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Supplement 1: Details of the search strategy

The main searches (March 2015) were conducted in the Cochrane Depression, Anxiety and Neurosis group (CCDAN) specialised register, which collates weekly updated searches of MEDLINE (1950-), EMBASE (1974-) and PsycINFO (1967-); quarterly searches of the Cochrane Central Register of Controlled Trials (CENTRAL) and review specific searches of additional databases. Reports of trials were sourced from international trials registers such as World Health Organization’s trials portal (ICTRP), drug companies, handsearching of key journals, conference proceedings and other (non-Cochrane) systematic reviews and meta-analyses. 
Supplementary searches were conducted on PubMed and on trial registries. Further supplementary searches included: the check of the reference lists of all included studies and relevant systematic reviews; the personal query to trialists and subject experts for the individuation of unpublished studies; the check of the citation index Web of Science; the search of the grey literature database OpenSIGLE. No language restrictions were applied in any search.
The updated search was conducted on the Cochrane Central Register of Controlled Trials (CENTRAL) and on PubMed after protocol registration, using search strategies similar to those described for the main searches.

CCDANCTR-References Register Search
1. (therap* or psychotherap*) [ti,ab]
2. Psychotherapy [kw]
3. (acceptance* or commitment* or “activity scheduling” or adlerian or art or aversion or brief or “client cent*” or cognitive* or color or colour or compassion-focused or “compassion* focus*” or compassionate or conjoint or conversion or conversational or couples or dance or dialectic* or diffusion or distraction or eclectic or (emotion and focus*) or emotion-focus* or existential or experiential or exposure or expressive or family or focus-oriented or “focus oriented” or freudian or gestalt or “group” or humanistic or implosive or insight or integrative or interpersonal or jungian or kleinian or logo or marital or metacognitive or meta-cognitive or milieu or morita or multimodal or multi-modal or music or narrative or nondirective or non-directive or “non directive” or nonspecific or non-specific or “non specific” or “object relations” or “personal construct” or “person cent*” or person-cent* or persuasion or play or ((pleasant or pleasing) and event*) or primal or problem-focused or “problem focused” or problem-solving or “problem solving” or process- experiential or “process experiential” or psychodynamic or “rational emotive” or reality or “reciprocal inhibition” or relationship* or reminiscence or restructuring or rogerian or schema* or self-control* or “self control*” or “short term” or short-term or sex or “social effectiveness” or “social skill*” or socio-environment* or “socio environment*” or “solution focused” or solution-focused or “stress management” or supportive or time-limited or “time limited” or “third wave” or transference or transtheoretical or validation)
4. (abreaction or “acting out” or “age regression” or ((assertive* or attention or autogenic or mind or sensitivity) and train*) or autosuggestion or “balint group” or ((behavior* or behaviour*) and (activation or therap* or treatment or contracting or modification)) or bibliotherap* or biofeedback or catharsis or *cognitive* or *CBT* or “mind training” or counsel* or “contingency management” or countertransference or “covert sensitization” or “eye movement desensiti*” or EMDR or “crisis intervention” or “dream analysis” or “emotional freedom” or “free association” or “functional analys*” or griefwork or hypno* or imagery or meditation* or “mental healing” or mindfulness* or “panic program” or psychoanaly* or psychodrama or psychoeducat* or (psycho* and support*) or psychotherap* or relaxation or “role play*” or “self analysis” or “self esteem” or “self-help or “self help” or “sensitivity training” or “support group*” or therapist or “therapeutic technique*” or “transactional analysis”)
5. ((1 or 2) and 3) or 4
6. panic
7. (5 and 6)

PubMed search strategy 
(((”randomized controlled trial“[Publication Type]) OR (”controlled clinical trial“[Publication Type]) OR (”clinical trials as topic“[MeSH Terms]) OR ((randomized[Title/Abstract]) OR randomised[Title/Abstract]) OR (randomly[Title/Abstract]) OR (placebo[Title/Abstract]) OR (trial[Title])) NOT (”animals“[MeSH Terms] NOT ”humans“[MeSH Terms])) AND ((”psychother- apy“[MeSH Terms]) OR (psychotherap* OR psychoanaly* OR psychodynamic OR psychodrama OR psychoeducat*[Title/Abstract])) AND ((”agoraphobia“[MeSH Terms]) OR (”panic disorder“[MeSH Terms]) OR (”panic“[MeSH]) OR (panic OR agoraphobi*[Title/ Abstract])) 



Supplement 2. Component network meta-analysis

If we assume a two-arm study  comparing intervention X (comprising, for example, components  and ) versus intervention Y (comprising, for example, components and ), then, using the log-odds ratios as an effect measure, the random effects, component NMA model is written as follows:
	
	
,
	(1)


where  denotes the probability of having an event in treatment arm  of study  and  the heterogeneity standard deviation, assumed to be common for all log-odds ratios in the network. In order to disentangle the effect of each individual component we employed the additivity assumption, i.e. the effect of a composite treatment is the sum of effects of its components. In the running example this implies that  and  See Welton et al.1 for additional details on the model. The target parameters of the model are  where . These correspond to the log-transformation of the  parameters mentioned in the main paper.  In order to account for the existence of SSE we adjust the model by regressing the treatment effects vs. their variance, only for studies comparing active treatments vs. waiting list. I.e. we assume that , where  is a dummy variable equal to 1 if study  compares an active treatment to waiting list, 0 otherwise. The parameter  quantifies the SSE. For the case of studies comparing more than two treatments (multi-arm studies), we use multivariate distributions that take into account the correlations induced. We assumed equal heterogeneity variances for all comparisons in the network2.  
We fitted our model using OpenBUGS3. We used uninformative prior distributions for the treatment effects and for all coefficients in the meta-regression analyses we performed, i.e. . A minimally informative prior was used for the heterogeneity parameter, i.e. . For all analyses we ran two chains of 40,000 samples, and we discarded the first 10,000 samples. We evaluated convergence of the model by inspecting the posterior distributions and by using the Brooks-Gelman-Rubin diagnostic. As a sensitivity analysis we repeated the analyses with a different prior distribution for heterogeneity,; we found little differences in results.


Assessment of the transitivity assumption
NMA models generally rest on the assumption of transitivity, i.e. effect modifiers have a similar distribution across treatment comparisons in the network4,5. In order to assess the plausibility of this assumption we summarized important trial- and patient-level characteristics for each pairwise comparison for which direct evidence was available in the network. We then visually inspected the similarity of factors that were considered to be effect modifiers (duration of the therapy, percentages of agoraphobic, depressed and drug-treated patients). We also investigated the inclusion and exclusion criteria of all trials in the network to make sure that patients, treatments and outcomes in the trials were sufficiently similar in all aspects that could modify the treatment effect.
Intransitivity in the network may manifest as inconsistency in the data. Inconsistency refers to the statistical disagreement between direct and indirect evidence in the network4,5. In order to evaluate inconsistency we employed two approaches: the loop-specific approach6 and the design-by-treatment interaction model7,8.  We assessed inconsistency of the network at the component-level network (Figure 3). To improve power, we also assessed inconsistency at the composite treatment-level, i.e. for the ‘grouped’ network where each treatment (as in Table 1) defined a different node (Figure 3). For both networks, we report the number of inconsistent loops (for the loop-specific approach), and the global test for inconsistency for the design-by-treatment interaction model.
We fitted the loop-specific approach using the ifplot command in Stata9. We fitted the design-by-treatment inconsistency model in R, using the package netmeta10.


