Effectiveness of Digital Interventions for Eight Mental Disorders:
A Meta-Analytic Synthesis

Supplement

Table of Contents

S1. SEAICH SEIINGS. ...ttt e e 2
1Y o 1oty o USRI 2
ANXIELY DISOFAEIS. ...ttt e e e e e e e eeeas 5
Posttraumatic Stress DiSOrder........oooiiiiii i 9
Obsessive-Compulsive DiSOrder..........ooooiiiiiiiiiii 11
F0TTeY0 0 o 1 TP 12

S2. Definition & identification of prescription digital therapeutics. ......................ccccevvviiiiieaainnn 13

S3. PRISMA FIOWCRAIES. ... 14
=Y o €111 o P 14
ANXIELY DISOIEIS. ...ttt 14
Posttraumatic Stress DiSOrder.........ooii i 15
Obsessive-Compulsive DiSOrder...........oooiiiiiiiiiii 15
[0 TTeY0 0 o 1 TP 16

S4. References of the included StUAIES. .................cccccuiiiiiiiiiiiiii e 17
=Y o €111 o P 17
[0 TTeY0 0 o 1 TP 19
Social Anxiety DiSOFAEr ...........uiiiiiiiiiiiiiiiii 21
Panic DISOIAEr .. ..o 23
Posttraumatic Stress DiSOrder.........oooiiiiiiii i 24
Generalized Anxiety DiSOrder..........oooiiiiiiiiiii 25
Obsessive-Compulsive DiSOrder...........oooiiiiiiiiii 26
SPECIfiC Phobia ... 27

S5. Effects of digital interventions for eight mental disorders (sensitivity analyses).................... 28

S6. Effects of purely unguided interventions ......................ccoiiiiiiiiiiiii i 32

S7. Dropout rates per arm and diSOrder...................ccciiiii 33

S8. Differential dropout rates per diSOrdEr. ..............cc....oiiiiiiiiiiiiiiie e 34

S9. Results of moderator analyses across disorders (variable-by-variable)................................... 35

S10. Results of GRADE QSSESSMENT...............ccuiiiiiiiiiiiieee et 36

S11. Number of digital intervention trials per COUNTry..............ccccccoeiiiiiiiiiiiiiiieeeee e 37



Supplement

S1. Search strings.

Depression

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 Psychoanalysisf]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 FieldsJOR 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 Therapeuticsi]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 FieldsJOR "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]
AND

(Depressive Disorder[MH] OR Depression[MH]OR dysthymi*[All Fields] OR "affective disorder"[All Fields]OR "affective disorders"[All Fields] OR
"mood disorder"[All Fields] OR "mood disorders" [All Fields] OR depression*[All Fields] OR depressive*[All Fields] OR "dysthymic disorder"[MeSH
Terms])

Limits: RCTs

Embase:

#1 'psychotherapy'/exp OR 'psychotherapy' OR 'psychotherapies' OR 'psychotherapeutlcs' OR 'psychotherapeutlcal‘ OR 'cognitive therapy' /exp
OR 'cognitive behavior therapy' /exp OR 'behavior therapy'/exp ORcbt” OR cognitive behavioural therapy  OR cognitive behavioural therapies”
OR cognitive behavioral therapy OR 'cognitive behavioral therapies' OR 'behavior therapy' OR 'behavior therapies' OR 'behaviour therapy' OR
'behaviour therapies' OR 'cognition therapy' 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 'cognition therapies' OR 'cognition therapie' OR 'cognition therapeutical' OR 'cognition therapeutic' OR 'cognition
therapeutics' OR 'cognition therapeutist' OR 'cognition therapeutists' OR 'cognition treatment' OR 'cognition treatments' 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 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
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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 'behavior activation' OR 'behaviors
activation' OR 'behavioral activation' OR 'behaviour activation' OR 'behaviours activation' OR 'behavioural activation' OR 'psychoanalytic
therapy'/exp OR 'psychodynamic' OR 'psychodynamical' OR 'psychoanalysis' OR 'psychoanalytical' OR 'counselling'/exp OR 'counseling'/exp
OR 'counselling' OR 'counseling' OR 'problem-solving' OR 'problem solving' OR 'supportive therapy' OR 'metacognitive therapy' OR
'metacognitive therapies' OR 'metacognitive therapeutic' OR 'metacognitive therapeutics' OR 'metacognitive therapeutical' OR 'metacognitive
therapeutist' OR 'metacognitive therapeutists' OR 'metacognitive treatment' OR 'metacognitive treatments' OR 'meta-cognitive therapy' OR
'meta-cognitive therapies' 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 therapies'
OR 'solution focused therapies' OR 'solution-focussed therapies' OR 'solution focused therapies' OR 'solution- focused therapy' OR 'solution
focused therapy' OR 'solution-focussed therapy' OR 'solution focused therapy' OR 'solution-focused therapeutic' OR 'solution focused therapeutic'
OR 'solution-focussed therapeutic' OR 'solution focussed therapeutic' OR 'solution-focused therapeutics' OR 'solution focused therapeutics' OR
'solution-focussed therapeutics' OR 'solution focused therapeutics' OR 'solution-focused therapeutical' OR 'solution focused therapeutical' OR
'solution-focussed therapeutical' OR 'solution focused therapeutical' OR 'self-control therapies' OR 'self control therapies' OR 'self-control therapy'
OR 'self control therapy' OR 'self-control therapeutics' OR 'self control therapeutics' OR 'self-control therapeutical' OR 'self control therapeutical'
OR 'self-control therapeutic' OR 'self control therapeutic' OR 'self-control training' OR 'self control training' OR 'self control trainings' OR 'self-
control trainings' OR 'mindfulness' OR 'acceptance commitment' OR 'acceptance and commitment' OR ‘'assertiveness training'
#2 'compassion-focused' OR 'compassion-focussed' OR 'compassion focused' OR 'compassion focussed' OR 'constructivist' OR 'constructivists'
#3 'therapies' OR 'therapy' OR 'therapeutics' OR 'therapist' OR 'treatment' OR 'treatments'

#4 Combine: #2 AND #3

#5: #1 OR #4

#6 'depressive disorder' /exp OR 'depression' /exp OR 'depressive' OR 'major depression'/exp OR 'major depressive disorder' /exp OR 'depression’
OR 'depressions' OR 'depressive' OR 'dysthymic disorder'/exp OR 'dysthymic disorder' OR 'dysthymia'/exp OR 'dysthymic' OR 'mood
disorder'/exp OR 'affective disorder'/exp OR 'affective disorder' OR 'affective disorders' OR 'mood disorder’ OR 'mood disorders'
Combine: #5 AND #6

Limits: RCTs

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") AND
("therapies" OR "therapy" OR "therapie" OR "therapist" OR "therapists" OR "therapeut" OR "treatment" OR "treatments")) OR
("constructivist" AND ("therapies" OR "therapy" OR "therapie" OR "therapist" OR "therapists" OR "therapeut" OR "treatment" OR
"treatments")))

AND

(DE "Depression (Emotion)" "depressive disorder" OR "depression" OR "depressions" OR "depressive" OR DE "Major Depression" OR "major
depression” OR "major depressive disorder" OR DE "Dysthymic Disorder" OR "Dysthymia" OR " dysthymic disorder" OR DE "Affective
Disorders"  OR  "Affective  Disorder” OR  "affective disorders" =~ OR  "Mood  Disorder" OR  "Mood  disorders")
Limits: Methodology is ME=(treatment outcome/clinical trial): papers
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Cochrane:
#1 MeSH descriptor: [Depressive Disorder] explode all trees : 6, 777
#2 "depress*'' (Word variations have been searched) : 51, 768
#3 Flor#2 :51,783
#4 "major depressive disorder' (Word variations have been searched) : 5, 435
#5 #3or#4 :51,783
#6 MeSH descriptor: [Dysthymic Disorder] explode all trees : 129
#7 "dysthymi*"" (Word variations have been searched) : 649
#8 F60r#7 :649
#9 #50r#8 :51,800
#10 "mood disorder'" (Word variations have been searched) :4, 034
#11 "affective disorder'" (Word variations have been searched) : 2, 882
#12 #100r#11:6,055
#13 #9or#12:53,227
#14 MeSH descriptor: [Psychotherapy] explode all trees : 13, 568
#15 '"psychotherap*'" (Word variations have been searched) : 7, 758
#16 "CBT" (Word variations have been searched) : 2, 029
#17 "Cognitive Behav* therap* (Word variations have been searched) : 8, 893
#18 F14or#150r#160r#17 :20,795
#19 'psychodynamic'' (Word variations have been searched) : 469
#20 MeSH descriptor: [Psychoanalysis] explode all trees : 13
#21 '"psychoanaly*"' (Word variations have been searched) : 345
#22 MeSH descriptor: [Counseling] explode all trees : 2, 783
#23 ''counseling*" (Word variations have been searched) : 6, 913
#24 "problem solving' (Word variations have been searched) : 2, 867
#25 #18or#190r#200r#21or#220r#230r#24 :28,149
#26 "acceptance commitment'' (Word variations have been searched) : 168
#27 "assertiveness training' (Word variations have been searched) :231
#28 "behavior activation' (Word variations have been searched) : 663
#29 "mindfulness'' (Word variations have been searched) : 466
#30 '"'metacognitive therap*'' (Word variations have been searched) :56
#31 "solution focused therap*"' (Word variations have been searched) :858
#32 "self control training" (Word variations have been searched): 5850
#33 #250r#260r#27or#280r#290r#300r#31or#32 :32,748
#34 '"Randomized Controlled Trial'":ti,ab,kw (Word variations have been searched) : 120, 901
#35 #13 and #33 and #34 in Trials
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Anxiety Disorders

A comprehensive anxiety literature database was used as the information source of the present review
and has been registered at the open science framework (https://osf.io/9xe2g/). Development of the
database began with a systematic search on 25 April 2019, and it is kept update on every January by
two independent researchers. A systematic search was conducted using a full range of terms related to
the applicable interventions, disorders and outcomes. Similar databases exist for depression?,
treatments of suicide?, post-traumatic stress disorder> and mental health problems in children and
adolescents*. Each of these includes several hundreds of randomized trials. We have recently named
such living systematic reviews focusing on a specific research area as ‘Meta-Analytic Research Domains’
(MARDs)5. From our anxiety MARD we selected trials on generalized anxiety disorder, panic disorder,
social anxiety disorder, and specific phobias.

