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eMethods. Detailed definitions of stroke risk factors
Physiological domain
Physiological domain included six factors (diabetes, stroke, chronic inflammation, obesity, hypertension, and hyperlipidemia). Diabetes included type 2 diabetes or unspecified types of diabetes, defined as being diagnosed by doctor, self-reported diabetes, or glycated hemoglobin >= 48 mmol/mol, except for those with gestational diabetes, type 1 diabetes or those starting insulin within one year of diagnosis of diabetes


1 ADDIN EN.CITE . Stroke was defined as being diagnosed by doctor or self-reported stroke, including ischemic stroke, intracerebral hemorrhage, and subarachnoid hemorrhage
 ADDIN EN.CITE 
2
. Chronic inflammation was based on self-report at the baseline interview and International Classification of Diseases 10th Revision (ICD-10) diagnoses available from hospital registers at baseline and including the following diseases: osteoarthritis, arthritis (not otherwise specified), rheumatoid arthritis, spine arthritis and spondylitis, fibromyalgia, osteomyelitis, and myositis or myopathy3. Body mass index (BMI) value was calculated from height and weight measured during the initial Assessment Centre visit. Standing height was measured using a Seca 202 device, and weight was measured by a variety of means during the initial Assessment Centre visit. BMI status was categorised to four groups: underweight (BMI < 18.5), healthy (18.5 <= BMI < 24.9), overweight (24.9 <= BMI < 29.9), and obesity (BMI >= 29.9)
 ADDIN EN.CITE 
4-6
. Hypertension was defined as being diagnosed by doctor, self-reported, or measured systolic blood pressure >= 140 mmHg and/or diastolic blood pressure >= 90 mmHg (measured twice and take the average)
 ADDIN EN.CITE 
7,8
. Hyperlipidemia was defined as a self-reported diagnosis, and/or cholesterol >= 5.72 mmol/L, and/or triglycerides >= 2.3 mmol/L


9 ADDIN EN.CITE .
Psychosocial domain
Psychosocial domain encompassed 11 factors (smoking, alcohol consumption, unhealthy sleep, sedentary behavior, unhealthy diet, insufficient physical activity, low socioeconomic status [SES], adverse childhood experience [ACE], adverse adulthood experience [AAE], neuroticism symptoms, and high deprivation). Smoking status was classified as smoking (current smokers) and non-smoking (never or former smokers)
 ADDIN EN.CITE 
10
. Alcohol drinking status was categorised to drinking (current drinkers) and non-drinking (never or former drinkers). Unhealthy sleep duration was defined as <7 or >9 h/d11. Unhealthy sedentary behavior was defined as spending >= 4 hours/day in sedentary activities (watching TV, using a computer, or driving)
 ADDIN EN.CITE 
12
. Unhealthy diet was defined as meeting fewer than four of the following seven dietary recommendations: fruits (>= 3 servings/day), vegetables (>= 3 servings/day), fish (>= 2 servings/week), processed meat (<= 1 serving/week), unprocessed red meat (<= 1.5 servings/week), wholegrains (>= 3 servings/day), and refined grains (<= 1.5 servings/week)
 ADDIN EN.CITE 
13
. Insufficient physical activity was defined as not meeting the 2017 UK Physical activity guidelines of 150 minutes of walking or moderate activity per week or 75 minutes of vigorous activity
 ADDIN EN.CITE 
12
. Individual SES was derived using latent class analysis based on three indicators: educational qualifications, income, and employment, and categorized to “Low SES”, “Medium SES”, and “High SES” (Figure S6). ACE was defined by 5-items childhood trauma, including feeling hated or unloved by family, being physically hurt or experiencing sexual abuse, and lacking access to medical care14. The presence of ACE was indicated by a positive response to any of these items. AAE was assessed by 5-items adult trauma related to psychological, physical or sexual violence, relationship insecurity, and financial insecurity since age 1614. A positive response to any item indicated presence of AAE. Neuroticism symptoms were self-reported and assessed by 12-item Eysenck Personality Questionnaire-Revised Short Form


15 ADDIN EN.CITE . Participants scoring above the median (3.00 for women and 2.00 for men) were considered to have neuroticism symptoms. Regional high deprivation was defined as scoring above the median (-2.44 for women and -2.60 for men) on the Townsend deprivation index, with higher scores indicating greater socioeconomic deprivation16.
Female-specific reproductive domain (only for women)
Female-specific reproductive domain included nine reproductive factors (early age at menarche, premature menopause, high parity, early age at first birth, history of stillbirth, history of spontaneous abortion, history of pregnancy termination, use of oral contraceptive, and use of hormone replacement therapy [HRT]). These factors were selected since reproductive transitions and hormonal fluctuations have been linked to increased vulnerability to depression and anxiety in women
 ADDIN EN.CITE 
17-20
. Early age at menarche was defined as menarche before the age of 1221. Premature menopause referred to the cessation of menstruation before age 4522. High parity was defined as having given birth to four or more children23. Early age at birth was defined as giving birth at 20 years or younger24. A history of stillbirth, spontaneous abortion, or pregnancy termination was defined as having experienced at least one such event, respectively. Participants who answered “Yes” to having ever taken the contraceptive pill or the HRT were considered users, respectively, irrespective of treatment type, formulation, dose, or duration.
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Table S1. Field ID, value type, description and coding for risk factors.
	Biobank Field ID
	Factor
	Value Type
	Description
	Coding

	21022
	Age
	Integer
	This is a derived variable based on date of birth and date of attending an initial assessment centre and refers to the age of the participant on the day they attended an Initial Assessment Centre, truncated to whole year.
	Integer; Categorical (“<50”, “50-54”, “55-59”, “60-64”, “>=65”)

	21000
	Ethnicity
	Categorical
	This is an amalgam of sequential branching questions asked during the initial Assessment Centre visit as part of the touchscreen questionnaire.
	Categorical (“White”, “Non-white”)

	2443, 4041, 2986, 20002, 130706, 130708, 130714, 30750
	Diabetes
	Categorical (2443, 4041, 2986, 20002), Date (130706, 130708, 130714), Continuous (30750)
	Has type 2 diabetes or unspecified types of diabetes, defined as being diagnosed by doctor (collected through questionnaire), self-reported diabetes, or glycated haemoglobin >=48 mmol/mol (HPLC analysis on a Bio-Rad VARIANT II Turbo), except for those with gestational diabetes, type 1 diabetes or those starting insulin within one year of diagnosis of diabetes.
	Categorical (“With diabetes”, “Without diabetes”)

	6150
	Stroke
	Categorical
	Stroke was defined as being diagnosed by doctor. ACE touchscreen question: “Has a doctor ever told you that you have had any of the following conditions (including stroke) ?”
	Categorical (“With stroke”, “Without stroke”)

	20002, 131876, 131864, 131850, 131918, 131960, 131974, 131930
	Chronic inflammation
	Categorical (20002), Date (131876, 131864, 131850, 131918, 131960, 131974, 131930)
	The presence of any of the following conditions based on self-reported diagnosis and ICD-10 diagnosis: osteoarthritis (1465/M19), arthritis NOS (1538/M13), rheumatoid arthritis (1464/M06), spine arthritis and spondylitis (1311/M48), fibromyalgia (1542/M79), osteomyelitis (1308/M86), and myositis or myopathy (1322/M60).
	Categorical (“With chronic inflammation”, “Without chronic inflammation”)

	21001
	BMI
	Continuous
	BMI value here is constructed from height and weight measured during the initial Assessment Centre visit. Standing height was measured using a Seca 202 device. Weight was measured by a variety of means during the initial Assessment Centre visit. BMI status was categorised to four groups: Underweight: BMI (,18.5); Healthy: BMI [18.5-24.9); Overweight: BMI [24.9, 29.9); and Obesity: BMI [29.9, +).
	Continuous; Categorical (BMI status: “Underweight”, “Healthy”, “Overweight”, “Obesity”); Categorical (Obesity: “With obesity”, “Without obesity”)

	6150, 20002, 131286
	Hypertension
	Categorical (6150, 20002), Date (131286)
	Defined as being diagnosed by doctor (collected through touchscreen questionnaire), self-reported (essential hypertension code 1072, hypertension code 1065), or sbp>=140 mmHg and/or dbp>=90 mmHg (measured twice).
	Categorical (“With hypertension”, “Without hypertension”)

	30690, 30870
	Hyperlipidemia
	Continuous
	Defined as cholesterol >= 5.72 mmol/L, and/or triglycerides >=2.3 mmol/L.
	Categorical (“With hyperlipidemia”, “Without hyperlipidemia”)

	20116
	Smoking
	Categorical
	This field summarises the current/past smoking status of the participant. Smoking status was categorised to smoking (current smoking) and no smoking (never smoking or previous smoking).
	Categorical (“Smoking”, “No smoking”)

	20117
	Alcohol consumption
	Categorical
	This field summarises the current/past alcohol drinking status of the participant. Alcohol drinking status was categorised to drinking (current drinking) and no drinking (never drinking or previous drinking).
	Categorical (“Drinking”, “No drinking”)

	1160
	Unhealthy sleep
	Integer
	ACE touchscreen question “About how many hours sleep do you get in every 24 hours? (please include naps)”. Unhealthy sleep duration was defined as <7 or >9 h/d.
	Categorical (“Unhealthy sleep”, “Healthy sleep”)

	1070, 1080, 1090
	Sedentary behavior
	Integer
	Time spent watching TV, using computer, and driving. Unhealthy sedentary behavior was defined as sedentary hours >= 4 hours/day.
	Categorical (“With sedentary behavior”, “Without sedentary behavior”)

	1309, 1319, 1289, 1299, 1329, 1339, 1349, 1369, 1379, 1389, 1438, 1448, 1458, 1468
	Unhealthy diet
	Integer
	Unhealthy diet was defined as meeting fewer than 4 recommendations of 7 commonly eaten food groups: fruits (>= 3 servings/day), vegetables (>= 3 servings/day), fish (>= 2 servings/week), processed meat (<= 1 serving/week), unprocessed red meat (<= 1.5 servings/week), wholegrains (>= 3 servings/day), and refined grains (<= 1.5 servings/week).
	Categorical (“Unhealthy diet”, “Healthy diet”)

	22036
	Insufficient physical activity
	Categorical
	Indicates whether a person met the 2017 UK Physical activity guidelines of 150 minutes of walking or moderate activity per week or 75 minutes of vigorous activity.
	Categorical (“Insufficient physical activity”, “Sufficient physical activity”)

	6138, 738, 6142
	Low SES
	Categorical
	Socioeconomic status was categorised through latent class analysis based on three indicators: educational qualifications, income, and employment. ACE touchscreen question: “Which of the following qualifications do you have? (You can select more than one)” (Field 6138), “What is the average total income before tax received by your HOUSEHOLD?” (Field 738), and “Which of the following describes your current situation? (You can select more than one answer)” (Field 6142).
	Categorical (SES class: “Low”, “Medium”, “High”); Categorical (Low SES: “Low”, “Medium and High”)

	20487, 20488, 20489, 20490, 20491
	ACE
	Categorical
	5-items childhood trauma: 1) Emotional abuse: “When I was growing up... I felt that someone in my family hated me” (Field 20487), 2) Physical abuse: “When I was growing up... People in my family hit me so hard that it left me with bruises or marks” (Field 20488), 3) Emotional neglect: “When I was growing up... I felt loved” (Field 20489), 4) Sexual abuse: “When I was growing up... Someone molested me (sexually)” (Field 20490), and 5) Physical neglect: “When I was growing up... There was someone to take me to the doctor if I needed it” (Field 20491). Each item was rated on a five-point scale: “0: Never true”, “1: Rarely true”, “2: Sometimes true”, “3: Often”, and “4: Very often true”. Having ACE was defined as selecting 1-4 for field 20487, 20488, or 20490, or selecting 0-2 for field 20489, or selecting 0-3 for field 20491; meeting any one of these items was considered having ACE.
	Categorical (“With ACE”, “Without ACE”)

	20521, 20522, 20523, 20524, 20525
	AAE
	Categorical
	5-items adult trauma: 1) Psychological IPV: “Since I was sixteen... A partner or ex-partner repeatedly belittled me to the extent that I felt worthless” (Field 20521), 2) Relationship insecurity: “Since I was sixteen... I have been in a confiding relationship” (Field 20522), 3) Physical IPV: “Since I was sixteen... A partner or ex-partner deliberately hit me or used violence in any other way” (Field 20523), 4) Sexual IPV: “Since I was sixteen... A partner or ex-partner sexually interfered with me, or forced me to have sex against my wishes” (Field 20524), and 5) Financial insecurity: “Since I was sixteen... There was money to pay the rent or mortgage when I needed it” (Field 20525). Each item was rated on a five-point scale: “0: Never true”, “1: Rarely true”, “2: Sometimes true”, “3: Often”, and “4: Very often true”. Having AAE was defined as selecting 1-4 for field 20521, 20523, or 20524, or selecting 0-2 for field 20525, or selecting 0-3 for field 20522; meeting any one of these items was considered having AAE.
	Categorical (“With AAE”, “Without AAE”)

	1920, 1930, 1940, 1950, 1960, 1970, 1980, 1990, 2000, 2010, 2020, 2030
	Neuroticism symptoms
	Categorical
	12-item Eysenck Personality Questionnaire-Revised Short Form in ACE touchscreen question: “Does your mood often go up and down?” (Field 1920), “Do you ever feel ‘just miserable’ for no reason?” (Field 1930), “Are you an irritable person?” (Field 1940), “Are your feelings easily hurt?” (Field 1950), “Do you often feel ‘fed-up’?” (Field 1960), “Would you call yourself a nervous person?” (Field 1970), “Are you a worrier?” (Field 1980), “Would you call yourself tense or ‘highly strung’?” (Field 1990), “Do you worry too long after an embarrassing experience?” (Field 2000), “Do you suffer from ‘nerves’?” (Field 2010), “Do you often feel lonely?” (Field 2020), “Are you often troubled by feelings of guilt?” (Field 2030). Having neuroticisim symptoms was based on a median spilt of the total score of 12.
	Categorical (“With neuroticisim symptoms”, “Without neuroticisim symptoms”)

