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SUPPLEMENTARY MATERIAL 
Appendix 1: Summary of content of the Medical Birth Register used in the analysis.

	Variable
	Definition/Source
	Groups

	Maternal data
	
	

	Year of delivery
	
	One-year 1995-2007

	Maternal age
	Completed years at delivery
	5 year groups, <20, 20-24 etc.

	Parity
	Parity 1 = no previous child
	1, 2, 3, ≥4

	Maternal smoking in early pregnancy
	Midwife interview
	Unknown, 0, <10, ≥10 cigarettes per day

	Previous miscarriages
	Midwife interview
	0, 1, 2 , ≥3

	Subfertility
	Number of years of unwanted childlessness
	0, 1, 2, 3, 4, ≥5

	Maternal body mass index
	From pre-pregnancy weight and height from midwife interview
	Unknown, <19.8, 19.8-25.9, ≥26

	Maternal cohabitation
	From midwife interview.
	Unknown, cohabiting, living alone, other

	Work outside home
	From midwife interview
	Unknown, 1/1, 1/2, none.

	Maternal country of birth
	Linked from Statistics Sweden
	Unknown, Sweden, other Nordic country, non-Nordic country

	Delivery and infant outcomes
	
	

	Infant sex
	From delivery record
	Unknown, male, female

	Number of infants in birth
	From delivery record
	Singleton, twin, higher order

	Gestational duration
	In most cases from second trimester ultrasound
	Preterm = <37 completed weeks. Only singletons

	Birth weight
	From paediatric record
	Low birth weight = <2500g, High birth weight = ≥4500g. Only singletons.

	Intrauterine growth
	Defined from normal graphs (13)
	Small for gestational age (SGA) <2 SD, large for gestational age (LGA) >2 SD.

	Infant survival
	From delivery record and linkage with Statistics Sweden. Stillbirths >28 gestational weeks.
	Stillbirths, livebirth who died.

	Congenital malformations
	Ascertained from multiple sources. Hospital Discharge Register up to 2007.
	All infants with malformation diagnosis. Infants with relatively severe malformation. Specific groups of malformations.

	Maternal pregnancy diagnoses
	From delivery records. Conditions defined by ICD codes.
	Pre-existing diabetes, chronic hypertension, gestational diabetes, preeclampsia, hyperemesis, placenta previa, placenta abruption, premature rupture of membranes, bleeding before, during and after delivery, caesarean section, delivery induction when the delivery did not start with a caesarean section

	Infant neonatal diagnoses
	From paediatric records. Conditions defined by ICD codes and 5 minutes Apgar score.
	Low Apgar score (<7), diagnoses of respiratory problems, hypoglycaemia, CNS diagnoses, neonatal icterus, intracerebral haemorrhage, necrotizing enterocolitis.


Appendix 2: Maternal use of combinations of antidepressant drugs belonging to different categories used before the first antenatal visit (“Early”) or prescribed during pregnancy (“Later”)

	Drug combination
	Early
	Later

	TCA + SSRI
	103
	64

	TCA+SSRI+SNRI
	5
	0

	TCA+monamine oxidase inhibitor
	1
	1

	TCA+SNRI
	24
	9

	SSRI+monamine oxidase inhibitor
	3
	5

	SSRI+SNRI
	175
	83


Appendix 3: Some characteristics of women reporting the use of antidepressants early in pregnancy and all women who gave birth. Odds ratios (OR) with 95% confidence intervals (95% CI). Adjustments made appear for each headline. For maternal age and parity, each group is compared with all other groups.

	Variable
	Number with antidepressant
	Number in population
	Odds ratio
	95% CI      

	Maternal age (adjusted for year of birth, parity, smoking, previous miscarriages, BMI).
	
	
	
	

	<20
	205
	20634
	0.67
	0.58-0.77

	20-24
	1563
	155359
	0.81
	0.76-0.85

	25-29
	3518
	363028
	0.85
	0.81-0.88

	30-34
	4386
	375604
	1.04
	1.01-1.08

	35-39
	2621
	163446
	1.34
	1.28-1.40

	40-44
	593
	29758
	1.44
	1.32-1.53

	≥45
	27
	1172
	1.54
	1.05-2.27

	Parity (adjusted for year of birth, age, smoking, previous miscarriages, BMI)
	
	
	
	

