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eTable I: PRISMA statement and checklist 

	Section and Topic 
	Item #
	Checklist item 
	Location where item is reported 

	TITLE 
	

	Title 
	1
	Identify the report as a systematic review.
	Title page

	ABSTRACT 
	

	Abstract 
	2
	See the PRISMA 2020 for Abstracts checklist.
	Abstract page

	INTRODUCTION 
	

	Rationale 
	3
	Describe the rationale for the review in the context of existing knowledge.
	Introduction

	Objectives 
	4
	Provide an explicit statement of the objective(s) or question(s) the review addresses.
	Introduction 

	METHODS 
	

	Eligibility criteria 
	5
	Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses.
	Methods

	Information sources 
	6
	Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when each source was last searched or consulted.
	Methods

	Search strategy
	7
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	Methods

	Selection process
	8
	Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and, if applicable, details of automation tools used in the process.
	Methods

	Data collection process 
	9
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process.
	Methods

	Data items 
	10a
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
	Methods

	
	10b
	List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions made about any missing or unclear information.
	Methods

	Study risk of bias assessment
	11
	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process.
	Methods

	Effect measures 
	12
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	Methods

	Synthesis methods
	13a
	Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
	Methods

	
	13b
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions.
	Methods

	
	13c
	Describe any methods used to tabulate or visually display the results of individual studies and syntheses.
	Methods

	
	13d
	Describe any methods used to synthesise results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
	Methods

	
	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
	Methods

	
	13f
	Describe any sensitivity analyses conducted to assess the robustness of the synthesised results.
	Methods

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	Methods

	Certainty assessment
	15
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	Methods

	RESULTS 
	

	Study selection 
	16a
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
	Result

	
	16b
	Cite studies that might appear to meet the inclusion criteria, apart from those which were excluded, and explain why they were excluded.
	Result

	Study characteristics 
	17
	Cite each included study and present its characteristics.
	eTable III

	Risk of bias in studies 
	18
	Present assessments of risk of bias for each included study.
	eTable III

	Results of individual studies 
	19
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
	Results, tables

	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.
	Results

	
	20b
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
	Results

	
	20c
	Present results of all investigations of possible causes of heterogeneity among study results.
	Results, eTable IV-V

	
	20d
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesised results.
	Results, eTable IV-V

	Reporting biases
	21
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.
	Results

	Certainty of evidence 
	22
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	Results 

	DISCUSSION 
	

	Discussion 
	23a
	Provide a general interpretation of the results in the context of other evidence.
	Discussion

	
	23b
	Discuss any limitations of the evidence included in the review.
	Discussion

	
	23c
	Discuss any limitations of the review processes used.
	Discussion

	
	23d
	Discuss the implications of the results for practice, policy, and future research.
	Discussion

	OTHER INFORMATION
	

	Registration and protocol
	24a
	Provide registration information for the review, including a register name and registration number, or state that the review was not registered.
	Methods

	
	24b
	Indicate where the review protocol can be accessed or state that a protocol was not prepared.
	Methods

	
	24c
	Describe and explain any amendments to the information provided at registration or in the protocol.
	NA

	Support
	25
	Describe sources of financial or non-financial support for the review and the role of the funders or sponsors in the review.
	Discussion

	Competing interests
	26
	Declare any competing interests of review authors.
	Discussion

	Availability of data, code and other materials
	27
	Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.
	Discussion



eTable II: Meta-analysis Of Observational Studies in Epidemiology (MOOSE) checklist [1]

	Criteria
	Brief description of how the criteria were handled in the meta-analysis

	Reporting of background should include
	

	√
	Problem definition
	No meta-analysis has evaluated the proportion of C&A with depressive disorder who developed BD.

	√
	Hypothesis statement
	We hypothesised that a significant proportion of C&A with depressive disorder would develop BD.

	√
	Description of study outcomes
	Developing BD would be the study outcome.

	√
	Type of exposure or intervention used
	Being diagnosed with a depressive disorder would be the study exposure.

	√
	Type of study designs used
	Cohorts.

	√
	Study population
	Subjects with a DSM/ICD-defined BD

	Reporting of search strategy should include
	

	√
	Qualifications of searchers
	Qualifications of researchers were specified.



The credentials of the investigators are indicated in the author list and in the acknowledgements.

	√
	Search strategy, including time period included in the synthesis and keywords
	We performed a multi-step literature search (keywords in the methods section) from inception until July 2023.

