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[bookmark: _Toc168643387]e-Figure 1. Network of patients with ≥2 weeks of abstinence
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Description automatically generated]The size of the circles (nodes) is proportionate to the number of patients randomized to each intervention. The thickness of the line and the associated numbers correspond to the number of trials comparing the two linked interventions. CM: contingency management
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The size of the circles (nodes) is proportionate to the number of patients randomized to each intervention. The thickness of the line and the associated numbers correspond to the number of trials comparing the two linked interventions. CBT: cognitive behavioral therapy; CM: contingency management
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The size of the circles (nodes) is proportionate to the number of patients randomized to each intervention. The thickness of the line and the associated numbers correspond to the number of trials comparing the two linked interventions. CBT: cognitive behavioral therapy.
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PRISMA NMA Checklist of Items to Include When Reporting A Systematic Review Involving a Network Meta-analysis

	Section/Topic
	Item #
	Checklist Item
	Reported on Page #

	TITLE
	
	
	

	Title
	1
	Identify the report as a systematic review incorporating a network meta-analysis (or related form of meta-analysis). 
	1

	
	
	
	

	ABSTRACT
	
	
	

	Structured summary 
	2
	Provide a structured summary including, as applicable: 
Background: main objectives
Methods: data sources; study eligibility criteria, participants, and interventions; study appraisal; and synthesis methods, such as network meta-analysis. 
Results: number of studies and participants identified; summary estimates with corresponding confidence/credible intervals; treatment rankings may also be discussed. Authors may choose to summarize pairwise comparisons against a chosen treatment included in their analyses for brevity.
Discussion/Conclusions: limitations; conclusions and implications of findings.
Other: primary source of funding; systematic review registration number with registry name.
	4

	
	
	
	

	INTRODUCTION
	
	
	

	Rationale 
	3
	Describe the rationale for the review in the context of what is already known, including mention of why a network meta-analysis has been conducted. 
	6

	Objectives 
	4
	Provide an explicit statement of questions being addressed, with reference to participants, interventions, comparisons, outcomes, and study design (PICOS). 
	6

	
	
	
	

	METHODS
	
	
	

	Protocol and registration 
	5
	Indicate whether a review protocol exists and if and where it can be accessed (e.g., Web address); and, if available, provide registration information, including registration number. 
	7

	Eligibility criteria 
	6
	Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication status) used as criteria for eligibility, giving rationale. Clearly describe eligible treatments included in the treatment network, and note whether any have been clustered or merged into the same node (with justification). 
	7

	Information sources 
	7
	Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify additional studies) in the search and date last searched. 
	7

	Search 
	8
	Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated. 
	e-Table 2

	Study selection 
	9
	State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, included in the meta-analysis). 
	7

	Data collection process 
	10
	Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and confirming data from investigators. 
	8

	Data items 
	11
	List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. 
	8

	Geometry of the network
	S1
	Describe methods used to explore the geometry of the treatment network under study and potential biases related to it. This should include how the evidence base has been graphically summarized for presentation, and what characteristics were compiled and used to describe the evidence base to readers.
	8-9

	Risk of bias within individual studies 
	12
	Describe methods used for assessing risk of bias of individual studies (including specification of whether this was done at the study or outcome level), and how this information is to be used in any data synthesis. 
	8

	Summary measures 
	13
	State the principal summary measures (e.g., risk ratio, difference in means). Also describe the use of additional summary measures assessed, such as treatment rankings and surface under the cumulative ranking curve (SUCRA) values, as well as modified approaches used to present summary findings from meta-analyses.
	9

	Planned methods of analysis
	14
	Describe the methods of handling data and combining results of studies for each network meta-analysis. This should include, but not be limited to:  
· Handling of multi-arm trials;
· Selection of variance structure;
· Selection of prior distributions in Bayesian analyses; and
·  Assessment of model fit. 
	9

	Assessment of Inconsistency
	S2
	Describe the statistical methods used to evaluate the agreement of direct and indirect evidence in the treatment network(s) studied. Describe efforts taken to address its presence when found.
	9

	Risk of bias across studies 
	15
	Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective reporting within studies). 
	9

	Additional analyses 
	16
	Describe methods of additional analyses if done, indicating which were pre-specified. This may include, but not be limited to, the following: 
· Sensitivity or subgroup analyses;
· Meta-regression analyses; 
· Alternative formulations of the treatment network; and
· Use of alternative prior distributions for Bayesian analyses (if applicable). 
	9-10

	

	
	
	

	RESULTS†
	
	
	

	Study selection 
	17
	Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally with a flow diagram. 
	11

	Presentation of network structure
	S3
	Provide a network graph of the included studies to enable visualization of the geometry of the treatment network. 
	28

	Summary of network geometry
	S4
	Provide a brief overview of characteristics of the treatment network. This may include commentary on the abundance of trials and randomized patients for the different interventions and pairwise comparisons in the network, gaps of evidence in the treatment network, and potential biases reflected by the network structure.
	12-14

	Study characteristics 
	18
	For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and provide the citations. 
	11-14

	Risk of bias within studies 
	19
	Present data on risk of bias of each study and, if available, any outcome level assessment. 
	11

	Results of individual studies 
	20
	For all outcomes considered (benefits or harms), present, for each study: 1) simple summary data for each intervention group, and 2) effect estimates and confidence intervals. Modified approaches may be needed to deal with information from larger networks.
	 12-14

	Synthesis of results 
	21
	Present results of each meta-analysis done, including confidence/credible intervals. In larger networks, authors may focus on comparisons versus a particular comparator (e.g. placebo or standard care), with full findings presented in an appendix. League tables and forest plots may be considered to summarize pairwise comparisons. If additional summary measures were explored (such as treatment rankings), these should also be presented.
	12-14

	Exploration for inconsistency
	S5
	Describe results from investigations of inconsistency. This may include such information as measures of model fit to compare consistency and inconsistency models, P values from statistical tests, or summary of inconsistency estimates from different parts of the treatment network.
	12-14

	Risk of bias across studies 
	22
	Present results of any assessment of risk of bias across studies for the evidence base being studied. 
	11-14

	Results of additional analyses
	23
	Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression analyses, alternative network geometries studied, alternative choice of prior distributions for Bayesian analyses, and so forth). 
	14

	
	
	
	

	DISCUSSION
	
	
	

	Summary of evidence 
	24
	Summarize the main findings, including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., healthcare providers, users, and policy-makers). 
	15-16

	Limitations 
	25
	Discuss limitations at study and outcome level (e.g., risk of bias), and at review level (e.g., incomplete retrieval of identified research, reporting bias). Comment on the validity of the assumptions, such as transitivity and consistency. Comment on any concerns regarding network geometry (e.g., avoidance of certain comparisons).
	15

	Conclusions 
	26
	Provide a general interpretation of the results in the context of other evidence, and implications for future research. 
	15

	
	
	
	

	FUNDING
	
	
	

	Funding 
	27
	Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the systematic review. This should also include information regarding whether funding has been received from manufacturers of treatments in the network and/or whether some of the authors are content experts with professional conflicts of interest that could affect use of treatments in the network.
	17








[bookmark: _Hlk153207483][bookmark: _Toc168643391]e-Table 2. Summary of search and strategies
MEDLINE (Ovid)-From 1946
	1
	exp amphetamines

	2
	exp amphetamine-related disorders

	3
	((amphetamine OR amfetamine OR methamphetamine OR metamfetamine) adj5 (abuse* OR addict* OR chronic* OR disorder* OR depend* OR habitual* OR misuse* OR overuse OR users OR withdraw*)).tw   

	4
	((stimulant* OR psychostimulant* OR psycho-stimulant*) adj5 (abuse* OR addict* OR chronic* OR disorder* OR depend* OR habitual* OR misuse* OR misuse or users)).tw 

	5
	OR/1-4

	6
	randomized controlled trial.pt. OR randomized.mp. OR placebo.mp.

	7
	Limit 6 to human

	8
	5 AND 7



Embase (Ovid)-From 1947
	1
	exp amphetamine abuse/ OR exp amphetamine dependence/ OR exp amphetamine/ OR exp methamphetamine/

	2
	((amphetamine OR amfetamine OR methamphetamine OR metamfetamine) adj5 (abuse* OR addict* OR chronic* OR disorder* OR depend* OR habitual* OR misuse* OR overuse OR users OR withdraw*)).tw   

	3
	((stimulant* OR psychostimulant* OR psycho-stimulant*) adj5 (abuse* OR addict* OR chronic* OR disorder* OR depend* OR habitual* OR misuse* OR misuse OR users)).tw 

	4
	OR/1-3

	5
	random:.tw. OR placebo:.mp. OR double-blind:.tw.

	6
	Limit 5 to human

	7
	4 AND 6



PsycInfo (Ovid)-From 1806
	1
	exp amphetamines OR exp methamphetamine/

	2
	((amphetamine OR amfetamine OR methamphetamine OR metamfetamine) adj5 (abuse* OR addict* OR chronic* OR disorder* OR depend* OR habitual* OR misuse* OR overuse OR users OR withdraw*)).tw

	3
	((stimulant* OR psychostimulant* OR psycho-stimulant*) adj5 (abuse* OR addict* OR chronic* OR disorder* OR depend* OR habitual* OR misuse* OR misuse OR users)).tw 

	4
	OR/1-3

	5
	double-blind.tw. OR random: asigned.tw. OR control.tw

	6
	Limit 5 to human

	7
	4 AND 6





CINAHL (EBSCOHost)
	S1
	(MH "Methamphetamine") 

	S2
	(MH "Amphetamines") OR (MH "Amphetamine") 

	S3
	TI ((amphetamine or amfetamine or methamphetamine or metamfetamine)) AND TI ((abuse* or addict* or chronic* or disorder* or depend* or habitual* or misuse* or overuse or users or withdraw*)) 

	S4
	AB ((amphetamine or amfetamine or methamphetamine or metamfetamine)) AND AB ((abuse* or addict* or chronic* or disorder* or depend* or habitual* or misuse* or overuse or users or withdraw*)) 

	S5
	S1 OR S2 OR S3 OR S4

	S6
	TX randomi* control* trial*

	S7
	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*)  

	S8
	TI (trial)

	S9
	(MH (sample size) AND AB (assigned OR allocated OR control)) OR MH (placebos)

	S10
	PT (randomized controlled trial) OR AB (control W5 group) OR MH (crossover design) OR MH (comparative studies) OR AB (cluster W3 RCT))

	S11
	S6 OR S7 OR S8 OR S9 OR S10

	S12
	MH animals+ OR MH animal studies OR TI animal model*

	S13
	MH human

	S14
	S12 NOT S13

	S15
	S11 NOT S14

	S16
	S5 AND S15




Web of Science (Clarivate)
	1
	TS=amphetamine or methamphetamine

	2
	TS=((amphetamine OR amfetamine OR methamphetamine OR metamfetamine) NEAR/5 (abuse* OR addict* OR chronic* OR disorder* OR depend* OR habitual* OR misuse* OR overuse OR users OR withdraw*))

	3
	TS=((stimulant* OR psychostimulant* OR psycho-stimulant*) NEAR/5 (abuse* OR addict* OR chronic* OR disorder* OR depend* OR habitual* OR misuse* OR misuse OR users))

	4
	#1 OR #2 OR #3

	5
	TS= clinical trial* OR TS=controlled trial* OR TS=random* OR TS=placebo* OR TS=(single blind*) OR TS=(double blind*)  

	6
	#4 AND #5



Cochrane Library (Wiley)
	1
	MeSH descriptor: [Amphetamines] explode all trees

	2
	MeSH descriptor: [Amphetamine-Related Disorders] explode all trees

	3
	(((amphetamine OR amfetamine OR methamphetamine OR metamfetamine) NEAR/5 (abuse* OR addict* OR chronic* OR disorder* OR depend* OR habitual* OR misuse* OR overuse OR users OR withdraw*))):ti,ab,kw

	4
	(((stimulant* OR psychostimulant* OR psycho-stimulant*) NEAR/5 (abuse* OR addict* OR chronic* OR disorder* OR depend* OR habitual* OR misuse* OR misuse or users))):ti,ab,kw

	5
	#1 OR #2 OR #3 OR #4



	
[bookmark: _Toc168643392]e-Table 3. Medications and their associated medication classes for included pharmacotherapies
	Medications
	Medication classes

	Riluzole
	Anticonvulsants

	Topiramate
	Anticonvulsants

	Bupropion
	Atypical antidepressant

	Mirtazapine
	Atypical antidepressant

	N-acetylcysteine
	N-acetylcysteine

	Haloperidol
	Antipsychotic

	Perphenazine
	Antipsychotic

	Quetiapine
	Atypical antipsychotic

	Risperidone
	Atypical antipsychotic

	Flumazenil + Gabapentin
	Flumazenil + Gabapentin

	Dextroamphetamine
	Stimulants

	Modafinil
	Stimulants

	Methylphenidate
	Stimulants

	Gabapentin
	Gabapentin

	Ifenprodil
	Ifenprodil

	Citicoline
	Citicoline

	Buprenorphine
	Buprenorphine

	Naltrexone
	Naltrexone

	Naltrexone + Bupropion
	Naltrexone + Atypical antidepressant

	Naltrexone + N-AcetylCysteine
	Naltrexone + N-acetylcysteine

	Varenicline
	Varenicline

	Ibudilast
	Ibudilast

	Ondansetron
	Ondansetron

	Venlafaxine
	SNRI

	Sertraline
	SSRI
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	Author
	Year
	Title
	Reason for exclusion

	Jermaine
	2022
	The effects of acute oral naltrexone pretreatment on the abuse potential of intranasal methamphetamine, and the relationship between reward/punishment sensitivity and methamphetamine's effects
	<4 weeks follow-up 

	Lim
	2021
	Executive function moderates naltrexone effects on methamphetamine-induced craving and subjective responses
	<4 weeks follow-up 

	Zhou
	2021
	Effects of acute dance and aerobic exercise on drug craving and food reward in women with methamphetamine dependence
	<4 weeks follow-up 

	Wang
	2020
	Randomized controlled trial of paliperidone extended release versus risperidone for the treatment of methamphetamine-associated psychosis in Chinese patients
	<4 weeks follow-up 

	Wang
	2019
	A virtual reality counterconditioning procedure to reduce methamphetamine cue-induced craving
	<4 weeks follow-up 

	Ahmadi
	2019
	A randomized clinical trial on the effects of bupropion and buprenorphine on the reduction of methamphetamine craving
	<4 weeks follow-up

	Ahmadi
	2017
	Comparing the effect of buprenorphine and methadone in the reduction of methamphetamine craving: a randomized clinical trial
	<4 weeks follow-up 

	Wang
	2016
	Aripiprazole and risperidone for treatment of methamphetamine-associated psychosis in Chinese patients
	<4 weeks follow-up 

	Zhu
	2016
	Beneficial effects of Tai Chi for amphetamine-type stimulant dependence: a pilot study
	<4 weeks follow-up 

	Wang
	2016
	Dose-response relationships between exercise intensity, cravings, and inhibitory control in methamphetamine dependence: An ERPs study
	<4 weeks follow-up 

	Lee
	2013
	A pilot randomised controlled trial of modafinil during acute methamphetamine withdrawal: feasibility, tolerability and clinical outcomes
	<4 weeks follow-up 

	Mahoney
	2012
	Acute modafinil exposure reduces daytime sleepiness in abstinent methamphetamine-dependent volunteers
	<4 weeks follow-up 

	Mahoney
	2012
	Acute modafinil exposure reduces daytime sleepiness in abstinent methamphetamine-dependent volunteers
	<4 weeks follow-up

	Newton
	2008
	Evaluation of subjective effects of aripiprazole and methamphetamine in methamphetamine-dependent volunteers
	<4 weeks follow-up 

	Kongsakon
	2005
	Mirtazapine in amphetamine detoxification: a placebo-controlled pilot study
	<4 weeks follow-up 

	Srisurapanont
	1999
	Amineptine in the treatment of amphetamine withdrawal: a placebo-controlled, randomised, double-blind study
	<4 weeks follow-up

	Srisurapanont
	1999
	Amphetamine withdrawal: II. A placebo-controlled, randomised, double-blind study of amineptine treatment
	<4 weeks follow-up/ Duplicate publication

	Carrico
	2016
	Behavioral interventions for Cambodian female entertainment and sex workers who use amphetamine-type stimulants
	<4 weeks follow-up & Outcome not reported

	Batchelder
	2022
	The shame spiral of addiction: Negative self conscious emotion and substance use
	Duplicate publication/excluded trial

	Lee
	2021
	An autoregressive cross-lagged model unraveling co-occurring stimulant use and HIV: Results from a randomized controlled trial
	Duplicate publication/excluded trial

	Reback
	2019
	Theory-based text-messaging to reduce methamphetamine use and HIV sexual risk behaviors among men who have sex with men: automated unidirectional delivery outperforms bidirectional peer interactive delivery
	Duplicate publication/ excluded trial

	Carrico
	2016
	A community-engaged randomized controlled trial of an integrative intervention with HIV-positive, methamphetamine-using men who have sex with men
	Duplicate publication/excluded trial

	Tait
	2015
	Six-month outcomes of a web-based intervention for users of amphetamine-type stimulants: randomized controlled trial
	Duplicate publication/excluded trial

	Dolezal
	2014
	Exercise training improves heart rate variability after methamphetamine dependency
	Duplicate publication/excluded trial

	Fletcher
	2014
	Contingency management voucher redemption as an indicator of delayed gratification
	Duplicate publication/excluded trial

	Dean
	2004
	Depressive symptoms during buprenorphine vs. methadone maintenance: findings from a randomised, controlled trial in opioid dependence
	Duplicate publication/excluded trial

	Baker
	2002
	Motivational interviewing among psychiatric in-patients with substance use disorders
	Duplicate publication/excluded trial

	Salem
	2022
	Craving among individuals with stimulant use disorder in residential social model-based treatment - Can exercise help?
	Duplicate publication/included trial

	Thorson
	2021
	Oxytocin increases physiological linkage during group therapy for methamphetamine use disorder: a randomized clinical trial
	Duplicate publication/included trial

	Reback
	2014
	Development of an evidence-based, gay-specific cognitive behavioral therapy intervention for methamphetamine-abusing gay and bisexual men
	Duplicate publication/included trial

	MurTaugh
	2013
	Spend today, clean tomorrow: Predicting methamphetamine abstinence in a randomized controlled trial
	Duplicate publication/included trial

	Rawson
	2008
	Methamphetamine dependence and human immunodeficiency virus risk behavior
	Duplicate publication/included trial

	Jaffe
	2007
	Depression ratings, reported sexual risk behaviors, and methamphetamine use: latent growth curve models of positive change among gay and bisexual men in an outpatient treatment program
	Duplicate publication/included trial

	Peck
	2005
	Sustained reductions in drug use and depression symptoms from treatment for drug abuse in methamphetamine-dependent gay and bisexual men
	Duplicate publication/included trial

	Fayaz Feyz
	2022
	Synergistic effect of combined transcranial direct current stimulation and Matrix ‎Model on the reduction of methamphetamine craving and improvement of cognitive ‎functioning: a randomized sham-controlled study
	Intervention not eligible

	Alipour
	2021
	Cabergoline in Treatment of Methamphetamine- Dependent Patients and Its Effect on Serum Level of Glial Cell-Derived Neurotrophic Factor: A Randomized, Double-Blind, Placebo-Controlled Clinical Trial
	Intervention not eligible

	Azadbakht
	2022
	The effects of oxytocin on craving, mental health parameters, and stress hormones in methamphetamine-dependent patients undergoing matrix treatment model: A randomized, double-blind clinical trial
	Trial interventions were the same

	STauffer
	2020
	Oxytocin-enhanced group therapy for methamphetamine use disorder: Randomized controlled trial
	Trial interventions were the same

	Reback
	2019
	Cost effectiveness of text messages to reduce methamphetamine use and HIV sexual risk behaviors among men who have sex with men
	Trial interventions were the same

	Dean
	2019
	No effect of attentional bias modification training in methamphetamine users receiving residential treatment
	Trial interventions were the same

	Reback
	2018
	Ecological momentary assessments for self-monitoring and counseling to optimize methamphetamine treatment and sexual risk reduction outcomes among gay and bisexual men
	Trial interventions were the same

	Moore
	2018
	Individualized texting for adherence building (iTAB) for methamphetamine users living with HIV: A pilot randomized clinical trial
	Trial interventions were the same

	Brooks
	2017
	The impact of cognitive training in substance use disorder: the effect of working memory training on impulse control in methamphetamine users
	Trial interventions were the same

	Nyamathi
	2017
	Impact of tailored interventions to reduce drug use and sexual risk behaviors among homeless gay and bisexual men
	Trial interventions were the same

	Polcin
	2014
	Randomized trial of intensive motivational interviewing for methamphetamine dependence
	Trial interventions were the same

	Korcha
	2014
	Intensive Motivational Interviewing for women with concurrent alcohol problems and methamphetamine dependence
	Trial interventions were the same

	Fletcher
	2013
	Antisocial personality disorder predicts methamphetamine treatment outcomes in homeless, substance-dependent men who have sex with men
	Trial interventions were the same

	Smout
	2010
	Psychosocial treatment for methamphetamine use disorders: a preliminary randomized controlled trial of cognitive behavior therapy and acceptance and commitment therapy
	Trial interventions were the same

	Roll
	2006
	A comparison of five reinforcement schedules for use in contingency management-based treatment of methamphetamine abused
	Trial interventions were the same

	Roll
	2005
	Contingency management: Schedule effects
	Trial interventions were the same

	Galloway
	1996
	A Controlled Trial of Imipramine for the Treatment of Methamphetamine Dependence
	Trial interventions were the same

	Liu
	2021
	Effects of aerobic exercise on cognitive function in women with methamphetamine dependence in a detoxification program in Tianjin, China: A randomized controlled trial
	Population not eligible

	Menglu
	2021
	Effects of Tai Chi on the executive function and physical fitness of female methamphetamine dependents: A randomized controlled trial
	Population not eligible

	Thompson
	2021
	Utility of a controlled amphetamine withdrawal paradigm among adults who use methamphetamine: A pilot clinical trial
	Population not eligible

	Chahine
	2021
	Blue Monday: co-occurring stimulant use and HIV persistence predict dysregulated catecholamine synthesis
	Population not eligible

	Takanoa
	2020
	Effect of a web-based relapse prevention program on abstinence among Japanese drug users: A pilot randomized controlled trial
	Population not eligible

	Shakeri
	2020
	Effectiveness of group narrative therapy on depression, quality of life, and anxiety in people with amphetamine addiction: A randomized clinical trial
	Population not eligible

	Zhu
	2020
	Long-term effects of mind-body exercises on the physical fitness and quality of life of individuals with substance use disorder-A randomized trial
	Population not eligible

	Alammehri
	2019
	A Randomized Controlled Trial of Brief Cognitive Behavioral Therapy for Regular Methamphetamine Use in Methadone Treatment
	Population not eligible

	Carrico
	2019
	Randomized controlled trial of a positive affect intervention to reduce HIV viral load among sexual minority men who use methamphetamine
	Population not eligible

	Abdolia
	2019
	Efficacy of the Marlatt cognitive-behavioral model on decreasing relapse and craving in women with methamphetamine dependence: A clinical trial
	Population not eligible

	Zhang
	2018
	Cost-effective way to reduce stimulant-abuse among gay/bisexual men and transgender women: a randomized clinical trial with a cost comparison
	Population not eligible

	Modarresi
	2018
	Amantadine reduces persistent fatigue during post-acute withdrawal phase in methamphetamine abstained individuals: A randomized placebo-controlled trial
	Population not eligible

	Carrico
	2018
	Randomized controlled trial of a positive affect intervention for methamphetamine users
	Population not eligible

	Trivedi
	2017
	Randomized controlled trial comparing exercise to health education for stimulant use disorder: Results from the CTN-0037 STimulant Reduction Intervention Using Dosed Exercise (STRIDE) study
	Population not eligible

	Dunlop
	2017
	Effectiveness and cost-effectiveness of unsupervised buprenorphine-naloxone for the treatment of heroin dependence in a randomized waitlist controlled trial
	Population not eligible

	Glasner-Edwards
	2017
	Mindfulness based relapse prevention for stimulant dependent adults: A pilot randomized clinical trial
	Population not eligible

	Kheirabadi
	2016
	Effect of add-on valproate on craving in methamphetamine depended patients: A randomized trial
	Population not eligible

	Salehi
	2015
	The effect of buprenorphine on methamphetamine cravings
	Population not eligible

	Carrico
	2015
	Pilot randomized controlled trial of an integrative intervention with methamphetamine-using men who have sex with men
	Population not eligible

	Rawson
	2015
	The impact of exercise on depression and anxiety symptoms among abstinent methamphetamine-dependent individuals in a residential treatment setting
	Population not eligible

	Perngparn
	2014
	Methamphetamine Dependence Treatment Rehabilitation in Thailand: A Model Assessment
	Population not eligible

	Landovitz
	2014
	Contingency management facilitates the use of postexposure prophylaxis among stimulant-using men who have sex with men
	Population not eligible

	Schwartz
	2014
	Computerized versus in-person brief intervention for drug misuse: a randomized clinical trial
	Population not eligible

	Ondersma
	2014
	Computer-delivered screening and brief intervention (e-SBI) for postpartum drug use: a randomized trial
	Population not eligible

	Tait
	2014
	A web-based intervention for users of amphetamine-type stimulants: 3-month outcomes of a randomized controlled trial
	Population not eligible

	Donovan
	2013
	Stimulant abuser groups to engage in 12-Step: A multisite trial in the National Institute on Drug Abuse Clinical Trials Network
	Population not eligible

	Hagedorn
	2013
	Rewarding early abstinence in Veterans Health Administration addiction clinics
	Population not eligible

	McDonell
	2013
	Randomized controlled trial of contingency management for stimulant use in community mental health patients with serious mental illness
	Population not eligible

	Heinzerling
	2013
	Pilot randomized trial of bupropion for adolescent methamphetamine abuse/dependence
	Population not eligible

	Corsi
	2012
	The feasibility of interventions to reduce HIV risk and drug use among heterosexual methamphetamine users
	Population not eligible

	Karno
	2011
	Patient reactance moderates the effect of directive telephone counseling for methamphetamine users
	Population not eligible

	Lee
	2010
	It's the thought that counts: Craving metacognitions and their role in abstinence from methamphetamine use
	Population not eligible

	Menza
	2010
	Contingency management to reduce methamphetamine use and sexual risk among men who have sex with men: a randomized controlled trial
	Population not eligible

	Srisurapanont
	2007
	brief intervention for students with methamphetamine use disorders: A randomized controlled trial
	Population not eligible

	Ball
	2007
	Site matters: Multisite randomized trial of motivational enhancement therapy in community drug abuse clinics
	Population not eligible

	Rawson
	2006
	A comparison of contingency management and cognitive-behavioral approaches for stimulant-dependent individuals
	Population not eligible

	Baker
	2006
	Cognitive-behavioural therapy for substance use disorders in people with psychotic disorders: Randomised controlled trial
	Population not eligible

	Neri
	2005
	Randomized clinical trial to compare the effects of methadone and buprenorphine on the immune system in drug abusers
	Population not eligible

	Petry
	2005
	Effect of prize-based incentives on outcomes in stimulant abusers in outpatient psychosocial treatment programs: a national drug abuse treatment clinical trials network study
	Population not eligible

	 Leelahanaj
	2005
	A 4-week, double-blind comparison of olanzapine with haloperidol in the treatment of amphetamine psychosis
	Population not eligible

	Mattick
	2002
	Buprenorphine versus methadone maintenance therapy: a randomized double-blind trial with 405 opioid-dependent patients
	Population not eligible

	Baker
	2002
	Evaluation of a motivational interview for substance use within psychiatric in-patient services
	Population not eligible

	Baker
	2001
	Randomized controlled trial of brief cognitive-behavioural interventions among regular users of amphetamine
	Population not eligible

	Mutumba
	2021
	A mindfulness-based, stress and coping model of craving in methamphetamine users
	Population not eligible & <4 weeks follow-up 

	Yen
	2004
	Effects of brief cognitive-behavioral interventions on confidence to resist the urges to use heroin and methamphetamine in relapse-related situations
	Population not eligible & <4 weeks follow-up 

	Beutler
	2003
	A comparison of the dodo, EST, and ATI factors among comorbid stimulant‐dependent, depressed patients
	Population not eligible & comparator

	Haight
	2019
	Efficacy and safety of a monthly buprenorphine depot injection for opioid use disorder: a multicentre, randomised, double-blind, placebo-controlled, phase 3 trial
	Population not eligible & Outcome not reported

	Farabee
	2013
	A comparison of four telephone-based counseling styles for recovering stimulant users
	Population not eligible & Outcome not reported

	Morabbi
	2017
	Pexacerfont as a CRF1 antagonist for the treatment of withdrawal symptoms in men with heroin/methamphetamine dependence: a randomized, double-blind, placebo-controlled clinical trial
	Population not eligible & <4 weeks follow-up 

	Xu
	2021
	Development of the risk of relapse assessment scale for methamphetamine abusers in China
	Not RCT

	Suvanchot
	2012
	Efficacy of group motivational interviewing plus brief cognitive behavior therapy for relapse in amphetamine users with co-occurring psychological problems at Southern Psychiatric Hospital in Thailand
	Not RCT

	Reback
	2012
	Text messaging reduces HIV risk behaviors among methamphetamine-using men who have sex with men
	Not RCT

	Shoptaw
	2008
	Outcomes using two tailored behavioral treatments for substance abuse in urban gay and bisexual men
	Not RCT

	Tsui
	2022
	Methamphetamine/amphetamine use over time among persons with opioid use disorders treated with buprenorphine/naloxone versus extended-release naltrexone
	No relevant outcome 

	Vincent
	2021
	Intersecting minority statuses and tryptophan degradation among stimulant-using, sexual minority men living with HIV
	No relevant outcome 

	Menglu
	2021
	Effects of Tai Chi on the executive function and physical fitness of female methamphetamine dependents: a randomized controlled trial: 948
	No relevant outcome 

	Zhao
	2020
	Effects of chronic exercise on temporal discounting among persons with methamphetamine use disorder
	No relevant outcome 

	Corsi
	2019
	Interventions to reduce drug use among methamphetamine users at risk for HIV
	No relevant outcome

	Zhu
	2018
	A newly designed mobile-based computerized cognitive addiction therapy app for the improvement of cognition impairments and risk decision making in methamphetamine use disorder: randomized controlled trial
	No relevant outcome 

	Zhang
	2018
	Impact of aerobic exercise on cognitive impairment and oxidative stress markers in methamphetamine-dependent patients
	No relevant outcome 

	Birath
	2017
	Ibudilast may improve attention during early abstinence from methamphetamine
	No relevant outcome 

	Samiei
	2016
	Methamphetamine-associated psychosis and treatment with haloperidol and risperidone: a pilot study
	No relevant outcome 

	Amiri
	2016
	Evaluating the efficacy of Regulated 12-Session Matrix Model in reducing susceptibility in methamphetamine-dependent individuals
	No relevant outcome

	Dolezal
	2013
	Eight weeks of exercise training improves fitness measures in methamphetamine-dependent individuals in residential treatment
	No relevant outcome 

	Rawson
	2012
	Process-of-Care Measures as Predictors of Client Outcome Among a Methamphetamine-Dependent Sample at 12- and 36-Month Follow-ups
	No relevant outcome

	Kay-Lambkin
	2011
	The influence of depression on treatment for methamphetamine use
	No relevant outcome

	Roll
	2006
	Contingency management for the treatment of methamphetamine use disorders
	No relevant outcome 





[bookmark: _Toc168643394]e-Table 5. Characteristics of trials included in the systematic review but excluded from Network Meta-analysis (N=3)
	Author year,
location (ref)
	Setting
	Mean age
	% male
	Diagnostic tool
	Concurrent Conditions
	Duration of intervention
(week)
	N (n arms)
	Interventions, frequency
	Co-intervention

	
	
	
	
	
	
	
	
	1
	2
	

	Sorsdahl 2021,
South Africa 1
	Community
	31.0
	53.3
	DSM-IV
	- 
	7
	60
(30/30)
	Imaginal desensitisation & motivational interviewing
Weekly
	Usual care
	-

	Abdoli 2021, 
Iran 2
	Inpatient
	32.9
	0.0
	DSM-V
	-
	4
	80
(40/40)
	Self-compassion training
twice a week
	Usual care
	CM

	Wu 2020, 
China 3
	Rehabilitation center
	36.2
	0.0
	DSM-V
	-
	13
	60
(30/30)
	Group music therapy
weekly
	Usual care
	Usual care


 DSM: The Diagnostic and Statistical Manual of Mental Disorders; CM: contingency management.