Assessment of the additive treatment effects assumption
The component-level NMA model we described assumes that the effect of each composite treatment is the sum of the effects of its components. Additivity implies that a study comparing  vs  estimates the same relative effect with a study that compares  vs , where  and can be any component , or combination therof. It follows that additivity also implies that studies comparing  vs  estimate the same relative effects as studies  vs . In order to check this assumption, we identified groups of studies with different designs that estimate the same relative effect and checked their corresponding estimates. Important differences would shed doubts on the validity of this assumption. We did not have enough data to explore more advanced models that explore a synergistic or antagonistic association between components1. 

Subgroup analysis and investigation of heterogeneity
In a previous review and NMA comparing various psychological therapies for the treatment of panic disorder11, we did not detect any association between the relative treatment effects and study-level characteristics such as year of publication, percentage of drug-treated patients, percentage of patients with comorbid depression, percentage of agoraphobic patients and therapy delivery setting (individual versus group therapy). This might have been due to low power, and we did not expect that power would be considerably increased in this updated component-level network. Therefore, we did not plan any subgroup analysis.

Investigation of transitivity assumption
In order to check the plausibility of transivitity assumption we compiled a table of important intervention and patients’ characteristics (below) and visually inspected it in order to check whether potential effect modifiers were similarly distributed across comparisons. There was overall little concern about the plausibility of the transitivity assumption. 

	STUDY INFORMATION
	INTERVENTION
	PATIENTS’ CHARACTERISTICS

	Comparison
	Study ID
	 Duration (weeks/modules)
	Agoraphobia (%)
	Drug therapy (%)
	Depression (%)

