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	Table S1. EUBOCAT Guide 1.3, ICD-10 and ICD-9 codes used to identify and define congenital malformations.
	

	Congenital malformations
	EUBOCAT Guide 1.3
	ICD-10 codes
	ICD-9 codes
	Definition of individual studies

	Major congenital anomalies (MCAs, major birth defects, major malformation)
	N/A
	N/A
	N/A
	

	
	
	Berard et al.,2017 [2]: Q00-Q89 excluding minor congenital malformations (Q10, Q162, Q17-Q182, Q184-Q189, Q250, Q270, Q381, Q515, Q516, Q520-Q527, Q53, Q664-Q666, Q69, Q70, Q81-Q84, Q950-Q952, Q954, Q955, Q959);
Furu et al.,2015 [34]: Q000-Q899

Except: Q170, Q381, Q53, Q650-Q656, Q82.5, Q86.
	Berard et al.,2017 [2]: 740-759 excluding minor congenital malformations (743.6, 744.1, 744.2-744.4, 744.8, 744.9, 747.0, 747.5, 750.0, 752.4, 752.5, 754.6, 755.0, 755.1, 757.2-757.6, 757.8, 757.9); 
Oberlander et al.,2008 [61]: 740.0 to 759.9 excluding minor congenital malformations (743.6, 744.1, 744.2–744.4, 744.8, 744.9, 747.0, 747.5, 750.0, 752.4, 752.5, 754.6, 755.0, 755.1, 757.2-757.6, 757.8, 757.9, 758.4).
	Diav-Citrin et al.,2008 [45] defined as structural abnormalities in the offspring that have serious medical, surgical or cosmetic consequences.

	Congenital heart defects
(CHD, congenital heart anomalies, any cardiac defects, specific heart anomalies, cardiac malformations, cardiovascular anomalies, congenital malformations of the heart, cardiovascular malformation, all major cardiovascular anomalies, congenital heart malformation, all major cardiac malformations, cardiovascular congenital defects)
	Congenital Heart Defects: al17
	Q20-Q26 

	745, 746, 7470-7474
	

	
	
	Berard et al.,2017 [2]: Q20-Q22;
Nordeng et al.,2012 [38]: Q20-Q28; 
Kornum et al.,2010 [42]: Q200-Q206, Q208-Q209, Q210-214, Q218-219, Q220-229, Q230-239, Q240-249, Q251-259, Q260-264, Q268-269;
Furu et al.,2015 [34]: Q200-Q264, Q268, Q269.
	Bulbus cordis anomalies and anomalies of cardiac septal closure: 745;
Other congenital anomalies of heart: 746.

Berard et al.,2017 [2]: 745-746
Huybrechts et al.,2014 [55]: 7450-7453, 7456-7459, 7460-7463, 7465, 7467, 74680, 74682, 74684-74687, 74689, 7469, 7470-7472, 7474, 74783; 
Oberlander et al.,2008 [61]: 7450-7479 excluding minor congenital malformations (7470, 7475).
	Furu et al.,2015 [34]: any cardiac defects; situs anomalies and looping defects, conotruncal and major aortic arch anomalies, ventral septal defect or atrial septal defect, atrioventricular septal defects, right ventricular outflow tract obstruction defects, and left ventricular outflow tract obstruction defects;
Ban et al.,2014 [72]: septal defects, right ventricular outflow tract defects, left ventricular outflow tract defects, and others;
Malm et al.,2011 [39]: atrial septal defects, ventricular septal defects, right ventricular outflow tract defects, transposition off great arteries, conotruncal heart defects, and left ventricular outflow tract defects;
Pedersen et al.,2009 [43]: situs anomalies and looping defects, conotruncal and major arch anomalies, septal defects, AV canal, AV septal defects, right ventricular outflow tract obstruction, left ventricular outflow tract obstruction, anomalous pulmonary venous return.

	
	
	
	
	

	Septal defects
	N/A
	N/A
	N/A
	

	
	
	Kornum et al.,2010 [42]: Q210-Q214, Q218–Q219.
	
	Ban et al.,2014 [72]: atrial septal defect, ventricular septal defect, and atrioventricular septal defect;
Pedersen et al.,2009 [43]: ventricular septal defect and atrial septal defect.

	Ventricular septal defects
	VSD: al21
	Ventricular septal defect: Q210
	Ventricular septal defect: 7454
	Diav-Citrin et al.,2008 [45]: defined as structural anomalies of the heart.

	Atrial septal defects
	ASD: al22
	Atrial septal defect: Q211
	Atrial septal defect: 7455
	

	Atrioventricular septal defects
	AVSD: al23
	Atrioventricular septal defect: Q212
	7456
	

	RVOTD
	N/A
	N/A
	N/A
	

	
	
	Furu et al.,2015 [34]: Q220, Q221, Q223, Q224, Q225, Q226, Q243, Q255, Q256, Q257.
	Huybrechts et al.,2014 [55]: 74601, 74602, 74609, 74683, 7473.
	Malm et al.,2011 [39]: pulmonary valve stenosis, pulmonary valve atresia, and infundibular pulmonary stenosis, and excluding tetralogy of Fallot;
Pedersen et al.,2009: pulmonary valve atresia or stenosis, Ebstein’s anomaly.

	LVOTD
	N/A
	N/A

Furu et al.,2015 [34]: Q230, Q231, Q232, Q234, Q238, Q242, Q244, Q251, Q252, Q253.
	N/A
	Malm et al.,2011 [39]: aortic valve atresia and stenosis; 
Pedersen et al.,2009 [38]: aortic valve atresia or stenosis, hypoplastic left heart.

	Severe CHD
	Severe CHD: al97
	Q200, Q203, Q204, Q212, Q213, Q220, Q224-Q226, Q230, Q234, Q251, Q262
	74500, 74510, 7452, 7453, 7456, 7461, 7462, 74600, 7463, 7467, 7471, 74742 
	

	
	
	Jordan et al.,2016 [31]: Q200, Q203, Q204, Q212, Q2121, Q213, Q220, Q224-226, Q230, Q234, Q251, Q262.
	
	

	Nervous system
	Nervous system: al2
	Nervous system: Q00-Q07
	Nervous system: 740-742
	

	
	
	Anencephaly and similar malformations: Q00;
Spina bifida: Q05;
Other congenital malformations of nervous system: Q07. 
	Anencephalus and similar anomalies: 740; 
Spina bifida: 741;
Other congenital anomalies of nervous system: 742. 
	

	Neural tube defects
	Neural tube defect: al3
	Q00, Q01, Q05
	740, 741, 7420 
	

	Eye
	Eye: al10
	Eye: Q10-Q15
	Eye: 743 
	

	Ear, face and neck
	Ear, face and neck: al15
	Ear, face and neck: Q16-Q18
	Ear, face, and neck: 744
	

	Respiratory system
	Respiratory: al34 
	Respiratory system: Q30-Q34 
	Respiratory system: 748 
	

	Orofacial cleft
	Oro-facial clefts: al101
	Cleft lip and cleft palate: Q35-Q37 
	7490, 7491, 7492
	

	Cleft palate
	Cleft palate: al103
	Cleft palate: Q35
	Cleft palate: 7490
	

	Cleft lip with or without cleft

palate
	Cleft lip with or without cleft palate: al102
	Q36, Q37
	7491, 7492
	

	Digestive system
	Digestive system: al40
	Q38-Q45, Q790 
	Digestive system: 749, 750, 751
	

	
	
	Cleft lip and cleft palate: Q35-Q37;

Other congenital malformations of the digestive system: Q38-Q45.

Berard et al.,2017 [2]: Q35-Q45.
	Cleft palate: 749;

Other congenital anomalies of upper alimentary tract: 750;

Other congenital anomalies of digestive system: 751.

Berard et al.,2017 [2]: 749-751
	

	Genital system
	Genital: al58 
	Genital organs: Q50-Q56 
	Genital organs: 752
	

	Hypospadias
	Hypospadias: al59 
	Hypospadias: Q54 
	Hypospadias: 75261
	

	Urinary system
	Urinary: al52
	Urinary system: Q60-Q64
	Urinary system: 753
	

	Cystic kidney disease
	N/A
	Cystic kidney disease: Q619
	Cystic kidney disease: 7531
	

	Musculoskeletal system
	N/A
	Congenital malformations and deformations of the musculoskeletal system: Q65-Q79 
	754, 755, 756
	

	
	
	
	Certain congenital musculoskeletal deformities: 754;
Other congenital anomalies of limbs: 755;
Other congenital musculoskeletal anomalies: 756.
	

	Limb
	Limb: al61 
	Q65-Q74
	7543-7548, 755
	

	
	
	
	Other congenital anomalies of limbs: 755
	

	Limb reduction
	Limb reduction: al62
	Q71-Q73
	7552-7554, 7556
	

	Clubfoot
	Club foot-talipes equinovarus: al66 
	Q66
	7545
	

	Craniosynostosis
	Craniosynostosis: al75
	Craniosynostosis: Q75
	Craniosynostosis: 7560
	

	Abdominal wall defects
	Abdominal wall defects: al49
	Q792, Q793, Q795
	Congenital anomalies of abdominal wall: 7567
	

	Omphalocele
	Omphalocele: al51
	Omphalocele: Q792
	7567
	

	Gastroschisis
	Gastroschisis: al50
	Gastroschisis: Q793
	75671
	

	  Abbreviations: EUBOCAT, European Surveillance of Congenital Anomalies; ICD-9, International Classification of Diseases, Ninth Revision; ICD-10, International Classification of Diseases, Tenth Revision; LVOTD, Left ventricular outflow tract defects; N/A, Not available; RVOTD, Right ventricular outflow tract defects.


