Appendix D
Risk of Bias and GRADE Quality Ratings 

Risk of Bias 
We followed the recommended approach for assessing risk of bias in studies included in Cochrane reviews. It is a two-part tool, addressing the six specific domains (namely sequence generation, allocation concealment, blinding, incomplete outcome data, selective outcome reporting and ‘other issues’). Two of the items (adequacy of sequence generation and allocation concealment) assess the strength of the randomization process in preventing selection bias in the assignment of participants to interventions; the third item (blinding) assesses the influence of performance bias on the study results and the fourth the likelihood of incomplete outcome data, which raise the possibility of bias in effect estimates. The fifth item assesses selective reporting, the tendency to preferentially report statistically significant outcomes (this item requires a comparison of published data with trial protocols, when such are available). The final item refers to other sources of bias that are relevant in certain circumstances, such as, for example, sponsorship bias.
Each domain includes one or more specific entries in a ‘Risk of bias’ table. Within each entry, the first part of the tool involves describing what was reported to have happened in the study. The second part of the tool involves assigning a judgement relating to the risk of bias for that entry. This is achieved by answering a pre-specified question about the adequacy of the study in relation to the entry, such that a judgement of ‘Yes’ indicates low risk of bias, ‘No’ indicates high risk of bias, and ‘Unclear’ indicates unclear or unknown risk of bias. 


	Domain
	Description
	Review authors’ judgement

	Sequence generation.
	Describe the method used to generate the allocation sequence in sufficient detail to allow an assessment of whether it should produce comparable groups.
	Was the allocation sequence adequately generated?

	Allocation concealment.
	Describe the method used to conceal the allocation sequence in sufficient detail to determine whether intervention allocations could have been foreseen in advance of, or during, enrolment.
	Was allocation adequately concealed?

	Blinding of participants, personnel and outcome assessors 
	Describe all measures used, if any, to blind study participants and personnel from knowledge of which intervention a participant received. Provide any information relating to whether the intended blinding was effective.
	Was knowledge of the allocated intervention adequately prevented during the study?

	Incomplete outcome data Assessments should be made for each main outcome (or class of outcomes). 
	Describe the completeness of outcome data for each main outcome, including attrition and exclusions from the analysis. State whether attrition and exclusions were reported, the numbers in each intervention group (compared with total randomized participants), reasons for attrition/exclusions where reported, and any re-inclusions in analyses performed by the review authors.
	Were incomplete outcome data adequately addressed?

	Selective outcome reporting.
	State how the possibility of selective outcome reporting was examined by the review authors, and what was found.
	Are reports of the study free of suggestion of selective outcome reporting?

	Other sources of bias.
	State any important concerns about bias not addressed in the other domains in the tool. 
	Was the study apparently free of other problems that could put it at a high risk of bias?




Figure 1. Risk of bias graph: review authors' judgements about each risk of bias item presented as percentages across all included studies.
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Figure 2. Risk of bias summary: review authors' judgements about each risk of bias item for each included study.
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GRADE Quality Ratings 
	[bookmark: _Hlk523996708]
	Direct evidence
	Indirect evidence
	Network meta-analysis

	Comparison
	Mean Difference  (95% CIs)
	Quality of
evidence
	Mean Difference  (95% CIs)
	Quality of
evidence
	Mean Difference  (95% CIs)
	Quality of
evidence

	Atomoxetine: Placebo
	2.60 
[-35.38; 40.58]
	Very low*‡‡
	No estimate††
	--
	2.60 
[-35.38; 40.58]
	Very low*‡‡

	Brofaromine: Placebo 
	-8.10 
[-43.29; 27.09]
	Low*‡
	No estimate††
	--
	-8.10 
[-43.29; 27.09]
	Low*‡ 

	Bromazepam: Placebo 
	-31.60 
[-66.64; 3.44]
	Low*‡
	No estimate††
	--
	-31.60 
[-66.64; 3.44]
	Low*‡

	Clonazepam: Placebo 
	-23.60 
[-58.87; 11.67]
	Moderate‡
	No estimate††
	--
	-23.60 
[-58.87; 11.67]
	Moderate‡ 

	Escitalopram: Placebo 
	-8.05 
[-41.81; 25.71]
	Low*‡
	No estimate††
	--
	-8.05 
[-41.81; 25.71]
	Low*‡

	Fluvoxamine: Placebo 
	-2.12 
[-21.88; 17.64]
	Low*‡
	No estimate††
	--
	-2.12 
[-21.88; 17.64]
	Low*‡

	Gabapentin: Placebo 
	-11.50 
[-47.62; 24.62]
	Low*‡
	No estimate††
	--
	-11.50 
[-47.62; 24.62]
	Low*‡

