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1. PRISMA-P 2015 checklist table
	Section and topic
	Item No
	Checklist item
	In the protocol

	ADMINISTRATIVE INFORMATION
	

	Title:
	
	
	

	 Identification
	1a
	Identify the report as a protocol of a systematic review
	Dose-response meta-Analysis of refractory Depression treatment with Aripiprazole augmentation (DADA study): Protocol for a systematic review and dose-response meta-analysis

	 Update
	1b
	If the protocol is for an update of a previous systematic review, identify as such
	Not applicable


	Registration
	2
	If registered, provide the name of the registry (such as PROSPERO) and registration number
	PROSPERO, CRD42021234782.

	Authors:
	
	
	

	 Contact
	3a
	Provide name, institutional affiliation, e-mail address of all protocol authors; provide physical mailing address of corresponding author
	Dr. Yuki Furukawa, MD. furukaway-psy@h.u-tokyo.ac.jp
	Department of Neuropsychiatry, University of Tokyo Hospital, Tokyo, Japan
Dr. Edoardo G Ostinelli, MD. edoardo.ostinelli@psych.ox.ac.uk
Oxford Health NHS Foundation Trust, Warneford Hospital, Oxford, UK; Department of Psychiatry, University of Oxford, Oxford, UK
Ms. Tasnim Hamza, MSc, PhD student. tasnim.hamza@ispm.unibe.ch
	Institute of Social and Preventive Medicine, University of Bern, Bern, Switzerland
Prof. Georgia　Salanti, Prof., PhD. georgia.salanti@ispm.unibe.ch
	Institute of Social and Preventive Medicine, University of Bern, Bern, Switzerland
Prof. Andrea Cipriani, Prof., MD, PhD. andrea.cipriani@psych.ox.ac.uk
	Department of Psychiatry, University of Oxford, Oxford, UK
Prof. Toshi A Furukawa, Prof., MD, PhD. furukawa@kuhp.kyoto-u.ac.jp
	Promotion and Human Behavior, Kyoto University Graduate School of Medicine and School of Public Health, Kyoto, Japan

	 Contributions
	3b
	Describe contributions of protocol authors and identify the guarantor of the review
	Conceiving the protocol: YF
Designing the protocol: YF
Coordinating the protocol: YF, EGO, TAF
Designing search strategies: YF, EGO, TAF
Writing the protocol: YF, EGO, HT, SG
Providing general advice on the protocol: TAF, SG, AC
Providing advice on statistical analysis: HT, SG

	Amendments
	4
	If the protocol represents an amendment of a previously completed or published protocol, identify as such and list changes; otherwise, state plan for documenting important protocol amendments
	Not applicable

	Support:
	
	
	

	 Sources
	5a
	Indicate sources of financial or other support for the review
	No funding

	 Sponsor
	5b
	Provide name for the review funder and/or sponsor
	No funding

	 Role of sponsor or funder
	5c
	Describe roles of funder(s), sponsor(s), and/or institution(s), if any, in developing the protocol
	Not applicable

	INTRODUCTION
	

	Rationale
	6
	Describe the rationale for the review in the context of what is already known
	A systematic review of treatment guidelines for MDD published in English language found that all the ten identified guidelines recommend atypical antipsychotics augmentation, but with caution due to the potential side effects. Of note, the dose range of aripiprazole recommended in the guidelines was wide: from 2 to 15 mg. This may result in some patients receiving a dose lower than it needs to be to be effective, and some patients receiving a higher dose that only increases the risk of adverse events without additional benefits. Finding optimal target dose will enable clinicians to use aripiprazole augmentation efficiently. We aim to summarize the currently available evidence with the use of dose-response meta-analysis to inform this clinical question.

	Objectives
	7
	Provide an explicit statement of the question(s) the review will address with reference to participants, interventions, comparators, and outcomes (PICO)
	To investigate the dose-response relationship of aripiprazole as an augmentation agent for treating major depression with inadequate response to antidepressant therapy.