	Table S2. Characteristics of cohort studies of SSRIs use in first-trimester and congenital malformations.

	Author, year (Location)
	Study period
	Data Sources
	Exposure
	Outcomes (No. of cases), 
No. of cohort
	Outcome definition
	Types of birth
	Adjusted factors

	Berard 2017, Canada (North America) *[2]
	1998-2009
	The Quebec Pregnancy Cohort (QPC), medical service database, the Quebec Public Prescription Drug Insurance Database, the Hospitalisation Archive Database, the Quebec Statistics Database 
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline, Fluvoxamine
	Major congenital malformations (1929), 18487
	ICD-10,
ICD-9 codes,
and 
EUBOCAT
	Live-born singleton
	Maternal age, welfare status, diabetes, hypertension, asthma and other medication uses including benzodiazepines as well as healthcare usage in the year prior and during the first trimester.

	Nishigori 2017, Japan (Other regions) [30]
	2011-2016
	The Japan Environment and Children’s Study (JECS)
	SSRIs
	Urogenital abnormality (1269), Abdominal abnormality (1214), Upper limb abnormality (254), 95994
	Not reported
	Not reported
	Age, marital status, body mass index (kg/m2), smoking and drinking habits, smoking habits of partner, infertility treatments, diabetes or gestational diabetes, hypertension, anti-depressant drug except the SSRI, other psychiatric drugs, hypoglycemic tablet, anti-hypertensive drug and folic acid.

	Pedersen 2016, United Kingdom (Europe) [32]
	1990-2011
	The Health Improvement Network
	SSRIs
	Congenital heart anomalies (1457), 209135
	Not reported
	Live singleton births
	Age, level of deprivation, smoking status, known history of alcohol and/or drug use, receipt of prescription for antipsychotics and/or anxiolytics, and known history of diabetes.

	Jordan 2016, Wales, Norway, Funen, Denmark (Europe)† [31]
	2000-2010
	Denmark’s Medical Birth registry, Danish national Prescription and Patient registers, Statistics Denmark and the Funen, Denmark (Odense) EUROCAT register, Norway’s Medical Birth Registry, Wales’ health and social care
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline, Escitalopram
	CHD (4624), VSD (2270), ASD (1084), Severe CHD (899), Neural Tube Defects (467), Abdominal wall defects (290), Limb reduction (260), Upper limb reduction (198), Clubfoot (763), Eye (317), Ear, face and neck (121), Urinary (1546), Omphalocele (95), Oro-facial clefts (883), Cleft palate (578), Cleft lip with or without palate (305), Hypospadias (1177), Gastroschisis (170), Craniosynostosis (119), 519117
	ICD-10 codes,

and

EUBOCAT Guide 1.3
	Live birth, stillbirth, late foetal death after 20 weeks, or termination of pregnancy for foetal anomaly (TOPFA) recorded in the EUROCAT register
	Not reported

	Berard 2015, Canada (North America)* [64]
	1998-2010
	The Quebec Pregnancy Cohort (QPC), medical service database, the Quebec Public Prescription Drug Insurance Database, the Hospitalisation Archive Database,the Quebec Statistics Database
	SSRIs, Sertraline
	Cardiac malformations (405), 18493
	ICD-10,
ICD-9 codes,
and 
EUBOCAT
	Live-born singleton
	Maternal age, welfare status, diabetes, hypertension, asthma, and other medication use.

	Furu 2015, Denmark, Finland, Iceland, Norway, Sweden (Europe) [34]
	1996-2010
	Nationwide health registers 
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline, Escitalopram, Fluvoxamine
	Major birth defects (72731), Any cardiac defects (27309), Atrial and ventricular septal defect (17879), Atrioventricular septal defect (1095), Right ventricular outflow tract obstruction (2778), Left ventricular outflow tract obstruction (2641), Cystic kidneys (849), Hypospadias (4605), Limb reduction (1048), Clubfoot (3251), Craniosynostosis (1233), Omphalocele (280), Gastroschisis (424), 2303647
	ICD-10
and 
ICD-9-CM codes
	Live singleton infants 
	Maternal age, year of birth, birth order, smoking, maternal diabetes, country, and use of other prescribed drugs.

	Malm 2015, Finland (Europe)* [33]
	1996-2010
	The Drug Reimbursement Register, The Hospital Discharge Register, The Medical Birth Register, The Register of Congenital Malformations
	SSRIs
	MCAs (7069), 845345
	ICD-9 code,
and 
EUBOCAT
	Singleton live births
	Sex, birth period, maternal age at delivery, place of residence, marital status, parity, smoking, socioeconomic status, purchase of anxiolytics, sedative-hypnotics, or antiepileptic drugs, prepregnancy diabetes, and other chronic diseases.

	Ban 2014, United Kingdom (Europe)† [72]
	1990-2009
	The Health Improvement Network (THIN)
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline, Escitalopram
	MCAs (8935), Specific heart anomalies (2512), Septal defect, ASD, VSD, Right ventricular outflow tract obstruction, Left ventricular outflow tract obstruction, Nervous system (480), Eye (319), Digestive system (324), Respiratory system (213), Genital system (1314), Urinary system (838), Musculoskeletal system (451), Limb (1783), Orofacial cleft (449), Abdominal wall (72), 349127
	ICD-10 codes
and
EUBOCAT
	Singleton live births
	Maternal age at the end of pregnancy, year of childbirth, Townsend deprivation quintile, maternal smoking history, body mass index before pregnancy, and maternal diabetes, hypertension, asthma, and epilepsy in the year before conception or during pregnancy.

	Huybrechts 2014, U.S. states, Washington, D.C. (North America)† [55]
	2000-2007
	The Medicaid Analytic eXtract
	SSRIs, Fluoxetine, Paroxetine, Sertraline
	Cardiac malformations (6819), VSD (3413), Right ventricular outflow tract obstruction (1106), 949504
	ICD-9 codes
	Liveborn infants
	Sociodemographic information (year of delivery, state of residence, age, race, and parity), multiple gestation, chronic maternal illness (hypertension, diabetes, epilepsy, and renal disease), use of suspected teratogenic medications, use of other psychotropic medications, use of antidiabetic and antihypertensive medications, and the number of distinct prescription drugs used, proxies for depression severity (number of depression diagnoses received as an outpatient and as an inpatient) and other indications for antidepressant use restricted to women with depression.

	Knudsen 2014, Danmark (Europe) [42]
	1995-2008
	The Danish Medical Birth Registry, The Danish National Hospital Register, The Danish National Prescription Registry, The Danish EUROCAT Register
	SSRIs
	CHD (546), ASD (97), VSD (333), Severe CHD (129), 72280
	ICD-10,
ICD-9 codes,
and 
EUBOCAT
	Live births
	Maternal age, year of conception, use of antiepileptics and/or insulin during first trimester.

	Margulis 2013, United Kingdom (Europe) [36]
	1996-2010
	The Clinical Practice Research Datalink (CPRD), The Mother–Baby link
	SSRIs
	Cardiac malformations (915), Septal defects, 149464
	Not reported
	Live births 
	Year of delivery, maternal age at delivery, prepregnancy marital status, index of multiple deprivation at the practice level, family history of congenital malformations, prepregnancy body mass, prepregnancy diabetes, cigarette smoking, alcohol intake, diagnosis of depression in baseline year, diagnosis of other mental conditions in baseline year or contact with or referral to a psychiatrist, number of health care encounters in baseline year and number of non-antidepressant drugs prescribed in baseline year.

	Vasilakis-Scaramozza 2013, United Kingdom (North America) [58]
	1991-2002
	United Kingdom’s General Practice Research Database (GPRD)
	SSRIs
	Cardiovascular anomalies (35), Central nervous system anomalies (4), Genital anomalies (72), Urinary anomalies (7), 9893
	ICD-9 codes
and
Center for Disease Control and Prevention guidelines
	Singletons live
births, stillbirths, and therapeutic abortions
	Prepregnancy body mass index, maternal age, cigarette smoking status, history of diabetes mellitus, insulin use, exposure to a teratogen during the first trimester, history of infertility, and premature delivery.

	Jimenez-Solem 2012, Danmark (Europe)† [37]
	1997-2009
	The Danish Medical Birth Registry, the Danish National Hospital Register, the Register of Medicinal Product Statistics
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline, Escitalopram
	Major malformation (29911), Congenital malformation of heart (7832), ASD (2524), VSD (2824), Septal defect (4875), Nervous system, Neural tube defect, Eye, Ear, face, and neck, Digestive system (1558), External genital organs (2523), Internal urinary system (2344), Limbs (11838), Respiratory system, Musculoskeletal system, Oro-facial clefts, Abdominal wall defects, 848786
	EUBOCAT Guide 1.3
	Live births
	Mother's age, parity, income, education, smoking, and year of conception.

	Nordeng 2012, Norway (Europe) [38]
	1999-2009
	The Norwegian Mother and Child Cohort, the Medical Birth Registry of Norway (MBRN)
	SSRIs, Fluoxetine, Paroxetine, Sertraline
	Major malformation (1562), Cardiovascular malformation (547), ASD/VSD, 63395
	ICD-10 codes 
and 
the International Clearinghouse
for Birth Defects definition
	Live birth, fetal death, or induced
abortion
	Maternal depression, maternal age at delivery, parity, and use of psychotropic drugs during pregnancy (additionally adjusted pregnancy BMI for major malformation).

