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Appendix Figure 1: The network of the placebo and the 93 antidepressant
treatments (agent at a specific dose) where each colour refers to a single
agent. This plot was produced using the plot() function from the R package
MBNMAdose.
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Appendix Figure 2 Dose-effect network meta-regression of each one of the
20 antidepressants. The blue line depicts to the response in all placebo-
arm in the network (42.5%) with its 95% credible region. The red line
represents the adjusted absolute response at low RoB studies (in M2) and
the shaded area is its 95% credible region.
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Appendix Figure 3 Dose-effect network meta-regression of each one of
the 20 antidepressants. The blue line depicts to the response in all
placebo-arm in the network (42.5%) with its 95% credible region. The red
line represents the adjusted absolute response for the study year (in M3)
and the shaded area is its 95% credible region.
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Appendix Figure 4 For restricted cubic spline, we display the
posterior mean with its 95% credible interval for the dose-effect
coefficients f;and 3, of the 20 antidepressants.
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Appendix Figure 5 In DE-NMA model and for each arm, we present
the leverage in y-axis and the deviance residual in x-axis. The curves
are of the form x? + y = ¢ where ¢ = 1 (solid), ¢ = 2 (dashed) and
¢ = 3 (dotted) and ¢ = 4 (dot-dahsed).
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Appendix Figure 6 Dose-effect network meta-analysis of each one of
the 20 antidepressants. The blue line depicts to the response in all
placebo-arm in the network (43.3%) with its 95% credible region. The
red line represents the absolute response of antidepressants and the
shaded area is its 95% credible region. The knots are set at 10%, 20%
and 30% percentiles as a sensitivity analysis.



Class Agent Number Numberof Number of Number of

of patients studies doses

events
agomelatine agomelatine 1251 2388 10 15
TCA amitriptyline 279 522 15 15
bupropion bupropion 674 1558 8 15
SSRI citalopram 1369 2519 14 20
TCA clomipramine 157 283 6 6
SNRI desvenlafaxine 1775 3742 11 21
SNRI duloxetine 2139 4198 24 28
SSRI escitalopram 1792 3431 18 22
SSRI fluoxetine 1540 3344 34 39
SSRI fluvoxamine 150 261 5 5
SNRI levomilnacipran 359 924 2 5
SNRI milnacipran 742 1331 8 12
mirtazapine mirtazapine 481 1039 7 14
SARI nefazodone 83 187 1 4
SSRI paroxetine 2400 4373 38 44
placebo placebo 5182 14023 118 118
reboxetine reboxetine 186 401 4
SSRI sertraline 196 454
SARI trazodone 79 148 2
SNRI venlafaxine 1500 2831 17 25
SSRI vilazodone 960 1936 6 10
vortioxetine vortioxetine 2156 4384 14 28

Appendix Table 1 The characteristics of each drug

SSRI: serotonin-specific reuptake inhibitor, SNRI: serotonin-norepinephrine
reuptake inhibitor, SARI: serotonin antagonist and reuptake inhibitor, TCA:
Tetracyclic antidepressant



Parameter Rhat

Number of effective sample size

b1.agomelatine
b1.amitriptyline
b1.bupropion
b1.citalopram
bl.clomipramine
bl.desvenlafaxine
bl.duloxetine
b1.escitalopram
b1l.fluoxetine
b1.fluvoxamine
b1.levomilnacipran
b1.milnacipran
b1l.mirtazapine
bl.nefazodone
b1.paroxetine
bl.reboxetine
bl.sertraline
bl.venlafaxine
bl.vilazodone
bl.vortioxetine
b2.agomelatine
b2.amitriptyline
b2.bupropion
b2.citalopram
b2.clomipramine

b2.desvenlafaxine

1.00
1.00
1.00
1.00
1.00
1.01
1.00
1.00
1.00
1.01
1.00
1.01
1.00
1.02
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00

920
3500
5500
4100

900

460
1900
1400

800

580
3200

490
2200

130
3000

770

15000

18000
1900

18000

650
1200
2300
4200

810

880



b2.duloxetine
b2.escitalopram
b2.fluoxetine
b2.fluvoxamine
b2.levomilnacipran
b2.milnacipran
b2.mirtazapine
b2.nefazodone
b2.paroxetine
b2.reboxetine
b2.sertraline
b2.venlafaxine
b2.vilazodone

b2.vortioxetine

1.00
1.00
1.00
1.01
1.00
1.00
1.00
1.01
1.00
1.00
1.00
1.00
1.00
1.00

18000
2400
1400
900
2800
740
1600
180
4000
810
18000
18000
2300
13000

Appendix Table 2 For DE-NMA model (M1) we display the
Gelman’s r statistics and the effective sample size to assess the

convergence of the two shape coefficients.