ICuijpers P. Four decades of outcome research on psychotherapies for adult depression: an overview of a series of meta-analyses. Can Psychol
2017;58:7-19; 2Hu MX, Palantza C, Setkowski K, Gilissen R, Karyotaki E, Cuijpers P, Riper H, de Beurs D, Nuij C, Christensen H, Calear A,
Werner-Seidler A, Hoogendoorn A, van Balkom A, Eikelenboom M, Smit J, van Ballegooijen W. Comprehensive database and individual patient
data meta-analysis of randomised controlled trials on psychotherapies reducing suicidal thoughts and behaviour: study protocol. BMJ Open. 2020
Dec 4;10(12):e037566; 3U.S. Department of Veterans Affairs. National center for PTSD, 2022. Available: www.ptsd.va.gov/
ptsdrepository/index.asp; *Weisz JR, Kuppens S, Ng MY, Eckshtain D, Ugueto AM, Vaughn-Coaxum R, Jensen-Doss A, Hawley KM, Krumholz
Marchette LS, Chu BC, Weersing VR, Fordwood SR. What five decades of research tells us about the effects of youth psychological therapy: A
multilevel meta-analysis and implications for science and practice. Am Psychol. 2017 Feb-Mar;72(2):79-117; 5Cuijpers P, Miguel C, Papola D,
Harrer M, Karyotaki E. From living systematic reviews to meta-analytical research domains. Evid Based Ment Health. 2022 Jul 19:ebmental-2022-
300509.

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 Psychoanalysisf]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 FieldsjOR 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 Therapeuticsi]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 FieldsJOR "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
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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 EMDRJAII Fields] OR ("eye movement" and desensiti*[All Fields]) OR "panic management"[All
Fields] OR "response prevention"[All Fields] OR ERP[AIl 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
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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 #38 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)
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#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
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Posttraumatic Stress Disorder

Database: Ovid MEDLINE®, Ovid MEDLINE® In-Process & Other Non-Indexed Citations

Pharmacologic interventions

1.

oW

10.
11.

12.

13.

14.

15.
16.
17.
18.
19.
20.
21.
22.
23.
24.
25.
26.

stress disorders, post-traumatic/

("posttraumatic stress disorder" or "post traumatic stress disorder" or PTSD).ti,ab.

lor2

exp Drug Therapy/ or dt.fs. or (medication* or pharmacologic* or pharmaco-therap* or pharmacotherap*).ti,ab.

(drug* adj2 (therap* or treatment*)).ti,ab. or exp Adrenergic alpha-Antagonists/ or Sympatholytics/ or Doxazosin/ or
Prazosin/

("adrenergic alpha antagonist*" or "adrenergic receptor block*" or "alpha adrenergic antagonist*" or "alpha block*" or
antiadrenergic* or doxazosin or prazosin or sympatholytic* or terazosin).ti,ab. or exp Antipsychotic Agents/

exp Benzodiazepines/ or ("anti-psychotic*" or antipsychotic* or FGA* or SGA* or aripiprazole or asenapine or brexpiprazole or
cariprazine or chlorpromazine or clozapine or fluphenazine or haloperidol or iloperidone or loxapine or lurasidone or olanzapine
or paliperidone or perphenazine or pimozide or quetiapine or risperidone or thioridazine or thiothixene or trifluoperazine or
ziprasidone).ti,ab.

(alprazolam or benzodiazepine* or benzodiazepinone* or chlordiazepoxide or clonazepam or clorazepate or diazepam or
estazolam or flurazepam or lorazepam or midazolam or oxazepam or quazepam or temazepam or triazolam).ti,ab. or exp
Monoamine Oxidase Inhibitors/

(("monoamine oxidase" adj2 inhibitor*) or MAOI or isocarboxazid or phenelzine or selegiline or tranylcypromine).ti,ab.
carbamazepine/ or clonidine/ or lithium/ or pregabalin/ or valproic acid/ or exp Anticonvulsants/ or exp Antimanic Agents/
exp Cyclohexanecarboxylic Acids/ or (anticonvuls* or carbamazepine or clonidine or divalproex or gabapentin or lamotrigine or
lithium or oxcarbazepine or pregabalin or tiagabine or topiramate or valproate or "valproic acid").ti,ab.

exp "hypnotics and sedatives"/ or exp anti-anxiety agents/ or ("anti anxiety" or antianxiety or buspirone or diphenhydramine or
eszopiclone or guanfacine or hydroxizine or hypnotic* or ramelteon or sedative* or suvorexant or tasimelteon or zaleplon or
zolpidem or zopiclone).ti,ab.

(antidepressant* or "anti-depressant*" or "selective serotonin" or (serotonin adj3 reuptake) or SNRI* or SSRI* or tricyclic or
amitriptyline or amoxapine or bupropion or citalopram or clomipramine or desipramine or desvenlafaxine or doxepin or
duloxetine or escitalopram or fluoxetine or fluvoxamine or hydroxizine or imipramine or levomilnacipran or maprotiline or
milnacipran or mirtazapine or nefazodone or nortriptyline or paroxetine or protriptyline or sertraline or trazadone or
trimipramine or venlafaxine or vilazodone or vortioxetine).ti,ab. or exp Antidepressive Agents/

exp Amphetamines/ or (amphetamine or armodafanil or atomoxetine or dexmethylphenidate or dextroamphetamine or
lisdexamphetamine or MDMA or methamphetamine or methylphenidate or modafanil).ti,ab.

exp Steroids/ or (DHEA or hydrocortisone or steroid*).ti,ab. or exp Cannabinoids/

Cannabis/ or Medical Marijuana/ or (cannabi* or marijuana or tetrahydrocannabinol or THC).ti,ab.

ketamine/ or ketamine.ti,ab. or Propranolol/ or propranolol.ti,ab.
4or5o0r6or7or8or9orl0orllorl2or13or14or15or 16 or 17

3and 18

exp Randomized Controlled Trials as Topic/ or exp Randomized Controlled Trial/

double-blind method/ or random allocation/ or single-blind method/ or Placebos/

(random* or control* or trial or sham or placebo* or blind* or dumm* or mask*).ti,ab,kw.

20 or 21 or 22

19 and 23

("20220929" or 2022093* or 20221* or 2023*).ed ez.

24 and 25

Nonpharmacologic interventions

1.

No ok wn

10.

11.
12.
13.

stress disorders, post-traumatic/ or ("posttraumatic stress disorder" or "post traumatic stress disorder" or PTSD).ti,ab.

exp Psychotherapy/ or exp Complementary Therapies/ or exp Convulsive Therapy/

Hyperbaric Oxygenation/ or Transcranial Magnetic Stimulation/ or exp Rehabilitation/

exp Dietary Supplements/

exp "Delivery of Health Care, Integrated"/ or exp Self-Help Groups/ or exp peer group/

exp social support/ or exp Telemedicine/ or telephone/ or exp cell phone/

(therap* or psychotherap* or counsel* or nonpharma* or non-pharma* or ("alternative medicine" or acupuncture or "animal
assist*" or art or "cell phone" or "cognitive behavior*" or CBT or complementary or dance or drama or electroconvulsive or
ECT or exercise or "eye movement desensitization and reprocessing" or EMDR or family or "hyperbaric oxygen*" or integrated
or meditation or "mind body" or mindfulness or music or "prolonged exposure" or relaxation or "seeking safety" or "self help"
or "tai chi" or "tai ji" or "text messag*" or "transcranial magnetic stimulation" or TMS or yoga)).ti,ab.
2or3or4orborbor7

1and 8

exp Randomized Controlled Trials as Topic/ or exp Randomized Controlled Trial/ or double-blind method/ or random
allocation/ or single-blind method/ or Placebos/ or (random* or control* or trial or sham or placebo* or blind* or dumm* or
mask*).ti,ab,kw.

9 and 10

("20220929" or 2022093* or 20221* or 2023*).ed ez.

11 and 12

Database: PTSDpubs (formerly PILOTS)

(MAINSUBJECT.EXACT("PTSD") OR MAINSUBJECT.EXACT("PTSD (DSM-III-R)") OR MAINSUBJECT.EXACT("PTSD (DSM-1II)") OR
MAINSUBJECT.EXACT("PTSD (DSM-IV)") OR MAINSUBJECT.EXACT("PTSD (DSM-5)") OR MAINSUBJECT.EXACT("Complex
PTSD") OR MAINSUBJECT.EXACT("PTSD (ICD-11)") OR MAINSUBJECT.EXACT("PTSD (ICD-10)") OR
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MAINSUBJECT.EXACT("PTSD (ICD-9)") OR (ptsd OR "posttraumatic stress disorder" OR "post-traumatic stress disorder")) AND
(MAINSUBJECT.EXACT("Randomized Clinical Trial") OR ti(random* OR control* OR trial))

Database: APA Psycinfo®

1. exp posttraumatic stress disorder/ or ("post traumatic stress disorder" or "posttraumatic stress disorder" or PTSD).ti,ab.