	3W vs CBT
	Karekla 2004
	10
	NA
	NA
	NA

	APP vs CBT
	Beck 1987
	8 to 12
	NA
	NA
	NA

	APP vs CT
	Tyrer 1988
	6
	NA
	0
	0

	APP vs PE
	Rees 1999
	3
	83
	NA
	11

	BT vs BT
	De Beurs 1995
	12
	100
	NA
	NA

	BT vs BT
	Ito 1996
	10
	100
	NA
	34

	BT vs BT
	Michelson 1985
	12
	100
	0
	42

	BT vs BT vs PT
	Al Kubaisy 1992
	6
	100
	NA
	NA

	BT vs BT vs WL
	Gloster 2010
	NA
	100
	0
	43

	BT vs CBT
	Burke 1997
	10
	100
	NA
	NA

	BT vs CBT
	Hoffart 1995
	6
	100
	0
	NA

	BT vs CBT
	Malbos 2011
	10
	100
	NA
	NA

	BT vs CBT
	Meuret 2010
	16
	100
	NA
	NA

	BT vs CBT
	Salkovskis 1999
	1
	100
	NA
	42

	BT vs CBT vs CBT
	De Ruiter 1989
	8
	100
	NA
	NA

	BT vs CBT vs CT vs WL
	Williams 1996
	8
	92
	63
	52

	BT vs CBT vs PT
	Ost 1993
	12
	100
	NA
	NA

	BT vs CBT vs WL
	Clark 1994
	12 to 24
	NA
	NA
	NA

	BT vs CBT vs WL
	Ost 2004
	14 to 16
	100
	52
	12

	BT vs CBT vs WL
	Cottraux 2009
	12
	100
	0
	0

	CBT vs CBT
	Choi 2003
	12
	100
	NA
	0

	CBT vs CBT
	Craske 1997
	12
	100
	NA
	NA

	CBT vs CBT
	Craske 2003
	16
	82
	38
	NA

	CBT vs CBT
	Perez-Ara 2010
	NA
	100
	NA
	NA

	CBT vs CBT vs CBT vs WL
	Dow 2000
	6 to 12
	76
	NA
	NA

	CBT vs CBT vs PT vs WL
	Barlow 1989
	15
	NA
	NA
	NA

	CBT vs CBT vs SH-CBT
	Power 2000
	12
	NA
	NA
	NA

	CBT vs CBT vs WL
	Botella 2004
	9
	83
	67
	27

	CBT vs CBT vs WL
	Clark 1999
	12 to 24
	85
	32
	29

	CBT vs CBT vs WL
	Meyerbroker 2011
	NA
	100
	NA
	NA

	CBT vs CBT vs WL
	Schmidt 1997a
	12
	58
	59
	17

	CBT vs CBT vs WL
	Schmidt 2000
	12
	NA
	54
	20

	CBT vs CBT vs WL
	Sharp 2004
	12
	NA
	NA
	NA

	CBT vs PT
	Korrelboom 2013
	7
	79
	NA
	NA

	CBT vs PT
	Ost 1995
	12
	21
	NA
	NA

	CBT vs SH-CBT
	Carlbring 2004
	10
	51
	31
	6

	CBT vs SH-CBT
	Kiropoulos 2006
	6 to 12
	58
	48
	10

	CBT vs SH-CBT vs WL
	Gould 1993
	4 to 7
	NA
	NA
	NA

	CBT vs SH-CBT vs WL
	Lidren 1994
	8
	83
	39
	0

	CBT vs SP
	Addis 2004
	14
	73
	65
	39

	CBT vs SP
	Craske 1995
	4
	67
	0
	NA

	CBt vs SP
	Shear 1994
	15
	92
	0
	19

	CBT vs WL
	Carter 2003
	11
	100
	0
	NA

	CBT vs WL
	Craske 2005a
	10
	NA
	0
	36

	CBT vs WL
	Hendriks 2010
	14
	100
	53
	NA

	CBT vs WL
	Klosko 1988
	15
	NA
	NA
	NA

	CBT vs WL
	Meulenbeek 2008
	8 to 12
	NA
	NA
	NA

	CBT vs WL
	Reinecke 2013
	1 to 4
	93
	0
	7

	CBT vs WL
	Schmidt 1997b
	12
	NA
	NA
	21

	CBT vs WL
	Scott 1995
	7
	NA
	NA
	NA

	CBT vs WL
	Telch 1993
	8
	NA
	61
	34

	CT vs CT vs WL
	Muncy 1991
	6
	NA
	0
	63

	CT vs NT vs PT
	Beck 1994
	10
	NA
	0
	23

	CT vs WL
	Beck 1992
	8 to 12
	18
	52
	35

	PT vs CBT
	Milrod 2015
	16
	78
	34
	23

	PT vs PT vs WL
	Griegel 1995
	2 to 4
	NA
	NA
	NA

	PT vs PT vs WL
	Wollburg 2011
	5 to 8
	NA
	NA
	9

	PT vs WL
	Goldstein 2000
	4
	100
	46
	0

	PT vs WL
	Meuret 2008
	4
	NA
	NA
	NA

	SH-3W vs SH-3W vs WL
	Berger 2014
	8
	NA
	NA
	NA

	SH-BT vs WL
	Woolaway-Bickel 2008
	5
	82
	36
	9

	SH-CBT vs CBT
	Bergstrom 2010
	10
	NA
	NA
	NA

	SH-CBT vs SH-CBT vs WL
	Richards 2006
	8
	78
	36
	9

	SH-CBT vs SH-PT
	Carlbring 2003
	28
	91
	50
	13

	SH-CBT vs WL
	Bell 2012
	12
	NA
	NA
	NA

	SH-CBT vs WL
	Carlbring 2001
	10
	NA
	64
	7

	SH-CBT vs WL
	Carlbring 2006
	10
	NA
	54
	33

	SH-CBT vs WL
	Gould 1995
	4 to 14
	NA
	NA
	NA

	SH-CBT vs WL
	Nordin 2010
	10
	60
	38
	68

	SH-CBT vs WL
	Wims 2010
	8
	NA
	31
	NA

	SH-CBT vsCBT
	Hecker 2004
	10
	85
	63
	NA

	WL (plus pe) vs WL
	Helbig2009
	8
	100
	NA
	NA


NA: Not available

	Component
	Duration of therapy in weeks (SD)
	% agoraphobia (SD)
	% drug-treated patients (SD)
	% depressed patients (SD)

	wl
	10 (3)
	80 (28)
	37 (25)
	16 (18)

	pl
	11 (5)
	86 (22)
	31 (26)
	16 (16)

	ftf
	10 (5)
	89 (18)
	27 (27)
	17 (18)

	pe
	11 (5)
	86 (21)
	30 (25)
	16 (17)

	ps
	10 (5)
	87 (20)
	28 (26)
	17 (17)

	br
	10 (4)
	83 (15)
	35 (24)
	14 (13)

	mr
	11 (5)
	89 (17)
	21 (25)
	5 (9)

	ive
	11 (5)
	89 (19)
	33 (24)
	16 (16)

	ine
	11 (5)
	82 (22)
	34 (24)
	16 (14)

	vre
	10 (3)
	98 (6)
	22 (38)
	0 (0)

	cr
	11 (5)
	84 (19)
	34 (24)
	13 (16)

	3w
	10 (2)
	NA
	NA
	NA

	overall
	10 (5)
	85 (22)
	33 (25)
	16 (17)


NA: Not available
[bookmark: _GoBack]
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OpenBUGS codes for fitting the component NMA model (accounting for SSE)

Data required:
ns: number of studies
nt: number of components
ref: reference component (arbitrarily chosen)
na: vector(with ns elements),with the number of treatment arms per RCT
n: data structure (dimensions=ns*max(na)), number of patients per treatment arm
r: data structure (dimensions=ns*max(na)), number of events per treatment arm
wl, ftf, pl, etc.: data structure (dimensions=ns*max(na)), with elements 1 or 0, serving as indicators of whether a component was included in a treatment arm. E.g. if wl[5,2]=1 then in study 5, arm 2 included a wl component

model {

for(i in 1:ns) {
w[i,1]<- 0
	theta[i,1]<- 0                                             

##binomial likelihood of number of events for each arm k of study i
for (k in 1:na[i]) {r[i,k] ~ dbin(p[i,k],n[i,k])}                                                   


##parameterization of the 'true' effect of each comparison 
##of arm k vs. baseline arm (1) of study i                 
	logit(p[i,1])<- u[i]		                    
	for (k in 2:na[i]) {
      	logit(p[i,k])<- u[i] + theta1[i,k]
theta1[i,k]<-theta[i,k]+Beta*(var[i,k])*I[i,k]

##distribution of random effects
		theta[i,k] ~ dnorm(md[i,k],precd[i,k])

## to be used for SSE adjustment			
lamda.1[i,k]<- equals(r[i,k],0)
lamda.2[i,k]<- equals(n[i,k],r[i,k])
lamda.3[i,k]<- equals(r[i,1],0)
lamda.4[i,k]<- equals(n[i,1],r[i,1])
lamda.a[i,k]<- max(lamda.1[i,k],lamda.2[i,k])
lamda.b[i,k]<- max(lamda.3[i,k],lamda.4[i,k])
lamda[i,k]<-max(lamda.a[i,k],lamda.b[i,k])

var[i,k]<-1/(r[i,k]+(0.5*lamda[i,k]))+1/(r[i,1]+(0.5*lamda[i,k]))
+1/(n[i,k]-r[i,k]+(0.5*lamda[i,k]))+1/(n[i,1]-r[i,1]+(0.5*lamda[i,k]))

## This is an indicator of whether there was a comparison vs. WL (to be used for SSE adjustment)
I[i,k]<-equals(wl[i,k],1)-equals(wl[i,1],1)

## accounting for the correlation between effect sizes estimated in multi-arm trials				             
         	md[i,k]<- mean[i,k] + sw[i,k]                                   
        	w[i,k]<- (theta[i,k]  - mean[i,k])          
         	sw[i,k]<- sum(w[i,1:k-1])/(k-1)
precd[i,k]<- prec *2*(k-1)/k  

##consistency equations
mean[i,k] <-A[i,k]-B[i,k]
A[i,k]<-d[1]*(1-equals(wl[i,k],0)) + d[3]*(1-equals(ftf[i,k],0))  + d[4]*(1-equals(pe[i,k],0)) + d[5]*(1-equals(ps[i,k],0)) + d[6]*(1-equals(br[i,k],0)) + d[7]*(1-equals(mr[i,k],0))+ d[8]*(1-equals(ive[i,k],0)) + d[9]*(1-equals(ine[i,k],0)) + d[10]*(1-equals(vre[i,k],0))+ d[11]*(1-equals(cr[i,k],0)) + d[2]*(1-equals(w3[i,k],0))+ d[12]*(1-equals(pl[i,k],0))

B[i,k]<-d[1]*(1-equals(wl[i,1],0))+ d[3]*(1-equals(ftf[i,1],0))  + d[4]*(1-equals(pe[i,1],0)) + d[5]*(1-equals(ps[i,1],0)) + d[6]*(1-equals(br[i,1],0)) + d[7]*(1-equals(mr[i,1],0))+ d[8]*(1-equals(ive[i,1],0)) + d[9]*(1-equals(ine[i,1],0)) + d[10]*(1-equals(vre[i,1],0))+ d[11]*(1-equals(cr[i,1],0)) + d[2]*(1-equals(w3[i,1],0))+ d[12]*(1-equals(pl[i,1],0))
}}

Beta ~ dnorm(0,0.01) 

##prior distribution for log-odds in baseline arm of study i
	for (i in 1:ns) {u[i] ~ dnorm(0,.01)}

##prior distribution for heterogeneity	
	tau ~ dnorm(0,1)I(0,)                                      
	prec<- 1/pow(tau,2)
	tau.sq<- pow(tau,2)
	
##prior distribution for basic parameters		
	for(k in 1:nt) {d[k] ~ dnorm(0,.001)}
	