	METHODS
	

	Eligibility criteria
	8
	Specify the study characteristics (such as PICO, study design, setting, time frame) and report characteristics (such as years considered, language, publication status) to be used as criteria for eligibility for the review
	Criteria for considering studies for this review
Types of studies
All randomized controlled studies reported as assessor-blinded. Quasi-randomized trials (such as those allocating by using alternate days of the week) will be excluded. Cross-over and cluster randomized trials will be included. We will not include studies where sequence generation was at high risk of bias, or where the allocation was clearly not concealed.
Types of participants
Patients aged 18 years or older of both sexes, with a primary diagnosis of major depressive disorder according to standard operationalized diagnostic criteria (Feighner Criteria, Research Diagnostic Criteria, DSM-III, DSM-III-R, DSM-IV, DSM-5, ICD-10) with inadequate response to at least one trial of antidepressant therapy. Treatment-resistance will be evaluated by Thase and Rush Staging Model.(18) Trials with patients managed with drugs, with or without psychotherapy, and without electro-convulsive therapy (stage 0-4) will be included. Trials examining aripiprazole augmentation as the initial treatment option will be excluded. In order to make the analysis relevant to current practice, where fewer and fewer tricyclic antidepressants are prescribed and new-generation antidepressants are used more often, (19) trials with 80% or more patients initially treated with new-generation drugs will be included. Trials with 20% or more patients initially treated with tricyclic antidepressants will be excluded. Trials for depressive patients with a serious concomitant physical illness will be excluded. Trials of women with postpartum depression will also be excluded.
Types of interventions
We will compare aripiprazole augmentation to continuation of the antidepressant already used with or without placebo augmentation. Aripiprazole monotherapy will be excluded. Both fixed and flexible-dose designs will be allowed. We will only use the fixed-dose arms for primary analyses and include flexible-dose arms for sensitivity analyses.

	Information sources
	9
	Describe all intended information sources (such as electronic databases, contact with study authors, trial registers or other grey literature sources) with planned dates of coverage
	CENTRAL and PubMed. ClinicalTrials.gov and the WHO's trials portal (ICTRP). The Food and Drug Administration (USA), the European Medicines Agency (EU), the Medicines and Healthcare products Regulatory Agency (UK), the Therapeutic Goods Administration (Australia) and the Pharmaceuticals and Medical Devices Agency (Japan). Otsuka Pharmaceutical Co., Ltd. Reference lists.

	Search strategy
	10
	Present draft of search strategy to be used for at least one electronic database, including planned limits, such that it could be repeated
	We will use broad search terms for depression (depress* or dysthymi* or adjustment disorder* or mood disorder* or affective disorder or affective symptoms) in conjunction with generic and commercial names (Aripiprazole or Abilify).

	Study records:
	
	
	

	 Data management
	11a
	Describe the mechanism(s) that will be used to manage records and data throughout the review
	Two review authors will independently screen titles and abstracts

	 Selection process
	11b
	State the process that will be used for selecting studies (such as two independent reviewers) through each phase of the review (that is, screening, eligibility and inclusion in meta-analysis)
	Two review authors will independently screen titles and abstracts

	 Data collection process
	11c
	Describe planned method of extracting data from reports (such as piloting forms, done independently, in duplicate), any processes for obtaining and confirming data from investigators
	We will use a standardized data collection form for study characteristics and outcome data which will have been piloted on at least one study in the review. Two review authors will extract independently data from the included studies.
Any disagreement will be resolved through discussion, or discussed with a third person if necessary.

	Data items
	12
	List and define all variables for which data will be sought (such as PICO items, funding sources), any pre-planned data assumptions and simplifications
	Patients (number of participants randomized to each arm, scale used, baseline severity mean & standardized deviation (SD))
Interventions (minimum dose, maximum dose, fixed or flexible, actual mean dose delivered)
Outcomes (number of responders, drop outs for side effects, drop outs for any reason, timing in weeks, scale used, endpoint severity mean & SD & n (number assessed)).

	Outcomes and prioritization
	13
	List and define all outcomes for which data will be sought, including prioritization of main and additional outcomes, with rationale
	The primary outcomes of interest in this study are the following beneficial as well as harmful outcomes at the time point as close to 8 weeks (range 4-12 weeks) as possible in each included study. If equidistant, we will use the longer timeframe. 
1 Response, defined as 50% or greater reduction on a validated scale for depression
2 Dropouts for adverse effects, interpreted as an overall index of treatment tolerability
3 Dropouts for any reasons, interpreted as an overall index of treatment acceptability
We will abide by the intention-to-treat principle by taking the number of randomized patients as the denominator for all outcomes. Those who had been randomized but not accounted for in the original study will be assumed to have dropped out for some reason other than adverse effects and without responding.

For treatment response, we prioritized the Hamilton Depression Rating Scale (any type of HDRS will be accepted), then Montgomery-Åsberg Depression Rating Scale, and if neither was used, any other validated scale. When this outcome was not reported, we will calculate response using a validated imputation method.