	22189
	High deprivation
	Continuous
	Townsend deprivation index calculated immediately prior to participant joining UK Biobank. Based on the preceding national census output areas. Each participant is assigned a score corresponding to the output area in which their postcode is located. The values here are rounded to 2 decimal places, replacing an earlier unrounded version. Having high deprivation was based on a median spilt of the total score of indices. Higher index means more deprived.
	Categorical (“With high deprivation”, “Without high deprivation”)

	2714
	Early age at menarche
	Integer
	ACE touchscreen question “How old were you when your periods started?”. Early age at menarche was defined as menarche before the age of 12.
	Categorical (“Early age at menarche”, “Normal age at menarche”)

	2724, 3581
	Premature menopause
	Categorical (2724), Integer (3581)
	ACE touchscreen question: “Have you had your menopause (periods stopped)?” and “How old were you when your periods stopped?”. Premature menopause was defined as cessation of menstruation before the age of 45 years. 
	Categorical (“Premature menopause”, “Premenopausal or non-premature menopause”)

	2734
	High parity
	Integer
	ACE touchscreen question: “How many children have you given birth to? (Please include live births only)”. High parity was defined as having given birth to four or more children.
	Categorical (“High parity”, “Nulliparous or non-high parity”)

	2754
	Early age at first birth
	Integer
	ACE touchscreen question: “How old were you when you had your FIRST child?”. Early age at birth was defined as 20 years or younger.
	Categorical (“Early age at first birth”, “Nulliparous or normal age at first birth”)

	3829
	History of stillbirth
	Integer
	ACE touchscreen question: “How many stillbirths? (enter 0 if none)”. A history of stillbirth was defined as having experienced at least one stillbirth.
	Categorical (“History of stillbirth”, “No history of stillbirth”)

	3839
	History of spontaneous abortion
	Integer
	ACE touchscreen question: “How many spontaneous miscarriages? (enter 0 if none)”. A history of spontaneous abortion was defined as having experienced at least one spontaneous abortion.
	Categorical (“History of spontaneous abortion”, “No history of spontaneous abortion”)

	3849
	History of pregnancy termination
	Integer
	ACE touchscreen question: “How many terminations? (enter 0 if none)”. A history of pregnancy termination was defined as having experienced at least one pregnancy termination.
	Categorical (“History of pregnancy termination”, “No history of pregnancy termination”)

	2784
	Use of oral contraceptive
	Categorical
	ACE touchscreen question: “Have you ever taken the contraceptive pill? (include the ‘mini-pill’)”. A response of “Yes” was defined as having ever taken the contraceptive pill.
	Categorical (“Use of oral contraceptive”, “Never use of oral contraceptive”)

	2814
	Use of HRT
	Categorical
	ACE touchscreen question: “Have you ever used hormone replacement therapy (HRT)?”. A response of “Yes” was defined as having ever taken the HRT.
	Categorical (“Use of HRT”, “Never use of HRT”)

	ICD-10 (130894, 130896), self-reported (20002), PHQ-4 (2050, 2060), PHQ-9 (20513, 20517, 20518, 20507, 20519, 20510, 20508, 20511, 20514)
	Depression
	Date (130894, 130896), Categorical (20002, 2050, 2060, 20513, 20517, 20518, 20507, 20519, 20510, 20508, 20511, 20514)
	Depression was defined as the presence of either a clinical diagnosis or depressive symptoms. Clinical depression was identified based on the first occurrence of ICD-10 diagnoses F32-F33 in UK Biobank first occurrence data, or self-reported depression (Field 20002; codes 1286 and 1291) at baseline assessment.
At baseline, depressive symptoms were assessed using the four-item Patient Health Questionnaire (PHQ-4). The depression component included the following two questions: “Frequency of depressed mood in last 2 weeks” (Field 2050) and “Frequency of unenthusiasm / disinterest in last 2 weeks” (Field 2060). Each item was scored from 0 (not at all) to 3 (nearly every day). A subtotal score >=3 for these two items was considered indicative of depressive symptoms.
At follow-up (2016-2017), depression symptoms were assessed using the nine-item Patient Health Questionnaire (PHQ-9), with responses measured on a four-point Likert scale ranging from 0 (not at all) to 3 (nearly every day). The PHQ-9 included the following items: “Recent thoughts of suicide or self-harm” (Field 20513), “Trouble falling or staying asleep, or sleeping too much” (Field 20517), “Recent changes in speed/amount of moving or speaking” (Field 20518), “Recent feelings of inadequacy” (Field 20507), “Recent feelings of tiredness or low energy” (Field 20519), “Recent feelings of depression” (Field 20510), “Recent trouble concentrating on things” (Field 20508), “Recent poor appetite or overeating” (Field 20511), and “Recent lack of interest or pleasure in doing things” (Field 20514). A PHQ-9 total score of >=10 was considered depression symptoms positive.
Prevalent depression at baseline was defined as the presence of a first occurrence of ICD-10 diagnoses prior to the date of baseline assessment, self-reported depression at baseline, or baseline depressive symptoms identified using the PHQ-4. Participants with prevalent depression were excluded from incident analyses.
Incident depression was defined as the first occurrence of ICD-10 diagnoses recorded after the date of baseline assessment among participants free of depression at baseline. Follow-up depressive symptoms were additionally assessed using PHQ-9 in the 2016-2017 mental health questionnaire survey.
	Categorical (“Incident depression”, “No incident depression”)

	ICD-10 (130904, 130906), self-reported (20002), PHQ-4 (2070, 2080), GAD-7 (20509, 20516, 20515, 20505, 20520, 20512, 20506)
	Anxiety
	Date (130904, 130906), Categorical (20002, 2070, 2080, 20509, 20516, 20515, 20505, 20520, 20512, 20506)
	Anxiety was defined as the presence of either a clinical diagnosis or anxiety symptoms. Clinical anxiety was identified based on the first occurrence of ICD-10 diagnoses F40-F41 in UK Biobank first occurrence data, or self-reported depression (Field 20002; code 1287) at baseline assessment.
At baseline, anxiety symptoms were assessed using the four-item Patient Health Questionnaire (PHQ-4). The anxiety component included the following two questions: “Frequency of tenseness / restlessness in last 2 weeks” (Field 2070) and “Frequency of tiredness / lethargy in last 2 weeks” (Field 2080). Each item was scored from 0 (not at all) to 3 (nearly every day). A subtotal score >=3 for these two items was considered indicative of anxiety symptoms.
At follow-up (2016-2017), anxiety symptoms were assessed using the seven-item Generalized Anxiety Disorder (GAD-7), with responses measured on a four-point Likert scale ranging from 0 (not at all) to 3 (nearly every day). The GAD-7 included the following items: “Recent inability to stop or control worrying” (Field 20509), “Recent restlessness” (Field 20516), “Recent trouble relaxing” (Field 20515), “Recent easy annoyance or irritability” (Field 20505), “Recent worrying too much about different things” (Field 20520), “Recent feelings of foreboding” (Field 20512), and “Recent feelings or nervousness or anxiety” (Field 20506). A GAD-9 total score of >=10 was considered anxiety symptoms positive.
Prevalent anxiety at baseline was defined as the presence of a first occurrence of ICD-10 diagnoses prior to the date of baseline assessment, self-reported anxiety at baseline, or baseline anxiety symptoms identified using the PHQ-4. Participants with prevalent anxiety were excluded from incident analyses.
Incident anxiety was defined as the first occurrence of ICD-10 diagnoses recorded after the date of baseline assessment among participants free of anxiety at baseline. Follow-up anxiety symptoms were additionally assessed using GAD-7 in the 2016-2017 mental health questionnaire survey.
	Categorical (“Incident anxiety”, “No incident anxiety”)


Notes: Abbreviations: HPLC, high-performance liquid chromatography. NOS, not otherwise specified. BMI, body mass index. SES, socioeconomic status. ACE (ACE touchscreen question), assessment centre environment. ACE (factor), adverse childhood experience. AAE, adverse adulthood experience. IPV, intimate partner violence. HRT, hormone replacement therapy. ICD, international classification of diseases.

Table S2. HRs and 95% CIs of depression and anxiety associated with each risk factor category, separately.
	
	Depression
	Anxiety

	
	HR [95%CI] in women
	HR [95%CI] in men
	HR [95%CI] in women
	HR [95%CI] in men

	Physiological domain

	Diabetes
	1.63 [1.31, 2.02]
	1.73 [1.45, 2.07]
	1.17 [0.91, 1.49]
	1.04 [0.82, 1.31]

	Stroke
	1.94 [1.28, 2.92]
	2.17 [1.54, 3.07]
	1.67 [1.09, 2.57]
	1.79 [1.19, 2.68]

	Chronic inflammation
	1.60 [1.45, 1.76]
	1.55 [1.37, 1.74]
	1.28 [1.17, 1.41]
	1.41 [1.23, 1.61]

	Obesity
	1.46 [1.35, 1.59]
	1.29 [1.16, 1.44]
	1.05 [0.97, 1.14]
	1.10 [0.98, 1.23]

	Hypertension
	1.07 [0.98, 1.17]
	1.02 [0.92, 1.12]
	1.11 [1.02, 1.21]
	1.12 [1.00, 1.24]

	Hyperlipidemia
	0.95 [0.88, 1.04]
	1.09 [0.99, 1.20]
	0.93 [0.85, 1.00]
	1.03 [0.93, 1.14]

	Psychosocial domain

	Smoking
	1.34 [1.17, 1.54]
	1.48 [1.29, 1.70]
	1.30 [1.13, 1.50]
	1.38 [1.18, 1.61]

	Alcohol consumption
	0.79 [0.67, 0.92]
	0.63 [0.52, 0.77]
	0.85 [0.73, 1.00]
	0.65 [0.53, 0.81]

	Unhealthy sleep
	1.46 [1.34, 1.60]
	1.50 [1.36, 1.65]
	1.27 [1.17, 1.39]
	1.19 [1.07, 1.34]

	Sedentary behavior
	1.26 [1.16, 1.36]
	1.25 [1.13, 1.39]
	1.14 [1.05, 1.23]
	1.14 [1.02, 1.27]

	Unhealthy diet
	1.07 [0.98, 1.17]
	1.04 [0.95, 1.15]
	1.03 [0.95, 1.13]
	1.15 [1.04, 1.27]

	Insufficient physical activity
	1.12 [1.02, 1.24]
	1.11 [0.99, 1.25]
	0.93 [0.84, 1.03]
	0.95 [0.84, 1.09]

	Low SES
	1.37 [1.22, 1.54]
	1.73 [1.50, 1.99]
	1.21 [1.08, 1.36]
	1.55 [1.33, 1.82]

	ACE
	1.56 [1.44, 1.69]
	1.62 [1.47, 1.78]
	1.32 [1.22, 1.43]
	1.39 [1.25, 1.54]

	AAE
	1.59 [1.44, 1.74]
	1.43 [1.29, 1.58]
	1.28 [1.17, 1.39]
	1.27 [1.14, 1.42]

	Neuroticism symptoms
	2.61 [2.36, 2.89]
	3.47 [3.05, 3.96]
	2.85 [2.58, 3.14]
	2.94 [2.57, 3.35]

	High deprivation
	1.16 [1.07, 1.25]
	1.13 [1.03, 1.25]
	1.09 [1.01, 1.18]
	1.05 [0.95, 1.16]

	Female-specific reproductive domain

	Early age at menarche
	1.25 [1.14, 1.38]
	
	1.04 [0.94, 1.14]
	

	Premature menopause
	1.01 [0.86, 1.19]
	
	1.07 [0.92, 1.25]
	

	High parity
	1.08 [0.90, 1.30]
	
	1.11 [0.92, 1.32]
	

	Early age at first birth
	1.67 [1.45, 1.92]
	
	1.29 [1.11, 1.49]
	

	History of stillbirth
	1.16 [0.86, 1.56]
	
	1.07 [0.79, 1.44]
	

	History of spontaneous abortion
	1.05 [0.95, 1.15]
	
	1.00 [0.91, 1.10]
	

	History of pregnancy termination
	1.35 [1.22, 1.49]
	
	1.27 [1.14, 1.40]
	

	Use of oral contraceptive
	0.93 [0.83, 1.05]
	
	0.84 [0.75, 0.93]
	

	Use of HRT
	1.68 [1.53, 1.85]
	
	1.44 [1.32, 1.58]
	


Notes: Associations between each category of risk factors and incident depression and anxiety were analyzed separately, with adjustment for age and ethnicity. Abbreviations: SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy.
Table S3. Baseline characteristics of participants.
	Characteristic
	Women
	Men
	p value2

	
	N = 44,3831
	N = 43,2651
	

	Follow-up time (years)
	13.72 (12.93, 14.41)
	13.73 (13.00, 14.42)
	0.035

	Age
	56.00 (49.00, 61.00)
	58.00 (51.00, 63.00)
	<0.001

	Ethnicity, White
	43,239 (97.42%)
	42,264 (97.69%)
	0.011

	Physiological domain
	
	
	

	Diabetes
	977 (2.20%)
	2,135 (4.93%)
	<0.001

	Stroke
	213 (0.48%)
	443 (1.02%)
	<0.001

	Chronic inflammation
	7,919 (17.84%)
	6,064 (14.02%)
	<0.001

	BMI
	25.15 (22.86, 28.29)
	26.69 (24.54, 29.25)
	<0.001

	BMI status
	
	
	<0.001

	      Underweight
	363 (0.82%)
	68 (0.16%)
	

	      Healthy
	20,722 (46.69%)
	12,481 (28.85%)
	

	      Overweight
	15,723 (35.43%)
	21,881 (50.57%)
	

	      Obesity
	7,575 (17.07%)
	8,835 (20.42%)
	

