘metacognitive therapeutists’ OR ‘metacognitive treatment’ OR ‘metacognitive treatments’ OR ‘meta-cognitive therapies’ OR ‘meta-cognitive therapy’ OR ‘meta-cognitive therapeutic’ OR ‘meta-cognitive therapeutics’ OR ‘meta-cognitive therapeutical’ OR ‘meta-cognitive therapeutist’ OR ‘meta-cognitive therapeutists’ OR ‘meta-cognitive treatment’ OR ‘meta-cognitive treatments’ OR ‘Solution Focused Therapy’/exp OR ‘solution-focused therapies’ OR ‘solution-focused therapy’ OR ‘solution-focused therapeutic’ OR ‘solution-focused therapeutics’ OR ‘solution-focused therapeutical’ OR ‘solution-focussed therapies’ OR ‘solution-focussed therapy’ OR ‘solution-focussed therapeutic’ OR ‘solution-focussed therapeutics’ OR ‘solution-focussed therapeutical’ OR ‘solution focused therapies’ OR ‘solution focused therapy’ OR ‘solution focused therapeutic’ OR ‘solution focused therapeutics’ OR ‘solution focused therapeutical’ OR ‘solution focussed therapies’ OR ‘solution focussed therapy’ OR ‘solution focussed therapeutic’ OR ‘solution focussed therapeutics’ OR ‘solution focussed therapeutical’ OR ‘self-control therapies’ OR ‘self-control therapy’ OR ‘self-control therapeutics’ OR ‘self-control therapeutical’ OR ‘self-control therapeutic’ OR ‘self-control training’ OR ‘self-control trainings’ OR ‘self control therapies’ OR ‘self control therapy’ OR ‘self control therapeutics’ OR ‘self control therapeutical’ OR ‘self control therapeutic’ OR ‘self control training’ OR ‘self control trainings’ OR ‘compassion-focused’ OR ‘compassion-focussed’ OR ‘compassion focused’ OR ‘compassion focussed’ OR ‘exposure’ OR ‘relaxation’ OR ‘EMDR’ OR ‘eye movement and reprocessing’ OR ‘panic management’ OR ‘response prevention’ OR ‘ERP’
AND 

'anxiety disorder'/exp OR 'anxiety disorder' OR 'gad'/exp OR 'gad' OR 'generalized anxiety disorder'/exp OR 'generalized anxiety disorder' OR 'generalised anxiety disorder'/exp OR 'generalised anxiety disorder' OR 'generalized anxiety' OR 'generalised anxiety' OR 'worry' OR 'social phobia'/exp OR 'social phobia' OR 'social anxiety disorder'/exp OR 'social anxiety disorder' OR 'social anxiety' OR 'acute stress disorder'/exp OR 'acute stress disorder' OR 'acute stress' OR 'panic'/exp OR 'panic' OR ‘agorophobia' OR ’Arachnophobia’ OR ’Ophidiophobia’ OR ’Acrophobia’ OR ’Agoraphobia’ OR ’Cynophobia’ OR ’Claustrophobia’ OR ’Mysophobia’ OR ’Aerophobia’ OR ’Trypophobia’ OR ’Carcinophobia’ OR ’Thanatophobia’ OR ’Glossophobia’ OR ’Monophobia’ OR ’Ornithophobia’ OR ’Alektorophobia’ OR ’Trypanophobia’ OR ’Anthropophobia’ OR ’Aquaphobia’ OR ’Autophobia’ OR ’Hemophobia’ OR ’Xenophobia’ OR ’Ailurophobia’ OR ’Nyctophobia’ OR ’Phobophobia’ OR ’Philophobia’ OR ’Triskaidekaphobia’ OR ’Emetophobia’ OR ’Entomophobia’ OR ’Zoophobia’ OR ’Scelerophobia’ OR ’Cibophobia’ OR ’Tokophobia’ OR ’Pseudodysphagia’ OR ’Gerascophobia’ OR ’Technophobia’ OR ’Ergophobia’ OR ’Coulrophobia‘ OR ’Photophobia’ OR ’Numerophobia’ OR ’Taphophobia’
Cochrane Library
ID
Search

#1
"social anxiety disorder":ti,ab,kw (Word variations have been searched)

#2
"GAD":ti,ab,kw (Word variations have been searched)

#3
"social anxiety":ti,ab,kw (Word variations have been searched)

#4
"test anxiety":ti,ab,kw (Word variations have been searched)

#5
"generalised anxiety disorder":ti,ab,kw (Word variations have been searched)

#6
"generalised anxiety":ti,ab,kw (Word variations have been searched)

#7
"worry":ti,ab,kw (Word variations have been searched)

#8
"panic":ti,ab,kw (Word variations have been searched)

#9
"panic disorder":ti,ab,kw (Word variations have been searched)

#10
"agoraphobia":ti,ab,kw (Word variations have been searched)

#11
"phobia":ti,ab,kw (Word variations have been searched)

#12
#1 OR #2 OR  #3 OR  #4 OR  #5 OR  #6 OR  #7 OR  #8 OR  #9 OR #10 OR #11

#13
"psychotherapy":kw (Word variations have been searched)

#14
"CBT":ti,ab,kw (Word variations have been searched)

#15
cognitive behavi* therap*:ti,ab,kw (Word variations have been searched)

#16
psychodynamic:ti,ab,kw (Word variations have been searched)

#17
"psychoanalysis":ti,ab,kw (Word variations have been searched)

#18
psychoanalys*:ti,ab,kw (Word variations have been searched)

#19
"counseling":ti,ab,kw (Word variations have been searched)

#20
"problem solving":ti,ab,kw (Word variations have been searched)

#21
"acceptance and commitment":ti,ab,kw (Word variations have been searched)

#22
"assertiveness training":ti,ab,kw (Word variations have been searched)

#23
"behavioral activation":ti,ab,kw (Word variations have been searched)

#24
"behavioural activation":ti,ab,kw (Word variations have been searched)

#25
"mindfulness":ti,ab,kw (Word variations have been searched)

#26
"metacognitive therap*":ti,ab,kw (Word variations have been searched)

#27
"solution focused therap*":ti,ab,kw (Word variations have been searched)

#28
"self-control therap*":ti,ab,kw (Word variations have been searched)

#29
"self-control training":ti,ab,kw (Word variations have been searched)

#30
"exposure":ti,ab,kw (Word variations have been searched)

#31
"relaxation":ti,ab,kw (Word variations have been searched)

#32
"EMDR":ti,ab,kw (Word variations have been searched)

#33
"eye movement desensitization":ti,ab,kw (Word variations have been searched)

#34
"panic management":ti,ab,kw (Word variations have been searched)

#35
"response prevention":ti,ab,kw (Word variations have been searched)

#36
#13 OR #14 OR  #15 OR  #16 OR  #17 OR  #18 OR  #19 OR  #20 OR  #21 OR #22 OR #23 #24 OR #25 OR  #26 OR  #27 OR  #28 OR  #29 OR  #30 OR  #31 OR  #32 OR #33 OR #34 OR #35

#37
#12 AND #36 in Trials

Appendix C - Definitions of interventions, controls and type of delivery formats
Table C1. Experimental interventions and their definitions

	Experimental Interventions
	Definition

	Psychoeducation (PE)
	An intervention in which patients are only provided information about their disease.

	Supportive psychotherapy (SP)


	An intervention with or without a psychoeducational component, intended as sessions in which patients were administered an active, although non-specific, psychological treatment.

	Physiological therapies (PT)


	An intervention that uses some kind of physical training (e.g. breathing retraining, progressive muscle relaxation, applied relaxation) in order to reduce the physiological manifestations of anxiety.

	Behaviour therapy (BT)


	An intervention with or without physiological components, aiming at patients’ habituation or extinction to anxiety provoking situations and sensations through some kind of exposure (e.g. interoceptive, in vivo).

	Cognitive therapy (CT)


	An intervention with or without physiological components and behavioural experiments, aiming at the modification of maladaptive thoughts through some kind of cognitive restructuring.

	Cognitive behaviour therapy (CBT)


	An intervention, with or without physiological components, containing both cognitive and behavioural therapy elements.

	Third-wave CBT (3W)


	An intervention including acceptance and commitment therapy, mindfulness-based therapy, and other so called ’third-wave’ therapies administered with or without other CBT components (e.g. exposure, cognitive restructuring, breathing retraining, muscle relaxation).

	Psychodynamic therapies (PD)
	Focused on revealing and resolving intrapsychic or unconscious conflicts.

	Eye Movement Desensitization and Reprocessing)  (EMDR)
	An intervention that enables people to heal from the symptoms and emotional distress that are the result of disturbing life experiences. EMDR therapy combines different elements to maximize treatment effects.

	Interpersonal Therapy (IPT)
	Focused on the external interpersonal world instead of intrapersonal emotions and conflicts


Table C2. Control conditions and their definitions
	Control group
	Definition

	Treatment as usual (TAU)
	Participants receive assessment only, with or without simple provision of informational material or minimal therapist contact, or both, and they know that they will not receive the active treatment in question after the trial. The participants in this condition are usually allowed to seek treatment as available in the community; when such additive treatments are substantive, we will include such trials only if it is balanced between the two arms to be compared.

	Waiting list (WL)


	Participants receive assessment, with or without simple provision of informational material or minimal therapist contact, or both, and they know that they will receive the active treatment in question after the waiting phase.

	Attention or psychological placebo (APP)
	Participants receive a face-to-face inactive intervention that can be perceived both as ineffective or effective.

	Placebo
	Placebo pill.

	Antidepressant
	Antidepressant medications.

	Benzodiazepine
	Benzodiazepine medications.


Table C3. Treatment delivery formats and their definitions.

	Treatment delivery formats
	Definition

	Individual format
	The psychotherapy is delivered by the therapist in a face-to-face individual setting.

	Group format
	The psychotherapy is delivered by the therapist in a face-to-face group setting.

	Guided self-help
	A psychotherapy in which a professional therapist is involved in the treatment process, offering guidance to the patient using the self-help materials (administered through the internet or other media, such as a book).

	Unguided self-help
	A psychotherapy in which no professional guidance is provided to the patient using the self-help materials (internet-based or not).

	Telephone
	A psychotherapy format that uses the telephone to deliver psychotherapy or behavioural treatment directly to patients.


Appendix D - Hierarchy of symptom severity measurement scales

	Hierarchy
	Symptom severity rating scales
	Abbreviation

	1
	Panic Disorder Severity Scale
	PDSS

	2
	Panic and Agoraphobia Scale
	PAS

	3
	Anxiety Sensitivity Index - Revised
	ASI-R

	4
	Anxiety Sensitivity Index
	ASI

	5
	Agoraphobic Cognitions Questionnaire
	ACQ

	6
	Body Sensations Questionnaire
	BSQ

	7
	Other scales specifically focused on panic disorder

	8
	Clinical Global Impression Severity Scale
	CGI-S

	9
	Clinical Global

Impression – Improvement scale
	CGI-I

	10
	Global Assessment Scale
	GAS

	11
	Global Assessment of Functioning
	GAF

	12
	Other global symptoms scales

	13
	Fear Questionnaire-agoraphobia subscale
	FQ-agoraphobia

	14
	Fear Questionnaire- global
	FQ global

	15
	Mobile Inventory for Agoraphobia-

Avoidance-Alone
	MI-AAL

	16
	Mobility Inventory -Avoidance-Accompanied
	MIAAC

	17
	Other scales specifically focused on agoraphobia

	18
	Panic frequency

	19
	Panic severity

	20
	Other scales specific for panic attacks only

	Where different symptom severity rating scales were used for the purpose of pooling results, we will choose the single best available outcome measure according to a hierarchy based on psychometric properties and frequency of use.


Appendix E - Characteristics of the included studies
	
	P


	I
	C
	O
	pharmacotherapy
	Analysis ITT?
	ROB 2
	Contributes to the  network?

	Unique ID
	First author, year
	country
	Participant diagnosis
	Type of recruitment
	Mean age (years)
	Prop% women
	Prop% agoraphobics
	name of the therapy
	Assigned subgroup (network node)
	Description of the intervention
	format
	N sessions /modules
	Type of comparison
	Assigned subgroup (network node)
	Rating scale
	Self reported scale?
	study end-point (weeks)
	other measurements (weeks)
	
	
	
	

	1
	Addis, 2004
 ADDIN EN.CITE 
1

	USA
	DSM-IV criteria for a panic disorder with or without agoraphobia
	community
	39,9
	70
	73
	Panic control therapy (PCT)
	CBT
	PCT  is a manual-based 12–15-session cognitive– behavioral treatment protocol. The treatment includes education about the causes and maintenance of panic disorder, breathing retraining, cognitive restructuring, and interoceptive and agoraphobic exposure components.
	individual
	12-15
	TAU
	TAU
	PDSS
	No
	22
	22,34
	Yes.
	Yes
	Low risk
	Yes

	2
	Al-Kubaisy, 19922
	UK
	Agora-, social or specific phobic disorder on ICD-10 criteria for at least a year.
	clinical
	35
	unknown
	100
	Daily live self exposure homework + clinician accompanied live exposure
	BT
	90 minutes of exposure daily to their most phobic stimuli that they could tolerate without escape and to record completed exposure homework tasks in a daily diary.

In addition, patients also had six 90-minute sessions of live exposure accompanied by the clinician
	individual
	6
	/
	/
	CGI-S
	No
	8
	14,26
	Yes
	no
	High risk
	Yes

	
	
	
	
	
	
	
	
	Daily live self exposure homework with six negotiation and monitoring sessions
	
	90 minutes of exposure daily to their most phobic stimuli that they could tolerate without escape and to record completed exposure homework tasks in a daily diary.
	individual
	6
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Daily self relaxation homework with six negotiation and monitoring sessions
	PT
	90 minutes daily lying or sitting comfortably and listening to one or more of three half hour audiotapes of progressive muscle relaxation instructions
	individual
	6
	
	
	
	
	
	
	
	
	
	

	3
	Allen 20163
	Australia
	DSM-IV criteria for a panic disorder with or without agoraphobia
	Clinical
	38
	84
	not specified for PDA sub-sample


	Panic course
	CBT
	A unguided five-lesson online CBT programme.
	Unguided self-help
	5
	WL
	WL
	PDSS-SR
	Yes
	8
	12
	Yes
	Yes
	Low risk
	yes

	4
	Arch 2012
 ADDIN EN.CITE 
4

	USA
	diagnosis of one or more anxiety disorders, including panic disorder with or without agoraphobia, PDA, SAD, SP, OCD, GAD
	Mixed clinical and community
	not specified for the PDA sub-sample


	Acceptance and commitment therapy (ACT)
	3W
	focused on psychoeducation, experiential exercises, and discussion that introduced acceptance, creative hopelessness, and valued action. ACT emphasized mindfulness, acceptance, and cognitive defusion, or the process of experiencing anxiety-related language (e.g., thoughts, self-talk, etc.) as part of the broader, ongoing stream of present experience rather than getting stuck in responding to its literal meaning
	individual
	12
	/
	/
	ASI
	Yes
	12
	24,48
	Yes
	Yes
	some concerns
	yes

	
	
	
	
	
	
	CBT
	CBT
	A CBT manual employed a branching mechanism that listed cognitive restructuring and behavioral exposure contents.
	individual
	12
	
	
	
	
	
	
	
	
	
	

	5
	Arntz, 20025
	Europe
	primary diagnosis of panic disorder with no or mild agoraphobic avoidance


	Clinical
	34,8
	39
	0
	Cognitive therapy
	CT
	the cognitive model translates the patients problem in cognitive terms and sketching an idiosyncratic vicious circle between somatic symptoms, catastrophic thoughts, and anxiety.
	individual
	12
	/


	/
	FQ
	Yes
	post-treatment
	4,24 after the end of the treatment
	Yes
	Yes
	Low risk
	No, lack of data

	
	
	
	
	
	
	
	
	Interoceptive exposure
	BT
	The disorder is explained through an idiosyncratic functional analysis stressing the role of avoidance of feared bodily sensations in the maintenance of the problem. It is possible to learn to reduce the automatic fear response to bodily sensations by prolonged exposure to these bodily sensations.
	individual
	12
	
	
	
	
	
	
	
	
	
	

	6
	Arntz, 19966
	Europe
	DSM III-R primary diagnosis of panic disorder with no or mild agoraphobic avoidance


	Clinical
	34,1
	39
	0
	Cognitive therapy
	CT
	The cognitive model translates the patients problem in cognitive terms and sketching an idiosyncratic vicious circle between somatic symptoms, catastrophic thoughts, and anxiety.
	individual
	12
	/


	/
	FQ
	Yes
	post-treatment
	4,24 after the end of the treatment
	Yes
	Yes
	Low risk
	No, lack of data

	
	
	
	
	
	
	
	
	Applied relaxation
	PT
	It is possible to learn to control the level of physiological activation by very quick relaxation skills. Patients are taught to identify the early signs of panic and to apply relaxation skills as rapidly as possible.
	individual
	12
	
	
	
	
	
	
	
	
	
	

	7
	Ataoglu, 20007
	East Asia
	Patients with a diagnosis of panic disorder with mild or no agoraphobic avoidance


	Clinical
	31
	50
	0
	CBT
	CBT
	Exposure plus cognitive restructuring were applied. Treatment comprised a rationale and education concerning panic disorder, the components of anxiety and emphasized exposure to somatic cues. Cognitive approaches were also included.
	individual
	8
	/


	/
	HAM-A
	no
	16
	4,8,12,16
	Yes
	no
	High risk
	Yes

	
	
	
	
	
	
	
	
	Alprazolam
	BZP
	Patients received 1mg doses of alprazolam (1 or 2 mg) up to four times daily. Patients were given an explanation of their condition,

including what could be expected of the medication. No other centrally active medications were administered during the trial.
	individual
	8
	
	
	
	
	
	
	
	
	
	

	8
	Azhar, 20008
	East Asia
	DSM-IV panic disorder
	Clinical
	31
	Not reported
	Not reported
	CBT
	CBT
	Weekly sessions of CBT as described by Clark for panic disorder.
	individual
	9
	/
	/
	Panic frequency
	no
	9
	/
	Yes
	no
	High risk
	Yes

	
	
	
	
	
	
	
	
	Fluvoxamine
	AD
	Starting dose of 50 mg/day, were seen weekly and the dose increased as necessary to a maximum of 200 mg/day if no side effects occurred.
	individual
	9
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Fluvoxamine + CBT
	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	

	9
	Bakker, 1999
 ADDIN EN.CITE 
9

	Europe
	DSM III-R primary diagnosis of panic disorder


	Clinical
	34
	64
	54 (had moderate or severe agoraphobia)
	Cognitive therapy
	CT
	By means of Socratic dialogue with the therapist, patients were challenged to replace their socalled causal catastrophic misinterpretations of benign bodily sensations by alternative, rational, and nondistressing thoughts.
	individual
	12
	placebo
	placebo
	CGI-S
	no
	12
	/
	No BZP allowed
	No
	some concerns
	Yes

	
	
	
	
	
	
	
	
	Paroxetine
	AD
	double-blind paroxetine (20–60 mg/day)
	individual
	6 (assessments every 2 weeks)
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	clomipramine
	
	double-blind clomipramine (50–150 mg/day)
	individual
	6 (assessments every 2 weeks)
	
	
	
	
	
	
	
	
	
	

	10
	Barlow, 198910
	USA
	DSMIII-R diagnosis of panic disorder with mild or no agoraphobic avoidance


	Mixed clinical and community
	31,7
	77
	0
	Applied progressive muscle relaxation
	PT
	To focus on particular muscle groups, tensing for 5-10 seconds, with attention to the sensations, relaxing of the muscle group with attention to the sensations, and suggestions of relaxation, heaviness and warmth.
	individual
	15
	WL
	WL
	FQ
	yes
	post-treatment
	12,24,48,96 after treatment completion
	Yes
	no
	High risk
	Yes

	
	
	
	
	
	
	
	
	Exposure + cognitive restructuring
	CBT
	A skills training approach was implemented in which cognitive skills were acquired for coping with anxiety and for re-evaluating beliefs and appraisals about environmental and internal physiological cues.
	individual
	15
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Exposure + cognitive restructuring + relaxation
	
	
	individual
	15
	
	
	
	
	
	
	
	
	
	

	11
	Barlow, 200011
	USA
	principal diagnosis of PD with or without mild agoraphobia
	community
	36
	62,5
	0
	CBT
	CBT
	Cognitive-behavioral therapy for PD, developed at the Boston site, combines interoceptive exposure, cognitive restructuring, and breathing re- training.
	individual
	11
	placebo
	placebo
	PDSS
	no
	12
	36,60
	yes
	yes
	some concerns
	yes

	
	
	
	
	
	
	
	
	Imipramine
	AD
	Efforts were made to reach 100mg/d by the end of week 3 and 200mg/d by week 5. If the patient was not symptom free, the dosage could be increased up to 300 mg/d by week 5.
	individual
	11
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	CBT + imipramine
	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	CBT + placebo
	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	

	12
	Beck, 199212
	USA
	DSM-III criteria for panic disorder or agoraphobia with panic attacks
	Clinical
	Not reported
	Not reported
	18
	focused cognitive therapy
	CT
	A brief, structured psychotherapy based on the hypothesis that panic attacks are the result of a vicious cycle involving fear or imminent physical or psychological disaster arising from the misinterpretation of certain bodily sensations or psychological experiences
	individual
	12
	8 weeks of brief supportive psychotherapy
	WL*
	Specific fear inventory, avoidance score
	No information – probably yes
	4
	8
	Yes
	no
	High risk
	yes

	13
	Beck, 1994
 ADDIN EN.CITE 
13

	USA
	subjects who met DSM-III criteria for PD
	community
	37,5
	74
	Not reported
	Cognitive therapy
	CT
	Specific techniques included education regarding the relationship between maladaptive thoughts and anxiety; identification and monitoring of panic-related cognitions; exploration of automatic negative thoughts and logical errors in thinking and generation of alternative explanations, reattribution, and decatastrophizing. Formally taught exposure was omitted in the procedure.
	Group
	10
	minimal contact control condition
	TAU**
	ASI
	yes
	10
	4,12,24
	No
	No
	some concerns
	yes

	
	
	
	
	
	
	
	
	Relaxation training
	PT
	Patients were trained to differentiate the physiological states of tension and relaxation by alternately tensing and relaxing 16 muscle groups. Breathing instructions and counting to deepen relaxation were introduced early (by Session 3) and continued throughout. Over the course of 10 weeks, the number of muscle groups was reduced from 16 to 7 and then to 4.
	Group
	10
	
	
	
	
	
	
	
	
	
	

	14
	Berger, 2017
 ADDIN EN.CITE 
14

	Europe
	primary diagnosis of SAD, PDA or GDA as indicated by the MD and confirmed by the SCID
	Mixed clinical and community
	Not specified for the PDA sub-sample


	unguided ICBT
	CBT
	Internet-based self-help programme ‘Velibra’. Treatment is cognitive–behavioural in orientation and emphasize transdiagnostic principles, such as anxiety as an evolutionary adaptive emotion, the ‘false alarm’ model of anxiety, experiential avoidance, and the role of approach v. avoidance motivation.
	Unguided self-help
	6
	WL
	WL
	ACQ
	yes
	9
	24
	yes
	yes
	Low risk
	yes

	15
	Bergstrom, 2010
 ADDIN EN.CITE 
15

	Europe
	DSM-IV criteria for panic disorder with or without agoraphobia


	Clinical
	34
	61,5
	84,5
	CBT
	CBT
	A standard CBT approach.
	Group
	10
	/
	/
	PDSS
	no
	post-treatment (10?)
	24
	yes
	yes
	some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	internet CBT
	CBT
	self-help modules which were based on established CBT principles: psychoeducation (module 1), cognitive restructuring (modules 2 and 3), interoceptive exposure (modules 4 and 5), exposure in-vivo (for agoraphobic situations; modules 6 to 9), and relapse prevention (module 10).
	Guided self-help
	10
	
	
	
	
	
	
	
	
	
	

	16
	Beutel 2013
 ADDIN EN.CITE 
16

	Europe
	panic disorder with or without agoraphobia according to DSM-IV criteria


	community
	36,22
	57,4
	74,1
	Panic focused psychodynamic therapy (PFPP)
	STPD
	PFPP helps patients to make emotional sense of their physical symptoms, and to recognize that their fears of an upcoming catastrophe reflect an internal conflict related to emotional states, often emerging from situations that trigger emotional states linked to formative relationships, rather than reflecting current reality. Conflicted expectations are expected to occur in the interaction with the therapist, and a strong emphasis is placed on work involving transference.
	individual
	24
	/
	/
	PDSS
	no
	post-treatment
	24 after treatment completion
	yes
	yes
	Low risk
	Yes

	
	
	
	
	
	
	
	
	CBT
	CBT
	Patient education and individual elaboration of the psycho-physiological model. Cognitive interventions aiming at reduction of negative cognitive bias, anticipatory anxiety, and catastrophic misinterpretation. Behavioural experiments and exposure to situations and stimuli eliciting unpleasant physiological sensations to reduce avoidance behaviour, anxiety sensitivity, and conditioned responses to internal and external cues.
	individual
	24
	
	
	
	
	
	
	
	
	
	

	17
	Black, 1993
 ADDIN EN.CITE 
17

	USA
	DSM-III-R criteria for panic disorder


	Mixed clinical and community
	37
	70,6
	83
	Cognitive therapy
	CT
	The cognitive therapy was based on reproducing the patient’s most important symptoms through various precedures (e.g. hyperventilation, imaginery). After determining that the patient had made a pathologic attribution of certain symptoms, ha or she was encouraged to test the validity of his or her interpretation and to consider a more benign one. Subjects were provided with other tools to help them cope with anxiety and phobic symptoms such as breathing exercises, positive affirmation statements, and refocusing techniques.
	individual
	8
	placebo
	placebo
	CGI
	no
	8
	4
	Yes
	yes
	some concerns
	yes

	
	
	
	
	
	
	
	
	Fluvoxamine
	AD
	The maximum dosage was 300 mg of fluvoxamine or six capsules of placebo
	individual
	8
	
	
	
	
	
	
	
	
	
	

	18
	Bohni, 2009
 ADDIN EN.CITE 
18

	Europe
	primary DSM-IV diagnosis of panic disorder with agoraphobia or without agoraphobia


	Clinical
	35
	72
	90
	Massed CBT (M-CBT)
	CBT
	M-CBT consisted of daily 4-h sessions for 5 days in week 1, two 2-h sessions in week 2 and one 2-h session in week 3,
	Group
	8
	/
	/
	ASI
	yes
	post-treatment
	12,24,72 after treatment completion
	yes
	yes
	some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	Standard CBT (S-CBT)
	CBT
	Standard CBT (S-CBT) consisted of 13 weekly sessions each lasting 2 h.
	Group
	13
	
	
	
	
	
	
	
	
	
	

	19
	Botella, 199919
	Europe
	All patients received DSM-III-R (APA, 1987) diagnosis of panic disorder, 17 with agoraphobia (74%) and 6 without agoraphobia (26%)


	Clinical
	29
	78
	74
	BRTC supported by self-help materials.
	CBT
	This treatment was adapted from the Standard CB. The total contact time with the therapist was 4.16 hours.
	individual
	5
	/
	/
	Agoraphobic avoidance
	no
	post-treatment
	48 after treatment completion
	yes
	no
	High risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	Standard CBT
	CBT
	The treatment components were: (a) Educational (b) Cognitive therapy, which involved identifying and modifying catastrophic interpretations of bodily sensations in panic attacks. (c) Breathing retraining (d) Relapse prevention. Total time of contact with the therapist was about 8.33 hours.
	individual
	10
	
	
	
	
	
	
	
	
	
	

	20
	Botella, 200720
	Europe
	DSM-IV criteria for the diagnosis of PDA


	Clinical
	34,7
	72,5
	82,9
	In vivo exposure (IVE)
	BT
	The treatment was composed of (1) education about anxiety and PDA, cognitive restructuring and breathing training; exposure to internal and external stimuli (IVE or VRE) and relapse prevention. The difference between the two treatment conditions was the exposure component, which was delivered in vivo in the IVE group and in a computer-generated environment in the VRE group.
	individual
	9
	WL
	WL
	PDSS
	no
	post-treatment
	48
	yes
	unclear
	some concerns
	yes

	
	
	
	
	
	
	
	
	Virtual reality exposure (VRE)
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	21
	Bouchard, 199621
	Canada
	DSM-III-R criteria panic disorder with agoraphobia


	Mixed clinical and community
	39,5
	89
	100
	Exposure therapy
	BT
	Techniques used to expose Ss to interoceptive cues consisted of: voluntary hyperventilation, aerobic exercises, spinning, breath holding, head lifting, staring at a dot, body tensing, etc. Exposure exercises were individualized and structured in order of difficulty.
	Group
	15
	/
	/
	ACQ
	yes
	18
	6,12,48 after treatment completion
	yes
	no
	High risk
	yes

	
	
	
	
	
	
	
	
	Cognitive restructuring
	CT
	A written treatment manual describing the content of each weekly session of the Cognitive Restructuring condition was based upon descriptions from Beck and Emery, Clark and Salkovskis, and Barlow and Cerny.
	Group
	15
	
	
	
	
	
	
	
	
	
	

	22
	Brown, 1997
 ADDIN EN.CITE 
22

	USA
	DSM-III-R criteria for panic disorder with or without Agoraphobia


	community
	33
	67,5
	75
	Focused cognitive therapy
	CT
	According to the cognitive model, panic attacks are often triggered and perpetuated by misinterpreting benign physical or psychological sensations as indications of an immediately impending catastrophe. This cognitive abnormality then feeds into a vicious feedback loop in which the catastrophic misinterpretations produce everincreasing anxiety which, in turn, strengthens the feared sensations culminating in panic attacks. Several cognitive and behavioral techniques are used in FCT in order to assist patients in reattributing their feared sensations to more benign etiologies.
	individual
	12-18
	/
	/
	Panic frequency
	no
	post-treatment
	24,48 after treatment completion
	yes
	yes
	some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	Standard cognitive therapy
	
	This treatment is based on the assumption that panic attacks represent an exacerbation, or a “spiking” of the general symptomatology of the anxious patient. Hence, SCT helps patients manage and cope with anxiety-provoking situations. In accordance with this theoretical approach, lowering the general level of anxiety should reduce the frequency, intensity, and duration of panic attacks.
	individual
	12-18
	
	
	
	
	
	
	
	
	
	

	23
	Burke,199723
	UK
	DSM-III-R agoraphobia with panic disorder


	Clinical
	40
	100
	100
	Exposure
	BT
	The therapist went to the participant’s home. Treatment consisted of two hours of graded exposure and a half hour’s discussion to review progress and plan homework. Daily exposure tasks were assigned as homework and recorded in diaries which were discussed each week.
	individual
	10
	/
	/
	ACQ
	yes
	post-treatment
	24 after treatment completion
	yes
	no
	High risk
	yes

	
	
	
	
	
	
	
	
	CBT
	CBT
	The therapist went to the participant’s home. Treatment consisted of two hours engaged in graded exposure and one hour in the client’s home identifying and challenging negative thoughts. The identification and challenging of negative thoughts was conducted at the beginning of each session. Daily exposure tasks were assigned as homework.
	individual
	10
	
	
	
	
	
	
	
	
	
	

	24
	Carlbring, 2006
 ADDIN EN.CITE 
24

	Europe
	DSM-IV criteria for panic disorder
	community
	36,7
	60
	Not reported
	Internet-based bibliotherapy self- help program
	CBT
	The treatment included modules on psychoeducation and socialization; breathing retraining and hyperventilation test; cognitive restructuring; interoceptive exposure; exposure in vivo; relapse prevention and assertiveness training.
	Guided self-help
	10
	WL
	WL
	ACQ
	yes
	post-treatment
	36 after treatment completion
	yes
	yes
	Some concerns
	yes

	25
	Carlbring, 2003
 ADDIN EN.CITE 
25

	Europe
	DSM-IV criteria for PD


	community
	38
	68
	91
	Internet-based applied relaxation
	PT
	A compact disc (CD) with three relaxation instructions was sent to the participants. The treatment had modules on: psychoeducation, rational, progressive muscle relaxation; conditioned relaxation; applied relaxation; relapse prevention. Participants with a cellular phone were sent short message service (SMS) reminders to relax about twice every weekday.
	Guided self-help
	9
	/


	/
	ACQ
	yes
	28

(May-December 2001)
	None
	yes
	yes
	Low risk
	yes

	
	
	
	
	
	
	
	
	internet-based CBT
	CBT
	The main treatment component in the CBT group was a self-help manual that was adapted for use via the WWW, and to be suitable for Swedish conditions. It consisted of 197 pages of text and exercises divided into 6 modules: psychoeducation, breathing retraining, cognitive restructuring, interoceptive exposure, exposure in vivo, relapse prevention and assertiveness training.
	Guided self-help
	6
	
	
	
	
	
	
	
	
	
	

	26
	Carlbring, 2005
 ADDIN EN.CITE 
26

	Europe
	DSM-IV criteria for PD


	community
	35
	71
	51
	CBT
	CBT
	The treatment was manualized and divided into 10 modules: (1–2) psychoeducation and socialization, (3) breathing retraining and hyperventilation test, (4–5) cognitive restructuring, (6–7) interoceptive exposure, (8–9) exposure in vivo, and finally (10) relapse prevention and assertiveness training. Each module consisted of approximately 25 pages.
	individual
	10
	/
	/
	ACQ
	yes
	post-treatment
	48 after treatment completion
	yes
	yes
	Low risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	internet-based CBT
	CBT
	Each module was converted into web pages and was accessible via the internet.
	Guided self-help
	10
	
	
	
	
	
	
	
	
	
	

	27
	Carlbring, 200127
	Europe
	DSM-IV criteria for PD
	community
	34
	70,5
	Not reported
	internet-based CBT
	CBT
	There were 6 modules, consisting of psychoeducation, breathing retraining, working on their thought processes in relation to anxiety (to identify and reveal catastrophic interpretations of physical symptoms and then to produce alternative interpretations), interoceptive exposure, exposure in vivo, and reducing the risk of a relapse.
	Guided self-help
	6
	WL
	WL
	ACQ
	yes
	post-treatment
	None
	yes
	yes
	High risk
	yes

	28
	Carter, 200328
	USA
	DSM-IV criteria for panic disorder with agoraphobia
	community
	41
	100
	100
	Panic control therapy (PCT)
	CBT
	therapy consisted of providing a cognitive rationale that emphasized the importance of catastrophic cognitions in the genesis and maintenance of panic attacks. All participants were instructed on breathing retraining, where they were taught to slow their breathing and to breathe diaphragmatically. Participants also engaged in interoceptive exposure, systematically exposing themselves to the physiological sensations of anxiety via a number of predetermined exercises.
	group
	11
	WL
	WL
	ASI
	yes
	11
	None
	no
	no
	High risk
	yes

	29
	Choi, 200529
	East Asia
	DSM-IV criteria for panic disorder with agoraphobia


	Clinical
	36
	50
	100
	Experiential cognitive therapy (ExCT)
	CBT
	It integrated traditional cognitive behavior therapy (CBT) with virtual reality exposure for the treatment of panic disorder with agoraphobia
	individual
	4
	/
	/
	ASI
	yes
	post-treatment
	24 after treatment completion
	Yes
	unclear
	Some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	Panic control therapy (PCT)
	CBT
	PCP consisted of several components, which were psychoeducation, breathing retraining and muscle relaxation training, cognitive restructuring, interoceptive exposure, and in vivo exposure.
	individual
	12
	
	
	
	
	
	
	
	
	
	

	30
	Christoforou, 2017
 ADDIN EN.CITE 
30

	UK
	Agoraphobia


	community
	39,5
	59
	100
	"Agoraphobia free" app
	CBT
	based on CBT principles, comprising psychoeducation, reflection, cognitive restructuring, interoceptive exposure, and systematic desensitization.
	Guided self-help
	10
	/
	/
	PAS
	yes
	12
	6
	Unclear
	yes
	Some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	"Stress free" app
	CBT
	focused on teaching relaxation techniques and generic CBT skills though a virtual therapist. The app also included a few distraction techniques presented in the form of games that required attention to help individuals cope with acute anxiety.
	Guided self-help
	10
	
	
	
	
	
	
	
	
	
	

	31
	Ciuca, 2018
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	Europe
	DSM-IV panic disorder


	community
	35,2
	68
	52
	Skype guided PAXPD
	CBT
	The therapy protocol addresses: psychoeducation on the disorder and means of intervention; techniques for decreasing neurophysiological hyperarousal; cognitive restructuring; exposure to feared somatic sensations, alongside with situational (in vivo) exposures to reduce agoraphobic avoidance; positive emotions training; problem-solving training; behavioral activation and cognitive restructuring exercises to reduce symptoms of depression; relapse prevention.
	Guided self-help
	16
	WL
	WL
	PDSS-SR
	yes
	post-treatment
	12,24 after treatment completion
	yes
	yes
	Some concerns
	yes

	
	
	
	
	
	
	
	
	Skype unguided PAXPD
	
	Same intervention, but unguided
	Unguided self-help
	16
	
	
	
	
	
	
	
	
	
	

	32
	Clark, 1994
 ADDIN EN.CITE 
32

	UK
	DSM-III panic disorder with no, mild or moderate agoraphobic avoidance


	Clinical
	34,6
	68
	81
	Cognitive therapy
	CT
	Cognitive procedures included: identifying and challenging patients' evidence for their misinterpretations; substituting more realistic interpretations; and restructuring images.
	individual
	10
	/
	/
	ACQ
	yes
	12
	24,60
	yes
	no
	High risk
	yes

	
	
	
	
	
	
	
	
	applied relaxation
	PT
	Patients were taught to identify the early signs of panic and to relax rapidly. As panic attacks can occur in any situation, the training consists of a series of stages in which patients are taught to relax more and more quickly while performing everyday activities such as walking and shopping. Homework assignments in cluded twice-daily relaxation practice.
	individual
	10
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	imipramine
	AD
	The dose was increased in 10 mg steps every 3 days up to 60 mg, then to 75 mg and then in 25 mg steps until either panic ceased or 300mg was reached.
	individual
	10
	
	
	
	
	
	
	
	
	
	

	33
	Clark, 1999
 ADDIN EN.CITE 
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	UK
	DSM-III-R criteria for panic disorder with no, mild, or moderate agoraphobic avoidance


	Clinical
	34
	62
	85
	Brief cognitive therapy
	CT
	The full intervention was the same as in the Clark et al. (1994) study and comprised a mixture of cognitive techniques and behavioral experiments, all intended to modify misinterpretations of body sensations and the processes that maintain them.


	individual
	12
	WL
	WL
	ACQ
	yes
	post-treatment
	12, 48 after treatment completion
	yes
	no
	High risk
	yes



	
	
	
	
	
	
	
	
	Full cognitive therapy
	
	The brief intervention was a modified version of the full treatment. The same range of procedures was used, but many were first introduced in self-study modules. Patients read the self-study modules and completed the written exercises and the homework outlined in the modules before discussing a module's topic with their therapist. Patients studied a different module before each of the first four sessions.
	individual
	5
	
	
	
	
	
	
	
	
	
	

	34
	Cottraux, 1995
 ADDIN EN.CITE 
34

	EU
	DSM-III-R criteria for life-time panic disorder with current agoraphobia


	Clinical
	37.5
	58.5
	100
	CBT + Buspirone
	Not included in the network
	The cognitive component used respiratory control with provoked hyperventilation and cognitive restructuring. The subjects were taught to reattribute their symptoms to hyperventilation and/or tachycardia induced by stressful stimuli. Prolonged exposure in imagination to anxiety-provoking scenes and interoceptive exposure to anxiety-related physical sensations were used. Misinterpretations of bodily sensations were challenged.

Treatment with Buspirone was increased by 5 mg up to 60mg daily. After adaptation, the patients took about 30mg daily.
	individual
	18
	CBT + Placebo
	Not included in the network
	ACQ
	yes
	16
	68
	Yes
	Yes
	High risk
	No. study groups are not suitable for the network

	35
	Craske, 2003
 ADDIN EN.CITE 
35

	USA
	DSM-IV principal diagnosis of panic disorder with or without agoraphobia


	community
	34,6
	60,3
	82
	PCT + IV
	CBT
	Panic control therapy + in vivo exposure
	Group
	16
	/
	/
	Panic frequency (month)


	no
	post-treatment
	24 after treatment completion
	Yes
	unclear
	High risk
	yes

	
	
	
	
	
	
	
	
	PCT
	CT
	Panic control therapy alone
	Group
	16
	
	
	
	
	
	
	
	
	
	

	36
	Craske, 2007
 ADDIN EN.CITE 
36

	USA
	DSM-IV criteria for a principal diagnosis of panic disorder with or without agoraphobia, and at least one comorbid anxiety or mood disorder


	Mixed clinical and community
	36,8
	60
	50
	PDA
	CBT
	group and individual treatment sessions targeting panic disorder/agoraphobia
	Group
	12
	/
	/
	ASI
	yes
	post-treatment
	24,48 after treatment completion
	Yes
	no
	Some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	PDA+C
	CBT
	group sessions targeting panic disorder/ agoraphobia, plus individual sessions targeted the most severe comorbid disorder
	Group and individual
	12 group, 6 individual
	
	
	
	
	
	
	
	
	
	

	37
	Craske, 200537
	USA
	DSM-IV criteria for a principal diagnosis of panic disorder with or without agoraphobia
	Mixed clinical and community
	35,12
	51
	29,2
	CBT
	CBT
	CBT adapted for nocturnal panic
	Individual
	11
	WL
	WL
	ASI
	yes
	post-treatment
	36 after treatment completion
	Yes
	no
	High risk
	yes

	38
	Craske, 1995
 ADDIN EN.CITE 
38

	USA
	DSM-III panic disorder with or without agoraphobia


	community
	36,1
	66,6
	65
	CBT
	CBT
	The protocol represented a condensed versionof the exposure-cognitive treatment condition in the Barlow et al (1989) study.
	Individual
	4
	/
	/
	ASI
	yes
	post-treatment
	none
	Yes
	no
	High risk
	yes

	
	
	
	
	
	
	
	
	Nondirective supportive therapy (NST)
	SP
	Sessions focused on nondirective discussion to anxiety and panic symptoms, and their possible relationship with daily life stressors. Therapists were instructed to provide a supportive environment, listening and reflecting to the client, without identifying specific psychological themes.
	Individual
	4
	
	
	
	
	
	
	
	
	
	

	39
	Craske, 2011
 ADDIN EN.CITE 
39

	USA
	DSM-IV diagnoses of GAD, PD, SAD, or PTSD
	clinical
	Not specified for the PDA sub-sample


	Coordinated Anxiety Learning and Management (CALM)
	CBT
	cognitive behaviour therapy and pharmacotherapy medication recommendations. Medication consultation was available from a local study psychiatrist who provided single-session medication management training
	Individual
	4
	TAU
	TAU
	PDSS-SR
	yes
	24
	48,72
	Yes
	no
	High risk
	Yes

	40
	Craske, 199740
	USA
	Eligibility was dependent on a principal diagnosis of PDA, rated as 4 or more on a 0-8 point distress impairment scale


	Mixed clinical and community
	Not reported
	53
	100
	cognitive therapy plus interoceptive exposure plus in vivo exposure (CIE)
	CBT
	cognitive restructuring, interoceptive exposure (i.e. repeated exposureto fearedbodily sensations)and in vivo exposure to agoraphobic situations
	Group
	12
	/
	/
	ASI
	yes
	post-treatment
	24 after treatment completion
	Yes
	no
	High risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	cognitive therapy plus breathing retraining plus in vivo exposure (CBE)
	CBT
	cognitive restructuring, breathing retraining and in viuo exposure to agoraphobic situations
	Group
	12
	
	
	
	
	
	
	
	
	
	

	41
	Creager Berger 200141
	USA
	DSM-IV diagnosis of panic disorder


	Mixed clinical and community
	35,3
	Not reported
	Not reported
	Breathing retraining
	PT
	The breath retraining sessions occurred once per week for approximately 30 to 60 minutes.
	Group/ individual
	6
	/
	/
	PDSS
	no
	post-treatment
	4
	Yes
	Unclear
	High risk
	yes

	
	
	
	
	
	
	
	
	Cognitive therapy
	CT
	The treatment package includes: (a) education about the nature and causes of panic; (b) self monitoring and awareness of cues; (c) identification of different response components; (d) understanding the physiology of panic and learning  physical control suach as breathing or relaxation training; (e) self statement analysis and cognitive restructuring; (f) prediction testing; (g) interoceptive and naturalistic exposure for feared physical sensations; and (h) how to maintain the progress.
	Group/ individual
	10
	
	
	
	
	
	
	
	
	
	

	42
	Dannon, 200442
	Europe
	DSM-IV criteria for PD or PD with agoraphobia


	clinical
	45
	58
	39
	CBT
	CBT
	Material covered included psychoeducation regarding the causes of PD, coping strategies for controlling panic attacks), identification and reframing of negative cognitive schemata, discussion of the role of physical exercise and nutrition in the treatment of PD, relaxation techniques including abdominal breathing, progressive muscle relaxation, and visualisation.
	Group
	8
	/
	/
	CGI-S
	no
	4
	12
	Yes
	no
	Some concerns
	yes

	
	
	
	
	
	
	
	
	paroxetine
	AD
	aroxetine was started at 10 mg per day and was increased up to 40 mg per day according to the patient’s response.
	individual
	Not reported
	
	
	
	
	
	
	
	
	
	

	43
	de Beurs, 1995
 ADDIN EN.CITE 
43

	Europe
	DSM-III-R criteria for panic disorder with moderate or severe agoraphobia.


	Mixed clinical and community
	38,8
	75
	100
	Fluvoxamine + exposure
	AD
	Fluvoxamine range: 50-150 mg/die. The patients were advised to “let the medication do the job” in the first 6 weeks of treatment and not to force themselves into phobic situations. They were told that in the second phase of the treatment , the medication would help them with the exposure in vivo by blocking the occurrence of panic attacks.
	individual
	12
	Placebo + exposure
	Placebo
	agoraphobia composite


	Yes
	post-treatment
	none
	Yes
	no
	High risk
	yes

	
	
	
	
	
	
	
	
	Panic management + exposure
	CT
	The cognitive model of panic was presented , and there was an explanation of the vicious circle of bodily sensations and panic expectancy, which results in panic attacks and avoidance behaviour
	individual
	12
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Exposure
	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	

	44
	de Ruiter, 1989
 ADDIN EN.CITE 
44

	Europe
	panic disorder with agoraphobia (DSM-IIIR)


	clinical
	34
	49
	100
	Breathing Retraining / cognitive Restrlicturing (BRCR)
	CBT
	Treatment consisted of: voluntary hyperventilation; explanation of how hyperventilation plus catastrophic cognitions cause panic attacks; relaxation training and training in slow breathing.


	Individual
	8
	/
	/
	FSS-III
	yes
	post-treatment
	24, 72
	Yes
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	BRCR + Exposure
	
	Exposure therapy. Treatment consisted of graded self-exposure in vivo
	Individual
	8
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Exposure
	BT
	Exposure therapy. Treatment consisted of graded self-exposure in vivo.
	Individual
	8
	
	
	
	
	
	
	
	
	
	

	45
	Emmelkamp, 198645
	Europe
	DSM III criteria for agoraphobia


	Mixed clinical and community
	36
	Not reported
	100
	Exposure in vivo
	BT
	The order of events in all the sessions was: a group discussion (15 minutes) in which the homework assignments were reviewed and the day’s program was discussed, prolonged exposure in vivo (120 minutes) and a group discussion (15 minutes) in which patients’ experiences were assessed and specific homework tasks were assigned
	Group
	6
	/
	/
	FQ
	Yes
	post-treatment
	4
	No
	No
	High risk
	No. no data. Impossible to reach out the authors

	
	
	
	
	
	
	
	
	Rational emotive therapy (RET)
	CT
	RET uses an A-B-C framework of cognitive therapy. A refers to an activating event or experience, C to the emotional or behavioural consequence, and B to the persons’ belief about the activating (A) event, assumed to lead to the consequence (C).
	Group
	6
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Self-instructional training (SIT)
	CT
	SIT uses relabelling to provide patients with an explanatory scheme to enable them to understand the nature of their responses to phobic situations.
	Group
	6
	
	
	
	
	
	
	
	
	
	

	46
	Emmelkamp, 198246
	Europe
	Patients with agoraphobia as their main problem


	Mixed clinical and community
	33
	77
	100
	Exposure
	BT
	Exposure
	Group
	8
	/
	/
	?
	?
	post-treatment
	4
	Yes
	No
	High risk
	No. no data. Impossible to reach out the authors

	
	
	
	
	
	
	
	
	Cognitive restructuring
	CT
	uses an A-B-C framework of cognitive therapy. A refers to an activating event or experience, C to the emotional or behavioural consequence, and B to the persons’ belief about the activating (A) event, assumed to lead to the consequence (C).
	Group
	8
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Self-instructional training (SIT)
	CT
	SIT uses relabelling to provide patients with an explanatory scheme to enable them to understand the nature of their responses to phobic situations.
	Group
	8
	
	
	
	
	
	
	
	
	
	

	47
	Erickson, 200747
	Canada
	Diagnosis of either panic disorder with or without agoraphobia,OCD, social phobia, generalised anxiety disorder, specific phobia or PTSD.
	clinical
	Not specified for the PDA sub-sample
	CBT
	CBT
	The content of the group sessions, summarized in the box on this page, was designed to include most common CBT elements, as well as many disorder-specific treatment elements. In general, the behavioral components were prominent in the first half of the protocol. In the second half, starting with the sixth session, the cognitive elements were prominent.
	Group
	11
	WL
	WL
	BAI
	yes
	post-treatment
	None
	Yes
	Unclear
	High risk
	yes

	48
	Feldman, 2016
 ADDIN EN.CITE 
48

	USA
	DSM-IV criteria for current PD (with or without agoraphobia). Comorbidity with asthma


	Mixed clinical and community
	43
	94,5
	83
	Cognitive Behavior Psychophysiological Therapy (CBPT)
	CBT
	This is a combined treatment consisting of asthma education, panic control therapy, and progressive muscle relaxation.
	Individual
	8
	/
	/
	PDSS
	no
	post-treatment
	12
	Yes
	Yes
	Low risk
	yes

	
	
	
	
	
	
	
	
	music relaxation therapy (MRT)
	PT
	The rationale for music therapy was to serve as a non-specific, general relaxation intervention.
	Individual
	8
	
	
	
	
	
	
	
	
	
	

	49
	Feske, 1997
 ADDIN EN.CITE 
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	USA
	DSM-III-R  panic disorder
	clinical
	35,2
	72
	95
	Eye movement desensitization and reprocessing (EMDR)
	EMDR
	EFER: Same EMDR treatment but omitting the eye movement. EFER was administered identically to EMDR except that clients watched the therapist's index and middle fingers held stationary, the finger tips level with the client's eyes and at a comfortable distance for the client, approximately 12 inches away from his or her face.
	Individual
	6
	WL
	WL
	ACQ
	yes
	post-treatment
	12
	Yes
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	Eye fixation exposure and reprocessing (EFER)
	Not included in the network
	Same EMDR treatment but omitting the eye movement.
	Individual
	6
	
	
	
	
	
	
	
	
	
	

	50
	Fogliati, 2016
 ADDIN EN.CITE 
50

	Australia
	DSM-IV criteria for a panic disorder with or without agoraphobia


	Online application
	41
	79
	Not reported
	disorder-specific CBT (DS-CBT)
	CBT
	DS-CBT targets the symptoms of principal disorders
	Guided self-help
	5
	/
	/
	PDSS-SR
	yes
	8
	12,48,96
	Yes
	Yes
	Low risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	Transdiagnostic CBT (TD-CBT)
	CBT
	TD-CBT aims to target the symptoms of multiple disorders
	Guided self-help
	5
	
	
	
	
	
	
	
	
	
	

	51
	Gensichen, 201951
	Europe
	adult patients diagnosed with PDA (ICD-10:F41.0 or F40.01)
	Clinical
	46
	74
	75
	practice team–supported exposure training
	CBT
	The practice team–supported exposure training comprised evidence-based elements of CBT (psychoeducation, interoceptive and situational anxiety exposure exercises) as well as intervention elements from the chronic care model.
	Individual
	4
	TAU
	TAU
	MI
	yes
	24
	48
	Yes
	Yes
	Low risk
	yes

	52
	Ghosh, 198752
	UK
	DSM-III criteria for agoraphobics with panic disorder


	Community
	36,3
	80
	100
	book-instructed self-exposure (SE)


	BT
	after initial assessment and brief discussion of the therapeutic rationale, were given the book "'Living with Fear" patients were asked to follow the self-help instructions detailed in the final chapter of the book and with its aid to devise and evaluate their own treatment program. Four weeks after treatment began the psychiatrist asked book-instructed patients whether they had read the final self-exposure chapter of "'Living With Fear" and whether they experienced any problems in following its steps. All said that they had read it, and this was verified by examining their completed exposure-homework diaries.
	Guided self-help
	Not reported
	/
	/
	FQ
	yes
	10
	22,34
	Yes
	No
	Some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	computer-instructed SE
	BT
	planned their exposure treatment by interacting with a microcomputer via a typewriter terminal and video screen.
	Guided self-help
	Not reported
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	therapist-instructed SE
	BT
	Patients had the same treatment program but planned it in consultation with the psychiatrist on a weekly basis, taking on average 40 min per session; they received no written instructions and were not told about the book.
	Guided self-help
	Not reported
	
	
	
	
	
	
	
	
	
	

	53
	Gloster, 2015
 ADDIN EN.CITE 
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	Europe
	patients with treatment-resistant primary PD/A
	unclear
	36,9
	69,8
	100
	Acceptance and commitment therapy (ACT)
	3W
	ACT is a cognitive-behavioural therapy that teaches psychological concepts, such as mindfulness, acceptance, cognitive defusion (flexible distancing from the literal meaning of cognitions), and other strategies to increase psychological flexibility and promote behaviour change consistent with personal values.
	Individual
	8
	WL
	WL
	CGI
	No
	post-treatment
	24
	No
	Yes
	Some concerns
	yes

	54
	Gloster, 2011
 ADDIN EN.CITE 
54

	Europe
	DSM-IV TR for PD with agoraphobia


	Clinical
	35,5
	77
	100
	CBT (T+ variant)
	CBT
	therapists planned and supervised exposure in situ exercises outside the therapy room.
	Individual
	12
	WL
	WL
	CGI
	no
	post-treatment
	24
	yes
	yes
	Low risk
	yes

	
	
	
	
	
	
	
	
	CBT (T- variant)
	
	T- group therapists planned and discussed patients’ in situ exposure exercises but did not accompany them.
	Individual
	12
	
	
	
	
	
	
	
	
	
	

	55
	Goldstein, 2000
 ADDIN EN.CITE 
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	USA
	DSM-IV diagnosis of panic disorder with agoraphobia


	Clinical
	36,16
	80,4
	100
	EMDR
	EMDR
	Therapists initiated the EMDR process by having patients describe a pertinent, previously selected memory that continued to provoke significantly anxiety (e.g., their worst or first panic attack, or a body sensation of which they were especially fearful, such as heart palpitations). This step was followed by a set of eye movements, in which patients' eyes followed therapists' fingers moving side to side for approximately 20 s. Clients were then asked to indicate "what comes up," followed by another set of eye movements. This process continued until the original memory no longer elicited substantial anxiety (as determined by ratings of 0 or 1 on a 0-10 client-report anxiety scale) or until time ran out in the session.
	Individual
	6
	WL
	WL
	PDSS
	no
	post-treatment
	4
	Yes
	Yes
	Some concerns
	yes

	
	
	
	
	
	
	
	
	
	
	
	
	
	attention placebo
	APP
	
	
	
	
	
	
	
	

	56
	Gould, 199356
	USA
	DSM-III-R  panic disorder
	Community
	35,7
	65
	94
	Bibliotherapy (BT)
	CBT
	It focuses on (1) educating individuals about the etiology and nature of panic disorder; (2) teaching them a variety of cognitive and behavioral strategies that include relaxation, cognitive restructuring, breathing retraining, and exposure; and (3) advising them on how to implement these strategies.
	Individual
	0
	WL
	WL
	ASI
	yes
	4
	none
	Yes
	no
	High risk
	yes

	
	
	
	
	
	
	
	
	Individual therapy using Guided Imaginal Coping

(ITGIC)
	
	These plans were derived primarily from material in Coping with Panic and were designed to treat panic using cognitive and behavioral approaches.
	Individual
	8
	
	
	
	
	
	
	
	
	
	

	57
	Griegel, 199557
	Unclear
	DSM-III-R diagnosis of panic disorder with or without agoraphobia


	Unclear
	36
	Unclear
	86
	Breathing retraining - slow respiration rate
	PT
	is a coping skill (i.e. slow, diaphragmatic breathing) to reduce hyperventilatory symptoms that may trigger and/or exacerbate panic symptomatology.
	unclear
	unclear
	WL


	WL
	ASI
	yes
	post-treatment
	None
	Unclear
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	Breathing retraining - increase respiration rate
	
	is a coping skill (i.e. slow, diaphragmatic breathing) to reduce hyperventilatory symptoms that may trigger and/or exacerbate panic symptomatology.
	unclear
	unclear
	
	
	
	
	
	
	
	
	
	

	58
	Hazen 199658
	USA
	DSM-III-R diagnosis of panic disorder with or without agoraphobia


	Clinical
	37,12
	73,5
	92,4
	self-help manual
	CBT
	The content of the treatment program included psycheducational information about anxiety, and cognitive-behavioral treatment strategies, including relaxed breathing, progressive muscle relaxation, cognitive restructuring, and graduated exposure to feared situations. Subjects assigned to the self-help manual condition were instructed to complete one section of the self-help manual weekly for 14 weeks.
	Guided self-help
	0
	WL
	WL
	SPRAS
	yes
	post-treatment
	None
	Yes
	no
	High risk
	yes

	
	
	
	
	
	
	
	
	self-help group
	
	to read and go through the manual without the guidance of a professional
	group
	unclear
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	professionally led group
	
	Sessions were structured around the content of the self-help manual, and included discussion of reading and practice homework assignments.
	group
	13
	
	
	
	
	
	
	
	
	
	

	59
	Hecker, 1996
 ADDIN EN.CITE 
59

	USA
	DSM-III-R  panic disorder


	Community
	41
	81,2
	37,5
	self-directed CBT
	CBT
	clients were instructed to work through the Mastery of Your Anxiety and Panic (Barlow & Craske, 1989) workbook on their own. They met with a therapist four times over 12 weeks. No therapeutic interventions were delivered during these meetings.
	Individual
	4
	/
	/
	worries about future panic attacks
	yes
	post-treatment
	24
	Yes
	no
	High risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	therapist-directed CBT
	CBT
	the therapist and client worked through the material covered in the MAP workbook. Therapists used a treatment manual designed to accompany the manual  to guide treatment sessions.
	Individual
	12
	
	
	
	
	
	
	
	
	
	

	60
	Hendriks,41 2010
 ADDIN EN.CITE 
60

	Europe
	DSM-IV criteria for PDor PD with agoraphobia


	Clinical
	68,6
	30
	48
	CBT
	CBT
	The standardized programme comprised the following five components: (1) education about panic and anxiety, (2) relaxation techniques, (3) interoceptive exposure, (4) cognitive therapy and (5) exposure in vivo.
	Individual
	14
	WL
	WL
	ACQ
	yes
	14
	8,26
	yes
	Yes
	Some concerns
	yes

	
	
	
	
	
	
	
	
	paroxetine
	AD
	The daily 10 mg starting dose in week 1 was increased with 10 mg a week to 40 mg ⁄day in week 4, during which period patients were seen during 30-min weekly consultations.
	Individual
	14
	
	
	
	
	
	
	
	
	
	

	61
	Hoffart, 199561
	Europe
	DSM-III-R diagnosis of panic disorder with agoraphobia


	Clinical
	40,1
	67
	100
	CBT
	CBT
	In the daily planning session, the patients were helped to decide what catastrophic thought to test out and to design a behavioral task that might provide an optimal test.
	Individual
	14
	/
	/
	BSQ
	yes
	6
	48
	Yes
	Yes
	Some concerns
	yes

	
	
	
	
	
	
	
	
	Guided mastery therapy
	BT
	The therapists took an active role in encouraging and guiding Ss to perform progressively more difficult tasks as rapidly as possible according to the principles: first increase level of performance, then build down defensive behaviours, and, lastly, stimulate independent performance.
	Individual
	14
	
	
	
	
	
	
	
	
	
	

	62
	Horst, 2017
 ADDIN EN.CITE 
62

	Europe
	DSM-IV criteria for PD


	Clinical
	39
	65,5
	74
	CBT
	CBT
	During the first part (psychoeducation), the patient is informed about panic attacks and PD. The second part consists of teaching and applying relaxation exercises which help the patient to reduce general anxiety. The third part consists of interoceptive exposure exercises in order to become accustomed to, and to cope with, the fear of bodily sensations. The fourth part is cognitive therapy in which the patients learn to recognize their automatic, anxious thoughts and formulate alternative, more adaptive thoughts. Finally, in vivo exposure consisted of learning patients to cope with the anxiety experienced during situations or activities that are feared and avoided by using an anxiety hierarchy.
	Individual
	13
	/


	/
	ACQ
	yes
	post-treatment
	12
	Yes
	Yes
	High risk
	yes

	
	
	
	
	
	
	
	
	EMDR
	EMDR
	In this protocol, a patient is first informed about EMDR therapy, traumatic memories are identified, and the course of current symptoms is evaluated. The memories of the distressing events that were assumed to play a key role in the acquisition and maintenance of the condition and evoked distress, were determined. Subsequently, the memories that evoked the most disturbance, e.g., the first or worst panic attack, were reprocessed first using working memory taxation by listening to alternating audio tones. Subsequently, other memories that were considered to contribute to a patient’s current symptoms were targeted in the same way
	Individual
	13
	
	
	
	
	
	
	
	
	
	

	63
	Hovland, 2013
 ADDIN EN.CITE 
63

	Europe
	DSM-IV criteria for PDor PD with agoraphobia


	Mixed clinical and community
	37,9
	80,6
	80,6
	CBT
	CBT
	Therapy was based on the model for PD developed by David Clark and colleagues, with an emphasis on cognitive restructuring and behavioural experiments.
	Group
	12
	/
	/
	ACQ
	yes
	post-treatment
	24,48
	Yes
	Yes
	Low risk
	yes

	
	
	
	
	
	
	
	
	Physical exercise
	PT
	The manual consisted of three different types of sessions that were repeated weekly on set days. Day 1 focused on increasing aerobic fitness; day 2 focused on increasing muscular strength through circuit training; on day 3, exercises that varied in intensity were performed, including sports and games with elements of competition.
	Group
	36
	
	
	
	
	
	
	
	
	
	

	64
	Ito, 2001
 ADDIN EN.CITE 
64

	Europe
	DMS-IV criteria for panic disorder with agoraphobia


	community
	37
	64
	100
	External Self-exposure (SE)

(group E)
	BT
	At session 1 and 2, patients had 45 minutes of therapist-accompanied exposure to feared external situations, until discomfort diminished, and 15 minutes planning homework tasks.
	Individual
	7
	WL
	WL
	CGI
	no
	10
	6,24,36,62
	Yes
	Yes
	High risk
	yes

	
	
	
	
	
	
	
	
	interoceptive SE

(group I)
	
	At session 1 and 2, patients had 45 minutes of therapist-accompanied exposure to feared external situations, until discomfort diminished, and 15 minutes planning homework tasks. The therapist showed patients how to induce sensations like those expected during their panics. Patients learned to use slow breathing to return to their baseline anxiety level. Patients were told that their fear would lessen after they induced such sensations repeatedly in a neutral environment.
	Individual
	7
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	combined SE

(group E+I)
	
	At session 1 and 2, patients had 30 minutes of therapist-accompanied exposure to the frightening external situations while remaining there until discomfort diminished, 15 minutes of therapist-accompained interoceptive exposure plus training in slow breathing and 15 minutes negotiating appropriate daily homework tasks comprising 30 min of live exposure and 30 min of interoceptive exposure.
	Individual
	7
	
	
	
	
	
	
	
	
	
	

	65
	Ito, 1996
 ADDIN EN.CITE 
65

	Europe
	DMS-III-R criteria for panic disorder with agoraphobia


	Mixed clinical and community
	37
	77
	100
	internal and external SE
	BT
	At each session, the therapist spent 30-45 min with the patient monitoring and planning appropriate self-exposure homework. In addition, at weeks 1 and 2, patients had .30 min of therapist accompanied internal exposure.
	Individual
	7
	/
	/
	FQ
	yes
	14
	24
	Yes
	no
	High risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	external SE
	BT
	At each session, the therapist spent 30-45 min with the patient monitoring and planning appropriate self-exposure homework. In addition, at weeks 1 and 2, patients had, at week 1, 60 min of therapist-accompanied external exposure in order to control for therapist time.
	Individual
	7
	
	
	
	
	
	
	
	
	
	

	66
	Kenardy, 2003
 ADDIN EN.CITE 
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	Australia
	DMS-IV criteria for panic disorder with or without agoraphobia


	Clinical
	36,8
	75,5
	76,1
	CBT-12
	CBT
	Standard treatment involved 12 weekly 1-hr individual sessions with the therapist.
	Individual
	12
	WL
	WL
	ACQ
	Yes
	post-treatment
	24
	Yes
	Yes
	High risk
	yes

	
	
	
	
	
	
	
	
	CBT-6
	
	The 6-week treatment protocols, 6 sessions of therapist-delivered CBT.
	Individual
	6
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Computer-augmented CBT6 (CBT-6-CA)
	
	CBT6-CA, constituted a condensed version of the standard CBT12 regime, including individual sessions with the therapist, the same content, and the same supplementary handouts.
	Individual
	6
	
	
	
	
	
	
	
	
	
	

	67
	King, 2011
 ADDIN EN.CITE 
67

	Brazil
	diagnosis of panic disorder and agoraphobia


	Clinical
	39,1
	78
	100
	CBT + drug
	Not includible in the network
	A standard CBT protocol
	Individual
	16
	/
	/
	PAS
	yes
	Post-treatment
	None
	Yes
	unclear
	High risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	TCA/SSRI
	AD
	No information
	Individual
	16
	
	
	
	
	
	
	
	
	
	

	68
	Kiropoulos, 2008
 ADDIN EN.CITE 
68

	Australia
	DSM IV panic disorder with or without agoraphobia


	community
	38,96
	72,1
	58
	CBT
	CBT
	During the first face-to-face therapy session, participants were given a copy of the manual ‘‘Mastery of Your Anxiety and Panic – Third Edition’’ (MAP-3; Barlow & Craske, 2000) free of charge. This manual presents the rationale for the 12 week CBT treatment and focuses on teaching participants a variety of cognitive and behavioral strategies that include controlled breathing, cognitive restructuring, and interoceptive and situational exposure similar to that used in the PO condition in this study.
	Individual
	12
	/


	/
	PDSS
	No
	post-treatment
	None
	Yes
	Yes
	Some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	Panic Online (PO)
	CBT
	PO is a structured program comprised of an introductory module, four learning modules, and a relapse prevention module. PO included common treatment methods used in standard CBT for panic disorder (i.e., instructions for controlled breathing, cognitive restructuring, and interoceptive and situational exposure).
	Guided self-help
	6
	
	
	
	
	
	
	
	
	
	

	69
	Klein, 2009
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	Australia
	DSM IV panic disorder with or without agoraphobia


	community
	39,49
	82,4
	56
	Panic Online x1 contact/week
	CBT
	This was a two-step Internet-based intervention. PO Step 1 consists of five online open-access modules containing psychoeducational information on PD. PO Step 2 is a password-protected PD CBT Internet-based treatment program comprising four learning modules and introductory and relapse prevention modules
	Guided self-help
	6
	/


	/
	PDSS
	no
	8
	none
	Yes
	Yes
	Some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	Panic Online x3 contacts/week
	CBT
	
	Guided self-help
	6
	
	
	
	
	
	
	
	
	
	

	70
	Klein, 2001
 ADDIN EN.CITE 
70

	Australia
	panic disorder by DMS-IV criteria.
	community
	40
	86,3
	Not reported
	internet-based program
	CBT
	The first component of the Internet-based program focused on the nature, effects and causes of panic, and the second on useful and non-useful ways of managing panic. Negative self-statements were discussed as were errors in thinking. Brief techniques on how to overcome these cognitive errors were explained.
	Guided self-help
	Not reported
	self-monitoring
	NT
	ASI
	yes
	post-treatment
	none
	Yes
	unclear
	High risk
	yes

	71
	Klein, 2006
 ADDIN EN.CITE 
71

	Australia
	DSM IV panic disorder with or without agoraphobia


	community
	Not reporter (between 18 an 70)
	80
	82
	Panic Online
	CBT
	PO was a 6-week structured program comprised of an introductory module, four learning modules, and a relapse prevention module. The program included common treatment methods used in standard CBT for PD (i.e., instructions for controlled breathing, cognitive restructuring, and interoceptive and situational exposure). Therapist interaction occurred via email, enabling the therapist to provide individualised support and feedback to the participant, according to their requests and needs.
	Guided self-help
	6
	information only control


	NT
	PDSS
	no
	post-treatment
	12
	Yes
	Yes
	High risk
	yes

	
	
	
	
	
	
	
	
	manualized CBT workbook
	
	This manual presents the rationale for the treatment and focuses on teaching participants a variety of cognitive and behavioural strategies that include controlled breathing, cognitive restructuring, and interoceptive and situational exposure
	Guided self-help
	To read a book in 6 weeks
	
	
	
	
	
	
	
	
	
	

	72
	Klosko, 1990
 ADDIN EN.CITE 
72

	USA
	DSM-III-R primary diagnosis of panic disorder with a clinician’s severity rating of at least 4 on a 0 to 8 scale (moderate severity)
	Mixed clinical and community
	37
	74
	79
	Panic control treatment (PCT)
	CBT
	PCT  is a manual-based 12–15-session cognitive– behavioral treatment protocol. The treatment includes education about the causes and maintenance of panic disorder, breathing retraining, cognitive restructuring, and interoceptive and agoraphobic exposure components.
	Individual
	15
	Waiting list
	WL
	Intensity of somatic symptoms


	no
	post-treatment
	none
	Yes
	no
	High risk
	yes

	
	
	
	
	
	
	
	
	alprazolam
	AD
	weekly meetings with a study psychiatrist experienced in alprazolam treatment of panic disorder. Medication was supplied by the Upjohn Company in matching 1-mg tablets, packaged in matching bottles containing sufficient medication for 1 week, and was administered double-blind.
	Individual
	15
	placebo
	placebo
	
	
	
	
	
	
	
	

	73
	Korrelboom, 201473
	Europe
	DSM-IV-TR clinical diagnosis of panic disorder with or without agoraphobia


	community
	36,1
	64
	79
	Competitive memory training

(COMET)
	CBT
	COMET-panic was aimed at facilitating patients in ‘getting access to their sense of control’ that was supposed to be too low in the retrieval hierarchy and, subsequently, ‘to use this sense of control in handling (self-provoked) panic sensations’, in order to become more confident and self-reliant in handling future panic attacks in real life.
	Group
	7
	/
	/
	MI
	yes
	post-treatment
	24
	Yes
	Yes
	Low risk
	yes

	
	
	
	
	
	
	
	
	Applied relaxation
	PT
	Patients had to practice successively progressive muscle relaxation, ‘release only’ relaxation (relaxation without tensing the muscles in the first place), cue-controlled relaxation (relaxation conditioned to a cue word), differential relaxation (relaxation in daily situations), rapid relaxation, and applied relaxation (relaxation in reaction to deliberate exposure to natural triggers for panic-like sensations).
	Group
	7
	
	
	
	
	
	
	
	
	
	

	74
	Koszycki, 2011
 ADDIN EN.CITE 
74

	Canada
	DSM-IV criteria for PD with or without agoraphobia


	Mixed clinical and community
	36,16
	64,7
	71
	self-administered CBT (SCBT) + placebo
	CBT
	SCBT consisted of 12 audiotapes and a workbook

that contained monitoring forms for homework. Each tape described the principles of treatment and provided detailed instructions and homework. Treatment components included extensive psychoeducation about anxiety and the cognitive model of PD, breathing retraining and relaxation skills, cognitive restructuring that addressed misappraisal of panic symptoms, interoceptive and situational exposure, and relapse prevention.
	Guided self-help
	12 audiotapes and a workbook
	placebo
	TAU
	ACQ
	Yes
	16
	20,24
	Yes
	Yes
	Some concerns
	yes

	
	
	
	
	
	
	
	
	sertraline
	Not included in the network
	The targeted maximal dose for acute treatment was 200 mg/day.
	Unclear
	unclear
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	SCBT + sertraline
	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	

	75
	Lidren, 1994
 ADDIN EN.CITE 
75

	USA
	DSM-III-R criteria for PD with or without agoraphobia


	Mixed clinical and community
	33,7
	69,5
	83,3
	Bibliotherapy
	CBT
	The bibliotherapy condition used Clum's (1990) Coping with Panic book
	Guided self-help
	read a book in 8 weeks
	WL
	WL
	MI for agoraphobia
	yes
	post-treatment
	12,24
	Yes
	Unclear
	High risk
	yes

	
	
	
	
	
	
	
	
	Group therapy
	
	Subjects in this condition also used Clum's (1990) Coping with Panic text to ensure similarity of treatment techniques and, like those in the BT condition, completed weekly practice records. However, subjects in the GT condition met weekly for 90 min with a therapist in groups of six to process and practice material covered in the text.
	Group
	8
	
	
	
	
	
	
	
	
	
	

	76
	Loerch, 1999
 ADDIN EN.CITE 
76

	Europe
	DSM-III-R criteria for PD with agoraphobia


	Not reported
	35,13
	74,5
	100
	Placebo + CBT
	CBT
	Patients receiving CBT attended nine individual sessions for 50 minutes within eight weeks. In addition, two therapist-assisted exposure sessions with an average length of six hour day were administered on consecutive days in Week 3.
	individual
	8
	Placebo + clinical management (described as “double placebo”)


	TAU
	MI
	yes
	post-treatment
	4,12,24
	Yes
	Yes
	High risk
	yes

	
	
	
	
	
	
	
	
	Moclobemide + clinical management
	Not included in the network
	Patients started with an initial dose of 300 mg/day (two capsules), which was increased up to 600 mg/day (four capsules) in the second week and maintained until the end of Week 8, unless side effects required a dose reduction. In Week 9 and Week 10, medication was gradually withdrawn.
	Unclear
	unclear
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Moclobemide + CBT
	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	

	77
	Malbos, 201177
	Australia
	DSM IV panic disorder with agoraphobia


	Clinical
	Not reported
	Not reported
	100
	Virtual Reality Based Exposure Therapy  (VRBET)
	BT
	Virtual Reality Based Exposure Therapy
	individual
	10
	/
	/
	ASI
	Yes
	post-treatment
	None
	Unclear
	Unclear
	High risk
	yes

	
	
	
	
	
	
	
	
	VRBET+CT
	CBT
	Virtual Reality Based Exposure Therapy + cognitive therapy
	individual
	10
	
	
	
	
	
	
	
	
	
	

	78
	Marchand, 2008
 ADDIN EN.CITE 
78

	Canada
	DSM-III-R criteria for PD with agoraphobia


	Mixed clinical and community
	36,67
	68,8
	100
	Cognitive therapy + graded exposure
	CBT
	CT+graded exposure
	Group
	14
	Placebo
	Not included in the network due to lack of data
	ACQ
	yes
	post-treatment
	12,24,48
	Yes
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	graded exposure (GE)
	BT
	Participants who received GE therapy were given extensive information on the mechanisms of fear development and the potential benefits of in vivo exposure therapy. Exposure sessions were planned according to the participants’ evaluation of their difficulty in going ahead with the actual exposure sessions. Participants were encouraged to gradually increase the difficulty of the exposure across sessions.
	Group
	14
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Cognitive therapy (CT)
	CT
	pecific techniques included education regarding the relationship between maladaptive thoughts and anxiety, identification and monitoring of panic-related cognitions, exploration of automatic negative thoughts and false assumptions, generation of alternative explanations, reattribution, and decatastrophization. In addition, thought-stopping, attention-distraction, and self-verbalization techniques were also taught.
	Group
	14
	supportive therapy (explicitly used as control condition)
	TAU
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Imipramine
	Not included in the network due to lack of data
	Doses of the medication were gradually increased from 25 mg up to the highest dose tolerated by the patient or to a maximum dose of 200 mg/day. Psychiatrists attempted to reach the maximum dose of 200 mg.
	individual
	14
	
	
	
	
	
	
	
	
	
	

	79
	Marchand, 2007
 ADDIN EN.CITE 
79

	Canada
	DSM IV panic disorder with agoraphobia


	community
	35
	73
	100
	Standard CBT
	CBT
	14-session of a standard cognitive-behavioural treatment
	individual
	14
	/
	/
	ACQ
	yes
	post-treatment
	12,24
	No
	No
	High risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	Brief cognitive behaviour therapy alone  (BCBT-A)
	CBT
	7-session brief cognitive behaviour therapy alone, that is, without the help of a partner along with a self-study manual.
	Individual
	7
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Brief cognitive behaviour therapy with partner (BCBT-P)
	CBT
	7-session brief cognitive behaviour therapy involving a partner along with a self-study manual
	individual
	7
	
	
	
	
	
	
	
	
	
	

	80
	Marchione, 198780
	USA
	DSM-III criteria for PD with agoraphobia


	Clinical
	38,1
	100
	100
	Cognitive therapy + graded exposure (CT+GE)
	CBT
	These subjects received one hour of cognitive therapy, adapted specifically for agoraphobia, during sessions 3-16. These subjects also received graduated exposure.
	Group
	16
	/
	/
	FQ
	yes
	post-treatment
	none
	No
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	graded exposure (GE)
	BT
	All subjects received 90 min of therapist-directed exposure during

sessions 3-16.t Subjects were encouraged to consistently apply the principle of graduated, prolonged in vivo exposure by remaining in situations until they felt comfortable.
	Group
	16
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Progressive deep muscle relaxation + graded exposure (R+GE)
	Not included in the network
	Subjects received programmatic instruction in all phases of the relaxation training during sessions 3-16 for one hour per session. The R + GE conditions included a series of graduated steps each with coaching, modelling, practice, rehearsal and instructions. Subjects were sequentially exposed to and learned deep muscle relaxation skills. Subjects also received graduated exposure following their relaxation training.
	Group
	16
	
	
	
	
	
	
	
	
	
	

	81
	Marks, 1993
 ADDIN EN.CITE 
81

	UK, Canada
	DSM-III criteria for PD with agoraphobia


	community
	35
	81
	100
	alprazolam + exposure
	BT
	exposure patients were asked to read Chapter 12 on self-exposure from Living with Fear. With the therapist they planned an exposure homework programme starting with the four phobic targets.