	√
	Databases and registries searched
	PubMed Web of Science database (Web of Science Core Collection, BIOSIS Citation Index, KCI-Korean Journal Database, MEDLINE, Russian Science Citation Index, and SciELO Citation Index).

	√
	Use of hand searching
	We hand-searched bibliographies of retrieved papers for additional references.

	√
	List of citations located and those excluded, including justifications
	Details of the literature search process can be found in the results section and PRISMA flowchart.  

	√
	Method of addressing articles published in languages other than English
	Articles in any language were selected. We contacted native speakers to extract information in other languages.

	√
	Method of handling abstracts and unpublished studies
	Original individual studies; abstracts, and conference proceedings were included. Reviews were excluded.

	√
	Description of any contact with authors
	We contacted authors to gather additional data on the development of BD when not available in the article but there was a suggestion  that the information may be available.

	Reporting of methods should include
	

	√
	Description of relevance or appropriateness of studies.








to be tested
	Detailed inclusion and exclusion criteria were described in the methods section. 

	√
	Rationale for the selection and coding of data
	Data extracted from each of the studies were relevant to the population characteristics, study design, and the studies outcomes.


	√
	Assessment of confounding
	We conducted meta-analytical regressions whenever six or more studies were available to estimate the association between development of bipolar disorder and mediating factors.

	√
	Assessment of study quality
	We assessed the quality of the studies using NOS.

	√
	Assessment of heterogeneity
	Heterogeneity was assessed with the Q statistics. The proportion of the total variability in the effect size estimates was evaluated with the I2 index.

	√
	Description of statistical methods in sufficient detail to be replicated
	The effect size was estimated by calculating the proportion 95%CI. A random-effects meta-analysis was used. More details are described in the methods section.

	√
	Provision of appropriate tables and graphics
	We provided several tables and graphs in the main text and supplementary section to describe the literature search and its results. 

	Reporting of results should include
	

	√
	Table summarising individual study estimates and the overall estimate
	We summarised individual study estimates and overall estimates in the text.

	√
	Table giving descriptive information for each study included
	We presented descriptive information for each study in the tables and as supplementary material.

	√
	Results of sensitivity testing

	Additional analyses were conducted as specified in the manuscript.

	√
	Indication of statistical uncertainty of findings
	We reported this in the results section.

	Reporting of discussion should include
	

	√
	Quantitative assessment of bias
	The presence of publication bias in the results was assessed informally by visually inspecting funnel plots.

	√
	Justification for exclusion
	We excluded studies based on the rationale of the meta-analysis as stated in the manuscript.

	√
	Assessment of quality of included studies
	The quality of the studies is discussed in the section.

	Reporting of conclusions should include
	

	√
	Consideration of alternative explanations for observed results
	Alternative explanations for observed results were considered.

	√
	Generalisation of the conclusions
	This point has been addressed in the discussion section.

	√
	Guidelines for future research
	Recommendations for future research were provided.

	√
	Disclosure of funding source
	This point has been addressed at the end of the manuscript. 
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eTable III: Main characteristics of included studies

	Author, year
	Country
	Mean age
	% females
	Ethnicity and race
	Sample size: total; depressive disorders
	Diagnosis: MDD vs depressive disorders; DSM vs ICD
	Duration in months
	QA

	Baryshnikov 2020 [2]
	Finland
	(13-17)
	76.4
	N.a.
	6366; 6366
	Depressive disorders; ICD-10
	180
	Fair

	Beesdo 2020 [3]
	Germany
	(< 17)
	N.a.
	N.a.
	3021; 649 (Adults+adolescents)
	Depressive disorders; DSM-IV
	120
	Fair

	Biederman 2009 [4]
	USA
	13.2, 3.6 (6–18)
	47.7
	N.a.
	522; 155
	Depressive disorders; DSM-III-R /KSADS-PL
	85.2
	Good

	Biederman 2014 [5]
	USA
	(6-18)
	49.5
	N.a.
	522; 103
	Depressive disorders; DSM-III-R /KSADS-PL
	136.8
	Good

	Carballo 2011 [6]
	Spain
	(13-17)
	60.3
	N.a.
	528; 443
	Depressive disorders; ICD-10
	252
	Good

	Chen 2015 [7]
	Taiwan
	N.a.
	59.6
	N.a.
	7270; 7270
	Depressive disorders; ICD-9-CM
	120
	Good