	Hypertension
	18,048 (40.66%)
	24,798 (57.32%)
	<0.001

	Hyperlipidemia
	24,605 (55.44%)
	23,161 (53.53%)
	<0.001

	Psychosocial domain

	Smoking
	2,429 (5.47%)
	3,435 (7.94%)
	<0.001

	Alcohol consumption
	41,919 (94.45%)
	41,700 (96.38%)
	<0.001

	Unhealthy sleep
	8,745 (19.70%)
	9,219 (21.31%)
	<0.001

	Sedentary behavior
	22,525 (50.75%)
	28,748 (66.45%)
	<0.001

	Unhealthy diet
	12,061 (27.17%)
	17,402 (40.22%)
	<0.001

	Insufficient physical activity
	7,205 (16.23%)
	7,663 (17.71%)
	<0.001

	SES class
	
	
	<0.001

	      Low
	5,607 (12.63%)
	4,024 (9.30%)
	

	      Medium
	19,899 (44.83%)
	18,609 (43.01%)
	

	      High
	18,877 (42.53%)
	20,632 (47.69%)
	

	ACE
	19,207 (43.28%)
	18,711 (43.25%)
	0.933

	AAE
	27,170 (61.22%)
	23,880 (55.19%)
	<0.001

	Neuroticism symptoms score
	3.00 (1.00, 6.00)
	2.00 (1.00, 5.00)
	<0.001

	Neuroticism symptoms
	26,099 (58.80%)
	25,928 (59.93%)
	<0.001

	High deprivation
	22,250 (50.13%)
	21,634 (50.00%)
	0.704

	Female-specific reproductive domain

	Age at menarche, year
	13.00 (12.00, 14.00)
	
	

	Early age at menarche
	8,300 (18.70%)
	
	

	Menopausal status
	
	
	

	      Non-menopause
	18,820 (42.40%)
	
	

	      Premature menopause
	2,667 (6.01%)
	
	

	      Normal menopause
	22,896 (51.59%)
	
	

	Live birth count
	2.00 (1.00, 2.00)
	
	

	High parity
	1,937 (4.36%)
	
	

	Age at first birth, year
	23.00 (0.00, 28.00)
	
	

	Early age at first birth
	2,507 (5.65%)
	
	

	History of stillbirth
	702 (1.58%)
	
	

	History of spontaneous abortion
	9,183 (20.69%)
	
	

	History of pregnancy termination
	6,460 (14.56%)
	
	

	Use of oral contraceptive
	38,305 (86.31%)
	
	

	Use of HRT
	14,479 (32.62%)
	
	

	Outcome
	
	
	

	Depression
	2,507 (5.65%)
	1,821 (4.21%)
	<0.001

	Anxiety
	2,670 (6.02%)
	1,557 (3.60%)
	<0.001


Notes: 1Continuous variables with non-normal distributions are reported as median (Q1, Q3), and categorical variables are reported as n (%). 2Wilcoxon rank sum test; Pearson’s Chi-squared test. Abbreviations: BMI, body mass index. SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy.
Table S4. Baseline characteristics of women participants by age group.
	Characteristic
	age < 50
	age = 50-54
	age = 55-59
	age = 60-64
	age >= 65

	
	N = 11,7771
	N = 8,1821
	N = 9,2251
	N = 10,1431
	N = 5,0561

	Age
	45.00 (43.00, 47.00)
	52.00 (51.00, 53.00)
	57.00 (56.00, 58.00)
	62.00 (61.00, 63.00)
	67.00 (65.00, 68.00)

	Ethnicity, White
	11,240 (95.44%)
	7,961 (97.30%)
	9,044 (98.04%)
	10,008 (98.67%)
	4,986 (98.62%)

	Physiological domain

	Diabetes
	119 (1.01%)
	149 (1.82%)
	206 (2.23%)
	314 (3.10%)
	189 (3.74%)

	Stroke
	32 (0.27%)
	24 (0.29%)
	40 (0.43%)
	55 (0.54%)
	62 (1.23%)

	Chronic inflammation
	1,059 (8.99%)
	1,150 (14.06%)
	1,775 (19.24%)
	2,469 (24.34%)
	1,466 (29.00%)

	BMI
	24.46 (22.32, 27.63)
	25.07 (22.77, 28.35)
	25.31 (23.03, 28.50)
	25.54 (23.23, 28.58)
	25.76 (23.39, 28.59)

	BMI status
	
	
	
	
	

	      Underweight
	108 (0.92%)
	65 (0.79%)
	77 (0.83%)
	61 (0.60%)
	52 (1.03%)

	      Healthy
	6,297 (53.47%)
	3,872 (47.32%)
	4,161 (45.11%)
	4,348 (42.87%)
	2,044 (40.43%)

	      Overweight
	3,610 (30.65%)
	2,793 (34.14%)
	3,321 (36.00%)
	3,913 (38.58%)
	2,086 (41.26%)

	      Obesity
	1,762 (14.96%)
	1,452 (17.75%)
	1,666 (18.06%)
	1,821 (17.95%)
	874 (17.29%)

	Hypertension
	2,406 (20.43%)
	2,815 (34.40%)
	4,031 (43.70%)
	5,585 (55.06%)
	3,211 (63.51%)

	Hyperlipidemia
	3,613 (30.68%)
	4,372 (53.43%)
	5,906 (64.02%)
	7,087 (69.87%)
	3,627 (71.74%)

	Psychosocial domain

	Smoking
	887 (7.53%)
	499 (6.10%)
	475 (5.15%)
	413 (4.07%)
	155 (3.07%)

	Alcohol consumption
	11,203 (95.13%)
	7,778 (95.06%)
	8,726 (94.59%)
	9,530 (93.96%)
	4,682 (92.60%)

	Unhealthy sleep
	1,747 (14.83%)
	1,675 (20.47%)
	2,125 (23.04%)
	2,138 (21.08%)
	1,060 (20.97%)

	Sedentary behavior
	5,245 (44.54%)
	4,025 (49.19%)
	4,646 (50.36%)
	5,678 (55.98%)
	2,931 (57.97%)

	Unhealthy diet
	4,330 (36.77%)
	2,359 (28.83%)
	2,223 (24.10%)
	2,132 (21.02%)
	1,017 (20.11%)

	Insufficient physical activity
	1,967 (16.70%)
	1,464 (17.89%)
	1,722 (18.67%)
	1,428 (14.08%)
	624 (12.34%)

	SES class
	
	
	
	
	

	      Low
	345 (2.93%)
	330 (4.03%)
	830 (9.00%)
	2,281 (22.49%)
	1,821 (36.02%)

	      Medium
	4,240 (36.00%)
	3,118 (38.11%)
	4,207 (45.60%)
	5,678 (55.98%)
	2,656 (52.53%)

	      High
	7,192 (61.07%)
	4,734 (57.86%)
	4,188 (45.40%)
	2,184 (21.53%)
	579 (11.45%)

	ACE
	5,268 (44.73%)
	3,638 (44.46%)
	3,867 (41.92%)
	4,181 (41.22%)
	2,253 (44.56%)

	AAE
	7,256 (61.61%)
	4,963 (60.66%)
	5,551 (60.17%)
	6,182 (60.95%)
	3,218 (63.65%)

	Neuroticism symptoms score
	3.00 (1.00, 6.00)
	3.00 (1.00, 6.00)
	3.00 (1.00, 5.00)
	3.00 (1.00, 5.00)
	3.00 (1.00, 5.00)

	Neuroticism symptoms
	7,351 (62.42%)
	4,970 (60.74%)
	5,450 (59.08%)
	5,690 (56.10%)
	2,638 (52.18%)

	High deprivation
	6,427 (54.57%)
	4,109 (50.22%)
	4,483 (48.60%)
	4,812 (47.44%)
	2,419 (47.84%)

	Female-specific reproductive domain

	Age at menarche, year
	13.00 (12.00, 14.00)
	13.00 (12.00, 14.00)
	13.00 (12.00, 14.00)
	13.00 (12.00, 14.00)
	13.00 (12.00, 14.00)

	Early age at menarche
	1,955 (16.60%)
	1,495 (18.27%)
	1,794 (19.45%)
	2,140 (21.10%)
	916 (18.12%)

	Menopausal status
	
	
	
	
	

	      Non-menopause
	11,030 (93.66%)
	4,159 (50.83%)
	1,530 (16.59%)
	1,394 (13.74%)
	707 (13.98%)

	      Premature menopause
	325 (2.76%)
	411 (5.02%)
	634 (6.87%)
	858 (8.46%)
	439 (8.68%)

	      Normal menopause
	422 (3.58%)
	3,612 (44.15%)
	7,061 (76.54%)
	7,891 (77.80%)
	3,910 (77.33%)

	Live birth count
	2.00 (0.00, 2.00)
	2.00 (0.00, 2.00)
	2.00 (1.00, 2.00)
	2.00 (1.00, 2.00)
	2.00 (2.00, 3.00)

	High parity
	356 (3.02%)
	327 (4.00%)
	382 (4.14%)
	506 (4.99%)
	366 (7.24%)

	Age at first birth, year
	21.00 (0.00, 29.00)
	23.00 (0.00, 28.00)
	24.00 (0.00, 28.00)
	24.00 (0.00, 27.00)
	24.00 (19.00, 27.00)

	Early age at first birth
	354 (3.01%)
	384 (4.69%)
	619 (6.71%)
	821 (8.09%)
	329 (6.51%)

	History of stillbirth
	128 (1.09%)
	99 (1.21%)
	151 (1.64%)
	194 (1.91%)
	130 (2.57%)

	History of spontaneous abortion
	2,521 (21.41%)
	1,716 (20.97%)
	1,842 (19.97%)
	2,057 (20.28%)
	1,047 (20.71%)

	History of pregnancy termination
	2,120 (18.00%)
	1,316 (16.08%)
	1,267 (13.73%)
	1,236 (12.19%)
	521 (10.30%)

	Use of oral contraceptive
	10,663 (90.54%)
	7,505 (91.73%)
	8,345 (90.46%)
	8,444 (83.25%)
	3,348 (66.22%)

	Use of HRT
	636 (5.40%)
	1,617 (19.76%)
	3,605 (39.08%)
	5,660 (55.80%)
	2,961 (58.56%)

	Outcome

	Depression
	875 (7.43%)
	516 (6.31%)
	448 (4.86%)
	437 (4.31%)
	231 (4.57%)

	Anxiety
	821 (6.97%)
	478 (5.84%)
	467 (5.06%)
	589 (5.81%)
	315 (6.23%)


Notes: 1Continuous variables with non-normal distributions are reported as median (Q1, Q3), and categorical variables are reported as n (%). Abbreviations: BMI, body mass index. SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy.
Table S5. Baseline characteristics of men participants by age group.
	Characteristic
	age < 50
	age = 50-54
	age = 55-59
	age = 60-64
	age >= 65

	
	N = 9,5241
	N = 6,5541
	N = 8,7471
	N = 11,3471
	N = 7,0931

	Age
	45.00 (43.00, 47.00)
	52.00 (51.00, 53.00)
	57.00 (56.00, 58.00)
	62.00 (61.00, 63.00)
	67.00 (65.00, 68.00)

	Ethnicity, White
	9,054 (95.07%)
	6,370 (97.19%)
	8,590 (98.21%)
	11,235 (99.01%)
	7,015 (98.90%)

	Physiological domain

	Diabetes
	214 (2.25%)
	260 (3.97%)
	409 (4.68%)
	698 (6.15%)
	554 (7.81%)

	Stroke
	17 (0.18%)
	28 (0.43%)
	84 (0.96%)
	149 (1.31%)
	165 (2.33%)

	Chronic inflammation
	733 (7.70%)
	699 (10.67%)
	1,194 (13.65%)
	1,962 (17.29%)
	1,476 (20.81%)

	BMI
	26.37 (24.24, 28.94)
	26.76 (24.53, 29.39)
	26.73 (24.59, 29.40)
	26.83 (24.69, 29.34)
	26.74 (24.66, 29.18)

	BMI status
	
	
	
	
	

	      Underweight
	21 (0.22%)
	14 (0.21%)
	13 (0.15%)
	10 (0.09%)
	10 (0.14%)

	      Healthy
	3,068 (32.21%)
	1,915 (29.22%)
	2,476 (28.31%)
	3,066 (27.02%)
	1,956 (27.58%)

	      Overweight
	4,675 (49.09%)
	3,218 (49.10%)
	4,364 (49.89%)
	5,894 (51.94%)
	3,730 (52.59%)

	      Obesity
	1,760 (18.48%)
	1,407 (21.47%)
	1,894 (21.65%)
	2,377 (20.95%)
	1,397 (19.70%)

	Hypertension
	3,646 (38.28%)
	3,312 (50.53%)
	5,117 (58.50%)
	7,517 (66.25%)
	5,206 (73.40%)

	Hyperlipidemia
	4,198 (44.08%)
	3,415 (52.11%)
	4,890 (55.90%)
	6,531 (57.56%)
	4,127 (58.18%)

	Psychosocial domain

	Smoking
	1,018 (10.69%)
	517 (7.89%)
	713 (8.15%)
	764 (6.73%)
	423 (5.96%)

	Alcohol consumption
	9,156 (96.14%)
	6,339 (96.72%)
	8,419 (96.25%)
	10,955 (96.55%)
	6,831 (96.31%)

	Unhealthy sleep
	2,224 (23.35%)
	1,559 (23.79%)
	1,987 (22.72%)
	2,238 (19.72%)
	1,211 (17.07%)

	Sedentary behavior
	5,768 (60.56%)
	4,189 (63.92%)
	5,825 (66.59%)
	7,848 (69.16%)
	5,118 (72.16%)

	Unhealthy diet
	4,559 (47.87%)
	2,849 (43.47%)
	3,403 (38.90%)
	4,123 (36.34%)
	2,468 (34.79%)

	Insufficient physical activity
	1,720 (18.06%)
	1,330 (20.29%)
	1,753 (20.04%)
	1,892 (16.67%)
	968 (13.65%)

	SES class
	
	
	
	
	

	      Low
	189 (1.98%)
	208 (3.17%)
	581 (6.64%)
	1,518 (13.38%)
	1,528 (21.54%)

	      Medium
	2,974 (31.23%)
	2,157 (32.91%)
	3,384 (38.69%)
	5,946 (52.40%)
	4,148 (58.48%)

	      High
	6,361 (66.79%)
	4,189 (63.92%)
	4,782 (54.67%)
	3,883 (34.22%)
	1,417 (19.98%)

	ACE
	4,216 (44.27%)
	2,909 (44.39%)
	3,706 (42.37%)
	4,698 (41.40%)
	3,182 (44.86%)

	AAE
	5,634 (59.16%)
	3,661 (55.86%)
	4,636 (53.00%)
	5,872 (51.75%)
	4,077 (57.48%)

	Neuroticism symptoms score
	3.00 (1.00, 5.00)
	2.00 (1.00, 5.00)
	2.00 (1.00, 5.00)
	2.00 (0.00, 4.00)
	2.00 (0.00, 4.00)

	Neuroticism symptoms
	6,077 (63.81%)
	3,985 (60.80%)
	5,274 (60.29%)
	6,581 (58.00%)
	4,011 (56.55%)

	High deprivation
	5,470 (57.43%)
	3,377 (51.53%)
	4,292 (49.07%)
	5,281 (46.54%)
	3,214 (45.31%)

	Outcome

	Depression
	595 (6.25%)
	309 (4.71%)
	314 (3.59%)
	357 (3.15%)
	246 (3.47%)

	Anxiety
	457 (4.80%)
	257 (3.92%)
	296 (3.38%)
	327 (2.88%)
	220 (3.10%)


Notes: 1Continuous variables with non-normal distributions are reported as median (Q1, Q3), and categorical variables are reported as n (%). Abbreviations: BMI, body mass index. SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience.
Table S6. Individual and combined population attributable fractions of modifiable risk factors for depression and anxiety in women and men.
	