2. exp treatment/ or exp stimulation/ or exp electroconvulsive shock/ or exp TELEMEDICINE/ or exp counseling/ or exp support
groups/ or (therap* or psychotherap* or counsel* or nonpharma* or non-pharma¥*).ti,ab. or ("alternative medicine" or
acupuncture or "animal assist*" or art or "cell phone" or "cognitive behavior*" or CBT or complementary or dance or drama
or electroconvulsive or ECT or exercise or "eye movement desensitization and reprocessing" or EMDR or family or "hyperbaric
oxygen*" or integrated or meditation or "mind body" or mindfulness or music or "prolonged exposure" or relaxation or "seeking
safety" or "self help" or "tai chi" or "tai ji" or "text messag*" or "transcranial magnetic stimulation" or TMS or yoga).ti,ab.

3. treatment effectiveness evaluation/ or Treatment Outcomes/ or followup studies/ or (random* or control* or trial or sham or
placebo* or blind* or dumm* or mask*).ti,ab.

4. 1and 2 and 3

("20220929" or 2022093* or 20221* or 2023*).up.

6. 4and 5

i

Database: EBM Reviews - Cochrane Central Register of Controlled Trials

1. Stress Disorders, Post-Traumatic/ or ("posttraumatic stress disorder" or "post traumatic stress disorder" or "ptsd").ti,ab.

2. (dtor pcor rh or th).fs. or exp treatment outcome/ or exp therapeutics/ or (treatment or therap* or intervention*).ti,ab,kw.
3. 1and 2

4. limit 3 to medline records

5. 3 not 4

6. ("20220929" or 2022093* or 20221* or 2023*).up.

7. 5and6

Database: Elsevier® Embase

('posttraumatic stress disorder'/exp/mj OR 'posttraumatic stress disorder'/exp OR 'posttraumatic stress disorder' OR 'posttraumatic stress
disorder':ab,ti OR 'post traumatic stress disorder':ab,ti OR 'ptsd":ab,ti) AND [randomized controlled trial]/lim AND ('randomized controlled
trial'/exp OR 'randomized controlled trial') AND [embase]/lim NOT ([embase]/lim AND [medline]/lim) AND [28-09-2022]/sd NOT [03-03-
2023]/sd

Database: EBSCO® CINAHL

S2 ( (MM "Stress Disorders, Post-Traumatic+") OR ( AB "post traumatic
stress disorder" OR AB "posttraumatic stress disorder" OR AB "ptsd" ) OR

( TI "post traumatic stress disorder" OR TI "posttraumatic stress

disorder" OR Tl "ptsd" ) ) AND ( (TI random* or AB random* or PT

clinical trial or PT randomized controlled trial) )

S1 ( (MM "Stress Disorders, Post-Traumatic+") OR ( AB "post traumatic
stress disorder" OR AB "posttraumatic stress disorder" OR AB "ptsd" ) OR

( TI "post traumatic stress disorder" OR TI "posttraumatic stress

disorder" OR Tl "ptsd" ) ) AND ( (TI random* or AB random* or PT

clinical trial or PT randomized controlled trial) )

Database: Elsevier® Scopus

( ( TITLE ( ( random* OR control* OR trial* OR sham* OR placebo* OR blind* ) ) ) AND ( TITLE-ABS-KEY ( ( "post traumatic stress
disorder" OR "posttraumatic stress disorder" OR "ptsd" ) ) ) ) AND LOAD-DATE > 20220928 AND ( LIMIT-TO ( PUBYEAR , 2023 ) OR
LIMIT-TO ( PUBYEAR , 2022 ) )

10
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Obsessive-Compulsive Disorder

International databases:
PubMed
("obsessive compulsive"[Title/Abstract] OR "OCD"[Title/Abstract]) AND (randomizedcontrolledtrial[Filter])

Embase
'obsessive compulsive':ti,ab,kw OR ocd:ti,ab,kw
AND 'randomized controlled trial' /de

PsycINFO

MA "obsessive compulsive" or OCD
Expanders - Apply equivalent subjects
Narrow by Methodology: - clinical trial
Search modes - Boolean/Phrase

WHO's Registry (international clinical trials registry platform of WHO)
“obsessive compulsive” or OCD

Chinese databases
CNKI (TKA=Title/Keyword/Abstract; FT=Full Text)

TKA = (BB + BEMMEEMEE + BRMERE + TRAEE + GEEMMEE) AND TKA = (B77 + T + T + EA + WD)
AND (FT= (SRS + BEALXT BRIZIE) OR TKA= (EER'+1R 3+ BaAL+' 8 X+ + BB+ W+ B+ S+ FATE + BB+ %

BRI + W ERIR I+ BT BB+ REALXY BB BR 2R+ BEAL XY BRI PR 30 + BB AL XY BRI PR W 38 '+ ' BEATL XY R SR8 '+ 'BEALE '+ 'RCT))
ERSEEN::

WanFang (#4 Bt X #i8=Title or Keyword; {2 =Abstract)

(R4 Bk X 15 (FRIBAE or SBBEME T REAE or SRBMERER or S2BER or SRIBMEMEAE) AND BA B X BIE:(CAIT or ITi& or FH or EJ& or 1
) or (FEE:(GRIBE or 52EMEMEBEEIE or SRBMERERS or 3RBIERS or SREMEMAE) AND HEE:(GRIT or ITik or T3 or B or HS)))

AND (£ (IRFRIZ% OR BE#HLXIHEiNY) OR B X H1E: (G OR i OR BE#lL ORX X OR 4H OR REFOR MEHOR £HOR =EOR F1T
42 OR XJEBHAE OR MWHRI{IE OR XERIZIT OR BEHLIER OR FEALXIEREAZE OR FEALX ERIGERIZYE OR PEHLXIERIGERBIZE OR BEMLIIERSLE OR b
#l1t OR RCT) OR #Z: (IR OR i3 OR FE#Hl ORZ X OR A OR REFIOR MEHEOR £HOR =HOR F174 OR WHEHE OR XMWHIXI OR X
BBiZ1t OR FEHLITER OR FEALYEREAZE OR BEHML X ERIGERILIE OR MM BBIGERBHZE OR FEHLITERSCES OR BEHL{E OR RCT))

FHET B

WeiPu (M=Title/Keyword; R=Abstract)

(M=(GRABIE 4528 14 #2 B BEfE 4528 M ERS+ 128 BB RE M MAME) AND M=(CATT +7Z+TH+EA+HS)) OR (R=(CREBE+2:8 4 #E
BHEE R M IER R B[S R B MAE) AND R=CAT HTE+TI+ER+HS)))

AND (U=(IlfFRi3% OR BE#LXTERILYS) OR (M=(IifFR OR i3t OR BE#L ORI X OR A OR RELFIOR WEHOR £HOR =HOR F174 OR WHEH
7% OR WHiX% OR XWERIZIT OR FEAHLITER OR BEHLWERHZE OR MEHLXT HBIGERIXYE OR FEHLXTHBIGEREAZE OR BEHLXTHESEL OR FE#LIE OR
RCT)) OR (R=(IEEK OR il OR B&#l ORX X OR A OR REFIOR WEHOR £ HOR =HOR F174H OR MWHEHZ OR WHELl OR MEEIRIT
OR [E#HLYHE OR BEHLXTERHAZE OR BEHLXBRIRER {30 OR BEHL Y RRIGERFAZE OR FEHLXIHESLY OR FE#LE OR RCT)))

ChiCTR(Chinese Clinical Trial Registry)
SRE
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Insomnia

PubMed:

Main Search:

( "psychotherapy"[Mesh] OR "psychotherap*"[All Fields] OR "cognitive behavioural therapy"[All Fields] OR "cognitive behavioral therapy"[All Fields] OR
"CBT"[All Fields] OR "CBTI"[All Fields] OR "CBT-I"[All Fields] OR "cognitive therapy"[All Fields] OR "behavioural therapy"[All Fields] OR "behavioral
therapy"[All Fields] OR "cognitive restructuring"[All Fields] OR "third wave"[All Fields] OR "mindfulness"[All Fields] OR "acceptance and commitment"[All
Fields] OR "sleep restriction"[All Fields] OR "stimulus control"[All Fields] )

AND

("hypnotic"[All Fields] OR "sleep medication"[All Fields] OR "benzodiazepines"[Mesh] OR "benzodiazepine"[All Fields] OR "brotizolam"[All Fields] OR
"diazepam"[All Fields] OR "estazolam"[All Fields] OR "flunitrazepam"[All Fields] OR "flurazepam"[All Fields] OR "haloxazolam"[All Fields] OR
"loprazolam"[All Fields] OR "lorazepam"[All Fields] OR "lormetazepam"[All Fields] OR "nimetazepam"[All Fields] OR "nitrazepam"[All Fields] OR
"quazepam"[All Fields] OR "rilmazafone"[All Fields] OR "temazepam'"[All Fields] OR "triazolam"[All Fields] OR "trazodone"[All Fields] OR
"eszopiclone"[All Fields] OR "zopiclone"[All Fields] OR "doxylamine"[All Fields] OR "zolpidem"[All Fields] OR 'seltorexant"[All Fields] OR
"lemborexant"[All Fields] OR "suvorexant"[All Fields] OR "zaleplon"[All Fields] )