	Klieger-Grossmann 2012, Canada (North America) [59]
	Not reported
	The Swiss Teratogen Information Service, the Florence Teratogen Information Service 
	Escitalopram
	Major malformation (5), 425
	Not reported
	Live births, spontaneous abortions, therapeutic abortions, and stillbirths
	Not reported

	Colvin 2011, Western Australia, (Other regions) [40]
	2002-2005
	Western Australia Data Linkage System (WADLS): Hospital Morbidity Data System, the Midwives’ Notification System, the Registry of Births and Deaths, and the Birth Defects Registry; and the national Pharmaceutical

Benefits Scheme (PBS)
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline
	Major birth defect (3949), Cardiovascular anomalies (691), Bulbus cordis anomalies of cardiac septal closure (382), VSD (218), Ostium secundum type atrial septal defect (97), Nervous system (296), Eye (74), Ear, face, and neck (232), Congenital anomaly of genital organs (851), Urinary system (531), Respiratory system (89), Musculoskeletal defect (1076), Urogenital defect (1350), Other congenital anomalies of limbs (121), Gastrointestinal defect (549), Cystic kidney disease (67), 123405
	ICD-9 codes
	Singletons or stillbirths
	Not reported

	Malm 2011, Finland (Europe) [34]
	1996-2006
	The Medical Birth Register, the Register of Congenital Malformations, the Drug Reimbursement Register
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline, Escitalopram, Fluvoxamine
	MCAs (22608), Major cardiovascular anomalies (8253), ASD (1297), VSD (5550), Right ventricular outflow tract defects (423), Left ventricular outflow tract defects (476), Neural tube defect, Central nervous system, Respiratory tract, Musculoskeletal system, Digestive system, Cleft lip with or without cleft palate, Cleft palate, Urogenital, Omphalocele, Craniosynostosis, 635583
	EUBOCAT Guide 1.3
	Live births, stillbirths, fetuses from pregnancy terminations attributable to severe fetal anomaly
	Age at the end of pregnancy, parity, year of pregnancy ending, smoking during pregnancy, purchase of other reimbursed psychiatric drugs during the first trimester, and maternal prepregnancy diabetes.

	Kornum 2010, Northern Denmark (Europe) [42]
	1991-2007
	The Danish Medical Birth Registry, the National Registry of Patients
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline, Escitalopram
	Cardiac malformations (1429), Septal heart defect, 216042
	ICD-10 
and 
ICD-8 codes
	Live births
	Maternal smoking status, maternal age, birth order, and birth year.

	Pedersen 2010, United Kingdom (Europe)*[41]
	1993-2008
	The Health Improvement Network
	SSRIs
	Congenital cardiac abnormalities
	Not reported
	Live singleton births
	Maternal age, diabetes, calendar period, smoking and alcohol consumption.

	Merlob 2009, Israel (Other regions) [44]
	2000-2007
	Rabin Medical Center and Schneider Children’s Medical Center of Israel affiliated with The European Network Teratology Information Services, the International Clearinghouse for Birth Defects Surveillance and Research 
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline 
	Congenital heart malformation (1091), 67871
	Not reported
	Only in-born deliveries
	Not reported

	Pedersen 2009, Denmark (Europe) [43]
	1996-2003
	The medical birth registry, the national register of medicinal product statistics, the fertility database, the national hospital register
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline
	Major birth defects (15573), Major cardiac malformations (4004), Septal heart defects (2327), Cleft lip with or without cleft palate (709), Cleft palate (302), Craniosynostosis (372), 496881
	ICD-10 codes
and 
EUBOCAT
	Singleton liveborn children
	Age, calendar year, income, marriage status, tobacco smoking.

	Einarson 2009, Canada (North America) [60]
	Not reported
	Teratology Information Services
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline, Fluvoxamine
	Major malformation (44), 1856
	Not reported
	Live-born infants
	Not reported

	Diav-Citrin 2008, Israel, Italy, Germany (Other regions) [45]
	1994-2005
	The Israeli Teratology Information Service 
	Fluoxetine
	Major anomalies (46), Cardiovascular anomalies (15), 2191
	Major anomalies were defined as structural abnormalities that have serious medical, surgical or cosmetic consequences.
	Live-born infants, miscarriage, stillbirth, elective termination of pregnancy
	Maternal age, smoking.

	
	
	
	Paroxetine
	Major anomalies (52), Cardiovascular anomalies (15), 2191
	
	
	

	Einarson 2008, Canada (North America) [66]
	Not reported
	Teratology Information Services, and previously published cases from database studies
	Paroxetine
	Cardiac malformations
	Not reported
	Live births
	Not reported

	Oberlander 2008, Canada (North America) [61]
	1998-2001
	British Columbia registry of births, hospital separation records, the PharmaCare registry, the Medical Services Plan, PharmaNet 
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline, Fluvoxamine
	MCAs (3444), Cardiovascular congenital defects (529), ASD (81), VSD (225), 119547
	ICD-9 codes
	Live births
	Not available

	Kallen 2007, Sweden (Europe) [46]
	1995-2004
	The Swedish Medical Birth Register, the Register of Congenital Malformations, the Hospital Discharge Register
	SSRIs, Fluoxetine, Citalopram, Paroxetine, Sertraline, Escitalopram, Fluvoxamine
	Any cardiac defect (11445), VSD and/or ASD (7213), Central nervous system malformation (5347), Neural tube defect (709), Eye malformations (1094), Severe ear malformations (2147), Cystic kidneys (424), Orofacial cleft (2386), Abdominal wall defects (319), Limb-reduction defects (673), Craniosynostosis (618), Hypospadias (3188), 880431
	ICD codes
	Not reported
	Year of birth, maternal age, parity, smoking, and ≥3 previous miscarriages.

	Davis 2007, United Kingdom (North America) [56]
	1996-2000
	The HMO Research Network’s CERTs program
	SSRIs, Paroxetine
	Bulbus cordis anomalies and anomalies of cardiac septal closure (682), Other congenital anomalies of heart (506), Eye (649), Ear, face, and neck (211), Spina bifida (424), Other congenital anomalies of nervous system (139), Congenital anomaly of genital organs (1168), Congenital anomaly of urinary system (470), Respiratory system (257), Cleft palate and cleft lip (93), Other congenital anomalies of upper alimentary tract (424), Other congenital anomalies of digestive system (139), Certain congenital musculoskeletal deformities (1259), Other congenital musculoskeletal anomalies (681), Other congenital anomalies of limbs (839), 87407
	ICD-9 codes
	Fullterm infants
	Health system, maternal age, and birth season.

	Vial 2006, France (Europe) [47]
	1994-2005
	Teratology Information Services
	Paroxetine
	Major malformation (22), 1166
	Not reported
	Spontaneous abortion, voluntary abortion, medical abortion, and medical abortion 
	Not reported

	Chambers 1996, California (North America) [57]
	1989-1995
	The California Teratogen Information Service
	Fluoxetine
	Major malformations (12), 482
	The presence or absence of any major anomaly, defined as a structural defect occurring in less than 4 percent of the general population that has cosmetic or functional importance.
	Live-born infant, spontaneous abortion, stillbirth, ectopic pregnancy, therapeutic abortion
	Not reported

	  Abbreviations: ASD, Atrial septal defects; CHD, Congenital heart defects; EUBOCAT, European Surveillance of Congenital Anomalies; ICD-8, International Classification of Diseases, Eighth Revision; ICD-9, International Classification of Diseases, Ninth Revision; ICD-9-CM codes, International Classification of Diseases, Ninth Revision, Clinical Modification; ICD-10, International Classification of Diseases, Tenth Revision; MCAs, Major congenital anomalies; SSRIs, Selective serotonin reuptake inhibitors; VSD, Ventricular septal defects.

*Studies restricted the cohort to women with a psychiatric diagnosis (usually depression and anxiety).
†Studies had two analyses: a) restricted the cohort to women with a psychiatric diagnosis (usually depression and anxiety), and b) women in the general population.


	Table S3. Risk of bias of included reports from cohort studies as assessed with the Newcastle-Ottawa Scale*

	First author, year
	Selection (4)
	Comparability (2) †
	Outcome (3)
	Total (9)
	Comments

	Berard 2017 [2]

	4
	1
	3
	8
	Did not control for smoking and/or alcohol using; outcomes ascertained through record linkage

	Nishigori 2017 [30]
	4
	2
	1
	7
	Data from Outcomes ascertained through self-report questionnaire

	Pedersen 2016 [32]
	4
	2
	3
	9
	Data from one of the largest primary care databases in UK

	Jordan 2016 [31]
 
	4
	0
	3
	7
	Did not control for maternal age, smoking and/or alcohol using; outcomes ascertained through record linkage

	Berard 2015 [64]

	4
	1
	3
	8
	Did not control for smoking and/or alcohol using; outcomes ascertained through record linkage

	Furu 2015 [34]

	4
	2
	3
	9
	Outcomes ascertained through record linkage; outcomes ascertained through record linkage

	Malm 2015 [33]

	4
	2
	3
	9
	Outcomes ascertained through record linkage; outcomes ascertained through record linkage

	Ban 2014 [72]

	4
	2
	3
	9
	Outcomes ascertained through record linkage; outcomes ascertained through record linkage

	Huybrecht 2014 [55]

	4
	0‡
	3
	7
	Did not control for maternal age, smoking and/or alcohol using; outcomes ascertained through record linkage