	Levetiracetam: Placebo 
	-3.82 
[-31.80; 24.15]
	Low*‡
	No estimate††
	--
	-3.82 
[-31.80; 24.15]
	Low*‡

	Mirtazapine: Placebo 
	-14. 53 
[-38.87; 9.82]
	Low*‡
	No estimate††
	--
	-14. 53 
[-38.87; 9.82]
	Low*‡

	Moclobemide: Placebo 
	-8.51 
[-25.87; 8.86]
	Low*‡
	No estimate††
	--
	-8.51 
[-25.87; 8.86]
	Low*‡

	Olanzapine: Placebo 
	-37.80 
[ -87.24; 11.64]
	Very low*‡‡
	No estimate†† 
	--
	-37.80 
[ -87.24; 11.64]
	Very low*‡‡

	Paroxetine: Placebo 
	-12.75 
[-26.97; 1.48] 
	Low*‡
	-143.03
[-233.52; -52.54]
	Very low*‡§

	-15.89 
[-29.94; -1.84]
	Low*‡

	Paroxetine: Venlafaxine
	-74.20 
[-108.40; -40.00]
	Very low*‡§
	-16.94
[-52.09; 18.22]
	 Low*‡ 
	-46.36 
[-70.87; -21.85]
	Low*‡ 

	Phenelzine: Placebo 
	-8.65 
[-28.65; 11.36]
	Low*‡
	No estimate††
	--
	-8.65 
[-28.65; 11.36]
	Low*‡

	Sertraline: Placebo 
	-17.45 
[-43.76; 8.86]
	Low*‡
	No estimate††
	--
	-17.45 
[-43.76; 8.86]
	Low*‡

	Venlafaxine: Placebo 
	25.68 
[1.55; 49.82]
	Low*‡
	67.52 
[0.36; 134.67]
	Very Low*‡§
	30.47 
[7.76; 53.18]
	Low*‡

	Vilazodone:
Placebo  
	15.60 
[-22.05; 53.25]
	Very Low*‡‡
	No estimate††
	--
	15.60 
[-22.05; 53.25]
	Very Low*‡‡

	GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.


Table 1. Estimates of effects and quality ratings for comparison of pharmacotherapy for the treatment of social anxiety disorder in adults for the outcome of reduction in symptom severity. Legend. *Limitations (risk of bias). ‡Imprecision. §Severe imprecision. ††Cannot be estimated because the drug was not connected in a loop in the evidence network.


















































	[bookmark: _Hlk524599305]
	Direct evidence
	Indirect evidence
	Network meta-analysis

	Comparison
	Odds Ratio 
(95% CIs)
	Quality of
evidence
	Odds Ratio 
(95% CIs)
	Quality of
evidence
	Odds Ratio 
(95% CIs)
	Quality of
evidence

	Atenolol: Phenelzine
	1.36 
[0.32; 5.81]
	Low*‡
	2.37
[0.28; 20.39]
	[bookmark: _Hlk525040558]Very low*‡‡
	1.62 
[0.49; 5.39]
	Low*‡

	Atenolol: Placebo 
	3.16
[0.79; 12.68]
	Low*‡
	1.88 
[0.18; 19.90]
	Very low*‡‡
	2.76
[0.83; 9.15]
	Low*‡

	Atomoxetine: Placebo
	0.91
[0.15; 5.68]
	Low*‡
	No estimate††
	--
	0.91
[0.15; 5.68]
	Low*‡

	Brofaromine: Placebo
	0.95
[0.45; 1.98]
	Low*‡
	No estimate††
	--
	0.95
[0.45; 1.98]
	Low*‡

	Bromazepam: Placebo
	0.48
[0.04; 5.70]
	Low*‡
	No estimate††
	--
	0.48
[0.04; 5.70]
	Low*‡

	Buspirone: Placebo
	0.12
[0.01; 2.47]
	Low*‡
	No estimate††
	--
	0.12
[0.01; 2.47]
	Low*‡

	Clonazepam: Placebo
	1.03
[0.35; 3.02]
	Low*‡
	No estimate††
	--
	1.03
[0.35; 3.02]
	Low*‡

	Escitalopram: Paroxetine
	1.05
[0.65; 1.71]
	Moderate*
	1.05 
[0.68; 1.61]
	Moderate*
	1.05
[0.76; 1.45]
	Moderate*

	Escitalopram: Placebo 
	0.98
[0.71; 1.34
	Moderate*
	1.06
[0.51; 2.20]
	Low*‡
	0.99
[0.74; 1.32]
	Moderate*

	Fluoxetine: Placebo 
	0.59
[0.25; 1.39]
	Moderate‡
	No estimate††
	--
	0.59
[0.25; 1.39]
	Moderate‡

