SUPPLEMENT


METHODS

Search Terms for PubMed, EMBASE, OVIDPsychInfo

PubMed

("depression" [mesh] OR "mental disorders" [mesh] OR stress* [ti] OR "Stress, Psychological"[Mesh] OR "depressive disorder" [mesh] OR depressive [ti] OR depression [ti] OR "mental health" [tw]) AND ("early adult onset" [tw] OR "early adulthood onset" [tw] OR "young adult onset" [tw] OR "childhood onset" [tw] OR "child onset" [tw] OR "early life onset" [tw] OR "child" [mesh] OR "adolescent" [mesh] OR child* [ti] OR adolesc* [ti] OR teen* [tw] OR "young adult" [tw] OR "preschool*" [tw] OR "pre school*" [tw]) AND english [lang] AND ("cerebral cortex" [mesh] OR cortex [tw] OR cortical [tw] OR "white matter" [tw] OR "grey matter" [tw] OR "gray matter" [tw] OR brain [ti] OR genetics [sh] OR gene* [ti] OR neurobiolog* [tw] OR "biomarkers" [mesh] OR marker* [tw] OR biomarker* [tw] OR epigenetic* [tw] OR "Epigenomics"[Mesh] OR "Epigenesis, Genetic"[Mesh]) NOT ("animals" [mesh] NOT "humans" [mesh]) NOT mice [ti] AND ((systematic [ti] AND review [ti]) OR "Systematic Review" [Publication Type] OR "Meta-Analysis" [Publication Type] OR "metaanalys*" [ti] OR "meta analys*" [ti]) AND english [lang] NOT ("Fractures, Stress"[Mesh] OR "stress fractur*" [tw])
 
EMBASE

 ('mental disease'/exp OR 'depression'/exp OR stress*:ti OR 'mental stress'/exp OR depressive:ti OR depression:ti OR 'mental health':ti,ab,kw,de) AND ('early adult onset':ti,ab,kw,de OR 'early adulthood onset':ti,ab,kw,de OR 'young adult onset':ti,ab,kw,de OR 'childhood onset':ti,ab,kw,de OR 'child onset':ti,ab,kw,de OR 'early life onset':ti,ab,kw,de OR 'child'/exp OR 'adolescent'/exp OR child*:ti OR adolesc*:ti OR teen*:ti,ab,kw,de OR 'young adult':ti,ab,kw,de OR 'preschool*':ti,ab,kw,de OR 'pre school*':ti,ab,kw,de) AND ('brain cortex'/exp OR 'biological marker'/exp OR 'epigenetics'/exp OR 'genetic epigenesis'/exp OR cortex:ti,ab,kw,de OR cortical:ti,ab,kw,de OR 'white matter':ti,ab,kw,de OR 'grey matter':ti,ab,kw,de OR 'gray matter':ti,ab,kw,de OR brain:ti OR gene*:ti OR neurobiolog*:ti,ab,kw,de OR marker*:ti,ab,kw,de OR biomarker*:ti,ab,kw,de OR epigenetic*:ti,ab,kw,de) AND ((systematic:ti AND review:ti) OR 'systematic review'/exp OR 'meta analysis'/exp OR 'metaanalys*':ti OR 'meta analys*':ti) NOT ('stress fracture'/exp OR 'stress fractur*':ti,ab,kw,de) AND [humans]/lim AND [english]/lim AND [embase]/lim NOT ([embase]/lim AND [medline]/lim) AND ('article'/it OR 'article in press'/it OR 'review'/it)
 
OVID PsycInfo
 
1. (exp Psychological Stress/ OR exp major depression/ OR exp Mental Disorders/) OR (stress* OR depression OR depressive OR "mental health").ti 
 
2. ("early adult onset" OR "early adulthood onset" OR "young adult onset" OR "childhood onset" OR "child onset" OR "early life onset" OR teen* OR "young adult" OR "preschool*" OR "pre school*").mp. OR (child* OR adolesc).ti. OR (100 OR 160 OR 180 OR 200).ag.
 
3. (exp Epigenetics/ OR exp biological markers/ OR exp cerebral cortex/) OR (cortex OR cortical OR "white matter" OR "grey matter" OR "gray matter" OR neurobiolog* OR marker* OR biomarker* OR epigenetic*).mp OR (brain OR gene*).ti.
 
4. (systematic AND review).ti OR exp "systematic review"/ OR exp meta analysis/ OR ("metaanalys*" OR "meta analys*").ti 
 
5. ("stress fractur*").mp
 
6. 1 AND 2 AND 3 AND 4 NOT 5

Search Terms for Google Scholar

“child onset depression” neurobiological factors/markers “systematic review”; “child onset depression” genetic “systematic review”; “child onset depression” brain “systematic review”;“child onset depression” environmental factors “systematic review”;“early onset depression” brain MRI “systematic review” “adolescent onset depression” neurobiological factors/markers “systematic review”; “adolescent onset depression” genetic “systematic review”; “adolescent onset depression” brain “systematic review”;“adolescent onset depression” environmental factors “systematic review”;“childhood onset depression” brain MRI “systematic review”

Supplementary Table 1. Quality Assessment Tool for Systematic Review Appraisal

	
	QUADAS1 Quality Assessment Question
	Additional Considerations for Evaluation

	1
	Is the review question clearly and explicitly stated?
	PICOS criteria?

	2
	Were the inclusion criteria appropriate for the review question?
	PICOS criteria?

	3
	Was the search strategy appropriate?
	+/- use of library resources?

	4
	Were the sources and resources used to search for studies adequate?  
	Were at least 2 databases were searched?

	5
	Were the criteria for appraising studies appropriate?
	Qualitative or quantitative?

	6
	Was critical appraisal conducted by two or more reviewers independently?
	If not or not indicated, then No

	7
	Were there methods to minimize errors in data extraction?
	If not indicated, then No

	8
	Were the methods used to combine studies appropriate?
	Quantitative and qualitative approaches justified. 

	9
	Was the likelihood of publication bias assessed?
	Eggers test, funnel plots, quantitative appraisal.

	10
	Were recommendations for policy and/or clinical practice supported by the reported data?
	Either policy or practice rated Yes

	11
	Were the specific directives for new research appropriate?
	Future directions logically inferred from synthetic review results




Supplementary Table 2.  Full Database of Extracted Articles; See Excel File

Supplementary Table 3.  Full Summary of Quality Assessment; See Excel File 

Supplementary Figure 1.  Funnel Plot2 for Neurobiological Risk Factors for Childhood Onset Depression Systematic Reviews
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Supplementary Figure 2.  Funnel Plot for Genetic Risk Factors for Childhood Onset Depression Systematic Reviews
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Supplementary Figure 3.  Funnel Plot for Environmental Risk Factors for Childhood Onset Depression Systematic Reviews
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Description automatically generated]

Supplementary Figure 4.  Funnel Plot for Epigenetic Risk Factors for Childhood Onset Depression Systematic Reviews
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Description automatically generated with low confidence]
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