	Risk of bias in individual studies
	14
	Describe anticipated methods for assessing risk of bias of individual studies, including whether this will be done at the outcome or study level, or both; state how this information will be used in data synthesis
	We will use Cochrane Risk of Bias 2.0 tool (RoB2)

	Data synthesis
	15a
	Describe criteria under which study data will be quantitatively synthesised
	We will synthesize the data using dose-response meta-analysis with the dosresmeta package in R

	
	15b
	If data are appropriate for quantitative synthesis, describe planned summary measures, methods of handling data and methods of combining data from studies, including any planned exploration of consistency (such as I2, Kendall’s τ)
	We will investigate the heterogeneity between studies by the variance partition coefficient (VPC) using dosresmeta R package

	
	15c
	Describe any proposed additional analyses (such as sensitivity or subgroup analyses, meta-regression)
	Sensitivity analyses 
In order to ascertain the robustness of the primary analyses, we will conduct the following sensitivity analyses.
1 To test the influence of trials included
1.1 Excluding trials with overall high risk of bias
1.2 Including trials with flexible-dose arms
2 To test the stability of the shape of the spline curves
2.1 Using different numbers and locations of knots

	
	15d
	If quantitative synthesis is not appropriate, describe the type of summary planned
	Not applicable

	Meta-bias(es)
	16
	Specify any planned assessment of meta-bias(es) (such as publication bias across studies, selective reporting within studies)
	To evaluate the possibility of small study effects and their association with reporting bias, we plan to draw contour-enhanced funnel plots for comparisons with at least 10 studies using the meta package in R.

	Confidence in cumulative evidence
	17
	Describe how the strength of the body of evidence will be assessed (such as GRADE)
	Not applicable




2. Search strings used for Cochrane CENTRAL and PubMed.
(depress* or dysthymi* or adjustment disorder* or mood disorder* or affective disorder or affective symptoms) and (aripiprazole or Abilify)


3. List of all included papers
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· Berman RM, Fava M, Thase ME, Trivedi MH, Swanink R, McQuade RD, et al. Aripiprazole Augmentation in Major Depressive Disorder: A Double-Blind, Placebo-Controlled Study in Patients with Inadequate Response to Antidepressants. Cns Spectrums. 2009;14(4):197–206.
· Fava M, Mischoulon D, Iosifescu D, Witte J, Pencina M, Flynn M, et al. A Double-Blind, Placebo-Controlled Study of Aripiprazole Adjunctive to Antidepressant Therapy among Depressed Outpatients with Inadequate Response to Prior Antidepressant Therapy (ADAPT-A Study). Psychother Psychosom. 2012;81(2):87–97.
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· Kamijima K, Kimura M, Kuwahara K, Kitayama Y, Tadori Y. Randomized, double‐blind comparison of aripiprazole/sertraline combination and placebo/sertraline combination in patients with major depressive disorder. Psychiat Clin Neuros. 2018;72(8):591–601.
· NCT01111552. Study to Evaluate the Efficacy, Safety and Tolerability of an Oral Aripiprazole/Escitalopram Combination Therapy in Patients With Major Depressive Disorder (MDD) (ACES 256). (April 27, 2010 – August 31, 2012); Available from: https://clinicaltrials.gov/ct2/show/NCT01111552
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4. Additional sensitivity analyses 
eFigure4. Sensitivity analyses
Dose actually delivered.
[image: ][image: ][image: ]
Knots at 2, 4, 8mg
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Knots at 2.5, 5, 10mg
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Knots at 3, 6, 9mg
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5. Publication bias: a funnel plot and additional analyses undertaken where necessary

eFigure2. Variance partition coefficient for efficacy
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eFigure3. Contour-enhanced funnel plot 
[image: ]


6. Quality assessment
eFigure1. The revised Cochrane risk of bias tool summary
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eFigure5. GRADE evidence profile table
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	Risk of bias: Most information is from results with some concerns. (some concerns)

	Inconsistency: Variance partition coefficient was consistently low (<0.1). Width of confidence intervals is evaluated in the imprecision domain. (not serious)

	Indirectness: There was no indirectness. (not serious)

	Imprecision: Efficacy curve had narrow 95% confidence interval curves in doses 10mg and more, but they were relatively wide in the low-dose range. (some concerns) Tolerability and acceptability curves had wide 95% confidence interval curves in terms of odds ratio. (serious)

	Publication bias: Visual evaluation of contour-enhanced funnel plot was not suggestive of publication bias. All prospectively registered trials were included. (not serious)