	Fluvoxamine: Placebo
	1.51
[1.06; 2.14]
	Moderate*
	No estimate††
	--
	1.51
[1.06; 2.14]
	Moderate*

	GW876008: Paroxetine
	0.63
[0.28; 1.38]
	Low*‡
	0.82
[0.34; 1.96] 
	Low*‡
	0.71
[0.39; 1.27]
	Low*‡

	GW876008: Placebo 
	0.71
[0.37; 1.35]
	Low*‡
	0.51
[0.14; 1.89] 
	Low*‡
	0.67
[0.37; 1.18]
	Low*‡

	Levetiracetam: Placebo
	0.98
[0.53; 1.80]
	Low*‡
	No estimate††
	--
	0.98
[0.53; 1.80]
	Low*‡

	Mirtazapine: Placebo
	2.07
[0.18; 24.45]
	Low*‡
	No estimate††
	--
	2.07
[0.18; 24.45]
	Low*‡

	Moclobemide: Placebo
	0.90
[0.32; 2.57]
	Moderate‡
	No estimate††
	--
	0.90
[0.32; 2.57]
	Moderate‡

	Olanzapine: Placebo
	1.12
[0.11; 11.75]
	Very low*‡‡
	No estimate††
	--
	1.12
[0.11; 11.75]
	Very low*‡‡

	Paroxetine: Placebo
	0.93
[0.76; 1.14]
	Moderate*
	1.39
[0.46; 4.20]
	Low*‡
	0.94
[0.77; 1.16] 
	Moderate*

	Paroxetine: Venlafaxine
	0.85
[0.27; 2.67]
	Low*‡
	1.21
[0.69; 2.13] 
	Low*‡
	1.13
[0.68; 1.87]
	Low*‡

	Phenelzine: Placebo
	1.66
[0.75; 3.71]
	Low*‡
	3.30
[0.06; 193.66]
	Very low*‡§
	1.71
[0.78; 3.75]
	Low*‡

	Pregabalin: Placebo
	1.55
[0.94; 2.57] 
	Low*‡
	No estimate††
	--
	1.55
[0.94; 2.57]
	Low*‡

	Sertraline: Placebo
	0.87
[0.54; 1.41]
	Moderate*
	No estimate††
	--
	0.87
[0.54; 1.41]
	Moderate*

	Venlafaxine: Placebo
	0.79
[0.49; 1.27]
	Moderate*
	4.30
[0.30; 61.84]
	Very low*‡§
	0.83 
[0.52; 1.33]
	Moderate*

	Vilazodone:
Placebo  
	0.78
[0.20; 3.15]
	Low*‡
	No estimate††
	--
	0.78
[0.20; 3.15]
	Low*‡

	GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.


[bookmark: _Hlk525212183]Table 2. Estimates of effects and quality ratings for comparison of pharmacotherapy for the treatment of social anxiety disorder in adults for the outcome of dropouts due to any cause. Legend. *Limitations (risk of bias). ‡Imprecision. §Severe imprecision. ††Cannot be estimated because the drug was not connected in a loop in the evidence network.

	
	Direct evidence
	Indirect evidence
	Network meta-analysis

	Comparison
	Odds Ratio 
(95% CIs)
	Quality of
evidence
	Odds Ratio 
(95% CIs)
	Quality of
evidence
	Odds Ratio 
(95% CIs)
	Quality of
evidence

	Atenolol: Phenelzine
	0.27
[0.07; 1.07]
	Low*‡
	0.40
[0.07; 2.19]
	Low*‡
	0.32
[0.11; 0.92]
	Low*‡

	Atenolol: Placebo 
	1.16
[0.41; 3.29]
	Low*‡
	0.54
[0.03; 9.62]
	Low*‡
	1.07
[0.40; 2.83]
	Low*‡

	Atomoxetine: Placebo
	0.61
[0.09; 4.14]
	Low*‡
	No estimate††
	--
	0.61
[0.09; 4.14]
	Low*‡

	Brofaromine: Placebo
	8.10
[3.57; 18.39]
	Low*‡
	No estimate††
	--
	8.10
[3.57; 18.39]
	Low*‡

	Bromazepam: Placebo
	20.00
[4.31; 92.71]
	Very low*‡§
	No estimate††
	--
	20.00
[4.31; 92.71]
	Very low*‡§

	Buspirone: Placebo
	1.00
[0.05; 19.63]
	Very low*‡‡
	No estimate††
	--
	1.00
[0.05; 19.63]
	Very low*‡‡

	Citalopram: GR205171
	1.40
[0.23; 8.44]
	Low‡‡
	No estimate††
	--
	1.40
[0.23; 8.44]
	Low‡‡

