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Supplemental Digital Content 1. Randomized clinical trial (RCT) design characteristics
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Supplemental Digital Content 2. Behavioral and demographic variables selected for analysis
	Variable
	RCTs 3A and 3B
	RCT 5
	RCTs 6A and 6B
	RCTs 9A, 9B, 9C

	Education
	What is the highest level of education you completed? Grade School, some High School, High School graduate or GED, some college or technical school, college graduate or beyond
	Years of formal schooling (1-24)
	Education completed: Some grade school, completed grade school, some high school, completed high school/GED, some college, completed college, some graduate, graduate degree
	What is the highest grade or year of school that you completed? Never attended/kindergarten only, Grades 1-8, Grades 9-11, Grade 12 or GED, College 1-3 yrs, College 4 years or more

	Marital Status
	What best describes your current marital status? Never married, married, divorced or separated, widowed
	Are you living with a spouse or partner?  No, Yes
	Marital status: married, live w/ intimate partner, divorced, separated, widowed, never married
	Which of the following describes your current marital status? Married, divorced, widowed, separated, never married, not married but living with partner

	Number of cigarettes per day
	During the past 7 days, how many cigarettes did you smoke on a typical day? 
	During the past 7 days, how many cigarettes did you usually smoke per day? 
	usual cigarettes per day at baseline
	On average, about how many cigarettes do you currently smoke per day?

	FTND: First cigarette of the day
	How soon after you wake up do you smoke your first cigarette? <=5 minutes, 6 to 30 minutes, 31 to 60 minutes, > 60 minutes
	How soon after you wake up do you smoke your first cigarette? <=5 minutes, 6 to 30 minutes, 31 to 60 minutes, > 60 minutes, don't know, refused
	first cigarette after waking. More than 60 minutes, 31-60 minutes, 6-30 minutes, nor more than 5 minutes
	How soon after you wake up do you smoke? After 60 minutes, 31-60 minutes, 6-30 minutes, within 5 minutes

	FTND: smoking when forbidden
	Do you find it difficult to refrain from smoking in places where it is forbidden? Yes, No
	Do you find it difficult to refrain from smoking in places where it is forbidden? Yes, No, don't know, refused
	difficult to refrain. No, Yes
	Do you find it difficult to refrain from smoking in places where it is forbidden? No, Yes

	FTND: hardest cigarette to give up
	Which one cigarette would you hate most to give up? 1st one in the am, all others
	Which cigarette would be the hardest to give up? The first cigarette in the morning, any other cigarette, don't know, refused
	hate most to give up?  First in morning; during/after meals; during/after stress; during socialization; none of above
	Which cigarette would you hate most to give up?  Any other, the first cigarette in the morning

	FTND: n cigarettes per day
	During the past 7 days, how many cigarettes did you smoke on a typical day? Cigarettes a day
	During the past 7 days, how many cigarettes did you usually smoke per day? Cigarettes a day
	cigarettes per day? Cigarettes a day
	On average, about how many cigarettes do you currently smoke per day? Cigarettes a day

	FTND: smoke more frequently early in the day
	Do you smoke more frequently during the first hours after waking than during the rest of the day? Yes, No
	Do you smoke more frequently during the first hours after waking than during the rest of the day? Yes, No. don't know, refused
	smoke more first two hours of day  No, Yes
	Do you smoke more frequently during the first hours after waking than during the rest of the day?  No, Yes

	FTND: smoke when ill
	Do you smoke if you are so ill that you are in bed most of the day? Yes, No
	Do you smoke if you are so ill that you are in bed most of the day? Yes, No, don't know, refused
	smoke when so ill confined to bed  No, Yes
	Do you smoke when you are so ill that you are in bed most of the day?  No, Yes


Supplemental Digital Content 3. Inclusion and exclusion criteria for eight RCTs
	RCT
	Inclusion Criteria

	RCTs 3A and 3B
	≥10 CPD for the past year, aged ≥18 years, and who provided informed consent for both genotyping and treatment.

	RCT 5
	≥10 CPD over the past year and 5 CPD within the past week, aged ≥18 years, had dependable telephone and Internet access and were comfortable using the Internet; were eligible for smoking cessation services under current health plan coverage, and were medically appropriate for varenicline use.

	RCTs 

6A and 6B
	≥10 CPD, Age <50 years/≥10 CPD, Age ≥50 years

	RCT 9A
	Participants were adults (aged 18 years or older) recruited who reported smoking at least 10 cigarettes/day and whose expired carbon monoxide (CO) levels exceeded 9 ppm. Participants reported being motivated to quit smoking (as reflected by a score of at least 3 on a 4-point self-report scale) and being willing to fulfill study requirements.

	RCT 9B
	Eligible participants reported smoking 10 or more cigarettes per day and being motivated to quit smoking.

	RCT 9C
	Inclusion criteria included smoking more than 9 cigarettes per day on average for at least the past 6 months, having an alveolar carbon monoxide level greater than 9 ppm, and being motivated to quit smoking.

	
	Exclusion Criteria

	RCTs 3A and 3B
	Pregnancy or lactation, uncontrolled hypertension, unstable angina, heart attack or stroke within the past 6 months, current treatment or recent diagnosis of cancer, drug or alcohol dependence, current diagnosis or history of a psychiatric disorder, seizure disorder, and current use of bupropion or nicotine-containing products other than cigarettes. 

	RCT 5
	Current pregnancy, plans to become pregnant during the medication treatment period, or breast feeding, self-report of poor health, severe or chronic heart disease, severe COPD, on dialysis with recent creatinine values >3, current self-reported diagnosis of or treatment for psychotic disorder, concurrent use of bupropion or nicotine replacement therapy, current use of recreational or street drugs, current drinking of 14 or more alcoholic drinks per week or binge drinking on two or more times in the last month, current use of cimetidine, metformin, phenformin, pindolol, procainamide, and recent participation in two specific smoking cessation programs. 