	1
	5956
	484197
	1.31
	1.26-1.36

	2
	3646
	401242
	0.72
	0.69-0.75

	3
	2098
	154222
	1.05
	1.00-1.11

	≥4
	1213
	69340
	1.08
	1.02-1.15

	Smoking (adjusted for year of birth, age, parity, previous miscarriages, BMI)
	
	
	
	

	Unknown
	292
	30921
	-
	-

	No
	9562
	957605
	1.0
	Reference

	<10 cig./day
	1820
	83443
	2.44
	2.32-2.56

	≥10 cig./day
	1239
	37032
	3.92
	2.70-4.16

	Previous miscarriage (adjusted for year of birth, age, parity, smoking, BMI)
	
	
	
	

	None
	10067
	885322
	1.00
	Reference

	1
	2077
	171763
	0.98
	0.93-1.03

	2
	532
	37565
	1.06
	0.97-1.16

	≥3
	237
	14351
	1.00
	0.96-1.05

	BMI (adjusted for year of birth, age, parity, smoking, previous miscarriages)
	
	
	
	

	Unknown
	1341
	117947
	-
	-

	<19.8
	905
	86803
	1.03
	0.96-1.11

	19.8-25.9
	6554
	638437
	1.00
	Reference

	≥26
	4113
	267814
	1.34
	1.29-1.39


Appendix 3 (cont.)

	Years of unwanted childlessness
(adjusted for year of birth, age, parity, smoking)
	
	
	
	

	None
	11938
	1027696
	1.00
	Reference

	1
	280
	23001
	0.93
	0.83-1.05

	2
	287
	23775
	0.92
	0.81-1.03

	3
	129
	13032
	0.72
	0.60-0.86

	4
	59
	7465
	0.92
	0.75-1.13

	≥5
	184
	14035
	0.91
	0.79-1.06

	Maternal country of birth (adjusted for year of birth, age, parity, smoking)
	
	
	
	

	Unknown
	127
	10058
	-
	-

	Sweden
	11427
	900041
	1.00
	Reference

	Other Nordic country
	270
	25184
	0.77
	0.68-0.87

	Non-Nordic country
	1089
	173718
	0.47
	0.44-0.50

	Family situation (adjusted for year of birth, age, parity, smoking)
	
	
	
	

	Unkown
	258
	24097
	-
	-

	Co-habiting
	11034
	1027625
	1.00
	Reference

	Living alone
	801
	28398
	2.25
	2.09-2.42

	Other
	820
	28879
	1.89
	1.75-2.03

	Work situation outside home (adjusted for year of birth, age, parity, smoking)
	
	
	
	

	Unknown
	1886
	152926
	-
	-

	Whole time
	4327
	508905
	1.00
	Reference

	Part time
	3076
	256763
	1.58
	1.51-1.66

	None
	3624
	190407
	2.21
	2.11-2.32


Appendix 4. Concomitant use of other drugs in early pregnancy. Odds ratios (OR) with 95% confidence intervals (95% CI) are adjusted for year of birth, maternal age, parity, smoking, and BMI. 

	Concomitant drug use
	Number with antidepressant
	Number in population
	OR
	95% CI