##OR for each comparison 
	for(i in 1:(nt-1)) {
		for (j in (i+1):nt) {
			OR[j,i]<- exp(d[j] - d[i])
			LOR[j,i]<- d[j] - d[i]}}

for(j in 1:(ref-1)){ORref[j]<- exp(d[j] - d[ref])}
for(j in (ref+1):nt) {ORref[j]<- exp(d[j] - d[ref])}
			
			
#Ranking of components#
	for(k in 1:nt) {
		order[k]<-nt+1 -rank(d[],k) 
# this is when the outcome is negative - change to 'order[k]<- t+1-rank(d[],k) when the outcome is negative
		most.effective[k]<-equals(order[k],1)
		for(j in 1:nt) {effectiveness[k,j]<- equals(order[k],j)
		cumeffectiveness[k,j]<- sum(effectiveness[k,1:j])}}		
	
##SUCRAS
	for(k in 1:nt) {
		SUCRA[k]<- sum(cumeffectiveness[k,1:(nt-1)]) /(nt-1)
	}
	
##Fit of the Model
for(i in 1:ns) {
	for (k in 1:na[i]) {			
Darm[i,k]<- -2*( r[i,k] *log(n[i,k]*p[i,k]/ r[i,k])+(n[i,k] - r[i,k])*log((n[i,k]-n[i,k]* p[i,k])/(n[i,k]- r[i,k])))	}
		D[i]<- sum(Darm[i,1:na[i]])	}
D.bar<- sum(D[])}



	


Supplement 3: Prisma flow diagram of study selection process
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eTable1. Characteristics of the included studies
	Study ID
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(N randomised)
	Treatment
	Components
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	Response
	Dropouts
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	38
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	42
	SP
	 
	pl
	ftf
	 
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Al Kubaisy 1992
	13
	BT (self + accompained ive)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	 
	 
	X
	X
	X

	
	11
	BT (only self-ive)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	 
	 
	
	
	

	
	10
	PT (only relaxation)
	 
	pl
	ftf
	 
	ps
	 
	mr
	 
	 
	 
	 
	 
	
	
	

	Barlow 1989
	16
	CBT (without relaxation)
	 
	pl
	ftf
	 
	ps
	br
	 
	 
	ine
	 
	cr
	 
	X
	X
	X

	
	24
	CBT (with relaxation)
	 
	pl
	ftf
	 
	ps
	br
	mr
	 
	ine
	 
	cr
	 
	
	
	

	
	15
	PT
	 
	pl
	ftf
	 
	ps
	 
	mr
	 
	 
	 
	 
	 
	
	
	

	
	16
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Beck 1987
	16
	APP
	 
	pl
	ftf
	 
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	X

	
	13
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	ine
	 
	cr
	 
	
	
	

	Beck 1992
	17
	CT
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	 
	 
	cr
	 
	X
	
	X

	
	16
	WL
	w
	pl
	 
	 
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Beck 1994
	22
	CT
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	 
	 
	cr
	 
	X
	X
	X

	
	22
	NT
	 
	 
	 
	 
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	20
	PT
	 
	pl
	ftf
	 
	ps
	br
	mr
	 
	 
	 
	 
	 
	
	
	

	Bell 2012
	16
	SH-CBT
	 
	pl
	 
	pe
	 
	 
	 
	ive
	 
	 
	cr
	 
	
	
	X

	
	16
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Berger 2014
	13
	SH-3W (tailored treatment)
	 
	pl
	 
	pe
	 
	 
	mr
	ive
	 
	 
	cr
	3w
	X
	
	

	
	16
	SH-3W (disorder-specific treatment)
	 
	pl
	 
	pe
	 
	 
	mr
	ive
	 
	 
	cr
	3w
	
	
	

	
	15
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Bergstrom 2010
	53
	SH-CBT
	 
	pl
	 
	pe
	 
	 
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	60
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	cr
	 
	
	
	

	Botella 2004
	12
	CBT (with ive)
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	12
	CBT (with vre)
	 
	pl
	ftf
	pe
	ps
	br
	 
	 
	ine
	vre
	cr
	 
	
	
	

	
	13
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Burke 1997
	20
	BT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	 
	 
	X
	X
	X

	
	19
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	cr
	 
	
	
	

	Carlbring 2001
	21
	SH-CBT
	 
	pl
	 
	pe
	 
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	20
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Carlbring 2003
	11
	SH-CBT
	 
	pl
	 
	pe
	 
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	11
	SH-PT
	 
	pl
	 
	pe
	 
	 
	mr
	 
	 
	 
	 
	 
	
	
	

	Carlbring 2004
	24
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	25
	SH-CBT
	 
	pl
	 
	pe
	 
	br
	 
	ive
	ine
	 
	cr
	 
	
	
	

	Carlbring 2006
	30
	SH-CBT
	 
	pl
	 
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	30
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Carter 2003
	17
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	15
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Choi 2003
	20
	CBT (with vre)
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	ine
	vre
	cr
	 
	X
	X
	X

	
	20
	CBT (without vre)
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	ine
	 
	cr
	 
	
	
	

	Clark 1994 (Original)
	17
	BT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	ive
	 
	 
	 
	 
	
	
	X

	
	17
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	cr
	 
	
	
	

	
	16
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Clark 1994 (Original + Re-randomized)
	21
	BT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	ive
	 
	 
	 
	 
	X
	X
	

	
	21
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	cr
	 
	
	
	

	Clark 1999
	15
	CBT (Full Cognitive Therapy)
	 
	pl
	ftf
	 
	ps
	 
	 
	 
	ine
	 
	cr
	 
	X
	X
	X

	
	14
	CBT (Brief Cognitive Therapy)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	cr
	 
	
	
	

	
	14
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Cottraux 2009 (Original)
	29
	BT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	vre
	 
	 
	
	X
	X

	
	31
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	ive
	ine
	 
	cr
	 
	
	
	

	
	32
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Cottraux 2009 (Original + Re-randomized)
	43
	BT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	vre
	 
	 
	X
	
	

	
	44
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	ive
	ine
	 
	cr
	 
	
	
	

	Craske 1995
	16
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	 
	 
	ine
	 
	cr
	 
	X
	X
	X

	
	14
	SP
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Craske 1997
	27
	CBT (with ine)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	23
	CBT (with br)
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	 
	 
	cr
	 
	
	
	

	Craske 2003
	34
	CBT (with ive)
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	X
	
	X

	
	34
	CBT (without ive)
	 
	pl
	ftf
	pe
	ps
	br
	 
	 
	ine
	 
	cr
	 
	
	
	

	Craske 2005a
	27
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	mr
	 
	ine
	 
	cr
	 
	X
	X
	X

	
	16
	WL
	w
	 
	 
	 
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	

	De Beurs 1995
	27
	BT (ive plus br and ine)
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	 
	 
	X
	X
	X

	
	21
	BT (only ive)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	 
	 
	
	
	

	De Ruiter 1989
	17
	BT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	 
	 
	X
	X
	X

	
	17
	CBT (with ine only)
	 
	pl
	ftf
	pe
	ps
	br
	mr
	 
	ine
	 
	cr
	 
	
	
	

	
	15
	CBT (with ine and ive)
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	ine
	 
	cr
	 
	
	
	