	Depression
	Anxiety

	
	PAF [95%CI] in women
	PAF [95%CI] in men
	PAF [95%CI] in women
	PAF [95%CI] in men

	Physiological domain

	Diabetes
	1.19 [0.52, 1.96]
	2.49 [1.32, 3.85]
	
	

	Stroke
	0.28 [0.00, 0.66]
	0.73 [0.15, 1.41]
	
	0.54 [0.00, 1.20]

	Chronic inflammation
	7.33 [5.38, 9.32]
	6.19 [3.97, 8.47]
	3.31 [1.57, 5.25]
	4.80 [2.70, 7.18]

	Obesity
	14.85 [10.27, 19.18]
	15.32 [9.01, 22.08]
	
	

	Hypertension
	
	
	4.33 [0.89, 7.61]
	

	Additive combined PAF [95%CI]
	21.16 [17.23, 25.09]
	21.87 [15.63, 28.11]
	7.37 [3.74, 11.00]
	5.29 [2.94, 7.63]

	Multiplicative combined PAF [95%CI]
	18.43 [15.24, 21.62]
	19.83 [13.91, 25.74]
	6.81 [3.60, 10.01]
	4.04 [2.65, 5.43]

	Psychosocial domain

	Smoking
	1.59 [0.70, 2.66]
	3.74 [2.38, 5.12]
	1.45 [0.49, 2.45]
	2.95 [1.42, 4.48]

	Unhealthy sleep
	7.12 [5.11, 9.18]
	8.89 [6.39, 11.35]
	4.67 [2.63, 6.59]
	3.68 [1.06, 6.33]

	Sedentary behavior
	7.01 [2.76, 11.19]
	11.30 [4.37, 17.51]
	5.08 [1.12, 8.92]
	

	Unhealthy diet
	
	
	
	5.41 [1.21, 9.57]

	Low SES
	3.62 [1.81, 5.67]
	5.77 [3.94, 7.78]
	2.22 [0.66, 3.83]
	4.58 [2.55, 6.54]

	ACE
	17.58 [13.90, 21.23]
	20.54 [16.35, 24.40]
	11.28 [7.89, 14.88]
	14.20 [9.62, 18.73]

	AAE
	25.31 [20.09, 30.33]
	19.11 [14.02, 23.90]
	13.72 [8.40, 18.72]
	13.12 [7.42, 18.70]

	Neuroticism symptoms
	48.61 [44.71, 52.68]
	59.93 [55.41, 64.13]
	51.75 [47.93, 55.68]
	53.80 [48.89, 58.62]

	High deprivation
	5.64 [1.31, 9.65]
	5.64 [1.24, 10.21]
	
	

	Additive combined PAF [95%CI]
	61.17 [57.88, 64.46]
	66.90 [63.40, 70.41]
	59.98 [57.17, 62.79]
	56.80 [51.56, 62.04]

	Multiplicative combined PAF [95%CI]
	55.98 [48.60, 63.36]
	51.61 [41.27, 61.96]
	55.78 [52.93, 58.63]
	36.19 [21.78, 50.60]

	Female-specific reproductive domain

	Early age at menarche
	2.93 [0.89, 4.88]
	
	
	

	Early age at first birth
	1.74 [0.77, 2.86]
	
	
	

	History of pregnancy termination
	3.34 [1.54, 5.06]
	
	2.82 [1.11, 4.55]
	

	Use of HRT
	13.43 [10.15, 16.84]
	
	9.43 [6.38, 12.80]
	

	Additive combined PAF [95%CI]
	19.19 [15.65, 22.74]
	
	0.13 [-8.61, 8.87]
	

	Multiplicative combined PAF [95%CI]
	16.33 [13.74, 18.93]
	
	-3.82 [-14.00, 6.37]
	

	Overall modifiable risk factors
	
	
	
	

	Overall additive combined PAF [95%CI]
	67.54 [65.16, 69.93]
	69.71 [66.65, 72.77]
	61.23 [58.26, 64.21]
	57.82 [52.81, 62.83]

	Overall multiplicative combined PAF [95%CI]
	69.20 [63.96, 74.45]
	60.97 [52.34, 69.61]
	56.88 [51.69, 62.07]
	38.70 [24.83, 52.57]


Notes: Rows corresponding to risk factors for which no PAF estimates were available were removed for clarity. Abbreviations: SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy. PAF, population attributable fraction. CI, confidence interval.
Table S7. Women-to-men ratios of hazard ratios and differences of risk differences for modifiable risk factors in relation to depression and anxiety.
	
	Depression
	Anxiety

	
	Women-to-men ratio of HRs
	Women-to-men difference of RDs
	Women-to-men ratio of HRs
	Women-to-men difference of RDs

	Physiological domain

	Diabetes
	1.02 [0.77, 1.35]
	0.003 [-0.011, 0.018]
	1.23 [0.88, 1.72]
	0.006 [-0.008, 0.019]

	Stroke
	0.92 [0.54, 1.57]
	0.011 [-0.022, 0.044]
	0.97 [0.53, 1.75]
	0.025 [-0.010, 0.059]

	Chronic inflammation
	0.98 [0.84, 1.14]
	0.007 [0.001, 0.013]
	0.87 [0.74, 1.03]
	0.006 [0.000, 0.012]

	Obesity
	1.06 [0.92, 1.23]
	0.002 [-0.002, 0.006]
	0.93 [0.81, 1.06]
	0.003 [-0.001, 0.006]

	Hypertension
	1.08 [0.95, 1.23]
	0.001 [-0.003, 0.005]
	1.01 [0.88, 1.15]
	0.001 [-0.003, 0.005]

	Hyperlipidemia
	0.89 [0.78, 1.01]
	-0.005 [-0.008, -0.001]
	0.91 [0.80, 1.03]
	-0.005 [-0.009, -0.001]

	Psychosocial domain

	Smoking
	0.87 [0.72, 1.06]
	0.001 [-0.009, 0.010]
	0.92 [0.74, 1.14]
	0.004 [-0.006, 0.013]

	Alcohol consumption
	1.27 [0.98, 1.64]
	0.013 [0.002, 0.024]
	1.34 [1.02, 1.75]
	0.010 [-0.001, 0.021]

	Unhealthy sleep
	0.95 [0.83, 1.09]
	-0.001 [-0.006, 0.005]
	1.06 [0.92, 1.22]
	0.002 [-0.003, 0.007]

	Sedentary behavior
	0.97 [0.85, 1.10]
	0.003 [-0.001, 0.007]
	1.00 [0.87, 1.14]
	0.000 [-0.004, 0.004]

	Unhealthy diet
	1.03 [0.90, 1.17]
	0.004 [0.000, 0.008]
	0.90 [0.79, 1.03]
	-0.001 [-0.005, 0.003]

	Insufficient physical activity
	1.00 [0.86, 1.16]
	0.004 [-0.002, 0.009]
	0.98 [0.83, 1.16]
	0.000 [-0.006, 0.005]

	Low SES
	0.78 [0.65, 0.94]
	-0.005 [-0.012, 0.002]
	0.78 [0.64, 0.94]
	-0.006 [-0.013, 0.002]

	ACE
	0.93 [0.82, 1.06]
	0.002 [-0.002, 0.006]
	0.93 [0.82, 1.06]
	0.002 [-0.002, 0.006]

	AAE
	1.08 [0.94, 1.25]
	0.005 [0.001, 0.009]
	0.99 [0.86, 1.14]
	0.004 [0.000, 0.008]

	Neuroticism symptoms
	0.75 [0.63, 0.88]
	0.004 [0.000, 0.007]
	0.96 [0.81, 1.13]
	0.008 [0.004, 0.012]

	High deprivation
	1.00 [0.88, 1.13]
	-0.002 [-0.005, 0.002]
	1.04 [0.91, 1.18]
	-0.001 [-0.005, 0.003]


Notes: Abbreviations: HRs, hazard ratios. RD, risk differences. SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. 
Table S8. Associations of modifiable risk factors with depression in women and men by age group.
	
	age < 50
	Women to Men ratio of HRs
	Women-to-men difference of RD
	age = 50-54
	Women to Men ratio of HRs
	Women-to-men difference of RD
	age = 55-59
	Women to Men ratio of HRs
	Women-to-men difference of RD
	age = 60-64
	Women to Men ratio of HRs
	Women-to-men difference of RD
	age >=65
	Women to Men ratio of HRs
	Women-to-men difference of RD

	
	HR [95%CI] in women
	HR [95%CI] in men
	
	
	HR [95%CI] in women
	HR [95%CI] in men
	
	
	HR [95%CI] in women
	HR [95%CI] in men
	
	
	HR [95%CI] in women
	HR [95%CI] in men
	
	
	HR [95%CI] in women
	HR [95%CI] in men
	
	

	Physiological domain

	Diabetes
	1.70
[1.10, 2.65]
	1.16
[0.72, 1.86]
	1.47
[0.77, 2.80]
	0.032
[-0.019, 0.083]
	1.08
[0.62, 1.88]
	1.71
[1.11, 2.64]
	0.63
[0.31, 1.28]
	-0.042
[-0.078, -0.006]
	1.94
[1.23, 3.07]
	1.18
[0.77, 1.81]
	1.64
[0.88, 3.07]
	0.026
[-0.008, 0.061]
	1.26
[0.78, 2.04]
	1.74
[1.24, 2.43]
	0.72
[0.40, 1.30]
	0.008
[-0.017, 0.032]
	2.08
[1.24, 3.47]
	1.74
[1.19, 2.55]
	1.20
[0.63, 2.27]
	-0.010
[-0.038, 0.018]

	Stroke
	2.62
[1.23, 5.59]
	1.68
[0.41, 6.91]
	1.56
[0.31, 7.74]
	0.117
[0.003, 0.232]
	2.15
[0.87, 5.28]
	1.92
[0.68, 5.42]
	1.12
[0.28, 4.43]
	-0.023
[-0.189, 0.143]
	1.08
[0.34, 3.41]
	1.78
[0.84, 3.80]
	0.61
[0.15, 2.41]
	0.010
[-0.071, 0.091]
	0.60
[0.15, 2.42]
	2.16
[1.21, 3.85]
	0.28
[0.06, 1.25]
	-0.028
[-0.051, -0.005]
	1.90
[0.83, 4.36]
	1.30
[0.64, 2.65]
	1.46
[0.49, 4.36]
	0.003
[-0.048, 0.054]

	Chronic inflammation
	1.52
[1.25, 1.85]
	1.55
[1.20, 2.00]
	0.98
[0.71, 1.35]
	-0.001
[-0.022, 0.020]
	1.36
[1.09, 1.70]
	1.59
[1.17, 2.16]
	0.86
[0.59, 1.25]
	-0.002
[-0.020, 0.017]
	1.33
[1.07, 1.65]
	1.20
[0.89, 1.61]
	1.11
[0.77, 1.60]
	0.014
[0.002, 0.026]
	1.56
[1.28, 1.90]
	1.63
[1.29, 2.07]
	0.96
[0.70, 1.30]
	0.009
[-0.001, 0.019]
	1.39
[1.06, 1.82]
	1.33
[1.01, 1.77]
	1.05
[0.71, 1.54]
	0.011
[-0.002, 0.023]

	Obesity
	1.46
[1.27, 1.68]
	1.16
[0.96, 1.40]
	1.26
[1.00, 1.59]
	0.008
[-0.001, 0.017]
	1.26
[1.05, 1.52]
	1.36
[1.02, 1.79]
	0.93
[0.66, 1.30]
	0.001
[-0.009, 0.011]
	1.38
[1.13, 1.69]
	1.33
[1.00, 1.76]
	1.04
[0.73, 1.47]
	0.003
[-0.005, 0.011]
	1.19
[0.97, 1.46]
	1.40
[1.07, 1.82]
	0.85
[0.61, 1.19]
	-0.002
[-0.009, 0.005]
	1.22
[0.91, 1.62]
	1.20
[0.88, 1.64]
	1.02
[0.67, 1.55]
	0.000
[-0.010, 0.011]