Alprazolam tablets began at week 0 with 1mg a day, rising to a mean of 6mg a day, or more (up to 10mg a day) if needed to abolish panics, along with marked fall in avoidance.
	individual
	8
	placebo + relaxation (double placebo)
	Not included in the network
	PQ
	Yes
	8
	none
	Yes
	Yes
	Low risk
	yes

	
	
	
	
	
	
	
	
	alprazolam + relaxation
	PT
	At week 0 the therapist gave relaxation patients three half-hour audiotapes of instructions (Wolpe & Lazarus, 1966) to use for relaxation homework for an hour daily while sitting or lying comfortably and listening to one of the three tapes.
	individual
	8
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	placebo + exposure
	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	

	82
	Martini, 201182
	Europe
	DSM IV panic disorder with or without agoraphobia


	community
	36
	87
	Not reported
	Brief dynamic therapy (BDP+SSRI)
	STPD
	to enhance the patient’s insight into repetitive conflicts (intrapsychic and interpersonal) and trauma that underline and sustain the patient’s problems. The principal instruments of BDT are interpretation and clarification: the therapist makes use of the actual relationship and attends to linkages with past significant relationships.
	Individual
	10-30
	/
	/
	CGI
	no
	16
	48
	Yes
	Yes
	Some concerns
	yes

	
	
	
	
	
	
	
	
	Brief supportive therapy (BST+SSRI)
	SP
	The primary objective is to improve the patient’s immediate adaptation to his/her life situation. Principal instruments are reassurance and encouragement; the treatment involves advice, praise and emphasis on strengths and talents.
	Individual
	15-30
	
	
	
	
	
	
	
	
	
	

	83
	McNamee, 198983
	UK
	DSM-III criteria for PD with agoraphobia


	community
	45
	88,8
	100
	exposure
	BT
	Exposure subjects had posted to them a self-help manual (Living with Fear, Marks 1978). They were encouraged to have feelings of discomfort and panic in phobic situations and to use coping strategies from 'Living with Fear' such as breathing control and positive self-statements. They spoke on the phone with a therapist for 12 mins weekly for 8 weeks and then 2-weekly for a further 4 weeks i.e. for 10 times in all for a total of 2 hours over 12 weeks.
	Guided self-help
	10
	/


	/
	4 phobic targets


	no
	12
	2,4,6,8,10, 32
	Unclear
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	relaxation
	PT
	Relaxation subjects had posted to them relaxation tapes and had the same format of telephone consultations over 12 weeks. They were asked to practice relaxation by listening to standard audio taped instructions of Jacobsen's relaxation (Wolpe-Iazarus version) for at least an hour daily. They were not asked to relax on encountering phobic cues, nor were antiexposure instructions given.
	Guided self-help
	10
	
	
	
	
	
	
	
	
	
	

	84
	Meulenbeek, 2010
 ADDIN EN.CITE 
84

	Europe
	People with subthreshold or mild panic disorder, defined as having symptoms of panic disorder falling below the cut-off of 13 on the PDSS–SR
	community
	42
	71
	62
	‘Don’t Panic’ course
	CBT
	The Don’t Panic’ course is based on cognitive– behavioural principles that have been shown to be effective in the treatment of the full-blown disorder. The course was developed specifically for adults. It consisted of 8 weekly sessions of 2 h each in groups of 6–12 participants.
	Group
	8
	WL
	WL
	PDSS-SR
	yes
	12
	36
	Yes
	Yes
	Low risk
	yes

	85
	Meuret, 2008
 ADDIN EN.CITE 
85

	USA
	principal DSM-IV diagnosis of panic disorder with or without agoraphobia
	community
	41
	55,8
	83,8
	capnometry-assisted breathing therapy  (BRT)
	PT
	The treatment had five major components: (a) educating patients about the role of breathing in the etiology and maintenance of PD, (b) directing their attention to potentially problematic respiratory patterns, particularly those observed during the extended physiological monitoring, (c) having them perform different breathing maneuvers with capnometer feedback to experience how changes in breathing affect physiology, symptoms, and mood, (d) teaching them ways to simultaneously control pCO2 level and RR (e) and having them practice breathing exercises daily.
	Individual
	5
	WL
	WL
	PDSS
	No
	post-treatment
	8,48
	Yes
	No
	Some concerns
	yes

	86
	Meuret, 2010
 ADDIN EN.CITE 
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	USA
	DSM-IV diagnosis of panic disorder with agoraphobia


	community
	33,2
	72,3
	100
	Capnometry-assisted respiratory training (CART)
	PT
	CART is based on the theory that sustained levels of hypocapnia contribute to symptom development and maintenance of panic disorder. The training included four components: (a) educating patients about the exacerbation of panic symptoms through hypocapnia; (b) directing patients’ attention to potentially detrimental respiratory patterns; (c) teaching patients techniques to control their respiration, in particular end-tidal PCO2; and (d) instructing patients in between-session exercises.
	Individual
	9
	/
	/
	PDSS
	no
	post-treatment
	8
	Yes
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	Cognitive therapy
	CT
	The training included four components: (a) educating patients about exacerbating panic symptoms through catastrophic thoughts (vicious cycle), (b) identifying negative cognitions associated with physical sensation triggers of recent panic attacks, (c) practicing replacement of maladaptive cognitions with non-catastrophic explanations, and (d) instructing patients in between session exercises.
	Individual
	9
	
	
	
	
	
	
	
	
	
	

	87
	Meyerbroeker, 2013
 ADDIN EN.CITE 
87

	Europe
	DSM IV panic disorder with agoraphobia


	Unclear
	Not reported
	Not reported
	100
	virtual reality exposure therapy (VRET)
	BT
	Therapy consisted of two modules delivered in 10 sessions: (1) CBT consisting of education about anxiety and panic disorder and agoraphobia, cognitive restructuring, interoceptive exposure and discussion of safety behaviors, and (2) exposure to external stimuli and relapse prevention (6 sessions) through a head-mounted display (HMD) or a computer automatic virtual environment (CAVE).
	Individual
	10
	WL
	WL
	PDSS
	no
	post-treatment
	None
	Yes
	Yes
	High risk
	yes

	
	
	
	
	
	
	
	
	exposure in vivo
	
	In this group the exposure component was delivered in vivo instead of via VRET.
	individual
	10
	
	
	
	
	
	
	
	
	
	

	88
	Michelson, 1985
 ADDIN EN.CITE 
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	USA
	DSM-III criteria for PD + agoraphobia


	Unclear
	40
	87
	100
	Paradoxical Intention (PI)
	CT
	PI was to be used as a coping procedure to reverse the vicious cycle of fearful responding. Subjects were informed that instead of trying to avoid becoming afraid they should welcome the fear and instead of trying to subdue it, should actually intend it to become exaggerated and magnified. Subjects were instructed that if they reversed their ideas and thoughts regarding their fears, they would find that paradoxically their fears lost their strength and meaning.
	Group
	12
	/
	/
	Global assessment of severity
	no
	post-treatment
	12
	No
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	Graduated Exposure (GE)
	BT
	Subjects assigned to GE received therapist-assisted, graduated, in vivo exposure, which typically involved accompanying the therapist and an assistant to the center of town or to large shopping malls in the hospital van.
	Group
	12
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Relaxation Training (RT)
	PT
	Subjects assigned to RT received intensive, systematic, and programmatic instruction in all phases of relaxation training. The RT included a series of graduated steps, each with coaching, modeling, practice, rehearsal, and instructions.
	Group
	12
	
	
	
	
	
	
	
	
	
	

	89
	Michelson, 199689
	USA
	DSM-III criteria for PD+agoraphobia


	Unclear
	37
	82
	100
	Cognitive therapy + Graduated Exposure (CT+GE)
	CBT
	The CT condition consisted of in-depth cognitive restructuring, identifying, and remediating dysfunctional schemas, beliefs, and misattributions that maintained agoraphobia.
	Group
	16
	/
	/
	Global assessment of severity
	No
	13
	12,24,48
	No
	No
	Some concerns
	yes

	
	
	
	
	
	
	
	
	Relaxation Training + Graduated Exposure (RT+GE)
	PT
	The RT condition included systematic instruction and practice in all phases of RT, using coaching, modeling, rehearsal, and homework practice. RT subjects learned how to differentiate tension from relaxation, master differential relaxation techniques and evoke relaxed states via calming imagery.
	Group
	16
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Graduated exposure (GE)
	BT
	Therapist-assisted graded exposure was provided across all conditions and involved gradually exposing subjects to increasingly more phobic situations with the guidance of a therapist for a period of 90 min per session. As subjects progressed, the in vivo exposure tasks were made more phobica
	Group
	16
	
	
	
	
	
	
	
	
	
	

	90
	Milrod, 201690
	USA
	DSM-IV PD with or without agoraphobia


	Mixed clinical and community
	38,8
	68
	79
	CBT
	CBT
	CBT has the following features: education about anxiety and panic; identification and correction of maladaptive thoughts about anxiety and panic; training in slow, diaphragmatic breathing; and exposure to bodily sensations designed to mimic those experienced during panic. In vivo exposure via homework assignments was introduced at session 17.
	individual
	24
	/
	/
	PDSS
	no
	post-treatment
	none
	Yes
	Yes
	Some concerns
	Yes

	
	
	
	
	
	
	
	
	Panic-focused psychodynamic psychotherapy

(PFPP)
	STPD
	The strategy assumes that panic symptoms have a psychological meaning, and PFPP works to uncover their unconscious meanings to achieve relief. Elucidating the meaning of symptoms involves viewing them in a more complex way, a process that raises reflective function.
	individual
	24
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	applied relaxation training

(ART)
	PT
	Progressive muscle relaxation training involves focusing of attention onto particular muscle groups, tensing the muscle group for 5–10 seconds, attending to the sensations of tension, relaxing of the muscle group, attending to the difference between the sensations of tension and relaxation, and suggestions of deepening relaxation.
	individual
	24
	
	
	
	
	
	
	
	
	
	

	91
	Milrod, 2007
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	USA
 ADDIN EN.CITE 
40,55

	DSM-IV PD with or without agoraphobia


	Mixed clinical and community
	33
	69
	77,5
	Panic-focused psychodynamic psychotherapy (PFPP)
	STPD
	The strategy assumes that panic symptoms have a psychological meaning, and PFPP works to uncover their unconscious meanings to achieve relief. Elucidating the meaning of symptoms involves viewing them in a more complex way, a process that raises reflective function.
	individual
	24
	/
	/
	PDSS
	no
	post-treatment
	8,14,24,48
	Yes
	Yes
	Some concerns
	Yes

	
	
	
	
	
	
	
	
	applied relaxation training

(ART)
	PT
	Progressive muscle relaxation training involves focusing of attention onto particular muscle groups, tensing the muscle group for 5–10 seconds, attending to the sensations of tension, relaxing of the muscle group, attending to the difference between the sensations of tension and relaxation, and suggestions of deepening relaxation.
	individual
	24
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	Newman, 1997
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	USA
	DSM-III criteria for PD with or without agoraphobia


	clinical
	38
	83
	70
	Standard CBT

(CBT12)
	CBT
	Treatment included cognitive restructuring, breathing retraining, progressive muscle relaxation, exposure to interoceptive cues, and exposure to feared situations.
	individual
	12
	/
	/
	FQ
	yes
	13
	24
	Yes
	No
	High risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	Computer assisted CBT (CBT4-CA)
	CBT
	After the fourth therapy session, clients continued using the computer in the treatment-plus-diary mode for 8 weeks. In this way, CBT4-CA clients made use of the computer therapy program for the same amount of time the CBT12 clients were in treatment (12 weeks)
	individual
	4
	
	
	
	
	
	
	
	
	
	

	93
	Ninomiya, 2019
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	East Asia
	met the criteria for panic disorder/agoraphobia or social anxiety disorder specified in the DSM-IV.
	clinical
	Not specified for the PDA sub-sample
	mindfulness-based cognitive therapy (MBCT)
	3W
	In the program, participants learned mindfulness practices (e.g., raisin exercise, body scan, sitting meditation, mindful walking, and 3-min breathing space) and cognitive approaches. Participants were required to practice daily mindfulness meditation as homework and keep a record of their daily practice. Diaries included information about the number of minutes practiced and the type of meditation.
	Group
	8
	WL
	WL
	MIA
	yes
	8
	None
	Yes
	Yes
	Some concerns
	yes

	94
	Nordin, 2010
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	Europe
	Diagnostic criteria for panic disorder with or without agoraphobia
	Community
	37,7
	72,5
	60
	bibliotherapy
	CBT
	During the 10-week self-help program, the participants were instructed to work on one chapter for 1 week before moving on to the next one.
	Guided self-help
	Book, 10 chapters
	WL
	WL
	PDSS
	No
	10
	12
	yes
	yes
	Some concerns
	yes

	95
	Oh, 2020
 ADDIN EN.CITE 
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	East Asia
	diagnosis of panic disorder (with or without agoraphobia) based on the Mini- International Neuropsychiatric Interview (MINI)


	clinical
	41
	51
	Unclear
	Chat bot APP
	CBT
	The chatbot was a newly-developed mobile service that provided a variety of information based on using AI and chat functions


	Guided self-help
	4 week access to the APP or to the book
	/
	/
	PDSS
	No
	4
	None
	Yes
	No
	Some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	bibliotherapy
	CBT
	The control group was provided with a paperback book entitled “Goodbye Panic Disorder”


	Guided self-help
	
	
	
	
	
	
	
	
	
	
	

	96
	Oromendia, 2016
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	Europe
	DSM-IV PD with or without agoraphobia


	Community
	40,7
	68,8
	Not reported
	“Free from Anxiety” web program
	CBT
	Free from Anxiety is a transdiagnostic, Internet-based, self-help program for anxiety disorders. This program is presented as an interactive course with 8 modules, and it uses several therapeutic CBT components such as a psychoeducational section and a homework section with exercises to practice on a daily basis.
	Unguided self-help
	8
	WL
	WL
	PDSS-SR
	yes
	8
	24
	yes
	yes
	High risk
	yes

	
	
	
	
	
	
	
	
	“Free from Anxiety” web program +scheduled support
	
	scheduled support: one phone call per week initiated by the therapist
	Guided self-help
	8
	
	
	
	
	
	
	
	
	
	

	97
	Ost, 198897
	Europe
	DSM-III criteria for panic disorder or generalized anxiety disorder


	Community
	37,5
	77,7
	Not reported
	Applied relaxation (AR)
	PT
	The AR rationale said that panic attacks can start as a small and insignificant change in some physiological parameter. The purpose of AR is to teach the patient to observe the very first signs of a panic attack and to apply a rapid and effective relaxation technique to cope with, and eventually abort these symptoms before they have developed into a full-blown panic attack.
	individual
	14
	/
	/
	HAM-A
	no
	post-treatment
	76
	Yes
	No
	Some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	progressive relaxation (PR)
	
	the rationale said that the most plausible reason for the patient’s panic attacks was that his/her general tension level of the body was too high, and that relatively small and innocuous stressors may trigger a panic attack. The purpose of the treatment was to reduce the general tension level through long and frequent relaxation practice, and thus achieve a bodily state in which these stressors had no panic eliciting effect.
	individual
	14
	
	
	
	
	
	
	
	
	
	

	98
	Ost, 2004
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	Europe
	DSM-IV criteria for panic disorder with agoraphobia


	Community
	36,1
	68,5
	100
	Exposure
	BT
	Therapist and patient constructed a hierarchy of relevant phobic situations and these were worked through during the sessions with the therapist present during the actual exposure for the first part of the treatment. Gradually the patient took more responsibility for the exposure sessions and during the last part of treatment therapist and patient met at the beginning of each session to agree upon the situation that the patient should expose him-/herself to during the session and then the patient went ahead and did so.
	individual
	12 to 16
	WL
	WL
	HAM-A
	No
	post-treatment
	48
	Yes
	Yes
	Some concerns
	yes

	
	
	
	
	
	
	
	
	CBT
	CBT
	This method is based on the cognitive theory of panic of Beck

and Clark and makes use of both cognitive and behavioral techniques.
	individual
	12 to 16
	
	
	
	
	
	
	
	
	
	

	99
	Ost, 1995
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	Europe
	DSM-III criteria for panic disorder


	Mixed clinical and community
	32,6
	68,4
	21
	CBT
	CBT
	This method is based on the cognitive theory of panic of Beck

and Clark and makes use of both cognitive and behavioral techniques.
	individual
	12
	/
	/
	Severity of the disorder


	no
	post-treatment
	48
	Yes
	No
	Some concerns
	yes

	
	
	
	
	
	
	
	
	Applied relaxation (AR)
	PT
	The relaxation training started with progressive relaxation with tension-release of the muscles. The short version (release-only) was introduced and cue-controlled (conditioned) relaxation explained. Subsequently, differential relaxation was introduced and patients were taught rapid relaxation and practised applying their relaxation skills in stressful but nonpanic situations.
	individual
	12
	
	
	
	
	
	
	
	
	
	

	100
	Ost, 1993
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	Europe
	DSM-III criteria for panic disorder


	Mixed clinical and community
	37,4
	66,6
	100
	Applied relaxation (AR)
	PT
	The relaxation training started with progressive relaxation with tension-release of the muscles. The short version (release-only) was introduced and cue-controlled (conditioned) relaxation explained. Subsequently, differential relaxation was introduced and patients were taught rapid relaxation and practised applying their relaxation skills in stressful but nonpanic situations.
	individual
	12
	/
	/
	BSQ
	yes
	post-treatment
	48
	Yes
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	exposure
	BT
	The treatment was a gradual training in the phobic situations. The rationale stressed that if the patient remained  long enough in the phobic situation instead of escaping or avoiding it altogether hs/she would find that the anxiety would eventually disappear and that more and more anxiety-provoking situations could be managed without due anxiety.
	individual
	12
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Cognitive Therapy
	CT
	The treatment consisted of a combination of the Beck and Emery rationale for cognitive therapy in panic/agoraphobia
	individual
	12
	
	
	
	
	
	
	
	
	
	

	101
	Payne, 2016
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	USA
	DSM-IV PD with or without agoraphobia (treatment nonresponders to an initial course of CBT for panic disorder)


	Mixed clinical and community
	40,2
	57
	Not reported
	paroxetine/citalopram
	AD
	Paroxetine was initiated at 10 mg/day and advanced to 20 mg/day after 1 week and 40 mg/day after 2 weeks. After 5 weeks of treatment, the dose could be advanced to 60 mg/d for insufficient response. The dose could be advanced more slowly or reduced as low as 10 mg/d for adverse events. Citalopram was dosed similarly except for an additional 2-weekstep at 30 mg/d.
	individual
	12
	/
	/
	PDSS
	no
	12
	36
	Yes
	Yes
	Some concerns
	yes

	
	
	
	
	
	
	
	
	CBT
	CBT
	Standard CBT.
	individual
	7
	
	
	
	
	
	
	
	
	
	

	102
	Pelissolo, 2012102
	Europe
	DSM-IV PDA


	clinical
	37
	67,5
	100
	VRET
	BT
	The VRET program included 12 sessions using virtual environments developed specifically for this research at the Collège de France (Paris, France) institute.
	individual
	12
	WL


	WL (not included in the network: no data available)
	PDSS
	no
	12
	24,48
	No
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	CBT
	CBT
	Cognitive and behavior methods used were those classically recommended for PDA, and were highly structured and reproducible. Detailed manuals with guidelines for each session and checklists of the techniques were provided to the therapists and information sheets were given to the patient.
	individual
	12
	
	
	
	
	
	
	
	
	
	

	103
	Petterson, 1996103
	USA
	DSM-III-R diagnosis of panic disorder
	Mixed clinical and community
	37,8
	63
	Not reported
	CBT
	CBT
	Treatment consisted of definition of panic disorder, description of predisposing factors, outline of the panic cycle, method of observation of panic, homework, cognitive-behavioural modelling, identification, modification of automatic thoughts, interoceptive conditioning, and introducing the concept of choice versus forced control.
	individual
	6
	no treatment
	TAU
	ASI
	yes
	post-treatment
	none
	Yes
	No
	High risk
	yes

	104
	Pitti, 2015
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	Europe


	ICD-10 for the diagnosis of agoraphobia with/without panic disorder


	clinical
	39
	70
	100
	paroxetine+CBT (PX+CBT)
	CBT
	Standard CBT.
	individual
	11
	/


	/
	ACQ
	Yes
	post-treatment
	24
	Yes
	Unclear
	High risk
	yes

	
	
	
	
	
	
	
	
	paroxetine+CBT+virtual exposure (PX+CBT+VRET)
	
	The PXCBT-VRET group also underwent four 12-15 minute VR exposure, as part of exposure sessions.
	individual
	11
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	Paroxetine (PX)
	TAU
	The psychopharmacological treatment was paroxetine, at a mean dose of 22.60 mg/day. The dose was kept stable during the therapeutic process.
	individual
	11
	
	
	
	
	
	
	
	
	
	

	105
	Rees, 1999105
	Australia
	DSM-III diagnosis of panic disorder with little or no agoraphobic avoidance
	clinical
	37
	67,5
	82,5
	Information giving + self monitoring
	PE
	The information-giving condition consisted of two weekly sessions, each of approximately 1 hour’s duration, of information provided by a graduate clinical psychology student about panic attacks and anxiety. It was presented both orally and in written form and consisted of information about physiological changes occurring in the body in response to perceived threat and danger, information concerning the prevalence of panic, and variables understood to contribute to the development of panic disorder.
	individual
	2
	Self monitoring
	TAU
	panic attack frequency


	yes
	post-treatment
	None
	Yes
	Unclear
	High risk
	yes

	106
	Reilly, 2005106
	USA
	panic and agoraphobia


	community
	44
	66
	Not reported
	guided mastery
	BT
	The aim of guided mastery is to help participants to achieve rapid and proficient performance accomplishments in feared community activities like driving, shopping, etc. Thus, the participant practiced performing feared tasks within a given behavioural activity (e.g. driving), initially with therapist assistance and, later, on his/her own.
	individual
	6
	/


	/
	Agoraphobic anxiety


	unclear
	post-treatment
	None
	Yes
	No
	High risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	interoceptive exposure
	BT
	The aim of interoceptive exposure treatment is to help the paniker become less fearful of panic symptoms through deliberate exposure to these sensations. Thus, the therapist asked the participant to attempt a variety of activities that could induce physical symptoms akin to those experienced during panic, including hyperventilation, running in place and spinning in a chair.
	individual
	6
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	combination
	BT
	Combination of the above described interventions.
	individual
	6
	
	
	
	
	
	
	
	
	
	

	107
	Reinecke, 2013
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	UK
	DSM-IV diagnosis of panic disorder with or without agoraphobia
	Not reported
	35,5
	83,3
	92,5
	exposure-based CBT
	CBT
	The treatment was a very condensed version of psychological intervention recommended for delivery in routine clinical care. It involved explanation of the learning mechanisms underlying the maintenance and treatment of panic (15 min), focusing on the role of safety strategies and exposure to an individually agoraphobic situation (stress test situation; 15 min) while dropping safety behaviour.
	individual
	1
	WL
	WL
	ACQ
	yes
	day 2
	4
	No
	Unclear
	High risk
	yes

	108
	Richards, 2006108
	Australia
	DSM-IV PD with or without agoraphobia


	Community
	36,6
	68,5
	78
	Internet-based CBT (PO1)
	CBT
	The program included common treatment methods used in standard CBT for PD (i.e., instructions for controlled breathing, progressive muscle relaxation, cognitive restructuring and interoceptive and situational exposure).
	Guided self-help
	6 modules
	Internet-based information-only control condition


	TAU
	PDSS
	no
	8
	12
	Yes
	Yes
	High risk
	yes

	
	
	
	
	
	
	
	
	Internet-based CBT plus stress management (P02)
	
	PO2 was essentially the same as PO1 but it also contained a stress management program that included six learning modules on coping with daily stresses, time and anger management, tuning into one’s thoughts, relaxation, and social connectedness.
	Guided self-help
	6 modules
	
	
	
	
	
	
	
	
	
	

	109
	Roberge, 2008109
	Canada
	DSM-IV criteria for panic disorder with agoraphobia


	Mixed clinical and community
	39
	79
	100
	standard CBT
	CBT
	Treatment integrity was maintained using a structured and manualized treatment protocol adapted from Craske and Barlow’s (1993) Mastery of Anxiety and Panic Program.
	individual
	14
	/
	/
	ACQ
	yes
	post-treatment
	12
	Yes
	Yes
	Some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	group CBT
	CBT
	Group CBT followed the same schedule as standard CBT.
	group
	14
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	brief CBT
	CBT
	Brief CBT included seven 1-hour sessions with a therapist. Contrary to standard individual or group treatment, the therapist did not participate with the patient in the in vivo exposure. The goal of the sessions was to ensure that participants understood the material, practiced exercises, planned cognitive restructuring or exposure, and followed up on exercises and progress.
	individual
	7
	
	
	
	
	
	
	
	
	
	

	110
	Roy-Byrne, 2005
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	USA
	DSM-IV criteria for panic disorder
	clinical
	41,2
	67
	100
	CBT modified for primary care setting.
	CBT
	Subjects were to complete the 6 CBT sessions within the first

3 months of the study. For subjects who were able to complete at least 3 sessions in person, subsequent sessions could be conducted over the telephone if preferred by the patient but had to be finished within 3 months.
	individual
	Up to 6
	TAU
	TAU
	ASI
	yes
	12
	24,48
	yes
	yes
	High risk
	yes

	111
	Roy-Byrne, 2010
 ADDIN EN.CITE 
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	USA
	DSM-IV criteria for 1 or more of PD, GAD, SAD, or PTSD
	clinical
	Not specified for the PDA sub-sample
	Coordinated Anxiety Learning and Management (CALM)
	CBT
	TheCBT program, a repackaging based on already validated CBT treatments,included 5 generic modules (education, selfmonitoring, hierarchy development, breathing training, and relapse prevention) and 3 modules (cognitive restructuring and exposure to internal and external stimuli) tailored to the 4 specific anxiety disorders.
	individual
	8
	TAU
	TAU
	BSI-12
	no
	24
	48,72
	yes
	yes
	Low risk
	yes

	112
	Ruwaard, 2010
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	Europe
	at least subsyndromal PD/A was established, according to DSM-IV
	community
	38
	72
	Not reported
	WEB CBT
	CBT
	The treatment involves common CBT strategies for panic

disorder, such as psycho-education, awareness training, applied relaxation, cognitive restructuring and (interoceptive) exposure techniques.
	Guided self-help
	7 modules
	WL
	WL
	PDSS-SR
	yes
	13
	none
	yes
	Yes
	Some concerns
	yes

	113
	Salkovskis, 1999
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	UK
	DSM-IIIR diagnosis of panic disorder with moderate or severe agoraphobic avoidance


	clinical
	37,85


	77,7


	100


	habituation based exposure therapy (HBET)
	BT
	exposure with an habituation rationale in which patients were allowed to continue normal safety-seeking behaviours
	individual
	4
	/


	/


	ACQ
	yes
	post-treatment
	none
	Unclear
	No
	High risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	exposure decreasing safety-seeking behaviours


	BT
	exposure with a cognitive rationale designed to lead to disconfirmation of the identified catastrophe by having the patients decrease those specific safety-seeking behaviours which they believed prevented the feared catastrophes.
	individual
	4
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	Salkovskis, 2007
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	UK
	DSM-IIIR diagnosis of panic disorder with moderate or severe agoraphobic avoidance


	clinical
	36,6
	87,5
	100
	habituation based exposure therapy (HBET)
	BT
	HBET emphasised the role played by escape and avoidance in the maintenance of learned phobic anxiety. It was explained that anxiety relief reinforces escape and avoidance behaviour, leading to the need to remain in feared situations for long planned periods to allow habituation of anxiety and confidence building
	individual
	2
	/


	/


	Panic frequency
	no
	post-treatment
	panic frequency


	unclear
	unclear
	High risk
	No, due to lack of data

	
	
	
	
	
	
	
	
	CBT
	CBT
	CBT emphasised the importance of challenging beliefs by understanding how catastrophic misinterpretations were involved in panic, how these were maintained by safety-seeking behaviours and therefore how dropping safety-seeking behaviours when in a phobic situation would disconfirming catastrophic misinterpretations and make avoidance unnecessary.
	individual
	2
	
	
	
	
	
	
	
	
	
	

	115
	Schmidt, 1997a115
	USA
	DSM-IV PD with or without agoraphobia
	clinical
	31.8
	54
	58
	CBT
	CBT
	The treatment protocol includes four major components: (1) psychoeducation, (2) cognitive therapy techniques aimed at helping the patient to identify and alter faulty appraisals of threat that contribute to panic occurrence, (3) interoceptive exposure and (4) in vivo exposure
	group
	12
	WL
	WL
	FQ-Ago


	Yes
	9
	21
	Yes
	no
	High risk
	yes

	116
	Schmidt, 1997b
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	USA
	DSM-IV diagnosis of panic disorder


	clinical
	36
	67
	Not reported
	CBT
	CBT
	The treatment protocol includes four major components: (1) psychoeducation, (2) cognitive therapy techniques aimed at helping the patient to identify and alter faulty appraisals of threat that contribute to panic occurrence, (3) interoceptive exposure and (4) in vivo exposure.
	group
	12
	WL
	WL
	ASI
	yes
	12
	none
	Yes
	no
	High risk
	yes

	
	
	
	
	
	
	
	
	CBT + respiratory training
	
	Those assigned to the CBT-R group also received respiratory training techniques (i.e. diaphragmatic breathing).
	group
	group
	
	
	
	
	
	
	
	
	
	

	117
	Sharp, 1997
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	UK
	DSM-III PD with or without agoraphobia


	clinical
	37,4
	77,1
	Not reported
	fluvoxamine
	AD
	Fluvoxamine was given in 50 mg tablets at an initial dose of 50 mg/day; this was increased by 50 mg to 100 mg/day after 7 days, and by a further 50 mg to 150 mg/day 7 days after this. Thereafter, the dose was maintained at 150 mg/day for the remaining 10 weeks of the study.
	individual
	9
	placebo
	placebo
	GHQ
	yes
	12
	24
	Yes
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	CBT
	CBT
	The CBT employed emphasized both gross exposure techniques and cognitive and behavioural panic management techniques. The approach in treatment was similar to that of Barlow and co-workers,20,21 emphasizing the altering of action tendencies associated with panic, and also the hypervigilant and avoidant information-processing strategies and behaviours typical of patients with panic disorder and agoraphobia.
	individual
	9
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	CBT+placebo
	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	fluvoxamine+CBT


	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	

	118
	Sharp, 2000
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	UK
	DSM-III PD with or without agoraphobia


	clinical
	37,5
	Not reported
	Not reported
	CBT (standard)
	CBT
	Patients in the standard contact condition received the standard treatment manual and eight sessions of 45 minutes’ duration over 12 weeks with sessions at Days 0, 7, 14, 28, 42, 56, 70, and 84; a total of six hours’ therapist contact.
	individual
	8
	/
	/
	global symptom severity scale


	No
	21
	none
	Yes
	Unclear
	Some concerns
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	CBT (minimum contact)
	CBT
	Patients in the minimum contact condition received the treatment manual and six sessions, with sessions involving assessments (at Days 0, 42, and 84) being 30 minutes’ duration and the other sessions (at Days 7, 21, and 63) being 10 minutes’ duration; a total of two hours’ therapist contact.
	individual
	6
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	bibliotherapy
	CBT
	Patients in the bibliotherapy condition received the treatment manual and assessment sessions at Days 0, 42, and 84. The one hour and 30 minutes of therapist contact in this condition was for assessment only, with treatment instruction provided solely by the treatment manual.
	Guided self-help
	A book Manual
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	Sharp, 2004
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	UK
	DSM-IV PD with or without agoraphobia


	clinical
	38,3
	Not reported
	Not reported
	Group CBT
	CBT
	Patients in the group treatment were randomly allocated to closed groups of six to eight participants. Groups met for 1-h sessions over 12 weeks with sessions on days 0, 7, 14, 28, 42, 56, 70, and 84.
	group
	8
	WL
	WL
	FQ-Ago
	yes
	21
	12
	Yes
	yes
	High risk
	yes

	
	
	
	
	
	
	
	
	Individual CBT
	
	Patients in the individual treatment group received individual treatment to exactly the same schedule as the group treatments that is, sessions on day 0, 7, 14, 28, 42, 56, 70, and 84.
	individual
	8
	
	
	
	
	
	
	
	
	
	

	120
	Shear, 2001120
	USA
	DSM-IV criteria for panic disorder with no more than mild agoraphobia


	Mixed clinical and community
	36,15
	63,7
	Not reported
	emotion-focused psychotherapy
	3W
	Emotion-focused psychotherapy targeted emotional reactions and current life problems and used a reflective listening, supportive approach administered according to procedures described in a treatment manual available from the first author. In brief, the therapist helped the patient identify and manage difficult emotions, including panic and limited symptom episodes.
	individual
	12
	placebo
	Placebo
	PDSS
	no
	post-treatment
	none
	No
	Yes
	Some concerns
	yes

	
	
	
	
	
	
	
	
	imipramine
	AD
	dose regimen beginning with 10 mg/day, with a target dose of at least 200 mg/day.
	individual
	12
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	CBT
	CBT
	Cognitive behavior therapy targeted fear of bodily sensations. A patient handout contained information about anxiety and panic attacks and included a presentation of the fear of bodily sensations model used in this treatment.
	individual
	12
	
	
	
	
	
	
	
	
	
	

	121
	Shear, 1994121
	USA
	DSM-III-R criteria for panic dis¬ order with (n=61) or without (n=4) agoraphobia


	unclear


	34,7
	Not reported
	92
	CBT
	CBT
	The rationale for CBT was that panic can be blocked by application of specific, prescribed techniques targeting each component of the panic reaction.
	individual
	12
	/
	/
	ASI
	Yes
	post-treatment
	24
	no
	No
	High risk
	yes

	
	
	
	
	
	
	
	
	Nonprescrictive treatment
	SP
	The rationale for NPT was different. Subjects were told that panic disorder often begins as a reaction to life stress. However, recurrent panick attacks tend to focus attention on the frightening symptoms, interfering with effective management and sometimes awareness of the importance of the stressor
	individual
	12
	
	
	
	
	
	
	
	
	
	

	122
	Silfvernagel, 2012
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	Europe
	The participants had to have reoccurring panic attacks to be included.
	community
	32,4
	65
	83
	Internet CBT
	CBT
	cognitive restructuring (2 modules); panic disorder (2 modules); agoraphobia (1 module); generalized anxiety (3 modules); social anxiety (2 modules); behavioral activation (2 modules); applied relaxation (1 module); stress (1 module); mindfulness (1 module); problem solving (1 module); and insomnia (1 module)
	Guided self-help
	19 modules
	WL
	WL
	PDSS
	no
	10
	48
	yes
	Yes
	Some concerns
	yes

	123
	Swinson, 1995
 ADDIN EN.CITE 
123

	Canada
	DSM-III-R diagnosis of panic disorder with agoraphobia
	community
	40,5
	88
	100
	telephone intervention
	BT
	Exposure-based behaviour therapy program delivered by telephone.
	Guided self-help
	8 modules
	WL
	WL
	FQ
	Yes
	10
	12, 24
	Unclear
	No
	High risk
	yes

	124
	Swinson, 1992124
	Canada
	DSM-IIIR panic attacks
	clinical
	31,5
	39,4
	40
	Exposure instructions
	BT
	Each subject who received exposure instruction was told that the most effective way to reduce the fear was to confront the situation in which the attack had occurred.
	individual
	unclear
	reassurance
	NT
	FQ
	yes
	12
	24
	Yes
	unclear
	High risk
	yes

	125
	Telch, 1993
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	USA
	DSM-III-R criteria for panic disorder with or without agoraphobia
	Mixed clinical and community
	34,6
	73,1
	Not reported
	CBT
	CBT
	The treatment consisted of education and corrective information; cognitive therapy; training in diaphragmatic breathing; and interoceptive exposure.
	group
	12
	WL
	WL
	ASI
	yes
	post-treatment
	none
	yes
	unclear
	Some concerns
	yes
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	Teusch, 1997
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	Europe
	DSM-III-R criteria for panic disorder with agoraphobia


	clinical
	33
	60
	100
	client-centred therapy (CCT)
	STPD
	The Rogerian client-centered incongruence model of psychological disorders may be regarded to some degree as a psychodynamic approach, characterized by the importance of mind and insight (self-knowledge) on human behavior and psychic functioning This consisted of client-centred individual (once a week) and group therapy (4 times a week) based on the manual of Teusch and Finke, with psychogymnastics and creative elements within a client-centred framework and occupational therapy. Direct advice and prescriptive interventions were excluded from this treatment.
	individual & group
	unclear
	/
	/
	HAMA
	no
	discharge from hospital
	12,24,48
	yes
	unclear
	High risk
	No. study groups are not suitable for the network

	
	
	
	
	
	
	
	
	client-centred therapy + exposure (CCT+EXP)
	Not included in the network
	A combination of CCT with behavioral exposure
	individual & group
	unclear
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	Titov, 2010
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	Australia
	DSM-IV diagnostic criteria for GAD, social phobia, and/or panic disorder.
	community
	Not specified for the PDA sub-sample
	iCBT - the Anxiety program
	CBT
	A transdiagnostic Internet based cognitive behavioural treatment program
	Guided self-help
	6 modules
	WL
	WL
	PDSS-SR
	yes
	post-treatment
	12
	yes
	yes
	Some concerns
	yes

	128
	Tyrer, 1988
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	UK
	DSM-III diagnosis of generalised anxiety disorder, panic disorder or dysthymic disorder


	unclear
	Not specified for the PDA sub-sample
	CBT
	CBT
	Patients had five one-hour treatments. relaxation training was included and the cognitive therapy included records of dysfunctional thoughts and activity schedules.2O,21 Behavioural diaries were also completed and patients were trained to cope with attacks of anxiety and panic without reinforcement of these symptoms or avoidance behaviour.
	individual
	5
	placebo
	placebo
	HADS
	no
	10
	2,4,6
	Yes
	no
	High risk
	No, due to lack of data 

	
	
	
	
	
	
	Self-help treatment package
	PE
	Patients saw the same team of community nurses at the same treatment intervals, but on each occasion were seen for 15 minutes only, given a relaxation tape without any specific training, and given a list of self-help organisations and groups for people with anxiety and depression.
	individual
	5
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	Diazepam
	BZP
	Flexible dosage
	individual
	5
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	Dothiepin
	AD
	Flexible dosage
	individual
	5
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	van Apeldoorn, 2008
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	Europe
	DSM-IV criteria for panic disorder with no more than mild agoraphobia


	Mixed clinical and community
	37,5
	54,7
	Not reported
	CBT
	CBT
	The CBT protocol is based on the work of Clark and Craske and Barlow
	individual
	Up to 18
	/
	/
	FQ-Ago


	Yes
	36
	none
	no
	Yes
	Some concerns
	yes

	
	
	
	
	
	
	
	
	SSRI
	AD
	Physiscians could choose between five SSRIs currently prescribed in the Netherlands: fluvoxamine, fluoxetine, paroxetine, sertraline and citalopram.
	individual
	9
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	CBT+SSRI
	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	

	130
	van Ballegooijen, 2013130
	Europe
	97 (77.0%) of the included participants met the DSM-IV criteria for PD with or without agoraphobia.
	community
	36,6
	67,4
	63
	Don’t Panic Online
	CBT
	The course consists of 6 sessions in which the participants learn to control their panic symptoms by applying various cognitive and behavioral techniques and skills.
	Guided self-help
	6
	WL
	WL
	PDSS-SR
	yes
	12
	None
	yes
	yes
	High risk
	Yes

	131
	Vos, 2012
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	Europe
	DSM-III or DSM-IV panic disorder with agoraphobia


	clinical
	34,2
	76,5
	100
	IPT
	IPT
	Main phases: first, providing information, placing panic disorder into the medical model, determining treatment focus; second, exploring the interpersonal problem area and considering options for improvement; and third, preparing for treatment termination.
	individual
	12
	/
	/
	panic attack frequency


	no
	12
	15
	yes
	yes
	High risk
	yes

	
	
	
	
	
	
	
	
	CBT
	CBT
	Panic attacks were proposed to be the result of misinterpreted bodily sensations. These misinterpretations were challenged with a range of cognitive and behavioural techniques. Agoraphobic avoidance was addressed with hierarchical assignments of exposure in vivo.
	individual
	12
	
	
	
	
	
	
	
	
	
	

	132
	Wiborg, 1996132
	Europe
	DSM-III-R criteria for panic disorder with or without agoraphobia


	Mixed clinical and community
	31,7


	57,5


	80


	clomipramine
	TAU
	Medication treatment followed a flexible step-up procedure, and the dose was increased until maximum benefit was achieved (maximum, 150 mg/d).
	individual
	12
	/
	/
	HAMA
	no
	post-treatment
	24,48,72
	yes
	Unclear
	High risk
	yes

	
	
	
	
	
	
	
	
	clomipramine + brief dynamic therapy
	STPD
	The primary objective of BDT is to enhance the patient’s insight into repetitive conflicts (intrapsychic and interpersonal) and trauma that underline and sustain the patient’s problems. The principal instruments of BDT are interpretation and clarification: the therapist makes use of the actual relationship and attends to linkages with past significant relationships.
	individual
	15
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	Williams, 1996
 ADDIN EN.CITE 
133

	USA
	DSM-III-R diagnosis of panic disorder with or without agoraphobia


	Community
	38
	87,5
	92
	Cognitive therapy
	CT
	Cognitive treatment consisted only of dialogue aimed at the reduction of catastrophic cognitions, and did not involve any encouragement to perform phobia-related or panic-related community activities. Therapists assisted Ss in learning to identify and modify thought patterns that cause or exacerbate anxiety, to become aware of and generate alternatives to automatic negative thoughts, to analyze faulty logic that underlies catastrophic thinking, and to acquire logical adaptive coping strategies such as decatastrophizing, reattribution, hypothesis testing, and use of positive self-statements.
	individual
	8
	Delayed-treatment control


	WL
	ACQ
	yes
	post-treatment
	6
	yes
	Unclear
	High risk
	yes

	
	
	
	
	
	
	
	
	performance treatment
	BT
	emphasizes the importance of performance successes in helping people gain a sense of mastery and self-efficacy. This treatment did not involve any dialogue addressing thought patterns. Therapists in this condition did not accompany Ss to field practice settings, but assisted Ss in developing a plan for approaching potentially panicprovoking activities in the community.
	individual
	8
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	combined treatment
	CBT
	Subjects in the combined cognitive-plus-performance condition were treated using the same techniques given the groups receiving these treatments separately, but with a condensed amount of time and less elaboration on each treatment component, as required to keep the total treatment time constant across all three treatments.
	individual
	8
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	Wims, 2010
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	Australia
	DSM-IV criteria for panic disorder with or without agoraphobia
	Community
	42
	76
	100
	Panic program
	CBT
	six online lessons, homework assignments, participation in an online discussion forum, and regular email contact with a mental health clinician.
	Guided self-help
	6 modules
	WL
	WL
	PDSS
	no
	post-treatment
	4
	Yes
	Yes
	High risk
	yes
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	Wollburg, 2011
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	USA
	DSM-IV diagnosis of panic disorder with or without agoraphobia


	Community
	42
	63,4
	Not reported
	Lower-CO breathing retraining
	PT
	Patient were taught to lower their CO2, that is, they received hypocapnic (Lower CO2) breathing training. These trainings were virtually identical aside from the direction in which the patient’s pCO2 level was to be changed. The rationale for Lower CO2 is based on the assumption that rises in CO2 can lead to panic attacks.
	individual
	5
	WL
	WL
	ASI
	Yes
	4
	24
	Yes
	Unclean
	High risk
	yes

	
	
	
	
	
	
	
	
	Raise-CO breathing retraining
	
	Patients were taught to raise their CO2, that is, they received hypercapnic (Raise CO2) breathing training. These trainings were virtually identical aside from the direction in which the patient’s pCO2 level was to be changed. The rationale for Raise CO2 was that falls in pCO2 (hyperventilation) can lead to panic attacks.
	individual
	5
	
	
	
	
	
	
	
	
	
	

	136
	Zitrin, 1978136
	USA
	Agoraphobic people


	clinical
	Not specified for the PDA sub-sample
	Behaviour therapy + imipramine
	BT
	The treatment consisted of relaxation training and systematic desensitization in imagination; specific in vivo desensitization homework assignments; assertiveness training, including modeling, role part of their treatment sessions. Therefore, playing, behavior rehearsal, and in vivo homework assignments.

Medication was started with 25 mg of imipramine hydrochloride before bedtime and increased by 25mg every second night until a total of 150mg daily was reached.
	individual
	Not specified
	/
	/
	global clinical judgment


	no
	post-treatment
	none
	Yes
	no
	High risk
	yes

	
	
	
	
	
	
	supportive therapy + imipramine
	SP
	The supportive psychotherapy was nondirective. Patients took the initiative in all discussions; the therapist was dynamically oriented and non-judgmental and empathic, encouraging the patient to ventilate feelings and discuss problems, anxieties, and interpersonal relationships. The therapist always followed the patient's lead and never directed him to confront phobic situations.

Medication was started with 25 mg of imipramine hydrochloride before bedtime and increased by 25mg every second night until a total of 150mg daily was reached.
	individual
	Not specified
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	BT+ placebo
	Not included in the network
	-
	-
	-
	
	
	
	
	
	
	
	
	
	


*the definition of brief supportive therapy as given in the manuscript (“by taking a nondirective approach, the therapist did not apply specific interventions focused on alleviating panic symptoms”) fits the protocol requirements for the waiting list group (“Participants receive assessment, with or without simple provision of informational material or minimal therapist contact, or both, and they know that they will receive the active treatment in question after the waiting phase”).
**Subjects assigned to the MCC group received no formal treatment. They were contacted once weekly by telephone by a senior research assistant who inquired about current status of panic (using standardized questions) and provided minimal support (empathic listening). No education regarding the nature of panic or coping mechanisms was provided.

ACQ: Agoraphobia cognition questionnaire; ACT: Acceptance and commitment therapy; AD: antidepressant; APP: Attention or psychological placebo; ASI: Anxiety sensitivity index; BAI: Beck anxiety inventory; BT: Behaviour therapy; BSI: Brief Symptom Inventory; BSQ: The Body Sensations Questionnaire; BZP: benzodiazepine; CBT: Cognitive Behavioural Therapy; CGI: Clinical Global Impression; CGI-S: Clinical Global Impression - Severity of Illness; CT: cognitive therapy; DSM: Diagnostic and Statistical Manual of Mental Disorders; EMDR: Eye Movement Desensitization and Reprocessing; FSS-III: Fear Survey Schedule III; GAD: generalised anxiety disorder; HADS: Hospital Anxiety and Depression Scale; HAM-A: Hamilton Rating Scale for Anxiety; ICD: International Classification of Diseases; IPT: interpersonal therapy; MI/MIA: mobility inventory; NT: no treatment; OCD: obsessive-compulsive disorder; PAS: The Panic and Agoraphobia Scale; PAAS: Panic Attack and Anxiety Scale; PCT: Panic control therapy; PD: Panic disorder; PDA: Panic disorder with agoraphobia; PE: Psychoeducation; PDSS: Panic Disorder Severity Scale; PDSS-SR: Panic Disorder Severity Scale, Self-Report version; PFPP: Panic focused psychodynamic therapy; PQ: Phobia Questionnaire; PT: Physiological therapies; SAD: social anxiety disorder; SCID: Structured Clinical Interview for DSM; SSRI: serotonin selective reuptake inhibitor; SP: Supportive psychotherapy; SPRAS: Sheehan Patient Rated Anxiety Scale; SS: Subjects; STPD: short-term psychodynamic therapies; TAU: Treatment as usual; TCA: tricyclic antidepressant; UK: United Kingdom; USA: United States of America. VRET: virtual reality exposure therapy; WL: waiting list; 3W: Third-wave CBT.

Appendix F - Description of the symptoms scales considered for the review

	Abbreviation
	Full name
	Number of items
	Range of every item
	Range of the scale
	interpretation
	Cut-off
	clinician-administered?
	description
	citation

	ACQ
	The agoraphobia cognition questionnaire
	14
	1-5
	1-70
	Higher score is worse
	
	No, self-report questionnaire
	The ACQ is a 14-item questionnaire assessing the frequency of thoughts that are common in agoraphobia and is considered to be as measure of fear of fear. Items are rated on a scale ranging from1(thought never occurs when I am nervous) to 5 (thought always occurs when I am nervous).
	Chambless DL, Caputo GC, Bright P, Gallagher R (1984). Assessment of fear of fear in agoraphobics: the Body Sensations Questionnaire and the Agoraphobic Cognitions Questionnaire. Journal of Consulting and Clinical Psychology 52, 1090–1097.

	ASI
	The Anxiety Sensitivity Index
	16
	0-4
	1-64
	Higher score is worse
	
	No, self-report questionnaire
	The Anxiety Sensitivity Index  anxiety-related sensations (e.g., shortness of breath) based on the belief that such sensations are harmful.
	Reiss, S., Peterson, R., Gursky, D., & McNally, R. (1986). Anxiety sensitivity, anxiety frequency, and the prediction of fearfulness. Behaviour Research and Therapy, 24, 1– 8.

	BAI
	the Beck Anxiety Inventory
	21
	0-3
	0- 63
	Higher score is worse
	
	No, self-report questionnaire
	The BAI is comprised of 21 items describing subjective, somatic, or panic-related symptoms. Each item is scored on a scale with values ranging from 0 (not at all) to 3 (severely – I could barely stand it).
	Beck, A. T. and Steer, R. A. (1993). Beck Anxiety Inventory Manual.SanAntonio, TX:The Psychological Corporation.



	BSI
	Brief Symptom Inventory


	53
	0-4
	212
	Higher score is worse
	
	No, self-report questionnaire
	BSI or Brief Symptom Inventory is an instrument that evaluates psychological distress and psychiatric disorders in people. BSI collects data reported by patients for the evaluation. The test can be used for areas such as patient progress, treatment measurements, and psychological assessment. The test is a 53-item self-report scale that uses the 5 point Likert scale. It takes approximately 4 minutes to administer.
	Derogatis L. BSI-18: Brief Symptom Inventory 18 Administration, Scoring, and Procedures Manual. Minneapolis, MN: NCS Pearson Inc; 2001.

	BSQ
	The Body Sensations Questionnaire
	17
	1-5
	1-85
	Higher score is worse
	
	No, self-report questionnaire
	The BSQ is a 17-item questionnaire designed to measure fear of bodily sensations, and it provides a list of sensations that may occur when the person is anxious or in a feared situation. Items appear on a scale ranging from 1 (not at all frightened by this sensation) to 5 (extremely frightened by this sensation).
	Chambless, D. L., Caputo, G. C., Bright, P. and Gallagher, R. (1984). Assessment of fear of fear in agoraphobics: the body sensations questionnaire and the agoraphobic cognitions questionnaire. Journal ofConsulting and Clinical Psychology, 52,1090–1097.

	CGI
	Clinical Global Impressions Scale
	the CGI has two components—the CGI-Severity, which rates illness severity, and the CGI-Improvement, which rates change from the initiation (baseline) of treatment.
	CGI-Severity (CGI-S): 1-7;

CGI-Improvement (CGI-I) 1-7.
	CGI-S: 1-7;

CGI-I: 1-7.
	Higher score is worse
	
	yes
	The Clinical Global Impression (CGI) rating scales are measures of symptom severity, treatment response and the efficacy of treatments in treatment studies of patients with mental disorders. It is a brief 3-item observer-rated scale that can be used in clinical practice as well as in researches to track symptom changes. 
	ECDEU Assessment Manual for Psychopharmacology—Revised. Rockville, MD: U.S. Department of Health, Education, and Welfare; Public Health Service, Alcohol; Drug Abuse, and Mental Health Administration; National Institute of Mental Health; Psychopharmacology Research Branch; Division of Extramural Research Programs. pp. 218-222

	FSS-III
	Fear Survey Schedule-III
	78
	1-5
	390
	Higher score is worse
	
	No, self-report questionnaire
	A self-rating scale that records anxiety and agoraphobia symptoms.
	Wolpe J, Lang PJ. A Fear Survey Schedule for use in behaviour therapy. Behav res ther. 1964; 2,27-30

	HADS
	Hospital Anxiety and Depression Scale
	7
	0-3
	0-21
	Higher score is worse
	
	No, self-report questionnaire
	A self-rating scale that records both depressive and anxiety symptoms.
	Zigmond AS, Snaith RP The Hospital Anxiety and Depression Scale. Acta Psychiatr Scand 1983; 57: 361-70

	HAM-A
	Hamilton Anxiety Rating Scale
	14
	0-4
	1-56
	Higher score is worse
	
	yes
	The scale consists of 14 items designed to assess the severity of a patient's anxiety. Each of the 14 items contains a number of symptoms, and each group of symptoms is rated on a scale of zero to four, with four being the most severe. All of these scores are used to compute an overarching score that indicates a person's anxiety severity
	Hamilton M: The assessment of anxiety states by rating. Br J Med Psychol 1959; 32:50–55

	MI
	mobility inventory
	27, 2 subscales (MI-Alone; MI-Accompained).
	1-5
	1-135
	Higher score is worse
	
	No, self-report questionnaire
	The MI is a 27-item questionnaire designed to assess the frequency of avoidance for a range of situations relevant to daily life. The MI consists of two subscales assessing avoidance for these situations both when alone and when accompanied. Items are rated on a scale ranging from 1 (never avoid) to 5 (always avoid). The subscales of MI are here referred to as MI-Alone and MI-Accompanied. The two MI subscales also provide estimates of an individual’s actual freedom of movement, and therein their level of recovery through treatment.
	Chambless, D. L., Caputo, G. C., Jasin, S. E., Gracely, E. J. and Williams, C. (1985). The Mobility Inventory for Agoraphobia. Behaviour Research and Therapy, 23,35–44

	PAS
	Panic and Agoraphobia Scale
	13
	0-4
	0-52
	Higher score is worse
	
	both self-rated and clinician-rated
	The Panic and Agoraphobia Scale (PAS) is primarily used for monitoring the efficacy of both medication and psychotherapy treatments of agoraphobia, as well as a screening tool for the disorder.
	Bandelow B. Assessing the efficacy of treatments for panic disorder and agoraphobia. II. The Panic and Agoraphobia Scale. Int Clin Psychopharmacol 1995 Jun;10(2):73-81.

	PDSS
	The Panic Disorder Severity Scale
	7
	0-4
	0-28
	Higher score is worse
	scores 9 and above suggest the need for a formal diagnostic assessment.
	yes
	This is a brief clinician-administered rating scale with items assessing the severity of seven dimensions of panic disorder symptoms and functional impairment: i) frequency of panic attacks, ii) distress during panic attacks, iii) anticipatory anxiety, iv) agoraphobic fear ⁄avoidance, v) interoceptive fear ⁄avoidance, vi) impairment ⁄interference in work function and vii) impairment ⁄interference in social functioning. Items are rated on a 0- to 4-point scale using a structured interview.
	Shear MK, Brown TA, Barlow DH et al. Multicenter collaborative Panic Disorder Severity Scale. Am J Psychiatry 1997;154:1571–1575.

-

Shear MK, Rucci P, Williams J, Frank E, Grochocinski V, Vander Bilt J, et al. (2001). "Reliability and validity of the Panic Disorder Severity Scale: replication and extension". Journal of Psychiatric Research. 35 (5): 293–6

-

Furukawa TA, Katherine Shear M, Barlow DH, et al. Evidence-based guidelines for interpretation of the Panic Disorder Severity Scale. Depress Anxiety. 2009;26(10):922-929. doi:10.1002/da.20532

	PDSS-SR
	The Panic Disorder Severity Scale
	7
	0-4
	0-28
	Higher score is worse
	scores 9 and above suggest the need for a formal diagnostic assessment.
	No, self-report questionnaire
	The PDSS-SR is based on the original clinician-administrated PDSS, published in 1997 (patients with only limited agoraphobia) and 2001 (population with a full range of agoraphobia).
	Houck PR, Spiegel DA, Shear MK, Rucci P. Reliability of the self-report version of the panic disorder severity scale. Depress Anxiety. 2002;15(4):183-5 

	PQ
	Phobia Questionnaire
	15
	0-8
	0-120
	Higher score is worse
	
	No, self-report questionnaire
	The Phobia Questionnaire is a 15-item questionnaire used to measure a person’s avoidance to a particular object or situation as a factor of fear. The PHQ yields one Total Phobia Score and three scale scores, the Agoraphobia score, the Blood-Injury Phobia score, and the Social Phobia score.
	MARKS IM, MATHEWS AM (1979) Brief standard self-rating for

phobic patients. Behavior Research and Therapy, 17, 263-267

	SPRAS
	Sheehan PatientRated Anxiety Scale
	5
	0-4
	0-20
	Higher score is worse
	
	No, self-report questionnaire
	The Sheehan Patient-Rated Anxiety Scale is a 3 5-item self-report questionnaire which assesses the intensity of anxiety symptoms. Each symptom is rated on a 5-point Likert scale (0 = “not at all distressing” through 4 = “extremely distressing”).
	Sheehan DV (1983) The Anxiety Disease. New York: Scribners.
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Appendix I -  Description of the interventions framed following the network nodes classification, and reference manuals
	
	NAME
	BRIEF DESCRIPTION
	REFERENCE

	Classical/standard CBT


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


4,7,8,16,18,19,22,23,26,34,36,38,41,42,47,59-63,66-68,76,79,90,92,98,99,101-104,107,109,113,114,116-121,125,128,129,131 ADDIN EN.CITE 
	This treatment is based on the assumption that panic attacks represent an exacerbation, or a “spiking” of the general symptomatology of the anxious patient. Hence, CBT helps patients manage and cope with anxiety-provoking situations. In accordance with this theoretical approach, lowering the general level of anxiety should reduce the frequency, intensity, and duration of panic attacks. A central feature of this approach involves having patients identify and respond to automatic thoughts that precipitate and perpetuate panic attacks. For example, a patient may ruminate about an upcoming visitation to her mother-in-law’s house, imagining progressively more upsetting interpersonal scenarios. Ordinarily, such concerns may lead the patient to anticipate having panic attacks en route to the mother-in-law’s house, perhaps convincing the patient she cannot drive, that she must cancel the visitation, and/or that she must take anxiolytic medications. The CBT approach would have this patient monitor, document, assess (’<primary appraisal”), and re-assess (<’secondary appraisal”) the contents of her worries, so that they may be put into a less daunting perspective. The patient’s “primary” appraisal focuses heavily on ascertaining and diminishing the perceived risks involved in the situation, and her “secondary” appraisal addresses the patient’s awareness and utilization of her psychosocial resources in dealing with the situation. This process lowers her otherwise progressively escalating “baseline” of anxiety and decreases the chances of a full-blown panic attack, along with its attendant avoidance component. CBT does also focus on the patient’s preoccupation and catastrophic interpretation of bodily sensations (e.g., heart palpitations) or psychological states (e.g., derealization) associated with panic attacks.


22 ADDIN EN.CITE 
This treatment included cognitive restructuring, breathing retraining, progressive muscle relaxation, exposure to interoceptive cues, and exposure to feared situations.


92 ADDIN EN.CITE 
CBT emphasised the importance of challenging beliefs by understanding how catastrophic misinterpretations were involved in panic, how these were maintained by safety-seeking behaviours and therefore how dropping safety-seeking behaviours when in a phobic situation would disconfirming catastrophic misinterpretations and make avoidance unnecessary. A vicious circle model was developed with each participant by an analysis of a recent situational panic attack in which both catastrophic beliefs and related safety-seeking behaviours had been prominent.


114 ADDIN EN.CITE 
The rationale for CBT is that panic can be blocked by application of specific, prescribed techniques targeting each component of the panic reaction. Breathing retraining and progressive muscle relaxation were used to control physiologic symptoms. Identification and countering of cogni¬ tive errors, especially catastrophic misinterpretation and probably overestimantion, were used to control escalation of symptoms, were used to control escalation of symptoms. Exposure to interoceptive cues was used to practive cognitive and physiologic coping strategies and for habituation of conditioned reactivity to bodily sensations. Exposure to agoraphobic situations was used if subjects had significant levels of agoraphobic avoidance. Homework, which was assigned weekly, was reviewed by the therapist at each session. Homework assignments required 30 to 60 min/d and included practice in breathing and relaxation techniques, monitoring and countering cog¬ nitions, and practicing exposure.121

	Clark DM, Ehlers A, An overview of cognitive theory and treatment of panic disorder, Applied & Preventive Psychology, 1993; 2: 131-39.8
-

Clark DM. A cognitive approach to panic. Behav Res Ther 1986; 24:461-70.


8,9,12,22,24-27,63,66,98,99,129,131 ADDIN EN.CITE 
-

Clark DM. Panic disorder and social phobia. New York: Oxford University Press, 1997.


18 ADDIN EN.CITE 
-

CLARK, D. M., & SALKOVSKIS, P. M. (1989). Cognitive therapy for panic and hypocondriasis. Oxford: Pergamon.19
-

Beck AT, Emery G. Anxiety disorders and Phobias: A cognitive perspective. New York, basic books 1985


12,21-23,34,77,98-100,131,133 ADDIN EN.CITE 
-

Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford.


5,6,19,21,23,44,61 ADDIN EN.CITE 
-

Barlow,D. H. & Cerny ,J. A. (1988) Psychological treatment of Panic. New York: The Guilford Press


34 ADDIN EN.CITE 
-

Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications. 


 ADDIN EN.CITE.DATA 


1,11,20,24,27-29,36,41,59,60,64,65,68,71,79,86,87,90,120,125,131 ADDIN EN.CITE 
-

Barlow, Craske, Cerny, Klosko (1989). Behavioural treatment of panic disorder. Behaviour therapy, 20 261-82


38,66 ADDIN EN.CITE 
-

Bourne EJ: The Anxiety and Phobia Workbook. Oakland, CA: New Harbinger, 1995.42
-

Craske, M. G., Meadows, E., & Barlow, D. H. (1994). Therapist’s guide for the mastery of your anxiety and panic II & agoraphobia supplement. Albany, NY: Graywind Publications.


1,29,60,90,125 ADDIN EN.CITE 
-

Craske, M. G., Rapee, R., & Barlow, D. H. (1987). Information and cognitive plus breathing retraining and exposure protocol. Unpublished manual.


92 ADDIN EN.CITE 
-

Clark (1989). Anxiety states: panic and generalized anxiety. In Cognitive Behaviour Therapy for Psychiatric Problems: A Practical Guide (eds K. Hawton, P. Salkovskis, J. Kirk, et al), pp. 52-96.Oxford: Oxford University Press.


26,32,33,61,98,99,107 ADDIN EN.CITE 
-

Landon, T. M., & Barlow, D. H. (2004). Cognitive-behavioral treatment for panic disorder: current status. Journal of Psychiatric Practice, 10, 211-226.102
-

Barlow DH. Anxiety and its disorders: The nature and treatment of anxiety and panic. New York: Guilford Press, 1988.


117 ADDIN EN.CITE 
-

Zinbarg RE, Barlow DH, Brown TA, et al. Cognitive behavioural approaches to the nature and treatment of anxiety disorders. Ann Rev Psychology 1992; 43: 235-267.


117 ADDIN EN.CITE 
-

Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press.


13,21,72,118,133 ADDIN EN.CITE 
-

Power, K.G., Sharp, D.M., Swanson, V., & Simpson, R.J. (2000). Therapist contact in cognitive behaviour therapy for panic disorder and agoraphobia in primary care. Clinical Psychology and Psychotherapy, 7, 37–46.


119 ADDIN EN.CITE 
-

Craske MG, Barlow DH. Panic disorder and agoraphobia. In: Barlow DH, ed. Clinical handbook of psychological disorders: a step-by-step treatment manual, 3rd edn. New York: Guilford Press, 2001:1–59.


18,62,79,101,109,129 ADDIN EN.CITE 
-

Schneider S, Margraf J. Agoraphobie und Panikstörung. Band 3. Fortschritte der Psychotherapie [Agoraphobia and panic disorder. Vol 3. Progress in psychotherapy]. In: Schulte D, Grawe K, Hahlweg K, et al, editors. Göttingen (DE): Hogrefe Verlag; 1998. German.


16 ADDIN EN.CITE 
-

Salkovskis PM, Clark DM, Hackmann A, Wells A, Gelder MG (1999): An experimental investigation of the role of safety-seeking behaviours in the maintenance of panic disorder with agoraphobia. Behav Res Ther 37:559–574.


107 ADDIN EN.CITE 
-

Lang AJ, Craske MG. Pânico e fobia. In: White JR, Freeman AS, editors. Terapia cognitivo-comportamental em grupo para populações e problemas específicos. São Paulo: Roca; 2003. p. 71-107.


67 ADDIN EN.CITE 
-

Beck AT Cognitive therapy and the emotional disorders. New York: International Universities Press, 1976.


128 ADDIN EN.CITE 

	CBT Subtype
	Coordinated Anxiety Learning and Management  (CALM)


39,111 ADDIN EN.CITE 
	TheCBTprogram contained 8 modules. The cognitive restructuring and 2 exposure modules were tailored to each of the 4 anxiety disorders through branching mechanisms, whereas the remaining modules (ie, self-monitoring, psychoeducation, fear hierarchy, breathing retraining, and relapse prevention) were mostly generic. Participants selected their most distressing and disabling of the 4 anxiety disorders as the primary target in the first CBT session. Then, some CBT modules were tailored to the principal disorder (eg, exposure to trauma reminders for PTSD vs interoceptive exposure for PD), whereas the content of other modules was the same regardless of the principal disorder (eg, breathing retraining).


39,111 ADDIN EN.CITE 
	Craske, M. G., et al. (2011). "Disorder-specific impact of coordinated anxiety learning and management treatment for anxiety disorders in primary care." Arch Gen Psychiatry 68(4): 378-388.


39 ADDIN EN.CITE 
-

Sullivan G, Craske MG, Sherbourne C, et al. Design of the Coordinated Anxiety Learning and Management (CALM) study: innovations in collaborative care for anxiety disorders. GenHosp Psychiatry. 2007; 29(5):379-387


111 ADDIN EN.CITE 

	
	Brief and Reduced Therapist Contact Treatment (BRTC)


19,66,79,109 ADDIN EN.CITE 
/

Minimum contact


118 ADDIN EN.CITE 
/

brief cognitive-behavioral treatment115
	A half-length program (compared with standard CBT). It is administered in weekly sessions over 5 weeks. Each session last about 50 minutes.19
6 instead of 12.


66 ADDIN EN.CITE 
7 instead of 14.


79,109 ADDIN EN.CITE 
Patients received the treatment manual and six sessions, with sessions involving assessments (at Days 0, 42, and 84) being 30 minutes’ duration and the other sessions (at Days 7, 21, and 63) being 10 minutes’ duration; a total of two hours’ therapist contact.


118 ADDIN EN.CITE 
	Botella C, García-Palacios A. The possibility of reducing therapist contact and total length of therapy in the treatment of panic disorder. Behavioural and Cognitive Psychotherapy 1999;27(3):231-47.19
-

Barlow, Craske, Cerny, Klosko (1989). Behavioural treatment of panic disorder. Behaviour therapy, 20 261-82


38,40,66 ADDIN EN.CITE 
-

Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications. 


 ADDIN EN.CITE.DATA 


1,11,20,24,27-29,36,41,59,60,64,65,68,71,79,86,87,90,120,125,131 ADDIN EN.CITE 
-

Craske MG, Barlow DH. Panic disorder and agoraphobia. In: Barlow DH, ed. Clinical handbook of psychological disorders: a step-by-step treatment manual, 3rd edn. New York: Guilford Press, 2001:1–59. 


18,62,79,101,109,129 ADDIN EN.CITE 
-

Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press.


13,21,72,118,133 ADDIN EN.CITE 


	
	computer-augmented CBT (CBT6-CA)


66 ADDIN EN.CITE 
-

Computer assisted CBT 

(CBT4-CA)


92 ADDIN EN.CITE 
	6 sessions. The palmtop computer was programmed to signal the participant five times daily—at 8 a.m., 11 a.m., 4 p.m., 7 p.m., and 9 p.m.—to prompt the practice of the therapy components. The computer program included a self-statement module, a breathing control module, and a new exposure module incorporating both situational exposure and interoceptive exposure. The exposure included goal setting and specification of exposure tasks. In the case of interoceptive exposure, specific tasks, such as hyperventilation, were presented in relation to concern about particular salient somatic symptoms, such as difficulty breathing.


66 ADDIN EN.CITE 
CBT4-CA took place over four weekly individual sessions (6 hr) with the first two sessions lasting 2 hr. Clients used the computer in the diary-only mode during baseline and began using the treatment-plus-diary mode after the first therapy session. After the fourth therapy session, clients continued using the computer in the treatment-plus-diary mode for 8 weeks. In this way, CBT4-CA clients made use of the computer therapy program for the same amount of time the CBT12 clients were in treatment (12 weeks).


92 ADDIN EN.CITE 
	Barlow, Craske, Cerny, Klosko (1989). Behavioural treatment of panic disorder. Behaviour therapy, 20 261-82


38,40,66 ADDIN EN.CITE 
-

Craske, M. G., Rapee, R., & Barlow, D. H. (1987). Information and cognitive plus breathing retraining and exposure protocol. Unpublished manual.


92 ADDIN EN.CITE 

	
	Group CBT


15,75 ADDIN EN.CITE 
	
	Telch MJ, Lucas JA, Schmidt NB, Hanna HH, LaNae Jaimez T, Lucas RA: Group cognitive-behavioral treatment of panic disorder. Behav Res Ther 1993, 31(3):279-287.


15 ADDIN EN.CITE 
-

Clum, G. A. (1990). Coping with panic. Pacific Grove, CA: Brooks/Cole Publishing.


56,58,75 ADDIN EN.CITE 


	
	Massed CBT


18 ADDIN EN.CITE 
	daily 4-h sessions for 5 days in week 1, two 2-h sessions in week 2 and one 2-h session in week 3.


18 ADDIN EN.CITE 
	

	
	CBT for PD11
	Cognitive-behavioral therapy for PD, developed at the Boston site, combines interoceptive exposure, cognitive restructuring, and breathing retraining.11
	Barlow DH, Craske MG. Mastery of Your Anxiety and Panic, II. San Antonio, Tex: Graywind Publications Inc/The Psychological Corp; 1994. 


 ADDIN EN.CITE.DATA 


1,11,20,24,27-29,36,41,59,60,64,65,68,71,79,86,87,90,120,125,131 ADDIN EN.CITE 

	
	panic control therapy (PCT)


1,28,29,35,72 ADDIN EN.CITE 
	PCT is a manual-based 12–15-session cognitive– behavioral treatment protocol. The treatment includes education about the causes and maintenance of panic disorder, breathing retraining, cognitive restructuring, and interoceptive and agoraphobic exposure components.