AND

("sleep initiation and maintenance disorders" [Mesh] OR "insomnia"[All Fields] )

AND

("randomized controlled trial"[pt] OR "controlled clinical trial"[pt] OR randomized[tiab] OR placebo[tiab] OR "clinical trials as topic"[Mesh:NoExp] OR
randomly[tiab] OR trial[ti] NOT (animals[Mesh] NOT humans[Mesh]))

iCBT-specific Update Search:

(Psychotherapy [MH] OR psychotherap*[All Fields] OR "cognitive behavioural therapy"[All Fields] OR "cognitive behavioral therapy"[All Fields] OR
"CBT"[All Fields] OR "CBTI"[All Fields] OR "CBT-I"[All Fields] OR "cognitive therapy"[All Fields] OR "behavioural therapy"[All Fields] OR "behavioral
therapy"[All Fields] OR "cognitive restructuring"[All Fields] OR "mindfulness"[All Fields] OR "sleep restriction"[All Fields] OR "stimulus control"[All
Fields]) AND (digital or internet or smartphone or web or sleepio or shuti)

AND

( "sleep initiation and maintenance disorders"[Mesh] [MeSH Terms] OR insomnia[All Fields])

AND

(randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placebo[tiab] OR clinical trials as topic[mesh:noexp] OR
randomly[tiab] OR trial[ti] NOT (animals[mh] NOT humans [mh]))

Cochrane Central Register of Controlled Trials:

([mh psychotherapy] OR psychotherap* OR "cognitive behavioural therapy" OR "cognitive behavioral therapy" OR CBT OR CBTI OR CBT-I OR "cognitive
therapy" OR "behavioural therapy" OR "behavioral therapy" OR "cognitive restructuring" OR "third wave" OR mindfulness OR "acceptance and
commitment" OR "sleep restriction" OR "stimulus control")

AND

(hypnotic OR "sleep medication" OR [mh benzodiazepines] OR benzodiazepine OR brotizolam OR diazepam OR estazolam OR flunitrazepam OR flurazepam
OR haloxazolam OR loprazolam OR lorazepam OR lormetazepam OR nimetazepam OR nitrazepam OR quazepam OR rilmazafone OR temazepam OR
triazolam OR trazodone OR eszopiclone OR zopiclone OR doxylamine OR zolpidem OR seltorexant OR lemborexant OR suvorexant OR zaleplon)

AND

([mh "sleep initiation and maintenance disorders"] OR insomnia)

PsycINFO:

((MH psychotherapy+) OR psychotherap* OR "cognitive behavioural therapy" OR "cognitive behavioral therapy" OR CBT OR CBTI OR CBT-I OR
"cognitive therapy" OR "behavioural therapy" OR "behavioral therapy" OR "cognitive restructuring" OR "third wave" OR mindfulness OR "acceptance
and commitment" OR "sleep restriction" OR "stimulus control")

AND

(hypnotic OR "sleep medication" OR (MH benzodiazepines+) OR benzodiazepine OR brotizolam OR diazepam OR estazolam OR flunitrazepam OR
flurazepam OR haloxazolam OR loprazolam OR lorazepam OR lormetazepam OR nimetazepam OR nitrazepam OR quazepam OR rilmazafone OR
temazepam OR triazolam OR trazodone OR eszopiclone OR zopiclone OR doxylamine OR zolpidem OR seltorexant OR lemborexant OR suvorexant OR

zaleplon)

AND

((MH "sleep initiation and maintenance disorders+") OR insomnia)
AND

(MH randomized controlled trials OR MH double-blind studies OR MH single-blind studies OR MH random assignment OR MH pretest-posttest design
OR MH cluster sample OR TI (randomised OR randomized) OR AB (random*) OR TI (trial) OR (MH (sample size) AND AB (assigned OR allocated OR
control)) OR MH (placebos) OR PT (randomized controlled trial) OR AB (control W5 group) OR MH (crossover design) OR MH (comparative studies)
OR AB (cluster W3 RCT)) NOT ((MH animals+ OR MH animal studies OR TI (animal model*)) NOT MH human)

WHO International Clinical Trials Registry Platform:

(psychotherap* OR "cognitive behavioural therapy" OR "cognitive behavioral therapy" OR "CBT" OR "CBTI" OR "CBT-I" OR "cognitive therapy" OR
"behavioural therapy" OR "behavioral therapy" OR "cognitive restructuring" OR "third wave" OR mindfulness OR "acceptance and commitment" OR
"sleep restriction" OR "stimulus control")

AND

(hypnotic OR "sleep medication" OR benzodiazepines OR benzodiazepine OR brotizolam OR diazepam OR estazolam OR flunitrazepam OR flurazepam
OR haloxazolam OR loprazolam OR lorazepam OR lormetazepam OR nimetazepam OR nitrazepam OR quazepam OR rilmazafone OR temazepam OR
triazolam OR trazodone OR eszopiclone OR zopiclone OR doxylamine OR zolpidem OR seltorexant OR lemborexant OR suvorexant OR zaleplon)

AND

("sleep initiation and maintenance disorders " OR insomnia)
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S2. Definition & identification of prescription digital therapeutics.

For the current paper, prescription digital therapeutics (prescription DTx) were defined as “therapeutic
interventions through a clinically evaluated, patient-directed software application intended to improve the process
of treating mental disorders”. This definition was derived from Fiirstenau, Gersch & Schreiter (2023). As
“prescription” DTx, these interventions had to be (1) available via prescription by a health professional (e.g., a
GP), for patients (2) diagnosed with a ICD/DSM mental disorder, for which the DTx has received clearance by
(3) a national regulatory agency via (4) a designated regulatory pathway.

Based on published reviews and overview articles, as well as current information provided by the “Digital
Therapeutics Alliance” (DTA, 2024), we identified the following countries in which prescription DTx can receive
designated regulatory approval:

- United States: For an overview on regulatory pathways for DTx provided by the U.S. Food and Drug
Administration (FDA), see Watson et al. (2023). FDA-cleared prescription DTx were identified from
published reviews (Phan et al., 2023; Wang, Lee & Shin, 2023). FDA clearance of “SleepioRx" was
identified via a 510(k) Premarket Notification (FDA, 2024).

- Germany: An overview of regulatory pathways for DTx in  Germany (“Digitale
Gesundheitsanwendungen”/"DiGAs"), see Ludewig et al. (2021). The German national regulatory agency
(BfArM) maintains a national registry for all approved prescription DTx (diga.bfarm.de). This registry
was screened to identify DTx and the evidence submitted to obtain approval (deadline: November 27th,
2024).

- Belgium: Belgium has developed a regulatory pathway for DTx modeled after the German system.
Medicinal products are listed in an online repository (mhealthbelgium.be/apps). Belgium maintains a
tiered system, whereby applications on Level 3 are financed by the National Institute for Health and
Disability Insurance (NIHDI). As of November 27th, 2024, we did not find any suitable applications listed
as Level 3-DTx.

- France: In 2024, France has installed a regulatory pathway for DTx modeled after the German system,
Prise en charge anticipée numérique (PECAN; Gnius, 2024). As of November 27th, 2024, we are not aware
of any approved mental health DTx under this system.

- Japan: A review by Nomura et al. (2024) lists available prescription DTx in Japan as of September 2024.
This publication was used to identify Japanese DTx trials in the current study.

A global overview of regulatory pathways for DTx is summarized by Fiirstenau, Gersch & Schreiter (2023). In the
United Kingdom, the National Health Service (NHS) is also funding the development of DTx, which are offered
using universal reimbursement. This system was not screened for available DTx because it diverges from the
primarily market-oriented approach for prescription DTx followed in other countries (ibid.).
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S3. PRISMA flowcharts.
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Posttraumatic Stress Disorder
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S5. Effects of digital interventions for eight mental disorders (sensitivity analyses)