	Citalopram: Placebo
	2.00
[0.32; 12.48]
	Low‡‡
	No estimate††
	--
	2.00
[0.32; 12.48]
	Low‡‡

	Clonazepam: Placebo
	14.50
[3.62; 58.14]
	Very low*‡§
	No estimate††
	--
	14.50
[3.62; 58.14]
	Very low*‡§

	Escitalopram: Paroxetine
	0.84
[0.35; 2.04]
	Low*‡
	0.69
[0.35; 1.34] 
	Low*‡
	0.74
[0.43; 1.26]
	Low*‡

	Escitalopram: Placebo 
	1.92
[1.16; 3.19]
	Low*‡
	2.30
[0.48; 11.11]
	Low*‡
	1.96
[1.21; 3.17]
	Moderate*

	Fluoxetine: Placebo 
	2.39
[0.70; 8.23]
	Low*‡
	No estimate††
	--
	2.39
[0.70; 8.23]
	Low*‡

	Fluvoxamine: Placebo
	1.89
[1.14; 3.12]
	Low*‡
	No estimate††
	--
	1.89
[1.14; 3.12]
	Low*‡

	GR205171:
Placebo
	1.43
[0.23; 9.00]
	Low‡‡
	No estimate††
	--
	1.43
[0.23; 9.00]
	Low‡‡

	GW876008: Paroxetine
	0.33 
[0.11; 0.94]
	Low*‡
	 0.26
[0.06; 1.18]
	Low*‡
	0.30
[0.13; 0.72]
	Low*‡

	GW876008: Placebo 
	0.76
[0.29; 1.99]
	Low*‡
	 0.97
[0.15; 6.22]
	Low*‡
	0.80
[0.34; 1.88]
	Low*‡

	Levetiracetam: Placebo
	1.01
[0.41; 2.53]
	Low*‡
	No estimate††
	--
	1.01
[0.41; 2.53]
	Low*‡

	Mirtazapine: Placebo
	1.00
[0.19; 5.40]
	Low*‡
	No estimate††
	--
	1.00
[0.19; 5.40]
	Low*‡

	Moclobemide: Placebo
	1.82
[0.99; 3.36]
	Low*‡
	No estimate††
	--
	1.82
[0.99; 3.36]
	Low*‡

	Olanzapine: Placebo
	15.40
[0.51; 467.28]
	Very low*‡‡§
	No estimate††
	--
	15.40
[0.51; 467.28]
	Very low*‡‡§

	Paroxetine: Placebo
	2.76
[2.05; 3.72]
	Moderate*
	0.93
[0.22; 3.97]
	Low*‡
	 2.64
[1.97; 3.54]
	Moderate*

	Paroxetine: Venlafaxine
	1.25
[0.49; 3.18]
	Low*‡
	2.43
[1.20; 4.92]
	Low*‡
	1.91
[1.09; 3.35]
	Low*‡

	Phenelzine: Placebo
	3.35
[1.55; 7.24] 
	Low*‡
	3.82
[0.13; 109.78]
	Very low*‡§
	3.37
[1.59; 7.15]
	Low*‡

	Pregabalin: Placebo
	1.79
[0.85; 3.76]
	Low*‡
	No estimate††
	--
	1.79
[0.85; 3.76]
	Low*‡

	Sertraline: Placebo
	2.50
[1.02; 6.15]
	Low*‡
	No estimate††
	--
	2.50
[1.02; 6.15]
	Low*‡

	Venlafaxine: Placebo
	1.35
[0.78; 2.31]
	Low*‡
	1.84
[0.32; 10.54]
	Low*‡
	1.38
[0.83; 2.32]
	Low*‡

	Vilazodone:
Placebo  
	3.42
[0.72; 16.36]
	Low*‡
	No estimate††
	--
	3.42
[0.72; 16.36]
	Low*‡

	GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.


[bookmark: _Hlk525631678]Table 3. Estimates of effects and quality ratings for comparison of pharmacotherapy for the treatment of social anxiety disorder in adults for the outcome of treatment response. Legend. *Limitations (risk of bias). ‡Imprecision. §Severe imprecision. ††Cannot be estimated because the drug was not connected in a loop in the evidence network.
