[bookmark: _Toc168643395]e-Table 6. Characteristics of included trials in network meta-analysis (N=69)
	Author year, 
location (ref)
	Setting
	Mean age
	% male
	Diagnostic tool
	Concurrent Conditions
	Duration of intervention
(week)
	N (n arms)
	Interventions
Dose, frequency
	Co-intervention

	
	
	
	
	
	
	
	
	1
	2
	3
	4
	

	Anderson 2023,
Australia 4
	Abstinence-based therapeutic communities
	33.9
	88.9
	DSM-V
	-
	4
	39
(19/20)
	Goal management training
Four 90-min weekly sessions
	Psychoeducational intervention
	-
	-
	-

	Rabiey 2022,
Iran 5
	Outpatient
	33.1
	100.0
	DSM-IV-TR
	-
	8
	111
(54/57)
	Atomoxetine 
40 mg/day
	Placebo 
daily
	-
	-
	-

	Xu 2022,
China 6
	Rehabilitation center
	30.4
	100.0
	DSM
	-
	12
	60
(30/30)
	Exercise group 
1 h, 5 times per week
	Usual care  
1 h, 5 times per week
	-
	-
	-

	Zhang 2022,
China 7
	Rehabilitation program
	38.2
	86.0
	DSM-IV
	-
	8
	100
(52/48)
	Digital Therapeutics (CBT & CM & cognitive function trainings & Approach Bias Modification) 
weekly
	Usual care  
weekly
	-
	-
	-

	Nasr 2022, 
Iran 8
	Community/ outpatient
	33.9
	100.0
	DSM-V
	-
	8
	40
(20/20)
	Perphenazine 
32 mg/day
	Placebo 
daily
	-
	-
	Matrix program

	Tatari 2022, 
Iran 9
	Outpatient
	20-35
	100.0
	DSM-IV
	-
	8
	66
(33/33)
	Venlafaxine 
37.5-70 mg/day
	Placebo 
daily
	-
	-
	-

	Kotajima-murakami 2022, 
Japan 10
	Outpatient
	42.9
	90.9
	DSM-V
	-
	12
	35
(12/12/11)
	Ifenprodil 
120 mg/day
	Ifenprodil 
60 mg/day
	Placebo
daily
	-
	-

	Kheirabadi 2021,
Iran 11
	Outpatient
	32.3
	75.0
	DSM-V
	-
	8
	40
(20/20)
	Buprenorphine 
4 mg/day
	Placebo 
daily
	-
	-
	Matrix program

	Liu 2021,
China 12
	Residential rehabilitation center
	31.1
	100.0
	DSM-IV
	-
	8
	330
(165/165)
	Exercise  
5 sessions per week, 60 mins (300 min per week)
	Structured health education program 
5 session per week, each 60 mins (300 min per week)
	-
	-
	-

	Liu 2021, 
China 13
	Residential rehabilitation center
	28.4
	100.0
	DSM-IV-TR
	-
	8
	100
(25/25/25/25)
	Aerobic Exercise 
5 times per week, 60 mins
	Attentional bias training 
Once a week
	Aerobic Exercise
5 times per week
Attentional bias training
once a week
	Health education
60 mins, 5 times in a week
	-

	Mcketin 2021,
Australia 14
	Outpatients & community
	37.7
	59.0
	DSM-IV
	IDU 35.0%
	12
	153
(76/77)
	N-acetyl cysteine 
2400 mg, daily
	Placebo 
daily
	-
	-
	Usual care

	Trivedi 2021, 
USA 15
	Outpatients
	41.0
	68.7
	DSM-V
	Alcohol use disorder 32.1%
HIV/HCV 25.3%
IDU 19.1%
Cocaine 8.5%
Opioids 7.3%
	6
	403
(109/294)
	Naltrexone
380 mg, every 3 weeks
bupropion 
450 mg, daily
	Placebo 
every 3 weeks injection & daily oral
	-
	-
	-

	Coffin 2020, 
USA 16
	Research clinic
	43.3
	95.8
	DSM-IV TR
	IDU 40.8%
HIV/HCV 51.7%
	36
	120
(60/60)
	Mirtazapine 
30 mg/day
	Placebo 
daily
	-
	-
	CBT & CM

	Karami 2020, 
Iran 17
	Clinic
	27.8
	78.9
	DSM-IV TR
	-
	12
	38
(19/19)
	N-acetylcysteine 
600 mg/BD
	Placebo 
BD
	-
	-
	-

	Tavakkoli fard 2020, 
Iran 18
	Clinic
	31.0
	100.0
	DSM-V
	-
	12
	40
(20/20)
	Modafinil 
300 mg, daily
	Usual care
	-
	-
	-

	Heinzerling 2020, 
USA 19
	Clinic
	39.4
	73.6
	DSM-IV
	HIV/HCV 21.6%
Other drugs 13.0%
Alcohol use disorder 4.3%
	12
	125
(64/61)
	Ibudilast 
50 mg/BD
	Placebo 
BD
	-
	-
	CM & Medical Management counseling

	Javdan 2020, 
Iran 20
	Clinic
	37.9
	NR
	DSM-IV
	-
	8
	60
(30/30)
	Quetiapine 
100 mg/day
	Placebo 
daily
	-
	-
	-

	Aryan 2020, 
Iran 21
	Clinic
	28.5
	100.0
	DSM-IV
	-
	12
	100
(25/25/25/25)
	Methylphenidate
5-10 mg/day
	Matrix Model
45-min, twice a week
	Matrix Model & methylphenidate
	Control (no intervention)
	-

	Noroozi 2020, 
Iran 22
	Outpatient
	32.1
	71.0
	DSM-IV-TR
	-
	12
	62
(32/30)
	Methylphenidate 
60 mg/day
	Placebo 
daily
	-
	-
	Matrix program

	Farahzadi 2019, 
Iran 23
	Clinic
	35.9
	100.0
	DSM-IV-TR
	-
	12
	86
(34/52)
	Riluzole 
50 mg/BD
	Placebo
BD
	-
	-
	-

	Mimiaga 2019, 
USA 24
	Clinic
	39.8
	100.0
	DSM-IV
	MSM 100.0%
	NR
	41
(21/20)
	Behavioral activation & CBT
13 sessions
	Standard care 
2 Sessions
	-
	-
	-

	Briones 2018, 
USA 25
	Research clinic
	36.2
	63.0
	DSM-IV
	-
	9
	52
(27/25)
	Varenicline 
1 mg/BD
	Placebo 
BD
	-
	-
	CBT

	Coffin 2018, 
USA 26
	Clinics & community
	43.0
	98.0
	SCID
	MSM 100.0%
HIV/HCV 74.0%
IDU 51.0%
	12
	100
(50/50)
	Naltrexone 
380 mg, 3 injections
	Placebo 
380mg, 3 injections
	-
	-
	CM & psychosocial treatment program

	Schottenfeld 2018, 
Malaysia 27
	Inpatient & outpatient
	39.4
	100.0
	DSM-IV-TR
	Heroin 100.0%
HIV/HCV 16.9%
IDU 77.0%
	16
	69
(35/34)
	Atomoxetine 
80 mg/daily
	Placebo 
daily
	-
	-
	Buprenorphine/ Naloxone
Physician management & behavioral counseling

	Kohno 2018, 
USA 28
	Clinics & community
	37.5
	75.6
	DSM-IV
	HIV/HCV 24.3%
	4
	52
(25/27)
	Naltrexone 
a single injection four week
	Placebo 
a single injection  four week
	-
	-
	-

	Wang 2017, 
China 29
	Rehabilitation center
	33.5
	88.0
	DSM-V
	-
	12
	63
(32/31)
	Aerobic exercise
Thrice weekly
	Usual care
	-
	-
	-

	Runarsdottir 2017, 
Iceland 30
	Outpatient
	31.6
	75.0
	DSM-IV
	Alcohol use disorder 75.0%
Cocaine 26.0%
HIV/HCV 9.0%
	24
	100
(51/49)
	Naltrexone 
380 mg/monthly
	Placebo 
monthly
	-
	-
	Usual treatment

	Rezaei 2016, 
Iran 31
	Inpatient
	29.5
	100.0
	DSM-IV
	-
	10
	62
(31/31)
	Topiramate 
200 mg/day
	Placebo 
daily
	-
	-
	-

	Rawson 2015, 
USA 32
	Outpatient
	31.7
	80.0
	DSM-IV
	-
	8
	138
(71/67)
	Exercise 
Thrice weekly
	Health education 
Thrice weekly
	-
	-
	Social model-based residential treatment, 12-Step meetings & CM

	Chudzynski 2015, 
USA 33
	Clinic & rehabilitation setting
	35.0
	52.0
	DSM-IV
	-
	16
	119 (30/32/28/29)
	Continuous CM 
Thrice weekly
	Intermittent Predictable Condition 
Thrice weekly
	Intermittent Unpredictable Condition 
Thrice weekly
	Standard Condition
Thrice weekly
	CM for completing follow-up evaluations

	Mousavi 2015, 
Iran 34
	Clinic
	29.2
	82.6
	DSM-IV-TR
	-
	4
	46
(23/23)
	N-acetyl cysteine 
1200 mg/day
	Placebo 
daily
	-
	-
	Standardized Matrix Model

	Rezaei 2015, 
Iran 35
	Clinic
	35.1
	73.2
	DSM-IV-TR
	IDU 3.6%
	10
	56
(28/28)
	Methylphenidate 
54 mg/day
	Placebo 
daily
	-
	-
	-

	Anderson 2015, 
USA 36
	Outpatient
	39.3
	65.0
	Clinical interview
	ADHD 9.0%
Depression 17.0%
	12
	204
(100/104)
	Bupropion
150 mg/BD
	Placebo
BD
	-
	-
	-

	Verachai 2014, 
Thailand 37
	Inpatient
	23.9
	76.0
	Clinical interview by psychiatrist
	Psychosis 100.0%
	4
	80
(44/36)
	Haloperidol 
2 mg/daily
	Quetiapine 
100 mg/daily
	-
	-
	-

	Konstenius 2014, 
Sweden 38
	Prison & outpatient
	41.5
	100.0
	DSM-IV
	ADHD 100.0%
	24
	54
(27/27)
	Methylphenidate 
180 mg/day
	Placebo 
daily
	-
	-
	-

	Ling 2014, 
USA 39
	Community
	39.1
	81.8
	DSM-IV-TR
	Other drugs 33.7%
ADHD 29.1%
Cocaine 5.5%
	10
	110
(55/55)
	Methylphenidate 
54 mg, daily
	Placebo 
daily
	-
	-
	CBT & CM

	Kalechstein 2014, 
USA 40
	Community
	35.7
	71.0
	DSM-IV
	IDU 35.3%
	3
	78 (26/26/26)
	Varenicline 
0.5 mg/day at day 1 to 3, 0.5 mg/BD for day 4, 0.5 mg/day for day 5
	Varenicline 
0.5 mg/day at day 1 to 3, 0.5 mg/BD for day 4, 1 mg/day for day 5
	Placebo 
daily
	-
	CM

	Heinzerling 2014, 
USA 41
	Research clinic
	38.3
	80.9
	DSM-IV-TR
	HIV/HCV 23.8%
ADHD 14.3%
	12
	84
(41/43)
	Bupropion 
150 mg/BD
	Placebo 
BD
	-
	-
	CBT

	Farnia 2014, 
Iran 42
	Inpatient
	40.0
	100.0
	DSM-IV
	Psychosis 100.0%
	6
	53
(27/26)
	Aripiprazole 
15 mg/day
	Risperidone 
4 mg/day
	-
	-
	-

	Roll 2013, 
USA 43
	Outpatient
	32.2
	55.1
	DSM-IV
	-
	16
	118
(29/30/30/29)
	Standard Psychosocial Treatment  
thrice weekly
	1-month CM
	2-month CM
	4-month CM
	Standard Psychosocial Treatment

	Coffin 2013, 
USA 44
	Clinics & community
	38.7
	87.8
	DSM-IV-TR SCID
	HIV/HCV 31.1%
	12
	90
(45/45)
	Aripiprazole 
20 mg/day
	Placebo 
daily
	-
	-
	CM

	Sulaiman 2013, 
Malaysia 45
	Clinic
	34.2
	94.6
	DSM-IV
	Psychosis 100.0%
Other drugs 37.8%
HIV/HCV 29.5%
Alcohol use disorder 5.4%
	8
	37
(19/18)
	Aripiprazole 
5-10 mg/day
	Placebo 
daily
	-
	-
	-

	Miles 2013, 
New Zealand & Finland 46
	Outpatient
	36.5
	63.0
	DSM-IV
	Other drugs 3.8%
Heroin 1.3%
	22
	78
(39/39)
	Methylphenidate 
54 mg/day
	Placebo 
daily
	-
	-
	-

	Elkashef 2012, 
USA 47
	Clinic
	38.0
	63.6
	DSM-IV
	-
	12
	140
(69/71)
	Topiramate 
200 mg/day
	Placebo 
daily
	-
	-
	-

	Brown 2012, 
USA 48
	Clinic
	38.4
	54.2
	DSM-IV SCID
	Depression 100.0%
IDU 12.5%
	12
	48
(28/20)
	Citicoline 
500 mg, QID
	Placebo 
QID
	-
	-
	CM

	Tiihonen 2012, 
Russia 49
	Inpatient
	28.7
	78.0
	DSM-IV
	Heroin 100.0%
HIV/HCV 54.0%
Other drugs 28.0%
	10
	100
(50/50)
	Naltrexone implant  
1000 mg, daily
	Placebo  
daily
	-
	-
	-

	Ling 2012, 
USA 50
	Inpatient & outpatient
	38.4
	75.5
	DSM-IV-TR
	-
	14
	120
(60/60)
	Flumazenil 2 mg, days 1, 2, 3, 22, 23
gabapentin 1200 mg/day to day 40
	Sham injection, on days 1, 2, 3, 22, 23
oral placebo/ daily to day 40
	-
	-
	CBT & CM & hydroxyzine 50 mg before flumazenil

	Anderson 2012, 
USA 51
	Outpatient
	39.0
	59.1
	DSM-IV
	ADHD 9.5%
	12
	210
(72/70/68)
	Modafinil 
200 mg/day
	Modafinil 
400 mg/day
	Placebo 
daily
	-
	CBT & motivational enhancement therapy

	Galloway 2011, 
USA 52
	Research center
	37.3
	56.7
	DSM-IV
	ADHD 15.0%
	8
	60
(30/30)
	Dextroamphetamine 
60 mg, daily
	Placebo 
daily
	-
	-
	Motivational enhancement therapy

	Colfax 2011, 
USA 53
	Clinics & community
	40.5
	100.0
	DSM-IV-TR SCID
	MSM 100.0%
HIV/HCV 53.0%
	12
	60
(30/30)
	Mirtazapine 
30 mg, daily
	Placebo 
daily
	-
	-
	Substance use counseling

	Urschel 2011, 
USA 54
	Research clinic
	18-55
	50.0
	DSM-IV
	-
	4
	135
(68/67)
	Flumazenil 2 mg, days 1, 2, 3, 21, 22
 gabapentin up to 1200 mg/day
hydroxyzine 50 mg, PRN
	Infusions of normal saline, days 1, 2, 3, 21, 22
daily placebo capsules
	-
	-
	CM & drug abuse psychosocial counseling

	Das 2010, 
USA 55
	Clinics & community
	36.5
	100.0
	DSM SCID
	MSM 100.0%
Depression 67.0%
IDU 50.0%
HIV/HCV 56.7%
	12
	30
(20/10)
	Bupropion 
300 mg/day

	Placebo 
daily
	-
	-
	Cm & CBT

	Konstenius 2010, 
Sweden 56
	Clinic
	37.2
	79.0
	DSM IV
	ADHD 100.0%
	12
	24
(12/12)
	Methylphenidate 
72 mg/day
	Placebo 
daily
	-
	-
	Skills training program

	Grant 2010, 
USA 57
	Community
	36.8
	70.9
	DSM-IV
	-
	8
	31
(14/17)
	Naltrexone
50-200 mg/day
N-Acetyl Cysteine 
600-2400 mg/day
	Placebo 
daily
	-
	-
	-

	Heinzerling 2010, 
USA 58
	Outpatient
	38.4
	70.4
	DSM-IV-TR
	IDU 5.6%
	12
	71
(34/37)
	Modafinil 
400 mg/day
	Placebo 
daily
	-
	-
	CBT & cm

	Reback 2010, 
USA 59
	Community
	36.4
	100.0
	DSM-IV SCID
	MSM 100.0%
HIV/HCV 70.2%
 Other drugs 53.5%
 Alcohol use disorder 32.8%
Cocaine 6.1%
	24
	131
(64/67)
	CM 
Twice weekly
	Control 
baseline, 7-, 9-, & 12-month
	-
	-
	Earned points for completing follow-up evaluations

	Longo 2010, 
Australia 60
	Clinic
	31.9
	61.2
	DSM-IV
	IDU 85.4%
	12
	49
(23/26)
	Dexamphetamine 
110 mg/day
	Placebo 
daily
	-
	-
	CBT

	Shearer 2009, 
Australia 61
	Clinic
	35.9
	62.5
	DSM-IV
	IDU 62.2%
HIV/HCV 27.5%
Alcohol use disorder 6.2%
	10
	80
(38/42)
	Modafinil 
200 mg, daily
	Placebo 
daily
	-
	-
	CBT

	Jayaram-lindström 2008, 
Sweden 62
	Community
	39.5
	78.8
	DSM-IV
	IDU 70.0%
ADHD 46.3%
	12
	80
(40/40)
	Naltrexone 
50 mg/day
	Placebo 
daily
	-
	-
	Standardized manual-based relapse prevention therapy

	Johnson 2008, 
USA 63
	Clinic
	36.1
	64.0
	DSM-IV
	IDU 17.0%
Alcohol use disorder 10.0%
Depression 9.0%
psychosis 0.2%
	8
	150
(37/46/29/38)
	Ondansetron 
0.25 mg/day
	Placebo 
daily
	Ondansetron 
1 mg/day
	Ondansetron 
4 mg/day
	CBT

	Shoptaw 2008, 
USA 64
	Outpatient
	34.6
	64.4
	DSM-IV-TR
	-
	12
	73
(36/37)
	Bupropion 
150 mg/BD
	Placebo 
BD
	-
	-
	CBT

	Cruickshank 2008, 
Australia 65
	Outpatient
	31.0
	63.3
	DSM-IV
	Other drugs 41.9%
Cocaine 9.7%
Heroin 3.2%
	2
	31
(13/18)
	Mirtazapine 
30 mg/day
	Placebo 
daily
	-
	-
	Psychosocial consulting

	Elkashef 2008, 
USA 66
	Outpatient
	36.0
	67.0
	DSM-IV
	Depression 19.9%
ADHD 15.0%
	12
	151
(79/72)
	Bupropion 
150 mg/BD
	Placebo 
BD
	-
	-
	CBT

	Tiihonen 2007, 
Finland & New Zealand 67
	Inpatient
	35.6
	68.0
	DSM-IV
	HIV/HCV 79.2%
	20
	53
(19/17/17)
	Aripiprazole 
15 mg/day
	Methylphenidate 
54 mg/day
	Placebo 
daily
	-
	Psychosocial treatment

	Shoptaw 2006, 
USA 68
	Outpatient
	33.1
	61.6
	DSM-IV SCID
	-
	12
	229
(61/54/59/55)
	Sertraline
50 mg/BD
CM
Thrice a week
	Placebo
BD
CM
Thrice a week
	Sertraline-only 
50 mg/BD
	Placebo
BD
	Matrix Model

	Heinzerling 2006, 
USA 69
	Clinic
	32.2
	69.3
	DSM-IV SCID
	IDU 6.8%
	16
	88
(25/26/37)
	Baclofen 
20 mg/TID
	Gabapentin 
800 mg/TID
	Placebo/TID
	-
	Psychosocial counseling

	Shoptaw 2005, 
USA 70
	Community

	37.2
	100.0
	DSM-IV SCID
	MSM 100.0%
HIV/HCV 60.5%
IDU 38.9%
	16
	162
(40/42/40/40)
	CBT 
thrice weekly, 90 mins
	CM 
thrice weekly
	CBT & CM
 thrice weekly, 90 mins
	Gay specific CBT
thrice-weekly
	-

	Baker 2005, 
Australia 71
	Outpatient
	30.2
	62.6
	DSM-IV & SDS
	-
	24
	140
(66/74)
	CBT 
four sessions 4 sessions
	CBT 
two sessions 2 sessions
	Self-help booklet
	-
	Self-help booklet & CM

	Rawson 2004,
USA 72
	Clinic & rehabilitation setting
	32.8
	45.0
	DSM-IV
	-
	16
	138
(71/67)
	Matrix Model 
Thrice weekly
	Usual care 
1-13 hours per week
	-
	-
	-

	DSM: The Diagnostic and Statistical Manual of Mental Disorders; DSM-IV-TR: Diagnostic and Statistical Manual of Mental Disorders, fourth edition, text revision; MA/A: methamphetamine/amphetamines; min: minutes; mg: milligram; CBT: cognitive behavioral therapy; CM: contingency management; IDU: injecting drug users; HIV: Human Immunodeficiency Virus; HCV: hepatitis C virus; BD: twice daily; h: hour; IU: International unit; SCID-IV: Structured Clinical Interview for DSM-IV; MSM: men who have sex with men; ADHD: Attention-Deficit / Hyperactivity Disorder; QID: four times a day; PRN: administration as-needed; ACT: Acceptance and Commitment Therapy; SDS: Severity of Dependence Scale.



[bookmark: _Toc168643396]e-Table 7. Summary of risk of bias assessments for included trials in systematic review (N=72)
	[bookmark: _Hlk155973754]Author, Year
	Randomisation method
	Allocation concealment
	Blinding of patients 
	Blinding of health care providers
	Blinding of outcome assessors
	Loss to follow

	Anderson, 2023 4
	Low
	Low
	High
	High
	Low
	High

	Kotajima-Murakami, 2022 10
	Low
	Low
	Low
	Low
	Low
	Low

	Rabiey, 2022 5
	Low
	Low
	Low
	Low
	Low
	High

	Xu, 2022 6
	Low
	Low
	High
	High
	Low
	Low

	Tatari, 2022 9
	High
	Low
	Low
	Low
	High
	Low

	Nasr, 2022 8
	High
	High
	Low
	Low
	High
	High

	Zhang, 2022 7
	High
	High
	High
	High
	High
	High

	McKetin, 2021 14
	Low
	Low
	Low
	Low
	Low
	Low

	Kheirabadi, 2021 11
	Low
	Low
	Low
	Low
	High
	High

	Sorsdahl, 2021 1
	Low
	Low
	High
	High
	Low
	High

	Liu, 2021 12
	Low
	High
	High
	High
	High
	Low

	Trivedi, 2021 15
	High
	High
	Low
	Low
	Low
	High

	Abdoli, 2021 2
	High
	High
	High
	High
	High
	Low

	Liu, 2021 13
	High
	High
	High
	High
	High
	Low

	Heinzerling, 2020 19
	Low
	Low
	Low
	Low
	Low
	High

	Coffin, 2020 16
	Low
	Low
	Low
	Low
	High
	High

	Noroozi, 2020 22
	Low
	Low
	Low
	Low
	High
	High

	Aryan, 2020 21
	Low
	Low
	High
	High
	High
	Low

	Javadan, 2020 20
	Low
	High
	Low
	Low
	Low
	Low

	Tavakkoli fard, 2020 18
	Low
	High
	High
	High
	High
	High

	Wu, 2020 3
	High
	Low
	High
	High
	Low
	Low

	Karami, 2020 17
	High
	High
	Low
	High
	Low
	High

	Farahzadi, 2019 23
	Low
	Low
	Low
	Low
	High
	High

	Mimiaga, 2019 24
	High
	High
	High
	High
	High
	Low

	Coffin, 2018 26
	Low
	Low
	Low
	Low
	Low
	Low

	Briones, 2018 25
	Low
	Low
	Low
	Low
	Low
	Low

	Schottenfeld, 2018 27
	Low
	Low
	Low
	Low
	Low
	Low

	Kohno, 2018 28
	Low
	High
	Low
	Low
	High
	High

	Runarsdottir, 2017 30
	Low
	High
	Low
	High
	High
	High

	Wang, 2017 29
	High
	High
	Low
	High
	High
	High

	Rezaei, 2016 31
	High
	High
	Low
	Low
	High
	Low

	Rezaei, 2015 35
	Low
	Low
	Low
	Low
	Low
	High

	Anderson, 2015 36
	Low
	High
	Low
	Low
	High
	High

	Mousavi, 2015 34
	Low
	High
	Low
	High
	High
	High

	Rawson, 2015 32
	Low
	High
	High
	High
	High
	Low

	Chudzynski, 2015 33
	High
	High
	High
	High
	High
	High

	Verachai, 2014 37
	Low
	Low
	Low
	Low
	Low
	Low

	Konstenius, 2014 38
	Low
	Low
	Low
	Low
	High
	High

	Ling, 2014 39
	Low
	Low
	Low
	Low
	High
	High

	Farnia, 2014 42
	Low
	High
	Low
	Low
	Low
	Low

	Heinzerling, 2014 41
	High
	High
	Low
	Low
	Low
	High

	Kalechstein, 2014 40
	High
	High
	Low
	Low
	High
	High

	Miles, 2013 46
	Low
	Low
	Low
	Low
	Low
	Low

	Sulaiman, 2013
	Low
	Low
	Low
	Low
	Low
	High

	Coffin, 2013 44
	Low
	High
	Low
	Low
	High
	Low

	Roll, 2013 43
	High
	High
	High
	High
	High
	High

	Tiihonen, 2012 49
	Low
	Low
	Low
	Low
	Low
	High

	Ling, 2012 50
	Low
	Low
	Low
	High
	High
	High

	Anderson, 2012 51
	Low
	High
	Low
	High
	High
	High

	Brown, 2012 48
	High
	High
	Low
	Low
	Low
	High

	Elkashef, 2012 47
	High
	High
	Low
	Low
	High
	High

	Colfax, 2011 53
	Low
	Low
	Lo
	Low
	Low
	Low

	Galloway, 2011 52
	Low
	High
	Low
	Low
	High
	Low

	Urschel, 2011 54
	Low
	High
	Low
	Low
	High
	High

	Das, 2010 55
	Low
	Low
	Low
	Low
	Low
	Low

	Longo, 2010 60
	Low
	Low
	Low
	Low
	Low
	High

	Konstenius, 2010 56
	Low
	Low
	Low
	Low
	High
	Low

	Heinzerling, 2010  58
	Low
	High
	Low
	Low
	High
	High

	Grant, 2010 57
	Low
	High
	Low
	Low
	High
	High

	Reback, 2010 59
	Low
	High
	High
	High
	High
	Low

	Shearer, 2009 61
	High
	Low
	Low
	Low
	High
	High

	Cruickshank, 2008 65
	Low
	Low
	Low
	Low
	Low
	High

	Johnson, 2008 63
	Low
	Low
	Low
	Low
	High
	High

	Jayaram- lindström, 2008  62
	Low
	Low
	Low
	Low
	High
	High

	Elkashef, 2008 66
	Low
	High
	Low
	Low
	High
	High

	Shoptaw, 2008 64
	High
	High
	Low
	Low
	High
	High

	Tiihonen, 2007  67
	High
	High
	Low
	High
	High
	Low

	Shoptaw, 2006 68
	Low
	High
	Low
	Low
	Low
	High

	Heinzerling, 2006 69
	High
	High
	Low
	Low
	High
	High

	Shoptaw, 2005 70
	Low
	High
	High
	High
	High
	High

	Baker, 2004 71
	Low
	Low
	Low
	High
	Low
	High

	Rawson, 2004 72
	High
	High
	High
	High
	High
	High




[bookmark: _Toc168643397]e-Table 8. Results of direct pairwise comparisons with number trials and events for each trial arm and certainty of evidence for abstinence from methamphetamines/ amphetamines
	Comparison
	# 
RCTs
	# events
	# of 
participants
	I²
	Direct
RR (95% CI)
	Precision
	Directness
	Consistency
	Overall
RoB
	Publication bias
	COE