1 ADDIN EN.CITE 
Group format for 12 2-h weekly sessions. PCP consisted of several components, which were psychoeducation (session 1–2), breathing retraining and muscle relaxation training (sessions 3–5), cognitive restructuring (session 6–8), interoceptive exposure (session 9), and in vivo exposure (sessions 10–12).29
	Craske, M. G., Meadows, E., & Barlow, D. H. (1994). Therapist’s guide for the mastery of your anxiety and panic II & agoraphobia supplement. Albany, NY: Graywind Publications. 


 ADDIN EN.CITE.DATA 


1,11,20,24,27-29,36,41,59,60,64,65,68,71,79,86,87,90,120,125,131 ADDIN EN.CITE 
-

Barlow, D. H., &Craske, M.G. (1994). Mastery of your Anxiety and panic – II. San Antonio, TX: Harcourt Brace. 


 ADDIN EN.CITE.DATA 


1,11,20,24,27-29,36,41,59,60,64,65,68,71,79,86,87,90,120,125,131 ADDIN EN.CITE 
-

Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press.


13,21,72,118,133 ADDIN EN.CITE 

	
	CBT adapted for nocturnal panic37
	
	Uhde, T. W. (1994). The anxiety disorders: Phenomenology and treatment of core symptoms and associated sleep disturbance. In M. Kryger, T. Roth, & W. Dement (Eds.), Principles and practice of sleep medicine. Philadelphia: W. B. Saunders.37

	
	CBT modified for the primary care setting


110 ADDIN EN.CITE 
	
	

	
	Guided Imaginal Coping (ITGIC)56
	The ITGIC approach and conceptualization are similar to components of Ost's (1988) and Barlow's (e.g., Craske & Barlow, 1987) in that a combined exposure and coping model is utilized. The ITGIC technique is described in greater detail in the book Coping with Panic.56
	Clum, G. A. (1990). Coping with panic. Pacific Grove, CA: Brooks/Cole Publishing. 


56,58,75 ADDIN EN.CITE 
-

Ost, L. G. (1988). Applied relaxation vs. progressive relaxation in the treatment of panic disorder. Behaviour Research and Therapy, 26, 13-22.56
-

Craske, M. G., & Barlow, D. H. (1987, November). Behavioral treatment of panic: A controlled study. Paper presented at the Association for Advancement of Behavior Therapy, Boston.56

	
	‘Don’t Panic’ course


84 ADDIN EN.CITE 
	The course was based on cognitive–behavioural principles. It consisted of 8 weekly sessions of 2 h each in groups of 6–12 participants. The ‘Don’t Panic’ course manual was used by the psychologist and prevention worker offering the intervention and there was an accompanying workbook for the participants.


84 ADDIN EN.CITE 
	Meulenbeek P, Herzmanatus J, Smit F, Willemse G, Van der Zanden R. Draaiboek: Geen Paniek, Leren Omgaan met Paniekklachten [Manual and Workbook: Don’t Panic, Learn to Cope with Panic Complaints]. Trimbos Institute/GGNet, 2005.


84 ADDIN EN.CITE 

	
	Competitive Memory Training (COMET)73
	COMET-panic was aimed at facilitating patients in ‘getting access to their sense of control’ that was supposed to be too low in the retrieval hierarchy and, subsequently, ‘to use this sense of control in handling (self-provoked) panic sensations’, in order to become more confident and self-reliant in handling future panic attacks in real life.73
	Korrelboom K, Peeters S, Blom S, Huijbrechts I. Competitive memory training (COMET) for panic and applied relaxation (AR) are equally effective in the treatment of panic in panic-disordered patients. Journal of Contemporary Psychotherapy 2014;44(3):183–90.73


	
	Breathing Retraining cognitive Restructuring (BRCR)


44 ADDIN EN.CITE 
/

CBT+breathing control techniques


116 ADDIN EN.CITE 
	This treatment is adapted from a treatment described by Clark and Saikovskis (1986).
	Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford. 


5,6,19,21,23,44,61 ADDIN EN.CITE 

	
	Practice team–supported exposure training51
	The practice team–supported exposure training comprised evidence-based elements of CBT (psychoeducation, interoceptive and situational anxiety exposure exercises) as well as intervention elements from the chronic care model. Intervention group patients received a therapy companion book, providing information about psychoeducation and how to perform the exercises, as well as exposure log sheets. Four structured GP visits were scheduled in a 23-week period; during the first 3 visits, an introduction into the CBT elements was given. Starting from the second GP visit, patients were encouraged to independently perform anxiety exposure exercises at least twice a week. To ensure current symptoms of anxiety are monitored at regular intervals and to enhance treatment adherence, checklist-based telephone monitoring was carried out by a nurse of the GP practice51
	Margraf J, Barlow DH, Clark DM, Telch MJ: Psychological treatment of panic: work in progress on outcome, active ingredients, and follow-up. Behav Res Ther 1993; 31: 1–8.51
Wagner EH, Austin BT, Davis C, Hindmarsh M, Schaefer J, Bonomi A: Improving chronic illness care: translating evidence into action. Health Aff (Millwood) 2001; 20: 64–78.51

	CBT subtype

(INTERNET)
	Internet CBT


15,70,122 ADDIN EN.CITE 
/

“Velibra”


14 ADDIN EN.CITE 
/

The Anxiety program


127 ADDIN EN.CITE 
	10 self-help modules which were based on established CBT principles [31]: psychoeducation (module 1), cognitive restructuring (modules 2 and 3), interoceptive exposure (modules 4 and 5), exposure in-vivo (for agoraphobic situations; modules 6 to 9), and relapse prevention (module 10).


15 ADDIN EN.CITE 
-

Velibra consists of six treatment modules, the first five of which are followed by a ‘training session’, containing exercises addressing cognitive bias modification for interpretation (CBM-I; Beard & Amir, 2008). The six treatment modules are cognitive–behavioural in orientation and emphasize transdiagnostic principles, such as anxiety as an evolutionary adaptive emotion, the ‘false alarm’ model of anxiety, experiential avoidance, and the role of approach v. avoidance motivation (Mogg & Bradley, 1998;Carver, 2006;Grawe, 2007; Barlow et al. 2010;McManus et al. 2010;Bateson et al. 2011).


14 ADDIN EN.CITE 
-

The Anxiety program is based on evidence-based principles of CBT (Andrews et al., 2003) and contains materials from existing disorder-specific iCBT programs for GAD (Titov, Andrews, Robinson, et al., 2009), social phobia (Titov, Andrews, Schwencke, Drobny, et al., 2008), and panic disorder (Wims et al., 2010). The Anxiety program comprises the following components: Six online lessons; a summary/homework assignment for each lesson; an online discussion forum for each lesson; regular automatic reminder and notification emails, and instant messaging to allow secure email-type messages with a clinician.


127 ADDIN EN.CITE 
	Bergstrom J, Andersson G, Ljotsson B, et al. Internet-versus

Group administered cognitive behaviour therapy for panic

disorder in a psychiatric setting: a randomised trial. BMC

Psychiatry 2010;10:54.


15 ADDIN EN.CITE 
-

Berger, T., et al. (2017). "Effects of a transdiagnostic Unguided

Internet intervention ('velibra') for anxiety disorders in primary 

care: results of a randomized controlled trial." Psychol Med

47(1):67-80.


14 ADDIN EN.CITE 
-

Andrews, G., Creamer, M., Crino, R., Hunt, C., Lampe, L., & Page, A. (2003). The treatment of anxiety disorders: Clinician guides and patient manuals (2nd ed.). UK: Cambridge University Press.


127 ADDIN EN.CITE 

	
	Internet-based bibliotherapy self-help program


24-27 ADDIN EN.CITE 
	The treatment was manualized and divided into 10


24 ADDIN EN.CITE /6


25,27 ADDIN EN.CITE 
modules: modules 1–2, psychoeducation and socialization; module 3, breathing retraining and hyperventilation test; modules 4–5, cognitive restructuring; modules 6–7, interoceptive exposure; modules 8–9, exposure in vivo; and finally, module 10, relapse prevention and assertiveness training. Each module consisted of approximately 25 pages of written text.


24 ADDIN EN.CITE 
	Zuercher-White, E. (1998). An end to panic: Breakthrough 

techniques for overcoming panic disorder (2nd ed.). Oakland, 

CA: New Harbinger Publications.


24-27 ADDIN EN.CITE 
Barlow, D. H., & Craske, M. G. (1994). Mastery of your  and 

panic H. San Antonio, TX: The Psychological Corporation. 


20,24,27,28,36,41,59,64,65,68,71,79,120,131 ADDIN EN.CITE 
Clark, D. M. (1986). A cognitive approach to panic. Behaviour 

Research and Therapy, 24,461-470. 


8,9,12,22,24-27,63,66,98,99,129,131 ADDIN EN.CITE 


	
	PAXonline Program for Panic Disorder (PAXPD)


31 ADDIN EN.CITE 
	The PAXPD contains 16 modules which address important cognitive behavioral psychotherapy elements: psychoeducation on the disorder and means of intervention; techniques for decreasing neurophysiological hyperarousal; cognitive restructuring; exposure to feared somatic sensations, alongside with situational (in vivo) exposures to reduce agoraphobic avoidance; positive emotions training; problem-solving training; behavioral activation and cognitive restructuring exercises to reduce symptoms of depression; relapse prevention.


31 ADDIN EN.CITE 
	Miclea, M., Miclea, Ciuca, A. M., & Budău, O. (2010). 

Computer-mediated psychotherapy. Present and prospects. A 

developer perspective. Cognition, Brain, Behavior: An 

Interdisciplinary Journal, 14, 185–208.


31 ADDIN EN.CITE 

	
	Panic Online


68,69,71,108,130 ADDIN EN.CITE 
	PO is a structured program comprised of an introductory module, four learning modules, and a relapse prevention module. PO included common treatment methods used in standard CBT for panic disorder (i.e., instructions for controlled breathing, cognitive restructuring, and interoceptive and situational exposure).


68,71 ADDIN EN.CITE 
	Kiropoulos LA, Klein B, Austin DW, et al. Is internet-based CBT for panic disorder and agoraphobia as effective as face-to-face CBT? Journal of anxiety disorders 2008;22(8):1273-84.


68 ADDIN EN.CITE 
-

Klein B, Austin D, Pier C, et al. Internet-based treatment for Panic disorder: does frequency of therapist contact make a difference? Cognitive behaviour therapy 2009;38(2):100-13.


69 ADDIN EN.CITE 
-

van Ballegooijen W, Riper H, van Straten A, Kramer J, Conijn B, Cuijpers P. The effects of an Internet based self-help course for reducing panic symptoms--Don't Panic Online: study protocol 

for a randomised controlled trial. Trials 2011;12:75130


	
	Panic and stress Online108
	Panic and stress online was essentially the same as Panic Online but it also contained a stress management program that included six learning modules on coping with daily stresses, time and anger management, tuning into one’s thoughts, relaxation, and social connectedness.108
	

	
	Free from Anxiety


96 ADDIN EN.CITE 
	a transdiagnostic, Internet-based, self-help program for anxiety disorders. This program is presented as an interactive course with 8 modules, and it uses several therapeutic CBT components. Every module contains a psychoeducational section and a homework section with exercises to practice on a daily basis.


96 ADDIN EN.CITE 
	Oromendia P, Orrego J, Bonillo A, et al. Internet-based self

help treatment for panic disorder: a randomized controlled trial comparing mandatory versus optional complementary psychological support. Cognitive behaviour therapy 2016;45(4):270-86.


96 ADDIN EN.CITE 

	
	Web-based CBT


112 ADDIN EN.CITE 
	The treatment involves common CBT strategies for panic disorder, such as psycho-education, awareness training, applied relaxation, cognitive restructuring and (interoceptive) exposure techniques. Similar to manualized face-to-face CBT, the treatment comprises homework assignments and scheduled therapeutic sessions, in which assignments are explained and tailored to the needs of the client. In web-based CBT, the homework assignments are based on a web-based personal interactive workbook.


112 ADDIN EN.CITE 
	

	
	Panic Program


134 ADDIN EN.CITE 
	
	Wims E, Titov N, Andrews G, et al. Clinician-assisted Internet-

based treatment is effective for panic: A randomized 

controlled trial. The Australian and New Zealand journal of 

psychiatry 2010;44(7):599-607.


134 ADDIN EN.CITE 


	
	The panic course


3,50 ADDIN EN.CITE 
	The Panic Course is a five-lesson online CBT programme. Lesson content is presented in the form of an illustrated comic-style story about a character who experiences panic disorder and gains mastery over their symptoms with the help of a clinician and through the use of CBT techniques (e.g. thought challenging, controlled breathing and graded exposure*; see Table 1 for programme content).3
	

	
	The wellbeing course


50 ADDIN EN.CITE 
	
	

	CBT subtype

 (VR)
	Experiential Cognitive Therapy (ExCT)29
	It integrated traditional cognitive behavior therapy (CBT) with virtual reality exposure for the treatment of panic disorder with agoraphobia. Four weekly sessions, which consisted of 2-h group therapy and 30 min of individual VR therapy. Specifically, the first session consisted of psychoeducation and cognitive restructuring. After the group session subjects were asked to participate in 30 min of an individual session using VR.29
	Vincelli, F., Choi, Y.H., Molinary, E., et al. (2000). Experiential  

cognitive therapy for the treatment of panic disorder with  

agoraphobia: definition of a clinical protocol. 

CyberPsychology  & Behavior 3:375–385.29
-

Wiederhold, B.K., & Wiederhold, M.D. (2004). Virtual reality  

therapy for anxiety disorders: advances in education and 

treatment. Washington, DC: American Psychological 

Association.29
-

Riva, G., Botella, C., Légeron, P., et al. (2004). Cybertherapy: 

Internet and virtual reality as assessment and rehabilitation 

tools for clinical psychology and neuroscience. Amsterdam: IOS 

Press. Available: <www.  

cybertherapy.info/pages/book3.htm>.29

	
	Virtual Reality Based Exposure Therapy (VRET)


20,77,87,102,104 ADDIN EN.CITE 
	Treatment in both VRET and exposure in vivo consisted of 10 therapy sessions based on the protocol from Craske and Barlow.


87 ADDIN EN.CITE 
	Craske MG, Barlow DH: Mastery of Anxiety and Panic, ed 4. 

Oxford, Oxford University Press, 2007.


87 ADDIN EN.CITE 

	CBT subtype

 (APP)


	Agoraphobia Free app


30 ADDIN EN.CITE 
	tasks are based on CBT principles, comprising psychoeducation, reflection, cognitive restructuring, interoceptive exposure, and systematic desensitization. The 3 overarching goals were to decrease the virtual character’s catastrophic cognitions, safety behaviors, and physiological arousal.


30 ADDIN EN.CITE 
	

	
	Stress Free app


30 ADDIN EN.CITE 
	teaching relaxation techniques and generic CBT skills though a virtual therapist.


30 ADDIN EN.CITE 
	

	
	Chat bot app


95 ADDIN EN.CITE 
	First, the chatbot addresses distorted thoughts, such as catastrophic thinking, overestimation, and all-or-nothing thinking. Users can review examples of distorted thoughts and are guided to note their own distorted thoughts, which can help them to think more rationally. Second, the chatbot deals with interoceptive exposure training, which consists of shaking the head, suddenly raising the head, running in place, stopping breathing, revolving a chair, taking quick breaths, and breathing through a straw. Third, the chatbot provides brief information about in vivo exposure sessions.


95 ADDIN EN.CITE 
	

	CBT subtype

 (self-help)
	Bibliotherapy


56,71,75,94,95,118 ADDIN EN.CITE 
/

self-help manual


58,128 ADDIN EN.CITE 
	Subjects read a book56
The self-help book used in the study was sent to participants by post. The text, consisting of 10 chapters or 308 pages in total, is based on standard CBT techniques used in the treatment of panic disorder.


94 ADDIN EN.CITE 
	Clum, G. A. (1990). Coping with panic. Pacific Grove, CA: Brooks/Cole Publishing.


56,58,75 ADDIN EN.CITE 
-

Barlow, D. H., & Craske, M. G.. Mastery of your anxiety and panic. Albany, New York: Graywind Publications. 


 ADDIN EN.CITE.DATA 


1,11,20,24,27-29,36,41,59,60,64,65,68,71,79,86,87,90,120,125,131 ADDIN EN.CITE 
-

Carlbring, P., & Hanell, Å. (2007). Ingen panik: Fri från panikoch ångestattacker i 10 steg med kognitiv beteendeterapi. [No panic: Free from panic and anxiety]. Stockholm: Natur och Kultur.


94 ADDIN EN.CITE 
-

Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press.


13,21,72,118,133 ADDIN EN.CITE 
-

J.-Y. Choi, Goodbye Panic Disorder, Sigmabooks, Seoul, 2009.


95 ADDIN EN.CITE 

	
	Self-administered CBT (SCBT)


74 ADDIN EN.CITE 
	SCBT consisted of 12 audiotapes and a workbook that contained monitoring forms for homework. The tapes and workbook were developed for this study by psychologists with expertise in CBT.


74 ADDIN EN.CITE 
	Koszycki D, Taljaard M, Segal Z, et al. A randomized trial of sertraline, self-administered cognitive behavior therapy, and their combination for panic disorder. Psychological medicine 2011;41(2):373-83.


74 ADDIN EN.CITE 

	CBT subtype

 (telephone)
	Telephone administered


123 ADDIN EN.CITE 
	exposure-based behavior therapy program delivered by telephone.
	

	CT

Cognitive Therapy


5,6,9,13,17,32,33,77,78,80,86,89,100,133 ADDIN EN.CITE 
/

Cognitive restructuring


10,21,46 ADDIN EN.CITE 
/

Focused cognitive therapy


12,22 ADDIN EN.CITE 
/

Brief Cognitive Therapy


33 ADDIN EN.CITE 
/

Rational emotive therapy45
/

Self-instructional training


45,46 ADDIN EN.CITE 
/

Paradoxical intention (PI)


88 ADDIN EN.CITE 
	Specific techniques included education regarding the relationship between maladaptive thoughts and anxiety; identification and monitoring of panic-related cognitions; exploration of automatic negative thoughts and logical errors in thinking; and generation of alternative explanations, reattribution, and decatastrophizing.


13 ADDIN EN.CITE 
The cognitive therapy employed was based on reproducing the patient's most important symptoms through various procedures (eg, hyperventilation, imagery). After determining that the patient had made a pathologic attribution of certain symptoms, he or she was encouraged to test the validity of his or her interpretation and to consider a more benign one. Subjects were provided with other tools to help them cope with anxiety and phobic symptoms such as breathing exercises, positive affirmation statements, and refocusing techniques. Patients were also encouraged to challenge themselves in phobic situations to apply these newly learned techniques in vivo. Instructions to the patients, and homework assignments, were reviewed carefully by the therapist each week.


17 ADDIN EN.CITE 
-

A cognitive approach that focuses on the patient’s misinterpretation of bodily sensations or psychological experience as catastrophic.12
-

This treatment consisted of three components: (a) relabeling, (b) insight into irrational beliefs, and (c) self instructional training. The first phase, relabeling, was designed to provide the patient with an explanatory scheme to enable him to understand the nature of his responses to phobic situations. With the aid of neutral examples and examples provided by the patients themselves, it was made clear that the situations depicted were not in themselves anxiety-arousing but that the anxiety was aroused as a result of maladaptive cognitive responses.46
-

5 instead 12 sessions


33 ADDIN EN.CITE 
-

A-B-C model45
-

PI was to be used as a coping procedure to reverse the vicious cycle of fearful responding. Subjects were informed that instead of trying to avoid becoming afraid they should welcome the fear and instead of trying to subdue it, should actually intend it to become exaggerated and magnified. Subjects were instructed that if they reversed their ideas and thoughts regarding their fears, they would find that paradoxically their fears lost their strength and meaning.


88 ADDIN EN.CITE 
	Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford. 


5,6,19,21,23,44,61 ADDIN EN.CITE 
-

Clark DM. A cognitive approach to panic. Behav Res Ther 1986;24: 461–470


8,9,12,22,24-27,63,66,98,99,129,131 ADDIN EN.CITE 
-

Clark DM, Salkovskis PM. A Manual for the Cognitive Therapy of Panic Disorder. New York, NY: Oxford University Press Inc; 1986.


17 ADDIN EN.CITE 
-

Beck, A. T. & Emery, G. (1985). Anxiety Disorders and Phobias: A Cognitive Perspective. New York: Basic Books. 


12,21-23,34,77,98-100,131,133 ADDIN EN.CITE 
-

M. G. Craske. Anxiety Disorders: Psychological Approaches to Theory and Treatment, Westview Press, Boulder, Colo, 1999.77
-

Beck AT, Laude R, Bohnert M: ideational components of anxiety neurosis. Arch gen psychiatry 1974;31:319-2545
-

Clark (1989). Anxiety states: panic and generalized anxiety. In Cognitive Behaviour Therapy for Psychiatric Problems: A Practical Guide (eds K. Hawton, P. Salkovskis, J. Kirk, et al), pp. 52-96.Oxford: Oxford University Press. 


26,32,33,61,98,99,107 ADDIN EN.CITE 
-

Salkovskis & Clark, D. M. (1991) Cognitive therapy for panic disorder. Journal of Cognitive Psychotherapy, 5,215-226.


20,32,33 ADDIN EN.CITE 
-

Goldfried, M. R., & Goldfried, A. P. Cognitive change methods. In F. H. Kanfer & A. P. Goldstein (Eds.), Helping people change. New York: Pergamon, 1975.46
-

Beck, A. T. (1988). Cognitive approaches to panic disorder: Theory and therapy. In S. Rachman & J. D. Maser (Eds), Panic: Psychological perspectives Hillsdale, NJ: Erlbaum.


78 ADDIN EN.CITE 
-

Clark, D. M. (1988). A cognitive model of panic attacks. In S. Rachman & J. D. Maser (Eds), Panic: Psychological perspectives (pp. 71–89). Hillsdale, NJ: Erlbaum.


78 ADDIN EN.CITE 
-

Meichenbaum, D. (1977). Cognitive-behavior modification: An integrative approach. New York: Plenum Press.


78,100 ADDIN EN.CITE 
-

Antaki C. and Brewin C. (Eds.) (1982) Attributional and Psychological change. Academic Press, London.80
-

Beck A. T. and Emery G. (1979) Cognitive Therapy of Anxiety and Phobic Disorders. Center for Cognitive Therapy, Philadelphia.


10,80 ADDIN EN.CITE 
-

Bums D. D. (1980) Feeling Good: The New Mood Therapy. William Morrow, New York.80
-

McKay M., Davis M. and Fanning P. (1981) Thoughts and Feelings: The Art of Cognitive Stress Intervention. New Harbinger, Richmond.80
-

Sank L. J. and Shaffer C. S. (1984) A therapist’s manunl for cognitive behavior therapy in groups. Plenum.80
-

Craske, MG.; Barlow, DH.; Meadows, E. Mastery of your anxiety and panic: Therapist guide for anxiety, panic, and agoraphobia (MAP-3). Psychological Corporation; San Antonio, TX: 2000. 


 ADDIN EN.CITE.DATA 


1,11,20,24,27-29,36,41,59,60,64,65,68,71,79,86,87,90,120,125,131 ADDIN EN.CITE 
-

Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press.


13,21,72,118,133 ADDIN EN.CITE 
-

Ellis (1962) Reason and emotion in psychotherapy45
-

Young (1974) A rational counselling primer45
-

Meichenbaum 1975. Self-instructional methods (chapter). In “helping people change” (Kanfer & Goldstein)


45,46 ADDIN EN.CITE 
-

Michelson, L. Mavissakalian, M. Marchione, K. Cognitive and behavioral treatments of agoraphobia: clinical, behavioral, and psychophysiological outcomes. J Consult Clin Psychol - 913-25. 1985


88 ADDIN EN.CITE 


	BT

Behaviour therapy
	Exposure therapy (interoceptive and exteroceptive)


21,23,35,43-46,52,64,65,81 ADDIN EN.CITE 
	
	Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press.


13,21,72,118,133 ADDIN EN.CITE 
-

Marks, I. M. (1987). Fears, Phobias and Rituals. New York: Oxford Press.


21,78 ADDIN EN.CITE 
-

Wolpe, J. (1990). The Practice of Behavior Therapy (4th edn). Oxford: Pergamon Press.21
-

Mathews, A. M., Gelder, M. G. &Johnston, DW (1981). Agoraphobia: Nature and Treatment. New York: Guilford Press.


23,44,100 ADDIN EN.CITE 
-

Emmelkamp & Mersch (1982). Cognition and exposure in vivo in the treatment of agoraphobia: short therm and delayed effects. Cognitive research and therapy. 16, 77-9045
-

Emmelkamp, P. M. G., Kuipers, A., & Eggeraat, J. Cognitive modification versus prolonged exposure in vivo: A comparison with agoraphobics. Behaviour Research and Therapy, 1978, 16, 33-41.46
-

Marks, I. M. (1978). Living with fear. New York: McGraw-Hill.


2,52,81,83 ADDIN EN.CITE 
-

Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications. 


 ADDIN EN.CITE.DATA 


1,11,20,24,27-29,36,41,59,60,64,65,68,71,79,86,87,90,120,125,131 ADDIN EN.CITE 

	
	Interoceptive Exposure


5,10,40,64,106 ADDIN EN.CITE 
	To practise daily the induction of sensations similar to those felt during their panics. They were told that by repeatedly inducing those sensations (internal cues) in a controlled environment (at home) their anxiety and fear would reduce. At weeks 1 and 2, the therapist showed patients how to do exercises of: hyperventilation for up to 1 min; shaking their head from side to side for 30 s; running on the spot for 1 min, and placing their head between their legs for 30 s and then quickly lifting their head up. Patients were asked to rate the intensity of the sensations induced and their similarity to usual panic sensations. They were told to stop any exercise producing sensations without anxiety. After each exercise, patients had to use slow breathing and relax to return to their baseline anxiety level. They were asked to repeat the exercises as self-exposure homework tasks between sessions.
	Margraf, J., & Schneider, S. (1989). Exposure-therapie. Marburg5
-

Craske, M., Rapee, R., & Barlow, D. (1988). Panic disorder treatment project: information and cognitive plus exposure protocol. Albany5
-

Barlow, Craske, Cerny, Klosko (1989). Behavioural treatment of panic disorder. Behaviour therapy, 20 261-82


38,40,66 ADDIN EN.CITE 
-

Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications. 


 ADDIN EN.CITE.DATA 


1,11,20,24,27-29,36,41,59,60,64,65,68,71,79,86,87,90,120,125,131 ADDIN EN.CITE 
-

Dattilio FM. Symptom induction and de-escalation in the treatment of panic attacks. Journal of mental health counselling. 1990, 12(4):515-19.106
-

Beck A. T. and Emery G. (1979) Cognitive Therapy of Anxiety and Phobic Disorders. Center for Cognitive Therapy, Philadelphia.


10,80 ADDIN EN.CITE 
-

Carter MM, Barlow DH. Interoceptive exposure in the treatment of panic disorder. In: VandeCreek L, Knapp S. eds. Innovations in clinical practice: a source book; 1993, 12. P.329-36.106


	
	Exteroceptive Exposure


64,65,124 ADDIN EN.CITE 
/

Graded in vivo exposure


2,20,78,80,83,87-89,98,100 ADDIN EN.CITE 
/

Guided mastery


61,106 ADDIN EN.CITE 
/

habituation based exposure therapy (HBET)


113,114 ADDIN EN.CITE 
/

performance-based exposure


133 ADDIN EN.CITE 
	graded seIf-exposure in vivo.

Exposure to external cues and were asked to remain in the situation, using slow breathing as a coping strategy to control panic.


65 ADDIN EN.CITE 
Rationale: 'Only by facing the situations that evoke fear and enduring the ensuing discomfort until it subsides will you overcome your problem'.83
-

Guided mastery treatment involves assisting agoraphobics in performing gradations of feared tasks, in an effort to increase self-efficacy for coping with these tasks.106
-

The therapists took an active role in encouraging and guiding Ss to perform progressively more difficult tasks as rapidly as possible according to the principles: first increase level of performance, then build down defensive behaviors, and, lastly, stimulate independent performance.61
-

HBET emphasised the role played by escape and avoidance in the maintenance of learned phobic anxiety. It was explained that anxiety relief reinforces escape and avoidance behaviour, leading to the need to remain in feared situations for long planned periods to allow habituation of anxiety and confidence building.


114 ADDIN EN.CITE 
-

The performance-based treatment was an office-based adaptation of guided mastery treatment (Williams, 1990; Williams, Dooseman & Kleifield, 1984; Williams & Zane, 1989; Zane & Williams, 1993). Therapists in this condition did not accompany Ss to field practice settings, but assisted Ss in developing a plan for approaching potentially panicprovoking activities in the community which they were instructed to practice independently for at least 3 hr per week as 'homework', which they could exceed if they wished.


133 ADDIN EN.CITE 
	Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications. 


 ADDIN EN.CITE.DATA 


1,11,20,24,27-29,36,41,59,60,64,65,68,71,79,86,87,90,120,125,131 ADDIN EN.CITE 
-

Marks, I. M. (1987). Fears, phobias, and rituals: Panic, anxiety, and their disorders. New York: Oxford University Press.


21,78 ADDIN EN.CITE 
-

Marks, I. M. (1978). Living with fear. New York: McGraw-Hill.


2,52,81,83 ADDIN EN.CITE 
-

Mathews, A. M., Geldcr. M. G. & Johnston. D. W. (1981). Agoraphobia. Nufurc und ireafmenl. New York: Guilford press.


23,44,100 ADDIN EN.CITE 
-

Williams, S. L. (1990). Guided mastery treatment of agoraphobia: Beyond stimulus exposure. Progress in Behavior Modification, 26, 89-121.


61,106,133 ADDIN EN.CITE 
-

Salkovskis, P.M., & Clark, D.M. (1991). Cognitive therapy for panic disorder. Journal of Cognitive Psychotherapy, 5, 215–226. 


20,32,33 ADDIN EN.CITE 
-

Williams, S. L. & Zane, G. (1989). Guided mastery and stimulus exposure treatments for severe performance anxiety in agoraphobics. Behaviour Research and Therapy, 27, 237-245.


133 ADDIN EN.CITE 
-

Williams, S. L., Dooseman, G. & Kleifield, E. (1984). Comparative effectiveness of guided mastery and exposure treatments for intractable phobias. Journal of Consulting and Clinical Psychology, 52, 505-518.


133 ADDIN EN.CITE 
-

Williams, S. L. (1990). Guided mastery treatment of agoraphobia: Beyond stimulus exposure. Progress in Behavior Modification, 26, 89 121.


61,106,133 ADDIN EN.CITE 
-

Zane, G. & Williams, S. L. (1993). Performance-related anxiety in agoraphobia: treatment procedures and cognitive mechanisms of change. Behavior Therapy, 24, 625-643.


133 ADDIN EN.CITE 

	PT

Physiological therapies
	Breathing retraining


40,41,57 ADDIN EN.CITE 
/

Capnometry-assisted respiratory training (CART)


85,86,135 ADDIN EN.CITE 
	is a coping skill (i.e. slow, diaphragmatic breathing) to reduce hyperventilatory symptoms that may trigger and/or exacerbate panic symptomatology. A substantial proportion (60-80 per cent) of persons with PD recognize similarities between hyperventilatory and panic symptoms.

/

CART is based on the theory that sustained levels of hypocapnia contribute to symptom development and maintenance of PD.


86 ADDIN EN.CITE 

	Barlow, Craske, Cerny, Klosko (1989). Behavioural treatment of panic disorder. Behaviour therapy, 20 261-8240
-

Meuret AE, Wilhelm FH, Ritz T, Roth WT. Feedback of end-tidal pCO2 as a therapeutic approach for panic disorder. Journal of Psychiatric Research 2008;42(7):560–8.


86,135 ADDIN EN.CITE 
-

Meuret, A. E., Wilhelm, F. H., & Roth, W. T. (2004). Respiratory feedback for treating panic disorder. Journal of Clinical Psychology, 60, 197–207.


85,86 ADDIN EN.CITE 

	
	Applied relaxation


6,10,32,90,91,97,99,100 ADDIN EN.CITE / Self-help applied relaxation book


25 ADDIN EN.CITE 
/

Relaxation training


13 ADDIN EN.CITE 
-

Progressive relaxation training97
-

Relaxation


2,81,83,88,89 ADDIN EN.CITE 
/

Applied Relaxation for Panic73
	Applied relaxation training in this study is a 24-session, twiceweekly, manualized psychotherapy


91 ADDIN EN.CITE  

Initially, patients were trained to differentiate the physiological states of tension and relaxation by alternately tensing and relaxing 16 muscle groups. Training involved a series of graduated steps wherein relaxation procedures were explained, modeled, and practiced. As recommended by Barlow and Cerny (1988), breathing instructions and counting to deepen relaxation were introduced early (by Session 3) and continued throughout


13 ADDIN EN.CITE 
-

Briefly, the rationale said that the most plausible reason for the patient’s panic attacks was that his/her general tension level of the body was too high, and that relatively small and innocuous stressors may trigger a panic attack. The purpose of the treatment was to reduce the general tension level through long and frequent relaxation practice, and thus achieve a bodily state in which these stressors had no panic eliciting effect.97
-

Relaxation patients three half-hour audiotapes of instructions (Wolpe & Lazarus, 1966) to use for relaxation homework for an hour daily while sitting or lying comfortably and listening to one of the three tapes. In sessions at weeks 1, 2, 3, 4, 6 and 8, in the first few minutes the therapist discussed the patient's diaries, agreed a plan for that day's one-hour relaxation session in the clinic, and checked progress for a few minutes before and after it. Self-relaxation homework was set between sessions for at least an hour daily with a newtape in each of the first three weeksand with any of the three tapes from week 4 onwards. Each relaxation task was to be noted in the diary.


81 ADDIN EN.CITE 
The rationale given to them was: "You become anxious and panicky in feared situations and so avoid them. Over the next 12 weeks we will teach you how to relax so that you may overcome your phobia."83
-

Self-relaxation (r) patients were asked to carry out 90 minutes daily of r

while lying or sitting comfortably and listening to one or more of three halfhour audiotapes of progressive muscle relaxation instructions (Jacobsen's) which were supplied.2
-

The AR treatment is based on the original description of Ost (1987). However, the original format has been transformed into a 7-session (1.5 h per session) group format, encompassing the same ingredients and practices. Patients had to practice successively progressive muscle relaxation, ‘release only’ relaxation (relaxation without tensing the muscles in the first place), cue-controlled relaxation (relaxation conditioned to a cue word), differential relaxation (relaxation in daily situations), rapid relaxation, and applied relaxation (relaxation in reaction to deliberate exposure to natural triggers for panic-like sensations).73
	Ost LG. (1987). Applied relaxation: description of a coping technique and review of controlled studies. Behaviour Research and Therapy, 25, 397-409.


6,32,73,97,99,100 ADDIN EN.CITE 
-

(adapted from) OST L. G. (1997). Till.ampad avslappning [applied relaxation]. Stockholm, Sweden: Repro HSC.


25 ADDIN EN.CITE 
-

Clark (1989). Anxiety states: panic and generalized anxiety. In Cognitive Behaviour Therapy for Psychiatric Problems: A Practical Guide (eds K. Hawton, P. Salkovskis, J. Kirk, et al), pp. 52-96.Oxford: Oxford University Press. 


26,32,33,61,98,99,107 ADDIN EN.CITE 
-

Drs Chambless and Schwalberg adapted Cerny’s ART manual (J. A. Cerny, B. B. Vermilyea, D. H. Barlow, et al; 1980; available from the authors on request)90
-

Bernstein, D. A., & Borkovec, T. D. (1973). Progressive relaxation training. Champaign, IL: Research Press.


10,13,97 ADDIN EN.CITE 
-

WOLPE,J. & LAZARUS,A. (1966) Behaviour Therapy Techniques. Oxford: Pergamon.


81,83 ADDIN EN.CITE 

	PE

psychoeducation
	Information-giving105
	information provided by a graduate clinical psychology student about panic attacks and anxiety. It was presented both orally and in written form and consisted of information about physiological changes occurring in the body in response to perceived threat and danger, information concerning the prevalence of panic, and variables understood to contribute to the development of panic disorder.105
	Rees CS, Richards JC, Smith LM. The efficacy of information-giving in cognitive-behavioural treatment for panic disorder. Behaviour Change 1999;16(3):175–81.105


	SP

Supportive psychotherapies
	Supportive therapy


78,136 ADDIN EN.CITE 
	The primary objective of supportive therapy is to improve the patient’s immediate adaptation to his/her life situation. Principal instruments are reassurance and encouragement; the treatment involves advice, praise and emphasis on strengths and talents. Anxiety and regression are minimized in the sessions; the therapist is active but non-interpretative and non-urging.82
	Rogers C. The necessary and sufficient conditions of therapeutic personality change. J consult Psychol 1957; 21:95-103.12

	
	Brief supportive psychotherapy


12,82 ADDIN EN.CITE 
	Therapists provided information on PDA (without detailing the different nonpharmacological techniques); offered hope; used reflection, empathy, active listening, and insight-seeking questions; and emphasized group cooperation and support.


78 ADDIN EN.CITE 
-

The supportive psychotherapy was nondirective. Patients took the initiative in all discussions; the therapist was dynamically oriented and non judgmental and empathie, encouraging the patient to ventilate feelings and discuss problems, anxieties, and interpersonal relationships. The therapist always followed the patient's lead and never directed him to confront phobic situations.136
	Friedman, W. H. (1989). Practical group therapy. San Francisco: Jossey-Bass.


78 ADDIN EN.CITE 
-

Yalom, I. D. (1970). The theory and practice of group psychotherapy. New York: Basics Books.


78 ADDIN EN.CITE 

	
	Non-prescrictive treatment121
	Subjects were told that panic disorder often begins as a reaction to life stress. However, recurrent panic attacks tend to focus attention on the frightening symptoms, interfering with effective management and sometimes awareness of the importance of the Stressor. This means that the stress is likely to continue to exacerbate the panic. If the role of stress can be under stood and reactions effectively managed, overall anxiety decreases and vulnerability to panic lessens. The subject was told that the NPT intervention would focus on life problems and stresses. The therapist's role was to listen reflectively to help the subject recognize and cope with hidden feelings. Direct advice and prescriptive interventions were excluded from this treatment. The subject matter discussed in sessions differed among subjects. The only exception to reflective listening was that if the subject asked a direct question about panic or anxiety symptoms, the therapist might answer the question by repeating some of the information provided in the initial three sessions. This could include an explicit reassurance that panic is not dangerous.121
	The manual of this treatment has now been written and is available from one of the authors.121

	
	Nondirective supportive therapy


38 ADDIN EN.CITE 
	NST is modelled on the nonprescriptive therapy condition described by Shear et al (1994). Sessions focused on nondirective discussion to anxiety and panic symptoms, and their possible relationship with daily life stressors. Therapists were instructed to provide a supportive environment, listening and reflecting to the client, without identifying specific psychological themes. In addition, therapists were instructed to remain nondirective if behavioural coping methods were suggested by the patient, so that the therapist neither actively discouraged or encouraged, but stated “it’s up to you to do what you feel ready to do”.


38 ADDIN EN.CITE 
	Shear MK, Pilkonis PA, Cloitre M, Leon AC (1994). Cognitive behavioural treatment compared with nonprescriptive treatment of panic disorder. Archives of general psychiatry 1994;51,395-401.


38 ADDIN EN.CITE 

	PD

Psychodinamic therapies
	Brief Dynamic Therapy


82,132 ADDIN EN.CITE 
	The primary objective of BDT is to enhance the patient’s insight into repetitive conflicts (intrapsychic and interpersonal) and trauma that underline and sustain the patient’s problems. The principal instruments of BDT are interpretation and clarification: the therapist makes use of the actual relationship and attends to linkages with past significant relationships. Time limitation and focal exploration of the patient’s life and emotions distinguish the treatment from many current psychoanalytic psychotherapies. The psychotherapeutic technique we apply in our department as BDT derives from Malan’s (Malan 1963) focused short-term psychoanalytic psychotherapy.82
	Malan DH (1963). A study of Brief Psychotherapy. Tavistock, London.82
-

Davanloo H, ed. Basic Principles and Techniques in Short-Term Dynamic Psychotherapy. New York, NY: Spectrum; 1978.132
-

Malan D. The Frontier of Brief Psychotherapy: An Example of the Convergence of Research and Clinical Practice. New York, NY: Plenum Press; 1976.132
-

Malan D. Individual Psychotherapy and the Science of Psychodynamics. London, England: Butterworth; 1979.132

	
	Panic-focused psychodynamic psychotherapy (PFPP)


16,90,91 ADDIN EN.CITE 
	Panic-focused psychodynamic psychotherapy is a 24-session, twice-weekly (12 week), manualized psychoanalytic psychotherapy.


91 ADDIN EN.CITE  The strategy assumes that panic symptoms have a psychological meaning, and PFPP works to uncover their unconscious meanings to achieve relief. Elucidating the meaning of symptoms involves viewing them in a more complex way, a process that raises reflective function.90
	Milrod B, Busch F. Cooper, A, et al. Manual of Panic-Focused Psychodynamic Psychotherapy. Washington, DC: APA Press; 1997


16,90,91 ADDIN EN.CITE 


	
	Client-centered therapy


126 ADDIN EN.CITE 
	
	Teusch L, FinkcJ: Fundamental principles of a manual for client-centered therapy of panic and agoraphobia: in Papst H. Speierer G-W, Esser U (eds): The Power of the Person-Centered Approach. Cologne. GwG-Vcrlag. 1996. pp 215-224.


126 ADDIN EN.CITE 

	EMDR
	eye movement desensitization and reprocessing (EMDR)


49,55,62 ADDIN EN.CITE 
	Therapists initiated the EMDR process by having patients describe a pertinent, previously selected memory that continued to provoke significantly anxiety (e.g., their worst or first panic attack, or a body sensation of which they were especially fearful, such as heart palpitations). This step was followed by a set of eye movements, in which patients' eyes followed therapists' fingers moving side to side for approximately 20 s. Clients were then asked to indicate "what comes up," followed by another set of eye movements. This process continued until the original memory no longer elicited substantial anxiety (as determined by ratings of 0 or 1 on a 0-10 client-report anxiety scale) or until time ran out in the session. Once the scene had been desensitized, previously identified positive cognitions (e.g., "I'll be OK even if I panic") were paired with the original scene and a set of eye movements. Then clients provided a validity of cognition rating to indicate the extent to which they felt that the statement was true. Through out the sessions, therapists were to prompt clients in a specified fashion if clients were not making progress as defined by decision rules in the manual. Otherwise, therapists were to allow the participants to continue the process with minimal interference or direction. At the close of each session, therapists debriefed participants by briefly discussing the themes that had emerged.


55 ADDIN EN.CITE 
	Goldstein, A. J., & Feske, U. (1994). Eye movement desensitization and reprocessing for panic disorder: A case series. Journal of Anxiety Disorders, 8, 351-362.


49,55 ADDIN EN.CITE 
-

Shapiro, F. (2001). Eye Movement Desensitization and Reprocessing: Basic Principles, Protocols, and Procedures, Vol. 2. NewYork, NY: The Guilford Press.


62 ADDIN EN.CITE 
-

Feske, U., & Goldstein, A. J. (1997). Eye movement desensitization and reprocessing treatment for panic disorder: A controlled outcome and partial dismantling study. Journal of Consulting and Clinical Psychology, 65, 1026-35.


55 ADDIN EN.CITE 

	
	eye fixation exposure and reprocessing (EFDR)


49 ADDIN EN.CITE 
	Same EMDR treatment but omitting the eye movement. EFER was administered identically to EMDR except that clients watched the therapist's index and middle fingers held stationary, the finger tips level with the client's eyes and at a comfortable distance for the client, approximately 12 inches away from his or her face.
	Goldstein, A. J., & Feske, U. (1994). Eye movement desensitization and reprocessing for panic disorder: A case series. Journal of Anxiety Disorders, 8, 351-362.


49,55 ADDIN EN.CITE 

	IPT

Interpersonal psychotherapy
	IPT focuses on the external interpersonal world instead of intrapersonal emotions and conflicts


131 ADDIN EN.CITE 
	Klerman GL, Weissman MM, Rounsaville BJ, Chevron E (1984). Interpersonal Psychotherapy of Depression. Basic Books : New York.


131 ADDIN EN.CITE 

	3W

Third-wave CBT
	Emotion-focused psychotherapy120
	Emotion-focused psychotherapy targeted emotional reactions and current life problems and used a reflective listening, supportive approach administered according to procedures described in a treatment manual available from the first author. In brief, the therapist helped the patient identify and manage difficult emotions, including panic and limited symptom episodes. A handout described the physiology of emotions and suggested that emotions can trigger panic attacks. Similar to usual psychotherapy, there were no homework assignments, and session content was not standardized. Instead, the discussion was individualized, based upon emotional reactions the therapist considered important, and included consideration of a current life problem that was causing emotional distress.120
	The treatment manual is available from the first author.120

	
	Accaptance and commitment therapy (ACT)


4,53 ADDIN EN.CITE 
	Acceptance and commitment therapy (ACT) is a cognitive-behavioral therapy that teaches psychological concepts, such as mindfulness, acceptance, cognitive defusion (flexible distancing from the literal meaning of cognitions), and other strategies to increase psychological flexibility and promote behavior change consistent with personal values.


53 ADDIN EN.CITE 
	Eifert GH, Forsyth JP: Acceptance and Commitment therapy for Anxiety Disorders: A Practitioner’s Treatment Guide to Using Mindfulness, Acceptance, and Values-Based Behavior Change Strategies. Oakland, New Harbinger Publications, 2005.


4,53 ADDIN EN.CITE 
-

Hayes, S. C., Strosahl, K. D., & Wilson, K. G. (1999). Acceptance and commitment therapy: An experiential approach to behavior change. New York, NY: Guilford Press.


4 ADDIN EN.CITE 

	
	Mindfulness-Based Cognitive Therapy for Depression (MBCT)


93 ADDIN EN.CITE 
	There were 10 participants in each program. The program consisted of weekly 2-h sessions for a total of eight sessions. In the program, participants learned mindfulness practices (e.g., raisin exercise, body scan, sitting meditation, mindful walking, and 3-min breathing space) and cognitive approaches. Participants were required to practice daily mindfulness meditation as homework and keep a record of their daily practice. Diaries included information about the number of minutes practiced and the type of meditation. Sessions were conducted by both the first and second authors.


93 ADDIN EN.CITE 
	Segal ZV, Williams JMG, Teasdale JD. Mindfulness-Based Cognitive Therapy for Depression: A New Approach to Preventing Relapse. Guilford Press, New York, 2012.


93 ADDIN EN.CITE 


Appendix J - Reference manuals ordered in descending citation order

	Type of psychotherapy for which the manual was used
	number of RCTs that employed the manual
	Manual reference

	CBT,CT, BT
	22
	Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications.1 11 20 24 27 28 29 36 41 59 60 64 65 68 71 79 86 87 90 120 125 131

	CBT, CT
	14
	Clark DM, A cognitive approach to panic, J. Behav. Ther. Exp. Psychiatry, 1986; 24: 461-70.8 9 12 22 24 25 26 27 63 66 98 99 129 131

	CBT, CT
	11
	Beck, A. T. & Emery, G. (1985). Anxiety Disorders and Phobias: A Cognitive Perspective. New York: Basic Books.12 21 22 23 34 77 98 99 100 131 133

	CBT
	7
	Beck AT, Emery G. Anxiety disorders and Phobias: A cognitive perspective. New York, basic books 198512 22 23 34 131 98 99

	CBT, CT
	7
	Clark (1989). Anxiety states: panic and generalized anxiety. In Cognitive Behaviour Therapy for Psychiatric Problems: A Practical Guide (eds K. Hawton, P. Salkovskis, J. Kirk, et al), pp. 52-96.Oxford: Oxford University Press.32 33 61 98 99 107 26

	CBT, CT
	7
	Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford.5 6 19 21 23 44 61

	CBT
	6
	Craske MG, Barlow DH. Panic disorder and agoraphobia. In: Barlow DH, ed. Clinical handbook of psychological disorders: a step-by-step treatment manual, 3rd edn. New York: Guilford Press, 2001:1–59.18 62 79 101 109 129

	PT
	6
	Ost LG. (1987). Applied relaxation: description of a coping technique and review of controlled studies. Behaviour Research and Therapy, 25, 397-409.6 32 73 97 99 100

	CBT, BT, CT
	5
	Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press.13 21 72 118 133

	BT
	4
	Marks, I. M. (1978). Living with fear. New York: McGraw-Hill.2 52 81 83

	CBT, BT
	3
	Barlow, Craske, Cerny, Klosko (1989). Behavioural treatment of panic disorder. Behaviour therapy, 20 261-8238 40 66

	CBT
	3
	Zuercher-White, E. (1998). An end to panic: Breakthrough techniques for overcoming panic disorder (2nd ed.). Oakland, CA: New Harbinger Publications.24-27

	CBT
	3
	Clum, G. A. (1990). Coping with panic. Pacific Grove, CA: Brooks/Cole Publishing.56 58 75

	BT
	3
	Mathews, A. M., Gelder, M. G. &Johnston, D. IX! (1981). Agoraphobia: Nature and Treatment. New York: Guilford Press.23 44 100

	BT
	3
	Williams, S. L. (1990). Guided mastery treatment of agoraphobia: Beyond stimulus exposure. Progress in Behavior Modification, 26, 89-121.61 106 133

	CT, BT
	3
	Salkovskis & Clark, D. M. (1991) Cognitive therapy for panic disorder. Journal of Cognitive Psychotherapy, 5,215-226.32 33 20

	PT
	3
	Bernstein, D. A., & Borkovec, T. D. (1973). Progressive relaxation training. Champaign, IL: Research Press.10 13 97

	STPD
	3
	Milrod B, Busch F. Cooper, A, et al. Manual of Panic-Focused Psychodynamic Psychotherapy. Washington, DC: APA Press; 199716 90 91

	BT, CT
	2
	Beck A. T. and Emery G. (1979) Cognitive Therapy of Anxiety and Phobic Disorders. Center for Cognitive Therapy, Philadelphia.10 80
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	Marks, I. M. (1987). Fears, Phobias and Rituals. New York: Oxford Press.21 78
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	Meichenbaum 1975. Self-instructional methods (chapter). In “helping people change” (Kanfer & Goldstein)45 46
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	Meichenbaum, D. (1977). Cognitive-behavior modification: An integrative approach. New York: Plenum Press.78 100
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	Meuret AE, Wilhelm FH, Ritz T, Roth WT. Feedback of end-tidal pCO2 as a therapeutic approach for panic disorder. Journal of Psychiatric Research 2008;42(7):560–8.86 135
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	Meuret, A. E., Wilhelm, F. H., & Roth, W. T. (2004). Respiratory feedback for treating panic disorder. Journal of Clinical Psychology, 60, 197–207.85 86
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	WOLPE,J. & LAZARUS,A. (1966) Behaviour Therapy Techniques. Oxford: Pergamon.81 83
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	2
	Goldstein, A. J., & Feske, U. (1994). Eye movement desensitization and reprocessing for panic disorder: A case series. Journal of Anxiety Disorders, 8, 351-362.49 55

	3W
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	Eifert GH, Forsyth JP: Acceptance and Commitment therapy for Anxiety Disorders: A Practitioner’s Treatment Guide to Using Mindfulness, Acceptance, and Values-Based Behavior Change Strategies. Oakland, New Harbinger Publications, 2005.4 53
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	1
	Andrews, G., Creamer, M., Crino, R., Hunt, C., Lampe, L., & Page, A. (2003). The treatment of anxiety disorders: Clinician guides and patient manuals (2nd ed.). UK: Cambridge University Press.127

	CT
	1
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Appendix K - Risk of bias of the included studies
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Risk of bias tables
Note. Y = yes; N = no; PY = probably yes; PN = probably no; NI = no information.

Addis 2004 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI;

Comment. Quote: "participants were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:" We found no significant differences between PCT and TAU on any of the pretreatment measures of anxiety, depression, or general well-being. The treatments did not differ on percentages of participants with comorbid axis I diagnoses or medication use at pretreatment. Perceptions of treatment credibility following the second session, as measured by the TCQ, also did not differ between the treatments"

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"To determine possible covariates for the repeated measures analyses we correlated [...] pretreatment medication use with pre–post change scores on the PDSS, FQ, OQ–45, and BDI–1. None of these correlations were statistically significant". The backing analysis is reported in a supplementary file".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"Fifteen participants (18.8%, 10 PCT, 5 TAU, Fisher’s exact test, ns) dropped out from the study"

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote: "All raters were blind to treatment condition."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Al-Kubaisy 1992 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"patients were randomized to one of three treatment conditions". No further information provided.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. There were few significant pretreatment differences across phobic types, not treatment conditions.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed.

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. The attrition rate was high: 10 out of 33 patients left the trial before study end-point.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Quote: "The minority of our subjects on medication during the present trial had been on it for at least three months before trial entry and remained on a stable dose throughout, so it is unlikely to have influenced outcome"; comment: this statement is not substantiated by data.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. If N/PN/NI to 2.3, or Y/PY/NI to 2.4 or 2.5: Was an appropriate analysis used to estimate the effect of adhering to the intervention? N

Comment. data available refer to a per protocol analysis.

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 10 out of 34 patients dropped out from the study (29,4%).

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not biased by missing outcome data? PN

Comment. dropouts were unbalanced across comparison groups.

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NI

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"At weeks 0, 8, 14 and 26 measures were self-rated (S) and rated by an assessor (A)- psychiatrists, psychologists and nurse therapists-kept blind to the treatment condition."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? pn

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Allen 2016 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:"Random numbers were generated using a computer random number generator (www.random.org) by a team member who was not involved in the study; this team member placed the group allocation numbers in a sealed opaque envelope. Group allocation was therefore concealed from the interviewer until the offer of participation was made, and the interviewer opened the sealed envelope to inform the participant of their allocated group."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY

Comment. the analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. Intention-to-treat analysis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. 3 dropouts in the treatment condition, only 1 in the control condition.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. only self-reported measures.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Low risk
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? Y

Comment. the trial was registered as ACTRN12611001120965

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Arch 2012 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Randomization sequences were produced by http://www.randomizer.org“

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. No significant differences at baseline.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY

Comment. the analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"There were no group differences at Post, 6mFU or 12mFU in use of new or any (e.g., new or continued) psychotropic medication".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. Intention-to-treat analysis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. ”One hundred and forty-three participants [...] were randomized to ACT (n=65) or CBT (n=78). All participants who began treatment (n=128) were included in the intent-to-treat (ITT) sample (n 57=ACT, n=71 CBT)“. Data for randomised patients who did not begin treatment are unavailable.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. ASI is a self-reported measure.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Arntz 1996 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomized". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"None of the differences between the groups on pretest variables was significant".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY

Comment. A LOCF was applied to account also for the only drop out in the AR group.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. One of the inclusion criteria stated:"no use of antidepressants or alprazolam (for at least 4 weeks)".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Quote:"Of the 36 patients initially starting in the trial there was 1drop-out from the AR condition".

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote: "Each therapist gave treatment in both conditions."/ FQ is a self-reported measure.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Arntz 2002 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomized". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"None of the differences between the groups on pretest variables was significant".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY

Comment. the analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote: "Medication use at start of treatment, as well as medication use at end of treatment, were regressed on post- and follow-up tests panic frequency and composite questionnaire scores, controlling for pretest level. There were no significant associations between medication use and treatment effects."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Quote:"of the 69 patients initially starting the trial there were 4 dropuouts from CT and 7 from IE".

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. FQ is a self-reported measure.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Ataoglu 2000 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomized". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Despite there is no information in the text, it is likely that the analysis were carried out on a "per-protocol" basis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. The potential impact (on the estimated effect of intervention) of the failure to analyse participants in the group to which they were randomized was substantial.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. no information provided.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"Out of 40 initial patients, 34 patients completed the study, and 6 patients dropped out. A higher rate of drop out was observed in the CBT group than in the other group. Two patients out of 20 (10%) dropped out of the alprazolam group, while 4 out of 20 (20%) dropped out of the CBT group."

	Domain 4: Risk of bias in measurement of the outcome
	High risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. no information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Azhar 2000 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "They were divided at random into three groups". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"there were no difference in age between the three groups. There was also no significant difference in panic frequency between the three groups".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Despite there is no information in the text, it is likely that the analysis were carried out on a "per-protocol" basis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. The potential impact (on the estimated effect of intervention) of the failure to analyse participants in the group to which they were randomized was substantial.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. no information provided

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 5 patients in each study arm (n randomized = 22) dropped out from the study. That equal to a 22% of fropouts in each study arm.

3.2 Is there evidence that the result was not biased by missing outcome data? PY

Comment. Drop-out were balanced across the comparison groups.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote: "the following tests were done/measured by a research assistant who is blind to the patients' group."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Bakker 1999 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant differences at pretest between the treatment groups on any of the demographic characteristics or efficacy measures".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. the analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"No concurrent cognitive-behavioral therapy was given during treatment with medication; during cognitive therapy, no psychopharmacologic agents were provided. In all 4 conditions, the use of additional benzodiazepines was prohibited and was monitored by urine tests."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"Four patients (12.5%) in the paroxetine group, 3 (9.4%) in the clomipramine group, 9 (25.7%) in the cognitive therapy group, and 2 (6.3%) in the placebo group dropped out between pretest and posttest".

	Domain 4: Risk of bias in measurement of the outcome
	High risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. no information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Barlow 1989 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Clients were randomly assigned to one of four treatment conditions". No further information provided.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The groups did not differ in terms of subject characteristics- age, duration of the disorder, or sex. Also, they did not differ in terms of any outcome measure- interview scores, standardized self-report questionnaire scores or self-monitoring data. Nor did they differ in terms of the number of stressful events occuring in the six months prior to treatment."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Analyses were performed on data from completers.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. Only completers were analyzed.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"One subject dropped from the WL condition, five from the R condition, one from the E & C condition and four from the combined condition. The number of subjects who completed each condition were (in respective order) 15, 10, 15 and 20. The percentage of dropouts for each condition were, therefore, 6%, 33%, 6%, and 17%."

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"[...]This interview was repeated at post-treatment and at the various follow-up assessments by a blind, independent rater". Nonetheless, the Fear Questionnaire is a self-reported measure and this could have led people in the active groups to perceive therapies as more efficacious than those allocated in the WL group.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Barlow 2000 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "Randomization was stratified by site and presence of DSM III defined current major depression and was blocked within stratum". No information on allocation concealment.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote: "There were no significant differences on demographic measures or on baseline PDSS score among the 5 randomized groups".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. the analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote: "Rates of urine samples that tested positive for benzodiazepine use among the 5 treatments were equivalent and low. Thus, we believe benzodiazepine use did not play a significant role in our results."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Dropout rate was high:CBT. Radomized: 77; dropout: 21 (27%); TCA (Imipramine).Radomized: 83; dropout: 32 (38%); Placebo.Radomized: 24; dropout: 10 (41%); CBT+Imipramine.Radomized: 65; dropout: 18 (28%);
CBT+placebo.Radomized: 63; dropout: 18 (28,5%).

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote: "Evaluator assessments occurred at baseline and after acute, maintenance, and follow-up phases, and evaluators were blind to treatment assignment."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Beck 1992 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomized". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote: "There were no significant differences between the group that received cognitive therapy only and the group that received brief supportive psychotherapy on any of the demographic and diagnostic variables."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Per protocol analysis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. The potential impact (on the estimated effect of intervention) of the failure to analyse participants in the group to which they were randomized was substantial.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Quote: "it was not possibile to investigate systematically the influence of continued use of medication on the effectiveness of cognitive therapy".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? NI

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. No participant dropped out from the study.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote: "Data on panic frequency and intensity and depression were obtained from the subjects’ self-reports and the ratings of independent clinicians": it is likely that the "Specific fear inventory" is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Beck 1994 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "subjects were assigned randomly to treatment conditions". No further details.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. no information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Per protocol analysis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote: "Patients who reported use of psychotropic medication were withdrawn from these regimes, with at least a 2-week drug clearance before taking the ADIS-R".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"Six subjects dropped out, with 5 (23%) from the CT condition, 1(5%) from the RT condition, and none(0%) from the MCC group. Examination of these data with Fisher's exact test was nonsignificant".

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. the ASI is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Quote: "Expectations for treatment outcome were assessed at the end of Session 1. Examination of these data revealed high and equivalent expectancies in both treatment groups. In particular, after initial explanation of treatment procedures in each condition, subjects believed that both CT and RT were highly logical, expected both to be successful and felt confident about undergoingthe treatment themselves and recommending it to others."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Berger 2017 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:"The allocation lists were made using a computerized random number generator and were concealed from the investigators and participants. After the randomization, the participants received an automated email regarding their group allocation.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no between-group differences on demographic characteristics or other variables".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"According to an intention-to-treat principle, dropouts were treated as treatment failures."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"A stratified randomization procedure was applied, such that a balanced distribution of primary diagnosis, medication and concurrent psychotherapy in the two conditions was ensured."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. 8/48 (16%) patients dropped out from the intervention group, 5/41 (12%) participants dropped out from the comparison group.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Only self-reported measures.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Low risk
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? Y

Comment. Quote:"The protocol of this study was approved by the Ethics Committee of the Canton of Bern, and the trial was registered at www.controlled-trials.com (ISRCTN81412545)."

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N 

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Bergstrom 2010 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote: "The participants were divided into two groups by an independent random-number procedure, where each patient was assigned to either treatment by the opening of sealed numbered envelopes."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY 

Comment. Quote:"Although the proportion of patients taking any psychotropic medication did not differ between groups, patients randomised to the group treatment were to a larger extent on benzodiazepine derivate or neuroleptic medication, and fewer were on SSRI/SNRI medication, than was the Internet group (see Table 1)".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:" a mixed effects models approach was used in the statistical analysis to adjust for these missing values."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? PN

Comment. Quote"Patients randomised to the group treatment were to a larger extent on benzodiazepine derivate or neuroleptic medication, and fewer were on SSRI/SNRI medication, than was the Internet group".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. Quote:" a mixed effects models approach was used in the statistical analysis to adjust for these missing values."

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Dropout rate: CBT: 60 participants randomized. 11 dropouts (18%) Internet CBT: 53 participants randomized, 9 dropouts (17%)

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"The psychiatrists performing the clinical interviews at post-treatment and follow-up were blind to treatment condition."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Beutel 2013 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"subjects were allocated by an a priori computer-generated list in a 2:1 randomization ratio."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"No significant differences were found in demographic variables between the 2 treatment groups".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. the analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"psychiatric medications did not differ between groups".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Among the PFPP group, 8 patients (22.2%) dropped out. Among the CBT group, 4 (22%) dropped out.

3.2 Is there evidence that the result was not biased by missing outcome data? PY

Comment. Drop-out were balanced across the comparison groups.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Independent, experienced evaluators, blinded to subject condition and therapist orientation".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Black 1993 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? PY

Comment. At least for SSRI vs placebo it is likely that the allocation sequence was concealed because it is stated in the manuscript that "investigators and subjects remained blind to treatment assignment".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:" Randomization produced comparable samples clinically and demographically for the three treatment groups"

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Last observation carried forward was used to impute missing data at end-point

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI 

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. At study endpoint, 16% of fluvoxamine recipients, 36% of cognitive therapy recipients, and 28% of placebo recipients dropped out of the study.

3.2 Is there evidence that the result was not biased by missing outcome data? PY

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? PN

Comment. Raters of patients taking fluvoxamine or placebo were blinded to patient allocation, whereas patients receiving cognitive therapy were rated by the project coordinator that was not blind to this treatment assignment. Furthermore, the CGI is an observer-rated scale.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Bohni 2009 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"patients were randomly assigned to the two treatment schedules in blocks of 12 patients. Randomization was performed by a secretary at another institute."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant differences between groups on any of the baseline characteristics or on any of the measures at pre- treatment (Table 1)".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Last observation carried forward was used to impute missing data at end-point.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"were no significant differences between groups in terms of changes in medication (P > 0.05)".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only one drop out in the SCBT group.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"The raters were not blinded as to group membership due to logistics within the clinic". Furtermore, ASI is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Botella 1999 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:" Participants were randomly assigned". No further details.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. no information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. no information are provided about how the authors dealt with missing data.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. Only 10% of dropouts in both RCT arms.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote: "They were asked to maintain the same medication and the same dosage throughout the research period. However, if a patient increased the dosage or changed the medication, he was excluded from the study. [...] When we compared patients who were taking medication to those who were not, we did not find statistical differences in improvement.".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only three dropouts.

	Domain 4: Risk of bias in measurement of the outcome
	High risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? PY

Comment. Quote:"we have not used an independent assessor because of some practical difficulties."

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. If there was an intellectual conflict of interest it is likely that this fact could have influenced the outcome of the study.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Botella 2007 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? PY

Comment. Random numbers table was used. Allocation concealment: randomization was performed by an experimenter who did not participate in the study (personal communication).

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"No differences between the three groups were found at pre-treatment in any of the demographic and clinical variables".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information provided.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Quote:"66.6% of the sample was taking medication for their problem." no other information on the balancing of medication across groups".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis. Nonetheless no participant dropped out from the study.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. All of the patients were assessed at study end-point

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Assessors were blind to the conditions (personal communication).

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Bouchard 1996 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:" Participants were randomly assigned". No further details.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Comparison groups were imbalanced with regard to some variables.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. no information are provided about how the authors dealt with missing data.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

Comment. No info provided about missing data.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Analyses of credibility scores at each time of assessment did not reveal any significant increase or decrease over time. Medication consumption was significantly reduced after 15 weeks. It should be noted that none of the Ss displayed an increase in daily medication intake."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

Comment. Attrition data not available

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. The ACQ is a self-reported measure.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? PY

Comment. No data were shown for follow-up assessments.

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Brown 1997 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "Patients were randomly assigned to either FCT or SCT following the initial diagnostic interview". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. no information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY

Comment. Quote:" We chose to use separate analyses of each measure because of minor differences in the degree of missing data among each of the outcome measures and to facilitate comparisons with other studies."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"Repeated MANCOVAS were conducted on each outcome measure by medication status (i.e., those patients who took medication throughout the study; those who discontinued medication; those who did not take medication). Results failed to reveal any significant main effect for medication status or any significant medication status by time inter- actions for any outcome measure. In addition, there were no significant group by medication status by time interactions for any dependent measure."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Focused cognitive therapy: 21 participants randomized, 4 dropouts (19%); Standard cognitive therapy: 19 participants randomized, 4 dropouts (21%).

3.2 Is there evidence that the result was not biased by missing outcome data? PY

Comment. Drop-out were balanced across the comparison groups.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Ratings of patients’ panic attacks, anxiety and depression levels were conducted by postdoctoral independent raters who were blind to the assigned treatment group."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Burke 1997 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PN

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. While the abstract states:" Participants were randomly assigned", the method section claims:"The participants were assigned to either Exp or CBT using the minimization method of balancing groups. (White& Freedman, 1978)".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. no information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. no information are provided about how the authors dealt with missing data.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment.6/18 participants dropped out from the exposure group and 7/19 dropped out from the CBT group.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"None of the participants were taking more than 15 mg of benzodiazepines a day. This medication exclusion factor was used to limit the range of medication and reduce the possibility of interactions between medication and psychological treatments. Fourteen of the 26 participants who completed the trial were taking psychotropic medication. Amongst the Exp group 50 per cent were taking medication. Amongst the CBT group 42 per cent were on medication."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 6 out of 20 participants dropped out of the Exp group, leaving 14 participants. 7 out of 19 dropped out of the CBT group, leaving 12 participants.

3.2 Is there evidence that the result was not biased by missing outcome data? PY

Comment. drop-out were balanced across the comparison groups.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"A consultant psychiatrist, blind to treatment condition, interviewed each participant at each of the three assessment points." Nonetheless, ACQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Carlbring 2001 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PN

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Participants were divided into two groups by the drawing of lots. These were drawn for the two treatment groupings pairwise for participants who had completed their baseline measurements.". Comment: not transparent enough.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. Quote:"The two groups did not differ significantly on any of the measures at pre-treatment. " but no data are shown.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. It is stated that 3 participants withdrew from the study because of "recent commencment of medication", but no other information is provided on the balancing of medication across groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY 

Comment. Quote:"After randomization, five people dropped out during the course of the study."

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. The ACQ is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment with respect to those allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Carlbring 2003 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment.Quote:"Participants were divided into two groups by a true random number service (http://www.random.org)."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The two groups did not differ significantly on any of the measures at pretreatment".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. the analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Table 1 shows that participants were taking drugs in a balanced fashion across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"The attrition rate for the CBT and AR groups of 27% and 18%, respectively might seem high." - but data analysis was carried out in a proper manner.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. The ACQ is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

Comment. Quote:"All outcome measures had adequate psychometric properties and were administered via the Internet".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Carlbring 2005 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Participants were divided into two groups, live therapy (LIVE) or Internet-based (IT) by a true random-number-service (http://www.random.org)."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The two groups did not differ significantly on any of the measures at pre-treatment".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Table 1 shows that participants were taking drugs in a balanced fashion across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"After randomization, six people dropped out during the course of the study. There were three dropouts from the LIVE therapy group and three from the IT group. Lack of time was given as the main reason for discontinuing. However, in accordance with the intention to treat paradigm post- treatment data were collected from all dropouts. Six participants did not return their follow-up questionnaires, and their post-treatment scores were carried forward to the follow-up assessment point."

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. The ACQ is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

Comment. Quote:"All outcome measures had adequate psychometric properties and were administered via the Internet".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Carlbring 2006 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"The participants were divided into two groups, treatment or a waiting list, by a true random-number service."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The two groups did not differ significantly on any of the measures at pretreatment".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. the analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Quote:"If the participant was taking prescribed drugs for panic dis- order, a) the dosage had to be constant for 3 months before starting treatment, and b) the participant had to agree to keep the dosage constant throughout the study". But no information is reported on the balancing of medication intake across the groups. It is only stated that "Fifty-four percent were taking medication."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. the analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Quote:"Two participants in the treatment condition and one on the waiting list did not re- turn their posttreatment questionnaires. Therefore, their pretreatment scores were carried forward to the posttreat- ment assessment point. Hence, all 60 participants who were randomly assigned to one of the two conditions were included in the statistical analysis."

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. The manuscript is not clear with regard to this matter but it is likely that the assessors were the same authors that administered the therapy. On the other hand, to determine whether participants still fulfilled the criteria for panic disorder at endpoint a clinical telophone interview was administered by independent research assistants, blinded to treatment allocation. At the same time ACQ is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

Comment. Quote:"All outcome measures had adequate psychometric properties and were administered via the Internet".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Carter 2003 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"all participants were randomly assigned to either cognitive behavior group treatment or a wait-list condition of equal length. " No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no differences between groups on the demographic variables (see Table I)".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Per protocol analysis. Quote:"We report the data from the remaining 25 patients who completed either treatment or the wait-list assessment."

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. Noncompletion rate. Treatment group: 17.6%; waiting list: 26.6%.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"None of the patients were currently taking antianxiety or antidepressant medications. Only two patients in the treatment group and one in the wait-list condition had previously received treatment. Each described their therapy as “general” and focusing on family issues or depression. None described their treatment as effective."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Noncompletion rate. Treatment group: 17.6%; waiting list: 26.6%.

3.2 Is there evidence that the result was not biased by missing outcome data? N

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"All interviews were administered by advanced clinical psychology graduate students blind to group assignment at pre- and posttest". Nonetheless, the ASI is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment with respect to those allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Choi 2005 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:" 20 subjects were assigned randomly into ExCT, and the re- mainder 20 subjects into PCP." No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant differences in gender, age, education, marital status, and duration of illness between the two groups (Table1)."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. Quote:"To compare pretest and posttest scores in the ExCT And PCP groups, the data were analyzed using t-tests." This is the only sentence about the statistical analysis in the manuscript.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? Apparently no study participant dropped out from the study, but no information on drop out rate is reported in the text.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"The rate of discontinuation of medication was not different significantly between two groups at post-treatment".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Apparently no study participant dropped out from the study, but no information on drop out rate is reported in the text.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. the ASI is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Christoforou 2017 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Randomization process and allocation concealment strategies were carefully described.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Table 2 shows the demographic and clinical baseline characteristics of the participants by group. The 2 groups did not differ statistically on any of those characteristics at baseline (all P>.05)."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Less than half of the randomized participants were evaluated at endpoint.

3.2 Is there evidence that the result was not biased by missing outcome data? PY

Comment. ITT analysis was conducted taking in account also participants who dropped out from the study

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? PN

Comment. Quote:"The trial was assessor blinded, as researchers were blinded to treatment allocation throughout the trial and during the statistical analysis. This was achieved by having a person outside the research team to manage treatment allocation and personal communications with the participants." Nonetheless the questionnaire was self-administred (PAS - panic and agoraphobia scale).

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Ciuca 2018 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Randomization process and allocation concealment strategies were carefully described.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Groups did not differ significantly in regard to age, computer skills and income level, comorbidity or other demographic characteristics (see Table 2)."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. the analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Quote:"In total, 30 participants (27%) failed to complete the post-treatment assessment (7 in the guided treatment condition, 12 in the unguided treatment condition and 11 in the WL)."

3.2 Is there evidence that the result was not biased by missing outcome data? PY

Comment. ITT analysis was conducted taking in account also participants who dropped out from the study.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"The assessors could not be kept completely blind regarding group allocation because some participants revealed information about the treatment during the interview." The PDSS-SR is a self-reported measure.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Low risk
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? Y

Comment. Protocol available with rigorous description of statistical data planning.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Clark 1994 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomized". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant differences between groups on any of these characteristics". But no data are shown.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. The analyses were carried out on the data collected at every time point. Quote:"drop-outs and refusers after randomization were replaced and not included in the data analysis".

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

Comment. No data on the number of dropouts.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Percentages of patients taking was medications prior to the start of treatment or wait were: 35% (7/20) for CT; 40% (8/20) for AR; 30% (6/20) for IMIP; and 43% (7/16) for WL (waiting-list). None of these differences are significant (P>0.5)."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. no information on missing data.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Assessors were blind to treatment allocation, but the ACQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Clark 1999 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomized". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"At pretreatment no tests were significant (all ps > .30), indicating that the groups did not differ before the start of treatment or wait list." but no data are shown.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. The analyses were carried out on the data collected at every time point. No mention of how the authors handled missing data.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? N

Comment. Just 1 drop-out out of 43 randomized participants

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"No patients increased their medication during the trial, but 50% (5/10) of treated patients (2 FCT, 3 BCT) and 25% (1/4) of wait-list patients discontinued their medication between the pretreatment/wait-list and posttreatment/wait-list assessments. Given this pattern of results, it seems highly unlikely that medication could account for the effectiveness of FCT and BCT."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only 1 drop-out among 43 randomized participants.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Assessors were blind to treatment allocation, but the ACQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Cottraux 1995 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:" Participants were randomly assigned". No further details.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? N

Comment. No differences were detected using t-test for all the patients characteristics considered at baseline (Table 1).

