Supplemental Table S1 — Results of Meta-Analyses of Autism Risk following Antidepressant Exposure during Second & Third Trimester

Comparator Subgroup Heterogeneity
between

AD . . . L Comparator
Class Population Psychiatric Discordant Sibling Sl
Analyses

OR/HR | [95%c] [N| z | P |OR/HR| [95%cC]] |N| Zz | P |OR/HR| [95%cC] [N| z | P | @ |df| P

ANTIDEPRESSANT EXPOSURE DURING SECOND TRIMESTER

Hazard Ratio

Any 1.74| [1.31 —2.31] 413.84|<.001 1.94|[1.20-3.14] | 1|2.69| .007 0.14| 1| .708
SSRI 1.87| [1.27 —2.76] 3|3.14| .002

Odds Ratio
Any 1.71| [1.49-1.96] 8|7.70| <.001 1.89|[1.49-2.38] | 2|5.29| <.001 0.49| 2| .480
SSRI 1.88| [1.50-2.36] 65.46 | <.001 1.12|[0.40-3.12] | 1|0.22| .829 094| 1| .332

ANTIDEPRESSANT EXPOSURE DURING THIRD TRIMESTER

Hazard Ratio

Any 1.74| [1.31 —2.31] 413.84|<.001 1.94|[1.20-3.14] | 1|2.69| .007 0.14| 1| .708
SSRI 1.87| [1.27 —2.76] 3]3.14| .002

Odds Ratio
Any 1.69| [1.36-2.10] 8|4.77 | <.001 1.87|[1.30-2.70] | 2|3.36| .001 0.21| 1| .644
SSRI 1.81| [1.27-2.59] 6|3.27| .001 1.43|[0.46-4.47]| 1|0.62| .539 0.15| 1| .699




Supplemental Table S2 — Results of Meta-Regression with Incremental Inclusion of Candidate Moderators: Population-Based Studies of

Prenatal Exposure to Any Antidepressant

Current Model Change from
Moderator Model Test of Model Goodness of Fit Priofi Row Test of Change
3 R | Q |df| »p Q df | p v R | Q |df| »p
Intercept .0028 | 0.00
Ethnicity Control? .0000 | 1.00|5.97| 1| .0145 252 | 51|.7742 | -.0028 | 1.00 | 5.97 | 1| .0145
Study Designz .0000 | 1.00 | 6.80| 2| .0333 1.68 | 4|.7935 .0000 [ 0.00 | 0.83 | 1| .3620
Study Location® .0000 | 1.00 | 6.80| 3| .0785 1.68 | 3| .6405 .0000 | 0.00 | 0.00 | 1| .9853
Publication Year .0000 | 1.00|7.38| 4| .1173 1.11 | 2| .5741 .0000 [ 0.00 | 0.57 | 1| .4486
1. Ethnicity Control - No Significant Difference vs. Significant Difference in Maternal Ethnicity between Study Groups. 2. Study Design: Cohort vs. Case-Control. 3. Study

Location - North America vs. Europe.




Supplemental Figure S1 — Search Strategy

((((Asperger) OR autism) OR autism spectrum disorder) OR autistic)
AND

CCCOCCLOCECtrCtttttantidepressant) OR SSRI) OR SNRI) OR tricyclic) OR citalopram) OR escitalopram) OR fluoxetine)
OR fluvoxamine) OR paroxetine) OR sertraline) OR desvenlafaxine) OR duloxetine) OR venlafaxine) OR
bupropion) OR mirtazapine) OR amitryptiline) OR nortriptyline) OR imipramine) OR desipramine) OR
clomipramine)

AND

(({{antenatal) OR fetal) OR pregnancy) or prenatal)




Supplemental Figure S2 — Flow Diagram of Study Inclusions and Exclusions

DATABASE SEARCH RESUILTS

499 Publications

260 Duplicate
Publications Removed

v

239 Publications Screened

225 Publications Excluded
112 Review articles
53 Commentaries
19 Letters
17 Original Research — Preclinical
12 Original Research — Different Outcome
9 Original Research — Different Exposure
2 Case Reports
A 4 1 Original Research - Uncontrolled

v

14 Publications Included




Supplemental Figure S3 - Forest Plots of Autism Risk following Antidepressant Exposure
during First Trimester Stratified by Comparison Group Definition

