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Drug | b ug GAD | SAD | ocD |PTSD| PD | Total
class

Escitalopram 3 - - - 3

Paroxetine 3 3 3 3 3k 15

Paroxetine CR - 1 - - 3 4

Fluoxetine - - 3 - 2 2
SSRI

S Sertraline - 1* 4 4 4 13

Fluvoxamine - - 2 - - 2

Fluvoxamine

CR - 2 1 - - 3

Duloxetine 3 - - - - 3
SNRIs Venlafaxine XR 2 2 - - 4 8
Total indications 4 5 5 2 5 21
Total trials 11 9 13 7 16 56

Table DS1 Number of trials included, by disorder and drug.
“-“indicates disorder-drug combinations that have not been approved

* 3 trials of sertraline for SAD were submitted to the FDA, but 2 were excluded due to non-matching outcome measures

** 4 trials of paroxetine for PD were submitted to the FDA, but 1 was excluded due to a non-matching outcome measure



Participants Baseline scores (range)

Placebo | Drug Total Placebo Drug
GAD 1628 | 2219 | 3847 | 239(22.1-259) | 24.0 (22.5-26.0)
SAD 1255 1379 | 2634 | 85.8(73.3-93.9) | 86.7(78.0-95.9)
(0]6)) 976 1583 | 2559 | 24.5(22.6-26.3) | 24.4(22.6 - 26.6)
PTSD 829 981 1810 | 74.3(72.0-78.4) | 74.4(72.0-77.4)
PD 1698 | 2162 | 3860 10.6 (6.2 - 19.2) 11.5 (6.9 - 17.6)
Overall | 6386 | 8324 | 14710

Table DS2 Participant numbers and baseline scores by disorder and group. Baseline scores for GAD are based on the HAM-A, for SAD on the LSAS,

for OCD on the Y-BOCS, for PTSD on the CAPS-2 and for PD on the number of panic attacks in the 2 weeks before baseline.



Placebo Drug
Disorder Drug Study Change Dosage Change
ID N Baseline | Change SD (mg) N Baseline | Change SD
GAD Escitalopram SC%E/ID_ 128 22.1 7.7 6.8 10-20 124 22.8 9.6 6.7
SC’l;)—g/ID- 138 22.6 7.6 5.9 10-20 143 22.6 9.2 6.0
SC%;/ID_ 153 23.2 7.4 7.4 10-20 154 23.6 11.3 7.4
Paroxetine 641 180 23.9 9.6 9.4 20 188 23.8 12.5 8.2
40 197 23.3 12.2 8.4
642 163 23.6 95 8.9 20-50 161 23.9 11.8 8.9
637 183 25.9 11.3 10.8 20-50 181 26.0 124 10.8
. F1J-MC-
Duloxetine HMBR 173 25.8 8.4 8.8 60 165 25.1 12.8 8.7
120 169 25.1 12.5 8.7
F1]-MC-
HMDT 158 23.5 5.9 8.8 60-120 | 161 22.5 8.1 8.9
F1]-MC-
HMDU 158 25.0 9.2 8.4 60-120 | 149 25.8 11.8 8.4
Venli‘(ﬁ‘xme 210 96 24.1 9.5 8.3 75 86 24.7 11.1 8.8
150 81 24.5 11.7 7.8
225 86 23.6 12.1 7.5
214 98 23.7 8 7.2 75 87 23.7 10.6 7.6
150 87 23.0 9.8 8.0
SAD Fluvoxamine 3107 125 89.3 13.2 24.1 100-300 | 110 90.0 26.6 23.4
3108 148 93.9 26.2 34.4 100-300 | 126 95.9 34.6 33.2
Paroxetine 502 145 86.1 15.6 32.8 20-50 136 87.6 29.4 32.9




382 | 92 | 835 14.5 252 | 20-50 | 90 78 30.5 25.2
454 | 92 | 733 15.0 31.1 20 89 | 798 31.4 29.5
40 88 | 775 24.5 30.3
60 91 | 769 25.2 30.0
ParoxetineCR | 790 | 184 | 786 17.6 24.4 132%55" 185 | 783 31 24.6
Sertraline | R-0601 | 196 | 93.2 21.4 26.6 | 50-200 | 205 | 90.8 313 26.8
Venlj‘(ﬁ‘xme 387 | 138 | 86.8 19.9 261 | 75-225 | 133 | 911 31 25.6
393 | 135 | 874 22.1 30.9 | 75-225 | 126 | 90.8 32.8 30.2
0CD Fluoxetine | oot | 47 | 230 1.2 4.5 20 47 | 229 5.5 7.1
study 1
40 45 | 224 4.3 5.3
60 47 | 231 4.2 6.7
HEEP 1 41 | 261 0.6 4.6 20 39 | 244 3.5 5.9
study 2

40 41 | 254 6.9 8.1
60 42 | 260 9.1 9.4
E079 | 56 | 233 3.7 6.0 20 52 | 238 5.1 6.4
40 52 | 255 4.7 6.9
60 54 | 23.0 6.1 6.9

Fluvoxamine | 5529 | 80 | 22.8 17 7 |100-300| 79 | 233 4.9 ?
5534 | 77 | 238 17 49 [ 100-300| 78 | 226 4.0 6.3
Fl“"oé‘limme 3103 | 119 | 263 5.9 76 | 100-300 | 113 | 266 8.7 7.5
Paroxetine | 116 | 88 | 256 3.4 6.8 40 83 | 254 6.3 6.7
60 83 | 253 7.3 6.7
118 | 75 | 247 4.6 7.5 20-60 | 79 | 233 5.6 7.5

136 | 99 | 263 3.9 ? 20-60 | 198 | 257 6.9 ?