	Knudsen 2014 [35]

	4
	1
	3
	8
	Did not control for smoking and/or alcohol using; outcomes ascertained through record linkage

	Margulis 2013 [36]
	4
	2
	3
	9
	Outcomes ascertained through electronic medical records

	Vasilakis-Scaramozza 2013 [58]
	4
	2
	3
	9
	Outcomes ascertained through clinical records

	Jimenez-Solem 2012 [37]
	4
	2
	3
	9
	Outcomes ascertained through record linkage

	Nordeng 2012 [38]
	4
	1
	3
	8
	Did not control for smoking and/or alcohol using

	Klieger-Grossmann 2012 [59]
	3
	0
	1
	4
	Cohort (n=5 of 452) based on Teratogen Information Service studies; did not control for maternal age, smoking and/or alcohol using; outcomes ascertained through self-report

	Colvin 2011 [40]
	4
	0
	3
	7
	Did not control for maternal age, smoking and/or alcohol using

	Malm 2011 [39]
	4
	2
	3
	9
	Outcomes ascertained through record linkage

	Kornum 2010 [42]
	4
	2
	3
	9
	Outcomes ascertained through record linkage

	Pedersen 2010 [41]
	4
	2
	3
	9
	Outcomes ascertained through record linkage

	Merlob 2009 [44]
	4
	0
	3
	7
	Did not control for maternal age, smoking and/or alcohol using

	Pedersen 2009 [43]
	4
	2
	3
	9
	Outcomes ascertained through record linkage

	Einarson 2009 [60]
	3
	0
	1
	4
	Cohort based on Teratogen Information Service studies; outcomes ascertained through self-report; did not control for maternal age, smoking and/or alcohol using

	Oberlander 2008 [61]
	4
	0
	3
	7
	Did not control for maternal age, smoking and/or alcohol using

	Einarson 2008 [66]
	3
	0
	1
	4
	Cohort based on Teratogen Information Service studies and previously published cases from database studies; did not control for maternal age, smoking and/or alcohol using; outcomes ascertained through self-report

	Diav-Citrin 2008 [45]
	3
	2
	2
	7
	Cohort based on Teratogen Information Service studies; did not control for maternal age, smoking and/or alcohol using; outcomes ascertained through self-report

	Kallen 2007 [46]
	4
	2
	3
	9
	Outcomes ascertained through record linkage

	Davis 2007 [56]
	4
	1
	3
	8
	Did not control for smoking and/or alcohol using

	Vial 2006 [47]
	3
	0
	1
	4
	Cohort (n=22 of 1166) based on Teratogen Information Service studies; did not control for maternal age, smoking and/or alcohol using; outcomes ascertained through self-report

	Chambers 1996 [57]
	3
	0
	2
	5
	Cohort (n=12 of 482) based on Teratogen Information Service studies; did not control for maternal age, smoking and/or alcohol using

	* A study could be awarded a maximum of one star for each item except for the item Control for important factor or additional factor. 
† A maximum of 2 stars could be awarded for this item. Studies that controlled for maternal age received one star, whereas studies that controlled for other important confounders such as smoking and/or alcohol using received an additional star.
‡ 1 star could be awarded for this item in the psychiatric diagnosis controlled analyses.


	Table S4. Exposure to SSRIs during the first trimester of pregnancy and risk of congenital malformations in infants: results of meta-analyses.

	
	SSRIs

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P-value

	Major congenital anomalies
	9
	1.11 (1.03 to 1.19)
	38.4 
	0.11 

	CHD
	18
	1.24 (1.11 to 1.37)
	59.0 
	0.001

	Septal defects
	6
	1.38 (1.00 to 1.91) 
	67.4 
	0.009

	ASD
	7
	1.83 (1.22 to 2.73)
	72.0 
	0.002

	VSD
	8
	1.10 (0.94 to 1.29)
	36.2 
	0.14

	RVOTD
	4
	1.38 (1.09 to 1.75)
	33.0 
	0.21

	LVOTD
	3
	1.08 (0.81 to 1.44)
	0.0 
	0.89

	Severe CHD
	2
	2.28 (0.88 to 5.94)
	78.3 
	0.03

	Nervous system
	7
	1.09 (0.87 to 1.36)
	0.0 
	0.68

	Neural tube defects
	4
	1.49 (1.05 to 2.10)
	0.0 
	0.43

	Eye
	6
	1.09 (0.85 to 1.40)
	0.0 
	0.83

	Ear, face and neck
	5
	1.06 (0.64 to 1.76)
	36.4 
	0.18

	Respiratory system
	5
	1.14 (0.66 to 1.99)
	48.3 
	0.10

	Orofacial cleft
	5
	1.02 (0.78 to 1.34)
	0.0 
	0.65

	Cleft lip with or without cleft palate
	3
	0.94 (0.57 to 1.55)
	0.0 
	0.37

	Cleft palate 
	3
	1.18 (0.76 to 1.81)
	0.0 
	0.42

	Digestive system
	5
	1.23 (0.94 to 1.60)
	23.5 
	0.27

	Urogenital system
	3
	1.30 (0.80 to 2.11)
	74.1 
	0.02

	Urinary system
	6
	1.17 (0.97 to 1.42)
	0.0 
	0.83

	Cystic kidney disease
	3
	2.96 (1.87 to 4.70)
	0.0 
	0.81

	Genital system
	5
	0.90 (0.67 to 1.21)
	47.4 
	0.11

	Hypospadias
	3
	1.19 (0.93 to 1.51)
	0.0 
	0.88

	Musculoskeletal system
	5
	0.88 (0.74 to 1.04)
	0.0 
	0.48

	Craniosynostosis
	5
	1.05 (0.75 to 1.48)
	0.0 
	0.75

	Limb
	8
	1.00 (0.82 to 1.21)
	19.6 
	0.27

	Clubfoot
	2
	1.30 (1.06 to 1.61)
	0.0 
	0.65

	Abdominal wall defects
	5
	1.81 (1.22 to 2.68)
	0.0 
	0.86

	Omphalocele
	3
	1.73 (1.03 to 2.89)
	0.0 
	0.73

	Gastroschisis
	2
	1.89 (1.19 to 3.00)
	0.0 
	0.56

	  Abbreviations: ASD, Atrial septal defects; CHD, Congenital heart defects; CI, Confidence interval; LVOTD, Left ventricular outflow tract defects; RR, Relative risk; RVOTD, Right ventricular outflow tract defects; SSRIs, Selective serotonin reuptake inhibitors; VSD, Ventricular septal defects.


	Table S5. Exposure to citalopram during the first trimester of pregnancy and risk of congenital malformations in infants: results of meta-analyses.

	
	Citalopram

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P-value

	Major congenital anomalies
	8
	1.20 (1.09 to 1.31)
	13.4 
	0.33

	CHD
	11
	1.24 (1.02 to 1.51)
	52.5 
	0.02

	Septal defects
	4
	1.81 (1.22 to 2.68)
	0.0 
	0.55 

	ASD
	4
	1.31 (0.61 to 2.80)
	68.3 
	0.02

	VSD
	4
	1.18 (0.91 to 1.52)
	0.0 
	0.71

	RVOTD
	2
	1.59 (1.08 to 2.35)
	0.0 
	0.54

	LVOTD
	2
	1.50 (0.98 to 2.30)
	0.0 
	0.66

	Severe CHD
	1
	2.09 (1.25 to 3.50)
	-
	-

	Nervous system
	4
	1.16 (0.74 to 1.83)
	0.0 
	0.97

	Neural tube defects
	2
	1.64 (0.66 to 4.08)
	56.3 
	0.13

	Eye
	4
	2.00 (1.13 to 3.54)
	0.0 
	0.55

	Ear, face and neck
	1
	2.18 (0.81 to 5.88)
	-
	-

	Respiratory system
	3
	0.70 (0.29 to 1.68)
	0.0 
	0.69

	Orofacial cleft
	3
	1.14 (0.64 to 2.01)
	0.0 
	0.47

	Cleft lip with or without cleft palate
	2
	0.65 (0.27 to 1.57)
	0.0 
	0.93

	Cleft palate 
	2
	0.87 (0.40 to 1.96)
	0.0 
	0.95

	Digestive system
	4
	1.59 (0.93 to 2.73)
	45.5 
	0.14

	Urogenital system
	2
	0.84 (0.55 to 1.29)
	0.0 
	0.64

	Urinary system
	4
	1.72 (1.27 to 2.33)
	0.0 
	0.72

	Cystic kidney disease
	-
	-
	-
	-

	Genital system
	3
	0.98 (0.49 to 1.98)
	52.6 
	0.12

	Hypospadias
	2
	1.87 (1.23 to 2.83)
	0.0 
	0.43

	Musculoskeletal system
	4
	1.05 (0.77 to 1.42)
	0.0 
	0.98

	Craniosynostosis
	3
	1.08 (0.58 to 2.03)
	0.0 
	0.88

	Limb
	5
	1.20 (0.94 to 1.54)
	5.6 
	0.38

	Clubfoot
	2
	1.35 (0.86 to 2.14)
	24.8 
	0.25

	Abdominal wall defects
	2
	1.41 (0.53 to 3.80)
	0.0 
	0.50 

	Omphalocele
	-
	-
	-
	-

	Gastroschisis
	1
	1.56 (0.39 to 6.27)
	-
	-

	  Abbreviations: ASD, Atrial septal defects; CHD, Congenital heart defects; CI, Confidence interval; LVOTD, Left ventricular outflow tract defects; RR, Relative risk; RVOTD, Right ventricular outflow tract defects; VSD, Ventricular septal defects.