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Authors declared to have carried out both per protocol and ITT analyses, but data are reported only for completers.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. The drop-out rate was high: 29 patients (37%) left the trial before study end-point.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Anxiolytic medication was stopped 2 weeks and neuroleptics 2 months before starting the trial (week 0).

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. The drop-out rate was high: 29 patients (37%) left the trial before study endpoint.

3.2 Is there evidence that the result was not biased by missing outcome data? PN

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Assessors were blind to treatment allocation. The ACQ is a self-reported questionnaire though.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Craske 1995 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Sixteen subjects were assigned randomly to CBT, and 14 to NST." No further details.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Several imbalances at baseline measurements across the two comparison groups.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Althoug there is no information available in the manuscript, it is likely that the analysis has been carried out on a per protocol basis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?

Comment. Only one drop-out out of 30 randomized participants.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention?NI

Comment. No info provided.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only one drop-out out of 30 randomized participants.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided. The ASI is a self-reported outocome.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Craske 1997 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"CIE (N = 20) and CBE (N = 18) completers were compared on pre-demographics, diagnostic profile and dependent measures, using Fisher’s exact tests and independent t tests. The groups did not differ (alpha = .05)."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. Drop-out rate above 20%.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? N

Comment. Data available from table 3 refer to a per protocol analysis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Attrition rate higher than 20%.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"An abbreviated ADIS-R was readministered at post-treatment and follow-up by independent assessors, blind to treatment condition".

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Craske 2003 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:" Participants were randomly assigned". No further details.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. The only imbalance was about the age of the participants in the two groups.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. No information provided weather the analysis was IIT or per protocol.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. Quote:"Of the 68 participants that were randomized, a total of 16.2% dropped (n=9) or were removed (n=2) throughout the intervention: 11.8% of those assigned to PCT+IV compared to 20.6% of those assigned to PCT, non-significant (ns)".

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Roughly the same percentage of participants took medications in each comparison group.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Drop-out rate was around 20% for the PCT group and 12% for PCT+IV group.

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. Taking that the data shown in table 3 are from a per protocol analysis approach, a imbalance between drop-out rates in the 2 comparison groups could have lead to biased results.

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. no information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Craske 2005 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:" Participants were randomly assigned". No further details.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Quote:"CBT and WL groups did not differ on any demographic, psychological or percent withdrawn from medication variables, except rates of social anxiety disorder: 44.4% of CBT group versus 6.3% of the WL group."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. No information provided weather the analysis was IIT or per protocol.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?

Comment. 3 out of 27 withdrew from CBT group, none withdrew from the WL group.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"We selected patients who were free from medications and other sleep-related disorders that may account for their sleep distur- bance and who were suffering from nocturnal panic attacks on a regular basis, averaging six per month."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. only 4 drop-outs out of 43 participants.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided. The ASI is a self-reported outcome.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Craske 2007 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Of 65 participants, 33 were randomized to PDA and 32 to PDA+C."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. PDA+C and PDA groups did not differ on any demographic, diagnostic, self-report or medication variables (see Tables 1 and 2.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Both per protocol and ITT analyses were carried out but tables' data are only available for per protocol analysis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. Quote:"Ten participants (15%) withdrew during treatment; 4 (12.5%) from PDA+C and 6 (18.2%) from PDA, ns."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"The groups did not differ in the proportions receiving medications at baseline (PDA+C: 54.5%; PDA: 39.1%), at post-treatment (PDA+C: 40%; PDA: 45.8%) or at follow-up (PDA+C: 43.5%; PDA: 54.5%). Similarly, no differences were found in the proportions receiving additional psychotherapy at baseline and at post-treatment (PDA+C: 24%; PDA: 18.5%) or at follow-up (PDA+C: 26.1%; PDA: 17.4%)."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Drop-out rates were below 20% of participants in both groups.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"diagnostic interview was repeated at each assessment by interviewers who were blind to the participant’s treatment assignment." The ASI is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Craske 2011 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote: "After baseline assessment, participants were randomized using stratified (by clinic and presence ofcomorbid major depression) permuted block randomization to receive ITV or UC by an automated program at RAND.Block size was masked to all clinical site study members."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Most demographic characteristics were similar across the ITV and UC groups in each principal anxiety disorder group (Table 1). There was some imbalance in educational achievement, ethnicity, number of comorbid anxiety disorders, and GAD for PD only, which were used as covariates in the analyses."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. the general analysis plan is described as ITT but the specific result for PD subpopulation was reported by taking into account completers only.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. Data available from table 3 refer to a per protocol analysis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. 15/126 (12%) patients dropped out from the intervention group, 24/136 (18%) participants dropped out from the comparison group.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. assessments were described as "blinded", but the PDSS-SR is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Creager Berger 2001 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Random assignment occurred by using the random number table from a Sharp scientific calculator“.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? N

Comment. Only completers were analyzed.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Quote:”Of those accepted into the study, one became ineligible after beginning antidepressants after session 3 of the cognitive therapy group, one failed to attend her 6th breathing retraining session and could not be reached by phone, one dropped out of the cognitive behavioral therapy after session 6, five people failed to show up for the first session and could not be reached by phone, three people stated that they were too busy or not interested in beginning the study, and four people did not return phone calls afte the initial screening.“

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Dannon 2004 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"the patients were randomized to receive either pharmacological treatment with Paroxetine (N = 33) or Cognitive Behavioral Group Therapy (N = 24)". No further details.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. No differences at baseline (Table 1).

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. 6/33 participants dropped out from the paroxetine group, 1/24 in the CBT group. There is a substantial imbalance between the two groups.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Patients made a verbal agreement with the investigators to take only the study medication and not to take benzodiazepines during the study".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:" Twenty seven out of 33 patients who were randomized to receive paroxet- ine completed the study, and 23/24 CBGT patients com- pleted the study."

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"masked raters".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


de Beurs 1995 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:" Patients were randomly assigned". No further details.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"there were no statitstically significant differences in demographics among the subgroups".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Only completers were analyzed (per-protocol approach). Authors mention an ITT double-check, but data are not shown.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. 20/96 participants dropped out from the study.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. the analysis was carried out on a per protocol basis. Authors state that they double-checked results running a ITT as well, but data are not shown.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Attrition rate higher than 20%.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Only self-reported measures were analyzed, but patients randomized in the fluvoxamine or placebo were blinded to treatment condition.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from all groups knew or at least cannot exclude (the pharmacological arms were double-blinded) they were receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


de Ruiter 1989 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PN

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. The trial is described as randomized but no other information on the randomization procedure nor on the allocation concealment are available. The authors stated that they "tried to achieve equal sex distributions across treatments"; in order to achieve that, some sort of manipulation of the randomization process is likely to have occurred.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The analyses revealed no differences between the three groups with regard to sex and duration of disorder"

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. The overall attrition rate was around 18% but drop out were unbalanced across comparison groups: 4 (24%) for BRCR, 4 (24%) for EXP and 1 (6%) for BRCR + EXP.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups?

2.4. Were there failures in implementing the intervention that could have affected the outcome?

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention?

Comment.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Quote:"A dichotomous variable (yes vs no medication) was created, to compare medication usage across treatment groups. Frequency of use of psychotropic medication across groups was not significantly different".

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"Fear Surrey Schedule-III (FSS-IZZ). The FSS-III is a 76-item self report inventory of phobic anxiety".

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Emmelkamp 1982 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PN

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. The trial never mention the word "random" / "randomized". The authors simply state that patients were divided among groups.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. Only completers were analyzed.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Only 3 drop-outs among 30 randomized participants.

	Domain 4: Risk of bias in measurement of the outcome
	High risk
	4.1 Was the method of measuring the outcome inappropriate? NI

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? NI

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No outcome data in the manuscript.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Emmelkamp 1986 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomized". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6. Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. Only completers were analyzed.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. The overall attrition rate was around 15%.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. The Fear Questionnaire is a self-reported measure.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Erickson 2007 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"patients were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. no significant differences at baseline.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. in the panic disorder subsample only data for patients who completed seven or more CBT group sessions are shown.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Patients were instructed not to taken any anxiety-reducing or antidepressant drugs during the experimental trial".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

Comment. No information provided for the PD subsample.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? Y

Comment. only self-reported measures.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Feldman 2016 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Participants were assigned by a biostatistician (SL) to CBPT or MRT through stratified randomization using a computer generated sequence on the basis of age, gender, language, PD severity, and asthma severity."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"No significant differences were found between CBPT and MRT participants on any baseline characteristics."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Statistical analyses were performed on an intent-to-treat basis using generalized linear mixed model analyses and included all participants who were randomized and started the intervention."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PN

Comment. At baseline no imbalances were noted with regard to psychotropic drug intake across comparison groups. No data are shown on the same matter at study endpoint.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. Attrition was high (40%) in both groups.

3.2 Is there evidence that the result was not biased by missing outcome data? PY

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"interviews were conducted by advanced clinical psychology doctoral students who were blinded to treatment condition".

	Domain 5: Risk of bias in selection of the reported result
	Low risk
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? Y

Comment. The protocol is available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Feske 1997 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"participants were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote: "The two groups did not differ on any of the potential control variables (i.e., age, gender, ethnicity, marital status, education, employment, duration of the panic disorder, current use of psychotropic medication, number of participants with comorbid DSM-III-R disorders).

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. There are no information on the type of analysis that was carried out, but it is likely that it has been conducted on a "per-protocol basis".

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. Quote:"Of 43 participants who entered the study, 5 (11.6%) dropped out (1 from each treatment group and 3 prior to random assignment)."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"The two groups did not differ on current use of psychotropic medication".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Attrition rate of 11% with no substantial imbalances among comparison groups.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. The ACQ is a self-reported measure.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Fogliati 2016 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"participants were randomized". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no differences between the TD-CBT and DS-CBT or the CG-CBT and SG-CBT groups on the demographic variables (ps > .01) with the exception that a slightly higher proportion of participants in SGCBT group reported a history of mental health treatment compared to participants in the CG-CBT group."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Consistent with the principles of intention-to-treat analyses, separate GEE models utilising random intercepts were employed to impute missing data."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Roughly the same percentage of participants were taking medications in each comparin group at study baseline.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. 68/73 (93%) in the TD group, 64/72 (88,8%) were analyzed in the TD group.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Only self-reported measures.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Low risk
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? Y

Comment. Quote: "the trial was registered on the Australian and New Zealand Clinical Trials Registry (ANZCTR) as ACTRN12612000431820".

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Gensichen 2020 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"cluster randomization of the GP practices was performed". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote: "The two treatment groups were similar with regard to practice and patient characteristics (Tables 1a and b)".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Intention-to-treat (ITT) analyses were performed".

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Intake of psychotropic medications was reported by 55% of patients; there was no difference in this respect at the 12-month follow-up between the two groups."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:" The 6-month follow-up was responded to by 175/230 (76%) patients of the intervention group and by 163/189 (86%) patients of the control group".

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? Y

Comment. GPs where not blind to treatment allocation. The mobility index is a self-rating instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Low risk
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? Y

Comment. Current Controlled Trials (www.isrctn.com/ISRCTN64669297).

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Ghosh 1987 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Phobic patients were randomly assigned to three self-exposure treatment groups".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"These were comparable across the 3 treatment conditions on all clinical measures and on demographic features".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. There are no information on the type of analysis that was carried out, but it is likely that it has been conducted on a "per-protocol basis".

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. Only 2 participants per group dropped out.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"no psychotropic drugs in the 2 weeks before entry into the trial".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. 6 drop-outs out of 46 randomized participants.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"The assessor was blind to the type of treatment instructions a patient was receiving in the study". Regardless, FQ is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received?

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Gloster 2011 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:"The randomization list was generated at the clinical coordination center (Dresden) by personnel not associated with patient care. The study centers were blind to the assignment of subsequent cases and were informed of treatment status only after a fax documenting the included patient was sent to the clinical coordination center. More numbers for each center were drawn than necessary so that treatment condition of final patients in each study center remained unpredictable, thereby ensuring blinding of the randomization throughout the study."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Quote:"The groups differed on some variables at BL despite randomization. Patients in the "T- condition" were more frequently diagnosed with depression, were more likely to report at least one panic attack in the previous week and had a higher global severity".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"For therapy effects, intent-to-treat analyses as well as completer analyses (based on 306 completers at post) were conducted." Table 2 shows data of primary outcomes measures using LOCF.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:" Patients had to agree to discontinue all psychopharmaco- logical medication and were not allowed to have any concomitant psychotherapy. Patients on psychopharmacological medication un- derwent a washout period prior to baseline."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Across active treatment groups, 59 (19.6%) dropped out of treatment prior to post and an additional 26 (8.6%) dropped out between post and FU-6. Differences in attrition between T- and T+ were not significant".

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"All raters were blind to treatment condition".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Gloster 2015 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"An independent statistician randomly allocated patients to immediate treatment or WL with a 3:1 ratio".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"No significant differences were observed between the ACT and the WL group at baseline on any outcome measure".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY

Comment. Quote:"Analyses were run both for treatment completers and intent to treat following multiple imputations. Only results based on completers are reported here because all outcomes were comparable (online suppl. material)."

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?

Comment. The dropout rate was low (9%).

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PY

Comment. Both per-protocol and ITT analyses were run. Table 2 shows results only from the "per protocol" approach but ITT data can be seen in an online supplementary material.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. The dropout rate was low (9%).

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Assessors were blinded to the treatment conditions."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Goldstein 2000 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Participants were initially randomly assigned to one of three groups". No further information available.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Intention-to-treat analyses were conducted at each assessment period by repeating ANOVAs and ANCOVAs with pretest scores carried forward to serve as posttest or follow-up scores for those who failed to provide posttest data".

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"In the analyses no trends for confounding variables were observed."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Quote:"Of the 46 participants who entered the study, 4 dropped out prior to the completion of treatment. One dropped out during the waiting list period before she provided posttest data or received her treatment condition assignment. Three participants dropped out or were terminated during EMDR".

	Domain 4: Risk of bias in measurement of the outcome
	High risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? Y

Comment. Quote:"Raters were not blind to group assignment."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Gould 1993 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"participants were randomly assigned". No further information

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Treatment groups did not significantly differ from each other for any of these measures at pretreament."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. There are no information on the type of analysis that was carried out, but it is likely that it has been conducted on a "per-protocol basis".

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Though it is stated that:"Subjects taking medication for anxiety or depression were allowed to participate if they had been stabilized on the medication for at least four weeks (n = 6)" there are no further insights on the balancing of the drug intake across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. No info provided but likely the analysis was on a per-protocol basis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Quote:"Only 2 subjects dropped out: 1 from the WL group and 1 from the BT group."

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided on the masking of the raters. The ASI is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Griegel 1995 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? NI

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. No info provided

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No info provided

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. There are no information on the type of analysis that was carried out, but it is likely that it has been conducted on a "per-protocol basis".

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

Comment. No information on number of study dropouts.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. No info provided but likely the analysis was on a per-protocol basis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. 7/37 (19%) participants dropped out from the study.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Hazen 1996 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"subjects were randomly assigned".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Only data on completers are reported.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

Comment. No information on the balancing of dropouts.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Low doses of benzodiazepines (equivalent of 20 mg of diazepam or less) or stable doses of antidepressants (i.e., prescribed for at least 6 months and stable dose for at least 3 months prior to entry) were allowed. No information on the balancing of antidepressant across grups. BZP were balanced across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. Only completers were analyzed.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:”Of the 117 subjects enrolled in the evaluation study, 106 completed the Anxiety Sensitivity Index at pre- and posttreatment. These subjects comprised the sample for the present
study.“ No further detail about these 11 dropouts is reported.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"Over the course of the study, the assessor remained blind to subjects’ treatment group status in order to ensure that unbiased ratings were made." The SPRAS is a self-reportd instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Hecker 1996 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Sixteen individuals with panic disorder were randomly assigned to the treatment conditions".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Only data on completers are reported.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. 3/8 drop-out in the self-directed group and 0/8 in the therapist-directed one. Drop-outs were unbalanced across the two groups.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Participants taking medications showed significant changes from pre- to posttreatment on these measures, but their scores were no different than those of participants who were not using medication at posttreatment".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. In one group 3/8 (almost 40%) of participants were lost to follow-up.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Only self-reported measures.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Hendriks 2010 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:"To this end, a sealed envelop was randomly selected from an initial total of 75 envelopes containing the treatment assignments, with 30 being labelled as "CBT", 30 as "paroxetine" and 15 as "waiting list". The randomization schedule was based on the assumption that the waiting-list condition would show no effects.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant between-group differ- ences for patient demographics or any of the baseline outcome measures, except for psychiatric co-morbidity (higher in the paroxetine condition; Table 1)".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Outcome scores were analysed using a mixed- model procedure, which allows all available data for all subjects to be entered into the analyses, preventing the loss of subjects for whom data were incomplete and thus precluding ad-hoc (e.g. "Last observation carried forward") solutions.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Quote:"With one patient (1 ⁄ 20, 5%) in the CBT and three (3 ⁄ 14, 17.6%) in the paroxetine condition dropping out, attrition rates were low."

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:" All assessments were administered by trained, independent psychologists who were blind to the study and treatments delivered." Nonetheless, the ACQ is a self-administred rating scale.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Hoffart 1995 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"The patients were randomized to the 2 treatment conditions". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"t-tests revealed only one difference between the patients in the two conditions; more of the guided mastery patients had met criteria for an alcohol disorder".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Only data on completers are reported.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Off-protocol medication where balanced.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Quote:"6 of the 52 patients, 3 in each condition, dropped out from the study".

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"A symptom rating interview was performed by a psychiatrist who worked in another institution and was blind to the treatment condition of the patients." the BSQ is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Horst 2017 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:"Randomization was carried out by an independent secretary, who had 84 sealed envelopes, of which 42 contained a note with “EMDR” written on it, and 42 included a note with “CBT” on it. In both groups, a standardized treatment protocol was used. For each eligible patient, random assignment of sealed envelopes was performed."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Quote:"No significant differences in age, gender, education, marital status, and number of axis I diagnoses at baseline were found. However, patients in the CBT group had experienced significantly shorter duration of PD and received significantly less previous treatment than those in the EMDR group. Significantly more patients in the EMDR group received antidepressant treatment than those in the CBT group."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote: "Non-inferiority testing (linear mixed model with intention-to-treat analysis) was applied".

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Patients who used benzodiazepines or other sedative agents were asked to stop medication. Patients on antidepressants were required to be on a stable medication dose but no information on the balancing of antidepressants across comparison groups was reported.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 10/38 (26%) in the CBT group and 5/39 (13%) in the EMDR group dropped out from the study. Percentages are not that low and attrition rate is unbalanced across the two comparison groups.

3.2 Is there evidence that the result was not biased by missing outcome data? PY

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided on the masking of the raters. The ACQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Hovland 2013 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:"Participants were randomly assigned to either of the two treatment conditions. Randomization was performed electronically (http://www.randomizer.org) at a location removed from the treatment centre. The person (the last author) conducting the randomization, received only reference-codes, and was hence completely blind to the participants’ identities and personal information. A matched pairwise randomization procedure was used with pairs based on sex and on the Beck Anxiety Inventory score recorded at the pre-treatment assessment".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant differences between the groups in the listed characteristics".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"All subjects were included in all analyses of outcome according to the principle of intention-to-treat (ITT). Last Observation Carried Forward (LOCF) was used for the participants who failed to complete treatment, declined to participate at either one or both follow-up assessments, or where contact could not be established".

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"Each subject’s use of psychotropic medication was monitored throughout participation, and converted to daily doses. One-way repeated measures ANOVAs including all five assessments were conducted for each intervention, indicating that levels of medication remained stable for participants in both the physical exercise group".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only one drop-out (in the CBT group) out of 36 randomized participants.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? Y

Comment. Quote"In terms of study limitations, it should be noted that the therapist ratings were not blinded." At the same time, the instrument used to rate the outcome was a self-reported questionnaire (ACQ).

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Ito 1996 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "Patients were randomised to one of two treatment conditions".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The two treatment conditions did not differ significantly on any demographic or clinical data (t tests)".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Althoug there is no information available in the manuscript, it is likely that the analysis has been carried out on a per protocol basis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

Comment. Drop-outs were unbalanced across the two treatment groups at study endpoint (Ei = 2/12; E = 5/14).

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Quote: "If on medication, patients had to agree that the dose would be unchanged throughout the study." no further information.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. Only completers were analyzed.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 8/26 (31%) participants dropped out form the study.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"measures were self-rated and rated by an independent blind assessor".

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Ito 2001 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Eighty out-patients who had panic disorder plus agoraphobia were randomised". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Demographic and clinical data did not differ significantly among the four treatment groups on w2 tests."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. An ITT analysis was carried out.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"Patients who were on anti- depressants and those who were not did not differ significantly on t-tests."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. 20/80 participants left the study before week 4 (9 in group E, 2 in group I, 7 in group E+I, 2 in the control group) and, most important, they were replaced enrollong other participants.

3.2 Is there evidence that the result was not biased by missing outcome data? PN

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Assessors remained blind during treatment".

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Kenardy 2003 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"participants were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Quote:"Patients in Scotland had a significantly greater mean duration current episode compared with the Australian patients, there was also a significant difference between sites on education level. Significantly more of the Australian patients (46.4%) were prescribed concurrent benzodiazepines compared with Scottish patients."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Althoug there is no information available in the manuscript, it is likely that the analysis has been carried out on a per protocol basis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

Comment. There are only generic information on drop-outs and it is not possible to tell if the completers were balanced across the comparison groups.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"Concurrent use of anxiolytic or antidepressant medication did not predict improvement on the composite pre- to posttreatment or maintenance post- treatment to follow-up. When the primary analysis of the composite score was repeated including only those patients who were medication free, it yielded the same pattern of results as for the whole sample".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

Comment. Information are not detailed enough.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided on the masking of the raters. The ACQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


King 2011 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:"The randomization was done by means of sealed envelopes and was performed by a researcher not directly involved in patient evaluations. The eval- uators did not have access to the envelopes during the study, and thus did not know which patients were receiving CBT and which were not".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? Y

Comment. Quote:"We certainly recognize that the differences between the intervention and control groups (age, comorbidities etc.) may have contributed towards the outcome of the study. [...] the control group had more than twice as many cases of depression as did the intervention group with CBT.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information provided on weather the analysis was IIT or per protocol

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. No use of additional psychotropics outside the medicines allowed inside the experimental design.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

Comment. Information were not detailed enough.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Kiropoulos 2008 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"participants were randomly allocated using a random numbers table to either the PO or face-to-face CBT treatment condition."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. 55,6% of the patients randomized in the PO arm were on psychotropic medications, against 40% of those in the face-to-face arm.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Data analysis involved intention-to-treat analyses. Participants who had missing post-assessment ques- tionnaire(s) (n = 22) or who discontinued treatment (n = 7) were treated as ‘‘intention to treat’’ (ITT)."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? PN

Comment. 55,6% of the patients randomized in the PO arm were on psychotropic medications, against 40% of those in the face-to-face arm.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Of the 86 who were eligible and commenced the study, seven discontinued during treatment. The overall attrition rate for the present study was therefore 8.1%. The attrition rates were 10.9% (5/46) and 5% (2/40) for the PO and face-to-face treatment conditions, respectively.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"All assessors were blind to treatment allocation of eligible participants into the study".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Klein 2001 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"participants were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Quote:"One participant failed to complete the study and subsequently her data were excluded". From this sentence it can be acknowledged that there were only one drop out but that the analysis didn't include her data.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Quote:"Nine participants (41%) reported the use of anxiety medication but subsequently all reported no alteration in their dosage levels throughout the 3 weeks". No information on the balancing of these participants across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. No info provided.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. There are no clear information on drop-out rate, but probably only one participant discontinued the trial.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information on the masking of the assessors

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PY

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Klein 2006 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"all participants were randomly assigned sequentially (i.e., ABC, ABC) using a block design". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Data analysis involved intention-to-treat analyses. That is, for those participants who discontinued their involvement during treatment (n = 9), their pre-assessment scores were carried forward and used in both the post-treatment.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Quote:"Those participants who were taking medication for anxiety or depression were accepted if they had been stabilised on their medication for at least 4 weeks but continued to experience panic symptoms and met a diagnosis of PD." No information on the balancing of these participants across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized?

Comment. Quote:"Of the 55 people who commenced this study, nine discontinued during treatment. The attrition rate for the PO condition was 5% (1/19), 17% (3/18) in the MAN condition, and 28% (5/18) in the IC condition. A Fishers exact test revealed no differences in attrition rates between the three conditions".

	Domain 4: Risk of bias in measurement of the outcome
	High risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? PN

Comment. Quote:"The assessors were blind to which treatment the participant would be assigned to until after the pre-assessment was completed". Comment: as it is laid down in the manuscript, it seems that at the moment of the endpoint assessment raters were aware of the arm allocation of study participants.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Klein 2009 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"all participants were randomly assigned (via a computer-generated random numbers table without any restriction procedure) to either the FC or IC condition."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. No differences at baseline (Table 1).

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Data analysis involved intention-to-treat analyses (ITT). That is, for those participants who discontinued their involvement during treatment (n514) or had missing post-assessment questionnaire data (n515), their pre-assessment scores were carried forward and used in posttreatment."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"No significant differences between the two groups were found using chi-square analyses (for nominal data) or one-way ANOVA for level of education, occurrence of comorbid secondary diagnosis, medication use, and gender."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Quote:"Of the 57 people who commenced the study, 14 discontinued after random assignment to a treatment condition, for an overall attrition rate of 24.6%. The attrition rate was 21.4% (6/28) and 27.6% (8/29) for the FC and IC conditions, respectively. A Fisher’s exact test revealed no difference in attrition rates between the two treatment conditions".

3.2 Is there evidence that the result was not biased by missing outcome data? PY

Comment. Drop-outs were balanced across the two comparison groups.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"The pre and postclinical assessments (ADIS-IV) were con- ducted over the telephone. All assessors were blind to the group membership of partici- pants, and the assessors did not treat any participant they interviewed."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Klosko 1990 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. The study is described as randomized, but no further details are provided.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Analyses across groups of all demographic characteristics were nonsignificant."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? N

Comment. Quote:"Subjects assigned to the waiting-list condition were taking significantly more medication pretreatment and were not required to withdraw from medications. Although pretreatment severity ratings between waiting-list and other groups were not significantly different, presumably these subjects would have fared worse if they had been required to withdraw from medications."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. No info provided.

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Quote:"Out of 69 initial subjects, 57 subjects completed the study, and 12 subjects dropped out. A higher rate of dropout was observed in the placebo group compared with the other three groups. One subject out of 17 (5.9%) dropped from the alprazolam group, 7 out of 18 (38.9%) from the placebo group, 3 out of 18 (16.7%) from the PCT group, and 1 out of 16 (6.3%) from the waiting-list group."

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. Dropouts are unbalanced across comparison groups.

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Raters are described as independent as they only saw the subjects once at post-test.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Korrelboom 2014 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"patients were randomized over two treatment procedures".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Patients who changed their medication during treatment were considered to be dropouts, patients who started (a new) medication less than 2 months before inclusion had to wait for participation until they had fulfilled this 2-month criterion."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. During treatment, a total of 24 patients (17 %) dropped out (13 in AR and 11 in COMET).

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. only self-reported measures.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Koszycki 2011 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:" Patients were randomly allocated to one of four groups by a computer- generated randomization code. [...] Investigators at each site were provided with a sealed envelope that contained the identification of the study drug being administered to the patient."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Differences among the treatment groups were not statistically significant".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Quote:"Seventy-one patients (28.7%) discontinued acute treatment prematurely."

3.2 Is there evidence that the result was not biased by missing outcome data? PY

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? PN

Comment. Quote:". Outcome assessments were made by investigators who were blind to allocation of the drug and who were not told whether the patient was assigned to SCBT. Patients were instructed not to divulge their SCBT assignment to the investigators." The ACQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Lidren 1994 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomized". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information provided weather the analysis was IIT or per protocol.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PN

Comment. 33% of the patients randomized in the intervention arms were on psychotropic medications, against 50% of those in the WL arm.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. No info provided.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Quote:"Attrition rates were zero for all three conditions.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. no information provided. The MI is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Loerch 1999 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant baseline differences either with respect to all outcome variables listed above".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"planned initially to be carried out with the intention-to-treat (ITT) population, using end-points with last observation-carried-forward (LOCF)."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Quote: "With 44% (7/16) the dropout rate in the moclobemide plus clinical management group was more than twice as high as in the moclobemide plus CBT group (21%, 3/14). The attrition rate was 7% in the placebo plus CBT group (1/14) and 18% in the placebo plus clinical management group (2/11)".

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. Quote: "The differences were considerable (exact test, P<0.13)".

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"The ratings administered by the two independent psychiatrist". Nonetheless, the MI is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Malbos 2011 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. No information provided weather the analysis was IIT or per protocol.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. No info provided.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

Comment. No information on missing data.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided. The ASQ is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Marchand 2007 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PN

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. The trial never mention the word "random" / "randomized". The authors simply state that patients were divided among groups.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?

Comment. Quote:"We carried out analyses that included the 9 subjects who dropped out during the treatment, by using their scores to the pre-treatment measures as their scores at post-treatment,The results of the analyses were similar to the results obtained from the analyses carried out including only the participants who completed the treatment.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Patients under medication were included in the study only if they took a light dosage and if withdrawal seemed possible. Withdrawal was done over a few weeks, depending on dosage, under psychiatric supervision". Efforts were done to reduce the possible interference of drug effect on outcome.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"9 (10.46%) individuals dropped out of the study during the treatment [...]." These drop-outs came from the three treatment groups (BCBT-A: 4 individuals; BCBT-P: 2 individuals; SCB: 3 individuals), but the difference did not reach statistical significance."

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"Assessments with this instrument used to establish diagnosis were completed by two independent assessors: a psychiatrist who was unaware of treatment allocation of each individual participant, and another assessor, blind to the diagnosis by the psychiatrist, who also served as therapist."

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Marchand 2008 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"randomization technique used a computer random number generator to select four large random blocks every 6 months".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote: ". No significant differences at an alpha level of .05 between groups were observed in terms of gender, age, marital status, education level, number of years with PDA, depression, anxiety, and the GSSS."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. of the 154 patients that were initially randomized only 122 (completers) were analyzed.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"participants had to agree to withdraw from their medication (only the study medication/placebo was permitted as well as small doses of oxazepam [15 mg] limited to 20 pills/ month). The withdrawal period was 4 weeks, and participants were stabilized for 6 weeks before beginning the psychotherapy."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. 17 out of 154 participants were lost to follow up at study end-point, but there are no information on the balance of drop-outs between the comparison groups.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? PY

Comment. Quote: "all study personnel were unaware of the medication assignments and research hypotheses for the duration of the study."

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Marchione 1986 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Subjects were randomly assigned", no further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Subjects discontinued psychotropic medications at least 2 weeks prior to treatment."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 5 out of 19 participants (26%) dropped from the study.

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. Drop-outs were unbalanced across the two comparison groups. Quote:"Attrition rates of C + GE = 0 (O%), R + GE = 1 (20%), and GE = 4 (50%)."

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"cognitive and physiological response systems were adminstered at pre-, mid-, and at post-treatment by independent research associates." At the same time, the FQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Marks 1993 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"patients were randomized to one of four treatment conditions". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:" Testing with ANOVAs across both sites, the week 0 scores across the four treatment conditions (AE, PE, AR, PR) did not differ significantlyon 15of 18 measures,including panic; the PR group scored less than the other groups on SCL-90, and Hamilton anxiety and depression scales."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. "Quote: Any psychotropic medication was withdrawn, and this was followed by screening and drug-free washout".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote: "There were 20 nonevaluable drop-outs from weeks 0 to 6 - a total drop-out rate of 13. Across both sites the drop-out rate did not differ significantly among the four conditions (15% AE, 5% AR, 18% PE, 13% PR)."

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:" In order to remain blind, the assessor was not told, and asked patients not to reveal, the treatment condition." the PHQ is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Martini 2011 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"The patients were allocated randomly to pharmacotherapy plus BDT or pharmacotherapy plus BSP by the study recruiter. The psychiatrist who conducted the randomization was not involved in the assessment/ treatment of the patients".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"No statistically significant differences were found between the two treatment groups neither in demographic data nor in baseline rates".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"The data analysis method used for outcome measures was performed on the “intent to treat” (ITT) efficacy’ patient sample, which consisted of those patients randomized to the trial who took at least 1 capsule of study medication and had at least 1 valid postbaseline efficacy evaluation either on the study medication or within 3 days of drug discontinuation. Analyses were performed using both observed-cases and “last-observation-carried-forward” data."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PY 

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. The drop-out rate was 5.3%, (n=1) in the medication plus BSP group, and 11.7% (n=2) in the medication plus BDT group (difference not statistically significant).

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Two raters assessed all patients; they were two psychiatrists who did not participate in the study as therapists and were kept blind with respect to the treatment assignment. The patients were advised not to talk to the evaluators about the type of psychotherapy they were on."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


McNamee 1989 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Housebound agoraphobics were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The 2 groups did not differ significantly on ratings, problem duration, or age".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? N

Comment. Only completers were analyzed

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. The overall drop-out rate was 39%.

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. Dropouts were unbalanced across the two comparison groups: 7/13 from the exposure group, 2/10 from the relaxation group.

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote: "Evaluation at baseline was by a blind evaluator, and further telephoned blind evaluations were done at weeks 2,4,6,8,10,12 and 32."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Meulenbeek 2010 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"A blocked randomisation scheme was used, stratified by mental health centre, subthreshold panic disorder v. mild panic disorder, and by presence v. absence of co-occurring agoraphobia."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The early intervention and the control group did not differ significantly with regard to socio-demographic and clinical characteristics".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"All analyses were conducted in agreement with the intentionto-treat principle, hence all participants were analysed in the group to which they were randomised, and missing end-points at follow-up were imputed using a regression model with the best available predictors of outcome and the best predictors for drop out."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"In the early intervention group, 36 (33%) participants used medication at baseline, 3 (3%) started medication during the course and 9 (8%) stopped using medication. In the control group, 48 (44%) participants used medication at baseline, 7 (6%) started and 8 (7%) stopped medication in the period between baseline and T1. Therefore, it is unlikely that the present findings can be explained by changes in medication use."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Arrived at study endpoint: 96/109 (88%) intervention group; 98/108 (91%) control group.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"The interviewers were masked to the randomisation status of the participants." The PDSS-SR is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Low risk
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PY

Comment. The trial has been registered in advance (ISRCTN33407455).

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Meuret 2008 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. The study is described as randomized, but no further details are provided.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Treatment outcome was not affected by medication status (on stable psychotropic medication or not)."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. No patient dropped out from the study.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"The diagnostic interview was followed by the clinician administered Panic Disorder Severity Scale, which was repeated at posttreatment and follow-up by two independent raters for each patient".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Meuret 2010 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. The study is described as randomized, but no further details are provided.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Multivariate analyses of variance, logistic regressions, t tests, and chi-squares confirmed that there were no treatment condition or site differences for the demographic or clinical variables (see Table 1)."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Off-protocol medication where balanced.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. In the CT + exposure arm, a total of 12 patients (out of 23 randomised) completed all sessions; in the CART + exposure arm, atotal of 16 patients (out of 24 randomised) completed all sessions.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Two raters independently conducted the interviews, with the second rater being uninformed as to the patient's group assignment."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Meyerbroeker 2013 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Results showed no significant differences between treatment conditions at baseline".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY

Comment. Quote:"Intent-to-treat analyses were done with multiple imputation on the full sample (n = 46) who started at least 1 treatment session". 9/55 patients that declined to start the treatment after being randomized were not considered in the ITT sample.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PY

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. 24 out of 55 participants dropped-out from the study.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? PN

Comment. Assessors were described as "independent".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Michelson 1985 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Subjects were randomly assigned".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"there were no significant between-groups differences on any of the pretreatment demographic, clinical, or historical measures."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Subjects were discontinued from all psychotropic medication two weeks prior to treatment, and compliance checks revealed that they remained abstinent during the protocol."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 8/39 (20,5%) participants abandoned the study before endpoint. Attrition rates: PI = I (9%), GE = 5 (32%), and RT = 2 (17%).

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. no information on the masking of the assessors.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Michelson 1996 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Subjects were randomly assigned".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"No significant trial differences due to the treatments were found on any of the pretreatment assessment domains".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Subjects’ psychotropic medications were discontinued a minimum of 2 weeks prior to treatment, and routine compliance checks revealed absti- nence during the protocol."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. 18/92 (19,5%) participants abandoned the study before endpoint. Attrition rates: CT + GE = 5 (17%), RT + GE = 10 (29%), and GE = 3 (11%). value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Final determination of all clinical ratings were conducted with the coinvestigators who were blind to treatment status".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Milrod 2007 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Subjects were randomly assigned using a computer generated treatment assignment list that was stratified by presence or absence of 1) comorbid current DSM-IV major depression and 2) stable doses of antipanic medication."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The applied relaxation training group contained a significantly larger proportion of men than the panic-focused psychodynamic psychotherapy group (p=0.03). There were no other significant demographic or clinical differences between the two treatment groups."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"The intention-to-treat principle was employed by carrying the last observation forward, which by design was the baseline assessment for subjects who did not complete the study if they refused assessment at the time of dropout."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"It is worth emphasizing that there was no impact on outcome of standard antipanic medication that was sta- ble at baseline and continued throughout the trial."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. 2 out of 26 (7%) PFPP subjects and 8 out of 23 (34%)ART subjects dropped out.

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. Dropouts were unbalanced across the two comparison groups (p=0.03).

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Independent evaluators, blinded to subject condition and therapist orientation, assessed subjects..".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Milrod 2016 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"we randomized 201 patients", no further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Quote:"Fewer patients at Cornell (12%) than at Penn (48%) were on psychotropic medication. Medication rates differed significantly by site (any vs no medication)."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Treatment differences in response rates were examined using χ2 tests in the full ITT sample, based on observed data and, for missing data, carrying the last available PDSS observation forward (LOCF)".

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? PN

Comment. Quote:"We additionally created a composite potential site-by-treatment moderator variable per Kraemer,29 including number of medications, gender, age, psychotropic medication, and anxiolytics. Controlling for this composite variable reduced the variance of the site-by-treatment interaction by 1.1%, but the interaction remained statistically significant."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PY

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Attrition rates were 41% in ART, 25% in CBT and 22% in PFPP.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Masters- or doctoral-level independent evaluators blinded to treatment and therapist conducted a standardized assessment battery".

	Domain 5: Risk of bias in selection of the reported result
	Low risk
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PY

Comment. The study is registered with ClinicalTrials.gov (identifier: NCT00353470).

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Newman 1997 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "participants were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"We found no difference between the two groups in duration of panic, number of persons who met criteria for agoraphobia, had received previous therapy or who were on anxiety medications."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. There were only one drop out per condition.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? N

Comment. Only completers were analyzed.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Of the 20 clients who entered treatment, 18 completed it with 9 clients and 1 dropout per condition.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. The Fear Questionnaire is a self-reported measure.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Ninomiya 2019 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Participants were randomly allocated (in a 1:1 ratio) to the MBCT group or the wait-list control group (control group), using computer-generated random numbers stratified by the score of baseline STAI State Anxiety subscale and type of anxiety disorder. Allocation was managed independently by the Keio Center of Clinical Research Project Management Office.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant differences between the two groups in any variable, including age, sex, and diagnosis."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote: "The primary and secondary outcomes were analyzed on the basis of intent-to-treat, using a mixed-effects model repeated-measures approach.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. No imbalances.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only one drop-out in the treatment condition.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. The MIA is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Nordin 2010 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Participants were either randomized into the treatment or control group. Randomization was arranged by an independent person without contact with the participants. This person used the www. random.org website to generate a list that was then sent to the researchers."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant differences between the two groups before the start of the treatment".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Intention-totreat analysis was used, with the last observation carried forward procedure assuming no change in scores."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:" Medication status did not moderate the outcome on the PDSS, as there were no significant interaction between medication status and outcome for the treatment group (p = .15), but statistical power for this analysis was limited."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only one drop out out of 39 participants.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Oh 2020 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Assignment. Forty-five patients were randomly assigned to either the chatbot group or control group (23 and 22, respectively)."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"No significant differences in baseline demographic and clinical characteristics including medication were found between the two groups."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. There were only two drop-outs per condition.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PN

Comment. Quote:"Although medication doses were unchanged during the study period, the effects of medications cannot be ruled out because emergency medications for panic attacks including benzodiazepine were not prohibited and the two groups did not take the same types or doses of medication."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? N

Comment. Only completers were analyzed.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Only two drop outs out of 45 participants.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"post-treatment and follow-up assessment by the author who was kept blind to the treatment the patients had received."

	Domain 5: Risk of bias in selection of the reported result
	Low risk
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? Y

Comment. Quote:"The study design and protocol were approved by the Institutional Review Board of Yonsei University Gangnam Severance hospital."

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Oromendia 2016 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"77 participants were randomly assigned to one of the three experimental conditions: NPS, SPS, or WL. An independent researcher made the allocation schedule, using a computerized random number generator. The allocation list was generated via a simple randomization process and divided into three groups".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Pre-treatment analyses revealed no group differences in demographic variables or pre-treatment measures".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Nine individuals (six from NPS and three from SPS) could not be evaluated, so the missing data were imputed using the last observation carried forward (LOCF) method."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PY

Comment. Quote:"The mean of completed modules by individuals of the NPS group was 3.54 (SD = 1.35), whereas the individuals of the SPS group completed a mean of 5.46 modules (SD = 1.64). This difference in the number of completed modules was statistically significant".

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PY

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Out of the 52 participants of the treatment groups, 10 (20.8%) dropped out of treatment, 2 individuals from the SPS group (8.3%), and 8 from the NPS group (33.3%).

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. The difference in the number of dropouts of both groups was statistically significant.

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided. The PDSS-SR is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Ost 1988 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"The patients were randomly assigned to two treatments". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Quote:"The PR-group had a higher BDI-score than the AR-group, and the latter had higher panic attack intensity ratings. Besides these differences the groups were approximately equal on the dependent variables at the start of treatment."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. Only one drop out per condition.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? py

Comment. Quote:"The change in use of medication was approximately equal in the groups."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Only 2 drop out out of 18 participants.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"The evaluator was masked as to which group a patient was assigned while measuring symptoms to avoid contamination."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Ost 1993 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"The patients were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"ANOVAs on the self-report and behavioral measures at the pre-treatment yielded no significant differences between the groups on any measure."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. There was only one drop out.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Quote:"Fourteen (61 %) of the 23 patients that were on psychotropic drugs at the start of treatment had discontinued their drugs altogether. Of the 9 who were on drugs at the end of treatment 4 had the same dose, I had a lower dose, while 4 had changed from a regular intake to an as needed basis only." The balancing of medication across groups is unclear though.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? N

Comment. Only completers were analyzed.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only 1 drop out out of 45 participants.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"independent assessor ratings".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Ost 1995 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"patients were randomly assigned to two treatments". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Quote:"There were only two significant differences between the groups at pre-treatment; the AR-group had higher means on the Hamilton Anxiety Scale and the Body Sensations Questionnaire".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?

Comment. There were only two drop outs.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Seven (AR 3, CBT 4) reduced the dosage, and 14 (AR 6, CBT 8) stopped taking their medicines altogether. No patient increased their dosage or changed type of drug, and none of the 10 patients who were drug-free initially had started medication."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only 2 drop outs out of 36 participants

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. only self-reported measures were analyzed.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Ost 2004 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"The patients were randomly assigned to three conditions". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"intent-to-treat analysis was used and all patients who entered treatment were included. For the dropouts, their last values, i.e. the pre-treatment scores were used at post-treatment yielding a conservative evaluation."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PY

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"Seven patients dropped out of treatment before completion; 3 (13%) in the E-group, 2 (8%) in the CBT-group, and 2 (9%) in the WLC-group, a non-significant difference."

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"An independent research assistant not involved with the treatment performed all the diagnostic interviews and ratings."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Payne 2016 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Randomization was stratified and blocked, with strata designed as a site by presence of DSM-IV major depressive disorder (4 × 2 levels) matrix."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Quote:"all six participants with comorbid major depression were randomized to the SSRI condition."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. the main analysis (table 4) was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"There were no significant differences in the proportion of participants who sought additional treatment in the continued CBT group compared to the SSRI group".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. CBT group: 5/20 (25%) drop outs; SSRI group 10/34 (41%) dropouts.

3.2 Is there evidence that the result was not biased by missing outcome data? PY

Comment. Quote: "In the full intent-to-treat sample all participants with missing data at Time 3 were conservatively classified as non-responders".

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Evaluators were described as "independent".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Pelissolo 2012 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"subjects were randomized". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Demographic and baseline clinical characteristics of the three groups found no significant between-group differences (see Table 1)".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Eligible patients were not allowed to take any psychotropic medication, with the exception of low doses hypnotics, and could not receive psychotherapy during the study".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. Drop out rate: 10/29 VRET group; 7/31 CBT group; 12/32 WL group.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Petterson 1996 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"The patients were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Descriptive data analysis of the subjects’ demographic information was conducted on the variables of age, gender, race, marital status, education, and annual income; no significant differences between Treatment and Control groups were found".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

Comment. no information on drop-out rates.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided. The ASI is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition..

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Pitti 2015 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? PY

Comment. Quote:"Patients were assigned to any of the three treatment groups (PX-CBT, PXCBT-VRET, and PX) according to a random computergenerated sequence. Consecutive numbers were assigned to patients when they accepted to participate."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote: "no significant differences were found according to sex or diagnosis", no further information.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PN

Comment. Quote:"Of the 20 patients assessed in the PX- CBT group, 10 (50%) had begun to decrease the dose of paroxetine or discontinue its use. In the PX-CBT-VRET group, 19 patients were assessed. In this group, the proportion of patients quitting paroxetine was higher: 15 patients (78.9%) had begun to discontinue the medication."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 7/27 (26%) patients in the PX+CBT group and 8/27 (29%) in the PX+CBT+VRET group dropped out.

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. Drop outs are unbalanced (no one dropped out from the PX group).

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. no information provided. The ACQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Rees 2012 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"people were randomly assigned to one of two conditions".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Analyses of variance found no differences between the two groups on any variable prior to intervention."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Off-protocol medication where balanced.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

Comment. no information on drop-out rates.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Reilly 2005 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"The patients were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"One-way ANOVA's indicated no significant between group differences at pre-treatment on any measures of panic, agoraphobia, agoraphobic anxiety, or cognitive factors". But no information were provided on other important baseline variables.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? N

Comment. Only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. Only one drop out per condition.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? N

Comment. Only completers were analyzed.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only 2 drop outs out of 29 participants.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Reinecke 2013 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"They were randomly assigned to one of two experimental conditions". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The two groups were not different with respect to gender, age, years of education, and verbal intelligence; and they experienced similar degrees of panic severity and panic attack frequency at baseline. Furthermore, they were well-matched in terms of primary diagnosis".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information provided.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. No participant withdrew from the study.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Off-protocol medication where balanced.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. All patients were assessed at study end-point.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided. The ACQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Richards 2006 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"The patients were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Quote: "A significant pre-assessment difference was found on DASS depression".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"Data analysis involved intention-to-treat analyses. That is, for those participants who discontinued their involvement during treatment (n=5), their preassessment scores were carried forward and used in both the posttreatment and follow-up assessments.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"No significant differences between the three groups were found using chi-square analyses (for nominal data) or one-way ANOVA for medication use".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"Of the 32 people who commenced the study, five discontinued during treatment. The overall attrition rate for the present study was therefore 15.6%. The attrition rate for PO1 was 16.7% (2/12), 9% (1/11) in PO2 and 22% (2/9) in IC."

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? PY

Comment. Quote:"The two assessors were the second author of the present study and a probationary registered psychologist/ PhD candidate. The second author was not blind to treatment allocation, although the other assessor was."

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Roberge 2008 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Participants were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"demonstrated in Table 1, there was no evidence of significant differences on baseline clinical characteristics for the three treatment conditions".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"We conducted an intent-to-treat analysis with all randomized participants"

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. no information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. 16/100 (16%) participants discontinued treatment for various reasons. They were found in brief (n = 8), group (n = 5), and standard (n = 3) treatment conditions, but the difference did not reach statistical significance.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided. The ACQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Roy-Byrne 2005 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"study coordinator whorandomized subjects using alternating assignment, stratified within site by comorbid major depression and referral status (referred vs screened)".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Intervention and usual care groups were comparable at baseline on all measures."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"We conducted intent-to-treat analyses, where all randomized patients were included in the analysis whether they continued in the study."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Off-protocol medication where balanced.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. 24/113 (21%) dropouts in the usual care group and 29/119 (24%) in the intervention group.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"Assessments were derived from telephone interviewer administered questionnaires, queried by interviewers blind to subject intervention status, at baseline and every 3 months during the course of the study." The ASI is a self-reported questionnaire.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Roy-Byrne 2010 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Low risk
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:"Patients were randomized to intervention or UC, using an automated computer program at RAND Corporation (Santa Monica, California), where all posteligibility assessments were conducted by telephone. Randomization was stratified by clinic and presence of comorbid major depression using a permuted block design. Block size was masked to all clinical site study members."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The intervention and UC groups were comparable on all baseline characteristics".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Intention-to-treat analysis was used. It includes all the patients with a baseline assessment.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Off-protocol medication where balanced (table 2).

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

Comment. Data were not available with regard to the PD patients subsample.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Assessments were described as "blinded".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Low risk
	


Ruwaard 2010 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "The participants were randomly assigned to two groups".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. No major differences between the two comparison groups have been identified inspecting table 1.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"The RCT analysis was conducted on an intention-to-treat basis and included all participants. Participants failing to complete posttest measurements were assumed to have gained nothing. Their pretest scores served as their posttest scores."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"With respect to the primary outcome measures, those who received additional treatment did not score differently from those without additional treatment."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. 1/30 dropped out form the WL group and 3/24 dropped out from the intervention group.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Only self-reported measures were analyzed.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Salkovskis 1999 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Subjects were then randomly allocated to one of two conditions". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Results indicate that the experimental groups did not di€er in anxiety and belief ratings prior to the experimental manipulation."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. There are no information on the type of analysis that was carried out, but it is likely that it has been conducted on a "per-protocol basis".

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. Although no information was provided in the manuscript, it is likely that the analysis was "per-protocol".

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Only one dropout per condition.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Only self-reported measures were analyzed.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Salkovskis 2007 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"16 patients were randomly allocated". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant pre-study differences between the groups on univariate analyses of variance".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Schmidt 1997a 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Patients were randomized to treatment condition following base-line assessment". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Subjects in the two groups did not differ significantly on any of the demographic or clinical variables at baseline".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. It is difficult to understand how the study authors dealt with data analysis, but it is likely that they didn't take into consideration data from dropouts.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Medicated patients receiving treatment did not sig- nificantly differ from unmedicated patientson any ofthe clinical measures at base line, posttreatment, or follow-up (p > 0.05)."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Dropouts were similar across conditions, with 20% of patients in the immediate treatment condition(n = 5) and 25% of patients in the delayed treatment condition (n = 3) discontinuing their participation.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Only self-reported measures were analyzed.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Schmidt 1997b 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"participants were arandomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Groups did not differ on demographic characteristics.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Of those patients assigned to the treatment conditions (54), 34 were assessed at posttreatment.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Medication status was not associated with subjective response, physiological response, or panic during either serial CO2 challenge (ps > .05)."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Quote:"there were two dropouts in each condition. Four individuals from the delayed treatment condition discontinued their participation prior to posttesting".

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"Overall clinical impression of severity of illness were made based on a semistructured clinical interview using raters unaware of experimental condition". Nonetheless, the ASI is a self-reported measure.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	.


Sharp 1997 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote: "Patients were randomly allocated to one of five treatment groups". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. Scant information are given on baseline demographic and clinical features.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Authors considered as completers participants that completed at least 42 days of treatment and who provided adequate end-point data. Doing this, authors opted neither for a ITT approach nor for a classical per-protocol analysis. Anyway, the analyzed sample was composed of 149 completers and "defined completers" out of the 193 patients initially randomized.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"no psychotropic medication in the 28 days prior to entry and throughout the study treatment period".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 44 participants out of 193 dropped from the study. No information on balance or unbalance of drop out rates among comparison groups.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided. The GHQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Sharp 2000 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Randomisation was conducted according to a computer-generated randomisation schedule, with individual allocations unavailable until after initial assessment."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no statistically significant differences between treatment groups on any clinical or demographic measures at entry".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Authors considered as completers participants that completed at least 42 days of treatment and who provided adequate end-point data. Doing this, authors opted neither for a ITT approach nor for a classical per-protocol analysis. Anyway, the analyzed sample was composed of 91 completers and "defined completers" out of the 104 patients initially randomized.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:" In the current study, there were no statistically significant differ- ences between groups in the proportions of patients taking psychotropic medications during the study; the relatively small sample size employed, however, did not permit the investigation of possible medication by treatment group interactions".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. 13 participants out of 104 dropped from the study. No information on balance or unbalance of drop out rates among comparison groups.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Treatment end-point assessments were conducted by an independent clinical psychologist and patients were instructed not to discuss their treatment with the blind endpoint assessor."

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Sharp 2004 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?NI

Comment. Quote:"patients were randomly allocated".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Mean age, mean duration current episode, concurrent psychotropic medication (number of patients) were unbalanced at baseline.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Some concerns
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. Authors considered as completers participants that completed at least 42 days of treatment and who provided adequate end-point data. Doing this, authors opted neither for a ITT approach nor for a classical per-protocol analysis. Anyway, the analyzed sample was composed of 70 completers and "defined completers" out of the 97 patients initially randomized.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"There were no significant differences between treatment groups in the proportion of patients taking either psychotropic or non-psychotropic medication."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 27 participants out of 70 dropped from the study. No information on balance or unbalance of drop out rates among comparison groups.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Quote:"Treatment end-point assessments were conducted by an independent clinical psychologist ". Nonetheless, the FQ is a self-reported measure.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Shear 1994 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"patients were randomly assigned".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote: "One-way ANOVA comparing treatment groups at baseline showed no significant pretreatment group differences in panic disorder severity, panic frequency, or any other clinical measures".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY

Comment. it is likely that only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"All subjects were required to discontinue psycho- tropic medication for at least 2 weeks before study entry and to refrain from using medication or any other psychotherapeutic treatment during the study."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. 65 patients were initially randomized but only 41 of them completed posttreatment assessments (drop out rate: 37%).

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"All posttreatment and follow-up interviews were conducted by an independent evaluator who was "blind" to the treatment condition, study aims, and methods".

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Shear 2001 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment.Quote:"Subjects were randomly assigned to receive emotion-focused psychotherapy in a 1:6 ratio".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant differences on demographic or clinical measures among the different treatment groups at baseline, nor was there a significant difference in treatment expectations across the four treatment groups".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"subjects were required to discontinue any psychotropic medication and ongoing psychotherapy".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. 40 out of 113 (35%) participants dropped out from the study. The attrition rate was: 7/30 patients receiving emotion-focused psychotherapy (23%), 14/36 patients receiving cognitive behavior therapy (39%), 19/23 patients given placebo (39%), and 10/24 patients receiving imipramine (42%).

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. Drop outs were not perfectly balanced across treatment groups: E-F psychotherapy: 7/30 (23%); Imipramine: 10/24 (41%); CBT: 14/36 (39%); Placebo: 9/23 (39%).

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"Study assessments were performed by independent evaluators".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Silfvernagel 2012 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"The blocked randomization process was conducted through an online true random number-generation service (random.org) independent of the investigators and therapists".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. The only reported information is about the mean number of completed modules in the young adult group and the corresponding number in the adult group.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Off-protocol medication where balanced (table 2).

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 10/29 participants discontinued the trial in the intervention group, 2/28 in the WL group.

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. There was an imbalance between the two comparison groups with regard to drop-out rates.

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"At posttreatment participants were instructed via email to complete the follow-up questionnaires and to participate in a semistructured telephone interview carried out by a blinded assessor".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Swinson 1992 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:" patients agreed to random assignment".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant differences between the two groups at baseline on any measure".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information reported

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Measures were self-reported.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Swinson 1995 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"patients were randomly assigned".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"There were no significant differences between the two groups at baseline".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PN

Comment. It is likely that only completers were analyzed (per-protocol approach).

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PY

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	High risk
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PN

Comment. Although no information was provided in the manuscript, it is likely that the analysis was "per-protocol"

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

Comment. Only 4 drop-outs out of 46 participants at end-point.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. There is no clear information, but it is likely that only self-reported measures were analyzed.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Telch 1993 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"patients were randomly allocated".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Subjects in the two groups did not differ si~ificantly on any of the demographic variables at intake with the exception that a greater percentage of delayed treatment controls had received psychosocial treatment for panic".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information reported.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. There were no drop-outs, it is not important to know how data were handled.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Medicated Ss receiving group panic inoculation treatment did not differ significantly from unmedicated Ss on any of the clinical measures at baseline, posttreatment or 6 month follow-up."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? NI

Comment. Apparently , none dropped-out from the study.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Measures were self-reported.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Teusch 1997 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"patients were randomly assigned to one of two treatment conditions". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information reported.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Quote:"Apart from an initial washout period, regular adminis​ tration of psychotropic medication, e.g. antidepressivc medication with TCAs, was restricted to a few cases (CCT: n = 3: CCT + EXP: n = 6)".

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 6/20 in the CCT group and 7/20 of the CCT+EXP group dropped out during the acute phase.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? Y

Comment. Quote:"Diagnostic examinations were carried out by the same 2 clinical psychologists throughout the study. The investigators could obviously not be kept blind to treatment assignment, as the patients were treated in different wards of the hospital and reported different experiences of treatment".

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Quote:"To avoid being caught up in struggles for scientific loyalty, the investigators chosen were trained both in client=centered and behavior therapy, and had no therapeutic function in the present study.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Titov 2010 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"applicants met all inclusion criteria and were randomized by NT via a true randomization process (www.random.org)".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"No between-group differences on demographic characteristics or pretreatment measures were observed using one-way".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"An intention-to-treat model using the baseline-observation-carried-forward principle was employed for data analyses."

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?

Comment.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Off-protocol medication where balanced (table 1).

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. No participant dropped out from the panic attack subgroup.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Measures were self-reported.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the TAU condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Tyrer 1988 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:"were allocated to one of five treatments, each given for 6 weeks and then withdrawn over the next 4 weeks. The randomised treatments were indicated by opening a sealed envelope once patients satisfied the inclusion criteria for the study."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information provided on the PD subsample

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information reported.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? NI

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Only 1 dropout in the PD subsamples (from the CBT group).

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Quote:"the assessors were masked with respect to both treatment and diagnosis".

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


van Apeldoorn 2008 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

Comment. Quote:"Randomization was stratified by site. For each site, an envelope containing a number of raffle tickets was present. [...] When a patient met study criteria, local coordinators of the participating centers contacted the third or first author who performed the drawing at the University Medical Center in Groningen over phone or e-mail. Beforehand, no information about the patient was interchanged."

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"the level of completed education was lower for patients treated at non-research sites when compared with patients treated at research sites (P = 0.03). No other significant site differences were detected at baseline.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out both on a per protocol and intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. Off-protocol medication where balanced (table 1).

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	High risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. Quote:"A total of 45 patients (30%) of 150 patients who had started treatment) dropped out of treatment."

3.2 Is there evidence that the result was not biased by missing outcome data? PN

Comment. More patients dropped out of CBT (39.6%: n = 21) when compared with CBT + SSRI (26.5%: n = 13) and SSRI (22.9%: n = 11).

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Measures were self-reported

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PN

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Nonetheless, people from both groups knew they were both receiving an active intervention, thus participants probably had high and equivalent expectancies in both treatment groups.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


van Ballegooijen 2013 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Randomization lists were generated automatically using a computer program".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"The control group had slightly higher baseline scores than theintervention group, but there were no to little further differences between the intervention group and control group.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The data were analyzed in agreement with the intention-to-treat (ITT) principle.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. Quote:"all participants in our trial were free to use medication and find other treatment." no further information.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PY

Comment. The analysis was carried out on a intention-to-treat basis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? N

Comment. 34/63 participants in the intervention group and 39/64 participants in the control group dropped out from the study before end-point.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. Measures were self-reported.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Vos 2012 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY 

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Patients were randomly assigned to CBT (n=48) or IPT (n=43). Randomization occurred at the therapists’ meetings after inclusion and baseline assessment. A non-treating therapist assigned the two conditions to heads or tails and a second non-treating therapist tossed the coin visible to all therapists present.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? N

Comment. Quote:"Differences on pretreatment variables [...] were non-significant and clinically non-relevant between the two groups (Table 1).

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. The analysis was carried out both on a per protocol and intention-to-treat basis.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? Y

Comment. Quote:"Only medication-free patients were included to obtain a clear comparison of the two psychological treatments."

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Quote:"Nine patients (21%) dropped out of IPT before the 12th session and 15 (31%) dropped out of CBT".

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? NI

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? NI

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Wiborg 1996 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	High risk
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? PY

Comment. Quote:"patients were randomized to the CG (n=20) or the CPG (n=20) using comput¬ erized random number generator and sealed envelopes".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PY

Comment. Quote:"the CG had significantly higher mean scores on HAM- (P=.01), HAM-D (P=.04) and disability in family and social life (SDS) (P= .04 and P= .02, respectively)."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information reported.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. There were no drop-outs, it is not important to know how data were handled.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? PY

Comment. No patient dropped out from the study

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. no patient dropped out from the study

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Assessors were blinded to treatment group.

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	Some concerns
	.


Williams 1996 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"Subjects were randomly assigned to one of four treatment conditions".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"one-way analyses of variance performed on all dependent and demographic measures at pretreatment revealed no significant differences among treatment groups."

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information provided.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? PN

Comment. No participant withdrew from the study

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. All patients were assessed at study end-point.

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided. The ACQ is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Wims 2010 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"were randomized via a true randomization process (www.random.org)".

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"No between group differences in pre-treatment scores were observed using one way ANOVAs".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Low risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y

Comment. Quote:"All post-treatment analyses adopt an intention-to-treat (ITT) design."

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Low risk
	2.3 Were important non-protocol interventions balanced across intervention groups? PY

Comment. off-protocol medication where balanced (table 1).

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. 10/32 and 5/27 participants withdrew from the study.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	High risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? Y

Comment. Quote:"One psychiatry registrar (EW) provided all clinical contact with participants."

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? NI

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NI

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Wollburg 2011 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"They were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN

Comment. Quote:"Groups were matched on mean age, sex, body mass index, and race".

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information provided.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI.

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups.

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

	Domain 3: Missing outcome data
	Some concerns
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? PN

Comment. Drop out rate: 6/19 Lower-CO breathing retraining group; 12/28 Raise-CO breathing retraining group; 7/27 WL group.

3.2 Is there evidence that the result was not biased by missing outcome data? NI

3.3 Could missingness in the outcome depend on its true value? NI

3.4 Is it likely that missingness in the outcome depended on its true value? NI

	Domain 4: Risk of bias in measurement of the outcome
	Some concerns
	4.1 Was the method of measuring the outcome inappropriate? PN

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? NI

Comment. No information provided. The ASI is a self-reported instrument.

4.4 Could assessment of the outcome have been influenced by knowledge of intervention received? PY

Comment. Participants were aware of their treatment allocation and judged the treatment outcome by means of a self-reported questionnaire. Participants allocated to the intervention group may have been more prone to judge favourably the treatment just knowing they had not been allocated to the WL condition.

4.5 Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PN

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Zitrin 1978 

Risk of bias table 

	Bias
	Authors' judgement
	Support for judgement

	Domain 1: Risk of bias arising from the randomization process
	Some concerns
	1.1 Was the allocation sequence random? PY

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? NI

Comment. Quote:"They were randomly assigned". No further information.

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI

Comment. No information.

	Domain 2a: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	High risk
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI

Comment. No information provided.

2.7 Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized? NI

	Domain 2b: Risk of bias due to deviations from the intended interventions (effect of adhering to intervention)
	Some concerns
	2.3 Were important non-protocol interventions balanced across intervention groups? NI

Comment. No information provided on the balancing of off-protocol medications or other off-protocol interventions across comparison groups

2.4. Were there failures in implementing the intervention that could have affected the outcome? PN

2.5. Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes? PN

2.6 Was an appropriate analysis used to estimate the effect of adhering to the intervention? NI

Comment. It is difficult to understand how the study authors dealt with data analysis.

	Domain 3: Missing outcome data
	Low risk
	3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y

Comment. Just one patient dropped out before study endpoint.

	Domain 4: Risk of bias in measurement of the outcome
	Low risk
	4.1 Was the method of measuring the outcome inappropriate? N

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N

4.3 Were outcome assessors aware of the intervention received by study participants? N

Comment. Evaluators were described as independent

	Domain 5: Risk of bias in selection of the reported result
	Some concerns
	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis? PN

Comment. No protocol available.

5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible outcome measurements within the outcome domain? N

5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple eligible analyses of the data? PN

	OVERALL RISK OF BIAS
	High risk
	


Appendix L - Characteristics of the psychological and pharmacological interventions
	Unique ID
	First author, year
	Psychological Interventions
	pharmacological interventions

	
	
	provision of therapy by specially trained and/or supervised therapists?
	Was treatment integrity verified?
	Was a treatment manual used?
	Name of the drug
	Was therapeutic dose reached?
	Was the therapeutic dose achieved within three weeks? (titration schedule)

	
	
	
	
	Name of the therapy
	Manual reference / articles / books upon which the manual is based
	
	
	

	1
	Addis, 2004
 ADDIN EN.CITE 
1

	yes
	24 master’s-level therapists provided with a 2-day PCT training
	yes
	Panic control therapy (PCT)
	yes
	Craske, M. G., Meadows, E., & Barlow, D. H. (1994). Therapist’s guide for the mastery of your anxiety and panic II & agoraphobia supplement. Albany, NY: Graywind Publications.
	

	2
	Al-Kubaisy, 19922
	yes
	These were eight experienced behavior therapists (psychiatrists and nurse therapists).
	no
	Daily live self-exposure homework + clinician accompanied live exposure
	yes
	Marks, I. M. (1978). Living with fear. New York: McGraw-Hill.
	

	
	
	
	
	
	Daily live self-exposure homework with six negotiation and monitoring sessions
	
	
	

	
	
	
	
	
	Daily self-relaxation homework with six negotiation and monitoring sessions
	yes
	The treatment is described as manualized but the manual is not available
	

	3
	Allen 20163
	yes
	A registered psychiatrist
	NA
	Panic course
	yes
	The treatment is described as manualized but the manual is not available
	

	4
	Arch 2012
 ADDIN EN.CITE 
4

	yes
	All therapists completed extensive training including an intensive 3-day workshop with the principal treatment manual author
	yes
	Acceptance and commitment therapy (ACT)
	yes
	Eifert GH, Forsyth JP: Acceptance and Commitment therapy for Anxiety Disorders: A Practitioner’s Treatment Guide to Using Mindfulness, Acceptance, and Values-Based Behavior Change Strategies. Oakland, New Harbinger Publications, 2005.

-

Hayes, S. C., Strosahl, K. D., & Wilson, K. G. (1999). Acceptance and commitment therapy: An experiential approach to behavior change. New York, NY: Guilford Press
	

	
	
	
	
	
	CBT
	yes
	The treatment is described as manualized but the manual is not available
	

	5
	Arntz, 20025
	yes
	The author or another senior therapist trained and supervised thirteen therapists
	no
	Cognitive therapy
	yes
	Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford
	

	
	
	
	
	
	Interoceptive exposure
	yes
	Margraf, J., & Schneider, S. (1989). Exposure-therapie. Marburg

-

Craske, M., Rapee, R., & Barlow, D. (1988). Panic disorder treatment project: information and cognitive plus exposure protocol. Albany


	

	6
	Arntz, 19966
	yes
	Eleven experienced behavior therapists
	no
	Cognitive therapy
	yes
	Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford
	

	
	
	
	
	
	Applied relaxation
	yes
	Ost LG. (1987). Applied relaxation: description of a coping technique and review of controlled studies. Behaviour Research and Therapy, 25, 397-409
	

	7
	Ataoglu, 20007
	Unclear
	
	no
	CBT
	yes
	The treatment is described as manualized but the manual is not available
	Alprazolam
	yes
	yes

	8
	Azhar, 20008
	Unclear
	
	no
	CBT
	yes
	Clark DM, Ehlers A, An overview of cognitive theory and treatment of panic disorder, Applied & Preventive Psychology, 1993; 2: 131-39.

-

Clark DM, A cognitive approach to panic, J. Behav. Ther. Exp. Psychiatry, 1986; 24: 461-70
	Fluvoxamine
	yes
	No information, but it is likely that a correct titration has occurred within the 3 weeks timeframe

	9
	Bakker, 1999
 ADDIN EN.CITE 
9

	yes
	Experienced therapists who had received extensive training from experts in the field
	yes
	Cognitive therapy
	yes
	Clark DM. A cognitive approach to panic. Behav Res Ther 1986;24: 461–470
	Paroxetine
	yes
	yes

	
	
	
	
	
	
	
	
	clomipramine
	yes
	yes

	10
	Barlow, 198910
	yes
	Therapists were senior graduate students and psychologists who had been trained in the use of each of the three therapeutic procedures
	yes
	Applied progressive muscle relaxation
	yes
	Beck A. T. and Emery G. (1979) Cognitive Therapy of Anxiety and Phobic Disorders. Center for Cognitive Therapy, Philadelphia

-

Bernstein, D. A., & Borkovec, T. D. (1973). Progressive relaxation training. Champaign, IL: Research Press
	

	
	
	
	
	
	Exposure + cognitive restructuring
	
	
	

	
	
	
	
	
	Exposure + cognitive restructuring + relaxation
	
	
	

	11
	Barlow, 200011
	yes
	Doctoral level clinicians who underwent extensive training
	no
	CBT
	yes
	Barlow DH, Craske MG. Mastery of Your Anxiety and Panic, II. San Antonio, Tex: Graywind Publications Inc/The Psychological Corp; 1994
	Imipramine
	yes
	yes

	12
	Beck, 199212
	yes
	A trained cognitive therapist
	no
	focused cognitive therapy
	yes
	Beck AT, Emery G. Anxiety disorders and Phobias: A cognitive perspective. New York, basic books 1985
	

	13
	Beck, 1994
 ADDIN EN.CITE 
13

	yes
	All therapists were trained in CT and RT
	no
	Cognitive therapy
	yes
	Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press
	

	
	
	
	
	
	Relaxation training
	yes
	Bernstein, D. A., & Borkovec, T. D. (1973). Progressive relaxation training. Champaign, IL: Research Press
	

	14
	Berger, 2017
 ADDIN EN.CITE 
14

	NA
	
	NA
	unguided ICBT
	yes
	Berger, T., et al. (2017). "Effects of a transdiagnostic unguided Internet

intervention ('velibra') for anxiety disorders in primary care: results of a randomized

controlled trial." Psychol Med 47(1):67-80
	

	15
	Bergstrom, 2010
 ADDIN EN.CITE 
15

	no
	The psychologists involved in the treatment were regular staff psychologists not specially trained for participation in the trial.
	no
	CBT
	yes
	Telch MJ, Lucas JA, Schmidt NB, Hanna HH, LaNae Jaimez T, Lucas RA: Group cognitive-behavioral treatment of panic disorder. Behav Res Ther 1993, 31(3):279-287
	

	
	
	
	
	
	internet CBT
	yes
	Bergstrom J, Andersson G, Ljotsson B, et al.Internet versus group administered cognitive

Behaviour therapy for panic disorder in a psychiatric setting: a randomised trial. BMC

Psychiatry 2010;10:54
	

	16
	Beutel 2013
 ADDIN EN.CITE 
16

	yes
	psychoanalysts who attended a training course in PFPP by Dr Milrod and experienced, certified CBT psychotherapists.
	yes
	Panic focused psychodynamic therapy (PFPP)
	yes
	Milrod B, Busch F. Cooper, A, et al. Manual of Panic-Focused Psychodynamic Psychotherapy. Washington, DC: APA Press; 1997
 ADDIN EN.CITE 
16,90

-

Milrod B, Leon AC, Busch F, et al. A randomized controlled clinical trial of psychoanalytic psychotherapy for panic disorder. Am J Psychiatry. 2007;164:265–272
	

	
	
	
	
	
	CBT
	yes
	Schneider S, Margraf J. Agoraphobie und Panikstörung. Band 3. Fortschritte der Psychotherapie [Agoraphobia and panic disorder. Vol 3. Progress in psychotherapy]. In: Schulte D, Grawe K, Hahlweg K, et al, editors. Göttingen (DE): Hogrefe Verlag; 1998. German
	

	17
	Black, 1993
 ADDIN EN.CITE 
17

	yes
	A trained psychotherapist
	yes
	Cognitive therapy
	yes
	Clark DM, Salkovskis PM. A Manual for the Cognitive Therapy ofPanic Disorder. New York, NY: Oxford University Press Inc; 1986
	Fluvoxamine
	yes
	yes

	18
	Bohni, 2009
 ADDIN EN.CITE 
18

	yes
	Two therapists, with at least one being an experienced cognitive behavioural psychologist or psychiatrist
	no
	Massed CBT (M-CBT)
	yes
	Craske MG, Barlow DH. Panic disorder and agoraphobia. In: Barlow DH, ed. Clinical handbook of psychological disorders: a step-by-step treatment manual, 3rd edn. New York: Guilford Press, 2001:1–59

-

Clark DM. Panic disorder and social phobia. New York: Oxford University Press, 1997
	

	
	
	
	
	
	Standard CBT (S-CBT)
	
	
	

	19
	Botella, 199919
	yes
	“Experienced clinical psychologist”
	no
	Brief and Reduced Therapist Contact Treatment (BRTC) supported by self-help materials.
	yes
	Botella C, García-Palacios A. The possibility of reducing therapist contact and total length of therapy in the treatment of panic disorder. Behavioural and Cognitive Psychotherapy 1999;27(3):231-47
	

	
	
	
	
	
	Standard CBT
	yes
	CLARK, D. M., & SALKOVSKIS, P. M. (1989). Cognitive therapy for panic and hypocondriasis. Oxford: Pergamon

-

Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford
	

	20
	Botella, 200720
	yes
	The therapists were well trained in CBT programmes for PDA
	no
	In vivo exposure (IVE) AND Virtual reality exposure (VRE)
	yes
	Salkovskis, P.M., & Clark, D.M. (1991). Cognitive therapy for panic disorder. Journal of Cognitive Psychotherapy, 5, 215–226.

-
Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications.
	