	Curry 2014 [8]
	USA
	N.a.
	56
	79% Caucasian, 9% Latinx, 8% African American, 4% Other 
	196; 196
	MDD; DSM-IV
	60
	Fair

	Dunn 2006 [9]
	United Kingdom
	14, 1.6 (8-16)
	69.9
	N.a.
	113; 83
	Depressive disorders; DSM-III-IV
	93.6
	Good

	Ferreira-Maia 2016 [10]
	Brazil
	12.4, 3.7
	48.2
	N.a.
	494; 349
	Depressive disorders; DSM-IV-TR
	20.4
	Good

	Garber 1988 [11]
	USA
	14.5 (10-17)
	N.a.
	100% Caucasian
	20; 11
	Depressive disorders; DSM-III
	98.4
	Good

	Geller 1993 [12]
	USA
	10.1, 1.6 (6-12)
	40.7
	N.a.
	54; 54
	MDD; DSM-III
	36
	Good

	Geller 1994 [13]
	USA
	10.3, 1.6 (6-12)
	34.3
	N.a.
	110; 79
	MDD; DSM-III
	60
	Good

	Geller 2001 [14]
	USA
	10.3, 1.6 (6-12)
	N.a.
	N.a.
	72; 72
	MDD; DSM-III
	120
	Good

	Jonsson 2011 [15]
	Sweden
	(16-17)
	N.a.
	N.a.
	382; 154
	MDD; DSM-III-R
	180
	Good

	Kochman 2005 [16]
	France
	12.7, 2.9
	N.a.
	N.a.
	80; 80
	MDD; DSM-IV
	26.6
	Good

	Kovacs 1994 [17]
	USA
	N.a.
	N.a.
	N.a.
	115; 60
	Depressive disorders; DSM-III
	88
	Good

	Lang 2022 [18]
	Finland
	(13-17)
	N.a.
	N.a.
	55875; 1332
	Depressive disorders; ICD-10
	336
	Good

	Melvin 2013 [19]
	Australia
	15.0, 1.5
	66.3
	98% White, 2% Asian
	140; 140
	Depressive disorders; DSM-IV
	108
	Good

	Mesman 2017 [20]
	Netherlands
	16 (12–21)
	50
	N.a.
	108; 29
	Depressive disorders; DSM-IV
	288
	Good

	Musliner 2020 [21]
	Denmark
	(10-18)
	68.9
	N.a.
	7041; 7041
	Depressive disorders; ICD-10
	120
	Good

	Musliner 2018 [22]
	Denmark
	(10-19)
	63.2
	N.a.
	16724; 16724
	Depressive disorders; ICD-8, ICD-10
	264
	Good

	Olfson 2009 [23]
	USA
	N.a.
	54
	N.a.
	1274726; 16042
	Depressive disorders; ICD-9-CM
	24
	Good

	Paaren 2014 [24]
	Sweden
	(16-17)
	84
	N.a.
	194; 130
	MDD; DSM-III-R
	180
	Good

	Park 2014 [25]
	South Korea
	14.7, 2.1 (8.8–18.3)
	57.7
	N.a.
	115; 90
	MDD; DSM-IV-TR
	10.2
	Good

	Pfennig 2016 [26]
	Germany
	(14-24)
	61.6
	N.a.
	694; 694
	Depressive disorders; DSM-IV
	98.4
	Good

	Reichart 2007 [27]
	Netherlands
	N.a.
	N.a.
	N.a.
	129; 31
	Depressive disorders; DSM-IV
	55
	Good

	Rudez 2021 [28]
	Switzerland
	10.4, 4.4
	57.9
	N.a.
	449; 202
	MDD; DSM-IV
	167
	Good

	Salazar de Pablo 2024 [29]
	USA
	15.4±1.3
	N.a.
	N.a.
	86; 86
	Depressive disorders; DSM
	60
	Good

	Shankman 2009 [30]
	USA
	16.6, 1.2 (14–20)
	59
	N.a.
	1709; 307
	MDD; DSM-III-R, DSM-IV
	300
	Good

	Strober 1982 [31]
	USA
	14.6
	78
	N.a.
	60; 60
	Depressive disorders; DSM
	48
	Fair

	Strober 1993 [32]
	USA
	15.3 (3-18)
	64
	N.a.
	58; 58
	Depressive disorders; DSM
	24
	Fair