	Aripiprazole vs Placebo
	2
	25/30
	112
	0.0
	0.93 (0.64, 1.35)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Bupropion vs Placebo
	5
	54/39
	334
	31.4
	1.30 (0.84, 2.01)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Citicoline vs Placebo
	1
	10/9
	48
	-
	0.79 (0.40, 1.59)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Flumazenil + Gabapentin vs Placebo
	1
	23/18
	135
	-
	1.26 (0.75, 2.11)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Ibudilast vs Placebo
	1
	9/10
	127
	-
	0.89 (0.39, 2.03)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Ifenprodil vs Placebo
	1
	5/6
	21
	-
	0.76 (0.33, 1.72)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Modafinil vs Placebo
	3
	46/24
	170
	40.7
	1.26 (0.68, 2.32)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Mirtazapine vs Placebo
	2
	25/15
	131
	0.0
	1.70 (1.02, 2.84)
	Serious*
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Ondansetron vs Placebo
	1
	29/19
	105
	-
	0.67 (0.45, 1.00)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Perphenazine vs Placebo
	1
	3/1
	30
	-
	3.00 (0.35, 25.68)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Quetiapine vs Placebo
	1
	19/6
	56
	-
	3.17 (1.49, 6.73)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Riluzole vs Placebo
	1
	19/11
	40
	-
	1.73 (1.15, 2.60)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Topiramate vs Placebo
	2
	44/38
	199
	93.3
	1.23 (0.30, 5.01)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Varenicline vs Placebo
	1
	4/5
	52
	-
	0.74 (0.22, 2.45)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Naltrexone vs Placebo
	4
	67/56
	247
	0.0
	1.13 (0.98, 1.30)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Naltrexone + NAC vs Placebo
	1
	5/5
	17
	-
	0.89 (0.40, 1.97)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	NAC vs Placebo
	1
	14/14
	96
	-
	1.09 (0.58, 2.03)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Methylphenidate vs Methylphenidate + MM
	1
	13/8
	43
	-
	1.55 (0.81, 2.96)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate vs CBT
	1
	13/16
	42
	-
	0.74 (0.49, 1.11)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate vs Placebo
	6
	99/86
	351
	67.6
	1.12 (0.81, 1.54)
	Serious
	Not serious
	Serious
	Not serious
	Undetected
	Low

	Methylphenidate + MM vs CBT
	1
	8/16
	41
	-
	0.48 (0.26, 0.86)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate + MM vs Placebo
	1
	8/21
	43
	-
	0.40 (0.23, 0.69)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CM vs CBT
	1
	34/3
	69
	-
	2.15 (0.80, 5.78)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CM vs Placebo
	2
	62/47
	250
	82.6
	0.82 (0.37, 1.85)
	Serious
	Not serious
	Serious
	Serious
	Undetected
	Very Low

	CBT vs Placebo
	2
	66/34
	195
	92.6
	1.19 (0.43, 3.32)
	Serious
	Not serious
	Serious
	Serious
	Undetected
	Very Low


* Not met optimal information size. RCT: randomized controlled trials; COE: certainty of evidence, RR: relative risk; CI: confidence interval; ROB: risk of bias; NAC: N-acetylcysteine; MM: matrix model; CBT: cognitive behavioral therapy; CM: contingency management.
[bookmark: _Toc168643398]e-Table 9. Direct and indirect estimates of effect for the network of abstinence from methamphetamines/amphetamines and P value for pairwise inconsistency
	Comparison
	Direct
RR (95% CI)
	Indirect
RR (95% CI)
	IF
	Se of IF
	Inconsistency P value

	Methylphenidate + MM vs Placebo
	0.40 (0.21, 0.75)
	1.31 (0.50, 3.42)
	-1.19
	0.43
	0.006

	Methylphenidate + MM vs CBT
	0.48 (0.21, 1.09)
	0.39 (0.07, 2.28)
	0.20
	0.92
	0.832

	Methylphenidate + MM vs Methylphenidate
	0.64 (0.29, 1.41)
	0.39 (0.07, 2.28)
	1.34
	0.63
	0.034

	CBT vs Placebo
	1.12 (0.67, 1.86)
	1.04 (0.39, 2.77)
	0.07
	0.57
	0.901

	CBT vs CM
	0.46 (0.15, 1.42)
	1.54 (0.79, 2.99)
	-1.20
	0.67
	0.072

	CBT vs Methylphenidate
	1.30 (0.64, 2.63)
	0.73 (0.36, 1.49)
	0.57
	0.52
	0.272

	CM vs Placebo
	0.81 (0.49, 1.35)
	2.69 (0.81, 8.90)
	-1.20
	0.67
	0.072

	Methylphenidate vs Placebo
	1.12 (0.80, 1.56)
	1.36 (0.23, 8.11)
	-0.20
	0.92
	0.832


All the evidence comes from the trials which directly compare them. Significant inconsistency P value means estimates from direct and indirect comparison are statistically different. P value for global test of inconsistency = 0.0001.
Statistical tests of inconsistency have low power and thus typically is p value < 0.1 is considered as important inconsistency; important inconsistency p values are bolded.
RR: relative risk; IF: inconsistency factor; Se: standard error; MM: Matrix Model; CBT: cognitive behavioral therapy; CM: contingency management.




[bookmark: _Toc168643399]e-Table 10. Results of network meta-analysis for abstinence from methamphetamines/amphetamines
[image: ]
Results are relative risk (95% CIs) from the network meta-analysis. For each comparison (column vs. row), relative risk of > 1 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
NAC: N-acetyl cysteine; MM: matrix model; CBT: cognitive behavioral therapy; CM: contingency management. 
	High certainty of evidence
	Moderate certainty of evidence
	Low certainty of evidence
	Very Low certainty of evidence



[bookmark: _Toc168643400]e-Table 11. Results of direct pairwise comparisons with number trials and certainty of evidence for negative urine samples 
	Comparison
	# 
RCTs
	# of 
participants
	I²
	Direct
mean proportion
(95% CI)
	Precision
	Directness
	Consistency
	Overall
RoB
	Publication bias
	COE

	Aripiprazole vs Methylphenidate
	1
	36
	-
	-23.40 (-29.48, -17.32)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Aripiprazole vs Placebo
	3
	163
	94.3
	-0.75 (-13.56, 12.07)
	Serious
	Not serious
	Serious
	Serious
	Undetected
	Very Low

	Atomoxetine vs Placebo
	1
	65
	-
	10.00 (-10.11, 30.11)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Baclofen vs Gabapentin
	1
	51
	-
	13.20 (-6.58, 32.98)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Baclofen vs Placebo
	1
	62
	-
	12.60 (-6.17, 31.37)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Citicoline vs Placebo
	1
	48
	-
	-9.00 (-13.85, -4.15)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Dextroamphetamine vs Placebo
	1
	60
	-
	-2.93 (-7.23, 1.37)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Flumazenil + Gabapentin vs Placebo
	2
	246
	91.6
	0.75 (-18.71, 20.21)
	Serious
	Not serious
	Serious
	Serious
	Undetected
	Very Low

	Gabapentin vs Placebo
	1
	63
	-
	-0.60 (-18.58, 17.38)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Ibudilast vs Placebo
	1
	125
	-
	-6.60 (-8.44, -4.76)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Ifenprodil vs Placebo
	1
	33
	-
	-4.30 (-10.52, 1.92)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Modafinil vs Placebo
	1
	71
	-
	-0.53 (-4.33, 3.27)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Mirtazapine vs Placebo
	2
	176
	0.0
	9.14 (7.20, 11.07)
	Serious*
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Bupropion vs Placebo
	3
	243
	79.3
	7.33 (2.23, 12.42)
	Serious*
	Not serious
	Serious
	Not serious
	Undetected
	Low

	Naltrexone + Bupropion vs Placebo
	2
	628
	0.0
	7.06 (3.11, 11.01)
	Not serious
	Not serious
	Not serious
	Serious
	Undetected
	Moderate

	Naltrexone vs Placebo
	3
	204
	85.9
	-0.99 (-7.07, 5.09)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Ondansetron vs Placebo
	1
	105
	-
	-10.69 (-14.42, -6.96)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Perphenazine vs Placebo
	1
	30
	-
	12.25 (7.11, 17.39)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Quetiapine vs Placebo
	1
	56
	-
	32.17 (27.76, 36.58)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Riluzole vs Placebo
	1
	45
	-
	24.10 (18.05, 30.15)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Topiramate vs Placebo
	1
	57
	-
	2.02 (-1.64, 5.68)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	N-acetylcysteine vs Placebo
	1
	153
	-
	4.00 (1.86, 6.14)
	Serious*
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Sertraline vs Sertraline + CM
	1
	120
	-
	-11.60 (-14.75, -8.45)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline vs CM
	1
	113
	-
	-10.40 (-13.65, -7.15)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline vs Placebo
	1
	114
	-
	-11.05 (-14.17, -7.93)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline + CM vs CM
	1
	115
	-
	1.20 (-2.02, 4.42)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline + CM vs Placebo
	1
	116
	-
	0.55 (-2.54, 3.64)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CM vs CBT
	1
	122
	-
	-1.55 (-4.71, 1.61)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CM vs CBT+CM
	1
	82
	-
	-0.30 (-4.11, 3.51)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CM vs Placebo
	1
	109
	-
	-0.65 (-3.84, 2.54)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate vs Methylphenidate + MM
	1
	43
	-
	-9.45 (-14.97, -3.93)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate vs CBT
	1
	42
	-
	10.13 (5.09, 15.17)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate vs Placebo
	7
	438
	95.3
	9.56 (2.28, 16.85)
	Not serious
	Not serious
	Serious
	Serious
	Undetected
	Low

	Methylphenidate + MM vs CBT
	1
	41
	-
	19.58 (14.24, 24.92)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate + MM vs Placebo
	1
	43
	-
	27.78 (23.29, 32.27)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CBT vs CBT + CM
	1
	120
	-
	1.25 (-1.97, 4.47)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CBT vs Placebo
	1
	42
	-
	8.20 (4.31, 12.09)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	* Not met optimal information size. RCT: randomized controlled trials; COE: certainty of evidence, CI: confidence interval; ROB: risk of bias; MM: matrix model; CBT: cognitive behavioral therapy; CM: contingency management.



[bookmark: _Toc168643401]e-Table 12. Direct and indirect estimates of effect for the network of negative urine samples and P value for pairwise inconsistency
	Comparison
	Direct
Mean proportion (95% CI)
	Indirect
Mean proportion (95% CI)
	IF
	Se of IF
	Inconsistency
 P value

	Aripiprazole vs Placebo
	-0.90 (-11.53, 9.74)
	-20.70 (-55.98, 14.57)
	19.81
	18.78
	0.292

	Aripiprazole vs Methylphenidate
	-23.40 (-41.39, -5.41)
	-6.25 (-20.39, 7.89)
	-17.15
	11.67
	0.142

	Methylphenidate + MM vs Placebo
	27.78 (9.62, 45.94)
	10.00 (-22.05, 42.06)
	17.78
	18.61
	0.340

	M Methylphenidate + MM vs CBT
	19.58 (0.57, 38.59)
	26.42 (-32.73, 85.56)
	-6.84
	31.66
	0.829

	Methylphenidate + MM vs Methylphenidate
	9.45 (-9.13, 28.03)
	25.70 (-7.49, 58.90)
	-16.25
	19.37
	0.401

	CBT vs Placebo
	8.25 (-9.97, 26.47)
	-3.01 (-23.70, 17.67)
	11.26
	14.01
	0.421

	CBT vs CBT+CM
	1.25 (-17.28, 19.78)
	8.09 (-51.20, 67.38)
	-6.84
	31.66
	0.829

	CBT vs CM
	1.55 (-16.97, 20.07)
	4.97 (-19.94, 29.88)
	-3.42
	15.84
	0.829

	CBT vs Methylphenidate
	-10.11 (-28.86, 8.64)
	-2.25 (-24.88, 20.37)
	-7.86
	15.01
	0.601

	CBT+CM vs CM
	0.30 (-18.34, 18.94)
	7.12 (-52.07, 66.32)
	-6.82
	31.66
	0.829

	CM vs Placebo
	-0.65 (-19.17, 17.87)
	2.76 (-22.13, 27.65)
	-3.41
	15.83
	0.829

	CM vs Sertraline + CM
	-1.20 (-19.73, 17.33)
	5.62 (-53.59, 64.84)
	-6.82
	31.66
	0.829

	CM vs Sertraline
	10.40 (-8.14, 28.94)
	17.22 (-41.99, 76.44)
	-6.82
	31.66
	0.829

	Methylphenidate vs Placebo
	9.57 (2.63, 16.52)
	26.76 (-7.48, 61.00)
	-17.18
	17.81
	0.335

	Sertraline + CM vs Placebo
	0.55 (-17.96, 19.06)
	7.37 (-51.86, 66.61)
	-6.82
	31.66
	0.829

	Sertraline vs Placebo
	-11.05 (-29.56, 7.46)
	-4.23 (-63.46, 55.01)
	-6.82
	31.66
	0.829


All the evidence comes from the trials which directly compare them. Significant inconsistency P value means estimates from direct and indirect comparison are statistically different. P value for global test of inconsistency = 0.517
Statistical tests of inconsistency have low power and thus typically is p value < 0.1 is considered as important inconsistency.
IF: inconsistency factor; Se: standard error; MM: matrix model; CBT: cognitive behavioral therapy; CM: contingency management.

[bookmark: _Toc168643402]e-Table 13. Results of network meta-analysis for negative urine samples
[image: ]
[bookmark: _Hlk140240906]Results are mean proportion (95% CIs) from the network meta-analysis. For each comparison (column vs. row), mean proportion of > 0 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
NAC: N-acetyl cysteine; MM: matrix model; CBT: cognitive behavioral therapy; CM: contingency management.
	High certainty of evidence
	Moderate certainty of evidence
	Low certainty of evidence
	Very Low certainty of evidence



[bookmark: _Toc168643403][bookmark: _Hlk140678469]e-Table 14. Results of direct pairwise comparisons with number trials and certainty of evidence for longest duration of abstinence (days)
	Comparison
	# RCTs
	# of participants
	I²
	Direct
Mean (95% CI)
	Precision
	Directness
	Consistency
	Overall
RoB
	Publication bias
	COE

	Baclofen vs Gabapentin
	1
	51
	-
	6.54 (-7.61, 20.69)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Baclofen vs Placebo
	1
	62
	-
	4.39 (-7.63, 16.41)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Bupropion vs Placebo
	1
	73
	-
	2.00 (-5.04, 9.04)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Dextroamphetamine vs Placebo
	1
	60
	-
	-0.30 (-8.93, 8.33)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Gabapentin vs Placebo
	1
	63
	-
	-2.15 (-11.27, 6.97)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Modafinil vs Placebo
	2
	183
	0.0
	2.00 (-2.41, 6.40)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate vs Placebo
	3
	188
	0.0
	4.17 (2.32, 6.02)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Varenicline vs Placebo
	1
	52
	-
	16.65 (8.40, 24.90)
	Serious*
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	CBT vs CBT+CM
	1
	120
	-
	-29.40 (-41.45, -17.35)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CBT vs CM
	2
	240
	0.0
	-15.52 (-20.52, -10.53)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CBT vs Placebo
	2
	913
	95.6
	5.94 (-3.75, 15.63)
	Serious
	Not serious
	Serious
	Serious
	Undetected
	Very Low

	CBT+CM vs CM
	1
	82
	-
	13.30 (-2.02, 28.62)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	* Not met optimal information size. RCT: randomized controlled trials; COE: certainty of evidence, CI: confidence interval; ROB: risk of bias; CBT: cognitive behavioral therapy; CM: contingency management.



[bookmark: _Toc168643404]e-Table 15. Direct and indirect estimates of effect for the network of longest duration of abstinence (days) and P value for pairwise inconsistency
	Comparison
	Direct
Mean (95% CI)
	Indirect
Mean (95% CI)
	IF
	Se of IF
	Inconsistency
 P value

	CBT vs Placebo
	-0.90 (-11.53, 9.74)
	-20.70 (-55.98, 14.57)
	17.79
	377.75
	0.964

	CBT vs CBT + CM
	-23.40 (-41.39, -5.41)
	-6.25 (-20.39, 7.89)
	-1.45
	17.67
	0.935

	CBT vs CM
	27.78 (9.62, 45.94)
	10.00 (-22.05, 42.06)
	-34.48
	755.31
	0.964

	CBT + CM vs CM
	19.58 (0.57, 38.59)
	26.42 (-32.73, 85.56)
	-1.44
	17.67
	0.935

	All the evidence comes from the trials which directly compare them. Significant inconsistency P value means estimates from direct and indirect comparison are statistically different. P value for global test of inconsistency = 0.935
Statistical tests of inconsistency have low power and thus typically is p value < 0.1 is considered as important inconsistency.
IF: inconsistency factor; Se: standard error; CBT: cognitive behavioral therapy; CM: contingency management





[bookmark: _Toc168643405]e-Table 16. Results of network meta-analysis for longest duration of abstinence (days)
[image: ]
Results are mean (95% CIs) from the network meta-analysis. For each comparison (column vs. row), mean > 0 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
CBT: cognitive behavioral therapy; CM: contingency management.
	High certainty of evidence
	Moderate certainty of evidence
	Low certainty of evidence
	Very Low certainty of evidence



[bookmark: _Toc168643406]e-Table 17. Results of direct pairwise comparisons with number trials and events and certainty of evidence for patients with ≥2 weeks of abstinence and their associated certainty of evidence
	Comparison
	# 
RCTs
	# events
	# of 
participants
	I²
	Direct
RR (95% CI)
	Precision
	Directness
	Consistency
	Overall
RoB
	Publication bias
	COE

	Baclofen vs Gabapentin
	1
	15/13
	51
	-
	1.20 (0.73, 1.98)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Baclofen vs Placebo
	1
	15/17
	62
	-
	1.31 (0.81, 2.10)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Bupropion vs Placebo
	1
	14/14
	73
	-
	1.03 (0.57, 1.84)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Flumazenil + Gabapentin vs Placebo
	2
	50/41
	246
	62.5
	1.18 (0.69, 2.04)
	Serious
	Not serious
	Serious
	Serious
	Undetected
	Very low

	Gabapentin vs Placebo
	1
	13/17
	63
	-
	1.09 (0.65, 1.83)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Modafinil vs Placebo
	1
	9/10
	71
	-
	0.98 (0.45, 2.12)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate vs Placebo
	1
	35/34
	110
	-
	1.03 (0.77, 1.37)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Mirtazapine vs Placebo
	1
	7/2
	77
	-
	2.80 (0.78, 10.03)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Ondansetron vs Placebo
	1
	82/31
	155
	-
	1.15 (0.91, 1.45)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Varenicline vs Placebo
	1
	13/14
	52
	-
	0.86 (0.51, 1.45)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline vs Sertraline + CM
	1
	15/26
	120
	-
	0.60 (0.35, 1.01)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline vs CM
	1
	15/28
	113
	-
	0.49 (0.30, 0.81)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline vs Placebo
	1
	15/23
	114
	-
	0.61 (0.36, 1.04)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline + CM vs CM
	1
	26/28
	115
	-
	0.82 (0.56, 1.21)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline + CM vs Placebo
	1
	26/23
	116
	-
	1.02 (0.67, 1.56)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CM vs Placebo
	1
	28/23
	109
	-
	1.24 (0.83, 1.86)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low


RCT: randomized controlled trials; COE: certainty of evidence, RR: relative risk; CI: confidence interval; ROB: risk of bias; CM: contingency management.
[bookmark: _Toc168643407]e-Table 18. Results of network meta-analysis for patients with ≥2 weeks of abstinence
[image: ]
Results are relative risks (95% CIs) from the network meta-analysis. For each comparison (column vs. row), relative risk of >1 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
CM: contingency management.
	High certainty of evidence
	Moderate certainty of evidence
	Low certainty of evidence
	Very Low certainty of evidence



[bookmark: _Toc168643408]e-Table 19. Results of direct pairwise comparisons with number trials and certainty of evidence for duration of methamphetamine/ amphetamines use and their associated certainty of evidence
	Comparison
	# 
RCTs
	# of
participants
	I²
	Direct
MD (95% CI)
	Precision
	Directness
	Consistency
	Overall 
RoB
	Publication bias
	COE

	Atomoxetine vs Placebo
	1
	65
	-
	-1.50 (-6.41, 3.41)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Dextroamphetamine vs Placebo
	1
	34
	-
	-4.62 (-10.88, 1.64)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Flumazenil + Gabapentin vs Placebo
	2
	186
	23.0
	-0.90 (-4.30, 2.49)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Ifenprodil vs Placebo
	1
	30
	-
	-5.46 (-12.69, 1.77)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Methylphenidate vs Placebo
	2
	172
	60.0
	-0.98 (-3.27, 1.31)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Naltrexone vs Placebo
	1
	37
	-
	-2.68 (-7.63, 2.27)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Naltrexone + NAC vs Placebo
	1
	30
	-
	-5.40 (-12.14, 1.34)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	NAC vs Placebo
	1
	153
	-
	1.50 (-5.70, 8.70)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	CBT vs CBT + CM
	1
	120
	-
	1.80 (-1.39, 4.99)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CBT vs CM
	1
	122
	-
	1.40 (-1.68, 4.48)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CBT vs Placebo
	2
	911
	0.0
	0.84 (-0.26, 1.93)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CBT + CM vs CM
	1
	82
	-
	-0.40 (-3.91, 3.11)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	RCT: randomized controlled trials; COE: certainty of evidence, MD: mean difference; CI: confidence interval; ROB: risk of bias; NAC: N-Acetylcysteine; CBT: cognitive behavioral therapy; CM: contingency management.





[bookmark: _Toc168643409]e-Table 20. Direct and indirect estimates of effect for the network of duration of methamphetamine/amphetamines use and P value for pairwise inconsistency
	Comparison
	Direct
MD (95% CI)
	Indirect
MD (95% CI)
	IF
	Se of IF
	Inconsistency
 P value

	CBT vs Placebo
	0.84 (-0.25, 1.93)
	0.81 (-520.56, 522.18)
	0.03
	266.01
	0.999

	CBT vs CBT/CM
	1.80 (-0.25, 1.93)
	1.86 (-1040.29, 1044.01)
	-0.06
	531.72
	0.999

	CBT vs CM
	1.40 (-1.68, 4.49)
	1.46 (-1041.57, 1044.49)
	-0.06
	532.17
	0.999

	All the evidence comes from the trials which directly compare them. Significant inconsistency P value means estimates from direct and indirect comparison are statistically different. P value for global test of inconsistency = 0.289
Statistical tests of inconsistency have low power and thus typically is p value < 0.1 is considered as important inconsistency.
MD: mean difference; IF: inconsistency factor; Se: standard error; CBT: cognitive behavioral therapy; CM: contingency management



	
[bookmark: _Toc168643410]e-Table 21. Results of network meta-analysis for duration of methamphetamine/amphetamines use

[image: ]
Results are mean differences (95% CIs) from the network meta-analysis. For each comparison (column vs. row), mean < 0 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
NAC: N-acetyl cysteine; CBT: cognitive behavioral therapy; CM: contingency management.
	High certainty of evidence
	Moderate certainty of evidence
	Low certainty of evidence
	Very Low certainty of evidence




[bookmark: _Toc168643411]e-Table 22. Results of direct pairwise comparisons with number trials and certainty of evidence for craving for methamphetamine/amphetamine use and their associated certainty of evidence
	Comparison
	# RCTs
	# of
participants
	I²
	Direct
MD (95% CI)
	Precision
	Directness
	Consistency
	Overall RoB
	Publication bias
	COE

	Aripiprazole vs Placebo
	1
	75
	-
	0.44 (-0.63, 1.51)
	Serious
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Buprenorphine vs Placebo
	1
	40
	-
	-0.90 (-1.25, -0.55)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Bupropion vs Placebo
	1
	73
	-
	-1.18 (-1.37, -0.99)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Dextroamphetamine vs Placebo
	1
	60
	-
	-0.48 (-1.04, 0.08)
	Serious
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Flumazenil + Gabapentin vs Placebo
	2
	246
	83.9
	-0.76 (-1.74, 0.22)
	Serious
	Serious
	Serious
	Serious
	Undetected
	Very low

	Ifenprodil vs Placebo
	1
	33
	-
	1.22 (-1.97, 4.41)
	Serious
	Serious
	Not serious
	Not serious
	Undetected
	Low

	Modafinil vs Placebo
	2
	102
	98.6
	-0.75 (-4.01, 2.52)
	Serious
	Serious
	Serious
	Not serious
	Undetected
	Very low

	Perphenazine vs Placebo
	1
	30
	-
	-4.74 (-5.09, -4.40)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very low

	Quetiapine vs Placebo
	1
	56
	-
	-0.51 (-0.84, -0.17)
	Serious*
	Serious
	Not serious
	Not serious
	Undetected
	Low

	Riluzole vs Placebo
	1
	71
	-
	-0.99 (-1.40, -0.58)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very low

	Topiramate vs Placebo
	1
	57
	-
	0.51 (-0.28, 1.30)
	Serious
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Venlafaxine vs Placebo
	1
	52
	-
	0.02 (-0.05, 0.09)
	Serious
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Naltrexone + Bupropion vs Placebo
	2
	628
	0.0
	-0.95 (-1.46, -0.45)
	Not serious
	Serious
	Not serious
	Not serious
	Undetected
	Moderate

	Naltrexone vs Placebo
	2
	137
	48.4
	-0.04 (-1.20, 1.11)
	Serious
	Serious
	Not serious
	Not serious
	Undetected
	Low

	Naltrexone + N-Acetylcysteine vs Placebo
	1
	31
	-
	-0.57 (-2.00, 0.86)
	Serious
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	N-acetylcysteine vs Placebo
	4
	236
	97.5
	-2.90 (-6.33, 0.53)
	Serious
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Methylphenidate vs Placebo
	4
	246
	0.0
	-0.69 (-1.10, -0.27)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Methylphenidate + MM vs Placebo
	1
	43
	-
	-0.71 (-0.98, -0.44)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very low

	CBT vs Placebo
	1
	100
	-
	-5.42 (-10.93, 0.09)
	Serious
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Education vs Exercise
	2
	180
	80.7
	1.51 (0.34, 2.68)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Education vs Exercise + Biofeedback
	1
	43
	-
	1.99 (1.01, 2.97)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very low

	Education vs Biofeedback
	1
	44
	-
	0.48 (-0.62, 1.58)
	Serious
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Exercise vs Exercise + Biofeedback
	1
	43
	-
	-0.23 (-1.31, 0.85)
	Serious
	Serious
	Not serious
	Serious
	Undetected
	Very Low

	Exercise vs Biofeedback
	1
	44
	-
	-1.74 (-2.93, -0.55)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very low

	Exercise vs Placebo
	1
	50
	-
	-2.90 (-3.95, -1.85)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very low

	Exercise + Biofeedback vs Biofeedback
	1
	41
	-
	-1.51 (-2.67, -0.35)
	Serious*
	Serious
	Not serious
	Serious
	Undetected
	Very low

	RCT: randomized controlled trials; COE: certainty of evidence, MD: mean difference; CI: confidence interval; ROB: risk of bias; MM: matrix model; CBT: cognitive behavioral therapy.