	Dow 2000
	45
	CBT (6 sessions)
	 
	pl
	ftf
	 
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	X
	
	

	
	50
	CBT (6 sessions + computer assisted)
	 
	pl
	ftf
	 
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	
	
	

	
	45
	CBT (12 sessions)
	 
	pl
	ftf
	 
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	
	
	

	
	46
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Gloster 2010
	163
	BT (therapist-guided exposure outside the room)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	 
	 
	X
	X
	X

	
	138
	BT (therapist-guided exposure only inside the room)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	 
	 
	
	
	

	
	68
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Goldstein 2000
	13
	PT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	 
	 
	 
	 
	 
	
	
	X

	
	15
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Gould 1993
	9
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	12
	SH-CBT
	 
	pl
	 
	pe
	 
	br
	mr
	ive
	ine
	 
	cr
	 
	
	
	

	
	12
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Gould 1995
	15
	SH-CBT
	 
	pl
	 
	pe
	 
	br
	mr
	ive
	 
	 
	cr
	 
	X
	X
	X

	
	15
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Griegel 1995
	11
	PT (BRT-I: increasing inspiration rate)
	 
	pl
	ftf
	pe
	ps
	br
	 
	 
	 
	 
	 
	 
	X
	X
	X

	
	12
	PT (BRT-S: slowing inspiration rate)
	 
	pl
	ftf
	pe
	ps
	br
	 
	 
	 
	 
	 
	 
	
	
	

	
	14
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Hecker 2004
	17
	SH-CBT
	 
	pl
	 
	pe
	 
	br
	mr
	 
	ine
	 
	cr
	 
	X
	
	X

	
	31
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	mr
	 
	ine
	 
	cr
	 
	
	
	

	Helbig2009
	13
	WL (plus SH-PE)
	w
	pl
	 
	pe
	 
	 
	 
	 
	 
	 
	 
	 
	X
	X
	X

	
	12
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Hendriks 2010
	20
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	12
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Hoffart 1995
	26
	BT
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	 
	 
	 
	 
	X
	X
	X

	
	26
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	ine
	 
	cr
	 
	
	
	

	Ito 1996
	12
	BT (ive plus ine)
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	 
	 
	
	
	X

	
	14
	BT (only ive)
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	 
	 
	 
	 
	
	
	

	Karekla 2004
	14
	3rd Wave
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	ine
	 
	cr
	3w
	
	
	X

	
	14
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	ine
	 
	cr
	 
	
	
	

	Kiropoulos 2006
	40
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	46
	SH-CBT
	 
	pl
	 
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	
	
	

	Klosko 1988
	18
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	mr
	 
	ine
	 
	cr
	 
	X
	X
	X

	
	16
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Korrelboom 2013
	70
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	ine
	 
	cr
	 
	X
	X
	X

	
	73
	PT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	 
	ine
	 
	 
	 
	
	
	

	Lidren 1994
	12
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	 
	 
	cr
	 
	X
	X
	X

	
	12
	SH-CBT
	 
	pl
	 
	pe
	 
	br
	mr
	ive
	 
	 
	cr
	 
	
	
	

	
	12
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Malbos 2011
	9
	BT
	 
	pl
	ftf
	 
	ps
	 
	 
	 
	 
	vre
	 
	 
	X
	X
	X

	
	8
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	 
	vre
	cr
	 
	
	
	

	Meulenbeek 2008
	50
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	ive
	ine
	 
	cr
	 
	X
	X
	

	
	50
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Meuret 2008
	24
	PT
	 
	pl
	ftf
	pe
	ps
	br
	 
	 
	 
	 
	 
	 
	X
	X
	X

	
	19
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Meuret 2010
	24
	BT
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	 
	 
	 
	 
	
	
	X

	
	23
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	cr
	 
	
	
	

	Meyerbroker 2011
	19
	CBT (with ine plus vre)
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	ine
	vre
	cr
	 
	
	
	X

	
	18
	CBT (with ine plus ive)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	cr
	 
	
	
	

	
	18
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Michelson 1985
	28
	BT (with only ive)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	 
	 
	X
	X
	X

	
	29
	BT (with ive plus mr and br)
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	 
	 
	 
	 
	
	
	

	Milrod 2015
	39
	PT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	 
	 
	 
	 
	 
	
	X
	X

	
	81
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	
	
	

	Muncy 1991
	7
	CT (only CT)
	 
	pl
	ftf
	pe
	ps
	 
	mr
	 
	 
	 
	cr
	 
	
	
	X

	
	8
	CT (CT plus biofeedback)
	 
	pl
	ftf
	pe
	ps
	 
	mr
	 
	 
	 
	cr
	 
	
	
	

	
	4
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Nordin 2010
	20
	SH-CBT
	 
	pl
	 
	pe
	 
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	20
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Ost 1993
	16
	BT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	 
	 
	X
	X
	X

	
	15
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	cr
	 
	
	
	

	
	15
	PT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	 
	 
	 
	 
	 
	
	
	

	Ost 1995
	19
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	ine
	 
	cr
	 
	X
	X
	X

	
	19
	PT
	 
	pl
	ftf
	pe
	ps
	 
	mr
	 
	 
	 
	 
	 
	
	
	

	Ost 2004
	25
	BT
	 
	pl
	ftf
	 
	ps
	 
	 
	ive
	 
	 
	 
	 
	X
	X
	X

	
	26
	CBT
	 
	pl
	ftf
	 
	ps
	 
	 
	ive
	 
	 
	cr
	 
	
	
	

	
	22
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Perez-Ara 2010
	14
	CBT (only vre)
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	 
	vre
	cr
	 
	X
	X
	

	
	15
	CBT (vre plus ine)
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	ine
	vre
	cr
	 
	
	
	

	Power 2000
	37
	CBT (standard therapist contact)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	cr
	 
	X
	X
	X

	
	32
	CBT (minimum therapist contact)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	cr
	 
	
	
	

	
	35
	SH-CBT
	 
	pl
	 
	pe
	 
	 
	 
	ive
	 
	 
	cr
	 
	
	
	

	Rees 1999
	20
	APP
	 
	pl
	ftf
	 
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	X

	
	20
	PE
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Reinecke 2013
	14
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	14
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Richards 2006
	12
	SH-CBT
	 
	pl
	 
	pe
	ps
	br
	mr
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	11
	SH-CBT
	 
	pl
	 
	pe
	ps
	br
	mr
	ive
	ine
	 
	cr
	 
	
	
	

	
	9
	WL
	w
	 
	 
	pe
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Salkovskis 1999
	9
	BT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	 
	 
	X
	X
	X

	
	9
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	cr
	 
	
	
	

	Schmidt 1997a
	18
	CBT (with br)
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	20
	CBT (without br)
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	cr
	 
	
	
	

	
	16
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Schmidt 1997b
	25
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	cr
	 
	X
	
	X

	
	12
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Schmidt 2000
	32
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	ine
	 
	cr
	 
	X
	
	X

	
	21
	CBT (plus br)
	 
	pl
	ftf
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	
	
	

