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Supplementary eTable 1. Exposure to Paroxetine or Fluoxetine and risk of malformations: Meta-analyses results
|

Analysis No. of No.of  Total sample RR 95% Cl P P Value for I’ (%) P Value for
studies cases size Value  Heterogeneity Publication
Bias

Paroxetine Exposure

Congenital malformations

Studies above quality threshold 6 59,157 1,254,625 1.03 0.87to0 1.22 0.738 0.821 0.0

Studies above quality threshold, no antidepressants in 4 55,570 1,140,614 1.02 0.83t0 1.26 0.819 0.760 0.0

controls

Studies above quality threshold with adjusted data 4 59,157 1,254,625 1.03 0.87to0 1.22 0.738 0.821 0.0

All Studies 7 59,209 1,256,332 1.09 091to1.31 0.354 0.326 13.6 0.817
All studies excluding convenience samples 6 59,157 1,254,625 1.03 0.87to0 1.22 0.738 0.821 0.0

Major malformations

Studies above quality threshold 5 55,557 1,900,864 1.11 0.88t0 1.39 0.377 0.322 14.4

Studies above quality threshold, no antidepressants in 3 51,970 1,785,889 1.21 0.94 to 1.56 0.146 0.404 0.0

controls

Studies above quality threshold with adjusted data 5 55,557 1,900,864 1.11 0.88t0 1.39 0.377 0.322 14.4

All Studies 6 55,609 1,902,571 1.20 0.91to 1.57 0.190 0.136 40.3 0.958
All studies excluding convenience samples 5 55,557 1,900,864 1.11 0.88t0 1.39 0.377 0.322 14.4

Cardiovascular malformations

Studies above quality threshold 7 18,579 1,639,065 1.43 1.08 to 1.88 0.012 0.899 0.0
Studies above quality threshold, no antidepressants in 5 17,389 1,527,305 1.45 1.06 to 1.99 0.019 0.725 0.0
controls
Studies above quality threshold with adjusted data 6 18,562 1,635,544 1.46 1.09 to 1.94 0.011 0.856 0.0
All Studies 8 18,594 1,640,772 1.47 1.12t0 1.93 0.005 0.867 0.0 0.338
All studies excluding convenience samples 6 18,562 1,635,544 1.45 1.09 to 1.94 0.011 0.856 0.0
Septal heart defects

Studies above quality threshold 3 2,788 226,272 0.97 0.47 to 2.03 0.940 0.668 0.0
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Studies above quality threshold, no antidepressants in 2° 2,539 224,733 0.78 0.32t01.88 0.577 0.903 0.0

controls

Studies above quality threshold with adjusted data 3 2,788 226,272 0.97 0.47 t0 2.03 0.940 0.668 0.0

All Studies 3 2,788 226,272 0.97 0.47 to 2.03 0.940 0.668 0.0 0.967
All studies excluding convenience samples 3 2,788 226,272 0.97 0.47 to 2.03 0.940 0.668 0.0

Fluoxetine Exposure
Congenital malformations

Studies above quality threshold 4 52,221 1,202,620 1.10 0.84to0 1.44 0.498 0.215 329

Studies above quality threshold, no antidepressants in 3 48,831 1,091,293 1.15 0.77 to 1.72 0.482 0.107 55.2

controls

Studies above quality threshold with adjusted data 4 52,221 1,202,620 1.10 0.84to0 1.44 0.498 0.215 329

All Studies 7 52,289 1,204,878 1.15 0.92to 1.45 0.220 0.321 14.3 0.200
All studies excluding convenience samples 4 52,221 1,202,620 1.10 0.84to 1.44 0.498 0.215 329

Major malformations

Studies above quality threshold 4 55,391 1,898,925 1.20 0.98t0 1.48 0.081 0.375 3.6

Studies above quality threshold, no antidepressants in 3 52,001 1,786,981 1.29 1.03to 1.61 0.025 0.518 0.0

controls

Studies above quality threshold with adjusted data 4 55,391 1,898,925 1.20 0.98t0 1.48 0.081 0.375 3.6

All Studies 7 55,459 1,901,183 1.25 1.03 to 1.51 0.021 0.587 0.0 0.806
All studies excluding convenience samples 4 55,391 1,898,925 1.20 0.98t01.48 0.081 0.375 3.6

Cardiovascular malformations

Studies above quality threshold 4 17,391 1,583,857 1.17 0.89to 1.55 0.258 0.424 0.0

Studies above quality threshold, no antidepressants in 3 16,874 1,474,754 1.19 0.83t01.72 0.338 0.247 28.5

controls

Studies above quality threshold with adjusted data 4 17,391 1,583,857 1.17 0.89 to 1.55 0.258 0.424 0.0

All Studies 6 17,408 1,585,725 1.33 0.92 to 1.90 0.127 0.210 30.0 0.324
All studies excluding convenience samples 4 17,391 1,583,857 1.17 0.89to 1.55 0.258 0.424 0.0

Septal heart defects
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Studies above quality threshold 2°
Studies above quality threshold, no antidepressants in 2°
controls

Studies above quality threshold with adjusted data 2°
All Studies 2°
All studies excluding convenience samples 2°

2,546
2,546

2,546
2,548
2,546

224,937
224,937

224,937
225,193
224,937

3

1.18
1.18

1.18
1.18
1.18

0.65t0 2.14
0.65t02.14

0.65t0 2.14
0.65t0 2.14
0.65t0 2.14

0.581
0.581

0.581
0.581
0.581

0.458
0.458

0.458
0.458
0.458

0.0
0.0

0.0
0.0
0.0

a. Insufficient number of studies for meaningful results from meta-analysis

Abbreviations: RR= Relative Risk, 95% CI= 95% Confidence Interval
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Source Risk (95% CI) Weight
|
Kulin et al.,3¢ 1998 ¢ * > 1.06(0.43,2.62) 0.84
Simon et al.,36 2002 :E 1.05(0.57,1.93) 1.82
Malm et al.,3%2005 : 1.00 (0.59, 1.68)  2.52
Sivojelezova et al.,*? 2005 € : > 2.05(0.15,27.74) 0.10
Levinson-Castiel et al.,*? 200& E > 3.00(0.11, 79.14) 0.06
Wen et al., 43 2006 ¢ : 0.98 (0.59,1.63)  2.62
Oberlander et al.,5° 2008 * : 0.81 (0.60,1.08)  7.78
Ramos et al.,%! 2008 E 1.10 (0.75,1.62) 4.61
Einarson et al.,%2 2009 ¢ : 0.96 (0.55,1.67)  2.22
Pedersen et al.,>* 2009 —e 1.21(0.91,1.61) 8.23
Reis & Kallén, 58 2010 —— 1.10 (1.00,1.21)  69.19
Overall (I-squared = 0.0%, p = 0.857) <> 1.07(0.99,1.17)  100.00
|
NOTE: Weights are from random effects analysis E
| |
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Supplementary eFigure 1. Exposure to any antidepressant and the risk of major
congenital malformations: meta-analysis results for studies above the quality

threshold. Abbreviations: see Figure 2.
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Supplementary eFigure 2. Exposure to any antidepressant and the risk of septal
heart defect: meta-analysis results for studies above the quality threshold.
Abbreviations: see Figure 2.
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Supplementary eFigure 3. Exposure to any antidepressant and the risk of
ventricular septal defect (VSD): meta-analysis results for studies above the
quality threshold. Abbreviations: see Figure 2.