[bookmark: _Toc168643412]e-Table 23. Direct and indirect estimates of effect for the network of craving for methamphetamine/amphetamine use and P value for pairwise inconsistency
	Comparison
	Direct
MD (95% CI)
	Indirect
MD (95% CI)
	IF
	Se of IF
	Inconsistency
 P value

	Biofeedback vs Education
	-0.48 (-3.73, 2.77)
	1.93 (-6.03, 0.23)
	-2.41
	4.54
	0.595

	Biofeedback vs Exercise
	1.74 (-1.54, 5.02)
	-0.66 (-8.94, 7.62)
	2.40
	4.53
	0.596

	Education vs Exercise + Biofeedback
	1.99 (-1.22, 5.20)
	-0.42 (-8.73, 7.89)
	2.41
	4.54
	0.595

	Education vs Exercise
	1.58 (-0.56, 3.73)
	5.80 (-76.23, 87.84)
	-4.22
	41.87
	0.920

	Exercise + Biofeedback vs Exercise
	0.23 (-3.01, 3.47)
	-2.17 (-10.44, 6.09)
	2.40
	4.53
	0.596

	Exercise vs Placebo
	-2.9 (-6.03, 0.23)
	-0.79 (-41.70, 40.12)
	-2.11
	20.93
	0.920

	All the evidence comes from the trials which directly compare them. Significant inconsistency P value means estimates from direct and indirect comparison are statistically different. P value for global test of inconsistency = 0.595
Statistical tests of inconsistency have low power and thus typically is p value < 0.1 is considered as important inconsistency.
MD: mean difference; IF: inconsistency factor; Se: standard error.




	
[bookmark: _Toc168643413][bookmark: _Hlk140669850]e-Table 24. Results of network meta-analysis on craving for methamphetamine/amphetamine use
[image: ]
Results are mean differences (95% CIs) from the network meta-analysis. For each comparison (column vs. row), mean < 0 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
MM: matrix model; NAC: N-acetyl cysteine; CBT: cognitive behavioral therapy.
	High certainty of evidence
	Moderate certainty of evidence
	Low certainty of evidence
	Very Low certainty of evidence




[bookmark: _Toc168643414]e-Table 25. Results of direct pairwise comparisons with number trials and certainty of evidence for duration of stimulant use
	Comparison
	# RCTs
	# of
participants
	Direct
MD (95% CI)
	Precision
	Directness
	Consistency
	Overall RoB
	Publication bias
	COE
	Description

	Methylphenidate vs Placebo
	1
	110
	0.29 (-0.09, 0.66)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low
	Methylphenidate in comparison with placebo may show a little to a non-important difference in the changes in the duration of stimulant use.

	Modafinil vs Placebo
	1
	80
	-0.27 (-0.55, 0.02)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low
	Modafinil vs placebo may have a little or non-important difference on the duration of stimulant use.


RCT: randomized controlled trials; COE: certainty of evidence, MD: mean difference; CI: confidence interval; ROB: risk of bias.




[bookmark: _Toc168643415][bookmark: _Hlk140747091]e-Table 26. Results of direct pairwise comparisons with number trials and events for each trial arm and certainty of evidence for all-cause drop-out
	Comparison
	# 
RCTs
	# events
	# of 
participants
	I²
	Direct
RR (95% CI)
	Precision
	Directness
	Consistency
	Overall
RoB
	Publication bias
	COE

	Aripiprazole vs Risperidone
	1
	4/4
	53
	-
	0.96 (0.27, 3.45)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Aripiprazole vs Placebo
	2
	13/15
	127
	84.7
	0.77 (0.11, 5.19)
	Serious
	Not serious
	Serious
	Serious
	Undetected
	Very Low

	Atomoxetine vs Placebo
	2
	10/19
	180
	0.0
	0.56 (0.28, 1.12)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Baclofen vs Gabapentin
	1
	10/17
	51
	-
	0.61 (0.35, 1.07)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Baclofen vs Placebo
	1
	10/22
	62
	-
	0.67 (0.39, 1.16)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Bupropion vs Placebo
	5
	129/123
	547
	0.0
	1.06 (0.89, 1.26)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Citicoline vs Placebo
	1
	19/24
	60
	-
	0.69 (0.50, 0.96)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Dextroamphetamine vs Placebo
	2
	9/15
	109
	0.0
	0.64 (0.31, 1.33)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Flumazenil + Gabapentin vs Placebo
	2
	66/57
	255
	0.0
	1.18 (0.93, 1.49)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Gabapentin vs Placebo
	1
	17/22
	63
	-
	1.10 (0.75, 1.62)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Haloperidol vs Quetiapine
	1
	7/5
	80
	-
	1.15 (0.40, 3.31)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Ibudilast vs Placebo
	1
	30/29
	125
	-
	0.99 (0.68, 1.43)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Ifenprodil vs Placebo
	1
	3/2
	35
	-
	0.69 (0.13, 3.55)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Modafinil vs Placebo
	4
	104/85
	401
	14.9
	0.87 (0.69, 1.10)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate vs Methylphenidate + MM
	1
	22/21
	50
	0.0
	1.05 (0.84, 1.31)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate vs CTB
	1
	22/20
	50
	0.0
	1.10 (0.86, 1.40)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate vs Placebo
	7
	125/132
	434
	14.5
	0.93 (0.80, 1.08)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate + MM vs CTB
	1
	21/20
	50
	-
	1.05 (0.81, 1.36)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Methylphenidate + MM vs Placebo
	1
	21/22
	50
	-
	0.95 (0.76, 1.19)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Mirtazapine vs Placebo
	3
	20/24
	211
	0.0
	1.00 (0.66, 1.51)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Ondansetron vs Placebo
	1
	62/28
	155
	-
	0.96 (0.72, 1.28)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Perphenazine vs Placebo
	1
	5/5
	40
	-
	1.00 (0.34, 2.93)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Quetiapine vs Placebo
	1
	2/2
	60
	-
	1.00 (0.15, 6.64)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Riluzole vs Placebo
	1
	14/32
	84
	-
	0.67 (0.42, 1.06)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Topiramate vs Placebo
	2
	33/35
	202
	0.0
	0.95 (0.67, 1.37)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Venlafaxine vs Placebo
	1
	3/11
	66
	-
	0.27 (0.08, 0.89)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Varenicline vs Placebo
	2
	31/22
	130
	0.0
	0.96 (0.63, 1.45)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Naltrexone + Bupropion vs Placebo
	2
	31/37
	628
	0.0
	1.77 (1.12, 2.80)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Naltrexone + N-acetylcysteine vs Placebo
	1
	9/8
	31
	-
	1.37 (0.72, 2.58)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	N-acetylcysteine vs Placebo
	3
	12/14
	212
	0.0
	0.87 (0.42, 1.80)
	Serious
	Not serious
	Not serious
	Not serious
	Undetected
	Moderate

	Naltrexone vs Placebo
	5
	72/86
	432
	0.0
	0.82 (0.66, 1.03)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline vs Sertraline + CM
	1
	36/30
	120
	-
	1.24 (0.89, 1.72)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline vs CM
	1
	36/25
	113
	-
	1.32 (0.93, 1.87)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline vs Placebo
	1
	36/22
	114
	-
	1.53 (1.04, 2.24)
	Serious*
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline + CM vs CM
	1
	30/25
	115
	-
	1.06 (0.72, 1.56)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Sertraline + CM vs Placebo
	1
	30/22
	116
	-
	1.23 (0.81, 1.86)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CM vs CTB
	1
	34/15
	68
	-
	0.74 (0.48, 1.15)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CM vs Placebo
	2
	34/39
	240
	66.6
	0.85 (0.41, 1.76)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	CTB vs Exercise
	1
	0/0
	62
	0.0
	1.00 (0.02, 48.82)
	Very serious
	Not serious
	Not serious
	Serious
	Undetected
	Very Low

	CTB vs Placebo
	4
	61/67
	407
	70.2
	0.64 (0.37, 1.10)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Education vs Exercise
	3
	22/27
	518
	0.0
	0.82 (0.48, 1.39)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Education vs Exercise + Biofeedback
	1
	2/5
	50
	-
	0.40 (0.09, 1.87)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Education vs Biofeedback
	1
	2/2
	50
	-
	0.50 (0.10, 2.49)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Exercise vs Exercise + Biofeedback
	1
	2/5
	50
	-
	0.40 (0.09, 1.87)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Exercise vs Biofeedback
	1
	2/4
	50
	-
	0.50 (0.10, 2.49)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Exercise vs Placebo
	1
	7/6
	63
	-
	1.13 (0.43, 2.99)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low

	Exercise + Biofeedback vs Biofeedback
	1
	5/4
	50
	-
	1.25 (0.38, 4.12)
	Serious
	Not serious
	Not serious
	Serious
	Undetected
	Low


* Not met optimal information size. RCT: randomized controlled trials; COE: certainty of evidence, RR: relative risk; CI: confidence interval; ROB: risk of bias; MM: matrix model CBT: cognitive behavioral therapy; CM: contingency management. 
[bookmark: _Toc168643416]e-Table 27. Direct and indirect estimates of effect for the network of all-cause drop-out and P value for pairwise inconsistency
	Comparison
	Direct
RR (95% CI)
	Indirect
RR (95% CI)
	IF
	Se of IF
	Inconsistency P value

	Aripiprazole vs Placebo
	0.84 (0.40, 1.78)
	0.98 (0.00, .)
	-0.15
	74.99
	0.998

	Aripiprazole vs Risperidone
	0.96 (0.26, 3.50)
	0.71 (0.00, .)
	0.30
	149.97
	0.998

	Biofeedback vs Education
	1.99 (0.40, 9.95)
	3.1 (0.11, 84.97)
	-0.43
	2.01
	0.830

	Biofeedback vs Exercise
	1.99 (0.40, 9.95)
	1.3 (0.05, 35.6)
	0.43
	2.01
	0.829

	Methylphenidate + MM vs Placebo
	0.95 (0.72, 1.25)
	0.72 (0.43, 1.2)
	0.28
	0.28
	0.316

	Methylphenidate + MM vs CBT
	1.05 (0.77, 1.44)
	1.48 (0.65, 3.36)
	-0.34
	0.45
	0.450

	Methylphenidate + MM vs Methylphenidate
	0.95 (0.72, 1.25)
	1.12 (0.61, 2.05)
	-0.16
	0.33
	0.640

	CBT vs Placebo
	0.77 (0.59, 1.01)
	0.96 (0.60, 1.54)
	-0.23
	0.29
	0.429

	CBT vs CM
	1.35 (0.86, 2.12)
	0.82 (0.52, 1.29)
	0.50
	0.32
	0.120

	CBT vs Exercise
	1 (0.02, 49.42)
	0.73 (0.27, 1.97)
	0.32
	2.05
	0.876

	CBT vs Methylphenidate
	0.9 (0.65, 1.23)
	0.88 (0.59, 1.3)
	0.02
	0.26
	0.925

	CM vs Placebo
	0.95 (0.64, 1.41)
	0.58 (0.35, 0.96)
	0.50
	0.32
	0.120

	CM vs Sertraline + CM
	0.94 (0.64, 1.39)
	0.23 (0.08, 0.70)
	1.41
	0.62
	0.022

	CM vs Sertraline
	0.76 (0.53, 1.08)
	0.18 (0.06, 0.56)
	1.41
	0.62
	0.022

	Education vs Exercise + Biofeedback
	0.4 (0.08, 1.87)
	0.26 (0.01, 6.98)
	0.43
	2.01
	0.830

	Education vs Exercise
	0.82 (0.47, 1.42)
	0.51 (0.00, .)
	0.47
	112.19
	0.997

	Exercise + Biofeedback vs Exercise
	2.51 (0.53, 11.80)
	1.62 (0.06, 43.5)
	0.43
	2.01
	0.829

	Exercise vs Placebo
	1.13 (0.42, 30)
	0.82 (0.02, 40.46)
	0.32
	2.05
	0.876

	Haloperidol vs Quetiapine
	1.15 (0.39, 3.38)
	0.98 (0.00, .)
	0.15
	150.59
	0.999

	Methylphenidate vs Placebo
	0.92 (0.79, 1.08)
	0.66 (0.28, 1.56)
	0.34
	0.45
	0.450

	Quetiapine vs Placebo
	1 (0.15, 6.69)
	0.92 (0.00, .)
	0.08
	75.29
	0.999

	Sertraline + CM vs Placebo
	1.23 (0.82, 1.86)
	0.3 (0.10, 0.89)
	1.41
	0.62
	0.022

	Sertraline vs Placebo
	1.52 (1.03, 2.25)
	0.37 (0.13, 1.09)
	1.41
	0.62
	0.022


All the evidence comes from the trials which directly compare them. Significant inconsistency P value means estimates from direct and indirect comparison are statistically different. P value for global test of inconsistency = 0.157
Statistical tests of inconsistency have low power and thus typically is p value < 0.1 is considered as important inconsistency; important inconsistency p values are bolded.
RR: relative risk; IF: inconsistency factor; Se: standard error; MM: matrix model; CBT: cognitive behavioral therapy; CM: contingency management.


[bookmark: _Toc168643417]e-Table 28. Results of network meta-analysis for all-cause drop-out 
[image: ]
Results are relative risk (95% CIs) from the network meta-analysis. For each comparison (column vs. row), relative risk of < 1 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
NAC: N-acetylcysteine; MM: matrix model; CBT: cognitive behavioral therapy; CM: contingency management. 
	High certainty of evidence
	Moderate certainty of evidence
	Low certainty of evidence
	Very Low certainty of evidence



[bookmark: _Toc168643418]e-Table 29. The surface under the cumulative ranking (SUCRA) values and mean ranks for abstinence from methamphetamine/amphetamines 

	Treatment
	SUCRA
	Probability of being the best (%)
	Mean Rank

	Quetiapine
	94.2
	42.5
	2.2

	Mirtazapine
	80.8
	4.5
	5.0

	Perphenazine
	79.1
	43.9
	5.4

	Riluzole
	78.9
	4.3
	5.4

	Bupropion
	65.2
	0.1
	8.3

	Flumazeni + Gabapentin
	59.6
	1.1
	9.5

	Modafinil
	59.5
	0.2
	9.5

	Naltrexone
	55.0
	0.0
	10.4

	Methylphenidate
	53.2
	0.0
	10.8

	Topiramate
	53.0
	0.0
	10.9

	CBT
	51.3
	0.0
	11.2

	N-acetylcysteine
	50.5
	0.6
	11.4

	CM
	41.6
	0.1
	13.3

	Placebo
	41.5
	0.0
	13.3

	Aripiprazole
	38.5
	0.0
	13.9

	Naltrexone + N-Acetylcysteine
	38.5
	0.6
	13.9

	Ibudilast
	37.8
	0.5
	14.1

	Citicoline
	31.5
	0.2
	15.4

	Varenicline
	30.8
	1.1
	15.5

	Ifenprodil
	30.0
	0.2
	15.7

	Ondansetron
	19.7
	0.0
	17.9

	Methylphenidate + Matrix Model
	9.7
	0.0
	20.0


                           CBT: cognitive behavioral therapy; CM: contingency management
[bookmark: _Toc168643419]e-Table 30. The surface under the cumulative ranking (SUCRA) values and mean ranks for negative urine samples

	Treatment
	SUCRA
	Probability of being the best (%)
	Mean Rank

	Quetiapine
	96.5
	53.7
	1.9

	Methylphenidate + Matrix Model
	90.8
	14.1
	3.5

	Riluzole
	90.3
	18.8
	3.6

	Perphenazine
	72.2
	2.1
	8.5

	Methylphenidate
	71.8
	0.0
	8.6

	Baclofen
	69.7
	5.6
	9.2

	Bupropion
	66.7
	0.1
	10.0

	Mirtazapine
	65.9
	0.1
	10.2

	Atomoxetine
	63.3
	4.1
	10.9

	Naltrexone + Bupropion
	60.7
	0.0
	11.6

	N-acetylcysteine
	51.4
	0.1
	14.1

	CBT
	50.3
	0.0
	14.4

	Topiramate
	45.9
	0.2
	15.6

	Flumazenil + Gabapentin
	45.3
	0.0
	15.8

	CBT + CM
	44.6
	0.2
	16.0

	Sertraline + CM
	43.8
	0.1
	16.2

	Naltrexone
	42.9
	0.0
	16.4

	CM
	41.5
	0.0
	16.8

	Gabapentin
	40.4
	0.6
	17.1

	Modafinil
	39.1
	0.1
	17.4

	Placebo
	38.4
	0.0
	17.6

	Dextroamphetamine
	33.1
	0.0
	19.1

	Aripiprazole
	31.4
	0.0
	19.5

	Ifenprodil
	29.4
	0.0
	20.1

	Ibudilast
	24.3
	0.0
	21.4

	Citicoline
	19.3
	0.0
	22.8

	Ondansetron
	15.9
	0.0
	23.7

	Sertraline
	15.3
	0.0
	23.9


                    CBT: cognitive behavioral therapy; CM: contingency management
[bookmark: _Toc168643420]e-Table 31. The surface under the cumulative ranking (SUCRA) values and mean ranks for longest duration of abstinence (days)
	Treatment
	SUCRA
	Probability of being the best (%)
	Mean Rank

	CBT + CM
	99.3
	94.6
	1.1

	CM
	87.2
	2.9
	2.3

	Varenicline
	80.2
	2.4
	3.0

	CBT
	52.5
	0.0
	5.8

	Methylphenidate
	52.3
	0.0
	5.8

	Baclofen
	44.9
	0.1
	6.5

	Bupropion
	34.6
	0.0
	7.5

	Modafinil
	33.6
	0.0
	7.6

	Dextroamphetamine
	25.5
	0.0
	8.5

	Placebo
	21.6
	0.0
	8.8

	Gabapentin
	18.4
	0.0
	9.2


                                    CBT: cognitive behavioral therapy; CM: contingency management
[bookmark: _Toc168643421]e-Table 32. The surface under the cumulative ranking (SUCRA) values and mean ranks for patients with ≥2 weeks of abstinence
	Treatment
	SUCRA
	Probability of being 
the best (%)
	Mean Rank

	Mirtazapine
	88.7
	68.4
	2.4

	Baclofen
	63.6
	6.6
	5.4

	Contingency management
	61.2
	4.8
	5.7

	Flumazenil + Gabapentin
	57.9
	1.9
	6.1

	Ondansetron
	55.2
	3.0
	6.4

	Gabapentin
	50.5
	3.1
	6.9

	Methylphenidate
	47.0
	1.9
	7.4

	Bupropion
	46.7
	3.1
	7.4

	Sertraline + Contingency management
	45.8
	1.6
	7.5

	Modafinil
	44.2
	4.3
	7.7

	Placebo
	42.6
	0.0
	7.9

	Varenicline
	33.6
	1.1
	9.0

	Sertraline
	13.0
	0.0
	11.4



[bookmark: _Toc168643422]e-Table 33. The surface under the cumulative ranking (SUCRA) values and mean ranks for duration of methamphetamine/amphetamines use
	Treatment
	SUCRA
	Probability of being the best (%)
	Mean Rank

	Naltrexone + NAC
	82.4
	32.7
	2.9

	Ifenprodil
	81.3
	33.7
	3.1

	Dextroamphetamine
	78.1
	23.6
	3.4

	Naltrexone
	64.3
	5.4
	4.9

	Atomoxetine
	51.4
	2.4
	6.3

	Flumazenil + Gabapentin
	48.7
	0.4
	6.6

	CBT + CM
	46.1
	0.4
	6.9

	Methylphenidate
	41.4
	0.0
	7.4

	CM
	39.7
	0.2
	7.6

	Placebo
	29.3
	0.0
	8.8

	NAC
	23.9
	1.2
	9.4

	CBT
	13.3
	0.0
	10.5


                   NAC: N-Acetylcysteine; CBT: cognitive behavioral therapy; CM: contingency management
[bookmark: _Toc168643423]e-Table 34. The surface under the cumulative ranking (SUCRA) values and mean ranks for craving for methamphetamine/amphetamine
	Treatment
	SUCRA
	Probability of being the best (%)
	Mean Rank

	Perphenazine
	92.4
	29.9
	2.8

	CBT
	88.3
	50.8
	3.7

	NAC
	80.9
	1.7
	5.4

	Exercise
	78.5
	3.0
	5.9

	Exercise + Biofeedback
	76.3
	10.0
	6.5

	Biofeedback
	55.0
	1.3
	11.3

	Education
	52.7
	0.2
	11.9

	Bupropion
	52.5
	0.5
	11.9

	Naltrexone + Bupropion
	49.8
	0.0
	12.5

	Riluzole
	49.6
	0.5
	12.6

	Buprenorphine
	48.4
	0.5
	12.9

	Methylphenidate
	46.5
	0.0
	13.3

	Methylphenidate + MM
	45.6
	0.4
	13.5

	Flumazenil + Gabapentin
	45.1
	0.0
	13.6

	Modafinil
	45.0
	0.0
	13.6

	Naltrexone + NAC
	42.4
	0.3
	14.3

	Dextroamphetamine
	41.3
	0.2
	14.5

	Quetiapine
	41.1
	0.2
	14.5

	Naltrexone
	34.4
	0.1
	16.1

	venlafaxine
	32.5
	0.1
	16.5

	Placebo
	28.8
	0.0
	17.4

	Aripiprazole
	26.7
	0.0
	17.9

	Topiramate
	25.4
	0.0
	18.2

	Ifenprodil
	20.9
	0.2
	19.2


CBT: cognitive behavioral therapy; NAC: N-Acetylcysteine; MM: matrix model.
	
[bookmark: _Toc168643424]e-Table 35. The surface under the cumulative ranking (SUCRA) values and mean ranks for all-cause drop-out

	Treatment
	SUCRA
	Probability of being 
the best (%)
	Mean Rank

	Venlafaxine
	94.8
	55.1
	2.8

	Atomoxetine
	82.5
	4.5
	7.1

	Riluzole
	76.9
	0.6
	9.1

	Citicoline
	76.4
	0.1
	9.3

	Baclofen
	75.5
	1.2
	9.6

	Dextroamphetamine
	75.4
	2.9
	9.6

	CM
	67.4
	0.0
	12.4

	CBT
	64.4
	0.0
	13.5

	Naltrexone
	63.4
	0.0
	13.8

	Ifenprodil
	62.4
	12.2
	14.1

	Modafinil
	57.4
	0.0
	15.9

	Aripiprazole
	57.3
	0.4
	15.9

	NAC
	54.2
	0.4
	17.0

	Methylphenidate + MM
	53.9
	0.0
	17.1

	Education
	53.0
	2.3
	17.4

	Risperidone
	52.9
	5.8
	17.5

	Methylphenidate
	52.0
	0.0
	17.8

	Quetiapine
	48.0
	4.8
	19.2

	Varenicline
	47.8
	0.0
	19.3

	Topiramate
	47.5
	0.0
	19.4

	Ondansetron
	46.0
	0.0
	19.9

	Perphenazine
	45.5
	1.6
	20.1

	Ibudilast
	44.9
	0.0
	20.3

	Mirtazapine
	43.8
	0.0
	20.7

	Sertraline + CM
	43.7
	0.0
	20.7

	Haloperidol
	43.4
	7.0
	20.8

	Placebo
	40.8
	0.0
	21.7

	Exercise
	39.9
	0.1
	22.0

	Gabapentin
	34.8
	0.0
	23.8

	Bupropion
	34.7
	0.0
	23.9

	Flumazenil + Gabapentin
	27.0
	0.0
	26.5

	Sertraline
	24.2
	0.0
	27.5

	Naltrexone + NAC
	23.4
	0.0
	27.8

	Biofeedback
	21.1
	0.8
	28.6

	Exercise + Biofeedback
	13.7
	0.3
	31.2

	Naltrexone + Bupropion
	10.2
	0.0
	32.4

	CBT: cognitive behavioral therapy; CM: contingency management; 
NAC: N-Acetylcysteine; MM: matrix model


	

	
[bookmark: _Toc168643425]e-Table 36. Meta-regression analyses for rate of abstinence from methamphetamines/ amphetamines
	Unadjusted
	Interventions vs Placebo
	Relative Risk
	95% CIs
	P value

	Heterogeneity
Tau=0.282
	Aripiprazole
	0.94
	0.55, 1.61
	0.820

	
	Bupropion
	1.30
	0.84, 2.02
	0.241

	
	Methylphenidate + Matrix Model
	0.51
	0.24, 1.06
	0.072

	
	Cognitive behavioral therapy
	1.09
	0.72, 1.67
	0.675

	
	Citicoline
	0.79
	0.33, 1.93
	0.610

	
	Contingency management
	0.97
	0.60, 1.58
	0.915

	
	Flumazenil + Gabapentin
	1.26
	0.59, 2.68
	0.551

	
	Ibudilast
	0.89
	0.33, 2.40
	0.812

	
	Ifenprodil
	0.76
	0.28, 2.04
	0.583

	
	Modafinil
	1.22
	0.70, 2.11
	0.481

	
	Methylphenidate
	1.12
	0.82, 1.52
	0.469

	
	Mirtazapine
	1.76
	0.91, 3.41
	0.092

	
	N-acetylcysteine
	1.09
	0.47, 2.50
	0.845

	
	Naltrexone + N-Acetylcysteine
	0.89
	0.34, 2.34
	0.811

	
	Naltrexone
	1.15
	0.79, 1.67
	0.474

	
	Ondansetron
	0.67
	0.34, 1.33
	0.250

	
	Perphenazine
	3.00
	0.33, 27.55
	0.331

	
	Quetiapine
	3.17
	1.24, 8.07
	0.016

	
	Riluzole
	1.73
	0.87, 3.44
	0.120

	
	Topiramate
	1.13
	0.70, 1.82
	0.631

	
	Varenicline
	0.74
	0.20, 2.77
	0.656

	Adjusted Variables
	Interventions vs Placebo
	Relative Risk
	95% Cis
	P value

	Concealment
(High risk vs Low risk)
Tau= 0.304
	Aripiprazole
	0.82
	0.27, 2.54
	0.734

	
	Bupropion
	1.13
	0.30, 4.28
	0.860

	
	Cognitive behavioral therapy
	0.30
	0.08, 1.17
	0.082

	
	Modafinil
	0.41
	0.11, 1.49
	0.174

	
	Methylphenidate
	1.78
	0.30, 10.50
	0.523

	
	Naltrexone
	0.96
	0.43, 2.15
	0.930

	
	Not enough data for other interventions

	Patients blinding
(High risk vs Low risk)
Tau= 0.070
	Cognitive behavioral therapy
	0.45
	0.24, 0.84
	0.012

	
	Methylphenidate
	0.49
	0.31, 0.77
	0.002

	
	Not enough data for other interventions

	Intervention providers blinding
(High risk vs Low risk)
Tau= 0.239
	Modafinil
	0.49
	0.17, 1.40
	0.183

	
	Methylphenidate
	0.51
	0.27, 0.98
	0.044

	
	Naltrexone
	0.97
	0.49, 1.91
	0.935

	
	Not enough data for other interventions

	Assessor blinding
(High risk vs Low risk)
Tau= 0.311
	Aripiprazole
	0.82
	0.26, 2.57
	0.737

	
	Bupropion
	0.71
	0.27, 1.90
	0.496

	
	Cognitive behavioral therapy
	0.49
	0.19, 1.28
	0.147

	
	Modafinil
	0.41
	0.11, 1.50
	0.178

	
	Methylphenidate
	0.80
	0.37, 1.72
	0.564

	
	Naltrexone
	1.15
	0.49, 2.70
	0.746

	
	Not enough data for other interventions

	Missing participant data
(High risk vs Low risk)
Tau= 0.00
	Aripiprazole
	1.22
	0.58, 2.57
	0.609

	
	Cognitive behavioral therapy
	1.73
	1.03, 2.91
	0.038

	
	Contingency management
	2.77
	1.46, 5.24
	0.002

	
	Methylphenidate
	1.91
	1.29, 2.82
	0.001

	
	Mirtazapine
	1.60
	0.51, 5.02
	0.420

	
	Naltrexone
	1.38
	0.77, 2.47
	0.274

	
	Topiramate
	1.54
	0.74, 3.21
	0.245

	
	Not enough data for other interventions

	Gender
(%males)
Tau= 0.218
	Aripiprazole
	1.03
	0.89, 1.19
	0.691

	
	Contingency management
	0.98
	0.96, 1.00
	0.018

	
	Modafinil
	1.02
	0.99, 1.05
	0.117

	
	Methylphenidate
	0.99
	0.96, 1.01
	0.245

	
	Mirtazapine
	0.89
	0.66, 1.22
	0.476

	
	Naltrexone
	0.98
	0.95, 1.02
	0.400

	
	Topiramate
	0.99
	0.96, 1.01
	0.371

	
	Not enough data for other interventions

	Co-interventions
(Having vs Not having)
Tau= 0.264
	Aripiprazole
	0.82
	0.29, 2.34
	0.714

	
	Cognitive behavioral therapy
	1.75
	0.7, 4.38
	0.230

	
	Contingency management
	4.66
	1.13, 19.3
	0.034

	
	Modafinil
	0.49
	0.17, 1.45
	0.199

	
	Methylphenidate
	1.18
	0.64,2.16
	0.601

	
	Naltrexone
	0.61
	0.17, 2.21
	0.454

	
	Not enough data for other interventions



[bookmark: _Toc168643426]e-Table 37. Meta-regression analyses for evidence for mean proportion of negative urine samples
	Unadjusted
	Interventions vs Placebo
	Mean proportion
	95% CIs
	P value