	Other consideration: Most of the included studies were homogeneous by design and had similar baseline characteristics. Sensitivity analyses confirmed the primary analysis. (not serious)




7. Others
eTable1. List of excluded studies

	Name
	Title
	Comment

	CaravaggioF2014
	Occupancy of dopamine D3 receptors by aripiprazole in treatment resistant late-life depressed patients depends on length of treatment as evidenced by in vivo imaging with -(+)-PHNO
	ari/pla seems not be adjunctive to AD

	CaseyDE2012a
	Adjunctive aripiprazole more than doubles the rate of early and sustained response across multiple measures in patients with MDD who have an inadequate response to antidepressant monotherapy
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	CaseyDE2012b
	Efficacy of adjunctive aripiprazole in major depressive disorder: a pooled response  quartile analysis and the predictive value of week 2 early response.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	CaseyDE2014
	Response and remission rates with adjunctive aripiprazole in patients with major  depressive disorder who exhibit minimal or no improvement on antidepressant monotherapy.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	CipirianiA2008
	Adding aripiprazole improves major depressive disorder following incomplete response  to antidepressants alone.
	related to BermanRM2007

	CleareA2008
	Adjunctive aripiprazole improves symptoms in antidepressant refractory major  depressive disorder.
	related to MarcusRN2008_CN138163

	CristanchoP2019
	Optimizing Outcomes of Treatment-Resistant Depression in Older Adults (OPTIMUM):  Study Design and Treatment Characteristics of the First 396 Participants Randomized.
	comparator not eligible

	DunnerDL2012
	Beneficial effects of adjunctive aripiprazole in major depressive disorder are not  dependent on antidepressant therapy history: a post hoc analysis of 3 randomized, double-blind, placebo-controlled trials.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	EUCTR2006-004605-26
	Proposal to investigate the efficacy and tolerability of Aripiprazole as an add-on therapy in patients not responding to an adequate dose of an antidepressant therapy
	Ended prematurely. Confirmed that no participants were enrolled.

	EUCTR2010-018860-17
	A Multicenter, 52-week, Open-label Study to Assess the Safety and Tolerability of an Oral Aripiprazole/Escitalopram Combination Therapy in Patients with Major Depressive Disorder - ACES 257
	not randomised

	FabianTJ2012
	Improvement in functional outcomes with adjunctive aripiprazole versus placebo in  major depressive disorder: a pooled post hoc analysis of 3 short-term studies.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	FabrazzoM2012
	Aripiprazole augmentation strategy in clomipramine-resistant depressive patients: an  open preliminary study.
	assessors not blind

	FavaM2009
	Metabolic assessment of aripiprazole as adjunctive therapy in major depressive  disorder: a pooled analysis of 2 studies.
	pooled analysis of two trials: NCT00095823 (Berman 2007) and NCT00095758 (Marcus 2008)

	FavaM2011
	Effects of adjunctive aripiprazole on sexual functioning in patients with major  depressive disorder and an inadequate response to standard antidepressant monotherapy: a post hoc analysis of 3 randomized, double-blind, placebo-controlled studies.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	GebaraMA2018
	Specific depressive symptoms predict remission to aripiprazole augmentation in  late-life treatment resistant depression.
	related to Lenze2015_IRLGREY_NCT00892047

	GraberMA2008
	Aripiprazole as adjunctive therapy in patients with major depressive disorder
	related to BermanRM2007

	HateganA2016
	ACP Journal Club. In older adults with treatment-resistant depression, adding  aripiprazole to venlafaxine increased remission at 12 wk.
	related to Lenze2015_IRLGREY_NCT00892047

	HorikoshiSH2017
	Low and high dose aripiprazole augmentation in major depressive disorder: a randomised, open-label study
	related to HorikoshiSH2019

	HorikoshiSH2019
	Low- and high-dose aripiprazole augmentation and plasma levels of homovanillic acid  in major depressive disorder: A randomized, open-label study.
	assessors not blind

	HsuJH2016
	Impact of Prior Treatment on Remission of Late-Life Depression with Venlafaxine and  Subsequent Aripiprazole or Placebo Augmentation.
	related to Lenze2015_IRLGREY_NCT00892047

	HsuJH2018
	Clinical Predictors of Extrapyramidal Symptoms Associated With Aripiprazole  Augmentation for the Treatment of Late-Life Depression in a Randomized Controlled Trial.
	related to Lenze2015_IRLGREY_NCT00892047