	Hypertension
	1.04
[0.89, 1.22]
	0.99
[0.84, 1.17]
	1.05
[0.84, 1.32]
	0.007
[-0.003, 0.018]
	1.13
[0.95, 1.36]
	1.06
[0.84, 1.34]
	1.07
[0.79, 1.43]
	-0.002
[-0.012, 0.008]
	1.00
[0.82, 1.21]
	1.18
[0.93, 1.50]
	0.85
[0.62, 1.15]
	0.002
[-0.006, 0.010]
	1.04
[0.86, 1.26]
	0.84
[0.67, 1.06]
	1.24
[0.92, 1.67]
	0.001
[-0.006, 0.008]
	1.06
[0.80, 1.40]
	0.85
[0.64, 1.13]
	1.25
[0.84, 1.86]
	-0.001
[-0.011, 0.010]

	Hyperlipidemia
	0.99
[0.86, 1.14]
	1.03
[0.88, 1.22]
	0.96
[0.77, 1.19]
	0.000
[-0.009, 0.009]
	0.92
[0.78, 1.10]
	0.97
[0.77, 1.22]
	0.95
[0.71, 1.26]
	-0.003
[-0.013, 0.007]
	0.91
[0.75, 1.11]
	1.04
[0.83, 1.30]
	0.88
[0.65, 1.18]
	0.000
[-0.008, 0.008]
	1.03
[0.84, 1.27]
	1.24
[1.00, 1.54]
	0.83
[0.62, 1.12]
	-0.007
[-0.015, 0.000]
	0.88
[0.66, 1.17]
	1.22
[0.94, 1.58]
	0.72
[0.49, 1.06]
	-0.003
[-0.014, 0.008]

	Psychosocial domain

	Smoking
	1.22
[0.98, 1.51]
	1.41
[1.13, 1.76]
	0.87
[0.63, 1.18]
	0.000
[-0.018, 0.018]
	1.37
[1.02, 1.84]
	1.27
[0.89, 1.83]
	1.08
[0.68, 1.72]
	0.005
[-0.019, 0.029]
	1.45
[1.04, 2.02]
	1.36
[0.96, 1.94]
	1.07
[0.66, 1.73]
	0.007
[-0.013, 0.028]
	1.21
[0.81, 1.81]
	2.28
[1.69, 3.07]
	0.53
[0.32, 0.88]
	-0.010
[-0.030, 0.010]
	1.49
[0.80, 2.75]
	1.45
[0.93, 2.26]
	1.03
[0.48, 2.20]
	-0.005
[-0.036, 0.025]

	Alcohol consumption
	0.92
[0.68, 1.24]
	0.77
[0.53, 1.12]
	1.19
[0.74, 1.93]
	0.006
[-0.017, 0.028]
	0.89
[0.62, 1.29]
	0.61
[0.38, 0.97]
	1.46
[0.80, 2.64]
	0.025
[-0.004, 0.055]
	0.70
[0.50, 0.99]
	0.52
[0.34, 0.80]
	1.35
[0.78, 2.33]
	0.024
[-0.002, 0.051]
	0.64
[0.46, 0.89]
	0.58
[0.38, 0.89]
	1.10
[0.64, 1.89]
	0.001
[-0.020, 0.021]
	0.95
[0.58, 1.57]
	0.62
[0.37, 1.04]
	1.53
[0.75, 3.14]
	0.015
[-0.012, 0.041]

	Unhealthy sleep
	1.41
[1.20, 1.66]
	1.44
[1.21, 1.71]
	0.98
[0.77, 1.24]
	0.007
[-0.006, 0.020]
	1.48
[1.22, 1.78]
	1.58
[1.25, 2.00]
	0.94
[0.69, 1.27]
	-0.003
[-0.017, 0.010]
	1.56
[1.28, 1.90]
	1.46
[1.15, 1.85]
	1.07
[0.78, 1.46]
	0.002
[-0.008, 0.012]
	1.20
[0.97, 1.48]
	1.59
[1.27, 1.99]
	0.75
[0.55, 1.03]
	-0.005
[-0.015, 0.004]
	1.22
[0.91, 1.63]
	1.31
[0.97, 1.76]
	0.93
[0.61, 1.41]
	0.002
[-0.012, 0.015]

	Sedentary behavior
	1.25
[1.09, 1.44]
	1.21
[1.01, 1.44]
	1.03
[0.82, 1.29]
	0.007
[-0.002, 0.015]
	1.20
[1.00, 1.44]
	1.11
[0.86, 1.43]
	1.08
[0.79, 1.48]
	0.005
[-0.005, 0.015]
	1.13
[0.93, 1.37]
	1.26
[0.98, 1.63]
	0.90
[0.65, 1.23]
	0.004
[-0.004, 0.011]
	0.99
[0.81, 1.21]
	1.22
[0.95, 1.56]
	0.81
[0.59, 1.12]
	-0.002
[-0.009, 0.005]
	0.98
[0.74, 1.29]
	1.07
[0.79, 1.44]
	0.92
[0.61, 1.38]
	0.000
[-0.011, 0.010]

	Unhealthy diet
	1.05
[0.91, 1.20]
	1.05
[0.89, 1.23]
	1.00
[0.81, 1.24]
	0.003
[-0.006, 0.012]
	0.98
[0.81, 1.19]
	1.30
[1.04, 1.63]
	0.75
[0.56, 1.01]
	0.001
[-0.009, 0.012]
	1.24
[1.01, 1.52]
	0.93
[0.74, 1.16]
	1.33
[0.98, 1.81]
	0.018
[0.008, 0.027]
	1.02
[0.82, 1.28]
	1.01
[0.81, 1.25]
	1.01
[0.74, 1.38]
	-0.009
[-0.016, -0.001]
	1.04
[0.76, 1.42]
	0.91
[0.70, 1.19]
	1.14
[0.76, 1.72]
	0.002
[-0.010, 0.014]

	Insufficient physical activity
	1.07
[0.91, 1.27]
	1.13
[0.92, 1.37]
	0.95
[0.73, 1.23]
	0.003
[-0.010, 0.016]
	1.10
[0.88, 1.37]
	0.96
[0.73, 1.26]
	1.15
[0.81, 1.63]
	0.004
[-0.009, 0.017]
	0.97
[0.77, 1.23]
	1.24
[0.95, 1.60]
	0.78
[0.55, 1.11]
	0.001
[-0.010, 0.012]
	1.19
[0.92, 1.54]
	0.96
[0.73, 1.28]
	1.24
[0.85, 1.81]
	0.007
[-0.003, 0.018]
	1.46
[1.04, 2.05]
	1.29
[0.93, 1.80]
	1.13
[0.70, 1.82]
	0.001
[-0.015, 0.017]

	Low SES
	1.27
[0.91, 1.75]
	1.56
[1.06, 2.31]
	0.81
[0.49, 1.35]
	-0.026
[-0.068, 0.016]
	1.53
[1.08, 2.16]
	1.66
[1.03, 2.65]
	0.92
[0.51, 1.66]
	-0.030
[-0.071, 0.012]
	1.31
[0.99, 1.72]
	1.85
[1.32, 2.58]
	0.71
[0.46, 1.09]
	0.000
[-0.018, 0.018]
	1.27
[1.03, 1.57]
	1.57
[1.22, 2.03]
	0.81
[0.58, 1.13]
	0.001
[-0.009, 0.012]
	1.15
[0.88, 1.51]
	1.64
[1.25, 2.14]
	0.70
[0.48, 1.03]
	-0.006
[-0.018, 0.006]

	ACE
	1.62
[1.41, 1.86]
	1.80
[1.52, 2.14]
	0.90
[0.72, 1.12]
	0.008
[-0.001, 0.017]
	1.51
[1.26, 1.81]
	1.76
[1.39, 2.22]
	0.86
[0.64, 1.15]
	-0.001
[-0.011, 0.009]
	1.32
[1.09, 1.60]
	1.51
[1.20, 1.90]
	0.87
[0.65, 1.18]
	-0.005
[-0.013, 0.003]
	1.44
[1.18, 1.76]
	1.46
[1.18, 1.80]
	0.99
[0.74, 1.32]
	0.001
[-0.007, 0.008]
	1.35
[1.02, 1.77]
	1.32
[1.02, 1.72]
	1.02
[0.70, 1.50]
	0.001
[-0.009, 0.011]

	AAE
	1.53
[1.31, 1.79]
	1.59
[1.32, 1.92]
	0.96
[0.75, 1.23]
	0.001
[-0.007, 0.010]
	1.94
[1.55, 2.41]
	1.34
[1.04, 1.72]
	1.45
[1.04, 2.02]
	0.009
[-0.001, 0.018]
	1.42
[1.14, 1.77]
	1.28
[1.00, 1.62]
	1.11
[0.80, 1.54]
	0.007
[-0.001, 0.015]
	1.42
[1.14, 1.76]
	1.22
[0.98, 1.52]
	1.16
[0.85, 1.58]
	0.006
[-0.001, 0.013]
	1.54
[1.12, 2.10]
	1.80
[1.34, 2.42]
	0.86
[0.56, 1.32]
	-0.001
[-0.011, 0.009]

	Neuroticism symptoms
	2.57
[2.16, 3.06]
	3.09
[2.45, 3.89]
	0.83
[0.62, 1.11]
	0.005
[-0.003, 0.013]
	2.11
[1.70, 2.60]
	3.39
[2.47, 4.64]
	0.62
[0.43, 0.91]
	-0.005
[-0.015, 0.004]
	3.28
[2.54, 4.22]
	3.57
[2.61, 4.89]
	0.92
[0.61, 1.38]
	0.007
[0.000, 0.015]
	2.70
[2.13, 3.42]
	4.18
[3.10, 5.64]
	0.65
[0.44, 0.95]
	0.005
[-0.002, 0.011]
	2.99
[2.19, 4.08]
	3.78
[2.68, 5.34]
	0.79
[0.50, 1.26]
	0.003
[-0.006, 0.013]

	High deprivation
	1.10
[0.96, 1.26]
	1.12
[0.94, 1.32]
	0.98
[0.79, 1.22]
	-0.003
[-0.012, 0.006]
	1.13
[0.94, 1.35]
	1.37
[1.08, 1.73]
	0.82
[0.61, 1.11]
	-0.009
[-0.019, 0.001]
	1.17
[0.97, 1.42]
	1.17
[0.93, 1.47]
	1.00
[0.74, 1.35]
	0.002
[-0.006, 0.009]
	1.15
[0.95, 1.39]
	0.93
[0.75, 1.15]
	1.24
[0.93, 1.65]
	0.000
[-0.007, 0.007]
	1.01
[0.78, 1.31]
	1.08
[0.84, 1.39]
	0.94
[0.65, 1.34]
	0.001
[-0.009, 0.010]

	Female-specific reproductive domain

	Early age at menarche
	1.16
[0.98, 1.37]
	
	
	
	1.21
[0.99, 1.49]
	
	
	
	1.22
[0.98, 1.52]
	
	
	
	1.03
[0.82, 1.30]
	
	
	
	1.26
[0.92, 1.73]
	
	
	

	Premature menopause
	0.96
[0.65, 1.43]
	
	
	
	0.74
[0.49, 1.11]
	
	
	
	1.04
[0.74, 1.45]
	
	
	
	1.00
[0.72, 1.39]
	
	
	
	1.29
[0.87, 1.93]
	
	
	

	High parity
	1.10
[0.76, 1.58]
	
	
	
	1.12
[0.73, 1.70]
	
	
	
	1.38
[0.93, 2.05]
	
	
	
	1.02
[0.67, 1.54]
	
	
	
	0.57
[0.31, 1.03]
	
	
	

	Early age at first birth
	1.12
[0.80, 1.55]
	
	
	
	1.53
[1.14, 2.06]
	
	
	
	1.39
[1.04, 1.87]
	
	
	
	1.13
[0.83, 1.54]
	
	
	
	1.73
[1.13, 2.63]
	
	
	

	History of stillbirth
	1.22
[0.71, 2.08]
	
	
	
	1.03
[0.49, 2.20]
	
	
	
	0.79
[0.37, 1.68]
	
	
	
	1.14
[0.61, 2.14]
	
	
	
	1.33
[0.62, 2.85]
	
	
	

	History of spontaneous abortion
	1.14
[0.98, 1.34]
	
	
	
	1.01
[0.81, 1.24]
	
	
	
	1.11
[0.88, 1.39]
	
	
	
	1.04
[0.82, 1.31]
	
	
	
	0.81
[0.58, 1.15]
	
	
	

	History of pregnancy termination
	1.24
[1.05, 1.46]
	
	
	
	1.32
[1.07, 1.64]
	
	
	
	1.20
[0.93, 1.54]
	
	
	
	1.05
[0.78, 1.40]
	
	
	
	1.30
[0.88, 1.93]
	
	
	

	Use of oral contraceptive
	0.91
[0.73, 1.15]
	
	
	
	0.82
[0.60, 1.12]
	
	
	
	1.35
[0.94, 1.95]
	
	
	
	0.87
[0.68, 1.11]
	
	
	
	1.06
[0.80, 1.41]
	
	
	

	Use of HRT
	1.26
[0.97, 1.64]
	
	
	
	1.52
[1.25, 1.84]
	
	
	
	1.36
[1.12, 1.65]
	
	
	
	1.62
[1.32, 2.00]
	
	
	
	1.76
[1.31, 2.37]
	
	
	


Notes: Abbreviations: HRs, hazard ratios. RD, risk differences. SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy. CI, confidence interval.
Table S9. Individual and combined population attributable fractions of modifiable risk factors for depression in women and men by age group.
	
	age < 50
	age = 50-54
	age = 55-59
	age = 60-64
	age >=65

	
	PAF [95%CI] in women
	PAF [95%CI] in men
	PAF [95%CI] in women
	PAF [95%CI] in men
	PAF [95%CI] in women
	PAF [95%CI] in men
	PAF [95%CI] in women
	PAF [95%CI] in men
	PAF [95%CI] in women
	PAF [95%CI] in men

	Physiological domain

	Diabetes
	0.71 [0.03, 1.55]
	
	
	2.75 [0.12, 5.63]
	2.05 [0.35, 4.54]
	
	
	4.33 [1.29, 7.98]
	3.87 [0.59, 8.14]
	5.48 [0.90, 10.45]

