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Characteristics of included studies

FLX-HCJW
Methods
Participants
Interventions
Outcomes
Notes

Risk of bias table
Bias Authors' judgement Support for judgement
Random sequence generation (selection bias) Unclear risk
Allocation concealment (selection bias) Unclear risk
Blinding of participants and personnel (performance bias) Unclear risk
Blinding of outcome assessment (detection bias) Unclear risk
Incomplete outcome data (attrition bias) Unclear risk
Selective reporting (reporting bias) Unclear risk
Other bias Unclear risk
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Random sequence generation (selection bias)

Unclear risk

Allocation concealment (selection bias)
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Blinding of participants and personnel (performance bias)

Unclear risk

Blinding of outcome assessment (detection bias)

Unclear risk

Incomplete outcome data (attrition bias)
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Selective reporting (reporting bias)
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Unclear risk
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Bias Authors' judgement Support for judgement
Random sequence generation (selection bias) Unclear risk
Allocation concealment (selection bias) Unclear risk
Blinding of participants and personnel (performance bias) Unclear risk
Blinding of outcome assessment (detection bias) Unclear risk
Incomplete outcome data (attrition bias) Unclear risk
Selective reporting (reporting bias) Unclear risk
Other bias Unclear risk

SER-90CE21-0498
Methods
Participants
Interventions
Outcomes
Notes

Risk of bias table
Bias Authors' judgement Support for judgement
Random sequence generation (selection bias) Unclear risk
Allocation concealment (selection bias) Unclear risk
Blinding of participants and personnel (performance bias) Unclear risk
Blinding of outcome assessment (detection bias) Unclear risk
Incomplete outcome data (attrition bias) Unclear risk
Selective reporting (reporting bias) Unclear risk
Other bias Unclear risk
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Unpublished data only
[Empty]

PAR-676
Unpublished data only
[Empty]
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Unpublished data only
[Empty]
SER-90CE21-0498
Unpublished data only
[Empty]
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Excluded studies
Data and analyses
1 SSRIs versus Plcaebo in children and adolescents
Outcome or Subgroup Studies Participants Statistical Method Effect Estimate
1.1 suicidal behaviour 4 821 Peto Odds Ratio (Peto, Fixed, 95% ClI) 1.77 [0.38, 8.21]
1.1.1 children and adolescents with social anxiety 1 322 Peto Odds Ratio (Peto, Fixed, 95% ClI) 7.08 [0.44, 113.82]
disorder or social phobia
1.1.2 children and adolesacents with OCD & 499 Peto Odds Ratio (Peto, Fixed, 95% Cl) 0.96 [0.15, 6.06]
1.2 Aggressive behaviour 4 821 Peto Odds Ratio (Peto, Fixed, 95% ClI) 3.04 [1.39, 6.66]
1.2.1 children and adolescents with social anxiety 1 322 Peto Odds Ratio (Peto, Fixed, 95% Cl) 2.28[0.51, 10.17]
disorder or social phobia
1.2.2 children and adolescents with OCD B 499 Peto Odds Ratio (Peto, Fixed, 95% Cl) 3.39 [1.35, 8.51]
1.3 Akathisia 4 821 Peto Odds Ratio (Peto, Fixed, 95% Cl) 4.27 [0.06, 294.70]
1.3.1 children and adolescents with social anxiety 1 322 Peto Odds Ratio (Peto, Fixed, 95% Cl) Not estimable
disorder or social phobia
1.3.2 children and adolescents with OCD & 499 Peto Odds Ratio (Peto, Fixed, 95% Cl) 4.27 [0.06, 294.70]
1.4 suicidal behaviour 4 821 Peto Odds Ratio (Peto, Fixed, 95% Cl) 1.77 [0.38, 8.21]
1.4.1 children and adolescents with social anxiety 4 821 Peto Odds Ratio (Peto, Fixed, 95% Cl) 1.77 [0.38, 8.21]
disorder, social phobia or OCD
1.5 Aggressive behaviour 821 Peto Odds Ratio (Peto, Fixed, 95% ClI) 3.04 [1.39, 6.66]
1.5.1 children and adolescents with social anxiety 4 821 Peto Odds Ratio (Peto, Fixed, 95% Cl) 3.04 [1.39, 6.66]
disorder, social phobia or OCD
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Figures