	Table S6. Exposure to fluoxetine during the first trimester of pregnancy and risk of congenital malformations in infants: results of meta-analyses.

	
	Fluoxetine

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P-value

	Major congenital anomalies
	11
	1.17 (1.07 to 1.28)
	0.0 
	0.50 

	CHD
	14
	1.30 (1.12 to 1.53)
	29.3 
	0.14 

	Septal defects
	4
	1.65 (1.02 to 2.67)
	0.0 
	0.99 

	ASD
	4
	1.62 (0.90 to 2.92)
	33.7 
	0.21 

	VSD
	5
	1.12 (0.77 to 1.63)
	42.1 
	0.14 

	RVOTD
	3
	1.63 (1.11 to 2.41)
	18.0 
	0.30 

	LVOTD
	2
	0.85 (0.41 to 1.78)
	0.0 
	0.56 

	Severe CHD
	1
	1.72 (0.85 to 3.48)
	-
	-

	Nervous system
	3
	1.37 (0.83 to 2.25)
	0.0 
	0.53

	Neural tube defects
	3
	2.28 (1.28 to 4.06)
	0.0 
	0.76

	Eye
	4
	1.77 (0.91 to 3.42)
	0.0 
	0.42

	Ear, face and neck
	2
	3.45 (1.28 to 9.29)
	0.0 
	0.41

	Respiratory system
	3
	1.39 (0.69 to 2.78)
	0.0 
	0.67

	Orofacial cleft
	3
	1.03 (0.45 to 2.37)
	27.8 
	0.25

	Cleft lip with or without cleft palate
	2
	0.61 (0.20 to 1.90)
	0.0 
	0.77

	Cleft palate 
	1
	1.03 (0.33 to 3.23)
	-
	-

	Digestive system
	4
	1.49 (0.83 to 2.65)
	24.9 
	0.26

	Urogenital system
	2
	1.38 (0.87 to 2.18)
	0.0 
	0.79

	Urinary system
	3
	1.42 (0.95 to 2.13) 
	0.0 
	0.65

	Cystic kidney disease
	-
	-
	-
	-

	Genital system
	3
	0.73 (0.34 to 1.57)
	38.4 
	0.20

	Hypospadias
	2
	0.90 (0.31 to 2.64)
	68.4 
	0.08

	Musculoskeletal system
	4
	0.82 (0.54 to 1.22)
	0.0 
	0.73

	Craniosynostosis
	1
	1.12 (0.15 to 8.26)
	-
	-

	Limb
	5
	1.04 (0.69 to 1.57)
	39.0 
	0.16

	Clubfoot
	2
	0.98 (0.57 to 1.68)
	0.0 
	0.51

	Abdominal wall defects
	2
	1.56 (0.58 to 4.21)
	0.0 
	0.72

	Omphalocele
	2
	2.42 (0.60 to 9.82)
	28.6 
	0.24

	Gastroschisis
	1
	1.21 (0.17 to 8.62)
	-
	-

	  Abbreviations: ASD, Atrial septal defects; CHD, Congenital heart defects; CI, Confidence interval; LVOTD, Left ventricular outflow tract defects; RR, Relative risk; RVOTD, Right ventricular outflow tract defects; VSD, Ventricular septal defects.


	Table S7. Exposure to paroxetine during the first trimester of pregnancy and risk of congenital malformations in infants: results of meta-analyses.

	
	Paroxetine 

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P-value

	Major congenital anomalies
	11
	1.18 (1.05 to 1.32)
	0.0 
	0.64 

	CHD
	16
	1.35 (1.19 to 1.53)
	0.0 
	0.71 

	Septal defects
	4
	1.58 (0.90 to 2.78)
	0.0 
	0.68 

	ASD
	4
	2.06 (0.92 to 4.60)
	41.1 
	0.17 

	VSD
	5
	1.37 (0.90 to 2.08)
	48.2 
	0.10 

	RVOTD
	3
	2.15 (1.04 to 4.44)
	67.0 
	0.049 

	LVOTD
	-
	-
	-
	-

	Severe CHD
	1
	1.59 (0.51 to 4.95)
	-
	-

	Nervous system
	2
	0.61 (0.16 to 2.38)
	0.0 
	0.35 

	Neural tube defects
	1
	2.11 (0.53 to 8.43)
	-
	-

	Eye
	3
	2.26 (1.26 to 4.04)
	0.0 
	0.53 

	Ear, face and neck
	2
	3.29 (0.53 to 20.30)
	41.2 
	0.19 

	Respiratory system
	4
	1.81 (0.75 to 4.39)
	0.0 
	0.51 

	Orofacial cleft
	2
	1.32 (0.23 to 7.52)
	35.9 
	0.21 

	Cleft lip with or without cleft palate
	2
	0.87 (0.22 to 3.49)
	0.0 
	0.96 

	Cleft palate 
	2
	2.82 (1.26 to 6.32)
	0.0 
	0.83 

	Digestive system
	4
	1.11 (0.54 to 2.29)
	7.4 
	0.36 

	Urogenital system
	2
	1.30 (0.80 to 2.09)
	0.0 
	0.55 

	Urinary system
	3
	1.22 (0.67 to 2.20)
	0.0 
	0.73 

	Cystic kidney disease
	1
	5.35 (1.31 to 21.89)
	-
	-

	Genital system
	4
	1.29 (0.56 to 2.98)
	68.7 
	0.02 

	Hypospadias
	1
	1.52 (0.57 to 4.06)
	-
	-

	Musculoskeletal system
	5
	0.83 (0.54 to 1.26)
	0.0 
	0.65 

	Craniosynostosis
	2
	2.99 (0.74 to 12.04)
	0.0 
	0.65 

	Limb
	4
	0.87 (0.53 to 1.42)
	0.0 
	0.98 

	Clubfoot
	1
	0.64 (0.09 to 4.55)
	-
	-

	Abdominal wall defects
	1
	1.72 (0.24 to 12.29)
	-
	-

	Omphalocele
	1
	1.83 (0.25 to 13.32)
	-
	-

	Gastroschisis
	-
	-
	-
	-

	  Abbreviations: ASD, Atrial septal defects; CHD, Congenital heart defects; CI, Confidence interval; LVOTD, Left ventricular outflow tract defects; RR, Relative risk; RVOTD, Right ventricular outflow tract defects; VSD, Ventricular septal defects.


	Table S8. Exposure to sertraline during the first trimester of pregnancy and risk of congenital malformations in infants: results of meta-analyses.

	
	Sertraline

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P-value

	Major congenital anomalies
	9
	1.10 (0.99 to 1.22)
	0.0 
	0.69 

	CHD
	13
	1.42 (1.12 to 1.80)
	63.9 
	0.001

	Septal defects
	4
	2.69 (1.76 to 4.10)
	16.8 
	0.31 

	ASD
	4
	2.07 (1.26 to 3.39)
	0.0 
	0.54

	VSD
	5
	1.21 (0.65 to 2.22)
	72.6 
	0.01

	RVOTD
	2
	1.18 (0.82 to 1.68)
	0.0 
	0.41

	LVOTD
	1
	0.82 (0.37 to 1.83)
	-
	-

	Severe CHD
	1
	2.12 (0.88 to 5.11)
	-
	-

	Nervous system
	4
	1.27 (0.68 to 2.38)
	0.0 
	0.93

	Neural tube defects
	1
	1.77 (0.43 to 7.25)
	-
	-

	Eye
	2
	1.13 (0.28 to 4.52)
	0.0 
	0.92

	Ear, face and neck
	3
	2.79 (0.54 to 14.35)
	61.7 
	0.07

	Respiratory system
	4
	2.65 (1.32 to 5.32)
	0.0 
	0.45

	Orofacial cleft
	3
	1.41 (0.63 to 3.15)
	0.0 
	0.77

	Cleft lip with or without cleft palate
	2
	1.20 (0.39 to 3.73)
	0.0 
	0.83

	Cleft palate 
	1
	1.42 (0.35 to 5.76)
	-
	-

	Digestive system
	4
	1.27 (0.72 to 2.24)
	0.0 
	0.67

	Urogenital system
	2
	1.26 (0.82 to 1.92)
	0.0 
	0.93

	Urinary system
	1
	3.36 (0.82 to 13.77)
	-
	-

	Cystic kidney disease
	4
	1.07 (0.62 to 1.85)
	0.0 
	0.61

	Genital system
	3
	0.87 (0.38 to 1.99)
	20.4 
	0.29

	Hypospadias
	1
	1.59 (0.66 to 3.83)
	-
	-

	Musculoskeletal system
	4
	0.92 (0.58 to 1.44)
	0.0 
	0.59

	Craniosynostosis
	3
	1.58 (0.78 to 3.17)
	0.0 
	0.64

	Limb
	4
	1.42 (1.03 to 1.95)
	0.0 
	0.54

	Clubfoot
	2
	1.72 (1.11 to 2.65)
	0.0 
	0.77

	Abdominal wall defects
	2
	2.53 (0.63 to 10.24)
	0.0 
	0.36

	Omphalocele
	-
	-
	-
	-

	Gastroschisis
	2
	1.12 (0.50 to 2.52)
	0.0 
	0.44

	  Abbreviations: ASD, Atrial septal defects; CHD, Congenital heart defects; CI, Confidence interval; LVOTD, Left ventricular outflow tract defects; RR, Relative risk; RVOTD, Right ventricular outflow tract defects; VSD, Ventricular septal defects.