	
	Direct evidence
	Indirect evidence
	Network meta-analysis

	Comparison
	Odds Ratio 
(95% CIs)
	Quality of
evidence
	Odds Ratio 
(95% CIs)
	Quality of
evidence
	Odds Ratio 
(95% CIs)
	Quality of
evidence

	Atomoxetine: Placebo
	3.00
[0.11; 80.66]
	Very low*‡§
	No estimate††
	--
	3.00
[0.11; 80.66]
	Very low*‡§

	Brofaromine: Placebo
	3.98
[1.28; 12.36]
	Low*‡
	No estimate††
	--
	3.98
[1.28; 12.36]
	Low*‡

	Bromazepam: Placebo
	1.00
[0.06; 16.83]
	Very low*‡§
	No estimate††
	--
	1.00
[0.06; 16.83]
	Very low*‡§

	Buspirone: Placebo
	3.21
[0.12; 85.49]
	Very low*‡§
	No estimate††
	--
	3.21
[0.12; 85.49]
	Very low*‡§

	Escitalopram: Placebo 
	2.02
[1.09; 3.75]
	Low*‡
	No estimate††
	--
	2.02
[1.09; 3.75]
	Low*‡

	Fluoxetine: Placebo 
	2.79
[0.52; 15.09]
	Low‡§
	No estimate††
	--
	2.79
[0.52; 15.09]
	Low‡§

	Fluvoxamine: Placebo
	6.51
[3.56; 11.93]
	Very low*‡‡
	No estimate††
	--
	6.51
[3.56; 11.93]
	Very low*‡‡

	GW876008: Paroxetine
	0.68
[0.20; 2.28]
	Low*‡
	1.50
[0.18; 12.13]
	Very low*‡§
	0.83
[0.29; 2.36]
	Low*‡

	GW876008: Placebo 
	3.09
[0.66; 14.37]
	Very low*‡§
	 1.55
[0.36; 6.71]
	Low*‡
	2.15
[0.75; 6.22]
	Low*‡

	Levetiracetam: Placebo
	2.16
[0.80; 5.79]
	Low*‡
	No estimate††
	--
	2.16
[0.80; 5.79]
	Low*‡

	Mirtazapine: Placebo
	5.35
[0.25; 116.72]
	Very low*‡§
	No estimate††
	--
	5.35
[0.25; 116.72]
	Very low*‡§

	Moclobemide: Placebo
	1.76
[0.71; 4.34]
	Moderate‡
	No estimate††
	--
	1.76
[0.71; 4.34]
	Moderate‡

	Olanzapine: Placebo
	0.67
[0.03; 14.08]
	Very low*‡§
	No estimate††
	--
	0.67
[0.03; 14.08]
	Very low*‡§

	Paroxetine: Placebo
	2.47
[1.76; 3.46]
	Low*‡
	4.67
[1.46; 14.91]
	Very low*‡‡§
	2.59
[1.87; 3.58]
	Low*‡

	Paroxetine: Venlafaxine
	1.08
[0.64; 1.82]
	Very low*‡‡
	0.63
[0.30; 1.33]
	Very low*‡‡
	0.90
[0.59; 1.38]
	Low*‡

	Pregabalin: Placebo
	3.60
[1.31; 9.93]
	Very low*‡‡
	No estimate††
	--
	3.60
[1.31; 9.93]
	Very low*‡‡

	Sertraline: Placebo
	2.76
[1.09; 7.02]
	Low*‡
	No estimate††
	--
	2.76
[1.09; 7.02]
	Low*‡

	Venlafaxine: Placebo
	3.09
[1.93; 4.94]
	Low*‡
	2.18
[0.88; 5.41]
	Very low*‡‡
	2.87
[1.89; 4.36]
	Low*‡

	Vilazodone:
Placebo  
	1.00
[0.13; 7.85]
	Very low*‡‡
	No estimate††
	--
	1.00
[0.13; 7.85]
	Very low*‡‡

	GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.


Table 4. Estimates of effects and quality ratings for comparison of pharmacotherapy for the treatment of social anxiety disorder in adults for the outcome dropouts due to adverse events. Legend. *Limitations (risk of bias). ‡Imprecision. §Severe imprecision. ††Cannot be estimated because the drug was not connected in a loop in the evidence network .
	[bookmark: _Hlk527454763]Certainty of Evidence

Outcome: symptom severity
	Classification
	Intervention vs placebo (unless otherwise specified)
	k
	N
	Intervention vs placebo MD (95% CI)
	SUCRA 

	[bookmark: _Hlk5913769]High certainty (mod to high QOE)
	Cat 2
(Among the most effective)
	No interventions
	NA
	NA
	NA
	NA

	
	Cat 1
(Inferior to the most effective/superior to the least effective)
	No interventions
	NA
	NA
	NA
	NA

	
	Cat 0
(Among the least effective)
	Clonazepam
	1
	75
	[bookmark: _Hlk6238615]-23.60 (-58.87; 11.67)
	0.73

	
	Cat -1
(May be among the most harmful)
	No interventions
	NA
	NA
	NA
	NA

	
	Cat -2
(Among the most harmful)
	No interventions
	NA
	NA
	NA
	NA

	Low certainty (Low to Vlow QOE)
	Cat 2
(Among the most effective)
	No interventions
	NA
	NA
	NA
	NA