A. Hazard Ratios

Comparison Group Study name Statistics for each study Harard ratio and 95% Cl
Hazard  Lower Upper
ratio limit limit Zvalue pValue
Boukhris 2018 0.840 0518 1.358 0711 0.477
Brown 2017 1.240 0.688 2.188 0.726 0.262
Huiid 2013; Sorensen 2012 1.449 1.200 1742 2.859 0.000 L
. Sujan 2017 1.840 1.485 1838 8.585 0.000 L ]
Population 1.403 1.148 1714 3.307 0.001 ’
Brown 2017 1.820 0.524 2811 1.718 0.088 - —
Sorensen 2013 1.200 0717 2388 0.885 0.387 i
Psychiatric 1.481 0820 2288 1842 0.100 -‘
Sujan 2017 0.830 0.615 1.421 1217 0.224 —.-
Discordant Sibling 0.830 0.548 1255 0.882 0378 ﬁ

No Autism Risk Autism Risk

B. Odds Ratios

Comparison Group Study name Statistics for each study Odds ratio and 95% CI
Odds Lower Upper
ratio limit limit ZValue pvalue
Brown 2017 1280 1.054 1,655 2.488 0.013 L
Gastro 2018; Clements 2015 1222 0.200 1.887 0.847 0244 —til—
Croen 2011 4100 1.708 9.843 3.158 0.002
Gidays 2014 2.000 1519 2633 2340 0.000 —p—
Haniington 2014 1.380 0.477 3991 0.59¢ 0.552
Sujan 2017 1.690 1.400 2,040 5.484 0.000 L =
Population 1618 1289 2012 4200 0.000 ’
Brown 2017 1.540 1.202 1.973 3.415 0.001 —.—
Hariington 2014 1700 0.681 4373 1101 0.271
Psychiatric 1.585 1.028 2380 2137 0.033 .‘.
Sujan 2017 0820 0.500 a7es 4353 0.000 -.—

Discordant Sibling 0.820 0.402 0.958 2188 0.020 ?

No Autism Risk Autism Risk

*A single pooled estimate was calculated for studies from the same data source.



Supplemental Figure S4 - Forest Plots of Autism Risk following SSRI Exposure during First

Trimester Stratified by Comparison Group Definition

A. Hazard Ratios

Comparison Group Study name

Hviid 2013; Sorensen 2013
Sujan 2017
Population
Sorensen 2013
Psychiatric
Sujan 2017

Discordant Sibling

B. Odds Ratios

Comparison Group  Study name

Clements et al 2015

Croen et al 2011

Gidaya et al 2014

Harrington et al 2014

Sujan et al 2017
Population

Harrington et al 2014
Psychiatric

Sujan et al 2017

Discordant Sibling

1.400
1.400
0.810

0.810

Odds
ratio

1.280
4.100
2.000
1.380
1.690
1.806
1.700
1.700
0.830
0.830

Statistics for each study

Lmr Ul?r':\Elr Z-Value
1.270 1.820 4581
1.459 1.889 7.698
1.451 1.789 8912
0778 2519 1.123
0.778 2519 1.123
0.578 1.136 1.222
0.578 1.136 1.222
Statistics for each Stl.ldy

Lower Upper

limit limit Z-Value

0714 2204 0.829

1708 9.844 3.157

1519 2633 4.940

0477  3.989 0.595

1400 2.040 5464

1.445 2257 5.192

0661  4.374 1.100

0635 4548 1057

0661 1042 1606

0581 1185  -1.025

p-Value
0.000
0.000
0.000
0.262

0.262

p-Value
0.407
0.002
0.000
0.552
0.000
0.000
0.271
0291
0108
0.305

Hazard ratio and 95% CI

No Autism Risk Autism Risk

Odds ratio and 95% CI

0.1 0.2 0.5 1 2 L]

No Autism Risk Autism Risk

*A single pooled estimate was calculated for studies from the same data source.



Supplemental Figure S5 — Funnel Plot of Publications Reporting Association of Autism with

Prenatal Exposure to Any Antidepressant
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Supplemental Figure S6 — Funnel Plot of Publications Reporting Association of Autism with

Prenatal SSRI Exposure
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