	Table S9. Exposure to escitalopram during the first trimester of pregnancy and risk of congenital malformations in infants: results of meta-analyses.

	
	Escitalopram

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P-value

	Major congenital anomalies
	5
	0.87 (0.73 to 1.04)
	0.0 
	0.93 

	CHD
	6
	0.87 (0.69 to 1.10)
	0.0 
	0.46 

	Septal defects
	2
	2.15 (0.59 to 7.86)
	41.2
	0.19 

	ASD
	2
	1.43 (0.79 to 2.59)
	0.0 
	0.72 

	VSD
	2
	1.04 (0.56 to 1.93)
	45.2 
	0.18 

	RVOTD
	-
	-
	-
	-

	LVOTD
	1
	2.21 (0.31 to 15.86)
	-
	-

	Severe CHD
	1
	0.55 (0.18 to 1.70)
	-
	-

	Nervous system
	2
	2.35 (0.59 to 9.41)
	0.0 
	0.95 

	Neural tube defects
	1
	1.48 (0.55 to 3.97)
	-
	-

	Eye
	2
	1.27 (0.21 to 7.58)
	36.2 
	0.21 

	Ear, face and neck
	1
	2.70 (0.67 to 10.90)
	-
	-

	Respiratory system
	1
	2.66 (0.37 to 19.07)
	-
	-

	Orofacial cleft
	1
	1.61 (0.83 to 3.11)
	-
	-

	Cleft lip with or without cleft palate
	1
	1.67 (0.75 to 3.72)
	-
	-

	Cleft palate 
	1
	1.05 (0.26 to 4.23)
	-
	-

	Digestive system
	-
	-
	-
	-

	Urogenital system
	1
	0.37 (0.05 to 2.70)
	-
	-

	Urinary system
	1
	0.73 (0.35 to 1.53)
	-
	-

	Cystic kidney disease
	-
	-
	-
	-

	Genital system
	2
	0.93 (0.23 to 3.76)
	0.0 
	0.83 

	Hypospadias
	1
	0.99 (0.47 to 2.08)
	-
	-

	Musculoskeletal system
	1
	1.36 (0.19 to 9.74)
	-
	-

	Craniosynostosis
	2
	1.33 (0.63 to 2.82)
	0.0 
	0.59 

	Limb
	3
	0.90 (0.25 to 3.23)
	58.2 
	0.09 

	Clubfoot
	1
	2.18 (1.16 to 4.08)
	-
	-

	Abdominal wall defects
	1
	3.52 (1.56 to 7.93)
	-
	-

	Omphalocele
	1
	1.68 (0.23 to 12.17)
	-
	-

	Gastroschisis
	1
	3.95 (1.46 to 10.68)
	-
	-

	  Abbreviations: ASD, Atrial septal defects; CHD, Congenital heart defects; CI, Confidence interval; LVOTD, Left ventricular outflow tract defects; RR, Relative risk; RVOTD, Right ventricular outflow tract defects; VSD, Ventricular septal defects.


	Table S10. Exposure to fluvoxamine during the first trimester of pregnancy and risk of congenital malformations in infants: results of meta-analyses.

	
	Fluvoxamine

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P-value

	Major congenital anomalies
	4
	0.77 (0.49 to 1.21)
	0.0 
	0.79

	Congenital heart defects
	1
	0.56 (0.14 to 2.25)
	-
	-

	VSD
	1
	0.42 (0.06 to 3.00)
	-
	-

	Nervous system
	1
	2.34 (0.58 to 9.49)
	-
	-

	Neural tube defects
	1
	2.86 (0.39 to 20.73)
	-
	-

	Digestive system
	1
	1.35 (0.19 to 9.64)
	-
	-

	Musculoskeletal system
	1
	0.79 (0.20 to 3.19)
	-
	-

	  Abbreviations: CI, Confidence interval; RR, Relative risk; VSD, Ventricular septal defects.


	Table S11. Subgroup analysis of SSRIs and risk of congenital malformations in infants: results of meta-analyses.

	
	SSRIs

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P*
	P**

	Major congenital anomalies
	9
	1.11 (1.03 to 1.19)
	38.4 
	0.11 
	

	Study quality
	
	
	
	
	0.48 

	
	High risk
	1
	1.39 (0.78 to 2.49)
	-
	-
	

	
	Low risk
	8
	1.11 (1.03 to 1.19)
	43.7 
	0.09 
	

	Geographic location
	
	
	
	
	0.38 

	
	Europe
	6
	1.13 (1.05 to 1.22)
	41.2 
	0.13 
	

	
	Northern America
	2
	1.03 (0.71 to 1.50)
	43.3 
	0.18 
	

	
	Others
	1
	1.05 (0.87 to 1.27)
	-
	-
	

	Adjustment for confounders
	
	
	
	
	

	
	Age
	
	
	
	
	0.27 

	
	Yes
	6
	1.13 (1.05 to 1.22)
	41.2 
	0.13 
	

	
	No
	3
	1.01 (0.87 to 1.17)
	7.0 
	0.34 
	

	
	Socioeconomic status
	
	
	
	
	0.36 

	
	Yes
	3
	1.17 (0.96 to 1.43)
	73.1 
	0.02 
	

	
	No
	6
	1.10 (1.05 to 1.16)
	0.0 
	0.49 
	

	
	Smoking or alcohol drinking
	
	
	
	
	0.27 

	
	Yes
	5
	1.14 (1.05 to 1.23)
	52.8 
	0.08 
	

	
	No
	4
	1.01 (0.88 to 1.16)
	0.0 
	0.53 
	

	
	Pregnancy BMI
	
	
	
	
	0.36 

	
	Yes
	2
	1.01 (0.88 to 1.16)
	0.0 
	0.85 
	

	
	No
	7
	1.13 (1.04 to 1.22)
	44.3 
	0.10 
	

	
	Pregnancy complications
	
	
	
	
	0.55 

	
	Yes
	3
	1.10 (1.04 to 1.17)
	7.8 
	0.34 
	

	
	No
	6
	1.14 (0.98 to 1.32)
	49.5 
	0.08 
	

	
	Parity
	
	
	
	
	0.15 

	
	Yes
	4
	1.16 (1.06 to 1.27)
	46.8 
	0.13 
	

	
	No
	5
	1.03 (0.94 to 1.13)
	0.0 
	0.48 
	

	Congenital heart defects
	18
	1.24 (1.11 to 1.37)
	59.0 
	0.001
	

	Study quality
	
	
	
	
	-

	
	High risk
	-
	-
	-
	-
	

	
	Low risk
	18
	1.24 (1.11 to 1.37)
	59.0 
	0.01
	

	Geographic location
	
	
	
	
	0.25

	
	Europe
	13
	1.21 (1.06 to 1.38)
	64.4 
	0.001 
	

	
	Northern America
	3
	1.24 (1.13 to 1.36)
	0.0 
	0.41 
	

	
	Others
	2
	1.71 (1.23 to 2.37)
	0.0 
	0.45 
	

	Adjustment for confounders
	
	
	
	
	

	Age
	
	
	
	
	0.84

	
	Yes
	12
	1.23 (1.07 to 1.42)
	65.4 
	0.001 
	

	
	No
	6
	1.24 (1.05 to 1.47)
	47.1 
	0.09 
	

	Socioeconomic status
	
	
	
	
	0.47

	
	Yes
	5
	1.30 (0.95 to 1.78)
	75.7 
	0.002 
	

	
	No
	13
	1.18 (1.08 to 1.29)
	38.8 
	0.08 
	

	Smoking or alcohol drinking
	
	
	
	
	0.87

	
	Yes
	9
	1.23 (1.05 to 1.45)
	72.6 
	<0.001
	

	
	No
	9
	1.23 (1.07 to 1.43)
	33.7 
	0.15 
	

	Pregnancy BMI
	
	
	
	
	0.48

	
	Yes
	2
	1.12 (0.90 to 1.38)
	0.0 
	0.70 
	

	
	No
	16
	1.26 (1.12 to 1.41)
	63.3 
	<0.001
	

	Pregnancy complications
	
	
	
	
	0.15

	
	Yes
	5
	1.13 (1.05 to 1.22)
	0.0 
	0.94 
	

	
	No
	13
	1.33 (1.14 to 1.56)
	66.7 
	<0.001
	

	Parity
	
	
	
	
	0.57

	
	Yes
	6
	1.31 (1.05 to 1.63)
	82.0 
	<0.001
	

	　
	No
	12
	1.19 (1.08 to 1.32)
	19.8 
	0.25 
	　

	Abbreviations: BMI, body mass index; CI, confidence interval; RR, relative risk; SSRIs, Selective serotonin reuptake inhibitors.
*P for heterogeneity within each subgroup.
**P for heterogeneity between subgroups with meta-regression analysis.


	Table S12. Subgroup analysis of citalopram and risk of congenital malformations in infants: results of meta-analyses.