	Uchida 2022 [33]
	USA
	(6-19)
	48
	N.a.
	492; 492
	Depressive disorders; DSM
	120
	Good

	Van Meter 2021 [34]
	USA
	(6-12)
	29.8
	68.1% White
	475; 121
	Depressive disorders; DSM-IV-TR
	96
	Good

	Virtanen 2024 [35]
	Sweden
	(4-17)
	66.1
	N.a.
	43677; 43677
	Depressive disorders; ICD
	52
	Poor

	Weintraub 2020 [36]
	USA
	13.2, 2.6
	64.6
	81.9% White, 11.3% Hispanic, 6.8% other
	126; 75
	Depressive disorders; DSM-IV-5
	25
	Fair

	Weissman 1999a [37]
	USA
	9.3, 1.9 (6-15)
	38.5
	43.4% White, 28.9% Black, 26.5% Hispanic, 1.2% other
	300; 83
	MDD; DSM
	143
	Fair

	Weissman 1999b [38]
	USA
	14.7, 1.9
	50.7
	58.9% White, 9.6% Black, 27.1% Hispanic, 4.1% other 
	134; 91
	MDD; DSM
	128
	Good

	Winokur 1987 [39]
	USA
	N.a.
	55.1
	N.a.
	225; 225
	Depressive disorders; Pre-DSM (Feighner Criteria)
	51.6
	Poor

	Zimmermann 2009 [40]
	Germany
	14-24
	xc
	N.a.
	2210; 488
	Depressive disorders; DSM-IV
	102
	Good


DSM: Diagnostic and Statistical Manual of Mental Disorders; ICD: International Classification of Diseases; KSADS-PL: Kiddie Schedule for Affective Disorders and Schizophrenia - Present and Lifetime Version; MDD: Major Depressive Disorder; N.a.: Not available  QA : Quality Assessment
eTable IV: Egger’s test
	
	Intercept
	SE
	95%
	T value
	P value

	Any BD
	-0.003
	1.274
	-2.622
	2.617
	0.002
	0.998

	BD-I
	-4.140
	1.771
	-8.475
	0.194
	2.337
	0.058

	BD-II
	-3.670
	1.493
	-7.509
	0.168
	2.458
	0.057





eTable V: Sub-analyses and sensitivity analyses for development of BD

	Group, subgroup
	No. of
Studies
	Sample size
	Effect size
	z 
Score

	P
	Test for Heterogeneity
	Within subgroup heterogeneity

	
	
	
	%
	95 CI
	
	
	Q
	I2
	P
	Q
	P

	Any continent
	28
	72371
	14.7
	14.0
	15.3
	-64.508
	0.001
	592.466
	95.443
	0.001
	1.313
	0.726

	Europe
	10
	46754
	23.0
	21.3
	24.8
	-23.668
	0.001
	278.307
	96.766
	0.001
	
	

	Asia
	2
	7360
	11.3
	10.6
	12.1
	-55.814
	0.001
	5.039
	80.155
	0.025
	
	

	North America
	14
	17940
	13.7
	12.0
	15.6
	-23.923
	0.001
	99.519
	87.942
	0.001
	
	

	Other (South America, Australia)
	2
	317

	20.6
	15.9
	26.2
	-8.426
	0.001
	20.818
	95.197
	0.001
	
	

	Any diagnostic classification
	28
	72371
	14.7
	14.0
	15.3
	-64.508
	0.001
	592.466
	95.443
	0.001
	7.744
	0.005

	DSM
	23
	3607
	21.6
	20.2
	23.1
	-30.040
	0.001
	354.120
	93.787
	0.001
	
	

	ICD
	5
	68764
	11.1
	10.4
	11.8
	-58.775
	0.001
	30.452
	86.865
	0.001
	
	

	All
	28
	72371
	14.7
	14.0
	15.3
	-64.508
	0.001
	592.466
	95.443
	0.001
	11.385
	0.001

	Use of structured interviews
	21
	63714
	16.6
	12.0
	22.6
	-8.238
	0.001
	322.862
	93.805
	0.001
	
	

	No use of structured interviews
	7
	8657
	7.2
	5.0
	10.3
	-12.757
	0.001
	35.624
	83.156
	0.001
	
	

	Any diagnosis
	28
	72371
	14.7
	14.0
	15.3
	-64.508
	0.001
	592.466
	95.443
	0.001
	13.515
	0.001