	IRCT201202122935N7
	Aripiprazole in mixed depression
	wrong publication type

	JoelI2014
	Dynamic prediction of treatment response in late-life depression.
	related to Lenze2015_IRLGREY_NCT00892047

	KaneriyaSH2016.pdf
	Predictors and Moderators of Remission With Aripiprazole Augmentation in  Treatment-Resistant Late-Life Depression: An Analysis of the IRL-GRey Randomized Clinical Trial.
	related to Lenze2015_IRLGREY_NCT00892047

	KCT00046072020
	Aripiprazole augmentation for somatic symptoms of depression
	depression not refractory

	LeelahanajT2010
	The cost-effectiveness of aripiprazole as adjunctive therapy in major depressive  disorder: Thai economic model.
	related to ThaseME2008

	LenzeEJ2015.pdf
	LenzeEJ2015.pdf
	duplicate of Lenze2015_IRLGREY_NCT00892047.pdf

	LinCH2011
	The cost-effectiveness of aripiprazole as adjunctive therapy in major depressive  disorder: Thai economic model.
	depression not refractory

	LoseJY2009
	Safety and tolerability of adjunctive aripiprazole in major depressive disorder: pooled data from 3 short-term studies
	pooled analysis of two trials: NCT00095823 (Berman 2007) and NCT00095758 (Marcus 2008)

	MischoulonD2012
	Efficacy of dose increase among nonresponders to low-dose aripiprazole augmentation  in patients with inadequate response to antidepressant treatment: a randomized, double-blind, placebo-controlled, efficacy trial.
	already treated with aripiprazole low dosage

	MohamedS2017
	Effect of Antidepressant Switching vs Augmentation on Remission Among Patients With  Major Depressive Disorder Unresponsive to Antidepressant Treatment: The VAST-D Randomized Clinical Trial.
	comparator not eligible

	MohamedS2020
	Impact of Concurrent Posttraumatic Stress Disorder on Outcomes of Antipsychotic  Augmentation for Major Depressive Disorder With a Prior Failed Treatment: VAST-D Randomized Clinical Trial.
	related to MohamedS2017

	MuzinaDJ2011
	Adjunctive aripiprazole for depression: predictive value of early assessment.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	NCT00926835
	Effect of Antidepressants on the Treatment for Korean Major Depressive Disorder Patients
	comparator not eligible

	NCT01696617
	Aripiprazole (Abilify) as an Adjunctive Treatment for Inadequate Response in Major Depressive Disorder
	comparator not eligible

	NCT01942187
	A Comparison of Medication Augmentation and PST in the Treatment of Depression in Older Adults
	comparator not eligible

	NCT02960763
	Optimizing Outcomes of Treatment-Resistant Depression in Older Adults
	comparator not eligible

	NCT02977299
	Comparative Effectiveness Research Trial for Antidepressant Incomplete and Non-responders With TRD
	comparator not eligible

	NCT04234776
	Intramuscular Ketamine Versus Aripiprazole and Escitalopram in the Treatment of Resistant Depression
	depression not refractory

	NelsonJC2009
	Safety and Tolerability of Adjunctive Aripiprazole in Major Depressive Disorder: A  Pooled Post Hoc Analysis (studies CN138-139 and CN138-163).
	pooled analysis of two trials: NCT00095823 (Berman 2007) and NCT00095758 (Marcus 2008)

	NelsonJC2010a
	Adjunctive aripiprazole in major depressive disorder (MDD): efficacy and predictors of remission
	pooled analysis of two trials: NCT00095823 (Berman 2007) and NCT00095758 (Marcus 2008)

	NelsonJC2010b
	Effects of aripiprazole adjunctive to standard antidepressant treatment on the core  symptoms of depression: a post-hoc, pooled analysis of two large, placebo-controlled studies.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	NelsonJC2012
	Efficacy of adjunctive aripiprazole in patients with major depressive disorder who  showed minimal response to initial antidepressant therapy.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	NelsonJC2014
	Efficacy of adjunctive aripiprazole in patients with major depressive disorder whose  symptoms worsened with antidepressant monotherapy.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	OughliH2019
	Getting to precision psychopharmacology: Combining clinical and genetic information  to predict fat gain from aripiprazole.
	related to Lenze2015_IRLGREY_NCT00892047

	OzakiN2015
	Efficacy of aripiprazole augmentation in Japanese patients with major depressive  disorder: a subgroup analysis and Montgomery-ﾃsberg Depression Rating Scale and Hamilton Rating Scale for Depression item analyses of the Aripiprazole Depression Multicenter
	related to KamijimaK2013