	
	24
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Scott 1995
	15
	CBT
	 
	pl
	ftf
	 
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	X

	
	6
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Sharp 2004
	38
	CBT (group sessions)
	 
	pl
	ftf
	 
	ps
	 
	 
	ive
	 
	 
	cr
	 
	X
	X
	X

	
	37
	CBT (individual sessions)
	 
	pl
	ftf
	 
	ps
	 
	 
	ive
	 
	 
	cr
	 
	
	
	

	
	22
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Shear 1994
	37
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	mr
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	29
	SP
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Telch 1993
	34
	CBT
	 
	pl
	ftf
	pe
	ps
	br
	 
	 
	ine
	 
	cr
	 
	X
	X
	X

	
	33
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Tyrer 1988
	17
	APP
	 
	pl
	ftf
	 
	ps
	 
	 
	 
	 
	 
	 
	 
	
	
	X

	
	33
	CT
	 
	pl
	ftf
	 
	ps
	 
	mr
	 
	 
	 
	cr
	 
	
	
	

	Williams 1996
	12
	BT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	 
	 
	X
	X
	X

	
	13
	CBT
	 
	pl
	ftf
	pe
	ps
	 
	 
	ive
	 
	 
	cr
	 
	
	
	

	
	14
	CT
	 
	pl
	ftf
	pe
	ps
	 
	 
	 
	 
	 
	cr
	 
	
	
	

	
	9
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Wims 2010
	32
	SH-CBT
	 
	pl
	 
	pe
	ps
	br
	 
	ive
	ine
	 
	cr
	 
	X
	X
	X

	
	27
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Wollburg 2011
	19
	PT (lower-CO2 breathing training)
	 
	pl
	ftf
	pe
	ps
	br
	 
	 
	 
	 
	 
	 
	X
	X
	X

	
	28
	PT (raise-CO2 breathing training)
	 
	pl
	ftf
	pe
	ps
	br
	 
	 
	 
	 
	 
	 
	
	
	

	
	27
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Woolaway-Bickel 2008
	11
	SH-BT
	 
	pl
	 
	pe
	 
	 
	 
	ive
	ine
	 
	 
	 
	X
	X
	X

	
	11
	WL
	w
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Studies included only in qualitative analyses

	Arch 2012
	?
	3rd Wave
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	CBT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Arntz 2002
	?
	CT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	BT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Bouchard 1996
	?
	BT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	CT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Brown 1997
	?
	CBT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	CT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Creager-Berger 2001
	?
	CBT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	PT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Dreessen 1994
	?
	CT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	PT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Emmelkamp 1986
	?
	BT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	CT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Erickson 2003
	?
	CBT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	WL
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Hazen 1996
	?
	CBT (use of the manual in a treatment group led by therapists)
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	SH-CBT (use of the manual in a self-help treatment group)
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	SH-CBT (individual self- administration of the self-help manual)
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	WL
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Klein 2001
	11
	SH-CBT
	?
	
	
	

	
	12
	NT
	 
	 
	 
	 
	 
	 
	?
	 
	 
	 
	 
	 
	
	
	

	Marchione 1987
	?
	CBT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	BT (only ive)
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	BT (ive plus mr)
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Petterson 1996
	?
	CBT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	NT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	Taylor 1982 (a+b)
	?
	PT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	

	
	?
	WL
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	
	
	





eTable2. Characteristics of ongoing studies

	Study ID
	Details (at the time of the search)

	Andrews 2011b
	ONGOING: SH-CBT vs WL

	Andrews 2011a
	ONGOING: SH-CBT vs WL. Mixed sample: it could be included if RND will be stratified and separate results will be reported.

	Barlow 2010
	Only protocol available. Mixed sample. CBT (disorder specific) vs CBT (unified protocol) vs WL.

	Botella ONGOING
	ONGOING: Emotion Regulation Transdiagnostic Protoco (SH-CBT? SH-3W?) vs TAU. Mixed sample: it could be included if RND will be stratified and separate results will be reported.

	Carlbring ONGOING
	ONGOING: SH-3rd wave (with minimal therapist contact) vs SH-3rd wave (without minimal therapist contact) vs WL

	Caspi 2012
	Only protocol. BT (with VR balance challenge) vs BT (without VR balance challenge) vs CBT.

	Ebenfeld ONGOING B
	ONGOING: SH-CBT vs WL.

	Gensichen 2012
	Only protocol. CBT vs NT.

	Gros 2014
	ONGOING: transdiagnostic CBT vs behavioral activation therapy (BAT)

	Kok 2012
	SH-CBT (with therapist contact) vs SH-CBT (without therapist contact)

	Mircea ONGOING
	ONGOING: SH-CBT vs SH-CBT vs WL

	Ravindran ONGOING
	ONGOING: SH-CBT vs WL. Mixed sample: it could be included if RND will be stratified and separate results will be reported.

	Rollman 2011
	ONGOING: SH-CBT vs SH-CBT (plus psychological support) vs NT. Mixed sample: it could be included if RND will be stratified and separate results will be reported.

	Sandell ONGOING
	Only protocol. Randomised CBT/PD vs chosen CBT/PD vs WL. Completion expected by 2017.

	Schreuders 2008
	ONGOING: apparently SH-CBT vs WL. Mixed sample: it could be included if RND will be stratified and separate results will be reported.

	Teismann 2012
	ONGOING: CBT vs BT.

	Titov 2012
	ONGOING: SH-CBT (with therapist contact) vs SH-CBT (without therapist contact)






eTable3. Characteristics of studies awaiting classification
	Study ID
	Details (at the time of the search)

	Bressi 2010a
	Only abstract available.

	Foley 2006
	Only abstract available. Mixed sample. How many PD patients were there in the full randomized sample? Was randomization stratified by diagnosis? Are separate results for PD patients available?

	Franklin 1990
	Only abstract available

	Irgens UNPUBLISHED
	COMPLETED BUT UNPUBLISHED. Only protocol available. TFT (thougt field therapy: not included) vs CBT vs WL. The author prefers not to send us the full report in order to avoid subsequent problems in publishing it (personal communication).

	Margraf 1991
	Paper not retrievable.

	Richards 1997
	Paper not retrievable.

	Roache 1998
	Only abstract available.

	Schmidt 2003
	CBT vs WL, Included patients partly overlap with those included in Schimdt 2000 and separate results are not reported.

	Schmidt 2004
	Only protocol, apparently completed but unpublished, no reply from author

	Strauss 1997
	Only abstract available. It is unlcear whether the study is randomized.

	Vincelli 2003
	It is unclear whether patients with anxiety disorders others than PDA are included (Title and inclusion criteria are different).  In this case, randomization details and separate results for patients with Panic disorder and/or Agoraphobia are not reported.

	Vincelli 2004
	Only abstract available. It is uncler whether this stydy represents a continuation of Vincelli 2003 or is a different trial.






eTable 4. Characteristics of excluded studies
	Study ID
	Reason for exclusion (PICO)
	Details

	Andersson ONGOING
	Population
	ONGOING (personal communication). Only protocol. Mixed sample. More than 20% of patients are under 18 (personal communication).

	Barlow 2000
	Comparison
	Drug vs Placebo vs CBT vs CBT+Drug vs CBT+Placebo. In the related study exploring EFT vs CBT, not all patients in EFT arm were randomized.