	
	Citalopram

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P*
	P**

	Major congenital anomalies
	8
	1.20 (1.09 to 1.31)
	13.4 
	0.33
	

	Study quality
	
	
	
	
	0.49 

	
	High risk
	1
	1.61 (0.74 to 3.51)
	-
	-
	

	
	Low risk
	7
	1.19 (1.08 to 1.31)
	20.1 
	0.28 
	

	Geographic location
	
	
	
	
	0.69 

	
	Europe
	5
	1.18 (1.04 to 1.35)
	45.9 
	0.12 
	

	
	Northern America
	2
	1.46 (0.80 to 2.68)
	0.0 
	0.70 
	

	
	Others
	1
	1.25 (0.91 to 1.72)
	-
	-
	

	Adjustment for confounders
	
	
	
	
	

	
	Age
	
	
	
	
	0.60 

	
	Yes
	5
	1.18 (1.04 to 1.35)
	45.9 
	0.12 
	

	
	No
	3
	1.29 (0.97 to 1.72) 
	0.0 
	0.84 
	

	
	Socioeconomic status
	
	
	
	
	0.48 

	
	Yes
	3
	1.24 (0.95 to1.63)
	54.3 
	0.11 
	

	
	No
	5
	1.17 (1.07 to 1.27)
	0.0 
	0.65 
	

	
	Smoking or alcohol drinking
	
	
	
	
	0.60 

	
	Yes
	5
	1.18 (1.04 to 1.35)
	45.9 
	0.12 
	

	
	No
	3
	1.29 (0.97 to 1.72) 
	0.0 
	0.84 
	

	
	Pregnancy BMI
	
	
	
	
	0.48 

	
	Yes
	1
	1.06 (0.80 to 1.40)
	-
	-
	

	
	No
	7
	1.21 (1.09 to 1.35)
	18.3 
	0.29 
	

	
	Pregnancy complications
	
	
	
	
	0.10 

	
	Yes
	3
	1.15 (1.05 to 1.25)
	0.0 
	0.39 
	

	
	No
	5
	1.39 (1.18 to 1.64)
	0.0 
	0.72 
	

	
	Parity
	
	
	
	
	0.77 

	
	Yes
	3
	1.22 (1.03 to 1.45)
	69.5 
	0.04 
	

	
	No
	5
	1.16 (0.96 to1.39)
	0.0 
	0.84 
	

	Congenital heart defects
	11
	1.24 (1.02 to 1.51)
	52.5 
	0.02 
	

	Study quality
	
	
	
	
	-

	
	High risk
	-
	-
	-
	-
	

	
	Low risk
	11
	1.24 (1.02 to 1.51)
	52.5 
	0.02 
	

	Geographic location
	
	
	
	
	0.29 

	
	Europe
	8
	1.16 (0.98 to 1.38)
	41.1 
	0.10 
	

	
	Northern America
	1
	6.23 (2.04 to 19.03)
	-
	-
	

	
	Others
	2
	1.48 (0.77 to 2.85)
	0.0 
	0.98 
	

	Adjustment for confounders
	
	
	
	
	

	Age
	
	
	
	
	0.41 

	
	Yes
	7
	1.18 (0.97 to 1.45)
	48.9 
	0.07 
	

	
	No
	4
	1.76 (0.87 to 3.54)
	66.4 
	0.03 
	

	Socioeconomic status
	
	
	
	
	0.12 

	
	Yes
	3
	1.56 (1.09 to 2.23)
	31.9 
	0.23 
	

	
	No
	8
	1.14 (0.92 to 1.40)
	45.9 
	0.07 
	

	Smoking or alcohol drinking
	
	
	
	
	0.41 

	
	Yes
	7
	1.18 (0.97 to 1.45)
	48.9 
	0.07 
	

	
	No
	4
	1.76 (0.87 to 3.54)
	66.4 
	0.03 
	

	Pregnancy BMI
	
	
	
	
	0.78 

	
	Yes
	1
	1.13 (0.70 to 1.82)
	-
	-
	

	
	No
	10
	1.26 (1.02 to 1.57)
	57.2 
	0.01 
	

	Pregnancy complications
	
	
	
	
	0.42 

	
	Yes
	3
	1.13 (0.99 to 1.29)
	0.0 
	0.89 
	

	
	No
	8
	1.43 (1.00 to 2.04)
	64.4 
	0.01 
	

	Parity
	
	
	
	
	0.42 

	
	Yes
	5
	1.16 (0.91 to 1.48)
	62.7 
	0.03 
	

	　
	No
	6
	1.47 (1.00 to 2.16)
	48.7 
	0.08 
	　

	Abbreviations: BMI, body mass index; CI, confidence interval; RR, relative risk.
*P for heterogeneity within each subgroup.
**P for heterogeneity between subgroups with meta-regression analysis.


	Table S13. Subgroup analysis of fluoxetine and risk of congenital malformations in infants: results of meta-analyses.

	
	Fluoxetine

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P*
	P**

	Major congenital anomalies
	11
	1.17 (1.07 to 1.28)
	0.0 
	0.57 
	

	Study quality
	
	
	
	
	0.13 

	
	High risk
	3
	1.77 (1.07 to 2.92)
	0.0 
	0.89 
	

	
	Low risk
	8
	1.16 (1.06 to 1.27)
	0.0 
	0.49 
	

	Geographic location
	
	
	
	
	0.28 

	
	Europe
	6
	1.14 (1.02 to 1.28)
	18.1 
	0.30 
	

	
	Northern America
	3
	1.15 (0.79 to 1.66)
	0.0 
	0.64 
	

	
	Others
	2
	1.51 (1.00 to 2.26)
	0.0 
	0.36 
	

	Adjustment for confounders
	
	
	
	
	

	
	Age
	
	
	
	
	0.35 

	
	Yes
	5
	1.13 (0.99 to 1.29)
	32.4 
	0.21 
	

	
	No
	6
	1.31 (1.00 to 1.71)
	0.0 
	0.74 
	

	
	Socioeconomic status
	
	
	
	
	0.07 

	
	Yes
	3
	1.00 (0.83 to 1.19)
	0.0 
	0.42 
	

	
	No
	8
	1.24 (1.12 to 1.37)
	0.0 
	0.86 
	

	
	Smoking or alcohol drinking
	
	
	
	
	0.35 

	
	Yes
	5
	1.13 (0.99 to 1.29)
	32.4 
	0.21 
	

	
	No
	6
	1.31 (1.00 to 1.71)
	0.0 
	0.74 
	

	
	Pregnancy BMI
	
	
	
	
	0.04 

	
	Yes
	1
	0.91 (0.73 to 1.14)
	-
	-
	

	
	No
	10
	1.23 (1.11 to 1.35)
	0.0 
	0.93 
	

	
	Pregnancy complications
	
	
	
	
	0.50 

	
	Yes
	3
	1.12 (0.93 to 1.34)
	64.9 
	0.06 
	

	
	No
	8
	1.23 (1.01 to 1.49)
	0.0 
	0.84 
	

	
	Parity
	
	
	
	
	0.18 

	
	Yes
	3
	1.22 (1.10 to 1.36)
	0.0 
	0.83 
	

	
	No
	8
	1.05 (0.89 to 1.25)
	0.0 
	0.45 
	

	Congenital heart defects
	14
	1.30 (1.12 to 1.53)
	29.3 
	0.14 
	

	Study quality
	
	
	
	
	0.08 

	
	High risk
	1
	4.47 (1.31 to 15.26)
	-
	-
	

	
	Low risk
	13
	1.28 (1.11 to 1.46)
	29.3 
	0.14 
	

	Geographic location
	
	
	
	
	0.16 

	
	Europe
	9
	1.25 (1.02 to 1.53)
	38.2 
	0.11 
	

	
	Northern America
	2
	1.26 (1.04 to 1.53)
	0.0 
	0.54 
	

	
	Others
	3
	2.50 (1.28 to 4.88)
	0.0 
	0.54 
	

	Adjustment for confounders
	
	
	
	
	

	Age
	
	
	
	
	0.62 

	
	Yes
	8
	1.37 (1.08 to 1.74)
	46.6 
	0.07 
	

	
	No
	6
	1.22 (1.02 to 1.44)
	0.0 
	0.48 
	

	Socioeconomic status
	
	
	
	
	0.72 

	
	Yes
	3
	1.19 (0.58 to 2.44)
	74.4 
	0.02 
	

	
	No
	11
	1.30 (1.15 to 1.48)
	4.1 
	0.40 
	

	Smoking or alcohol drinking
	
	
	
	
	0.62 

	
	Yes
	8
	1.37 (1.08 to 1.74)
	46.6 
	0.07 
	

	
	No
	6
	1.22 (1.02 to 1.44)
	0.0 
	0.48 
	

	Pregnancy BMI
	
	
	
	
	0.09 

	
	Yes
	1
	0.84 (0.55 to 1.29)
	-
	-
	

	
	No
	13
	1.35 (1.17 to 1.56)
	16.1 
	0.28 
	

	Pregnancy complications
	
	
	
	
	0.46 

	
	Yes
	3
	1.22 (0.95 to 1.58)
	52.1 
	0.12 
	

	
	No
	11
	1.40 (1.10 to 1.77)
	29.3 
	0.17 
	

	Parity
	
	
	
	
	0.20 

	
	Yes
	5
	1.41 (1.21 to 1.63)
	0.0 
	0.42 
	

	　
	No
	9
	1.20 (0.92 to 1.56)
	32.7 
	0.16 
	　

	Abbreviations: BMI, body mass index; CI, confidence interval; RR, relative risk.
*P for heterogeneity within each subgroup.
**P for heterogeneity between subgroups with meta-regression analysis.


	Table S14. Subgroup analysis of paroxetine and risk of congenital malformations in infants: results of meta-analyses.