	21
	Bouchard, 199621
	yes
	Experienced CB therapist with more than 5 years of clinical training and practice
	yes
	Exposure therapy
	yes
	Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press

-

Beck, A. T. & Emery, G. (1985). Anxiety Disorders and Phobias: A Cognitive Perspective. New York: Basic Books

-

Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford

-

Marks, I. M. (1987). Fears, Phobias and Rituals. New York: Oxford Press

-

Wolpe, J. (1990). The Practice of Behavior Therapy (4th edn). Oxford: Pergamon Press
	

	
	
	
	
	
	Cognitive restructuring
	
	
	

	22
	Brown, 1997
 ADDIN EN.CITE 
22

	yes
	Therapist of the Center for Cognitive Therapy of the University of Pennsylvania.
	yes
	Focused cognitive therapy
	yes
	Beck AT, Emery G. Anxiety disorders and Phobias: A cognitive perspective. New York, basic books 1985

-

Clark DM. A cognitive approach to panic. Behav Res Ther 1986; 24:461-70
	

	
	
	
	
	
	Standard cognitive therapy
	
	
	

	23
	Burke,199723
	yes
	All therapist had previous training and experience in behavioural techniques
	yes
	Exposure
	yes
	Mathews, A. M., Gelder, M. G. &Johnston, D. IX! (1981). Agoraphobia: Nature and Treatment. New York: Guilford Press
	

	
	
	
	
	
	CBT
	yes
	Beck AT, Emery G. Anxiety disorders and Phobias: A cognitive perspective. New York, basic books 1985

-

Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford.


	

	24
	Carlbring, 2006
 ADDIN EN.CITE 
24

	Yes
	two students in their final year of studying to become psychologists (M.Sc.) and one licensed psychologist (M.Sc.) who were all given regular supervision from a clinician experienced in cognitive behavior therapy
	NA
	Internet-based bibliotherapy self- help program
	yes
	Zuercher-White, E. (1998). An end to panic: Breakthrough techniques for

overcoming panic disorder (2nd ed.). Oakland, CA: New Harbinger Publications.

-

Barlow, D. H., & Craske, M. G. (1994). Mastery of your anxiety and panic H. San

Antonio, TX: The Psychological Corporation.

-

Clark, D. M. (1986). A cognitive approach to panic. Behaviour Research and

Therapy, 24,461-470.


	

	25
	Carlbring, 2003
 ADDIN EN.CITE 
25

	unclear
	
	NA
	Internet-based applied relaxation
	yes
	(book adapted from) OST L. G. (1997). Till.ampad avslappning [applied relaxation]. Stockholm, Sweden: Repro HSC
	

	
	
	
	
	
	internet-based CBT
	yes
	Zuercher-White, E. (1998). An end to panic: Breakthrough techniques for overcoming

panic disorder (2nd ed.). Oakland, CA: New Harbinger Publications.

-

Barlow, D. H., & Craske, M. G. (1994). Mastery of your anxiety and panic H. San

Antonio, TX: The Psychological Corporation.

-

Clark, D. M. (1986). A cognitive approach to panic. Behaviour Research and

Therapy, 24,461-470.


	

	26
	Carlbring, 2005
 ADDIN EN.CITE 
26

	yes
	licensed psychologists,  advanced graduate students under supervision
	NA
	CBT
	yes
	Clark, D. M. (1989). Anxiety states: panic and generalized anxiety. In K. Hawton, P. Salkovskis, J. Kirk, & D. M. Clark (Eds.), Cognitive behaviour therapy for psychiatric problems: a practical guide (pp. 52–96). Oxford: Oxford University Press
	

	
	
	
	
	
	internet-based CBT
	yes
	Zuercher-White, E. (1998). An end to panic: Breakthrough techniques for overcoming

panic disorder (2nd ed.). Oakland, CA: New Harbinger Publications.

-

Barlow, D. H., & Craske, M. G. (1994). Mastery of your anxiety and panic H. San

Antonio, TX: The Psychological Corporation.

-

Clark, D. M. (1986). A cognitive approach to panic. Behaviour Research and

Therapy, 24,461-470.


	

	27
	Carlbring, 200127
	unclear
	
	NA
	internet-based CBT
	yes
	Zuercher-White, E. (1998). An end to panic: Breakthrough techniques for overcoming

panic disorder (2nd ed.). Oakland, CA: New Harbinger Publications.

-

Barlow, D. H., & Craske, M. G. (1994). Mastery of your anxiety and panic H. San

Antonio, TX: The Psychological Corporation.

-

Clark, D. M. (1986). A cognitive approach to panic. Behaviour Research and

Therapy, 24,461-470.


	

	28
	Carter, 200328
	yes
	a licensed clinical psychologist with 15 years experience with CBT for anxiety disorders
	NA
	Panic control therapy (PCT)
	yes
	Barlow, D. H., &Craske, M.G. (1994). Mastery of your Anxiety and panic – II. San Antonio, TX: Harcourt Brace
	

	29
	Choi, 200529
	unclear
	
	no
	Experiential cognitive therapy (ExCT)
	yes
	Vincelli, F., Choi, Y.H., Molinary, E., et al. (2000). Experiential cognitive therapy for

the treatment of panic disorder with agoraphobia: definition of a clinical protocol.

CyberPsychology & Behavior 3:375-85.

-

Wiederhold, B.K., & Wiederhold, M.D. (2004). Virtual Reality therapy for anxiety

disorders: advances in education and treatment. Washington, DC: American

Psychological Association.

-

Riva, G., Botella, C., Légeron, P., et al. (2004). Cybertherapy: Internet and virtual

reality as  assessment and rehabilitation tools for clinical psychology and

neuroscience. Amsterdam: IOS Press. Available:

<www.cybertherapy.info/pages/book3.htm>.
	

	
	
	
	
	
	Panic control therapy (PCT)
	yes
	Craske, M. G., Meadows, E., & Barlow, D. H. (1994). Therapist’s guide for the mastery of your anxiety and panic II & agoraphobia supplement. Albany, NY: Graywind Publications
	

	30
	Christoforou, 2017
 ADDIN EN.CITE 
30

	NA
	
	NA
	"Agoraphobia free" app
	yes
	The treatment is described as manualized but the manual is not available
	

	
	
	
	
	
	"Stress free" app
	yes
	The treatment is described as manualized but the manual is not available
	

	31
	Ciuca, 2018
 ADDIN EN.CITE 
31

	yes
	Three licensed psychotherapists with formal training in cognitive behavioral therapy and a minimum of 3 years of clinical experience
	no
	Skype guided PAXPD
	yes
	Miclea, M., Miclea, Ciuca, A. M., & Budău, O. (2010). Computer-mediated

psychotherapy. Present and prospects. A developer perspective. Cognition, Brain,

Behavior: An Interdisciplinary Journal, 14, 185–208
	

	
	
	
	
	
	Skype unguided PAXPD
	
	
	

	32
	Clark, 1994
 ADDIN EN.CITE 
32

	yes
	Two clinical psychologists with extensive prior experience in the use of cognitive and behavioural treatments for anxiety.
	yes
	Cognitive therapy
	yes
	Clark (1989). Cognitive Behaviour Therapy for Psychiatric Problems: A Practical Guide. Oxford University Press

-

Salkovskis & Clark, D. M. (1991) Cognitive therapy for panic disorder. Journal of Cognitive Psychotherapy, 5,215-226
	Imipramine
	Yes
	Yes

	
	
	
	
	
	Applied relaxation
	yes
	Ost LG. (1987). Applied relaxation: description of a coping technique and review

of controlled studies. Behaviour Research and Therapy, 25, 397-409
	
	
	

	33
	Clark, 1999
 ADDIN EN.CITE 
33

	yes
	Four clinical psychologists with experience in the use of cognitive and behavioral treatments for anxiety
	no
	Brief cognitive therapy
	yes
	Clark (1989). Cognitive Behaviour Therapy for Psychiatric Problems: A Practical Guide. Oxford University Press

-

Salkovskis & Clark, D. M. (1991) Cognitive therapy for panic disorder. Journal of

Cognitive Psychotherapy, 5,215-226
	

	
	
	
	
	
	Full cognitive therapy
	
	
	

	34
	Cottraux, 1995
 ADDIN EN.CITE 
34

	yes
	The therapists had all practised CBT for at least 5 years
	no
	CBT + Buspirone
	yes
	Beck AT, Emery G. Anxiety disorders and Phobias: A cognitive perspective. New York, basic books 1985.

-

Barlow,D. H. & Cerny ,J. A. (1988) Psychological treatment of Panic. New York: The Guilford Press
	

	35
	Craske, 2003
 ADDIN EN.CITE 
35

	yes
	Graduate students and post-doctoral fellows trained by the senior author
	yes
	PCT + IV
	yes
	The treatment is described as manualized but the manual is not available
	

	
	
	
	
	
	PCT
	yes
	The treatment is described as manualized but the manual is not available
	

	36
	Craske, 2007
 ADDIN EN.CITE 
36

	yes
	Senior clinical psychology doctoral students and postdoctoral fellows trained by the principal author
	yes
	PDA
	yes
	Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications
	

	
	
	
	
	
	PDA+C
	
	
	

	37
	Craske, 200537
	yes
	Senior clinical psychology doctoral students and postdoctoral fellows trained by the principal author
	yes
	CBT
	yes
	Uhde, T. W. (1994). The anxiety disorders: Phenomenology and treatment of core symptoms and associated sleep disturbance. In M. Kryger, T. Roth, & W. Dement (Eds.), Principles and practice of sleep medicine. Philadelphia: W. B. Saunders
	

	38
	Craske, 1995
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	yes
	All therapists were specialized in the treatment of anxiety disorders with approximately three years of experience.
	yes
	CBT
	yes
	Barlow, Craske, Cerny, Klosko (1989). Behavioural treatment of panic disorder. Behaviour therapy, 20 261-82
 ADDIN EN.CITE 
38,66

	

	
	
	
	
	
	Nondirective supportive therapy (NST)
	yes
	Shear MK, Pilkonis PA, Cloitre M, Leon AC (1994). Cognitive behavioural treatment compared with nonprescriptive treatment of panic disorder. Archives of general psychiatry 1994;51,395-401
	

	39
	Craske, 2011
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	yes
	6 social workers, 5 registered nurses, 2 master’slevel psychologists, and1 doctoral-level psychologist received 3 full days of didactic presentations about the CBT program
	yes
	Coordinated Anxiety Learning and Management (CALM)
	yes
	The treatment is described as manualized but the manual is not available
	

	40
	Craske, 199740
	yes
	Two therapist experienced in CBT
	no
	cognitive therapy plus interoceptive exposure plus in vivo exposure (CIE)
	yes
	Barlow, Craske, Cerny, Klosko (1989). Behavioural treatment of panic disorder. Behaviour therapy, 20 261-82
	

	
	
	
	
	
	cognitive therapy plus breathing retraining plus in vivo exposure (CBE)
	
	
	

	41
	Creager Berger 200141
	yes
	
	yes
	Breathing retraining
	yes
	protocol was taken from DeGuire et al. (1992).
	

	
	
	
	
	
	Cognitive Behavioural therapy
	yes
	Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications.
	

	42
	Dannon, 200442
	yes
	Two  psychiatric nurses and a board certified, senior psychiatrist
	no
	CBT
	yes
	Bourne EJ: The Anxiety and Phobia Workbook. Oakland, CA: New Harbinger, 1995
	paroxetine
	yes
	No information, but it is likely that a correct titration has occurred within the 3 weeks timeframe

	43
	de Beurs, 1995
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	yes
	Experienced behaviour therapist
	yes
	Panic management (+ exposure)
	yes
	The treatment is described as manualized but the manual is not available
	Fluvoxamine (+ exposure)
	yes
	yes

	44
	de Ruiter, 1989
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	yes
	Four junior clinical psychologists with some prior experience with psychotherapy. They were specially trained in the treatments used
	no
	Breathing Retraining / cognitive Restrlicturing (BRCR)
	yes
	Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford
	

	
	
	
	
	
	Exposure
	yes
	Mathews, A. M., Gelder, M. G. &Johnston, D. IX! (1981). Agoraphobia: Nature and Treatment. New York: Guilford Press
	

	45
	Emmelkamp, 198645
	yes
	Advanced students in clinical psychology who had received training in behaviour therapy
	no
	Exposure in vivo
	yes
	Emmelkamp & Mersch (1982). Cognition and exposure in vivo in the treatment of agoraphobia: short therm and delayed effects. Cognitive research and therapy. 16, 77-90
	

	
	
	
	
	
	Rational emotive therapy (RET)
	yes
	Beck AT, Laude R, Bohnert M: ideational components of anxiety neurosis. Arch gen psychiatry 1974;31:319-25

-

Ellis (1962) Reason and emotion in psychotherapy

-Young (1974) A rational counselling primer

-

Meichenbaum 1975. Self-instructional methods (chapter). In “helping people change” (Kanfer & Goldstein
	

	
	
	
	
	
	Self-instructional training (SIT)
	
	
	

	46
	Emmelkamp, 198246
	yes
	10 advanced clinical psychology students, who had received training in behavior therapy.
	no
	Exposure
	yes
	Emmelkamp, P. M. G., Kuipers, A., & Eggeraat, J. Cognitive modification versus prolonged exposure in vivo: A comparison with agoraphobics. Behaviour Research and Therapy, 1978, 16, 33-41
	

	
	
	
	
	
	Cognitive restructuring
	yes
	Goldfried, M. R., & Goldfried, A. P. Cognitive change methods. In F. H. Kanfer & A. P. Goldstein (Eds.), Helping people change. New York: Pergamon, 1975
	

	
	
	
	
	
	Self-instructional training (SIT)
	yes
	Meichenbaum 1975. Self-instructional methods (chapter). In “helping people change” (Kanfer & Goldstein
	

	47
	Erickson, 200747
	yes
	a senior doctoral-level psychologist, assisted by a senior graduate student in clinical psychology
	no
	CBT
	yes
	The treatment is described as manualized but the manual is not available
	

	48
	Feldman, 2016
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	yes
	A clinical psychologist master fellow and advanced graduate students. Extensive training was provided
	yes
	Cognitive Behavior Psychophysiological Therapy (CBPT)
	yes
	The treatment is described as manualized but the manual is not available
	

	
	
	
	
	
	music relaxation therapy (MRT)
	yes
	The treatment is described as manualized but the manual is not available
	

	49
	Feske, 1997
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	yes
	A master’s level psychologist who had been treating panic disorder for 1 year, and a doctoral level psychologist with 25 yrs experience in treating panic disoder
	yes
	Eye movement desensitization and reprocessing (EMDR)
	yes
	Goldstein, A. J., & Feske, U. (1994). Eye movement desensitization and reprocessing for panic disorder: A case series. Journal of Anxiety Disorders, 8, 351-362
	

	
	
	
	
	
	Eye fixation exposure and reprocessing (EFER)
	
	
	

	50
	Fogliati, 2016
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	yes
	Three accredited and nationally registered psychologists and one CBT-trained counsellor provided treatment
	NA
	disorder-specific CBT (DS-CBT)
	yes
	The treatment is described as manualized but the manual is not available
	

	
	
	
	
	
	Transdiagnostic CBT (TD-CBT)
	yes
	The treatment is described as manualized but the manual is not available
	

	51
	Gensichen, 201951
	yes
	GP practice teams (GP and practice nurse) instructed on how to administer CBT
	yes
	practice team–supported exposure training
	yes
	Margraf J, Barlow DH, Clark DM, Telch MJ: Psychological treatment of panic: work in progress on outcome, active ingredients, and follow-up. Behav Res Ther 1993; 31: 1–8.

-

Wagner EH, Austin BT, Davis C, Hindmarsh M, Schaefer J, Bonomi A: Improving chronic illness care: translating evidence into action. Health Aff (Millwood) 2001; 20: 64–78
	

	52
	Ghosh, 198752
	unclear
	
	no
	book-instructed self-exposure (SE)


	yes
	Marks, I. M. (1978). Living with fear. New York: McGraw-Hill
	

	
	
	
	
	
	computer-instructed SE
	
	
	

	
	
	
	
	
	therapist-instructed SE
	
	
	

	53
	Gloster, 2015
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	yes
	graduate students of a CBT university training center who received a 3-day intensive training, readings, self-study, and were required to pass a competency test.
	yes
	Acceptance and commitment therapy (ACT)
	yes
	Eifert GH, Forsyth JP: Acceptance and Commitment therapy for Anxiety Disorders: A Practitioner’s Treatment Guide to Using Mindfulness, Acceptance, and Values-Based Behavior Change Strategies. Oakland, New Harbinger Publications, 2005
	

	54
	Gloster, 2011
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	yes
	advanced-level clinical psychology graduate students and postdocs experienced in CBT of anxiety disorders took part in a 3-day training workshop.
	yes
	CBT (T+ variant)
	yes
	The treatment is described as manualized but the manual is not available
	

	
	
	
	
	
	CBT (T- variant)
	
	
	

	55
	Goldstein, 2000
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	yes
	Therapists were trained in EMDR by Shapiro.
	yes
	EMDR
	yes
	Goldstein, A. J., & Feske, U. (1994). Eye movement desensitization and reprocessing for panic disorder: A case series. Journal of Anxiety Disorders, 8, 351-362

-

Feske, U., & Goldstein, A. J. (1997). Eye movement desensitization and reprocessing treatment for panic disorder: A controlled outcome and partial dismantling study. Journal of Consulting and Clinical Psychology, 65, 1026-35
	

	56
	Gould, 199356
	Unclear
	Quote”four therapists”
	A random sample of 8 sessions was observed to ensure treatment integrity.
	Bibliotherapy (BT)
	yes
	Clum, G. A. (1990). Coping with panic. Pacific Grove, CA: Brooks/Cole Publishing.

-

Ost, L. G. (1988). Applied relaxation vs. progressive relaxation in the treatment of panic disorder. Behaviour Research and Therapy, 26, 13-22

-

Craske, M. G., & Barlow, D. H. (1987, November). Behavioral treatment of panic: A controlled study. Paper presented at the Association for Advancement of Behavior Therapy, Boston
	

	
	
	
	
	
	Individual therapy using Guided Imaginal Coping

(ITGIC)
	
	
	

	57
	Griegel, 199557
	unclear
	
	unclear
	Breathing retraining - slow respiration rate
	unclear
	
	

	
	
	
	
	
	Breathing retraining - increase respiration rate
	
	
	

	58
	Hazen 199658
	unclear
	Quote: ”Professional therapists”
	no
	self-help manual
	yes
	Clum, G. A. (1990). Coping with panic. Pacific Grove, CA: Brooks/Cole Publishing
	

	
	
	
	
	
	self-help group
	
	
	

	
	
	
	
	
	professionally led group
	
	
	

	59
	Hecker, 1996
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	yes
	Therapists were a licensed psychologist and three graduate students in clinical psychology.  The therapists met weekly for group supervision a
	no
	self-directed CBT
	yes
	Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications
	

	
	
	
	
	
	therapist-directed CBT
	
	
	

	60
	Hendriks, 2010
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	yes
	The therapists were all psychologists trained at the master of science level with extensive experience in cognitive-behavioural techniques for adults with PD(A)
	no
	CBT
	yes
	Craske, M. G., Meadows, E., & Barlow, D. H. (1994). Therapist’s guide for the mastery of your anxiety and panic II & agoraphobia supplement. Albany, NY: Graywind Publications
	paroxetine
	Yes
	Yes

	61
	Hoffart, 199561
	yes
	Two psychologists had both completed the Norwegian five-year program for specializing in clinical psychology and one of them (the author) had completed the doctoral degree.
	yes
	CBT
	yes
	Clark, D. A., & Salkovskis, P. M. (1986). Cognitive treatment of panic: therapist’s manual. UK: Department of Psychiatry, University of Oxford

-

Clark (1989). Anxiety states: panic and generalized anxiety. In Cognitive Behaviour Therapy for Psychiatric Problems: A Practical Guide (eds K. Hawton, P. Salkovskis, J. Kirk, et al), pp. 52-96.Oxford: Oxford University Press
	

	
	
	
	
	
	Guided mastery therapy
	yes
	Williams, S. L. (1990). Guided mastery treatment of agoraphobia: Beyond stimulus exposure. Progress in Behavior Modification, 26, 89-121
	

	62
	Horst, 2017
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	yes
	Accredited practitioners by the EMDR European association
	yes
	CBT
	yes
	Craske MG, Barlow DH. Panic disorder and agoraphobia. In: Barlow DH, ed. Clinical handbook of psychological disorders: a step-by-step treatment manual, 3rd edn. New York: Guilford Press, 2001
	

	
	
	
	
	
	EMDR
	yes
	Shapiro, F. (2001). Eye Movement Desensitization and Reprocessing: Basic Principles, Protocols, and Procedures, Vol. 2. NewYork, NY: The Guilford Press
	

	63
	Hovland, 2013
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	yes
	Clinical psychologists with post-graduate qualifications in cognitive therapy
	yes
	CBT
	yes
	Clark DM, A cognitive approach to panic, J. Behav. Ther. Exp. Psychiatry, 1986; 24: 461-70
	

	
	
	
	
	
	Physical exercise
	yes
	Quote: ”a manual designed at the clinic by the physiotherapist from the treatment team and the first author”
	

	64
	Ito, 2001
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	yes
	Four psychiatrists and a psychologist experienced in behaviour therapy for anxiety disorders
	No
	External Self-exposure (SE)

(group E)
	yes
	Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications
	

	
	
	
	
	
	interoceptive SE

(group I)
	
	
	

	
	
	
	
	
	combined SE

(group E+I)
	
	
	

	65
	Ito, 1996
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	yes
	an experienced psychiatrist with no expectation on the efficacy of interventions
	no
	internal and external SE
	yes
	Barlow, D. H., & Craske, M. G.. Mastery of your anxiety and panic. Albany, New York: Graywind Publications
	

	
	
	
	
	
	external SE
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	Kenardy, 2003
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	yes
	licensed psychologists with extensive experience of CBT
	no
	CBT-12
	yes
	Barlow, Craske, Cerny, Klosko (1989). Behavioural treatment of panic disorder. Behaviour therapy, 20 261-82

-

Clark DM, A cognitive approach to panic, J. Behav. Ther. Exp. Psychiatry, 1986; 24: 461-70
	

	
	
	
	
	
	CBT-6
	
	
	

	
	
	
	
	
	Computer-augmented CBT6 (CBT-6-CA)
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	King, 2011
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	Unclear
	
	unclear
	CBT + drug
	yes
	Lang AJ, Craske MG. Pânico e fobia. In: White JR, Freeman AS, editors. Terapia cognitivo-comportamental em grupo para populações e problemas específicos. São Paulo: Roca; 2003. p. 71-107.
	TCA/SSRI
	Unclear
	Unclear

	68
	Kiropoulos, 2008
 ADDIN EN.CITE 
68

	yes
	registered psychologists and one probationary psychologist all trained in CBT for PD.
	yes
	CBT
	yes
	Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications
	

	
	
	
	
	
	Panic Online (PO)
	yes
	Kiropoulos LA, Klein B, Austin DW, et al. Is

internet-based CBT for panic disorder and

agoraphobia as effective as face-to face CBT? Journal of anxiety disorders 2008;22(8):127384
	

	69
	Klein, 2009
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	yes
	Seven registered psychologists and one probationary registered psychologist trained in the administration of the ADIS-IV conducted the online therapy work
	NA
	Panic Online x1 contact/week
	yes
	Klein B, Austin D, Pier C, et al. Internet-based

treatment for Panic disorder: does frequency

of therapist contact make a difference?

Cognitive behaviour therapy 2009;38(2):100-13
	

	
	
	
	
	
	Panic Online x3 contacts/week
	
	
	

	70
	Klein, 2001
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	NA
	
	NA
	internet-based program
	yes
	The therapy is manualized but the manual is not provided
	

	71
	Klein, 2006
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	yes
	The telephone therapists were two Doctor of Psychology (Clinical) students (one male and one female) both trained in CBT for PD
	no
	Panic Online
	yes
	Barlow, D. H., & Craske, M. G. Mastery of your anxiety and panic. Albany, New York: Graywind Publications
	

	
	
	
	
	
	manualized CBT workbook
	
	
	

	72
	Klosko, 1990
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	yes
	PhD psychologists or advanced doctoral students who had been trained in the application of the treatment.
	yes
	Panic control treatment (PCT)
	yes
	Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press
	Alprazolam
	Yes
	yes

	73
	Korrelboom, 201473
	yes
	three cognitive-behaviorally trained psychologists and one cognitive-behaviorally trained nurse
	yes
	Competitive memory training

(COMET)
	yes
	The therapy is manualized but the manual is not provided
	

	
	
	
	
	
	Applied relaxation
	yes
	Ost LG. (1987). Applied relaxation: description of a coping technique and review of controlled studies. Behaviour Research and Therapy, 25, 397-409
	

	74
	Koszycki, 2011
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	NA
	
	NA
	self-administered CBT (SCBT)
	yes
	The therapy is manualized but the manual is not provided
	sertraline
	Yes
	Yes

	75
	Lidren, 1994
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	yes
	An advanced clinical psychology graduate student led each of the two groups
	yes
	Bibliotherapy
	yes
	Clum, G. A. (1990). Coping with panic. Pacific Grove, CA: Brooks/Cole Publishing
	

	
	
	
	
	
	Group therapy
	
	
	

	76
	Loerch, 1999
 ADDIN EN.CITE 
76

	unclear
	“two clinical psychologists”
	no
	CBT
	yes
	The therapy is manualized but the manual is not provided
	Moclobemide
	Yes
	Yes

	77
	Malbos, 201177
	unclear
	
	no
	Virtual Reality Based Exposure Therapy  (VRBET)
	yes
	The therapy is manualized but the manual is not provided
	

	
	
	
	
	
	CT
	yes
	Beck, A. T. & Emery, G. (1985). Anxiety Disorders and Phobias: A Cognitive Perspective. New York: Basic Books. 

-

M. G. Craske. Anxiety Disorders: Psychological Approaches to Theory and Treatment, Westview Press, Boulder, Colo, 1999. 
	

	78
	Marchand, 2008
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	yes
	Licensed psychologists, specifically trained in CBT
	yes
	graded exposure (GE)
	yes
	Marks, I. M. (1987). Fears, phobias, and rituals: Panic, anxiety, and their disorders. New York: Oxford University Press
	Imipramine
	Yes
	unclear

	
	
	
	
	
	Cognitive therapy (CT)
	yes
	Beck, A. T. (1988). Cognitive approaches to panic disorder: Theory and therapy. In S. Rachman & J. D. Maser (Eds), Panic: Psychological perspectives Hillsdale, NJ: Erlbaum

-

Clark, D. M. (1988). A cognitive model of panic attacks. In S. Rachman & J. D. Maser (Eds), Panic: Psychological perspectives (pp. 71–89). Hillsdale, NJ: Erlbaum. 

-

Meichenbaum, D. (1977). Cognitive-behavior modification: An integrative approach. New York: Plenum Press
	
	
	

	
	
	
	
	
	supportive therapy
	yes
	Friedman, W. H. (1989). Practical group therapy. San Francisco: Jossey-Bass. 

-

Yalom, I. D. (1970). The theory and practice of group psychotherapy. New York: Basics Books
	
	
	

	79
	Marchand, 2007
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	yes
	Therapist were  experienced in the CB treatment of PDA
	yes
	Standard CBT
	yes
	Craske MG, Barlow DH. Panic disorder and agoraphobia. In: Barlow DH, ed. Clinical handbook of psychological disorders: a step-by-step treatment manual, 3rd edn. New York: Guilford Press, 2001:1–59

-

Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications
	

	
	
	
	
	
	Brief cognitive behaviour therapy alone  (BCBT-A)
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	Brief cognitive behaviour therapy with partner (BCBT-P)
	yes
	The therapy is manualized but the manual reference is not provided
	

	80
	Marchione, 198780
	yes
	therapists were experienced in cognitive and behavioral treatments.
	yes
	Cognitive therapy + graded exposure (CT+GE)
	yes
	Antaki C. and Brewin C. (Eds.) (1982) Attributional and Psychological change. Academic Press, London. 

-

Beck A. T. and Emery G. (1979) Cognitive Therapy of Anxiety and Phobic Disorders. Center for Cognitive Therapy, Philadelphia. 

-

Bums D. D. (1980) Feeling Good: The New Mood Therapy. William Morrow, New York. 

-

McKay M., Davis M. and Fanning P. (1981) Thoughts and Feelings: The Art of Cognitive Stress Intervention. New Harbinger, Richmond. 

-

Sank L. J. and Shaffer C. S. (1984) A therapist’s manual for cognitive behavior therapy in groups. Plenum
	

	
	
	
	
	
	Progressive deep muscle relaxation + graded exposure (R+GE)
	
	
	

	
	
	
	
	
	graded exposure (GE)
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	Marks, 1993
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	yes
	An experienced behaviour therapist (psychiatrist, nurse or other).
	yes
	exposure
	yes
	Marks, I. M. (1978). Living with fear. New York: McGraw-Hill
	

	
	
	
	
	
	relaxation
	yes
	WOLPE,J. & LAZARUS,A. (1966) Behaviour Therapy Techniques. Oxford: Pergamon
	

	82
	Martini, 201182
	yes
	Three graduate therapists provided the BDT; they were psychiatrists trained in psychodynamic psychotherapy
	no
	Brief dynamic therapy (BDP+SSRI)
	yes
	Malan DH (1963). A study of Brief Psychotherapy. Tavistock, London
	

	
	
	
	
	
	Brief supportive therapy (BST+SSRI)
	yes
	The therapy is manualized but the manual reference is not provided
	

	83
	McNamee, 198983
	unclear
	One therapist gave the telephoned guidance to both exposure and control groups throughout the study.
	no
	exposure
	yes
	Marks, I. M. (1978). Living with fear. New York: McGraw-Hill
	

	
	
	
	
	
	relaxation
	yes
	WOLPE,J. & LAZARUS,A. (1966) Behaviour Therapy Techniques. Oxford: Pergamon
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	Meulenbeek, 2010
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	unclear
	
	yes
	‘Don’t Panic’ course
	yes
	Meulenbeek P, Herzmanatus J, Smit F, Willemse G, Van der Zanden R. Draaiboek: Geen Paniek, Leren Omgaan met Paniekklachten [Manual and Workbook: Don’t Panic, Learn to Cope with Panic Complaints]. Trimbos Institute/GGNet, 2005.
	

	85
	Meuret, 2008
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	unclear
	
	no
	capnometry-assisted breathing therapy  (BRT)
	yes
	Meuret, A. E., Wilhelm, F. H., & Roth, W. T. (2004). Respiratory feedback for treating panic disorder. Journal ofClinical Psychology, 60, 197–207.
	

	86
	Meuret, 2010
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	yes
	trained therapists (one doctoral-level and three master’s-level clinicians)
	yes
	Capnometry-assisted respiratory training (CART)
	yes
	Meuret, A. E., Wilhelm, F. H., & Roth, W. T. (2004). Respiratory feedback for treating panic disorder. Journal of Clinical Psychology, 60, 197–207.
	

	
	
	
	
	
	Cognitive therapy
	yes
	Craske, MG.; Barlow, DH.; Meadows, E. Mastery of your anxiety and panic: Therapist guide for anxiety, panic, and agoraphobia (MAP-3). Psychological Corporation; San Antonio, TX: 2000
	

	87
	Meyerbroeker, 2013
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	yes
	doctoral students of clinical psychology that received extensive training in the protocol.
	no
	virtual reality exposure therapy (VRET)
	yes
	Craske MG, Barlow DH: Mastery of Anxiety and Panic, ed 4. Oxford, Oxford University Press, 2007
	

	
	
	
	
	
	exposure in vivo
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	Michelson, 1985
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	yes
	Four licensed clinical psychologists served as the protocol therapists. 
	yes
	Paradoxical Intention (PI)
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	Graduated Exposure (GE)
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	Relaxation Training (RT)
	yes
	The therapy is manualized but the manual reference is not provided
	

	89
	Michelson, 199689
	yes
	Three licensed clinical psychologists highly experienced in cognitive-behavioral therapy.
	yes
	Cognitive therapy 
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	Relaxation Training 
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	Graduated exposure
	yes
	The therapy is manualized but the manual reference is not provided
	

	90
	Milrod, 201690
	yes
	Thirty therapists with a mean of 13 years of postdegree experience and ≥ 1 year’s experience treating panic disorder.
	no
	CBT
	yes
	Craske, M. G., Meadows, E., & Barlow, D. H. (1994). Therapist’s guide for the mastery of your anxiety and panic II & agoraphobia supplement. Albany, NY: Graywind Publications
	

	
	
	
	
	
	Panic-focused psychodynamic psychotherapy

(PFPP)
	yes
	Milrod B, Busch F. Cooper, A, et al. Manual of Panic-Focused Psychodynamic Psychotherapy. Washington, DC: APA Press; 1997
	

	
	
	
	
	
	applied relaxation training

(ART)
	yes
	Drs Chambless and Schwalberg adapted Cerny’s ART manual (J. A. Cerny, B. B. Vermilyea, D. H. Barlow, et al; 1980; available from the authors on request)
	

	91
	Milrod, 2007
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	yes
	M.D. physicians who had completed psychiatric residency or Ph.D. psychologists, with specific training in PFPP/ART
	yes
	Panic-focused psychodynamic psychotherapy (PFPP)
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	applied relaxation training

(ART)
	yes
	The therapy is manualized but the manual reference is not provided
	

	92
	Newman, 1997
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	yes
	Therapist with extensive experience in the use of CBT techniques.
	no
	Standard CBT

(CBT12)
	yes
	Craske, M. G., Rapee, R., & Barlow, D. H. (1987). Information and cognitive plus breathing retraining and exposure protocol. Unpublished manual
	

	
	
	
	
	
	Computer assisted CBT (CBT4-CA)
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	Ninomiya, 2019
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	yes
	A therapist with more than 3 years of mindfulness practice experience
	no
	mindfulness-based cognitive therapy (MBCT)
	yes
	Segal ZV, Williams JMG, Teasdale JD. Mindfulness-Based Cognitive Therapy for Depression: A New Approach to Preventing Relapse. Guilford Press, New York, 2012
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	Nordin, 2010
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	NA
	
	NA
	bibliotherapy
	yes
	Carlbring, P., & Hanell, Å. (2007). Ingen panik: Fri från panikoch ångestattacker i 10 steg med kognitiv beteendeterapi. [No panic: Free from panic and anxiety]. Stockholm: Natur och Kultur
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	Oh, 2020
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	NA
	
	NA
	Chat bot APP
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	bibliotherapy
	yes
	J.-Y. Choi, Goodbye Panic Disorder, Sigmabooks, Seoul, 2009.
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	Oromendia, 2016
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	NA
	
	NA
	“Free from Anxiety” web program
	yes
	The therapy is manualized but the manual reference is not provided
	

	97
	Ost, 198897
	yes
	A therapist with a 2-year training in behavior therapy and 2 years of clinical experience
	No
	Applied relaxation (AR)
	yes
	Ost LG. (1987). Applied relaxation: description of a coping technique and review of controlled studies. Behaviour Research and Therapy, 25, 397-409
	

	
	
	
	
	
	progressive relaxation (PR)
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	Ost, 2004
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	yes
	Three licensed psychotherapists with long experience of CBT
	yes
	Exposure
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	CBT
	yes
	Beck AT, Emery G. Anxiety disorders and Phobias: A cognitive perspective. New York, basic books 1985

-

Clark DM. A cognitive approach to panic. Behav Res Ther 1986; 24:461-70

-

Clark (1989). Anxiety states: panic and generalized anxiety. In Cognitive Behaviour Therapy for Psychiatric Problems: A Practical Guide (eds K. Hawton, P. Salkovskis, J. Kirk, et al), pp. 52-96.Oxford: Oxford University Press
	

	99
	Ost, 1995
 ADDIN EN.CITE 
99

	yes
	therapist with 5-13 yr clinical experience of behavior therapy with anxiety disorder patients
	no
	CBT
	yes
	Beck AT, Emery G. Anxiety disorders and Phobias: A cognitive perspective. New York, basic books 1985

-

Clark DM. A cognitive approach to panic. Behav Res Ther 1986; 24:461-70

-

Clark (1989). Anxiety states: panic and generalized anxiety. In Cognitive Behaviour Therapy for Psychiatric Problems: A Practical Guide (eds K. Hawton, P. Salkovskis, J. Kirk, et al), 

pp. 52-96.Oxford: Oxford University Press
	

	
	
	
	
	
	Applied relaxation (AR)
	yes
	Ost LG. (1987). Applied relaxation: description of a coping technique and review of controlled studies. Behaviour Research and Therapy, 25, 397-409
	

	100
	Ost, 1993
 ADDIN EN.CITE 
100

	yes
	Two graduate

students with a 2 yr training in behaviour therapy and 3 yr of clinical experience
	no
	Applied relaxation (AR)
	yes
	Ost LG. (1987). Applied relaxation: description of a coping technique and review of controlled studies. Behaviour Research and Therapy, 25, 397-409
	

	
	
	
	
	
	exposure
	yes
	Mathews, A. M., Geldcr. M. G. & Johnston. D. W. (1981). Agoraphobia. Nufurc und ireafmenl. New York: Guilford press
	

	
	
	
	
	
	Cognitive Therapy
	yes
	Beck, A. T. & Emery, G. (1985). Anxiety Disorders and Phobias: A Cognitive Perspective. New York: Basic Books

-

Meichenbaum, D. (1977). Cognitive-behavior modification: An integrative approach. New York: Plenum Press
	

	101
	Payne, 2016
 ADDIN EN.CITE 
101

	Unclear
	
	No
	CBT
	yes
	Craske MG, Barlow DH. Panic disorder and agoraphobia. In: Barlow DH, ed. Clinical handbook of psychological disorders: a step-by-step treatment manual, 3rd edn. New York: Guilford Press, 2001:1–59.
	paroxetine/citalopram
	Yes
	yes

	102
	Pelissolo, 2012102
	yes
	post-graduate psychologists or psychiatrists, had practiced CBT for at least five years
	no
	VRET
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	CBT
	yes
	Landon, T. M., & Barlow, D. H. (2004). Cognitive-behavioral treatment for panic disorder: current status. Journal of Psychiatric Practice, 10, 211-226
	

	103
	Petterson, 1996103
	unclear
	
	no
	CBT
	unclear
	No info 
	

	104
	Pitti, 2015
 ADDIN EN.CITE 
104

	Unclear
	
	no
	CBT
	unclear
	No info 
	Paroxetine (PX)
	Yes
	unclear

	105
	Rees, 2012105
	Unclear
	Quote:“a graduate clinical psychology student”
	no
	Information giving + self monitoring
	unclear
	No info 
	

	106
	Reilly, 2005106
	yes
	The principal investigator administered all treatments
	no
	guided mastery
	yes
	Williams, S. L. (1990). Guided mastery treatment of agoraphobia: Beyond stimulus exposure. Progress in Behavior Modification, 26, 89-121.
	

	
	
	
	
	
	interoceptive exposure
	yes
	Dattilio FM. Symptom induction and de-escalation in the treatment of panic attacks. Journal of mental health counselling. 1990, 12(4):515-19

-

Carter MM, Barlow DH. Interoceptive exposure in the treatment of panic disorder. In: VandeCreek L, Knapp S. eds. Innovations in clinical practice: a source book; 1993, 12. P.329-36.
	

	107
	Reinecke, 2013
 ADDIN EN.CITE 
107

	unclear
	
	no
	exposure-based CBT
	yes
	Clark DM (1989): Anxiety states—panic and generalized anxiety. In: Hawton K, Salkovskis PM, Kirk J, Clark DM, editors. Cognitive Therapy for Psychiatric Problems: A Practical Guide. Oxford: Oxford University Press, 52–96

-
Salkovskis PM, Clark DM, Hackmann A, Wells A, Gelder MG (1999): An experimental investigation of the role of safety-seeking behaviours in the maintenance of panic disorder with agoraphobia. Behav Res Ther 37:559–574.
	

	108
	Richards, 2006108
	unclear
	
	NA
	Internet-based CBT (PO1)
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	Internet-based CBT plus stress management (P02)
	yes
	The therapy is manualized but the manual reference is not provided
	

	109
	Roberge, 2008109
	yes
	Psychologists, psychiatrists, and advanced doctoral-level psychology students and psychiatry residents conducted evaluations and treatments
	yes
	standard CBT
	yes
	Craske MG, Barlow DH. Panic disorder and agoraphobia. In: Barlow DH, ed. Clinical handbook of psychological disorders: a step-by-step treatment manual, 3rd edn. New York: Guilford Press, 2001:1–59
	

	
	
	
	
	
	group CBT
	
	
	

	
	
	
	
	
	brief CBT
	
	
	

	110
	Roy-Byrne, 2005
 ADDIN EN.CITE 
110

	no
	This intervention used therapists who were minimally or not at all trained in CBT
	No
	CBT modified for primary care setting.
	yes
	The therapy is manualized but the manual reference is not provided
	

	111
	Roy-Byrne, 2010
 ADDIN EN.CITE 
111

	yes
	with newly TheACS

personnel received 6 half days of didactics.  CBT training also included role-playing and required successful completion of 2 training patients over several months.
	no
	Coordinated Anxiety Learning and Management (CALM)
	yes
	Sullivan G, Craske MG, Sherbourne C, et al. Design of the Coordinated Anxiety Learning and Management (CALM) study: innovations in collaborative care for anxiety disorders. GenHosp Psychiatry. 2007; 29(5):379-387
	

	112
	Ruwaard, 2010
 ADDIN EN.CITE 
112

	yes
	All therapists had followed advanced courses in CBT, and received additional training in administering web-CBT
	yes
	WEB CBT
	yes
	The therapy is manualized but the manual reference is not provided
	

	113
	Salkovskis, 1999
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113

	yes
	two therapists, at least one of whom was highly experienced in cognitive-behavioural treatment of panic and agoraphobia
	no
	habituation based exposure therapy (HBET)
	Unclear
	
	

	
	
	
	
	
	CBT
	Unclear
	
	

	114
	Salkovskis, 2007
 ADDIN EN.CITE 
114

	unclear
	“All sessions involved two therapists.”
	no
	habituation based exposure therapy (HBET)
	Unclear
	
	

	
	
	
	
	
	CBT
	Unclear
	
	

	115
	Schmidt, 1997a115
	yes
	a licensed psychologist with 10years ofexperience with cognitive-behavioral treatment of anxiety disorders
	yes
	CBT
	yes
	The therapy is manualized but the manual reference is not provided
	

	116
	Schmidt, 1997b
 ADDIN EN.CITE 
116

	yes
	a licensed psychologist with 10years ofexperience with cognitive-behavioral treatment of anxiety disorders
	yes
	CBT
	yes
	The therapy is manualized but the manual reference is not provided
	

	
	
	
	
	
	respiratory training
	yes
	The therapy is manualized but the manual reference is not provided
	

	117
	Sharp, 1997
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117

	unclear
	Quote: “a psychologist therapist”
	no
	CBT
	yes
	Barlow DH. Anxiety and its disorders: The nature and treatment of anxiety and panic. New York: Guilford Press, 1988

-

Zinbarg RE, Barlow DH, Brown TA, et al. Cognitive behavioural approaches to the nature and treatment of anxiety disorders. Ann Rev Psychology 1992; 43: 235-267
	fluvoxamine
	Yes
	Yes

	118
	Sharp, 2000
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118

	unclear
	Quote: “A psychologist therapist”
	no
	CBT (standard)
	yes
	Barlow, D. H., & Cerny, J. A. (1988). Psychological treatment of panic. New York: Guilford Press
	

	
	
	
	
	
	CBT (minimum contact)
	
	
	

	
	
	
	
	
	bibliotherapy
	
	
	

	119
	Sharp, 2004
 ADDIN EN.CITE 
119

	unclear
	Quote: “A single therapist delivered all treatments.”
	no
	Group CBT
	yes
	Power, K.G., Sharp, D.M., Swanson, V., & Simpson, R.J. (2000). Therapist contact in cognitive behaviour therapy for panic disorder and agoraphobia in primary care. Clinical Psychology and Psychotherapy, 7, 37–46
	

	
	
	
	
	
	Individual CBT
	
	
	

	120
	Shear, 2001120
	yes
	Cognitive behavior therapists were master’s- or doctoral-level clinicians who completed required training
	no
	emotion-focused psychotherapy
	yes
	The treatment manual is available from the first author
	imipramine
	Yes
	unclear

	
	
	
	
	
	CBT
	yes
	Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications
	
	
	

	121
	Shear, 1994121
	yes
	Treatments were conducted by therapists with at least 2 years' experience in CBT
	yes
	CBT
	unclear
	
	

	
	
	
	
	
	Non-prescrictive treatment
	yes
	The manual of this treatment has now been written and is available from the authors
	

	122
	Silfvernagel, 2012
 ADDIN EN.CITE 
122

	yes
	three clinical psychology MSc students who had completed their clinical training and who were supervised by experienced clinical psychologists
	no
	Internet CBT
	yes
	The therapy is manualized but the manual reference is not provided
	

	123
	Swinson, 1995
 ADDIN EN.CITE 
123

	yes
	A behavior therapist with two years training experience
	no
	telephone intervention
	unclear
	unclear
	

	124
	Swinson, 1992124
	Unclear
	
	no
	Exposure instructions
	no
	
	

	125
	Telch, 1993
 ADDIN EN.CITE 
125

	yes
	All sessions were conducted by one primary therapist and a graduate student assistant.
	yes
	CBT
	yes
	Craske, M. G., Meadows, E., & Barlow, D. H. (1994). Therapist’s guide for the mastery of your anxiety and panic II & agoraphobia supplement. Albany, NY: Graywind Publications
	

	126
	Teusch, 1997
 ADDIN EN.CITE 
126

	yes
	Quote: ”experienced therapists”.
	no
	client-centred therapy (CCT)
	yes
	Teusch L, FinkcJ: Fundamental principles of a manual for client-centered therapy of panic and agoraphobia: in Papst H. Speierer G-W, Esser U (eds): The Power of the Person-Centered Approach. Cologne. GwG-Vcrlag. 1996. pp 215-224
	

	
	
	
	
	
	client-centred therapy + exposure (CCT+EXP)
	
	
	

	127
	Titov, 2010
 ADDIN EN.CITE 
127

	yes
	Two clinical psychologists
	no
	iCBT - the Anxiety program
	yes
	Andrews, G., Creamer, M., Crino, R., Hunt, C., Lampe, L., & Page, A. (2003). The treatment of anxiety disorders: Clinician guides and patient manuals (2nd ed.). UK: Cambridge University Press
	

	128
	Tyrer, 1988
 ADDIN EN.CITE 
128

	yes
	a team of community nurses who had received training and supervision
	no
	CBT
	yes
	Beck AT Cognitive therapy and the emotional disorders. New York: International Universities Press, 1976
	Diazepam
	Yes
	Yes

	
	
	
	
	
	Self-help treatment package
	yes
	The therapy is manualized but the manual reference is not provided
	Dothiepin
	Yes
	Yes

	129
	van Apeldoorn, 2008
 ADDIN EN.CITE 
129

	yes
	master-level student therapists who underwent extensive training and  experienced clinical psychologists.
	no
	CBT
	yes
	Clark DM, A cognitive approach to panic, J. Behav. Ther. Exp. Psychiatry, 1986; 24: 461-70

-Craske MG, Barlow DH. Panic disorder and agoraphobia. In: Barlow DH, ed. Clinical handbook of psychological disorders: a step-by-step treatment manual, 3rd edn. New York: Guilford Press, 2001:1–59
	SSRI
	yes
	No.  Minimum dosage was titrated upwards up to the effective range within the first month

	130
	van Ballegooijen, 2013130
	yes
	Trained, Master’s-level clinical psychology students
	no
	Don’t Panic Online
	yes
	van Ballegooijen W et al. The effects of an Internet based self-help course for reducing panic symptoms--Don't Panic Online: study protocol for a randomised controlled trial. Trials 2011;12:75
	

	131
	Vos, 2012
 ADDIN EN.CITE 
131

	yes
	masters-prepared or higher-level clinicians with a range of experience in delivering CBT and IPT (1–10 years)
	yes
	IPT
	yes
	Klerman GL, Weissman MM, Rounsaville BJ, Chevron E (1984). Interpersonal Psychotherapy of Depression. Basic Books : New York
	

	
	
	
	
	
	CBT
	yes
	Clark DM, A cognitive approach to panic, J. Behav. Ther. Exp. Psychiatry, 1986; 24: 461-70

-

Beck AT, Emery G. Anxiety disorders and Phobias: A cognitive perspective. New York, basic books 1985

-

Barlow, D. H., & Craske, M. G. (1988). Mastery of your anxiety and panic. Albany, New York: Graywind Publications
	

	132
	Wiborg, 1996132
	yes
	a clinical psychologist well trained in this treatment method
	no
	brief dynamic therapy
	yes
	Davanloo H, ed. Basic Principles and Techniques in Short-Term Dynamic Psychotherapy. New York, NY: Spectrum; 1978. 

-

Malan D. The Frontier of Brief Psychotherapy. New York, NY: Plenum Medical Books; 1976. 

-

Malan D. The Frontier of Brief Psychotherapy: An Example of the Convergence of Research and Clinical Practice. New York, NY: Plenum Press; 1976. 

-

Malan D. Individual Psychotherapy and the Science of Psychodynamics. London, England: Butterworth; 1979. 
	

	133
	Williams, 1996
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133

	yes
	a doctoral-level psychologist and a masters-level counselor, both highly experienced and trained
	yes
	Cognitive therapy
	yes
	Beck, A. T. & Emery, G. (1985). Anxiety Disorders and Phobias: A Cognitive Perspective. New York: Basic Books
	

	
	
	
	
	
	performance treatment
	yes
	Williams, S. L. & Zane, G. (1989). Guided mastery and stimulus exposure treatments for severe performance anxiety in agoraphobics. Behaviour Research and Therapy, 27, 237-245. 

-

Williams, S. L., Dooseman, G. & Kleifield, E. (1984). Comparative effectiveness of guided mastery and exposure treatments for intractable phobias. Journal of Consulting and Clinical Psychology, 52, 505-518. 

-

Williams, S. L. (1990). Guided mastery treatment of agoraphobia: Beyond stimulus exposure. Progress in Behavior Modification, 26, 89 121. 

-

Zane, G. & Williams, S. L. (1993). Performance-related anxiety in agoraphobia: treatment procedures and cognitive mechanisms of change. Behavior Therapy, 24, 625-643
	

	134
	Wims, 2010
 ADDIN EN.CITE 
134

	
	One psychiatry registrar
	no
	Panic program
	yes
	The therapy is manualized but the manual reference is not provided
	

	135
	Wollburg, 2011
 ADDIN EN.CITE 
135

	unclear
	Quote:” The therapist moderated the forum and responded to postings within 24 hours”
	no
	Lower-CO breathing retraining
	yes
	Meuret AE, Wilhelm FH, Ritz T, Roth WT. Feedback of end-tidal pCO2 as a therapeutic approach for panic disorder. Journal of Psychiatric Research 2008;42(7):560–8
	

	
	
	
	
	
	Raise-CO breathing retraining
	
	
	

	136
	Zitrin, 1978136
	yes
	Tehrapist with  extensive training and experience  in both behavior and supportive therapy
	no
	Behaviour therapy
	Unclear
	
	

	
	
	
	
	
	supportive therapy
	Likely not
	
	


Appendix M - primary outcome: efficacy
Outcome type: continuous

103 studies

Treatment codes

	WL
	1
	A

	CBT
	2
	B

	CT
	3
	C

	BT
	4
	D

	PT
	5
	E

	PD
	6
	F

	IPT
	7
	G

	EMDR
	8
	H

	3W
	9
	I

	PE
	10
	J

	SP
	11
	K

	TAU
	12
	L

	PL
	14
	M

	BZP
	15
	N

	AD
	16
	O


AD=antidepressant; BT=behaviour therapy; BZP=benzodiazepine; CBT=cognitive-behaviour therapy; CT=cognitive therapy; EMDR=eye movement desensitization and reprocessing; IPT=interpersonal therapy; PE=psychoeducation; PL=placebo; PT=physiological therapy; SP=supportive therapy; PD=short-term psychodynamic therapy; 3W=third-wave CBT; TAU=treatment as usual; WL=waiting list.
Network map

[image: image2.png]



Pairwise meta-analysis

           Study     |     ES    [95% Conf. Interval]     

---------------------+---------------------------------------------------

     L - B

Addis, 2004          |   -0.016    -0.455     0.423        

Craske, 2011         |    0.345     0.081     0.610        

Gensichen, 2020      |    0.222     0.029     0.415        

Klein, 2006          |    1.843     1.175     2.512        

Koszycki, 2011       |    0.456     0.030     0.882        

Loerch, 1999         |    1.361     0.467     2.255        

Marchand, 2008       |    0.435    -0.071     0.940        

Petterson, 1996      |    1.058     0.242     1.874        

Pitti, 2015          |    0.549     0.072     1.026        

Richards, 2006       |    1.674     0.785     2.564        

Roy-Byrne, 2005      |    0.572     0.309     0.835        

Roy-Byrne, 2010      |    0.214     0.033     0.394        

 Sub-total           |

  D+L pooled ES      |    0.567     0.343     0.790        

---------------------+---------------------------------------------------

     E - D

Al-Kubaisy, 1992     |    1.928     0.883     2.972        

Marks, 1993          |    2.729     2.056     3.401        

McNamee, 1989        |    1.431     0.188     2.674        

Michelson, 1985      |    0.349    -0.513     1.211        

Michelson, 1996      |    0.000    -0.560     0.560        

Ost, 1993            |   -0.620    -1.362     0.121        

 Sub-total           |

  D+L pooled ES      |    0.950    -0.178     2.078        

---------------------+---------------------------------------------------

     B - A

Allen, 2016          |   -0.972    -1.610    -0.335        

Barlow, 1989         |   -0.467    -1.090     0.156        

Berger, 2017         |   -0.428    -0.850    -0.006        

Carlbring, 2006      |   -1.463    -2.037    -0.889        

Carlbring, 2001      |   -1.043    -1.700    -0.387        

Carter, 2003         |   -1.811    -2.770    -0.852        

Ciuca, 2018          |   -1.005    -1.420    -0.591        

Craske, 2005         |   -1.016    -1.734    -0.299        

Erickson, 2007       |   -0.306    -1.169     0.556        

Gloster, 2011        |   -0.993    -1.266    -0.720        

Gould, 1993          |   -0.041    -0.777     0.695        

Hazen 1996           |   -0.961    -1.418    -0.505        

Hendriks, 2010       |   -0.647    -1.376     0.081        

Kenardy, 2003        |   -1.258    -1.638    -0.878        

Klosko, 1990         |   -1.117    -1.865    -0.369        

Lidren, 1994         |   -0.721    -1.436    -0.006        

Meulenbeek, 2010     |   -0.675    -0.948    -0.401        

Nordin, 2010         |   -1.490    -2.198    -0.782        

Oromendia, 2016      |   -1.163    -1.676    -0.650        

Ost, 2004            |   -0.973    -1.563    -0.382        

Reinecke, 2013       |   -0.447    -1.198     0.305        

Ruwaard, 2010        |   -0.547    -1.073    -0.021        

Schmidt, 1997a       |   -1.167    -2.017    -0.317        

Schmidt, 1997b       |   -2.262    -3.078    -1.446        

Sharp, 2004          |   -0.620    -1.158    -0.083        

Silfvernagel, 2012   |   -1.395    -1.978    -0.812        

Telch, 1993          |   -1.825    -2.400    -1.250        

Titov, 2010          |   -1.254    -2.207    -0.301        

van Ballegooijen, 20 |   -0.304    -0.656     0.047        

Williams, 1996       |   -1.168    -2.055    -0.282        

Wims, 2010           |   -0.586    -1.133    -0.039        

 Sub-total           |

  D+L pooled ES      |   -0.940    -1.098    -0.781        

---------------------+---------------------------------------------------

     I - B

Arch, 2012           |    0.684     0.083     1.286        

Shear, 2001          |    0.400    -0.087     0.888        

 Sub-total           |

  D+L pooled ES      |    0.513     0.134     0.892        

---------------------+---------------------------------------------------

     N - B

Ataoglu, 2000        |    0.424    -0.335     1.182        

 Sub-total           |

  D+L pooled ES      |    0.424    -0.335     1.182        

---------------------+---------------------------------------------------

     O - B

Azhar, 2000          |    2.525     1.592     3.458        

Barlow, 2000         |   -0.116    -0.426     0.195        

Dannon, 2004         |    0.529    -0.038     1.096        

Hendriks, 2010       |    0.000    -0.647     0.647        

Klosko, 1990         |    0.890     0.165     1.615        

Payne, 2016          |    0.291    -0.234     0.817        

Sharp, 1997          |    0.283    -0.229     0.795        

Shear, 2001          |   -0.163    -0.680     0.354        

van Apeldoorn, 2008  |   -0.320    -0.713     0.073        

 Sub-total           |

  D+L pooled ES      |    0.339    -0.055     0.733        

---------------------+---------------------------------------------------

     M - C

Bakker, 1999         |    0.153    -0.327     0.633        

Black, 1993          |    0.511    -0.050     1.071        

de Beurs, 1995       |   -0.067    -0.695     0.561        

 Sub-total           |

  D+L pooled ES      |    0.210    -0.105     0.526        

---------------------+---------------------------------------------------

     O - C

Bakker, 1999         |   -0.650    -1.069    -0.230        

Black, 1993          |    0.078    -0.476     0.633        

Clark, 1994          |    1.001     0.353     1.649        

de Beurs, 1995       |   -0.955    -1.609    -0.301        

 Sub-total           |

  D+L pooled ES      |   -0.142    -0.925     0.642        

---------------------+---------------------------------------------------

     O - M

Bakker, 1999         |   -0.802    -1.238    -0.367        

Barlow, 2000         |   -0.603    -1.062    -0.145        

Black, 1993          |   -0.433    -0.992     0.127        

de Beurs, 1995       |   -0.888    -1.546    -0.229        

Klosko, 1990         |    0.265    -0.504     1.034        

Sharp, 1997          |   -0.756    -1.288    -0.223        

Shear, 2001          |   -0.613    -1.191    -0.035        

 Sub-total           |

  D+L pooled ES      |   -0.607    -0.832    -0.382        

---------------------+---------------------------------------------------

     E - A

Barlow, 1989         |   -0.560    -1.367     0.248        

Griegel, 1995        |   -0.512    -1.283     0.260        

Meuret, 2008         |   -2.219    -2.996    -1.442        

Wollburg, 2011       |   -0.760    -1.250    -0.271        

 Sub-total           |

  D+L pooled ES      |   -1.003    -1.728    -0.277        

---------------------+---------------------------------------------------

     E - B

Barlow, 1989         |   -0.093    -0.806     0.620        

Carlbring, 2003      |    0.186    -0.652     1.024        

Feldman, 2016        |   -0.638    -1.219    -0.056        

Hovland, 2013        |    0.705     0.028     1.383        

Korrelboom, 2014     |   -0.123    -0.451     0.205        

Michelson, 1996      |    0.495    -0.066     1.055        

Milrod, 2016         |    0.387     0.003     0.770        

Ost, 1995            |    0.951     0.231     1.670        

 Sub-total           |

  D+L pooled ES      |    0.210    -0.126     0.546        

---------------------+---------------------------------------------------

     M - B

Barlow, 2000         |    0.488     0.027     0.949        

Klosko, 1990         |    0.625    -0.163     1.412        

Sharp, 1997          |    1.038     0.499     1.578        

Shear, 2001          |    0.450    -0.076     0.977        

 Sub-total           |

  D+L pooled ES      |    0.636     0.362     0.910        

---------------------+---------------------------------------------------

     C - A

Beck, 1992           |   -0.534    -1.230     0.162        

Clark, 1999          |   -2.199    -3.008    -1.390        

Williams, 1996       |   -0.359    -1.213     0.494        

 Sub-total           |

  D+L pooled ES      |   -1.027    -2.151     0.096        

---------------------+---------------------------------------------------

     E - C

Beck, 1994           |    0.139    -0.516     0.794        

Clark, 1994          |    1.119     0.464     1.773        

Creager Berger       |    0.451    -0.419     1.321        

Meuret, 2010         |    0.481    -0.141     1.103        

Michelson, 1985      |   -0.523    -1.412     0.365        

Ost, 1993            |   -0.348    -1.068     0.372        

 Sub-total           |

  D+L pooled ES      |    0.249    -0.229     0.727        

---------------------+---------------------------------------------------

     L - C

Beck, 1994           |    0.554    -0.088     1.196        

Marchand, 2008       |    0.338    -0.170     0.846        

 Sub-total           |

  D+L pooled ES      |    0.421     0.023     0.820        

---------------------+---------------------------------------------------

     L - E

Beck, 1994           |    0.415    -0.204     1.034        

 Sub-total           |

  D+L pooled ES      |    0.415    -0.204     1.034        

---------------------+---------------------------------------------------

     F - B

Beutel 2013          |    0.556    -0.080     1.191        

Milrod, 2016         |    0.247    -0.063     0.557        

 Sub-total           |

  D+L pooled ES      |    0.306     0.028     0.585        

---------------------+---------------------------------------------------

     D - A

Botella, 2007        |   -1.694    -2.501    -0.887        

Ito, 2001            |   -1.956    -2.576    -1.336        

Meyerbroeker, 2013   |   -0.661    -1.350     0.029        

Ost, 2004            |   -0.806    -1.395    -0.217        

Swinson, 1995        |   -1.098    -1.786    -0.410        

Williams, 1996       |   -1.438    -2.356    -0.519        

 Sub-total           |

  D+L pooled ES      |   -1.258    -1.695    -0.822        

---------------------+---------------------------------------------------

     D - C

Bouchard, 1996       |   -0.261    -1.005     0.484        

Marchand, 2008       |   -0.242    -0.744     0.261        

Michelson, 1985      |   -0.872    -1.762     0.017        

Ost, 1993            |    0.272    -0.459     1.003        

Williams, 1996       |   -1.078    -1.897    -0.260        

 Sub-total           |

  D+L pooled ES      |   -0.387    -0.824     0.050        

---------------------+---------------------------------------------------

     D - B

Burke,1997           |    0.071    -0.700     0.843        

de Ruiter, 1989      |    0.143    -0.534     0.820        

Hoffart, 1995        |    0.507    -0.081     1.095        

Malbos, 2011         |   -0.263    -1.513     0.987        

Marchand, 2008       |   -0.145    -0.643     0.354        

Marchione, 1986      |    0.777    -0.572     2.126        

Michelson, 1996      |    0.495    -0.072     1.061        

Ost, 2004            |    0.167    -0.383     0.716        

Pelissolo, 2012      |    0.443     0.017     0.869        

Williams, 1996       |   -0.270    -1.056     0.517        

 Sub-total           |

  D+L pooled ES      |    0.222     0.024     0.420        

---------------------+---------------------------------------------------

     O - E

Clark, 1994          |   -0.118    -0.738     0.502        

 Sub-total           |

  D+L pooled ES      |   -0.118    -0.738     0.502        

---------------------+---------------------------------------------------

     C - B

Craske, 2003         |   -0.428    -1.046     0.191        

Marchand, 2008       |    0.097    -0.397     0.591        

Williams, 1996       |    0.809     0.020     1.597        

 Sub-total           |

  D+L pooled ES      |    0.118    -0.500     0.736        

---------------------+---------------------------------------------------

     K - B

Craske, 1995         |    0.872     0.100     1.644        

Shear, 1994          |    0.056    -0.557     0.668        

 Sub-total           |

  D+L pooled ES      |    0.429    -0.368     1.226        

---------------------+---------------------------------------------------

     H - A

Feske, 1997          |   -0.442    -1.212     0.327        

Goldstein, 2000      |   -0.703    -1.484     0.078        

 Sub-total           |

  D+L pooled ES      |   -0.571    -1.119    -0.022        

---------------------+---------------------------------------------------

     I - A

Gloster, 2015        |   -0.621    -1.323     0.082        

Ninomiya, 2019       |   -0.460    -1.537     0.617        

 Sub-total           |

  D+L pooled ES      |   -0.573    -1.161     0.016        

---------------------+---------------------------------------------------

     O - A

Hendriks, 2010       |   -0.647    -1.398     0.104        

Klosko, 1990         |   -0.227    -0.933     0.479        

 Sub-total           |

  D+L pooled ES      |   -0.424    -0.939     0.090        

---------------------+---------------------------------------------------

     H - B

Horst, 2017          |   -0.111    -0.596     0.375        

 Sub-total           |

  D+L pooled ES      |   -0.111    -0.596     0.375        

---------------------+---------------------------------------------------

     M - A

Klosko, 1990         |   -0.492    -1.276     0.292        

 Sub-total           |

  D+L pooled ES      |   -0.492    -1.276     0.292        

---------------------+---------------------------------------------------

     L - D

Marchand, 2008       |    0.580     0.064     1.096        

Swinson, 1992        |    0.536    -0.161     1.233        

 Sub-total           |

  D+L pooled ES      |    0.564     0.150     0.979        

---------------------+---------------------------------------------------

     K - F

Martini, 2011        |   -0.356    -1.028     0.315        

 Sub-total           |

  D+L pooled ES      |   -0.356    -1.028     0.315        

---------------------+---------------------------------------------------

     F - E

Milrod, 2016         |   -0.140    -0.523     0.244        

Milrod, 2007         |   -0.894    -1.485    -0.303        

 Sub-total           |

  D+L pooled ES      |   -0.482    -1.218     0.254        

---------------------+---------------------------------------------------

     L - J

Rees, 2012           |    0.333    -0.292     0.958        

 Sub-total           |

  D+L pooled ES      |    0.333    -0.292     0.958        

---------------------+---------------------------------------------------

     M - I

Shear, 2001          |    0.050    -0.493     0.593        

 Sub-total           |

  D+L pooled ES      |    0.050    -0.493     0.593        

---------------------+---------------------------------------------------

     O - I

Shear, 2001          |   -0.563    -1.105    -0.021        

 Sub-total           |

  D+L pooled ES      |   -0.563    -1.105    -0.021        

---------------------+---------------------------------------------------

     G - B

Vos, 2012            |    0.085    -0.327     0.497        

 Sub-total           |

  D+L pooled ES      |    0.085    -0.327     0.497        

---------------------+---------------------------------------------------

     L - F

Wiborg, 1996         |    1.314     0.623     2.006        

 Sub-total           |

  D+L pooled ES      |    1.314     0.623     2.006        

---------------------+---------------------------------------------------

     K - D

Zitrin, 1978         |   -0.077    -0.846     0.692        

 Sub-total           |

  D+L pooled ES      |   -0.077    -0.846     0.692        

---------------------+---------------------------------------------------

Test(s) of heterogeneity:

               Heterogeneity  degrees of

                 statistic     freedom      P    I-squared**   Tau-squared

L - B               45.51         11      0.000     75.8%       0.0976

E - D               60.06          5      0.000     81.7%       1.7885

B - A               73.91         30      0.000     59.4%       0.1077

I - B                0.52          1      0.472      0.0%       0.0000

N - B                0.00          0         .         .%       0.0000

O - B               40.94          8      0.000     80.5%       0.2785

M - C                1.91          2      0.385      0.0%       0.0000

O - C               23.60          3      0.000     77.3%       0.5532

O - M                7.07          6      0.314     15.2%       0.0140

E - A               12.97          3      0.005     76.9%       0.4157

E - B               20.41          7      0.005     65.7%       0.1446

M - B                3.01          3      0.389      0.5%       0.0004

C - A               12.32          2      0.002     83.8%       0.8251

E - C               13.09          5      0.023     61.8%       0.2177

L - C                0.27          1      0.606      0.0%       0.0000

L - E                0.00          0         .         .%       0.0000

F - B                0.73          1      0.392      0.0%       0.0000

D - A               11.49          5      0.042     56.5%       0.1658

D - C                7.39          4      0.117     45.8%       0.1121

D - B                7.87          9      0.547      0.0%       0.0000

O - E                0.00          0         .         .%       0.0000

C - B                5.87          2      0.053     65.9%       0.1949

K - B                2.64          1      0.104     62.1%       0.2069

H - A                0.22          1      0.641      0.0%       0.0000

I - A                0.06          1      0.806      0.0%       0.0000

O - A                0.64          1      0.424      0.0%       0.0000

H - B                0.00          0         .         .%       0.0000

M - A                0.00          0         .         .%       0.0000

L - D                0.01          1      0.921      0.0%       0.0000

K - F                0.00          0         .         .%       0.0000

F - E                4.41          1      0.036     77.3%       0.2199

L - J                0.00          0         .         .%       0.0000

M - I                0.00          0         .         .%       0.0000

O - I                0.00          0         .         .%       0.0000

G - B                0.00          0         .         .%       0.0000

L - F                0.00          0         .         .%       0.0000

K - D                0.00          0         .         .%       0.0000

** I-squared: the variation in ES attributable to heterogeneity)

Significance test(s) of ES=0

L - B                 z=  4.98     p = 0.000

E - D                 z=  1.65     p = 0.099

B - A                 z= 11.63     p = 0.000

I - B                 z=  2.65     p = 0.008

N - B                 z=  1.09     p = 0.274

O - B                 z=  1.69     p = 0.092

M - C                 z=  1.31     p = 0.191

O - C                 z=  0.35     p = 0.723

O - M                 z=  5.29     p = 0.000

E - A                 z=  2.71     p = 0.007

E - B                 z=  1.23     p = 0.220

M - B                 z=  4.54     p = 0.000

C - A                 z=  1.79     p = 0.073

E - C                 z=  1.02     p = 0.307

L - C                 z=  2.07     p = 0.038

L - E                 z=  1.31     p = 0.189

F - B                 z=  2.16     p = 0.031

D - A                 z=  5.65     p = 0.000

D - C                 z=  1.74     p = 0.082

D - B                 z=  2.20     p = 0.028

O - E                 z=  0.37     p = 0.710

C - B                 z=  0.37     p = 0.708

K - B                 z=  1.05     p = 0.292

H - A                 z=  2.04     p = 0.041

I - A                 z=  1.91     p = 0.056

O - A                 z=  1.62     p = 0.106

H - B                 z=  0.45     p = 0.656

M - A                 z=  1.23     p = 0.218

L - D                 z=  2.67     p = 0.008

K - F                 z=  1.04     p = 0.298

F - E                 z=  1.28     p = 0.200

L - J                 z=  1.04     p = 0.296

M - I                 z=  0.18     p = 0.857

O - I                 z=  2.03     p = 0.042

G - B                 z=  0.40     p = 0.686

L - F                 z=  3.73     p = 0.000

K - D                 z=  0.20     p = 0.844

-------------------------------------------------------------------------
Interval plot
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CI=confidence interval.
Net league table
	BT
	0.11 (-0.15,0.38)
	0.31 (-0.04,0.66)
	0.34 (-0.37,1.06)
	0.20 (-0.86,1.26)
	0.17 (-0.37,0.71)
	0.45 (-0.73,1.63)
	0.52 (0.20,0.84)
	0.21 (-0.42,0.84)
	0.69 (0.08,1.29)
	0.35 (-0.04,0.73)
	0.54 (-0.70,1.77)
	0.79 (0.33,1.25)
	0.78 (0.42,1.14)
	1.14 (0.86,1.42)

	-0.11 (-0.38,0.15)
	CBT
	0.20 (-0.11,0.50)
	0.23 (-0.45,0.91)
	0.09 (-0.94,1.11)
	0.06 (-0.44,0.55)
	0.34 (-0.82,1.49)
	0.41 (0.14,0.68)
	0.10 (-0.51,0.70)
	0.57 (0.02,1.13)
	0.23 (-0.07,0.54)
	0.42 (-0.78,1.63)
	0.68 (0.28,1.07)
	0.67 (0.39,0.95)
	1.03 (0.85,1.21)

	-0.31 (-0.66,0.04)
	-0.20 (-0.50,0.11)
	CT
	0.03 (-0.70,0.77)
	-0.11 (-1.18,0.96)
	-0.14 (-0.70,0.43)
	0.14 (-1.05,1.33)
	0.21 (-0.12,0.55)
	-0.10 (-0.76,0.57)
	0.38 (-0.24,1.00)
	0.04 (-0.33,0.41)
	0.23 (-1.01,1.47)
	0.48 (0.05,0.91)
	0.47 (0.09,0.86)
	0.83 (0.51,1.15)

	-0.34 (-1.06,0.37)
	-0.23 (-0.91,0.45)
	-0.03 (-0.77,0.70)
	EMDR
	-0.14 (-1.37,1.08)
	-0.17 (-1.01,0.66)
	0.11 (-1.24,1.45)
	0.18 (-0.54,0.90)
	-0.13 (-1.04,0.77)
	0.34 (-0.52,1.21)
	0.01 (-0.73,0.74)
	0.19 (-1.19,1.58)
	0.45 (-0.33,1.22)
	0.44 (-0.29,1.17)
	0.80 (0.13,1.47)

	-0.20 (-1.26,0.86)
	-0.09 (-1.11,0.94)
	0.11 (-0.96,1.18)
	0.14 (-1.08,1.37)
	IPT
	-0.03 (-1.17,1.11)
	0.25 (-1.30,1.80)
	0.32 (-0.73,1.38)
	0.01 (-1.18,1.20)
	0.49 (-0.68,1.65)
	0.15 (-0.92,1.22)
	0.34 (-1.24,1.92)
	0.59 (-0.51,1.69)
	0.58 (-0.48,1.64)
	0.94 (-0.10,1.98)

	-0.17 (-0.71,0.37)
	-0.06 (-0.55,0.44)
	0.14 (-0.43,0.70)
	0.17 (-0.66,1.01)
	0.03 (-1.11,1.17)
	STPD
	0.28 (-0.97,1.53)
	0.35 (-0.16,0.87)
	0.04 (-0.65,0.73)
	0.52 (-0.23,1.26)
	0.18 (-0.40,0.75)
	0.37 (-0.94,1.67)
	0.62 (-0.01,1.25)
	0.61 (0.07,1.15)
	0.97 (0.45,1.49)

	-0.45 (-1.63,0.73)
	-0.34 (-1.49,0.82)
	-0.14 (-1.33,1.05)
	-0.11 (-1.45,1.24)
	-0.25 (-1.80,1.30)
	-0.28 (-1.53,0.97)
	PE
	0.07 (-1.11,1.26)
	-0.24 (-1.54,1.06)
	0.24 (-1.05,1.52)
	-0.10 (-1.30,1.10)
	0.09 (-1.58,1.76)
	0.34 (-0.88,1.56)
	0.33 (-0.79,1.46)
	0.69 (-0.48,1.86)

	-0.52 (-0.84,-0.20)
	-0.41 (-0.68,-0.14)
	-0.21 (-0.55,0.12)
	-0.18 (-0.90,0.54)
	-0.32 (-1.38,0.73)
	-0.35 (-0.87,0.16)
	-0.07 (-1.26,1.11)
	PT
	-0.31 (-0.96,0.33)
	0.16 (-0.44,0.77)
	-0.17 (-0.55,0.20)
	0.01 (-1.22,1.25)
	0.27 (-0.19,0.72)
	0.26 (-0.10,0.62)
	0.62 (0.33,0.91)