	
	Cat 1
(Inferior to the most effective/superior to the least effective)
	Paroxetine
	6
	961
	[bookmark: _Hlk6238575]-15.89 (-29.94; -1.84)
	0.66 

	
	Cat 0
(Among the least effective)
	Olanzapine
	1
	9
	-37.80 (-87.24; 11.64)
	0.84 

	
	
	Bromazepam
	1
	60
	-31.60 (-66.64; 3.44)
	0.82 

	
	
	Sertraline
	2
	413
	-17.45 (-43.76; 8.86)
	0.66 

	
	
	Mirtazapine
	2
	126
	-14.53 (-38.87; 9.82)
	0.61 

	
	
	Gabapentin
	1
	69
	-11.50 (-47.62; 24.62)
	0.55 

	
	
	Moclobemide
	4
	1009
	-8.51 (-25.87; 8.86)
	0.50 

	
	
	Phenelzine
	3
	166
	-8.65 (-28.65; 11.36)
	0.50 

	
	
	Brofaromine
	1
	102
	-8.10 (-43.29; 27.09)
	0.49 

	
	
	Escitalopram
	1
	587
	-8.05 (-41.81; 25.71)
	0.49 

	
	
	Levetiracetam
	2
	228
	-3.82 (-31.80; 24.15)
	0.42 

	
	
	Fluvoxamine
	3
	598
	-2.12 (-21.88; 17.64)
	0.37 

	
	
	Atomoxetine  
	1
	26
	2.60 (-35.38; 40.58)
	0.34 

	
	
	Vilazodone
	1
	34
	15.60 (-22.05; 53.25)
	0.18 

	
	Cat -1
(May be among the most harmful) 
	No interventions
	NA
	NA
	NA
	NA

	
	Cat -2
(Among the most harmful)
	Venlafaxine 

	2
	538
	30.47 (7.76; 53.18)
	0.03 

	GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.


Table 5. GRADE NMA Conclusions from network for the primary outcome of symptom severity (i.e. reduction of anxiety symptoms). Studies were upgraded or downgraded based on the following: quality of evidence (moderate to high vs low to very low), the effectiveness of medication based on the effect estimate, the harmfulness of medication based on the effect estimate, and the ranking and positioning of the surface under the cumulative ranking curves (SUCRA, p-scores) for the individual medications. 



LEGEND. Cat: category; CI: confidence interval; k: number of trials; MD: mean difference; mod: moderate; N: number of participants; NA: not applicable; QOE: quality of evidence; Vlow: Very low; vs.: versus. 

















	[bookmark: _Hlk527454814]Certainty of Evidence

Outcome: dropouts due to any cause
	Classification
	Intervention vs placebo (unless otherwise specified)
	k
	N
	Intervention vs placebo OR (95% CI)
	SUCRA 

	High certainty (mod to high QOE)
	Cat 2
(Among the most effective)
	No interventions
	NA
	NA
	NA
	NA

	
	Cat 1
(Inferior to the most effective/superior to the least effective)
	No interventions
	NA
	NA
	NA
	NA

	
	Cat 0
(Among the least effective)
	Fluoxetine
	1
	117
	0.59 (0.25; 1.39)
	0.75

	
	
	Venlafaxine 
	2
	569
	0.83 (0.52; 1.33)
	0.61

	
	
	Sertraline
	2
	427
	0.87 (0.54; 1.41)
	0.58

	
	
	Moclobemide
	1
	77
	0.90 (0.32; 2.57)
	0.54

	
	
	Paroxetine
	15
	2641
	0.94 (0.77; 1.16)
	0.53

	
	
	Escitalopram
	3
	1785
	0.99 (0.74; 1.32)
	0.49

	
	Cat -1
(May be among the most harmful) 
	No interventions
	NA
	NA
	NA
	NA

	
	Cat -2
(Among the most harmful)
	Fluvoxamine
	5
	972
	1.51 (1.06; 2.14)
	0.22

	Low certainty (Low to Vlow QOE)
	Cat 2
(Among the most effective)
	No interventions
	NA
	NA
	NA
	NA

	
	Cat 1
(Inferior to the most effective/superior to the least effective)
	No interventions
	NA
	NA
	NA
	NA

	
	Cat 0
(Among the least effective)
	Buspirone
	1
	30
	0.12 (0.01; 2.47)
	0.89

	
	
	GW876008
	1
	252
	0.67 (0.37; 1.18)
	0.73

	
	
	Bromazepam
	1
	60
	0.48 (0.04; 5.70)
	0.68

	
	
	Vilazodone
	1
	44
	0.78 (0.20; 3.15)
	0.59

	
	
	Atomoxetine
	1
	27
	0.91 (0.15; 5.68)
	0.52

	
	