Agent mean sd %2.5 %25 %50 %75 %97.5

agomelatine 0.012 0.005 0.002 0.009 0.012 0.016 0.023
amitriptyline 0.003 0.001 0.000 0.002 0.003 0.004 0.006
bupropion 0.001 0.001 0.000 0.000 0.001 0.001 0.002
citalopram 0.013 0.004 0.005 0.010 0.013 0.015 0.020
clomipramine  0.000 0.004 -0.009 -0.003 0.000 0.002 0.008
desvenlafaxine 0.004 0.001 0.002 0.003 0.004 0.004 0.006
duloxetine 0.009 0.001 0.007 0.008 0.009 0.010 0.011
escitalopram 0.054 0.009 0.038 0.049 0.055 0.060 0.071
fluoxetine 0.011 0.004 0.004 0.009 0.011 0.014 0.018
fluvoxamine 0.003 0.004 -0.005 0.000 0.003 0.005 0.011
levomilnacipran 0.005 0.003 -0.002 0.003 0.005 0.007 0.012
milnacipran 0.003 0.002 -0.001 0.002 0.003 0.004 0.007
mirtazapine 0.024 0.008 0.008 0.019 0.024 0.030 0.040
nefazodone 0.005 0.003 -0.001 0.003 0.005 0.007 0.012
paroxetine 0.020 0.004 0.013 0.017 0.020 0.022 0.027
reboxetine -0.080 0.087 -0.245 -0.142 -0.080 -0.019 0.086
sertraline 0.003 0.003 -0.002 0.002 0.003 0.005 0.009
venlafaxine 0.003 0.001 0.002 0.003 0.003 0.004 0.005
Vilazodone 0.014 0.010 -0.005 0.008 0.014 0.021 0.034
vortioxetine 0.055 0.011 0.033 0.047 0.055 0.062 0.076

Appendix Table 3 For restricted cubic spline, we display the
estimated dose-effect coefficients 5, for the 20 antidepressants.



Agent mean sd %2.5 %25 %50 %75 %97.5

agomelatine -0.004 0.009 -0.021 -0.010 -0.004 0.002 0.012
amitriptyline 0.004 0.006 -0.007 0.000 0.004 0.008 0.015
bupropion 0.000 0.002 -0.003 -0.001 0.000 0.001 0.003
citalopram -0.005 0.011 -0.027 -0.013 -0.005 0.002 0.016
clomipramine  0.018 0.011 -0.003 0.010 0.018 0.025 0.038
desvenlafaxine -0.003 0.001 -0.006 -0.004 -0.003 -0.002 -0.001
duloxetine -0.006 0.004 -0.014 -0.009 -0.006 -0.003 0.003
escitalopram -0.057 0.020 -0.096 -0.070 -0.057 -0.043 -0.018
fluoxetine -0.017 0.009 -0.033 -0.022 -0.017 -0.011 0.000
fluvoxamine -0.008 0.011 -0.030 -0.015 -0.008 0.000 0.015
levomilnacipran -0.002 0.007 -0.016 -0.007 -0.002 0.002 0.011
milnacipran -0.002 0.003 -0.008 -0.004 -0.002 -0.001 0.003
mirtazapine -0.030 0.017 -0.062 -0.041 -0.030 -0.019 0.002
nefazodone -0.009 0.005 -0.019 -0.012 -0.009 -0.006 0.000
paroxetine -0.015 0.012 -0.038 -0.023 -0.015 -0.007 0.009
reboxetine 0.419 0.194 0.050 0.284 0.420 0.554 0.792
sertraline -0.008 0.005 -0.018 -0.011 -0.008 -0.005 0.002
venlafaxine -0.003 0.002 -0.006 -0.004 -0.003 -0.002 0.000
Vilazodone 0.002 0.017 -0.033 -0.010 0.002 0.013 0.035
vortioxetine -0.039 0.017 -0.072 -0.050 -0.039 -0.027 -0.005

Appendix Table 4 For restricted cubic spline, we display the
estimated dose-effect coefficients [, for the 20
antidepressants.
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