Table 1 Baseline features of the eligible studies.
	Author
	Year
	Country
	Study design
	Group
	ADHD measure
	Sample size
	Sex (M/F)
	Age at the onset of ADHD (years)
	Age at outcome measurement (years)
	ADHD subtype
	Psychiatric comorbidity
	Psychiatric medication
	FU time
	QA
	Outcome

	ADHD

	Kuntsi
	2022
	Sweden
	Prospective cohort
	ADHD
	Clinical diagnosis
	6528
	5050/1478
	6-15
	ADHD
	-
	-
	-
	-
	6
	Depression

	
	
	
	
	Control
	-
	291312
	148075/143237
	-
	15-23
	
	
	
	
	
	

	Smith
	2017
	UK
	Prospective cohort
	ADHD
	Parent-reported WWP≥20
	170
	81/89
	3
	
	Hyperactive
	CD 50, ASD 31
	-
	-
	7
	Anxiety

	
	
	
	
	Control
	-
	88
	40/48
	-
	14-25
	-
	CD 6, ASD 1
	
	
	
	

	Lee
	2016
	China
	Retrospective cohort
	ADHD
	Clinical diagnosis
	71080
	57144/13936
	9.3±3.2
	
	Inattentive 19711, hyperactive/impulsive or combined 51639
	CD/ODD 7813, ASD 6330, Tic disorder 4738, intellectual disability 10271
	Stimulants 51823, atomoxetine 3070
	-
	7
	Depression

	
	
	
	
	Control
	-
	71080
	51818/19262
	-
	-
	-
	CD/ODD 189, ASD 189, Tic disorder 617, intellectual disability 666
	Stimulants 64, atomoxetine 2
	
	
	

	Lin
	2016
	China
	Retrospective cohort
	ADHD
	DSM-IV
	214
	135/79
	<7 166, 7-12 48
	
	-
	-
	Methylphenidate 119, atomoxetine 28
	-
	5
	Depression, anxiety

	
	
	
	
	Control
	-
	174
	100/74
	-
	27.4±6.2
	
	
	-
	
	
	

	Meinzer
	2013
	USA
	Prospective cohort
	ADHD
	Adolescent-reported
	40
	814/693
	-
	24.7±5.1
	-
	MDD 8, ANX 6, CD 7, ODD 7, SUD 7
	-
	-
	5
	Depression

	
	
	
	
	Control
	-
	1467
	
	
	16.6±1.2
	
	MDD 277, ANX 118, CD 33, ODD 18, SUD 117
	
	
	
	

	Tai
	2013
	China
	Prospective cohort
	ADHD
	ICD-9-CM code of 314.XX
	2385
	1898/487
	10.5 ±3.4
	
	-
	-
	-
	≥4 Y
	7
	Anxiety

	
	
	
	
	Control
	-
	9540
	7592/1948
	-
	-
	
	
	
	
	
	

	Klein
	2012
	USA
	Prospective cohort
	ADHD
	DSM-IV
	135
	M
	6-12
	
	-
	-
	-
	33 Y
	7
	Depression, anxiety

	
	
	
	
	Control
	-
	136
	
	-
	41.4±2.9
	
	
	
	
	
	

	Yoshimasu
	2012
	USA
	Retrospective cohort
	ADHD
	DSM-IV, positive ADHD questionnaire result, clinical diagnosis
	343
	257/86
	-
	41.5±3.2
	-
	-
	-
	-
	7
	Anxiety

	
	
	
	
	Control
	-
	712
	534/178
	
	19
	
	
	
	
	
	

	Gau
	2010
	China
	Prospective cohort
	ADHD
	DSM-IV
	296
	253/43
	6.7±2.7
	
	Inattentive 65, hyperactive/impulsive 10, combined 221
	CD 64, ODD 169, Tic disorder 21
	Methylphenidate 259
	-
	7
	Depression, anxiety

	
	
	
	
	Control
	-
	185
	134/51
	-
	12.9±1.6
	-
	CD 2, ODD 17, Tic disorder 3
	-
	
	
	

	Ruhl
	2009
	Germany
	Prospective cohort
	ADHD
	Diagnostic Interview for Mental Disorders
	31
	F
	0-12
	12.9±1.5
	-
	CD/ODD 12, PTSD 5
	-
	-
	5
	Depression, anxiety

	
	
	
	
	Control
	-
	2033
	
	-
	18-24
	
	CD/ODD 53, PTSD 104, somatoform disorder 24
	
	
	
	

	Biederman
	2008
	USA
	Prospective cohort
	ADHD
	DSM-III-R
	123
	F
	11.4±3.4
	
	-
	-
	-
	5 Y
	6
	Depression

	
	
