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Supplementary Figure 1. Risk of Bias
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Table L Study a

Numberof  Number of Riskrato Heterogeneiy
compaisons _paterts RR__ senci v v o
Singe ve. i cal dosing
Sty discontinuaton due to al causes
Doutie bind stcies 2 2366 102 0s4110 os7 041 4
Non-double-bind sutes o 17 osr o118 045 0s8 0
Studies adopting intention-to-treat analysis 6 328 067 0.33,137 027 061 o
Sttes adoping modifid ntrton-to-reat anaysis s an0 105 05115 03 084 o
Studies adopting completer analysis 13 904 096 071,129 079 010 35
o nows 2 2305 101 os310 080 0s8 o
4 a8 055 027,154 032 o1t s
= 2208 102 osaiu on 046 3
7 o5 100 oss20 093 036 9
Sty discontinuaton due tofck o eficacy
Doutie bind stcies 13 1790 107 013 054 052 3
Non-doubl-bind sutes o 17 o2 ozex: 0s8 056 0
Studies adopting intention-to-treat analysis 6 328 083 022,311 078 081 o
Sttes adoping modifid ntrton to-reat anaysis s an0 16 o188 o0at 052 o
Stdes adoping competer analsis s a2 172 oseast o0z 045 0
nours 19 1885 11 o143 044 061 0
3 a 0% 055148 058 080 0
15 1632 19 0s0.187 022 080 3
7 o5 083 055126 035 056 3
Sty discontiuaton due to akerse sverts
Doutle:bind stcies 1 2058 02 072116 046 o0 3
Non-doubi-bind sudes s 17 097 os0,157 0%0 081 0
Stues adoping ntenton-to-reat analysis 6 a o0s4 020201 044 0z 15
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2 a2 011 009031 0z o0ar 0
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1 256 022 047,002 008 NA NA
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Sty discontinuaton due to al causes
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Doutie bind stcies n 1508 101 094,100 o7 056 0
Non-doubi-bind sutes s m o0st 00131 016 055 0
Stues adoping ntenton-to-reat analysis 4 19 047 014,158 022 048 0
Sttes adoping modified nterton to-reat anaysis s an0 105 05115 03 084 o
Stues adoping competr anaisis 4 a2 082 044,158 054 o0z 2
nours 12 1262 101 os2110 086 o075 o
4 a8 065 027,154 032 o1 s
10 120 101 oszim 080 066 3
s a6 102 osn1ze 085 0z 2
Sty discontinuaton due to fck o eficacy
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Doutle:bind stcies 5 1490 107 085135 os7 03 0
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“RR >1 means favours MDD,
Abbreviations: NA, not appicable; NE, not estimabe; RR, isk ratio
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Supplementary Table 2. Treatment-Emergent Adverse Events With 1t Difference in Sensitivity Analysis

Number of Number of Risk ratio Heterogeneity
comparisons  patients RR? 95% ClI P P 12 (o)
Single vs. multiple daily dosing
Anxiety
Double-blind studies 3 303 0.51 0.31,0.83 0.008 0.79 0
Studies adopting completer analysis 2 251 0.51 0.31,0.85 0.009 0.49 0
Studies examining psychotropic drugs with peripheral elimination half-life <24 hours 4 347 0.53 0.33,0.84 0.007 0.89 0
Studies examining psychotropic drugs with the description that the drug should be administered once daily (i.e., Single-DD) in the product monograph 3 295 0.53 0.33,0.85 0.008 0.73 0
Decreased sexual orgasm
Studies examining psychotropic drugs without the description that the drug should be administered once daily (i.e., Single-DD) in the product monograph 1 257 1.76 1.05,2.95 0.03 NA NA
Diziness
Studies adopting intention-to-treat analysis 1 189 3.64 1.41,9.40 0.008 NA NA
Drowsiness
Double-blind studies 5 361 202 1.09, 3.75 0.03 0.85 0
Orthostatic faintness
Studies examining ic drugs with perif imination half-life 224 hours 2 402 0.61 0.40, 0.94 0.02 0.72 0
Sleepiness
Double-blind studies 3 934 0.82 0.68, 0.99 0.04 0.27 23
Studies adopting modified intention-to-treat analysis 2 677 0.75 0.62,0.91 0.004 0.97 0
Studies examining psychotropic drugs with peripheral elimination half-life 224 hours 1 336 0.75 0.58,0.97 0.03 NA NA
Studies examining psychotropic drugs with the description that the drug should be administered once daily (i.e., Single-DD) in the product monograph 2 677 0.75 0.62,0.91 0.004 0.97 0
Once vs. twice daily dosing
Anxiety
All studies 4 347 0.53 0.33,0.84 0.007 0.63 0
Double-blind studies 3 303 0.51 0.31,0.83 0.008 0.79 0
Studies adopting completer analysis 2 251 0.51 0.31,0.85 0.009 0.49 0
Studies examining psychotropic drugs with peripheral elimination half-life <24 hours 4 347 0.53 0.33,0.84 0.007 0.89 0
Studies examining psychotropic drugs with the description that the drug should be administered once daily (i.e., Single-DD) in the product monograph 3 295 0.53 0.33,0.85 0.008 0.73 0
Decreased sexual orgasm
Studies examining psychotropic drugs without the description that the drug should be administered once daily (i.e., Single-DD) in the product monograph 1 257 1.76 1.05,2.95 0.03 NA NA
Diziness
No significant difference
Drowsiness
No significant difference
Orthostatic faintness
Studies examining ic drugs with perif imination haif-life 224 hours 2 402 0.61 0.40, 0.94 0.02 0.72 0
Sleepiness
All studies 3 934 0.82 0.68, 0.99 0.04 0.27 23
Double-blind studies 3 934 0.82 0.68, 0.99 0.04 0.27 23
Studies adopting modified intention-to-treat analysis 2 677 0.75 0.62,0.91 0.004 0.97 0
Studies examining psychotropic drugs with peripheral elimination half-life 224 hours 1 336 075 058,097 0.03 NA NA
Studies examining psychotropic drugs with the description that the drug should be administered once daily (i.e., Single-DD) in the product monograph 2 677 0.75 0.62,0.91 0.004 0.97 0
Once vs. three times daily dosing
Anxiety
No significant difference
Decreased sexual orgasm
No significant difference
Diziness
Non-double-blind studies 2 249 0.26 0.08,0.84 0.02 0.65 0
Studies adopting intention-to-treat analysis 1 189 3.64 1.41,9.40 0.008 NA NA
Studies examining psychotropic drugs without the description that the drug should be administered once daily (i.e., Single-DD) in the product monograph 1 189 3.64 1.41,9.40 0.008 NA NA
Drowsiness
All studies 4 464 2.78 1.27,6.06 0.01 0.81 0
Double-blind studies 2 215 2.54 1.06, 6.05 0.04 0.46 0
Studies examining psychotropic drugs with peripheral elimination half-life <24 hours 4 464 278 1.27,6.06 0.01 0.81 0
Studies examining psychotropic drugs with the description that the drug should be administered once daily (i.e., Single-DD) in the product monograph 4 464 278 1.27,6.06 0.01 0.81 0

Orthostatic faintness

No significant difference
Sleepiness

No signifi difference

2RR >1 means favours Multiple-DD.
Bold number means statistically significant.
Abbreviations: NA, not applicable; RR, risk ratio
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