	Drugs for stomach ulcer and reflux
	356
	8942
	3.00
	2.70-3.33

	Insulin
	65
	3596
	1.35
	1.05-1.73

	Multivitamins
	666
	58998
	0.88
	0.81-0.96

	Folic acid
	567
	45875
	0.91
	0.84-1.00

	Drugs for hypertension
	218
	4128
	3.90
	3.42-4.45

	Oral contraceptives in pregnancy
	72
	3377
	1.72
	1.36-2.17

	Progestogens
	35
	4385
	0.60
	0.43-0.83

	Gonadotrophines
	24
	2436
	0.92
	0.62-1.38

	Systemic corticosteroids
	68
	3817
	1.52
	1.19-1.94

	Thyroid drugs (mainly thyroxine)
	376
	13675
	2.02
	1.82-2.24

	Antibiotics
	361
	33218
	0.97
	0.88-1.08

	NSAID
	329
	17628
	1.24
	1.11-1.39

	Opioids
	315
	5366
	3.76
	3.36-41.9

	Minor analgesics
	959
	79609
	0.88
	0.83-0.94

	Drugs for migraine
	115
	2893
	3.25
	2.71-3.89

	Anticonvulsants
	141
	2958
	3.82
	3.25-4.49

	Neuroleptics
	311
	3504
	7.43
	6.68-8.25

	Sedatives or hypnotics
	1434
	4775
	27.4
	26.1-28.8

	Decongestant drugs
	172
	14542
	1.01
	0.87-1.18

	Anti-asthmatics
	607
	32817
	1.46
	1.34-1.58

	Cough medicines
	52
	5255
	0.78.
	0.59-1.03

	Antihistamines
	1285
	60705
	1.92
	1.81-2.04

	Antihistamines for NVP
	1013
	46615
	1.97
	1.84-2.10

	Antihistamines for allergy
	316
	16025
	1.70
	1.52-1.91


NSAID = non-steroid anti-inflammatory drugs, NVP = nausea and vomiting in pregnancy.
Appendix 5: Pregnancy duration and birth weight for singletons after maternal use of antidepressants. Odds ratios (OR) with 95% confidence intervals (95% CI) adjusted for year of birth, maternal age, parity, smoking, and BMI.

	
	
	Early use
	
	
	Later use
	
	
	Both early and

later use
	
	

	Infant characteristics
	Number in

population
	Number 

with anti-

depressant
	OR
	95% CI
	Number 

with anti- depressant
	OR
	95% CI
	Number 

with anti-depressant
	OR
	95% CI

	Preterm birth (<37 weeks) 
	57946
	941
	1.40
	1.30-1.49
	478
	1.59
	1.44-1.75
	341
	1.66
	1.48-1.85

	Low birth weight (<2500g) 
	37105
	532
	1.14
	1.04-1.25
	256
	1.23
	1.08-1.39
	182
	1.27
	1.09-1.48

	High birth weight  

(> 4500g)
	46050
	510
	1.04
	0.95-1.13
	201
	0.86
	0.74-0.99
	139
	0.86
	0.73-1.03

	Small for gestational age (<-2 SD from expected weight)
	24802
	319
	0.94
	0.84-1.06
	159
	1.07
	0.91-1.26
	116
	1.12
	0.92-1.06

	Large for gestational age (>2 SD from expected weight
	68814
	855
	1.18
	1.09-1.26
	379
	1.08
	0.97-1.20
	273
	1.15
	1.01-1.30


Appendix 6: Seven neonatal diagnoses in infants born after maternal use of antidepressants later in pregnancy according to group of antidepressant. Odds ratios (OR) with 95% confidence interval (95% CI) adjusted for year of birth, maternal age, parity, smoking, and BMI.

	
	
	TCA
	
	
	SSRI
	
	
	SNRI 
	
	

	Infant diagnosis
	Number in

population
	Number with

antidepressant
	OR
	95% CI
	Number with

antidepressant
	OR
	95% CI
	Number with

antidepressant
	OR
	95% CI

	Hypoglycaemia
	34794
	50
	1.83
	1.38-2.44
	233
	1.39
	1.22-1.59
	36
	1.72
	1.22-2.43

	Respiratory

diagnoses
	57487
	83
	2.50
	1.99-3.14
	329
	1.52
	1.35-1.70
	38
	1.52
	1.08-2.14

	Low Apgar score
	15541
	29
	2.75
	1.91-3.96
	121
	1.89
	1.58-2.27
	14
	1.90
	1.04-3.19#

	CNS diagnoses
	 8226
	18
	2.92
	1.73-4.61#
	55
	1.30
	0.99-1.71
	7
	1.60
	0.66-3.29#

	Jaundice
	52004
	46
	1.39
	1.03-1.88
	244
	1.07
	0.94-1.22
	37
	1.46
	1.04-2.05

	Intracerebral

haemorrhage
	 1635
	 1
	-
	-
	11
	1.45
	0.72-2.59#
	0
	-
	-


#Risk ratio (observed/expected number) with exact 95% CI based on Poisson distributions.

Appendix 7. Persistent hypertension in the newborn (PPHN) after maternal use of SSRI (no PPHN with other antidepressants). Analyzed only for the years 1997-2007 (when ICD-10 was used) and analysis was restricted to infants with a gestational duration of at least 34 completed weeks. Risk ratio (RR; observed/expected number) with exact 95% CI based on Poisson distributions adjusted for year of birth, maternal age, parity, smoking, and BMI.