	Brofaromine
	1
	30
	0.95 (0.45; 1.98)
	0.52

	
	
	Levetiracetam
	2
	235
	0.98 (0.53; 1.80)
	0.50

	
	
	Clonazepam
	1
	75
	1.03 (0.35; 3.02)
	0.47

	
	
	Olanzapine
	1
	12
	1.12 (0.11; 11.75)
	0.45

	
	
	Mirtazapine
	1
	60
	2.07 (0.18; 24.45)
	0.29

	
	
	Pregabalin
	2
	463
	1.55 (0.94; 2.57)
	0.22

	
	
	Phenelzine
	3
	183
	1.71 (0.78; 3.75)
	0.21

	
	
	Atenolol
	2
	102
	2.76 (0.83; 9.15)
	0.11

	
	Cat -1
(May be among the most harmful) 
	No interventions
	NA
	NA
	NA
	NA

	
	Cat -2
(Among the most harmful)
	No interventions
	NA
	NA
	NA
	NA

	GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.


[bookmark: _Hlk527459482]Table 6. GRADE NMA Conclusions from network for the primary outcome of acceptability (dropouts due to any cause). Studies were upgraded or downgraded based on the following: quality of evidence (moderate to high vs low to very low), the effectiveness of medication based on the effect estimate, the harmfulness of medication based on the effect estimate, and the ranking and positioning of the surface under the cumulative ranking curves (SUCRA, p-scores) for the individual medications. 

LEGEND. Cat: category; CI: confidence interval; k: number of trials; MD: mean difference; mod: moderate; N: number of participants; NA: not applicable; QOE: quality of evidence; Vlow: Very low; vs.: versus. 

















	Certainty of Evidence

Outcome: Response rate. Number of responders
	Classification
	Intervention vs placebo (unless otherwise specified)
	k
	N
	Intervention vs placebo OR (95% CI)
	SUCRA

	High certainty (mod to high QOE)
	Cat 2
(among the most effective)
	No interventions
	NA
	NA
	NA
	NA

	[bookmark: _Hlk6244328][bookmark: _Hlk6243817]
	Cat 1
(Inferior to the most effective/superior to the least effective)
	Paroxetine
	13
	2746
	2.64 (1.97; 3.54)
	0.64

	
	
	Escitalopram
	3
	1595
	1.96 (1.21; 3.17)
	0.50

	
	Cat 0
(Among the least effective)
	No interventions
	NA
	NA
	NA
	NA

	
	Cat -1
(May be among the most harmful) 
	No interventions
	NA
	NA
	NA
	NA

	
	Cat -2
(Among the most harmful)
	No interventions
	NA
	NA
	NA
	NA

	[bookmark: _Hlk6239229][bookmark: _Hlk6238800]Low certainty (Low to Vlow QOE)
	Cat 2
(Among the most effective)
	Bromazepam
	1
	60
	20.00 (4.31; 92.71)
	0.94

	
	
	Clonazepam
	1
	72
	[bookmark: _Hlk6239334]14.50 (3.62; 58.14)
	0.92

	[bookmark: _Hlk6238944]
	Cat 1
(Inferior to the most effective/superior to the least effective)
	Brofaromine
	3
	207
	[bookmark: _Hlk6239416]8.10 (3.57; 18.39)
	0.87

	
	
	Phenelzine
	3
	183
	[bookmark: _Hlk6239482]3.37 (1.59; 7.15)
	0.70

	
	
	Vilazodone
	1
	39
	[bookmark: _Hlk6239559]3.42 (0.72; 16.36)
	0.65

	
	
	Sertraline
	1
	401
	[bookmark: _Hlk6243625]2.50 (1.02; 6.15)
	0.59

	
	
	Fluvoxamine
	4
	904
	[bookmark: _Hlk6243723]1.89 (1.14; 3.12)
	0.48

	[bookmark: _Hlk6239034]
	Cat 0
(Among the least effective)
	Olanzapine
	1
	10
	15.40 (0.51; 467.28)
	0.83

	
	
	Fluoxetine
	1
	75
	2.39 (0.70; 8.23)
	0.56

	
	
	Citalopram
	1
	24
	2.00 (0.32; 12.48)
	0.49

	
	
	Moclobemide
	3
	842
	1.82 (0.99; 3.36)
	0.46

	
	
	Pregabalin
	2
	463
	1.79 (0.85; 3.76)
	0.45

	
	
	GR205171
	1
	24
	1.43 (0.23; 9.00)
	0.38

	
	
	Venlafaxine
	3
	809
	1.38 (0.83; 2.32)
	0.34

	
	
	Buspirone
	1
	30
	1.00 (0.05; 19.63)
	0.33

	
	