	-0.21 (-0.84,0.42)
	-0.10 (-0.70,0.51)
	0.10 (-0.57,0.76)
	0.13 (-0.77,1.04)
	-0.01 (-1.20,1.18)
	-0.04 (-0.73,0.65)
	0.24 (-1.06,1.54)
	0.31 (-0.33,0.96)
	SP
	0.48 (-0.34,1.30)
	0.14 (-0.53,0.81)
	0.33 (-1.02,1.68)
	0.58 (-0.14,1.30)
	0.57 (-0.08,1.23)
	0.93 (0.31,1.56)

	-0.69 (-1.29,-0.08)
	-0.57 (-1.13,-0.02)
	-0.38 (-1.00,0.24)
	-0.34 (-1.21,0.52)
	-0.49 (-1.65,0.68)
	-0.52 (-1.26,0.23)
	-0.24 (-1.52,1.05)
	-0.16 (-0.77,0.44)
	-0.48 (-1.30,0.34)
	ThirdWave
	-0.34 (-0.94,0.26)
	-0.15 (-1.48,1.18)
	0.10 (-0.54,0.74)
	0.09 (-0.53,0.71)
	0.45 (-0.11,1.02)

	-0.35 (-0.73,0.04)
	-0.23 (-0.54,0.07)
	-0.04 (-0.41,0.33)
	-0.01 (-0.74,0.73)
	-0.15 (-1.22,0.92)
	-0.18 (-0.75,0.40)
	0.10 (-1.10,1.30)
	0.17 (-0.20,0.55)
	-0.14 (-0.81,0.53)
	0.34 (-0.26,0.94)
	AD
	0.19 (-1.05,1.43)
	0.44 (0.05,0.83)
	0.43 (0.03,0.84)
	0.79 (0.46,1.13)

	-0.54 (-1.77,0.70)
	-0.42 (-1.63,0.78)
	-0.23 (-1.47,1.01)
	-0.19 (-1.58,1.19)
	-0.34 (-1.92,1.24)
	-0.37 (-1.67,0.94)
	-0.09 (-1.76,1.58)
	-0.01 (-1.25,1.22)
	-0.33 (-1.68,1.02)
	0.15 (-1.18,1.48)
	-0.19 (-1.43,1.05)
	BZP
	0.25 (-1.02,1.52)
	0.24 (-0.99,1.48)
	0.60 (-0.62,1.82)

	-0.79 (-1.25,-0.33)
	-0.68 (-1.07,-0.28)
	-0.48 (-0.91,-0.05)
	-0.45 (-1.22,0.33)
	-0.59 (-1.69,0.51)
	-0.62 (-1.25,0.01)
	-0.34 (-1.56,0.88)
	-0.27 (-0.72,0.19)
	-0.58 (-1.30,0.14)
	-0.10 (-0.74,0.54)
	-0.44 (-0.83,-0.05)
	-0.25 (-1.52,1.02)
	PL
	-0.01 (-0.48,0.47)
	0.35 (-0.07,0.77)

	-0.78 (-1.14,-0.42)
	-0.67 (-0.95,-0.39)
	-0.47 (-0.86,-0.09)
	-0.44 (-1.17,0.29)
	-0.58 (-1.64,0.48)
	-0.61 (-1.15,-0.07)
	-0.33 (-1.46,0.79)
	-0.26 (-0.62,0.10)
	-0.57 (-1.23,0.08)
	-0.09 (-0.71,0.53)
	-0.43 (-0.84,-0.03)
	-0.24 (-1.48,0.99)
	0.01 (-0.47,0.48)
	TAU
	0.36 (0.04,0.68)

	-1.14 (-1.42,-0.86)
	-1.03 (-1.21,-0.85)
	-0.83 (-1.15,-0.51)
	-0.80 (-1.47,-0.13)
	-0.94 (-1.98,0.10)
	-0.97 (-1.49,-0.45)
	-0.69 (-1.86,0.48)
	-0.62 (-0.91,-0.33)
	-0.93 (-1.56,-0.31)
	-0.45 (-1.02,0.11)
	-0.79 (-1.13,-0.46)
	-0.60 (-1.82,0.62)
	-0.35 (-0.77,0.07)
	-0.36 (-0.68,-0.04)
	WL


Net league table: head-to-head comparisons. Effect sizes (ES) and 95% confidence intervals (CIs) are reported. Negative ES favour the column-defining treatment. Statistically significant results are highlighted in boldface.
Evaluation of heterogeneity and incoherence
Overall heterogeneity

SD=0.48; Restricted likelihood ratio test for heterogeneity: LRT = 117.17 (d.f. = 1) P = 0.000
Overall incoherence

chi2( 45) =   53.53
Prob > chi2 =    0.1538
Loop-specific approach 
* 40 triangular loops found

 * 2 quadratic loops found

  Note: Heterogeneity of loop A-I-M cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop E-F-L cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop D-F-K-L cannot be estimated due to insufficient observations - set equal to 0

 Evaluation of inconsistency using loop-specific heterogeneity estimates:

+-------------------------------------------------------------------------------+

  |    Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 |

  |---------+-------+-------+---------+---------+-------------+-------------------|

  |   B-F-L | 1.114 | 0.722 |   1.543 |   0.123 | (0.00,2.53) |             0.093 |

  | D-F-K-L | 1.030 | 0.664 |   1.551 |   0.121 | (0.00,2.33) |             0.000 |

  |   B-D-E | 0.838 | 0.470 |   1.783 |   0.075 | (0.00,1.76) |             0.343 |

  |   C-D-E | 0.830 | 0.670 |   1.238 |   0.216 | (0.00,2.14) |             0.563 |

  |   D-E-L | 0.801 | 1.542 |   0.519 |   0.604 | (0.00,3.82) |             1.319 |

  |   A-M-O | 0.750 | 0.491 |   1.528 |   0.126 | (0.00,1.71) |             0.000 |

  |   A-C-O | 0.733 | 0.894 |   0.820 |   0.412 | (0.00,2.49) |             0.536 |

  |   A-I-O | 0.711 | 0.485 |   1.465 |   0.143 | (0.00,1.66) |             0.000 |

  |   A-E-O | 0.684 | 0.910 |   0.752 |   0.452 | (0.00,2.47) |             0.308 |

  |   A-D-E | 0.668 | 0.730 |   0.916 |   0.360 | (0.00,2.10) |             0.761 |

  |   B-E-F | 0.667 | 0.517 |   1.290 |   0.197 | (0.00,1.68) |             0.159 |

  |   B-C-D | 0.607 | 0.312 |   1.946 |   0.052 | (0.00,1.22) |             0.031 |

  |   E-F-L | 0.537 | 0.501 |   1.072 |   0.284 | (0.00,1.52) |             0.000 |

  |   A-B-D | 0.525 | 0.264 |   1.990 |   0.047 | (0.01,1.04) |             0.099 |

  |   A-B-H | 0.478 | 0.568 |   0.841 |   0.400 | (0.00,1.59) |             0.104 |

  |   B-I-O | 0.431 | 0.957 |   0.451 |   0.652 | (0.00,2.31) |             0.278 |

  |   B-F-K | 0.406 | 0.593 |   0.684 |   0.494 | (0.00,1.57) |             0.059 |

  |   B-C-O | 0.367 | 0.655 |   0.560 |   0.575 | (0.00,1.65) |             0.327 |

  |   B-M-O | 0.362 | 0.468 |   0.774 |   0.439 | (0.00,1.28) |             0.182 |

  |   B-C-M | 0.347 | 0.359 |   0.966 |   0.334 | (0.00,1.05) |             0.046 |

  |   A-C-M | 0.327 | 0.945 |   0.346 |   0.729 | (0.00,2.18) |             0.272 |

  |   C-D-L | 0.303 | 0.466 |   0.652 |   0.515 | (0.00,1.22) |             0.059 |

  |   C-E-L | 0.251 | 0.738 |   0.340 |   0.734 | (0.00,1.70) |             0.203 |

  |   A-B-E | 0.239 | 0.332 |   0.719 |   0.472 | (0.00,0.89) |             0.129 |

  |   B-D-K | 0.232 | 0.483 |   0.481 |   0.631 | (0.00,1.18) |             0.006 |

  |   B-E-O | 0.225 | 0.744 |   0.303 |   0.762 | (0.00,1.68) |             0.220 |

  |   A-B-O | 0.220 | 0.470 |   0.467 |   0.641 | (0.00,1.14) |             0.150 |

  |   A-C-E | 0.218 | 0.656 |   0.332 |   0.740 | (0.00,1.50) |             0.385 |

  |   B-D-L | 0.208 | 0.393 |   0.529 |   0.597 | (0.00,0.98) |             0.077 |

  |   A-B-M | 0.204 | 0.582 |   0.351 |   0.726 | (0.00,1.35) |             0.102 |

  |   A-C-D | 0.193 | 0.570 |   0.339 |   0.735 | (0.00,1.31) |             0.273 |

  |   A-B-C | 0.188 | 0.463 |   0.406 |   0.685 | (0.00,1.10) |             0.135 |

  |   B-C-E | 0.156 | 0.435 |   0.359 |   0.720 | (0.00,1.01) |             0.169 |

  | D-E-F-K | 0.155 | 1.925 |   0.080 |   0.936 | (0.00,3.93) |             1.264 |

  |   A-B-I | 0.153 | 0.505 |   0.304 |   0.761 | (0.00,1.14) |             0.100 |

  |   B-I-M | 0.142 | 0.375 |   0.378 |   0.706 | (0.00,0.88) |             0.000 |

  |   C-M-O | 0.109 | 0.549 |   0.200 |   0.842 | (0.00,1.18) |             0.229 |

  |   C-E-O | 0.083 | 0.799 |   0.104 |   0.917 | (0.00,1.65) |             0.336 |

  |   B-E-L | 0.046 | 0.615 |   0.075 |   0.940 | (0.00,1.25) |             0.107 |

  |   B-C-L | 0.045 | 0.554 |   0.082 |   0.935 | (0.00,1.13) |             0.105 |

  |   A-I-M | 0.030 | 0.572 |   0.053 |   0.958 | (0.00,1.15) |             0.000 |

  |   I-M-O | 0.015 | 0.513 |   0.030 |   0.976 | (0.00,1.02) |             0.032 |

  +-------------------------------------------------------------------------------+
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Consistency between direct and indirect estimates

Side    Direct                Indirect              Difference

        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z|

A B     -.9502751   .1024172  -1.322742   .2008207   .3724669   .2250443  0.098

A C     -1.005787   .3608717  -.7856357   .1863334  -.2201512   .4067918  0.588

A D     -1.260966   .2458598  -1.076214   .1801167   -.184752   .3050923  0.545

A E     -.9879886   .2987253  -.4991851   .1698368  -.4888035   .3434026  0.155

A H     -.5718863   .4396601  -1.147948   .5478101   .5760617   .7024215  0.412

A I     -.5557632   .4635813  -.3891751   .3676962  -.1665881   .5917006  0.778

A M      -.467447   .6252984  -.3359509   .2281109  -.1314961   .6648733  0.843

A O     -.4365994    .427906  -.8608623   .1869248   .4242629   .4676296  0.364

B C      .1195885   .3343784   .2164168   .1757197  -.0968283   .3777374  0.798

B D      .1973884   .1856167  -.4213671   .1850563   .6187554   .2619715  0.018
B E      .2135143   .1999635   .5722506   .1831117  -.3587363   .2703597  0.185

B F      .3802315   .3785233  -.2073295    .341753   .5875611   .5099494  0.249

B G *    .0850417    .522253   2.059349   63.24998  -1.974308    63.2521  0.975

B H     -.1105783    .539888   .4657301   .4493714  -.5763083   .7024348  0.412

B I      .5324951    .393176   .6204303   .4144699  -.0879352   .5700028  0.877

B K      .4308626   .4194526  -.2947513   .4539709   .7256139   .6180834  0.240

B L      .6283183   .1579784   .8368983   .3236299    -.20858   .3599173  0.562

B M      .6438104    .282166   .7108709   .2901029  -.0670605     .40259  0.868

B N *      .42354   .6150664   1.994167    63.2561  -1.570627   63.25943  0.980

B O       .326982    .187189   .0270463   .2810978   .2999357   .3373055  0.374

C D     -.4039922   .2722405  -.2380135   .2343973  -.1659786   .3592899  0.644

C E      .2477384   .2485423   .1829038   .2388021   .0648346   .3447087  0.851

C L      .4413992   .3988753   .4836454   .2284009  -.0422462   .4597102  0.927

C M      .2008794   .3201486   .7259486   .2995753  -.5250693   .4384013  0.231

C O     -.1558814   .2800925   .1959655   .2503497  -.3518469    .375627  0.349

D E      .8877028   .2590311   .2913931   .2051995   .5963096   .3303809  0.071

D K     -.0771293   .6204406   .3163074   .3772765  -.3934367   .7261433  0.588

D L      .5599816   .4045149   .8395236   .2067391   -.279542   .4542785  0.538

E F     -.4821032   .3831722  -.2336067   .3677226  -.2484966    .532599  0.641

E L      .4148121   .5756676   .2408777    .196943   .1739344   .6084995  0.775

E O     -.1136043   .5762965  -.1815535   .2053695   .0679493   .6118235  0.912

F K     -.3564275   .5889454   .2646679   .4430715  -.6210954   .7370002  0.399

F L      1.314395    .591344   .4174775   .3097853   .8969177   .6675737  0.179

I M      .0501111     .55572   .1306018   .4091553  -.0804907   .6919261  0.907

I O     -.5594474    .555063  -.2381125   .3734748  -.3213349   .6710473  0.632

J L *    .3328633   .5746197  -.7190791   63.25113   1.051942   63.25374  0.987

M O *   -.5672906   .2097629   .4989566   .5651222  -1.066247   .5998185  0.075
* Warning: all the evidence about these contrasts comes from the trials which directly compare them.


SUCRA and cumulative probability plots

Estimated probabilities (%) of each treatment being the best (and other ranks)

- assuming the minimum parameter is the best

- using 5000 draws

- allowing for parameter uncertainty

----------------------------------------------------------------------------------------------------

trial_cod |

e and     |                                        Treatment                                        

Rank      |    1     2     3     4     5     6     7     8     9    10    11    12    14    15    16

----------+-----------------------------------------------------------------------------------------

1         |

     Best |  0.0   1.9   0.3  21.0   0.0   9.4  24.4   6.7   0.3  13.8  10.0   0.0   0.0  11.8   0.5

      2nd |  0.0  11.0   1.6  29.5   0.0  13.2  10.4   7.6   0.6   7.2  12.1   0.0   0.0   5.7   1.0

      3rd |  0.0  23.5   4.1  23.7   0.0  12.4   6.8   7.1   0.6   5.0  10.0   0.0   0.0   3.9   2.8

      4th |  0.0  28.4   8.2  13.6   0.2  12.4   6.1   6.7   1.0   4.3   9.5   0.0   0.0   4.0   5.8

      5th |  0.0  21.1  13.9   7.1   1.8  12.0   5.1   8.5   2.1   4.4   9.5   0.0   0.1   4.4  10.0

      6th |  0.0   9.9  18.3   3.6   3.9  11.7   5.7   8.3   3.2   5.1  10.1   0.1   0.4   3.7  15.9

      7th |  0.0   3.5  19.0   1.1   8.5   9.3   5.4   9.1   4.7   5.5   9.4   0.2   1.0   4.7  18.6

      8th |  0.0   0.7  16.5   0.4  14.3   7.5   5.4   8.5   6.6   5.2   8.6   1.2   2.2   4.9  18.1

      9th |  0.0   0.0  10.7   0.1  21.8   5.1   5.1   8.9   8.3   5.4   6.6   3.5   5.1   5.0  14.6

     10th |  0.0   0.0   5.2   0.0  22.8   3.4   5.1   7.7  12.4   5.8   5.2   8.5   9.5   6.3   7.9

     11th |  0.1   0.0   1.9   0.0  15.8   2.0   4.9   6.9  14.5   6.2   4.0  18.4  16.0   5.6   3.6

     12th |  1.0   0.0   0.4   0.0   8.1   0.9   4.5   5.8  14.3   7.2   2.6  26.5  20.8   7.0   1.1

     13th |  6.3   0.0   0.1   0.0   2.4   0.7   4.5   4.5  14.8   6.6   1.6  27.0  23.4   8.0   0.2

     14th | 30.5   0.0   0.0   0.0   0.4   0.1   4.0   3.0  12.6   7.3   0.6  13.8  18.2   9.6   0.0

    Worst | 62.2   0.0   0.0   0.0   0.0   0.0   2.7   0.8   4.0  11.0   0.2   0.7   3.1  15.4   0.0

MEAN RANK | 14.5   4.0   6.7   2.7   9.4   5.0   5.9   7.1  10.8   8.1   5.6  12.0  12.0   8.9   7.2

    SUCRA |  0.0   0.8   0.6   0.9   0.4   0.7   0.7   0.6   0.3   0.5   0.7   0.2   0.2   0.4   0.6

----------------------------------------------------------------------------------------------------Treatment Relative Ranking of Model 1

+---------------------------------------+

  | Treatment | SUCRA | PrBest | MeanRank |

  |-----------+-------+--------+----------|

  |        WL |   3.3 |    0.0 |     14.5 |

  |       CBT |  78.3 |    1.9 |      4.0 |

  |        CT |  59.5 |    0.3 |      6.7 |

  |        BT |  87.6 |   21.0 |      2.7 |

  |        PT |  40.1 |    0.0 |      9.4 |

  |        PD |  71.4 |    9.4 |      5.0 |

  |       IPT |  65.1 |   24.4 |      5.9 |

  |      EMDR |  56.6 |    6.7 |      7.1 |

  | ThirdWave |  29.9 |    0.3 |     10.8 |

  |        PE |  49.4 |   13.8 |      8.1 |

  |        SP |  66.9 |   10.0 |      5.6 |

  |       TAU |  21.1 |    0.0 |     12.0 |

  |        PL |  21.3 |    0.0 |     12.0 |

  |       BZP |  43.6 |   11.8 |      8.9 |

  |        AD |  55.8 |    0.5 |      7.2 |

  +---------------------------------------+
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Funnel plot

3 comparisons with 10 one more studies: CBT-WL (31 studies); CBT-TAU (12 studies); BT-CBT (10 studies).
1) CBT-WL (31 studies)
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Egger's test for small-study effects:

Regress standard normal deviate of intervention

effect estimate against its standard error

Number of studies =  31                                Root MSE      =   1.546

------------------------------------------------------------------------------

     Std_Eff |      Coef.   Std. Err.      t    P>|t|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

       slope |  -.6167963   .2123771    -2.90   0.007    -1.051156   -.1824364

        bias |  -1.104745   .7925643    -1.39   0.174    -2.725721    .5162313

------------------------------------------------------------------------------

Test of H0: no small-study effects          P = 0.174
2) CBT-TAU (12 studies)
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Egger's test for small-study effects:

Regress standard normal deviate of intervention

effect estimate against its standard error

Number of studies =  12                                Root MSE      =   1.416

------------------------------------------------------------------------------

     Std_Eff |      Coef.   Std. Err.      t    P>|t|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

       slope |  -.0628815   .1406027    -0.45   0.664    -.3761639    .2504008

        bias |   2.993953   .8404641     3.56   0.005     1.121282    4.866623

------------------------------------------------------------------------------

Test of H0: no small-study effects          P = 0.005
3) BT-CBT (10 studies)
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Egger's test for small-study effects:

Regress standard normal deviate of intervention

effect estimate against its standard error

Number of studies =  10                                Root MSE      =   .9727

------------------------------------------------------------------------------

     Std_Eff |      Coef.   Std. Err.      t    P>|t|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

       slope |   .3978442   .3241245     1.23   0.255    -.3495881    1.145277

        bias |  -.5767857   1.015024    -0.57   0.585    -2.917435    1.763863

------------------------------------------------------------------------------

Test of H0: no small-study effects          P = 0.585
GRADE appraisal (CINeMA)

The analysis of the certainty of the evidence was performed with the online application CINeMA, which follows the principles of the GRADE methodology. The following criteria were applied:

· Within-study bias: the “overall” risk of bias of each study was calculated as follows: (a) LOW risk if there “some concerns” on max two domains of the Cochrane RoB 2; (b) SOME CONCERNS if three domains were judged as having some concerns OR one domain was considered at high risk and two leaving some concerns; (c) HIGH RISK in all other cases (two or more high risk domains; three domains leaving some concerns + one high risk domain; 4 or more domains leaving some concerns). 

For each comparison, the histogram was interpreted according to a “Average risk of bias” rule;

· Across-studies bias was considered “undetected” when was not possible to evaluate the risk of publication bias;

· Imprecision: an effect size of 0.3 was considered as clinically important;
· Heterogeneity: an effect size of 0.3 was considered as clinically important;
· Incoherence: for all the comparisons for which only a direct or indirect estimation was available (Inconsistency measures: Not applicable) we reported “some concern”.
Final report

	Comparison
	Number of

studies
	Within-study bias
	Reporting bias
	Indirectness
	Imprecision
	Heterogeneity
	Incoherence
	Confidence rating

	3W:AD
	1
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Moderate

	3W:CBT
	2
	Some concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	3W:PL
	1
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	3W:WL
	2
	Major concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Low

	AD:CBT
	9
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Moderate

	AD:CT
	4
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Moderate

	AD:PL
	7
	Some concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	Some concerns
	Low

	AD:PT
	1
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Moderate

	AD:WL
	2
	Some concerns
	Undetected
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	BT:CBT
	10
	Major concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Major concerns
	Very low

	BT:CT
	5
	Major concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Low

	BT:PT
	6
	Some concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	Some concerns
	Low

	BT:SP
	1
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	BT:TAU
	2
	Major concerns
	Undetected
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	BT:WL
	6
	Major concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate

	BZP:CBT
	1
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	CBT:CT
	3
	Major concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Low

	CBT:EMDR
	1
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	CBT:IPT
	1
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	CBT:PD
	2
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	High

	CBT:PL
	4
	Some concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	CBT:PT
	8
	Some concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	CBT:SP
	2
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	CBT:TAU
	12
	Some concerns
	Suspected
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate

	CBT:WL
	31
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	CT:PL
	3
	Some concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	CT:PT
	6
	Major concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Low

	CT:TAU
	2
	Major concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	No concerns
	Low

	CT:WL
	3
	Major concerns
	Undetected
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	EMDR:WL
	2
	Major concerns
	Undetected
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	PD:PT
	2
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Moderate

	PD:SP
	1
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	PD:TAU
	1
	Some concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	Some concerns
	Low

	PE:TAU
	1
	Major concerns
	Undetected
	No concerns
	Major concerns
	Some concerns
	Some concerns
	Very-Low

	PL:WL
	1
	Some concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	PT:TAU
	1
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Moderate

	PT:WL
	4
	Some concerns
	Undetected
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	3W:BT
	0
	Some concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	3W:BZP
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	3W:CT
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Some concerns
	Low

	3W:EMDR
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	3W:IPT
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	3W:PD
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Some concerns
	Low

	3W:PE
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	3W:PT
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	3W:SP
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Some concerns
	Low

	3W:TAU
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	AD:BT
	0
	Major concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Some concerns
	Very low

	AD:BZP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	AD:EMDR
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	AD:IPT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	AD:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	AD:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	AD:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	AD:TAU
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Some concerns
	Low

	BT:BZP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BT:EMDR
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BT:IPT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BT:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BT:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BT:PL
	0
	Major concerns
	Undetected
	No concerns
	No concerns
	Some concerns
	Some concerns
	Low

	BZP:CT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BZP:EMDR
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BZP:IPT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BZP:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BZP:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BZP:PL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BZP:PT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BZP:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BZP:TAU
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	BZP:WL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	CBT:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	CT:EMDR
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	CT:IPT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	CT:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	CT:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	CT:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	EMDR:IPT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	EMDR:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	EMDR:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	EMDR:PL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	EMDR:PT
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	EMDR:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	EMDR:TAU
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	IPT:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	IPT:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	IPT:PL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	IPT:PT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	IPT:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	IPT:TAU
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	Some concerns
	Some concerns
	Very-low

	IPT:WL
	0
	Major concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	Some concerns
	Low

	PD:PE
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	PD:PL
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Some concerns
	Low

	PD:WL
	0
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	Some concerns
	Moderate

	PE:PL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	PE:PT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	PE:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	PE:WL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	Some concerns
	Some concerns
	Very Low

	PL:PT
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Some concerns
	Low

	PL:SP
	0
	Major concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Some concerns
	Very low

	PL:TAU
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	PT:SP
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Some concerns
	Low

	SP:TAU
	0
	Major concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	Some concerns
	Very low

	SP:WL
	0
	Major concerns
	Undetected
	No concerns
	No concerns
	Some concerns
	Some concerns
	Low

	TAU:WL
	0
	Some concerns
	Undetected
	No concerns
	No concerns
	Major concerns
	Some concerns
	Low


Sensitivity Year (excluding DSM-III and DSM-III-TR)
67 RCTs
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Heterogeneity and consistency assessment of sensitivity analyses

	Analysis
	Global heterogeneity
	Consistency (global approach)
	Consistency (local approach)

	Excluding studies in which participants were diagnosed by means of DSM-III and DMS-III-TR
	SD = 0.43

LRT = 53.93

p-value < 0.01
	chi2 = 15.34

p-value = 0.8054
	1/21 loops showed inconsistency:

· B-D-E p = 0.004

1/28 comparisons showed inconsistency:

· D : E p = 0.018


Meta-regression analyses
Bubble plots. Each dot represent one study. Blue circles represent the confidence intervals. The effect of the treatment versus treatment as usual (eff) is expressed as the log of risk ratio (logRR), where values below 0 favor the treatment. The regression line represents the estimated linear relationship between the covariate (x axis) and the treatment effect (y axis). 
	Potential effect modifiers
	Meta-regression analysis
	Bubble plots

	Mean age
	Multivariate meta-analysis

Variance-covariance matrix = proportional .5*I(14)+.5*J(14,14,1)

Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -348.95787         Number of observations  =    91

------------------------------------------------------------------------------

             |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

_y_B         |

    Mean_age |   .0101804   .0170398     0.60   0.550    -.0232169    .0435778

       _cons |  -1.395696   .6519657    -2.14   0.032    -2.673525   -.1178663

------------------------------------------------------------------------------
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	Prop women
	Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -328.00325         Number of observations  =    86

------------------------------------------------------------------------------

             |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

_y_B         |

       propW |   .0024629    .009048     0.27   0.785    -.0152709    .0201967

       _cons |   -1.20657   .6431104    -1.88   0.061    -2.467043    .0539037

------------------------------------------------------------------------------


	[image: image12.jpg]




	Prop agoraphobics
	Method = reml                                  Number of dimensions    =    13

Restricted log likelihood = -290.12886         Number of observations  =    74

-----------------------------------------------------------------------------------

                  |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

------------------+----------------------------------------------------------------

_y_B              |

prop_agoraphobics |  -.0038842   .0045372    -0.86   0.392     -.012777    .0050087

            _cons |  -.6578516   .3669372    -1.79   0.073    -1.377035    .0613322

-----------------------------------------------------------------------------------
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	Year of study publication
	Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -388.28921         Number of observations  =   103

------------------------------------------------------------------------------

             |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

_y_B         |

        year |   .0065696   .0117317     0.56   0.575    -.0164241    .0295633

       _cons |  -14.12749   23.51212    -0.60   0.548    -60.21039    31.95541

------------------------------------------------------------------------------
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	RCT duration
	Method = reml                                  Number of dimensions    =     7

Restricted log likelihood = -20.742672         Number of observations  =    20

------------------------------------------------------------------------------

|      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

_y_B         |

RCT_duration |  -.0173305   .0292642    -0.59   0.554    -.0746873    .0400264

_cons |   -.734231   .3097648    -2.37   0.018    -1.341359   -.1271032

------------------------------------------------------------------------------
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	n_sessions
	Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -377.23616         Number of observations  =   101

-----------------------------------------------------------------------------------

                  |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

------------------+----------------------------------------------------------------

_y_B              |

n_sessionsmodules |  -.0190845   .0265014    -0.72   0.471    -.0710264    .0328574

            _cons |  -.7831294   .2660115    -2.94   0.003    -1.304502   -.2617564

-----------------------------------------------------------------------------------
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	Format (in presence / by remote)
	Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -378.62697         Number of observations  =    99

------------------------------------------------------------------------------

             |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

_y_B         |

      Format |  -.1251355    .220121    -0.57   0.570    -.5565648    .3062938

       _cons |  -.8765134   .1815504    -4.83   0.000    -1.232346    -.520681

------------------------------------------------------------------------------ 
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	Country (EU+UK / USA+Australia)
	Multivariate meta-analysis

Variance-covariance matrix = proportional .5*I(14)+.5*J(14,14,1)

Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -385.61619         Number of observations  =   103

------------------------------------------------------------------------------

             |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

_y_B         |

     Country |  -.0390917   .1953254    -0.20   0.841    -.4219224    .3437391

       _cons |  -.9033842   .3047696    -2.96   0.003    -1.500722   -.3060468

------------------------------------------------------------------------------
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	Pharmacotherapy allowed besides the experimental intervention (Y/N) 


	Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -384.87034         Number of observations  =   103

---------------------------------------------------------------------------------

                |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

----------------+----------------------------------------------------------------

_y_B            |

Pharmacotherapy |   -.060472   .4153983    -0.15   0.884    -.8746377    .7536936

          _cons |  -.9042245   .4030801    -2.24   0.025    -1.694247   -.1142021

---------------------------------------------------------------------------------
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	Treatment manual used? (Y/N)
	Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -384.1462          Number of observations  =   103

------------------------------------------------------------------------------

             |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

_y_B         |

      manual |  -.4596642    .695333    -0.66   0.509    -1.822492    .9031634

       _cons |  -.5106559   .6883422    -0.74   0.458    -1.859782    .8384699

------------------------------------------------------------------------------
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	Specifically trained therapists? (Y/N)
	Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -380.54622         Number of observations  =   103

------------------------------------------------------------------------------

             |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

_y_B         |

   ther_qual |  -.9680759   31.65232    -0.03   0.976    -63.00549    61.06934

       _cons |   .0069932   31.65217     0.00   1.000    -62.03013    62.04411

------------------------------------------------------------------------------


	All TAU-controlled studies are conducted by specifically trained therapists.

	Treatment integrity verified? (Y/N)
	Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -385.25047         Number of observations  =   103

------------------------------------------------------------------------------

             |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

_y_B         |

tr_integrity |   .1695734   .2003717     0.85   0.397    -.2231479    .5622948

       _cons |  -1.025595   .1235776    -8.30   0.000    -1.267803   -.7833873

------------------------------------------------------------------------------
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	Analysis ITT (Y/N)
	Method = reml                                  Number of dimensions    =    14

Restricted log likelihood = -385.48369         Number of observations  =   103

------------------------------------------------------------------------------

             |      Coef.   Std. Err.      z    P>|z|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

_y_B         |

         ITT |   .1070599     .19564     0.55   0.584    -.2763875    .4905074

       _cons |  -1.019396   .1443142    -7.06   0.000    -1.302247   -.7365451

------------------------------------------------------------------------------
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Appendix N - primary outcome: acceptability

Outcome type: binary
96 studies

Treatment codes

	WL
	1
	A

	CBT
	2
	B

	CT
	3
	C

	BT
	4
	D

	PT
	5
	E

	PD
	6
	F

	IPT
	7
	G

	EMDR
	8
	H

	3W
	9
	I

	PE
	10
	J

	SP
	11
	K

	TAU
	12
	L

	APP
	13
	M

	PL
	14
	N

	BZP
	15
	O

	AD
	16
	P


AD=antidepressant; APP= Attention/Psychological Placebo; BT=behaviour therapy; BZP=benzodiazepine; CBT=cognitive-behaviour therapy; CT=cognitive therapy; EMDR=eye movement desensitization and reprocessing; IPT=interpersonal therapy; PE=psychoeducation; PL=placebo; PT=physiological therapy; SP=supportive therapy; PD=short-term psychodynamic therapy; 3W=third-wave CBT; TAU=treatment as usual; WL=waiting list.

Network map
[image: image23.png]



Pairwise meta-analysis

           Study     |     ES    [95% Conf. Interval]     

---------------------+---------------------------------------------------

     L - B

1                    |    0.452     0.170     1.205        

29                   |    1.482     0.815     2.695        

37                   |    0.575     0.376     0.880        

50                   |    2.769     0.124    61.653        

51                   |    0.222     0.013     3.917        

54                   |    0.996     0.591     1.680        

56                   |    2.545     0.264    24.561        

80                   |    0.054     0.003     0.869        

83                   |    1.704     0.339     8.564        

84                   |    0.872     0.542     1.402        

 Sub-total           |

  D+L pooled ES      |    0.842     0.583     1.216        

---------------------+---------------------------------------------------

     E - D

2                    |    0.600     0.154     2.344        

60                   |    0.360     0.078     1.675        

62                   |    0.371     0.097     1.415        

67                   |    0.533     0.124     2.294        

68                   |    2.571     0.783     8.440        

76                   |    0.333     0.015     7.584        

 Sub-total           |

  D+L pooled ES      |    0.672     0.334     1.353        

---------------------+---------------------------------------------------

     B - A

3                    |    3.700     0.405    33.774        

8                    |    2.000     0.253    15.807        

12                   |    1.367     0.485     3.854        

18                   |    2.000     0.191    20.898        

20                   |    3.810     0.465    31.234        

21                   |    0.662     0.176     2.493        

22                   |    0.899     0.479     1.689        

27                   |    4.250     0.234    77.338        

34                   |    0.875     0.403     1.901        

39                   |    1.130     0.399     3.198        

41                   |    0.571     0.039     8.330        

44                   |    1.857     0.082    42.267        

52                   |    2.667     0.307    23.138        

55                   |    0.520     0.011    24.737        

63                   |    1.288     0.590     2.811        

72                   |    0.333     0.014     7.724        

73                   |   10.302     0.628   169.064        

74                   |    0.846     0.130     5.523        

82                   |    1.000     0.021    47.183        

86                   |    3.444     0.380    31.198        

87                   |    0.800     0.228     2.806        

88                   |    0.421     0.120     1.480        

90                   |    2.347     0.779     7.065        

93                   |    4.828     1.159    20.105        

96                   |    0.971     0.020    47.581        

97                   |    1.091     0.024    50.431        

99                   |    1.208     0.800     1.826        

102                  |    0.714     0.015    33.067        

103                  |    1.688     0.657     4.335        

 Sub-total           |

  D+L pooled ES      |    1.226     0.982     1.531        

---------------------+---------------------------------------------------

     I - B

4                    |    0.972     0.094    10.014        

91                   |    0.600     0.279     1.292        

 Sub-total           |

  D+L pooled ES      |    0.629     0.303     1.303        

---------------------+---------------------------------------------------

     O - B

5                    |    0.444     0.094     2.111        

 Sub-total           |

  D+L pooled ES      |    0.444     0.094     2.111        

---------------------+---------------------------------------------------

     P - B

6                    |    1.000     0.336     2.973        

9                    |    1.414     0.897     2.228        

31                   |    4.364     0.561    33.919        

44                   |    2.722     0.447    16.570        

52                   |    0.353     0.041     3.072        

77                   |    1.412     0.553     3.606        

91                   |    1.071     0.573     2.004        

98                   |    0.544     0.291     1.015        

 Sub-total           |

  D+L pooled ES      |    1.088     0.743     1.593        

---------------------+---------------------------------------------------

     N - C

7                    |    0.243     0.057     1.042        

14                   |    0.778     0.343     1.762        

32                   |    0.804     0.293     2.200        

 Sub-total           |

  D+L pooled ES      |    0.648     0.355     1.183        

---------------------+---------------------------------------------------

     P - C

7                    |    0.425     0.173     1.044        

14                   |    0.444     0.157     1.256        

23                   |    1.000     0.067    14.954        

32                   |    0.804     0.293     2.200        

 Sub-total           |

  D+L pooled ES      |    0.540     0.311     0.937        

---------------------+---------------------------------------------------

     P - N

7                    |    1.750     0.385     7.946        

9                    |    0.925     0.536     1.597        

14                   |    0.571     0.191     1.710        

32                   |    1.000     0.332     3.013        

52                   |    0.151     0.021     1.104        

91                   |    1.065     0.531     2.135        

 Sub-total           |

  D+L pooled ES      |    0.899     0.628     1.287        

---------------------+---------------------------------------------------

     E - A

8                    |    5.333     0.702    40.535        

42                   |    0.457     0.119     1.746        

64                   |    0.800     0.017    38.568        

104                  |    1.477     0.709     3.076        

 Sub-total           |

  D+L pooled ES      |    1.255     0.511     3.079        

---------------------+---------------------------------------------------

     E - B

8                    |    2.667     0.898     7.918        

19                   |    0.667     0.137     3.243        

35                   |    0.944     0.485     1.837        

47                   |    0.370     0.016     8.528        

53                   |    1.133     0.545     2.359        

68                   |    1.714     0.659     4.461        

69                   |    1.662     0.973     2.837        

75                   |    5.556     0.285   108.163        

 Sub-total           |

  D+L pooled ES      |    1.374     1.004     1.880        

---------------------+---------------------------------------------------

     N - B

9                    |    1.528     0.840     2.777        

52                   |    2.333     0.714     7.626        

91                   |    1.006     0.523     1.935        

 Sub-total           |

  D+L pooled ES      |    1.361     0.900     2.058        

---------------------+---------------------------------------------------

     C - A

10                   |    0.944     0.020    44.985        

24                   |    1.500     0.065    34.657        

102                  |    0.667     0.014    30.936        

 Sub-total           |

  D+L pooled ES      |    1.042     0.133     8.153        

---------------------+---------------------------------------------------

     E - C

11                   |    0.299     0.054     1.644        

23                   |    1.000     0.067    14.954        

65                   |    0.319     0.036     2.853        

67                   |    1.833     0.192    17.512        

76                   |    1.000     0.021    47.380        

 Sub-total           |

  D+L pooled ES      |    0.571     0.205     1.590        

---------------------+---------------------------------------------------

     L - C

11                   |    0.091     0.005     1.551        

 Sub-total           |

  D+L pooled ES      |    0.091     0.005     1.551        

---------------------+---------------------------------------------------

     L - E

11                   |    0.304     0.013     7.070        

 Sub-total           |

  D+L pooled ES      |    0.304     0.013     7.070        

---------------------+---------------------------------------------------

     F - B

13                   |    1.000     0.347     2.882        

69                   |    0.900     0.515     1.571        

 Sub-total           |

  D+L pooled ES      |    0.921     0.562     1.508        

---------------------+---------------------------------------------------

     D - A

15                   |    0.520     0.011    24.737        

48                   |    2.613     0.668    10.215        

66                   |    2.757     0.926     8.204        

74                   |    1.320     0.242     7.189        

94                   |    1.100     0.171     7.095        

102                  |    0.769     0.017    35.513        

 Sub-total           |

  D+L pooled ES      |    1.946     0.984     3.850        

---------------------+---------------------------------------------------

     D - C

16                   |    1.000     0.021    47.183        

67                   |    3.438     0.463    25.530        

76                   |    3.000     0.132    68.259        

102                  |    1.154     0.025    54.165        

 Sub-total           |

  D+L pooled ES      |    2.419     0.576    10.154        

---------------------+---------------------------------------------------

     D - B

17                   |    0.814     0.334     1.986        

33                   |    1.650     0.511     5.324        

45                   |    1.000     0.222     4.505        

57                   |    1.000     0.023    42.651        

59                   |    5.500     0.352    85.967        

68                   |    0.667     0.176     2.530        

74                   |    1.560     0.284     8.564        

78                   |    1.527     0.671     3.476        

102                  |    1.077     0.023    50.434        

 Sub-total           |

  D+L pooled ES      |    1.191     0.764     1.856        

---------------------+---------------------------------------------------

     P - E

23                   |    1.000     0.067    14.954        

 Sub-total           |

  D+L pooled ES      |    1.000     0.067    14.954        

---------------------+---------------------------------------------------

     C - B

26                   |    1.750     0.564     5.432        

102                  |    0.933     0.020    43.933        

 Sub-total           |

  D+L pooled ES      |    1.665     0.561     4.935        

---------------------+---------------------------------------------------

     K - B

28                   |    3.400     0.149    77.337        

92                   |    0.785     0.377     1.636        

 Sub-total           |

  D+L pooled ES      |    0.848     0.415     1.733        

---------------------+---------------------------------------------------

     H - A

36                   |    1.071     0.074    15.540        

40                   |    1.965     0.327    11.809        

 Sub-total           |

  D+L pooled ES      |    1.628     0.367     7.220        

---------------------+---------------------------------------------------

     I - A

38                   |    2.881     0.172    48.233        

 Sub-total           |

  D+L pooled ES      |    2.881     0.172    48.233        

---------------------+---------------------------------------------------

     M - A

40                   |    0.381     0.017     8.620        

 Sub-total           |

  D+L pooled ES      |    0.381     0.017     8.620        

---------------------+---------------------------------------------------

     M - H

40                   |    0.194     0.011     3.459        

 Sub-total           |

  D+L pooled ES      |    0.194     0.011     3.459        

---------------------+---------------------------------------------------

     P - A

44                   |    5.056     0.285    89.704        

52                   |    0.941     0.064    13.816        

 Sub-total           |

  D+L pooled ES      |    2.060     0.289    14.671        

---------------------+---------------------------------------------------

     H - B

46                   |    0.500     0.187     1.338        

 Sub-total           |

  D+L pooled ES      |    0.500     0.187     1.338        

---------------------+---------------------------------------------------

     N - A

52                   |    6.222     0.856    45.252        

 Sub-total           |

  D+L pooled ES      |    6.222     0.856    45.252        

---------------------+---------------------------------------------------

     K - F

61                   |    0.421     0.042     4.227        

 Sub-total           |

  D+L pooled ES      |    0.421     0.042     4.227        

---------------------+---------------------------------------------------

     F - E

69                   |    0.542     0.311     0.943        

70                   |    0.221     0.052     0.937        

 Sub-total           |

  D+L pooled ES      |    0.448     0.219     0.918        

---------------------+---------------------------------------------------

     L - J

81                   |    1.000     0.021    48.086        

 Sub-total           |

  D+L pooled ES      |    1.000     0.021    48.086        

---------------------+---------------------------------------------------

     N - I

91                   |    1.677     0.735     3.827        

 Sub-total           |

  D+L pooled ES      |    1.677     0.735     3.827        

---------------------+---------------------------------------------------

     P - I

91                   |    1.786     0.800     3.986        

 Sub-total           |

  D+L pooled ES      |    1.786     0.800     3.986        

---------------------+---------------------------------------------------

     L - D

95                   |    1.059     0.022    50.432        

 Sub-total           |

  D+L pooled ES      |    1.059     0.022    50.432        

---------------------+---------------------------------------------------

     G - B

100                  |    0.670     0.327     1.371        

 Sub-total           |

  D+L pooled ES      |    0.670     0.327     1.371        

---------------------+---------------------------------------------------

     L - F

101                  |    1.000     0.021    48.086        

 Sub-total           |

  D+L pooled ES      |    1.000     0.021    48.086        

---------------------+---------------------------------------------------

     K - D

105                  |    0.250     0.011     5.717        

 Sub-total           |

  D+L pooled ES      |    0.250     0.011     5.717        

---------------------+---------------------------------------------------

Test(s) of heterogeneity:

               Heterogeneity  degrees of

                 statistic     freedom      P    I-squared**   Tau-squared

L - B               15.26          9      0.084     41.0%       0.1129

E - D                6.58          5      0.254     24.0%       0.1822

B - A               19.32         28      0.888      0.0%       0.0000

I - B                0.15          1      0.700      0.0%       0.0000

O - B                0.00          0         .         .%       0.0000

P - B               10.13          7      0.181     30.9%       0.0846

N - C                2.11          2      0.348      5.2%       0.0160

P - C                1.20          3      0.752      0.0%       0.0000

P - N                4.76          5      0.445      0.0%       0.0000

E - A                4.37          3      0.224     31.4%       0.2712

E - B                5.93          7      0.548      0.0%       0.0000

N - B                1.76          2      0.415      0.0%       0.0000

C - A                0.11          2      0.948      0.0%       0.0000

E - C                2.10          4      0.718      0.0%       0.0000

L - C                0.00          0         .         .%       0.0000

L - E                0.00          0         .         .%       0.0000

F - B                0.03          1      0.863      0.0%       0.0000

D - A                1.81          5      0.875      0.0%       0.0000

D - C                0.48          3      0.923      0.0%       0.0000

D - B                3.42          8      0.905      0.0%       0.0000

P - E                0.00          0         .         .%       0.0000

C - B                0.09          1      0.759      0.0%       0.0000

K - B                0.80          1      0.371      0.0%       0.0000

H - A                0.14          1      0.712      0.0%       0.0000

I - A                0.00          0         .         .%       0.0000

M - A                0.00          0         .         .%       0.0000

M - H                0.00          0         .         .%       0.0000

P - A                0.70          1      0.402      0.0%       0.0000

H - B                0.00          0         .         .%       0.0000

N - A                0.00          0         .         .%       0.0000

K - F                0.00          0         .         .%       0.0000

F - E                1.29          1      0.256     22.3%       0.0897

L - J                0.00          0         .         .%       0.0000

N - I                0.00          0         .         .%       0.0000

P - I                0.00          0         .         .%       0.0000

L - D                0.00          0         .         .%       0.0000

G - B                0.00          0         .         .%       0.0000

L - F                0.00          0         .         .%       0.0000

K - D                0.00          0         .         .%       0.0000

** I-squared: the variation in ES attributable to heterogeneity)

Significance test(s) of ES=1

L - B                 z=  0.92     p = 0.359

E - D                 z=  1.11     p = 0.266

B - A                 z=  1.80     p = 0.072

I - B                 z=  1.25     p = 0.212

O - B                 z=  1.02     p = 0.308

P - B                 z=  0.43     p = 0.666

N - C                 z=  1.41     p = 0.158

P - C                 z=  2.19     p = 0.028

P - N                 z=  0.58     p = 0.559

E - A                 z=  0.50     p = 0.620

E - B                 z=  1.98     p = 0.047

N - B                 z=  1.46     p = 0.144

C - A                 z=  0.04     p = 0.969

E - C                 z=  1.07     p = 0.283

L - C                 z=  1.66     p = 0.098

L - E                 z=  0.74     p = 0.459

F - B                 z=  0.33     p = 0.743

D - A                 z=  1.91     p = 0.056

D - C                 z=  1.21     p = 0.227

D - B                 z=  0.77     p = 0.440

P - E                 z=  0.00     p = 1.000

C - B                 z=  0.92     p = 0.358

K - B                 z=  0.45     p = 0.651

H - A                 z=  0.64     p = 0.521

I - A                 z=  0.74     p = 0.462

M - A                 z=  0.61     p = 0.544

M - H                 z=  1.12     p = 0.265

P - A                 z=  0.72     p = 0.471

H - B                 z=  1.38     p = 0.168

N - A                 z=  1.81     p = 0.071

K - F                 z=  0.74     p = 0.462

F - E                 z=  2.19     p = 0.028

L - J                 z=  0.00     p = 1.000

N - I                 z=  1.23     p = 0.219

P - I                 z=  1.42     p = 0.157

L - D                 z=  0.03     p = 0.977

G - B                 z=  1.10     p = 0.273

L - F                 z=  0.00     p = 1.000

K - D                 z=  0.87     p = 0.385

-------------------------------------------------------------------------

Interval plot
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Net league table: head-to-head comparisons. Relative risks (RRs) and 95% confidence intervals (CIs) are reported. RRs lower than 1 favour the column-defining treatment. Statistically significant results are highlighted in boldface.
Evaluation of heterogeneity and incoherence
Overall heterogeneity

SD=0.12; Restricted likelihood ratio test for heterogeneity: LRT =   0.25 (d.f. = 1) P = 0.309
Overall incoherence

chi2( 43) =   31.38

Prob > chi2 =  0.8849
Loop-specific approach 
* 41 triangular loops found

 * 2 quadratic loops found

  Note: Heterogeneity of loop A-H-M cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop A-I-N cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop A-I-P cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop B-I-N cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop E-F-L cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop D-F-K-L cannot be estimated due to insufficient observations - set equal to 0

 Evaluation of inconsistency using loop-specific heterogeneity estimates:

  +---------------------------------------------------------------------------+

  |    Loop |    ROR | z_value | p_value |          CI_95 | Loop_Heterog_tau2 |

  |---------+--------+---------+---------+----------------+-------------------|

  |   C-D-L | 28.175 |   1.308 |   0.191 | (1.00,4194.68) |             0.000 |

  |   A-C-N |  9.145 |   1.487 |   0.137 |  (1.00,168.99) |             0.000 |

  |   B-C-L |  5.629 |   1.043 |   0.297 |  (1.00,144.69) |             0.096 |

  |   D-E-L |  5.176 |   0.623 |   0.533 |  (1.00,908.85) |             0.182 |

  |   A-B-N |  3.759 |   1.273 |   0.203 |   (1.00,28.88) |             0.000 |

  |   A-B-I |  3.736 |   0.885 |   0.376 |   (1.00,69.20) |             0.000 |

  |   A-C-P |  3.661 |   0.878 |   0.380 |   (1.00,66.30) |             0.000 |

  |   B-C-D |  3.377 |   1.286 |   0.198 |   (1.00,21.57) |             0.000 |

  |   C-D-E |  3.250 |   1.225 |   0.221 |   (1.00,21.42) |             0.000 |

  |   A-N-P |  2.882 |   0.737 |   0.461 |   (1.00,48.11) |             0.000 |

  |   B-D-K |  2.848 |   0.633 |   0.527 |   (1.00,72.78) |             0.000 |

  |   C-E-L |  2.753 |   0.449 |   0.654 |  (1.00,230.04) |             0.000 |

  |   A-B-H |  2.655 |   1.064 |   0.287 |   (1.00,16.05) |             0.000 |

  |   A-I-P |  2.497 |   0.509 |   0.611 |   (1.00,84.96) |             0.000 |

  |   B-F-K |  2.187 |   0.622 |   0.534 |   (1.00,25.71) |             0.000 |

  |   A-C-E |  2.159 |   0.635 |   0.526 |   (1.00,23.25) |             0.000 |

  | D-E-F-K |  2.037 |   0.334 |   0.739 |  (1.00,133.23) |             0.157 |

  |   B-E-L |  2.018 |   0.424 |   0.672 |   (1.00,51.99) |             0.060 |

  |   A-B-C |  1.962 |   0.565 |   0.572 |   (1.00,20.31) |             0.000 |

  |   A-H-M |  1.834 |   0.237 |   0.813 |  (1.00,277.27) |             0.000 |

  | D-F-K-L |  1.783 |   0.169 |   0.866 | (1.00,1465.27) |             0.000 |

  |   A-E-P |  1.651 |   0.273 |   0.785 |   (1.00,60.58) |             0.193 |

  |   E-F-L |  1.586 |   0.180 |   0.857 |  (1.00,239.26) |             0.000 |

  |   B-I-N |  1.578 |   0.731 |   0.465 |    (1.00,5.36) |             0.000 |

  |   A-B-P |  1.555 |   0.434 |   0.665 |   (1.00,11.44) |             0.000 |

  |   B-E-F |  1.534 |   1.032 |   0.302 |    (1.00,3.46) |             0.000 |

  |   B-D-E |  1.534 |   1.019 |   0.308 |    (1.00,3.49) |             0.000 |

  |   B-D-L |  1.508 |   0.206 |   0.837 |   (1.00,75.38) |             0.024 |

  |   B-C-E |  1.446 |   0.474 |   0.636 |    (1.00,6.65) |             0.000 |

  |   A-B-D |  1.324 |   0.651 |   0.515 |    (1.00,3.08) |             0.000 |

  |   A-B-E |  1.304 |   0.725 |   0.469 |    (1.00,2.67) |             0.000 |

  |   A-I-N |  1.288 |   0.140 |   0.889 |   (1.00,44.55) |             0.000 |

  |   I-N-P |  1.282 |   0.353 |   0.724 |    (1.00,5.11) |             0.034 |

  |   B-E-P |  1.264 |   0.166 |   0.868 |   (1.00,20.14) |             0.031 |

  |   A-C-D |  1.256 |   0.172 |   0.863 |   (1.00,16.95) |             0.000 |

  |   B-C-N |  1.253 |   0.340 |   0.734 |    (1.00,4.60) |             0.000 |

  |   B-N-P |  1.243 |   0.498 |   0.619 |    (1.00,2.92) |             0.056 |

  |   B-C-P |  1.210 |   0.294 |   0.769 |    (1.00,4.31) |             0.009 |

  |   B-F-L |  1.104 |   0.047 |   0.962 |   (1.00,67.76) |             0.087 |

  |   C-N-P |  1.086 |   0.179 |   0.858 |    (1.00,2.68) |             0.000 |

  |   A-D-E |  1.061 |   0.106 |   0.916 |    (1.00,3.16) |             0.000 |

  |   B-I-P |  1.049 |   0.064 |   0.949 |    (1.00,4.60) |             0.117 |

  |   C-E-P |  1.039 |   0.025 |   0.980 |   (1.00,20.35) |             0.000 |

  +---------------------------------------------------------------------------+
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Consistency between direct and indirect estimates 
Side    Direct                Indirect              Difference

        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z|

A B      .1857666   .1203102   .3332231   .2558637  -.1474565   .2798067  0.598

A C      .0408206   1.051808   .9238932    .247942  -.8830726   1.080603  0.414

A D      .6631939   .3531548   .6539831   .2252957   .0092108   .4201533  0.983

A E      .3253504    .314743   .4530372   .1889668  -.1276868   .3687904  0.729

A H *      .48625    .764764  -.4961468   .5266052   .9823969   .9285612  0.290

A I      1.058121    1.44228   -.182337   .3767687   1.240458    1.49068  0.405

A M *   -.9650809   1.595473   -3.16267   2.114319   2.197589   2.089754  0.293

A N        2.0044   .8148737   .3790043   .2203057   1.625395   .8547399  0.057

A P      .9637897   .9242172   .2930176   .1809612    .670772   .9437284  0.477

B C      .5077915   .5655656   .6949858   .2393216  -.1871943    .614125  0.761

B D       .200561   .2301196   .7549052   .2587128  -.5543441   .3446614  0.108

B E      .3346153   .1687115  -.0420506   .2381313   .3766659   .2925545  0.198

B F      -.080321   .2637591  -.8474918   .4458355   .7671708   .5136558  0.135

B G *   -.4008247   .3834136   -.483367   105.6737   .0825422    105.674  0.999

B H     -.6931428   .5149583   .2892266   .7726755  -.9823695    .928549  0.290

B I     -.4372633   .3869473   .0501262   .5851308  -.4873894   .6269129  0.437

B K     -.1583129   .3819862  -1.096167   .9661897   .9378537   1.039111  0.367

B L     -.1812252   .1310772  -.7194731   1.011376   .5382479   1.019819  0.598

B N      .3632479   .2214554   .1540952   .3330363   .2091526   .3954845  0.597

B O *   -.8109302   .8032821  -.5361533   136.6094  -.2747769   136.6099  0.998

B P      .0958744   .1539897   .1927007   .4044827  -.0968263   .4327884  0.823

C D      .8292622    .689425  -.3985631   .2895767   1.227825   .7418946  0.098

C E     -.6928524   .5175916  -.3909112    .279906  -.3019412   .5858267  0.606

C L     -2.417445   1.188127  -.7685788   .2625034  -1.648866   1.226327  0.179

C N     -.4539279   .3012856  -.2284532   .3859344  -.2254747   .5025766  0.654

C P     -.6092219   .2865958  -.4825153   .3543596  -.1267066   .4678047  0.787

D E     -.3860976   .3034132  -.1357875   .2514725  -.2503101   .3920255  0.523

D K     -1.386276   1.601099  -.6885978   .4024595  -.6976786   1.650905  0.673

D L      .0571584   1.974596  -.6436999   .2168774   .7008583    1.98647  0.724

E F     -.7416618   .2807668    .097642   .4187602  -.8393038    .499826  0.093

E L     -.2194728   1.436944  -.4012314   .1911437   .1817587   1.449612  0.900

E P     -4.98e-11   1.385043  -.1019883   .1964068   .1019883     1.3989  0.942

F K     -.8649972   1.182751   .1117414    .441024  -.9767386   1.262299  0.439

F L     -5.84e-11   1.979463   .0891099   .2682322  -.0891099   1.997554  0.964

H M *   -1.640528   1.474602   .5570607   2.362964  -2.197589   2.089754  0.293

I N      .4751416   .4358524   .8799198   .5857371  -.4047782   .6900956  0.558

I P      .5530625   .4271956   .1910902   .5388969   .3619723   .6334692  0.568

J L *   -3.17e-10   1.979414   .0415597   404.9795  -.0415597   404.9843  1.000

N P *   -.1457953   .1845906  -.6387869   .5663696   .4929917   .5913459  0.404 
* Warning: all the evidence about these contrasts comes from the trials which directly compare them.

SUCRA and cumulative probability plots

Estimated probabilities (%) of each treatment being the best (and other ranks)

- assuming the minimum parameter is the best

- using 5000 draws

- allowing for parameter uncertainty

----------------------------------------------------------------------------------------------------------

trial_cod |

e and     |                                           Treatment                                           

Rank      |    1     2     3     4     5     6     7     8     9    10    11    12    13    14    15    16

----------+-----------------------------------------------------------------------------------------------

1         |

     Best |  0.0   0.0   0.0   0.0   0.0   0.5   2.4   2.3   1.1  20.8   1.3   0.1  56.1   0.0  15.4   0.0

      2nd |  0.4   0.0   0.0   0.0   0.0   3.4   9.7  10.6   6.6  15.5   5.7   0.7  18.0   0.0  29.6   0.0

      3rd |  2.0   0.0   0.0   0.0   0.0   8.7  15.8  18.0  13.2   7.1  11.4   2.2   5.6   0.0  15.8   0.1

      4th |  6.4   0.0   0.0   0.0   0.0  13.8  16.4  15.5  14.5   3.3  13.7   5.4   3.0   0.0   7.8   0.1

      5th | 13.2   0.1   0.0   0.1   0.1  16.2  12.6  10.9  13.0   2.4  12.7  11.9   1.7   0.1   4.4   0.6

      6th | 20.1   1.0   0.0   0.0   0.2  15.4   8.9   8.5  10.5   1.9  10.8  16.3   1.4   0.3   3.5   1.3

      7th | 22.6   3.5   0.0   0.1   0.5  13.1   7.4   6.5   8.7   1.5   8.8  20.4   1.3   0.4   2.9   2.4

      8th | 19.5  12.4   0.0   0.1   1.3  10.4   6.1   5.8   6.8   1.5   7.6  18.8   0.8   1.1   2.7   5.0

      9th | 10.8  25.1   0.1   0.3   3.6   7.5   4.7   4.7   6.5   1.5   7.0  13.9   0.7   2.0   2.2   9.4

     10th |  3.7  31.6   0.1   1.0   8.5   5.1   4.0   4.0   5.3   1.5   5.5   6.1   1.0   3.9   2.4  16.3

     11th |  1.1  19.9   0.5   2.6  17.1   2.9   3.6   3.5   5.0   1.8   4.7   2.8   1.1   7.9   2.1  23.5

     12th |  0.3   5.7   1.2   6.5  25.6   1.9   3.2   3.1   3.5   1.7   4.1   1.0   1.0  16.5   2.1  22.8

     13th |  0.0   0.7   3.2  15.4  24.9   0.7   2.2   2.7   2.3   2.0   3.1   0.3   1.3  25.4   2.3  13.6

     14th |  0.0   0.1  10.5  29.6  14.3   0.3   2.0   2.4   1.6   2.8   2.3   0.0   1.3  26.8   2.2   4.1

     15th |  0.0   0.0  35.1  33.4   3.5   0.1   0.6   1.1   1.1   4.2   1.1   0.0   2.2  14.1   2.6   0.8

    Worst |  0.0   0.0  49.5  10.9   0.4   0.0   0.2   0.4   0.3  30.5   0.4   0.0   3.5   1.7   2.2   0.0

MEAN RANK |  6.8   9.7  15.3  14.1  12.1   6.2   5.8   5.9   6.4   8.2   6.6   7.1   3.2  13.0   4.6  10.9

    SUCRA |  0.6   0.4   0.0   0.1   0.3   0.7   0.7   0.7   0.6   0.5   0.6   0.6   0.9   0.2   0.8   0.3

----------------------------------------------------------------------------------------------------------

Treatment Relative Ranking of Model 1

+---------------------------------------+

  | Treatment | SUCRA | PrBest | MeanRank |

  |-----------+-------+--------+----------|

  |        WL |  61.2 |    0.0 |      6.8 |

  |       CBT |  42.1 |    0.0 |      9.7 |

  |        CT |   4.9 |    0.0 |     15.3 |

  |        BT |  12.5 |    0.0 |     14.1 |

  |        PT |  25.9 |    0.0 |     12.1 |

  |        PD |  65.0 |    0.5 |      6.3 |

  |       IPT |  67.8 |    2.4 |      5.8 |

  |      EMDR |  67.6 |    2.3 |      5.9 |

  | ThirdWave |  64.2 |    1.1 |      6.4 |

  |        PE |  52.1 |   20.8 |      8.2 |

  |        SP |  62.4 |    1.3 |      6.6 |

  |       TAU |  59.1 |    0.1 |      7.1 |

  |       APP |  85.5 |   56.1 |      3.2 |

  |        PL |  20.2 |    0.0 |     13.0 |

  |       BZP |  75.8 |   15.4 |      4.6 |

  |        AD |  33.7 |    0.0 |     10.9 |

  +---------------------------------------+
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Funnel plot
Only 1 comparison with 10 one more studies: CBT-WL (29 studies); 
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Egger's test for small-study effects:

Regress standard normal deviate of intervention

effect estimate against its standard error

Number of studies =  29                                Root MSE      =   .8236

------------------------------------------------------------------------------

     Std_Eff |      Coef.   Std. Err.      t    P>|t|     [95% Conf. Interval]

-------------+----------------------------------------------------------------

       slope |   .0428095   .1617916     0.26   0.793    -.2891594    .3747784

        bias |   .3231361   .2652103     1.22   0.234    -.2210306    .8673027

------------------------------------------------------------------------------

Test of H0: no small-study effects          P = 0.234
GRADE appraisal (CINeMA)

· Within-study bias: the “overall” risk of bias of each study was calculated as follows: (a) LOW risk if there “some concerns” on max two domains of the Cochrane RoB 2; (b) SOME CONCERNS if three domains were judged as having some concerns OR one domain was considered at high risk and two leaving some concerns; (c) HIGH RISK in all other cases (two or more high risk domains; three domains leaving some concerns + one high risk domain; 4 or more domains leaving some concerns). 

For each comparison, the histogram was interpreted according to a “Average risk of bias” rule;

· Across-studies bias was considered “undetected” when was not possible to evaluate the risk of publication bias;

· Imprecision: risk ratio between 0.667 to 1.5 was considered as a clinically important size of effect;
· Heterogeneity: risk ratio between 0.667 to 1.5 was considered as a clinically important size of effect;
· Incoherence: for all the comparisons for which only a direct or indirect estimation was available (Inconsistency measures: Not applicable) we reported “some concern”.
Final report

	Comparison
	Number 

of studies
	Within-study bias
	Reporting bias
	Indirectness
	Imprecision
	Heterogeneity
	Incoherence
	Confidence rating

	3W:AD
	1
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	3W:CBT
	2
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	3W:PL
	1
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	3W:WL
	1
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	AD:CBT
	8
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	AD:CT
	4
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	AD:PL
	9
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	AD:PT
	1
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	AD:WL
	2
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	APP:EMDR
	1
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	APP:WL
	1
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	BT:CBT
	9
	Major concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate

	BT:CT
	4
	Major concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	BT:PT
	6
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	BT:SP
	1
	Major concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	BT:TAU
	1
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	BT:WL
	6
	Major concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate

	BZP:CBT
	1
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	CBT:CT
	2
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	CBT:EMDR
	1
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	CBT:IPT
	1
	Major concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	CBT:PD
	2
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	CBT:PL
	3
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	CBT:PT
	8
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	CBT:SP
	2
	Major concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	CBT:TAU
	8
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	CBT:WL
	29
	Some concerns
	Undetected
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	CT:PL
	3
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	CT:PT
	5
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	CT:TAU
	1
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	CT:WL
	3
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	EMDR:WL
	2
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	PD:PT
	2
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	Some concerns
	Moderate

	PD:SP
	1
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	PD:TAU
	1
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	PE:TAU
	1
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	Some concerns
	Very low

	PL:WL
	1
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	PT:TAU
	1
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	PT:WL
	4
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	3W:APP
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	3W:BT
	0
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	3W:BZP
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	3W:CT
	0
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	3W:EMDR
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	3W:IPT
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	3W:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	3W:PE
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	3W:PT
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	3W:SP
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	3W:TAU
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	AD:APP
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	AD:BT
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	AD:BZP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	AD:EMDR
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	AD:IPT
	0
	Major concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	AD:PD
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	AD:PE
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	AD:SP
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	AD:TAU
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	APP:BT
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	APP:BZP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	APP:CBT
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	APP:CT
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	APP:IPT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	APP:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	APP:PE
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	APP:PL
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	APP:PT
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	APP:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	APP:TAU
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	BT:BZP
	0
	Major concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	BT:EMDR
	0
	Major concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	BT:IPT
	0
	Major concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate

	BT:PD
	0
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	BT:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	BT:PL
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	BZP:CT
	0
	Major concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	BZP:EMDR
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	BZP:IPT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	BZP:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	BZP:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	BZP:PL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	BZP:PT
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	BZP:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	BZP:TAU
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	BZP:WL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	CBT:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	CT:EMDR
	0
	Major concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate

	CT:IPT
	0
	Major concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate

	CT:PD
	0
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	CT:PE
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	CT:SP
	0
	Major concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate

	EMDR:IPT
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	EMDR:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	EMDR:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	EMDR:PL
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	EMDR:PT
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	EMDR:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	EMDR:TAU
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	IPT:PD
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	IPT:PE
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	IPT:PL
	0
	Major concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	IPT:PT
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	IPT:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	IPT:TAU
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	IPT:WL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	PD:PE
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	PD:PL
	0
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	PD:WL
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	Some concerns
	No concerns
	Moderate

	PE:PL
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	PE:PT
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	PE:SP
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	PE:WL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	Some concerns
	No concerns
	Very low

	PL:PT
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	PL:SP
	0
	Major concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	PL:TAU
	0
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High

	PT:SP
	0
	Some concerns
	Undetected
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	SP:TAU
	0
	Some concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	SP:WL
	0
	Major concerns
	Undetected
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	TAU:WL
	0
	Some concerns
	Undetected
	No concerns
	No concerns
	No concerns
	No concerns
	High


Appendix O - Sensitivity analysis: efficacy (excluding trials comparing pharmacotherapy with psychotherapy)
Outcome type: continuous

89 studies

Treatment codes

	WL
	1
	A

	CBT
	2
	B

	CT
	3
	C

	BT
	4
	D

	PT
	5
	E

	PD
	6
	F

	IPT
	7
	G

	EMDR
	8
	H

	3W
	9
	I

	PE
	10
	J

	SP
	11
	K

	TAU
	12
	L


AD=antidepressant; BT=behaviour therapy; BZP=benzodiazepine; CBT=cognitive-behaviour therapy; CT=cognitive therapy; EMDR=eye movement desensitization and reprocessing; IPT=interpersonal therapy; PE=psychoeducation; PL=placebo; PT=physiological therapy; SP=supportive therapy; PD=short-term psychodynamic therapy; 3W=third-wave CBT; TAU=treatment as usual; WL=waiting list.