	
	
	Control
	-
	112
	
	-
	16.3±3.7
	
	
	
	
	
	

	Bagwell
	2006
	USA
	Prospective cohort
	ADHD
	DSM-III-R or DSM-IV
	137
	128/9
	5-12
	17.1±3.0
	-
	CD/ODD 80
	-
	5.26 Y
	7
	Depression, anxiety

	
	
	
	
	Control
	-
	100
	95/5
	-
	15.18±1.44
	
	CD/ODD 11
	
	
	
	

	Hinshaw
	2006
	USA
	Prospective cohort
	ADHD
	DISC-IV
	126
	F
	6-12
	15.18±1.42
	Inattentive 41, combined 85
	CD 17, ODD 64
	66
	5 Y
	5
	Depression, anxiety

	
	
	
	
	Control
	-
	81
	
	-
	14.2 (11.3-18.2)
	-
	CD 1, ODD 6
	-
	
	
	

	Wilens
	2005
	USA
	Retrospective cohort
	ADHD
	DSM-IV
	20
	3/17
	5.4±2.5
	
	-
	CD 2, ODD 4
	-
	-
	6
	Depression, anxiety

	
	
	
	
	Control
	-
	19
	2/17
	-
	44.5±6.9
	
	-
	
	
	
	

	Fischer
	2002
	USA
	Prospective cohort
	ADHD
	DSM-III-R or DSM-IV
	147
	128/19
	4-12
	42.2±6.3
	Hyperactive
	CD 15, ODD 8
	12
	13.8±1.5 Y
	7
	Depression, anxiety

	
	
	
	
	Control
	-
	73
	67/6
	-
	21.1±1.3
	-
	CD 5, ODD 4
	1
	
	
	

	Mannuzza
	1998
	USA
	Prospective cohort
	ADHD
	DSM-II
	104
	M
	7.3±1.1
	20.5±0.6
	-
	-
	-
	15-21 Y
	7
	Depression, anxiety

	
	
	
	
	Control
	-
	78
	
	-
	24.1±1.2
	
	
	
	
	
	

	Biederman
	1996
	USA
	Prospective cohort
	ADHD
	DSM-III-R
	128
	M
	10.6±3.0
	23.5±1.1
	-
	CD 36, ODD 93, Tic disorder 42
	-
	4 Y
	7
	Depression, anxiety

	
	
	
	
	Control
	-
	109
	
	-
	14.4±3.1
	
	CD 6, ODD 17, Tic disorder 7
	
	
	
	

	Claude
	1995
	Canada
	Prospective cohort
	ADHD
	DSM-III
	52
	M
	4-10
	15.2±3.7
	Aggressive 9, inattentive/overactive 24
	CD/antisocial 22
	48
	12.4±1.2 Y
	8
	Anxiety

	
	
	
	
	Control
	-
	52
	
	-
	19.8±2.1
	-
	CD/antisocial 7
	0
	
	
	

	Mannuzza
	1993
	USA
	Prospective cohort
	ADHD
	DSM-II
	91
	M
	6-12
	19.7±2.1
	-
	-
	-
	13-19 Y
	7
	Depression, anxiety

	
	
	
	
	Control
	-
	95
	
	-
	25.5±1.3
	
	
	
	
	
	

	Morrison
	1979
	USA
	Retrospective cohort
	ADHD
	Clinical diagnosis
	48
	27/21
	-
	25.6±1.6
	Hyperactive
	-
	-
	-
	6
	Depression

	
	
	
	
	Control
	-
	96
	54/42
	
	29.7
	-
	
	
	
	
	

	ADHD medication

	Chang
	2016
	Sweden
	Prospective cohort
	Medication
	Clinical diagnosis
	19459
	13463/5996
	-
	29.8
	-
	6869
	Stimulants (methylphenidate, amfetamine, dexamfetamine), nonstimulant (atomoxetine)
	4 Y
	8
	Depression

	
	
	
	
	Without medication
	
	19293
	12786/6507
	
	ADHD medication
	
	6707
	-
	
	
	

	Jerrell
	2015
	USA (South Carolina) 1996-2006
	Retrospective cohort
	Medication
	ICD-9
	-
	15508/7116
	7.8±2.9
	8-15 9649, 16-25 5232, 26-35 2345, 36-46 2233
	-
	CD/ODD 8764, ANX 3194
	Methylphenidate 13902, mixed amphetamine salts/dextroamphetamine 12396, atomoxetine 4970
	-
	5
	Depression

	
	
	
	
	Without medication
	
	
	