	
	Paroxetine

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P*
	P**

	Major congenital anomalies
	11
	1.18 (1.05 to 1.32)
	0.0 
	0.64 
	

	Study quality
	
	
	
	
	0.08

	
	High risk
	3
	1.76 (1.16 to 2.66)
	0.0 
	0.70 
	

	
	Low risk
	8
	1.14 (1.01 to 1.28)
	0.0 
	0.87 
	

	Geographic location
	
	
	
	
	0.97 

	
	Europe
	7
	1.19 (1.04 to 1.36)
	0.0 
	0.97 
	

	
	Northern America
	2
	1.00 (0.72 to 1.39)
	0.0 
	0.32 
	

	
	Others
	2
	1.40 (0.68 to 2.88)
	76.5 
	0.04 
	

	Adjustment for confounders
	
	
	
	
	

	
	Age
	
	
	
	
	0.82 

	
	Yes
	6
	1.19 (1.04 to 1.36)
	0.0 
	0.95 
	

	
	No
	5
	1.22 (0.89 to 1.67)
	39.6 
	0.16 
	

	
	Socioeconomic status
	
	
	
	
	0.94 

	
	Yes
	3
	1.19 (0.94 to 1.50)
	0.0 
	0.70 
	

	
	No
	8
	1.18 (1.03 to 1.35)
	1.7 
	0.42 
	

	
	Smoking or alcohol drinking
	
	
	
	
	0.93 

	
	Yes
	5
	1.18 (1.03 to 1.35)
	0.0 
	0.94 
	

	
	No
	6
	1.23 (0.92 to 1.64)
	29.0 
	0.22 
	

	
	Pregnancy BMI
	
	
	
	
	0.68 

	
	Yes
	2
	1.12 (0.81 to 1.54)
	0.0 
	0.46 
	

	
	No
	9
	1.19 (1.05 to 1.34)
	0.0 
	0.52 
	

	
	Pregnancy complications
	
	
	
	
	0.74 

	
	Yes
	3
	1.16 (1.00 to 1.34)
	0.0 
	0.87 
	

	
	No
	8
	1.22 (1.00 to 1.48)
	5.9 
	0.38 
	

	
	Parity
	
	
	
	
	0.76 

	
	Yes
	4
	1.20 (1.03 to 1.39)
	0.0 
	0.92 
	

	
	No
	7
	1.17 (0.96 to 1.44)
	17.1 
	0.30 
	

	Congenital heart defects
	16
	1.35 (1.19 to 1.53)
	0.0 
	0.71 
	

	Study quality
	
	
	
	
	0.72 

	
	High risk
	2
	1.61 (0.68 to 3.80)
	16.7 
	0.27 
	

	
	Low risk
	14
	1.34 (1.18 to 1.53)
	0.0 
	0.67 
	

	Geographic location
	
	
	
	
	0.67 

	
	Europe
	9
	1.43 (1.20 to 1.70)
	0.0 
	0.74 
	

	
	Northern America
	4
	1.19 (0.98 to 1.44)
	0.0 
	0.92 
	

	
	Others
	3
	2.18 (1.28 to 3.70)
	0.0 
	0.73 
	

	Adjustment for confounders
	
	
	
	
	

	Age
	
	
	
	
	0.90 

	
	Yes
	8
	1.38 (1.15 to 1.67)
	0.0 
	0.74 
	

	
	No
	8
	1.34 (1.20 to 1.61)
	2.2 
	0.41 
	

	Socioeconomic status
	
	
	
	
	0.39 

	
	Yes
	3
	1.62 (1.10 to 2.37)
	0.0 
	0.64 
	

	
	No
	13
	1.32 (1.15 to 1.51)
	0.0 
	0.64 
	

	Smoking or alcohol drinking
	
	
	
	
	0.85 

	
	Yes
	8
	1.40 (1.16 to 1.69)
	0.0 
	0.60 
	

	
	No
	8
	1.31 (1.10 to 1.55)
	0.0 
	0.56 
	

	Pregnancy BMI
	
	
	
	
	0.30 

	
	Yes
	1
	1.78 (1.10 to 2.89)
	-
	-
	

	
	No
	15
	1.32 (1.16 to 1.51)
	0.0 
	0.74 
	

	Pregnancy complications
	
	
	
	
	0.76 

	
	Yes
	3
	1.34 (1.07 to 1.69)
	0.5 
	0.37 
	

	
	No
	13
	1.35 (1.16 to 1.57)
	0.0 
	0.65 
	

	Parity
	
	
	
	
	0.60 

	
	Yes
	5
	1.33 (1.08 to 1.64)
	0.0 
	0.60 
	

	　
	No
	11
	1.36 (1.16 to 1.59)
	0.0 
	0.55 
	　

	Abbreviations: BMI, body mass index; CI, confidence interval; RR, relative risk.
*P for heterogeneity within each subgroup.
**P for heterogeneity between subgroups with meta-regression analysis.


	Table S15. Subgroup analysis of sertraline and risk of congenital malformations in infants: results of meta-analyses.

	
	Sertraline

	
	No. of studies
	Summary RR (95% CI)
	I2, %
	P*
	P**

	Major congenital anomalies
	9
	1.10 (0.99 to 1.22)
	0.0 
	0.69 
	

	Study quality
	
	
	
	
	0.58 

	
	High risk
	1
	0.61 (0.08 to 4.53)
	-
	-
	

	
	Low risk
	8
	1.10 (1.00 to 1.22)
	0.0 
	0.62 
	

	Geographic location
	
	
	
	
	0.48 

	
	Europe
	6
	1.12 (1.00 to 1.25)
	0.0 
	0.44 
	

	
	Northern America
	2
	0.98 (0.64 to 1.51)
	0.0 
	0.64 
	

	
	Others
	1
	1.01 (0.72 to 1.41)
	-
	-
	

	Adjustment for confounders
	
	
	
	
	

	
	Age
	
	
	
	
	0.39 

	
	Yes
	5
	1.14 (1.00 to 1.30)
	12.3 
	0.34 
	

	
	No
	4
	0.99 (0.76 to 1.28)
	0.0 
	0.95 
	

	
	Socioeconomic status
	
	
	
	
	0.07 

	
	Yes
	3
	1.38 (1.10 to 1.73)
	0.0 
	0.87 
	

	
	No
	6
	1.04 (0.93 to 1.16)
	0.0 
	0.99 
	

	
	Smoking or alcohol drinking
	
	
	
	
	0.39 

	
	Yes
	5
	1.14 (1.00 to 1.30)
	12.3 
	0.34 
	

	
	No
	4
	0.99 (0.76 to 1.28)
	0.0 
	0.95 
	

	
	Pregnancy BMI
	
	
	
	
	0.49 

	
	Yes
	1
	1.27 (0.85 to 1.89)
	-
	-
	

	
	No
	8
	1.09 (0.98 to 1.21)
	0.0 
	0.65 
	

	
	Pregnancy complications
	
	
	
	
	0.43 

	
	Yes
	3
	1.07 (0.95 to 1.21)
	0.0 
	0.64 
	

	
	No
	6
	1.18 (0.98 to 1.42)
	0.0 
	0.54 
	

	
	Parity
	
	
	
	
	0.93 

	
	Yes
	3
	1.12 (0.94 to 1.33)
	34.1 
	0.22 
	

	
	No
	6
	1.11 (0.91 to 1.36)
	0.0 
	0.76 
	

	Congenital heart defects
	13
	1.42 (1.12 to 1.80)
	63.9 
	0.001 
	

	Study quality
	
	
	
	
	-

	
	High risk
	-
	-
	-
	-
	

	
	Low risk
	13
	1.42 (1.12 to 1.80)
	63.9 
	0.001 
	

	Geographic location
	
	
	
	
	0.50 

	
	Europe
	9
	1.41 (1.00 to 1.99)
	71.8 
	<0.001
	

	
	Northern America
	2
	1.26 (1.06 to 1.50)
	0.0 
	0.72
	

	
	Others
	2
	2.84 (0.72 to 11.30)
	57.1 
	0.13 
	

	Adjustment for confounders
	
	
	
	
	

	Age
	
	
	
	
	0.89 

	
	Yes
	7
	1.44 (0.95 to 2.17)
	78.7 
	<0.001
	

	
	No
	6
	1.32 (1.13 to 1.55)
	0.0 
	0.43
	

	Socioeconomic status
	
	
	
	
	0.08 

	
	Yes
	3
	2.28 (1.61 to 3.24)
	2.7 
	0.36
	

	
	No
	10
	1.24 (0.98 to 1.55)
	52.9 
	0.024
	

	Smoking or alcohol drinking
	
	
	
	
	0.89 

	
	Yes
	7
	1.44 (0.95 to 2.17)
	78.7 
	<0.001
	

	
	No
	6
	1.32 (1.13 to 1.55)
	0.0 
	0.43
	

	Pregnancy BMI
	
	
	
	
	0.93 

	
	Yes
	1
	1.52 (0.78 to 2.96)
	-
	-
	

	
	No
	12
	1.42 (1.10 to 1.83)
	66.7 
	0.001 
	

	Pregnancy complications
	
	
	
	
	0.18 

	
	Yes
	3
	1.07 (0.75 to 1.53)
	42.5 
	0.18
	

	
	No
	10
	1.63 (1.19 to 2.25)
	64.6 
	0.003 
	

	Parity
	
	
	
	
	0.58 

	
	Yes
	5
	1.33 (0.80 to 2.22)
	84.5 
	<0.001
	

	
	No
	8
	1.35 (1.17 to 1.57)
	0.0 
	0.47
	

	Abbreviations: BMI, body mass index; CI, confidence interval; RR, relative risk.
*P for heterogeneity within each subgroup.
**P for heterogeneity between subgroups with meta-regression analysis.
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