	Stroke
	0.44 [-0.01, 1.20]
	
	
	
	
	
	
	1.49 [0.27, 3.21]
	
	

	Chronic inflammation
	4.49 [2.08, 6.80]
	4.03 [1.13, 7.19]
	4.85 [0.87, 8.52]
	5.94 [0.79, 11.10]
	5.94 [1.17, 11.06]
	
	11.93 [6.16, 17.78]
	9.84 [4.07, 15.32]
	10.06 [0.88, 19.66]
	6.5 [-0.34, 14.39]

	Obesity
	17.35 [11.01, 23.78]
	
	12.03 [2.94, 21.33]
	20.05 [0.92, 36.47]
	17.08 [6.54, 26.89]
	19.03 [1.61, 35.30]
	
	22.4 [6.68, 37.08]
	
	

	Hyperlipidemia
	
	
	
	
	
	
	
	12.28 [1.67, 25.81]
	
	

	Additive combined PAF [95%CI]
	21.16 [15.10, 27.22]
	4.03 [1.13, 7.19]
	15.80 [6.71, 24.89]
	25.50 [10.46, 40.53]
	22.49 [12.90, 32.07]
	19.03 [1.61, 35.30]
	11.93 [6.16, 17.78]
	37.43 [25.27, 49.58]
	13.21 [4.49, 21.92]
	11.3 [3.84, 18.77]

	Multiplicative combined PAF [95%CI]
	17.35 [13.05, 21.65]
	2.72 [1.44, 4.00]
	14.08 [6.55, 21.61]
	22.88 [9.18, 36.59]
	19.68 [11.93, 27.42]
	17.69 [2.62, 32.77]
	8.70 [5.59, 11.82]
	36.18 [23.43, 48.93]
	9.83 [4.24, 15.41]
	8.37 [3.77, 12.97]

	Psychosocial domain

	Smoking
	
	4.23 [1.56, 7.32]
	2.23 [-0.16, 4.84]
	
	2.26 [-0.08, 5.05]
	
	
	7.92 [4.37, 12.26]
	
	

	Unhealthy sleep
	5.76 [2.71, 9.17]
	9.35 [4.80, 14.61]
	8.86 [4.33, 14.20]
	12.16 [5.46, 19.30]
	11.43 [6.10, 17.01]
	9.45 [3.25, 16.43]
	
	10.4 [5.36, 16.17]
	
	

	Sedentary behavior
	10.13 [4.70, 16.89]
	11.14 [0.08, 20.99]
	9.02 [-0.36, 17.55]
	
	
	
	
	
	
	

	Unhealthy diet
	
	
	
	11.62 [1.78, 21.67]
	5.51 [-0.14, 11.79]
	
	
	
	
	

	Insufficient physical activity
	
	
	
	
	
	
	
	
	5.36 [0.04, 11.34]
	

	Low SES
	
	1.10 [0.08, 2.67]
	2.08 [0.09, 4.21]
	2.04 [-0.06, 4.90]
	
	5.31 [1.89, 9.60]
	5.79 [0.69, 11.25]
	7.12 [2.75, 12.45]
	
	12.04 [5.36, 19.21]

	ACE
	21.67 [15.25, 27.60]
	26.26 [19.09, 33.53]
	18.48 [10.88, 27.06]
	25.12 [14.05, 35.38]
	11.79 [3.26, 20.00]
	17.72 [8.21, 27.53]
	15.43 [6.48, 23.82]
	15.94 [7.38, 25.13]
	13.34 [1.44, 25.80]
	12.69 [1.24, 24.14]

	AAE
	24.64 [17.10, 33.19]
	25.96 [16.80, 35.69]
	36.20 [26.10, 46.13]
	15.97 [3.64, 27.56]
	20.32 [7.49, 31.99]
	12.73 [1.03, 25.16]
	20.21 [7.17, 33.49]
	
	25.48 [7.35, 42.16]
	31.42 [16.24, 46.04]

	Neuroticism symptoms
	49.49 [41.71, 56.16]
	57.13 [48.54, 65.90]
	40.18 [30.82, 49.26]
	59.22 [49.24, 69.92]
	57.35 [47.77, 65.75]
	60.80 [50.50, 70.58]
	48.81 [38.74, 58.01]
	64.85 [56.05, 74.06]
	50.91 [38.37, 62.64]
	61.16 [50.59, 72.01]

	High deprivation
	
	
	
	15.99 [4.50, 27.34]
	
	
	
	
	
	

	Additive combined PAF [95%CI]
	63.73 [59.53, 67.94]
	69.91 [65.41, 74.41]
	63.05 [57.93, 68.16]
	67.52 [59.54, 75.50]
	62.45 [54.51, 70.39]
	61.67 [51.03, 72.30]
	52.69 [42.79, 62.58]
	65.6 [56.41, 74.79]
	61.38 [52.87, 69.89]
	69.84 [62.69, 76.98]

	Multiplicative combined PAF [95%CI]
	63.52 [59.60, 67.44]
	69.88 [65.58, 74.19]
	64.41 [59.44, 69.39]
	52.49 [28.52, 76.46]
	45.79 [26.35, 65.23]
	24.39 [-9.28, 58.05]
	30.92 [7.28, 54.55]
	28.37 [-2.75, 59.49]
	55.85 [47.96, 63.74]
	63.12 [57.60, 68.65]

	Female-specific reproductive domain

	Early age at first birth
	
	
	2.43 [0.64, 4.67]
	
	2.58 [0.16, 5.21]
	
	
	
	4.52 [0.73, 9.42]
	

	History of pregnancy termination
	4.15 [0.89, 7.42]
	
	4.93 [0.83, 9.07]
	
	
	
	
	
	
	

	Use of HRT
	
	
	9.24 [4.78, 14.32]
	
	12.39 [4.69, 20.06]
	
	25.77 [15.70, 36.67]
	
	30.8 [15.02, 45.66]
	

	Additive combined PAF [95%CI]
	4.15 [0.89, 7.42]
	
	15.16 [9.81, 20.50]
	
	14.37 [6.75, 21.99]
	
	25.77 [15.70, 36.67]
	
	33 [19.21, 46.78]
	

	Multiplicative combined PAF [95%CI]
	3.49 [1.14, 5.84]
	
	11.70 [8.38, 15.01]
	
	12.03 [6.6, 17.45]
	
	21.40 [14.22, 28.58]
	
	27.21 [17.65, 36.77]
	

	Overall modifiable risk factors
	
	
	
	
	
	
	
	
	
	

	Overall additive combined PAF [95%CI]
	67.42 [63.90, 70.93]
	70.29 [65.88, 74.69]
	67.45 [63.32, 71.58]
	70.77 [63.91, 77.62]
	67.96 [61.87, 74.04]
	64.83 [55.25, 74.42]
	
	71.47 [64.64, 78.30]
	69.08 [62.89, 75.27]
	70.95 [64.28, 77.63]

	Overall multiplicative combined PAF [95%CI]
	70.50 [67.16, 73.85]
	70.66 [66.45, 74.86]
	72.39 [68.13, 76.65]
	63.29 [43.99, 82.60]
	61.08 [46.47, 75.69]
	37.75 [7.90, 67.60]
	
	53.97 [32.22, 75.71]
	70.39 [63.99, 76.79]
	66.07 [60.75, 71.39]


Notes: Rows corresponding to risk factors for which no PAF estimates were available were removed for clarity. Abbreviations: SES, socioeconomic status. Abbreviations: SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy. PAF, population attributable fraction. CI, confidence interval.
Table S10. Associations of modifiable risk factors with anxiety in women and men by age group.
	
	age < 50
	Women to Men ratio of HRs
	Women-to-men difference of RD
	age = 50-54
	Women to Men ratio of HRs
	Women-to-men difference of RD
	age = 55-59
	Women to Men ratio of HRs
	Women-to-men difference of RD
	age = 60-64
	Women to Men ratio of HRs
	Women-to-men difference of RD
	age >=65
	Women to Men ratio of HRs
	Women-to-men difference of RD

	
	HR [95%CI] in women
	HR [95%CI] in men
	
	
	HR [95%CI] in women
	HR [95%CI] in men
	
	
	HR [95%CI] in women
	HR [95%CI] in men
	
	
	HR [95%CI] in women
	HR [95%CI] in men
	
	
	HR [95%CI] in women
	HR [95%CI] in men
	
	

	Physiological domain

	Diabetes
	0.94
[0.49, 1.83]
	0.43
[0.18, 1.05]
	2.19
[0.73, 6.57]
	0.014
[-0.026, 0.054]
	1.19
[0.65, 2.20]
	1.40
[0.82, 2.39]
	0.85
[0.38, 1.91]
	-0.014
[-0.048, 0.020]
	1.91
[1.18, 3.09]
	0.80
[0.47, 1.39]
	2.39
[1.16, 4.93]
	0.022
[-0.010, 0.053]
	0.86
[0.52, 1.42]
	0.94
[0.60, 1.47]
	0.91
[0.47, 1.79]
	0.007
[-0.017, 0.031]
	1.23
[0.71, 2.13]
	1.15
[0.72, 1.84]
	1.07
[0.52, 2.20]
	-0.006
[-0.033, 0.020]

	Stroke
	1.70
[0.63, 4.58]
	1.20
[0.17, 8.69]
	1.42
[0.16, 12.82]
	0.082
[-0.021, 0.185]
	3.48
[1.42, 8.55]
	1.82
[0.55, 6.03]
	1.91
[0.43, 8.54]
	0.045
[-0.119, 0.208]
	0.78
[0.19, 3.14]
	1.76
[0.78, 3.99]
	0.44
[0.09, 2.25]
	0.047
[-0.021, 0.114]
	0.75
[0.24, 2.33]
	1.23
[0.54, 2.76]
	0.61
[0.15, 2.47]
	-0.037
[-0.060, -0.014]
	1.79
[0.84, 3.84]
	1.42
[0.70, 2.88]
	1.26
[0.45, 3.56]
	0.026
[-0.040, 0.093]

	Chronic inflammation
	1.35
[1.09, 1.66]
	1.45
[1.07, 1.95]
	0.93
[0.65, 1.34]
	0.010
[-0.009, 0.029]
	1.27
[1.00, 1.61]
	1.46
[1.03, 2.06]
	0.87
[0.57, 1.32]
	0.012
[-0.005, 0.030]
	1.25
[1.00, 1.55]
	1.12
[0.81, 1.53]
	1.12
[0.76, 1.64]
	0.006
[-0.006, 0.018]
	1.04
[0.87, 1.25]
	1.54
[1.20, 1.98]
	0.68
[0.50, 0.92]
	-0.003
[-0.013, 0.007]
	1.10
[0.87, 1.40]
	1.19
[0.88, 1.62]
	0.92
[0.63, 1.36]
	0.011
[-0.003, 0.024]

	Obesity
	1.03
[0.89, 1.19]
	1.10
[0.89, 1.35]
	0.94
[0.73, 1.21]
	0.006
[-0.002, 0.015]
	0.88
[0.73, 1.07]
	0.92
[0.69, 1.23]
	0.96
[0.68, 1.35]
	0.001
[-0.008, 0.011]
	1.11
[0.91, 1.34]
	0.97
[0.74, 1.26]
	1.14
[0.82, 1.59]
	0.005
[-0.003, 0.014]
	1.05
[0.89, 1.25]
	1.38
[1.05, 1.82]
	0.76
[0.55, 1.05]
	-0.003
[-0.011, 0.005]
	1.00
[0.79, 1.26]
	1.14
[0.83, 1.57]
	0.88
[0.59, 1.30]
	0.004
[-0.007, 0.015]

	Hypertension
	1.09
[0.92, 1.29]
	1.00
[0.82, 1.22]
	1.09
[0.84, 1.41]
	0.003
[-0.007, 0.013]
	0.97
[0.80, 1.17]
	1.31
[1.01, 1.69]
	0.74
[0.54, 1.02]
	-0.006
[-0.015, 0.004]
	1.02
[0.85, 1.23]
	1.22
[0.96, 1.56]
	0.84
[0.62, 1.13]
	0.000
[-0.008, 0.008]
	1.14
[0.96, 1.34]
	1.02
[0.80, 1.29]
	1.12
[0.84, 1.50]
	0.000
[-0.008, 0.008]
	1.50
[1.17, 1.92]
	0.97
[0.72, 1.32]
	1.55
[1.05, 2.29]
	0.011
[0.001, 0.021]

	Hyperlipidemia
	1.00
[0.86, 1.16]
	1.10
[0.91, 1.32]
	0.91
[0.72, 1.15]
	-0.006
[-0.015, 0.002]
	0.88
[0.74, 1.06]
	1.08
[0.84, 1.39]
	0.81
[0.60, 1.11]
	-0.008
[-0.017, 0.002]
	1.03
[0.85, 1.24]
	0.91
[0.72, 1.14]
	1.13
[0.84, 1.52]
	0.002
[-0.006, 0.010]
	0.90
[0.76, 1.08]
	1.09
[0.87, 1.36]
	0.83
[0.62, 1.10]
	-0.009
[-0.017, 0.000]
	0.89
[0.70, 1.14]
	0.89
[0.68, 1.17]
	1.00
[0.69, 1.44]
	-0.003
[-0.015, 0.009]

	Psychosocial domain

	Smoking
	1.12
[0.88, 1.42]
	1.31
[1.01, 1.70]
	0.85
[0.60, 1.22]
	0.000
[-0.017, 0.017]
	1.68
[1.24, 2.26]
	1.90
[1.34, 2.68]
	0.88
[0.56, 1.40]
	-0.002
[-0.026, 0.021]
	0.97
[0.66, 1.44]
	1.25
[0.87, 1.82]
	0.78
[0.45, 1.33]
	-0.003
[-0.021, 0.015]
	1.26
[0.89, 1.78]
	1.51
[1.06, 2.17]
	0.83
[0.51, 1.37]
	0.017
[-0.006, 0.039]
	1.90
[1.14, 3.16]
	1.00
[0.58, 1.74]
	1.90
[0.90, 4.02]
	0.012
[-0.024, 0.048]