	RCTs 6A and 6B
	History of seizure or head injury resulting in unconsciousness, medical condition that might predispose to seizures, such as stroke, current or a history of anorexia or bulimia, imminently life threatening disease, use of a protease inhibitor or monamine oxidase inhibitor within the last two weeks, current use of psychiatric drugs that would interfere with interpretation of study results, including antidepressants, treatment for alcohol dependence in the last year or evidence of severe alcohol abuse, suicidal or homicidal ideation, current major depressive disorder, history of bipolar disorder, recent myocardial infarction, any other medical condition that would contraindicate use of NRT or bupropion, physical impairment so severe that the patient is unable to participate in a program of moderate physical activity, pregnancy or lactation, knowledge that the patient is leaving the study area, and lack of spoken English ability.  

	RCT 9A
	Serious psychopathology (bipolar disorder or psychosis), current depression, and contraindications to use of bupropion SR (e.g., uncontrolled hypertension, history of seizure disorder, history of eating disorders, current heavy drinking, risk of pregnancy, or current breast feeding). Participants were excluded if their score on the Center for Epidemiologic Studies Depression (CES-D) scale was above 16, except when an interview with a licensed clinician suggested that symptoms were related to a cause other than clinical depression. This exclusion criterion was included to prevent negative effects of a smoking cessation attempt on already depressed participants’ mood and safety. 

	RCT 9B
	Any physical or mental health issues that would prevent them from participating in or completing the study, and if female, were not pregnant or breast-feeding and agreed to take steps to prevent pregnancy during treatment. 

	RCT 9C
	Using any form of tobacco other than cigarettes, currently taking bupropion, or having a current psychosis or schizophrenia diagnosis. In addition, participants were excluded if they had medical contraindications for any of the study medications, including high alcohol consumption (6 drinks per day on 6 or 7 days of the week), a history of seizure, high blood pressure (>160/100 mm Hg), bipolar disorder, an eating disorder, a recent cardiac event, or allergies to any of the medications. Only 1 person per household could participate. Finally, pregnant or breastfeeding women were not eligible for participation; eligible female participants had to agree to take steps to prevent pregnancy during the medication treatment phase of the study.


Supplemental Digital Content 4. Pharmacotherapy and behavioral therapy to EOT and 6MO of eight RCTs by randomization arm
	Arm
	RCT
	Arm Label
	Pharmacotherapy to EOT
	Behavioral Therapy to EOT
	EOT to 6MO therapy

	1
	3A
	3APTCH
	NRT Patch
	Group, 7 Sessions
	No Further Treatment

	2
	3A
	3ASPRY
	NRT Spray
	Group, 7 Sessions
	No Further Treatment

	3
	3B
	3BBUPR
	BUP Pill
	Group, 7 Sessions
	No Further Treatment

	4
	3B
	3BPLAC
	PLA Pill
	Group, 7 Sessions
	No Further Treatment

	5
	5
	5__WEB
	VAR Pill
	Web Counseling
	No Further Treatment

	6
	5
	5_PHON
	VAR Pill
	Proactive Telephone Counseling (PTC)
	No Further Treatment

	7
	5
	5_BOTH
	VAR Pill
	Both Web and PTC
	No Further Treatment

	8
	6A
	6A_BRF
	NRT Gum and BUP SR
	Group, 5 Sessions
	No Further Treatment

	9
	6A
	6APLMM
	NRT Gum and BUP SR
	Group, 5 Sessions
	PLA BUP SR with Medical Management

	10
	6A
	6AACMM
	NRT Gum and BUP SR
	Group, 5 Sessions
	BUP with Medical Management

	11
	6A
	6APLRP
	NRT Gum and BUP SR
	Group, 5 Sessions
	PLA BUP SR with Behavioral Relapse Prevention

	12
	6A
	6AACRP
	NRT Gum and BUP SR
	Group, 5 Sessions
	BUP SR with Behavioral Relapse Prevention

	13
	6B
	6B_BRF
	NRT Gum and BUP SR
	Group, 5 Sessions
	No Further Treatment

	14
	6B
	6BBETH
	NRT Gum and BUP SR
	Group, 5 Sessions
	Cognitive Behavioral Therapy

	15
	6B
	6BBOTH
	NRT Gum and BUP SR
	Group, 5 Sessions
	Combined NRT and CBT

	16
	6B
	6B_NRT
	NRT Gum and BUP SR
	Group, 5 Sessions
	NRT 

	17
	9A
	9A__AC
	BUP SR
	Individual, 8 Sessions
	No Further Treatment

	18
	9A
	9A_ANC
	BUP SR
	No counseling
	No Further Treatment

	19
	9A
	9A_PC
	BUP Placebo Pill
	Individual, 8 Sessions
	No Further Treatment

	20
	9A
	9A_PNC
	BUP Placebo Pill
	No counseling
	No Further Treatment

	21
	9B
	9BBUPL
	BUP SR and Placebo Gum
	Individual, 7 Sessions
	No Further Treatment

	22
	9B
	9BPLAC
	PLA BUP SR and Placebo Gum
	Individual, 7 Sessions
	No Further Treatment

	23
	9C
	9CPLAC
	PLA (BUP SR and/or NRT, lozenge or patch)
	Individual, 6 Sessions
	No Further Treatment

	24
	9C
	9CBUPR
	BUP SR
	Individual, 6 Sessions
	No Further Treatment

	25
	9C
	9C_LOZ
	NRT Lozenge
	Individual, 6 Sessions
	No Further Treatment

	26
	9C
	9CPTCH
	NRT Patch
	Individual, 6 Sessions
	No Further Treatment