	
	8-15 7631, 16-25 6671, 26-35 2793, 36-46 2198
	
	
	-
	
	
	

	Staikova
	2010
	USA
	Prospective cohort
	Stimulant
	DSM-III-R or DSM-IV
	50
	45/5
	8.67±1.18
	≤17
	-
	-
	Stimulants
	9.32 Y
	7
	Depression

	
	
	
	
	Without stimulant
	
	28
	25/3
	9.44±1.16
	
	
	
	-
	
	
	

	Childress
	2009
	USA
	RCT
	Dexmethylphenidate
	DSM-IV
	188
	120/68
	-
	18.13±1.40
	Inattentive 38, hyperactive-impulsive 4, combined 142, missing 4
	-
	51
	5 W
	5
	Depression, anxiety

	
	
	
	
	Placebo
	
	65
	43/22
	
	18.44±2.05
	Inattentive 17, hyperactive-impulsive 3, combined 45
	
	23
	
	
	

	Daviss
	2008
	USA
	Case control
	Medication
	DSM-IV
	65
	45/30
	5.6±1.6
	8.7±1.85
	-
	Externalizing disorder 30
	Stimulant 64
	-
	6
	Depression

	
	
	
	
	Without medication
	
	10
	
	
	8.9±1.81
	
	
	-
	
	
	

	Wigal
	2004
	USA
	RCT
	Dexmethylphenidate hydrochloride
	DSM-IV
	44
	41/3
	-
	13.8±2.0
	Inattentive 20, combined 24
	-
	-
	4 W
	5
	Anxiety

	
	
	
	
	d,l-threo-methylphenidate
	
	46
	40/6
	
	
	Inattentive 12, hyperactive/impulsive 1, combined 33
	
	
	
	
	

	
	
	
	
	Placebo
	
	42
	35/7
	
	10.0±2.5
	Inattentive 14, combined 28
	
	
	
	
	

	Michelson
	2001
	USA
	RCT
	Atomoxetine
	DSM-IV
	213
	152/61
	-
	9.8±2.8
	Inattentive 64, hyperactive/impulsive 3, combined 146
	ODD 82
	Atomoxetine
	8 W
	6
	Depression

	
	
	
	
	Placebo
	
	84
	60/24
	
	9.6±2.7
	Inattentive 28, hyperactive/impulsive 2, combined 53, unspecified 1
	ODD 31
	-
	
	
	

	Vance
	1999
	Australia
	Retrospective cohort
	Stimulant
	DSM-IV
	20
	17/3
	-
	11.3±2.3
	-
	-
	Dexamphetamine, methylphenidate
	-
	6
	Anxiety

	
	
	
	
	Without stimulant
	
	20
	17/3
	
	10.9±2.1
	
	
	-
	
	
	

	Hechtman
	1984
	Canada
	Prospective cohort
	Ritalin
	Clinical diagnosis
	20
	-
	6-12
	7.91±1.89
	-
	-
	Ritalin
	10-12 Y
	6
	Depression, anxiety

	
	
	
	
	Without ritalin
	
	68
	
	
	8.35±1.45
	
	
	-
	
	
	

	Conners
	1980
	USA
	RCT
	Methylphenidate
	
	20
	18/2
	-
	21.8
	Hyperactive
	-
	Methylphenidate
	8 W
	5
	Depression

	
	
	
	
	Placebo
	
	21
	20/1
	
	19.6
	
	
	-
	
	
	

	Greenberg
	1972
	USA
	RCT
	Chlorpromazine
	Clinical diagnosis
	17
	M
	-
	6-11
	-
	-
	Chlorpromazine
	8 W
	5
	Depression

	
	
	
	
	Dextroamphetamine
	
	17
	
	
	
	
	
	Dextroamphetamine
	
	
	

	
	
	
	
	Hydroxyzine
	
	17
	
	
	8.7 (6.5-11)
	
	
	Hydroxyzine
	
	
	

	
	
	
	
	Placebo
	
	10
	
	
	
	
	
	-
	
	
	


2
ADHD, attention-deficit/hyperactivity disorder; M, male; F, female; FU, follow-up; QA, quality assessment; RCT, randomized controlled trial; WWP, Werry-Weiss-Peters Activity Rating Scale; ICD-9, the International Classification of Diseases, 9th revision; DSM, Diagnostic and Statistical Manual of Mental disorders; DISC, NIMH Diagnostic Interview Schedule for Children; CD, conduct disorder; ASD, autistic spectrum disorder; ODD, oppositional defiant disorder; ANX, anxiety disorder; MDD, major depressive disorder; SUD, substance-use disorder; PTSD, posttraumatic stress disorder; Y, years; W, weeks.