Figure 1 (Analysis 1.1)

SSHI Placebo Peto Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight Peto, Fixed, 95% CI

Peto Odds Ratio
Peto, Fixed, 95% CI

1.1.1 children and adolescents with social anxiety disorder or social phobia

PAR-BTE 2 165 0 1587 206% T.02[044 11383
Subtotal (95% CI) 165 157 30.6% 7.08[0.44, 113.82]
Total events 2 il

Heterogeneity: Mot applicable
Testfor overall effect: £2=1.38F =017

1.1.2 children and adolesacents with OCD

FL-HCMY 2 71 1 32 387%  0490([0.08 10.61]
PAR-TO4 1 100 0 107 1483% 7.92[016, 400.28]
SER-S0CE21-0448 0 =L | 1 55 18.4% 0.14[0.00,6.89)
Subtotal (95% CI) 265 234 69.4% 0.96 [0.15, 6.06]
Total events K] 2

Heterogeneity: Chi®= 2.06, df=2 (P =0.36); F= 3%
Test for overall effect: £=0.05 (P = 0.96)

Total (95% CI) 430 391 100.0% 1.77 [0.38, 8.21]
Total events ] 2

Heterogeneity; Chif= 3458, df =3 (P=0.33);F=13%

Testfor overall effect: =073 (F=0.47)

Testfor subdroup differences: Chi=1.38, df=1 (P=024) F=27 7%
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Forest plot of comparison: 1 SSRIs versus Plcaebo in children and adolescents, outcome: 1.1 suicidal behaviour.

Figure 2 (Analysis 1.2)
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SSHI Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  BEvents Total BEvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
1.2.1 children and adolescents with social anxiety disorder or social phobia
PAR-BTE 8 165 2 1587 2T5% 2.281[0.51,1017] =
Subtotal (95% CI) 165 157 27.5% 2.28[0.51, 10.17] -~ —
Total events il 2
Heterogeneity: Mot applicable
Test for overall effect: £2=1.08 (P = 0.28)
1.2.2 children and adolescents with OCD
FLA-HCM 1 71 0 32 34% 427 [0.06, 294.70] +
PAR-TO4 10 100 1 107 41.9% B.01[1.79, 20.149] —
SER-90CEZ1-04498 4 94 K] 85 27.2% 1.36 [0.30,6.12] =
Subtotal (95% CI) 265 234 T2.5% 3.39[1.35, 8.51] i
Total events 15 )
Heterogeneity: Chif= 228, df =2 (P=0.32);F=12%
Test for overall effect: £= 2.59 (P = 0.009)
Total (95% CI) 430 391 100.0% 3.04 [1.39, 6.66] -
Total events 20 f
Heterogeneity, Chif= 2,48, df= 3 (P = 0.48); F= 0% ID o1 051 150 1E|E|=

Test for overall effect: £=2.77 (P = 0.00&)

) - Increased harm: placebo  Increased harm: SSRI
Testfor subgroup diferences: Chi*= 020, df=1 (P = 0.66), F=0%

Forest plot of comparison: 1 SSRIs versus Plcaebo in children and adolescents, outcome: 1.2 Aggressive behaviour.