k g 95%-Cl 12 95%-Cl 95%-PI NNT
Depression
Overall
Combined 60 062  [052;072] 8276  [78.42; 86.23] [0.08;1.32] 472
Influence analysis 59 0.6 [0.5;0.7] 78.14  [72.15; 82.84] [-0.05; 1.24] 491
Limit meta-analysis 60 0.44 [0.24; 0.64] 80.05 - [-0.28; 1.16] 6.91
One ES/study (highest) 49 07 [0.55;0.84] 7479  [66.76; 80.88] [-0.08; 1.48]  4.12
One ES/study (lowest) 49 047 [0.37; 0.58] 70.73  [60.97; 78.06] [-0.14; 1.09] 6.38
Low risk of bias only 10 057  [0.33;081] 7101 [44.7; 84.81] [0.13;1.27] 521
Selection model 60 061  [0.5;0.72] 79.91  [70.58; 87.41] [-0.1; 1.31] 4.82
Three-Level Model (CHE) 150 0.62 [0.49; 0.74] 80.8 - [-0.18; 1.41] 4.74
Trim-and-fill method 81  0.39 [0.27; 0.51] 89.66  [87.79; 91.25] [-0.61; 1.38] 8.03
Guided interventions
Combined 41 062  [0.49;075] 8235  [76.78; 86.58] [0.11; 1.35] 4.7
Influence analysis 40  0.59 [0.47; 0.71] 73.63  [64.05; 80.66] [-0.07; 1.25] 4.99
Limit meta-analysis 41 041 [0.15; 0.67] 87.27 - [-0.36; 1.18] 7.52
One ES/study (highest) 36 074  [0.55;093]  87.91  [84.28; 90.71] [-0.34; 1.81]  3.87
One ES/study (lowest) 36 05 [0.37; 0.64] 74.8 [65.19; 81.76] [-0.18; 1.19] 5.96
Low risk of bias only 8 057  [0.28;087] 7382  [46.83; 87.11] [0.24;1.38]  5.14
Selection model 41 061  [047;0.74]  79.01  [67.56; 88.06] [0.12;1.34]  4.82
Three-Level Model (CHE) 82  0.62 [0.47; 0.78] 79.1 - [-0.21; 1.46] 4.67
Trim-and-fill method 55 0.4 [0.25;0.54]  88.98  [86.45; 91.03] [0.62;1.41]  7.83
Unguided interventions
Combined 19 0.62 [0.43; 0.81] 84.42 [76.93; 89.48] [-0.1; 1.33] 4.74
Influence analysis 19  0.62 [0.43; 0.81] 84.42 [76.93; 89.48] [-0.1; 1.33] 4.74
Limit meta-analysis 19  0.49 [0.18; 0.81] 70.44 - [-0.27; 1.26] 6.09
One ES/study (highest) 18 082  [0.5 1.14] 69.88  [51.23; 81.4] [0.17; 1.81]  3.43
One ES/study (lowest) 18 051 [0.3; 0.71] 76.21  [62.57; 84.88] [-0.21; 1.23] 5.89
Low risk of bias only 2 0.56 [-2.79; 3.91] 76.48  [0; 94.65] [ -] 5.34
Selection model 19 061  [043;079]  79.61  [60.19; 92.24] [0.05;1.27]  4.82
Three-Level Model (CHE) 68  0.72 [0.45; 0.98] 88.7 - [-0.31; 1.75] 3.99
Trim-and-fill method 27 035  [0.12;057] 9124  [88.44; 93.36] [-0.73; 1.42]  9.08
Insomnia
Overall
Combined 40 094  [1.07;-0.81] 7268  [62.64; 80.03] [1.61;-027]  2.93
Influence analysis 40  -0.94 [-1.07;-0.81]  72.68  [62.64; 80.03] [-1.61; -0.27] 2.93
Limit meta-analysis 40  -0.87 [-1.06; -0.68] 20.98 - [-1.56; -0.18] 3.22
One ES/study (highest) 37 091  [1.04,-077] 7262  [62.07; 80.23] [-1.58;-0.24]  3.07
One ES/study (lowest) 37 -0.96 [-1.1; -0.82] 73.6 [63.54; 80.88] [-1.66; -0.27] 2.87
Low risk of bias only 2 -0.99 [-3.19; 1.21] 73.13  [0; 93.95] [ -] 2.79
Selection model 40  -0.92 [-1.07; -0.77] 81.59 [66.74; 91.29] [-1.6; -0.25] 3.02
Three-Level Model (CHE) 43 -0.94 [-1.07;-0.82]  80.9 - [-1.63; -0.26] 2.93
Trim-and-fill method 41 093  [106;-0.79] 7345  [63.91; 80.46] [1.63;-0.23]  2.99
Guided interventions
Combined 16 -1.05  [-1.26;-0.84] 61.14  [32.99; 77.46] [1.71;-039] 261
Influence analysis 16 -1.05 [-1.26;-0.84]  61.14  [32.99; 77.46] [-1.71; -0.39] 2.61
Limit meta-analysis 16 -0.92 [-1.30; -0.53]  49.83 - [-1.67; -0.16] 3.03
One ES/study (highest) 13 -0.97 [[1.23;-0.72]  61.61  [29.83; 79] [-1.7; -0.25] 2.83
One ES/study (lowest) 13 113 [-1.36;,-0.89] 58.31  [22.95; 77.45] [1.79; -0.46]  2.42
Low risk of bias only 18 -1.03 [-1.24;-0.83]  63.95  [40.32; 78.22] [-1.75; -0.32] 2.66
Selection model 16 -1.04  [1.25;-0.84] 59.37  [21.2; 86.22] [-1.63; -0.45]  2.63
Three-Level Model (CHE) 18 -1.05 [[1.29;-0.82]  66.2 - [-1.79; -0.32] 2.6
Trim-and-fill method 17 -1.03  [1.24;-082] 6146  [34.7; 77.25] [-1.7; -0.36] 2.67
Unguided interventions
Combined 24 -0.88  [1.06;-071] 76.88  [65.91; 84.31] [16;-0.16]  3.17
Influence analysis 24 -0.88 [-1.06; -0.71]  76.88  [65.91; 84.31] [-1.6; -0.16] 3.17
Limit meta-analysis 24 -0.87 [-1.1; -0.64] 18.34 - [-1.61; -0.13] 3.22
One ES/study (highest) 24 -0.88 [-1.05; -0.7] 76.87  [65.9; 84.31] [-1.59; -0.16] 3.19
One ES/study (lowest) 24 -0.89 [-1.06; -0.71]  77.12  [66.31; 84.46] [-1.62; -0.16] 3.14
Low risk of bias only 2 -0.99 [-3.19; 1.21] 73.13  [0; 93.95] [ -] 2.79
Selection model 24 086  [1.06;-0.66] 8599  [69.39; 95.15] [156;-0.16]  3.25
Three-Level Model (CHE) 25  -0.88 [-1.05;-0.72]  85.2 - [-1.6; -0.17] 3.16
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Trim-and-fill method 25 092  [1.11;-0.73)  78.73  [69.16; 85.33] [-1.73;-0.11]  3.03

Social Anxiety Disorder

Overall
Combined 31 079  [092;-0.65] 56.43  [34.89; 70.84] [1.34;-0.23] 36
Influence analysis 30  -0.75 [-0.87;-0.64]  40.92  [8.5; 61.85] [-1.13; -0.38] 3.79
Limit meta-analysis 31  -0.68 [-1.04; -0.33] 64.85 - [-1.34; -0.03] 421
One ES/study (highest) 26 -0.59 [-0.78; -0.4] 63.6 [44.62; 76.08] [-1.35; 0.17] 4.96
One ES/study (lowest) 26 -1.08  [1.29;-087] 67.71  [51.49; 78.51] [1.95;-021] 253
Low RoB only 3 122 [3.25;0.8] 88.54  [68.32; 95.85] [12.63; 10.19] 2.23
Selection model 31 -0.77 [-0.95; -0.6] 59.17  [18.47; 83.25) [-1.32; -0.23] 3.67
Three-Level Model (CHE) 92  -0.84 [-0.99; -0.68]  70.9 - [-1.63; -0.05] 3.35
Trim-and-fill method 31 079  [092;-0.65] 56.43  [34.89; 70.84] [1.34;-0.23] 36
Guided interventions
Combined 2 083 [1-067] 5319 [24; 71.17] [1.36;-0.31]  3.37
Influence analysis 21 -0.78 [-0.9; -0.67] 23.69  [0; 55.2] [-0.9; -0.66] 3.62
Limit meta-analysis 22 -0.56 [-0.98; -0.13] 62.17 - [-1.23; 0.12] 5.34
One ES/study (highest) 20  -0.69 [-0.9; -0.48] 60.81  [36.17; 75.94] [-1.42; 0.05] 4.19
One ES/study (lowest) 20 -1.05  [1.28;-0.82] 6248  [39.2; 76.84] [1.84;-026]  2.61
Low RoB only 3 122 [3.25;0.8] 88.54  [68.32; 95.85] [12.63; 10.19] 2.23
Selection model 22 -0.82 [-1; -0.65] 52.82  [0; 85.63] [-1.32; -0.33] 3.42
Three-Level Model (CHE) 65 088  [106;-0.7] 648 - [158-0.19]  3.15
Trim-and-fill method 25 -0.75 [-0.94; -0.55] 67.42 [50.61; 78.51] [-1.54; 0.04] 3.81
Unguided interventions
Combined 9 -0.66 [-0.96; -0.37] 62.28 [22.21; 81.71] [-1.44; 0.11] 4.37
Influence analysis 8 -0.57 [-0.69; -0.45] 0 [0; 67.58] [-0.76; -0.39] 5.16
Limit meta-analysis 9 -0.87 [-1.5; -0.24] 65.41 - [-1.89; 0.15] 3.21
One ES/study (highest) 9 -0.49 [-0.86; -0.12]  64.26  [26.9; 82.53] [-1.41; 0.42] 6.14
One ES/study (lowest) 9 -0.99 [-1.44; -0.54]  76.5 [65.07; 87.71] [-2.27; 0.29] 2.79
Low RoB only 27 -073  [0.95;-05] 7116  [57.51; 80.43] [-1.7; 0.25] 3.92
Selection model 9 -0.65 [-1.03;-0.27]  61.78  [0; 90.93] [-1.32; 0.02] 4.49
Three-Level Model (CHE) 27 -0.72 [-1.06;-0.37]  79.2 - [-1.78; 0.35] 4
Trim-and-fill method 12 -0.78 [-1.04; -0.52]  63.89  [32.91; 80.56] [-1.53; -0.03] 3.62
Posttraumatic Stress Disorder
Overall
Combined 17 062  [0.36;0.80] 7696  [63.4; 85.5] [0.35; 1.59]  4.69
Influence analysis 17 0.62 [0.36; 0.89] 76.96  [63.4; 85.5] [-0.35; 1.59] 4.69
Limit meta-analysis 17 059 [0.16; 1.02] 58.66 - [-0.45; 1.63] 4.98
One ES/study (highest) 15 057  [027;088  76.89  [62.13; 85.9] [0.47;1.62]  5.14
One ES/study (lowest) 15 051 [0.25; 0.77] 68.56  [46.34; 81.58] [-0.31; 1.34] 5.84
Low RoB only 2 1.14 [-2.27; 4.56] 74.39 [0; 94.22] [ -] 2.39
Selection model 17 058 [0.29; 0.87] 80.39  [57.88; 94.29] [-0.38; 1.54] 5.05
Three-Level Model (CHE) 21 0.57 [0.28; 0.85] 78.1 - [-0.39; 1.53] 5.2
Trim-and-fill method 20 078  [0.49;1.06] 815  [72.37; 87.61] [-0.4; 1.95] 3.65
Guided interventions
Combined 14 0.72 [0.42; 1.02] 75.2 [58.22; 85.28] [-0.27; 1.71] 3.97
Influence analysis 14 0.72 [0.42; 1.02] 75.2 [58.22; 85.28] [-0.27; 1.71] 3.97
Limit meta-analysis 14 07 [0.24; 1.15] 51.6 - [-0.36; 1.76] 4.13
One ES/study (highest) 12 068  [0.32,1.04] 7696 [59.89; 86.77] [0.46; 1.81]  4.24
One ES/study (lowest) 12 06 [0.29; 0.91] 68.26  [42.1; 82.6] [-0.29; 1.5] 4.87
Low RoB only 2 1.14 [-2.27; 4.56] 74.39 [0; 94.22] [ -] 2.39
Selection model 14 07 [0.42; 0.99] 78.28  [51.36; 93.87] [-0.2; 1.6] 4.09
Three-Level Model (CHE) 18 0.67 [0.34; 1.00] 78.7 - [-0.33; 1.66] 4.33
Trim-and-fill method 18 0.98 [0.64; 1.31] 85.15  [77.89; 90.03] [-0.38; 2.33] 2.83
Unguided interventions
Combined 3 019  [034,073 0 [0; 89.6] [1.54;1.93]  17.03
Influence analysis 2 0.08 [-1.00; 1.17] 0 [ -] [ -] 40.59
Limit meta-analysis 3 0.46 [-1.12; 2.04] 0 - [-3; 3.93] 6.58
One ES/study (highest) 3 0.19 [-0.34; 0.73] 0 [0; 89.6] [-1.54; 1.93] 17.03
One ES/study (lowest) 3 0.19 [-0.34; 0.73] 0 [0; 89.6] [-1.54; 1.93] 17.03
Low RoB only 3 0.19 [-0.34; 0.73] 0 [0; 89.6] [-1.54; 1.93] 17.03
Selection model 3 019  [0.08;046] 002  [0;95.58] [0.08; 0.46]  17.48
Three-Level Model (CHE) 3 0.19 [-0.35; 0.74] 0 - [-0.28; 0.67] 17.03
Trim-and-fill method 4 0.26 [-0.13; 0.64] 0 [0; 84.69] [-0.28; 0.79] 12.67