	Period of SSRI use
	Number with

PPHN
	Total 

number
	RR
	95% CI

	Early pregnancy
	15
	9860
	2.30
	1.29-3.80

	Later pregnancy
	9
	4759
	2.56
	1.17-4.85

	Both early and

later pregnancy
	8
	3300
	3.44
	1.49-6.79


Appendix 8. Congenital malformations in infants whose mothers used antidepressants in early pregnancy. Odds ratios (OR) with 95% confidence interval (95% CI) adjusted for year of birth, maternal age, parity, smoking, and BMI.

	Congenital malformation
	Number in

population
	Number with

antidepressant
	OR
	95% CI

	Any malformation diagnosis
	52773
	586
	0.96
	0.88-1.05

	Relatively severe malformation
	36321
	455
	1.10
	1.00-1.22

	Chromosome anomaly
	2176
	27
	0.92
	0.63-1.36

	Any CNS malformation
	1338
	10
	0.75
	0.40-1.40

	Neural tube defect
	431
	2
	0.45
	0.05-1.62#

	Eye malformation
	1068
	11
	1.05
	0.17-1.92

	Ear malformation
	2649
	23
	0.84
	0.55-1.26

	Orofacial cleft
	2039
	23
	0.99
	0.66-1.50

	Any cardiovascular defect
	11910
	156
	1.11
	0.94-1.30

	VSD and/or ASD
	6272
	86
	1.11
	0.89-1.38

	Unspecified cardiac defect
	1279
	12
	1.04
	0.59-1.84

	Esophageal atresia
	317
	3
	0.89
	0.18-2.60#

	Small bowel atresia
	275
	3
	0.87
	0.18-2.55#

	Anal atresia
	428
	6
	1.08
	0.40-2.36#

	Pylorostenosis
	824
	15
	1.48
	0.87-2.51

	Abdominal wall defect
	288
	7
	1.91
	0.77-3.93#

	Diaphragmatic hernia
	276
	2
	0.63
	0.08-2.26#

	Hypospadias
	3198
	50
	1.34
	1.01-1.78

	Kidney agenesis/dysgenesis
	315
	2
	0.61
	0.07-2.21#

	Cystic kidney
	423
	9
	1.81
	0.83-3.44#

	Pes equinovarus
	1598
	24
	1.16
	0.76-1.76

	Poly- or syndactyly
	2284
	22
	0.87
	0.57-1.33

	Limb reduction defect
	649
	3
	0.43
	0.09-1.25#

	Craniostenosis
	676
	11
	1.48
	0.74-2.65#


#Risk ratio (observed/expected number) with exact 95% CI based on Poisson distributions.

Appendix 9: Infants with relatively severe congenital malformations after maternal use of fluoxetine.

–––––––––––––––––––––––––––––––––––––––––––––––––
Malformation diagnoses


Number

–––––––––––––––––––––––––––––––––––––––––––––––––––––––––––
Minor anomalies

Lacrimal duct stenosis


      1

Branchial cyst



      2

Nose malformation


      1

Laryngeal stenosis, tracheomalacia

      1

Tongue malformation


      1

Deformity of sternocleidomastoid muscle

      2

Ovarian cyst



      1

Urachus malformation


      1

Major malformations

Glaucoma



      1

VSD



      5

VSD+ASD



      1

VSD+ASD+ tricuspidal stenosis


      1

VSD+ASD+ pulmonary stenosis+unspecified abnormal 

pulmonary vein return


      1

ASD



      1

ASD + TAPVR

      

      1

ASD + CoA+pulmonary artery malformation

      1

Aortic valve stenosis


      1

Mitral insufficiency


      1

Aortic vascular ring


      1*

Patent ductus in term infants


      4

Unspecified cardiovascular defect

      2

Isolated cleft palate


      1

Cleft lip with or without cleft palate

      2

Oesophageal atresia


      1

Oesophageal atresia + VSD


      1

Pylorostenosis



      1

Megacolon



      1

Unspecified intestinal malformation

      1

Gastroschisis



      2

Hypospadias



      5

Infantile type polycystic kidney


      1

Adult type polycystic kidney


      1

Hydronephrosis



      1

Positional foot defects


      2

Polydactyly



      3

Syndactyly



      2

Poly-syndactyly



      1

Craniosynostosis


      1

Down syndrome


      1

Unspecified monosomy


      1

––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––
ASD = atrial septum defect, CoA = coarctation of aorta, TAPVR = total abnormal pulmonary vein return, VSD = ventricular septum defect.

* This infant was reported as an aorta malformation with stenosis of trachea and oesophagus.
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