	PaeCU2011
	Aripiprazole as Adjunctive Therapy for Patients with Major Depressive Disorder Overview and Implications of Clinical Trial Data
	wrong publication type

	PatkarAA2006
	An open-label, rater-blinded, augmentation study of aripiprazole in  treatment-resistant depression.
	not randomised

	RahmanT2021
	Prolactin and Estrogen Levels in Postmenopausal Women Receiving Aripiprazole  Augmentation Treatment for Depression.
	related to Lenze2015_IRLGREY_NCT00892047

	ReimherrFW2010
	A pooled MADRS/IDS cross-correlation analysis: clinician and patient self-report  assessment of improvement in core depressive symptoms with adjunctive aripiprazole.
	pooled analysis of two trials: NCT00095823 (Berman 2007) and NCT00095758 (Marcus 2008)

	RutherfordB2007
	An open trial of aripiprazole augmentation for SSRI non-remitters with late-life  depression.
	not randomised

	SchuelleC2007
	Mirtazapine monotherapy versus combination therapy with mirtazapine and aripiprazole  in depressed patients without psychotic features: a 4-week open-label parallel-group study.
	assessors not blind

	SharmaV2015
	Aripiprazole augmentation of antidepressants for postpartum depression: a  preliminary report.
	post-partum depression

	SheffrinM2009
	Pilot study of augmentation with aripiprazole for incomplete response in late-life  depression: getting to remission.
	not randomised

	SmagulaSF2016
	Combining moderators to identify clinical profiles of patients who will, and will  not, benefit from aripiprazole augmentation for treatment resistant late-life major depressive disorder.
	related to Lenze2015_IRLGREY_NCT00892047

	SokolskiKN2008
	Remission of chronic severe selective serotonin-reuptake inhibitor/selective  norepinephrine-reuptake inhibitor refractory depression following adjunctive aripiprazole.
	not randomised

	SteffansDC2011
	Efficacy and safety of adjunctive aripiprazole in major depressive disorder in older  patients: a pooled subpopulation analysis.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	StewartTD2014
	Effect of symptom severity on efficacy and safety of aripiprazole adjunctive to  antidepressant monotherapy in major depressive disorder: a pooled analysis.
	pooled analysis of three trials: NCT00095823 (Berman 2007), NCT00095758 (Marcus 2008) and NCT00105196 (Berman 2009)

	TaylorR2021
	Joy Journal: A Behavioral Activation Technique Used in the Treatment of Late-Life  Depression Associated With Hopelessness During the COVID-19 Pandemic.
	not randomised

	ThaseME2008
	Examining the efficacy of adjunctive aripiprazole in major depressive disorder: a  pooled analysis of 2 studies.
	pooled analysis of two trials: NCT00095823 (Berman 2007) and NCT00095758 (Marcus 2008)

	TheMedicalLetter2011
	Adjunctive antipsychotics for major depression.
	wrong publication type

	TrivediMH2008
	Adjunctive aripiprazole in major depressive disorder: analysis of efficacy and  safety in patients with anxious and atypical features.
	pooled analysis of two trials: NCT00095823 (Berman 2007) and NCT00095758 (Marcus 2008)

	TrivediMH2009
	Remission, response without remission, and nonresponse in major depressive disorder:  impact on functioning.
	pooled analysis of two trials: NCT00095823 (Berman 2007) and NCT00095758 (Marcus 2008)

	UMIN000011483
	Aripiprazole versus duloxetine in combination with mirtazapine for treatment-resistant,major deressive disorder: a rater-masked,randomized trial.
	comparator not eligible

	UMIN000013923
	Randomized Clinical Trial to Verify a Cost-effectiveness of the Standard Pharmacotherapy for Major Depressive Disorder
	comparator not eligible

	UMIN000016096
	The randomized controlled trial about searching for the predictive factor for the response of second-line medication (switching or augmentation) after the first-line medication failure to major depressive disorder patients.
	comparator not eligible

	UMIN000020735
	Randomized controlled trial to apply personalized medicine to treatment-resistant depression with mixed feature.
	comparator not eligible

	WeberJ2008
	Aripiprazole: in major depressive disorder.
	

	WeislerRH2011
	Analysis of suicidality in pooled data from 2 double-blind, placebo-controlled  aripiprazole adjunctive therapy trials in major depressive disorder.
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