	Heterogeneity
Tau= 8.951
	Aripiprazole
	-2.53
	-12.73, 7.67
	0.627

	
	Atomoxetine
	10.00
	-16.68, 36.68
	0.463

	
	Baclofen
	12.60
	-13.10, 38.30
	0.337

	
	Bupropion
	8.80
	-1.82, 19.43
	0.104

	
	Methylphenidate + Matrix Model
	23.55
	7.64, 39.46
	0.004

	
	CBT
	3.34
	-10.20, 16.87
	0.629

	
	CBT + CM
	1.48
	-18.09, 21.06
	0.882

	
	Citicoline
	-9.00
	-27.20, 9.20
	0.332

	
	CM
	0.57
	-13.74, 14.87
	0.938

	
	Dextroamphetamine
	-2.93
	-20.99, 15.13
	0.751

	
	Flumazenil + Gabapentin
	1.58
	-11.91, 15.08
	0.818

	
	Gabapentin
	-0.60
	-25.72, 24.52
	0.963

	
	Ibudilast
	-6.60
	-24.24, 11.04
	0.463

	
	Ifenprodil
	-4.30
	-22.91, 14.31
	0.651

	
	Modafinil
	-0.53
	-18.48, 17.42
	0.954

	
	Methylphenidate
	10.24
	3.49, 16.99
	0.003

	
	Mirtazapine
	8.77
	-3.91, 21.46
	0.175

	
	N-acetylcysteine
	4.00
	-13.67, 21.67
	0.657

	
	Naltrexone + Bupropion
	6.96
	-6.06, 19.98
	0.295

	
	Naltrexone
	1.13
	-10.18, 12.45
	0.844

	
	Ondansetron
	-10.69
	-28.62, 7.24
	0.243

	
	Perphenazine
	12.25
	-6.03, 30.53
	0.189

	
	Quetiapine
	32.17
	14.08, 50.26
	<0001

	
	Riluzole
	24.10
	5.54, 42.66
	0.011

	
	Sertraline + CM
	1.16
	-15.85, 18.16
	0.894

	
	Sertraline
	-10.44
	-27.45, 6.57
	0.229

	
	Topiramate
	2.02
	-15.90, 19.94
	0.825

	Adjusted variables
	Interventions vs Placebo
	Mean proportion
	95% CIs
	P value

	Concealment
(High risk vs Low risk)
Tau= 7.756
	Aripiprazole
	-25.66
	-45.77, -5.55
	0.012

	
	Bupropion
	-14.84
	-35.69, 6.00
	0.163

	
	CBT
	-3.35
	-29.48, 22.77
	0.801

	
	Methylphenidate
	-1.44
	-14.76, 11.88
	0.833

	
	Naltrexone
	-1.15
	-21.45, 19.16
	0.912

	
	Flumazenil + Gabapentin
	19.92
	-4.38, 44.22
	0.108

	
	Not enough data for other interventions

	Patients blinding
(High risk vs Low risk)
Tau= 9.381
	CM
	7.29
	-25.10, 39.67
	0.659

	
	Methylphenidate
	9.31
	-11.03, 29.66
	0.369

	
	Not enough data for other interventions

	 Intervention provider blinding
(High risk vs Low risk)
Tau= 9.352
	Aripiprazole
	-10.82
	-33.34, -11.70
	0.346

	
	CM
	6.43
	-25.22, 38.08
	0.691

	
	Methylphenidate
	9.77
	-6.12, 25.66
	0.228

	
	Naltrexone
	-2.13
	-26.09, 21.84
	0.862

	
	Not enough data for other interventions

	Assessor blinding
(High risk vs Low risk)
Tau= 7.686
	Aripiprazole
	-24.89
	-44.70, -5.07
	0.014

	
	Bupropion
	-14.84
	-35.54, 5.85
	0.160

	
	CM
	4.04
	-21.86, 29.94
	0.760

	
	Methylphenidate
	6.93
	-6.50, 20.37
	0.312

	
	Naltrexone
	10.76
	-9.32, 30.84
	0.294

	
	Not enough data for other interventions

	Missing participant data
(High risk vs Low risk)
Tau= 8.355
	Aripiprazole
	24.80
	3.46, 46.13
	0.023

	
	Bupropion
	-14.85
	-36.99, 7.30
	0.189

	
	CBT
	-4.20
	-32.40, 24.00
	0.770

	
	Methylphenidate
	-3.84
	-16.78, 9.11
	0.561

	
	Mirtazapine
	1.11
	-22.66, 24.88
	0.927

	
	Naltrexone
	11.10
	-10.54, 32.75
	0.315

	
	Not enough data for other interventions

	Gender
(%Males)
Tau= 7.011
	Aripiprazole
	0.87
	0.15, 1.60
	0.018

	
	Bupropion
	0.43
	-0.13, 0.99
	0.130

	
	CM
	0.19
	-0.43, 0.82
	0.542

	
	Flumazenil + Gabapentin
	-0.78
	-1.66, 0.10
	0.083

	
	Methylphenidate
	0.47
	0.07, 0.86
	0.022

	
	Mirtazapine
	-0.26
	-5.06, 4.54
	0.914

	
	Naltrexone
	-0.40
	-1.24, 0.43
	0.346

	
	Not enough data for other interventions

	Co-interventions
(Having vs Not having)
(Tau= 7.196)
	Aripiprazole
	-26.47
	-45.29, -7.65
	0.006

	
	Methylphenidate
	-7.26
	-18.44, 3.92
	0.203

	
	Not enough data for other interventions


 CBT: Cognitive behavioral therapy; CM: Contingency management
[bookmark: _Toc168643427]e-Table 38. Meta-regression analyses for longest duration of abstinence
	Unadjusted
	Interventions vs Placebo
	MD
	95% CIs
	P value

	Heterogeneity
Tau= 3.97
	Baclofen
	4.39
	-9.93, 18.71
	0.548

	
	Bupropion
	2.00
	-8.49, 12.49
	0.709

	
	CBT
	5.59
	-0.30, 11.46
	0.063

	
	CBT + CM
	34.85
	19.63, 50.08
	<0.001

	
	CM
	21.20
	11.39, 31.00
	<0.001

	
	Dextroamphetamine
	-0.30
	-11.92, 11.32
	0.960

	
	Gabapentin
	-2.15
	-14.14, 9.84
	0.725

	
	Modafinil
	1.88
	-5.22, 8.98
	0.604

	
	Methylphenidate
	5.54
	-0.70, 11.78
	0.082

	
	Varenicline
	16.65
	5.31, 27.99
	0.004

	Adjusted Variables
	Interventions vs Placebo
	MD
	95% CIs
	P value

	Concealment
(High risk vs Low risk)
Tau= 4.565
	Not enough data for this variable

	Patients blinding
(High risk vs Low risk)
Tau= 4.254
	Not enough data for this variable

	 Intervention provider blinding
(High risk vs Low risk)
Tau= 3.971
	Modafinil
	1.60
	-13.68, 16.88
	0.837

	
	Not enough data for other interventions

	Assessor blinding
(High risk vs Low risk)
Tau= 4.254
	Not enough data for this variable

	Missing participant data
(High risk vs Low risk)
Tau= 0.00
	CBT
	-9.90
	-13.96, -5.84
	<0.001

	
	Methylphenidate
	-0.73
	-18.79, 17.32
	0.936

	
	Not enough data for other interventions

	Gender
(High risk vs Low risk)
Tau= 0.00
	CBT
	0.18
	0.11, 0.25
	<0.001

	
	Modafinil
	-0.14
	-0.95, 0.66
	0.730

	
	Methylphenidate
	0.28
	-0.18, 0.73
	0.238

	
	Not enough data for other interventions

	Co-interventions
(High risk vs Low risk)
Tau= 4.891
	CBT
	-17.74
	-840.40, 804.93
	0.966

	
	CM
	-18.46
	-841.24, 804.33
	0.965

	
	Methylphenidate
	-4.91
	-20.20, 10.38
	0.529

	
	Not enough data for other interventions


	MD: mean differences; CBT: Cognitive behavioral therapy; CM: Contingency management

[bookmark: _Toc168643428]e-Table 39. Meta-regression analyses for≥2 consecutive weeks of abstinence
	Unadjusted
	Interventions vs Placebo
	Relative Risk
	95% CI
	P value

	Heterogeneity
Tau= 0.310
	Baclofen
	1.31
	0.60, 2.82
	0.498

	
	Bupropion
	1.03
	0.44, 2.38
	0.949

	
	Contingency management
	1.24
	0.60, 2.57
	0.564

	
	Flumazenil + Gabapentin
	1.18
	0.69, 2.04
	0.547

	
	Gabapentin
	1.09
	0.49, 2.42
	0.836

	
	Modafinil
	0.98
	0.37, 2.61
	0.967

	
	Methylphenidate
	1.03
	0.53, 2.02
	0.933

	
	Mirtazapine
	2.80
	0.68, 11.51
	0.153

	
	Ondansetron
	1.15
	0.6, 2.21
	0.672

	
	Sertraline + Contingency management
	1.02
	0.48, 2.14
	0.960

	
	Sertraline
	0.61
	0.27, 1.37
	0.229

	
	Varenicline
	0.86
	0.39, 1.92
	0.712

	Adjusted Variables
	Interventions vs Placebo
	Relative Risk
	95% CIs
	P value

	Concealment
Tau= 0.310
	Not enough data for this variable

	Patients blinding
Tau= 0.310
	Not enough data for this variable

	Intervention provider blinding
Tau= 0.310
	Not enough data for this variable

	Assessor blinding
Tau= 0.310
	Not enough data for this variable

	Gender
Tau= 0.310
	Not enough data for this variable

	co-interventions
Tau= 0.310
	Not enough data for this variable



[bookmark: _Toc168643429]e-Table 40. Meta-regression analyses for duration of methamphetamine/amphetamines use
	Unadjusted
	Interventions vs Placebo
	MD
	95% CI
	P value

	Heterogeneity
Tau= 0.000
	Atomoxetine
	-1.50
	-6.41, 3.41
	0.549

	
	CBT
	0.84
	-0.26, 1.93
	0.134

	
	CBT + CM
	-0.96
	-4.34, 2.41
	0.575

	
	CM
	-0.56
	-3.83, 2.70
	0.735

	
	Dextroamphetamine
	-4.62
	-10.90, 1.66
	0.149

	
	Flumazenil + Gabapentin
	-1.14
	-3.9, 1.62
	0.419

	
	Ifenprodil
	-5.46
	-12.69, 1.77
	0.139

	
	Methylphenidate
	-0.53
	-1.59, 0.53
	0.329

	
	N-acetylcysteine
	1.50
	-5.70, 8.70
	0.683

	
	Naltrexone + N-Acetylcysteine
	-5.40
	-12.14, 1.34
	0.116

	
	Naltrexone
	-2.68
	-7.63, 2.27
	0.289

	Adjusted Variables
	Interventions vs Placebo
	MD
	95% Cis
	P value

	Concealment
Tau= 0.000
	Flumazenil + Gabapentin
	-3.80
	-10.34, 2.74
	0.26

	
	Not enough data for this variable

	Patients blinding
Tau= 0.000
	Not enough data for this variable

	 HCP blinding
Tau= 0.000
	Flumazenil + Gabapentin
	3.80
	-2.74, 10.34
	0.225

	
	Not enough data for other interventions

	assessor blinding
Tau= 0.000
	Not enough data for this variable

	missing participant data
Tau= 0.000
	CBT
	0.90
	-4.53, 6.33
	0.745

	
	Not enough data for other interventions

	gender
Tau= 0.000
	CBT
	-.016
	-0.09, 0.06
	0.677

	
	Flumazenil + Gabapentin
	0.15
	-0.11, 0.41
	0.255

	
	Methylphenidate
	-0.26
	-0.66, 0.14
	0.207

	
	Not enough data for other interventions

	co-interventions
Tau= 0.000
	Not enough data for this variable


             MD: mean differences; CBT: Cognitive behavioral therapy; CM: Contingency management

[bookmark: _Toc168643430]e-Table 41. Meta-regression analyses for craving for methamphetamine/amphetamines
	Unadjusted
	Interventions vs Placebo
	MD
	95% CI
	P value

	Heterogeneity
Tau= 1.502
	Aripiprazole
	0.44
	-2.69, 3.57
	0.783

	
	Biofeedback
	-1.47
	-5.77, 2.82
	0.502

	
	Buprenorphine
	-0.90
	-3.87, 2.06
	0.551

	
	Bupropion
	-1.18
	-4.13, 1.77
	0.433

	
	Methylphenidate + Matrix Model
	-0.71
	-3.67, 2.24
	0.636

	
	CBT
	-5.42
	-11.67, 0.83
	0.089

	
	Dextroamphetamine
	-0.48
	-3.48, 2.52
	0.754

	
	Education
	-1.30
	-5.08, 2.48
	0.500

	
	Exercise + Biofeedback
	-2.98
	-7.25, 1.29
	0.171

	
	Exercise
	-2.89
	-6.00, 0.23
	0.069

	
	Flumazenil + Gabapentin
	-0.71
	-2.83, 1.41
	0.511

	
	Ifenprodil
	1.22
	-3.12, 5.56
	0.582

	
	Modafinil
	-0.72
	-2.84, 1.40
	0.505

	
	Methylphenidate
	-0.79
	-2.40, 0.83
	0.339

	
	N-acetylcysteine
	-2.90
	-4.58, -1.21
	0.001

	
	Naltrexone+ N-Acetylcysteine
	-0.57
	-3.84, 2.71
	0.734

	
	Naltrexone/Bupropion
	-0.95
	-3.09, 1.19
	0.385

	
	Naltrexone
	-0.14
	-2.38, 2.11
	0.904

	
	Perphenazine
	-4.75
	-7.71, -1.78
	0.002

	
	Quetiapine
	-0.51
	-3.47, 2.46
	0.738

	
	Riluzole
	  -0.99
	-3.96, 1.99
	0.515

	
	Topiramate
	0.51
	-2.54, 3.56
	0.743

	
	Venlafaxine
	0.02
	-2.93, 2.96
	0.990

	Adjusted Variables
	Interventions vs Placebo
	MD
	95% CIs
	P value

	Concealment
Tau= 7.756
	Education
	-3.03
	-115.81, 109.76
	0.958

	
	Exercise
	-1.82
	-114.55, 110.9
	0.975

	
	Flumazenil/Gabapentin
	-1.01
	-6.04, 4.02
	0.694

	
	Modafinil
	3.33
	-1.69, 8.36
	0.194

	
	Methylphenidate
	0.00
	-4.41, 4.41
	0.999

	
	N-acetylcysteine
	1.48
	-4.10, 7.06
	0.602

	
	Naltrexone
	-1.21
	-6.46, 4.04
	0.652

	
	Not enough data for other interventions

	Patients blinding
Tau= 1.792
	Exercise
	2.11
	-38.92, 43.14
	0.920

	
	Not enough data for other interventions

	 Intervention provider blinding
Tau= 1.503
	N-acetylcysteine
	1.44
	-3.73, 6.61
	0.585

	
	Not enough data for other interventions

	Assessor blinding
Tau= 0.449
	Modafinil
	3.33
	1.87, 4.79
	0.000

	
	N-acetylcysteine
	-4.81
	-6.21, -3.42
	0.000

	
	Not enough data for other interventions

	Missing participant data
Tau= 1.047
	Exercise
	-2.13
	-43.06, 38.81
	0.919

	
	Methylphenidate
	0.04
	-2.43, 2.52
	0.972

	
	N-acetylcysteine
	-4.42
	-7.03, -1.81
	0.001

	
	Naltrexone
	-1.21
	-4.57, 2.16
	0.481

	
	Not enough data for other interventions

	Gender
Tau= 0.000
	Education
	-0.12
	-4.90, 4.66
	0.960

	
	Exercise
	-0.18
	-4.96, 4.6
	0.940

	
	Flumazenil/Gabapentin
	0.04
	0.01, 0.07
	0.013

	
	Modafinil
	-0.11
	-0.14, -0.09
	0.000

	
	Methylphenidate
	0.02
	-0.05, 0.10
	0.572

	
	N-acetylcysteine
	-0.20
	-0.24, -0.17
	0.000

	
	Naltrexone
	0.05
	-0.02, 0.13
	0.164

	
	Not enough data for other interventions

	Co-interventions
Tau= 1.657
	Education
	-3.03
	-115.8, 109.74
	0.958

	
	Exercise
	-1.83
	-114.55, 110.9
	0.975

	
	Modafinil
	3.33
	-1.32, 7.99
	0.161

	
	Methylphenidate
	0.20
	-3.31, 3.71
	0.912

	
	N-acetylcysteine
	-1.46
	-6.83, 3.90
	0.593

	
	Naltrexone
	1.21
	-3.69, 6.11
	0.629

	
	Not enough data for other interventions


        MD: mean differences; CBT: Cognitive behavioral therapy


[bookmark: _Toc168643431]e-Table 42. Meta-regression analyses for all-cause drop-out 
	Unadjusted
	Interventions vs Placebo
	RR
	95% CI
	P value

	Heterogeneity
Tau=0.071
	Aripiprazole
	0.85
	0.40, 1.79
	0.661

	
	Atomoxetine
	0.56
	0.28, 1.13
	0.108

	
	Baclofen
	0.67
	0.38, 1.19
	0.170

	
	Biofeedback
	2.01
	0.39, 10.34
	0.404

	
	Bupropion
	1.06
	0.88, 1.29
	0.517

	
	Methylphenidate + Matrix Model
	0.90
	0.71, 1.15
	0.399

	
	CBT
	0.82
	0.66, 1.02
	0.069

	
	Citicoline
	0.69
	0.49, 0.99
	0.041

	
	CM
	0.79
	0.58, 1.08
	0.134

	
	Dextroamphetamine
	0.64
	0.31, 1.34
	0.238

	
	Education
	0.91
	0.30, 2.72
	0.865

	
	Exercise + Biofeedback
	2.51
	0.52, 12.18
	0.253

	
	Exercise
	1.11
	0.43, 2.87
	0.832

	
	Flumazenil + Gabapentin
	1.17
	0.90, 1.52
	0.238

	
	Gabapentin
	1.10
	0.73, 1.66
	0.650

	
	Haloperidol
	1.15
	0.13, 10.12
	0.903

	
	Ibudilast
	0.99
	0.66, 1.47
	0.944

	
	Ifenprodil
	0.69
	0.13, 3.57
	0.656

	
	Modafinil
	0.88
	0.70, 1.10
	0.263

	
	Methylphenidate
	0.92
	0.79, 1.06
	0.247

	
	Mirtazapine
	1.00
	0.65, 1.53
	0.998

	
	N-acetylcysteine
	0.87
	0.42, 1.81
	0.718

	
	Naltrexone + N-acetylcysteine
	1.37
	0.71, 2.62
	0.349

	
	Naltrexone + Bupropion
	1.77
	1.10, 2.85
	0.018

	
	Naltrexone
	0.83
	0.65, 1.05
	0.119

	
	Ondansetron
	0.96
	0.70, 1.33
	0.820

	
	Perphenazine
	1.00
	0.34, 2.95
	0.999

	
	Quetiapine
	1.00
	0.15, 6.68
	0.999

	
	Riluzole
	0.67
	0.42, 1.08
	0.098

	
	Risperidone
	0.88
	0.20, 3.88
	0.864

	
	Sertraline + CM
	0.99
	0.67, 1.47
	0.974

	
	Sertraline
	1.23
	0.86, 1.77
	0.259

	
	Topiramate
	0.96
	0.65, 1.40
	0.824

	
	Venlafaxine
	0.27
	0.08, 0.90
	0.032

	
	Varenicline
	0.96
	0.62, 1.47
	0.837

	Adjusted variables
	Interventions vs Placebo
	RR
	95% Cis
	P value

	Concealment
Tau= 0.000
	Aripiprazole
	7.04
	1.58, 31.33
	0.010

	
	Bupropion
	1.06
	0.11, 10.41
	0.960

	
	CBT
	0.94
	0.56, 1.57
	0.820

	
	Dextroamphetamine
	1.42
	0.31, 6.47
	0.654

	
	Exercise
	1.33
	0.02, 73.78
	0.888

	
	Flumazenil + Gabapentin
	0.83
	0.49, 1.43
	0.504

	
	Modafinil
	1.45
	0.86, 2.46
	0.163

	
	Methylphenidate
	0.79
	0.55, 1.14
	0.209

	
	Naltrexone
	1.53
	0.97, 2.41
	0.070

	
	Varenicline
	1.08
	0.46, 2.51
	0.858

	
	Not enough data for other interventions

	Patients blinding
(Tau= 0.055)
	CBT
	1.14
	0.68, 1.92
	0.615

	
	CM
	0.51
	0.27, 0.95
	0.034

	
	Exercise
	0.72
	0.01, 40.03
	0.873

	
	Methylphenidate
	1.08
	0.79, 1.48
	0.629

	
	Not enough data for other interventions

	Intervention provider blinding
Tau= 0.000
	CM
	0.50
	0.28, 0.91
	0.022

	
	Modafinil
	1.23
	0.81, 1.88
	0.333

	
	Methylphenidate
	1.08
	0.83, 1.40
	0.560

	
	Naltrexone
	1.51
	0.94, 2.43
	0.088

	
	Not enough data for other interventions

	Assessor blinding
Tau= 0.000
	Aripiprazole
	7.04
	1.58, 31.33
	0.010

	
	Bupropion
	0.70
	0.42, 1.19
	0.192

	
	CBT
	1.14
	0.71, 1.83
	0.589

	
	CM
	0.51
	0.28, 0.92
	0.025

	
	Dextroamphetamine
	1.42
	0.31, 6.47
	0.654

	
	Exercise
	1.59
	0.03, 89.36
	0.822

	
	Modafinil
	2.03
	0.93, 4.40
	0.074

	
	Methylphenidate
	1.05
	0.78, 1.43
	0.729

	
	Mirtazapine
	0.88
	0.36, 2.17
	0.784

	
	N-acetylcysteine
	0.92
	0.20, 4.18
	0.914

	
	Naltrexone
	1.42
	0.90, 2.23
	0.127

	
	Varenicline
	1.08
	0.46, 2.51
	0.858

	
	Not enough data for other interventions

	Missing participant data
Tau= 0.117
	Aripiprazole
	0.14
	0.03, 0.66
	0.012

	
	Bupropion
	1.73
	0.16, 18.19
	0.648

	
	Atomoxetine
	1.07
	0.11, 10.67
	0.953

	
	CBT
	0.88
	0.54, 1.42
	0.593

	
	CM
	1.46
	0.62, 3.46
	0.389

	
	Dextroamphetamine
	0.71
	0.15, 3.34
	0.661

	
	Exercise
	1.3
	0.02, 73.42
	0.898

	
	Methylphenidate
	1.00
	0.71, 1.4
	0.992

	
	Mirtazapine
	1.00
	0.14, 7.09
	0.998

	
	N-acetylcysteine
	0.92
	0.2, 4.29
	0.916

	
	Naltrexone
	1.11
	0.25, 4.91
	0.891

	
	Topiramate
	0.62
	0.10, 3.72
	0.605

	
	Varenicline
	1.08
	0.44, 2.67
	0.868

	
	Not enough data for other interventions

	Gender
Tau= -
	Not enough data for this variable

	Co-interventions
Tau= 0.0221
	Aripiprazole
	7.04
	1.58, 31.37
	0.011

	
	Atomoxetine
	0.58
	0.06, 5.94
	0.645

	
	CBT
	0.89
	0.54, 1.46
	0.647

	
	CM
	0.55
	0.27, 1.13
	0.103

	
	Education
	0.89
	0.01, 97.91
	0.962

	
	Exercise
	1.42
	0.03, 78.36
	0.865

	
	Modafinil
	2.03
	0.93, 4.41
	0.074

	
	Methylphenidate
	1.16
	0.82, 1.66
	0.395

	
	Naltrexone
	1.40
	0.89, 2.22
	0.145

	
	Varenicline
	0.93
	0.40, 2.16
	0.859

	
	Not enough data for other interventions


RR: Relative risk; CBT: Cognitive behavioral therapy; CM: Contingency management.

[bookmark: _Toc168643432][bookmark: _Hlk166496981]e-Table 43. Sensitivity analyses for rate of abstinence from methamphetamines/amphetamines
[image: ]
Results are relative risk (95% CIs) from the network meta-analysis. For each comparison (column vs. row), relative risk of > 1 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
NAC: N-acetyl cysteine; MM: matrix model; CBT: cognitive behavioral therapy; CM: contingency management. 
[bookmark: _Toc168643433][bookmark: _Hlk166497914]e-Table 44. Sensitivity analyses for negative urine samples
[image: ]
Results are mean proportion (95% CIs) from the network meta-analysis. For each comparison (column vs. row), mean proportion of > 0 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
[bookmark: _Hlk166498731][bookmark: _Hlk166499515]NAC: N-acetyl cysteine; SSRI: selective serotonin reuptake inhibitors; SNRI: serotonin and norepinephrine reuptake inhibitors; MM: matrix model; CBT: cognitive behavioral therapy; CM: contingency management.

[bookmark: _Toc168643434]e-Table 45. Sensitivity analyses for longest duration of abstinence (days)
[image: ]
Results are mean (95% CIs) from the network meta-analysis. For each comparison (column vs. row), mean > 0 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
CBT: cognitive behavioral therapy; CM: contingency management.

[bookmark: _Toc168643435][bookmark: _Hlk166498576]e-Table 46. Sensitivity analyses for patients with ≥2 weeks of abstinence
[image: ]
Results are relative risks (95% CIs) from the network meta-analysis. For each comparison (column vs. row), relative risk of >1 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
SSRI: selective serotonin reuptake inhibitors; SNRI: serotonin and norepinephrine reuptake inhibitors; CM: contingency management.


[bookmark: _Toc168643436][bookmark: _Hlk166498821]e-Table 47. Sensitivity analyses for duration of methamphetamine/amphetamines use

[image: ]
Results are mean differences (95% CIs) from the network meta-analysis. For each comparison (column vs. row), mean < 0 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
NAC: N-acetyl cysteine; SNRI: serotonin and norepinephrine reuptake inhibitors; CBT: cognitive behavioral therapy; CM: contingency management.

[bookmark: _Toc168643437]e-Table 48. Sensitivity analyses for craving for methamphetamine/amphetamine
[image: ]
Results are mean differences (95% CIs) from the network meta-analysis. For each comparison (column vs. row), mean < 0 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
SNRI: serotonin and norepinephrine reuptake inhibitors; NAC: N-acetyl cysteine; MM: matrix model; CBT: cognitive behavioral therapy.