Figure 3 (Analysis 1.3)
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SSRI Placebo Peto Odds Ratio
Study or Subgroup  BEvents Total Bvents Total Weight Peto, Fixed, 95% Cl

Peto Odds Ratio
Peto, Fixed, 95% CI

1.3.1 children and adolescents with social anxiety disorder or social phobia

PAR-BTE 0 165 o 1ar Mot estimahle
Subtotal (95% CI) 165 157 Mot estimable
Total events 0 0

Heterogeneity: Mot applicable
Test for overall effect: Mot applicahle

1.3.2 children and adolescents with OCD

FLH-HC Y 1 71 1] 32 100.0% 427 [0.06, 294.70]
FAR-704 o 100 o 107 Mot estimable
SER-80CE21-0458 il 494 il 495 Mot estimable
Subtotal (95% Cl) 265 234 100.0% 4.27 [0.06, 294.70]
Total events 1 1]

Heterogeneity: Mot applicable
Testfor overall effect 2= 0.67 (P =0.50)

Total (95% CI) 430 391 100.0% 4.27 [0.06, 294.70]
Total events 1 0

Heterogeneity: Mot applicable

Test for overall effect £= 0.67 (P =050

Testfor subaroun differences: Mot applicahle
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Forest plot of comparison: 1 SSRIs versus Plcaebo in children and adolescents, outcome: 1.3 Akathisia.

Figure 4 (Analysis 1.4)

SSHI Placebo Peto Odds Ratio
Study or Subgroup  Bvenis Total Bvents Total Weight Peto, Fixed, 95% CI

10

increased harm: 55RI

Peto Odds Ratio
Peto, Fixed, 95% CI

100

1.4.1 children and adolescents with social anxiety disorder, social phobia or OCD

FLA-HCM 2 71 1 32 3|T% 0.90[0.08, 10.61]
PAR-ETE 2 165 0 157 206% 7.02[044, 113.82)
PAR-TO4 1 100 0 107 183% 792016, 400.28]
SER-90CEZ1-0448 0 84 1 45 15.4% 0.14[0.00, 6.2849]
Subtotal (95% CI) 430 391 100.0% 1.77 [0.38, 8.21]
Total events il 2

Heterogeneity: Chif= 345, df =3 (P=0.33) F=13%
Testfor overall effect: Z=0.73 (P =047)

Taotal (95% Cl) 430 391 100.0% 1.77 [0.38, 8.21]
Total events ] 2

Heterogeneity; Chif= 3458, df =3 (P=0.33;F=13%

Testfor overall effect: =073 (F=0.47)

Testfor subgroup differences: Mot applicable

Review Manager 5.3

.

rr

FY

—ee
—en

0.01

0.1
Increased harm: placebo

10
Increased harm: SSRI

100

04-Aug-2016



SSRIs for anxiety and OCD disorders

Forest plot of comparison: 1 SSRIs versus Plcaebo in children and adolescents, outcome: 1.4 suicidal behaviour.

Figure 5 (Analysis 1.5)

SSRI Placebo Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl

Peto Odds Ratio
Peto, Fixed, 95% CI

1.5.1 children and adolescents with social anxiety disorder, social phobia or OCD

FLA-HCM 1 71 0 3z 4% 427 [0.06, 294.70]
PAR-BTE 8 165 2 157 2T5% 2.28[0.51,1017]
PAR-7O4 10 100 1 107 41.49% B.01[1.79, 20.149]
SER-90CE21-04498 4 G4 3 95 27 % 136 [0.30,6.12)
Subtotal (95% CI) 430 391 100.0% 3.04 [1.39, 6.66]
Total events 20 g

Heterogeneity: Chif= 248, df=3 (P =048, F=0%
Test for overall effect; £2= 2.77 (P = 0.006)

Total (95% Cly 430 391 100.0% 3.04 [1.39, 6.66]
Total events 20 ]

Heterogeneity: Chif= 248, df=3 (P =048}, F=0%

Test for overall effect: £= 277 (P = 0.008)

Testfor subaroup diferences: Mot applicable
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Forest plot of comparison: 1 SSRIs versus Plcaebo in children and adolescents, outcome: 1.5 Aggressive behaviour.
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