	Alcohol consumption
	0.91
[0.67, 1.25]
	0.78
[0.50, 1.19]
	1.17
[0.68, 1.99]
	0.009
[-0.013, 0.031]
	0.98
[0.65, 1.46]
	0.71
[0.40, 1.26]
	1.38
[0.68, 2.79]
	0.015
[-0.014, 0.045]
	0.79
[0.55, 1.14]
	0.64
[0.39, 1.03]
	1.23
[0.67, 2.27]
	0.019
[-0.006, 0.044]
	0.67
[0.50, 0.90]
	0.52
[0.33, 0.81]
	1.29
[0.75, 2.20]
	0.000
[-0.022, 0.022]
	1.23
[0.76, 1.98]
	0.61
[0.35, 1.06]
	2.02
[0.97, 4.19]
	0.012
[-0.014, 0.037]

	Unhealthy sleep
	1.30
[1.09, 1.54]
	0.95
[0.76, 1.18]
	1.37
[1.03, 1.81]
	0.013
[0.001, 0.025]
	1.14
[0.92, 1.41]
	1.32
[1.01, 1.72]
	0.86
[0.61, 1.21]
	-0.002
[-0.015, 0.010]
	1.27
[1.04, 1.55]
	1.28
[0.99, 1.65]
	0.99
[0.72, 1.37]
	0.003
[-0.008, 0.013]
	1.31
[1.09, 1.57]
	1.37
[1.07, 1.75]
	0.96
[0.70, 1.30]
	-0.003
[-0.013, 0.008]
	1.33
[1.04, 1.71]
	1.24
[0.90, 1.71]
	1.07
[0.71, 1.61]
	0.004
[-0.011, 0.018]

	Sedentary behavior
	1.28
[1.11, 1.48]
	1.01
[0.83, 1.23]
	1.27
[0.99, 1.62]
	0.004
[-0.004, 0.012]
	1.13
[0.94, 1.36]
	1.19
[0.90, 1.57]
	0.95
[0.68, 1.33]
	-0.003
[-0.012, 0.006]
	1.13
[0.94, 1.37]
	1.26
[0.98, 1.64]
	0.90
[0.65, 1.23]
	-0.002
[-0.010, 0.006]
	0.97
[0.82, 1.14]
	1.03
[0.81, 1.32]
	0.94
[0.70, 1.26]
	-0.001
[-0.008, 0.007]
	0.86
[0.68, 1.08]
	1.25
[0.90, 1.74]
	0.69
[0.46, 1.03]
	-0.005
[-0.015, 0.006]

	Unhealthy diet
	1.06
[0.92, 1.22]
	1.16
[0.97, 1.40]
	0.91
[0.72, 1.15]
	0.000
[-0.008, 0.008]
	1.01
[0.83, 1.24]
	1.08
[0.84, 1.39]
	0.94
[0.68, 1.29]
	0.002
[-0.008, 0.012]
	0.99
[0.80, 1.23]
	1.09
[0.86, 1.37]
	0.91
[0.66, 1.25]
	0.007
[-0.002, 0.016]
	1.13
[0.93, 1.37]
	1.29
[1.03, 1.61]
	0.88
[0.65, 1.18]
	-0.010
[-0.019, -0.001]
	0.79
[0.59, 1.06]
	1.06
[0.81, 1.40]
	0.75
[0.50, 1.11]
	-0.010
[-0.022, 0.002]

	Insufficient physical activity
	0.92
[0.77, 1.11]
	0.96
[0.75, 1.22]
	0.96
[0.71, 1.30]
	-0.001
[-0.012, 0.010]
	1.05
[0.83, 1.32]
	1.13
[0.85, 1.51]
	0.93
[0.64, 1.34]
	-0.007
[-0.020, 0.007]
	0.75
[0.58, 0.96]
	0.83
[0.62, 1.13]
	0.90
[0.61, 1.34]
	0.006
[-0.005, 0.016]
	1.06
[0.85, 1.33]
	0.81
[0.59, 1.11]
	1.31
[0.89, 1.93]
	0.007
[-0.005, 0.019]
	0.90
[0.64, 1.28]
	1.12
[0.77, 1.61]
	0.80
[0.48, 1.33]
	-0.016
[-0.030, -0.001]

	Low SES
	1.00
[0.68, 1.47]
	1.65
[1.03, 2.63]
	0.61
[0.33, 1.11]
	-0.032
[-0.072, 0.008]
	1.47
[1.02, 2.12]
	1.37
[0.78, 2.38]
	1.07
[0.55, 2.09]
	-0.019
[-0.058, 0.019]
	1.09
[0.81, 1.46]
	1.32
[0.90, 1.94]
	0.83
[0.51, 1.34]
	-0.009
[-0.027, 0.009]
	1.21
[1.01, 1.46]
	1.71
[1.31, 2.23]
	0.71
[0.51, 0.98]
	-0.002
[-0.014, 0.010]
	1.03
[0.82, 1.30]
	1.28
[0.95, 1.73]
	0.80
[0.55, 1.17]
	-0.008
[-0.021, 0.005]

	ACE
	1.34
[1.16, 1.54]
	1.30
[1.08, 1.57]
	1.03
[0.82, 1.30]
	0.009
[0.001, 0.018]
	1.48
[1.23, 1.79]
	1.68
[1.30, 2.17]
	0.88
[0.64, 1.21]
	0.000
[-0.009, 0.010]
	1.20
[1.00, 1.45]
	1.39
[1.10, 1.76]
	0.86
[0.64, 1.16]
	-0.007
[-0.016, 0.001]
	1.17
[0.99, 1.39]
	1.43
[1.15, 1.79]
	0.82
[0.62, 1.08]
	0.000
[-0.008, 0.008]
	1.25
[0.99, 1.58]
	1.17
[0.89, 1.53]
	1.07
[0.75, 1.53]
	0.003
[-0.008, 0.014]

	AAE
	1.55
[1.32, 1.82]
	1.47
[1.20, 1.81]
	1.05
[0.81, 1.37]
	0.011
[0.003, 0.019]
	1.21
[0.98, 1.48]
	1.18
[0.90, 1.54]
	1.03
[0.73, 1.44]
	0.003
[-0.006, 0.012]
	1.11
[0.91, 1.36]
	1.33
[1.04, 1.69]
	0.83
[0.61, 1.14]
	-0.001
[-0.009, 0.007]
	1.16
[0.96, 1.38]
	1.03
[0.82, 1.29]
	1.13
[0.84, 1.51]
	0.006
[-0.001, 0.014]
	1.18
[0.91, 1.51]
	1.36
[1.01, 1.82]
	0.87
[0.59, 1.28]
	-0.004
[-0.015, 0.006]

	Neuroticism symptoms
	2.89
[2.40, 3.48]
	3.16
[2.44, 4.11]
	0.91
[0.66, 1.26]
	0.007
[0.000, 0.015]
	2.60
[2.06, 3.27]
	2.45
[1.80, 3.35]
	1.06
[0.72, 1.56]
	0.002
[-0.007, 0.011]
	3.40
[2.66, 4.34]
	2.41
[1.81, 3.20]
	1.41
[0.97, 2.05]
	0.008
[0.001, 0.016]
	3.03
[2.47, 3.73]
	3.66
[2.72, 4.93]
	0.83
[0.58, 1.19]
	0.013
[0.006, 0.021]
	2.30
[1.79, 2.94]
	3.08
[2.20, 4.32]
	0.75
[0.49, 1.14]
	0.008
[-0.002, 0.018]

	High deprivation
	1.02
[0.88, 1.17]
	0.99
[0.82, 1.20]
	1.03
[0.81, 1.31]
	-0.003
[-0.011, 0.005]
	1.02
[0.85, 1.22]
	1.05
[0.82, 1.35]
	0.97
[0.71, 1.32]
	-0.001
[-0.010, 0.008]
	1.18
[0.98, 1.41]
	1.29
[1.02, 1.63]
	0.91
[0.68, 1.23]
	-0.002
[-0.010, 0.006]
	1.13
[0.96, 1.33]
	0.88
[0.70, 1.09]
	1.28
[0.98, 1.69]
	-0.001
[-0.008, 0.007]
	1.07
[0.86, 1.34]
	1.14
[0.87, 1.49]
	0.94
[0.66, 1.33]
	0.002
[-0.009, 0.012]

	Female-specific reproductive domain

	Early age at menarche
	1.07
[0.89, 1.28]
	
	
	
	1.00
[0.79, 1.26]
	
	
	
	1.10
[0.88, 1.38]
	
	
	
	0.96
[0.79, 1.18]
	
	
	
	0.94
[0.70, 1.27]
	
	
	

	Premature menopause
	1.05
[0.69, 1.60]
	
	
	
	0.88
[0.59, 1.31]
	
	
	
	1.13
[0.81, 1.58]
	
	
	
	0.96
[0.72, 1.28]
	
	
	
	1.32
[0.94, 1.87]
	
	
	

	High parity
	1.21
[0.84, 1.76]
	
	
	
	1.15
[0.75, 1.77]
	
	
	
	0.90
[0.56, 1.45]
	
	
	
	1.30
[0.93, 1.82]
	
	
	
	0.86
[0.55, 1.35]
	
	
	

	Early age at first birth
	1.10
[0.76, 1.60]
	
	
	
	1.60
[1.16, 2.22]
	
	
	
	0.94
[0.66, 1.33]
	
	
	
	1.15
[0.89, 1.50]
	
	
	
	0.87
[0.55, 1.40]
	
	
	

	History of stillbirth
	0.97
[0.52, 1.81]
	
	
	
	1.24
[0.59, 2.64]
	
	
	
	1.30
[0.69, 2.44]
	
	
	
	0.90
[0.48, 1.68]
	
	
	
	0.99
[0.49, 2.00]
	
	
	

	History of spontaneous abortion
	1.12
[0.95, 1.32]
	
	
	
	1.17
[0.95, 1.45]
	
	
	
	0.90
[0.71, 1.14]
	
	
	
	0.84
[0.68, 1.04]
	
	
	
	0.93
[0.70, 1.23]
	
	
	

	History of pregnancy termination
	1.17
[0.99, 1.39]
	
	
	
	1.00
[0.79, 1.28]
	
	
	
	1.25
[0.97, 1.61]
	
	
	
	1.40
[1.11, 1.76]
	
	
	
	1.11
[0.78, 1.58]
	
	
	

	Use of oral contraceptive
	0.91
[0.72, 1.15]
	
	
	
	0.81
[0.59, 1.12]
	
	
	
	0.77
[0.58, 1.03]
	
	
	
	0.88
[0.71, 1.09]
	
	
	
	0.91
[0.72, 1.15]
	
	
	

	Use of HRT
	1.09
[0.82, 1.46]
	
	
	
	1.46
[1.19, 1.79]
	
	
	
	1.14
[0.95, 1.38]
	
	
	
	1.50
[1.26, 1.79]
	
	
	
	1.52
[1.19, 1.93]
	
	
	


Notes: Abbreviations: HRs, hazard ratios. RD, risk differences. SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy. CI, confidence interval.
Table S11. Individual and combined population attributable fractions of modifiable risk factors for anxiety in women and men by age group.
	
	age < 50
	age = 50-54
	age = 55-59
	age = 60-64
	age >=65

	
	PAF [95%CI] in women
	PAF [95%CI] in men
	PAF [95%CI] in women
	PAF [95%CI] in men
	PAF [95%CI] in women
	PAF [95%CI] in men
	PAF [95%CI] in women
	PAF [95%CI] in men
	PAF [95%CI] in women
	PAF [95%CI] in men

	Physiological domain

	Diabetes
	
	
	
	
	2.00 [0.13, 4.04]
	
	
	
	
	

	Stroke
	
	
	0.71 [-0.04, 2.22]
	
	
	
	
	
	
	

	Chronic inflammation
	3.02 [0.72, 5.41]
	3.31 [0.20, 6.83]
	
	4.64 [-0.14, 9.58]
	4.54 [-0.29, 9.52]
	
	
	8.57 [2.92, 13.98]
	
	

	Obesity
	
	
	
	
	
	
	
	21.90 [3.42, 38.13]
	
	

	Hypertension
	
	
	
	13.42 [0.43, 25.57]
	
	
	
	
	23.96 [10.48, 37.64]
	

	Additive combined PAF [95%CI]
	3.02 [0.72, 5.41]
	3.31 [0.20, 6.83]
	0.71 [-0.04, 2.22]
	16.92 [4.58, 29.26]
	6.36 [1.48, 11.24]
	
	
	27.23 [12.24, 42.22]
	23.96 [10.48, 37.64]
	

	Multiplicative combined PAF [95%CI]
	2.31 [0.89, 3.73]
	2.37 [0.77, 3.97]
	0.21 [0.13, 0.28]
	14.78 [4.91, 24.66]
	4.83 [1.49, 8.18]
	
	
	24.99 [11.36, 38.62]
	21.06 [10.47, 31.66]
	

	Psychosocial domain

	Smoking
	
	3.18 [-0.14, 6.81]
	3.96 [1.23, 6.60]
	6.61 [2.35, 11.40]
	
	
	
	3.34 [0.01, 6.75]
	2.69 [-0.05, 5.75]
	

	Unhealthy sleep
	4.24 [1.42, 7.80]
	
	
	7.11 [0.77, 14.74]
	5.86 [0.09, 10.73]
	
	6.11 [1.88, 10.13]
	6.75 [1.45, 12.16]
	6.52 [0.28, 13.13]
	

	Sedentary behavior
	11.15 [5.28, 17.32]
	
	
	
	
	
	
	
	
	

	Unhealthy diet
	
	
	
	
	
	
	
	9.50 [1.49, 18.05]
	
	

	Low SES
	
	1.26 [-0.11, 3.12]
	1.86 [-0.18, 4.21]
	
	
	
	4.52 [0.07, 9.19]
	8.68 [3.66, 13.99]
	
	

	ACE
	13.04 [6.76, 20.29]
	11.79 [2.98, 20.96]
	17.62 [9.69, 26.31]
	23.08 [12.35, 34.48]
	