[bookmark: _Toc168643438]e-Table 49. Sensitivity analyses for all-cause drop-out 
[image: ]
Results are relative risk (95% CIs) from the network meta-analysis. For each comparison (column vs. row), relative risk of < 1 indicates the intervention in the column is superior to the comparator in the row. Numbers in bold represent statistically significant results
NAC: N-acetylcysteine; SSRI: selective serotonin reuptake inhibitors; SNRI: serotonin and norepinephrine reuptake inhibitors; MM: matrix model; CBT: cognitive behavioral therapy; CM: contingency management.
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(-2.28,47.66)

42.61 

(17.78,67.44)

34.54 

(9.37,59.72)

12.46 

(-12.24,37.17)

14.44 

(-10.09,38.97)

Sertraline

-3.69 

(-23.48,16.10)

8.84 

(-22.80,40.48)

11.44 

(-19.37,42.25)

-10.16 

(-35.06,14.75)

-4.09 

(-28.89,20.72)

0.42 

(-21.28,22.13)

-1.76 

(-32.09,28.57)

-7.76 

(-32.26,16.74)

-5.46 

(-30.67,19.75)

-1.69 

(-26.41,23.04)

7.61 

(-13.60,28.83)

7.65 

(-12.40,27.70)

5.80 

(-15.62,27.22)

-0.02 

(-20.45,20.40)

-11.85 

(-36.56,12.87)

11.09 

(-13.87,36.06)

31.01 

(6.19,55.84)

22.94 

(-2.23,48.11)

0.86 

(-23.84,25.57)

2.84 

(-21.68,27.37)

-11.60 

(-29.42,6.22)

Sertraline+CM

-3.10 

(-20.58,14.38)

9.43 

(-20.85,39.71)

12.03 

(-17.38,41.44)

-9.57 

(-32.72,13.58)

-3.50 

(-26.54,19.54)

1.01 

(-18.65,20.68)

-1.17 

(-30.07,27.74)

-7.17 

(-29.88,15.54)

-4.87 

(-28.34,18.61)

-1.10 

(-24.05,21.86)

8.20 

(-10.92,27.32)

8.24 

(-9.58,26.06)

6.39 

(-12.95,25.74)

0.57 

(-17.68,18.81)

-11.26 

(-34.20,11.68)

11.68 

(-11.53,34.89)

31.60 

(8.54,54.66)

23.53 

(0.10,46.96)

1.45 

(-21.48,24.38)

3.43 

(-19.31,26.17)

-11.01 

(-28.04,6.01)

0.59 

(-16.43,17.61)

CM

-12.77 

(-24.25,-1.30)

-0.24 

(-27.77,27.28)

2.36 

(-24.21,28.93)

-19.24 

(-38.65,0.17)

-13.17 

(-32.45,6.11)

-8.66 

(-23.75,6.43)

-10.84 

(-36.85,15.17)

-16.84 

(-35.73,2.04)

-14.54 

(-34.34,5.26)

-10.77 

(-29.95,8.41)

-1.47 

(-15.84,12.90)

-1.44 

(-14.02,11.15)

-3.28 

(-17.95,11.39)

-9.11 

(-22.28,4.07)

-20.93 

(-40.09,-1.77)

2.01 

(-17.48,21.49)

21.93 

(2.62,41.24)

13.86 

(-5.89,33.61)

-8.22 

(-27.37,10.93)

-6.24 

(-25.16,12.68)

-20.68 

(-38.77,-2.60)

-9.08 

(-27.16,8.99)

-9.67 

(-24.98,5.64)

Methylphenid

ate

-26.08 

 (-44.77,-7.39)

-13.55 

(-44.62,17.52)

-10.95 

(-41.17,19.27)

-32.55 

(-56.73,-8.38)

-26.48 

(-50.55,-2.41)

-21.97 

(-42.83,-1.11)

-24.15 

(-53.88,5.58)

-30.15 

(-53.91,-6.40)

-27.85 

(-52.34,-3.37)

-24.08 

(-48.07,-0.10)

-14.78 

(-35.13,5.57)

-14.75 

(-33.88,4.38)

-16.59 

(-37.15,3.97)

-22.42 

(-41.95,-2.89)

-34.24 

(-58.22,-10.27)

-11.30 

(-35.54,12.93)

8.62 

(-15.47,32.71)

0.55 

(-23.90,24.99)

-21.53 

(-45.50,2.43)

-19.55 

(-43.33,4.23)

-33.99 

(-56.57,-11.42)

-22.39 

(-44.97,0.18)

-22.98 

(-42.79,-3.17)

-13.31 

(-29.39,2.77)

Methylphenid

ate +MM

-5.87 

(-22.63,10.90)

6.66 

(-23.26,36.58)

9.26 

(-19.78,38.31)

-12.34 

(-35.02,10.34)

-6.27 

(-28.84,16.30)

-1.76 

(-20.87,17.36)

-3.94 

(-32.47,24.60)

-9.94 

(-32.17,12.30)

-7.64 

(-30.65,15.38)

-3.87 

(-26.35,18.61)

5.44 

(-13.12,23.99)

5.47 

(-11.74,22.67)

3.62 

(-15.16,22.41)

-2.20 

(-19.85,15.44)

-14.03 

(-36.50,8.44)

8.91 

(-13.83,31.66)

28.83 

(6.24,51.43)

20.76 

(-2.21,43.73)

-1.32 

(-23.77,21.14)

0.66 

(-21.60,22.92)

-13.78 

(-33.30,5.74)

-2.18 

(-21.70,17.34)

-2.77 

(-17.08,11.54)

6.90 

(-7.13,20.94)

20.22 

(2.74,37.69)

CBT

-4.02

 (-25.98,17.95)

8.52 

(-24.58,41.61)

11.12 

(-21.19,43.42)

-10.48 

(-37.21,16.24)

-4.41 

(-31.05,22.22)

0.10 

(-23.68,23.87)

-2.08 

(-33.93,29.76)

-8.08 

(-34.44,18.27)

-5.78 

(-32.80,21.23)

-2.01 

(-28.58,24.55)

7.29 

(-16.04,30.61)

7.32 

(-14.95,29.59)

5.48 

(-18.04,28.99)

-0.35 

(-22.96,22.26)

-12.17 

(-38.73,14.38)

10.77 

(-16.02,37.55)

30.69 

(4.03,57.34)

22.62 

(-4.36,49.59)

0.54 

(-26.01,27.08)

2.52 

(-23.86,28.89)

-11.93 

(-34.85,11.00)

-0.33 

(-23.25,22.59)

-0.92 

(-18.04,16.21)

8.76 

(-11.37,28.88)

22.07 

(-1.12,45.26)

1.85 

(-15.19,18.90)

CBT+CM

-2.53

 (-12.73,7.67)

10.00 

(-16.68,36.68)

12.60 

(-13.10,38.30)

-9.00 

(-27.20,9.20)

-2.93 

(-20.99,15.13)

1.58 

(-11.91,15.08)

-0.60 

(-25.72,24.52)

-6.60 

(-24.24,11.04)

-4.30 

(-22.91,14.31)

-0.53 

(-18.48,17.42)

8.77 

(-3.91,21.46)

8.80 

(-1.82,19.43)

6.96 

(-6.06,19.98)

1.13 

(-10.18,12.45)

-10.69 

(-28.62,7.24)

12.25 

(-6.03,30.53)

32.17 

(14.08,50.26)

24.10 

(5.54,42.66)

2.02 

(-15.90,19.94)

4.00 

(-13.67,21.67)

-10.44 

(-27.45,6.57)

1.16 

(-15.85,18.16)

0.57 

(-13.74,14.87)

10.24 

(3.49,16.99)

23.55 

(7.64,39.46)

3.34 

(-10.20,16.87)

1.48 

(-18.09,21.06)

Placebo


image6.emf
Baclofen

2.39 

(-15.36,20.14)

Bupropion

4.69 

(-13.75,23.13)

2.30 

(-13.36,17.96)

Dextroamphe

tamine

6.54 

(-9.61,22.69)

4.15 

(-11.78,20.08)

1.85 

(-14.85,18.55)

Gabapentin

2.51 

(-13.48,18.50)

0.12 

(-12.55,12.79)

-2.18 

(-15.80,11.44)

-4.03 

(-17.97,9.90)

Modafinil

-1.15 

(-16.77,14.47)

-3.54 

(-15.75,8.66)

-5.84 

(-19.03,7.35)

-7.69 

(-21.20,5.82)

-3.66 

(-13.12,5.80)

Methylphenid

ate

-12.26 

(-30.53,6.01)

-14.65 

(-30.10,0.80)

-16.95 

(-33.19,-0.71)

-18.80 

(-35.30,-2.30)

-14.77 

(-28.15,-1.39)

-11.11 

(-24.05,1.83)

Varenicline

-1.19 

(-16.67,14.29)

-3.58 

(-15.61,8.45)

-5.88 

(-18.90,7.15)

-7.73 

(-21.08,5.63)

-3.70 

(-12.93,5.53)

-0.04 

(-8.54,8.47)

11.07 

(-1.70,23.85)

CBT

-30.46 

(-51.37,-9.56)

-32.85 

(-51.34,-14.36)

-35.15 

(-54.31,-16.00)

-37.00 

(-56.38,-17.62)

-32.97 

(-49.78,-16.17)

-29.31 

(-45.73,-12.89)

-18.20 

(-37.19,0.78)

-29.27 

(-43.32,-15.23)

CBT+CM

-16.81 

(-34.16,0.55)

-19.20 

(-33.56,-4.83)

-21.50 

(-36.70,-6.29)

-23.35 

(-38.84,-7.86)

-19.32 

(-31.43,-7.20)

-15.65 

(-27.22,-4.09)

-4.55 

(-19.54,10.45)

-15.62 

(-23.45,-7.78)

13.66 

(-1.41,28.72)

CM

4.39 

(-9.93,18.71)

2.00 

(-8.49,12.49)

-0.30 

(-11.92,11.32)

-2.15 

(-14.14,9.84)

1.88 

(-5.22,8.98)

5.54 

(-0.70,11.78)

16.65 

(5.31,27.99)

5.58 

(-0.30,11.46)

34.85 

(19.63,50.08)

21.20 

(11.39,31.00)

Placebo
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Baclofen

1.27 

(0.41,3.98)

Bupropion

1.10 

(0.43,2.84)

0.87 

(0.32,2.37)

Flumazenil+ 

Gabapentin

1.20 

(0.55,2.64)

0.94 

(0.30,3.02)

1.09 

(0.41,2.86)

Gabapentin

1.33 

(0.38,4.65)

1.05 

(0.29,3.82)

1.21 

(0.39,3.71)

1.11 

(0.31,3.94)

Modafinil

1.27 

(0.46,3.53)

1.00 

(0.34,2.93)

1.15 

(0.48,2.73)

1.06 

(0.37,3.01)

0.95 

(0.29,3.13)

Methylph

enidate

0.47 

(0.09,2.33)

0.37 

(0.07,1.90)

0.42 

(0.09,1.92)

0.39 

(0.08,1.97)

0.35 

(0.06,1.96)

0.37 

(0.08,1.76)

Mirtazapine

1.13 

(0.41,3.11)

0.89 

(0.31,2.59)

1.03 

(0.44,2.40)

0.95 

(0.34,2.65)

0.85 

(0.26,2.76)

0.89 

(0.35,2.28)

2.43 

(0.51,11.53)

Ondansetr

on

1.52 

(0.50,4.62)

1.20 

(0.37,3.82)

1.37 

(0.52,3.62)

1.27 

(0.41,3.93)

1.14 

(0.32,4.05)

1.20 

(0.42,3.41)

3.26 

(0.64,16.54)

1.34 

(0.48,3.76)

Varenicline

2.15 

(0.70,6.58)

1.69 

(0.53,5.44)

1.94 

(0.73,5.16)

1.79 

(0.57,5.59)

1.61 

(0.45,5.76)

1.69 

(0.59,4.86)

4.61 

(0.90,23.50)

1.89 

(0.67,5.36)

1.41 

(0.45,4.43)

Sertraline

1.28 

(0.44,3.74)

1.01 

(0.33,3.10)

1.16 

(0.46,2.91)

1.07 

(0.36,3.18)

0.96 

(0.28,3.29)

1.01 

(0.37,2.75)

2.75 

(0.56,13.56)

1.13 

(0.42,3.03)

0.84 

(0.28,2.52)

0.60 

(0.27,1.33)

Sertraline + 

CM

1.05 

(0.36,3.05)

0.83 

(0.27,2.53)

0.95 

(0.38,2.37)

0.88 

(0.30,2.59)

0.79 

(0.23,2.69)

0.83 

(0.31,2.24)

2.26 

(0.46,11.08)

0.93 

(0.35,2.47)

0.69 

(0.23,2.05)

0.49 

(0.22,1.08)

0.82 

(0.40,1.69)

CM

1.31 

(0.60,2.82)

1.03 

(0.44,2.38)

1.18 

(0.69,2.04)

1.09 

(0.49,2.42)

0.98 

(0.37,2.61)

1.03 

(0.53,2.02)

2.80 

(0.68,11.51)

1.15 

(0.60,2.21)

0.86 

(0.39,1.92)

0.61 

(0.27,1.37)

1.02 

(0.48,2.14)

1.24 

(0.60,2.57)

Placebo
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Atomoxetine

3.12 

(-4.85,11.09)

Dextroamphe

tamine

-0.36 

(-6.00,5.27)

-3.48 

(-10.34,3.38)

Flumazenil + 

Gabapentin

3.96 

(-4.78,12.70)

0.84 

(-8.74,10.42)

4.32 

(-3.42,12.06)

Ifenprodil

-0.97 

(-6.00,4.05)

-4.09 

(-10.46,2.28)

-0.61 

(-3.57,2.35)

-4.93 

(-12.24,2.38)

Methylphen

idate

1.18 

(-5.79,8.15)

-1.94 

(-9.94,6.06)

1.54 

(-4.13,7.21)

-2.78 

(-11.54,5.98)

2.15 

(-2.92,7.22)

Naltrexone

3.90 

(-4.44,12.24)

0.78 

(-8.43,9.99)

4.26 

(-3.02,11.54)

-0.06 

(-9.94,9.82)

4.87 

(-1.95,11.69)

2.72 

(-5.64,11.08)

Naltrexone 

+ NAC

-3.00 

(-11.72,5.72)

-6.12 

(-15.68,3.44)

-2.64 

(-10.35,5.08)

-6.96 

(-17.17,3.25)

-2.03 

(-9.31,5.25)

-4.18 

(-12.92,4.56)

-6.90 

(-16.76,2.96)

NAC

-2.34 

(-7.37,2.70)

-5.46 

(-11.83,0.92)

-1.97 

(-4.94,1.00)

-6.30 

(-13.61,1.02)

-1.37 

(-2.89,0.16)

-3.52 

(-8.59,1.56)

-6.24 

(-13.06,0.59)

0.66 

(-6.62,7.95)

CBT

-0.54 

(-6.49,5.42)

-3.66 

(-10.78,3.47)

-0.17 

(-4.53,4.18)

-4.50 

(-12.47,3.48)

0.43 

(-3.10,3.97)

-1.72 

(-7.71,4.28)

-4.44 

(-11.97,3.10)

2.46 

(-5.49,10.42)

1.80 

(-1.39,4.99)

CBT+CM

-0.94 

(-6.83,4.96)

-4.06 

(-11.14,3.02)

-0.57 

(-4.85,3.70)

-4.90 

(-12.83,3.04)

0.03 

(-3.40,3.47)

-2.12 

(-8.05,3.82)

-4.84 

(-12.32,2.65)

2.06 

(-5.85,9.97)

1.40 

(-1.68,4.48)

-0.40 

(-3.91,3.11)

CM

-1.50 

(-6.41,3.41)

-4.62 

(-10.90,1.66)

-1.14 

(-3.90,1.62)

-5.46 

(-12.69,1.77)

-0.53 

(-1.59,0.53)

-2.68 

(-7.63,2.27)

-5.40 

(-12.14,1.34)

1.50 

(-5.70,8.70)

0.84 

(-0.26,1.93)

-0.96 

(-4.34,2.41)

-0.56 

(-3.83,2.70)

Placebo
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Aripiprazole

1.34 

(-2.97,5.66)

Buprenorphi

ne

1.62 

(-2.68,5.92)

0.28 

(-3.90,4.46)

Bupropion

0.92 

(-3.42,5.26)

-0.42 

(-4.64,3.79)

-0.70 

(-4.91,3.51)

Dextroamphe

tamine

1.15 

(-2.63,4.93)

-0.19 

(-3.84,3.45)

-0.47 

(-4.10,3.16)

0.23 

(-3.44,3.90)

Flumazenil + 

Gabapentin

-0.78 

(-6.13,4.57)

-2.12 

(-7.38,3.13)

-2.40 

(-7.65,2.85)

-1.70 

(-6.97,3.57)

-1.93 

(-6.76,2.90)

Ifenprodil

1.16 

(-2.62,4.94)

-0.18 

(-3.83,3.46)

-0.46 

(-4.09,3.17)

0.24 

(-3.43,3.91)

0.01 

(-2.99,3.00)

1.94 

(-2.89,6.77)

Modafinil

5.19 

(0.87,9.50)

3.84 

(-0.35,8.04)

3.56 

(-0.62,7.75)

4.27 

(0.05,8.48)

4.03 

(0.39,7.68)

5.96 

(0.71,11.22)

4.03 

(0.38,7.67)

Perphenazine

0.95 

(-3.37,5.26)

-0.40 

(-4.59,3.80)

-0.67 

(-4.86,3.51)

0.03 

(-4.19,4.24)

-0.20 

(-3.85,3.44)

1.73 

(-3.53,6.98)

-0.21 

(-3.86,3.43)

-4.24 

(-8.43,-0.05)

Quetiapine

1.43 

(-2.89,5.75)

0.09 

(-4.11,4.29)

-0.19 

(-4.38,4.00)

0.51 

(-3.71,4.73)

0.28 

(-3.37,3.93)

2.21 

(-3.05,7.47)

0.27

(-3.38,3.92)

-3.76 

(-7.96,0.44)

0.48 

(-3.72,4.68)

Riluzole

-0.07 

(-4.44,4.30)

-1.41 

(-5.66,2.84)

-1.69 

(-5.93,2.55)

-0.99 

(-5.27,3.29)

-1.22 

(-4.93,2.49)

0.71 

(-4.59,6.01)

-1.23 

(-4.94,2.48)

-5.26 

(-9.51,-1.00)

-1.02 

(-5.27,3.24)

-1.50 

(-5.76,2.76)

Topiramate

0.42 

(-3.88,4.72)

-0.92 

(-5.10,3.26)

-1.20 

(-5.37,2.97)

-0.50 

(-4.70,3.70)

-0.73 

(-4.36,2.90)

1.20 

(-4.04,6.45)

-0.74 

(-4.37,2.89)

-4.76 

(-8.94,-0.59)

-0.52 

(-4.70,3.65)

-1.01 

(-5.19,3.18)

0.49 

(-3.75,4.73)

Venlafaxine

1.39 

(-2.41,5.19)

0.05 

(-3.61,3.71)

-0.23 

(-3.88,3.42)

0.47 

(-3.21,4.15)

0.24 

(-2.77,3.25)

2.17 

(-2.67,7.01)

0.23 

(-2.78,3.24)

-3.79 

(-7.45,-0.14)

0.44 

(-3.21,4.10)

-0.04 

(-3.70,3.63)

1.46 

(-2.27,5.19)

0.97 

(-2.67,4.61)

Naltrexone + 

Bupropion

0.58 

(-3.28,4.43)

-0.76 

(-4.48,2.96)

-1.04 

(-4.75,2.67)

-0.34 

(-4.09,3.40)

-0.57 

(-3.66,2.52)

1.36 

(-3.53,6.24)

-0.58 

(-3.67,2.50)

-4.61 

(-8.33,-0.89)

-0.37 

(-4.09,3.35)

-0.85 

(-4.58,2.88)

0.65 

(-3.14,4.43)

0.16 

(-3.55,3.86)

-0.81 

(-3.92,2.29)

Naltrexone

1.01 

(-3.52,5.54)

-0.33 

(-4.75,4.08)

-0.61 

(-5.02,3.79)

0.09 

(-4.35,4.53)

-0.14 

(-4.04,3.76)

1.79 

(-3.65,7.22)

-0.15 

(-4.05,3.75)

-4.18 

(-8.59,0.24)

0.06 

(-4.36,4.48)

-0.42 

(-4.84,4.00)

1.08 

(-3.40,5.55)

0.59 

(-3.82,4.99)

-0.38 

(-4.30,3.53)

0.43 

(-3.54,4.40)

Naltrexone + 

NAC

3.34 

(-0.22,6.90)

2.00 

(-1.41,5.41)

1.72 

(-1.68,5.12)

2.42 

(-1.02,5.86)

2.19 

(-0.52,4.90)

4.12 

(-0.54,8.77)

2.18 

(-0.53,4.88)

-1.85 

(-5.26,1.56)

2.39 

(-1.02,5.80)

1.91 

(-1.51,5.33)

3.41 

(-0.08,6.89)

2.92 

(-0.48,6.31)

1.95 

(-0.78,4.67)

2.76 

(-0.05,5.57)

2.33 

(-1.35,6.01)

NAC

1.23 

(-2.30,4.75)

-0.11 

(-3.49,3.26)

-0.39 

(-3.76,2.97)

0.31 

(-3.10,3.71)

0.08 

(-2.59,2.74)

2.01 

(-2.62,6.64)

0.07 

(-2.59,2.73)

-3.96 

(-7.33,-0.58)

0.28 

(-3.09,3.66)

-0.20 

(-3.58,3.18)

1.30 

(-2.15,4.75)

0.81 

(-2.55,4.17)

-0.16 

(-2.85,2.52)

0.65 

(-2.12,3.42)

0.22 

(-3.43,3.87)

-2.11 

(-4.44,0.22)

Methylphenid

ate

1.15 

(-3.15,5.46)

-0.19 

(-4.37,4.00)

-0.47 

(-4.64,3.71)

0.23 

(-3.98,4.44)

0.00 

(-3.63,3.64)

1.93 

(-3.32,7.19)

-0.01 

(-3.64,3.63)

-4.03 

(-8.22,0.16)

0.21 

(-3.98,4.40)

-0.27 

(-4.47,3.92)

1.22 

(-3.02,5.47)

0.73 

(-3.44,4.91)

-0.24 

(-3.89,3.42)

0.58 

(-3.14,4.29)

0.15 

(-4.26,4.56)

-2.18 

(-5.59,1.22)

-0.07 

(-3.44,3.30)

Methylphenid

ate + MM

5.86 

(-1.13,12.85)

4.52 

(-2.40,11.43)

4.24 

(-2.67,11.15)

4.94 

(-1.99,11.87)

4.71 

(-1.89,11.31)

6.64 

(-0.97,14.25)

4.70 

(-1.90,11.30)

0.67 

(-6.24,7.59)

4.91 

(-2.00,11.83)

4.43 

(-2.49,11.35)

5.93 

(-1.02,12.88)

5.44 

(-1.47,12.35)

4.47 

(-2.14,11.08)

5.28 

(-1.36,11.92)

4.85 

(-2.20,11.91)

2.52 

(-3.95,8.99)

4.63 

(-1.82,11.09)

4.71 

(-2.21,11.62)

CBT

1.74 

(-3.17,6.65)

0.40 

(-4.40,5.20)

0.12 

(-4.67,4.92)

0.82 

(-4.00,5.64)

0.59 

(-3.74,4.92)

2.52 

(-3.23,8.28)

0.58 

(-3.75,4.91)

-3.44 

(-8.25,1.36)

0.80 

(-4.01,5.60)

0.31 

(-4.49,5.12)

1.81 

(-3.04,6.67)

1.32 

(-3.47,6.11)

0.35 

(-3.99,4.70)

1.16 

(-3.23,5.56)

0.74 

(-4.26,5.73)

-1.60 

(-5.73,2.54)

0.51 

(-3.59,4.62)

0.59 

(-4.21,5.39)

-4.12 

(-11.42,3.18)

Education

3.33 

(-1.09,7.75)

1.99 

(-2.32,6.29)

1.71 

(-2.58,6.00)

2.41 

(-1.92,6.73)

2.18 

(-1.59,5.95)

4.11 

(-1.24,9.45)

2.17 

(-1.60,5.94)

-1.86 

(-6.16,2.44)

2.38 

(-1.92,6.68)

1.90 

(-2.41,6.21)

3.40 

(-0.96,7.76)

2.91 

(-1.38,7.19)

1.94 

(-1.84,5.72)

2.75 

(-1.09,6.59)

2.32 

(-2.20,6.84)

-0.01 

(-3.55,3.53)

2.10 

(-1.41,5.61)

2.17 

(-2.12,6.47)

-2.53 

(-9.51,4.45)

1.59 

(-0.56,3.73)

Exercise

3.42 

(-1.87,8.71)

2.08 

(-3.12,7.28)

1.80 

(-3.39,6.99)

2.50 

(-2.71,7.72)

2.27 

(-2.49,7.03)

4.20 

(-1.88,10.29)

2.26 

(-2.50,7.02)

-1.76 

(-6.96,3.43)

2.47 

(-2.72,7.67)

1.99 

(-3.21,7.19)

3.49 

(-1.75,8.73)

3.00 

(-2.18,8.18)

2.03 

(-2.74,6.81)

2.84 

(-1.98,7.66)

2.41 

(-2.96,7.79)

0.08 

(-4.51,4.67)

2.19 

(-2.37,6.76)

2.27 

(-2.92,7.46)

-2.44 

(-10.01,5.13)

1.68 

(-1.22,4.58)

0.09 

(-2.82,3.01)

Exercise + 

Biofeedback

1.91 

(-3.41,7.23)

0.57 

(-4.65,5.79)

0.29 

(-4.92,5.50)

0.99 

(-4.25,6.23)

0.76 

(-4.03,5.55)

2.69 

(-3.41,8.80)

0.75 

(-4.04,5.54)

-3.27 

(-8.49,1.94)

0.96 

(-4.25,6.18)

0.48 

(-4.74,5.71)

1.98 

(-3.29,7.25)

1.49 

(-3.72,6.70)

0.52 

(-4.28,5.32)

1.33 

(-3.51,6.18)

0.90 

(-4.50,6.30)

-1.43 

(-6.04,3.19)

0.68 

(-3.90,5.27)

0.76 

(-4.46,5.97)

-3.95 

(-11.53,3.63)

0.17 

(-2.77,3.11)

-1.42 

(-4.37,1.54)

-1.51 

(-4.68,1.66)

Biofeedback

0.44 

(-2.69,3.57)

-0.90 

(-3.87,2.06)

-1.18 

(-4.13,1.77)

-0.48 

(-3.48,2.52)

-0.71 

(-2.83,1.41)

1.22 

(-3.12,5.56)

-0.72 

(-2.84,1.40)

-4.75 

(-7.71,-1.78)

-0.51 

(-3.47,2.46)

-0.99 

(-3.96,1.99)

0.51 

(-2.54,3.56)

0.02 

(-2.93,2.96)

-0.95 

(-3.09,1.19)

-0.14 

(-2.38,2.11)

-0.57 

(-3.84,2.71)

-2.90 

(-4.58,-1.21)

-0.79 

(-2.40,0.83)

-0.71 

(-3.67,2.24)

-5.42 

(-11.67,0.83)

-1.30 

(-5.08,2.48)

-2.89 

(-6.00,0.23)

-2.98 

(-7.25,1.29)

-1.47 

(-5.77,2.82)

Placebo
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Aripiprazole

1.50 

(0.54,4.20)

Atomoxetine

1.26 

(0.49,3.21)

0.84 

(0.34,2.06)

Baclofen

0.79 

(0.37,1.72)

0.53 

(0.25,1.09)

0.63 

(0.35,1.15)

Bupropion

1.22 

(0.53,2.79)

0.81 

(0.37,1.78)

0.97 

(0.50,1.89)

1.54 

(1.03,2.29)

Citicoline

1.32 

(0.46,3.77)

0.88 

(0.32,2.43)

1.05 

(0.41,2.66)

1.66 

(0.77,3.55)

1.08 

(0.48,2.45)

Dextroamphe

tamine

0.72 

(0.33,1.60)

0.48 

(0.23,1.02)

0.57 

(0.31,1.07)

0.91 

(0.66,1.26)

0.59 

(0.38,0.92)

0.55 

(0.25,1.20)

Flumazenil + 

Gabapentin

0.77 

(0.33,1.81)

0.51 

(0.23,1.15)

0.61 

(0.34,1.08)

0.97 

(0.62,1.52)

0.63 

(0.37,1.08)

0.58 

(0.25,1.36)

1.06 

(0.65,1.73)

Gabapentin

0.74 

(0.07,7.39)

0.49 

(0.05,4.84)

0.59 

(0.06,5.58)

0.93 

(0.10,8.28)

0.60 

(0.07,5.50)

0.56 

(0.06,5.59)

1.02 

(0.11,9.17)

0.96 

(0.10,8.81)

Haloperidol

0.86 

(0.37,2.00)

0.57 

(0.25,1.28)

0.68 

(0.34,1.36)

1.08 

(0.70,1.68)

0.70 

(0.41,1.19)

0.65 

(0.28,1.50)

1.19 

(0.74,1.91)

1.12 

(0.63,1.97)

1.16 

(0.13,10.64)

Ibudilast

1.23 

(0.20,7.51)

0.82 

(0.14,4.90)

0.98 

(0.17,5.58)

1.55 

(0.30,8.12)

1.01 

(0.19,5.43)

0.93 

(0.15,5.67)

1.70 

(0.32,9.02)

1.60 

(0.29,8.73)

1.67 

(0.11,25.57)

1.43 

(0.26,7.80)

Ifenprodil

0.97 

(0.44,2.11)

0.64 

(0.31,1.34)

0.77 

(0.42,1.42)

1.21 

(0.90,1.64)

0.79 

(0.52,1.21)

0.73 

(0.34,1.59)

1.34 

(0.95,1.89)

1.25 

(0.78,2.01)

1.31 

(0.15,11.69)

1.13 

(0.71,1.78)

0.78 

(0.15,4.14)

Modafinil

0.92 

(0.43,1.97)

0.61 

(0.30,1.25)

0.73 

(0.41,1.32)

1.16 

(0.91,1.47)

0.75 

(0.52,1.11)

0.70 

(0.33,1.48)

1.28 

(0.95,1.72)

1.20 

(0.78,1.85)

1.25 

(0.14,11.08)

1.07 

(0.70,1.64)

0.75 

(0.14,3.91)

0.95 

(0.73,1.25)

Methylpheni

date

0.94 

(0.43,2.06)

0.62 

(0.30,1.31)

0.75 

(0.40,1.38)

1.18 

(0.87,1.61)

0.77 

(0.50,1.18)

0.71 

(0.33,1.55)

1.30 

(0.91,1.85)

1.22 

(0.76,1.96)

1.27 

(0.14,11.38)

1.09 

(0.69,1.74)

0.76 

(0.14,4.03)

0.97 

(0.70,1.35)

1.02 

(0.80,1.30)

Methylphenida

te+ MM

0.85 

(0.36,2.00)

0.56 

(0.25,1.28)

0.67 

(0.33,1.37)

1.07 

(0.67,1.69)

0.69 

(0.40,1.20)

0.64 

(0.27,1.50)

1.17 

(0.71,1.93)

1.10 

(0.61,1.98)

1.15 

(0.12,10.55)

0.99 

(0.55,1.76)

0.69 

(0.13,3.77)

0.88 

(0.54,1.42)

0.92 

(0.59,1.44)

0.90 

(0.55,1.47)

Mirtazapine

0.88 

(0.39,1.98)

0.58 

(0.27,1.26)

0.70 

(0.36,1.34)

1.10 

(0.76,1.60)

0.72 

(0.45,1.16)

0.67 

(0.30,1.49)

1.22 

(0.80,1.84)

1.14 

(0.68,1.92)

1.19 

(0.13,10.75)

1.02 

(0.62,1.70)

0.71 

(0.13,3.82)

0.91 

(0.61,1.35)

0.95 

(0.67,1.35)

0.94 

(0.63,1.39)

1.04 

(0.61,1.76)

Ondansetron

0.85 

(0.23,3.15)

0.56 

(0.15,2.04)

0.67 

(0.20,2.28)

1.06 

(0.35,3.20)

0.69 

(0.22,2.16)

0.64 

(0.17,2.38)

1.17 

(0.38,3.57)

1.10 

(0.35,3.50)

1.15 

(0.10,13.05)

0.99 

(0.31,3.12)

0.69 

(0.10,4.93)

0.88 

(0.29,2.65)

0.92 

(0.31,2.74)

0.90 

(0.30,2.73)

1.00 

(0.31,3.20)

0.96 

(0.31,2.98)

Perphenazine

0.85 

(0.11,6.51)