Panic Disorder
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Overall
Combined 18 1.06 [0.79; 1.33] 68.42 [48.57; 80.61] [0.12; 2] 2.6
Influence analysis 18 1.06 [0.79; 1.33] 68.42 [48.57; 80.61] [0.12; 2] 2.6
Limit meta-analysis 18 0.46 [-0.04; 0.96] 96.31 - [-0.59; 1.5] 6.62
One ES/study (highest) 15 110  [0.78;1.43) 7322  [55.25; 83.97] [0.03; 2.18] 2.48
One ES/study (lowest) 15 0.96 [0.67; 1.24] 66.28  [41.91; 80.43] [0.05; 1.87] 2.88
Low RoB only 2 0.65 [-2.74; 4.04] 48.89 [ -] [-: -] 4.49
Selection model 18 1.05 [0.81; 1.3] 66.2 [37.02; 85.62] [0.21; 1.89] 2.61
Three-Level Model (CHE) 18 1.05 [0.78; 1.32] 70.1 - [0.07; 2.03] 2.61
Trim-and-fill method 25 0.75 [0.43; 1.08] 77.48 [67.16; 84.56] [-0.64; 2.15] 3.77

Guided interventions
Combined 16 1.13 [0.83; 1.42] 68.31 [46.77; 81.13] [0.16; 2.09] 2.43
Influence analysis 16 113 [0.83; 1.42] 68.31  [46.77; 81.13] [0.16; 2.09] 2.43
Limit meta-analysis 16 0.54 [-0.02; 1.1] 94.4 - [-0.56; 1.64] 5.54
One ES/study (highest) 14 116  [0.83;1.49) 7159  [51.25; 83.45] [0.11; 2.21] 2.36
One ES/study (lowest) 14 1.04 [0.75; 1.34] 66.26  [40.73; 80.8] [0.13; 1.95] 2.63
Low RoB onlyl 1 0.97 [0.34; 1.61] - [ -] [ -] 2.84
Selection model 16 1.12 [0.86; 1.39] 64.22 [33.24; 85.25] [0.28; 1.97] 2.44
Three-Level Model (CHE) 16 112 [0.83; 1.41] 68.8 - [0.12; 2.13] 2.43
Trim-and-fill method 22 0.82 [0.47; 1.17] 7.7 [66.67; 85.08] [-0.61; 2.25] 3.43

Generalized Anxiety Disorder

Overall
Combined 13 -0.73  [1.06;-0.39] 81.02  [68.55; 88.55] [1.87; 0.42]  3.94
Influence analysis 13 -0.73 [-1.06; -0.39]  81.02  [68.55; 88.55] [-1.87; 0.42] 3.94
Limit meta-analysis 13 -0.75 [-1.70; 0.20] 89.98 - [-2.26; 0.76] 3.8
One ES/study (highest) 12 061  [1.03-020] 8178  [69.32; 89.18] [1.99; 0.76]  4.77
One ES/study (lowest) 12 -0.98 [-1.35;-0.61]  75.63  [57.22; 86.11] [-2.16; 0.2] 2.82
Only low risk of bias studies 5 -0.68 [-1.31; -0.06] 74.81 [37.81; 89.8] [-2.23; 0.86] 421
Selection model 13 -0.96 [-1.3; -0.62] 73.05  [46.44; 89.39] [-1.78; -0.13] 2.89
Three-Level Model (CHE) 41  -0.8 [-1.16; -0.45]  79.6 - [-1.94; 0.34] 3.52
Trim-and-fill method 13 -073  [1.06;-0.39] 81.02  [68.55; 88.55] [1.87; 0.42]  3.94

Guided interventions
Combined 10 -0.71 [-1.12; -0.29] 82.84 [69.81; 90.24] [-1.98; 0.57] 4.07
Influence analysis 10 -0.71 [-1.12; -0.29] 82.84  [69.81; 90.24] [-1.98; 0.57] 4.07
Limit meta-analysis 10 -0.79 [-1.88; 0.29] 87.4 - [-2.51; 0.92] 3.56
One ES/study (highest) 9 057 [112,-0.03] 8434 [71.95; 91.26] [-2.2; 1.06] 5.15
One ES/study (lowest) 9 -1.03 [-1.5; -0.55] 76.84  [55.81; 87.86] [-2.37; 0.32] 2.68
Only low RoB studies 4 -0.77 [-1.62; 0.08] 75.09  [30.95; 91.01] [-3.04; 1.5] 3.68
Selection model 10 094  [136;-0.52] 7539  [46.88; 91.63] [-1.85;-0.04]  2.94
Three-Level Model (CHE) 36 -0.80 [-1.25;-0.35]  81.2 - [-2.03; 0.43] 3.52
Trim-and-fill method 11 -078  [1.18;,-037] 8323 [71.41; 90.16] [-2.08; 0.53]  3.64

Unguided interventions
Combined 3 -0.79 [-2.24; 0.66] 81.37 [42.05; 94.01] [-8.7; 7.12] 3.58
Influence analysis 2 -0.50 [-2.14; 1.13] 0 [ -] [ -] 5.96
Limit meta-analysis 3 -0.36 [-2.95; 2.22] 98.86 - [-6.47; 5.74] 8.59
One ES/study (highest) 3 072 [216,072] 7841  [30.57; 93.29] [8.47;7.03]  3.97
One ES/study (lowest) 3 -0.85 [-2.32; 0.62] 78.39  [30.5; 93.28] [-8.74; 7.04] 331
Only low RoB studies 1 -0.33 [-0.84; 0.19] - [ -] [ -] 9.72
Selection model 3 -0.99 [-1.52; -0.47] 57.86 [0; 95.98] [-1.75; -0.24] 2.78
Three-Level Model (CHE) 5 -0.79 [-2.22; 0.63] 81.8 - [-2.52; 0.94] 3.56
Trim-and-fill method 3 -0.79 [-2.24; 0.66] 81.37 [42.05; 94.01] [-8.7; 7.12] 3.58