	Bélanger 2006
	Study type
	Quasi-randomized design (personal communication).

	Benecke ONGOING 
	Population
	ONGOING: All participants must have a comorbid personality disorder

	Borden 1986
	Study type
	Assignement to WL was not randomised.

	Elsesser 2002
	Study type
	Quasi-randomized design (personal communication)

	Fava 1997
	Population
	The study focuses on refractory patients.

	Febbraro 1997a
	Population
	Mixed sample including patients with panic symptoms but not fulfilling all DSM-IV criteria for Panic disorder: separate results are not reported

	Gaudlitz 2015
	Intervention
	Treatment: CBT+Endurance training vs CBT+light excersise

	Gloster 2015
	Population
	The study focuses on refractory patients. 

	Ito 2001
	Comparison
	Since data for the intervention arms include data from re-randomized WL-patients, data for WL arm cannot be extracted (double-count): the three remaining arms would be BT(I) vs BT(E) vs BT(I+E). Comparison not feasible. Randomization probably not respected: "twenty patients left the trial before week 4 and were replaced", "the final sample of 80 patients included 10 of the WL who were re-randomized". Number of patients originally randomized to each arm unclear. Assessment of the original arms (without the re-randomized and the sobstitutes) not reported.

	Michelson 1996
	Study type
	Replacements aren't evenly distributed and constitute more than 15% of the final sample.

	Newman 1997
	Comparison
	CBT (12 sessions) vs CBT (4 sessions + palmtop): same components. Comparison not feasible.

	Salkovskis 1991
	Study type
	Not RCT (randomly selected multiple baseline design)

	Teusch 1996
	Study type
	Replacements constitute the 24,5% of the final sample (13 patients on 40)




Supplement 5: Details of Risk of Bias (RoB) assessments for each domain and for each studyeFigure 1
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At least two out of three review authors (AP, AT, HI) independently assessed the risk of bias of the included studies using a manual adapted from the tool described in the Cochrane Handbook for Systematic Reviews of Interventions1. 

The majority of studies did not report sufficient details about random sequence generation and allocation concealment. Only 10 studies provided relevant information, and were rated as being at low risk of selection bias.

We rated the risk of bias in outcome assessment in relation to the measure used as short-term remission: only 11 studies could be rated as being at low risk of bias; 17 were at unclear risk and 30 were at high risk.

We rated the risk of incomplete outcome reporting when at least one out of the three outcomes was available. For 6 studies, we could not clearly assess this domain. Regarding the rest of the studies, half of them were considered to be at low risk. The other half was assessed to be at high risk of bias.

The risk of bias due to selective outcome reporting could be assessed in a minority of cases, for which we were able to retrieve the study protocol in order to check whether all outcomes had been reported as planned. In only two cases we found full coherence between pre-planned and reported outcomes (Cottraux 2009; Hendriks 2010).

In almost half of cases we found studies to be at high risk of researcher allegiance bias, a general proxy of various forms of bias that could affect results in favour of one or more study arms towards which authors may have a vested interest. Studies were rated as being at high risk of researcher allegiance bias when: 1) one or more authors in the study were involved in developing the 'investigational' intervention, 2) the authors developed and wrote a manual for the intervention, or 3) the study was funded or organised by a group or a person who had a clear vested interest in the success of a particular intervention.

Studies were rated as being at high risk of therapist allegiance bias when the therapists appeared to have a vested interested in the success of one treatment over another. The assessment of this kind of risk of bias was particularly difficult, because papers seldom report information regarding this domain: for this reason, we rated most studies as being at unclear risk for this possible source of performance bias.

Another possible source of performance bias regarded the quality of the psychological therapy administered to the various participants within study arms. Usable information to assess this domain were provided in more than half of the studies. These mainly appeared to be at low risk of “treatment fidelity bias”. Instead, studies were rated as being at high risk of fidelity bias when 1) active treatment sessions were not supervised/recorded and rated for fidelity or when 2) only a subset of the active treatment arms were monitored for fidelity and this subset was not chosen randomly.
eFigure 1 summarizes the RoB assessments for each item and for each study: green boxes stand for low RoB assessment; yellow boxes stand for unclear RoB assessment; red boxes stand for High RoB assessment; we left the boxes empty when the RoB assessment was not applicable (e.g. in the case of Blinding of outcome assessment for studies which did not report information about short-term remission). eFigure 2 summarizes the RoB across the includes studies.







eFigure 2. Review authors’ judgements about each risk of bias item, for included studies contributing to the primay outcome, presented as percentages. The defintions of and considerations about judgments for the various risk of bias items are presented in Supplement 5.
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Supplement 6: Assessments of inconsistency and additivity assumption for the three outcomes

6a. Short-term remission
ASSESSMENT OF INCONSISTENCY.
Treatment level: 
Following the loop-specific approach no loop turned out to be significantly inconsistent. We also employed the design-by-treatment interaction model. The global test showed no evidence for inconsistency (=5.54, 16 d.o.f., p-value 0.992). 
Component level:
At the component level, we first applied a loop-specific approach and found one possibly inconsistent loop (pl+ftf+ps+ive vs pl+ftf+ps+cr+ive vs wl); however, the analyses that used a design-by-treatment approach to inconsistency gave =7.36, 16 d.o.f. and p-value 0.97
We therefore concluded that there was no strong evidence of inconsistency in the data. 

ASSESSMENT OF ADDITIVITY ASSUMPTION. 
We identified five groups of studies that could be used to assess the validity of the additivity assumption. These comprise studies which have different combinations of components but which under this assumption are estimating the same relative treatment effects. They are presented in the following graphs.
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The assumption of additive treatment effects does not seem very plausible for the first set of studies. At the treatment level, these are all CBT vs SH-CBT studies (with different combinations of components), but they provide very different estimates. In the additive treatment effects scenario, all these studies provide evidence for the relative effects of (ftf+ps+X) vs X, where X is any other combination of other components. Lidren 1994 and Power 2000 show different results than the other 4 studies: they favor CBT while the other 4 studies favor SH-CBT. We did some sensitivity analyses that included two-way interactions between components, trying to find an explanation for this discrepancy. However, the models were less parsimonious than the simple additive model. We therefore concluded that the observed differences in this case are due to usual clinical heterogeneity.


6b. Short-term response
ASSESSMENT OF INCONSISTENCY. 
Treatment level: 
We applied a loop-specific approach and no loop turned out to be significantly inconsistent. We also obtained no evidence of inconsistency when applying the design inconsistency model (=7.95, 15 d.o.f., p-value 0.93). 
Component level: 
At the component level, we first applied the loop-specific approach and found no evidence of inconsistency; the analysis that used the design-by-treatment approach to inconsistency gave =5.2, 18 d.o.f. and p-value 0.99. We therefore concluded that there was no strong evidence of inconsistency in the data.