	14.22 [4.22, 24.86]
	
	15.12 [5.95, 24.41]
	
	

	AAE
	25.37 [16.09, 34.08]
	21.74 [10.89, 32.51]
	
	
	
	14.79 [2.34, 25.71]
	
	
	
	17.03 [2.70, 31.67]

	Neuroticism symptoms
	54.10 [46.87, 60.80]
	58.00 [49.06, 66.96]
	49.23 [39.43, 59.80]
	46.91 [32.67, 59.77]
	58.64 [49.98, 66.14]
	45.95 [33.76, 56.86]
	53.27 [45.82, 60.89]
	60.70 [49.74, 69.75]
	40.33 [28.76, 51.65]
	54.07 [42.12, 66.28]

	High deprivation
	
	
	
	
	
	12.56 [0.35, 24.28]
	
	
	
	

	Additive combined PAF [95%CI]
	64.77 [60.22, 69.31]
	64.76 [57.95, 71.57]
	55.43 [47.89, 62.98]
	57.10 [48.03, 66.18]
	58.89 [50.53, 67.25]
	57.14 [48.56, 65.72]
	48.56 [38.06, 59.07]
	60.96 [50.54, 71.39]
	43.61 [33.98, 53.23]
	58.03 [47.03, 69.02]

	Multiplicative combined PAF [95%CI]
	63.09 [59.02, 67.16]
	59.25 [53.83, 64.66]
	47.99 [42.58, 53.40]
	51.55 [44.76, 58.34]
	40.91 [35.07, 46.75]
	55.20 [47.30, 63.11]
	16.32 [-8.02, 40.65]
	20.75 [-15.48, 56.97]
	33.88 [28.2, 39.57]
	47.26 [38.38, 56.14]

	Female-specific reproductive domain

	Early age at first birth
	
	
	2.74 [0.60, 5.47]
	
	
	
	
	
	
	

	History of pregncy termition
	
	
	
	
	
	
	4.64 [1.45, 8.42]
	
	
	

	Use of HRT
	
	
	8.31 [3.62, 13.39]
	
	
	
	21.84 [12.03, 31.36]
	
	23.20 [11.62, 37.40]
	

	Additive combined PAF [95%CI]
	
	
	
	
	
	
	
	
	
	

	Multiplicative combined PAF [95%CI]
	
	
	10.62 [5.63, 15.61]
	
	
	
	24.71 [16.09, 33.32]
	
	23.20 [11.62, 37.40]
	

	Overall modifiable risk factors
	
	
	7.79 [5.02, 10.57]
	
	
	
	21.43 [14.94, 27.92]
	
	19.93 [10.53, 29.32]
	

	Overall additive combined PAF [95%CI]
	65.15 [60.70, 69.60]
	65.18 [58.52, 71.84]
	57.80 [50.99, 64.62]
	60.55 [52.37, 68.73]
	60.01 [52.04, 67.97]
	57.14 [48.56, 65.72]
	55.99 [47.91, 64.07]
	65.94 [57.33, 74.54]
	58.17 [50.51, 65.82]
	58.03 [47.03, 69.02]

	Overall multiplicative combined PAF [95%CI]
	63.88 [59.9, 67.87]
	60.19 [54.87, 65.50]
	51.91 [46.84, 56.97]
	58.72 [51.20, 66.23]
	43.75 [37.92, 49.58]
	55.20 [47.30, 63.11]
	33.76 [14.09, 53.44]
	40.36 [11.42, 69.31]
	58.07 [49.83, 66.31]
	47.26 [38.38, 56.14]


Notes: Rows corresponding to risk factors for which no PAF estimates were available were removed for clarity. Abbreviations: SES, socioeconomic status. Abbreviations: SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy. PAF, population attributable fraction. CI, confidence interval.
Table S12. Sensitivity analysis of modifiable risk factors for depression and anxiety in women and men.
	
	Depression
	Anxiety

	
	HR [95%CI] in women
	HR [95%CI] in men
	HR [95%CI] in women
	HR [95%CI] in men

	Physiological domain

	Diabetes
	1.50 [1.21, 1.86]
	1.43 [1.20, 1.70]
	1.15 [0.90, 1.47]
	0.91 [0.72, 1.15]

	Stroke
	1.54 [1.02, 2.33]
	1.56 [1.10, 2.21]
	1.47 [0.95, 2.26]
	1.43 [0.95, 2.14]

	Chronic inflammation
	1.35 [1.23, 1.49]
	1.36 [1.21, 1.53]
	1.16 [1.06, 1.28]
	1.29 [1.13, 1.47]

	Obesity
	1.34 [1.24, 1.46]
	1.27 [1.13, 1.42]
	1.02 [0.94, 1.10]
	1.10 [0.98, 1.23]

	Hypertension
	0.95 [0.87, 1.03]
	0.90 [0.82, 0.99]
	1.07 [0.98, 1.16]
	1.03 [0.92, 1.14]

	Hyperlipidemia
	0.85 [0.78, 0.92]
	1.04 [0.94, 1.14]
	0.89 [0.82, 0.96]
	1.00 [0.90, 1.10]

	Psychosocial domain

	Smoking
	1.39 [1.21, 1.59]
	1.57 [1.37, 1.81]
	1.30 [1.13, 1.50]
	1.43 [1.23, 1.67]

	Alcohol consumption
	0.81 [0.69, 0.95]
	0.64 [0.52, 0.77]
	0.87 [0.75, 1.02]
	0.65 [0.52, 0.81]

	Unhealthy sleep
	1.36 [1.25, 1.49]
	1.49 [1.35, 1.65]
	1.24 [1.13, 1.35]
	1.20 [1.07, 1.34]

	Sedentary behavior
	1.13 [1.04, 1.23]
	1.16 [1.05, 1.29]
	1.10 [1.02, 1.19]
	1.09 [0.98, 1.22]

	Unhealthy diet
	1.14 [1.04, 1.24]
	1.08 [0.99, 1.19]
	1.06 [0.97, 1.15]
	1.18 [1.07, 1.30]

	Insufficient physical activity
	1.10 [1.00, 1.22]
	1.11 [0.99, 1.24]
	0.93 [0.84, 1.04]
	0.96 [0.84, 1.10]

	Low SES
	1.07 [0.95, 1.20]
	1.40 [1.22, 1.60]
	1.10 [0.99, 1.23]
	1.35 [1.16, 1.57]

	ACE
	1.51 [1.39, 1.64]
	1.60 [1.45, 1.76]
	1.30 [1.20, 1.41]
	1.38 [1.25, 1.53]

	AAE
	1.56 [1.42, 1.71]
	1.45 [1.31, 1.61]
	1.26 [1.16, 1.37]
	1.29 [1.16, 1.43]

	Neuroticism symptoms
	2.71 [2.45, 2.99]
	3.57 [3.14, 4.07]
	2.86 [2.60, 3.15]
	2.99 [2.62, 3.41]

	High deprivation
	1.15 [1.06, 1.25]
	1.17 [1.07, 1.29]
	1.09 [1.01, 1.17]
	1.08 [0.97, 1.19]

	Female-specific reproductive domain

	Early age at menarche
	1.17 [1.06, 1.28]
	
	1.02 [0.92, 1.12]
	

	Premature menopause
	0.98 [0.84, 1.16]
	
	1.04 [0.89, 1.22]
	

	High parity
	0.99 [0.82, 1.19]
	
	1.08 [0.91, 1.30]
	

	Early age at first birth
	1.28 [1.11, 1.48]
	
	1.10 [0.95, 1.28]
	

	History of stillbirth
	1.05 [0.78, 1.41]
	
	1.01 [0.75, 1.36]
	

	History of spontaneous abortion
	1.06 [0.96, 1.16]
	
	1.01 [0.91, 1.10]
	

	History of pregnancy termination
	1.26 [1.14, 1.40]
	
	1.21 [1.09, 1.34]
	

	Use of oral contraceptive
	1.05 [0.93, 1.19]
	
	0.88 [0.79, 0.98]
	

	Use of HRT
	1.15 [1.05, 1.25]
	
	1.21 [1.12, 1.32]
	


Notes: Sensitivity analyses were performed using Cox proportional hazards models excluding age as a covariate. Abbreviations: SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy.
Table S13. Original and Benjamini-Hochberg (BH)-adjusted p values for associations of modifiable risk factors with depression and anxiety in women and men.
	
	Depression
	　
	Anxiety

	
	Women
	Men
	
	Women
	Men

	
	Original p value
	FDR-adjusted p value
	Original p value
	FDR-adjusted p value
	　
	Original p value
	FDR-adjusted p value
	Original p value
	FDR-adjusted p value

	Physiological domain

	Diabetes
	<0.001
	<0.001
	<0.001
	<0.001
	
	0.211 
	0.289 
	0.662 
	0.662 

	Stroke
	0.030 
	0.046 
	0.002 
	0.003 
	
	0.075 
	0.139 
	0.039 
	0.067 

	Chronic inflammation
	<0.001
	<0.001
	<0.001
	<0.001
	
	<0.001
	0.002 
	<0.001
	<0.001

	Obesity
	<0.001
	<0.001
	<0.001
	<0.001
	
	0.739 
	0.835 
	0.149 
	0.194 

	Hypertension
	0.148 
	0.203 
	0.917 
	0.917 
	
	0.013 
	0.028 
	0.085 
	0.120 

	Hyperlipidemia
	0.363 
	0.429 
	0.105 
	0.127 
	
	0.090 
	0.146 
	0.648 
	0.662 

	Psychosocial domain

	Smoking
	<0.001
	0.001 
	<0.001
	<0.001
	
	0.001 
	0.004 
	<0.001
	<0.001

	Alcohol consumption
	0.006 
	0.010 
	<0.001
	<0.001
	
	0.085 
	0.146 
	<0.001
	<0.001

	Unhealthy sleep
	<0.001
	<0.001
	<0.001
	<0.001
	
	<0.001
	<0.001
	0.004 
	0.009 

	Sedentary behavior
	0.001 
	0.002 
	0.001 
	0.002 
	
	0.013 
	0.028 
	0.060 
	0.092 

	Unhealthy diet
	0.186 
	0.242 
	0.486 
	0.516 
	
	0.449 
	0.556 
	0.010 
	0.019 

	Insufficient physical activity
	0.081 
	0.117 
	0.157 
	0.177 
	
	0.172 
	0.249 
	0.437 
	0.496 

	Low SES
	<0.001
	<0.001
	<0.001
	<0.001
	
	0.005 
	0.013 
	<0.001
	<0.001

	ACE
	<0.001
	<0.001
	<0.001
	<0.001
	
	<0.001
	<0.001
	<0.001
	<0.001

	AAE
	<0.001
	<0.001
	<0.001
	<0.001
	
	<0.001
	<0.001
	<0.001
	<0.001

	Neuroticism symptoms
	<0.001
	<0.001
	<0.001
	<0.001
	
	<0.001
	<0.001
	<0.001
	<0.001

	High deprivation
	0.006 
	0.010 
	0.019 
	0.025 
	
	0.061 
	0.122 
	0.414 
	0.496 

	Female-specific reproductive domain

	Early age at menarche
	0.002 
	0.004 
	
	
	
	0.809 
	0.876 
	
	

	Premature menopause
	0.813 
	0.813 
	
	
	
	0.579 
	0.684 
	
	

	High parity
	0.636 
	0.661 
	
	
	
	0.269 
	0.349 
	
	

	Early age at first birth
	<0.001
	<0.001
	
	
	
	0.168 
	0.249 
	
	

	History of stillbirth
	0.613 
	0.661 
	
	
	
	0.883 
	0.910 
	
	

	History of spontaneous abortion
	0.286 
	0.354 
	
	
	
	0.910 
	0.910 
	
	

	History of pregnancy termination
	<0.001
	<0.001
	
	
	
	0.001 
	0.002 
	
	

	Use of oral contraceptive
	0.381 
	0.431 
	
	
	
	0.003 
	0.009 
	
	

	Use of HRT
	<0.001
	<0.001
	
	
	　
	<0.001
	<0.001
	
	


Notes: Original p values were derived from Cox proportional hazards models adjusted for age and ethnicity. False discovery rate (FDR)-adjusted p values were calculated using the Benjamini-Hochberg procedure. Abbreviations: FDR, false discovery rate. SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy.
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Figure S1. Schoenfeld residual plots for testing the proportional hazards assumption in the associations between modifiable risk factors and depression in women.
Notes: Abbreviations: SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy.
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Figure S2. Schoenfeld residual plots for testing the proportional hazards assumption in the associations between modifiable risk factors and anxiety in women.
Notes: Abbreviations: SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy.
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Figure S3. Schoenfeld residual plots for testing the proportional hazards assumption in the associations between modifiable risk factors and depression in men.
Notes: Abbreviations: SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy.
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Figure S4. Schoenfeld residual plots for testing the proportional hazards assumption in the associations between modifiable risk factors and anxiety in men.
Notes: Abbreviations: SES, socioeconomic status. ACE, adverse childhood experience. AAE, adverse adulthood experience. HRT, hormone replacement therapy.
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Figure S5. Multiplicative combined population attributable fractions of modifiable risk factors for depression and anxiety in women and men across age groups.
Notes: Modifiable risk factors were categorized into three domains: physiological domain, psychosocial domain, and female-specific reproductive domain (only for women). The category of overall modifiable risk factors comprises all modifiable risk factors from the three domains. Panel A, multiplicative combined population attributable fractions of risk factors for depression in women and men across age groups. Panel B, multiplicative combined population attributable fractions of risk factors for anxiety in women and men across age groups. Abbreviations: PAF, population attributable fraction.
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Figure S6. Heatmap of Socioeconomic Status (SES) Indicators by SES Class from Latent Class Analysis (LCA).
Notes: Abbreviations: SES, socioeconomic status. AS, advanced subsidiary. GCSEs, General Certificate of Secondary Education. CSEs, Certificate of Secondary Education. NVQ, National Vocational Qualification. HND, Higher National Diploma. HNC, Higher National Certificate.