Obsessive-Compulsive Disorder

Overall
Combined 9 065 [081;-048] 0 [0; 64.8] [-0.83; -0.47]  4.49
Influence analysis 9 -0.65 [-0.81;-0.48] O [0; 64.8] [-0.83; -0.47] 4.49
Limit meta-analysis 9 -0.63 [-1.15; -0.12] 0 - [-1.24; -0.03] 4.59
One ES/study (highest) 9 -0.58 [-0.71;-0.45] 0O [0; 64.8] [-0.77; -0.4] 5.05
One ES/study (lowest) 9 -0.72 [-0.98; -0.46]  40.49  [0; 72.59] [-1.23;-0.2] 3.99
Selection model 9 -0.65 [-0.82;-0.48] 0 [0; 58.89] [-0.82; -0.48] 4.45
Three-Level Model (CHE) 14 -0.68 [-0.86; -0.49]  33.3 - [-1.11; -0.24] 4.27
Trim-and-fill method 9 -0.65 [-0.81;-0.48] 0 [0; 64.8] [-0.83; -0.47] 4.49

Guided interventions
Combined 5 068 [092-0.44 0 [0; 79.2] [0.99; -0.37]  4.22
Influence analysis 4 -0.78 [-1.08;-0.49] O [0; 84.69] [-1.33; -0.23] 3.61
Limit meta-analysis 5 -0.37 [-0.98; 0.25] 0 - [-1.24; 0.5] 8.47
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One ES/study (highest) 5 -0.59 [-0.72; -0.45] 0 [0; 79.2] [-0.91; -0.26] 5
One ES/study (lowest) 5 -0.85 [-1.34;,-0.36] 57.59  [0; 84.25] [-1.92; 0.23] 3.31
Selection model - - [ -] - - [ -] -
Three-Level Model (CHE) 8 -0.77 [-1.06; -0.48]  52.5 - [-1.45; -0.09] 3.68
Trim-and-fill method 7 -0.63 [-0.83;-0.43] 0 [0; 70.81] [-0.87; -0.4] 4.6
Unguided interventions
Combined 4 059  [1.00;-017] 1071  [0; 86.33] [1.23; 0.05]  5.02
Influence analysis 2 -0.57 [-4.29; 3.07] 3787 [ ] [ -] 5.23
Limit meta-analysis 4 -1.04 [-1.83;-0.24] 3.72 - [-2.35; 0.27] 2.65
One ES/study (highest) 4 057 [098;-017] 243  [0;85.06] [-1.2; 0.05] 5.16
One ES/study (lowest) 4 -0.6 [-1.01; -0.19] 1.84 [0; 84.97] [-1.24; 0.04] 4.9
Selection model 4 -0.74 [-1.03;-0.45] O [0; 64.99] [-1.03; -0.45] 3.84
Three-Level Model (CHE) 6 -0.59 [-1.05;-0.13] 6.9 - [-0.97; -0.2] 5.02
Trim-and-fill method 5 -0.63 [-0.98;-0.28]  15.34  [0; 82.39] [-1.04; -0.22] 4.62
Specific Phobias
Overall
Combined 7 113 [0.64;1.62] 5001 [0; 78.81] [0.12; 2.14] 2.42
Influence analysis 6 1.00 [0.59; 1.41] 2335  [0; 67.29] [0.31; 1.69] 2.76
Limit meta-analysis 7 -0.26 [-1.41; 0.9] 7193 - [-1.93; 1.41] 12.54
One ES/study (highest) 5 128  [056;201] 5415  [0;83.1] [0.25;2.82] 212
One ES/study (lowest) 5 1.14 [0.3; 1.98] 64.9 [7.96; 86.62] [-0.77; 3.05] 2.4
Only low RoB studies 3 0.96 [0.06; 1.87] 1439 [0; 91.1] [-2.44; 4.37] 2.87
Selection model 7 111 [0.76; 1.47] 37 [0; 85.71] [0.47; 1.76] 2.46
Three-Level Model (CHE) 7 1.18 [0.52; 1.85] 56.6 - [0.03; 2.33] 2.31
Trim-and-fill method 9 093  [037;1.49] 6417  [26.69; 82.49] [0.47;2.33] 2.9
Guided interventions
Combined 5 108  [0.3;1.86] 60.46  [0; 85.19] [0.57; 2.73]  2.54
Influence analysis 4 0.87 [0.29; 1.44] 19.23 [0; 87.63] [-0.15; 1.89] 3.22
Limit meta-analysis 5 -0.17 [-1.46; 1.11] 83.27 - [-2.38; 2.04] 19.09
One ES/study (highest) 4 1.23 [0.19; 2.28] 61.2 [0; 87.01] [-1.24; 3.7] 2.21
One ES/study (lowest) 4 1.09 [-0.11; 2.28] 68.81  [9.78; 89.22] [-1.9; 4.07] 2.52
Only low RoB studies 2 0.9 [-3.33; 5.12] 48.5 [ -] [ -] 31
Selection model 5 1.05 [0.59; 1.5] 46.93  [0; 93.77] [0.26; 1.84] 2.62
Three-Level Model (CHE) 5 111 [0.19; 2.04] 64.4 - [-0.4; 2.63] 2.46
Trim-and-fill method 5 1.08 [0.3; 1.86] 60.46  [0; 85.19] [-0.57; 2.73] 2.54
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S6. Effects of purely unguided interventions

k g  95%Cl B 95%PI NNT
Depression (8 studies) 25 0.47 [0.14;0.79] 859 [-0.27;1.20] 6.51
Insomnia (6 studies) 6 074 [0.15;1.34] 87.6 [-0.83;231] 3.83
PTSD (3 studies) 3 0.19 [-0.350.74] 0.0 [-0.28;0.67] 17.03

Note. For GAD, panic disorder, OCD, specific phobias and SAD, not enough studies (k=3) were available
for pooling. We coded interventions as “purely” unguided if no mechanism for (human or automatized)
encouragement was reported (e.g., motivational messages, e-mail reminders, prescheduled telephone calls,
visits to monitor adherence)
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S7. Dropout rates per arm and disorder.
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All Interventions

Guided Interventions

Unguided Interventions

neff Prop. 95%-ClI 95%-PI P T nef Prop.  95%-Cl 95%-PlI P T nef Prop.  95%-Cl 95%-PI T
Depression (k=49)
IG 49 17% [13%; 21.9%] [2.9%; 58.2%] 89.7 0.931 35 17.4%  [13%; 23%] [3.6%; 54.6%] 86.6 0.756 14 16.1%  [8.9%; 27.3%)] [1.7%; 67.3%] 932 1.351
cG 49 14.9%  [10.5%; 20.7%]  [1.4%:; 67.8%] 9026 157 35 142%  [9.4%; 21%] [1.4%; 66.2%] 919 1.526 14 167%  [8.6%; 29.8%] [1.4%; 73.4%]  93.4 1.643
Insomnia (k=37)
IG 37 165%  [11.2%; 235%]  [1.7%:; 69.5%] 972 1.507 13 11.9%  [5.5%; 23.6%)] [1%:; 64.5%)] 873 1578 24 19%  [12.4%; 28%] [2.2%; 70.8%]  97.7 1.354
CG 37 10.6% [6.8%; 16.2%)] [0.9%; 61.1%] 96.3 1.675 13 93% [3.1%; 24.8%] [0.3%; 80.3%] 91.7 3.172 24 115%  [7.4%; 17.3%] [1.6%; 51.1%)] 95.7 1.078
Social Anxiety Disorder (k=26)
IG 26 11.6%  [7.4%; 17.8%] [1.4%; 54.5%)] 85.1 1.208 20 10.5%  [6.3%; 16.9%] [1.4%; 48.6%)] 821 1.06 6 16.1%  [6.3%; 35.6%] [1.4%; 71.7%)] 88.2 1.443
CG 26 8.8% [6.5%; 13.9%] [1%; 47.2%] 79.1  1.219 20 75% [4.1%; 13.2%)] [0.7%; 47%] 80 1.39 6 13.4%  [6.6%; 25.3%)] [2.6%; 47.5%] 69.7  0.649
Posttraumatic Stress Disorder (k=15)
IG 15 10.3%  [11.2%; 31.2%]  [2.2%; 71.9%)] 901 1.357 12 203% [10.3%; 36.1%) [1.7%; 79%] 021 1.724 3 172% [11.6%; 24.7%]  [11.6%; 24.7%] 0 0
CG 15 122%  [8%; 18.3%] [2.9%; 39.6%] 719  0.568 12 11.9% [6.8%; 20.1%] [2%; 47.6%)] 78.8 0.842 3 12.5%  [7.8%; 19.4%] [7.8%; 19.4%)] 0 0
Panic Disorder (k=15)
IG 15 0% [0%; 82.1%] [0%; 100%)] 98.7 77.653 14 0% [0%; 87.3%] [0%; 100%)] 98.6 71.674 - - - - - -
CG 15 0% [0%; 82.7%] [0%; 98.5%] 926 15.789 14 0% [0%; 48.2%)] [0%; 93.5%] 91.4 13.202 - - - - - -
Generalized Anxiety Disorder (k=12)
IG 13 17.5%  [8.7%; 32.1%] [1.6%; 73.8%)] 88.1 1.575 10 13.3% [9.4%; 18.4%] [6.4%; 25.5%] 376 0.13 3 53% [5.5%; 95.6%] [0.7%; 99.4%] 95.1 433
CG 13 9.7% [3.5%; 24%] [0.4%; 76.5%] 88.6 2728 10 92% [5.9%; 14.2%] [3.7%; 21.2%] 351 0.185 3 6.2% [0%; 99.8%] [0%; 100%)] 96 27.135
Obsessive-Compulsive Disorder (k=9)
IG 9 13.9%  [5.9%; 29.3%)] [1.2%; 68.8%] 89 1.546 5 12% [3.6%; 33.6%] [0.8%; 70.4%] 842 1.676 4 16.8%  [5.2%; 42.7%] [1.5%; 72.7%)] 86.6 1.289
CG 9 6.7% [2.1%; 19.4%] [0.3%; 61.3%] 88.3 2.109 5 1.6% [0%; 41.9%] [0%; 94.4%)] 95 8.826 4 11.7%  [7.6%; 17.7%] [7.6%; 17.7%)] 0 0
Specific Phobia (k=5)
IG 5 0.6% [0%; 69.2%] [0%; 95.6%] 87 8.257 - - - - - - 2 7.8% [0.4%; 67%] [0.1%; 86.3%] 65.8  2.205