Sertraline | 237/248 | 44 | 226 L5 50-200 | 43 | 234 3.8




371/372 | 84 234 3.4 ? 50 79 23.2 6.0 ?
100 81 24.6 4.5 ?
200 80 23.5 6.2 ?
546 79 25 3.6 ? 50-200 | 85 25.2 6.5 ?
495 87 25.7 5.0 ? 50-200 | 83 25.6 5.4 ?
PTSD Sertraline 641 82 73.8 15.4 28.1 50-200 | 84 72.1 13.1 27.5
682 94 72.0 27.9 ? 50-200 | 94 72.0 27.4 ?
640 104 73.5 26.2 23.8 50-200 | 98 73.9 33 23.9
671 90 75.1 23.2 27.1 50-200 | 93 76.6 33 27.2
Paroxetine 651 167 74.4 25.3 25.8 20 166 75.3 39.6 25.8
40 156 74.3 37.9 28.7
648 133 73.2 24.7 23.1 20-50 136 74.3 355 23.3
627 159 78.4 26.2 24.0 20 -50 154 77.4 30.8 26.1
Disorder Drug Study placebe Remissi | Dosage DT Remissi
ID N Baseline | Change N Baseline | Change
on (mg) on
PD Fluoxetine HCJC 90 7.6 4.4 28 20-60 90 7.9 5.8 42
HC]B 104 6.2 3.8 44 20 - 60 107 6.9 5.4 62
Paroxetine 120 69 11.6 5.5 43.9 40 72 9.6 8.2 75.8
187 123 12.3 5.7 33 20-60 123 11.9 8.1 51
223 68 7.9 4.7 63 10-60 77 8.8 6.7 59
Paroxetine CR 494 129 11.1 ? 50.4 25-75 122 9.9 ? 68.9
495 136 8.9 51.5 25-75 123 11.5 ? 56.9
497 130 8.7 ? 56.2 25-75 132 9.0 ? 62.1
Sertraline 629 87 10.4 5.6 46 50 -200 79 12.8 10.1 62
630 88 11.2 4.5 ? 50-200 | 88 12.1 9.4 ?
529 50 42 20.3 17.5
100 41 21.3 16.5




200 44 115 7.3 ?
514 38 19.2 9.3 ? 50 38 141 6.3 ?
200 36 15.4 9.3

Venlj‘(ﬁ‘xme 398 | 156 9.1 ? 34.4 75 158 11.0 ? 54.1
150 159 11.4 ? 61.4
399 | 157 111 ? 465 75 156 15.7 ? 64.1
225 160 121 ? 70.0
353 | 155 121 40.6 | 75-225 | 155 133 ? 51.0
391 | 168 111 524 | 75-225 | 160 124 ? 55.0

Table DS3 Sample sizes, baseline scores, change scores and remission rates (where applicable) for all included trials.




Predictor | B [95% CI] P-value

Intercept | 0.316 [0.226, 0.406] <0.001
GAD

Baseline -0.007 [-0.100, 0.085] | 0.860

Intercept | 0.426[0.332, 0.520] <0.001
SAD

Baseline -0.064 [-0.162, 0.035] | 0.170

Intercept | 0.396 [0.280, 0.512] <0.001
ocD

Baseline -0.021 [-0.140, 0.099] | 0.707

Intercept | 0.267 [-0.038, 0.496] 0.030
PTSD

Baseline 0.084 [-0.161,0.329] | 0.418

Intercept | 0.279 [0.191, 0.366] <0.001
PD

Baseline -0.002 [-0.106, 0.101] | 0.960

Table DS4 Results of secondary meta-regression analysis of Hedges’ g (drug-placebo difference) with baseline severity as predictor. P-values in

bold are significant at « = 0.05, while p-values in bold and italics are significant at a = 0.01.



Model 1 (with interaction) Model 2 (without interaction)
Predictor
B [95% CI] P-value | 8[95% CI] P-value
Group 0.35[0.17,0.52] <0.001 0.34[0.17,0.51] <0.001
GAD | Baseline 0.11[-0.03, 0.25] 0.13 0.13[0.04, 0.23] 0.007
GxB 0.05 [-0.13, 0.23] 0.574 -- --
Group 0.47 [0.35, 0.59] <0.001 0.45 [0.33, 0.58] <0.001
SAD Baseline 0.15[0.04, 0.25] 0.011 0.10[0.02, 0.18] 0.012
GxB -0.08 [-0.23, 0.07] 0.29 -- --
Group 0.35[0.23,0.47] <0.001 0.36 [0.23, 0.48] <0.001
OCD | Baseline 0.14 [0.03, 0.25] 0.013 0.18[0.10, 0.27] <0.001
GxB 0.09 [-0.08, 0.25] 0.28 -- --
Group 0.21 [-0.03, 0.45] 0.08 0.21 [-0.03, 0.44] 0.08
PTSD | Baseline 0.17 [-0.06, 0.40] 0.14 0.20 [0.05, 0.35] 0.013
GxB 0.06 [-0.26, 0.37] 0.71 -- --
Group 0.13[0.06, 0.20] 0.001 0.13[0.06, 0.20] 0.001
PD Baseline 0.00 [-0.07, 0.07] 0.97 -0.03 [-0.07, 0.02] 0.20
GxB -0.05 [-0.13, 0.04] 0.30 -- --

Table DS5 Results of secondary meta-regression analysis of standardized change scores (Hedges’ g) or remission rate (PD only) with treatment
group, baseline severity and their interaction as predictors, using an expanded set of trials. P-values in bold are significant at a = 0.05, while p-values

in bold and italics are significant at a = 0.01.
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