	MDD only
	9
	1246
	19.8
	16.8
	23.1
	-13.840
	0.001
	109.650
	93.616
	0.001
	
	

	Depressive disorders
	19
	71125
	14.3
	13.6
	15.0
	-62.869
	0.001
	468.609
	96.159
	0.001
	
	

	Any study quality
	28
	72371
	14.7
	14.0
	15.3
	-64.508
	0.001
	592.466
	95.443
	0.001
	2.254
	0.324

	Good
	20
	26962
	15.1
	14.4
	15.9
	-59.901
	0.001
	510.257
	96.276
	0.001
	
	

	Fair
	6
	1507
	12.1
	10.2
	14.2
	-21.052
	0.001
	39.707
	87.408
	0.001
	
	

	Poor
	2
	43902
	7.0
	4.7
	10.1
	-12.370
	0.001
	19.488
	94.869
	0.001
	
	





Sensitivity analyses (probably not required)

	Group, subgroup
	No. of
Studies
	Sample size
	Effect size
	z 
Score

	P
	Test for Heterogeneity

	
	
	
	%
	95 CI
	
	
	Q
	I2
	P

	BD-I
	8
	2045
	9.5
	4.7
	18.1
	-5.897
	0.001
	60.093
	88.351
	0.001

	BD-II
	7
	1942
	7.7
	3.2
	17.3
	-5.283
	0.001
	46.786
	46.786
	0.001

	
	
	
	
	
	
	
	
	
	
	

	1-3 y
	7
	16576
	15.7
	7.7
	29.3
	-4.10
	0.001
	169.907
	96.469
	0.001

	4-10
	11
	44659
	10.1
	5.4
	18.2
	-6.276
	0.001
	1124.24
	99.111
	0.001

	11
	11
	10922
	14.0
	10.6
	18.3
	-11.262
	0.001
	135.793
	92.636
	0.001

	
	
	
	
	
	
	
	
	
	
	

	% BD-I
	8
	2045
	54.3
	38.1
	69.6
	0.510
	0.610
	99.705
	92.530
	0.001

	% BD-II
	7
	2045
	29.3
	16.4
	46.9
	-2.287
	0.022
	77.824
	92.290
	0.001






eTable VI: Meta-regressions relationship development of BD and moderating factors



	
	N of studies
	 Coefficient
	SE
	95% CI
	Z-Value
	P value

	Follow-up duration
	28
	0.0004
	0.002
	-0.0036
	0.0043
	0.19
	0.853

	% females
	13
	-0.003
	0.031
	-0.063
	0.057
	-0.09
	0.926

	Mean age
	12
	-0.230
	0.105
	-0.436
	-0.025
	-2.20
	0.028

	% hospitalization
	9
	0.0162
	0.007
	0.002
	0.030
	2.24
	0.025

	% family history
	8
	0.0049
	0.006
	-0.006
	0.016
	0.85
	0.397

	% anxiety disorders
	8
	0.0011
	0.023
	-0.045
	0.047
	0.05
	0.964

	% white 
	7
	-0.004
	0.019
	-0.041
	0.032
	-0.24
	0.812

	% antidepressants
	7
	-0.027
	0.022
	-0.070
	0.016
	-1.23
	0.219

	% ADHD
	7
	0.015
	0.017
	-0.018
	0.049
	0.88
	0.376

	% conduct disorders
	7
	-0.027
	0.044
	-0.113
	0.059
	-0.62
	0.537

	% substance use
	13
	0.0316
	0.022
	-0.0116
	0.075
	1.43
	0.151

	% psychotic features
	8
	0.0005
	0.027
	-0.052
	0.053
	0.02
	0.985

	% recruitment from primary care
	17
	-0.011

	0.042
	-0.019
	-0.002
	-2.54
	0.0112

	% recruitment from specialized clinic
	14
	0.0121
	0.040
	0.0044
	0.0199
	3.07
	0.022

	Sample size
	28
	-0.0000
	0.001
	-0.0003
	0.0002
	-0.26
	0.794


  		


eFigure I: Funnel Plot development of any BD
[image: ]


eFigure II: Funnel Plot development of BD-I
[image: ]



eFigure III: Funnel plot  development of BD-II
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eFigure IV: Meta-regression relationship age and development of BD
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eFigure V : Meta-regression % of hospitalization and development of BD
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eFigure VI: Meta-regression % recruitment from Primary Care and Specialized clinics
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