Note. IG = interventions groups; CG = control groups.
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S8. Differential dropout rates per disorder.
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k RR 95%-Cl 95%-PI P 72
Depression All 49 1.14 [0.94; 1.37] [0.48; 2.72] 644 0.189
Unguided 14 1.10 [0.76;159]  [0.38;3.20] 721 0.263
Guided 35 115 [0.93;1.42]  [0.52;253] 57.1 0.151
Insomnia All 37 145 |[1.21;1.75] [0.72; 2.93] 733 0.119
Unguided 24 160 [1.30;1.96] [0.79;3.21] 77.6 0.116
Guided 13 097 [078;121] [0.78;1.21] 0 O
Social Anxiety All 26 1.24 [0.93; 1.66] [0.61; 2.55] 26.3 0.112
Disorder Unguided 6  1.20 [0.58; 2.48] [0.28; 5.23] 55.9 0.426
Guided 20 120 [0.87;1.65]  [0.64;2.26] 183 0.077
Posttraumatic All 15 1.78 [1.42;2.23] [1.42;2.23] 0 0
Stress Disorder Unguided 3  1.40 [0.77; 2.56] [0.77;256] O 0
Guided 12 185 [1.45237] [145237] 0 0
Panic Disorder All 15 206 [1.13;3.75] [1.13;3.75] 0 0
Guided 14 210 [L15;3.86] [L15386 0 0
Generalized All 13 1.13 [0.89; 1.43] [0.81;1.59] 6.1 0.016
Anxiety Disorder Unguided 3  1.89 [0.27; 13.14] [0.09; 37.74] 55.6 1.356
Guided 10 138 [0.91;211] [0.91;211] 0 0
Obsessive- All 9 1.68 [1.22;2.33] [1.13;2.51] 49 0.014
Compulsive Unguided 4 216 [1.31; 3.56] [1.31;356] © 0
Disorder Guided 5 1.44 [1.00; 2.07] [1.00; 2.07] © 0
Specific Phobia Al 5 266 [0.46;1527] [0.46;1527] 0 0
Guided 3 098 [0.06;15.03 [0.06;1503] 0 0

Note. Values of RR>1 indicate higher dropout in the intervention groups.
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S9. Results of moderator analyses across disorders (variable-by-variable).
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B S.E. t p
World Region
Europe Ref.
East Asia 0.135 0.143 0.945 0.345
Australia 0.225 0.104 2.168 0.031
Middle East 0.387 0.239 1.618 0.107
North America 0.017 0.096 0.177 0.860
Intervention Format
Cogpnitive Behavior Therapy Ref.
Behavioral Activation -0.019 0.224 -0.087 0.931
Psychodynamic Therapy -0.040 0.135 -0.299 0.765
Exposure Therapies -0.192 0.200 -0.956 0.340
Other Therapies -0.576 0.205 -2.816 0.005
Problem-Solving Therapy -0.065 0.332 -0.196 0.845
Third-Wave Therapies -0.141 0.156 -0.903 0.367
Comparator
Care As Usual Ref.
Other Controls 0.018 0.142 0.129 0.898
Psychoeducation 0.131 0.209 0.625 0.533
Placebo 0.146 0.253 0.579 0.563
Wiaitlist Controls 0.102 0.113 0.897 0.371
Risk of Bias
“High" or “Some Concerns” Ref.
“Low" 0.103 0.107 0.960 0.338
Publication Year: 0.001 0.046 0.023 0.982
Females (% in sample)? 0.057 0.033 1.723 0.086
Age (sample mean)? -0.038 0.037 -1.045 0.297
Recruitment
Clinical Ref.
Community 0.280 0.133 2.099 0.037
Other 0.029 0.188 0.154 0.878
Guidance
Guided interventions Ref.
Unguided interventions -0.034 0.062 -0.559 0.577
Intervention Modality
Internet/Computer-based® Ref.
Mobile/Smartphone-based -0.190 0.106 -1.797 0.073
Other Modalities -0.568 0.293 -1.937 0.053
Virtual Reality-based -0.373 0.175 -2.128 0.034

Note. Results based separate meta-regression models for each moderator

(all models stratified by disorder). Ref. = reference category. 2Centered and
scaled: PIncludes Internet- and mobile-based interventions (IMls).
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S10. Results of GRADE assessment.

Certainty Assessment Ne of patients Effect
. . Certainty
Outcome Ne Study design  Risk of Bias Inconsis Indirectness  Imprecision (.)ther. Intervention Inactive Absolute (95% CI)
studies tency Considerations Control
Depression 49 randomised serious? seriousb not serious® not serious publication bias 3461 2865 SMD 0.62 SD lower
,b,c.d
trials strongly suspectedd (0.49 lower to 0.74 lower) ®OOO Very lowa>«
Insomnia 37 randomised serious® seriousb not serious® not serious none 5032 4226 SMD 0.94 SD lower OO Lowbee
trials (0.82 lower to 1.07 lower) ®® ow
SAD 26 randomised serious® not serious’  not serious¢ not serious none 1212 886 SMD 0.84 SD lower O Mod .
trials (0.68 lower to 0.99 lower) o090 oderate®
PTSD 15 randomised serious® seriousb not serious® serious’ none 913 772 SMD 0.57 SD lower
b,c.ef
trials (0.28 lower to 0.85 lower) OO0 Very lowb<s
Panic 15 randomised serious® seriousb not serious® not serious publication bias 491 426 SMD 1.05 SD lower OO0 Very lowbede
trials strongly suspectedd (0.78 lower to 1.32 lower) ® ery fow==m
GAD 12 randomised serious® seriouss not serious® not serious none 508 425 SMD 0.8 SD lower OO Lowees
trials (0.45 lower to 1.16 lower) ®® ow=®
OoCDh 9 randomised very serioush not serious’  not serious® not serious none 368 371 SMD 0.68 SD lower OO Loweih
trials (0.49 lower to 0.86 lower) °® ow
Spec. Phobia 5 randomised serious® not serious’  not serious¢ not serious none 94 94 SMD 1.18 SD lower O Mod el
trials (0.52 lower to 1.85 lower) o080 oderatec®

Explanations

aThe results from trials with low and high RoB are concordant. However, the number of studies at high RoB is very high. Due to the study design, blinding of participants is not possible and in most studies
self-reported outcomes are assessed. There are some studies raising significant concerns about sequence generations, allocation concealment and appropriate ITT analyses; bThere is substantial heterogeneity
indicated by high I2 values and wide prediction intervals, which cannot be explained in sensitivity analyses; <The intervention is delivered different in different settings, i.e. there are some countries that have
prescription digital therapeutics that might differ from other digital interventions in terms of availability and implementation. Additionally, across all disorders, effects differ by world region, intervention format,
type of recruitment, and intervention modality. However, we did not deem these differences substantial enough to downgrade the certainty of evidence; dSensitivity analyses suggest the presence of publication
bias. Additionally, grey literature was not searched; ¢The results from trials with low and high RoB are discordant due to high imprecision in sensitivity analyses. The proportion of information from studies at
high risk of bias is sufficient to affect the interpretation of results. Outcome assessors are not blinded in many trials (self-report); fThe confidence interval does not exclude the possibility of no important effect,
as it crosses the threshold for minimal clinically important benefit; eThere is substantial heterogeneity, which can only partly be explained in sensitivity analyses; hThere is no comparison with low risk of bias,
which substantially lowers the confidence in the effect estimates; There is low to moderate heterogeneity, which can largely be explained in sensitivity analyses. Cl: confidence interval; SMD: standardized mean
difference. Author(s): MH, PK. Question: Digital psychological interventions compared to inactive control conditions for treating mental disorders (depression, insomnia, social anxiety disorder, PTSD, panic,
GAD, OCD, specific phobias). Setting: Participants with diagnosed mental disorders, confirmed by clinical interviews.
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S11. Number of digital intervention trials per country.
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Number Per

Country of trials  Capita
Sweden 26  2.583
Australia 28 1.138
Netherlands 16  0.934
Switzerland 7 0.827
Finland 3 0.544
Norway 2 0.379
Denmark 1 0173
Germany 14 0.169
Canada 6 0.163
Spain 7 0.150
United Kingdom 8 0.121
Jordan 1 0.103
Romania 2 0.102
United States 29  0.089
Iraq 2 0.052
Korea (Republic of) 2 0.039
Malaysia 1 0.032
Saudi Arabia 1 0.030
Iran (Islamic Republic) 2 0.025
Japan 3  0.024
Egypt 1 0.010
China 6 0.004
Indonesia 1 0.004

Note. “Per capita” gives the number of digital intervention trials per one million

inhabitants. These numbers were derived using world population estimates for 2017

(World Bank; “sp.pop.totl” database).
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