Network map
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Pairwise meta-analysis

           Study     |     ES    [95% Conf. Interval]     

---------------------+---------------------------------------------------

     L - B

Addis, 2004          |   -0.016    -0.455     0.423        

Craske, 2011         |    0.345     0.081     0.610        

Gensichen, 2020      |    0.222     0.029     0.415        

Klein, 2006          |    1.843     1.175     2.512        

Koszycki, 2011       |    0.456     0.030     0.882        

Loerch, 1999         |    1.361     0.467     2.255        

Marchand, 2008       |    0.435    -0.071     0.940        

Petterson, 1996      |    1.058     0.242     1.874        

Pitti, 2015          |    0.549     0.072     1.026        

Richards, 2006       |    1.674     0.785     2.564        

Roy-Byrne, 2005      |    0.572     0.309     0.835        

Roy-Byrne, 2010      |    0.214     0.033     0.394        

 Sub-total           |

  D+L pooled ES      |    0.567     0.343     0.790        

---------------------+---------------------------------------------------

     E - D

Al-Kubaisy, 1992     |    1.928     0.883     2.972        

Marks, 1993          |    2.729     2.056     3.401        

McNamee, 1989        |    1.431     0.188     2.674        

Michelson, 1985      |    0.349    -0.513     1.211        

Michelson, 1996      |    0.000    -0.560     0.560        

Ost, 1993            |   -0.620    -1.362     0.121        

 Sub-total           |

  D+L pooled ES      |    0.950    -0.178     2.078        

---------------------+---------------------------------------------------

     B - A

Allen, 2016          |   -0.972    -1.610    -0.335        

Barlow, 1989         |   -0.467    -1.090     0.156        

Berger, 2017         |   -0.428    -0.850    -0.006        

Carlbring, 2006      |   -1.463    -2.037    -0.889        

Carlbring, 2001      |   -1.043    -1.700    -0.387        

Carter, 2003         |   -1.811    -2.770    -0.852        

Ciuca, 2018          |   -1.005    -1.420    -0.591        

Craske, 2005         |   -1.016    -1.734    -0.299        

Erickson, 2007       |   -0.306    -1.169     0.556        

Gloster, 2011        |   -0.993    -1.266    -0.720        

Gould, 1993          |   -0.041    -0.777     0.695        

Hazen 1996           |   -0.961    -1.418    -0.505        

Kenardy, 2003        |   -1.258    -1.638    -0.878        

Lidren, 1994         |   -0.721    -1.436    -0.006        

Meulenbeek, 2010     |   -0.675    -0.948    -0.401        

Nordin, 2010         |   -1.490    -2.198    -0.782        

Oromendia, 2016      |   -1.163    -1.676    -0.650        

Ost, 2004            |   -0.973    -1.563    -0.382        

Reinecke, 2013       |   -0.447    -1.198     0.305        

Ruwaard, 2010        |   -0.547    -1.073    -0.021        

Schmidt, 1997a       |   -1.167    -2.017    -0.317        

Schmidt, 1997b       |   -2.262    -3.078    -1.446        

Sharp, 2004          |   -0.620    -1.158    -0.083        

Silfvernagel, 2012   |   -1.395    -1.978    -0.812        

Telch, 1993          |   -1.825    -2.400    -1.250        

Titov, 2010          |   -1.254    -2.207    -0.301        

van Ballegooijen, 20 |   -0.304    -0.656     0.047        

Williams, 1996       |   -1.168    -2.055    -0.282        

Wims, 2010           |   -0.586    -1.133    -0.039        

 Sub-total           |

  D+L pooled ES      |   -0.944    -1.110    -0.778        

---------------------+---------------------------------------------------

     I - B

Arch, 2012           |    0.684     0.083     1.286        

 Sub-total           |

  D+L pooled ES      |    0.684     0.083     1.286        

---------------------+---------------------------------------------------

     E - A

Barlow, 1989         |   -0.560    -1.367     0.248        

Griegel, 1995        |   -0.512    -1.283     0.260        

Meuret, 2008         |   -2.219    -2.996    -1.442        

Wollburg, 2011       |   -0.760    -1.250    -0.271        

 Sub-total           |

  D+L pooled ES      |   -1.003    -1.728    -0.277        

---------------------+---------------------------------------------------

     E - B

Barlow, 1989         |   -0.093    -0.806     0.620        

Carlbring, 2003      |    0.186    -0.652     1.024        

Feldman, 2016        |   -0.638    -1.219    -0.056        

Hovland, 2013        |    0.705     0.028     1.383        

Korrelboom, 2014     |   -0.123    -0.451     0.205        

Michelson, 1996      |    0.495    -0.066     1.055        

Milrod, 2016         |    0.387     0.003     0.770        

Ost, 1995            |    0.951     0.231     1.670        

 Sub-total           |

  D+L pooled ES      |    0.210    -0.126     0.546        

---------------------+---------------------------------------------------

     C - A

Beck, 1992           |   -0.534    -1.230     0.162        

Clark, 1999          |   -2.199    -3.008    -1.390        

Williams, 1996       |   -0.359    -1.213     0.494        

 Sub-total           |

  D+L pooled ES      |   -1.027    -2.151     0.096        

---------------------+---------------------------------------------------

     E - C

Beck, 1994           |    0.139    -0.516     0.794        

Creager Berger       |    0.451    -0.419     1.321        

Meuret, 2010         |    0.481    -0.141     1.103        

Michelson, 1985      |   -0.523    -1.412     0.365        

Ost, 1993            |   -0.348    -1.068     0.372        

 Sub-total           |

  D+L pooled ES      |    0.074    -0.310     0.458        

---------------------+---------------------------------------------------

     L - C

Beck, 1994           |    0.554    -0.088     1.196        

Marchand, 2008       |    0.338    -0.170     0.846        

 Sub-total           |

  D+L pooled ES      |    0.421     0.023     0.820        

---------------------+---------------------------------------------------

     L - E

Beck, 1994           |    0.415    -0.204     1.034        

 Sub-total           |

  D+L pooled ES      |    0.415    -0.204     1.034        

---------------------+---------------------------------------------------

     F - B

Beutel 2013          |    0.556    -0.080     1.191        

Milrod, 2016         |    0.247    -0.063     0.557        

 Sub-total           |

  D+L pooled ES      |    0.306     0.028     0.585        

---------------------+---------------------------------------------------

     D - A

Botella, 2007        |   -1.694    -2.501    -0.887        

Ito, 2001            |   -1.956    -2.576    -1.336        

Meyerbroeker, 2013   |   -0.661    -1.350     0.029        

Ost, 2004            |   -0.806    -1.395    -0.217        

Swinson, 1995        |   -1.098    -1.786    -0.410        

Williams, 1996       |   -1.438    -2.356    -0.519        

 Sub-total           |

  D+L pooled ES      |   -1.258    -1.695    -0.822        

---------------------+---------------------------------------------------

     D - C

Bouchard, 1996       |   -0.261    -1.005     0.484        

Marchand, 2008       |   -0.242    -0.744     0.261        

Michelson, 1985      |   -0.872    -1.762     0.017        

Ost, 1993            |    0.272    -0.459     1.003        

Williams, 1996       |   -1.078    -1.897    -0.260        

 Sub-total           |

  D+L pooled ES      |   -0.387    -0.824     0.050        

---------------------+---------------------------------------------------

     D - B

Burke,1997           |    0.071    -0.700     0.843        

de Ruiter, 1989      |    0.143    -0.534     0.820        

Hoffart, 1995        |    0.507    -0.081     1.095        

Malbos, 2011         |   -0.263    -1.513     0.987        

Marchand, 2008       |   -0.145    -0.643     0.354        

Marchione, 1986      |    0.777    -0.572     2.126        

Michelson, 1996      |    0.495    -0.072     1.061        

Ost, 2004            |    0.167    -0.383     0.716        

Pelissolo, 2012      |    0.443     0.017     0.869        

Williams, 1996       |   -0.270    -1.056     0.517        

 Sub-total           |

  D+L pooled ES      |    0.222     0.024     0.420        

---------------------+---------------------------------------------------

     C - B

Craske, 2003         |   -0.428    -1.046     0.191        

Marchand, 2008       |    0.097    -0.397     0.591        

Williams, 1996       |    0.809     0.020     1.597        

 Sub-total           |

  D+L pooled ES      |    0.118    -0.500     0.736        

---------------------+---------------------------------------------------

     K - B

Craske, 1995         |    0.872     0.100     1.644        

Shear, 1994          |    0.056    -0.557     0.668        

 Sub-total           |

  D+L pooled ES      |    0.429    -0.368     1.226        

---------------------+---------------------------------------------------

     H - A

Feske, 1997          |   -0.442    -1.212     0.327        

Goldstein, 2000      |   -0.703    -1.484     0.078        

 Sub-total           |

  D+L pooled ES      |   -0.571    -1.119    -0.022        

---------------------+---------------------------------------------------

     I - A

Gloster, 2015        |   -0.621    -1.323     0.082        

Ninomiya, 2019       |   -0.460    -1.537     0.617        

 Sub-total           |

  D+L pooled ES      |   -0.573    -1.161     0.016        

---------------------+---------------------------------------------------

     H - B

Horst, 2017          |   -0.111    -0.596     0.375        

 Sub-total           |

  D+L pooled ES      |   -0.111    -0.596     0.375        

---------------------+---------------------------------------------------

     L - D

Marchand, 2008       |    0.580     0.064     1.096        

Swinson, 1992        |    0.536    -0.161     1.233        

 Sub-total           |

  D+L pooled ES      |    0.564     0.150     0.979        

---------------------+---------------------------------------------------

     K - F

Martini, 2011        |   -0.356    -1.028     0.315        

 Sub-total           |

  D+L pooled ES      |   -0.356    -1.028     0.315        

---------------------+---------------------------------------------------

     F - E

Milrod, 2016         |   -0.140    -0.523     0.244        

Milrod, 2007         |   -0.894    -1.485    -0.303        

 Sub-total           |

  D+L pooled ES      |   -0.482    -1.218     0.254        

---------------------+---------------------------------------------------

     L - J

Rees, 2012           |    0.333    -0.292     0.958        

 Sub-total           |

  D+L pooled ES      |    0.333    -0.292     0.958        

---------------------+---------------------------------------------------

     G - B

Vos, 2012            |    0.085    -0.327     0.497        

 Sub-total           |

  D+L pooled ES      |    0.085    -0.327     0.497        

---------------------+---------------------------------------------------

     L - F

Wiborg, 1996         |    1.314     0.623     2.006        

 Sub-total           |

  D+L pooled ES      |    1.314     0.623     2.006        

---------------------+---------------------------------------------------

     K - D

Zitrin, 1978         |   -0.077    -0.846     0.692        

 Sub-total           |

  D+L pooled ES      |   -0.077    -0.846     0.692        

---------------------+---------------------------------------------------

Test(s) of heterogeneity:

               Heterogeneity  degrees of

                 statistic     freedom      P    I-squared**   Tau-squared

L - B               45.51         11      0.000     75.8%       0.0976

E - D               60.06          5      0.000     91.7%       1.7885

B - A               73.13         28      0.000     61.7%       0.1148

I - B                0.00          0         .         .%       0.0000

E - A               12.97          3      0.005     76.9%       0.4157

E - B               20.41          7      0.005     65.7%       0.1446

C - A               12.32          2      0.002     83.8%       0.8251

E - C                5.45          4      0.244     26.6%       0.0511

L - C                0.27          1      0.606      0.0%       0.0000

L - E                0.00          0         .         .%       0.0000

F - B                0.73          1      0.392      0.0%       0.0000

D - A               11.49          5      0.042     56.5%       0.1658

D - C                7.39          4      0.117     45.8%       0.1121

D - B                7.87          9      0.547      0.0%       0.0000

C - B                5.87          2      0.053     65.9%       0.1949

K - B                2.64          1      0.104     62.1%       0.2069

H - A                0.22          1      0.641      0.0%       0.0000

I - A                0.06          1      0.806      0.0%       0.0000

H - B                0.00          0         .         .%       0.0000

L - D                0.01          1      0.921      0.0%       0.0000

K - F                0.00          0         .         .%       0.0000

F - E                4.41          1      0.036     77.3%       0.2199

L - J                0.00          0         .         .%       0.0000

G - B                0.00          0         .         .%       0.0000

L - F                0.00          0         .         .%       0.0000

K - D                0.00          0         .         .%       0.0000

** I-squared: the variation in ES attributable to heterogeneity)

Significance test(s) of ES=0

L - B                 z=  4.98     p = 0.000

E - D                 z=  1.65     p = 0.099

B - A                 z= 11.17     p = 0.000

I - B                 z=  2.23     p = 0.026

E - A                 z=  2.71     p = 0.007

E - B                 z=  1.23     p = 0.220

C - A                 z=  1.79     p = 0.073

E - C                 z=  0.38     p = 0.706

L - C                 z=  2.07     p = 0.038

L - E                 z=  1.31     p = 0.189

F - B                 z=  2.16     p = 0.031

D - A                 z=  5.65     p = 0.000

D - C                 z=  1.74     p = 0.082

D - B                 z=  2.20     p = 0.028

C - B                 z=  0.37     p = 0.708

K - B                 z=  1.05     p = 0.292

H - A                 z=  2.04     p = 0.041

I - A                 z=  1.91     p = 0.056

H - B                 z=  0.45     p = 0.656

L - D                 z=  2.67     p = 0.008

K - F                 z=  1.04     p = 0.298

F - E                 z=  1.28     p = 0.200

L - J                 z=  1.04     p = 0.296

G - B                 z=  0.40     p = 0.686

L - F                 z=  3.73     p = 0.000

K - D                 z=  0.20     p = 0.844

-------------------------------------------------------------------------
Interval plot
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CI=confidence interval;
Net league table
	BT
	0.13 (-0.14,0.40)
	0.26 (-0.12,0.64)
	0.36 (-0.36,1.08)
	0.22 (-0.84,1.28)
	0.17 (-0.37,0.72)
	0.46 (-0.73,1.64)
	0.50 (0.17,0.82)
	0.22 (-0.41,0.85)
	0.69 (-0.06,1.44)
	0.79 (0.43,1.15)
	1.16 (0.87,1.45)

	-0.13 (-0.40,0.14)
	CBT
	0.13 (-0.23,0.49)
	0.23 (-0.45,0.91)
	0.09 (-0.94,1.11)
	0.04 (-0.46,0.54)
	0.33 (-0.84,1.49)
	0.37 (0.09,0.64)
	0.09 (-0.52,0.69)
	0.56 (-0.15,1.27)
	0.66 (0.38,0.94)
	1.03 (0.84,1.22)

	-0.26 (-0.64,0.12)
	-0.13 (-0.49,0.23)
	CT
	0.10 (-0.65,0.86)
	-0.04 (-1.13,1.04)
	-0.09 (-0.68,0.50)
	0.20 (-1.01,1.40)
	0.24 (-0.14,0.61)
	-0.04 (-0.73,0.65)
	0.43 (-0.36,1.21)
	0.53 (0.11,0.95)
	0.90 (0.53,1.27)

	-0.36 (-1.08,0.36)
	-0.23 (-0.91,0.45)
	-0.10 (-0.86,0.65)
	EMDR
	-0.15 (-1.38,1.08)
	-0.19 (-1.03,0.65)
	0.10 (-1.25,1.44)
	0.14 (-0.59,0.86)
	-0.14 (-1.05,0.76)
	0.33 (-0.64,1.30)
	0.43 (-0.30,1.16)
	0.80 (0.13,1.47)

	-0.22 (-1.28,0.84)
	-0.09 (-1.11,0.94)
	0.04 (-1.04,1.13)
	0.15 (-1.08,1.38)
	IPT
	-0.05 (-1.19,1.10)
	0.24 (-1.31,1.79)
	0.28 (-0.78,1.34)
	0.00 (-1.19,1.19)
	0.47 (-0.78,1.72)
	0.57 (-0.49,1.64)
	0.94 (-0.10,1.99)

	-0.17 (-0.72,0.37)
	-0.04 (-0.54,0.46)
	0.09 (-0.50,0.68)
	0.19 (-0.65,1.03)
	0.05 (-1.10,1.19)
	PD
	0.29 (-0.97,1.54)
	0.33 (-0.19,0.85)
	0.05 (-0.65,0.74)
	0.52 (-0.35,1.39)
	0.62 (0.08,1.16)
	0.99 (0.46,1.52)

	-0.46 (-1.64,0.73)
	-0.33 (-1.49,0.84)
	-0.20 (-1.40,1.01)
	-0.10 (-1.44,1.25)
	-0.24 (-1.79,1.31)
	-0.29 (-1.54,0.97)
	PE
	0.04 (-1.15,1.23)
	-0.24 (-1.54,1.07)
	0.23 (-1.13,1.59)
	0.33 (-0.80,1.46)
	0.70 (-0.47,1.88)

	-0.50 (-0.82,-0.17)
	-0.37 (-0.64,-0.09)
	-0.24 (-0.61,0.14)
	-0.14 (-0.86,0.59)
	-0.28 (-1.34,0.78)
	-0.33 (-0.85,0.19)
	-0.04 (-1.23,1.15)
	PT
	-0.28 (-0.93,0.37)
	0.19 (-0.57,0.95)
	0.29 (-0.08,0.66)
	0.66 (0.36,0.96)

	-0.22 (-0.85,0.41)
	-0.09 (-0.69,0.52)
	0.04 (-0.65,0.73)
	0.14 (-0.76,1.05)
	-0.00 (-1.19,1.19)
	-0.05 (-0.74,0.65)
	0.24 (-1.07,1.54)
	0.28 (-0.37,0.93)
	SP
	0.47 (-0.46,1.40)
	0.57 (-0.09,1.23)
	0.94 (0.31,1.57)

	-0.69 (-1.44,0.06)
	-0.56 (-1.27,0.15)
	-0.43 (-1.21,0.36)
	-0.33 (-1.30,0.64)
	-0.47 (-1.72,0.78)
	-0.52 (-1.39,0.35)
	-0.23 (-1.59,1.13)
	-0.19 (-0.95,0.57)
	-0.47 (-1.40,0.46)
	ThirdWave
	0.10 (-0.66,0.86)
	0.47 (-0.24,1.18)

	-0.79 (-1.15,-0.43)
	-0.66 (-0.94,-0.38)
	-0.53 (-0.95,-0.11)
	-0.43 (-1.16,0.30)
	-0.57 (-1.64,0.49)
	-0.62 (-1.16,-0.08)
	-0.33 (-1.46,0.80)
	-0.29 (-0.66,0.08)
	-0.57 (-1.23,0.09)
	-0.10 (-0.86,0.66)
	TAU
	0.37 (0.04,0.70)

	-1.16 (-1.45,-0.87)
	-1.03 (-1.22,-0.84)
	-0.90 (-1.27,-0.53)
	-0.80 (-1.47,-0.13)
	-0.94 (-1.99,0.10)
	-0.99 (-1.52,-0.46)
	-0.70 (-1.88,0.47)
	-0.66 (-0.96,-0.36)
	-0.94 (-1.57,-0.31)
	-0.47 (-1.18,0.24)
	-0.37 (-0.70,-0.04)
	WL


Net league table: head-to-head comparisons. Effect sizes (ES) and 95% confidence intervals (CIs) are reported. Negative ES favour the column-defining treatment. Statistically significant results are highlighted in boldface.
Evaluation of heterogeneity and incoherence
Overall heterogeneity

SD=0.48; Restricted likelihood ratio test for heterogeneity: LRT = 97.06 (d.f. = 1) P = 0.000
Overall incoherence

chi2( 45) =   44.66
Prob > chi2 =    0.0534
Loop-specific approach 
* 23 triangular loops found

 * 2 quadratic loops found

  Note: Heterogeneity of loop E-F-L cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop D-F-K-L cannot be estimated due to insufficient observations - set equal to 0

 Evaluation of inconsistency using loop-specific heterogeneity estimates:

  +-------------------------------------------------------------------------------+

  |    Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 |

  |---------+-------+-------+---------+---------+-------------+-------------------|

  |   B-F-L | 1.114 | 0.722 |   1.543 |   0.123 | (0.00,2.53) |             0.093 |

  | D-F-K-L | 1.030 | 0.664 |   1.551 |   0.121 | (0.00,2.33) |             0.000 |

  |   C-D-E | 1.015 | 0.678 |   1.498 |   0.134 | (0.00,2.34) |             0.540 |

  |   B-D-E | 0.838 | 0.470 |   1.783 |   0.075 | (0.00,1.76) |             0.343 |

  |   D-E-L | 0.801 | 1.542 |   0.519 |   0.604 | (0.00,3.82) |             1.319 |

  |   A-D-E | 0.668 | 0.730 |   0.916 |   0.360 | (0.00,2.10) |             0.761 |

  |   B-E-F | 0.667 | 0.517 |   1.290 |   0.197 | (0.00,1.68) |             0.159 |

  |   B-C-D | 0.607 | 0.312 |   1.946 |   0.052 | (0.00,1.22) |             0.031 |

  |   E-F-L | 0.537 | 0.501 |   1.072 |   0.284 | (0.00,1.52) |             0.000 |

  |   A-B-D | 0.521 | 0.270 |   1.933 |   0.053 | (0.00,1.05) |             0.104 |

  |   A-B-H | 0.483 | 0.584 |   0.826 |   0.409 | (0.00,1.63) |             0.111 |

  |   B-F-K | 0.406 | 0.593 |   0.684 |   0.494 | (0.00,1.57) |             0.059 |

  |   C-D-L | 0.303 | 0.466 |   0.652 |   0.515 | (0.00,1.22) |             0.059 |

  |   A-B-I | 0.303 | 0.629 |   0.481 |   0.631 | (0.00,1.54) |             0.111 |

  |   A-B-E | 0.235 | 0.340 |   0.690 |   0.490 | (0.00,0.90) |             0.135 |

  |   B-D-K | 0.232 | 0.483 |   0.481 |   0.631 | (0.00,1.18) |             0.006 |

  |   B-D-L | 0.208 | 0.393 |   0.529 |   0.597 | (0.00,0.98) |             0.077 |

  |   A-C-D | 0.193 | 0.570 |   0.339 |   0.735 | (0.00,1.31) |             0.273 |

  |   A-B-C | 0.186 | 0.476 |   0.390 |   0.696 | (0.00,1.12) |             0.143 |

  | D-E-F-K | 0.155 | 1.925 |   0.080 |   0.936 | (0.00,3.93) |             1.264 |

  |   B-E-L | 0.046 | 0.615 |   0.075 |   0.940 | (0.00,1.25) |             0.107 |

  |   B-C-L | 0.045 | 0.554 |   0.082 |   0.935 | (0.00,1.13) |             0.105 |

  |   C-E-L | 0.037 | 0.531 |   0.070 |   0.944 | (0.00,1.08) |             0.054 |

  |   B-C-E | 0.036 | 0.412 |   0.088 |   0.930 | (0.00,0.84) |             0.133 |

  |   A-C-E | 0.031 | 0.642 |   0.048 |   0.962 | (0.00,1.29) |             0.335 |

  +-------------------------------------------------------------------------------+
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Consistency between direct and indirect estimates

Side    Direct                Indirect              Difference

        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z|

A B     -.9549685    .105537  -1.335589    .213735    .380621   .2380678  0.110

A C     -1.005247   .3619976  -.8595703   .2228584  -.1456772   .4261452  0.732

A D     -1.260904   .2466019  -1.104893   .1837348  -.1560108    .307823  0.612

A E     -.9884623   .2997049  -.5491059   .1774665  -.4393564   .3480654  0.207

A H     -.5718895    .440544  -1.151326   .5498637   .5794363   .7045765  0.411

A I     -.5556954   .4646709  -.3420014   .5805571   -.213694   .7436292  0.774

B C      .1199795   .3355197   .1349618    .218112  -.0149823   .4001882  0.970

B D      .1977017   .1839764  -.4717926    .187944   .6694943   .2628911  0.011

B E      .2132546   .2009774   .5143218   .1968832  -.3010672   .2804933  0.283

B F      .3802346   .3786255  -.2393176   .3428782   .6195522   .5107657  0.225

B G *    .0850417    .523445   2.064444   63.23532  -1.979402   63.23745  0.975

B H     -.1105783   .5413271   .4691071   .4510114  -.5796853   .7045901  0.411

B I      .6844628   .5724478   .4710009    .474661   .2134619   .7436373  0.774

B K      .4309381   .4199438  -.3134674   .4548353   .7444055   .6190525  0.229

B L      .6290056    .158761   .7948603   .3289083  -.1658547   .3649973  0.650

C D     -.4044554   .2722896  -.1134449   .2755935  -.2910105   .3875779  0.453

C E      .0588345   .2745832   .4081404   .2693011   -.349306   .3845143  0.364

C L      .4412101   .4001109   .5667236    .257525  -.1255134   .4758519  0.792

D E      .8873959    .258504   .2398787   .2090532   .6475173   .3323893  0.051

D K     -.0771293    .621853   .3288283   .3786587  -.4059576   .7280683  0.577

D L       .559999   .4057252   .8511484   .2080164  -.2911494   .4559394  0.523

E F     -.4818636    .384161  -.1831368   .3711187  -.2987268   .5356092  0.577

E L      .4144676   .5775384   .2782547   .2007914   .1362129   .6115225  0.824

F K     -.3564274    .590112   .2779958   .4441317  -.6344232   .7385698  0.390

F L      1.314395   .5918791   .4275491   .3103864   .8868461   .6683267  0.185

J L *    .3328633   .5757035   -.740911      63.25   1.073774   63.25262  0.986

* Warning: all the evidence about these contrasts comes from the trials which directly compare them.
SUCRA and cumulative probability plots

Estimated probabilities (%) of each treatment being the best (and other ranks)

- assuming the minimum parameter is the best

- using 5000 draws

- allowing for parameter uncertainty

----------------------------------------------------------------------------------

trial_cod |

e and     |                               Treatment                               

Rank      |    1     2     3     4     5     6     7     8     9    10    11    12

----------+-----------------------------------------------------------------------

1         |

     Best |  0.0   1.8   2.0  25.2   0.0  11.2  24.4   7.9   1.2  15.1  11.2   0.0

      2nd |  0.0  12.2   5.9  31.4   0.0  14.2  10.1   6.9   1.4   7.1  11.0   0.0

      3rd |  0.0  24.7   9.2  21.6   0.2  13.6   7.1   6.9   1.8   4.9   9.8   0.0

      4th |  0.0  29.4  14.3  12.2   1.0  12.6   6.1   7.6   2.4   4.3  10.0   0.0

      5th |  0.0  20.1  19.0   6.5   4.2  14.0   6.3   8.8   3.6   5.5  12.1   0.0

      6th |  0.0   8.9  20.3   2.3  11.3  13.0   7.3  10.4   5.7   7.0  13.4   0.3

      7th |  0.0   2.5  15.9   0.7  22.1  10.4   8.1  12.3   7.6   7.2  11.6   1.5

      8th |  0.0   0.3   9.0   0.1  28.8   5.8   7.8  13.1  11.6   7.8   9.1   6.5

      9th |  0.3   0.0   3.6   0.0  21.9   3.6   6.8  11.3  16.0   9.8   6.6  20.1

     10th |  2.6   0.0   0.9   0.0   8.8   1.2   6.7   8.4  17.8  10.0   3.4  40.2

     11th | 21.5   0.0   0.1   0.0   1.6   0.4   5.9   5.5  21.9  10.9   1.7  30.5

    Worst | 75.6   0.0   0.0   0.0   0.0   0.0   3.5   0.8   8.8  10.3   0.1   0.8

MEAN RANK | 11.7   3.9   5.4   2.5   7.8   4.5   5.2   6.3   8.9   6.8   5.1   9.9

    SUCRA |  0.0   0.7   0.6   0.9   0.4   0.7   0.6   0.5   0.3   0.5   0.6   0.2

----------------------------------------------------------------------------------
Treatment Relative Ranking of Model 1
+---------------------------------------+

| Treatment | SUCRA | PrBest | MeanRank |

|-----------+-------+--------+----------|

|        WL |   2.5 |    0.0 |     11.7 |

|       CBT |  73.4 |    1.8 |      3.9 |

|        CT |  60.0 |    2.0 |      5.4 |

|        BT |  86.0 |   25.2 |      2.5 |

|        PT |  38.1 |    0.0 |      7.8 |

|        PD |  68.5 |   11.2 |      4.5 |

|       IPT |  61.9 |   24.4 |      5.2 |

|      EMDR |  52.1 |    7.9 |      6.3 |

| ThirdWave |  28.4 |    1.2 |      8.9 |

|        PE |  47.6 |   15.1 |      6.8 |

|        SP |  62.7 |   11.2 |      5.1 |

|       TAU |  18.8 |    0.0 |      9.9 |

+---------------------------------------+
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Appendix P: sensitivity analysis: efficacy (excluding trials at high risk of bias)

Outcome type: continuous

43 studies

Treatment codes

	WL
	1
	A

	CBT
	2
	B

	CT
	3
	C

	BT
	4
	D

	PT
	5
	E

	PD
	6
	F

	EMDR
	7
	G

	3W
	8
	H

	TAU
	9
	I

	PL
	10
	J

	AD
	11
	K


AD=antidepressant; BT=behaviour therapy; BZP=benzodiazepine; CBT=cognitive-behaviour therapy; CT=cognitive therapy; EMDR=eye movement desensitization and reprocessing; IPT=interpersonal therapy; PE=psychoeducation; PL=placebo; PT=physiological therapy; SP=supportive therapy; PD=short-term psychodynamic therapy; 3W=third-wave CBT; TAU=treatment as usual; WL=waiting list.

Network map
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Pairwise meta-analysis
Study     |     ES    [95% Conf. Interval]     

---------------------+---------------------------------------------------

     I - B

Addis, 2004          |   -0.016    -0.455     0.423        

Gensichen, 2020      |    0.222     0.029     0.415        

Koszycki, 2011       |    0.456     0.030     0.882        

Roy-Byrne, 2010      |    0.214     0.033     0.394        

 Sub-total           |

  D+L pooled ES      |    0.219     0.098     0.340        

---------------------+---------------------------------------------------

     B - A

Allen, 2016          |   -0.972    -1.610    -0.335        

Berger, 2017         |   -0.428    -0.850    -0.006        

Carlbring, 2006      |   -1.463    -2.037    -0.889        

Ciuca, 2018          |   -1.005    -1.420    -0.591        

Gloster, 2011        |   -0.993    -1.266    -0.720        

Hendriks, 2010       |   -0.647    -1.376     0.081        

Meulenbeek, 2010     |   -0.675    -0.948    -0.401        

Nordin, 2010         |   -1.490    -2.198    -0.782        

Ost, 2004            |   -0.973    -1.563    -0.382        

Ruwaard, 2010        |   -0.547    -1.073    -0.021        

Silfvernagel, 2012   |   -1.395    -1.978    -0.812        

Telch, 1993          |   -1.825    -2.400    -1.250        

Titov, 2010          |   -1.254    -2.207    -0.301        

 Sub-total           |

  D+L pooled ES      |   -1.008    -1.226    -0.790        

---------------------+---------------------------------------------------

     H - B

Arch, 2012           |    0.684     0.083     1.286        

Shear, 2001          |    0.400    -0.087     0.888        

 Sub-total           |

  D+L pooled ES      |    0.513     0.134     0.892        

---------------------+---------------------------------------------------

     J - C

Bakker, 1999         |    0.153    -0.327     0.633        

Black, 1993          |    0.511    -0.050     1.071        

 Sub-total           |

  D+L pooled ES      |    0.304    -0.061     0.669        

---------------------+---------------------------------------------------

     K - C

Bakker, 1999         |   -0.650    -1.069    -0.230        

Black, 1993          |    0.078    -0.476     0.633        

 Sub-total           |

  D+L pooled ES      |   -0.309    -1.021     0.402        

---------------------+---------------------------------------------------

     K - J

Bakker, 1999         |   -0.802    -1.238    -0.367        

Barlow, 2000         |   -0.603    -1.062    -0.145        

Black, 1993          |   -0.433    -0.992     0.127        

Shear, 2001          |   -0.613    -1.191    -0.035        

 Sub-total           |

  D+L pooled ES      |   -0.636    -0.884    -0.388        

---------------------+---------------------------------------------------

     J - B

Barlow, 2000         |    0.488     0.027     0.949        

Shear, 2001          |    0.450    -0.076     0.977        

 Sub-total           |

  D+L pooled ES      |    0.472     0.125     0.818        

---------------------+---------------------------------------------------

     K - B

Barlow, 2000         |   -0.116    -0.426     0.195        

Dannon, 2004         |    0.529    -0.038     1.096        

Hendriks, 2010       |    0.000    -0.647     0.647        

Payne, 2016          |    0.291    -0.234     0.817        

Shear, 2001          |   -0.163    -0.680     0.354        

van Apeldoorn, 2008  |   -0.320    -0.713     0.073        

 Sub-total           |

  D+L pooled ES      |   -0.010    -0.250     0.229        

---------------------+---------------------------------------------------

     E - C

Beck, 1994           |    0.139    -0.516     0.794        

 Sub-total           |

  D+L pooled ES      |    0.139    -0.516     0.794        

---------------------+---------------------------------------------------

     I - C

Beck, 1994           |    0.554    -0.088     1.196        

 Sub-total           |

  D+L pooled ES      |    0.554    -0.088     1.196        

---------------------+---------------------------------------------------

     I - E

Beck, 1994           |    0.415    -0.204     1.034        

 Sub-total           |

  D+L pooled ES      |    0.415    -0.204     1.034        

---------------------+---------------------------------------------------

     F - B

Beutel 2013          |    0.556    -0.080     1.191        

Milrod, 2016         |    0.247    -0.063     0.557        

 Sub-total           |

  D+L pooled ES      |    0.306     0.028     0.585        

---------------------+---------------------------------------------------

     D - A

Botella, 2007        |   -1.694    -2.501    -0.887        

Ost, 2004            |   -0.806    -1.395    -0.217        

 Sub-total           |

  D+L pooled ES      |   -1.206    -2.072    -0.339        

---------------------+---------------------------------------------------

     E - B

Carlbring, 2003      |    0.186    -0.652     1.024        

Feldman, 2016        |   -0.638    -1.219    -0.056        

Hovland, 2013        |    0.705     0.028     1.383        

Korrelboom, 2014     |   -0.123    -0.451     0.205        

Michelson, 1996      |    0.495    -0.066     1.055        

Milrod, 2016         |    0.387     0.003     0.770        

Ost, 1995            |    0.951     0.231     1.670        

 Sub-total           |

  D+L pooled ES      |    0.249    -0.122     0.621        

---------------------+---------------------------------------------------

     H - A

Gloster, 2015        |   -0.621    -1.323     0.082        

Ninomiya, 2019       |   -0.460    -1.537     0.617        

 Sub-total           |

  D+L pooled ES      |   -0.573    -1.161     0.016        

---------------------+---------------------------------------------------

     G - A

Goldstein, 2000      |   -0.703    -1.484     0.078        

 Sub-total           |

  D+L pooled ES      |   -0.703    -1.484     0.078        

---------------------+---------------------------------------------------

     K - A

Hendriks, 2010       |   -0.647    -1.398     0.104        

 Sub-total           |

  D+L pooled ES      |   -0.647    -1.398     0.104        

---------------------+---------------------------------------------------

     D - B

Hoffart, 1995        |    0.507    -0.081     1.095        

Michelson, 1996      |    0.495    -0.072     1.061        

Ost, 2004            |    0.167    -0.383     0.716        

 Sub-total           |

  D+L pooled ES      |    0.382     0.054     0.710        

---------------------+---------------------------------------------------

     E - D

Marks, 1993          |    2.729     2.056     3.401        

Michelson, 1996      |    0.000    -0.560     0.560        

 Sub-total           |

  D+L pooled ES      |    1.358    -1.316     4.032        

---------------------+---------------------------------------------------

     E - A

Meuret, 2008         |   -2.219    -2.996    -1.442        

 Sub-total           |

  D+L pooled ES      |   -2.219    -2.996    -1.442        

---------------------+---------------------------------------------------

     F - E

Milrod, 2016         |   -0.140    -0.523     0.244        

Milrod, 2007         |   -0.894    -1.485    -0.303        

 Sub-total           |

  D+L pooled ES      |   -0.482    -1.218     0.254        

---------------------+---------------------------------------------------

     J - H

Shear, 2001          |    0.050    -0.493     0.593        

 Sub-total           |

  D+L pooled ES      |    0.050    -0.493     0.593        

---------------------+---------------------------------------------------

     K - H

Shear, 2001          |   -0.563    -1.105    -0.021        

 Sub-total           |

  D+L pooled ES      |   -0.563    -1.105    -0.021        

---------------------+---------------------------------------------------

     I - F

Wiborg, 1996         |    1.314     0.623     2.006        

 Sub-total           |

  D+L pooled ES      |    1.314     0.623     2.006        

---------------------+---------------------------------------------------

Test(s) of heterogeneity:

               Heterogeneity  degrees of

                 statistic     freedom      P    I-squared**   Tau-squared

I - B                2.30          3      0.513      0.0%       0.0000

B - A               29.66         12      0.003     59.5%       0.0865

H - B                0.52          1      0.472      0.0%       0.0000

J - C                0.90          1      0.342      0.0%       0.0000

K - C                4.20          1      0.040     76.2%       0.2017

K - J                1.09          3      0.778      0.0%       0.0000

J - B                0.01          1      0.916      0.0%       0.0000

K - B                7.80          5      0.168     35.9%       0.0314

E - C                0.00          0         .         .%       0.0000

I - C                0.00          0         .         .%       0.0000

I - E                0.00          0         .         .%       0.0000

F - B                0.73          1      0.392      0.0%       0.0000

D - A                3.04          1      0.081     67.1%       0.2649

E - B               19.91          6      0.003     69.9%       0.1652

H - A                0.06          1      0.806      0.0%       0.0000

G - A                0.00          0         .         .%       0.0000

K - A                0.00          0         .         .%       0.0000

D - B                0.91          2      0.633      0.0%       0.0000

E - D               37.35          1      0.000     97.3%       3.6228

E - A                0.00          0         .         .%       0.0000

F - E                4.41          1      0.036     77.3%       0.2199

J - H                0.00          0         .         .%       0.0000

K - H                0.00          0         .         .%       0.0000

I - F                0.00          0         .         .%       0.0000

** I-squared: the variation in ES attributable to heterogeneity)

Significance test(s) of ES=0

I - B                 z=  3.55     p = 0.000

B - A                 z=  9.05     p = 0.000

H - B                 z=  2.65     p = 0.008

J - C                 z=  1.63     p = 0.102

K - C                 z=  0.85     p = 0.394

K - J                 z=  5.02     p = 0.000

J - B                 z=  2.66     p = 0.008

K - B                 z=  0.09     p = 0.932

E - C                 z=  0.42     p = 0.677

I - C                 z=  1.69     p = 0.091

I - E                 z=  1.31     p = 0.189

F - B                 z=  2.16     p = 0.031

D - A                 z=  2.73     p = 0.006

E - B                 z=  1.31     p = 0.189

H - A                 z=  1.91     p = 0.056

G - A                 z=  1.76     p = 0.078

K - A                 z=  1.69     p = 0.091

D - B                 z=  2.29     p = 0.022

E - D                 z=  1.00     p = 0.320

E - A                 z=  5.60     p = 0.000

F - E                 z=  1.28     p = 0.200

J - H                 z=  0.18     p = 0.857

K - H                 z=  2.03     p = 0.042

I - F                 z=  3.73     p = 0.000

-------------------------------------------------------------------------
Interval plot
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CI=confidence interval;
Net league table
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	CBT
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	0.56 (0.00,1.13)
	0.03 (-0.36,0.42)
	0.58 (0.05,1.12)
	0.44 (0.02,0.86)
	1.11 (0.83,1.38)

	-0.46 (-1.23,0.32)
	-0.22 (-0.83,0.40)
	CT
	0.19 (-1.19,1.57)
	-0.32 (-1.12,0.48)
	0.10 (-0.57,0.77)
	0.35 (-0.45,1.15)
	-0.19 (-0.78,0.41)
	0.37 (-0.27,1.00)
	0.22 (-0.47,0.92)
	0.89 (0.23,1.56)

	-0.64 (-1.96,0.67)
	-0.40 (-1.65,0.84)
	-0.19 (-1.57,1.19)
	EMDR
	-0.51 (-1.87,0.84)
	-0.09 (-1.37,1.19)
	0.16 (-1.18,1.50)
	-0.38 (-1.67,0.92)
	0.18 (-1.17,1.52)
	0.03 (-1.28,1.35)
	0.70 (-0.51,1.92)

	-0.13 (-0.84,0.58)
	0.11 (-0.44,0.65)
	0.32 (-0.48,1.12)
	0.51 (-0.84,1.87)
	PD
	0.42 (-0.14,0.98)
	0.67 (-0.11,1.45)
	0.13 (-0.53,0.80)
	0.69 (-0.07,1.44)
	0.55 (-0.08,1.17)
	1.21 (0.61,1.82)

	-0.56 (-1.09,-0.02)
	-0.32 (-0.66,0.03)
	-0.10 (-0.77,0.57)
	0.09 (-1.19,1.37)
	-0.42 (-0.98,0.14)
	PT
	0.25 (-0.40,0.90)
	-0.29 (-0.80,0.22)
	0.27 (-0.35,0.89)
	0.12 (-0.39,0.63)
	0.79 (0.37,1.21)

	-0.81 (-1.54,-0.07)
	-0.56 (-1.13,-0.00)
	-0.35 (-1.15,0.45)
	-0.16 (-1.50,1.18)
	-0.67 (-1.45,0.11)
	-0.25 (-0.90,0.40)
	ThirdWave
	-0.54 (-1.17,0.10)
	0.02 (-0.69,0.72)
	-0.13 (-0.83,0.57)
	0.54 (-0.04,1.12)

	-0.27 (-0.89,0.35)
	-0.03 (-0.42,0.36)
	0.19 (-0.41,0.78)
	0.38 (-0.92,1.67)
	-0.13 (-0.80,0.53)
	0.29 (-0.22,0.80)
	0.54 (-0.10,1.17)
	AD
	0.55 (0.05,1.06)
	0.41 (-0.15,0.97)
	1.08 (0.62,1.54)

	-0.82 (-1.54,-0.10)
	-0.58 (-1.12,-0.05)
	-0.37 (-1.00,0.27)
	-0.18 (-1.52,1.17)
	-0.69 (-1.44,0.07)
	-0.27 (-0.89,0.35)
	-0.02 (-0.72,0.69)
	-0.55 (-1.06,-0.05)
	PL
	-0.14 (-0.80,0.52)
	0.53 (-0.06,1.11)

	-0.68 (-1.32,-0.04)
	-0.44 (-0.86,-0.02)
	-0.22 (-0.92,0.47)
	-0.03 (-1.35,1.28)
	-0.55 (-1.17,0.08)
	-0.12 (-0.63,0.39)
	0.13 (-0.57,0.83)
	-0.41 (-0.97,0.15)
	0.14 (-0.52,0.80)
	TAU
	0.67 (0.17,1.17)

	-1.35 (-1.87,-0.83)
	-1.11 (-1.38,-0.83)
	-0.89 (-1.56,-0.23)
	-0.70 (-1.92,0.51)
	-1.21 (-1.82,-0.61)
	-0.79 (-1.21,-0.37)
	-0.54 (-1.12,0.04)
	-1.08 (-1.54,-0.62)
	-0.53 (-1.11,0.06)
	-0.67 (-1.17,-0.17)
	WL


Net league table: head-to-head comparisons. Effect sizes (ES) and 95% confidence intervals (CIs) are reported. Negative ES favour the column-defining treatment. Statistically significant results are highlighted in boldface.
Evaluation of heterogeneity and incoherence
Overall heterogeneity

SD=0.47; Restricted likelihood ratio test for heterogeneity: LRT = 54.20 (d.f. = 1) P = 0.000
Overall incoherence

chi2( 45) =   47.45
Prob > chi2 =    0.0008
Loop-specific approach 
* 17 triangular loops found

 * 5 quadratic loops found

  Note: Heterogeneity of loop A-H-K cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop B-H-J cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop C-E-I cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop E-F-I cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop H-J-K cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop A-C-E-K cannot be estimated due to insufficient observations - set equal to 0

 Evaluation of inconsistency using loop-specific heterogeneity estimates:

  +-------------------------------------------------------------------------------+

  |    Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 |

  |---------+-------+-------+---------+---------+-------------+-------------------|

  |   A-D-E | 2.330 | 2.145 |   1.086 |   0.277 | (0.00,6.53) |             2.165 |

  | A-C-E-K | 2.095 | 0.667 |   3.142 |   0.002 | (0.79,3.40) |             0.000 |

  |   B-D-E | 1.482 | 0.820 |   1.806 |   0.071 | (0.00,3.09) |             0.466 |

  |   A-B-E | 1.445 | 0.578 |   2.502 |   0.012 | (0.31,2.58) |             0.109 |

  |   B-F-I | 1.402 | 0.385 |   3.637 |   0.000 | (0.65,2.16) |             0.000 |

  | B-C-I-K | 0.677 | 0.475 |   1.423 |   0.155 | (0.00,1.61) |             0.020 |

  |   B-E-F | 0.630 | 0.552 |   1.141 |   0.254 | (0.00,1.71) |             0.183 |

  |   A-B-D | 0.544 | 0.432 |   1.259 |   0.208 | (0.00,1.39) |             0.088 |

  |   E-F-I | 0.537 | 0.501 |   1.072 |   0.284 | (0.00,1.52) |             0.000 |

  | B-C-I-J | 0.502 | 0.421 |   1.194 |   0.232 | (0.00,1.33) |             0.000 |

  |   A-H-K | 0.488 | 0.560 |   0.872 |   0.383 | (0.00,1.59) |             0.000 |

  |   B-E-I | 0.417 | 0.522 |   0.799 |   0.424 | (0.00,1.44) |             0.053 |

  |   A-B-K | 0.371 | 0.517 |   0.717 |   0.473 | (0.00,1.38) |             0.073 |

  | B-C-E-K | 0.235 | 0.621 |   0.378 |   0.705 | (0.00,1.45) |             0.105 |

  |   B-J-K | 0.217 | 0.274 |   0.794 |   0.427 | (0.00,0.75) |             0.010 |

  |   A-B-H | 0.088 | 0.469 |   0.187 |   0.852 | (0.00,1.01) |             0.073 |

  |   B-H-J | 0.075 | 0.412 |   0.182 |   0.856 | (0.00,0.88) |             0.000 |

  |   B-H-K | 0.060 | 0.433 |   0.138 |   0.891 | (0.00,0.91) |             0.036 |

  |   C-J-K | 0.049 | 0.414 |   0.120 |   0.905 | (0.00,0.86) |             0.048 |

  | B-C-E-J | 0.047 | 0.681 |   0.070 |   0.944 | (0.00,1.38) |             0.112 |

  |   H-J-K | 0.029 | 0.416 |   0.069 |   0.945 | (0.00,0.84) |             0.000 |

  |   C-E-I |     . |     . |       . |       . |             |             0.000 |

  +-------------------------------------------------------------------------------+

  *** Note: Loop C-E-I is formed only by multi-arm trial(s) - Consistent by definition
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Consistency between direct and indirect estimates

Side    Direct                Indirect              Difference

        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z|

A B     -1.030901   .1523188  -1.514183   .3501928   .4832826   .3810858  0.205

A D     -1.198743   .4220181   -1.45026   .3462641   .2515162   .5464747  0.645

A E     -2.218917   .5910827  -.5990585   .2156207  -1.619858   .6291829  0.010

A G             .          .          .          .          .          .      .

A H     -.5557753   .4633909  -.5338723   .3887209   -.021903   .6048639  0.971

A K     -.6603033   .6115203  -1.154846   .2562209   .4945432   .6640725  0.456

B D      .3873092   .2832608  -1.207713   .3556616   1.595023   .4547483  0.000

B E      .2572066   .2130732   .4483556   .3182296   -.191149   .3829458  0.618

B F      .3783425   .3618212  -.6887602   .3974774   1.067103   .5375139  0.047

B H      .5341098    .392985   .6030851   .4303943  -.0689753   .5816064  0.906

B I        .21945   .2429393   1.058445   .4118047  -.8389955   .4781248  0.079

B J      .4644108   .3835896   .7051508   .3933119    -.24074   .5460005  0.659

B K      .0218917   .2222383   .0560558   .4792566  -.0341641   .5274342  0.948

C E      .1343563   .5860766     .08211   .4253491   .0522463    .723222  0.942

C I      .5559821   .5782538   .0206396    .450957   .5353425   .7320536  0.465

C J      .3238187   .3888615   .4637424   .5982068  -.1399237   .7138693  0.845

C K     -.3066908   .3819919   .0234651   .5114114   -.330156   .6372142  0.604

D E      1.279857   .3795467  -.0585847   .3464076   1.338442   .5135372  0.009

E F     -.4794172   .3835092  -.3491689   .4443602  -.1302484   .5886257  0.825

E I      .4164199   .5733134   .0460879   .2936126    .370332   .6442157  0.565

F I      1.314395     .58046   .2303954   .3692496      1.084   .6879528  0.115

H J      .0520409   .5557081   -.011205   .4870047    .063246   .7398997  0.932

H K     -.5600238     .55544  -.5255472   .4065916  -.0344766   .6902522  0.960

J K *   -.6198775   .2717124  -.0121838   .7628906  -.6076937   .8053873  0.451

* Warning: all the evidence about these contrasts comes from the trials which directly compare them.
SUCRA and cumulative probability plots

Estimated probabilities (%) of each treatment being the best (and other ranks)

- assuming the minimum parameter is the best

- using 5000 draws

- allowing for parameter uncertainty

----------------------------------------------------------------------------

trial_cod |

e and     |                            Treatment                            

Rank      |    1     2     3     4     5     6     8     9    12    14    16

----------+-----------------------------------------------------------------

1         |

     Best |  0.0   2.0   4.4  47.1   0.1  25.8  12.9   0.4   0.0   0.0   7.3

      2nd |  0.0  16.1   7.5  25.9   0.6  25.0   7.3   0.9   0.4   0.2  16.1

      3rd |  0.0  33.8   9.0  11.7   1.8  15.3   5.1   0.8   1.5   0.5  20.5

      4th |  0.0  28.7  11.0   6.9   6.3  12.9   5.3   2.6   3.0   1.0  22.4

      5th |  0.0  15.0  15.6   4.6  14.4  10.0   6.8   5.0   7.8   2.9  18.0

      6th |  0.0   3.8  16.1   2.3  25.4   5.8   6.2   8.2  15.0   7.5   9.8

      7th |  0.0   0.6  14.9   1.0  23.6   2.9   7.0  12.4  19.3  14.1   4.4

      8th |  0.1   0.1  10.8   0.4  17.4   1.4   8.5  18.3  22.5  19.3   1.3

      9th |  1.2   0.0   7.2   0.2   8.2   0.6  10.8  25.4  19.6  26.6   0.2

     10th | 17.9   0.0   3.3   0.0   2.3   0.3  17.8  23.4  10.7  24.3   0.0

    Worst | 80.8   0.0   0.2   0.0   0.0   0.0  12.5   2.6   0.3   3.7   0.0

MEAN RANK | 10.8   3.5   5.6   2.1   6.6   3.0   6.6   8.1   7.5   8.4   3.8

    SUCRA |  0.0   0.7   0.5   0.9   0.4   0.8   0.4   0.3   0.4   0.3   0.7

----------------------------------------------------------------------------
Treatment Relative Ranking of Model 1

+---------------------------------------+

| Treatment | SUCRA | PrBest | MeanRank |

|-----------+-------+--------+----------|

|        WL |   2.1 |    0.0 |     10.8 |

|       CBT |  74.8 |    2.0 |      3.5 |

|        CT |  54.4 |    4.4 |      5.6 |

|        BT |  89.0 |   47.1 |      2.1 |

|        PT |  44.3 |    0.1 |      6.6 |

|        PD |  80.2 |   25.8 |      3.0 |

|      EMDR |  43.7 |   12.9 |      6.6 |

| ThirdWave |  28.6 |    0.4 |      8.1 |

|       TAU |  35.3 |    0.0 |      7.5 |

|        PL |  25.9 |    0.0 |      8.4 |

|        AD |  71.7 |    7.3 |      3.8 |

+---------------------------------------+
[image: image35.png]3
]
a
2
a
o
E
5
=
E
=
(8}

D BT BT ot
1234567591011 123456789101 1234567591011 1234567 8810m
EMDR D PL T
1234567591011 123456789101 123456759101  12345678810m
AU ThirdWave w
1234567891001 123456788101 1234567359101

Rank

Graphs by Treatment




Appendix Q: sensitivity analysis: efficacy (excluding trials with imputed data)
Outcome type: continuous

83 studies

Treatment codes

	WL
	1
	A

	CBT
	2
	B

	CT
	3
	C

	BT
	4
	D

	PT
	5
	E

	PD
	6
	F

	IPT
	7
	G

	EMDR
	8
	H

	3W
	9
	I

	PE
	10
	J

	SP
	11
	K

	TAU
	12
	L

	PL
	14
	M

	BZP
	15
	N

	AD
	16
	O


AD=antidepressant; BT=behaviour therapy; BZP=benzodiazepine; CBT=cognitive-behaviour therapy; CT=cognitive therapy; EMDR=eye movement desensitization and reprocessing; IPT=interpersonal therapy; PE=psychoeducation; PL=placebo; PT=physiological therapy; SP=supportive therapy; PD=short-term psychodynamic therapy; 3W=third-wave CBT; TAU=treatment as usual; WL=waiting list.

Network map
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Pairwise meta-analysis

        Study     |     ES    [95% Conf. Interval]     

---------------------+---------------------------------------------------

     L - B

Addis, 2004          |   -0.016    -0.455     0.423        

Craske, 2011         |    0.345     0.081     0.610        

Gensichen, 2020      |    0.222     0.029     0.415        

Klein, 2006          |    1.843     1.175     2.512        

Koszycki, 2011       |    0.456     0.030     0.882        

Loerch, 1999         |    1.361     0.467     2.255        

Richards, 2006       |    1.674     0.785     2.564        

Roy-Byrne, 2010      |    0.214     0.033     0.394        

 Sub-total           |

  D+L pooled ES      |    0.576     0.276     0.875        

---------------------+---------------------------------------------------

     B - A

Allen, 2016          |   -0.972    -1.610    -0.335        

Barlow, 1989         |   -0.467    -1.090     0.156        

Berger, 2017         |   -0.428    -0.850    -0.006        

Carlbring, 2006      |   -1.463    -2.037    -0.889        

Carlbring, 2001      |   -1.043    -1.700    -0.387        

Carter, 2003         |   -1.811    -2.770    -0.852        

Ciuca, 2018          |   -1.005    -1.420    -0.591        

Gloster, 2011        |   -0.993    -1.266    -0.720        

Gould, 1993          |   -0.041    -0.777     0.695        

Hazen 1996           |   -0.961    -1.418    -0.505        

Hendriks, 2010       |   -0.647    -1.376     0.081        

Klosko, 1990         |   -1.117    -1.865    -0.369        

Lidren, 1994         |   -0.721    -1.436    -0.006        

Meulenbeek, 2010     |   -0.675    -0.948    -0.401        

Nordin, 2010         |   -1.490    -2.198    -0.782        

Oromendia, 2016      |   -1.163    -1.676    -0.650        

Reinecke, 2013       |   -0.447    -1.198     0.305        

Ruwaard, 2010        |   -0.547    -1.073    -0.021        

Sharp, 2004          |   -0.620    -1.158    -0.083        

Silfvernagel, 2012   |   -1.395    -1.978    -0.812        

Telch, 1993          |   -1.825    -2.400    -1.250        

Titov, 2010          |   -1.254    -2.207    -0.301        

van Ballegooijen, 20 |   -0.304    -0.656     0.047        

Williams, 1996       |   -1.168    -2.055    -0.282        

Wims, 2010           |   -0.586    -1.133    -0.039        

 Sub-total           |

  D+L pooled ES      |   -0.890    -1.057    -0.722        

---------------------+---------------------------------------------------

     I - B

Arch, 2012           |    0.684     0.083     1.286        

Shear, 2001          |    0.400    -0.087     0.888        

 Sub-total           |

  D+L pooled ES      |    0.513     0.134     0.892        

---------------------+---------------------------------------------------

     N - B

Azhar, 2000          |    2.525     1.592     3.458        

Barlow, 2000         |   -0.116    -0.426     0.195        

Hendriks, 2010       |    0.000    -0.647     0.647        

Klosko, 1990         |    0.890     0.165     1.615        

Payne, 2016          |    0.291    -0.234     0.817        

Sharp, 1997          |    0.283    -0.229     0.795        

Shear, 2001          |   -0.163    -0.680     0.354        

van Apeldoorn, 2008  |   -0.320    -0.713     0.073        

 Sub-total           |

  D+L pooled ES      |    0.321    -0.111     0.752        

---------------------+---------------------------------------------------

     M - C

Bakker, 1999         |    0.153    -0.327     0.633        

Black, 1993          |    0.511    -0.050     1.071        

de Beurs, 1995       |   -0.067    -0.695     0.561        

 Sub-total           |

  D+L pooled ES      |    0.210    -0.105     0.526        

---------------------+---------------------------------------------------

     N - C

Bakker, 1999         |   -0.650    -1.069    -0.230        

Black, 1993          |    0.078    -0.476     0.633        

Clark, 1994          |    1.001     0.353     1.649        

de Beurs, 1995       |   -0.955    -1.609    -0.301        

 Sub-total           |

  D+L pooled ES      |   -0.142    -0.925     0.642        

---------------------+---------------------------------------------------

     N - M

Bakker, 1999         |   -0.802    -1.238    -0.367        

Barlow, 2000         |   -0.603    -1.062    -0.145        

Black, 1993          |   -0.433    -0.992     0.127        

de Beurs, 1995       |   -0.888    -1.546    -0.229        

Klosko, 1990         |    0.265    -0.504     1.034        

Sharp, 1997          |   -0.756    -1.288    -0.223        

Shear, 2001          |   -0.613    -1.191    -0.035        

 Sub-total           |

  D+L pooled ES      |   -0.607    -0.832    -0.382        

---------------------+---------------------------------------------------

     E - A

Barlow, 1989         |   -0.560    -1.367     0.248        

Griegel, 1995        |   -0.512    -1.283     0.260        

Meuret, 2008         |   -2.219    -2.996    -1.442        

Wollburg, 2011       |   -0.760    -1.250    -0.271        

 Sub-total           |

  D+L pooled ES      |   -1.003    -1.728    -0.277        

---------------------+---------------------------------------------------

     E - B

Barlow, 1989         |   -0.093    -0.806     0.620        

Carlbring, 2003      |    0.186    -0.652     1.024        

Feldman, 2016        |   -0.638    -1.219    -0.056        

Hovland, 2013        |    0.705     0.028     1.383        

Korrelboom, 2014     |   -0.123    -0.451     0.205        

Milrod, 2016         |    0.387     0.003     0.770        

 Sub-total           |

  D+L pooled ES      |    0.059    -0.300     0.418        

---------------------+---------------------------------------------------

     M - B

Barlow, 2000         |    0.488     0.027     0.949        

Klosko, 1990         |    0.625    -0.163     1.412        

Sharp, 1997          |    1.038     0.499     1.578        

Shear, 2001          |    0.450    -0.076     0.977        

 Sub-total           |

  D+L pooled ES      |    0.636     0.362     0.910        

---------------------+---------------------------------------------------

     E - C

Beck, 1994           |    0.139    -0.516     0.794        

Clark, 1994          |    1.119     0.464     1.773        

Creager Berger       |    0.451    -0.419     1.321        

Meuret, 2010         |    0.481    -0.141     1.103        

Ost, 1993            |   -0.348    -1.068     0.372        

 Sub-total           |

  D+L pooled ES      |    0.377    -0.102     0.856        

---------------------+---------------------------------------------------

     L - C

Beck, 1994           |    0.554    -0.088     1.196        

 Sub-total           |

  D+L pooled ES      |    0.554    -0.088     1.196        

---------------------+---------------------------------------------------

     L - E

Beck, 1994           |    0.415    -0.204     1.034        

 Sub-total           |

  D+L pooled ES      |    0.415    -0.204     1.034        

---------------------+---------------------------------------------------

     F - B

Beutel 2013          |    0.556    -0.080     1.191        

Milrod, 2016         |    0.247    -0.063     0.557        

 Sub-total           |

  D+L pooled ES      |    0.306     0.028     0.585        

---------------------+---------------------------------------------------

     D - A

Botella, 2007        |   -1.694    -2.501    -0.887        

Ito, 2001            |   -1.956    -2.576    -1.336        

Meyerbroeker, 2013   |   -0.661    -1.350     0.029        

Swinson, 1995        |   -1.098    -1.786    -0.410        

Williams, 1996       |   -1.438    -2.356    -0.519        

 Sub-total           |

  D+L pooled ES      |   -1.367    -1.852    -0.882        

---------------------+---------------------------------------------------

     D - C

Bouchard, 1996       |   -0.261    -1.005     0.484        

Ost, 1993            |    0.272    -0.459     1.003        

Williams, 1996       |   -1.078    -1.897    -0.260        

 Sub-total           |

  D+L pooled ES      |   -0.337    -1.091     0.416        

---------------------+---------------------------------------------------

     D - B

Burke,1997           |    0.071    -0.700     0.843        

de Ruiter, 1989      |    0.143    -0.534     0.820        

Hoffart, 1995        |    0.507    -0.081     1.095        

Malbos, 2011         |   -0.263    -1.513     0.987        

Pelissolo, 2012      |    0.443     0.017     0.869        

Williams, 1996       |   -0.270    -1.056     0.517        

 Sub-total           |

  D+L pooled ES      |    0.257    -0.005     0.520        

---------------------+---------------------------------------------------

     N - E

Clark, 1994          |   -0.118    -0.738     0.502        

 Sub-total           |

  D+L pooled ES      |   -0.118    -0.738     0.502        

---------------------+---------------------------------------------------

     C - A

Clark, 1999          |   -2.199    -3.008    -1.390        

Williams, 1996       |   -0.359    -1.213     0.494        

 Sub-total           |

  D+L pooled ES      |   -1.284    -3.087     0.518        

---------------------+---------------------------------------------------

     K - B

Craske, 1995         |    0.872     0.100     1.644        

Shear, 1994          |    0.056    -0.557     0.668        

 Sub-total           |

  D+L pooled ES      |    0.429    -0.368     1.226        

---------------------+---------------------------------------------------

     I - A

Gloster, 2015        |   -0.621    -1.323     0.082        

Ninomiya, 2019       |   -0.460    -1.537     0.617        

 Sub-total           |

  D+L pooled ES      |   -0.573    -1.161     0.016        

---------------------+---------------------------------------------------

     H - A

Goldstein, 2000      |   -0.703    -1.484     0.078        

 Sub-total           |

  D+L pooled ES      |   -0.703    -1.484     0.078        

---------------------+---------------------------------------------------

     N - A

Hendriks, 2010       |   -0.647    -1.398     0.104        

Klosko, 1990         |   -0.227    -0.933     0.479        

 Sub-total           |

  D+L pooled ES      |   -0.424    -0.939     0.090        

---------------------+---------------------------------------------------

     H - B

Horst, 2017          |   -0.111    -0.596     0.375        

 Sub-total           |

  D+L pooled ES      |   -0.111    -0.596     0.375        

---------------------+---------------------------------------------------

     M - A

Klosko, 1990         |   -0.492    -1.276     0.292        

 Sub-total           |

  D+L pooled ES      |   -0.492    -1.276     0.292        

---------------------+---------------------------------------------------

     E - D

Marks, 1993          |    2.729     2.056     3.401        

McNamee, 1989        |    1.431     0.188     2.674        

Ost, 1993            |   -0.620    -1.362     0.121        

 Sub-total           |

  D+L pooled ES      |    1.178    -1.082     3.438        

---------------------+---------------------------------------------------

     K - F

Martini, 2011        |   -0.356    -1.028     0.315        

 Sub-total           |

  D+L pooled ES      |   -0.356    -1.028     0.315        

---------------------+---------------------------------------------------

     F - E

Milrod, 2016         |   -0.140    -0.523     0.244        

Milrod, 2007         |   -0.894    -1.485    -0.303        

 Sub-total           |

  D+L pooled ES      |   -0.482    -1.218     0.254        

---------------------+---------------------------------------------------

     L - J

Rees, 2012           |    0.333    -0.292     0.958        

 Sub-total           |

  D+L pooled ES      |    0.333    -0.292     0.958        

---------------------+---------------------------------------------------

     M - I

Shear, 2001          |    0.050    -0.493     0.593        

 Sub-total           |

  D+L pooled ES      |    0.050    -0.493     0.593        

---------------------+---------------------------------------------------

     N - I

Shear, 2001          |   -0.563    -1.105    -0.021        

 Sub-total           |

  D+L pooled ES      |   -0.563    -1.105    -0.021        

---------------------+---------------------------------------------------

     L - D

Swinson, 1992        |    0.536    -0.161     1.233        

 Sub-total           |

  D+L pooled ES      |    0.536    -0.161     1.233        

---------------------+---------------------------------------------------

     G - B

Vos, 2012            |    0.085    -0.327     0.497        

 Sub-total           |

  D+L pooled ES      |    0.085    -0.327     0.497        

---------------------+---------------------------------------------------

     L - F

Wiborg, 1996         |    1.314     0.623     2.006        

 Sub-total           |

  D+L pooled ES      |    1.314     0.623     2.006        

---------------------+---------------------------------------------------

     C - B

Williams, 1996       |    0.809     0.020     1.597        

 Sub-total           |

  D+L pooled ES      |    0.809     0.020     1.597        

---------------------+---------------------------------------------------

     K - D

Zitrin, 1978         |   -0.077    -0.846     0.692        

 Sub-total           |

  D+L pooled ES      |   -0.077    -0.846     0.692        

---------------------+---------------------------------------------------

Test(s) of heterogeneity:

               Heterogeneity  degrees of

                 statistic     freedom      P    I-squared**   Tau-squared

L - B               39.04          7      0.000     82.1%       0.1280

B - A               56.37         24      0.000     57.4%       0.0938

I - B                0.52          1      0.472      0.0%       0.0000

N - B               38.79          7      0.000     82.0%       0.3016

M - C                1.91          2      0.385      0.0%       0.0000

N - C               23.60          3      0.000     87.3%       0.5532

N - M                7.07          6      0.314     15.2%       0.0140

E - A               12.97          3      0.005     76.9%       0.4157

E - B               13.24          5      0.021     62.2%       0.1164

M - B                3.01          3      0.389      0.5%       0.0004

E - C                9.46          4      0.051     57.7%       0.1712

L - C                0.00          0         .         .%       0.0000

L - E                0.00          0         .         .%       0.0000

F - B                0.73          1      0.392      0.0%       0.0000

D - A                8.75          4      0.068     54.3%       0.1646

D - C                5.84          2      0.054     65.8%       0.2914

D - B                4.14          5      0.529      0.0%       0.0000

N - E                0.00          0         .         .%       0.0000

C - A                9.40          1      0.002     89.4%       1.5118

K - B                2.64          1      0.104     62.1%       0.2069

I - A                0.06          1      0.806      0.0%       0.0000

H - A                0.00          0         .         .%       0.0000

N - A                0.64          1      0.424      0.0%       0.0000

H - B                0.00          0         .         .%       0.0000

M - A                0.00          0         .         .%       0.0000

E - D               43.10          2      0.000     95.4%       3.7727

K - F                0.00          0         .         .%       0.0000

F - E                4.41          1      0.036     77.3%       0.2199

L - J                0.00          0         .         .%       0.0000

M - I                0.00          0         .         .%       0.0000

N - I                0.00          0         .         .%       0.0000

L - D                0.00          0         .         .%       0.0000

G - B                0.00          0         .         .%       0.0000

L - F                0.00          0         .         .%       0.0000

C - B                0.00          0         .         .%       0.0000

K - D                0.00          0         .         .%       0.0000

** I-squared: the variation in ES attributable to heterogeneity)

Significance test(s) of ES=0

L - B                 z=  3.77     p = 0.000

B - A                 z= 10.43     p = 0.000

I - B                 z=  2.65     p = 0.008

N - B                 z=  1.46     p = 0.145

M - C                 z=  1.31     p = 0.191

N - C                 z=  0.35     p = 0.723

N - M                 z=  5.29     p = 0.000

E - A                 z=  2.71     p = 0.007

E - B                 z=  0.32     p = 0.747

M - B                 z=  4.54     p = 0.000

E - C                 z=  1.54     p = 0.123

L - C                 z=  1.69     p = 0.091

L - E                 z=  1.31     p = 0.189

F - B                 z=  2.16     p = 0.031

D - A                 z=  5.52     p = 0.000

D - C                 z=  0.88     p = 0.381

D - B                 z=  1.92     p = 0.055

N - E                 z=  0.37     p = 0.710

C - A                 z=  1.40     p = 0.163

K - B                 z=  1.05     p = 0.292

I - A                 z=  1.91     p = 0.056

H - A                 z=  1.76     p = 0.078

N - A                 z=  1.62     p = 0.106

H - B                 z=  0.45     p = 0.656

M - A                 z=  1.23     p = 0.218

E - D                 z=  1.02     p = 0.307

K - F                 z=  1.04     p = 0.298

F - E                 z=  1.28     p = 0.200

L - J                 z=  1.04     p = 0.296

M - I                 z=  0.18     p = 0.857

N - I                 z=  2.03     p = 0.042

L - D                 z=  1.51     p = 0.132

G - B                 z=  0.40     p = 0.686

L - F                 z=  3.73     p = 0.000

C - B                 z=  2.01     p = 0.044

K - D                 z=  0.20     p = 0.844

-------------------------------------------------------------------------
Interval plot
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CI=confidence interval;
Net league table
	WL
	-0.45 (-1.04,0.14)
	-0.32 (-0.72,0.07)
	-0.93 (-1.59,-0.27)
	-0.66 (-1.00,-0.33)
	-0.37 (-0.82,0.09)
	-0.66 (-1.91,0.59)
	-0.97 (-1.53,-0.42)
	-0.92 (-2.03,0.19)
	-0.94 (-1.79,-0.09)
	-0.88 (-1.28,-0.48)
	-1.01 (-1.22,-0.80)
	-0.81 (-1.19,-0.44)
	-1.19 (-1.54,-0.85)

	0.45 (-0.14,1.04)
	ThirdWave
	0.13 (-0.55,0.81)
	-0.48 (-1.35,0.38)
	-0.21 (-0.86,0.44)
	0.08 (-0.59,0.76)
	-0.21 (-1.57,1.16)
	-0.52 (-1.31,0.26)
	-0.47 (-1.71,0.77)
	-0.49 (-1.51,0.54)
	-0.43 (-1.11,0.24)
	-0.56 (-1.15,0.03)
	-0.36 (-1.00,0.28)
	-0.74 (-1.40,-0.08)

	0.32 (-0.07,0.72)
	-0.13 (-0.81,0.55)
	TAU
	-0.61 (-1.32,0.10)
	-0.34 (-0.78,0.10)
	-0.04 (-0.58,0.50)
	-0.33 (-1.52,0.85)
	-0.65 (-1.24,-0.06)
	-0.60 (-1.74,0.54)
	-0.61 (-1.53,0.30)
	-0.56 (-1.05,-0.07)
	-0.68 (-1.03,-0.33)
	-0.49 (-0.97,-0.01)
	-0.87 (-1.32,-0.42)

	0.93 (0.27,1.59)
	0.48 (-0.38,1.35)
	0.61 (-0.10,1.32)
	SP
	0.27 (-0.42,0.96)
	0.57 (-0.19,1.33)
	0.28 (-1.11,1.66)
	-0.04 (-0.77,0.69)
	0.01 (-1.25,1.27)
	-0.00 (-1.06,1.05)
	0.05 (-0.67,0.78)
	-0.08 (-0.71,0.56)
	0.12 (-0.59,0.84)
	-0.26 (-0.93,0.41)

	0.66 (0.33,1.00)
	0.21 (-0.44,0.86)
	0.34 (-0.10,0.78)
	-0.27 (-0.96,0.42)
	PT
	0.29 (-0.20,0.79)
	0.01 (-1.26,1.27)
	-0.31 (-0.87,0.24)
	-0.26 (-1.39,0.87)
	-0.28 (-1.17,0.62)
	-0.22 (-0.62,0.18)
	-0.35 (-0.66,-0.03)
	-0.15 (-0.57,0.27)
	-0.53 (-0.93,-0.14)

	0.37 (-0.09,0.82)
	-0.08 (-0.76,0.59)
	0.04 (-0.50,0.58)
	-0.57 (-1.33,0.19)
	-0.29 (-0.79,0.20)
	PL
	-0.29 (-1.59,1.01)
	-0.61 (-1.28,0.06)
	-0.56 (-1.73,0.61)
	-0.57 (-1.51,0.37)
	-0.51 (-0.99,-0.04)
	-0.64 (-1.07,-0.21)
	-0.45 (-0.86,-0.03)
	-0.83 (-1.34,-0.31)

	0.66 (-0.59,1.91)
	0.21 (-1.16,1.57)
	0.33 (-0.85,1.52)
	-0.28 (-1.66,1.11)
	-0.01 (-1.27,1.26)
	0.29 (-1.01,1.59)
	PE
	-0.32 (-1.64,1.01)
	-0.27 (-1.91,1.38)
	-0.28 (-1.78,1.22)
	-0.22 (-1.51,1.06)
	-0.35 (-1.59,0.88)
	-0.16 (-1.43,1.12)
	-0.54 (-1.81,0.73)

	0.97 (0.42,1.53)
	0.52 (-0.26,1.31)
	0.65 (0.06,1.24)
	0.04 (-0.69,0.77)
	0.31 (-0.24,0.87)
	0.61 (-0.06,1.28)
	0.32 (-1.01,1.64)
	PD
	0.05 (-1.16,1.26)
	0.04 (-0.96,1.03)
	0.09 (-0.53,0.72)
	-0.03 (-0.56,0.50)
	0.16 (-0.46,0.78)
	-0.22 (-0.82,0.38)

	0.92 (-0.19,2.03)
	0.47 (-0.77,1.71)
	0.60 (-0.54,1.74)
	-0.01 (-1.27,1.25)
	0.26 (-0.87,1.39)
	0.56 (-0.61,1.73)
	0.27 (-1.38,1.91)
	-0.05 (-1.26,1.16)
	IPT
	-0.01 (-1.39,1.36)
	0.04 (-1.11,1.20)
	-0.09 (-1.17,1.00)
	0.11 (-1.03,1.25)
	-0.27 (-1.41,0.87)

	0.94 (0.09,1.79)
	0.49 (-0.54,1.51)
	0.61 (-0.30,1.53)
	0.00 (-1.05,1.06)
	0.28 (-0.62,1.17)
	0.57 (-0.37,1.51)
	0.28 (-1.22,1.78)
	-0.04 (-1.03,0.96)
	0.01 (-1.36,1.39)
	EMDR
	0.06 (-0.86,0.98)
	-0.07 (-0.92,0.78)
	0.13 (-0.78,1.03)
	-0.26 (-1.16,0.64)

	0.88 (0.48,1.28)
	0.43 (-0.24,1.11)
	0.56 (0.07,1.05)
	-0.05 (-0.78,0.67)
	0.22 (-0.18,0.62)
	0.51 (0.04,0.99)
	0.22 (-1.06,1.51)
	-0.09 (-0.72,0.53)
	-0.04 (-1.20,1.11)
	-0.06 (-0.98,0.86)
	CT
	-0.13 (-0.51,0.25)
	0.07 (-0.35,0.49)
	-0.31 (-0.75,0.13)

	1.01 (0.80,1.22)
	0.56 (-0.03,1.15)
	0.68 (0.33,1.03)
	0.08 (-0.56,0.71)
	0.35 (0.03,0.66)
	0.64 (0.21,1.07)
	0.35 (-0.88,1.59)
	0.03 (-0.50,0.56)
	0.09 (-1.00,1.17)
	0.07 (-0.78,0.92)
	0.13 (-0.25,0.51)
	CBT
	0.20 (-0.15,0.54)
	-0.18 (-0.51,0.14)

	0.81 (0.44,1.19)
	0.36 (-0.28,1.00)
	0.49 (0.01,0.97)
	-0.12 (-0.84,0.59)
	0.15 (-0.27,0.57)
	0.45 (0.03,0.86)
	0.16 (-1.12,1.43)
	-0.16 (-0.78,0.46)
	-0.11 (-1.25,1.03)
	-0.13 (-1.03,0.78)
	-0.07 (-0.49,0.35)
	-0.20 (-0.54,0.15)
	BZP
	-0.38 (-0.83,0.07)

	1.19 (0.85,1.54)
	0.74 (0.08,1.40)
	0.87 (0.42,1.32)
	0.26 (-0.41,0.93)
	0.53 (0.14,0.93)
	0.83 (0.31,1.34)
	0.54 (-0.73,1.81)
	0.22 (-0.38,0.82)
	0.27 (-0.87,1.41)
	0.26 (-0.64,1.16)
	0.31 (-0.13,0.75)
	0.18 (-0.14,0.51)
	0.38 (-0.07,0.83)
	BT


Net league table: head-to-head comparisons. Effect sizes (ES) and 95% confidence intervals (CIs) are reported. Negative ES favour the column-defining treatment. Statistically significant results are highlighted in boldface.
Evaluation of heterogeneity and incoherence
Overall heterogeneity

SD=0.51; Restricted likelihood ratio test for heterogeneity: LRT = 112.34 (d.f. = 1) P = 0.000
Overall incoherence

chi2( 45) =   49.42
Prob > chi2 =    0.0674
Loop-specific approach 
* 40 triangular loops found

 * 2 quadratic loops found

  Note: Heterogeneity of loop A-I-M cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop E-F-L cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop D-F-K-L cannot be estimated due to insufficient observations - set equal to 0

 Evaluation of inconsistency using loop-specific heterogeneity estimates:

  +-------------------------------------------------------------------------------+

  |    Loop |    IF |  seIF | z_value | p_value |       CI_95 | Loop_Heterog_tau2 |

  |---------+-------+-------+---------+---------+-------------+-------------------|

  |   B-D-E | 1.261 | 0.656 |   1.924 |   0.054 | (0.00,2.55) |             0.390 |

  |   A-B-C | 1.231 | 0.714 |   1.725 |   0.085 | (0.00,2.63) |             0.119 |

  |   B-C-E | 1.127 | 0.630 |   1.789 |   0.074 | (0.00,2.36) |             0.133 |

  |   B-F-L | 1.113 | 0.872 |   1.276 |   0.202 | (0.00,2.82) |             0.120 |

  | D-F-K-L | 1.058 | 0.723 |   1.464 |   0.143 | (0.00,2.47) |             0.000 |

  |   D-E-L | 1.057 | 3.017 |   0.350 |   0.726 | (0.00,6.97) |             3.773 |

  |   A-C-N | 0.998 | 1.015 |   0.983 |   0.326 | (0.00,2.99) |             0.572 |

  |   B-E-F | 0.858 | 0.471 |   1.821 |   0.069 | (0.00,1.78) |             0.108 |

  |   A-D-E | 0.815 | 0.904 |   0.902 |   0.367 | (0.00,2.59) |             0.876 |

  |   B-C-L | 0.787 | 1.130 |   0.696 |   0.486 | (0.00,3.00) |             0.128 |

  |   A-M-N | 0.750 | 0.491 |   1.528 |   0.126 | (0.00,1.71) |             0.000 |

  |   A-I-N | 0.711 | 0.485 |   1.465 |   0.143 | (0.00,1.66) |             0.000 |

  |   A-E-N | 0.684 | 0.910 |   0.752 |   0.452 | (0.00,2.47) |             0.308 |

  |   A-B-D | 0.682 | 0.304 |   2.245 |   0.025 | (0.09,1.28) |             0.089 |

  |   A-C-M | 0.604 | 1.043 |   0.579 |   0.563 | (0.00,2.65) |             0.271 |

  |   E-F-L | 0.537 | 0.501 |   1.072 |   0.284 | (0.00,1.52) |             0.000 |

  |   B-I-N | 0.420 | 1.034 |   0.406 |   0.684 | (0.00,2.45) |             0.305 |

  |   B-F-K | 0.406 | 0.593 |   0.684 |   0.494 | (0.00,1.57) |             0.059 |

  | D-E-F-K | 0.386 | 2.378 |   0.162 |   0.871 | (0.00,5.05) |             1.687 |

  |   B-C-M | 0.383 | 0.455 |   0.842 |   0.400 | (0.00,1.28) |             0.000 |

  |   B-E-N | 0.356 | 0.800 |   0.445 |   0.656 | (0.00,1.93) |             0.227 |

  |   C-D-L | 0.355 | 0.996 |   0.357 |   0.721 | (0.00,2.31) |             0.291 |

  |   B-M-N | 0.344 | 0.510 |   0.673 |   0.501 | (0.00,1.34) |             0.195 |

  |   B-C-N | 0.329 | 1.055 |   0.312 |   0.755 | (0.00,2.40) |             0.367 |

  |   C-E-L | 0.298 | 0.894 |   0.334 |   0.739 | (0.00,2.05) |             0.248 |

  |   A-B-H | 0.297 | 0.664 |   0.448 |   0.654 | (0.00,1.60) |             0.094 |

  |   A-C-D | 0.283 | 0.813 |   0.348 |   0.728 | (0.00,1.88) |             0.422 |

  |   C-D-E | 0.279 | 1.016 |   0.274 |   0.784 | (0.00,2.27) |             0.961 |

  |   A-B-M | 0.256 | 0.561 |   0.457 |   0.648 | (0.00,1.36) |             0.088 |

  |   B-D-K | 0.219 | 0.509 |   0.430 |   0.667 | (0.00,1.22) |             0.015 |

  |   C-E-N | 0.207 | 0.822 |   0.252 |   0.801 | (0.00,1.82) |             0.347 |

  |   A-B-I | 0.204 | 0.484 |   0.421 |   0.674 | (0.00,1.15) |             0.085 |

  |   B-C-D | 0.201 | 0.560 |   0.359 |   0.720 | (0.00,1.30) |             0.042 |

  |   A-B-N | 0.199 | 0.483 |   0.413 |   0.680 | (0.00,1.15) |             0.147 |

  |   B-D-L | 0.168 | 0.701 |   0.240 |   0.810 | (0.00,1.54) |             0.106 |

  |   B-I-M | 0.142 | 0.375 |   0.378 |   0.706 | (0.00,0.88) |             0.000 |

  |   A-B-E | 0.136 | 0.338 |   0.402 |   0.688 | (0.00,0.80) |             0.117 |

  |   C-M-N | 0.109 | 0.549 |   0.200 |   0.842 | (0.00,1.18) |             0.229 |

  |   B-E-L | 0.100 | 0.712 |   0.140 |   0.889 | (0.00,1.50) |             0.125 |

  |   A-C-E | 0.080 | 0.757 |   0.106 |   0.916 | (0.00,1.56) |             0.388 |

  |   A-I-M | 0.030 | 0.572 |   0.053 |   0.958 | (0.00,1.15) |             0.000 |

  |   I-M-N | 0.015 | 0.513 |   0.030 |   0.976 | (0.00,1.02) |             0.032 |

  +-------------------------------------------------------------------------------+
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Consistency between direct and indirect estimates

Side    Direct                Indirect              Difference

        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z|

A B     -.9047476    .118363  -1.395131   .2293614   .4903832    .257735  0.057

A C     -1.276909   .4710668  -.7891222   .2267437  -.4877869    .524048  0.352

A D     -1.367125   .2856284  -1.086081   .2247322  -.2810442   .3638613  0.440

A E     -.9910094   .3138144  -.5235499   .2036475  -.4674595    .373787  0.211

A H     -.7029755   .6535184  -1.125632   .5841515   .4226562   .8765383  0.630

A I     -.5545724   .4837243  -.3834392    .391516  -.1711332   .6223156  0.783

A M     -.4696634   .6542224  -.3525395   .2486459  -.1171239   .6992583  0.867

A N     -.4356057   .4482812  -.8974226   .2115137   .4618169   .4963849  0.352

B C      .8018609   .6519077   .0608782    .203551   .7409827   .6831325  0.278

B D      .1627547   .2550137  -.4350278   .2163472   .5977826   .3343503  0.074

B E       .059651   .2408718   .5608681   .2088517  -.5012172   .3178557  0.115

B F      .3824706   .4012517  -.2538018   .3641192   .6362724   .5418027  0.240

B G *    .0850417   .5554536   2.021675   63.25616  -1.936633   63.25856  0.976

B H      -.110578   .5740773     .31245   .6623787   -.423028   .8765343  0.629

B I      .5337449   .4161401   .5841285   .4370601  -.0503836   .6023082  0.933

B K      .4338449   .4399772   -.349924   .4787923   .7837688   .6502441  0.228

B L      .6441403   .2054354   .8157909   .3649683  -.1716507   .4187767  0.682

B M      .6452395   .2983088   .6375357   .3212616   .0077038   .4365783  0.986

B N      .3120069   .2098327  -.0633277   .3125096   .3753347   .3760582  0.318

C D     -.3409712   .3743651   -.295602   .2832564  -.0453692   .4696234  0.923

C E      .3738808   .2805884   .0406995   .3024589   .3331813    .412536  0.419

C L       .555513   .6133574   .5590715   .2754544  -.0035585   .6725421  0.996

C M      .2006071   .3373993   .8370214   .3423165  -.6364144   .4806517  0.185

C N     -.1531933   .2954856   .3086372   .3074976  -.4618305   .4263325  0.279

D E       1.18238   .3839779   .2918663   .2321566   .8905135   .4487037  0.047

D K     -.0771293   .6490495   .3931502   .4075418  -.4702795   .7663913  0.539

D L       .535815   .6282823   .9231829   .2501578  -.3873679   .6762526  0.567

E F     -.4853799   .4062988  -.1483778   .3975148  -.3370021   .5697326  0.554

E L       .414454   .6071962   .3262914   .2440251   .0881626   .6545366  0.893

E N     -.1140769   .6076366  -.1559014   .2323727   .0418245   .6505712  0.949

F K     -.3564275   .6190696   .2693832   .4684657  -.6258107   .7763424  0.420

F L      1.314395   .6208798   .4470465    .343492   .8673486   .7095622  0.222

I M      .0499375    .588167   .1024498   .4330861  -.0525123   .7321117  0.943

I N     -.5598851   .5875578   -.269819   .3978761  -.2900661   .7114784  0.683

J L *    .3328633   .6049533  -.6481577   63.25253    .981021   63.25542  0.988

M N *   -.5648339   .2218506   .5437373   .6316765  -1.108571   .6667675  0.096
* Warning: all the evidence about these contrasts comes from the trials which directly compare them.
SUCRA and cumulative probability plots

Estimated probabilities (%) of each treatment being the best (and other ranks)

- assuming the minimum parameter is the best

- using 5000 draws

- allowing for parameter uncertainty

----------------------------------------------------------------------------------

trial_cod |

e and     |                               Treatment                               

Rank      |    1     2     3     4     5     6     8     9    11    12    14    16

----------+-----------------------------------------------------------------------

     Best |  0.0   0.9   1.0  51.1   6.3   5.2   9.9   9.1   2.6   7.4   1.1   0.0   0.0   5.3

      2nd |  0.0   6.4   6.8  15.8   8.2   8.4  13.4  11.4   5.7   8.8   3.3   0.0   0.1  11.6

      3rd |  0.0  18.0   5.6   7.9   6.8   8.9  11.0   8.8   6.7   7.8   4.3   0.0   0.7  13.5

      4th |  0.0  26.3   4.9   5.4   6.2   7.3  10.3   7.1   6.6   6.4   5.9   0.2   1.0  12.3

      5th |  0.0  24.5   4.7   4.5   6.0   8.1   8.6   7.4   7.3   6.9   6.7   1.0   2.0  12.3

      6th |  0.0  15.2   6.7   4.0   7.6   9.2   8.0   6.5   8.7   7.6   8.6   2.8   2.9  12.2

      7th |  0.1   6.4   7.2   3.2   7.4   9.4   8.8   7.6  10.5   8.0   9.5   5.5   5.7  10.6

      8th |  0.3   1.9   7.0   2.4   7.5   9.3   7.1   7.4   9.7   8.0  12.1  11.2   7.4   8.7

      9th |  1.4   0.5   6.6   1.6   6.8   7.9   6.3   7.4   9.3   6.8  11.1  18.6   9.4   6.2

     10th |  5.0   0.0   7.6   1.4   6.2   6.8   4.9   5.8   8.2   7.0  10.6  20.8  12.0   3.8

     11th | 13.3   0.0   6.8   0.9   6.9   5.9   3.8   5.6   7.6   6.1   9.0  19.1  12.9   1.9

     12th | 28.1   0.0   7.6   0.8   6.0   5.0   3.0   4.4   5.8   5.3   6.8  12.4  13.7   1.1

     13th | 33.1   0.0   9.1   0.6   7.1   4.2   2.6   5.1   5.7   5.5   6.0   6.5  14.2   0.4

    Worst | 18.7   0.0  18.3   0.3  10.9   4.4   2.3   6.5   5.7   8.4   5.0   1.7  17.8   0.1

MEAN RANK | 12.4   4.5   9.0   2.8   7.7   6.9   5.7   6.7   7.7   7.2   8.3   9.9  10.8   5.3

    SUCRA |  0.1   0.7   0.4   0.9   0.5   0.5   0.6   0.6   0.5   0.5   0.4   0.3   0.2   0.7

----------+-----------------------------------------------------------------------------------Treatment Relative Ranking of Model 1

+---------------------------------------+

| Treatment | SUCRA | PrBest | MeanRank |

|-----------+-------+--------+----------|

|        WL |  13.9 |    0.0 |     12.2 |

|       CBT |  73.6 |    1.1 |      4.4 |

|        CT |  39.8 |    1.0 |      8.8 |

|        BT |  86.6 |   50.6 |      2.7 |

|        PT |  49.3 |    6.4 |      7.6 |

|        PD |  55.4 |    5.3 |      6.8 |

|       IPT |  64.6 |    9.8 |      5.6 |

|      EMDR |  57.0 |    9.0 |      6.6 |

| ThirdWave |  49.4 |    2.6 |      7.6 |

|        PE |  52.9 |    7.3 |      7.1 |

|        SP |  45.3 |    1.1 |      8.1 |

|       TAU |  32.9 |    0.0 |      9.7 |

|        PL |  46.6 |    4.5 |      7.9 |

|       BZP |  32.7 |    1.3 |      9.8 |

+---------------------------------------+
[image: image39.png]3
]
a
2
a
o
E
5
=
E
=
(8}

BzP

cer

et

0245681
0245681

0245681

123456789101M234

024681
024681

024681

123456789101M234
D

12345678910M234

e

123456789101M234

024881
\3
024881

024681

1234567891011234
P

1234567891034
TAU

12345678910M234  12345678910M234
ThirdWave we

\
|

12345673910M294  12345678010M234

Rank
Graphs by Treatment

123456789101M234

1234567891034




Appendix R - Sensitivity analysis: acceptability (excluding trials comparing pharmacotherapy with psychotherapy)
Outcome type: binary
96 studies

Treatment codes

	WL
	1
	A

	CBT
	2
	B

	CT
	3
	C

	BT
	4
	D

	PT
	5
	E

	PD
	6
	F

	IPT
	7
	G

	EMDR
	8
	H

	3W
	9
	I

	PE
	10
	J

	SP
	11
	K

	TAU
	12
	L

	APP
	13
	M


AD=antidepressant; APP= Attention/Psychological Placebo; BT=behaviour therapy; BZP=benzodiazepine; CBT=cognitive-behaviour therapy; CT=cognitive therapy; EMDR=eye movement desensitization and reprocessing; IPT=interpersonal therapy; PE=psychoeducation; PL=placebo; PT=physiological therapy; SP=supportive therapy; PD=short-term psychodynamic therapy; 3W=third-wave CBT; TAU=treatment as usual; WL=waiting list.