0.56 

(0.07,4.25)

0.67 

(0.09,4.88)

1.06 

(0.16,7.17)

0.69 

(0.10,4.78)

0.64 

(0.08,4.92)

1.17 

(0.17,7.96)

1.10 

(0.16,7.67)

1.15 

(0.39,3.34)

0.99 

(0.14,6.86)

0.69 

(0.06,8.49)

0.88 

(0.13,5.93)

0.92 

(0.14,6.16)

0.90 

(0.13,6.11)

1.00 

(0.14,6.99)

0.96 

(0.14,6.61)

1.00 

(0.11,8.90)

Quetiapine

1.26 

(0.52,3.07)

0.84 

(0.36,1.96)

1.01 

(0.48,2.11)

1.59 

(0.95,2.66)

1.04 

(0.57,1.87)

0.96 

(0.40,2.31)

1.75 

(1.02,3.01)

1.64 

(0.88,3.08)

1.71 

(0.18,15.92)

1.47 

(0.79,2.74)

1.03 

(0.19,5.71)

1.31 

(0.77,2.22)

1.37 

(0.83,2.26)

1.35 

(0.79,2.30)

1.49 

(0.79,2.83)

1.44 

(0.81,2.55)

1.49 

(0.46,4.88)

1.49 

(0.21,10.58)

Riluzole

0.96 

(0.27,3.48)

0.64 

(0.12,3.31)

0.77 

(0.16,3.76)

1.21 

(0.27,5.43)

0.79 

(0.17,3.63)

0.73 

(0.14,3.84)

1.33 

(0.29,6.03)

1.25 

(0.27,5.85)

1.30 

(0.09,18.23)

1.12 

(0.24,5.23)

0.78 

(0.09,7.20)

1.00 

(0.22,4.49)

1.04 

(0.23,4.65)

1.03 

(0.23,4.63)

1.14 

(0.24,5.34)

1.10 

(0.24,5.02)

1.14 

(0.18,7.16)

1.14 

(0.10,12.69)

0.76 

(0.16,3.63)

Risperidone

0.88 

(0.38,2.05)

0.59 

(0.26,1.31)

0.70 

(0.35,1.39)

1.11 

(0.73,1.70)

0.72 

(0.43,1.22)

0.67 

(0.29,1.54)

1.22 

(0.77,1.95)

1.15 

(0.65,2.01)

1.20 

(0.13,10.93)

1.03 

(0.59,1.79)

0.72 

(0.13,3.89)

0.92 

(0.58,1.43)

0.96 

(0.64,1.44)

0.94 

(0.60,1.48)

1.04 

(0.59,1.85)

1.01 

(0.61,1.66)

1.04 

(0.33,3.29)

1.04 

(0.15,7.24)

0.70 

(0.38,1.29)

0.92 

(0.20,4.26)

Topiramate

3.10 

(0.76,12.65)

2.06 

(0.52,8.21)

2.47 

(0.66,9.22)

3.90 

(1.17,13.03)

2.54 

(0.73,8.79)

2.35 

(0.58,9.54)

4.29 

(1.27,14.52)

4.03 

(1.14,14.20)

4.20 

(0.35,50.28)

3.62 

(1.03,12.67)

2.52 

(0.33,19.23)

3.21 

(0.96,10.80)

3.37 

(1.01,11.16)

3.31 

(0.98,11.13)

3.66 

(1.04,12.96)

3.53 

(1.03,12.11)

3.67 

(0.73,18.32)

3.67 

(0.39,34.47)

2.45 

(0.68,8.84)

3.22 

(0.48,21.62)

3.51 

(1.01,12.26)

Venlafaxine

0.88 

(0.37,2.09)

0.59 

(0.26,1.34)

0.70 

(0.35,1.43)

1.11 

(0.70,1.78)

0.72 

(0.42,1.26)

0.67 

(0.29,1.57)

1.22 

(0.74,2.02)

1.15 

(0.64,2.08)

1.20 

(0.13,11.03)

1.03 

(0.58,1.85)

0.72 

(0.13,3.94)

0.92 

(0.56,1.49)

0.96 

(0.61,1.51)

0.94 

(0.58,1.54)

1.05 

(0.57,1.91)

1.01 

(0.59,1.72)

1.05 

(0.33,3.35)

1.05 

(0.15,7.32)

0.70 

(0.37,1.33)

0.92 

(0.20,4.31)

1.00 

(0.56,1.78)

0.29 

(0.08,1.01)

Varenicline

0.48 

(0.20,1.16)

0.32 

(0.14,0.74)

0.38 

(0.18,0.79)

0.60 

(0.36,1.00)

0.39 

(0.22,0.71)

0.36 

(0.15,0.87)

0.66 

(0.38,1.14)

0.62 

(0.33,1.16)

0.65 

(0.07,6.01)

0.56 

(0.30,1.03)

0.39 

(0.07,2.15)

0.49 

(0.29,0.84)

0.52 

(0.32,0.85)

0.51 

(0.30,0.87)

0.56 

(0.30,1.06)

0.54 

(0.31,0.96)

0.56 

(0.17,1.84)

0.56 

(0.08,3.99)

0.38 

(0.19,0.74)

0.50 

(0.10,2.36)

0.54 

(0.29,0.99)

0.15 

(0.04,0.55)

0.54 

(0.28,1.02)

Naltrexone + 

Bupropion

0.62 

(0.23,1.67)

0.41 

(0.16,1.07)

0.49 

(0.21,1.17)

0.78 

(0.39,1.54)

0.51 

(0.24,1.07)

0.47 

(0.18,1.26)

0.86 

(0.42,1.73)

0.80 

(0.37,1.74)

0.84 

(0.09,8.15)

0.72 

(0.34,1.55)

0.50 

(0.09,2.96)

0.64 

(0.32,1.28)

0.67 

(0.34,1.31)

0.66 

(0.33,1.32)

0.73 

(0.34,1.59)

0.71 

(0.34,1.46)

0.73 

(0.21,2.59)

0.73 

(0.10,5.45)

0.49 

(0.22,1.10)

0.64 

(0.13,3.26)

0.70 

(0.33,1.49)

0.20 

(0.05,0.78)

0.70 

(0.32,1.53)

1.30 

(0.58,2.91)

Naltrexone + 

NAC

0.97 

(0.34,2.75)

0.64 

(0.23,1.77)

0.77 

(0.31,1.94)

1.22 

(0.57,2.59)

0.79 

(0.35,1.78)

0.73 

(0.26,2.07)

1.34 

(0.62,2.91)

1.26 

(0.54,2.90)

1.31 

(0.13,13.03)

1.13 

(0.49,2.59)

0.79 

(0.13,4.76)

1.00 

(0.47,2.15)

1.05 

(0.50,2.21)

1.03 

(0.48,2.22)

1.14 

(0.49,2.66)

1.10 

(0.50,2.44)

1.14 

(0.31,4.22)

1.14 

(0.15,8.74)

0.77 

(0.32,1.83)

1.00 

(0.19,5.26)

1.10 

(0.48,2.50)

0.31 

(0.08,1.26)

1.09 

(0.47,2.55)

2.03 

(0.85,4.84)

1.56 

(0.59,4.16)

NAC

1.02 

(0.47,2.25)

0.68 

(0.32,1.43)

0.81 

(0.44,1.51)

1.29 

(0.95,1.75)

0.84 

(0.55,1.28)

0.78 

(0.36,1.69)

1.42 

(0.99,2.02)

1.33 

(0.83,2.14)

1.39 

(0.15,12.41)

1.19 

(0.75,1.90)

0.83 

(0.16,4.39)

1.06 

(0.76,1.48)

1.11 

(0.84,1.47)

1.09 

(0.78,1.53)

1.21 

(0.74,1.97)

1.17 

(0.78,1.74)

1.21 

(0.40,3.67)

1.21 

(0.18,8.20)

0.81 

(0.47,1.38)

1.06 

(0.24,4.79)

1.16 

(0.74,1.82)

0.33 

(0.10,1.11)

1.16 

(0.71,1.89)

2.15 

(1.26,3.65)

1.65 

(0.82,3.31)

1.06 

(0.49,2.28)

Naltrexone

0.69 

(0.30,1.58)

0.46 

(0.21,1.01)

0.55 

(0.28,1.07)

0.86 

(0.57,1.30)

0.56 

(0.34,0.93)

0.52 

(0.23,1.18)

0.95 

(0.61,1.49)

0.89 

(0.52,1.54)

0.93 

(0.10,8.46)

0.80 

(0.47,1.37)

0.56 

(0.10,3.01)

0.71 

(0.46,1.09)

0.74 

(0.51,1.10)

0.73 

(0.48,1.12)

0.81 

(0.46,1.42)

0.78 

(0.48,1.27)

0.81 

(0.26,2.54)

0.81 

(0.12,5.61)

0.54 

(0.30,0.99)

0.71 

(0.15,3.29)

0.78 

(0.46,1.32)

0.22 

(0.06,0.77)

0.78 

(0.44,1.36)

1.44 

(0.79,2.61)

1.11 

(0.53,2.34)

0.71 

(0.31,1.60)

0.67 

(0.43,1.04)

Sertraline

0.85 

(0.37,1.98)

0.57 

(0.25,1.27)

0.68 

(0.34,1.35)

1.07 

(0.69,1.66)

0.70 

(0.41,1.18)

0.65 

(0.28,1.49)

1.18 

(0.73,1.89)

1.11 

(0.63,1.96)

1.15 

(0.13,10.55)

0.99 

(0.57,1.74)

0.69 

(0.13,3.76)

0.88 

(0.56,1.39)

0.92 

(0.61,1.40)

0.91 

(0.58,1.43)

1.01 

(0.56,1.79)

0.97 

(0.58,1.61)

1.01 

(0.32,3.19)

1.01 

(0.14,7.00)

0.67 

(0.36,1.25)

0.88 

(0.19,4.12)

0.96 

(0.56,1.67)

0.27 

(0.08,0.96)

0.96 

(0.54,1.72)

1.78 

(0.96,3.31)

1.38 

(0.64,2.95)

0.88 

(0.38,2.02)

0.83 

(0.52,1.32)

1.24 

(0.87,1.77)

Sertraline+C

M

1.07 

(0.48,2.41)

0.71 

(0.33,1.54)

0.85 

(0.45,1.63)

1.35 

(0.94,1.95)

0.88 

(0.55,1.41)

0.81 

(0.37,1.82)

1.49 

(0.99,2.23)

1.40 

(0.83,2.34)

1.45 

(0.16,13.14)

1.25 

(0.76,2.07)

0.87 

(0.16,4.67)

1.11 

(0.76,1.63)

1.17 

(0.83,1.63)

1.14 

(0.78,1.67)

1.27 

(0.75,2.15)

1.22 

(0.78,1.91)

1.27 

(0.41,3.92)

1.27 

(0.19,8.70)

0.85 

(0.48,1.50)

1.12 

(0.24,5.09)

1.22 

(0.74,2.00)

0.35 

(0.10,1.19)

1.21 

(0.71,2.06)

2.25 

(1.28,3.97)

1.73 

(0.84,3.58)

1.11 

(0.50,2.45)

1.05 

(0.71,1.56)

1.57 

(1.10,2.22)

1.26 

(0.86,1.85)

CM

1.03 

(0.47,2.24)

0.68 

(0.33,1.43)

0.82 

(0.45,1.50)

1.30 

(0.97,1.73)

0.84 

(0.56,1.27)

0.78 

(0.36,1.69)

1.43 

(1.02,1.99)

1.34 

(0.84,2.13)

1.40 

(0.16,12.46)

1.20 

(0.77,1.88)

0.84 

(0.16,4.41)

1.07 

(0.79,1.45)

1.12 

(0.89,1.40)

1.10 

(0.84,1.44)

1.22 

(0.76,1.95)

1.17 

(0.80,1.72)

1.22 

(0.40,3.67)

1.22 

(0.18,8.23)

0.82 

(0.48,1.37)

1.07 

(0.24,4.80)

1.17 

(0.75,1.81)

0.33 

(0.10,1.11)

1.17 

(0.72,1.88)

2.16 

(1.28,3.63)

1.66 

(0.84,3.31)

1.07 

(0.50,2.28)

1.01 

(0.73,1.39)

1.50 

(1.01,2.23)

1.21 

(0.79,1.85)

0.96 

(0.70,1.32)

CBT

0.93 

(0.25,3.51)

0.62 

(0.17,2.27)

0.74 

(0.22,2.54)

1.17 

(0.38,3.56)

0.76 

(0.24,2.41)

0.71 

(0.19,2.65)

1.29 

(0.42,3.98)

1.21 

(0.37,3.90)

1.26 

(0.11,14.44)

1.08 

(0.34,3.48)

0.76 

(0.10,5.47)

0.96 

(0.31,2.96)

1.01 

(0.33,3.05)

0.99 

(0.32,3.04)

1.10 

(0.34,3.56)

1.06 

(0.34,3.32)

1.10 

(0.24,5.14)

1.10 

(0.12,9.85)

0.74 

(0.22,2.43)

0.97 

(0.15,6.13)

1.05 

(0.33,3.37)

0.30 

(0.06,1.51)

1.05 

(0.32,3.41)

1.95 

(0.59,6.44)

1.50 

(0.42,5.38)

0.96 

(0.26,3.59)

0.91 

(0.30,2.79)

1.36 

(0.43,4.30)

1.09 

(0.34,3.50)

0.87 

(0.28,2.71)

0.90 

(0.30,2.75)

Education

0.76 

(0.23,2.56)

0.51 

(0.16,1.65)

0.61 

(0.20,1.84)

0.96 

(0.36,2.54)

0.62 

(0.23,1.73)

0.58 

(0.17,1.93)

1.06 

(0.39,2.84)

0.99 

(0.35,2.80)

1.03 

(0.10,11.14)

0.89 

(0.32,2.49)

0.62 

(0.09,4.16)

0.79 

(0.30,2.11)

0.83 

(0.32,2.17)

0.81 

(0.30,2.17)

0.90 

(0.32,2.56)

0.87 

(0.32,2.37)

0.90 

(0.21,3.81)

0.90 

(0.11,7.54)

0.60 

(0.21,1.75)

0.79 

(0.14,4.63)

0.86 

(0.31,2.41)

0.25 

(0.05,1.13)

0.86 

(0.30,2.45)

1.60 

(0.55,4.63)

1.23 

(0.39,3.91)

0.79 

(0.24,2.62)

0.75 

(0.28,1.99)

1.11 

(0.40,3.08)

0.90 

(0.32,2.51)

0.71 

(0.26,1.93)

0.74 

(0.28,1.96)

0.82 

(0.48,1.41)

Exercise

0.34 

(0.06,1.93)

0.22 

(0.04,1.26)

0.27 

(0.05,1.43)

0.42 

(0.09,2.08)

0.28 

(0.05,1.39)

0.26 

(0.04,1.46)

0.47 

(0.09,2.31)

0.44 

(0.09,2.24)

0.46 

(0.03,6.73)

0.39 

(0.08,2.00)

0.27 

(0.03,2.68)

0.35 

(0.07,1.72)

0.37 

(0.07,1.78)

0.36 

(0.07,1.77)

0.40 

(0.08,2.04)

0.38 

(0.08,1.92)

0.40 

(0.06,2.70)

0.40 

(0.03,4.71)

0.27 

(0.05,1.39)

0.35 

(0.04,3.06)

0.38 

(0.08,1.94)

0.11 

(0.02,0.78)

0.38 

(0.07,1.96)

0.71 

(0.14,3.67)

0.54 

(0.10,3.01)

0.35 

(0.06,1.98)

0.33 

(0.07,1.63)

0.49 

(0.10,2.48)

0.40 

(0.08,2.01)

0.31 

(0.06,1.57)

0.33 

(0.07,1.61)

0.36 

(0.10,1.28)

0.44 

(0.13,1.56)

Exercise + 

Biofeedback

0.42 

(0.07,2.55)

0.28 

(0.05,1.66)

0.34 

(0.06,1.90)

0.53 

(0.10,2.76)

0.34 

(0.06,1.84)

0.32 

(0.05,1.93)

0.58 

(0.11,3.07)

0.55 

(0.10,2.97)

0.57 

(0.04,8.71)

0.49 

(0.09,2.65)

0.34 

(0.03,3.50)

0.44 

(0.08,2.28)

0.46 

(0.09,2.37)

0.45 

(0.09,2.35)

0.50 

(0.09,2.70)

0.48 

(0.09,2.55)

0.50 

(0.07,3.55)

0.50 

(0.04,6.12)

0.33 

(0.06,1.84)

0.44 

(0.05,4.00)

0.48 

(0.09,2.57)

0.14 

(0.02,1.03)

0.48 

(0.09,2.59)

0.88 

(0.16,4.86)

0.68 

(0.12,3.97)

0.44 

(0.07,2.62)

0.41 

(0.08,2.16)

0.61 

(0.11,3.29)

0.49 

(0.09,2.67)

0.39 

(0.07,2.08)

0.41 

(0.08,2.13)

0.45 

(0.12,1.72)

0.55 

(0.15,2.10)

1.25 

(0.38,4.15)

Biofeedback

0.85 

(0.40,1.79)

0.56 

(0.28,1.13)

0.67 

(0.38,1.19)

1.06 

(0.88,1.29)

0.69 

(0.49,0.99)

0.64 

(0.31,1.34)

1.17 

(0.90,1.52)

1.10 

(0.73,1.66)

1.15 

(0.13,10.12)

0.99 

(0.66,1.47)

0.69 

(0.13,3.57)

0.88 

(0.70,1.10)

0.92 

(0.79,1.06)

0.90 

(0.71,1.15)

1.00 

(0.65,1.53)

0.96 

(0.70,1.33)

1.00 

(0.34,2.95)

1.00 

(0.15,6.68)

0.67 

(0.42,1.08)

0.88 

(0.20,3.88)

0.96 

(0.65,1.40)

0.27 

(0.08,0.90)

0.96 

(0.62,1.47)

1.77 

(1.10,2.85)

1.37 

(0.71,2.62)

0.87 

(0.42,1.81)

0.83 

(0.65,1.05)

1.23 

(0.86,1.77)

0.99 

(0.67,1.47)

0.79 

(0.58,1.08)

0.82 

(0.66,1.02)

0.91 

(0.30,2.72)

1.11 

(0.43,2.87)

2.51 

(0.52,12.18)

2.01 

(0.39,10.34)

Placebo


image11.emf
Stimulants

1.00

(0.61,1.63)

Naltrexone

1.30

(0.46,3.65)

1.29

(0.44,3.78)

Naltrexone + NAC

1.06

(0.43,2.64)

1.06

(0.41,2.75)

0.82

(0.22,3.06)

NAC

0.90

(0.51,1.58)

0.90

(0.48,1.69)

0.69

(0.23,2.10)

0.85

(0.31,2.29)

Atypical 

antipsychotics

0.38

(0.04,3.63)

0.38

(0.04,3.69)

0.30

(0.03,3.41)

0.36

(0.03,3.96)

0.43

(0.04,4.19)

Antipsychotic

0.81

(0.50,1.30)

0.81

(0.47,1.40)

0.62

(0.21,1.81)

0.76

(0.30,1.96)

0.90

(0.48,1.67)

2.11

(0.22,20.21)

Atypical 

antidepressant

0.88

(0.53,1.46)

0.88

(0.49,1.57)

0.68

(0.23,2.01)

0.83

(0.32,2.19)

0.98

(0.52,1.87)

2.30

(0.24,22.26)

1.09

(0.62,1.93)

Anticonvulsants

1.45

(0.55,3.80)

1.45

(0.53,3.95)

1.12

(0.29,4.34)

1.37

(0.39,4.84)

1.62

(0.57,4.58)

3.78

(0.34,42.16)

1.80

(0.66,4.85)

1.64

(0.60,4.51)

Citicoline

0.91

(0.39,2.13)

0.91

(0.38,2.22)

0.71

(0.20,2.52)

0.86

(0.27,2.80)

1.02

(0.40,2.59)

2.38

(0.22,25.41)

1.13

(0.47,2.73)

1.04

(0.42,2.54)

0.63

(0.19,2.12)

Flumazenil + 

Gabapentin

1.55

(0.40,6.12)

1.55

(0.38,6.28)

1.20

(0.23,6.37)

1.47

(0.30,7.24)

1.73

(0.42,7.21)

4.05

(0.30,54.61)

1.92

(0.48,7.74)

1.76

(0.43,7.17)

1.07

(0.21,5.44)

1.70

(0.36,8.07)

Varenicline

1.30

(0.45,3.77)

1.30

(0.43,3.90)

1.00

(0.24,4.19)

1.23

(0.32,4.70)

1.45

(0.46,4.51)

3.39

(0.29,39.42)

1.61

(0.54,4.80)

1.47

(0.49,4.46)

0.90

(0.23,3.55)

1.42

(0.39,5.20)

0.84

(0.15,4.52)

Ibudilast

1.72

(0.79,3.75)

1.72

(0.75,3.93)

1.33

(0.39,4.55)

1.62

(0.53,5.03)

1.92

(0.80,4.60)

4.48

(0.43,46.76)

2.13

(0.94,4.82)

1.95

(0.84,4.50)

1.19

(0.37,3.82)

1.88

(0.64,5.51)

1.11

(0.24,5.08)

1.32

(0.38,4.65)

Ondansetron

1.52

(0.53,4.38)

1.52

(0.51,4.53)

1.17

(0.28,4.88)

1.43

(0.38,5.47)

1.69

(0.55,5.24)

3.96

(0.34,45.96)

1.88

(0.63,5.58)

1.72

(0.57,5.18)

1.05

(0.27,4.13)

1.66

(0.46,6.04)

0.98

(0.18,5.26)

1.17

(0.28,4.96)

0.88

(0.25,3.08)

Ifenprodil

2.24

(1.03,4.91)

2.24

(0.94,5.32)

1.73

(0.49,6.10)

2.12

(0.67,6.75)

2.50

(1.01,6.20)

5.85

(0.55,61.84)

2.78

(1.18,6.55)

2.54

(1.06,6.08)

1.55

(0.47,5.12)

2.45

(0.81,7.40)

1.44

(0.31,6.77)

1.73

(0.48,6.22)

1.30

(0.45,3.75)

1.48

(0.41,5.29)

MM + 

Methylphenidate

1.17

(0.66,2.06)

1.17

(0.61,2.21)

0.90

(0.30,2.75)

1.10

(0.40,3.00)

1.30

(0.65,2.61)

3.04

(0.31,29.93)

1.45

(0.77,2.72)

1.32

(0.69,2.53)

0.80

(0.28,2.30)

1.28

(0.50,3.27)

0.75

(0.18,3.14)

0.90

(0.29,2.82)

0.68

(0.28,1.64)

0.77

(0.25,2.39)

0.52

(0.21,1.28)

CM

1.04

(0.64,1.71)

1.04

(0.57,1.90)

0.81

(0.27,2.40)

0.99

(0.37,2.61)

1.16

(0.60,2.26)

2.72

(0.28,26.45)

1.29

(0.72,2.32)

1.18

(0.64,2.18)

0.72

(0.26,2.00)

1.14

(0.46,2.84)

0.67

(0.16,2.76)

0.80

(0.26,2.46)

0.61

(0.26,1.42)

0.69

(0.23,2.09)

0.47

(0.21,1.04)

0.89

(0.48,1.66)

CBT

1.15

(0.87,1.53)

1.15

(0.77,1.71)

0.89

(0.33,2.41)

1.09

(0.46,2.59)

1.28

(0.79,2.10)

3.00

(0.32,27.90)

1.42

(0.98,2.08)

1.30

(0.86,1.99)

0.79

(0.32,1.99)

1.26

(0.57,2.78)

0.74

(0.19,2.83)

0.89

(0.32,2.47)

0.67

(0.32,1.38)

0.76

(0.27,2.10)

0.51

(0.24,1.11)

0.99

(0.60,1.63)

1.10

(0.71,1.72)

Placebo


image12.emf
Atypical 

antipsychotics

-6.81

(-32.44,18.83)

Antipsychotic

-3.48

(-18.68,11.72)

3.32

(-21.94,28.59)

Atypical 

antidepressant

-7.37

(-27.13,12.38)

-0.57

(-28.81,27.67)

-3.89

(-23.16,15.38)

Anticonvulsants

-7.16

(-38.51,24.20)

-0.35

(-37.64,36.94)

-3.67

(-34.73,27.38)

0.22

(-33.30,33.74)

Baclofen

14.44

(-11.14,40.03)

21.25

(-11.33,53.83)

17.93

(-7.28,43.14)

21.82

(-6.37,50.01)

21.60

(-15.65,58.85)

Citicoline

4.43

(-15.75,24.60)

11.23

(-17.31,39.77)

7.91

(-11.80,27.62)

11.80

(-11.60,35.20)

11.58

(-22.19,45.35)

-10.02

(-38.50,18.47)

Flumazenil + 

Gabapentin

6.04

(-24.84,36.93)

12.85

(-24.05,49.75)

9.53

(-21.05,40.11)

13.42

(-19.66,46.50)

13.20

(-16.75,43.15)

-8.40

(-45.26,28.46)

1.62

(-31.72,34.95)

Gabapentin

12.04

(-13.14,37.23)

18.85

(-13.42,51.12)

15.53

(-9.28,40.33)

19.42

(-8.41,47.25)

19.20

(-17.78,56.18)

-2.40

(-34.63,29.83)

7.62

(-20.51,35.75)

6.00

(-30.58,42.58)

Ibudilast

9.74

(-16.13,35.62)

16.55

(-16.27,49.37)

13.23

(-12.28,38.74)

17.12

(-11.34,45.58)

16.90

(-20.56,54.36)

-4.70

(-37.47,28.07)

5.32

(-23.43,34.07)

3.70

(-33.36,40.76)

-2.30

(-34.76,30.16)

Ifenprodil

1.44

(-23.76,26.65)

8.25

(-24.04,40.54)

4.93

(-19.90,29.76)

8.82

(-19.04,36.67)

8.60

(-28.40,45.60)

-13.00

(-45.25,19.25)

-2.98

(-31.14,25.17)

-4.60

(-41.20,32.00)

-10.60

(-42.53,21.33)

-8.30

(-40.78,24.18)

NAC

-1.51

(-21.35,18.33)

5.29

(-23.01,33.60)

1.97

(-17.39,21.33)

5.86

(-17.25,28.97)

5.64

(-27.93,39.22)

-15.96

(-44.21,12.29)

-5.94

(-29.41,17.53)

-7.56

(-40.69,25.58)

-13.56

(-41.45,14.34)

-11.26

(-39.77,17.26)

-2.96

(-30.87,24.96)

Naltrexone + 

Atypical 

3.55

(-14.40,21.51)

10.36

(-16.65,37.37)

7.04

(-10.38,24.45)

10.93

(-10.58,32.43)

10.71

(-21.78,43.20)

-10.89

(-37.85,16.07)

-0.87

(-22.80,21.05)

-2.49

(-34.53,29.55)

-8.49

(-35.07,18.09)

-6.19

(-33.43,21.05)

2.11

(-24.50,28.72)

5.07

(-16.52,26.66)

Naltrexone

16.13

(-9.26,41.53)

22.94

(-9.50,55.38)

19.62

(-5.40,44.64)

23.51

(-4.51,51.53)

23.29

(-13.83,60.41)

1.69

(-30.70,34.08)

11.71

(-16.61,40.03)

10.09

(-26.64,46.82)

4.09

(-27.99,36.17)

6.39

(-26.23,39.01)

14.69

(-17.41,46.79)

17.65

(-10.43,45.73)

12.58

(-14.20,39.36)

Ondansetron

-4.56

(-36.73,27.62)

2.25

(-35.73,40.23)

-1.07

(-32.95,30.81)

2.82

(-31.47,37.10)

2.60

(-39.45,44.65)

-19.00

(-56.94,18.94)

-8.98

(-43.51,25.55)

-10.60

(-52.30,31.10)

-16.60

(-54.28,21.08)

-14.30

(-52.44,23.84)

-6.00

(-43.69,31.69)

-3.04

(-37.38,31.29)

-8.11

(-41.39,25.17)

-20.69

(-58.51,17.13)

SNRI

4.47

(-19.88,28.82)

11.28

(-20.37,42.93)

7.96

(-16.03,31.94)

11.85

(-15.26,38.95)

11.63

(-24.81,48.07)

-9.97

(-41.58,21.63)

0.05

(-27.37,27.46)

-1.57

(-37.61,34.46)

-7.57

(-38.86,23.71)

-5.27

(-37.11,26.57)

3.03

(-28.27,34.33)

5.98

(-21.18,33.15)

0.92

(-24.91,26.74)

-11.66

(-43.11,19.79)

9.03

(-28.12,46.17)

Sertraline & CM

16.07

(-8.28,40.42)

22.88

(-8.77,54.53)

19.56

(-4.44,43.55)

23.45

(-3.66,50.55)

23.23

(-13.21,59.67)

1.63

(-29.98,33.23)

11.65

(-15.77,39.06)

10.03

(-26.01,46.06)

4.03

(-27.26,35.31)

6.33

(-25.52,38.17)

14.63

(-16.68,45.93)

17.58

(-9.59,44.75)

12.52

(-13.31,38.34)

-0.06

(-31.52,31.39)

20.63

(-16.52,57.77)

11.60

(-11.11,34.31)

SSRI

-2.78

(-15.60,10.05)

4.03

(-20.24,28.30)

0.71

(-12.05,13.47)

4.60

(-13.35,22.54)

4.38

(-25.87,34.63)