ASSESSMENT OF ADDITIVITY ASSUMPTION. Based on the evidence from identified sets of studies with different designs that estimated the same effects (see graphs below), we did not find any strong proof against the additivity assumption.
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6c. Short-term dropouts
ASSESSMENT OF INCONSISTENCY. 
Treatment level: 
We applied a loop-specific approach and no loop turned out to be significantly inconsistent. We also obtained no evidence of inconsistency when applying the design inconsistency model (=12.666, 17 d.o.f. and p-value 0.758).
Component level: 
At the component level, we found no evidence of inconsistency when applying the loop-specific approach; the analysis that used the design-by-treatment approach to inconsistency gave =17.85, 26 d.o.f. and p-value 0.88. We therefore concluded that there was no strong evidence of inconsistency in the data.

ASSESSMENT OF ADDITIVITY ASSUMPTION. Based on the evidence from identified sets of studies with different designs that estimated the same effects (see following graphs), we did not find any strong proof against the additivity assumption.
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Supplement 7: Sensitivity analyses examing six clinically suspected interactions

psychoeducation * interoceptive exposure			cognitive restructuring * in vivo exposure
	
	median
	lower 95% CI
	upper 95% CI
	
	
	median
	lower 95% CI
	upper 95% CI

	wl
	0.37
	0.12
	1.21
	
	wl
	0.32
	0.10
	1.05

	3w
	1.83
	0.29
	12.67
	
	3w
	2.21
	0.36
	13.92

	ftf
	1.25
	0.58
	2.67
	
	ftf
	1.39
	0.64
	3.13

	pe
	0.93
	0.46
	1.88
	
	pe
	0.93
	0.50
	1.72

	ps
	0.80
	0.34
	1.83
	
	ps
	0.72
	0.30
	1.82

	br
	0.81
	0.52
	1.24
	
	br
	0.86
	0.57
	1.29

	mr
	0.61
	0.40
	0.94
	
	mr
	0.52
	0.34
	0.81

	ive
	0.78
	0.50
	1.26
	
	ive
	0.50
	0.25
	1.05

	ine
	2.19
	0.73
	7.88
	
	ine
	1.65
	1.00
	2.63

	vre
	0.69
	0.25
	2.02
	
	vre
	0.80
	0.28
	2.34

	cr
	1.08
	0.72
	1.75
	
	cr
	0.73
	0.39
	1.43

	ps
	0.91
	0.32
	2.44
	
	ps
	0.95
	0.34
	2.60

	pe*ine
	0.65
	0.19
	1.97
	
	cr*ive
	1.96
	0.83
	4.45



breathing retaining * interoceptive exposure			breathing retaining * in vivo exposure
	
	median
	lower 95% CI
	upper 95% CI
	
	
	median
	lower 95% CI
	upper 95% CI

	wl
	0.38
	0.12
	1.26
	
	wl
	0.37
	0.10
	1.19

	3w
	2.22
	0.36
	14.39
	
	3w
	1.89
	0.29
	13.37

	ftf
	1.25
	0.56
	2.72
	
	ftf
	1.25
	0.56
	2.78

	pe
	0.83
	0.45
	1.51
	
	pe
	0.81
	0.43
	1.50

	ps
	0.79
	0.33
	1.93
	
	ps
	0.79
	0.32
	1.92

	br
	1.21
	0.61
	2.37
	
	br
	0.93
	0.47
	1.87

	mr
	0.56
	0.37
	0.85
	
	mr
	0.60
	0.40
	0.91

	ive
	0.79
	0.51
	1.26
	
	ive
	0.85
	0.46
	1.57

	ine
	1.87
	1.05
	3.27
	
	ine
	1.49
	0.89
	2.37

	vre
	0.79
	0.28
	2.29
	
	vre
	0.69
	0.24
	2.08

	cr
	1.13
	0.75
	1.80
	
	cr
	1.11
	0.72
	1.79

	ps
	0.88
	0.32
	2.44
	
	ps
	0.96
	0.30
	2.50

	pe*ine
	0.52
	0.20
	1.33
	
	cr*ive
	0.85
	0.37
	1.93






face-to-face * interoceptive exposure				face-to-face * cognitive restructuring

	
	median
	lower 95% CI
	upper 95% CI
	
	
	median
	lower 95% CI
	upper 95% CI

	wl
	0.47
	0.14
	1.29
	
	wl
	0.36
	0.08
	1.50

	3w
	3.11
	0.49
	21.29
	
	3w
	1.91
	0.31
	12.89

	ftf
	2.09
	0.85
	5.95
	
	ftf
	1.39
	0.29
	5.30

	pe
	0.82
	0.45
	1.48
	
	pe
	0.81
	0.43
	1.50

	ps
	0.80
	0.33
	1.78
	
	ps
	0.78
	0.29
	2.07

	br
	0.81
	0.53
	1.21
	
	br
	0.83
	0.54
	1.27

	mr
	0.62
	0.42
	0.95
	
	mr
	0.60
	0.39
	0.90

	ive
	0.77
	0.50
	1.19
	
	ive
	0.78
	0.50
	1.25

	ine
	3.06
	1.21
	8.57
	
	ine
	1.50
	0.92
	2.43

	vre
	0.71
	0.26
	2.08
	
	vre
	0.69
	0.25
	2.05

	cr
	1.09
	0.72
	1.68
	
	cr
	1.20
	0.21
	5.72

	ps
	0.75
	0.27
	2.04
	
	ps
	0.92
	0.25
	3.32

	pe*ine
	0.47
	0.19
	1.08
	
	cr*ive
	0.92
	0.20
	5.01
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MAIN	SEARCHES



1)	CCDANTR-Studies	&	CCDANTR-
References	registers
•Panic	=	846	refs
•ADNOS	=	544	refs
2)	Other	databases
•Clinicaltrials =	185
•ICTRP	=	197
•PubMed	=	605
3)	Additional	 resources
•Reference	 lists	=	63
•Citation	 indexes	=	24
•Personal	communication	 =	4
•Grey	literature	 =	0



TOTAL	=	2468	refs



SCREENING
no.	of	records	screened	
after	de-duplication



1	=	1390	refs
2	=		80	refs
3	=	12	refs



Total	 =	1482	refs



ELIGIBILITY



616	full	papers	(353	studies)	
retrieved	 and	assessed	for	



inclusion



INCLUDED	STUDIES



85	studies	 included	 in	 qualitative	
analyses



INCLUDED	STUDIES



72	studies	 included	 in	 component	 network	
meta-analyses



Records	
excluded:
885	refs



239	EXCLUDED	STUDIES
Study type:	63
Population:	 108
Intervention:	34
Comparison:	 34
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12	STUDIES	AWAITING	CL.



Id
en
tif
ic
at
io
n



Sc
re
en
in
g



El
ig
ib
ili
ty



In
cl
ud
ed



In
cl
ud
ed



SCREENING
no.	of	records	screened	
after	de-duplication



1	=		39	refs
2	=		15	refs
3	=		4	refs



Total	 =	53	refs



Records	
excluded:
34	refs



SEARCH	UPDATE



1)	Cochrane	Central	Register	of	
Controlled	 Trials
•CENTRAL	=	39refs



2)	Other	databases
•PubMed	=	15



3)	Additional	 resources
•Reference	 lists	=	4
•Personal	communication	 =	0



TOTAL	=	58	refs
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