Network map
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Pairwise meta-analysis
           Study     |     ES    [95% Conf. Interval]     

---------------------+---------------------------------------------------

     L - B

Addis, 2004          |    0.452     0.170     1.205        

Craske, 2011         |    1.482     0.815     2.695        

Gensichen, 2020      |    0.575     0.376     0.880        

Klein, 2001          |    2.769     0.124    61.653        

Klein, 2006          |    0.222     0.013     3.917        

Koszycki, 2011       |    0.996     0.591     1.680        

Loerch, 1999         |    2.545     0.264    24.561        

Pitti, 2015          |    0.054     0.003     0.869        

Richards, 2006       |    1.704     0.339     8.564        

Roy-Byrne, 2005      |    0.872     0.542     1.402        

 Sub-total           |

  D+L pooled ES      |    0.842     0.583     1.216        

---------------------+---------------------------------------------------

     E - D

Al-Kubaisy, 1992     |    0.600     0.154     2.344        

Marks, 1993          |    0.360     0.078     1.675        

McNamee, 1989        |    0.371     0.097     1.415        

Michelson, 1985      |    0.533     0.124     2.294        

Michelson, 1996      |    2.571     0.783     8.440        

Ost, 1993            |    0.333     0.015     7.584        

 Sub-total           |

  D+L pooled ES      |    0.672     0.334     1.353        

---------------------+---------------------------------------------------

     B - A

Allen, 2016          |    3.700     0.405    33.774        

Barlow, 1989         |    2.000     0.253    15.807        

Berger, 2017         |    1.367     0.485     3.854        

Carlbring, 2006      |    2.000     0.191    20.898        

Carlbring, 2001      |    3.810     0.465    31.234        

Carter, 2003         |    0.662     0.176     2.493        

Ciuca, 2018          |    0.899     0.479     1.689        

Craske, 2005         |    4.250     0.234    77.338        

Erickson, 2007       |    0.875     0.403     1.901        

Gloster, 2011        |    1.130     0.399     3.198        

Gould, 1993          |    0.571     0.039     8.330        

Lidren, 1994         |    0.520     0.011    24.737        

Meulenbeek, 2010     |    1.288     0.590     2.811        

Nordin, 2010         |    0.333     0.014     7.724        

Oromendia, 2016      |   10.302     0.628   169.064        

Ost, 2004            |    0.846     0.130     5.523        

Reinecke, 2013       |    1.000     0.021    47.183        

Ruwaard, 2010        |    3.444     0.380    31.198        

Schmidt, 1997a       |    0.800     0.228     2.806        

Schmidt, 1997b       |    0.421     0.120     1.480        

Sharp, 2004          |    2.347     0.779     7.065        

Silfvernagel, 2012   |    4.828     1.159    20.105        

Telch, 1993          |    0.971     0.020    47.581        

Titov, 2010          |    1.091     0.024    50.431        

van Ballegooijen, 20 |    1.208     0.800     1.826        

Williams, 1996       |    0.714     0.015    33.067        

Wims, 2010           |    1.688     0.657     4.335        

 Sub-total           |

  D+L pooled ES      |    1.213     0.970     1.518        

---------------------+---------------------------------------------------

     I - B

Arch, 2012           |    0.972     0.094    10.014        

 Sub-total           |

  D+L pooled ES      |    0.972     0.094    10.014        

---------------------+---------------------------------------------------

     E - A

Barlow, 1989         |    5.333     0.702    40.535        

Griegel, 1995        |    0.457     0.119     1.746        

Meuret, 2008         |    0.800     0.017    38.568        

Wollburg, 2011       |    1.477     0.709     3.076        

 Sub-total           |

  D+L pooled ES      |    1.255     0.511     3.079        

---------------------+---------------------------------------------------

     E - B

Barlow, 1989         |    2.667     0.898     7.918        

Carlbring, 2003      |    0.667     0.137     3.243        

Feldman, 2016        |    0.944     0.485     1.837        

Hovland, 2013        |    0.370     0.016     8.528        

Korrelboom, 2014     |    1.133     0.545     2.359        

Michelson, 1996      |    1.714     0.659     4.461        

Milrod, 2016         |    1.662     0.973     2.837        

Ost, 1995            |    5.556     0.285   108.163        

 Sub-total           |

  D+L pooled ES      |    1.374     1.004     1.880        

---------------------+---------------------------------------------------

     C - A

Beck, 1992           |    0.944     0.020    44.985        

Clark, 1999          |    1.500     0.065    34.657        

Williams, 1996       |    0.667     0.014    30.936        

 Sub-total           |

  D+L pooled ES      |    1.042     0.133     8.153        

---------------------+---------------------------------------------------

     E - C

Beck, 1994           |    0.299     0.054     1.644        

Meuret, 2010         |    0.319     0.036     2.853        

Michelson, 1985      |    1.833     0.192    17.512        

Ost, 1993            |    1.000     0.021    47.380        

 Sub-total           |

  D+L pooled ES      |    0.519     0.172     1.572        

---------------------+---------------------------------------------------

     L - C

Beck, 1994           |    0.091     0.005     1.551        

 Sub-total           |

  D+L pooled ES      |    0.091     0.005     1.551        

---------------------+---------------------------------------------------

     L - E

Beck, 1994           |    0.304     0.013     7.070        

 Sub-total           |

  D+L pooled ES      |    0.304     0.013     7.070        

---------------------+---------------------------------------------------

     F - B

Beutel 2013          |    1.000     0.347     2.882        

Milrod, 2016         |    0.900     0.515     1.571        

 Sub-total           |

  D+L pooled ES      |    0.921     0.562     1.508        

---------------------+---------------------------------------------------

     D - A

Botella, 2007        |    0.520     0.011    24.737        

Ito, 2001            |    2.613     0.668    10.215        

Meyerbroeker, 2013   |    2.757     0.926     8.204        

Ost, 2004            |    1.320     0.242     7.189        

Swinson, 1995        |    1.100     0.171     7.095        

Williams, 1996       |    0.769     0.017    35.513        

 Sub-total           |

  D+L pooled ES      |    1.946     0.984     3.850        

---------------------+---------------------------------------------------

     D - C

Bouchard, 1996       |    1.000     0.021    47.183        

Michelson, 1985      |    3.438     0.463    25.530        

Ost, 1993            |    3.000     0.132    68.259        

Williams, 1996       |    1.154     0.025    54.165        

 Sub-total           |

  D+L pooled ES      |    2.419     0.576    10.154        

---------------------+---------------------------------------------------

     D - B

Burke,1997           |    0.814     0.334     1.986        

de Ruiter, 1989      |    1.650     0.511     5.324        

Hoffart, 1995        |    1.000     0.222     4.505        

Malbos, 2011         |    1.000     0.023    42.651        

Marchione, 1986      |    5.500     0.352    85.967        

Michelson, 1996      |    0.667     0.176     2.530        

Ost, 2004            |    1.560     0.284     8.564        

Pelissolo, 2012      |    1.527     0.671     3.476        

Williams, 1996       |    1.077     0.023    50.434        

 Sub-total           |

  D+L pooled ES      |    1.191     0.764     1.856        

---------------------+---------------------------------------------------

     C - B

Craske, 2003         |    1.750     0.564     5.432        

Williams, 1996       |    0.933     0.020    43.933        

 Sub-total           |

  D+L pooled ES      |    1.665     0.561     4.935        

---------------------+---------------------------------------------------

     K - B

Craske, 1995         |    3.400     0.149    77.337        

Shear, 1994          |    0.785     0.377     1.636        

 Sub-total           |

  D+L pooled ES      |    0.848     0.415     1.733        

---------------------+---------------------------------------------------

     H - A

Feske, 1997          |    1.071     0.074    15.540        

Goldstein, 2000      |    1.965     0.327    11.809        

 Sub-total           |

  D+L pooled ES      |    1.628     0.367     7.220        

---------------------+---------------------------------------------------

     I - A

Gloster, 2015        |    2.881     0.172    48.233        

 Sub-total           |

  D+L pooled ES      |    2.881     0.172    48.233        

---------------------+---------------------------------------------------

     M - A

Goldstein, 2000      |    0.381     0.017     8.620        

 Sub-total           |

  D+L pooled ES      |    0.381     0.017     8.620        

---------------------+---------------------------------------------------

     M - H

Goldstein, 2000      |    0.194     0.011     3.459        

 Sub-total           |

  D+L pooled ES      |    0.194     0.011     3.459        

---------------------+---------------------------------------------------

     H - B

Horst, 2017          |    0.500     0.187     1.338        

 Sub-total           |

  D+L pooled ES      |    0.500     0.187     1.338        

---------------------+---------------------------------------------------

     K - F

Martini, 2011        |    0.421     0.042     4.227        

 Sub-total           |

  D+L pooled ES      |    0.421     0.042     4.227        

---------------------+---------------------------------------------------

     F - E

Milrod, 2016         |    0.542     0.311     0.943        

Milrod, 2007         |    0.221     0.052     0.937        

 Sub-total           |

  D+L pooled ES      |    0.448     0.219     0.918        

---------------------+---------------------------------------------------

     L - J

Rees, 2012           |    1.000     0.021    48.086        

 Sub-total           |

  D+L pooled ES      |    1.000     0.021    48.086        

---------------------+---------------------------------------------------

     L - D

Swinson, 1992        |    1.059     0.022    50.432        

 Sub-total           |

  D+L pooled ES      |    1.059     0.022    50.432        

---------------------+---------------------------------------------------

     G - B

Vos, 2012            |    0.670     0.327     1.371        

 Sub-total           |

  D+L pooled ES      |    0.670     0.327     1.371        

---------------------+---------------------------------------------------

     L - F

Wiborg, 1996         |    1.000     0.021    48.086        

 Sub-total           |

  D+L pooled ES      |    1.000     0.021    48.086        

---------------------+---------------------------------------------------

     K - D

Zitrin, 1978         |    0.250     0.011     5.717        

 Sub-total           |

  D+L pooled ES      |    0.250     0.011     5.717        

---------------------+---------------------------------------------------

Test(s) of heterogeneity:

               Heterogeneity  degrees of

                 statistic     freedom      P    I-squared**   Tau-squared

L - B               15.26          9      0.084     41.0%       0.1129

E - D                6.58          5      0.254     24.0%       0.1822

B - A               18.75         26      0.847      0.0%       0.0000

I - B                0.00          0         .         .%       0.0000

E - A                4.37          3      0.224     31.4%       0.2712

E - B                5.93          7      0.548      0.0%       0.0000

C - A                0.11          2      0.948      0.0%       0.0000

E - C                1.90          3      0.593      0.0%       0.0000

L - C                0.00          0         .         .%       0.0000

L - E                0.00          0         .         .%       0.0000

F - B                0.03          1      0.863      0.0%       0.0000

D - A                1.81          5      0.875      0.0%       0.0000

D - C                0.48          3      0.923      0.0%       0.0000

D - B                3.42          8      0.905      0.0%       0.0000

C - B                0.09          1      0.759      0.0%       0.0000

K - B                0.80          1      0.371      0.0%       0.0000

H - A                0.14          1      0.712      0.0%       0.0000

I - A                0.00          0         .         .%       0.0000

M - A                0.00          0         .         .%       0.0000

M - H                0.00          0         .         .%       0.0000

H - B                0.00          0         .         .%       0.0000

K - F                0.00          0         .         .%       0.0000

F - E                1.29          1      0.256     22.3%       0.0897

L - J                0.00          0         .         .%       0.0000

L - D                0.00          0         .         .%       0.0000

G - B                0.00          0         .         .%       0.0000

L - F                0.00          0         .         .%       0.0000

K - D                0.00          0         .         .%       0.0000

** I-squared: the variation in ES attributable to heterogeneity)

Significance test(s) of ES=1

L - B                 z=  0.92     p = 0.359

E - D                 z=  1.11     p = 0.266

B - A                 z=  1.69     p = 0.090

I - B                 z=  0.02     p = 0.981

E - A                 z=  0.50     p = 0.620

E - B                 z=  1.98     p = 0.047

C - A                 z=  0.04     p = 0.969

E - C                 z=  1.16     p = 0.246

L - C                 z=  1.66     p = 0.098

L - E                 z=  0.74     p = 0.459

F - B                 z=  0.33     p = 0.743

D - A                 z=  1.91     p = 0.056

D - C                 z=  1.21     p = 0.227

D - B                 z=  0.77     p = 0.440

C - B                 z=  0.92     p = 0.358

K - B                 z=  0.45     p = 0.651

H - A                 z=  0.64     p = 0.521

I - A                 z=  0.74     p = 0.462

M - A                 z=  0.61     p = 0.544

M - H                 z=  1.12     p = 0.265

H - B                 z=  1.38     p = 0.168

K - F                 z=  0.74     p = 0.462

F - E                 z=  2.19     p = 0.028

L - J                 z=  0.00     p = 1.000

L - D                 z=  0.03     p = 0.977

G - B                 z=  1.10     p = 0.273

L - F                 z=  0.00     p = 1.000

K - D                 z=  0.87     p = 0.385

-------------------------------------------------------------------------
Interval plot
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CI=confidence interval;
Net League
	BT
	0.64 (0.46,0.90)
	1.13 (0.54,2.37)
	0.44 (0.18,1.07)
	0.43 (0.19,0.97)
	0.49 (0.28,0.84)
	0.53 (0.01,26.10)
	0.79 (0.54,1.15)
	0.48 (0.23,1.03)
	0.90 (0.14,5.61)
	0.11 (0.01,2.01)
	0.53 (0.35,0.80)
	0.53 (0.37,0.77)

	1.56 (1.11,2.19)
	CBT
	1.76 (0.87,3.55)
	0.68 (0.29,1.56)
	0.67 (0.32,1.40)
	0.76 (0.49,1.19)
	0.82 (0.02,40.12)
	1.23 (0.94,1.61)
	0.75 (0.38,1.49)
	1.40 (0.23,8.50)
	0.17 (0.01,3.08)
	0.82 (0.64,1.05)
	0.83 (0.67,1.02)

	0.89 (0.42,1.86)
	0.57 (0.28,1.15)
	CT
	0.39 (0.13,1.15)
	0.38 (0.14,1.05)
	0.43 (0.19,0.97)
	0.47 (0.01,24.25)
	0.70 (0.34,1.43)
	0.43 (0.16,1.14)
	0.80 (0.12,5.50)
	0.10 (0.00,1.90)
	0.47 (0.22,0.98)
	0.47 (0.23,0.97)

	2.30 (0.94,5.63)
	1.47 (0.64,3.39)
	2.59 (0.87,7.70)
	EMDR
	0.99 (0.32,3.00)
	1.12 (0.43,2.87)
	1.21 (0.02,64.54)
	1.81 (0.76,4.35)
	1.11 (0.38,3.26)
	2.06 (0.28,15.00)
	0.25 (0.01,4.29)
	1.21 (0.51,2.90)
	1.22 (0.52,2.84)

	2.33 (1.03,5.24)
	1.49 (0.71,3.12)
	2.63 (0.95,7.28)
	1.01 (0.33,3.09)
	IPT
	1.13 (0.48,2.68)
	1.23 (0.02,64.21)
	1.84 (0.84,4.03)
	1.12 (0.41,3.07)
	2.09 (0.30,14.67)
	0.25 (0.01,5.04)
	1.23 (0.57,2.68)
	1.24 (0.57,2.66)

	2.06 (1.20,3.54)
	1.32 (0.84,2.06)
	2.32 (1.03,5.26)
	0.90 (0.35,2.31)
	0.88 (0.37,2.09)
	PD
	1.09 (0.02,54.29)
	1.62 (1.03,2.56)
	0.99 (0.45,2.20)
	1.85 (0.29,11.83)
	0.22 (0.01,4.20)
	1.09 (0.65,1.81)
	1.09 (0.67,1.77)

	1.89 (0.04,93.36)
	1.21 (0.02,59.00)
	2.13 (0.04,110.53)
	0.82 (0.02,43.77)
	0.81 (0.02,42.35)
	0.92 (0.02,45.89)
	PE
	1.49 (0.03,73.33)
	0.91 (0.02,47.16)
	1.70 (0.02,123.05)
	0.20 (0.00,26.10)
	1.00 (0.02,48.27)
	1.00 (0.02,49.13)

	1.27 (0.87,1.85)
	0.81 (0.62,1.06)
	1.43 (0.70,2.92)
	0.55 (0.23,1.32)
	0.54 (0.25,1.19)
	0.62 (0.39,0.97)
	0.67 (0.01,32.90)
	PT
	0.61 (0.29,1.27)
	1.14 (0.18,7.03)
	0.14 (0.01,2.53)
	0.67 (0.46,0.97)
	0.67 (0.49,0.92)

	2.07 (0.97,4.41)
	1.33 (0.67,2.63)
	2.34 (0.88,6.21)
	0.90 (0.31,2.65)
	0.89 (0.33,2.43)
	1.01 (0.45,2.23)
	1.10 (0.02,56.57)
	1.64 (0.79,3.39)
	SP
	1.86 (0.27,12.80)
	0.22 (0.01,4.43)
	1.10 (0.53,2.27)
	1.10 (0.54,2.25)

	1.11 (0.18,6.95)
	0.71 (0.12,4.33)
	1.26 (0.18,8.68)
	0.48 (0.07,3.53)
	0.48 (0.07,3.35)
	0.54 (0.08,3.47)
	0.59 (0.01,42.65)
	0.88 (0.14,5.43)
	0.54 (0.08,3.70)
	ThirdWave
	0.12 (0.00,3.66)
	0.59 (0.10,3.63)
	0.59 (0.10,3.60)

	9.27 (0.50,172.63)
	5.94 (0.32,108.77)
	10.47 (0.53,207.88)
	4.04 (0.23,69.95)
	3.98 (0.20,79.88)
	4.51 (0.24,85.29)
	4.90 (0.04,627.23)
	7.32 (0.40,135.42)
	4.48 (0.23,88.67)
	8.33 (0.27,254.02)
	APP
	4.90 (0.27,90.61)
	4.92 (0.27,90.06)

	1.89 (1.25,2.87)
	1.21 (0.95,1.55)
	2.13 (1.02,4.47)
	0.82 (0.35,1.96)
	0.81 (0.37,1.77)
	0.92 (0.55,1.53)
	1.00 (0.02,48.27)
	1.49 (1.03,2.15)
	0.91 (0.44,1.89)
	1.70 (0.28,10.48)
	0.20 (0.01,3.77)
	TAU
	1.00 (0.72,1.39)

	1.88 (1.30,2.72)
	1.21 (0.98,1.49)
	2.13 (1.04,4.37)
	0.82 (0.35,1.91)
	0.81 (0.38,1.74)
	0.92 (0.56,1.49)
	1.00 (0.02,48.75)
	1.49 (1.09,2.03)
	0.91 (0.44,1.86)
	1.69 (0.28,10.29)
	0.20 (0.01,3.72)
	1.00 (0.72,1.38)
	WL


Net league table: head-to-head comparisons. Relative risks (RRs) and 95% confidence intervals (CIs) are reported. RRs lower than 1 favour the column-defining treatment. Statistically significant results are highlighted in boldface.
Evaluation of heterogeneity and incoherence
Overall heterogeneity

SD=0.09; Restricted likelihood ratio test for heterogeneity: LRT =   0.07 (d.f. = 1) P = 0.396
Overall incoherence

chi2( 43) =   22.15
Prob > chi2 =  0.8138
Loop-specific approach 
* 24 triangular loops found

 * 2 quadratic loops found

  Note: Heterogeneity of loop A-H-M cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop C-E-L cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop E-F-L cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop D-F-K-L cannot be estimated due to insufficient observations - set equal to 0

 Evaluation of inconsistency using loop-specific heterogeneity estimates:

  +---------------------------------------------------------------------------+

  |    Loop |    ROR | z_value | p_value |          CI_95 | Loop_Heterog_tau2 |

  |---------+--------+---------+---------+----------------+-------------------|

  |   C-D-L | 28.175 |   1.308 |   0.191 | (1.00,4194.68) |             0.000 |

  |   B-C-L |  5.629 |   1.043 |   0.297 |  (1.00,144.69) |             0.096 |

  |   D-E-L |  5.176 |   0.623 |   0.533 |  (1.00,908.85) |             0.182 |

  |   C-D-E |  3.570 |   1.291 |   0.197 |   (1.00,24.64) |             0.000 |

  |   B-C-D |  3.377 |   1.286 |   0.198 |   (1.00,21.57) |             0.000 |

  |   B-D-K |  2.848 |   0.633 |   0.527 |   (1.00,72.78) |             0.000 |

  |   A-B-H |  2.683 |   1.075 |   0.282 |   (1.00,16.23) |             0.000 |

  |   C-E-L |  2.602 |   0.418 |   0.676 |  (1.00,229.31) |             0.000 |

  |   A-B-I |  2.442 |   0.478 |   0.633 |   (1.00,95.35) |             0.000 |

  |   A-C-E |  2.372 |   0.701 |   0.483 |   (1.00,26.50) |             0.000 |

  |   B-F-K |  2.187 |   0.622 |   0.534 |   (1.00,25.71) |             0.000 |

  | D-E-F-K |  2.037 |   0.334 |   0.739 |  (1.00,133.23) |             0.157 |

  |   B-E-L |  2.018 |   0.424 |   0.672 |   (1.00,51.99) |             0.060 |

  |   A-B-C |  1.942 |   0.556 |   0.578 |   (1.00,20.10) |             0.000 |

  |   A-H-M |  1.834 |   0.237 |   0.813 |  (1.00,277.27) |             0.000 |

  | D-F-K-L |  1.783 |   0.169 |   0.866 | (1.00,1465.27) |             0.000 |

  |   B-C-E |  1.588 |   0.573 |   0.567 |    (1.00,7.73) |             0.000 |

  |   E-F-L |  1.586 |   0.180 |   0.857 |  (1.00,239.26) |             0.000 |

  |   B-E-F |  1.534 |   1.032 |   0.302 |    (1.00,3.46) |             0.000 |

  |   B-D-E |  1.534 |   1.019 |   0.308 |    (1.00,3.49) |             0.000 |

  |   B-D-L |  1.508 |   0.206 |   0.837 |   (1.00,75.38) |             0.024 |

  |   A-B-D |  1.338 |   0.675 |   0.500 |    (1.00,3.11) |             0.000 |

  |   A-B-E |  1.290 |   0.695 |   0.487 |    (1.00,2.65) |             0.000 |

  |   A-C-D |  1.256 |   0.172 |   0.863 |   (1.00,16.95) |             0.000 |

  |   B-F-L |  1.104 |   0.047 |   0.962 |   (1.00,67.76) |             0.087 |

  |   A-D-E |  1.061 |   0.106 |   0.916 |    (1.00,3.16) |             0.000 |

  +---------------------------------------------------------------------------+
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Consistency between direct and indirect estimates 
Side    Direct                Indirect              Difference

        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z|

A B      .1834709   .1198224   .2212303    .265431  -.0377594     .29004  0.896

A C      .0409009   1.050893   .8538005   .3920437  -.8128997   1.121502  0.469

A D       .665102   .3512631   .6210708   .2237222   .0440311    .417719  0.916

A E      .3254606   .3111467   .4223794   .1882966  -.0969188   .3652444  0.791

A H *    .4867044   .7627438   -.518309   .5211952   1.005013   .9238313  0.277

A I      1.058121   1.440569   .1577917   1.198268   .9003293   1.873789  0.631

A M *   -.9650809   1.593771  -3.203611   2.106276    2.23853   2.080311  0.282

B C      .5084823   .5613533   .6043988   .4654414  -.0959166   .7291088  0.895

B D      .2009847   .2276607   .7607856   .2593216  -.5598009   .3434602  0.103

B E      .3349964   .1654642  -.0676632   .2448488   .4026596   .2961572  0.174

B F      -.081259   .2553416  -.8585937   .4383759   .7773347    .502685  0.122

B G *   -.4008247   .3763864  -.4393781   105.6862   .0385534   105.6865  1.000

B H     -.6931429   .5096817   .3118443   .7705014  -1.004987   .9238191  0.277

B I      -.028162   1.193319   .8721145   1.444653  -.9002765   1.873767  0.631

B K     -.1607834   .3759942  -1.095459   .9643039   .9346757   1.035219  0.367

B L     -.1836581   .1275151  -.7690773   1.017636   .5854192   1.025639  0.568

C D      .8184691   .6893845  -.4647949   .4324661   1.283264   .7869043  0.103

C E     -.7947159   .5563763  -.0460656   .4716469  -.7486502   .7195596  0.298

C L     -2.524321    1.19061  -.4925695   .4146018  -2.031752   1.299584  0.118

D E     -.3806547   .3018844   -.139466   .2494624  -.2411887   .3894008  0.536

D K     -1.386277   1.599447   -.687623   .3972101  -.6986543   1.648029  0.672

D L      .0571584   1.973243  -.6452897   .2139147   .7024481   1.984804  0.723

E F      -.735366   .2723175    .108091   .4129664   -.843457   .4901234  0.085

E L     -.1208191   1.454094  -.4048922   .1884725   .2840731   1.465306  0.846

F K     -.8649977    1.18057   .1086865   .4339778  -.9736842   1.257808  0.439

F L      4.10e-12   1.978125   .0857064   .2625882  -.0857064   1.995478  0.966

H M *   -1.640528   1.472761   .5980009   2.355772  -2.238529   2.080314  0.282

J L *    5.01e-11   1.978065  -.0077064   404.9335   .0077064   404.9383  1.000
* Warning: all the evidence about these contrasts comes from the trials which directly compare them.

SUCRA and cumulative probability plots

Estimated probabilities (%) of each treatment being the best (and other ranks)

- assuming the minimum parameter is the best

- using 5000 draws

- allowing for parameter uncertainty

----------------------------------------------------------------------------------------

trial_cod |

e and     |                                  Treatment                                  

Rank      |    1     2     3     4     5     6     7     8     9    10    11    12    13

----------+-----------------------------------------------------------------------------

1         |

     Best |  0.2   0.0   0.0   0.0   0.0   1.5   4.8   3.8   3.2  21.8   2.7   0.2  61.9

      2nd |  1.3   0.0   0.2   0.0   0.0   7.6  17.7  18.2   8.5  17.9  11.6   1.6  15.5

      3rd |  5.2   0.0   0.2   0.0   0.0  15.4  21.5  20.1   6.7   4.6  15.9   6.4   3.9

      4th | 12.3   0.3   0.4   0.0   0.0  18.8  15.2  13.6   4.4   2.4  16.1  14.3   2.3

      5th | 21.4   1.3   0.7   0.0   0.2  17.4  10.1   9.9   3.4   2.2  12.0  19.8   1.6

      6th | 25.2   6.5   0.8   0.1   0.7  12.7   7.3   7.6   2.9   2.2   9.0  23.6   1.4

      7th | 20.6  18.2   1.4   0.1   2.9  11.5   6.8   6.0   3.6   1.3   8.0  18.3   1.2

      8th | 10.0  33.9   2.4   1.3   8.6   7.8   5.4   6.0   3.8   1.7   7.5  10.5   1.2

      9th |  3.4  28.7   4.5   4.0  23.5   4.8   5.0   5.7   4.5   2.9   7.3   4.0   1.7

     10th |  0.4   9.9   9.7  16.9  34.7   2.0   3.2   3.9   7.4   3.6   5.3   1.0   1.9

     11th |  0.0   0.9  20.2  34.2  22.6   0.5   1.9   2.8   8.2   3.8   3.0   0.1   1.7

     12th |  0.0   0.1  32.8  31.8   6.0   0.2   0.8   1.9  15.9   6.5   1.3   0.1   2.6

    Worst |  0.0   0.0  26.8  11.7   0.7   0.0   0.3   0.6  27.7  29.2   0.2   0.0   3.0

MEAN RANK |  5.9   8.2  11.4  11.3   9.8   5.1   4.6   4.9   9.0   6.9   5.4   5.8   2.7

    SUCRA |  0.6   0.4   0.1   0.1   0.3   0.7   0.7   0.7   0.3   0.5   0.6   0.6   0.9

----------------------------------------------------------------------------------------
Treatment Relative Ranking of Model 1

  +---------------------------------------+

  | Treatment | SUCRA | PrBest | MeanRank |

  |-----------+-------+--------+----------|

  |        WL |  59.6 |    0.2 |      5.9 |

  |       CBT |  40.4 |    0.0 |      8.2 |

  |        CT |  13.3 |    0.0 |     11.4 |

  |        BT |  14.6 |    0.0 |     11.3 |

  |        PT |  26.4 |    0.0 |      9.8 |

  |        PD |  65.5 |    1.5 |      5.1 |

  |       IPT |  69.8 |    4.8 |      4.6 |

  |      EMDR |  67.4 |    3.8 |      4.9 |

  | ThirdWave |  33.1 |    3.2 |      9.0 |

  |        PE |  50.9 |   21.8 |      6.9 |

  |        SP |  63.4 |    2.7 |      5.4 |

  |       TAU |  59.9 |    0.2 |      5.8 |

  |       APP |  85.6 |   61.9 |      2.7 |

  +---------------------------------------+
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Appendix S: sensitivity analysis: acceptability (excluding trials with imputed data)
Outcome type: binary
92 studies

Treatment codes

	WL
	1
	A

	CBT
	2
	B

	CT
	3
	C

	BT
	4
	D

	PT
	5
	E

	PD
	6
	F

	IPT
	7
	G

	EMDR
	8
	H

	3W
	9
	I

	PE
	10
	J

	SP
	11
	K

	TAU
	12
	L

	APP
	13
	M

	PL
	14
	N

	BZP
	15
	O

	AD
	16
	P


AD=antidepressant; APP= Attention/Psychological Placebo; BT=behaviour therapy; BZP=benzodiazepine; CBT=cognitive-behaviour therapy; CT=cognitive therapy; EMDR=eye movement desensitization and reprocessing; IPT=interpersonal therapy; PE=psychoeducation; PL=placebo; PT=physiological therapy; SP=supportive therapy; PD=short-term psychodynamic therapy; 3W=third-wave CBT; TAU=treatment as usual; WL=waiting list.
Network map
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Pairwise meta-analysis

  Study     |     ES    [95% Conf. Interval]     

---------------------+---------------------------------------------------

     L - B

Addis, 2004          |    0.452     0.170     1.205        

Craske, 2011         |    1.482     0.815     2.695        

Gensichen, 2020      |    0.575     0.376     0.880        

Klein, 2001          |    2.769     0.124    61.653        

Klein, 2006          |    0.222     0.013     3.917        

Koszycki, 2011       |    0.996     0.591     1.680        

Loerch, 1999         |    2.545     0.264    24.561        

Pitti, 2015          |    0.054     0.003     0.869        

Richards, 2006       |    1.704     0.339     8.564        

Roy-Byrne, 2005      |    0.872     0.542     1.402        

 Sub-total           |

  D+L pooled ES      |    0.842     0.583     1.216        

---------------------+---------------------------------------------------

     E - D

Al-Kubaisy, 1992     |    0.600     0.154     2.344        

Marks, 1993          |    0.360     0.078     1.675        

McNamee, 1989        |    0.371     0.097     1.415        

Michelson, 1985      |    0.533     0.124     2.294        

Michelson, 1996      |    2.571     0.783     8.440        

Ost, 1993            |    0.333     0.015     7.584        

 Sub-total           |

  D+L pooled ES      |    0.672     0.334     1.353        

---------------------+---------------------------------------------------

     B - A

Allen, 2016          |    3.700     0.405    33.774        

Barlow, 1989         |    2.000     0.253    15.807        

Berger, 2017         |    1.367     0.485     3.854        

Carlbring, 2006      |    2.000     0.191    20.898        

Carlbring, 2001      |    3.810     0.465    31.234        

Carter, 2003         |    0.662     0.176     2.493        

Ciuca, 2018          |    0.899     0.479     1.689        

Craske, 2005         |    4.250     0.234    77.338        

Gloster, 2011        |    1.130     0.399     3.198        

Gould, 1993          |    0.571     0.039     8.330        

Hendriks, 2010       |    1.857     0.082    42.267        

Klosko, 1990         |    2.667     0.307    23.138        

Lidren, 1994         |    0.520     0.011    24.737        

Meulenbeek, 2010     |    1.288     0.590     2.811        

Nordin, 2010         |    0.333     0.014     7.724        

Oromendia, 2016      |   10.302     0.628   169.064        

Ost, 2004            |    0.846     0.130     5.523        

Reinecke, 2013       |    1.000     0.021    47.183        

Ruwaard, 2010        |    3.444     0.380    31.198        

Schmidt, 1997a       |    0.800     0.228     2.806        

Schmidt, 1997b       |    0.421     0.120     1.480        

Sharp, 2004          |    2.347     0.779     7.065        

Silfvernagel, 2012   |    4.828     1.159    20.105        

Telch, 1993          |    0.971     0.020    47.581        

Titov, 2010          |    1.091     0.024    50.431        

van Ballegooijen, 20 |    1.208     0.800     1.826        

Williams, 1996       |    0.714     0.015    33.067        

Wims, 2010           |    1.688     0.657     4.335        

 Sub-total           |

  D+L pooled ES      |    1.264     1.002     1.593        

---------------------+---------------------------------------------------

     O - B

Ataoglu, 2000        |    0.444     0.094     2.111        

 Sub-total           |

  D+L pooled ES      |    0.444     0.094     2.111        

---------------------+---------------------------------------------------

     P - B

Azhar, 2000          |    1.000     0.336     2.973        

Barlow, 2000         |    1.414     0.897     2.228        

Dannon, 2004         |    4.364     0.561    33.919        

Hendriks, 2010       |    2.722     0.447    16.570        

Klosko, 1990         |    0.353     0.041     3.072        

Payne, 2016          |    1.412     0.553     3.606        

Shear, 2001          |    1.071     0.573     2.004        

van Apeldoorn, 2008  |    0.544     0.291     1.015        

 Sub-total           |

  D+L pooled ES      |    1.088     0.743     1.593        

---------------------+---------------------------------------------------

     N - C

Bakker, 1999         |    0.243     0.057     1.042        

Black, 1993          |    0.778     0.343     1.762        

de Beurs, 1995       |    0.804     0.293     2.200        

 Sub-total           |

  D+L pooled ES      |    0.648     0.355     1.183        

---------------------+---------------------------------------------------

     P - C

Bakker, 1999         |    0.425     0.173     1.044        

Black, 1993          |    0.444     0.157     1.256        

Clark, 1994          |    1.000     0.067    14.954        

de Beurs, 1995       |    0.804     0.293     2.200        

 Sub-total           |

  D+L pooled ES      |    0.540     0.311     0.937        

---------------------+---------------------------------------------------

     P - N

Bakker, 1999         |    1.750     0.385     7.946        

Barlow, 2000         |    0.925     0.536     1.597        

Black, 1993          |    0.571     0.191     1.710        

de Beurs, 1995       |    1.000     0.332     3.013        

Klosko, 1990         |    0.151     0.021     1.104        

Shear, 2001          |    1.065     0.531     2.135        

 Sub-total           |

  D+L pooled ES      |    0.899     0.628     1.287        

---------------------+---------------------------------------------------

     E - A

Barlow, 1989         |    5.333     0.702    40.535        

Griegel, 1995        |    0.457     0.119     1.746        

Meuret, 2008         |    0.800     0.017    38.568        

Wollburg, 2011       |    1.477     0.709     3.076        

 Sub-total           |

  D+L pooled ES      |    1.255     0.511     3.079        

---------------------+---------------------------------------------------

     E - B

Barlow, 1989         |    2.667     0.898     7.918        

Carlbring, 2003      |    0.667     0.137     3.243        

Feldman, 2016        |    0.944     0.485     1.837        

Hovland, 2013        |    0.370     0.016     8.528        

Korrelboom, 2014     |    1.133     0.545     2.359        

Michelson, 1996      |    1.714     0.659     4.461        

Milrod, 2016         |    1.662     0.973     2.837        

Ost, 1995            |    5.556     0.285   108.163        

 Sub-total           |

  D+L pooled ES      |    1.374     1.004     1.880        

---------------------+---------------------------------------------------

     N - B

Barlow, 2000         |    1.528     0.840     2.777        

Klosko, 1990         |    2.333     0.714     7.626        

Shear, 2001          |    1.006     0.523     1.935        

 Sub-total           |

  D+L pooled ES      |    1.361     0.900     2.058        

---------------------+---------------------------------------------------

     C - A

Beck, 1992           |    0.944     0.020    44.985        

Clark, 1999          |    1.500     0.065    34.657        

Williams, 1996       |    0.667     0.014    30.936        

 Sub-total           |

  D+L pooled ES      |    1.042     0.133     8.153        

---------------------+---------------------------------------------------

     E - C

Beck, 1994           |    0.299     0.054     1.644        

Clark, 1994          |    1.000     0.067    14.954        

Meuret, 2010         |    0.319     0.036     2.853        

Michelson, 1985      |    1.833     0.192    17.512        

Ost, 1993            |    1.000     0.021    47.380        

 Sub-total           |

  D+L pooled ES      |    0.571     0.205     1.590        

---------------------+---------------------------------------------------

     L - C

Beck, 1994           |    0.091     0.005     1.551        

 Sub-total           |

  D+L pooled ES      |    0.091     0.005     1.551        

---------------------+---------------------------------------------------

     L - E

Beck, 1994           |    0.304     0.013     7.070        

 Sub-total           |

  D+L pooled ES      |    0.304     0.013     7.070        

---------------------+---------------------------------------------------

     F - B

Beutel 2013          |    1.000     0.347     2.882        

Milrod, 2016         |    0.900     0.515     1.571        

 Sub-total           |

  D+L pooled ES      |    0.921     0.562     1.508        

---------------------+---------------------------------------------------

     D - A

Botella, 2007        |    0.520     0.011    24.737        

Ito, 2001            |    2.613     0.668    10.215        

Meyerbroeker, 2013   |    2.757     0.926     8.204        

Ost, 2004            |    1.320     0.242     7.189        

Swinson, 1995        |    1.100     0.171     7.095        

Williams, 1996       |    0.769     0.017    35.513        

 Sub-total           |

  D+L pooled ES      |    1.946     0.984     3.850        

---------------------+---------------------------------------------------

     D - B

Burke,1997           |    0.814     0.334     1.986        

de Ruiter, 1989      |    1.650     0.511     5.324        

Hoffart, 1995        |    1.000     0.222     4.505        

Malbos, 2011         |    1.000     0.023    42.651        

Marchione, 1986      |    5.500     0.352    85.967        

Michelson, 1996      |    0.667     0.176     2.530        

Ost, 2004            |    1.560     0.284     8.564        

Pelissolo, 2012      |    1.527     0.671     3.476        

Williams, 1996       |    1.077     0.023    50.434        

 Sub-total           |

  D+L pooled ES      |    1.191     0.764     1.856        

---------------------+---------------------------------------------------

     P - E

Clark, 1994          |    1.000     0.067    14.954        

 Sub-total           |

  D+L pooled ES      |    1.000     0.067    14.954        

---------------------+---------------------------------------------------

     C - B

Craske, 2003         |    1.750     0.564     5.432        

Williams, 1996       |    0.933     0.020    43.933        

 Sub-total           |

  D+L pooled ES      |    1.665     0.561     4.935        

---------------------+---------------------------------------------------

     K - B

Craske, 1995         |    3.400     0.149    77.337        

Shear, 1994          |    0.785     0.377     1.636        

 Sub-total           |

  D+L pooled ES      |    0.848     0.415     1.733        

---------------------+---------------------------------------------------

     I - A

Gloster, 2015        |    2.881     0.172    48.233        

 Sub-total           |

  D+L pooled ES      |    2.881     0.172    48.233        

---------------------+---------------------------------------------------

     H - A

Goldstein, 2000      |    1.965     0.327    11.809        

 Sub-total           |

  D+L pooled ES      |    1.965     0.327    11.809        

---------------------+---------------------------------------------------

     M - A

Goldstein, 2000      |    0.381     0.017     8.620        

 Sub-total           |

  D+L pooled ES      |    0.381     0.017     8.620        

---------------------+---------------------------------------------------

     M - H

Goldstein, 2000      |    0.194     0.011     3.459        

 Sub-total           |

  D+L pooled ES      |    0.194     0.011     3.459        

---------------------+---------------------------------------------------

     P - A

Hendriks, 2010       |    5.056     0.285    89.704        

Klosko, 1990         |    0.941     0.064    13.816        

 Sub-total           |

  D+L pooled ES      |    2.060     0.289    14.671        

---------------------+---------------------------------------------------

     H - B

Horst, 2017          |    0.500     0.187     1.338        

 Sub-total           |

  D+L pooled ES      |    0.500     0.187     1.338        

---------------------+---------------------------------------------------

     N - A

Klosko, 1990         |    6.222     0.856    45.252        

 Sub-total           |

  D+L pooled ES      |    6.222     0.856    45.252        

---------------------+---------------------------------------------------

     K - F

Martini, 2011        |    0.421     0.042     4.227        

 Sub-total           |

  D+L pooled ES      |    0.421     0.042     4.227        

---------------------+---------------------------------------------------

     D - C

Michelson, 1985      |    3.438     0.463    25.530        

Ost, 1993            |    3.000     0.132    68.259        

Williams, 1996       |    1.154     0.025    54.165        

 Sub-total           |

  D+L pooled ES      |    2.788     0.594    13.078        

---------------------+---------------------------------------------------

     F - E

Milrod, 2016         |    0.542     0.311     0.943        

Milrod, 2007         |    0.221     0.052     0.937        

 Sub-total           |

  D+L pooled ES      |    0.448     0.219     0.918        

---------------------+---------------------------------------------------

     L - J

Rees, 2012           |    1.000     0.021    48.086        

 Sub-total           |

  D+L pooled ES      |    1.000     0.021    48.086        

---------------------+---------------------------------------------------

     I - B

Shear, 2001          |    0.600     0.279     1.292        

 Sub-total           |

  D+L pooled ES      |    0.600     0.279     1.292        

---------------------+---------------------------------------------------

     N - I

Shear, 2001          |    1.677     0.735     3.827        

 Sub-total           |

  D+L pooled ES      |    1.677     0.735     3.827        

---------------------+---------------------------------------------------

     P - I

Shear, 2001          |    1.786     0.800     3.986        

 Sub-total           |

  D+L pooled ES      |    1.786     0.800     3.986        

---------------------+---------------------------------------------------

     L - D

Swinson, 1992        |    1.059     0.022    50.432        

 Sub-total           |

  D+L pooled ES      |    1.059     0.022    50.432        

---------------------+---------------------------------------------------

     G - B

Vos, 2012            |    0.670     0.327     1.371        

 Sub-total           |

  D+L pooled ES      |    0.670     0.327     1.371        

---------------------+---------------------------------------------------

     L - F

Wiborg, 1996         |    1.000     0.021    48.086        

 Sub-total           |

  D+L pooled ES      |    1.000     0.021    48.086        

---------------------+---------------------------------------------------

     K - D

Zitrin, 1978         |    0.250     0.011     5.717        

 Sub-total           |

  D+L pooled ES      |    0.250     0.011     5.717        

---------------------+---------------------------------------------------

Test(s) of heterogeneity:

               Heterogeneity  degrees of

                 statistic     freedom      P    I-squared**   Tau-squared

L - B               15.26          9      0.084     41.0%       0.1129

E - D                6.58          5      0.254     24.0%       0.1822

B - A               18.53         27      0.886      0.0%       0.0000

O - B                0.00          0         .         .%       0.0000

P - B               10.13          7      0.181     30.9%       0.0846

N - C                2.11          2      0.348      5.2%       0.0160

P - C                1.20          3      0.752      0.0%       0.0000

P - N                4.76          5      0.445      0.0%       0.0000

E - A                4.37          3      0.224     31.4%       0.2712

E - B                5.93          7      0.548      0.0%       0.0000

N - B                1.76          2      0.415      0.0%       0.0000

C - A                0.11          2      0.948      0.0%       0.0000

E - C                2.10          4      0.718      0.0%       0.0000

L - C                0.00          0         .         .%       0.0000

L - E                0.00          0         .         .%       0.0000

F - B                0.03          1      0.863      0.0%       0.0000

D - A                1.81          5      0.875      0.0%       0.0000

D - B                3.42          8      0.905      0.0%       0.0000

P - E                0.00          0         .         .%       0.0000

C - B                0.09          1      0.759      0.0%       0.0000

K - B                0.80          1      0.371      0.0%       0.0000

I - A                0.00          0         .         .%       0.0000

H - A                0.00          0         .         .%       0.0000

M - A                0.00          0         .         .%       0.0000

M - H                0.00          0         .         .%       0.0000

P - A                0.70          1      0.402      0.0%       0.0000

H - B                0.00          0         .         .%       0.0000

N - A                0.00          0         .         .%       0.0000

K - F                0.00          0         .         .%       0.0000

D - C                0.25          2      0.884      0.0%       0.0000

F - E                1.29          1      0.256     22.3%       0.0897

L - J                0.00          0         .         .%       0.0000

I - B                0.00          0         .         .%       0.0000

N - I                0.00          0         .         .%       0.0000

P - I                0.00          0         .         .%       0.0000

L - D                0.00          0         .         .%       0.0000

G - B                0.00          0         .         .%       0.0000

L - F                0.00          0         .         .%       0.0000

K - D                0.00          0         .         .%       0.0000

** I-squared: the variation in ES attributable to heterogeneity)

Significance test(s) of ES=1

L - B                 z=  0.92     p = 0.359

E - D                 z=  1.11     p = 0.266

B - A                 z=  1.98     p = 0.048

O - B                 z=  1.02     p = 0.308

P - B                 z=  0.43     p = 0.666

N - C                 z=  1.41     p = 0.158

P - C                 z=  2.19     p = 0.028

P - N                 z=  0.58     p = 0.559

E - A                 z=  0.50     p = 0.620

E - B                 z=  1.98     p = 0.047

N - B                 z=  1.46     p = 0.144

C - A                 z=  0.04     p = 0.969

E - C                 z=  1.07     p = 0.283

L - C                 z=  1.66     p = 0.098

L - E                 z=  0.74     p = 0.459

F - B                 z=  0.33     p = 0.743

D - A                 z=  1.91     p = 0.056

D - B                 z=  0.77     p = 0.440

P - E                 z=  0.00     p = 1.000

C - B                 z=  0.92     p = 0.358

K - B                 z=  0.45     p = 0.651

I - A                 z=  0.74     p = 0.462

H - A                 z=  0.74     p = 0.460

M - A                 z=  0.61     p = 0.544

M - H                 z=  1.12     p = 0.265

P - A                 z=  0.72     p = 0.471

H - B                 z=  1.38     p = 0.168

N - A                 z=  1.81     p = 0.071

K - F                 z=  0.74     p = 0.462

D - C                 z=  1.30     p = 0.193

F - E                 z=  2.19     p = 0.028

L - J                 z=  0.00     p = 1.000

I - B                 z=  1.31     p = 0.192

N - I                 z=  1.23     p = 0.219

P - I                 z=  1.42     p = 0.157

L - D                 z=  0.03     p = 0.977

G - B                 z=  1.10     p = 0.273

L - F                 z=  0.00     p = 1.000

K - D                 z=  0.87     p = 0.385

-------------------------------------------------------------------------
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	0.74 (0.02,36.74)
	1.10 (0.75,1.62)
	0.68 (0.32,1.44)
	0.64 (0.31,1.33)
	AD
	0.40 (0.08,1.98)
	1.21 (0.85,1.73)
	0.74 (0.51,1.09)
	0.71 (0.50,1.01)
	0.15 (0.01,2.73)

	3.48 (0.69,17.49)
	2.25 (0.46,10.89)
	4.38 (0.85,22.47)
	1.47 (0.24,9.01)
	1.51 (0.26,8.67)
	1.70 (0.33,8.78)
	1.86 (0.03,123.74)
	2.75 (0.56,13.64)
	1.69 (0.30,9.49)
	1.60 (0.28,9.06)
	2.50 (0.50,12.42)
	BZP
	3.03 (0.60,15.29)
	1.86 (0.38,9.20)
	1.78 (0.36,8.73)
	0.36 (0.01,10.06)

	1.15 (0.70,1.89)
	0.74 (0.51,1.07)
	1.45 (0.92,2.27)
	0.49 (0.19,1.27)
	0.50 (0.21,1.16)
	0.56 (0.31,1.01)
	0.62 (0.01,30.57)
	0.91 (0.58,1.43)
	0.56 (0.25,1.23)
	0.53 (0.25,1.12)
	0.83 (0.58,1.18)
	0.33 (0.07,1.67)
	PL
	0.62 (0.39,0.96)
	0.59 (0.38,0.90)
	0.12 (0.01,2.28)

	1.87 (1.22,2.87)
	1.21 (0.93,1.56)
	2.35 (1.42,3.89)
	0.79 (0.31,1.99)
	0.81 (0.36,1.80)
	0.91 (0.54,1.54)
	1.00 (0.02,48.46)
	1.48 (1.02,2.15)
	0.91 (0.43,1.91)
	0.86 (0.40,1.85)
	1.34 (0.92,1.97)
	0.54 (0.11,2.66)
	1.63 (1.04,2.54)
	TAU
	0.95 (0.68,1.34)
	0.20 (0.01,3.67)

	1.96 (1.35,2.86)
	1.27 (1.01,1.59)
	2.47 (1.53,3.98)
	0.83 (0.34,2.05)
	0.85 (0.39,1.87)
	0.96 (0.58,1.58)
	1.05 (0.02,51.59)
	1.55 (1.13,2.13)
	0.95 (0.46,1.98)
	0.90 (0.42,1.91)
	1.41 (0.99,2.01)
	0.56 (0.11,2.77)
	1.71 (1.11,2.61)
	1.05 (0.74,1.48)
	WL
	0.21 (0.01,3.81)

	9.55 (0.51,180.02)
	6.17 (0.33,114.24)
	12.00 (0.63,229.30)
	4.04 (0.23,70.47)
	4.13 (0.20,84.28)
	4.66 (0.24,89.38)
	5.11 (0.04,660.26)
	7.55 (0.40,141.33)
	4.64 (0.23,93.20)
	4.39 (0.22,88.59)
	6.86 (0.37,128.71)
	2.74 (0.10,75.66)
	8.30 (0.44,157.16)
	5.11 (0.27,95.57)
	4.87 (0.26,90.23)
	APP


Net league table: head-to-head comparisons. Effect sizes (ES) and 95% confidence intervals (CIs) are reported. Negative ES favour the column-defining treatment. Statistically significant results are highlighted in boldface.

Evaluation of heterogeneity and incoherence
Overall heterogeneity

SD=0.12; Restricted likelihood ratio test for heterogeneity: 0.32 (d.f. = 1) P = 0.285
Overall incoherence

chi2( 45) =   30.98
Prob > chi2 =    0.8165
Loop-specific approach 
* 41 triangular loops found

 * 2 quadratic loops found

  Note: Heterogeneity of loop A-H-M cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop A-I-N cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop A-I-P cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop B-I-N cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop E-F-L cannot be estimated due to insufficient observations - set equal to 0

  Note: Heterogeneity of loop D-F-K-L cannot be estimated due to insufficient observations - set equal to 0

 Evaluation of inconsistency using loop-specific heterogeneity estimates:

  +---------------------------------------------------------------------------+

  |    Loop |    ROR | z_value | p_value |          CI_95 | Loop_Heterog_tau2 |

  |---------+--------+---------+---------+----------------+-------------------|

  |   C-D-L | 32.475 |   1.355 |   0.176 | (1.00,4996.98) |             0.000 |

  |   A-C-N |  9.145 |   1.487 |   0.137 |  (1.00,168.99) |             0.000 |

  |   B-C-L |  5.629 |   1.043 |   0.297 |  (1.00,144.69) |             0.096 |

  |   D-E-L |  5.176 |   0.623 |   0.533 |  (1.00,908.85) |             0.182 |

  |   B-C-D |  3.892 |   1.372 |   0.170 |   (1.00,27.12) |             0.000 |

  |   A-B-I |  3.800 |   0.893 |   0.372 |   (1.00,71.14) |             0.000 |

  |   C-D-E |  3.746 |   1.313 |   0.189 |   (1.00,26.90) |             0.000 |

  |   A-C-P |  3.661 |   0.878 |   0.380 |   (1.00,66.30) |             0.000 |

  |   A-B-N |  3.649 |   1.244 |   0.214 |   (1.00,28.06) |             0.000 |

  |   A-B-H |  3.110 |   1.080 |   0.280 |   (1.00,24.38) |             0.000 |

  |   A-N-P |  2.882 |   0.737 |   0.461 |   (1.00,48.11) |             0.000 |

  |   B-D-K |  2.848 |   0.633 |   0.527 |   (1.00,72.78) |             0.000 |

  |   C-E-L |  2.753 |   0.449 |   0.654 |  (1.00,230.04) |             0.000 |

  |   A-I-P |  2.497 |   0.509 |   0.611 |   (1.00,84.96) |             0.000 |

  |   B-F-K |  2.187 |   0.622 |   0.534 |   (1.00,25.71) |             0.000 |

  |   A-C-E |  2.159 |   0.635 |   0.526 |   (1.00,23.25) |             0.000 |

  | D-E-F-K |  2.037 |   0.334 |   0.739 |  (1.00,133.23) |             0.157 |

  |   A-B-C |  2.022 |   0.590 |   0.555 |   (1.00,20.95) |             0.000 |

  |   B-E-L |  2.018 |   0.424 |   0.672 |   (1.00,51.99) |             0.060 |

  | D-F-K-L |  1.783 |   0.169 |   0.866 | (1.00,1465.27) |             0.000 |

  |   B-I-N |  1.655 |   0.792 |   0.428 |    (1.00,5.75) |             0.000 |

  |   A-E-P |  1.651 |   0.273 |   0.785 |   (1.00,60.58) |             0.193 |

  |   E-F-L |  1.586 |   0.180 |   0.857 |  (1.00,239.26) |             0.000 |

  |   B-E-F |  1.534 |   1.032 |   0.302 |    (1.00,3.46) |             0.000 |

  |   B-D-E |  1.534 |   1.019 |   0.308 |    (1.00,3.49) |             0.000 |

  |   A-B-P |  1.510 |   0.404 |   0.686 |   (1.00,11.12) |             0.000 |

  |   B-D-L |  1.508 |   0.206 |   0.837 |   (1.00,75.38) |             0.024 |

  |   A-C-D |  1.448 |   0.272 |   0.785 |   (1.00,20.80) |             0.000 |

  |   B-C-E |  1.446 |   0.474 |   0.636 |    (1.00,6.65) |             0.000 |

  |   A-B-E |  1.344 |   0.803 |   0.422 |    (1.00,2.76) |             0.000 |

  |   A-I-N |  1.288 |   0.140 |   0.889 |   (1.00,44.55) |             0.000 |

  |   A-B-D |  1.283 |   0.577 |   0.564 |    (1.00,2.99) |             0.000 |

  |   I-N-P |  1.282 |   0.353 |   0.724 |    (1.00,5.11) |             0.034 |

  |   B-E-P |  1.264 |   0.166 |   0.868 |   (1.00,20.14) |             0.031 |

  |   B-C-N |  1.253 |   0.340 |   0.734 |    (1.00,4.60) |             0.000 |

  |   B-N-P |  1.243 |   0.498 |   0.619 |    (1.00,2.92) |             0.056 |

  |   B-C-P |  1.210 |   0.294 |   0.769 |    (1.00,4.31) |             0.009 |

  |   B-F-L |  1.104 |   0.047 |   0.962 |   (1.00,67.76) |             0.087 |

  |   C-N-P |  1.086 |   0.179 |   0.858 |    (1.00,2.68) |             0.000 |

  |   A-D-E |  1.061 |   0.106 |   0.916 |    (1.00,3.16) |             0.000 |

  |   C-E-P |  1.039 |   0.025 |   0.980 |   (1.00,20.35) |             0.000 |

  |   B-I-P |  1.031 |   0.037 |   0.970 |    (1.00,5.27) |             0.154 |

  |   A-H-M |      . |       . |       . |                |             0.000 |

  +---------------------------------------------------------------------------+
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Consistency between direct and indirect estimates

Side    Direct                Indirect              Difference

        Coef.      Std. Err.  Coef.      Std. Err.  Coef.      Std. Err.  P>|z|

A B      .2160443   .1270794   .3329165   .2596785  -.1168722   .2858326  0.683

A C      .0407516   1.052196    .951764   .2525248  -.9110124   1.082041  0.400

A D      .6625261   .3540951   .6794924   .2296706  -.0169663   .4233812  0.968

A E      .3266675   .3165336   .4803979   .1931749  -.1537304   .3723525  0.680

A H *    .6754476   .9232175  -.4696491   .5298672   1.145097   1.064467  0.282

A I      1.058121   1.443075  -.1925036   .3970714   1.250625   1.496707  0.403

A M *   -.9650809   1.596189  -3.255274   2.152522   2.290193   2.128934  0.282

A N      2.016109   .8168893    .400917   .2243836   1.615192   .8574025  0.060

A P      .9687526   .9250092   .3165925   .1854736   .6521601   .9452492  0.490

B C      .5074998   .5673366   .6939571    .242222  -.1864572   .6168891  0.762

B D      .2003413   .2310039   .7417706   .2620571  -.5414293   .3477393  0.119

B E      .3344371    .170018   -.061236   .2399145   .3956731   .2947596  0.179

B F     -.0799783   .2661662  -.8571426   .4485245   .7771643   .5172776  0.133

B G *   -.4008247   .3863557  -.5355573   105.6975   .1347326   105.6978  0.999

B H     -.6931417   .5171669   .4519045   .9303717  -1.145046   1.064445  0.282

B I     -.4858265   .4120836   .0325631   .5913753  -.5183896   .6400927  0.418

B K     -.1571972   .3847199   -1.10182   .9671235   .9446223   1.041003  0.364

B L     -.1802991   .1327785   -.723373   1.011864   .5430739   1.020528  0.595

B N      .3641124   .2234546   .1437951   .3375533   .2203174   .4007137  0.582

B O *   -.8109302   .8046907  -.5883638   136.6451  -.2225664   136.6456  0.999

B P      .0958286   .1556584   .1767706    .413151   -.080942   .4416128  0.855

C D      .9445848   .7368174  -.4018179   .2908873   1.346403   .7858047  0.087

C E     -.6927383    .518175  -.3964179   .2833819  -.2963205   .5878772  0.614

C L     -2.412955    1.18965  -.7649725   .2655537  -1.647982   1.228652  0.180

C N     -.4546633   .3028955  -.2273878   .3910196  -.2272754   .5077933  0.654

C P     -.6088714    .287933  -.4838365   .3594724  -.1250349    .472707  0.791

D E     -.3865059   .3042319  -.1314419   .2536847   -.255064   .3941136  0.518

D K     -1.386276   1.601813  -.6803704    .405163  -.7059051   1.652259  0.669

D L      .0571584   1.975172  -.6347402   .2190298   .6918986   1.987279  0.728

E F     -.7437586   .2836247   .1084102   .4213104  -.8521689   .5036653  0.091

E L      -.223173   1.438435  -.3937373   .1931727   .1705643   1.451337  0.906

E P      5.86e-10   1.385868  -.0974384   .1984202   .0974384   1.400001  0.945

F K     -.8649966    1.18373   .1158217   .4443453  -.9808183   1.264381  0.438

F L      5.18e-10   1.980039   .0931734   .2708873  -.0931734   1.998483  0.963

H M *   -1.640528   1.475376   .6496649   2.397207  -2.290193   2.128934  0.282

I N      .4880095   .4392969   .9941792   .6404942  -.5061696   .7299357  0.488

I P      .5564347   .4316836   .2086335   .5919495   .3478011   .6705736  0.604

J L *    1.85e-10   1.979986    .094975   404.9909   -.094975   404.9957  1.000

N P *   -.1471761   .1864053   -.623904   .5724976   .4767279   .5982659  0.426
* Warning: all the evidence about these contrasts comes from the trials which directly compare them.
SUCRA and cumulative probability plots

Estimated probabilities (%) of each treatment being the best (and other ranks)

- assuming the minimum parameter is the best

- using 5000 draws

- allowing for parameter uncertainty

----------------------------------------------------------------------------------

trial_cod |

e and     |                               Treatment                               

Rank      |    1     2     3     4     5     6     8     9    11    12    14    16

----------+-----------------------------------------------------------------------

     Best |  0.0   0.0  17.8  15.1   0.2   0.2   1.2   0.4   2.3  15.6   0.3   0.1  27.9   0.0   9.8   9.0

      2nd |  0.5   0.0  14.4  14.8   0.4   1.0   5.1   2.3   3.8  11.0   1.8   0.6  16.4   0.1  15.7  12.1

      3rd |  2.1   0.0  10.1  10.2   0.5   2.9  11.0   3.7   4.4   8.3   4.2   1.8  11.9   0.3  17.8  11.0

      4th |  6.3   0.1   6.7   6.5   0.9   5.8  15.0   4.9   4.1   6.1   7.4   4.1   7.8   0.6  14.5   9.0

      5th | 11.7   0.6   4.2   4.9   1.5   9.5  15.6   4.6   3.5   4.0   9.3   9.0   4.6   0.7  10.4   5.9

      6th | 19.0   2.5   2.7   3.2   1.3   9.2  13.0   4.1   2.7   3.0  11.2  13.8   2.8   0.9   6.4   4.3

      7th | 20.3   6.6   2.0   2.3   1.2  10.8   9.8   3.4   2.6   1.8   9.7  18.3   2.4   0.9   4.4   3.6

      8th | 18.2  13.4   1.8   2.1   1.1  12.1   7.5   2.7   1.9   1.9  10.0  18.4   1.8   0.7   3.5   2.7

      9th | 12.9  21.5   2.3   2.4   1.4  11.4   6.2   4.1   2.8   1.7   8.9  14.8   2.3   1.1   3.3   2.7

     10th |  5.9  22.1   3.0   3.0   2.3  11.6   5.9   5.7   3.0   3.2  11.6  10.3   2.9   1.7   3.7   4.0

     11th |  2.5  18.7   4.5   4.2   4.3  11.1   4.4   9.5   4.7   4.4  10.3   5.6   3.8   3.0   3.5   5.7

     12th |  0.5  10.2   5.8   5.8   7.9   8.6   3.0  12.5   7.6   5.8   8.4   2.4   4.4   6.3   3.0   7.9

     13th |  0.1   3.3   6.2   6.4  13.6   4.0   1.5  16.0  11.4   7.3   4.7   0.8   3.6  10.3   2.4   8.4

     14th |  0.0   0.9   6.2   6.3  17.8   1.4   0.6  13.4  13.5   7.4   1.7   0.1   3.4  18.6   1.0   7.9

     15th |  0.0   0.1   5.8   6.4  21.5   0.3   0.2   8.8  15.1   7.6   0.4   0.0   2.4  26.5   0.5   4.7

    Worst |  0.0   0.0   6.5   6.5  24.3   0.0   0.0   3.9  16.8  10.8   0.0   0.0   1.6  28.2   0.1   1.1

MEAN RANK |  7.0   9.7   7.0   7.1  13.5   8.3   6.2  10.7  11.4   8.0   8.1   7.6   5.0  14.0   5.0   7.3

    SUCRA |  0.6   0.4   0.6   0.6   0.2   0.5   0.7   0.4   0.3   0.5   0.5   0.6   0.7   0.1   0.7   0.6Treatment Relative Ranking of Model 1

+---------------------------------------+

  | Treatment | SUCRA | PrBest | MeanRank |

  |-----------+-------+--------+----------|

  |        WL |  59.8 |    0.0 |      7.0 |

  |       CBT |  41.9 |    0.0 |      9.7 |

  |        CT |  60.2 |   17.8 |      7.0 |

  |        BT |  59.0 |   15.1 |      7.2 |

  |        PT |  16.6 |    0.2 |     13.5 |

  |        PD |  51.3 |    0.2 |      8.3 |

  |       IPT |  65.4 |    1.2 |      6.2 |

  |      EMDR |  35.5 |    0.4 |     10.7 |

  | ThirdWave |  31.0 |    2.3 |     11.4 |

  |        PE |  53.1 |   15.6 |      8.0 |

  |        SP |  52.7 |    0.3 |      8.1 |

  |       TAU |  55.7 |    0.1 |      7.6 |

  |        PL |  73.5 |   27.9 |      5.0 |

  |       BZP |  13.1 |    0.0 |     14.0 |

  |        AD |  73.5 |    9.8 |      5.0 |

  |        16 |  57.7 |    9.0 |      7.3 |

  +---------------------------------------+
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Appendix T - Differences between protocol and review

The differences between this review and its registered protocol are:

1) As the dropout rate was higher than what we expected we used the relative risk instead of the odds ratio to evaluate acceptability (binary outcome).

2) We did not evaluate the allegiance bias across included RCTs, as this will be the focus of a forthcoming publication;

3) To strengthen the robustness of the results we performed, aside of the two sensitivity analyses preplanned in the protocol, a third sensitivity excluding trials comparing psychotherapy with pharmacotherapy;
4) As the great majority of the guided and unguided self-help interventions were already digitally assisted, we did not count “digitally assessed” among the possible treatment delivery formats.