-17.22

(-41.43,6.99)

-7.20

(-25.61,11.21)

-8.82

(-38.58,20.94)

-14.82

(-38.61,8.97)

-12.52

(-37.04,12.00)

-4.22

(-28.04,19.60)

-1.26

(-19.30,16.78)

-6.33

(-22.27,9.61)

-18.91

(-42.92,5.10)

1.78

(-29.32,32.88)

-7.25

(-29.96,15.47)

-18.85

(-41.57,3.87)

Stimulants

-17.17

(-39.90,5.57)

-10.36

(-40.89,20.17)

-13.68

(-36.17,8.81)

-9.79

(-35.58,16.00)

-10.01

(-45.48,25.46)

-31.61

(-62.09,-1.13)

-21.59

(-47.70,4.52)

-23.21

(-58.26,11.84)

-29.21

(-59.36,0.94)

-26.91

(-57.64,3.82)

-18.61

(-48.78,11.56)

-15.65

(-41.51,10.20)

-20.72

(-45.16,3.72)

-33.30

(-63.62,-2.98)

-12.61

(-48.80,23.58)

-21.64

(-50.23,6.95)

-33.24

(-61.83,-4.64)

-14.39

(-34.54,5.76)

MM + 

Methylphenidat

2.85

(-17.44,23.14)

9.66

(-19.07,38.38)

6.33

(-13.64,26.31)

10.22

(-13.40,33.85)

10.01

(-23.92,43.93)

-11.59

(-40.27,17.08)

-1.58

(-25.55,22.40)

-3.19

(-36.69,30.30)

-9.19

(-37.51,19.13)

-6.89

(-35.83,22.04)

1.41

(-26.94,29.75)

4.36

(-19.33,28.06)

-0.70

(-22.85,21.44)

-13.28

(-41.79,15.22)

7.41

(-27.28,42.09)

-1.62

(-26.44,23.20)

-13.22

(-38.05,11.60)

5.63

(-11.96,23.21)

20.02

(-2.02,42.05)

CBT

4.52

(-22.65,31.70)

11.33

(-22.59,45.24)

8.01

(-18.90,34.91)

11.90

(-17.83,41.62)

11.68

(-26.75,50.10)

-9.92

(-43.80,23.95)

0.09

(-29.91,30.10)

-1.52

(-39.56,36.52)

-7.52

(-41.10,26.05)

-5.22

(-39.32,28.87)

3.08

(-30.52,36.67)

6.03

(-23.74,35.81)

0.97

(-27.59,29.52)

-11.61

(-45.35,22.12)

9.08

(-30.02,48.17)

0.05

(-29.10,29.20)

-11.55

(-40.71,17.61)

7.30

(-18.09,32.69)

21.69

(-7.68,51.05)

1.67

(-20.03,23.37)

CBT + CM

5.25

(-16.04,26.53)

12.05

(-17.33,41.44)

8.73

(-12.18,29.64)

12.62

(-11.80,37.04)

12.40

(-22.08,46.89)

-9.20

(-38.53,20.14)

0.82

(-23.94,25.58)

-0.80

(-34.86,33.26)

-6.80

(-35.79,22.19)

-4.50

(-34.09,25.09)

3.80

(-25.21,32.81)

6.76

(-17.73,31.25)

1.69

(-21.30,24.68)

-10.89

(-40.06,18.28)

9.80

(-25.43,45.04)

0.78

(-20.90,22.45)

-10.82

(-32.50,10.86)

8.02

(-11.15,27.20)

22.41

(-2.64,47.46)

2.40

(-15.80,20.60)

0.73

(-21.03,22.49)

CM

5.44

(-5.73,16.62)

12.25

(-10.82,35.32)

8.93

(-1.37,19.23)

12.82

(-3.47,29.11)

12.60

(-16.70,41.90)

-9.00

(-32.01,14.01)

1.02

(-15.78,17.81)

-0.60

(-29.39,28.19)

-6.60

(-29.17,15.97)

-4.30

(-27.64,19.04)

4.00

(-18.59,26.59)

6.96

(-9.44,23.35)

1.89

(-12.16,15.94)

-10.69

(-33.49,12.11)

10.00

(-20.17,40.17)

0.97

(-20.69,22.64)

-10.63

(-32.30,11.04)

8.22

(0.69,15.75)

22.61

(2.62,42.60)

2.59

(-14.52,19.71)

0.92

(-23.94,25.78)

0.20

(-18.00,18.39)

Placebo


image13.emf
Stimulants

1.37

(-9.68,12.42)

Atypical 

antidepressant

5.52

(-6.96,18.00)

4.15

(-11.43,19.73)

Gabapentin

-1.02

(-15.76,13.71)

-2.39

(-19.82,15.04)

-6.54

(-22.51,9.43)

Baclofen

-13.28

(-25.14,-1.42)

-14.65

(-29.73,0.43)

-18.80

(-34.96,-2.64)

-12.26

(-30.22,5.70)

Varenicline

-2.16

(-9.20,4.88)

-3.53

(-15.20,8.15)

-7.68

(-20.72,5.36)

-1.14

(-16.35,14.07)

11.12

(-1.32,23.56)

CBT

-31.56

(-47.36,-15.76)

-32.93

(-51.27,-14.59)

-37.08

(-56.31,-17.84)

-30.54

(-51.31,-9.77)

-18.28

(-37.12,0.56)

-29.40

(-43.54,-15.26)

CBT + CM

-18.26

(-33.42,-3.10)

-19.63

(-37.42,-1.83)

-23.78

(-42.50,-5.06)

-17.24

(-37.53,3.05)

-4.98

(-23.29,13.33)

-16.10

(-29.53,-2.67)

13.30

(-3.72,30.32)

CM

-2.15

(-13.90,9.60)

2.00

(-8.22,12.22)

21.63

(7.06,36.20)

4.39

(-9.73,18.51)

3.37

(-0.83,7.57)

5.53

(-0.11,11.17)

34.93

(19.70,50.16)

-0.72

(-17.05,15.60)

Placebo


image14.emf
Stimulants

0.78

(0.36,1.66)

Baclofen

0.86

(0.46,1.59)

1.10

(0.51,2.37)

Flumazenil + 

Gabapentin

0.93

(0.42,2.05)

1.20

(0.63,2.28)

1.09

(0.49,2.40)

Gabapentin

1.18

(0.54,2.61)

1.52

(0.61,3.77)

1.38

(0.62,3.05)

1.27

(0.50,3.22)

Varenicline

0.88

(0.47,1.67)

1.13

(0.52,2.47)

1.03

(0.54,1.95)

0.95

(0.42,2.12)

0.75

(0.33,1.68)

Ondansetron

0.79

(0.36,1.75)

1.02

(0.41,2.52)

0.92

(0.42,2.04)

0.85

(0.34,2.16)

0.67

(0.26,1.71)

0.90

(0.40,2.01)

Atypical 

antidepressant

1.67

(0.75,3.72)

2.15

(0.86,5.37)

1.95

(0.87,4.35)

1.79

(0.70,4.59)

1.41

(0.55,3.63)

1.89

(0.84,4.29)

2.11

(0.82,5.39)

SSRI

1.00

(0.48,2.07)

1.28

(0.54,3.02)

1.16

(0.56,2.42)

1.07

(0.44,2.58)

0.84

(0.35,2.05)

1.13

(0.53,2.39)

1.26

(0.52,3.03)

0.60

(0.31,1.16)

Sertraline & CM

0.82

(0.40,1.68)

1.05

(0.45,2.46)

0.95

(0.46,1.96)

0.88

(0.37,2.10)

0.69

(0.29,1.66)

0.93

(0.44,1.94)

1.03

(0.43,2.47)

0.49

(0.26,0.94)

0.82

(0.47,1.44)

CM

1.02

(0.66,1.57)

1.31

(0.70,2.44)

1.18

(0.76,1.84)

1.09

(0.56,2.10)

0.86

(0.44,1.67)

1.15

(0.72,1.84)

1.28

(0.66,2.47)

0.61

(0.31,1.19)

1.02

(0.57,1.84)

1.24

(0.70,2.20)

Placebo
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Stimulants

-2.56

(-10.88,5.76)

NAC

4.34

(-3.58,12.26)

6.90

(-3.71,17.51)

Naltrexone + 

NAC

1.62

(-4.85,8.09)

4.18

(-5.40,13.76)

-2.72

(-11.95,6.51)

Naltrexone

-0.19

(-5.20,4.83)

2.37

(-6.13,10.87)

-4.53

(-12.64,3.58)

-1.81

(-8.51,4.89)

Flumazenil + 

Gabapentin

-6.46

(-12.87,-0.05)

-3.90

(-13.44,5.64)

-10.80

(-19.99,-1.61)

-8.08

(-16.06,-0.10)

-6.27

(-12.92,0.37)

SNRI

4.40

(-3.76,12.57)

6.96

(-3.84,17.76)

0.06

(-10.43,10.55)

2.78

(-6.66,12.22)

4.59

(-3.76,12.94)

10.86

(1.46,20.26)

Ifenprodil

-1.72

(-5.59,2.16)

0.84

(-7.30,8.98)

-6.06

(-13.79,1.67)

-3.34

(-9.57,2.89)

-1.53

(-5.98,2.92)

4.74

(-1.43,10.91)

-6.12

(-14.09,1.86)

CBT

0.08

(-5.65,5.81)

2.64

(-6.53,11.81)

-4.26

(-13.07,4.55)

-1.54

(-9.07,5.99)

0.27

(-5.87,6.41)

6.54

(-0.94,14.02)

-4.32

(-13.34,4.71)

1.80

(-2.42,6.02)

CBT + CM

-0.32

(-5.99,5.35)

2.24

(-6.89,11.37)

-4.66

(-13.43,4.11)

-1.94

(-9.42,5.54)

-0.13

(-6.21,5.95)

6.14

(-1.29,13.57)

-4.72

(-13.70,4.27)

1.40

(-2.74,5.54)

-0.40

(-4.87,4.07)

CM

-1.06

(-4.17,2.06)

1.50

(-6.22,9.22)

-5.40

(-12.69,1.89)

-2.68

(-8.35,2.99)

-0.87

(-4.44,2.69)

5.40

(-0.21,11.01)

-5.46

(-13.01,2.09)

0.66

(-1.92,3.23)

-1.14

(-6.09,3.81)

-0.74

(-5.62,4.14)
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Stimulants

0.18

(-3.23,3.59)

Buprenorphine

-0.58

(-3.27,2.12)

-0.76

(-4.73,3.21)

Naltrexone

0.23

(-2.38,2.84)

0.05

(-3.86,3.96)

0.81

(-2.50,4.11)

Naltrexone + 

Atypical 

antidepressant

-0.15

(-3.84,3.53)

-0.33

(-5.03,4.36)

0.42

(-3.78,4.63)

-0.38

(-4.53,3.77)

Naltrexone + NAC

2.19

(0.00,4.37)

2.01

(-1.64,5.65)

2.76

(-0.21,5.74)

1.96

(-0.94,4.86)

2.34

(-1.56,6.24)

NAC

-0.22

(-3.63,3.20)

-0.40

(-4.88,4.09)

0.36

(-3.60,4.33)

-0.44

(-4.35,3.47)

-0.06

(-4.76,4.64)

-2.40

(-6.04,1.24)

Atypical 

antipsychotics

1.56

(-1.06,4.18)

1.38

(-2.54,5.30)

2.14

(-1.18,5.45)

1.33

(-1.91,4.57)

1.71

(-2.44,5.87)

-0.63

(-3.54,2.28)

1.77

(-2.14,5.69)

Antipsychotic

0.46

(-2.94,3.86)

0.28

(-4.20,4.76)

1.04

(-2.92,5.00)

0.23

(-3.67,4.13)

0.61

(-4.07,5.30)

-1.73

(-5.36,1.90)

0.67

(-3.80,5.15)

-1.10

(-5.01,2.81)

Atypical 

antidepressant

-0.74

(-4.14,2.66)

-0.92

(-5.40,3.55)

-0.16

(-4.12,3.79)

-0.97

(-4.87,2.93)

-0.59

(-5.27,4.10)

-2.93

(-6.55,0.70)

-0.52

(-5.00,3.95)

-2.30

(-6.20,1.61)

-1.20

(-5.66,3.27)

SNRI

-0.47

(-3.06,2.13)

-0.65

(-4.55,3.26)

0.11

(-3.18,3.41)

-0.69

(-3.92,2.53)

-0.31

(-4.45,3.83)

-2.65

(-5.54,0.24)

-0.25

(-4.15,3.65)

-2.02

(-5.26,1.21)

-0.92

(-4.82,2.97)

0.27

(-3.61,4.16)

Anticonvulsants

-0.01

(-2.60,2.58)

-0.19

(-4.09,3.71)

0.57

(-2.72,3.85)

-0.24

(-3.46,2.98)

0.14

(-4.00,4.28)

-2.20

(-5.08,0.69)

0.20

(-3.69,4.10)

-1.57

(-4.80,1.66)

-0.47

(-4.36,3.42)

0.73

(-3.16,4.61)

0.45

(-2.76,3.66)

Flumazenil + 

Gabapentin

-1.94

(-6.60,2.72)

-2.12

(-7.62,3.37)

-1.36

(-6.44,3.72)

-2.17

(-7.20,2.86)

-1.79

(-7.45,3.88)

-4.13

(-8.95,0.70)

-1.73

(-7.22,3.77)

-3.50

(-8.54,1.54)

-2.40

(-7.89,3.09)

-1.20

(-6.68,4.28)

-1.48

(-6.50,3.55)

-1.93

(-6.95,3.10)

Ifenprodil

-0.01

(-3.41,3.40)

-0.19

(-4.67,4.30)

0.57

(-3.39,4.53)

-0.24

(-4.14,3.67)

0.15

(-4.54,4.84)

-2.19

(-5.83,1.44)

0.21

(-4.27,4.69)

-1.56

(-5.48,2.35)

-0.47

(-4.94,4.01)

0.73

(-3.74,5.20)

0.46

(-3.44,4.36)

0.01

(-3.89,3.90)

1.93

(-3.56,7.42)

MM + 

Methylphenidate

4.70

(-1.77,11.17)

4.52

(-2.58,11.62)

5.28

(-1.50,12.06)

4.47

(-2.28,11.22)

4.85

(-2.38,12.09)

2.51

(-4.08,9.11)

4.91

(-2.18,12.01)

3.14

(-3.61,9.89)

4.24

(-2.85,11.33)

5.44

(-1.65,12.53)

5.16

(-1.58,11.91)

4.71

(-2.03,11.45)

6.64

(-1.13,14.41)

4.71

(-2.39,11.80)

CBT

0.57

(-3.64,4.79)

0.39

(-4.73,5.52)

1.15

(-3.52,5.83)

0.35

(-4.28,4.97)

0.73

(-4.58,6.04)

-1.61

(-6.01,2.79)

0.79

(-4.33,5.91)

-0.98

(-5.61,3.65)

0.12

(-5.00,5.23)

1.32

(-3.80,6.43)

1.04

(-3.58,5.66)

0.59

(-4.03,5.20)

2.52

(-3.51,8.54)

0.58

(-4.54,5.70)

-4.12

(-11.64,3.39)

Education

2.16

(-1.38,5.71)

1.98

(-2.60,6.57)

2.74

(-1.34,6.83)

1.94

(-2.09,5.96)

2.32

(-2.47,7.11)

-0.02

(-3.78,3.74)

2.38

(-2.21,6.97)

0.61

(-3.42,4.64)

1.71

(-2.87,6.28)

2.91

(-1.67,7.48)

2.63

(-1.39,6.65)

2.18

(-1.83,6.19)

4.11

(-1.47,9.68)

2.17

(-2.41,6.75)

-2.53

(-9.70,4.63)

1.59

(-0.70,3.88)

Exercise

2.25

(-2.45,6.96)

2.07

(-3.46,7.61)

2.83

(-2.29,7.96)

2.03

(-3.05,7.11)

2.41

(-3.30,8.12)

0.07

(-4.81,4.94)

2.47

(-3.06,8.01)

0.70

(-4.39,5.78)

1.80

(-3.73,7.32)

3.00

(-2.53,8.52)

2.72

(-2.35,7.79)

2.27

(-2.80,7.34)

4.20

(-2.18,10.58)

2.26

(-3.27,7.79)

-2.44

(-10.25,5.36)

1.68

(-1.41,4.77)

0.09

(-3.01,3.19)

Exercise + 

Biofeedback

0.74

(-3.99,5.48)

0.56

(-4.99,6.12)

1.32

(-3.82,6.47)

0.52

(-4.59,5.62)

0.90

(-4.83,6.63)

-1.44

(-6.34,3.46)

0.96

(-4.60,6.52)

-0.81

(-5.92,4.30)

0.29

(-5.26,5.84)

1.49

(-4.06,7.03)

1.21

(-3.89,6.31)

0.76

(-4.34,5.85)

2.69

(-3.71,9.08)

0.75

(-4.80,6.31)

-3.95

(-11.77,3.87)

0.17

(-2.96,3.30)

-1.42

(-4.56,1.72)

-1.51

(-4.87,1.85)

Biofeedback

-0.72

(-1.98,0.53)

-0.90

(-4.07,2.27)

-0.14

(-2.53,2.24)

-0.95

(-3.24,1.34)

-0.57

(-4.03,2.90)

-2.91

(-4.69,-1.12)

-0.51

(-3.68,2.67)

-2.28

(-4.58,0.02)

-1.18

(-4.34,1.98)

0.02

(-3.14,3.17)

-0.26

(-2.53,2.02)

-0.71

(-2.97,1.56)

1.22

(-3.26,5.70)

-0.71

(-3.88,2.45)

-5.42

(-11.77,0.93)

-1.30

(-5.32,2.73)

-2.89

(-6.20,0.43)

-2.98

(-7.51,1.56)

-1.47

(-6.03,3.10)

Placebo


image17.emf
Stimulants

1.04

(0.55,1.97)

Atypical 

antipsychotics

0.91

(0.40,2.07)

0.87

(0.38,1.97)

Antipsychotic

1.08

(0.80,1.48)

1.04

(0.52,2.08)

1.20

(0.50,2.85)

Anticonvulsants

0.86

(0.70,1.05)

0.82

(0.43,1.58)

0.95

(0.41,2.19)

0.79

(0.57,1.10)

Atypical 

antidepressant

1.34

(0.76,2.36)

1.29

(0.56,2.98)

1.48

(0.55,3.99)

1.24

(0.66,2.31)

1.56

(0.88,2.78)

Baclofen

1.30

(0.92,1.85)

1.25

(0.61,2.55)

1.44

(0.59,3.49)

1.20

(0.78,1.86)

1.52

(1.05,2.20)

0.97

(0.51,1.85)

Citicoline

0.77

(0.59,1.00)

0.74

(0.38,1.45)

0.85

(0.36,2.00)

0.71

(0.49,1.03)

0.89

(0.67,1.20)

0.57

(0.31,1.05)

0.59

(0.39,0.89)

Flumazenil + 

Gabapentin

0.82

(0.54,1.24)

0.79

(0.38,1.66)

0.91

(0.37,2.25)

0.76

(0.47,1.23)

0.96

(0.62,1.46)

0.61

(0.35,1.07)

0.63

(0.38,1.05)

1.07

(0.67,1.70)

Gabapentin

0.91

(0.62,1.36)

0.88

(0.42,1.83)

1.01

(0.41,2.49)

0.84

(0.53,1.36)

1.07

(0.71,1.61)

0.68

(0.35,1.33)

0.70

(0.42,1.16)

1.19

(0.76,1.87)

1.12

(0.65,1.92)

Ibudilast

1.31

(0.25,6.81)

1.26

(0.22,7.32)

1.45

(0.23,9.09)

1.21

(0.23,6.42)

1.53

(0.29,7.97)

0.98

(0.17,5.54)

1.01

(0.19,5.38)

1.71

(0.32,8.99)

1.60

(0.30,8.66)

1.43

(0.27,7.73)

Ifenprodil

1.03

(0.49,2.15)

0.99

(0.38,2.59)

1.14

(0.38,3.40)

0.95

(0.44,2.08)

1.20

(0.57,2.53)

0.77

(0.31,1.91)

0.79

(0.36,1.76)

1.34

(0.63,2.89)

1.26

(0.55,2.87)

1.13

(0.50,2.55)

0.79

(0.13,4.73)

NAC

0.66

(0.34,1.27)

0.63

(0.26,1.56)

0.73

(0.26,2.07)

0.61

(0.30,1.23)

0.77

(0.40,1.49)

0.49

(0.21,1.15)

0.51

(0.25,1.04)

0.86

(0.43,1.71)

0.80

(0.38,1.71)

0.72

(0.34,1.52)

0.50

(0.09,2.93)

0.64

(0.24,1.69)

Naltrexone + 

NAC

0.51

(0.32,0.82)

0.49

(0.22,1.07)

0.56

(0.22,1.44)

0.47

(0.27,0.81)

0.59

(0.36,0.97)

0.38

(0.18,0.78)

0.39

(0.22,0.69)

0.66

(0.39,1.12)

0.62

(0.34,1.14)

0.56

(0.31,1.01)

0.39

(0.07,2.14)

0.49

(0.21,1.17)

0.77

(0.35,1.70)

Naltrexone + 

Atypical 

antidepressant

1.09

(0.84,1.42)

1.05

(0.54,2.06)

1.21

(0.52,2.83)

1.01

(0.70,1.46)

1.28

(0.96,1.69)

0.82

(0.45,1.49)

0.84

(0.56,1.26)

1.43

(1.02,2.00)

1.33

(0.85,2.10)

1.20

(0.77,1.86)

0.83

(0.16,4.38)

1.06

(0.50,2.27)

1.66

(0.84,3.28)

2.15

(1.28,3.60)

Naltrexone

0.94

(0.68,1.29)

0.90

(0.45,1.80)

1.03

(0.43,2.47)

0.86

(0.57,1.30)

1.09

(0.78,1.53)

0.70

(0.37,1.31)

0.72

(0.46,1.12)

1.22

(0.83,1.79)

1.14

(0.70,1.86)

1.02

(0.63,1.65)

0.71

(0.13,3.78)

0.91

(0.42,1.98)

1.42

(0.70,2.87)

1.84

(1.06,3.18)

0.86

(0.59,1.24)

Ondansetron

1.93

(1.05,3.55)

1.85

(0.78,4.42)

2.13

(0.77,5.88)

1.78

(0.92,3.46)

2.25

(1.21,4.18)

1.44

(0.64,3.25)

1.48

(0.75,2.94)

2.51

(1.32,4.80)

2.35

(1.15,4.81)

2.11

(1.04,4.28)

1.47

(0.26,8.44)

1.87

(0.73,4.79)

2.92

(1.21,7.03)

3.78

(1.78,8.07)

1.76

(0.93,3.35)

2.06

(1.06,4.02)

SNRI

0.73

(0.51,1.05)

0.70

(0.34,1.44)

0.81

(0.33,1.97)

0.68

(0.43,1.06)

0.85

(0.58,1.25)

0.55

(0.28,1.05)

0.56

(0.35,0.91)

0.95

(0.62,1.45)

0.89

(0.53,1.50)

0.80

(0.48,1.33)

0.56

(0.10,2.99)

0.71

(0.32,1.58)

1.11

(0.53,2.30)

1.44

(0.81,2.56)

0.67

(0.44,1.01)

0.78

(0.50,1.23)

0.38

(0.19,0.76)

SSRI

0.94

(0.61,1.46)

0.91

(0.43,1.93)

1.04

(0.41,2.62)

0.87

(0.52,1.45)

1.10

(0.70,1.73)

0.70

(0.35,1.41)

0.72

(0.42,1.24)

1.23

(0.76,2.00)

1.15

(0.65,2.04)

1.03

(0.59,1.81)

0.72

(0.13,3.92)

0.91

(0.40,2.11)

1.43

(0.66,3.08)

1.85

(0.99,3.46)

0.86

(0.53,1.39)

1.01

(0.60,1.68)

0.49

(0.24,1.02)

1.29

(0.75,2.22)

Varenicline

0.91

(0.61,1.34)

0.87

(0.42,1.82)

1.00

(0.41,2.47)

0.84

(0.52,1.35)

1.06

(0.70,1.60)

0.68

(0.35,1.32)

0.70

(0.42,1.15)

1.18

(0.75,1.85)

1.11

(0.64,1.91)

0.99

(0.58,1.69)

0.69

(0.13,3.73)

0.88

(0.39,1.99)

1.37

(0.65,2.89)

1.78

(0.98,3.24)

0.83

(0.53,1.29)

0.97

(0.60,1.57)

0.47

(0.23,0.95)

1.24

(0.89,1.73)

0.96

(0.55,1.69)

Sertraline & CM

1.01

(0.81,1.25)

0.97

(0.50,1.88)

1.11

(0.48,2.60)

0.93

(0.65,1.33)

1.17

(0.89,1.54)

0.75

(0.41,1.36)

0.77

(0.52,1.15)

1.31

(0.95,1.81)

1.23

(0.78,1.92)

1.10

(0.71,1.70)

0.77

(0.15,4.02)

0.98

(0.46,2.08)

1.52

(0.77,3.00)

1.97

(1.18,3.29)

0.92

(0.67,1.26)

1.07

(0.75,1.55)

0.52

(0.28,0.98)

1.37

(0.92,2.05)

1.07

(0.67,1.71)

1.11

(0.72,1.70)

MM + 

Methylphenidat

e

1.14

(0.83,1.56)

1.10

(0.55,2.20)

1.26

(0.53,3.02)

1.05

(0.70,1.60)

1.33

(0.94,1.88)

0.85

(0.45,1.60)

0.88

(0.56,1.37)

1.49

(1.01,2.19)

1.39

(0.85,2.28)

1.25

(0.77,2.02)

0.87

(0.16,4.62)

1.11

(0.50,2.43)

1.73

(0.85,3.51)

2.24

(1.29,3.89)

1.04

(0.71,1.53)

1.22

(0.80,1.86)

0.59

(0.30,1.16)

1.56

(1.12,2.17)

1.21

(0.72,2.03)

1.26

(0.87,1.81)

1.13

(0.80,1.62)

CM

1.10

(0.90,1.34)

1.05

(0.55,2.04)

1.21

(0.52,2.82)

1.01

(0.72,1.43)

1.28

(0.99,1.66)

0.82

(0.45,1.47)

0.84

(0.57,1.24)

1.43

(1.05,1.95)

1.34

(0.86,2.08)

1.20

(0.78,1.84)

0.84

(0.16,4.37)

1.06

(0.50,2.25)

1.66

(0.85,3.25)

2.15

(1.30,3.57)

1.00

(0.74,1.36)

1.17

(0.82,1.67)

0.57

(0.30,1.07)

1.50

(1.03,2.18)

1.16

(0.73,1.85)

1.21

(0.81,1.81)

1.09

(0.85,1.40)

0.96

(0.71,1.31)

CBT

0.99

(0.33,2.95)

0.95

(0.27,3.34)

1.10

(0.28,4.27)

0.92

(0.30,2.81)

1.16

(0.39,3.47)

0.74

(0.22,2.50)

0.76

(0.24,2.37)

1.29

(0.42,3.93)

1.21

(0.38,3.83)

1.08

(0.34,3.42)

0.76

(0.11,5.41)

0.96

(0.26,3.55)

1.50

(0.43,5.30)

1.95

(0.60,6.33)

0.91

(0.30,2.75)

1.06

(0.34,3.26)

0.51

(0.15,1.78)

1.36

(0.43,4.23)

1.05

(0.33,3.36)

1.09

(0.35,3.45)

0.99

(0.33,2.98)

0.87

(0.28,2.68)

0.90

(0.30,2.72)

Education

0.81

(0.31,2.11)

0.78

(0.25,2.43)

0.90

(0.26,3.14)

0.75

(0.28,2.02)

0.95

(0.36,2.48)

0.61

(0.20,1.81)

0.62

(0.23,1.70)

1.06

(0.40,2.81)

0.99

(0.36,2.76)

0.89

(0.32,2.46)

0.62

(0.09,4.12)

0.79

(0.24,2.60)

1.23

(0.39,3.86)

1.60

(0.56,4.57)

0.74

(0.28,1.97)

0.87

(0.32,2.34)

0.42

(0.14,1.29)

1.11

(0.41,3.04)

0.86

(0.31,2.42)

0.90

(0.32,2.48)

0.81

(0.31,2.13)

0.71

(0.26,1.92)

0.74

(0.28,1.94)

0.82

(0.48,1.40)

Exercise

0.36

(0.07,1.73)

0.35

(0.06,1.88)

0.40

(0.07,2.33)

0.33

(0.07,1.64)

0.42

(0.09,2.03)

0.27

(0.05,1.42)

0.28

(0.06,1.37)

0.47

(0.10,2.29)

0.44

(0.09,2.21)

0.39

(0.08,1.97)

0.27

(0.03,2.66)

0.35

(0.06,1.96)

0.54

(0.10,2.97)

0.70

(0.14,3.62)

0.33

(0.07,1.61)

0.38

(0.08,1.90)

0.19

(0.03,1.00)

0.49

(0.10,2.45)

0.38

(0.07,1.93)

0.40

(0.08,1.99)

0.36

(0.07,1.74)

0.31

(0.06,1.56)

0.33

(0.07,1.59)

0.36

(0.10,1.27)

0.44

(0.13,1.55)

Exercise + 

Biofeedback

0.45

(0.09,2.30)

0.43

(0.08,2.48)

0.50

(0.08,3.08)

0.41

(0.08,2.17)

0.52
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