	Mirtazapine
	1
	60
	1.00 (0.19; 5.40)
	0.27

	
	
	Atenolol
	2
	97
	1.07 (0.40; 2.83)
	0.25

	
	
	Levetiracetam
	2
	228
	1.01 (0.41; 2.53)
	0.23

	
	
	Atomoxetine
	1
	27
	0.61 (0.09; 4.14)
	0.17

	
	
	GW876008
	1
	250
	0.80 (0.34; 1.88)
	0.15

	
	Cat -1
(May be among the most harmful) 
	No interventions
	NA
	NA
	NA
	NA

	
	Cat -2
(Among the most harmful)
	No interventions
	NA
	NA
	NA
	NA


Table 7. GRADE NMA Conclusions from network for the secondary outcome of treatment efficacy (number of responders). Studies were upgraded or downgraded based on the following: quality of evidence (moderate to high vs low to very low), the effectiveness of medication based on the effect estimate, the harmfulness of medication based on the effect estimate, and the ranking and positioning of the surface under the cumulative ranking curves (SUCRA, p-scores) for the individual medications. 




LEGEND. Cat: category; CI: confidence interval; k: number of trials; MD: mean difference; mod: moderate; N: number of participants; NA: not applicable; QOE: quality of evidence; Vlow: Very low; vs.: versus. 
















	Certainty of Evidence
	Classification
	Intervention vs placebo (unless otherwise specified)
	k
	N
	Intervention vs placebo OR (95% CI)
	SUCRA 

	High certainty (mod to high QOE)
	Cat 2
(among the most effective)
	No interventions
	NA
	NA
	NA
	NA

	
	Cat 1
(Inferior to the most effective/superior to the least effective)
	No interventions
	NA
	NA
	NA
	

	
	Cat 0
(Among the least effective)
	Moclobemide
	2
	454
	1.76 (0.71; 4.34)
	0.62

	
	Cat -1
(May be among the most harmful) 
	No interventions
	NA
	NA
	NA
	NA

	
	Cat -2
(Among the most harmful)
	No interventions
	NA
	NA
	NA
	NA

	Low certainty (Low to Vlow QOE)
	Cat 2
(Among the most effective)
	Fluvoxamine
	4
	679
	6.51 (3.56; 11.93)
	0.12

	
	Cat 1
(Inferior to the most effective/superior to the least effective)
	Escitalopram
	2
	946
	2.02 (1.09; 3.75)
	0.57

	
	
	Paroxetine
	11
	2676
	2.59 (1.87; 3.58)
	0.46

	
	
	Sertraline
	2
	427
	2.76 (1.09; 7.02)
	0.43

	
	
	Venlafaxine
	4
	1117
	2.87 (1.89; 4.36)
	0.40

	
	
	Pregabalin
	2
	463
	3.60 (1.31; 9.93)
	0.32

	
	
	Brofaromine
	3
	213
	3.98 (1.28; 12.36)
	0.29

	
	Cat 0
(Among the least effective)
	Olanzapine
	1
	12
	0.67 (0.03; 14.08)
	0.76

	
	
	Vilazodone
	1
	44
	1.00 (0.13; 7.85)
	0.73

	
	
	Bromazepam
	1
	60
	1.00 (0.06; 16.83)
	0.69

	
	
	Levetiracetam
	2
	235
	2.16 (0.80; 5.79)
	0.53

	
	
	GW876008
	1
	252
	2.15 (0.75; 6.22)
	0.53

	
	
	Atomoxetine
	1
	27
	3.00 (0.11; 80.66)
	0.44

	
	
	Fluoxetine
	1
	117
	2.79 (0.52; 15.09)
	0.44

	
	
	Buspirone
	1
	30
	3.21 (0.12; 85.49)
	0.43

	
	
	Mirtazapine
	1
	60
	5.35 (0.25; 116.72)
	0.31

	
	Cat -1
(May be among the most harmful) 
	No interventions
	NA
	NA
	NA
	NA

	
	Cat -2
(Among the most harmful)
	No interventions
	NA
	NA
	NA
	NA


Table 8. GRADE NMA Conclusions from network for the secondary outcome of acceptability (dropouts due to adverse events). Studies were upgraded or downgraded based on the following: quality of evidence (moderate to high vs low to very low), the effectiveness of medication based on the effect estimate, the harmfulness of medication based on the effect estimate, and the ranking and positioning of the surface under the cumulative ranking curves (SUCRA, p-scores) for the individual medications. 






[bookmark: _GoBack]LEGEND. Cat: category; CI: confidence interval; k: number of trials; MD: mean difference; mod: moderate; N: number of participants; NA: not applicable; QOE: quality of evidence; Vlow: Very low; vs.: versus. 
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